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(ST &
ARG N4 ASE VEGE R A ANG2 2 & 4 il - AW h ik - 459 %
gz E%waby REMR -
The present invention relates to bispecific antibodies against human VEGF and against human ANG-2,

methods for their production, pharmaceutical compositions containing said antibodies, and uses thereof.
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RN L ELE

[ %A p7 B 2 H474R %]

FAHEAGHAHHABLET N L L KB F(VEGF/VEGF-A)
BAH ABELEARE-20ANG-2)Z S - HHig - #
HEFTE - LR ERBIBEAtHh RERAE -

[ S A7 #47 ]

hELERASBEREIERAVNAN ZERELET
HEE BRANLA LT EGAHF(HoEALERA@ERE X
FHEAMZERAELEAMD) - EABEEMH X R4 &
# (Folkman, J.% A - J. Biol. Chem. 267 (1992) 10931-
10934 ; Klagsbrun, M.% A ° Annu. Rev. Physiol. 53 (1991)
217-239 ; R Garner, A., Vascular diseases, Pathobiology of
ocular disease, A dynamic approach, Garner, A. A&
Klintworth, G. K. (%) % 2jk, Marcel Dekker, New York
(1994) > #1625-1710R ) - £ FREB X KA T » HEDH
EF@mt MoafithhirEBebERstkEER
¥EaAxH B AABRRZTHELEBIERY
Rt FEREELEFEFZERARMMMYE(Weidner,
N.%Z A * N Engl J Med. 324 (1991) 1-8 ; Horak, E.R. #
A * Lancet 340 (1992) 1120-1124 ; & Macchiarini, P. %
A » Lancet 340 (1992) 145-146) -

VEGF A # VEGF# #&
A0 ENRE 4L KB F (VEGF/VEGF-A)(SEQ ID No:

105) 4 3l # 5 40 A F 2 X gk ¥ @ Leung, D.W. % A >
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Science 246 (1989) 1306-9 ; Keck, P.J.% A > Science 246
(1989) 1309-12 ; & Connolly, D.T.%¥ A -+ J. Biol. Chem.
264 (1989) 20017-24 - VEGFH A N A H R E B R B’ A K E
HMHMZTEFTRET S A RARMNAa®E 4L R (Ferrara, N. ¥
A - Endocr. Rev. 18 (1997) 4-25; Berkman, R.A. % A > J.
Clin. Invest. 91 (1993) 153-159 ; Brown, L.F.% A > Human
Pathol. 26 (1995) 86-91 ; Brown, L.F.% A > Cancer Res. 53
(1993) 4727-4735 ; Mattern, J.% A - Brit. J. Cancer. 73
(1996) 931-934 ; A Dvorak, H.% A > Am. J. Pathol. 146
(1995) 1029-1039)- VEGFAH 8 # F R R 4 85 2 2 B &
% 8%8  VECFHR A leamBA T E S —9RA & o
izt - VEGFA BB T X AHMZIM b T W a T EK
EHMzhELERTEAE E L NG S (Carmeliet, P. %
A » Nature, 380 (1996) 435-439 ; Ferrara, N.% A - Nature,
380 (1996) 439-442 ; 4 ik » Ferrara & Davis-Smyth,
Endocrine Rev., 18 (1997) 4-25+ ) - & 4 8 ;v ¥ /8l VEGF %
MERAFEREBEN TR RET LB MHETHHR
+ % 8 VEGF A A2 2 4% A &) & & 4 (Carmeliet, P. % A
Nature, 380 (1996) 435-439 ; Ferrara, N.% A > Nature, 380
(1996) 439-442) - ¢4 > VEGFH B B @ o BB & % AB 1L &
o TEARNEABRTFFHALZOEHMRTILTRKSE
FasmBRELAGHNTF  BANFITHFEMLETSLENR - -B A
FEMRELENRZIEIN LB BAHLELERTF
(VPF) - #VEGFxz 5 # R 45 M e & &K ik 5 % R Ferrara, N,
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% A » J. Cellular Biochem., 47 (1991) 211-218 % Connolly,
J. Cellular Biochem., 47 (1991) 219-223 - % {18 VEGF £ H
Z XA mRNAF # &2 4 VEGF2 5% R sh E R4 -

RVEGFY PR BADNAFTHHERABTERB S BHKZ
4 & (Kim, I.% A » Nature 362 (1993) 841-844 ; Warren,
S.R. % A > J. Clin. Invest. 95 (1995) 1789-1797 ;
Borgstrom, P.% A > Cancer Res. 56 (1996) 4032-4039 ; &
Melnyk, O.% A :» Cancer Res. 56 (1996) 921-924) - WO
94/10202 ~ WO 98/45332 ~ WO 2005/00900&% WO 00/35956
R4 H VEGFZ L 88 - A Bt E /@8 AR K E R
(bevacizumab)( A B 42 & Avastin® i € )A E B 4 & F /i A
z — # $# VEGF# # (WO 98/45331) -

M 2 # 4L (Ranibizumab)(# 42 % Lucentis®) & — #& /R & &
BXERAvastin)B R 2V AR BREHDEKRRER & -
Rk Ao F I B SECERP AR K MR ML A VEGF-A
Z B 3% & 4 (WO 98/45331) - £ A - TR £ A LR
TR, BE&EMN KRN YN ARMD) S R o B A K
> BRARMDA # # MM XA NBAAOFAHEA - 5 —
U VEGF i1 8 5] 40 A ) %2 US 2007/0141065 F A7 L 2 HuMab
G6-31-

ANG-2R& #i ANG-24L #

A hE AR F-2(ANG-2)(R & & § A ANGPT2 &

ANG2)(SEQ ID No: 106) & # #l # Maisonpierre, P.C. % A

Science 277 (1997) 55-60%& Cheung, A.H.% A ° Genomics
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48 (1998) 389-91% - B % 3R o & 4 A ¥ -1 & -2(ANG-1
(SEQ ID No: 107)& ANG-2(SEQ ID No: 106)) 4 Tiex & 4
#oTeAZBEHRHARAN LT NRE T IR EBRKBRK -
Yancopoulos, G.D.% A ° Nature 407 (2000) 242-48 - # »
HFBAREREBASAOBEASE THRE - o T 4 KR F-3
B -4(Ang-3 K Ang-4)T A PR RABEFHAREARELAR
X EZR 2% MY - Kim, [.E£ A » FEBS Let, 443 (1999)
353-56 ; Kim, I.% A » J Biol Chem 274 (1999) 26523-28 -
ANG-1RANG2Z M £ @& B E TR T 4 A HBH ARK
B & 4% 4 B (B #» ANG-1 - % A :© Davis, S.% A » Cell 87
(1996) 1161-69 ; B B » ANG-2 %4 & @ Maisonpierre, P.C.
% A Science 277 (1997) 55-60) « Fih 4o % % K £ £
E 4 A #»Tie2» HAng-1K-2% L3 nM (Kd)R Ffo 5 & 4 %
Tie2 ¢ Maisonpierre, P.C. % A > Science 277 (1997) 55-
60 - & B~ Ang-1% ##ECH % B R &£ W & % % # - Davis,
S.% A » Cell 87 (1996) 1161-69 ; Kwak, H.J.% A » FEBS

‘Lett 448 (1999) 249-53 ; Suri, C. %2 A » Science 282 (1998)

468-71 ; Thurston, G.% A » Science 286 (1999) 251 1-14;
Thurston, G.% A ° Nat. Med. 6 (2000) 460-63 - @1 ANG-2 &
FHRARARELASEGFZER FVEGFR A A S L B @b+ K
B Fe5e 4 P K4 L & iBI - Maisonpierre, P.C. % A -
Science 277 (1997) 55-60 - #A dm » #H N ANG-2mfE 2 H %
R ERAERBRZIERN - ANG-2T AR B & B

W+ H 4 % F 4 (vessel sprouting)st o & R 1t H &
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Sk — A  c BEANG 22 ZE AWM AR I BFTL
ﬁkilxﬁiiﬁsﬁl%iﬁi%‘%“FANG-M@VEGF—‘ﬁi&:iiﬁé%%
£ M4k ¥iBILHF T FANG-24 & VEGF e 4% % & -
Holash, J.% A > Science 284 (1999) 1994-98 ; Holash, J. %
A » Oncogene 18 (1999) 5356-62 - S IZE KR BHIF A —
# > ANG-2&E — & 46N ThAng-1Z2z BB N L& —
Mg g Tie-2 » 12 # £ F /6 B A BB KBHEKE -
Maisonpierre, P.C.% A » Science 277 (1997) 55-60 -

AR A% A KR EEHE TANG-18 ANG-2% A £ # 6 K
B> A VEGFi# Rl 1A AR & 3 o % 2 £ Kk - Asahara,
T.% A > Circ. Res. 83 (1998) 233-40- £ H A Z R I FH
RETHAARSFABNERBEENEREZ T RN
ANG-27F T A48 ;o % % A& ® o Kim, 1.5 A » Oncogene 19
(2000) 4549-52 - £ HRE T > ANG-24& oo % 4 % =2 B0 A
CHE M 2 B HPI-3 A RAKIB B E LT 2R A ERN L ta
Bz tmp B CfHRERF - Kim, I.EZ A » Oncogene 19
(2000) 4549-52 -

AR ERATREAALBFEEAEDNRL » ANG2Z#H AT
A Tie2 Z 3 LU B & 5 % A Tie2 2 R K # » B &£ KE 4 & 85 B
L A TR BABERRETH RAEN AL L FELELIL -
Teichert-Kuliszewska, K.% A » Cardiovasc. Res. 49 (2001)
659-70 - sboh > FRECHR AN K EZT ERB L > A TR A
3] Tie2 &8 ANG-275 1t v b % % % 9 ANG-2Z £ A T #t IR ik
#» EC % 4t #k #& - Teichert-Kuliszewska, K. % A >
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Cardiovasc. Res. 49 (2001) 659-70- AR HZ N =% B R %
BRBYZMeFTBECYT » ANG-2F T 3 ¥ Tie2/F 1t B 1R &
2 m B %k EHA AR - Mochizuki, Y. 5 A » J. Cell. Sci. 115
(2002) 175-83 -« Al A3-DR A L HHF A o & s X & &
SRV BERAECAN E w2 M EAHEBRETHBRH
VEGFz R i % » @ VEGFR ANG-2z & £ % % ¥ £ -
Korff, T.% A » Faseb J. 15 (2001) 447-57 - Etoh, TH. % A
®AANG-2AZ VEGFE £ T & K LR @ st & B Tie2x
EC » 7F BP MMP-1 ~ -9 B u-PAx % 3 - Etoh, T.% A >
Cancer Res. 61 (2001) 2145-53 - & R Z 2 Mg LB HE A
Lobov, I.B. % A 8 ~ ANG-2£ N /R ¥ VEGF# &£ TR i& £ 4=
EFHARRH W - RAERREL NA@REARES B
# # ¥ 0% ¥ 4 - Lobov, LB.% A » Proc. Natl. Acad. Sci.
USA 99 (2002) 11205-10- 48t 2 F » ANG-24& & N R M
VEGFzZ #k M TR &N KRt - & & & &1 - Lobov, I.B.
% A > Proc. Natl. Acad. Sci. USA 99 (2002) 11205-10 - #g
Ll o fE B VER M BEEE A > Vajkoczy, PE A% H % @ i
REBEeABEERMEBA LR H&RIRVEGFR-2E ANG-2
LEARXDE LRI BT 4 Kk o Vajkoczy, P.E A >
J. Clin. Invest. 109 (2002) 777-85 - st A R A 4+ Kk + 84 iE
BZORIMEETL BB HUAMEE VEGFR ANG-22
RN E g EYE - Vajkoczy, P.¥ A > J Clin. Invest.
09 (2002) 777-85 »

Tie2R B A R E-1ZXBHBR B RTEBETHEM LR
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BEAPHEEALARE- 1N B 2zTe 2@ BN EHFT Feoh
FrEPRETIL KA T AR BRRELET RRIR
BN R me X @ie 2 i (Dumont, J.%E A » Genes &
Development, 8 (1994) 1897-1909 ; Sato, T.N., Nature, 376
(1995) 70-74 ; Thurston, G. % A - Nature Medicine: 6
(2000) 460-463) AR AL T AR E-IZHRARAEAERZA
AR E LR F-1Z R AR A MK Y (Hanahan,
D., Science, 277 (1997) 48-50 ; Zagzag, D. % A - Exp
Neurology, 159:391-400 (1999)) - 4tk 2 F » & % & & £ -
AR EERN L FEHRNM  EBARAEN LR A &
EARF-lZARMERBRETLIARSE KMo kE
EERFITREFAERE AR EM X P MK E (Hanahan,
D., 1997 ; Holash, J.% A ° Orzcogerze 18 (199) 5356-62 ;
Maisonpierre, P.C., 1997) - # B E M o & 4 & ¥ £ F £ &
¥ 2R R ZHARCERFSEBHEUVBA T T N 0T 4 R
% -24%& 3 (Maisonpierre, P.C.% A - Science 277 (1997) 55-
60)c £ RERSBHEBEAEF HREEAXLEZRALE L K
FL25RPREBOELARTER LT £ R F-218 %5 8 ¥
o2 BE & 4 E 48 B % (Ahmad, S.A.% A » Cancer Res., 61
(2001) 1255-1259) - R R e H o A2 R F-28KR A
B & &5 @ & M (hypervascularity) 48 5 % (Etoh, T.% A
Cancer Res. 61 (2001) 2145-53 ; Tanaka, F.% A - Cancer

Res. 62 (2002) 124-29) »

HER  LRBEDEALEARF-1 E 4 KR F-2K/KTie-
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2HETRAONBERELEE - Bl @mF > US 6,166,185 ~ US
5,650,490 & US 5,814,464% B 45~ A Tie-28 12 88 B < 2 1
B-LAARRE AT ENTIe2TRERESTH D AN
BE 2z # B & R+ (Lin, 1997 ; Lin 1998) - Siemester, G. %

A * Siemeister, G.H A » Cancer Res. 59 (1999) 3185-91 &

A& RATie-2Z B BHOABRIE T BB Hh  #H%eihk
EHEBRDRFTERETAEMTIe2HBEELE KRRBEBE 2 F
ERAEALBENS BEXAFTALERF-I1RLFT LR F-2%
BonTie-2 REHUEHAR > A AR F A E £ R F-1-
o EAERF2RTie- 2R F B AREREZLRRI H &) AF
oo AWM BARAEBGO R ELRE-2EREETA ZEN
CHREREIER EXAEERTREEBRANE N F
A &k E P rREZBET KB L KB HE K (Follunan, 7.,
Nature Medicine. 1 (1995) 27-31) «

bt — A BEREBPRALELINLEEARF2ZHH
BBk o 40 % R US 6 166,185% US 2003/10124129 - WO
03/030833 -~ WO 2006/068953 -~ WO 03/057134 % US
2006/0122370 -

HATEARATARF2Z AN A CHARA LT
AR E-1Tie2t R B ELETLEHEHR  HMmEECEE
HRB LT L KRS EF (H 4o VEGF)Z % 1t 12 38 (Hanahan,
D., Science, 277 (1997) 48-50)- sk h¥p ¥ & % & &R £ -14
FZRAFABRBBEAAR LT AR E- 1B ERR LA XK
CIR T A
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ANG2 A B FH M ARANE L BT EL MR -
Maisonpierre, P.C.% A » Science 277 (1997) 55-60 - £ s
FEBEY  ANG2ABRBRNaFELHRMLARZHE A F
ICREEN 5B BOENLE YT B (Osada, H % A » Int.
J. Oncol. 18 (2001) 305-09 ; Koga, K.% A » Cancer Res. 61
(2001) 6248-54) - AF %m A # (Tanaka, S.% A - J. Clin.
Invest. 103 (1999) .341-45) - § # (Etoh, T.% A > Cancer
Res. 61 (2001) 2145-53 ; Lee, J.H.% A » Int. J. Oncol. 18
(2001) 355-61) ~ ¥ #k A% /8 (Bunone, G.5 A > Am J Pathol
155 (1999) 1967-76) ~ 3k /) 4= A B & (Wong, M.P.%& A >
Lung Cancer 29 (2000) 11-22)2A & & B % (Ahmad, S.A. ¥
A Cancer 92 (2001) 1138-43) » R & %] A& 5% (Wurmbach,
JJH.% A » Anticancer Res. 20 (2000) 5217-20) - % 3} — 4k
BE & 4w BB & 3 ANG-2 o £ 15 rf’ﬁ T Ténaka, S.% A J.
Clin. Invest. 103 (1999) 341-454 124 A % AF 4= B % (HCC)
XA P 2 104 F 14 8 5] ANG-2 mRNA - Ellis® # # &
ANG-2% 6 %3 EHE L & ¥ - Ahmad, S.A. % A » Cancer
92 (2001) 1138-43 - H A X H M T 5 H M H 3R - Chen, L.
% A+ J. Tongji Med. Univ. 21 (2001) 228-35 - 4 & 1§ B &
M ABEILERE P 2 ANG-2 mRNA4 ¥ » Sfiligoi, C. %
A  Int. J. Cancer 103 (2003) 466-743% & ANG-2 mRNA#
MEBEHKREEAR - SBEATHAEREREFTRARAE M
B o Tanaka, F.% A ° Cancer Res. 62 (2002) 7124-29%} 4 3}

2364 5 B BN H E R KIZEIIIAZ 3 /) = B B & (NSCLC)
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s L @iTHRE  -BFRALAEAKRLE > LH3169% NSCLC
4 ZANG-25 M - ANG 2B H BB I M A EEEBRE S
WANG-2EE M BB Z o T FE - ANG-2Z % H o T 4 &
% A AVEGFA R &S ¥ T R - s > ANG-2Z B %
RATBERFRRFHALEZEXLEEZRTF - Tanaka, F.5F A > h
Cancer Res. 62 (2002) 7124-29 - % @ - H # 3 Ang-1% % .
B % 2 & 8 %4 M o Tanaka, F.% A » Cancer
Res. 62 (2002) 7124-29 - st 5 & R XA ANG-2A B A ¥ T
HEEZEEZARBAHGER - '

% i 0 4 A ANG-24 B ks B4 A - Yancopoulos[H #8
8% R B 4 KR E EANG-2 - Gale, NNW.% A > Dev.

Cell 3 (2002) 411-23- £ B8 £ ANG-2EX A H KR /DA F X
bR PR BT LB EFTHEXARL ALXRS

b % ke BREB P RHHIKE F o Gale, NW.F A >

Dev. Cell 3 (2002) 411-23 « # 75 4 3 4k % ANG-2 ¥ 2 £ #
B4t BIBEKAILLARASE S BAELE E KB - Gale,
N.W.% A > Dev. Cell 3 (200) 411-23 - Ang-1z B E & #H K ‘
EH B S ERERERET 4L &M - Gale, NNW. %
A  Dev. Cell 3 (2002) 411-23 -

PetersR R Rl EHR ETaxHTie2e n EgmZba it H
#FR BB Pz BEF A P ABYPRABAILRERZE
+ @z E# N4 E - Lin, P.E A » Proc. Natl. Acad. Sci.
USA 95 (1998) 8829-34 ; Lin, P.% A » J. Clin. Invest. 100

(1997) 2072-78 - B bt A B X B B A MK o B F K K K

143346.doc -12-
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Bk o sboh > TEMTie2MMEBT K & A ¥ & B JE o 88 45
wEA A Mz B AR Lin, PEZ A » J. Clin. Invest. 100
(1997) 2072-78 o #b %t @ Isner B & B B % 80 & VEGF & Ao
ANG-22 # th B X VEGFABE S K ARSI ABM A R
% # m o Asahara, T.& A » Circ. Res. 83 (1998) 233-40 -
i g TEMTie2% # 1 1k ANG-2# VEGF# § 2 # o & £ &
&) ¥ & - Asahara, T.% A » Circ. Res. 83 (1998) 233-40 -
Siemeister, G.% A * Cancer Res. 59 (1999) 3185-914¢ A 42
B BEHEBEEET  Flt-13p & Tie2 2 B 5h & 11 88 & 5 3
EREBBENTBEARER A LSS — X HEZLBE LI
B Z 4 H >  WRBAVEGFX B R @ RTie2 B2 ERF AT
BN T AERBEALEZHMBEE XN - Siemeister, G.
% A > Cancer Res. 59:3 (1999) 3185-91 - st 44 & & &7 % %
Zz White, R., R.% A :» Proc. Natl. Acad. Sci. USA 100
(2003) 5028-33% % - A EMAFTRA T ERXRAABEME
Ko FAERBEHP -4 HHHANG-2Z % & 88 L
PERNAG B B £ % B bFGFHE F 2 M b ¥ £ & -
EZT MR

A CHE IR EARBE X Pl daE L
[gGIR B AAELEBREILA IO FELEE R — 4R
4v %4 B Coloma, M.J.% A : Nature Biotech 15 (1997) 159-
163 ; WO 2001/077342 ; B Morrison, S.L., Nature Biotech
25 (2007) 1233-1234) «

KB H R B4R G B AL C & (IgA ~ IgD ~ IgE -

143346.doc -13-
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[gGRIgM)B st H E LR B R BIBURALERREZE T H AN
AKX o EHERLE e whieing ~ AR
2 - % F 8 4 # X (scFv ~ Bis-scFv)(Holliger, P. % A >

Nature Biotech 23 (2005) 1126-1136 ; Fischer, N., Léger,
O., Pathobiology 74 (2007) 3-14 ; Shen, J.% A  Journal of
Immunological Methods 318 (2007) 65-74; Wu, C.% A

Nature Biotech. 25 (2007) 1290-1297) -

FrEZEMASERERTFRBASILHEZ v (IgA - IgD
IgE ~ IgGHRIgM)EL % — & 4 % & (#) 4o scFv) R ak & 6 4o &
18 Fab h & s scFv(Fischer, N., Léger, O., Pathobiology 74
(2007) 3-14) - AR EH R > TREZH AT AEXA
BAZRABIEOBUBRARETLEBFcXRESNE X
BB HoABERBReEFHRCDOXBEREN
ta f, & % (ADCC) »

42 WO 2007/024715v HE TH AR IR A LIS BERS
TE-—MHELEEZEETERELAKESE - £ US
6,807,044 R ET —BUBAMEFRABR -_RBZH ik -
£US 7,129330P R ETEA £ wfB & KE R T H LR
Bz T%38e) % BFviit#% 248 - £U0S 2005/0079170
RET_RRSFZRREAEH - £US 6,511,663 7 88 &
Tas=RBiwEifEd - SHELBRLEEMRAL S ZFabh
BH-BIRuwBEIL-HRARALELAES  HMEEGFRABRA
B HEAE o £WO 2006/020258 ¢ 4 Tw B8 &4 — M
HE EATAARRANBRBRAB @B T ALERNER
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B LB F ik o £US 2005/0163782 ¢ 4 £ 7T — & B & 4 &
@ F L — AR eERgE R R R RGES A

gtz _RHORSCHEZIRB IR B REALY &

XBEAGARBEY — A2 EGREREI _RBOYST X -
£ US 5,959,083y Hh E T# F £~ HowBEXR - £WO
2001/077342F R & T E A AR =B R ELAHERRE A
B zBEIEREZRE -
5 EFE - MHRSZBRRELESL
% Bk o WO 1992/0040533 £ T B ¥ 4 AN BEARR KR
F & I1gG ¥ B % L 8 H # X X & H B & W
(homoconjugate) » H (4 # & & & X B £ B 2 & - £ WO
1991/06305+ R E THR R EFARF I ZEREKRR
# o AP o bdBEAIRGREIERY R A A &HMEXH
B R Eb&EsE —RZILEHAKEGERABV AL ER AR
IgGo F - £US 6,350,860V RETH FRELBRELRE
B2 BEBEER HETANERTHEEYERRREME
& o &£ US 2005/0100543F R E T AR EF —MHIARZ
P RHEBEOTRAZIHBER TR TRaZIBERIEY
FT A ERBIABEALEFTE -—MHRARBIER - WO
1995/009917TH F TR EH T R AL 2 ETFE -~ HoFR

£ WO 1997/001580% 48 & 7

B o WO 2007/1092544 % 7 948 K scFvaa i & & 2 8 &
scFvz &2 &4 5 F °
VEGF® ANG-23 4| #] 2 42 &

WO 2007/068895#% B ANG-24# 4% # & VEGF - KDR& /%,

143346.doc -15-
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FLTL# #u Bl 2 @4 - WO 2007/0894453 & ANG-2# VEGF
Bz @b -

[#ARZE]

ARz E R LHHEETE B HE &

AR ABELEARAEALAERF(VEGFH)R A o & 4 & F -

2(ANG-2)B 64 & — b 4 S A VEGFZ & — R R & 6 1

BARE A ABANG2Z % B L& DR E -

ERABRAZ —BERH T AFRAZEETE-—HRAAEN
HE AR '
) SEREBEELINLBEA - HIA B ELTEBARARLA
32 48 5] 8 3%
i) R — B AVEGFx £ — W R A M B A E48T %
B ¥ &4 SEQ ID NO: 1~ SEQ ID NO: 9+ SEQ ID
NO: 17% SEQ ID NO: 94 CDR3E& ; SEQ ID NO:
2~ SEQ ID NO: 10~ SEQ ID NO: 183% SEQ ID NO:
952 CDR2& ; A SEQ ID NO:3 - SEQ ID NO: 11 -

SEQ ID NO: 19% SEQ ID NO: 96z CDRIE * B £ & '
45T % 3% ¥ 64 SEQ ID NO: 4+ SEQ ID NO: 12 -
SEQ ID NO: 20% SEQ ID NO: 97z CDR3E& ; SEQ ID
NO:5+ SEQ ID NO: 13+ SEQ ID NO: 21%SEQ ID
NO: 98z CDR2E : ASEQ ID NO:6 - SEQ ID NO:
14 ~ SEQ ID NO: 22% SEQ ID NO: 99z CDRIE ;

i) ZE—WELANG2Z E R EAS M L &4
3% ¥ 4,4 SEQ ID NO: 25+ SEQ ID NO: 38 ~ SEQ

143346.doc -16-



1393571

143346.doc

ID NO: 46 ~ SEQ ID NO: 54~ SEQ ID NO: 62 » SEQ
ID NO: 70 ~ SEQ ID NO: 78 % SEQ ID NO: 86z
CDR3E ; SEQ ID NO: 26 » SEQ ID NO: 39 ~ SEQ ID
NO: 47 ~ SEQ ID NO: 55~ SEQ ID NO: 63 ~ SEQ ID
NO: 71 ~ SEQ ID NO: 79 SEQ ID NO: 87 CDR2
% ; &ASEQ ID NO:27 ~ SEQ ID NO: 40 - SEQ ID
NO: 48 ~ SEQ ID NO: 56 ~ SEQ ID NO: 64 ~ SEQ ID
NO: 72 ~ SEQ ID NO: 80z SEQ ID NO: 88x CDRI
B BAEETEHRT 4ASEQID NO: 28~ A% %
% T92L ~ H93Q& W94Tz SEQ ID NO: 28 ~ SEQ ID
NO: 41 ~ SEQ ID NO: 49 ~ SEQ ID NO: 57 ~ SEQ ID
NO: 65~ SEQ ID NO: 73 ~ SEQ ID NO: 81§§,SEQ ID
NO: 892 CDR3 & ; SEQ ID NO:29 ~ SEQ ID NO:
42 ~ SEQ ID NO: 50 ~ SEQ ID NO: 58 ~ SEQ ID NO:
66 ~ SEQ ID NO: 74 ~ SEQ ID NO: 82% SEQ ID NO:
90z CDR2& ; A SEQ ID NO:30 -~ SEQ ID NO: 43 -
SEQ ID NO: 51 ~ SEQ ID NO: 59 ~ SEQ ID NO: 67 ~
SEQ ID NO: 75 ~ SEQ ID NO: 83#% SEQ ID NO: 91z

CDR1E -

AABRAZ-—BAETRBY  AEAILEE MR Y
FEE N

FEREEARNBELEL —HABRERTERALA
32 48 T B
R - AHOVEGFZ ¥ — RS A B 4 & 48T %

-17-



1393571

iii)

% ¥ & 4 SEQ ID NO: 12 CDR3& - SEQ ID NO: 2%
CDR2& & SEQ ID NO:3z CDRI1E - B f& 48 4& 5T 4 3%
$+ & 4 SEQ ID NO: 4z CDR3E& -~ SEQ ID NO:5x
CDR2E& A& SEQ ID NO:6z CDRIE ;

XL E—MESLSVEGFZ E — R R ES M B A ETHT
“ 1% ¥ 6 4SEQ ID NO: 92 CDR3E& ~ SEQ ID NO:
10z CDR2E A SEQ ID NO:11zZ CDRIE °» H £ 3% 4¢
T 4 3% ¢ 4 4 SEQ ID NO: 12z CDR3E - SEQ ID
NO:13%2 CDR2E A SEQ ID NO:14z CDRI1E ;
XZE—WMEALSVEGFXZ B~ RESMEB A EHT
4 3% ¥ 4 4 SEQ ID NO: 172 CDR3E ~ SEQ ID NO:
182 CDR2E A SEQ ID NO:19z CDR1E - H £ #& 4%
9T 4 3% ¥ & 4 SEQ ID NO: 20x CDR3E -~ SEQ ID
NO:21z CDR2E & SEQ ID NO:22z CDR1& ; A&
ME - WEAANG2ZE R BREASME K E 4T
4 3% + & 4 SEQ ID NO: 252 CDR3& ~ SEQ ID NO:
262 CDR2E A SEQ ID NO:27z CDR1E& - B £ & 4%
T4 3% P 4 4 SEQ ID NO: 28% B A ® % TI92L -
H93Q& W94T 2 SEQ ID NO: 28z CDR3& - SEQ ID

NO:29z CDR2E A SEQ ID NO:30x CDRIE& -

EARABFHZ-—BERHT  ALFAILETE KA

1)

143346.doc

HHAER

BERBEANBEA —HRBELTEBANE
48 b 5] % %

-18-



1393571

ii)

iii)

% & - HAVEGF ¥ — R R & 4 % & 2 SEQ
ID NO: 7~ SEQ ID NO: 15~ SEQ ID NO: 23 % SEQ
ID NO: 1004 A €4 77 % 4 » H & 2 SEQ ID NO:
8 ~ SEQ ID NO: 16 ~ SEQ ID NO: 24% SEQ ID NO:
101 A a8 THHE &

M E - AOANG-2Z % LB & A % & 4 SEQ
ID NO: 31 ~ SEQ ID NO: 44 » SEQ ID NO: 52  SEQ
ID NO: 60 ~ SEQ ID NO: 68 - SEQ ID NO: 76 ~ SEQ
ID NO: 84%SEQ ID NO: 924 A& E 42 ] % 5% » A &
A SEQ ID NO: 32 B4 £ % T92L ~ HI3QA W94Tx
SEQ ID NO: 32 -~ SEQ ID NO: 45~ SEQ ID NO: 53 »
SEQ ID NO: 61 ~ SEQ ID NO: 69 ~ SEQ ID NO: 77 -

SEQ ID NO: 85% SEQ ID NO: 934k 4 8 4 v 4 3% -

LEABHRHZ —EERMAT AFHAZILEITE-—HRARY

L= QA

b

ii) %E - B SHSVEGFL E R BELE AN BLEESLTHE

B/ ¥ & 4 SEQ ID NO: 1% SEQ ID NO: 94z CDR3
& - SEQ ID NO: 2% SEQ ID NO: 952 CDR2E &
SEQ ID NO:3% SEQ ID NO: 962 CDRI1E - H & i 4¢
T 4 B ¥ & 4 SEQ ID NO: 4% SEQ ID NO: 97z
CDR3E - SEQ ID NO:5% SEQ ID NO: 982 CDR2&

& SEQ ID NO:63 SEQ ID NO: 992 CDRI1E&

iii) UE - WEASANG2Z R R E S MM E A 4T

143346.doc

% 3% ¥ & 4 SEQ ID NO: 38 - SEQ ID NO: 46 ~ SEQ

-19-



1393571

ID NO: 54 ~ SEQ ID NO: 62 -~ SEQ ID NO: 70 ~ SEQ
ID NO: 78 SEQ ID NO: 86 CDR3E ; SEQ ID NO:
39 - SEQ ID NO: 47 ~ SEQ ID NO: 55+ SEQ ID NO:
63 ~ SEQ ID NO: 71 ~ SEQ ID NO: 79 SEQ ID NO:
872 CDR2& ; A SEQ ID NO: 40 ~ SEQ ID NO: 48 -
SEQ ID NO: 56 ~ SEQ ID NO: 64 - SEQ ID NO: 72 »
SEQ ID NO: 80% SEQ ID NO: 882 CDRIE -+ H £ #2
48 7T % 3% ¥ 6, 4 SEQ ID NO: 41 » SEQ ID NO: 49 »
SEQ ID NO: 57~ SEQ ID NO: 65 ~ SEQ ID NO: 73 -
SEQ ID NO: 81 SEQ ID NO: 892 CDR3& ; SEQ ID
NO: 42 -~ SEQ ID NO: 50~ SEQ ID NO: 58 - SEQ ID
NO: 66 ~ SEQ ID NO: 74 ~ SEQ ID NO: 82#% SEQ ID
NO: 90z CDR2E ; & SEQ ID NO: 43 - SEQ ID NO:
51 ~ SEQ ID NO: 59 -~ SEQ ID NO: 67 ~ SEQ ID NO:
75~ SEQ ID NO: 83% SEQ ID NO: 912 CDRIE -

EABERHZ-—BERAY  ABTAIELETRZ KRN

e A

ii) % & — & 4 VEGFx ¥ — L R & 6L & & 2 SEQ
ID NO: 7% SEQ ID NO: 1004 & & 42 ] 4 1% » H &
4 SEQ ID NO: 8% SEQ ID NO: 1014 % %2 48 < 4
B A

iii) X & — & SANG-2Z 5 — R R & 4 1 % & 4 SEQ
ID NO: 44 ~ SEQ ID NO: 52 ~ SEQ ID NO: 60 ~ SEQ

ID NO: 68 ~ SEQ ID NO: 76 ~ SEQ ID NO: 843z SEQ

143346.doc ~20-



1393571

ID NO: 924 & € 4 <7 # % > A & 4 SEQ ID NO:
45~ SEQ ID NO: 53 - SEQ ID NO: 61 ~ SEQ ID NO:
69 ~ SEQ ID NO: 77 » SEQ ID NO: 85% SEQ ID NO:
934 2 43 48 T % B -
EABFHZ-—BERH P AFAZILEE-—MHRARBRY
HOBAERN
i) ZE —BEALANG2Z B B &AM T 4 4T
4 3% & &, 4 SEQ ID NO: 38 - SEQ ID NO: 46 * SEQ
~ ID NO: 54 ~ SEQ ID NO: 62~ SEQ ID NO: 70 * SEQ
ID NO: 783 SEQ ID NO: 862 CDR3& : SEQ ID NO:
39 ~ SEQ ID NO: 47 ~ SEQ ID NO: 55+ SEQ ID NO:
63 ~ SEQ ID NO: 71 ~ SEQ ID NO: 79% SEQ ID NO:
87% CDR2E :; & SEQ ID NO: 40 - SEQ ID NO: 48 -
SEQ ID NO: 56 ~ SEQ ID NO: 64 - SEQ ID NO: 72 »
SEQ ID NO: 80% SEQ ID NO: 882 CDRIE ' B £ &
“ 4 T %3 F & 4 SEQ ID NO: 41~ SEQ ID NO: 49 -
SEQ ID NO: 57 ~ SEQ ID NO: 65~ SEQ ID NO: 73 -
SEQ ID NO: 813 SEQ ID NO: 892 CDR3E& ; SEQ ID
NO: 42 ~ SEQ ID NO: 50 ~ SEQ ID NO: 58 ~ SEQ ID
NO: 66 ~ SEQ ID NO: 74 - SEQ ID NO: 82 SEQ ID
NO: 902 CDR2E ; & SEQ ID NO: 43 » SEQ ID NO:
51 ~ SEQ ID NO: 59 - SEQ ID NO: 67 ~ SEQ ID NO:
75~ SEQ ID NO: 83 % SEQ ID NO: 91z CDRI1E& -
AAFRHZ—BERG T AFAIEERZT MR ARY

143346.doc -21-



1393571

EM AR
i) & — B LSANG-22 % — R & 6% &2 SEQ
ID NO: 44 ~ SEQ ID NO: 52 -~ SEQ ID NO: 60 ~ SEQ
ID NO: 68 ~ SEQ ID NO: 76 ~ SEQ ID NO: 84 SEQ
ID NO: 924 A &4 T £ 5 » H & 2 SEQ ID NO:
45 ~ SEQ ID NO: 53 + SEQ ID NO: 61 -~ SEQ ID NO:
69 ~ SEQ ID NO: 77 ~ SEQ ID NO: 85 SEQ ID NO:
O34F A 42 48 T # 3% -
EABFHZ—BAERHF AEAXISLEE-—MHARY
AR
i) & —E&EAVEGF2 F — R RE S MB A ELT R
B ¥ & 4 SEQ ID NO: 12 CDR3& - SEQ ID NO: 2z
CDR2E & SEQ ID NO:32 CDRI1E : H f& 8 4& 7T 4 3%
% ¢, 4 SEQ ID NO: 4z CDR3& - SEQ ID NO:5%
CDR2E A SEQ ID NO:6z CDRIE ; &
i) % & — & ASANG22Z % — B &AM A &4 T
% 3% ¥ 4 SEQ ID NO: 462 CDR3& - SEQ ID NO:
472 CDR2E & SEQ ID NO:482 CDRIE ' H 4 4% 4#
T % ¥ 84 SEQ ID NO: 492 CDR3& -~ SEQ ID
NO:50% CDR2E & SEQ ID NO:512 CDRIE -
EAFRAZ —FHERHT  AFTAZIEEZT KBS
AR
ii) & — ¥ S VEGF2x % — A R & & ML B & 2 SEQ

ID NO: 7T# B £4& 5T % 3% > B &4 SEQ ID NO: 84

143346.doc -22-



1393571

B TER R
iii) 2% & — & 5 ANG-2Z2 E i R & 6 M % & 42 SEQ
ID NO: 524 A& £4 T % > B ¢ 4 SEQ ID NO: 53
1 B 43 40 T % 1K -
EAFRAHZ-—BEHRH T AFEAILETFE-—MHRABY
A R
i) W& L&A VEGF2 E R RE SN B LA ERT R
¥/ ¥ & 4 SEQ ID NO: 1% SEQ ID NO: 94z CDR3
~ & - SEQ ID NO: 2% SEQ ID NO: 95 CDR2E &
SEQ ID NO:33% SEQ ID NO: 962 CDRI1 & ° H % & 4¢
T4 3 ¥ @ 4 SEQ ID NO: 4% SEQ ID NO: 97x
CDR3E& - SEQ ID NO:5% SEQ ID NO: 98z CDR2E
A SEQ ID NO:63% SEQ ID NO: 99z CDRI1E ;
iii)ez%»fiwgé.\ANG-zzﬁ;ﬁfé A EMT
4% 3% ¥ &, 4 SEQ ID NO: 62% SEQ ID NO: 86% CDR3
~ E - SEQ ID NO: 63%SEQ ID NO: 87z CDR2E &
SEQ ID NO:643% SEQ ID NO: 882 CDRIE » E 4 38
4 5T % 33 ¥ 6,4 SEQ ID NO: 65%SEQ ID NO: 89
CDR3E - SEQ ID NO:663% SEQ ID NO: 90 CDR2&
A SEQ ID NO:673% SEQ ID NO: 91z CDRIE& -
EABEHZ—BAERHAT  AFRAZILEET-—MHRAAY
A
i) 2 & — & 4 VEGFx2 ¥ — i R & 4 41 % & 4 SEQ

ID NO: 7% SEQ ID NO: 1004 & £4& T % 3% » H &

143346 .doc -23-



1393571

4 SEQ ID NO: 8% SEQ ID NO: 1014k % 3z 4& -] &
B AR

i) L& — W& ASANG 22 B = R & 4% &4 SEQ
ID NO: 68%SEQ ID NO: 924 A £ 4 T # 3% > B &
4 SEQ ID NO: 69% SEQ ID NO: 934k 4 #z 4 <] &
ﬁk‘(‘o

LABRAZ—FERHNT  ABAZILEFEZ-—HIAY

BOBE R

i) & — e AVEGFZ ¥ — R B & S B £ T4 %
% % 4 SEQ ID NO: 12 CDR3& -~ SEQ ID NO: 2z
CDR2E A SEQ ID NO:32 CDRI1E - H f 3% 4& 7T % 3%
$ & 4 SEQ ID NO: 42 CDR3E& - SEQ ID NO:5%
CDR2E A SEQ ID NO:6z CDRIE ;

i) L& —HELSANG22F R BRESMEB £ EH4T
% 3% ¥ & 4 SEQ ID NO: 62z CDR3E& -~ SEQ ID NO:
632 CDR2E & SEQ ID NO:642 CDRIE -+ H £ $3 4%
T % ) ¥ 64 SEQ ID NO: 652 CDR3& ~ SEQ ID
NO:66% CDR2E & SEQ ID NO:67= CDRI1E -

EABHZ—BERHAT A BFHAzEETE -—HARS

FE AR

ii) & — & AVEGFZ & — L B & 4 i & & & SEQ
ID NO: 7# %4 €42 T %3 - B & 4 SEQ ID NO: 84
B TER R

1) 3% & — W 4 5 ANG-22 % — i R & 4 i % & 2 SEQ

143346.doc -24.



1393571

ID NO: 684 & €4 T %3 » A & 4 SEQ ID NO: 69
YA 4868 T % 3% -
BEBEL - NABEVA-_BETAHZF  wWHEXS
18 - ABH2HEETE MK BBEEAHA-F  ZFXOEFE -
ABBHzI—RELH - HLBHUEETE KB &
s BN T o |
ABPE - S RULFAFAZITINBEALEDER B X
AN X YRABBBEIEZRABAE  REAZFHRE
.. LA EBEALEREARBIE X8R -

A% - —BEBRREAEME I @B HEBa
A K K-
A3 i — —HAEAABRHZEETE - MHiRHBEX

FECABHUEN ARBRREBE IR TEAALAEHA

Z B AAebieapihtirakzE TR —

M ABRHAE-—FSosEIHBEATFTE/RINR
&

ABFRAZARERL —HLL UL ES AR ES
Mo  ANERBREZZALY  HEETE-—MHARA
RUERARABRBEEZIEH AR —HEGARERE

EERAUE EL - BABALBUTE LR ZIEER
Hoik e

#7nEBVEGFRANG 22 a1 B ik 2 AB E X > AEHA
2 ER—PRABBETEAE ALARABAEHB ISR
Ak AELBBEBREXELAABZBAONBERBTANRS

143346.doc -25-



1393571

e AAEFTHR LHERAFAZILEE —HRABLE
BAERR/IZEBAFERAWFH I BLENEZ —HR A
ﬁ%zﬁ%iﬁﬁo»
[ExF K]
AFERHZ-—BAETHRE A - HE - SN ABRVEGFR

ABMANG-2z # E 3 -l R a0 & —w& b AR

VEGFZ ¥ — i B &AM B R E—3d 45 AN%EANG-22 F

—HBRELSME  ERABBHAN

i)

ii)

BERRAELEOLBEA " HARELTELRARA
43 48 T 4 K

VR WS ALSVEGFZ E — R EEa TR
B ¥ & 4SEQ ID NO: 1~ SEQ ID NO: 9~ SEQ ID
NO: 17% SEQ ID NO: 94z CDR3& ; SEQ ID NO:
2+~ SEQ ID NO: 10 ~ SEQ ID NO: 185 SEQ ID NO:
952 CDR2E ; A SEQ ID NO:3 - SEQ ID NO: 11 »
SEQ ID NO: 19% SEQ ID NO: 96z CDRI1& - B s
4 T % 3 ¥ & 4SEQ ID NO: 4~ SEQ ID NO: 12~
SEQ ID NO: 20% SEQ ID NO: 97z CDR3& ; SEQ ID
NO:5+ SEQ ID NO: 13~ SEQ ID NO: 215 SEQ ID
NO: 982 CDR2& ; & SEQ ID NO:6 ~ SEQ ID NO:
14 ~ SEQ ID NO: 22% SEQ ID NO: 992 CDRIE ;

1)) L & — B ASANG-2Z E R R &4 M B £ F4

143346.doc

% 3% ¥ 4 SEQ ID NO: 25~ SEQ ID NO: 38 » SEQ
ID NO: 46 ~ SEQ ID NO: 54 ~ SEQ ID NO: 62 -~ SEQ

-26-



1393571

143346.doc

ID NO: 70 ~ SEQ ID NO: 783 SEQ ID NO: 86z
CDR3E ; SEQ ID NO: 26 ~ SEQ ID NO: 39 ~ SEQ ID
NO: 47 ~ SEQ ID NO: 55~ SEQ ID NO: 63 ~ SEQ ID
NO: 71 ~ SEQ ID NO: 79% SEQ ID NO: 87z CDR2
& ; ZSEQ ID NO:27 ~ SEQ ID NO: 40 » SEQ ID
NO: 48 - SEQ ID NO: 56 ~ SEQ ID NO: 64 ~ SEQ ID
NO: 72 ~ SEQ ID NO: 80% SEQ ID NO: 88z CDRI
B BAESTEEB P &42SEQIDNO: 28~ AF R
% T92L ~ H93Q & W94T2 SEQ ID NO: 28 » SEQ ID
NO: 41 ~ SEQ ID NO: 49 » SEQ ID NO: 57 ~ SEQ ID
NO: 65+ SEQ ID NO: 73 » SEQ ID NO: 813 SEQ ID
NO: 89 CDR3 & ; SEQ ID NO:29 - SEQ ID NO:
42 ~ SEQ ID NO: 50 ~ SEQ ID NO: 58  SEQ ID NO:
66 ~ SEQ ID NO: 74 ~ SEQ ID NO: 82% SEQ ID NO:
90z CDR2E ; & SEQ ID NO:30 ~ SEQ ID NO: 43 -
SEQ ID NO: 51 ~ SEQ ID NO: 59 ~ SEQ ID NO: 67 »
SEQ ID NO: 75 ~ SEQ ID NO: 83 % SEQ ID NO: 91z

CDRI1E -

EABRHZ—BAERMNY  AERHEEFE MBS
Fa AN

RERWREAMBEA —HILBEEHTEIRXRNE
4% 40 T 4 B
BE - WMEASVEGFX R RE&E S B A ETE

# ¥ 6,4 SEQ ID NO: 12 CDR3E - SEQ ID NO: 2z

-27-



1393571

CDR2E & SEQ ID NO:3x2 CDRIE - B f& $8 4& 7T % 3%
+ &, 4 SEQ ID NO: 42 CDR3& -~ SEQ ID NO:5%
CDR2E & SEQ ID NO:6z CDRIE ;
RLE - HMELEAVEGF2 § — IR &AM A T4
% 3% ¥ 4,4 SEQ ID NO: 92 CDR3E& - SEQ ID NO: -
10z CDR2E & SEQ ID NO:112CDRIE - H 4 & 4%
ST 4 3] ¥ ¢ 4 SEQ ID NO: 12z CDR3E - SEQ ID
NO:132 CDR2E % SEQ ID NO:14z CDRI1E
XL E - WWBEAVEGFZ Z — R R & 6B 4T ‘
%1% ¥ 6 4 SEQ ID NO: 172 CDR3E& - SEQ ID NO:
182 CDR2E& R SEQ ID NO:192 CDRI1E& - B 4 8 4%
T4 3 F & 4 SEQ ID NO: 20x CDR3& -~ SEQ ID
NO:212 CDR2E & SEQ ID NO:22z CDRIE& ; &

1)) % & —BEAANG 2 E B S A mE L 47T
g% ¥ 64 SEQ ID NO: 252 CDR3& - SEQ ID NO:
262 CDR2E A SEQ ID NO:27z2 CDRIE ° B f& 38 4%
T Y% P 4 4SEQ ID NO: 28% A #F % % T92L - ’
H93Q& W94T2SEQ ID NO: 28z CDR3E - SEQ ID
NO:29% CDR2E & SEQ ID NO:30x CDRI1 & -

AABRAZ—BFERHT  AFAXILEE-—MHRABY

LR O A

) HERBRESNLBEA " HARELITELEHARAR
32 48 7T % 8K

i) L& — W HSVEGF2 ¥ — L R & & L 3 & 4 SEQ

143346.doc -28-



1393571

%

iii)

ID NO: 7~ SEQ ID NO: 15+ SEQ ID NO: 23% SEQ
ID NO: 1004 & €42 T % 3% » B ¢ 42 SEQ ID NO:
8 - SEQ ID NO: 16 ~ SEQ ID NO: 24% SEQ ID NO:
1014 & g2 42 <7 2 3% & &

ZE - AANG-2Z FE B & A 2 &4 SEQ
ID NO: 31 ~ SEQ ID NO: 44 - SEQ ID NO: 52+ SEQ
ID NO: 60 ~ SEQ ID NO: 68  SEQ ID NO: 76 ~ SEQ
ID NO: 84%SEQ ID NO: 92# A F4 T %% » L &
4 SEQ ID NO: 32+ A4 £ % T92L ~ H93QR W94Tzx
SEQ ID NO: 32 ~ SEQ ID NO: 45~ SEQ ID NO: 53 -
SEQ ID NO: 61 ~ SEQ ID NO: 69 ~ SEQ ID NO: 77 »

SEQ ID NO: 853 SEQ ID NO: 934 % #3 48 5T 4 1 -

AEAEAZ BT T AERIEEL-—HABY
B AR |

ii)

iii)

143346.doc

ZE WL SVEGF2 ¥ R A S LA EHRTE
B ¥ &4 SEQ ID NO: 1% SEQ ID NO: 94z CDR3
& -~ SEQ ID NO: 2% SEQ ID NO: 95z CDR2E A&
SEQ ID NO:33% SEQ ID NO: 96z CDRI1E * H f& 43 4
T H 3 ¥ 44 SEQ ID NO: 4% SEQ ID NO: 97%
CDR3& -~ SEQ ID NO:5% SEQ ID NO: 98z CDR2E
& SEQ ID NO:6% SEQ ID NO: 992 CDRI & ;

ZE - WHELSANG2Z R RSB A ERT
%35 ¥ 4,4 SEQ ID NO: 38~ SEQ ID NO: 46 ~ SEQ

ID NO: 54 ~ SEQ ID NO: 62 ~ SEQ ID NO: 70 » SEQ

-29.



1393571

ID NO: 783 SEQ ID NO: 86z CDR3E& ; SEQ ID NO:
39« SEQ ID NO: 47 ~ SEQ ID NO: 55+ SEQ ID NO:
63 ~ SEQ ID NO: 71 ~ SEQ ID NO: 79 SEQ ID NO:
872 CDR2E ; R SEQ ID NO: 40 ~ SEQ ID NO: 48 »
SEQ ID NO: 56 ~ SEQ ID NO: 64 - SEQ ID NO: 72 ~
SEQ ID NO: 80% SEQ ID NO: 882 CDRIE ' B % $&
s T % %+ & 4SEQ ID NO: 41~ SEQ ID NO: 49 -
SEQ ID NO: 57~ SEQ ID NO: 65~ SEQ ID NO: 73 »
SEQ ID NO: 81% SEQ ID NO: 89 CDR3& ; SEQ ID '
NO: 42 -~ SEQ ID NO: 50 - SEQ ID NO: 58 ~ SEQ ID
NO: 66 - SEQ ID NO: 74 ~ SEQ ID NO: 823 SEQ ID
NO: 90z CDR2E ; ZSEQ ID NO: 43 - SEQ ID NO:
51 ~ SEQ ID NO: 59 ~ SEQ ID NO: 67 ~ SEQ ID NO:
75~ SEQ ID NO: 83%SEQ ID NO: 912 CDRI1& -
AABRHZ—BAERHAY >  FAEA2EEZT -—MHREY
HaAE R
i) %% — &8 AHVEGF2 % —# R & &4 12 % & 4 SEQ ’
ID NO: 7% SEQ ID NO: 1004 & €4 T 43k > B &
4 SEQ ID NO: 8% SEQ ID NO: 1014 % 48 4& T %
B A
i) 2 & — & ASANG-2Z % W B & 4 % & 4 SEQ
ID NO: 44 ~ SEQ ID NO: 52~ SEQ ID NO: 60 ~ SEQ
ID NO: 68 ~ SEQ ID NO: 76 ~ SEQ ID NO: 84 SEQ

ID NO: 924 & £ 427 % 1 » H & 2 SEQ ID NO:

143346.doc -30-



1393571

45~ SEQ ID NO: 53 -~ SEQ ID NO: 61 ~ SEQ ID NO:
69 - SEQ ID NO: 77 ~ SEQ ID NO: 853 SEQ ID NO:

O34k B 43 48 7T % 3% °

LA ARABR2Z —BERAT  AFHAZEFTE -—MHREBEY
AR

ii)

UE-ELSANG2Z E —_RRARKE AN A EHT
% 3% ¥ @, 4 SEQ ID NO: 38 - SEQ ID NO: 46 - SEQ
ID NO: 54~ SEQ ID NO: 62 - SEQ ID NO: 70 » SEQ
ID NO: 783 SEQ ID NO: 862 CDR3& ; SEQ ID NO:
39~ SEQ ID NO: 47 ~ SEQ ID NO: 55+ SEQ ID NO:
63 ~ SEQ ID NO: 71 ~ SEQ ID NO: 79 SEQ ID NO:
872 CDR2E ; ZSEQ ID NO: 40 - SEQ ID NO: 48 »
SEQ ID NO: 56 ~ SEQ ID NO: 64 - SEQ ID NO: 72 -
SEQ ID NO: 80% SEQ ID NO: 882 CDRIE * H 4 &
4 T % 3% ¥ 6,4 SEQ ID NO: 41 ~ SEQ ID NO: 49 -
SEQ ID NO: 57 ~ SEQ ID NO: 65~ SEQ ID NO: 73 »
SEQ ID NO: 81% SEQ ID NO: 892 CDR3E& ; SEQ ID
NO: 42 -~ SEQ ID NO: 50 - SEQ ID NO: 58 ~ SEQ ID
NO: 66 ~ SEQ ID NO: 74 ~ SEQ ID NO: 82 SEQ ID
NO: 90z CDR2E& ; & SEQ ID NO: 43 SEQ ID NO:
51 ~ SEQ ID NO: 59 ~ SEQ ID NO: 67 ~ SEQ ID NO:
75 ~ SEQ ID NO: 83% SEQ ID NO: 91z CDRIE& -

AABEAZ-AFTRHA T AFAILEEE-MHARY
E e O

143346.doc

-31-



1393571

i) & — & 5ANG-2Z & — R & 4 L 8 & 4 SEQ
ID NO: 44 ~ SEQ ID NO: 52~ SEQ ID NO: 60 ~ SEQ
ID NO: 68 ~ SEQ ID NO: 76 ~ SEQ ID NO: 84#% SEQ
ID NO: 924 & & 4& 7] 4 &% » H & 4 SEQ ID NO:
45 - SEQ ID NO: 53 ~ SEQ ID NO: 61 ~ SEQ ID NO:
69 + SEQ ID NO: 77 ~ SEQ ID NO: 85% SEQ ID NO:
O34F 2 #3 48 T % 3% -

EABHZ-—BAERAT > KREHAIEETE-—HAHRY

FaA RN

i) HE -~ B LSVEGFX E—HR RN B A ELTE
B ¥ 8 4 SEQ ID NO: 1z CDR3E& -~ SEQ ID NO: 2%
CDR2E A SEQ ID NO:32 CDRIE - H & 35 48 7 4 3%
$ & 4 SEQ ID NO: 42 CDR3E -~ SEQ ID NO:5z
CDR2& A SEQ ID NO:6z CDRIE ; &

i) & — B AANG-22Z E — B &AM £ &4
% 3% ¥ @, 4 SEQ ID NO: 46z CDR3E -~ SEQ ID NO:
472 CDR2E & SEQ ID NO:482 CDR1E & H 4 #% 4%
T4 ¥ ¢ &4 SEQ ID NO: 492 CDR3& - SEQ ID
NO:50z CDR2E & SEQ ID NO:51z CDRI1E& -

EABERAZ-—BEREH P AEAZILEEE-—MHARBRY

e R

i) 4 & — & AVEGF2 ¥ —HiL B & & 1 % & 4 SEQ
ID NO: 7% B g4 T %5 » & 2SEQ ID NO: 84f
BB TEE R
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iil) % & — 34 4 ANG-22 ¥ — L B & &1L & & 2 SEQ
ID NO: 524 A &4 T % 5 > B & 4 SEQ ID NO: 53
B 84k T % -
EAAFRHZ-—BAETRH T ABAZILEETE MRS
AR
il) ZE -~ WMEASVEGFX F —~ R RE&E OB A ERTE
B ¥ 64 SEQ ID NO: 1% SEQ ID NO: 94z CDR3
% - SEQ ID NO: 2% SEQ ID NO: 95z CDR2E A&
~ SEQ ID NO:3% SEQ ID NO: 96z CDRI1E * H 4 & 4¢
T 4% B ¥ 4 SEQ ID NO: 4% SEQ ID NO: 97x%
CDR3E - SEQ ID NO:5% SEQ ID NO: 982 CDR2E
B SEQID NO:6% SEQ ID NO: 99z CDRI1E
i) M & — & SANG-2Z B — B L& O M B 4L 4
% 3% ¥ &, 4 SEQ ID NO: 623 SEQ ID NO: 86z CDR3
& - SEQ ID NO: 633%SEQ ID NO: 872 CDR2E &
~ SEQ ID NO:64% SEQ ID NO: 882 CDRIE * H & ;
4 T %33R ¥ 4 4 SEQ ID NO: 65% SEQ ID NO: 89%
CDR3E - SEQ ID NO:663 SEQ ID NO: 90z CDR2E
A SEQID NO:673% SEQ ID NO: 912 CDRIE -
AABAHZ —BAER T AEAZIELEZT-—HHRRY
LN
i) A& — & S VEGF2 ¥ — L R & 4 L 8 & 4 SEQ
ID NO: 7% SEQ ID NO: 1004 & €4 T 43 > B &
4 SEQ ID NO: 8% SEQ ID NO: 1014 % iz 4& T 4
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e
1)) R — 8B AHANG22 % B & A48 &4 SEQ
ID NO: 68%SEQ ID NO: 924 A €4 T # %k » A &
4 SEQ ID NO: 69% SEQ ID NO: 934 2 #8 4 T 4
ﬁ °
EAEHZ—BAERHT AFALIHLEEZ-—HRARY
L= A
i) % — B 4LSVEGF2 E —~ R RE M A T4 %
B ¥ 64 SEQ ID NO: 12 CDR3E ~ SEQ ID NO: 2z |
CDR2E A SEQ ID NO:32 CDRI1E * H 4 % 4% T 4 3%
% & 4 SEQ ID NO: 42 CDR3E& -~ SEQ ID NO:5%
CDR2E A SEQ ID NO:6z CDRI1E ;
1)) % & —~WEASANG22 E R R ES B L E4
3% ¥ @4 SEQ ID NO: 62z CDR3& - SEQ ID NO:
632 CDR2E & SEQ ID NO:64z CDR1E - H 4 #2 4%
T4 B ¥ ¢4 SEQ ID NO: 652 CDR3E - SEQ ID
NO:66z CDR2E & SEQ ID NO:67%2 CDRIE -
AABRZ-BAERHA T AFAZEETE-—HRABRY
R R
i) Z & — & 4 VEGF2 & — L R & & & & 2 SEQ
ID NO: 7T# & 42 T % 5 » H ¢ 4 SEQ ID NO: 84
AESTER AR
i) % & — & 5 ANG-22 5 R R & 4 1 % & 4 SEQ

ID NO: 684 A &E 42T %3k > B & 2 SEQ ID NO: 69
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1 2 92 42 7T % 3% o

EAFRZ-—FAEHRH T AFAXIEFTE-—HARBY

F LN

ii) 24 -4 AVEGF2 2 —~H R A L TuTY
B ¥ & 4 SEQ ID NO: 12 CDR3E - SEQ ID NO: 2z
CDR2E & SEQ ID NO:3z CDRI1E -+ H 4 38 4% T % 3%
% 4,4 SEQ ID NO: 42 CDR3E - SEQ ID NO:5z
CDR2E A SEQ ID NO:6z CDRI1E ; &

~ 1)) M E —ESANG-2Z E R RS M B L T4

% 1% + & 4 SEQ ID NO: 782 CDR3& - SEQ ID NO:
792 CDR2E & SEQ ID NO: 80z CDRIE * H £ i 4¢
ST % 3 ¥ &4 SEQ ID NO: 812 CDR3& - SEQ ID
NO: 822 CDR2E& % SEQ ID NO: 832 CDRIE -

EABFHZ-—BAERG P AFAZIEEZ - HRARY

4B AR
o ii) % % -4 AVEGFZ % —# B &% & 41 % & 4 SEQ

ID NO: 74 & 42T % 3% > B &4 SEQ ID NO: 84F
BESTEER R
iii) A & — & 5 ANG-22 ¥ — L B & 4 11 % & 4 SEQ
ID NO: 844 & & 42T % 3% > H ¢ 42 SEQ ID NO: 85
15 A 43 48 T 4 3% o
AERAZE BT ROAH BRI - HESNARLEN
E4A KB F(VEGFH)RA#HE & & 4 &R £-2(ANG-2)2 # § &
— M ABMAER RARANG 2B EF F - &
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AH N N3 % 4 & E1(Angiopoetin-1 » ANG-1) - & — b &
AN ABEANG-2E2 X & — W & 45N AFEANG-12 # 3 5 K
L B A& # 4 Ang2s R3 LCO3 -~ Ang2s LCO09 -

Ang2i LCO06 ~ Ang2i LCO07 » H # 4% A Ang2i_LCl103 & &

)

’

# Ang2s R3 LC03 - Ang2s LC09 -~ Ang2i_LCO06
Ang2i LCO7 ~ Ang2i LCl10aa Rz R A2 A Z i 8 @ &
f B & 4 # Ang2i LC063% Ang2i LCl1048 Bl = L B &2 & £
Zi g e B BERBFHZ—FEETHRFF  F-bESRN
AE RPN EAEERF(VEGF)AR A #H £ % 4 & £ -2(ANG-2) ‘
8 F & — b 8 AN ABEANG-1( B & T 4 8L ' 8 &
ANG 2R B 3 F & — & AN A 0% 4 K& % 1(ANG-1))
e # F & — M R OB & 4 $# Ang2s_R3_LCO03 -
Ang2s LCO09 + Ang2i LC06 -~ Ang2i LCO7 ~ Ang2i_LC104g
Bl 2 R & & A > 812 B &K 4 #£ Ang2i_LCO06
Ang2i LCl0Oa Rz R ik - ZE F —WELSN AT L
g4 kB F(VEGF)R A & & 4 & & -2(ANG-2)12 R
- ASMNABEANG-1(RK £ 4o F M B AMRLANG-2i8 ‘
BEREL - EBEAINABELELE R EIANG- 1)) EETE
— MR BEAEAE - ELSINABELFTFRELELE KRB F
(VEGF)R A #8 #o & £ M % -2(ANG-2) 4 B A # ANG-1z #
FEE-—MHRABAMTTEAARZISN ot hiEHRE
BL2EHE BRFHIREDH N EBMRA -

Bt —BABRETRGA B F— b 6N A% VEGF
BABANG-22# T & —MHHH > HedF — &b AH
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VEGFzZ £~ B4 A4 B R & — b 4 ANBANG-22Z %
—IHBREAME  HRBEBRAN  HRBF_RRESNME
#RE—ELONABELE LR EI(ANG-1) -
ARBEHRHZ-—BAEFERH A -—HBE - BELSENAFLETARL
4 ER F(VEGF)R A# & % 4 & ¥ -2(ANG-2)2 # & § —
MiLE R4 E - EHLABVEGFZE R E S
B R E—EASABANG2Z E R R EARE > HHRH
B &R HAKD(HVEGFA & —~ B 2R AL S
2 )/KD(# ANG-2 &2 & — H 2 i R & A B )2 b A 1.0-
10.0 > &1 A1.5-8.0(4& —AF»mH ¥ 45.0-8.0)° BLB&H
KD 48 & 44 & 10%10" mol/l% B M - KD {4 4 4 ANG-
2/VEGF # 4 BIACORER £ (£ AR EHI2R B 15A) - & & #&
% a3 % A VEGFR A8 ANG-2% R T & H % 2% & 1 &
ARKBRHEEAZEEGANAB LT P A RS EE —
MBI RETIBREROLBIHEBRLAN P &6 R HKD(H
VEGFE & — M 2 L R & 41 %)/ KD(# ANG-2 A & — 4 2
B A MME)ZtE A#1.0-10.0 0 &4 A1.5-8.0 B A& — 1A
Eopl P AH50-8.0° THFANZBEEEES —HRABER
BEXETEFDHAMAP LT L RAE - BB L k¥4
KM AFNZIHEREFRAR  BANR  HEEE MR
By BHMAN &5 8 P HKD(HVEGFA & - H2ZHE &
4 4r B )KD(H#HANG-2 A & — B2 HRESMLEB)Z LS
1.0-10.0 > &1 A 1.5-8.0(£ —EF#HH ¥ %45.0-8.0) >
4 F 8 — ML 8 4SEQID NO: 72 & 48 7 4 3% A SEQ ID
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NO: 8z 8 4 T B A ZE LS VEGFZ E R R E S
{22 > B @ 4 a)SEQ ID NO: 52z & 4& 7T 4 3 & SEQ ID
NO: 53z 4248 T # 3 4 X b)SEQ ID NO: 84 F & 7T % 3%
AR SEQ ID NO: 85z #4277 & R F A & — b & 6 ANG-2
ZE R BRELSME -

AXAHFRARZ "THEB GHELERAEELEABIESE
8 AXFRAZHE "&460408 % "TRELEAME | X
TRABERLAGANZIA B> FTLHOE —(R)E & -
#E THREEAME AR BELT EB(VHA/ RN
Bimit T $B(VL) K VH/VL¥ » ETR B ZEXRE XK
R K #io BFv VHIR R /& VLK ~ Fabs (Fab)2 - £
ABRAZ—BERHF NRELEALBELELLTRBEHET
#BR(VHR/Z A B TER(VL) E&E4 b
EaTEB(VLDARRBRELT B (VHD)aE R X B H M R -

- AN ABLERNELE KRR TF(VEGH)) X R R &
S s R AR EMTEBR(VH)R /&L 8 88 4 T % & (VL)
Wik B a)t 4 4L VEGF It 2 (3 & Kim % A > Nature 362
(1993) 841-844 ; Warren, R.S. % A - J. Clin. Invest. 95
(1995) 1789-1797 ; Borgstrom, P.% A > Cancer Res. 56
(1996) 4032-4039 ; Melnyk, O. % A > Cancer Res. 56
(1996) 921-924 ; WO 94/10202 - WO 98/45332 ~ WO
2005/00900 ~ WO 00/35956 &% US 2007/0141065) ; &% b)f &
EM A AR FEAEERAABVEGFE a B # X L B AR
BERABERBAF I B R VEGFRAE -
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& B LENABELETERF-2(ANG-2))Z R E S 2
R AR ESTER(VHAR/H B E 4T E K (VL)T R
A  a) & % 3 ANG-2 4 2 (3% % WO 03/030833 - WO
2006/068953 ~ WO 2006/045049% US 6,166,185) ; % b) 4l
WE SENELAFTAELERBABANG2E G BB XA A
AR AOEABRERESF M ARANG-2L R -

R MHAERBHRARRIHEERBREACKANERN
B - AplmET  RALBEAEE — MR -

AR T8 FE-—MHRAB AEARBERARRRELE S
- H2z2HhB - EFZHRBAEA AU ELE M RAEINZ
R ARATHEERREAXLX—HUALRERG S - AEAR
BHMWEARARA(FAHEAE L EXIVEGFR#E A F =
R Z ANG-2)E & — 4 o

AxAmAzHE "TELZ -1 RABATEA -—RSBE
S BZIRE HEMLBFIIE-—FAR-—REZIE -
B EEESL -

AYHFETmAZHE "THF,ATFTHRBYITIHAERR
#B x2S Bm #HET_F, -"TwE, BTN
B, ATHBYTF Y ANGFLARABELAAE  DEAZELSM
BEAABEAMLE  AFHAZLEEEL-—HRABRELA =
B, B TAT=Z8, %" %8, (Bl "wi, &"x
ML) ARAZRETE—HABREA - - =F Ao
18 - & —BBEHHF > ZETE-—MHHRBEA_BRLHE -4
—BERBY  REERZT-—MHABA=BRE - £ —-FF
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el F o ZEEZ-—HABALORERAE -

AR BEAARAEARGARLE S S AL AEE L —
ey o BB RBTAHEEEL MR HHEEETHLAE
REREESRBLIRA(TARABA=ZRRAARSZ R L
B)YF R4t - AERZEETZ —MHIAR a%{i]#ﬂ B2
HRE ETYRERBAZHERRE  URE-—-XFZEKE
BTERBAACRBELESMB(H o BE&Fv - VHERR/K
VLE ~ Fab® (Fab)2) 2 A A2 KM B X E XL R EH & R
Bo-RBETARBEBHRBZLERAR  RAKRS AR '
bt - HPNEAFRBEAUALRRESMEBZRE > —%E
AL THE REEFEAFELAH4ERBRARARERZIE S
LB o KB BRNE —& S H VEGFRA § — 4
Bl E RSB HANG-2E R — K RENE — B S E
$#ANG-2A & — ¢ » 8| ¥ — 4% 4 1 % $ VEGF A & —

A% % N & 4 & B F (VEGF/VEGF-A)(SEQ ID No:
105) # i # ] 4o Leung, D.W. % A > Science 246 (1989)
1306-9 ; Keck, P.J.% A ° Science 246 (1989) 1309-12 & ’
Connolly, D.T.% A > J. Biol. Chem. 264 (1989) 20017-24
v - VEGFH A A HBERBRA BREAMIEFRE T 2%
A BRARYM B AR AEH P (Ferrara, N.% A > Endocr. Rev.
18 (1997) 4-25; Berkman, R.A. % A » J. Clin. Invest. 91
(1993) 153-159 ; Brown, L.F. % A > Human Pathol. 26
(1995) 86-91 ; Brown, L.F.% A - Cancer Res. 53 (1993)

4727-4735 ; Mattern, J.%¥ A » Brit. J. Cancer. 73 (1996)
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931-934 ; R Dvorak, H. % A > Am. J. Pathol. 146 (1995)
1029-1039) - VEGFA E B & TR RS B Z R A —_REER
@ o VEGFE T H#HH AN L e o2 5 R E -~ RAG ST RE
Moo

ANB & F A R F -2(ANG-2)( &R # % § A ANGPT2 &£
ANG2)(SEQ ID No: 106)4## ik # Maisonpierre, P.C.% A >
Science 277 (1997) 55-60% Cheung, A.H.% A ° Genomics
48 (1998) 389-91¢F - # B & F 4 & & -1K&-2(ANG-1(SEQ
ID No: 107)& ANG-2(SEQ ID No: 106))4 Tiex & 4 8 -
Tied EHEMXAN T AN A T X 8 KB KB EK -
Yancopoulos, G.D.% A » Nature 407 (2000) 242-48 - & &
A R FRABASFLAODBEAHEIRE - £ F £ R F-3R-4
(Ang-3 R Ang-)T AT/ PR AABPTRBEAEAREZE L%
HH EY - Kim, .5 A » FEBS Let, 443 (1999) 353-56;
Kim, I.5 A > J Biol Chem 274 (1999) 26523-28 - sz a1 &£ &
BB ETRF AR REB RFRABH L E A B ANG-1R
ANG-2(% B ANG-1: Davis, S. %5 A » Cell 87 (1996) 1161-
69 ; & ANG-2: Maisonpierre, P.C. & A - Science 277
(1997) 55-60) - R A C 4o o T 4 AL & £ & & 45 Tie2 » H
Ang-1%-2% 2423 nM (Kd)# #v /) & 4 Tie2 - Maisonpierre,
P.C.% A » Science 277 (1997) 55-60 -

AFEARBIRELANBT LA NBARRARARZE Y B
o BMBEHABRZIESR AN LHRZE(CDR) F4£
=18 & 42 77 % X CDR(CDRHI1 ~ CDRH2 % CDRH3) & = 18 &
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4 < % 3% CDR(CDRL1 - CDRL2 &% CDRL3) - # & £ B A 8%
Folzufbh i ERLPCORAFREBREF I Z M & T
$HEAE)LB R ELCDRAM ZE(FR)ZHEE - AH AR
BT aizaRVPCORA R HAEHERREELE S MB(F
B A AL E—MHb =@ wmEKEMBMCDRHE ) - &
Bt VN2 E6ACDRHE LA M T T ARAG - £ —
gk R F » VH& VLA HE 2 8 -

EXEERAT  AFARBE-—FT LEL-—RNFBELR
KEOHBLLIRAKEAOBRLEE - A AKZTGOHEHB LR
IgG >~ IgM ~ IgA ~ IgDRIGER # » B £ I1gGRIgAK R TF >
GREBA - A—BREFEH T > AE AR EF G
AR BLELIBREHR CFEFOBARELEESME - Lo L
EapEmBEE —WEAVEGFZ 2R R LA B (4o B 42
FV)#i & — 3 2 6 ANG-22 R 2 8 I N&Ci & 48 R 8 &
Pz iE—FEBRAAR - RF O LG HEBERBE R L
AHANG-2Z 2 A0 B & — 3 % AVEGF2 % 2 L 8 2 C3¥
Tz fE—FRASREIR wWHERERLE AN RMLE S EH
HAEARNLELE 2B - RBRESA M -

AxmRAzHE TEARRLE D X TEHRABRAHN ) K
Emisuam iy FEA -

#E THRARE GO RE —RHERRIXDEIT R
EB(FHEAB)RAFARA K MBAELZED — 84
RExzHh @ S B— &L d EaDNARKEE - &2 &
BTG AABRBREEARZIH® AN BERE - REHEE

N

=

5 Z
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F#eo s, HHE-BELEHNALAEZECAMBRABER
B RAE RELEALEBMMNClqE & A/ Fck 2 (FcR)
BHOMABFAFHINK  ZEROGRBETESL "HINB
BB - BRALSLBERKEET % E ZXDNA
ERARAHBABELIRKEZTOBREZEZIDNARGKAH L AR £
BRHEEGEABD G EY LWEARFFTR P RE & & 4DNA

AR G L HWT 2 HEB AR BZHFE Bl St AR
Morrison, S.L. % A » Proc. Natl. Acad. Sci. USA 81 (1984)
6851-6855; US 5,202,238 & US 5,204,244 -

#rE T AL GhEEER " ZHAEE , (CDR)
EEEHULAERALERXTEOBLAEARARE — R
B HKEOXCDRYHALE - & —BAREFTHRH T > K AHE
CORBEHEZEABRABIABEE T A EH " AHLRH,-
f5) 40 % R, Riechmann, L. % A - Nature 332 (1988) 323-
327 ;5 %K Neuberger, M.S. ¥ A - Nature 314 (1985) 268-
270 - A £ #4132 2 CDR# B » Z R B 5 L X #» & A8
PRt 2 B2 A5 8WCDR - KRR E 2 " ABALHRE
HELAABRETELREEITN B ERBELEHRT
B RELERNEAERTFAZHER(LEMMNClq & R/ X
Fc% 8 (FcR)& 2)w# & -

AxmRAzHE T ABRLE, ERAOEEAAARLER

22 RKEAFINALZITELEREZEHRE - ABER
B2 A 3L 3B B #F F # 4o (van Dijk, M.A. & van de Winkel, J.G.,

Curr. Opin. Chem. Biol. 5 (2001) 368-374) - AL BT 7
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AANLEERNBAR L AKESGEAAZIKATAE L AKEH
EAAABRBZIAEHZXERBZIHALR &Y (H o
R)FY - ERALALZREIVIATHBABRLEAZ AAKE
BABARIBERAERNRAAEREELEAERRBEWB SR
Jakobovits, A.Z A » Proc. Natl. Acad. Sci. USA 90 (1993)
2551-2555 ; Jakobovits, A.% A ° Nature 362 (1993) 255-
258 ; Bruggemann, M.% A - Year Immunol. 7 (1993) 33-
40) - AR BAFT A2 A EZHRE T £ 4 (Hoogenboom,
H.R. & Winter, G., J. Mol. Biol. 227 (1992) 381-388 ;
Marks, J.D.% A » J. Mol. Biol. 222 (1991) 581-597) = Cole,
A% ABRBoerner, PEAXHHBHTFTRAANEHABEEHKRR
g (Cole, A. % A > Monoclonal Antibodies and Cancer
Therapy, Liss, A.L. > %778 (1985); & Boerner, P.%& A >
J. Immunol. 147 (1991) 86-95) ¢« 40 & 4+ % A5 88 2 # & &
ABEILRBARAE S AXMAZIHE "ABERE ) Tasd
EBEXE P Bl "THAIEHK, (FEPFe o % K
g (#l 40 8 1gGlE IgG4R /R 1gG1/1gG4 R % ))& & & £ £ &
MAClq & R/RFcRES G REAF MM Z A -
AxmAzHE" TAABRHE ERAEHRBEAD
XEH - R BRIV EINMAABRE o8l
NSOHCHOW po 2 5§ X m e X A B L 2B X e ¥ X &
BRAABRBEAAZIABLIAKREZOLAR AR BB ALR H
Ml VR BZRAE  RETAABRBALAEHNN
ARZTLERAREEZE - A AZXTFLABRBELLEXTETR
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A mpREd Bk FLaRB2VHAVLE 2 A8
HFR AULTHRS H#BAraA#ELEHEL2VHAVLA S & 4
BHAAH EFTEFRAFANTRAABREBLA S

AXAAZ T E%, (B4 (VL)T L% - g4 (VHT
GEBRBIATEBEST RN R BARRLE S THEHELRE
48 - TH ARG R T ZLEBBAEFAEBALHE B
LEHBOLsH3E "THELE , (REHALE  CDR)iE #
ZABHBEFR)E A EZHAT - HEREKAPIHLE
F BCDRITH AL EPIH G L H 2B - 24 F 2CDREH
HEERERHFL =G4 LE B LERRE E4s XCDRY RARR
HEAH/ME  RHEEFHRAEBH4CDRIEAATARBIES
M/ A FPRALEELZHONR > ARLRB KEHA
Z B — B & -

ERANAXTHR > HETHEE, & "TRBIARES
By, s ER AL IR BIHRABRKZL - 54
A%k B "TZHAEER ), & "CDR, 2z B EABZEA -
22 R "FR, EABRWAXTHIRZIGEER A Z I8
TEBER - Bt BITEHLRELANRECHK &4
# # B FR1 - CDR1 -~ FR2 » CDR2 ~ FR3 - CDR3 & FR4 - %

et

44  xCDRG # B L EE R A®E o8 - 4 2CDR3A
HABADRREE S ZE R - R EKabat ¥ A >
Sequences of Proteins of Immunological Interest % 5ix,

Public Health Service, National Institutes of Health,
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Bethesda, MD (1991)z #% # & & #] £ CDRA FRE -
ABpHzEEE MBI OEREE TRTAINE
oo E R ESEEE MM A "THER,)-
HWEFFAELERA G LEARA T AR B U IBTFHRRAKR
BMEGGEH THELBARN PL oIS REFHE
BPCRANG 2 REFHEIRERMTIANGEH - £ F
RRAOEEREAHKZAACAAEUR G2 BR AR AR T K2
BRAK - LBARMTLEAREABE MRS I BEEABZAR
% oo L ERK A AEA MR A R R B (H o B
WM M M) BA BNz B R LR

i 3P- N

B R E®R) EAATER MM A X A B (6 o H K

S RABERE BB - HRRER - BB - B R - F
PR B~ R B) BEAIERMMRI A AR (KA K
B MM GM® - ROME - MEES - XAKHE T
BEB) BAB- LR AR (B ok RE - SR
B EOBBIREAS ARz AR WK - X
REE - &RE - aKkiKk) B > £4% FF — MH<VEGF-
ANG-2>H B YA I kL TR ABZAABKAETURA
MEMEREZS —BRABEALXEH B THE  #
FE - MH<VEGF-ANG-2>hL & A X P48 "T8R A, %
€8 -~ MH<VEGF-ANG-2>h # B A®BAF I BLER AR B X
— RSP BTELEXRELE PHESZ10E ~- B A H2F 458
A~ BEAR/IZBAKXZ S F ° T £ & 4w Riechmann, L. %

A » Nature 332 (1988) 323-327 & Queen, C.% A ° Proc.
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Natl. Acad. Sci. USA 86 (1989) 10029-10033 77 it = 4 # 4
FHIBFRZZEFFETHRABRK - KA T2 2 &
T & —M<VEGF-ANG-2>h B F o 2 £ F (X HFA)ER
— S EFHEHIRERZEEE —HRABHB KX -

AXHFRARZHE "L, R TE—MELS, K5 EER
“HmibtF LA R BEZLTEFRIRE BEITREE KR
(BIAcore, GE-Healthcare Uppsala, Sweden)(& #]2) ¥ 1 &
i B(ANBEVEGFR ABANG-2)ZH B AT R E S - &
SR Feh i Eka(F L RERB/RAEA S HI AR
BHoH ) kp(A# ¥ #)RKpkp/ka) T £ - B4 X E - &
4 Z3F10° mol/IK B /& » #4107 MZ10" mol/lz & &
# A /1 (Kp) ©

< 3 & BlAcore# % (GE-Healthcare Uppsala, Sweden)#
MR AFRIIZ & & - E45R P Hh dlmEka(F o R
BB/ RBEAELSHIABORETH) - k(BT IR
Kp(kp/ka) & & -

AKX RZHETRXREASHSANG-1, £ "R E - & 45
ANG-1 | 5 T B &£ 75 3 5P ANG-14 S ELISAK Z ¥ £ &
% # 8000 ng/ml= ECS504& (R 3 & #]9) °

#WE TREAEL AEEAE—HESRBIEMS
BRAREF - AFLERHGFT RLEAZRERAZFEE ST
ziZgHh RO RAB(GEom AR - BRI B E8ARR
BA) BAERXLEFRHAF HRTEAHIZSHEHBHER
BEIBFEETHB REAZEAABRBESZIRRE -

q
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EXLEETHRHFT  ERBEBAZFEHTR/ZR>TZIHSR
RAMTEABRINABRER AT ABZIRNBE — L 4
ZIR e

EAFAZ—BATRHNT  BHREFZ-—MHARBRLLSEER
ARBEBAFE -

wE T2ERBE AT s T2 RABEL, A& ME
Tk ftisssd  anzh® - "T2hBEL ) AENS
ECw P a8 ELT ¥ R(VH ~ L8 1ERX & 4 =%
1(CHI) #i# &4 & (HR) L # &4 £ H2(CH2) R L #
& 4818 & B 3(CH3)(4% ¥ A VH-CH1-HR-CH2-CH3) ; & £
FHIGERBAEAATREAFAZIRR F 418 T X4(CHY)
mARztR -T2 ERABESLR  BAEALANRECKE T A F
@ VH- CH1 - HR - CH2RCH3 & A X $ Kk - T 2 ki B =
4 ) AANBECR 7 P gaT 2R (VL)R L
il ERCL)ARZT SR B8 AVL-CL- 418
RB(CL)T A he 1842 R4 CLIK B2 CHIB 2 14
2ENMBELYRSBEIMNE 2 RB Emse bt —
A o MAD>ENBZIEHAXRARARKIGC(H 0 1gG 1 A
IgG2) ~ IgM ~ IgA ~ IgDRIGE - A H A2 2 KB TREAE
EEMEB o AR) AL TAHRSIABRLLRRE - A%
HMz2rERBELL S5 -~ VHRAVLE A ZRBRESE &
g RS F-—EBELR—HRE - Bk &a2F —RRE
b EiadR AL EEREARBERBEL AR E § —
BERRNAEALBLERAE - 2 RN T4 iS4t

L
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ZC AT e ICHOREKLISE L2 ER
82y TR I N E T ELRBHEINESORERK

* & o

AFERHZE - ELABELETARNLELE KB F(VEGFH) R
AR ZEAEARFT-20ANG)2 5 —HEBOE T E -
MR BB -~ BRETRHAEAEARELRNE —H2 =
G 8 0 #ldwa)de WO 2009/080251 ~ WO 2009/080252
WO 2009/080253 ¢ pr il (4 IR XL HB-2 R T #13) >
# b)# M scFab-Fcat & a8 - £ ¥ — M@ £ 4 Fabh (K&
BEGEBEAA)HVEGFA E — M A % — E&Fabh &K (K
KGR AL 2 RAL)H ANG-2RA £ — B (L A #14) &Ko)
4o Ridgway, J.B., Protein Eng. 9 (1996) 617-621 ; WO
96/027011 ; Merchant, A.M. % A » Nature Biotech 16
(1998) 677-681; Atwell, S.% A + J. Mol. Biol. 270 (1997)
26-35% EP 1 870 459A1 ¥ £f ifl -

E—EERHT S ABFHAHZIEETE-—HRABOBUE
» ¢ é 4 SEQ ID NO: 121 ~ SEQ ID NO: 122+ SEQ ID NO:
123ASEQIDNO: 124 £ % E B2 2 s X 8 F 7] o

A-—BAERH P AEAZIELERE -—MHABOFHRE
» ¢ &, 4 SEQ ID NO: 125~ SEQ ID NO: 126 » SEQ ID NO:
1272 SEQIDNO: 128 % A ¢ E R 2 B A & K 7] -

E—BAERB Y AFHZEEE -—BHRESEHE
# © #,4 SEQ ID NO: 129 » SEQ ID NO: 130 » SEQ ID NO:

131 SEQIDNO: 132 L ¢4 B2 B x i &5 % -
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E-BAERAY O AFRAZLETE -—MHABROBHUE
4,4 SEQ ID NO: 133 A SEQ ID NO: 134 £ % 2 8 =
B3l e

L —BERH T O ABHAZIBEEZ-—MHABORBRE
» : 4 SEQ ID NO: 13582 SEQ ID NO: 136 # % E s 2
BABRAES -

WEBRABREINGAN K AL S VEGFZ E —~ R R E S

ﬁ?f‘é‘
?‘»

4 25 49 SEQ ID NO: 72 & 48 T 4 3 & SEQ ID NO: 8z 45 4¢
TH#H(A R&E R (Avastin) 2 &) > R4 A E 5 ANG-2Z
¥ BREASMEHSEQ ID NO: 522 F 48 7T 4 3% &R SEQ
ID NO: 532 48 4& 7] % 3% (8 Ang2i_LCO6& %) °
E—BEXRH P REEE MR BAERAALEANER
— WA HMEIEVEGFHANG2F 2 —F 2 KRB 2
BAHMZBRE B2 ERBHEAE - FX -—CRae
scFab B & > #% scFabp & & — . & 4 & 18 L &R VEGF =
ANG-2% 2 % — & » 4l &M ¥ 3F £ % 00004909.95%
b Bt i 2 ¥ 3 & #% % 4 (knobs-into holes technology)(% R
B 11); S A pl o 2N F — & 4 & 1@ KR VEGF &
ANG 2P 2z —H W2 ERBIHAMNZBRAE L2k
B — &4z —CadVHRVH-CHIL B £ % — & 4
2 % —CaAVLAVL-CLA & % F R ERE—HBESH
8 4 B VEGF % ANG-22 % — % » A o &M ¥ F £ F
09005108.73% # rr i 2 5 G & B B #(F R & #12) -
f—BE®RM T O ABRILEL -—HABAHFUEL
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# : & 4 SEQ ID NO: 115~ SEQ ID NO: 116 & SEQ ID NO:
BWER-S B 5 EN PN 2

AE-—EERM T ABFHAZEEIL -—HABOBHUE
# : @4 SEQ ID NO: 118 ~ SEQ ID NO: 119& SEQ ID NO:
B A5 e

b E B AR AN GEN AL ALSVEGFZ E -~ R E S
4 25 49 SEQ ID NO: 72z & 4 7T % 3 R SEQ ID NO: 8% 2 4#
4R (8 B&K E L (Avastin) Z £) 0 R4 A & 4 ANG-2z2
¥ B &AM I SEQ ID NO: 52z & 42 7 4 3% & SEQ
ID NO: 532 #2 42 ] 4 3% (8 Ang2i_LCO06& %) -

120% 2 2 B g2 2 g &

ABERE-ELAHELENLE KRB F(VEGF) R A
b EAERF2ANG))2 T E M BYBRAELESR
— M EBEE KA B 4 WO 2007/0247153% WO 2007/109254
RERM FFHE HF00004909.9%k P AL s B A RMAERE & —
HzmEHREB(TVAD) - Bk > £ —BAERHGI ¥ %% EH
— M B AL A H e WO 2007/024715% WO 2007/109254
RERH P HE F 0900490995 ¥ ik 2 W K o) wF A (F
AREH1K10)-

EABFAZ-—BAERHT >  £EE — M o FHRETADb-
2441-B R EHR-LCO64H A% ¢ &2 SEQ ID No: 102 Ak
BRSEQID No: 62z $m 4 X L 4 B 8 -

£—BAERM P AFTRAZETE -—MHIARBROBERL
M © @, 4 SEQ ID NO: 109&% SEQ ID NO: 1105 £ % & 8 =

;23 N - T
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A—BERAY O AZHzZBEETFE-—HRABAOHBL
» : 4 SEQID NO: 111RSEQ ID NO: 112X £ ¢ 2 # 2
RN

A—-BERHNT O AFRHIETI -—HBOBHE
#» : & 4SEQ ID NO: 113RSEQ ID NO: 1143 &£ % £ # 2
B KB R P e

S E BABAEINGENK AL S VEGFZ X — R R E S
42 25 ¢4 SEQ ID NO: 72z & 4& 77 % 3% R SEQ ID NO: 8% & 4
#i% (8 B & 2B H(Avastin) 2 £) R4 A & 6 ANG-22
% - LB A e e SEQ ID NO: 52z & 4 T # 3% & SEQ
ID NO 53z #8 4k T % H (B Ang2i_LCO06&F &) -
f&i&%ﬁﬂﬂz BERB T £ EE — Mo FIRETVAD-
2441-B &% B -LCOSH # &£ ¢ & 4 SEQ ID No: 103 AK
B SEQID No: 62z 434 & £ # & & -
ABARB P2 LEAMBET LS A B RMET % BT —
FHTERR B TEH)ZHBR KBTI RADE
S gk EF A EH£CDRIE ©
LE—FEERH T O ABHZEETE -—HPARAHDMFER
o A B —BAENBY UwOEEEE-—MHABREAUT
L
R TR
e RmEAERABEELARBEA R BT E
2 -M_BRALB AT EaEESs TR
b) s 18 Bk i& & F
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S BELTEYR NBELITEBRZRARE
BT RAUNBESTEB XM ELERT AR
zHBEE -—HERBELRE
BEZEahidaitai i —MH_FRBERLIFE - XK
M(CANMR)ZEHE AR F —H_FhBELEIPA
— A (BAECH))ER A4+ Ha 8 R —MH _BHRAE
F4 2 F — R (Co AN )24 -
EFH—BERHT HEEE-—MHARADBFEELEUT
~ Ei: N95)
AL AR RSN B LR BERLBELAABARRE S
mRzeERiAB A
Dot B k&S HIEME E4Fabhl &
HPZE A T EL4Fabr KA ZLA)TZITERAAE
G2 R Mz AL A dEal 2O AN A M MK E R R
Rk B e
~ B —BE®RHAT HEETE—MHRABACFAELSGAT
E3: %
LA B E RSN B L amBARBELRARBARLA
a2tk E S R
a4 % F—HnBREAMBZ HEME F4Fabh & >
EPZE b)) T E@Fabh BB LAADTIERARE
G A ER Mz B A KA 2 O RN A QK E M

%1_\
P

and

2% Ab)TX BE&Fabh BB H L) T2 RRABERESR

143346.doc -53-



1393571

B EANBIEL I ES4ICRARGKRERRBAES °
E—BERBT AE_HBEELSZHBEAIME FE4Fab
FERAZL R B Z LRI FT a2 R B 20
ROKREZBMS -

f—BAE®RBF O AF_HRELELSZH A E EsFab
FEEZ>ERBEIZ LR AL T HZICOMA MK
BEBMEE -
L—BE®RBP BB _REELELSZHMEME FEsFab
ABEESDERBEIZLERABIE A8 2CHmR MK
ERBRE

2% L3 BAFabpl B 2 F 6 4 B 3 fe 5 22 49 do 8K
W3R %00004909.9% F c AU A FXFALRIF -
ABRAMAZmE KRBT, ATFTEAESEARRRG A
ARABAIZK - ERAFAILFRERTHRE R
BEAMBR/IZKALLEARNRBELE S MEBZIRE LK
(%) o B 42 Fv -~ & kK # 8 -~ VH#= & /& VL - Fab -
(Fab)2 ~ Fedf p)id £ & — R U R AL AXHEEE —H R
B o REEFTEARTRIPHAINZ — X 5@ KEHEF
U REEEEEIRASR VEKRLEBEFAEARKE
E o ASEBRAS  BAZVI0EKRAE  E4AKENY
10 S0 ABIEMOKBABRAFF IR - ZFLDT XK
ERFIBEBAEFAREEZEVAIOBRAHE X BRAEABF T H
Bk o £ —BEHB P HAKRETF AGxS)n £ ¥ G=H A&
B ~ S=#4 M B (x=3HEn=3 -~ 4~ 5% 6)K (x=4Hn=2- 3+ 4
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5) » B iEx=4 B n=2%K3 " 14 x=4> n=2 ((G48)2) - @ %
(GxS)nfk 2 8 F F T & mw £ 4 G=H K. > #] & GG &
GGG -

AfFAmAzImE T ERERT ATFTRESCARRRSY
BEEBABAIZHR HAREATHAZES G FEE
VHE VLB A R E4&Fv. o) T E&ERTHMAEASAER
FEEEVAISERAEASRE ZHKREEZ)A20EKA®RZ

B A K - £ —BBERBT ZERLERTA
(GxS)n > £ ¥ G=H B 8 - S=4% B 8 (x=3 ELn=4 - 5% 6) %
(x=48n=3+4%5) &HEx=4 n=4%5> 14 x=4  n=4-

o MEELK(BERFVOWRBRELSERgR T - &
MR BIIE - SEERBALAEDAEAEMRABITYE
BZMIANERERERL S BHENH U T XRKF
WO 94/029350 ; Rajagopal, V.% A > Prot. Engin. 10 (12)
(1997) 1453-59 ; Kobayashi, H.% A » Nuclear Medicine &
Biology 25 (1998) 387-393 ; #% Schmidt, M. % A
Oncogene 18 (1999) 1711-1721 »

EAER LT R4 B —BATRST > KREARR
PHROSZELTBZIITERIMNNENRLEHEESLRR
M F % 3Lk A

1) T4 TEBRMBEI4ZT 4T % =4 E 100

i) E48THRMEIOSE $8 48T # B F43 0 &

iii) E42 T XM E101% 3248 77 43 M £ 100

A—BEAGY  AEARBFIFALSIERRABIT
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BR 2 MY EH R E L TERMEMMBT ELTERME
100 Fd -

A-—BERBT O AFTARB IO ELARBRZT
SRz M SRS E TS T EEME 1058 38 48 T £ B ix
FA43z R o

AHEHz & -S> VEGFRANG-22 2 & & — L &8
b w B ERZEHR  HIPREAXRBY Z —F 3
VEGF ' M1 %5 — % AANG-2 - i & G AN FE — & 5
BAZA2ERHE L85 -5 RARBZHRMBEMEILE
SRR TIL)EAFVEARER FTEE S WEHIR2ZAE
P AR5 R e

A-BERM T A ERRB(EHAFV)X T % & VHA
VLZ M AEAZAEAGAIE R L TL % E R4
(EaFv)yiiiassx -

EH-—BEERBT o EEEE-HARSRAERN
AT 2Z%EEL—MH-_BRENXS> S —HESH5VEGFARC)T X
R BEBEL —HELARLE SANG-2-

AR —BERBY BwEEEE-—MHRBSBAEND
ATFTZHEE-—H_BRBIFRTE b 5ANG-2HC)TF
ZHRBEERBEE —HE UMY S VEGF-

T $ 4 Fabp & , (£ RB11)A & 41 B & 4 T & 3
(VH) - i #8E R B 1(CHI) - i @8 T LB/ (VL) LB &
#E ER(CLAREFARZT SR EFZERREHEBE
BRZEaBFANBECH Y@ A AU TFTIEFZ— ' a) VH-
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CH1-i& 4 F-VL-CL ~ b) VL-CL-i# # ¥ -VH-CHI ~ ¢c) VH-
CL-i¢ 4 +-VL-CH1#%d) VL-CH1-i## # +-VH-CL; & & ¢
UERBRFAHALAZVIOOMEEAE  BA32ASEKRARZ
Pl ey % Bk - % % B4 Fabk F&a) VH-CHI-# # F-VL-CL »

b) VL-CL-i 4 F-VH-CH1 ~ ¢) VH-CL-i# # F-VL-CH1 &
d) VL-CH1-i#& # ¥ -VH-CL& § CL 2 CHI & 2 M &) X &

S mAETIL o #E TN, A TN ERABAHR
#HrE TC ) ATCHZIREKREAR -

i —BABRETHRB T HELFabh RT X ZERABE
HMBARZEETAEANBEICH I AT EEFRTIRAF F2—
o

a) VH-CHI1-i# # ¥ -VL-CL » #%b) VL-CL-i # F -VH-
CH1 # 1 VL-CL-i # ¥ -VH-CH1 -

B —BABRGETHRE T HEMFabh KPP I HZERR
HEBRZILEFANREICH 7O FTEAMURNTHEAFFX
—

a) VH-CL-i& # F-VL-CHI1#b) VL-CH1-i# # ¥ -VH-CL -

ABERA T AZHE "HREER ) A TEERRD SR
HEABAKAFIZRK - ERALEAFTAZIKREEREE
4 Fabp B A ERBZCANB BRI R AT AL ER
— MR - DTZUREERBREAREAFARAEED ASHE
AR BAREASEIOOER AR ZHI10Z250@KA
Btz BMABAIOKR - £ -BAFREAT  ZKRKEZERBRAS
(GxS)n % (GxS)nGm » # + G=+ B 8 -~ S=4% B 8 > A
(x=3 > n=3-4-~5%6> Am=0-1-2%3)% (x=4 > n=2~
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3 4K%SEmM=0-1->2%3) 4 x=4Ln=2%3" £ 4
x=4 n=2° £ —ATKRH F > HAKEE R B(GS) -

AFEAFHAZIHE"TERET ATBESARRG AR
FRABRAFIP ZAK - A LE A# A AKE Ha) VH-CHI
£ VL-CL > b) VL-CLZVH-CHI1 > ¢) VH-CL % VL-CHI1 & d)
VL-CH1 £ VH-CLIA A & A F A % 8 2 $ 42 Fabh FKa) VH-
CH1-i # ¥ -VL-CL » b) VL-CL-i # F -VH-CHI » ¢) VH-
CL-i& 3 F-VL-CHI1#d) VL-CHI1-i # + -VH-CL - ¥ 4 Fab
RBEY2 2B TFARAAREZD A0E AR B4k
BEA32ES0E R ABIEABRAF I HA - £ — A F % 6
v oo EFAGXS)n H P G=H & > S=4 B B (x=3
n=8+ 9% 10 A m=0- 1-2%3)%K (x=4An=6 7% 8HA m=0 -
1~ 2%3) & x=4> n=6K7Hm=0 -1~ 2%3 &
x=4 > n=7T A m=2 - £ — A FT R H F » % & &EF B
(G48)6G

REAMET  £3%E4Fabh &P » mCLBACHIE X
MegyRAEHRZ2II B E/RITEB(VHRRARBESRT
B(VLNE AR TRHEZIMIANE TG ERLERL L
1

i) E4TEBM E44F 24877 & B M 100

i) T4 TERAMLEIOE 84T #3430 %

i) E4 o7 @R E101 % 3 48 97 4 3% 12 & 100038 ¥ R &

Kabatz EU4E # % %) -

FHFbRAZUE-SOL RS St e L Ee
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Fabh B2 TSR VHA VL M ANEHRETR - JIAFX
RE BB A B RFvi T ibx K MM EN»H o WO
94/029350 -~ Rajagopal, V.% A » Prot. Engin. (1997) 1453-
59 ; Kobayashi, H.% A ; Nuclear Medicine & Biology » #
25 % , (1998) 387-393 ; &% Schmidt, M.% A - Oncogene
(1999) 18, 1711-1721% - £ —BEFE B ¥ > AEHARLB T
FréLe 2B @Fabh BRXTERZIHOAFEAFALAZILER
S FHTYERBRME44A 8T 454 100X R - £ —
BEXRB T AFTHARBYIAL LS FE4Fabh X T #
BzHOAEAGLAI s s TY 84 E10548 %
TE R BEA3 2 M (@ ¥ AR EKabatz EUS # 4 5E) -

A —AEHRB F 0 £ B4eFabh K2 T %3 VHE VLZ B
FEASRABEA G EXIE B Tbey) E4Fabh A &
1& o

ABHAIwBEETEL —MHRABIUE _FTHABRLES
W 18 48 F) B 4¢ Fabh & (8 1 VL-CL-i& # ¥ -VH-CH1) » #
R TZHLERB YR B ELZ HEACH X &ML
ZHECHBRE: - HBELEALAAD>ERABZIESE R ER

AR BA2HBEMRAERASKRG)ETL R ELFabh & Kii)éE 4
B E4#4FabR &) BE A A EETE—HAE -

EFH—BERG P REEL -—HABBEHAR D AH
RREALAZEXZE o

ﬁ%—@f%m¢,a%§$~ﬁﬁ%%&ﬁ%:$%

#EE " HARIBEIEAARIGITHIAEARYE
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L234ARK L235A2 A #1gG1 ¥ #

LA —BERBT ZEETIL-—MHIRBBHREN T RE
ABERARL Bz EE-HRABIBELE AHAARIG2T 4 -

AA—BERHAT ZEETILI-—MHITBHEHLAEN RE
ABERAR B2 EE-HRARBRIBEELE AHAHIGCIT £

AP —BERBF ZEEZ-—MHIABRBHAN D XKF
AEEFE - MHABLIEELAEAABIGGATHEREABRIZR
% S228P2 A #E1gG4F 4 -

BB RS A ABVEGFR A ANG-22 # &
F-MHRABAAARZIBH  HoEhHEFHRREREEZT
W EH N EHEREFMSE - HAE R4 H VEGF R ANG-2
ZEE-MAARBETH NI FRENERE L KirH R/
XEBRE LA (EREMI6O-1TRIS: FE#EEH
— # <VEGF-ANG-2># ## R & ¥ #L -ANG2i-LC06 2 ¥ 7§ =
¥ % — M L8 Avastin(B X E ) - £ 8 2 ANG2i-LCO6 =
mMEZESHLEE)-

A A BN e AR A H VEGFA ANG-22 & #2418 &
BHEE -—HARZIBAKFAFAGL B ETRAAER N R
PR BRERFINARARRBAEXGSHZ R CEHE D AT R
BMI)FREAAFHZEEE A — RS -

o 0 KRB A BT E — M T 4R o BRI A R
ER/IRBAERHFEZGEAHARAHEZR °

AP FETHAZIHE "TERE ) ATRITEEZIIG
RBEBROEH BEXEFABSTRARBEREAS T 2

143346.doc - 60 -

o®



1393571

BRZEAEDE REEFLEXEZHABRFI @A
RE>AATHES - IgA~IgDh-IgE -~ IgGRIgM: B & ¢
BHETE—F 5 BHlgGl- 1gG2 - I1gG3 & 1gG4 ~ IgAl R
IgA2E) FH - HEXRFRBHNIRBHOELBELE » 5 #
Ba-~d-eyRu- FASHMABER T HERIEBEAEX
E B AR

AYHEFARAIWE T ABRRELAZBERE ;) X7
F #1gGl ~ 1gG2 ~ IgG3HRIgG4x A H B EXTEHE R/
REEXBHURIAE - ZAEBEIEALBARF P Bl Dbl
Kabat, E.A.(f] 4o 2‘» R, Johnson, G. & Wu, T.T., Nucleic Acids
Res. 28 (2000) 214-218 ; Kabat, E.A. % A > Proc. Natl.
Acad. Sci. USA 72 (1975) 2785-2788) A7 il -

£ % 1gG4+ % L 8% 88 57 B 1k X Fc & # (FcyRIlla) & 4 >

2 % i 1gG F M B B - % & A - K @ > Pro238

4

Asp265 ~ Asp270 ~ Asn297(% % Fc# K1t 4 4 ) ~ Pro329

td

4

Leu234 -~ Leu235 ~ Gly236 ~ Gly237 ~ 1le253 ~ Ser254
Lys288 ~ Thr307 ~ GIn311 ~ Asnd434 R His4354 &5 & & % T
IR MBI ZFcg 88 & 4 ¢ % A (Shields, R.L.% A » J. Biol.
Chem. 276 (2001) 6591-6604 ; Lund, J.% A » FASEB J. 9
(1995) 115-119 ; Morgan, A.% A > Immunology 86 (1995)
319-324 ; EP 0 307 434) -

E-BTRB T AFARBAKNGGIARA E J -
M B(2R)RARBEABRRILFRESHAH N A
S228 ~ L1234 -~ L235 R /% D265 B HF £ & » R/ % & A
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PVA236 % % 2 1gG4 F # % [gGl & 1gG2F #H 4y FcR&E & M
T A —BAFTHRHTF BE-—H_BRERARBXZR
4 A S228P - L234A ~ L235A ~ L23SER /% PVA236 - £ 7

—BERH T BFEE-H_BRRIRARLBIRE L
IgG4d % S228P B £1gGl¥ HL234ARL235A - EX EHE
88 ;= » SEQ ID NO: 35&36¢ - ﬁ*lﬁ*‘é‘z@m? » B R —
H_BREBARBZIELZEANE AR A RELL4AR
L235AZSEQIDNO: 35 £ % —3AEHws ¥ EF — 4=

B R)AANBIERTE4E A R A R % S228P2 SEQ ’

IDNO: 36 £ %5 —BE®RH T EE-—H_B(ER)RL
BBz B x4 E ASEQ ID NO: 3789« 4 B & SEQ ID
NO: 342084 G - BEE—MH_ (2 R)RANBIBELE
42 @ # 1: A SEQ ID NO: 353 & # % % S228Px SEQ ID NO:
36 o
HBEFTERARSANADCCHL B KR BER @B N T 2 ta
BEM)RCDC(HBERBEMH @B HFHR)Y - EhEHRE T
Clq#t % #1gGhL B FH 2 E X B L& SR REHB T
(CDC) - 6 A BLANBRAZELREZEZEE-%8 % 18
TR RCIqER B E S - LEBELETEELSME AL
A H M P B 4 B wlukas, T.J.% A » J. Immunol. 127
(1981) 2555-2560 ; Brunhouse, R. & Cebra, J.J., Mol.
Immunol. 16 (1979) 907-917 ; Burton, D.R. % A - Nature
288 (1980) 338-344 ; Thommesen, J.E. # A * Mol

Immunol. 37 (2000) 995-1004 ; Idusogie, E.E. % A - J.
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Immunol. 164 (2000) 4178-4184 ; Hezareh, M. % A - J.
Virol. 75 (2001) 12161-12168 ; Morgan, A. % A >

Immunology 86 (1995) 319-324 ; R EP 0 307 43477 4% it

o

’

VEBEETEE AN B o A BL234 ~ L235
D270 ~ N297 ~ E318 ~ K320 ~ K322 -~ P331 & P329(4& #
Kabatx EUH & % 3% ) -

#E THRBERBEMNE B EM(ADCC) ) 445 A K E @
BLETEOARBRBEIRABE @l BELHE S
(%o B EmIK R S ZPBMCs & 416 2L B %= B8 >
WwE M @mBR B RZFWNK@BERAKALE ENKa g #%)F
£ F A A %8 48 K kK BLCCRSZ fm g & B & & A
ADCC -

#rE T HERBHeR FMHCDC), AT BERAER
FClq# % HIgCH B FHXFcH T &L A HZBE - H d
EAMBREALBRZIER I ZGE-EaEBEZHAR
Clqfi i @& 4 - LBAR M P Lo X FEFcE 2 &5
(4 A LX) ZEFcH &AM B HHLEDH LB
L234 ~ L235 D270 ~ N297 ~ E318 ~ K320 » K322 » P331 &
P329(4& # Kabatz EU4s # 4% 3% ) - F+ # 1gG1 ~ 1gG2 A 1gG3
ZHE - BETFTALECIQRCIZE S 2 HBIEIL > mIgG4R
FALH B AL B REASCIqR/HC3 -

EhFa X ELAAF ARG - Bob > RERZ— EH
BB AL HR B IEE B R ALRLBAE
A I8 TafdtrAbBREIMFIFRZOHK
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BOSRBRAREASBBMBETIEAE AR MAETHRAER
— Gt EBRRELTTRZZHE - ATAB I F X
BREHERE  BORBREFTEIRLEBEHNEHEHBERE 4L
ZHBEBAZAREBBTY LB LTERBRRABE X R
(4o CHO#= fs ~ NSO%m 5 ~ SP2/0% g -~ HEK293 % f ~ COS
ap ~PERCOafle - BB I ABIFHi)T BT LARE
B KRB(LFRRNEREI @)  EREARR
Z — & HEx A LA KK F R L B E N F ko Makrides,
S.C., Protein Expr. Purif. 17 (1999) 183-202 ; Geisse, S. %
A Protein Expr. Purif. 8 (1996) 271-282 ; Kaufman, R.J.,
Mol. Biotechnol. 16 (2000) 151-161 ; Werner, R.G., Drug
Res. 48 (1998) 870-880z 3F % X & -

2EFE-—HABAET AR KEESRLEF (K E

TAB R - BAHBKRBREMNE - BE kK - &EH X
B AR E)GEBRBEBAE B - HBEEHKRALRZ
DNAERRNAZE A B4 RBFZHHTHBEREHF - 4B 8
T A %DNARRNAZ RiBR - 5 8% » DNATHAZE AR
RBY  BEBEABLEEZERAINAEAALA A AKZFEIRFE X
B (% 4w HEK 293t - CHOWm o X F M B e )P U £ 75
Tme o mEBLEKRR

HBOM A BEDNAYIANBER RS LA DB F &
RE#HEEE -—HRBIRAKAFINZER(RRER)-
Kt BEBEHETEN D ELXAEZIBRBAREE ¢ @&
T o BRpMmET  BHFAAELEEARBHBCGELIgGR A R
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WR&E4H) eTHARELALBZIAEST  FHHTRINR
1% i 41t -

APHETHAZHE "Ll AFTTEIRAS
mMEAAFARBIEMER I BRKL - £ - RTEBH
+ s 4& A HEK293% s RCHO@ ek A 55 £ t@a flg - R X AR
Rz kit "whe Ttk R "Twpsidh, THLKRE
RAMAZSALBEE TR B a3 #1318, &
"#Rwmp ARV RERBERELELEZIELEY
HBHEREEN  TRBEMAMA TRIDNAGETRHRENA
EFREeFREMAAEARLE R -HHEAHBAN apiFEL
WEFRESAEARAMETHRZIEETREATAERN -

NSO @ B ¥ 2 %k 3 & f# 4 Barnes, L.M. & A
Cytotechnology 32 (2000) 109-123 ; Barnes, LM. % A
Biotech. Bioeng. 73 (2001) 261-270# if - 58 % % R & ] &
Durocher, Y. A > Nucl. Acids. Res. 30 (2002) E94#4 it - =]
g% 3% ¥ 74 & Orlandi, R.% A » Proc. Natl. Acad. Sci. USA 86
(1989) 3833-3837 ; Carter, P.% A » Proc. Natl. Acad. Sci.
USA 89 (1992) 4285-4289 ; & Norderhaug, L.% A T
Immunol. Methods 204 (1997) 77-87# ik - &2 8 ¥ £ R 4
% (HEK 293) & Schlaeger, E.-J. & Christensen, K. £
Cytotechnology 30 (1999) 71-83 % & & Schlaeger, E.-J. &£ J.
Immunol. Methods 194 (1996) 191-199 % #5 i -

BRAREEDZESH )?_-?'H?'Htﬂ BT - RFALE
ZHBRAFINABBERELNR - CHoAB@BBEHNANY
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T~ BIALTFRBR T EALER -

T Y - BBEAF-BEAISHEABAME > ZHEHK
Pk sbig g - 4 M F > AT & 7] (pre-sequence) &k 4
LR ERFI2DNALX AR EARALTBRSRKRZI S AT &
Faf B THAFREEN SR XIDNA A H T X% TF
ZEYEHBFINIBEABATHEFRLEREN LS H F
l A BB BREASNBFHEBENRAE GG FRHATH
e ENHRBEFF —mE T ITHRAERE ) EHF A
2 2DNAFF ALY BASREAETAFINZIRALT
ANBELANKHBEEEY - AKMm > BAEAFRLAHEZRY
EREGEIALABETURIAETBRBARER - FREM
BABLE IRBIELPELEZEASCARAMERTERES R R
L s A

5 kA2 R (8 3 e H/SDSE I ~ CsCly % # #F (CsCl
banding) - BArik ~ A ERE EAkRLEARLMNF R
oz AR FIEA R BZIA LR EHR @has Ewes
(Bt e B RES ET) % A Ausubel, F.5¥ A
% , Current Protocols in Molecular Biology, Greene
Publishing and Wiley Interscience, New York (1987) - &
TR ANHEIEREEZRANEAY b B E A KL
MEAZRANARK(W L ZQEAXRET G EGR N E

W) - BFRBRIT (B oG FR#B(BETFTABE) B8
FRBBACEABBE)RAAE X R &) &5l R M (F
Ww AP A CERAHSHE M #E) - S KHEBEIHFER RF %
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BB M (ko A X K-3E A5 # - R 3 -arenophilic#f f5 & K
BAFRAMME) 2B XS MBI ARH(F o ANIADA
Cu(iDBR A A HH) - RIHMEHREARE(EonRRBET
% - & #m % § % )(Vijayalakshmi, M.A., Appl. Biochem.
Biotech. 75 (1998) 93-102) -
ABRAZ-REHRAHA - ROSGAFTARBIBEZALY -
ABFRHZ - EHAAFTARBEANER B 20 0H2AH
c ABFHZ Y KA REUBOLLOIAEARBIER
‘. wmeM Tk LA —RBRH¥F AEARBL-—HELFAE
BERBARE —RZIAFARBOALY Bl BEas
4 e
AERAZ-BRAERNA—HEANEEBEEIALTARE
- M-
ABFHXLZ —BEHABANECEBRBEZIRB R LY -
ABERZH —RBEAARAEARBANELARNERER
“ ZBPH MR o
ABERZ) -~ BEHRAHABIOTRERIEERAARHA
HBRERAREREEZIEHZO £ -
AxmAz TBERE , AL EZLEREIEMNMRAMA
BB pENE AR AR RREAR - EFRAR
EBBRAEBMY -  RBBEEELFEKAR -NLAAN - K
TR FHERIEAARAB R EHREE)-
AERAL Y THABLBAR T FL LY EREET EHRAE -
R B LBARMN TR RARELR/IABAXABFERAME
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S EMEIRL - A THIHIRARBLRABREREALS
B THREZRLLHUAHFLEEAFTZIHHERE XHALS
HEHBLEAFZIHABERARE - BRI MT Lo HT A

FRBWrEEIRIABE)TOBERKE - BEE L
THSZIHBHOBEABZRB AR ARG HEZR - B £ 3%
B O EAKRBERIAIBRRAANEFUH LB TERE
REAPHRZEBED R HARFMFLLOANRBEREITND
B2 ENERERBOAR -

AxXHRzEaE "FTEBRA ) EEREHFBRAIKA
Zoh—HEGEHEAZIHEKX  BEEME R RA)F K
M ALAAN KR - HAW - FER"CEARN SR A
BN 2RAF KT -AERT M&aAR- T %@
BT -3 N BREIRBMITRNIHREE -

AXAFAIHEREAEEALELER  HoHh LB - K
Bt ahn >  MHE @B (NSCL)E - X A% ale
R BB BRRE - RERE - ANRNBANE - L H KK
NELEB - TER -FPLE -EABE BMAEE - &
BE  -BB&E- LB TETE HBFERE - FETREE-
FerHEE - BiEE-BME - EF 4 KB (Hodgkin's
Disease) - R & ~ I H&E - N o k2 %E - FRRERE
2 FHRRE - FLMRAE  Ba%kAhg - KEE-BREE -
WMPBE BHE FTEIHEEAETE  FaksE - F L
B CMAB - AHaeabk - BE - - TRHE R % (CNS)H
B AauEE MRWEBEE - FHUMBYEE @R
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B EAWEmEE  WEHE FETEE - ANELT R
«E%Bﬁ/@éﬁﬂk%ﬂa&i%&? A AL X KA &
(Ewings sarcoma) > &4 L HE B E XL B LB Y K & L
- FEEEHNAS -
ABRAZLA - EH{AEAR LT ARBZIATAEER
— MR BRXREEE AL BT AERBTRANERE
A EFTREBRELLET ER -
AEAZL-—BERGAANEROAERRIAETAEFE
& - MR -

ABRALI -~ RBREBAN LA LT ERIZBEND S
4y e

ABRAZLS —REBKRAAEARBANEERARNE R LT
FmZ B AR

ABPAZA - RHAE IO T2 L RZEZRELARTH
DBREBRBEELTERZIEHZNF & -
WwE T aERRB ) GCHEBE - B XER - BHAKBEKR
b B 3hsrd ~ Sh45 - BeasE - COPD ~ &% ~ # Ak B >
AMD - R@BH% ~ TR - BME - ZHMHIEG > b
S F B RWBodeBmBl FHE) B&E BRXLRA
(Graves' Disease) ~ # A K & % % /& ¥ # M % (Hashimoto's
Autoimmune Thyroiditis) ~ #4 # M & AR &R L % ¥ &

e R B AR X - BRAMEMS X - 25 MHaemMHEREE
(SLE) - RE& F X ~ 3% % B K % (Crohn's Disease) ~ % # 4
BALE - FHAEMEBX(LEATHRER) RN 4LLFTRE
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R (BoHALREBERERFH AR I TP LN
(AMD)) - #a B A 4 M & X & 4+ & #& (Folkman, J.5 A > J.
Biol. Chem. 267 (1992) 10931-10934 ; Klagsbrun, M. ¥
A ° Annu. Rev. Physiol. 53 (1991) 217-239 ; & Garner, A.,
Vascular diseases, Pathobiology of ocular disease, A
dynamic approach, Garner, A. & Klintworth, GK., (%) % 2
’R , Marcel Dekker, New York (1994) > % 1625-17108 )
wWE LS M NFToHER  HhoB B A -~ BBB -~ 31
BASHE  THaRERZF(R L)RESAAGHE
%?ﬁ‘?@s‘i CRATE - B LABERABEMYDZEERE R
BEARABBAEG LG EHEY FTRETZAESY
PO RILKAREBUHZFERE - A5 TiH
BAANLEERKZBEHN (B ERBRABRAB)RTRT
EHBEHMAZERRK -
EHRERARL BT HBEBRKHECS K E T

&?1

ko B To@b AN A LA AFRALE D R/REAR
AERZLaLbYARREEL LT EIZIAA -

TREAFABEALOHTLILAHANATREERE
UEEFLAHELEEFHZIRATAXRTRAHEHLE

2 L PAREBRKOAMELBRREGTHRANZE °
FEBERERASEEDHAEZR ETME A ARHA
kR BTabhzEH - KHARE - ZATRH > KA
zZH RSB ERE - GRIFEFRH - AAKRAHFE
mAhhastERzAELEY - LEDHR/IZMH -~ FER
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gz F# B BE - -RBRA —HREERKRARLATA
TREBEHBTFTROHOBEMRF -

Mo BEARENAE " ERELARBRUARTHS
T4 B BEabSY AR RBKREAERE B 4 H
BB RKER -

T (Blo)i b AF o PBIEIRHK > #£dhoH
AT HGEmEASCLEDEARGERERAERE
M e BEHEZHEANT BELABLED T ORERFEZRE > Flb
W o H EBERXRLEABEEZ S UERAILS -

o AX A 2k Ttmps )Tk, R " @iz %
M, TEREREMAZFZFLRLOE TK - Bk 483
T AE R T8V ER, AR EReBEAREREL
2 A5 BBBRUEEW - TRERBHEMATXKZIDNAS
ETARBAEFEXRELERTEMNAAELT S R -H4HHRHEH
R EENEARR SRR ADEIRIEETFRLCE
AR - EEREAARNLBS  RELTXWLHEAREDS
R &y o

AXAHAAZHE "/ | GEBBRBR/BAEEB IR
o PXBRE  FHEAFERABUHA I @R BZEEI W
Ak B Xt B > B 4o & 4o Graham, F.L., van der Eb,

il

O

A.J., Virology 52 (1978) 546 R WA T ARk X B BR 65 A B 7k &
TE R ARm o FITIRERASEEdbdemZIisgdiiidii
FR A BDNAGIANZ @B Y HART X - XA RS
R AAF T Tt zmi A —HELEF Db
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4o Cohen, S.N.% A » PNAS. 69 (1972) 2110-211477 ik 2 4&
AAaLSHHSERE -

AxHFAzZ TAR ) HIEHFHBEEHAmMRNAZ B £ &/
Mg B ERGEZmRNA(FR B AR &) FEAK - 5K
FEBET2BE BYDRELHELIHRAKALBRAEAY o
2R Y B AREADNAZ A > A @B FITIRATE
# mRNAZ 3 # -

TR A HEES T HT2zAABRAEIBESY
FOABABAIBE,NFTHBERI BT R/AE X
Mz WHELE EEA N HEDNARRNAG N i ¥
(Bldo L 6 BELS)ZHE - £ 2 A NH ELDNAKLRNAZ &
B U RRAN RS R/REBEDNAXZRNAZ £ L &8 - F
AR - LAl KA -

T2#RA#88, A RBEETH®  HELEIIAN
b B TG B HES ST AR A S
BITRANELAMEBRRAEADZ AR E R A R
e e

BAEFFIZHRA

3 (30 w

SEQIDNO: |1 #42CDR3, <VEGF> B % & 41
SEQIDNO: |2 €42CDR2, <VEGF>R X £ i1
SEQIDNO: |3 %42CDR1, <VEGF> B &, & 1%
SEQID NO: |4 324#CDR3, <VEGF> B X, & L
SEQIDNO: |5 $244CDR2, <VEGF> R X, & 1L
SEQIDNO: |6 #242CDR1, <VEGF> B X £ 41
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SEQID NO: |7 F48 9T 3%, <VEGF> A X E4n
SEQ ID NO: |8 #2487 % 1%, <VEGF> B R B L
SEQIDNO: |9 #42CDR3, <VEGF>#i & B 41
SEQID NO: |10 F42CDR2, <VEGF>#i & B 41

SEQID NO: |11 #44CDR1, <VEGF># R £i1

SEQIDNO: |12 32 42CDR3, <VEGF>#§ B B 41

SEQIDNO: |13 #24#CDR2, <VEGF># B &4

SEQIDNO: |14 #843CDR1, <VEGF>#§ &R B i

SEQID NO: |15 48] 435, <VEGF># 2 £ix

SEQIDNO: |16 | #@4s7T %%, <VEGF># £ B4

SEQID NO: |17 F42CDR3, <VEGF>HuMab G6-31

SEQID NO: |18 F 42CDR2, <VEGF>HuMab G6-31

SEQIDNO: |19 #4£2CDR1, <VEGF>HuMab G6-31

SEQID NO: (20 $24#CDR3, <VEGF>HuMab G6-31

SEQID NO: |21 #248#CDR2, <VEGF>HuMab G6-31

SEQID NO: |22 $84#CDR1, <VEGF>HuMab G6-31

SEQID NO: |23 F 48 9] % 3%, <VEGF>HuMab G6-31

SEQID NO: |24 $8 48 9 44 355, <VEGF>HuMab G6-31

SEQ ID NO: |25 F42CDR3, <ANG-2> Mab 536

SEQID NO: |26 % 42CDR2, <ANG-2> Mab 536

SEQID NO: |27 F42CDR1, <ANG-2> Mab 536

SEQID NO: (28 $24#CDR3, <ANG-2> Mab 536

SEQID NO: |29 $84#CDR2, <ANG-2> Mab 536

SEQID NO: |30 #2482CDR1, <ANG-2> Mab 536

SEQID NO: |31 F 48] %33, <ANG-2> Mab 536

SEQID NO: |32 384877 4 3%, <ANG-2> Mab 536
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SEQIDNO: |33 |(G4S)4i 4 F

SEQIDNO: |34 |\sslzx@

SEQIDNO: |35 BlgGlE A2 AHEEFLBETE
SEQIDNO: |36 |BIgG4E A2z ABERERE
SEQIDNO: |37 |«kézslix &

SEQIDNO: |38 #42CDR3, <ANG-2> Ang2s_R3_LC03
SEQIDNO: |39 % 42CDR2, <ANG-2> Ang2s R3_LC03
SEQIDNO: |40 #4#CDR1, <ANG-2> Ang2s R3 LCO03
SEQIDNO: |41 |#842CDR3, <ANG-2> Ang2s R3_LCO03
SEQIDNO: |42 | #@42CDR2, <ANG-2> Ang2s R3_LCO03
SEQIDNO: |43 | #4&CDRI1, <ANG-2>Ang2s R3_LCO03
SEQIDNO: |44 & 48 T 45 3%, <ANG-2> Ang2s_R3 1.CO03
SEQIDNO: |45 33 4% T 4% 3%, <ANG-2> Ang2s R3_LCO03
SEQID NO: |46 #4#CDR3, <ANG-2> Ang2i_LC06
SEQIDNO: |47 #42CDR2, <ANG-2> Ang2i_LCO06
SEQID NO: |48 % 42CDRI1, <ANG-2> Ang2i_LC06
SEQIDNO: (49 |#242CDR3, <ANG-2> Ang2i_LC06
SEQIDNO: |50 |#&4#CDR2, <ANG-2> Ang2i_LC06
SEQIDNO: |51 3242CDR1, <ANG-2> Ang2i_LCO06
SEQID NO: |52 & 48 T % 3%, <ANG-2> Ang2i_LCO06
SEQIDNO: |53 3% 44 5T % 3%, <ANG-2> Ang2i_LC06
SEQID NO: |54 #4:CDR3, <ANG-2> Ang2i_LC07
SEQIDNO: |55 #42CDR2, <ANG-2> Ang2i_LC07
SEQID NO: |56 %42CDRI1, <ANG-2> Ang2i_LC07
SEQIDNO: |57 |#24$CDR3, <ANG-2> Ang2i_LC07
SEQIDNO: |58 | #@42CDR2, <ANG-2> Ang2i LCO07
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SEQIDNO: |59 |#24¢CDRI, <ANG-2> Ang2i LC07
SEQ IDNO: |60 E 48 97 45 3%, <ANG-2> Ang2i_LC07
SEQIDNO: |6l $3 48 7T 45 3%, <ANG-2> Ang2i_LCO07
SEQ IDNO: |62 € 42CDR3, <ANG-2> Ang2k LCO08
SEQ IDNO: |63 % 42CDR2, <ANG-2> Ang2k LC08
SEQ IDNO: |64 F42CDR1, <ANG-2> Ang2k LCO8
SEQIDNO: |65 |#248CDR3, <ANG-2>Ang2k LCO08
SEQIDNO: |66 |#242CDR2, <ANG-2> Ang2k LC08
SEQIDNO: |67 |#242CDRI1, <ANG-2> Ang2k LCO08
SEQ ID NO: |68 F 48 7T % 3%, <ANG-2> Ang2k _1.CO8
SEQIDNO: |69 | #z4t<T 4 1%, <ANG-2> Ang2k LCO8
SEQ IDNO: |70 #42CDR3, <ANG-2> Ang2s LC09
SEQ ID NO: |71 #42CDR2, <ANG-2> Ang2s LC09
SEQ ID NO: |72 &42CDR1, <ANG-2> Ang2s LC09
SEQ ID NO: |73 #242CDR3, <ANG-2> Ang2s LC09
SEQIDNO: |74 | #z42CDR2, <ANG-2> Ang2s LC09
SEQIDNO: |75 | #242CDRI, <ANG-2> Ang2s LC09
SEQ ID NO: |76 & 48 T 4 3%, <ANG-2> Ang2s_LC09
SEQIDNO: |77 | #3487+ %1%, <ANG-2> Ang2s LC09
SEQID NO: |78 & 42CDR3, <ANG-2> Ang2i LC10
SEQIDNO: |79 & 42CDR2, <ANG-2> Ang2i LC10
SEQID NO: |80 %42CDRI1, <ANG-2> Ang2i LC10
SEQID NO: |81 #242CDR3, <ANG-2> Ang2i LC10
SEQIDNO: |82 |#242CDR2, <ANG-2> Ang2i LC10
SEQIDNO: |83 #242CDR1, <ANG-2> Ang2i LC10
SEQ ID NO: |84 & 42 7 % 3%, <ANG-2> Ang2i LCI10
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SEQIDNO: |85 8248 7T 8 3%, <ANG-2> Ang2i LC10

SEQIDNO: |86 £44CDR3, <ANG-2> Ang2k LCIl1

SEQIDNO: |87 €42CDR2, <ANG-2> Ang2k LCl11

SEQIDNO: |88 #4#CDR1, <ANG-2> Ang2k LCl1

SEQIDNO: |89 | #24#CDR3, <ANG-2> Ang2k LCl1

SEQIDNO: |90 | #4#CDR2, <ANG-2> Ang2k LCl11

SEQIDNO: |91 #248CDR1, <ANG-2> Ang2k LCl1

SEQIDNO: |92 & 48T % 3%, <ANG-2> Ang2k LCl1

SEQID NO: |93 #2487 % 3%, <ANG-2> Ang2k LCl1

SEQIDNO: |94 € 42CDR3, <VEGF> B20-4.1

SEQIDNO: |95 % 42CDR2, <VEGF> B20-4.1

SEQIDNO: {96 | £4#CDRI, <VEGF> B20-4.1

SEQID NO: |97 #242CDR3, <VEGF> B20-4.1

SEQID NO: |98 2 4#CDR2, <VEGF> B20-4.1

SEQID NO: |99 #42CDR1, <VEGF> B20-4.1

SEQIDNO: |100 | &4#7 4 3%, <VEGF> B20-4.1

SEQIDNO: | 101 | #2487 4 3%, <VEGF> B20-4.1

SEQIDNO: |102 |<VEGF-ANG-2> TvAb-2441- B 4%, £471-LC06= &
KB E42Ang2i LCO6 scFvaza-Bk

SEQIDNO: |103 |<VEGF-ANG-2> TvAb-2441- B 4 2 41-LC08% &
& B4 E42Ang2i LCO8 scFvak4 Bk

SEQIDNO: |104 | BBz dasd

SEQIDNO: [105 | A#E&% W &4 & B -F(VEGF)

SEQIDNO: |106 | A#Ef#% 4 i %-2(ANG-2)

SEQIDNO: |107 | A#E&% 4 & E-1(ANG-1)

SEQIDNO: {108 | A#aTie-2% 5%

SEQIDNO: |109 |4t €% — M w{g ¥ 42Fab <VEGF-ANG-2>318 &
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FscFAb-Avastin-LC06-26202 &#4&1

SEQ ID NO:

110

4 & % — M w{g B 4Fab <VEGF-ANG-2>#8 %
FscFAb-Avastin-LC06-2620%_ $2 4%

SEQ ID NO:

111

# & % — M w{g E46Fab <VEGF-ANG-2>41L5 4
-FscFab-Avastin-Ang2i-LC06-2640% & 421

SEQ ID NO:

112

# &% — M w/g EsFab <VEGF-ANG-2>H 88 &
FscFab-Avastin-Ang2i-LC06-2640 % $% 4%

SEQ ID NO:

113

# & % — M w{g £ 48Fab <VEGF-ANG-2>}1 % %
FscFab-Avastin-Ang2i-LC06-2641 % & 4#1

SEQ ID NO:

114

# & % — M w{§ £ 44Fab <VEGF-ANG-2>$1%¢ 4
FscFab-Avastin-Ang2i-LC06-2641 % 33 4&

SEQ ID NO:

115

% E 4 — M= /g B48Fab <VEGF-ANG-2>#. 8 o
F Avastin-LC06-KiH-C-scFab & 4#1

SEQ ID NO:

116

#E & — M = /g E44Fab <VEGF-ANG-2>$182 &
F Avastin-LC06-KiH-C-scFab & 4%2

SEQ ID NO:

117

% &8 — = 1§ B48Fab <VEGF-ANG-2>$188 »
F Avastin-LC06-KiH-C-scFab_#g 4&

SEQ ID NO:

118

4 & 3 — M = [E<VEGF-ANG-2>31 82 4 -F Avastin-
LC06-C-Fab-6CSS> §4&1

SEQ ID NO:

119

4# & & — M = [F<VEGF-ANG-2>3#1 82 4 -F Avastin-
LC06-C-Fab-6CSS. & 4#2

SEQ ID NO:

120

4 F 2 — M = [E<VEGF-ANG-2>3x 82 4 -F Avastin-
LC06-C-Fab-6CSS 2 38 4%

SEQ ID NO:

121

% EE M L BIRR B <VEGF-ANG-2> 52
4 F Avastin-LC06-CH1-CLx &4#1

SEQ ID NO:

122

#E R — M F &ML/ <VEGF-ANG-2>HiL 88
% -F Avastin-LC06-CH1-CL % & 4#2

SEQ ID NO:

123

% EF 8 — M 1 & MR- <VEGF-ANG-2>#. 8
4 F Avastin-LC06-CH1-CL z $4# 1

SEQ ID NO:

124

% EE M MBI <VEGF-ANG-2> 3 8¢
4 F Avastin-LC06-CH1-CL % §z 4#2

'143346.doc

-77-




1393571

SEQIDNO: |125 |# €% — M —{f &R KR <VEGF-ANG-2>Hi 88
2 FAvastin-LC06-VH-VL = & 421

SEQIDNO: | 126 |4 &3 —M — 1§ & IR X KL <VEGF-ANG-2>H 82
--FAvastin-LC06-VH-VL =& 482

SEQIDNO: |127 |4 &&— M4 —{§ 4 IR £ <VEGF-ANG-2> i 82
2 FAvastin-LC06-VH-VL z_$z 4# 1

SEQIDNO: |128 |4 &&— M —1§ &R K <VEGF-ANG-2>ii 28
2 F Avastin-LC06-VH-VL z_$2 4#2

SEQIDNO: |129 |48 &€& — 1 — 48 4 #5 X #<VEGF-ANG-2> 47 8%
/\%Avastm LC06-VH-VL-SSx &4#1

SEQIDNO: |130 |4 &% — M — {8 4 #338 X #<VEGF-ANG-2> 4 8%
2 F Avastin-LC06-VH-VL-SS % & 482

SEQIDNO: |131 |#&%&— &:@%ﬁﬁi#d@&MMGpﬁ%
4 -FAvastin-LC06-VH-VL-SS _#z 4%

SEQIDNO: 132 |#&%— ﬁ‘@%%ﬁi#dmmwmapﬁ%
4 FAvastin-LC06-VH-VL-SS @ 4&

SEQIDNO: |133 |4 & % — M — 1§ ScFab-Fc & & <VEGF-ANG-2> i
8 /- F Avastin-LC06-N-scFabx & 4&1

SEQIDNO: |134 |4 &% — # — 4% ScFab-Fc &k 4 <VEGF-ANG-2> 3¢
B /F Avastin-LC06-N-scFabz & 482

SEQIDNO: |135 |4 &% — M = {g ScFab-Fc @ & <VEGF-ANG-2>
B »F Avastin-LC06-N-scFabSS = & 4# 1

SEQIDNO: |136 |# &% — M = 48 ScFab-Fc &k 4 <VEGF-ANG-2> 3t

2 »F Avastin-LC06-N-scFabSS = & 4#£2

ABE g AKEH REAULTE B
§ 7% B AN

HTHRH2ZAE

KA AR ERB X K
MEFEAHNFEB T - Beg @ - T

AEAEBATARFIEATHAABEZ R FEITE XK -

K®mE R
K ¥
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HHRRE—&F X

MAANBELARKETOBLRELIBHERFING —KEF
AL LA F X Bk P % & : Kabat, ELA.% A » Sequences of
Proteins of Immunological Interest > % Shk, Public Health
Service, National Institutes of Health, Bethesda, MD
(1991) - 4 28 4 = B A # 14 R HEU% & % X (Edelman,
G.M.% A > Proc. Natl. Acad. Sci. USA 63 (1969) 78-85;
Kabat, E.A.% A ° Sequences of Proteins of Immunological
Interest » % 5hk, Public Health Service, National Institutes
of Health, Bethesda, MD, (1991))%k 4 % R & & -
FaDNAK #H

4o Sambrook, J.% A > Molecular cloning: A laboratory
manual ; Cold Spring Harbor Laboratory Press, Cold Spring
Harbor, New York, 1989 % prifi 4¢ A 42 & F 75 R K& ¥ DNA o
RBEREFTRAZHEA> T LM LKA -
A B4 &

BEHILL2eRERIFHETREBEMEABEGR - #£ d
HERBEELSCFIHAR(CHEZEPCRER )R DA MEAR E RS
MEBERBEABLBIABNER BMALESHE TR
M 4 85 (45 4o Kpnl/Sacl s Ascl/Pacl)i® 75 £ % # pPCRScript

(Stratagene) X pGA4E A R B ¥ - £ E DNAZ F R # £ X

iE A X B B & 2 DNA K % o 4R 3 Geneart(Regensburg,

Germany)Z BE X R AR H AR A R E BHE - 2K %BH
Ang-2/VEGF# € & — Ui Bz REFLwmALARE
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B RAAARZAES LN EM BB TAHABROGEHATSE
Bk 2 5'-3% DNAK 5 (MGWSCIILFLVATATGVHS) & 5'-BamHI
m3-Xbal Rl M8 - XFEFEHRLRIZ "HGE
W2 EHDNAR S RAE THREH, 4 F 2
A S354CART366WZX % 8 £ " aR&H#H , €4+ 245
Y349C ~ T366S ~ L368AR Y407V R 4 -

DNAK 7| #% &

# & M} 4% MediGenomix GmbH(Martinsried, Germany) s
Sequiserve GmbH(Vaterstetten, Germany)i# 47 X % ik & 5
F #% & DNAF 3] -

DNARZGHEAPIOMBAFERER

#% GCG(Genetics Computer Group, Madison, Wisconsin)
Z B2 # %8 % 10.25 & Infomaxx Vector NT1 Advance® #
$8O0ANAFIHA > 2L ~ o ~ ERARA -
ARHBB(EHI

AT RBAmillingg BRAANEMNEACMV-I & FABL
% F 2 cDNA@ &b & ACMVE H T2 A BN @ @it
z % % k % (#) 4 £ HEK293 EBNA &% HEK293-Ffm f ¥ ) &,
S X AR (Hw ACHO@BE ) XA R G % & 2 (#) 2o
2B) -

RTREARAFTEZS » RBTF A A

- AT EABRETH AT R IAE LT > R

- BT AB KRB XL & K (ampicillin) it 4 x B- 7 5 & 5

2B -
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AEAR 2 HGE AL A TEEHK:

- S'3 2 B AR FROE M AL B

- RBEABBRERKAREIBIHHRLCTRESY T

- #2Z A cDNABBKIEKANTFTZASFAFT

- ABRBEARZS-ABEE

- RERKEAERLERAF T

- AR EABRHKFEOSBEF-R AT AKLLDNAZ AR A

MBI AR (T4 856 Ea REH);
~ - BABRRUBIAECTREAINZIIALEE 5 R

- 3R X EHAA R R AL

# BPCRA/ZAB AR AA W TXAEZESMERA
Z FFINACHscFvaa oy 4 AR BB E@AN
ERAB A AEAEAR A EL BB FTH LA B HNSILR
EcoRIMr B2 B B AF 7 R@E - % 8DNAZ F & E
REAMBEAFI - B THAYRBEAHL: B THEHE

‘. B & A KB AR H 2 & % (Nucleobond AX, Macherey-

Nage)® # X E % #& -
AR B (K 10-14)

R EATEEFHAI R KA

- HABER R ZHEFE (hygromycin)ii X B

- ¥ -8 =K % # (Epstein-Barr virus» EBV)Z 4 % & %%

oriP
- AT EABRBEPA B LT RS RE R BPUCIZX #
o 2
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- BF AB AKX @K (ampicillin)iu & X B-A & AR &8
£ B8
. A AAE@BEAREFHCMV)Z & T # %1b F R AL
#F |
- ABL- A RKEARBRTBR(TRAIREEAS A
- 1B 4 BamHI & Xbal IR 4] M 4z 85 -
fuABRSsAREosE BB ERURAAC
W VHRVLE#EB 2 "#H o HERSLRKE G R
S XA B Blomidi#EA ZpGAl8(ampR) K # +¥ - XX BamHI
& Xbal [k #] 8 (Roche Molecular Biochemicals) 4 1t & & &
% DNAE % % Roche& 3 # # 2 pGl18(ampR) % # B & %
BEERB T A BEZHLLLLELRELLBEDNAE R #
4 % 4 4 # Rochek 3 # 2 BamHI/Xbal B & * # @ & £ &
BERABRE BELA2ABBBAZAGEREWRY o
# % % B 4 # DNA(Miniprep) B i 47 Ik %] 88 » # & DNA X
F oo g Bkt 242 EMN150 ml LB-Ampiz A A ¥ - B X

&

% i 4 2 DNA(Maxiprep) > B # s DNAZ A # R A 5 % ¥
Moo
ta B 38 K W

4o Current Protocols in Cell Biology (2000), Bonifacino,
J.S., Dasso, M., Harford, J.B., Lippincott-Schwartz, J. &
Yamada, K.M. (%), John Wiley & Sons, Inc. ¥ A7 it & A 4%
Bota B0 3% K B -
ZHEK293-FA P 2 B E(FXHI1)
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BE Y HRAZT > & B HEK293-F % %4 (Invitrogen) -

Rhu¥a o EfR et ELARRESYR

FHRREANRE BT LREABBEIBHEZS T
1t 8 £ 75 FreeStyle 293 % 3, 32 % X (Invitrogen) ¥ X & # &
% & B 8 5 & 293fectin & fectin(Invitrogen)xz & 4 4 & #
A BN B % R P 2 HEK293-F4m 8 (Invitrogen) o # f 402 L
& % & #& (Corning) @ & > HEK293-F ém 8 14 X & £ F
1.0x10°48 49 fo 2 % B # 4 » 600 mL ¢ H £ 120 rpm - 8%
CO,F3F - F=_XR>RBARELFAFO600 pga 3l %hH % E F it
Z EHM KRG G E AR EMZ AT B DNA(L pg/ml)
20 mL Opt1-MEM(Inv1trogen)§ﬁ% B)20 ml Opti-MEM+1.2
mL 293 fectin fectin(2 pl/mL)Z 442 mL:& 4 4% % & £ 7
W15x10°B ez m B E AR L - LHBBETRA
NEBHEHXDIWHDERBER AES-IORZBUEELH A
Szl EFAR O AAHZBZ LFRPE&LEL R
XBHELEFRESERREAS -
£ HEK293-F4 & ¥ 42 ¥ @& 3 (¥ #10-14)

I E ¥ B3R Z (Invitrogen, USA) » 4 A FreeStyle™
2B AR A R EYHEABRBEBTR23-Feap R X
REBL LR KEFORER - BT £37C/8% CO,F £
FreeStyle™ 203 % .32 % X ¥ 32 % & % FreeStyle™ 293-F#=m
B B A EER BB s E 4123108 % e g 2

B 2% M & 3 & K ¥ o & Opti-MEM® I % 4
(Invitrogen, USA) % 4& A 325 pl 293fectin™(Invitrogen,
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Germany) & 250 pg&E &t & 8 4 § B DNA(L:1 3 F b )# 4
DNA-293fectin™f A 47 » & & & #t 8 #% £ 250 ml - 4 Opti-
MEM® 132 % % (Invitrogen, USA) ¥ 4% A 325 pl 293fectin™
(Invitrogen, Germany)Z& 250 pg " #H a&# 5 F4182%
e THRDNALNI2E F )R A AEARKFELR — gt
z T ¥ 344 , DNA-293fectini &4 » Z & 8 F B & &
250 ml - £ Opti-MEM® 132 % # (Invitrogen, USA) ¥ 1% A
325 pl 293fectin™(Invitrogen, Germany)& 250 pg " # &3
K, F21R2 DNA(L:1E F )Y # B A dwtk T4 2
C ¥ (343 , DNA-293fectinif & 4 > & &L 8 £ 22 &% &
250 ml - & Opti-MEM® 138 % # (Invitrogen, USA) ¥ 4& A
325 pl 293fectin™(Invitrogen, Germany)& 250 ng " # @G
G, EHI1AR2F 2 4 F #DNAN::1:1 # F b )H 4
CrossMab DNA-293fectinif & 4y > & #& # % 88 # £ 250 ml
BAWABEE EHEBTR E 414000 gF 8305

SBRUESANB I EREAHEFR L& hBFAERE

(022 um)BiE - B EFRBEFN-20C TEZE K -
Eaq AR

1% # Pace® A - Protein Science, 1995, 4, 2411-1423 » #
B RAANKEABRAF A S E 2 ¥ FH A% R £280 nmTF
MAFEOD)RBA T & G&ILRBRITEADZIEEETRAE -
EFRPTZHRBRER X

EdhisRABREER %A E AH S -% 4 (Roche) R £
Fmptbth LA RPIABRITADRE - £60 pul ik
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% A Bs % ¥k & & TBS-NP40(50 mM Tris > pH 7.5 150
mM NaCl > 1% Nonidet-P40)¥ % #% 3=k - K4 > % & TBS-
NP4OFYT A FH 2 Z B HAfRMBu R Lk iwl-15 mLia fi
BEHDLEFR AEEBTHAIIEZ  #HHRELA
Ultrafree-MC-i% J&§ % % # [Amicon] t 2 0.5 mL TBS-NP40
oA lxk > 0.5 mL 2x%; B B8 & 75 4 1 £ B K (2xPBS,
Roche)k # 2k » A 4 0.5 mL 100 mM4ZE # 8 48 (pH 5.0)§
B o MHKdR - Fd H w35 ul NuPAGE® LDSH# K & % &
(Invitrogen) & B FF & & Z L 88 - o A H Kk Koy — F &1
NuPAGE®# A E R Bl a4 A H K ER > B AL£T0C T 4o
#1045 48 - Bt > §4-12% NuPAGE® Bis-Tris SDS-PAGE
(Invitrogen)# A 20 pl(# » Jk & & 1 SDS-PAGE{ A MOPS
% 1%k B # o E B M SDS-PAGE{# A A & NuPAGE® i & 1t
AT & R A Ao # (Invitrogen) X MES& #7 & ) B XX B & #f
& (Coomassie Blue)#% &

AR ZBEOHA-HPLCEH AR th LtFRT 2
HRBRITEMRE - 8§ 3% » & £ 50 mM K,HPO, ~ 300
mM NaCl(pH 7.3)% 2 HiTrap%k & & A% 4 (GE Healthcare)
A FEACFTAFTAZRBAMNA Y eBREEHWLEF
% B 4 Dionex HPLC % # Lt 24550 mMZ & (pH 2.5)8 X %
HH - A RAUVERARREOHR I BRI EMBZHEZE
B B2 EIGIRBRAEZEY -

REH 0 b RVIgG-ELISAR ER @i EHh LARYT
ZHRBRERTEHIRE - 5 X > & StreptaWell & & & 4 #&
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#, #v % (Strepatavidin)A-967L 4% & & & 48 (Roche) A & 7L 100
pL 4 ¥ F 8 2 ABIgGH & 4 F F(ab')2<h-Fcgamma>
BI(Dianova)24 0.1 pg/mLA £ B T2 E 1) B R A£4C T %
Bk BK% LEIL200 pL PBS ~ 0.05% Tween(PBST,
Sigma)k # 3K - @ &L ¥ & B I 100 pL & % 2 R A8 =
i A L FARMPPBSSigma)P 2 2 EHFER > B ATFE
TAEAMERAELRKZERZE L F 1-2/) 8 - L H F200 pL
PBST # & 73k > LA FE B FAME S LR L R100 pl
0.1 pg/mL z F(ab')2<hFcy>POD(Dianova)4 % 1& & 41 8 14
Bl S Z R BESEI-2)NE o XBHFL 200 pL PBST%k # 3
AhEABELSZHARRE > BHE b B IS WIO pL
ABTSR 5 Bl A 4 4 2 A Bl 4L 8 - £ Tecan Fluork % 4K L
£405mmE R A KT (AR K42 mm)BITREERE -
86 % &

AR EHF L BEBREEBEMEFRT &t s 8k
EEx a8 - Mtz AR BeEmEIZdaTAEERE R
(GE Healthcare) . B W PBS#t # - & 82 M pH{E T ¥ R L &
zZ B Mg IR B RTHEEREWN X
(Superdex 200, GE Healthcare)# 20 mM# fk 8 -~ 140 mM
NaClpH 6 0v # R £ 5 0 EAE BRI & - CHERR
sy 0 2 E 25 A ) o MILLIPORE Amicon Ultra
(30 MWCO)8: B ERE LB HEN-80C T - R4 I 5
HAUBBEZIEZTAE M A 54 & # 4 # & SDS-
PAGE - R+ 3mEH% - BHZRNFFRAL(F AL B3
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R 4) -
SDS-PAGE

AR EE2HRA LS A NuPAGE® Pre-Casti& B % %4
(Invitrogen) » # & Zz > {& A 4-20% NuPAGE® Novex®
TRIS-+H B & Pre-Cast#t 8 & Novex® TRIS-+# Bk 8 SDS:E 47
KR - (Bt ABE3) #Fd £ BB ZAH wNuPAGE®
HAEBRBEREABKAZIER -

FHBRTHERNE

HBHPLCRER M A T ANBA IR BIRERERKE
RTHMEEN BT 2 BEAEHFALABENE L
300 mM NaCl - 50 mM KH,PO,/K,HPO,(pH 7.5) ¥ £
Agilent HPLC 11004 % Lt % Tosoh TSKgel G3000SW#% 4%
+ 3% £ 2xPBS % f£ Dionex HPLC % %4 Lt % Superdex 200% 4
(GE Healthcare) . - I AUVR A E RS G HH P> EARE E
FriEdE 2 &A% - BioRadst B 1B/ 42 £ 151-1901 A 52 £

o (Bl R E4) -

B EEEETHEEZEESIMOB T RERTINRNEX
wEBEAILE E -T2 £37TC F4£100 mM KH,PO,/
K,HPO,(pH 7) % {ixéZ mg/mlz & &% /RETMAS50 mU N-
B2 # B8 F(PNGaseF, ProZyme)# 100 pg# &1t L 2% £ # &

B 5 12-24 ) 8 > B K 1% £ & Sephadex G25 % # (GE
Healthcare) Lt ZHPLCR 8 - £ x B AL A R R 2% £ &
ESI-MSR & A @R BELZETE - H352 K115 ple
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250 ngii B #2260 ul 1M TCEPA S0 pl 8 MBA B B B — e 32
o BB BB - &d % # A NanoMate &R 2 Q-Star Elite
MS%4 # E#ESI-MSRA T L E ERELER ERREHZE
1;? o
VEGF & 4 ELISA

#ZELISA¥ £ ¥ X 2 & VEGF165-His% & (R&D Systems)
WA R RB(TVAD)Z & 43R (BS). At > 22100 pl 2
pg/mL#PBS+ 2z & 44 A #8 VEGF165(R&D Systems) & ¥ &
T BFalconR X% & A BRI E R TR B 5F 2/ 8F &
AZ4CTFTEBEMRKR X300 ul PBST(0.2% Tween 20)%k #& &
3%k » B & £33 TF 200 pl 2% BSA 0.1% Tween 2078 Ef
30448 > H K% 300 pl PBSTH # 3k - & &3 F L & L
100 pL# Ao & 4 6 <VEGF-ANG-2> TvAbR #F A % B 2 A
8 L -ANG-2 3L 8 <ANG-2> i # Mab536(Oliner & A
Cancer Cell. 20044 118 : 6(5):507-16 ~ US 2006/0122370)
% #. VEGF L # <VEGF> i # G6-31(Liang & A - J Biol
Chem. 20064 14 138 ;281(2):951-61 ; US 2007/0141065)
# PBS(Sigma)#y id & # ## % (40 pM-0.01 pM) B A ZEZ & T
AMERAELAARKEZSLEEF LG - 2300 pl PBST(0.2%
Tween 20)k #% &3k  BAZEZ B TAHKEZAEZRIKE B
L A& 37100 pL 0.1 pg/ml#®n 2% BSA 0.1% Tween 20F =
F(ab')<hFcy>POD(Immuno research)4f % {& R 4x 8% 18 B A7 &
Sz BERBRHLIE - XH 300 uL PBSThR # 3Kk £ %k
bz ABRE AEBBILSHWI00 pL ABTS R 44 A
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PRtk A 2 /AR g - £ Tecan Fluorsg # /& £ £ 405 nmE A
EETFT(2AFE K492 mm)BEITRAERE -
VEGF& & @ £37C T £ b % @ € £ # 4k (Biacore) & #&

VEGF& 428 h 2 H &

BT —SEFTELISAZRE R REUXTHFEHEA X
@ E % £ 4k # 47 /£ Biacore T1004& & L £ & # # <VEGF>#
22 G6-31 % Avastin & <VEGF-Ang-2> vAb6 3% TvAb-2441-8
1% & 471 -LCO06 3% TvAb-2441- B 4% ¥ 4L -LC08 % VEGF z & &
B ATIOOE R @ o ¥ - T X &d80LFRAR
IgG(JIR 109-005-098)% & #% <VEGF>4i # # 42 » CM5 & A
oA TREREABSAEIEIEAEABSEZHRR
% : HBS-N& # & A E/T8& %R > 418700 RUBLL &8 &
Bz B4 > AEDC/NHSR AT EL - BERALBHEE
18 A 4% 1% &k NaAc(pH 5.0 ¢c=2 pug/mL)¥ » x4 1 M
LEmRAMBRBERLDEALAZHA - £S5 pl/minii & &
c(Mab <VEGF>)=10 nMT i 4T Mab <VEGF>41 & # & »
EATE SR +] mg/mL BSA# B B 3 430 RUZ HRE
E o thVEGF(rhVEGF, R&D-Systems B 4k % 293-VE)A 4 »
M4 oo &£37TC F £ 4 B & 47T & 5 & X PBS+0.005%
(v/v)Tween20 ¥ # 47 VEGF & 4 <VEGF># 88 2 & 5 £ %
# o A 50 pL/minz A ik B 80# &4 A 85 M B 12004 A% & o
P > 22300-0.29 nM rhVEGF## B B g # K - £ &2 #
MR 2t 0 10 mMH Bk 8 (Glycin)pH 1.5& 60#) # 25 &%
MeassdRitiioaxise HoERFTREELR
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A (HB 4B (rhVEGFE R 4o F L FHABIgG &
S AERAM LT a4 rhVEGFRE "0, # A :
B & F (Langmuin)& & 1:1 > (B A MR > T &6 0 A A
Rmax®x £ A4 B M)+ E & H 2 % # - B 118 57 Biacoreix &
ZEHR -
ANG-2% 4 ELISA

£ ELISA# £ ¢ w4 kK &2 % 42 & & -2-His% &8 (R&D
Systems)3F 1& @ 18 L 2 (TvAb)Z & 4 4 M (B 6a) - & b -
100 pl 1 pg/mLAPBSY 2 &4 A% 0% 4 & F(R&D
Systems » & # % )& £ 2 F % & Falcon® X T % & 84 % 1t
MEHAREBFE2)DF R ALAIC T ERERAEA - R300 pl
PBST(0.2% Tween 20)%& # & FL3R » A £ £ &H T 4200 pl
2% BSA 0.1% Tween 208 87304 4% - H K§ 74 22 300 pl PBST
3R o & &I FRE L1000 pLF Ao £ 4 b <VEGF-
ANG-2> TvAb & # % % B z <ANG-2> . # Mab536 &
VEGF> 41 8 G6-31% PBS(Sigma) ¥ #) i& £ # #8 /& (40 pM-
001l pM) B A E AT EAMERAIRIKE Z L3 F 1/
% o 24300 pl PBST(0.2% Tween 20)% #% & FL3Kk » B £ %
B TAMEBALARIIKREZSE E X B F 100 pL 0.1 pg/mli 2%
BSA 0.1% Tween 20% z F(ab') <hk>POD(Biozol B %
20600 A BRI BBA AR A B A ZIHBEEFLNE - A&
FL300 uLPBSTHh B3R a2 AL B S ARME > B &
HF A A100 pL ABTSR AR AF & 4 Z AR 4L A8 - 4 Tecan
Fluors 3 4 L £ 405 nm¥ B & & T (£ # & £ 492 nm)i& 47
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% BB &
L ANG-1 A ANG-2 2 b & H & 4 (ANG-1 & ANG-2 &
ELISA)

£ ELISA)R £ F XA 2 &k & % £ & ¥ -2-His &% a (R&D
Systems #623-AN/CF R 3 £ F 2 )k o B &£ R £-1-
His(R&D systems #923-AN)F R B 2 & 45488 - B b -
100 pl 1 pg/mL# PBS(Sigma)¥ 2 & 4 A & % 4 &
F- 1% FTERF-2ERB)AEZEERET 2RI ER
(Falcon R T % £ A % 1L #4 ¥ & &£ 4k & Nunc Maxisorb) &
B2 N85 > % A£4C FTE B MR A o 2300 pl PBST(0.2%
Tween 20)# #% & L3k > B £ £ & T 2200 pul 2% BSA
0.1% Tween 20F8 B304 4% » H K % 2 300 pl PBSTi#k # 3
R oo & &I P AHEIL100 pLF o & 4h 4L R R B N PBS P
z i 8 # B R (40 pM-0.01 pM) > FRTAMENER
B HE B L F1)F o 24300 pl PBST(0.2% Tween 20)i% #
£ZH3Kk > BAZEB TAMEALARKE S LU HI100
pL 0.1 pg/ml#» 2% BSA 0.1% Tween 20 ¥ x F(ab') <hk>
POD(Biozol B %% %% 206005)4F A 18 Bl 41 8 14 B AT & & 2 4
BRI - XHE L300 pL PBSTHR #3R A X A B & A
ZEBHE BEBEILSM™WIO pL ABTSR A B A & 45
Z {5 Bl $L B o 4 Tecan Fluorsb 34 £ £405 nme Bl A& & T
(4 F K K492 nm)EATR ALK R E -
ANG-24% 4 BIACORE

# B % ® T % &£ & 4 B BIACORE TI100 & % (GE
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Healthcare Biosciences AB, Uppsala, Sweden)#t 7 41 28 #&
Hlin ABANG-2Z LRI E S - BT X  BATEITRPA
R 0 & hREE®A ML F<hIgG-Fcy>% . 88 B £ » CMS
S AL S{EZ AAHABMANG-2Z $ 2 (B 6B) - £25C
T ££ HBS & %5 % (HBS-P(10 mM HEPES ~ 150 mM NaCl -
0.005% Tween 20 ph 7.4)P ER LS - UL ERF N
6.25 nM#£ 200 nMx Fj &) & #& R B & v & 4 16 ANG-2-His
(R&D systemsz & A & ib) - 3 & ANG-2 X H345 4 R &
Bas BB UHBSE#H R A K S AR A B3ISERE AR
B> B4 ALIIBAS 4 4 # A (Langmuir binding model)f&
HEKDME - 8 HANG-2# & 2 X35 g 4 - B b K 4 8 7 2
1& 4 BwKDEEARHMSEME - A dRR TR
HHBEHBI wEHERBRK) REREZABASER
2% B oV 3 - 1 A Biacore TIOOF £ % 8 % 1.1.1)8 4
HEAAMBEZARAFERI N TH - R4& > T & & PentaHis
# 2 (PentaHis-Ab » &£ BSA, Qiagen% 346603%% )4 2000-1700
RUZ R EZEHRANG-2 R B L BEBESE I
CMS& h L(&BSA)(L A TFTxX)e
2t huANG-2# Tie-22 & 4 &) 39 4/ (ELISA)

£ EB T A£384FL % & 8 £ )R (MicroCoat, DE » B %% 3%
464718) L # T8 Z % M ELISA - £ &3 F F B 2 1% » K
PBST % # 3 % &R 3R - £ 0.5 pg/ml Tie-2 % & (R&D
Systems, UK » B % # 313-TI)% & ELISAz &£ & £ 2 2/}

B oo b4 0 A 4 KL A 0.2% Tween-20 & 2% BSA =z PBS
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(Roche Diagnostics GmbH, DE)Fa 8 & FL 1/ B - 4% & 44 1t
7L »PBSY 2 # Bk £0.2 pg/ml huk ¥ 4 & & -2(R&D
Systems, UK ' B 4 3% 623-AN)— & £ £ 8 T F 1/ & o
B A0S pgmlAH ERLRELR L ETLERF-28 4
BAMO0981(R&D Systems, UK)# 1:3000# B 2 i & & & 4
# # HRP(Roche Diagnostics GmbH, DE » B 4k % 11089153001)
ZRAEMBHLINE - it 0 UPBSTH #H L AROKR - £
B OF o+ M ¥ # % # z ABTS X # (Roche Diagnostics
GmbH, DE - £ # #%& #204 530 001 > R & #11 112 422 001)4¢&
BERBEIOFEE - £405 nmT ERARALE -
ANG-2-VEGF# # ELISA

#£ ELISAt#% = ¥ A & B & © kK VEGF165-His%& & (R&D
Systems) & A #8 ANG-2-His%& & (R&D Systems){a B A7 & 4
2B EZF —MHMABRFA B RRB(TVAD)Z L 45 K (H
7) o 1% # & & — 4 <VEGF-ANG-2> TvAb# # F] i & &
VEGFRANG-2 ' BERwHERBERE  mEE—#4 T4
# | IgGliT i B X it % F) 8 & 6 VEGF R ANG-2(g 7) -

Z sk 22100 pl 2 pg/mLAPBS¥ 2 & 4 A # VEGF165
(R&D Systems)f£ £8 F & f Falcon® R A A B E
e R B 208 % £4C T & FE B AR - L300 ul
PBST(0.2% Tween 20)% # £ FL3k » B £ £& T X200 pl
2% BSA 0.1% Tween 202 B7 30448 > B g 4% 4300 pl PBST
3R o & & ILF XE 100 pL& v & 4 16 <VEGF-

ANG-2> TvVvAb R # A& % B 2 <ANG-2> i1 # Mab536 &
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<VEGF># 8 G6-317% PBS(Sigma) & i& 4 # 2 & (40 pM-

00l pM) B £ E B F A M EALKRIKEZ R L HF 1

B o 54300 pl PBST(0.2% Tween 20)3t # & fL3Kk » B # &

# A 100 pl 0.5 pg/ml#» PBS ¥ 2 A # ANG-2-His(R&D
Systems){8 Bl AF & A 2 HL 8 o X300 pl PBST(0.2% Tween
20) # £ 73Kk 0 LA T & F X100 pl 0.5 pg/mL <ANG-2>
mlgGl-4 # % 4L 8 (BAMO0981, R&D Systems){f B A7 & &

2 ANG-2& 8 1/~ 85 « 5L 300 pl PBST(0.2% Tween 20) ik # 3

Rk ERBELSZHAARE > BAZRTHEH 100 pl ’
BLAMHBENRE % R P 2 1:200040 & &% B 4 & ¥ -POD
4 4 4 (Roche Diagnostics GmbH » B 4k 3% 11089153)47 3l
RS ZnERg1 N - 22300 ul PBST(0.2% Tween 20)
hRMK3-6REERABES IR AKX G B F-PODE &4 >
BEEGHELHHWI00 L ABTSR B R AE S I A K G4
8 & -POD% 4 4 - ££ Tecan Fluorsk % 4% £ #£ 405 nm = B /&
EF(£#% &492 nm)i 7R L B B & - P
#] B Biacore® 89 # & & — M w {§ 1 @ <VEGF-Ang-2> ’
TvAb6% VEGF-AR Ang-22 F B & &

BT S5 BHEREBBLELISAZEH > BLAH —Z
AABRHERTH E®A A @ F R IR H 45 4 Biacore T1004%
%+ RAVEGFRAng-2Z Rl H &4 > B4 ATIO0E £ &
% (T100 Control % 2.01 & ~ T100 Evaluation % 2.01 g °
T100 Kinetics Summary % 1.0158 )% #7 @ # & PentaHis#u 88

(PentaHis-Ab » & BSA, Qiagen% 346603 ):.2000-1700 RU
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Z 2 E R Ang-2»PBS+ 0.005%(v/v)Tween20i& 47 &
HER P R BLCLEEBEAEBENCMSE A L(2
BSA) - HBS-NE#H R £ @A MAKETEEHE R A AR
4 # EDC/NHSiE & 7% 1t - #% £ BSAz PentaHis-Abi## % 41 22
BN 18 4 4% %7 & NaAc(pH 4.5 ¢=30 pg/mL)¥ » # & &
51 ML B Rk mEf R & FEL A B B 5000K17000
RUZ B4 82 % B - £5 pL/minz Ak F X & 3 17 & 8 & +1
mg/mL BSA# #2 2 PentaHis-Ab#§ 32 500 nME B % Ang-2 -
Mk > R BRhVEGF—- 3B FRAM R A CHE S HRENR
# 5 Ang-2 R VEGFx <Ang-2, VEGF># &# & — M i 8 - 3
b 0 £50 pL/minz i #% 2100 nMZ 8 B T £ & — i
<VEGF-Ang-2> TvAb6 # Ang-2 4 4 > X & 47 & # & +1
mg/mL BSA#% £ > B 3 & £ PBS+0.005%(v/v)Tween20:iE 47
Rk P A£S50 pL/minx R % A 150 nMx VEGFZ & T &
VEGF(rthVEGF, R&D-Systems8 4% 35 293-VE)— #2312 F & 14
Bl R B & A o AR 1208 0 AR BESF R 12008 - £ B R
B 4% £ 50 pL/minz % & F ;4 2x10 mM Glycin pH 2.0&
0 HBMIFRIEITHRLE HRAFTRAEELREHRBE
B % F ¥ — M Hu B ® rhVEGF & 4 X # R 4 F
PentaHisAb) R # iE & B R B #% - ArhVEGFE E "0, €
A2 Abz 2 G4 o B 13F 8 ;- Biacoredx T X A - B 15F
88 57 % X M Biacore# gt T H A -
A 4% HEK293-Tie2%a i #

BT R o L R F-2H HANGPT2 3] # 2 Tie2 8 &
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b B tm o £ ANGPT2 8 Tie2 2 & &% T4 » 2 £ & @
HEK?293-Tiem g #% - f§ 5 = » 4& A Fugene(Roche Applied
Science)F AR L RXH B % BHEACMVA G FEHTZTLE K
A $8 Tie2(SEQ ID 108)& # & ¥ 4L M 4% 32 &9 X ® pcDNA3 X
% 2 (RB22-pcDNA3 Topo hTie2) # # % HEK293 %4 jg
(ATCC)% > B £ DMEM 10% FCS ~ 500 pg/ml G418 ¥ i& 3%
hmpg SaEAEsERBRNG ;2 BHEi%ZMBFACSH
HTie2 kR - 222K BN AR EZLALGIBFAT AR
5 B R E zTie2k B 2 4 4 (HEK293-Tie2 & % 22) -
HEK293-Tie2 4 % 22K 14 A » 4= B 42 £ ° ANGPT23 % =
Tie2&} & 16 R ANGPT24a it fe fi 88 4 A 4 & °

ANGPT2% ¥ 2z Tie2 i & 1t & &

B LT # 2R 2 & B ANGPT241 8 # ANGPT23% ¥ =
Tie2 & BE it ey 4 4] - £ R 47 £ & 7 £ ANGPT2Z R 3L F A
ANGPT2 #) 3 HEK293-Tie2 4 2422 B ¥ S5 48 » H A & <
ELISA% % 8 P-Tie2 - f§ T 2 -+ & % 7L 2x10° 18 HEK293-
Tie2#4h 2 22tm o & R -D-3e B 2 B 2 06: LM AL B L &
100 pl DMEM ~ 10% FCS ~ 500 pg/mli# 1% %% % (Geneticin)
PAERRR - F K EMEHILRKR T EHANGPT2HR &
ZHEP(AEEE BT plirasss —K&HH) A
#2175 pul ANGPT2 [R&D systems # 623-AN]# # & (3.2
peg/mltE B4R B R)R A - HIL#B RANGPT2A £ & T
# F 154 48 o 63 HEK293-Tie2 # % 224 fo (2 1 mM

NaV;0,(Sigma #S6508)— A FHE F 54 4)F & w100 plik
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o BAITC TR FSHESE - Bk > L2000 plkAb
PBS+1 mM NaV;Oua # m e » B & B H w120 ulix A2
4% % % (20 mM Tris > pH 8.0 ~ 137 mM NaCl ~ 1% NP-40 -
10%#% = & -~ 2 mM EDTA - 1 mM NaV;0,+ 1 mM PMSF&
10 pg/ml¥p Bk 8 (Aprotinin)) £ K LB A& - £4C T A H E
HMERKREZ LA @RI BAABRAETHECR
WE A Y REZHRATHI plZ sty A 2 88 5 p-Tie2
ELISA# & % & #&x (R&D Systems, R&D #DY990)% - & 4
2% WAL X EP-Tie2§ - B 4% A Exceldd A X XLfit4 5
M (— M B BERE 2058 )R T # ZI1CsofE ° T b & —
BEBHRAZICsofl » EEFTRAICETARRER °

VEGF3% % 2 HUVECH # # &

i 42 VEGF 3% # z HUVEC( A B # Bk M & & & -
Promocell #C-12200)3% 74 & & 2 VEGF# # 2 = o o % -
itz BHE967L5000/8 HUVEC 4 o (& 4 /X R #& » <5
#wR)EB BRE al® f 2BD Biocoat B R ZE &1 967L M & /&
& & (BD #354407/35640) % £ 100 plék £% 32 & A (EBM-2 R
& B A s & A 2(Promocell # C-22211) ~ 0.5% FCS -~ #
B # # (Penicilline)/4& # % (Streptomycine)) ¥ 3% F fa & °
% K Fl 2 E 2 # 8 . thVEGF(30 ngl/ml& & ;& & » BD #
354107)iR 4 B A Z R THEABFISH & - Bk > #RA
# % m ZHUVEC 4 fo ¥ » B M £ £37C ~ 5% CO, T F
T2/ 8 - AP MHER ERERPFEEZEEREFIONSE -
B % 3 F M (Promega, # G7571/2/3)4% A CellTiter-GloTM#
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At E A REIEFTEARMN I mMBFH/BE - A5 LAKXE
R EHE KR
wEeELI-—HAWFES MR BZIRH
A # 9§ 2z & & VEGF(VEGF-A) & ANG-2(& % 4% & ¥ -2)
M EE—REH AL BAVEGFZ E — R AL AL B R
HEAANG2Z B iR &AM o 5445 VEGFX § —
BB &AM o TR & # 4 A Liang, W.C.% A » J Biol
Chem. 281(2) (2006) 951-61& US 2007/0141065 ¥ 3% fa 4 i
Z AL B 2B A A ML VEGFiL 2 G6-31 % 4 # SEQ ID ’
NO: 232 &4 7 % 3 A SEQ ID NO: 24 8 4& 7] 4 B -
2> PliwE —EASVEGFZ E BB A EBEASRA
# VEGF#L # <VEGF>2 4% ¥ #L & <VEGF> B20-4.1. ~ $#& 1%
& B <VEGF>8 & & 1 # SEQ ID NO: 7% SEQ ID NO: 100
z E 42T % 3% A SEQ ID NO:8% SEQ ID NO: 101 #2 4% =]
TR &4 &4 T%MKSEQ ID NO: 31K 48 48 7T % 3%
SEQ ID NO: 32% & # £ % T92L ~ H93Q& W94Tx SEQ ID .‘
NO: 32(Kabat#h )X £ — R B &AM B » L F T4 R 84
T 4% 3% % & Oliner, J.% A » Cancer Cell. 6(5) (2004) 507-
16 & US 2006/0122370 % 3f %4 # # 2 A #8 H#u ANG-2 4L 2
<ANG-2> Mab536& 4 - R#F *» #l& & — & 5 ANG-2
¥ - B ® A 44 B e 4 R B HLANG-2 L B <ANG-2>
Ang2s R3 LCO03 - <ANG-2>Ang2i_LC06 - <ANG-2>Ang2i_LCO07

. <ANG-2>Ang2k LC08 - <ANG-2>Ang2s_LC09 - <ANG-2>
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Ang2i LC10s& <ANG-2> Ang2k LCI11 -~ # 1 & 8 <ANG-2>
Ang2i LCO06z# <ANG-2> Ang2k LCO08& SEQ ID NO: 44 -
SEQ ID NO: 52~ SEQ ID NO: 60~ SEQ ID NO: 68 ~ SEQ
ID NO: 76 ~ SEQ ID NO: 84%SEQ ID NO: 92z F 4 ] %
B0 R 4T 4 RXSEQ ID NO: 45 SEQ ID NO: 53 ~ SEQ
ID NO: 61 SEQ ID NO: 69~ SEQ ID NO: 77 ~ SEQ ID
NO: 85 ~ SEQ ID NO: 93 -

ATAEALABAARERBIHABOARE EENBAOER
FE-—HARAMNEOALR - EREHFT T —HAR
2B BUEL s TR BELZT ORI WARTN D
RlgGI Xz s —h#Es  WE_RBREAMRE L
CO Sl B

R ARSI RRED S TEDEN > SR BX EHT
2 3 (VH) R 2 4 T @ 3R (VL) # & H B B 4 Bk 82 (G4S)3
(G4S)4E 42 & T2 & U A £ B4 Fv(scFv)» R4 A (G)6-
H(G4S)3-2 ;T H A — WM ELIComE k-

b ok 0 o A AT AT EFREEBE AR ANE LR S ANG-2&
VEGF z scFvéy VH( & # Kabatfr & 44) & VL( & 3 Kabatfx &
100) 3% & (4 4« WO 94/029350 ; Reiter, Y.% A » Nature
biotechnology (1996) 1239-1245; Young, N.M. % A ° FEBS
Letters (1995) 135-139 ; 2% Rajagopal, V.% A - Protein
Engineering (1997) 1453-59) -

NEBFAEALAMARES F > A EBIALRRH > B3F
EEAE AR BREIKEREMEIHKR -
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k3v AN E A wmESE EE - M <VEGF-ANG-2> -
<ANG-2-VEGF># # A w g 8 § — M <ANG-2>hi ey &
- MR Btz o AR E AN E
TTvAb, R S o BEEEE TR -

B THSEEE — M wiE L #E <VEGF-ANG-2> TvAbS &
TvAbG - & & B & A M # ANG-24i & <ANG-2> Mab536#
SEQID NO: 31z 4T 2 (VH)RAE A R ETI92L ~ HI3Q
A W94T2z SEQ ID NO: 32z &4 T # B (VL)AL W E L 0
A M E-22 B4 Fv(scFv)@1 % & » SEQ ID NO: 232 A #
$#L VEGF#L B2 <VEGF> G6-31y 4 K M 2 C ) F 5l @2 &
B AMSEQID NO: 24z & h s AR BB A KRR - &
Rz HAWBFTBETNBEIBY LI A K3F -

BTHSEEE - FERBTVABIRTVADLLS > £ B R
B A %8 #. VEGF#. # <VEGF> G6-31#) SEQ ID NO: 23z &
42 T % M (VH)R SEQ ID NO: 24z 8 42 5T % 3R (VL) & 4 &
4 A VEGFZz B 4 Fv(scFv)#2 #f & # SEQ ID NO: 312 A#
$LANG-24# 8 <ANG-2> Mab5366) & 4 4 22 2 C3% &) /F 7| &
4 Es A MSEQ ID NO: 32z & 3l 4t 2 LR # £ &
B BB 2 HWAMNBFTHESNBEIBT AN K3 -
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AI-AAChscFVl X AR TR -~ Mo fRAlb AR
*E%TVAb{'F\Z(%CPZ r-J

2

&

BRAEE )

S FLEBEBEWRRETE |scFviRa [TLHRVH|E#2 (B4 [ie |scFv@gise
F-HHufz RA RVL: |4z [ lF [VH44/VL100
TvAb4r %) SEQID [scFv#y |+ 48 2 1L
NO : M &
G6-31 <VEGF> | D34+24 A - - L
(1000) IG6-31
Mab536 <ANG-2> | 31432} - ! -
(1000) Mab536
B&RER <VEGF> s D3+24 . i i i
BRER
Ang2i LCO6 [<ANG-2> | 52+53 - - i [
(LCO6) Ang2i_LC06
Ang2k LC06 [<ANG-2> | 68-+69
(LCO8) Ang2k LCO8
TvAbS <VEGF>  |KANG-2> 23+24, [Cs¢HC [(G4S)3[(G)6 }
(2310) G6-31 Mab536 PBl1+B% R
$TI2L ~
H93Q A&
W4T 232
TvAb6 <VEGF>  |KANG-2> P3+24, [C3%  [(G4S)3|(G4S)3|scFv e #i 4
(2331) 1G6-31 Mab536 PBl1+B& % EHC 'VH44/VL100
$TI2L, ~ 18 £ 1t
H93Q.A&
W94T 2 32
TvAb9 <ANG-2> |<VEGF> PB1+32& [C3%HC [(G4S)3|(G4S)3}
(2330) Mab536 IG6-31 03+24
TVvAbIS <ANG-2> [|KVEGF> [B1+32& [C3%HC [(G4S)4[(G4S)3|scFva 2 &
(2431) [Mab536 |G6-31 D3+24 [VH44/VL100
18 T 1k
TvAb-2441-8 |BE&XEH#H [LCO6 7+8 & C35HC |(G4S)4{(G4S)4scFv 4 25 42
1%, 8 $7-LC06 52+53 [VH44/VL100
18 % 1k
TvAb-2441-8B |BE&XE4H  [LCOS T+8 & C3:HC [(G4S)4{(G4S)4|scFv 4 i 42
1%, 2 #7-LCO8 68+69 [VH44/VL100
18 £ 1t
TvAb-3421_RA |[E&XEH  [LCO6 T+8 & N3 HC (G4S)4|(G4S)2|scFv 4 74 4
&, B _LCO06 52+53 [VH44/VL100
4 % 1L
TvAb-4421_R |BX B [LCO6 T+8 & C32LC [(G4S)4[(G4S)2|scFv ek 25 42
&R EH LCO06 52+53 'VH44/VL100
7% T 1t
TvAb-4461_B |R& B  [LCO6 7+8 & C33LC |(G4S)4{(G4S)6|scFv 4 25 42
R EH LCO6 52+53 [VH44/VL100
18 £ 1t
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TvAb# X ] 4o 45 & 2 ¢

a)aa) A # i VEGF i # <VEGF>G6-31 & ab) 8 SEQ ID

NO: 31z #4T£ R (VH)A A F E £ TI92L » HI3QA
W94Tz SEQ ID NO: 32z $m &% 7 % 3 (VL) £ 4 &9 % 18
EAh 0B AR E-22 B Fv(scFv)» & 3 7 4L VEGF
#L 8 <VEGF> G6-31(SEQ ID NO: 23)z € 4 % C3%
%,

b)ba) A %8 L ANG-241 8 <ANG-2> Mab536 & bb) B SEQ

ID NO: 232 487 # 3% (VH) R SEQ ID NO: 24 % 4%
THB(VL)E £ @18 4% & VEGFZ B s Fv(scFv) > &
# N H ANG-240 88 <ANG-2> Mab536(SEQ ID NO:
31)2 E4289C% 5 &

c)ca) A %8 $1 VEGF L # <VEGF> R & ¥ 4% (Avastin) & cb)

& SEQ ID NO: 52% SEQ ID NO: 68 & 4& 7T 4 3 (VH)
A SEQ ID NO: 53% SEQ ID NO: 69 & 4 7T % 3% (VL)
AA W RBEEL LT AR FE-22 F Fv(scFv)» X i&
¥ % # VEGF i # <VEGF> 8 4% ¥ #iL (Avastin) X & 4 2
Co (M mbrkz iAo AeERMKERSEQ ID NO: 104
z 8 4 % % 3 # SEQ ID NO: 102 &% SEQ ID NO:
103) - (% > mEEALRE £ KR F-22 F 4 Fv(scFv)
FT RS 2Cmmk E4 XN

B H {8 E 4 Fv(scFv)z 4 > E 42 Fabh B F T ¥ L X (£

ARk ACHRNBEEAS) &RM P FHEE09004909.9%5%
REMIOP il R4EA -

143346.doc
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' #l1

YL - HoBRBITEARRLGES

<VEGF-ANG-2> TvAb5 ~ TvAb6 - TvAb-2441- 8 & & # -
LC06& TvAb-2441-8 4% & # -LC08

P EXAEARRAXARBBETERBEAOBEE & —
PR TVADSRTvAb6Z 242 R T4 - E H M A KRB KB
TR R st BB R # R R £ HEK293-F fig ¥ 4
¥ kAR EMEEE(H A Invitrogenz FreeStyle 293 % #) °
TR#% > W EHEK 293-Fmpg L F &k > @ > A A XEGE
ABRRVTHMBERENH it EE M8  HaFERR
&R &4 T ZSDS-PAGER o #7 B R ~F k18 B #7 7% # 3R /R
FHEZ KR BBERIHEN - EERGHT(E3)
B % C3% scFvak 4 8 <VEGF-ANG-2> TvAb6x % Bk € 4¢ &
SDS-PAGE E 88 5% 475 kDa#h & 8 » F R <+ #8 » A7 3t
B2 T & BRIV ERBGELRBELERZ S 5 - FF
AEAEBIEAABREGAE ST EEA HPLCH 4 » B # 14
ww TR E  IgGz AR EE - wdh &k A %A HPLCAH Bl & >
AR AT B A A mE A LA RELISO mg TVvADbG
<VEGF-ANG-2> -

EESR E—%‘Cmmﬁ/\scszéﬁﬁMb#’éﬁm A HE
BIVAVSH R THRBREN 4B TEERRABE d R+ H
8 Rt BN T2E | IgCHRRREZHEG ¥ A(H
B IH4E,RE) wHERTE E 4 E % F (Rajagopal,
V.% A ° Prot. Engin. (1997) 1453-1459 ; Kobayashi, H. %
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A > Nucl Med Biol. (1998) 387-393 % Schmidt, M. % A -
Oncogene (1999) 18, 1711-1721) %4 EH#l B T4 4 & 3
BEVHSE VLz MR EamagmigzscFvey o FRARAR
EMRABARARAEAERK - EBAScFv s 22 a8 LR
BAGELEE —MHARBRRESHFA - B f£scFvx
VHA VLA £ #% % 4 & (R # Kabat 4 358 7 £ & 2 &
VH44/VL100)R 3] AN B8 ¥ Bt Bz 86 B 42 - L ¥ R @ & VHA
VLz e B R T g s b X 1EA4F %8R4
# T scFVviE B8 & - £ TvAb6 <VEGF-ANG-2>% 2 Fv#y C
R 5] AscFvd 2 VH44/VLI00#% 27 42 &2 £ £ T W 8 &
BoOURLBALLLELATRABATE REEASAKRFERKE
(B 4) - s 4 » TvAb6 <VEGF-ANG-2>8 7~ £ & # R #k 14 &
(Bl o L EBIRFRNER X3 mg/kgty B & Tk R £ 14
7 & 35 Ao

BounmEREEERA>H F XA EKBEAIT AMEZ A
# £ #TvAb% F (#) 4o TvAb-2441-8 % B 4 -LC06 & TvAb-
2441-B & £ L -LCO08) -
T 12
% & 3 — M w{§ L # <VEGF-ANG-2> TvAb6 - TvAb-
2441- B & B L -LC06 & TvAb-2441- B 4 B # -LCO8 &
VEGF-A R ANG-22 B & & &

BAREEE - HABHMXZIgGHE R FABRIFHEFVR
sScFVE R 2L B0 AL ERAREETL —HRABAHAREXZ
AR IgCHEASLER - BB RETEDILEHE S
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ELISAR & A %< @ & % # ik (Biacore) &£ ¥ £ ¥ R £ T & 47
& o e

# <VEGF-ANG-2> TvAb6@ % *» %o & Lk X A7 il = VEGF
¥ ASELISAF = » £ £0.625 pME B X2 E TU AR AR
2 G6-3148 % ¢ 42 & 4 4 VEGF(B 5) - ¥ TVAbZ FvE £ G6-
312 FvE — R T A# L H B ER - <VEGF-ANG-2>
TvAb6 L <VEGF> G6-31z M e M £ B ha Z G RE &
N E B R C#, scFv# <hFe>-PODE Bl B 2 4 Ao th &4 %
Bl 4 351 &2 » B T # & B A <hk> POD(Biozol B %k 3%
206005)48 Bl 5L 8 (4u A » ANG-2% 4 ELISA) % MR ©

£37C TR £ AR E % 7 44 A Biacore# 32 st % % 3
(B11)- % % # §§%4.‘7-4.8 E+6 1/(Ms)z ¥ i Konig %
k(a)» £ & R E Z VEGFTF if 2| #8 fv - Koffig % if 2] #& 4
Mo Z AR PR (B SXE-6 (s/s)) > sb T A 15 K 44 B & £ sk 1%
HTFTaN s HrhVEGFA R X — B & 4 (B h &
B) BEELABKERMEEE F210-15 RUZ & & VEGF
RIEIRKR - 88 » RE<VEGF>H B 2 & /1 2 % # T % sk
FEREBBLAS I L2 REZEEN AwEegd s i —
1L 2 <VEGF-Ang-2> TvAb6$ 31 4 41 # <VEGF> G6-312 %

Z2FHXIBEBABFAEATHAA L ZABLERE - £LE G4
F - Al A st A %k 4% 4 > <VEGF-Ang-2> TvAb6£ <VEGF>
G6-312 % /1 £ ¥ HETHELME - B> T b L TvAb6
TG AEVEGFE&E S M - R4BTE B H L ¥ H LE
1288 5~ Ka-Kd B ¥ W #& <VEGF>4x # <VEGF-Ang-2> TvAb6
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143346.doc

A <VEGF>G6-3184 & 5 & 45 8L -

#14 : <VEGF-Ang-2> TvAb6 & <VEGF> G6-312 % /1 24 i

A3TCTER Ka kd t1/2 KD
wa [1/(Ms)] | [1/s] [min] | [M]
<VEGF> G6-31 4.83E+06 |9.33E-06 |1237.8 |1.93E-12
<VEGF-Ang-2> TvAb6 | 4.72E+06 |7.24E-06 |1596.7 |1.53E-12

EH—FHRFT b LX A AANG-2& & ELISAE A
<hk>-POD{g #| # 2 (Biozol B 4k 3% 206005) # 5~ #i <VEGF-
ANG-2> TvAb64£0.039 pMz % ¥ F £ B T X £ Mab53648
% 2 F KX & 4 ANG-2 (B 6A) - st 8 & TVAb6 2 scFvif 3 &
GHATVADH AR T 2 & 44 -

HBTE-FETEERE R > £ <ANG-2> Mab536 &
<VEGF-ANG-2> TvAb6# & = R i f # Biacore CMS5

3
SR ERBAEEARANG 224468 %2 - & HANG-2%

Bz ABYHGH > Bk FAERALLIE S S b KD 14 12 A

% # 16 B {4 - Biacore % #7 # ;= <VEGF-ANG-2> TvAb64t #
ANG-2z 45 EKDE & 4.4 nM -~ s @ & > Mab536x2 #& &
KD 1.6 nM- & % H k23 £ZH8B A - KA E
<ANG-2> Mab5364% <VEGF-ANG-2> TvAb6x F &4 & 4 #
REBFHhZZ2ZE(EG6B)- B b > T3 Bf TvAb6 X scFvit
BEERGEATVADB E R P2 &6 8H M -

% T #% % <VEGF-ANG-2> TvAb6# # F) 8 & & VEGF &
ANG-2 > JE B 4w L+ xx A7 ik 2 45 8 ELISA# & K Biacorei®

T e

- 106 -



1393571

F b E A L X A7 it 2 VEGF-ANG-2-45 # ELISA » 2 7+~ {¢
<VEGF-ANG-2> TvAb6# # £0.625 pMZ 2 ¥ B E T R
85 & 4 VEGFRANG-2 > @ £ & — 4 T 2% | IgGln #
<ANG-2> Mab536 & <VEGF> G6-31 X % # F 8 & 4 VEGF
& ANG-2(B7) -

14817 & & Biacore e R 2 5 51 B4+ - TH = & v § %
H % — M L 8 <VEGF-Ang-2> TvAb6 R 85 & & & # L &
Ang-2R VEGF - B M # B E o it © & & — M 30 8 <Ang-2>
Mab536 88 5~ ¢ & 4 Ang-2 > {2 & VEGF& 4 - B & — K 1
5% <VEGF> G6-3188 7 & 4 VEGF » {2 & & F $2 Ang-2% &
(BEMHABET) RELSANg 22 EF A0 LB ELH- R
VEGFZ w 1§ # & & — £ 3L 88 <VEGF-Ang-2> TvAb6#) 18 #
REEML > THEHELALEF ELLIZLLA4AGEARN -
#8 > > # & B A AT i 2 ELISA & Biacore# & * 8 5 12
<VEGF-Ang-2> TvAb6# # F) 8§ & & VEGF R Ang-2 > @ ¥
2 — M T4 % | IgGl4L 8 <Ang-2> Mab536 & <VEGF> G6-
31K 4% F) ¥ % 4 VEGF R Ang-2(B 15) -

£ B 1SA ¥ Af & Z #8 M Biacoredg & F - # N 4 £ B
TvAb-2441-8 4% £ 47 -LCO06 & TvAb-2441-8 4% £ 41 -LCO8 %
FEMER - Edk®EER LIRS ABIACORE T1004% &
(GE Healthcare Biosciences AB, Uppsala, Sweden)# % i1 8
Lo ANBEANG-2RAVEGFZ i B &4 - T 2 A7
TR AN B 0 B E BB L % <hlgG-Foy> 5 B b B
Bl £ "CM4 & K £ » A48 2 3 4+ # A 3 ANG-2 &R VEGF =
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g EFE MY - £25C F £HBSE # & (HBS-P(10 mM
HEPES » 150 mM NaCl ~ 0.005% Tween 20 ph 7.4))¥ &
BlEEs o« RABRTNMHMN6.25 nME 200 nMz F & & # &
B I ho & 4 16 ANG-2-His(R&D systemssk #& P 2 45 1L ) - 35
BANG-2E S350 & R E R &S . # & A HBS& & it #%
R AR @3IpaRENAE LS RALIRAS T E S HER
(Langmuir binding model)4 ZE KD{ - & » ANG-2# & = R
MM B FAERMNII:ILES ) BLKDMEE A 48 H 4
ra - o
LA XRBRFTNNG6.25 nM£2200 nM= il 64 B 48 B B & o
VEGF(R&D systems) - 4 & VEGF: {135 8 R E R & 45
R uHBSGHRAK G h R G3r &R EA MR E > B2
ARIIAR F &AL EKDHE -
BABBRYZESIEFT X ik & % VEGFR & 3
Ang2 R Z IR °
EHABEBRETEHHEBIH B oEHRBER) RE
REZ2LBAHREAREHLBLRKRD R o £ A Biacore T100
FREEZIVLIRSVARBBZBE XA ERNEH -

Wi #Fo /1hAng-2 #,Fo /1hVEGF
TvAb-2441- B 1%, £ #.-LC06 2.3nM 0.35 nM
TvAb-2441- B 4%, £ #-LCO8 0.7 nM 0.34 nM
G6-31 -- <0.1 nM
MADb536 3nM --
ARER -- 0.59 nM
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K& T d BANGPT2RVEGF— R @ F 5 38 F R
%= & TvAb-2441- B 4 ¥ 4 -LC06 & TvAb-2441- B & B 4% -
LCO8x Bl B4 & » w B 15B¥ A7 % ° ANGPT2 & VEGF ¥ F
BT E-—HRABeEs -
£ #3
LR EIELER - HwFRAE<VEGF-ANG-2> TvAb6
48 & #» <ANG-2> Mab536 - <VEGF> G6-31 & Mab536 82
G6-3128 4 PEE KR TColo20SE B MR ¥ £ Scid
Beige/h B P F# A Hh %

£ ® M K & TF Colo205 B2 # % # # & M %
(Ang2 PZ Colo205 003 & Ang2 PZ Colo205 005) ¥ - 4
B 4 Scid Beige N A ¥ » £ X B A ET » BB H L2 ¥
5 4 #& £ <VEGF-ANG-2> TvAb6(n00.2331 » £ B % 3)# 4
5 <ANG-2> Mab536 - <VEGF> G6-31& <ANG-2> Mab536
# <VEGF> G6-31x @4 & -

32 4% 20 mM#a B # - 140 mM NaCl(pH 6.0) ¥ 2 i 2
<ANG-2> Mab5364F A % R # 5 &R (c=4.5 mg/mL) » & 4
20 mM# B % - 140 mM NaCl(pH 6.0) % 2 <VEGF> G6-31
Y & A R B &R (c=0.6 mg/mL) > H 4% 420 mM% B & ~ 140
mM NaCl(pH 6.0) ¥ 2 <VEGF-ANG-2> TvAb64f A % & £
xR (c=05mg/mL) - 2 F & Al AEXTHATHERBERE
HHREEHBNPBSY - A PBS/A A 454 B o

e AR B A CColo20S AL B AB R e i & o
¥ B ATCC > B £ 3% B 1% ¥ 77 » Roche Penzbergl X tm g &
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¥ o £37TCF 2Rk AB Y > £5% CO, T EHRAA
10%# 4 @ 7% (PAA Laboratories, Austria)& 2 mM L-% B &
K 2z RPMI 16403 % % (PAA, Laboratories, Austria) ¥ XX %
RITABLAEB@EHK - B2-5S8KRANHHE -

$ 4 : # # SCID Beige s B ; %) 3£ 85 % % 4-58 (8 &

Charles River Germany) * #& # A7 & & X # 8| (GV-Solas;

Felasa; TierschG)f& # N 12/ B /12 25 2 & B B
BB ELERRBGEHT  -TRAESD EA b T BHFF
ERME - BERL KO RBFALEHHREZIRENRS T
Bes—8 UBENBHALALHRR - £ FREHLET
R AEER - EERRMBE R (Provimi Kliba 3337)& K
(B fbpH 2.5-3)- MAEM L » SRS & AHH108E

ER BERESFONIBAERLMAARNBE - BT
AEBEEHRBMETER L& HB EELSMREEKRA
BIIE R E R RE BB -

BE 3 tm ML GE S A E S E R 0 45 Colo205%4 A2 B W 0 %
1R BBBENPBSY - A UPBSHE S — Rk MKtk - & A
m i BB R 54 B 4 % (Vi-CELL, Beckman Coulter)#] &
mpEE R Rt o A T x4 Colo205@m b » #F & & X%
BHEEXEBSBEASOXIOETE @M - 7FH A #H0% - ik -
100 b B FR(HAER B EHH2.5x10°@ @)k T ik
#HENALERMBEF

% be B A5 A £ 16 X (B % Ang2_PZ_Colo205_003) &
m B 8 M % 14X (M £ Ang2 PZ Colo205 005)&y 5 # » 4
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FR O A100mm’KIS0mm’ 2 FHEBESE THES A

¥ o

H % H % Ang2 PZ Colo205 003 74k 2 852 (% 4

B 8A) :
4| g 154 B & REREZ | RE | EHBE
# (mg/kg) # R R mg/kg
1| 10 g FB-%k | 4
BB A
2 10 <VEGF> 6 mg/kg HiB—R 8 48
G6-31 R
3 10 <ANG-2> 6 mg/kg HiB—k 8 48
Mab536 B B2
4 10 <VEGF> Smg/kg+ BiB—k 8 40
G6-31+ 6 mg/kg B RE A
<ANG'2> a i@—— b 8 48
Mab536 * w B;é_;;
5 10 <VEGF- Tmg/kg BB —=% 8 56
ANG-2> B8 B2 g
TvAb6

#£ B % Ang2 PZ Colo205 003 ¢ > <VEGF-ANG-2>
TvAb6 2 % ¥ HF b £ g » 2 8 m # & A B - £ 5 &
Ang2 PZ_Colo205_005 ¥ 34 # <VEGF-ANG-2> TvAb6x #
€  # @ B <VEGF-ANG-2> TvAb6t B <VEGF> G6-314
<ANG-2> Mab536zx a4 HH#H X % £ F b 2 ANG-2 &
VEGF & 4 fa 8 -

B % Ang2 PZ Colo205 0035 % % 74Xk 2 BE /& & & ¥ 4
(% R B 8a):
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7 mg/kg#® & F 2 <VEGF-ANG-2> TvAb6R& 3} 85 mg/kg
2 <VEGF> G6-31£ 6 mg/kgz <ANG-2> Mab536# 4 & & 6
mg/kg® € T4 A 8 % % # 2 <VEGF> G6-3148 § 2 3 &K
(B 8A) > B # 6 mgkg# & F 2 B 15 % A <ANG-2>
Mab536 - & #» & T Colo2054# A # 4 FE B A 28 X R & #
VEGFE #% & + 7 22X B 4 Kk # 4 ) <VEGF> G6-3141 %8
# AR EM > Bk AER RGBS T <VEGF-ANG-2>
TvAbO R # 81 45 & 5 5§ & #) 2 G6-31(6 mg/kg)& 4 B R >
1 <VEGF-ANG-2> TvAb6 £ H B B K& EM B E TH T A
<ANG-2> Mab536 81 <VEGF>G6-31 2 4 & 48 & X v #
(KVEGF-ANG-2> TvAb6=56 mg/kgii # > 48 & » <ANG-2>
Mab5365 <VEGF>G6-31% % & =40+48=88 mg/kgii &) °

H 2 % Ang2 PZ Colo205 005% 63 % z # # 0§ 2 :

M| By fe44 & #winiE | R ¥
k54 (mg/kg) # R R I #l =
6| 10 B FHiB—K 6
BE B S
71 10 | <VEGF> G6-31 3 H58—R 7 21
B P9 mg/kg
8| 10 | <VEGF>G6-31+ 3 58— 7 21
<ANG-2> 3 F5BE 7 7 mg/kg
Mab536 Sl —k 21
BB Y mg/kg
9| 10 <ANG-2> 3 BB —k 7 21
Mab536 B B2 g mg/kg
10| 10 | <VEGF-ANG-2> 4 BB —k 7 28
TvAb6 B B2 Y mg/kg
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#H £ Ang2 PZ Colo205 005t X $F 63 R 2 BB 4 & ¥ #
4 mg/kg # € F 2 <VEGF-ANG-2> TvAb6 & 3 # % 4 3
mg/kg Z <VEGF>G6-31 ## <ANG-2> Mab536x% @4 4 48 & &
Hak 0 BEN3 mg/kgB &€ F 2 £ 45 # B <VEGF>G6-31 1%
& <ANG-2> Mab536(E8B)- B8 % —F 64l » LB T8 G
VEGFRAANG-2z #%# F & -~ HRABARABET(HARA
2RI RE-B@ECZEHMEEAL mg/kgt EF —H A
TvAb6 48 #F #» 21+21=42 m/kg) T % 2% & 4 #1 /M 8 VEGF R
ANG-2#H & EB/EB 2z b BENRINEBSIK A
B iE— BR %A
® 64
$ VEGF# 2 & % s ) /. Bf

B THRE E%— # o8 <VEGF-ANG-2> TvAb6 ¥ 4% 4
# #L VEGF# Bl 7 ¥4 » 4 VEGF#% % 2 % % & #® & AngioKit
TCS CellWorks(CellSystems) ¥ # ;= <VEGF-ANG-2> TvAb6
TE2HEHBAROEH ERBRE S AEE — MR H
<VEGF>G6-3148 % - & % X F £ & #& 47 AngioKit TCS
CellWorks# & ' £ F 1R ~ $4R > FTRRFIRUH#
RIE2ZA » BKkm2 ng/ml VEGFR L afe - Edh A FIIX
4 A CD31-PE4L 8 (BD Pharmingen #555446)% & W & % B
R B AET o EA4EK K F T 4 8B B A MetaMorph
(Molecular Devices) Y 2 £ A mE M A ERA B AR T

THERBEBEBRY X BH  #HBHBFAKIKRBR O EHAR

S A ERAREEBLE  cBOBT AL R AEI0 AR
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Bl1OBE TEXENH w2 RF22HEHXARALE » B .
B A E T A LANG-20 3% - BH B2 E % —
" <VEGF-ANG-2> TvAb6 & ¥ & — 4 <VEGF> G6-314u 2
3 % VEGFR % 2 EH s B £ F & -

K #15

Tie2 5% & 1t

B THREEE M wig <VEGF-ANGPT2> i 4 TvAb-
2441-8 % 8 $# -LCO6 & TvAb-2441-B &% £ L -LCO8 ¥ 12 &
# L ANGPT248 Ml & # » £ 4o E X AF il 2 ANGPT2 4] % =
Tie2 & 8 /b ¥ £ ¥ 88 5« TVAb-2441-8 4% B 5 -LC06 & TvAb-
2441-B & B 4-LCO8m 1 2 F 4 2 LCO6 R LCO84 ¥ = F
K F 4% ANGPT2 4| #% = Tie2 8} & 1t -

EE—FRY RAEEEZ-MHHIE TVAbD-2441- AR B
# -LCO06 & TvAb-2441- B 4% ¥ 4t -LCO8 #8 -~ L &2 & 4 %
LCO6 & LCO848 & 2 IC5044 #| & 4k 48 M 3= F & ANGPT2 4] #%
z Tie2 #} ﬂ;db v o B 16A % FF 57 » TvAb-2441-8 X ¥
LCO6 1 # 721 ng/mlzIC5014 F # ANGP T2 4] # = Tie2#} &
& » @ LCO63A # 508 ng/mlz ICS5044 F #% ANGPT2 4] % =
Tie2 & 85 1t - TvAb-2441-8 &% 8 1 -LCO8 L #4364 ng/mlx
IC5014 F # ANGPT2 #] % % Tie2#i 81t » @ LCO8 1L # 499
ng/mlz IC5044 F # ANGPT2 #] i#% z Tie2 &} B 4t o

AE_FT®mY HELEE - MK TvAb-2441-A K §
# -LCO6 & TvADb-2441- B £ ¥ 4L -LCOB ZA -7 X & # 4 %
LCO6& LCO848 % 2 IC504& % & 4k 48 1 3 F # ANGPT2 4] %
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2 Tie2 & # 1t » ww B 16B ¥+ A7f 7= - TvAb-2441-8 & B i -
LCO634 #4488 ng/mlz IC5044 F 3 ANGPT2 4] #% = Tie2 & &
{6 » @ LCO6X # 424 ng/mlz IC5044 F # ANGPT2 #] #% =
Tie2 %} 8 1t - TvAb-2441- B 4% & 4 -LCO8 1A # 490 ng/mlz
IC50148 F # ANGPT2 #] % % Tie2 & B 1t » f LCO8 1L # 399
ng/mlz IC504& F 4 ANGPT2 4] % = Tie2#} & 1t -

Bz WEEHRBEFTEEE — M o E <VEGF-ANGPT2>
B TvAb-2441- B 4% ¥ ## -LC06 & TvAb-2441- 8 & & #t -
LCO8sA 2 £ B 4 2 LCO6RLCOSAB E 2 HF A A btm ok &
Z #%EHBANTIEANGPT2 R % 2 Tie2 8 & 1t -

K #l6
# huANG-2# Tie-22 & 4 & ¥ 4] (ELISA)

£ £ 8 FA384F #% & 8 £ R (MicroCoat, DE » B 4 3%
464718) L i 4748 B 4f M ELISA - &£ &332 3 S BB 2 14 » W
PBST #% # # % & 3Kk - & 0.5 pg/ml Tie-2 & & (R&D
Systems, UK » B 4k 3£ 313-TI)% & ELISA2 % g & 2 2/
B o gt 1% > A & A 0.2% Tween-20 B 2% BSA =
PBS(Roche Diagnostics GmbH, DE)[a B & 7L 1/ 8% - 4§ &
AL ANPBSY X MR K02 pg/ml hud & 4 & F -2
(R&D Systems, UK B $k 3% 623-AN)—# £ £ & T 7 1/
B o Rkt 0 H w05 pg/mlA Py ERE2 LR 4t RE-28
% BAMO0981(R&D Systems, UK)#2 1:3000#% B 2 i 4 % &
42 B % HRP(Roche Diagnostics GmbH, DE » B 4% %

11089153001) = /& &4 4 B & 1/ 8F o b 1% > A PBSTk # 32
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AIRO6K o £ EBTF - A& X 4 = ABTS:K # (Roche
Diagnostics GmbH, DE - # 1 #& #204 530 001 > h Bl #11

112 422 001){6 32 A RBA 63044 - £ 405 nmTF ER R &

E{ °
Ang24a Z# MELISAZ E #8 § #
<VEGF-ANG-2># & & — i AVG IC50 STDEV
(REF—HHRANE) (ng/ml)
hANG2
<VEGF-ANG-2> G6_31 >20000
TvAb-2441 G6_31 Ang2i LCO06 75 39
TvAb-2441 _G6_31_Ang2k LCO8 66 31
TvAb-2441 R % B LCO6 44 8
TvAb-2441 R 4% 31 _LCO8 42 11
<ANG-2>Mab 536 15 8
<VEGF> B 4% B it >20000
TvAb-3421_B 4% ¥ 41_LCO06 31 1
TvAb-4421_ R % E41_LC06 35 17
TvAb-4461_R X & _LCO6 46 10
' #7
#hVEGFE2 hVEGF £ 8 2 & & & 37 4 (ELISA)
£ EB F A£3843L % & # £ & (MicroCoat, DE * B 4k %

464718) F w47 R R - £ &3 F F B 2 1% - A PBSTk #% 3%

£ 3% - M % > %05 pg/ml hVEGF-R% & (R&D

Systems, UK+ B 4% $%321-FL)Z B3 %K 4R > H & Z D 2/

B oo sk 1% 0 N B A A

143346.doc
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PBS(Roche Diagnostics GmbH, DE)L &7 & L1/ 6% - 5 &
AL B APBSY 2 % B% £0.15 pg/ml huVEGF121(R&D
Systems, UK » B 4¢3 298-VS)— & £ ¥ 8 F F 1/ &5 -
¥ tE 0 A0S pg/mlit VEGF 4 % Mab923(R&D Systems,
UK) £ 1:2000%4 4 % & i@ £ 1t 8 (HRP) = F(ab')24% /) & IgG
(GE Healthcare, UK » B 4k 55 NA9310V) &y i2 4 4 B 85 1 /)
B o sbi% - UAPBSTHR KB HEROR - EEEBT » uHmei
# z ABTS # # (Roche Diagnostics GmbH, DE & % #% &
~ #204 530 001 » B B #11 112 422 001)4 32 A 4R B8 & 304
48 - £405 nm T ER R K E -
VEGF# Z 4 AELISAZ B & F & :

<VEGF-ANG-2>%# & & — Mg |AVGIC50 (ng/ml) [STDEV
VEGF
<VEGF-ANG-2> G6 31 1431 130
TvAb-2441_G6 31 Ang2i LC06  [1654 213
TvAb-2441_G6 31 Ang2k LCO08 [1392 184
.‘ TvAb-2441_ 8 8 #_LC06 0831 503
TvAb-2441_B 4% ¥4 LCO8 2305 972
TvAb-<ANG-2> Mab 536 >20000
TvAb-<VEGF> B 1% E i1 1584 357
TvAb-3421_ 8 x84 _LC06 2660 284
TvAb-4421 R % E 47 _LCO06 1980 1319
TvAb-4461_ B X ¥ _LCO06 1677 394
K # 8
HUVEC3 3
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B TR E E L - M o g <VEGF-ANG2> 3 # TvAb-
2441-8B 4% B $L -LCO6 R TvAb-2441- B &% B H# -LCO8 ¥ 1% 4
# 4 VEGF48 B 7 4 » B8 5r TvAb-2441-8 X ¥ 51 -LC06 &
TvAb-2441- B % B 41 -LCO8 & 4w k x A7 it 2 VEGF# & =
HUVECH A X ¥ LB £ B4 24 LCO6RLCO8A & = ¥ K
¥ 4 VEGF#% ¥ 2 HUVEC3# # -

1885 7= TvAb-2441- B 4% ¥ 1 -LC06 & TvAb-2441- R 4%
BER-LCOSERMEUNEAERBEIXN AR ARE B KR E L
48 % ¥ F 4 VEGF#% £ 2 HUVEC}¥ # -
£ H9
A% ANG-1R ABANG-22Z ELISA 4 % &

£ b X AF it 2 ANG-1% ANG-24 4 ELISA ¥ B & 8 K&
<ANG-2>#i # Ang2i-LC06 - Ang2i-LC07 & Ang2k-LCO08 2
A %8 ANG-1 & A ANG-22 4% 4 (%4 R #2 ANG-1 A ANG-2x
b 8% M 4 4 (ANG-1 & ANG-2 & 4 ELISA)) - #§ 5 =
ELISAR B R B AN ABHF AR 0 T A RF-1R-2AKE
BMAERPZERZ - @i <AFEFc>(IL1gG)iL 2 A PODH &
W& B A HEE TANG-1RANG2Z L B &L - £ & H 2
<ANG-2># 2 s # B R ECsoik B - 4£ A A % L ANG-241 2
<ANG-2>4% B Mab536(Oliner% A ° Cancer Cell. 20045 11
A 5 6(5):507-16 ~ US 2006/0122370) 4 & % B - pf Bl &
EC50RE#M TN T R¥F -
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g hANG-14 4 hANG-2% 4
EC50 EC50
<ANG-2>MAbS36 2538 ng/mL 133 ng/mL
<ANG-2> Ang2i-LC06 > 8000 ng/mL 84 ng/mL
<ANG-2> Ang2i-LC07 > 8000 ng/mL 3006 ng/mL
<ANG-2> Ang2i-LC08 4044 ng/mL 105 ng/mL

B LB & — 4 A MW ANG-2 - MAbB536 & Ang2k-
LCO87F 28 &t # ANG-12 & — M & 4 » M Ang2i-LCO06 &
Ang2i-LCO7# F & —# & A ANG-1> B A £ 24 & #8000
ng/ml({8 B 4% R )Z EC504 -

K #1110

4 &€ % — M wig F4Fab <VEGF-ANG-2>4 # #» F scFAb-
Avastin-LC06-2620 -~ scFab-Avastin-Ang2i-LC06-2640 &
scFab-Avastin-Ang2i-LC06-2641% %k 3 & & 1t

BEMAUAEEHIAMB AT EPHREZIREF  ARR
4 it % & % — M w {8 B 48 Fab <VEGF-ANG-2>4#i # » F
scFAb-Avastin-LC06-2620 -~ scFab-Avastin-Ang2i-LC06-
2640 & scFab-Avastin-Ang2i-LC06-2641(FfF A = # 35 A »
<VEGF> 8 # ¥ #i & <ANG-2> Ang2i-LC06) - 4 t X & #|
PAREMEZLESARFIRELALHEN - LELEE - LA
zhHM(ELEEH)ER R E4mA KA 5 £SEQ ID NO:
109-110(scFAb-Avastin-LC06-2620) ~ SEQ ID NO: 111-112
(scFAb-Avastin-LC06-2640) & SEQ ID NO: 113-114(scFAb-

Avastin-LC06-2641)% & & -
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M&FH scFAb-Avastin- [scFAb- Avastin- [scFAb-Avastin-
LC06-2620  [LC06-2640  [LC06-2641
RBUEE) 29 pg/mL 27 pg/mL 18 pg/mL
“ib(E 8 G BAYYE Rlmg, 57% |19 mg, 86% |12 mg, 90%
M)
£ HHAMSECH 2 H M [98% 98% 199%
ohfE
hANG-2#,#0v /1 (Biacore) [1L.9E-9M 1.8E9M 1.9E-9M
hVEGF##v /7 (Biacore) |l E-10M 1E-10 M 1E-10 M
£ 411 ‘

# & & — B = f§ ¥ 4 Fab <VEGF-ANG-2># # % F

Avastin-LC06-KiH-C-scFabx %k 3 & é. 1t

BUAULEBIAMBAT AP EZIRESF  ARR
4 1t & #» <VEGF> 2 X & i & <ANG-2> Ang2i-LC06x # &

= {8 ¥ 4 Fab<VEGF-ANG-2> i % # -+ Avastin-
Bl P AE R EESRP AR
bR i B &t‘%%ﬁg-"'ﬁﬁ%z#ﬁ (R &E&H4H)EM8R
T4 A 8% F 7 £ SEQ ID NO: 115-117(Avastin-LC06-KiH- .‘

2 — 4 =
LC06-KiH-C-scFab° 4 F X &

C-scFab) ¥ & #

¢ 7 H Avastin-LC06-KiH-C-scFab
AR(EE) 15 pg/mL

GAL(EE > ZEGHAMEN) 4.8 mg, 91%

BB ASECHK 2 E i 97%

I 5E

hANG-233,%0 /7 (Biacore) 4.4 E-OM

hVEGF #,#v /7 (Biacore) 1 E-10M
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T #12
% & % — ¥ = 1§ <VEGF-ANG-2>} £ % F Avastin-LCO06-
C-Fab-6CSSz % 3L & 4 1t
HEUPNRAEEMHIAM B AT T EZXIEF(FS R L
X)) kB REA KN <VEGF>E & E H#L & <ANG-2> Ang2i-
LC06=% # € & — i = 4§ <VEGF-ANG-2># # % F Avastin-
LC06-C-Fab-6CSS - v L X FEH FAHERAEE SR N AR
Hasdhkt WAL EE—H=_BRE> T REBH LR
“ Bk M ¥ 3% £ % 09005108.73% ¥ - st # & § — 4 <VEGF-
ANG-2>Hh iz M (RLLEH)BRRELBEARFIA
SEQ ID NO: 118-120(Avastin-LC06-C-Fab-6CSS) ¥ & i -

Bl é2 & H scFAb-Avastin- [scFAb-Avastin- [scFAb-Avastin-
LC06-2620  [LC06-2640  [LC06-2641
AR(AE) 29 pg/mL 27 pg/mL 18 pg/mL
A& ZFAEAMYE Rlmg 57% |19mg, 8% |12 mg, 90%
)
® ® fe WA RISECHK 2T K 98% 198% 99%
o fE
hANG-248% /7 (Biacore) [1.9E-9M 1.8 E-9M 1.9E-9M
hVEGF # %0 /1 (Biacore) |l E-10M 1E-10 M 1E-10 M
£ #13

2 FHL - H-_BEHRKXH<VEGF-ANG-2>H # 4 F
Avastin-LC06-CH1-CL - Avastin-LC06-VH-VL & Avastin-
LC06-VH-VL-SSz & 3 & #k {t

BN ALEBIRAM B R 2P ZIREE  ERA
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4, it X N <VEGF> R X 8 it & <ANG-2> Ang2i-LCO06x # &

_g.._

M = 4B 4 # 3R X % <VEGF-ANG-2> i 8 4 -+ Avastin-

LC06-CHI-CL(CH-CL % # 4% %o WO 2009/080253 ¥ A7 if ) ~

Avastin-LC06-VH-VL(VH-VL %z & 14 4 WO 2009/080252 %

## i ) & Avastin-LC06-VH-VL-SS(VH-VL %

# 1% 4 WO

2009/080252F pr 3 » B % 4 5] A VH44 VL100# i 4% ) -

EXEH PR E

— MR Bz (RLEE 4B R F 4 A B

EORPAREMLHENE - LERER

A 5l 4

SEQ ID NO: 121-124(Avastin-LC06-CH1-CL) » SEQ ID NO: “

125-128(Avastin-LC06-VH-VL) & SEQ

(Avastin-LC06-VH-VL-SS) ¥ &4 %

ID NO:

129-132

sk & Avastin-LC06- |Avastin-LC06- |Avastin-LC06-
ICM-CH1-CL |CM-VH-VL [VH-VL-SS

ZBUEE) 87 ng/mL 44 pg/mL 65 pg/mL

@iL(A S ZAEA¥MYE |S0mg,62% [R2mg,95% |91 mg, 74%

)

U HASECH TR 4% > 99%, 95%

o &

hANG-2# %0 /7 (Biacore)  [I.3E-9M 2.1 E-9M 1.46 E-9 M

hVEGF .50 /1 (Biacore) 1 E-10M 1E-10M 1E-10M

K 414

4 & % — M4 — 1§ ScFab-Fc & 4 <VEGF-ANG-2># 2 & F

Avastin-LC06-N-scFab & Avastin-LC06-N-scFabSS % %k 31,

R 1t
MR LEE

143346.doc
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# 1t A W <VEGF> R & & i B <ANG-2> Ang2i-LC06x # &
# — M — 18 ScFab-Fc@ 4 <VEGF-ANG-2>4 8 4 F Avastin-
LCO06-N-scFab & Avastin-LC06-N-scFabSS « 4w F X & # ¥
B RELR AR EEENE - HELEE —MHRARBZ
8B &% 4 F 4 KB A 5 £ SEQ ID NO: 133-134
(Avastin-LC06-N-scFab) & SEQ ID NO: 135-136(Avastin-

LCO06-N-scFabSS) ¥+ & 4 -

Mée F [Avastin- Avastin-LC06-N-
[LC06-N-scFab scFabSS

RB(EE) - 162 pg/mL
Gib(AE > ZAEAHEM) 43%
o fie
hANG-2#%e /7 (Biacore) 1 nM
hVEGF 1, fo /7 (Biacore) 1 nM

K 4115 |

K #10% 142 % & § — 4 <VEGF-ANG-2>H # 4 F o4 ¢
hVEGF $ hVEGF % 8 = & 4 ¢ ¥ %] (ELISA) - # VEGF#
B2 M A BE - #huANG-2# Tie-2Z & & & ¥ #
(ELISA) -~ Tie2#} % it R HUVEC3¥ #
THEMUARAEMHAFEZRTHAIZOFHEZREF R A
X EWBI0ZE 142 % & & — M <VEGF-ANG-2>HL # » + & &
hVEGF$2 hVEGF & # = 4 4 ¢y 4 %/ (ELISA) - # VEGF#% &
Z % R & PR EF - # huANG-2 & Tie-2 2 & 4 & ¢ %

(ELISA) -~ Tie2#% & 1t R HUVEC3 7 -
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K #1116
# & % — M 5L B8 <VEGF-ANG-2># # 48 & » <ANG-2>
ANG2i-LC06 & <ANG-2> ANG2i-LCO6# Avastinz & & #&
s Colo205R B M A + £ Scid Beige/h A F 2 F 2
Mshak(£HRKE S (Avastin)is B B LM %)
R W R X

Colo20SABE B EH EmE R WE 8 ATCC: B A K E
#% % 77 # Roche PenzbergBl Bt g B ¢ - £37C F » £ K

taAf B Y 0 £5% COF > £# A& A 10%8 4 & F (PAA ’

Laboratories, Austria)®&2 mM L-#% B &8 #% = RPMI 16403
% # (PAA, Laboratories, Austria)¥ s ¥ 8 & X 32 % B /8 %=
Btk o H2-SHKANBHE -
P

#g M SCID Beige /s & : 2| i& Bf F & 4-538 (8 B Charles
River Germanyd) » AR ¥ A7 2 X 2 # 8] (GV-Solas; Felasa;
TierschG)4x #F A 12/ F £ B /125 Z ek 2 & B B & 4
ERERBBEHAT TRARXIEC BT HIAFE AL
ABoEK O BROMRTALAGH R ZRMENS FEF -
B RTEMBRAASERD - AFTRAR L ETR G
BB R o 42 E MR 4 E R (Provimi Kliba 3337)& K (& 1t
pH2.5-3) - AAMBE » MR F&H A H108 -
BE 78 fm BB E 5 ¢

g EXR > BBEM(Greine)lk F B = R(K % &
B-EDTA)E # # 250 mIss Z A ¥ » K IRBLB R EFH
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PBSY - £ APBS#E T A — A K% T B RBIE (= kA
%  Falcon ¢100 pum)# - # & & = jo K 8 B ¥ 5
2.5x107/ml - ABRF I CHALEB LB R ITRAG F
BB R o iR RA T (1.10x40 mm)iF e fE B F R A
% £21.0 ml& #% & % /&£ 4 % (Braun Melsungen) ¥ ; & % 4t
R +(0.45x25 mm)R#Ex H BB REIHERFSH - AR
ARBEFEEEAZ) - BN DPAZTZ(F)RIETHR MK
JE B Y M R85 1t & % R £ & (cp-pharma)Z /s % # Stephens
BRABALAHHNBERLZASA T ETMRE - £EEH AT H R
Pl EHMELEEUBI B I CHREEREHIM I EE K
o E S 0 BAS Y AR M L TIES 100 plée s & 3% 2%
(=2.5x10%@ ta B ) -
% ¥R X2

AR E:

£t B0 #% M % 14 X (B % Ang2_PZ_Colo205_008) % 3| £
100 mm’ £ 150 mm° 2 U BB RETHELEHHRE - #

B BB — =k UL Avastin(10 mg/kg) R 32 > By 5B 2 85 R o

>|'i_
&
"

bt NARAMABELTE _RAEAEA s AmE HmI0E
MR ERAREMBEH A ESIR > BB E MK L3365 341
mm’EBN - HIARTAATZIRAALAHER - RE
BLRE R R o |
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“| | bt #| & (mg/kg) HEpE | RE | EHEE
# (nMol/kg) # X x# | (mgke)
11| 10 Avastin 10 mg/kg HiB—% 11 110
(68 nMol/kg) RSB P
12| 10 | ANG2i- 10 mg/kg H8B—R 6 60
LCO06 (68 nMol/kg) RELRE P
13| 10 | ANG2i- 10 mg/kg HAB—-% 6 60
LCO6+ | (68 nMol/kg)+ RSB 9
Avastin 10 mg/kg B8 —% 11 110
(68 nMol/kg) RSB P9
14| 10 TvAb- 13 mg/kg BE—R 6 78
2441-84% | (64 nMol/kg) REL B P9
¥ 47-LCO06
|-

BERRELZHNIRAERL - Ao i H B BFEARR
RHEE LA-MAZEIHLLEMEAEEXBRENMEAR
MRABEREMNEBZBR T - RENCIHF ZHEEB RN
(BB EE=1/2ab> 2% Ta, B "b, o3 HEBZKA

BLREEEZL)-

HLBEABREAEER(GELT gk0 > 1.5
em) - HERAMA4EERB20% HAAMnne @O

BAKALRR -
ERFNXANTHEAZIEELE KW H(RE 2 K®IH)
TGI
ANG2i-LC06 10 mg/kg(68 nMol/kg)BEBE P ; Avastin 10 mg/kg(68 453
nMol/kg) B2 B A
ANG2i-LCO06 10 mg/kg 8 B 73 (68 nMol/kg) 44.4
TvAb-2441- 8 % £ 47-1.C06_13 mg/kg A8 B2 P9 (64 nMol/kg) 60.4
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$#RBET AR KREHR(Avastin) i E B HEE B E R
Colo205 ¥ £ Scid Beige/s & ¥ » % & & — 1 <VEGF-ANG-
2> 88 TVAb-2441- B X E L -LCO6Aa & W X £ 95 2 § & —
M 3 8 ANG2i-LC063% ANG2i-LCO06 £ Avastinz 4 4 & 12 23
TESEELERWHELEBRRBEZT)-

x #1117

#£2 K FCalu-3 NSCLCEHBHFTHBLELERITFTHEN
¥
-ERERLIRCDIIZGERAXNTRHARKARNLFT
£ R

tm Bl Bk R3S RS

BEAMBEZE RS AE AR ABNRE 8% -
B Roche » Kamakura# 44 fm f L £ M &S KX A N & = = 8
B £37CTF > AAxfaH[ET  £5%CO, T 2#HAA
10%85 4 o 75 (PAN Biotech, Germany)& 2 mM L-4 B & B%
(PAN Biotech, Germany)z RPMI16403% % £ (PAN Biotech,
Germany) P A M HF X HE BB @ - Lk % & 8 /EDTA
Ix(PAN)i#£ 4732 A # K > BB E — R -

07/

¥ M BALB/c i / & 2] i 85 %4 # 4-58 (8 A Charles
River Germany) » #& # F7 #2 X 2 # J] (GV-Solas; Felasa;
TierschG)4%2 #F A 12/ B K B /12, F 2wt 2 5 B B B &9 45
EREBRERGKGT FTRAAITEGEHLTIAFIERM
BB ER U RBFLEGDREZITRES S TR T —
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B AEBEMBRALAMBBRR  EFARAR LBITRE G

BE R - 42 E MR 4 E A (Provimi Kliba 3337) & K (8
pH25-3) - A A& » NRAFEH£ A H108
BE 8 tm B X &t

EESHER > B AM(Greiner) K EE B @ o (R & &
B-EDTA)R B H Z250 mlst HZ A+ » AKIRABEBRERN
PBSY - £ APBS# 4T % — A K P B R B (=g B K
% ; Falcon ¢100 pm)#% - # & & %@ o & 8 #A ¥ A
5.0x107/mle U BBRE D CHALAEBE @B ETRUAR L
M B E o btk o 45 A K 4(1.10x40 mm)i§ fm B R R
% % 1.0 ml% 4% # & ;& 4 % (Braun Melsungen) ¥ ; 2 % 4t
RT(0.45x25 mm)MUA x5 EHRETLAEAMSESE - AR
AR E(EBEE) - BN DREEFE)AIETHRME X
JE MR X M R BE 1k A 4 B A & (cp-pharma) s # 4 Stephens
BRAREAAHHABRER 2L T ETRE - £AEHZIATHX
FEBHMRELUAAI M I CHREEHRESMZ L E K
Hampts BAZHYMARMBEETEALI00 plia fo B F R
(=5.0x10°48 tm B ) -
84k E

REISR B IARBEREREBR THEAS A
G LG Hh 2 a  HNUSLBERRLBAEMT » &
mb 108 Rk BE5H—REBEBA L HEMERRENT
A BEH6CABE& - (£2819)-
%14 © # # (Xolair)10 mg/kg
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% 2% : Avastin 10 mg/kg
%34 : B % — M <VEGF>Avastin 10 mg/kgi £ & & — 4

<ANG-2> Ang2i-LC06 10 mg/kg(=Avastin/Ang2i-
LC06)#) 4 &
%44 @ % § & — M <VEGF-ANG-2> #ii 8 2441-Avastin-
scFv-LC06 13.3 mg/kg
B 3 ¢
BFEARRESEHEYWZIRERAL L@l Iifhs ERRX
NHBE A-MEBEZIHAYELEEELAELBEREHNE SR
WMRARBERERAEBRT - RENCIH £ EEHEBH
(B & §=1/2ab> £+ Ta, R "b, s BT KA
BREHZ) LA LEBREAEREBETE(ELT g0 > 1.5
cm) - BEBRAARA L B L ALB20% - EHEFHE R P48
BRKIRR -
RNERECHRCDIIIRBERNLERLF L K
T ARLETRCDIIA B AR EANEERE % T LEHER
Bz BE - LEREG AR ELCDIXR A UIKSERY
FLHBEBRE-— 0% B RCDIIRMBZRERELK—#
ERBEEEHARBEZITITIIX - AEAF3I5K ~ B4R AR F
TOK » B2 6RAEFEIEINALFEIALHKRNES
50 pgt® F M A & B Alexab6lO£ E 2w 2 L CD3HR A - £ R
ARBTEERRAEESR LB K24/ 05 84738 & 4 &
% - £ HEAMAESTROA X ¥R LB T A RBARE A
WEEHZE R RD o £ A H B mab XolairR 4 & # R
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B AvastinE 2 F > BEISKERTORE M 2 EB & &
o o # 3b 48 R ° BA Avastinfe b Ang2i-LC06 & 2441-Avastin-
scFv-LCO6@a A R ERABR B L EE&EH R (B19)-

BhFIHLERNEBRRETEEBEE KR > LR EMEF
HEEBRERER/AEHMD) FI3ISKRE FIORRFAIX
FHTIORMCDIEHZ FHLALETHBIOF - ATA R
BB TEISREFAORBRELT LB RN BE L
% 14 (Xolair) & # 2 @ (Avastin) ¥ CD31 & & 13 3% & & 3%
v » {2 % 34 (Avastinfe £ <ANG-2> Ang2i-LC06x & 5 )&
% 4w (% & & — M4 <VEGF-ANG-2>4 # 2441-Avastin-scFv-
LCOO)Y B T 4 BBEERY AR FIaBABETRA
Bl T A RXEEIL)-

L BRBFER ARG KA B B AT AR (R
T9k) BRMABEHRTAREALGE T AR BERAR
BRBEMEBETALYY Bmab XolairR 22X B E ¥ A ¥ %
tai L% o £ AvastinR E 2 R PR BB F T E A
o e fﬁi&bi}‘ b o REA3BR4MBENARERLIR2EER T
BEBERVABARAFH ZHE > HEIEHTRARY
M BALBITRAMTEE  L@m¥F LBREB AR
ML AERFwEIA - B2 R FE348 28 5H nCD3I

B AR - MM LSHER LB TEER —HARZTRE

m P BB RNIEEEEI% F4aPBETHRAKEXR -
% #4118
A& L TColo205E#BHBAY ¥ 4 Scid Beige & F
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B EFTE - MR BE<VEGF-ANG-2>2Z ZF B2 N AKX BEARALE
FHERB(ERIES)LR
tm BBk R OB R KM

Colo205S AR B AEBE RmieikmBE AATCC BARAR
% % 7 # Roche PenzbergBl B @m g B ¥ - £37C F » £ %k
A B F 0 £5% CO,F > £# LA 10%8 4 o F (PAA
Laboratories, Austria)® 2 mM L-4 B & i 2 RPMI 164032
% % (PAA, Laboratories, Austria) P XA ¥ R ¥ X st H B 4=
Bk o B22-SHMAKRANBMAE -

4 -

s M SCID Beige/ & 5 3] & 8F F # 4-538 (% A Charles
River Germany) @ #& # A7 42 X 2 % 8] (GV-Solas; Felasa;
TierschG)& HE N 12/ F A B/12/ ) F 2 25 8 KR HH
ERBRBRBEHT FRAAFIEGEHLITHARAFIFERM
ﬁ°ﬂé&*%ﬁ%%ﬁ&%%ﬁﬁz%%%%#ﬁﬁ—

B RTBEYRBEAUAEERR - - A TR EAHEEITERR
JE B A o E ¥ 3% 4 BE & (Provimi Kliba 3337)& K (8 1t

pH2.5-3)- A XM A F&HAHH108 o
BE 7B tm B E 4 C

£ XS ER 0 HColo205StmppEw > RiklRBEBRFN
PBS¥ o A UPBSH A —XRnHh#h HEA@BITHERY
# % % % (Vi-CELL, Beckman Coulter) B £ 4a jg B B & = it
Rt o B TEHColo205wmfe » #EXLXXBERAELEF EH
S.O0x10E7@ tm B » 75 71 4 B 90% - K& 4 > #4100 plit & %
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BRHENBEEHH2.5x10 @@ )R TEHE N ALK
P oo

N5 A B A1 16 X (B K Ang2_PZ_Col0205_009)#)
MagsaEd xR A0 mm’z FHEERBRBATHESD AR
2 o

# % Ang2 PZ Colo205 009z # # w5 2 :

10 Xolair 10 BB—XRBEBEAR
10 <VEGF> Avastin 10 BEH—KRHBEEAR
10 <ANG-2> Ang2i-LC06 10 FiB—R > BN
10 Ang2i-LC06 10 BBk BBEA
+Avastin 10 BHB—REBEAR
10 <VEGF-ANG-2> TvAb- 13.3 BB BEBEA
2441- B %, B 3-LCO6
10 <VEGF-ANG-2> Avastin- 20 BE—R BEBENAR
LC06-CH1-CL
10 <VEGF-ANG-2> scFAb- 16.6 BEH—KRBEENRN
Avastin-LC06-2620

g

BERREAGDLIRERRL - mp IR B EARHR
EHRBEE - ANRARZEMBIHMAELXEAEZHNEE
AR AAEREAEE R - RENCLY £t 5 8B #
(% € §=1/2ab>> &% Ta, B "b, 23 AEBIKA
BREAMBR) KL ERREAHE RERE EE(E1.7 g0 > 1.5
m)- BERARAL B ERB20% BAFH I HH QR
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BHARR -
& X
BOIXEANFTHZERE K#HH(TGIH(R B 4 L 3t)
TGI
<VEGF > Avastin 66
< ANG-2> Ang2i-LC06 47
Ang2i-LC06 -
+Avastin
~ <VEGF-ANG-2> TvAb-2441- B %, £ $1-LC06 87
<VEGF-ANG-2> Avastin-LC06-CH1-CL 92
<VEGF-ANG-2> scFAb-Avastin-LC06-2620 86

HERBT A ZH#EEZR— M <VEGF-ANG-2>Avastin
(R &% ¥ L )-ANG2i-LCO64i 2 39 A #» R X B L & % SEQ ID
No: 7R 8H # # ANG2i-LC06 4 % SEQ ID No: 52&53)#& &
% 7% H B B # A Colo205 9 #£ Scid Beige/h A PAABR AU E
B = % & — 4 4 8 ANG2i-LC06 & Avastink ANG2i-LC06 52

@@ ArastinzutRIBFRGEA LRI HE -
[BXFERA]

B1A: K# A 2 % A5 VEGFRANG-22 2 & - H R B
B — A BEETRAZIFTELREHSE  HEFTRAEARBY 2 —
# BVEGF > m % — # 5 ANG-2 - L AN & d KiE
BTFTRBEALEAPREBZIRBAMREALEREBLET )
FAFVOEARAAZE KRR - |

B1B:  ATvAb® £ A A 2 8 -~ MH o FHREB(E
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REHB)ZEF » HE ¥scFvz 2 i 8 £ 2 &8

o

i

Bl 2A: % 544 £ 2 <VEGF-ANG-2>%# § § - H wF K
# (=<VEGF-ANG-2> TvAb6 ; # 2331% » % R £3)%
T e

B2B: AN ABREHHE T X<VEGF-ANG-2> TvAb6#
“EMHERRABABRRIEHRE -

B3: £ ERRFEERMGKMS TL &I €8
<VEGF-ANG-2> TvAb6# & » 42 & |, A #I1gGlin 2 G6-
31(<VEGF> HuMab G6-31)#) SDS-PAGER -

B4 4 41 2 4 542 48 £ <VEGF-ANG-2> TvAbé64a &
w2 | A$#EI1gGIR B G631 R+ #H#mEHiEE - H
B 2TVAbOE I A B R R E R -

BM5: VEGF& AELISAZ T E B R&E& R - £ 5i4f T
<VEGF-ANG-2> TvAb6 & & VEGF » £ <VEGF> G6-31 48
% o <ANG-2> Mab536F 1 VEGF # 4 -

B 6A: ANG-24 AELISAZ T E B R R - $ B 42E K
Zz <VEGF-ANG-2> TvAb6 # 4 ANG-2 - # <ANG-2>
Mab53648 % o <VEGF> G6-31R #2 ANG-2% 4 -

B6B: ik @ & & &£ Ik (Biacore)# 17 2 ANG-24 & o #7
e EBRER - #4248 T X <VEGF-ANG-2> TvAb6 ik
# <ANG-2> Mab53648 § = ML fo /1 4 4 ANG-2 -

B7: VEGF-ANG-2% B2 ELISAZ 7 E B R & % - £ 5i4

# T 2 <VEGF-ANG-2> TvAb6 ] 8f & 4 VEGF A ANG-2 -
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1 <VEGF> G6-31 & <ANG-2> MabS536 F # # R & & 4
VEGF & ANG-2 -

Bl 8a: s M &K FColo20SE # #% # 4 & ¢ 4 Scid
Beige /s & ¥ % 51 42 8 & 2 <VEGF-ANG-2> TvAb64a & »
<ANG-2> Mab536 - <VEGF> G6-31& Mab536# G6-31z 4
4t o % (FF % ANG2_Pz Colo205_003) -

B 8b: £ 45 M &K TFColo205E #& # # # & ¢ £ Scid
Beige /s & ¥ % #i 42 & &£ 2 <VEGF-ANG-2> TvAbé64g & #
<ANG-2> Mab536 ~ <VEGF> G6-31& Mab536# G6-31x 4
4t 3 2% (P % ANG2 Pz _Colo205 005) -

B9: # A#EE— 4 oI <VEGF-ANG-2> TvAbS6
B VEGF# S 2 # i & R -

B 10A+B : #] Al b# 2 42 48 &£ 2 <VEGF-ANG-2> TvAb6
M VEGF# S 2 F R R T ESHER -

B11: % @ & % & 3 (Biacore)i# 471 2 VEGF & 4 o #
B EBE -

B 12 : & # <VEGF> # # <VEGF-Ang-2> TvAb6 &
<VEGF> G6-314& Ka-KdB ¥ = & /7 2 45 £ -

B13: {8 A/ ANGPT2RAVEGF2 82 & & — H i B2z R H &
Atk @ ER LK Biacore) R EZTER -

B 14 : & § % &£ 3£ (Biacore) ¥ % 2 & £ » £ & =+
TvAbG6 a% % 4 » ANGPT2 & VEGF -

Bl 15A+B : A)XVEGF-ANG-2># &# § -~ M itz 2 & &

— M & ) #f Biacore& 4 ¥ &£ 2 B & - B)Biacore® # » X
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B 7+ ANG-2 & VEGF 1 TvAb-2441- 8B 4% ¥ L _LCO6 F] 8% %
/a\ o

Bl 16A+B : % & & — 4 1 8 <VEGF-ANG-2> TvAb-2441-
B 4% % 41 -LC06 & <VEGF-ANG-2> TvAb-244148 & » i -
Ang23#: 8 <ANG-2> Ang2i_LCO06& < ANG-2> Ang2k LCO8
9 Tie2 & B 1t ©

B17: Ao ® 4 s %48 24 AELISAZ B 7« -

B 18 : <VEGF-ANG-2> TvAb-2441- B 4% ¥ 41 -LC06 &
<VEGF-ANG-2> TvAb-2441-B % £ i -LCO8R R X & 1 ¥
VEGF# £ x HUVECH# A ® rsl 2 b & & X -

19: A A A &2 2 CD31L B &4 % & M CD314
Rz AU S LEMNGCaE BB EE DY TS EE — B
g <VEGF-ANG-2> B # ¥ # -LCO06 4L # 8 #& » <ANG-2>
ANG2i-LC06 & <ANG-2> ANG2i-LC06# Avastin( B /% £ L)

2 EAMEBRN R F L RN K -
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5%

<110> s #HFERBRHD A
<120> &% —M24-VEGF/H-ANG-2 i
<130> 25401 FT

<140> 098134012
<141> 2009-10-07

<150> EP 08017607.6; EP 08021834.0
<151> 2008-10-08;2008-12-16

. <160> 136

<170> PatentIn version 3.2
. 210> 1

<211> 14

<212> PRT
Q213> AT

<220>
<223> #42CDR3 » <VEGF> 8 4% & #. (bevacizumab )

~ <400> 1

Tyr Pro His Tyr 'gyr Gly Ser Ser His Trp Tyr Phe Asp Val
1 10

<?210> 2

211> 17
<212> PRT
Q213> A1

<220>
23> F42CDR2 » <VEGF>B&. &4

<400> 2
Trp Ile Asn Thr 'gyr Thr Gly Glu Pro Tlar Tyr Ala Ala Asp Pl;c Lys
1 1 1

Arg

.’ Q10> 3

211> 5
<212> PRT
<213> A x.

<220>
<223> &4#CDRI1 ' <VEGF>84& &40

<400> 3
) Asn Tyr Gly Met gsn
1

210> 4
Q211> 9
<212> PRT
Q13> AT

<220>
<223> #348CDR3 ' <VEGF>H & &4,

<400> 4
Gln Gln Tyr Ser Thr Val Pro Trp Thr

143346-4 % % .doc -1-
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Q10> 5
Q11> 7
212> PRT
Q213> AL

20>
23> $342CDR2 » <VEGF> A &8

<400> S
Phe Thr Ser Ser %eu His Ser
1

210> 6
211> 11
<212> PRT
Q213> AL

<20> :
<223> #344CDR1 * <VEGF> A& E41

<400> 6
Ser Ala Ser Gln ésp Ile Ser Asn Tyr Lgu Asn
1 1

Q210> 7

Q211> 123
<212> PRT
Q213> AT

<220>
<223> F4THE 0 <VEGP> A K ER

<400> 7
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gin Pro Gly Gly
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Tyr Thr Phe Thr Asn Tyr
20 25 30
Gly Met Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Gly Trp 1le Asn Thr Tyr Thr Gly Glu Pro Thr Tyr Ala Ala Asp Phe
50 55 60
Lys Arg Arg Phe Thr Phe Ser Leu Asp Thr Ser Lys Ser Thr Ala Tyr
65 70 75 80
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Lys Tyr Pro His Tyr Tyr Gly Ser Ser His Trp Tyr Phe Asp Val
100 105 110
Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115

120

210> 8
211> 107
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<212> - PRT
<213> AX

<220>
Q23> FLTEE P <VEGP AKX EHR

<400> 8
Asp Ile Gln Met 'ghr Gln Ser Pro Ser SSr Leu Ser Ala Ser Yg] Gly
1 1

Asp Arg Val Thr Ile Thr Cys Ser Ala Ser Gln Asp Ile Ser Asn Tyr
20 25 30
Leu Asn Trp Tyr Gln GIn 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 Thr Ile Ser Ser Leu Gln Pro
65 70 75 80
Glu Asp Phe Ala Thr Tyr Tyr Cys Gin Gln Tyr Ser Thr Val Pro Trp
85 90 95
Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105

<210> 9

<211> 14
<212> PRT
<213> AL

<220> : oy
<223> €42CDR3 » <VEGF># & £ (ranibizumab )

<400> 9
Tyr Pro Tyr Tyr ’gyr Gly Thr Ser- His '{Bp Tyr Phe Asp Val
1

‘ <210> 10
. L11> 17
<212> PRT
213> AX

<220>
<223> #42CDR2 » <VEGF># R B4

<400> 10
. Trp 1le Asn Thr 'gyr Thr Gly Glu Pro T(};r Tyr Ala Ala Asp }1’28 Lys’
1 1

., Arg

<210> 11
Il> 5
<212> PRT
213> AT

<220>
<223> §4#CDR1 * <VEGF>{§ R &

143 346-5 3| & .doc -3.
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<400> 11
His Tyr Gly Met gsn
1

Q210> 12
Q211> 9
<212> PRT
Q13> AL

<220>
<223> #843CDR3 ' <VEGF>f# R &iL

<400> 12
Gin Gln Tyr Ser zhr Val Pro Trp Thr
1

Q10> 13
211> 7
<212> PRT
Q213> AL

<220>
<223> $84#CDR2 ' <VEGF># R E#H

<400> 13
Phe Thr Ser Ser Igcu His Ser
1

<210> 14
211> 11
<212> PRT
Q213> AL

<220>
<223> #84#CDR1 » <VEGF> R &L

<400> 14
?cr Ala Ser Gin gsp 1le Ser Asn Tyr %Su Asn

Q210> 15

Q211> 123
<212> PRT
Q213> AL

<220>
Q23> EHTRE  <VEGP R EH

<400> 15

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

1 5 10 15

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

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

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

143346- 4 5 & .doc -4.
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Lys Arg Arg Phe Thr Phe Ser Leu Asp Thr Ser Lys Ser Thr Ala Tyr
65 70 75 80
Leu Gin Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Lys Tyr-Pro Tyr Tyr Tyr Gly Thr Ser His Trp Tyr Phe Asp Val
100 105 110
Trp.Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120

210> 16
. 211> 107
- <212> PRT
213> A

<220>
<223> #8437 3% - <VEGF>R R £t

<400> 16
“ ?sp Ile Gln Leu ’ghr Gln Ser Pro Ser ?(e)r Leu Ser Ala Ser Vg] Gly
1

Asp Arg Val Thr Ile Thr Cys Ser Ala Ser Gln Asp Ile Ser Asn Tyr
20 25 30
Leu Asn Trp Tyr Gln 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 Thr Ile Ser Ser Leu Gln Pro
65 70 75 80
Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Tyr Ser Thr Val Pro Trp
85 90 95

.. Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105

<210> 17
211> 11
<212> PRT
213> AT

- <220>
<223> E42CDR3 > <VEGF> HuMab G6-31

<400> 17

Ser Ala Ser Gln gsp Ile Ser Asn Tyr Lgu Asn
1 1

<210> 18
211> 17
<212> PRT
213> AL

<220>
<223> E4:CDR2 » <VEGF> HuMab G6-31

1433 46-/ 5| % .doc -5.-
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<400> 18
(]}1y Ile Thr Pro éla Gly Gly Tyr Thr '{'5r Tyr Ala Asp Ser Vgl Lys
1

Gly

<210> 19
QLll> 5

<212> PRT
Q213> AT

<220>
23> E4$2CDRI » <VEGF> HuMab G6-31

<400> 19
Asp Tyr Trp lle }Siis
1

<210> 20
Q211> 9
<212> PRT
213> Ax

<220>
Q23> $242CDR3 » <VEGF> HuMab G6-31

<400> 20
(l}lﬁ Gln Gly Tyr (Sily Asn Pro Phe Thr

210> 21
Q11> 7
<212> PRT
Q213> AL

<220>
<223> #24#CDR2 » <VEGF> HuMab G6-31

<400> 21
?er Ala Ser Phe Igeu Tyr Ser

Q210> 22
211> 11
<212> PRT
Q213> Ax

<220>
<223> $344CDR1 » <VEGF> HuMab G6-31

<400> 22
Arg Ala Ser Gln Asp Val Ser Thr Ala Val Ala
1 5 10

Q10> 23
Q211> 120
<212> PRT
Q213> AXL

<220>
223> F427T # » <VEGF>HuMab G6-31
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<400> 23

Glu Val Gln Leu \5/a1 Glu Ser Gly Gly ?(l)y Leu Val Gln Pro Géy Gly
1 1

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe
20 25

Trp Ile His Trp Val Arg Gln Ala Pro Gly Lys

35 . 40
Ala Gly Ile Thr Pro Ala Gly Gly Tyr Thr Tyr
50 55

Lys Gly Arg Phe Thr Ile Ser Ala Asp Thr Ser

65 70 75

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr

85 90

Ala Arg Phe Val Phe Phe Leu Pro Tyr Ala Met

100 105

'G]y Thr Leu Val Thr Val Ser Ser
115 120

<210> 24
<11> 107
<212> PRT
?2Ll3> AL

<220>
<223> $34# 7] # 3% » <VEGF>HuMab G6-31

<400> 24

Asp Ile Gln Met 'ghr Gln Ser Pro Ser Sgr Leu
1 1

Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln
20 25
Val Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala
35 40

Tyr Ser Ala Ser Phe Leu Tyr Ser Gly Val Pro
50 55

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile
65 70 75

Glu Asp Phe Ala Thr Tyr Tyr Cys Gin Gln Gly
85 90

Thr Phe Gly Gln Gly Thi Lys Val Glu Ile Lys
100 105

<210> 25
<«211> 13
<212> PRT

Thr

Gly

Tyr

60

Lys

Ala

Asp

Ser

Asp

Pro

Ser

60

Ser

Tyr

143346- 4 5] & .doc -7-

Ile Ser Asp Tyr
30

Leu Glu Trp Val

45

Ala Asp Ser Val

Asn Thr Ala Tyr
80

Val Tyr Tyr Cys

95

Tyr Trp Gly Gln
110

Ala Ser Val Gly
15
Val Ser Thr Ala
30
Lys Leu Leu Ile
45
Arg Phe Ser Gly

Ser Leu Gln Pro
80

Gly Asn Pro Phe
95
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Q13> AL

Q20>

Q23> F42CDR3 » <ANG-2>Mab 536

<400> 25

Asp Leu Leu Asp 'gyr Asp Ile Leu Thr (IE(I)y Tyr Gly Tyr
1

<210> 26
Q11> 17
<212> PRT
Q213> AL

<220>
223> ET42CDR2 » <ANG-2>Mab 536

<400> 26
Tyr Ile Ser Ser ger Gly Ser Thr lle ’{‘gr Tyr Ala Asp Ser \llgl Lys
1

Gly

Q210> 27
Q1> 5

212> PRT
Q213> AL

<220>
223> &42CDR1 » <ANG-2>Mab 536

<400> 27
Ser Tyr Gly Met ]gis
1

Q10> 28
Q211> 9

<212> PRT
Q213> AT

<220>
Q23> $848CDR3 » <ANG-2>Mab 536

<400> 28
Met Gln Gly Thr };is Trp Pro Pro Thr
1

Q10> 29
Qll> 7

Q12> PRT
Q13> AL

<220>
<223> #24£CDR2 » <ANG-2>Mab 536

<400> 29
1l,eu Gly Ser Asn f;rg Ala Ser

Q10> 30
Q11> 16
<212> PRT
Q13> AT

143346- 5% % .doc -8-
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<220>
<223> $24#CDR1 » <ANG-2> Mab 536

<400> 30
?l’g Ser Ser Gin §er Leu Leu His Ser A(s)n Gly Tyr Asn Tyr Leu Asp
1 15

Q210> 31

Q11> 122
<212> PRT
Q13> AT

<220>
<223> F&&] #31%  <ANG-2>Mab 536

<400> 31
(lilu Val Gln Leu \Slal Gln Ser Gly Gly (l}(l)y Val Val Gln Pro Gly Arg
15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
20 25 30

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

35 40 45
Ser Tyr Ile Ser Ser Ser Gly Ser Thr Ile Tyr Tyr Ala Asp Ser Val
50 55 60

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr

65 70 75 80

Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys

85 . 90 95

Ala Arg Asp Leu Leu Asp Tyr Asp Ile Leu Thr Gly Tyr Gly Tyr Trp

100 105 110

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

<210> 32
211> 112
<212> PRT
213> Ax

<220>
<223> $B&R~T £33 » <ANG-2>Mab 536

<400> 32
Asp Ile Val Met 'ghr Gln Ser Pro Leu Sgr Leu Pro Val Thr Pgo Gly
1 1

1
Glu Pro Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser Leu Leu His Ser
20 25 30

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

Pro GIn Leu Leu Ile Tyr Leu Gly Ser Asn Arg Ala Ser Gly Val Pro

143346- 4- 51 & .doc -9.
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50 55 60

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

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Met Gln Gly
85 90 95
Thr His Trp Pro Pro Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys
100 105 110

210> 33
Qil> 20
212> PRT
Q213> AX

<220>
223> (G4SYdig 3+

<400> 33
Cl}ly Gly Gly Gly ger Gly Gly Gly Gly ?(e)r Gly Gly Gly Gly ?gr Gly

Gly Gly Gly Ser
20

<210> 34
211> 104
<212> PRT
Q13> B A
<400> 34

" Pro Lys Ala Ala Pro Ser Val Thr Leu Phe Pro Pro Ser Ser Glu Glu
1 5 10 15
Leu Gln Ala Asn Lys Ala Thr Leu Val Cys Leu Ile Ser Asp Phe Tyr
20 25 30
Pro Gly Ala Val Thr Val Ala Trp Lys Ala Asp Ser Ser Pro Val Lys
35 40 45
Ala Gly Val Glu Thr Thr Thr Pro Ser Lys Gln Ser Asn Asn Lys Tyr
50 55 60
Ala Ala Ser Ser Tyr Leu Ser Leu Thr Pro Glu Gin Trp Lys Ser His
65 70 75 80
Arg Ser Tyr Ser %s Gln Val Thr His g(l)u Gly Ser Thr Val (931u Lys
5

Thr Val Ala Pro Thr Glu Cys Ser
100

210> 35
Q211> 330
<212> PRT
Q13> HA

<400> 35

143346- /4 % % .doc -10-
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Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys

1 5 10 15

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

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

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

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gla Thr
65 70 75 80

Tyr Ile Cys Asn Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Lys Val Glu Pro Lys Ser Cys Asp Il.();g Thr His Thr Cys 1;;8 Pro Cys

~ 100

Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro
115 120 125

Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp
145 150 155 : 160

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175
Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu
180 185 190
His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly
210 215 220

GIn Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu

225 230 235 240

- Leu Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255
Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn
260 265 270

Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
290 295 300

143346-5 %) % .doc 211 -
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305

Gln Lys Ser Leu

Q10> 36

Q211> 327
<212> PRT
Q13> A

<400> 36
.?la Ser. Thr Lys
Ser Thr Ser Glu
20
Phe Pro Glu Pro
35
Gly Val His Thr
50
Leu Ser Ser Val
65
Tyr Thr Cys Asn
Arg Val Glu Ser
100
Glu Phe Leu Gly
115
Asp Thr Leu Met
130
Asp Val Ser Gln
145

Gly Val Glu Val

Asn Ser Thr Tyr

180

Ser Leu
325

Gly Pro
5

Ser Thr
Val Thr
Phe Pro

Val Thr
70

Val Asp
85

Lys Tyr
Gly Pro
Ile Ser

Glu Asp
150

His Asn
165

Arg Val

Ser Pro Gly Lys
330

Val Phe Ser Cys Ser \3/211(1) Met His Glu Ala Iieg His Asn His Tyr Thr
1

Ser Val Phe }1’60 Leu Ala Pro Cys Sgr
1

Ala Ala Leu Gly Cys
25

Leu Val Lys Asp
30

Val Ser Trp Asn Ser Gly Ala Leu Thr
40 45

55

Val ‘Pro Ser Ser

His Lys Pro Ser

90

Gly Pro Pro Cys
105

Ser Val Phe Leu

120

Arg Thr Pro Glu
135

Pro Glu Val Gln

Ala Lys Thr Lys
) 170

Val Ser Val Leu
185

Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys
195 200

Pro Ser Ser Ile Glu Lys Thr Ile Ser Lys
210 215

225

143346-5 %) 4% .doc

Glu Pro Gln Val Tyr ?336 Leu Pro Pro Ser

Val

Ala Val Leu Gln Ser ggr Gly Leu Tyr

Ser Leu Gly Thr Lys

75

Asn Thr Lys Val Asp
95

Pro Ser Cys Pro Ala
110

Phe Pro Pro Lys Pro
125

Thr Cys Val Val
140

Phe Asn Trp Tyr Val
155

Pro Arg Glu Glu Gln

175

Thr Val Leu His Gln

190

Val Ser Asn Lys Gly
205
Ala Lys Gly Gln Pro
220

Gln Glu Glu Met Thr
235

-12-

320

Arg

Tyr

Ser

Ser

Thr

80

Lys

Pro

Lys

Val

Asp

160

Phe

Asp

Leu

Arg

Lys
240
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Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
245 250 255

Ile Ala Val Glu Trp Glu Ser Asn Gly Gin Pro Glu Asn Asn Tyr Lys
260 265 270

Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
275 280 285

Arg Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val- Phe Ser
290 295 300

Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gin Lys Ser
305 310 315 ’ 320

Leu Ser Leu Ser Leu Gly Lys
325

<210> 37
211> 107
<212> PRT
<213 HA
<400> 37

Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu

1 5 10 15

Gln Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe

20 25 30
Tyr Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gin
35 40 45

Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser
50 55 60

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu

65 70 75 80

Lys His Lys Val Tyr Al a Cys Glu Val Thr His Gln Gly Leu Ser Ser
: 85 90 95 -

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

<210> 38
Q211> 7
<212> PRT
<213> AL

<220>
<223> F4&CDR3 » <ANG-2> Ang2s R3_LCO03

<400> 38
Asp Leu Gly Tyr /5\sp Tyr Val
1

<210> 39

143346- 4 %) % .doc -13-
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Q11> 19
Q212> PRT
Q213> AL

20>
Q23> E4CDR2 » <ANG-2> Ang2s R3_LC03

<400> 39

Arg Ile Lys Ser ls,ys Thr Asp Gly Gly '{'}ar Thr Asp Tyr Ala ?ga Pro
1

Val Lys Gly

Q10> 40
Q211> 5

<212> PRT
Q213> AL

20>
Q23> F4CDR1 » <ANG-2> Ang2s R3_LCO03

<400> 40
Asn Ala Trp Met Ser
1 5

<210> 41
<«21l> 10
<212> PRT
Q213> AT

<220>
<223> #84#CDR3 » <ANG-2> Ang2s_R3_LCO03

<400> 41
Gln Gln Tyr Asp Asn Leu Pro Met Ty x Thr
1 5 10

Q210> 42
Q211> 17

212> PRT
<213> AL

<220>
223> #84#CDR2 » <ANG-2> Ang2s_ R3_LCO03

<400> 42
}liis Ala Ser Asn Is,eu Glu Thr

Q10> 43
Q211> 11
12> PRT
Q213> AL

<220>
223> $842CDR1 » <ANG-2> Angls_R3_LCO03

<400> 43
Gin Ala Ser GIn Asp lle Ser Asn Arxg l],<(:)u Asn
1 5

Q10> 44
211> 118

143346- 5 31 & .doc -14-
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<212> PRT
213> AX

20>
Q3> T4k B 5 » <ANG-2> Ang2s R3_LCO3

<400> 44
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Asn Ala
- 20 25 30
Trp Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Gly Arg Ile Lys Ser Lys Thr Asp Gly Gly Thr Thr Asp Tyr Ala Ala
50 55 60
Pro Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asp Ser Lys Asn Thr
65 70 75 80
Leu Tyr Leu Gln Met Asn Ser Leu Lys Thr Glu Asp Thr Ala Val Tyr
85 90 95
Tyr Cys Thr Thr Asp Leu Gly Tyr Asp Tyr Val Trp Gly Gln Gly Thr
100 105 110
Leu Val Thr Val Ser Ser

115

<210> 45
<211> 110
<212> PRT
<213> AL

<220>
<223> #2447 #2455 - <ANG-2> Ang2s R3_LCO03

<400> 45
Asp Ile Gln Val "ghr Gin Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1

10 15
Asp Arg Val Thr Ile Thr Cys Gln Ala Ser Gln Asp Ile Ser Asn Arg
20 25 30
Leu Asn Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 45
Tyr His Ala Ser Asn Leu Glu Thr Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Phe Thr Ile Ser Ser Leu Gln Pro
65 70 75 80
Glu Asp Ile Ala Thr Tyr Tyr Cys Gln Gln Tyr Asp Asn Leu Pro Met
85 90 95

Tyr Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys Arg Thr

143346-/ %) % .doc -15-
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100 105 110

<210> 46
211> 20
212> PRT
213> AxL

<220>
923> &4#CDR3 » <ANG-2>Ang2i LC06

<400> 46

-Ser Pro Asn Pro 'gyr Tyr Tyr Asp Ser ?Sr Gly Tyr Tyr Tyr ll’go Gly
1

Ala Phe Asp lle
20

Q10> 47
L1> 17
<212> PRT
213> AX

<20>
<223> %48CDR2 » <ANG-2>Ang2i_LC06

<400> 47
Trp lle Asn Pro /;\Sﬂ Ser Gly Gly Thr A(s)n Tyr Ala Gln Lys P151e Gln
1 1 1

Gly

<210> 48
Q211> 5

212> PRT
Q213> AL

220>
223> &44#CDR1 » <ANG-2>Ang2i_LC06

<400> 48
Gly Tyr Tyr Met };is
1

<210> 49
211> 11
<212> PRT
213> AL

<220>
Q23> #84#CDR3 » <ANG-2>Ang2i LC06

<400> 49
Gln Val Trp Asp ger Ser Ser Asp His 11"5r Val
1

Q10> 50
QLl11> 1

<212> PRT
Q213> AL

20>
Q23> 34 CDR2 » <ANG-2>Ang2i_LC06

143346-4 5| % .doc -16 -
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<400> 50
/iasp Asp Ser Asp .grg Pro Ser

<210> 51
Q211> 11
<212> PRT
Q213> A

<220>
<223> $342CDR1 ' <ANG-2>Ang2i LC06

. <400> 51

Cl;ly Gly Asn Asn gle Gly Ser Lys Ser VSI His
» 1

210> 52
211> 129
<212> PRT
213> AL

~ 20> ,
Q23> F4ETH#K 0 <ANG-2>Ang2i LC06
<400> 52
Gln Val Gln Leu \Slal Glu Ser Gly Ala G(l)u Val Lys Lys Pro G;y Ala
1 1 : 1

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Gly Tyr
A 20 25 30
Tyr Met His Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45
Gly Trp Ile Asn Pro Asn Ser Gly Gly Thr Asn Tyr Ala Gln Lys Phe
50 55 60
Gln Gly Arg Val Thr Met Thr Arg Asp Thr Ser Ile Ser Thr Ala Tyr
65 70 75 80
.‘ Met Glu Leu Ser Arg Leu Arg Ser Asp Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Ser Pro Asn Pro Tyr Tyr Tyr Asp Ser Ser Gly Tyr Tyr Tyr
100 105 110
Pro Gly Ala Phe Asp Ile Trp Gly GIn Gly Thr Met Val Thr Val Ser
115 120 125

. Ser

<210> 53

<211> 110
<212> PRT
<213> AL

<220> .
<223> 424257 #3% - <ANG-2>Ang2i LCO06

<400> 53

143346-% %) 4% .doc -17-



1393571

Gln Pro Gly Leu Thr Gln Pro Pro Ser Val Ser Val Ala Pro Gly Gln
1 5 10 15
Thr Ala Arg Ile Thr Cys Gly Gly Asn Asn Ile Gly Ser Lys Ser Val
20 25 30
His Trp Tyr Gln GIn Lys Pro Gly Gln Ala Pro Val Leu Val Val Tyr
35 40 45
Asp Asp Ser Asp Arg Pro Ser Gly Ile Pro Glu Arg Phe Ser Gly Ser
50 55 60
Asn Ser Gly Asn Thr Ala Thr Leu Thr lle Ser Arg Val Glu Ala Gly
65 70 75 80
Asp Glu Ala Asp Tyr Tyr Cys Gln Val Trp Asp Ser Ser Ser Asp His
85 90 95
Tyr Val Phe Gly Thr Gly Thr Lys Val Thr Val Leu Gly Gln
100 105 110

Q210> 54
Q211> 20
<212> PRT
Q213> AL

<220>
223> #42CDR3 » <ANG-2> Ang2i_LC07

<400> 54
Ser Pro Asn Pro zyr Tyr Tyr Asp Ser ?gr Gly Tyr Tyr Tyr Pgo Gly
1 1

Ala Phe Asp lle
20

10> 55
Q11> 17
<212> PRT
Q213> AT

20>
<223> %4 CDR2 > <ANG-2> Ang2i_LCO07

<400> 55
'{‘rp Ile Asn Pro /;sn Ser Gly Gly Thr A(s)n Tyr Ala Gln Lys Pl;e Gln
1 1

Gly

Q210> 56
211> 5

212> PRT
Q213> AL

<205
223> 4 CDRI » <ANG-2> Ang2i_LCO7

<400> 56
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Gly Tyr Tyr Met His
1 5

Q10> 57
Lll> 11
212> PRT
Q213> AT

20>
355 14 CDR3 + <ANG-2> Ang2i_LCO7

<400> 57
(]}]n Val Trp Asp ?cr Asp Ser Asp Gln G(l)y Val
1

210> 58
Lll> 7
<212> PRT
213> A

20> ‘
223> $242CDR2 » <ANG-2> Ang2i_LCO7

<400> 58
Asp Asp Ser Glu grg Pro Ser
1

<210> 59
211> 11
<212> PRT
213> AT

20> ,
23> $842CDR1 » <ANG-2> Ang2i_LCO7

<400> 59
Gly Gly Asn Phe §]e Gly Gly Lys Ser \]/81 His
1

<210> 60

Lil> 129
<212> PRT
213> AT

<220>
<223> F&Ee7 #3150 <ANG-2> Ang2i LC07

<400> 60
Gln Val GIn Leu Val Glu Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 . 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Gly Tyr
20 25 30
Tyr Met His Trp Val Arg Gln Ala Pro Gly GIn Gly Leu Glu Trp Met
35 40 45

Gly Trp Ile Asn Pro Asn Ser Gly Gly Thr Asn Tyr Ala Gln Lys Phe
50 55 60

Gln Gly Arg Val Thr Met Thr Arg Asp Thr Ser Ile Ser Thr Ala Tyr
65 i 70 75 80

143346-5- %] 4% .doc -19-
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Met Glu Leu Sér Arg Leu Arg Ser Asp Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Ser Pro Asn Pro Tyr Tyr Tyr Asp Ser Ser Gly Tyr Tyr Tyr
100 105 110
Pro Gly Ala Phe Asp I1le Trp Gly Gln Gly Thr Met Val Thr Val Ser
115 120 125
Ser

Q10> 61
211> 110
212> PRT
213> AT

<220>
223> 2485743 0 <ANG-2> Ang2i_LCO7

<400> 61
Gln Pro Val Leu ghr Gln Ser Pro Ser Vsl Ser Val Ala Pro Ggy Glu
1 1 1

Thr Ala Arg Val Ala Cys Gly Gly Asn Phe Ile Gly Gly Lys Ser Val
20 25 30
His Trp Tyr Gln Gln Lys Pro Gly GIn Ala Pro Val Leu Val Ile Tyr
35 40 45
Asp Asp Ser Glu Arg Pro Ser Gly Ile Pro Glu Arg Ile Ser Gly Ser
50 55 60

Asn Ser Gly Asn Thr Ala Thr Leu Ile Ile Thr Arg Ala Glu Ala Gly
65 70 75 80

Asp Glu Ala Asp Tyr His Cys Gln Val Trp Asp Ser Asp Ser Asp GIn
85 90 95
Gly Val Phe Gly Thr Gly Thr Lys Leu Thr Val Leu Gly GIn
100 105 110

210> 62
211> 15
<212> PRT
Q213> AL

<220>
<223> &4 CDR3 » <ANG-2> Ang2k LCO8

<400> 62
Pro Thr Leu Asp %lc Tyr Met Gly Tyr T%r Tyr Gly Met Asp Val
1 1 15

Q10> 63
Q11> 17
<212> PRT
Q13> AL

<220>
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223> &4 CDR2 » <ANG-2> Ang2k LC08
<400> 63

Val Ile Ser Tyr Asp Gly Ser Asn Lys T();r Tyr Ala Asp Ser Val Lys
1 5 1 15

Gly

<210> 64
. L211> 5
. <212> PRT
213> AX

. <220>
: <223> &42CDRI1 » <ANG-2> Ang2k LC08

<400> 64
Ser Tyr Gly Met His
1 5

@9 .. .

211> 11
<212> PRT
213> AX

<220>
<223> $24#CDR3 » <ANG-2> Ang2k 1.CO08

<400> 65
lixla Ala Trp Asp /stp Ser Leu Asn Gly I;(r)o Val

210> 66
11> 7

<212> PRT
213> AT

<220>
<223> #4#CDR2 » <ANG-2> Ang2k_LCO08

<400> 66

.‘ Asn Asn Asp Gln ,g.rg Pro Ser
1

210> 67
211> 13
<212> PRT
Q213> AL

L <220>
<223> #4#CDRI1 » <ANG-2> Ang2k LCO8

<400> 67
?er Gly Phe Ala ger Asn Ile Gly Ser A(s)n Ser Val Asn
1

<210> 68
211> 124
212> PRT
<213 AT

20>
Q23> & 48 85 + <ANG-2> Ang2k_LCO8

1433 46-4 3| % .doc -21-
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<400> 68 A
Gin Val Gin Leu Val Glu Ser Gly Gly (li(l)y Val Val Gln Pro G;y Gly
1 5 1

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
20 25 30

Gly Met His Trp Val Arg Gin Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ala Val lle Ser Tyr Asp Gly Ser Asn Lys Tyr Tyr Ala Asp Ser Val
50 55 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
65 70 75 80
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Lys Pro Thr Leu Asp Ile Tyr Met Gly Tyr Tyr Tyr Gly Met Asp
100 105 110

Val Trp Gly GIn Gly Thr Thr Val Thr Val Ser Ser
115 120

<210> 69
Q11> 112
<212> PRT
213> AL

<220>
<223> $B48T #3% » <ANG-2> Ang2k LCO8

<400> 69 '
Gln Pro Val Leu 'ghr Gln Pro Pro Ser ?(l)a Ser Gly Ala Pro Géy Gln
1 1

Arg Val Thr Ile Ser Cys Ser Gly Phe Ala Ser Asn Ile Gly Ser Asn
20 25 30
Ser Val Asn Trp Tyr Gln Gln Val Pro Gly Thr Ala Pro Lys Leu Leu
35 40 45
Ile Tyr Asn Asn Asp Gln Arg Pro Ser Gly Val Pro Asp Arg Phe Ser
50 55 60
Gly Ser Arg Ser Gly Thr Ser Ala Ser Leu Ala Ile Ser Gly Leu Gln
65 70 75 . 80
Ser Glu Asp Glu géa Asp Tyr Tyr Cys é(l)a Ala Trp Asp Asp Ser Leu

95

Asn Gly Pro Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu Gly Gln
100 105 110

Q10> 70
Q1> 17
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<212> PRT
Q213> AI

Q20>
Q23> &4CDR3 » <ANG-2> Ang2s LC09

<400> 70
?sp I__,eu Gly Tyr }Sksp Tyr Val

Q210> 71
L1l> 19
<212> PRT
Q213> AXT

. 220>
. <223> &4 CDR2 » <ANG-2> Ang2s_LC09

<400> 71
,;\rg Ile Lys Ser Is,ys Thr Asp Gly Gly '{'lar Thr Asp Tyr Ala A;a Pro
1

“ Val Lys Gly

QL10> 72
Q11> 5§
<212> PRT
213> AL

<220>
<223> & 4CDR1 ' <ANG-2> Ang2s 1.C09

<400> 172
Asn Ala Trp Met Ser
1 5

Q10> 73
Qil> 7

<212> PRT
Q213> AT

<220>
.‘ 923> #242CDR3 » <ANG-2> Ang2s LC09

<400> 73
l\ldet Gln Ala Leu (Siln Ile Pro

<210> 74
211> 1
. <212> PRT
213> AT

Q20>
: 223> #24#CDR2 » <ANG-2> Ang2s LC09

<400> 74
]l.cu Gly Ser Asn grg Ala Ser

<210> 75
Q211> 16
<212> PRT
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Q13> AT

<220>
<223> 542CDR1 » <ANG-2> Ang2s_LC09

<400> 75
Arg Ser Ser Gln ger Leu Leu His Ser ll\(s)n Gly Tyr Asn Tyr %,gu Asp
1

Q10> 76
Qi 119
212> PRT
Q13> AT

<220>
Q23> E4EIT 43K - <ANG-2> Ang2s_LCO09

<400> 76
Glu Val Gln Leu \Slal Glu Ser Gly Gly G(])y Leu Val Lys Pro Ggy Gly
1 1 1

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Asn Ala
20 25 30
Trp Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Gly Arg lle Lys Ser Lys Thr Asp Gly Gly Thr Thr Aspv Tyr Ala Ala
50 55 60
Pro Val Lys Gly Arg Phe Thr 1le Ser Arg Asp Asp Ser Lys Asn Thr
65 70 75 80
Leu Tyr Leu Gln Met Asn Ser Leu Lys Thr Glu Asp Thr Ala Val Tyr
85 90 95

Tyr Cys Thr Thr Asp Leu Gly Tyr Asp Tyr Val Trp Gly Ser Pro Gly
100 105 110

Thr Leu Val Thr Val Ser Ser
115

Q10> 77
Q211> 109
<212> PRT
Q13> AXL

Q20>
Q3> 4852 T # 1% » <ANG-2> Ang2s LCO9

<400> 77

Gln Ser Pro Leu §er Leu Pro Val Thr l;(r)o Gly Glu Pro Ala Sgr Ile
1 1

Ser Cys Arg Ser Ser Gln Ser Leu Leu His Ser Asn Gly Tyr Asn Tyr
20 25 30

Leu Asp Trp Tyr Leu Gln Lys Pro Gly Gln Ser Pro Gin Leu Leu Ile
35 40 45
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Tyr Leu Gly Ser Asn Arg Ala Ser Gly Val Pro Asp Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile Ser Arg Val Glu Ala
65 70 75 80
Glu Asp Val Gly Val Tyr Tyr Cys Met Gln Ala Leu Gln Ile Pro Phe
- 85 90 95
Thr Phe Gly Pro Gly Thr Lys Val Thr Val Leu Arg Thr
100 105

<210> 78

. 211> 20

. <212> PRT
213> AX

<220>
<223> %4 CDR3 » <ANG-2> Ang2i LC10

<400> 78
“ Ser Pro Asn Pro”gyr Tyr Tyr Asp Ser Sgr Gly Tyr Tyr Tyr Pgo Gly
1 1 1

Ala Phe Asp Ile
20

Q10> 79
Q11> 17
<212> PRT
<213> AT

<220> ,
23> #4&CDR2 » <ANG-2> Ang2i_ LCI10

<400> 79
Trp Ile Asn Pro /;sn Ser Gly Gly Thr A(s)n Tyr Ala Gln Lys Plsle Gln
1 1 1

Gly

<210> 80
Q11> 5

<212> PRT
213> AT

<220>
<223> &42CDRI1 » <ANG-2> Ang2i_LC10

<400> 80
Gly Tyr Tyr Met Igis
1

210> 81
211> 11
<212> PRT
213> AL

20> _
223> #842CDR3 » <ANG-2> Ang2i_LCI0

<400> 81
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(l?ln Val Trp Asp ?er Ser Ser Asp His '{Bp Val

210> 82
QL 7

<212> PRT
Q13> AX

Q20>
Q23> #842CDR2 » <ANG-2> Ang2i_LC10

<400> 82
Asp Asp Ser Asp l;rg Pro Ser
1

Q10> 83
211> 11
<212> PRT
213> AL

<220>
<223> #34#CDR1 » <ANG-2> Ang2i_LC10

<400> 83
Gly Gly Asn Asn g]e Gly Ser Lys Ser \]/81 His
1

<210> 84
Q211> 129
212> PRT
213> AT

<220>
<223> &4 438 0 <ANG-2> Ang2i LC10

<400> 84
Gln Val Gln Leu Val Glu Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
15

1 5 10
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Gly Tyr
20 25 30
Tyr Met His Trp Val Arg Gin Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45
Gly Trp 1le Asn Pro Asn Ser Gly Gly Thr Asn Tyr Ala Gln Lys Phe
50 55 60
GIn Gly Arg Val Thr Met Thr Arg Asp Thr Ser Ile Ser Thr Ala Tyr
65 70 75 80
Met Glu Leu Ser Arg Leu Arg Ser Asp Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Ser Prb Asn Pro Tyr Tyr Tyr Asp Ser Ser Gly Tyr Tyr Tyr
100 105 110

Pro Gly Ala Phe Asp lle Trp Gly Gin Gly Thr Met Val Thr Val Ser
115 120 125
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Ser

210> 85

Q211> 105
212> PRT
Q213> AT

220>
Q23> #5487 #B3% » <ANG-2> Ang2i LC10

<400> 85
. Gln Pro Pro Ser Val Ser Val Ala Pro Gly Gln Thr Ala Arg ];e Thr
1 . 5 10 1

Cys Gly Gly Asn Asn Ile Gly Ser Lys Ser Val His Trp Tyr Gln Gln
20 25 30
Lys Pro Gly Gln Ala Pro Val Leu Val Val Tyr Asp Asp Ser Asp Arg
35 . 40 45

“ Pro Ser Gly Ile Pro Glu Arg Phe Ser Gly Ser Asn Ser Gly Asn Thr
50 S5 60

Ala Thr Leu Thr Ile Ser Arg Val Glu Ala Gly Asp Glu Ala Asp Tyr

65 70 75 80

Tyr Cys Gln Val Trp Asp Ser Ser Ser Asp His Trp Val Phe Gly Gly
85 90 95

Gly Thr Lys Leu Thr Val Leu Gly Gln
100 105

<210> 86
Q11> 15
<212> PRT
<213> AT

<220>
<223> #4&CDR3 » <ANG-2> Ang2k_LC11

“ <400> 86

Pro Thr Leu Asp %16 Tyr Met Gly Tyr T&r Tyr Gly Met Asp Vg]
1 1 1

<210> 87

<211> 17

<212> PRT
. <213> AT

<220>
. <223> %42CDR2 » <ANG-2> Ang2k LCl1

<400> 87
\]/al Ite Ser Tyr gsp Gly Ser Asn Lys T?')r Tyr Ala Asp Ser Val Lys
1

15
Gly

<210> 88
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Q11> S
212> PRT
Q213> AL

20>
Q23> €42CDRI » <ANG-2> Ang2k_LCl1

<400> 88
Ser Tyr Gly Met His
1 5

Q210> 89
Q211> 12
12> PRT
Q213> AT

<220>
223> $242CDR3 » <ANG-2> Ang2k_LCl1

<400> 89
Gin Val Trp Asp ger Ser Ser Asp His 11’60 Gly Val
1

210> 90
Q11> 7

212> PRT
213> AL

<220> '
<223> $24#CDR2 » <ANG-2> Ang2k LCl11

<400> 90
Asp Asp Ser Asp grg Pro Ser
l .

10> 91
Q11> 11
<212> PRT
Q213> AT

<220> .
<223> #42CDRI1 » <ANG-2> Ang2k LCl11

<400> 91
Gly Gly Asn Asn éle Gly Ser Lys Ser \1/81 His
1

Q210> 92

Q11> 124
212> PRT
Q13> AL

20>
Q23> F447T Wik » <ANG-2> Ang2k LC11

<400> 92
Gin Val Gln Leu \Slal Glu Ser Gly Gly Cli(l)y Val Val Gln Pro G]Sy Gly
1 1

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
20 25 30

. Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
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Ala Val Ile Ser Tyr Asp Gly Ser Asn Lys Tyr Tyr Ala Asp Ser Val

50 55 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
65 70 75 80 -
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys

85 90 95
Ala Lys Pro Thr Leu Asp Ile Tyr Met Gly Tyr Tyr Tyr Gly Met Asp
100 105 110
Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser
115 120

Q210> 93

L1ll> 106
<212> PRT
Q213> AT

<205
Q23> 484877 ¥ 3& » <ANG-2> Ang2k_LCl1

<220>

<221> misc_feature

<222> (98)..(98)

<223> Xaa T BAEATREGF AL BEAER
<220>

<221> misc_feature

<222> (102)..(102)

<223> Xaa+ ] BAEAT KRR 2 Bk A EE
<400> 93

Gln Pro Pro Ser Val Ser Val Ala Pro Gly Gln Thr Ala Arg Ile Thr
1 5 10 15
Cys Gly Gly Asn Asn Ile Gly Ser Lys Ser Val His Trp Tyr Gin Gln
20 25 30
Lys Pro Gly GIn Ala Pro Val Leu Val Val Tyr Asp Asp Ser Asp Arg
35 40 45
Pro Ser Gly Ile Pro Glu Arg Phe Ser Gly Ser Asn Ser Gly Asn Thr
50 55 60

Ala Thr Leu Thr Ile Ser Arg Val Glu Ala Gly Asp Glu Ala Asp Tyr
65 70 75 80

Tyr Cys Gln Val Trp Asp Ser Ser Ser Asp His Pro Gly Val Phe Gly
85 90 95

Gly Xaa Thr Lys Leu Xaa Val Leu Gly Gin
100 105

Q210> 94
Q1> 12
<212> PRT
213> AX
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<220>
<223> $4&#CDR3 ' <VEGF>B20-4.1

<400> 94
Trp Gly His Ser 'ghr Ser Pro Trp Ala Mgt Asp Tyr
1 1

Q210> 95
Q1> 17
<212> PRT
Q213> AL

<220>
<223> €4&CDR2 » <VEGF>B20-4.1

<400> 95
/l\la Ile Trp Pro }S’he Gly Gly Tyr Thr }1{65 Tyr Ala Asp Ser Ygl Lys

Gly

210> 96
Q11> 8

212> PRT
Q213> AX

<220>
<223> F44CDR1 » <VEGF> B20-4.1

<400> 96
Phe Ser Ile Asn (Sily Ser Trp Ile
1

Q210> 97
Li> 9

<212> PRT
Q213> AT

<220>
<223> #24#CDR3 » <VEGF>B20-4.1

<400> 97
Gln Gln Ser Asn 'ghr Ser Pro Leu Thr
1

210> 98
Q21> 8

12> PRT
Q13> AL

<220>
<223> #244CDR2 » <VEGF> B20-4.1

<400> 98
Tyr Ala Ala Ser f;xsn Leu Ala Ser
1

210> 99
Q211> 11
<212> PRT
Q213> AL
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220>
<223> #2442CDRI1 * <VEGF>B204.1

<400> 99
Arg Ala Ser Gln Val lle Arg Arg Ser Lgu Ala
1 .5 1

<210> 100
211> 117
<212> PRT
213> Ax

. <220>
: 223> F&& T 43R - <VEGP>B204.1

<400> 100
Glu Val Gln Leu \Slal Glu Ser Gly Gly G(])y Leu Val Gln Pro Gly Gly
1 1 : 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Ser Ile Asn Gly Ser
20 25 30
~ Trp Iile Phe Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Gly Ala Ile Trp Pro Phe Gly Gly Tyr Thr His Tyr Ala Asp Ser Val
50 55 60
Lys Gly Arg Phe Thr Ile Ser Ala Asp Thr Ser Lys Asn Thr Ala Tyr
65 70 75 80
Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 920 95

Ala Arg Trp Gly His Ser Thr Ser Pro Trp Ala Met Asp Tyr Trp Gly
100 105 110

Gln Gly Thr Leu Val
115

.‘ <210> 101

<211> 108
<212> PRT
Q213> Ax

<220>
<223> @48 5] #1% » <VEGF>B20-4.1

<400> 101
- Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15
) Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gin Val Ile Arg Arg Ser
20 25 30

Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu [le
35 40 45

Tyr Ala Ala Ser Asn Leu Ala Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
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Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser
65 70 75
Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Ser Asn Thr
85 90
Thr Phe Gly Gin Gly Thr Lys Val Glu.lle Lys Arg
100 105

Q210> 102
Q211> 730
<212> PRT
Q13> Ax

<220>

Leu Gln Pro
80

Ser Pro Leu
95

<223> <VEGF-ANG-2> TvAb-2441- B X E41-LC06z BXR B E42

Ang2i LCO6 scFvak4 Bk
<400> 102

Glu Vai Gln Leu \Slal Glu Ser Gly Gly (li(l)y Leu Val Gln
1
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Tyr Thr Phe
20 25
Gly Met Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu
35 40 45
Gly Trp Ile Asn Thr Tyr Thr Gly Glu Pro Thr Tyr Ala
50 55 60
Lys Arg Arg Phe Thr Phe Ser Leu Asp Thr Ser Lys Ser
65 70 75
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val
85 90
Ala Lys Tyr Pro His Tyr Tyr Gly Ser Ser His Trp Tyr
100 105
Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser Ala Ser
115 120 125
Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr

130 135 140

Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro

145 150 155

Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val
165 170

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

Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr Tyr Ile
195 200 205
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15
Thr Asn Tyr
30
Glu Trp Val
Ala Asp Phe
Thr Ala Tyr
80
Tyr Tyr Cys
95

Phe Asp Val
110

Thr Lys Gly
Ser Gly Gly

Glu Pro Val
160

His Thr Phe
175

Ser Val Val
190

Cys Asn Val
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Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu
210 215 . 220

Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro

225 230 235

Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
245 250

Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
260 265 270

Pro Lys
Glu Len
240

Asp Thr
255

Asp Val

Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val
’ 275 280 285

Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr
290 295 300 )

Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp
305 310 315

Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu
325 330

Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg
340 345 350

Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys
355 360 365

Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
370 375 380

Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys

385 390 395 .

Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser

405 410

Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser
420 425 430

Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser

435 440 445
Leu Ser Pro Gly Lys Gly Gly Gly Gly Ser Gly Gly Gly Gly
450 455 460
Gly Gly Gly Ser Gly Gly Gly Gly Ser Gln Val Gln Leu Val
465 470 475

Gly Ala Glu Val Lys Lys Pro Gly Ala Ser Val Lys Val Ser
485 490

Ala Ser Gly Tyr Thr Phe Thr Gly Tyr Tyr Met His Trp Val
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Trp Leu
320
Pro Ala
335
Glu Pro
Asn Gln
Ile Ala
Thr Thr
400
Lys Leu
415
Cys Ser
Leu Ser

Ser Gly

Glu Ser
480

Cys Lys
495

Arg Gin
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500 505 510

Ala Pro Gly Gln Cys Leu Glu Trp Met Gly Trp Ile Asn Pro
515 520 525
Gly Gly Thr Asn Tyr Ala Gln Lys Phe Gln Gly Arg Val Thr
530 535 540

Arg Asp Thr Ser Ile Ser Thr Ala Tyr Met Glu Leu Ser Arg
545 550 555

Ser Asp Asp Thr Ala Val Tyr Tyr Cys Ala Arg Ser Pro Asn
565 570

Tyr Tyr Asp Ser Ser Gly Tyr Tyr Tyr Pro Gly Ala Phe Asp
580 585 590
Gly Gln Gly Thr Met Val Thr Val Ser Ser Gly Gly Gly Gly
595 600 605
Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser
610 615 620

Gly Leu Thr Gln Pro Pro Ser Val Ser Val Ala Pro Gly Gin
625 630 635

Arg Ile Thr Cys Gly Gly Asn Asn Ile Gly Ser Lys Ser Val
645 650

Tyr Gln Gin Lys Pro Gly Gin Ala Pro Val Leu Val Val Tyr
660 665 670

Ser Asp Arg Pro Ser Gly Ile Pro Glu Arg Phe Ser Gly Ser
675 680 685

Gly Asn Thr Ala Thr Leu Thr Ile Ser Arg Val Glu Ala Gly
690 695 700

Ala Asp Tyr Tyr Cys Gln Val Trp Asp Ser Ser Ser Asp His
705 710 715

Phe Gly Cys Gly Thr Lys Val Thr Val] Leu
725 730

<210> 103
Q11> 727
<212> PRT
213> AL

<220>

Asn Ser

Met Thr

Leu Arg
560

Pro Tyr
575

Ile Trp

Ser Gly

Gln Pro

Thr Ala

640

His Trp

655

Asp Asp

Asn Ser

Asp Glu

Tyr Val
720

<223> <VEGF-ANG-2>TvAb-2441-B X 841-LC082 AXE I E4d

Ang2i LCO8 scFvag 4Bk
<400> 103

(l?lu Val Gin Leu \S’al Glu Ser Gly Gly G(l)y Leu Val Gln Pro G%y Gly
] 1

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Tyr Thr Phe Thr Asn Tyr
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20 25 30

Gly Met Asn Trp Val Arg Gla Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Gly Trp Ile Asn Thr Tyr Thr Gly Glu Pro Thr Tyr Ala Ala Asp Phe
50 55 60

Lys Arg Arg Phe Thr Phe Ser Leu Asp Thr Ser Lys Ser Thr Ala Tyr
65 70 75 80

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

. Ala Lys Tyr Pro His Tyr Tyr Gly Ser Ser His Trp Tyr Phe Asp Val
100 105 110

Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly
115 120 125 .

~ Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly
130 135 140

Thr Ala Ala Leu 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 Thr Ser Gly Val His Thr Phe
165 170 175

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

Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr Tyr Ile Cys Asn Val
195 200 205

Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys
210 215 220

.‘ Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu
225 230 235 240

Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr
245 250 255

Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val
260 265 270

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

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

Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu
305 310 315 320
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Asn
Pro
Gln
Val
Val

385

Pro

Val
Leu
Gly
Gly
Ala
Ala
Ser
548
Ala

Tyr

Val

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

1le Giu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro
340 345 350

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

Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala
370 375 380

Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr
390 395 400

Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu
405 410 415

Val Asp Lys Ser Arg Trp GIn Gln Gly Asn Val Phe Ser Cys Ser
420 425 430

Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser
435 440 445

Ser Pro Gly Lys Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly
450 455 460

Gly Gly Ser Gly Gly Gly Gly Ser Gln Val Gln Leu Val Glu Ser
470 475 480

Gly Gly Val Val Gln Pro Gly Gly Ser Leu Arg Leu Ser Cys Ala
485 490 495

Ser Gly Phe Thr Phe Ser Ser Tyr Gly Met His Trp Val Arg Gln
500 505 510

Pro Gly Lys Cys Leu Glu Trp Val Ala Val Ile Ser Tyr Asp Gly
515 520 525

Asn Lys Tyr Tyr Ala Asp Ser Val Lys Gly Arg Phe Thr Ile Ser
530 535 540

Asp Asn Ser Lys Asn Thr Leu Tyr Leu Gln Met Asn Ser Leu Arg
550 555 560

Glu Asp Thr Ala Val Tyr Tyr Cys Ala Lys Pro Thr Leu Asp Ile
565 570 575

Met Gly Tyr Tyr Tyr Gly Met Asp Val Trp Gly Gln Gly Thr Thr
580 585 590

Thr Val Ser Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly
595 600 605

Gly Gly Gly Ser Gly Gly Gly Gly Ser Gin Pro Val Leu Thr Gln Pro
610 615 620
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Pro Ser Ala Ser Gly Ala Pro Gly Gln Arg Val Thr Ile Ser Cys Ser
625 630 635 640

Gly Phe Ala Ser Asn Ile Gly Ser Asn Ser Val Asn Trp Tyr Gln Gln
645 650 655
Val Pro Gly Thr Ala Pro Lys Leu Leu Ile Tyr Asn Asn Asp Gin Arg
660 . 665 670

Pro Ser Gly Val Pro Asp Arg'Phc Ser Gly Ser Arg Ser Gly Thr Ser
675 680 685

Ala Ser Leu Ala Ile Ser Gly Leu Gln Ser Glu Asp Glu Ala Asp Tyr
690 695 700

Tyr Cys Ala Ala Trp Asp Asp Ser Leu Asn Gly Pro Val Phe Gly Cys
705 710 715 720

Gly Thr Lys Leu Thr Val Leu
725

210> 104
<21i> 214
<212> PRT
<213> AT

220>
<223> Ak BiHziaa

<400> " 104
?sp Ile Gln Met ’ghr Gln Ser Pro Ser ?gr Leu Ser Ala Ser Vgl Gly
: 1

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

Leu Asn Trp Tyr Gln 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 Thr Ile Ser Ser Leu Gln Pro

65 70 75 80

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

85 90 95

Thr Phe Gly Gin Gly Thr Lys Val Glu Ile Lys Arg Thr Val Ala Ala

100 105 110

Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly
115 120 125

Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala
130 135 140
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Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln
145 150 155 160

Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser
165 170 175

Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
180 185 190
Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser
195 200 205

Phe Asn Arg Gly Glu Cys
210

<210> 105
Q211> 191
<212> PRT
Q13> A

<400> 105 -
Met Asn Phe Leu Igeu Ser Trp Val His }‘(r)p Ser Leu Ala Leu Lesu Leu
1 1

Tyr Leu His His Ala Lys Trp Ser Gln Ala Ala Pro Met Ala Glu Gly
20 , 25 30 ’
Gly Gly Gln Asn His His Glu Val Val Lys Phe Met Asp Val Tyr Gln
35 40 45
Arg Ser Tyr Cys His Pro Ile Glu Thr Leu Val Asp Ile Phe Gln Glu
50 55 60
Tyr Pro Asp Glu Ile Glu Tyr Ile Phe Lys Pro Ser Cys Val Pro Leu
65 70 75 80
Met Arg Cys Gly Gly Cys Cys Asn Asp Glu Gly Leu Glu Cys Val Pro
85 . 90 95
Thr Glu Glu Ser Asn Ile Thr Met (15(1)151 Ile Met Arg lle I],y(s) Pro His
1

100

Gln Gly Gln His 1le Gly Glu Met Ser Phe Leu Gln His Asn Lys Cys
115 120 125

Q

Glu Cys Arg Pro Lys Lys Asp Arg Ala Arg Gln Glu Asn Pro Cys Gly
130 135 140

Pro Cys Ser Glu Arg Arg Lys His Leu Phe Val Gln Asp Pro Gin Thr

145 150 155 160

Cys Lys Cys Ser Cys Lys Asn Thr Asp Ser Arg Cys Lys Ala Arg Gln
165 170 175

Leu Glu Leu Asn Glu Arg Thr Cys Arg Cys Asp Lys Pro Arg Arg
180 185 190
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Q210> 106
211> 504
212> PRT
Q213> AL

<220>

223>

<400> 106
Met Trp Gin lle gal Phe Phe Thr Leu §8r Cys Asp Leu Val %gu Ala
1

Ala
G]'n
Glu
Val
65

Gln

Leu

Gln

Thr

Val

145

Leu

Gln

Lys

Ile

Ser

225

Asn

Asn

Ala Tyr Asn
20

Tyr Gin Val
35

Met Asp Asn

50

Gln Arg Asp

Val Leu Glu

Glu Asn Tyr
100

Gln Asn Ala
115

Asn Leu Leu
130

Glu Ala GIn
Glu His Ser

Thr Ser Glu
180

Lys Val Leu
195

Lys Glu Glu
210

Ile Ile Glu

Ser Val Leu

Leu Leu Thr

143346-% %) 2k .doc

B AAMERFRHISERZ ABE AT 4 & E-2 (ANG-2)

Asn Phe Arg Lys Ser Met Asp Ser Ile Gly Lys Lys
25 30
Gln His Gly Ser Cys Ser Tyr Thr Phe Leu Leu Pro
40 45
Cys Arg Ser Ser Ser Ser Pro Tyr Val Ser Asn Ala
55 60

Ala Pro Leu Glu Tyr Asp Asp Ser Val Gln Arg Leu
70 75 80

Asn Ile Met Glu Asn Asn Thr Gln Trp Leu Met Lys

85 90 95

Ile Gln Asp Asn Met Lys Lys Glu Met Val Glu Ile
105 110

Val Gln Asn Gln Thr Ala Val Met Ile Glu Ile Gly
120 125
Asn GIn Thr Ala Glu Gln Thr Arg Lys Leu Thr Asp
135 140

Val Leu Asn Gln Thr Thr Arg Leu Glu Leu Gla Leu
150 155 160

Leu Ser Thr Asn Lys Leu Glu Lys Gln Ile Leu Asp
165 170 175

Ile Asn Lys Leu GIn Asp Lys Asn Ser Phe Leu Glu
185 190

Ala Met Glu Asp Lys His Ile Ile Gln Leu Gln Ser
200 205

Lys Asp Gln Leu GIn Val Leu Val Ser Lys Gln Asn
215 220

Glu Leu Glu Lys Lys lle Val Thr Ala Thr Val Asn
230 235 240

Gln Lys Gln Gln His Asp Leu Met Glu Thr Val Asn
245 250 255

Met Met Ser Thr Ser Asn Ser Ala Lys Asp Pro Thr

-39-
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260 265 270

Val Ala Lys Glu Glu Gin Ile Ser Phe Arg Asp Cys Ala Glu Val Phe
275 280 285
Lys Ser Gly His Thr Thr Asn Gly Ile Tyr Thr Leu Thr Phe Pro Asn
290 295 300

Ser Thr Glu Glu Ile Lys Ala Tyr Cys Asp Met Glu Ala Gly Gly Gly
305 310 315 320

Gly Trp Thr Ile lle Gin Arg Arg Glu Asp Gly Ser Val Asp Phe Gln
325 330 335
Arg Thr Trp Lys Glu Tyr Lys Val Gly Phe Gly Asn Pro Ser Gly Glu
340 345 350
Tyr Trp Leu Gly Asn Glu Phe Val Ser Gln Leu Thr Asn Gln Gin Arg
355 360 365

Tyr Val Leu Lys Ile His Leu Lys Asp Trp Glu Gly Asn Glu Ala Tyr
370 375 380

Ser Leu Tyr Glu His Phe Tyr Leu Ser Ser Glu Glu Leu Asn Tyr Arg
385 390 395 400

1le His Leu Lys Gly Leu Thr Gly Thr Ala Gly Lys Ile Ser Ser Ile
405 410 415

Ser Gln Pro Gly Asn Asp Phe Ser Thr Lys Asp Gly Asp Asn Asp Lys
420 425 ‘ 430
Cys Ile Cys Lys Cys Ser Gln Met Leu Thr Gly Gly Trp Trp Phe Asp
435 440 445

Ala Cys Gly Pro Ser Asn Leu Asn Gly Met Tyr Tyr Pro Gin Arg Gln
450 455 460

Asn Thr Asn Lys Phe Asn Gly Ile Lys Trp Tyr Tyr Trp Lys Gly Ser
465 T 470 475 480

Gly Tyr Ser Leu Lys Ala Thr Thr Met Met Ile Arg Pro Ala Asp Phe
485 490 495
Ser Gly His His His His His His
500

Q10> 107
211> 506
212> PRT
Q213> AT

<220>
Q3> BAHMEAFIRHISRBEZABLE £ 5 %1 (ANG-1)

<400> 107
Met Thr Val Phe Ls,eu Ser Phe Ala Phe ]],Su Ala Ala Ile Leu TlS]r His
1 1
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Ile Gly Cys Ser Asn Gln Arg Arg Ser Pro Glu Asn Ser Gly Arg
20 25 30
Tyr Asn Arg Ile Gln His Gly Gin Cys Ala Tyr Thr Phe Ile Leu
35 40 45
Glu His Asp Gly Asn Cys Arg Glu Ser Thr Thr Asp Gln Tyr Asn
50 55 60
Asn Ala Leu GIn Arg Asp Ala Pro His Val Glu Pro Asp Phe Ser
65 70 75

Gln Lys Leu Gln His Leu Glu His Val Met Glu Asn Tyr Thr Gin
85 90 95

Leu Gln Lys Leu Glu Asn Tyr Ile Val Glu Asn Met Lys Ser Glu
100 105 110

Ala Gln Ile Gln GIn Asn Ala Val Gin Asn His Thr Ala Thr Met
115 120 125

Glu Ile Gly Thr Ser Leu Leu Ser Gln Thr Ala Glu Gin Thr Arg
130 135 A 140

Leu Thr Asp Val Glu Thr Gln Val Leu Asn Gln Thr Ser Arg Leu
145 150 155

Ile Gln Leu Leu Glu Asn Ser Leu Ser Thr Tyr Lys Leu Glu Lys
165 170 175

Leu Leu Gln Gln Thr Asn Glu Ile Leu Lys Ile His Glu Lys Asn
180 185 190

Leu Leu Glu His Lys Ile Leu Glu Met Glu Gly Lys His Lys Glu
195 200 205

Leu Asp Thr Leu Lys Glu Glu Lys Glu Asn Leu Gln Gly Leu Val
‘ 210 _ 215 220

Arg Gln Thr Tyr Ile Ile Gln Glu Leu Glu Lys Gln Leu Asn Arg
225 230 235

Thr Thr Asn Asn Ser Val Leu Gln Lys Gln Gln Leu Glu Leu Met
245 250 255

Thr Val His Asn Leu Val Asn Leu Cys Thr Lys Glu Gly Val Leu
260 265 270

Lys Gly Gly Lys Arg Glu Glu Glu Lys Pro Phe Arg Asp Cys Ala
275 280 285
Val Tyr Gin Ala Gly Phe Asn Lys Ser Gly Ile Tyr Thr Ile Tyr
295 300

290

Asn Asn Met Pro Glu Pro Lys Lys Val Phe Cys Asn Met Asp Val

143346-4 %) 4% .doc -4]1 -
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240
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305 310 315 320

Gly Gly Gly Trp Thr Val Ile Gln His Arg Glu Asp Gly Ser Leu Asp
325 330 . 335
Phe Gln Arg Gly Trp Lys Glu Tyr Lys Met Gly Phe Gly Asn Pro Ser
340 345 350

Gly Glu Tyr Trp Leu Gly Asn Glu Phe Ile Phe Ala Ile Thr Ser Gln
355 360 365

Arg Gln Tyr Met Leu Arg Ile Glu Leu Met Asp Trp Glu Gly Asn Arg
375 380

370
Ala Tyr Ser Gln Tyr Asp Arg
385 390
Tyr Arg Leu Tyr Leu Lys Gly
405
Ser Leu lle Leu His Gly Ala
420
Asp Asn Cys Met Cys Lys Cys
435
Phe Asp Ala Cys Gly Pro Ser
450 455
Gly Gln Asn His Gly Lys Leu
465 470
Gly Pro Ser Tyr Ser Leu Arg
485

Asp Phe Ser Gly His His His
500

<210> 108
Q211> 1124
<212> PRT
Qi3> BA

<400> 108

Met Asp Ser Leu éla Ser Leu

1

Ser Gly Thr Val Glu Gly Ala

20

Pro Leu Val Ser Asp Ala Glu
35

Trp Arg Pro His Glu Pro lle

50 55

Met Asn Gln His Gln Asp Pro

143346- #- %) & .doc

Phe His Ile Gly Asn Glu Lys Gln Asn
395 400

His Thr Gly Thr Ala Gly Lys Gln Ser

410 415
Asp Phe Ser Thr Lys Asp Ala Asp Asn
425 430

Ala Leu Met Leu Thr Gly Gly Trp Trp

440 445

Asn Leu Asn Gly Met Phe Tyr Thr Ala

460

Asn Gly Ile Lys Trp His Tyr Phe Lys

475 480

Ser Thr Thr Met Met Ile Arg Pro Leu
490 495

His His His
505

Val Leu Cys Gly Val Ser Leu Leu Leu
10 15

Met Asp Leu Ile Leu Ile Asn Ser Leu
25 30

Thr Ser Leu Thr Cys Ile Ala Ser Gly.
40 45

Thr Ile Gly Arg gap Phe Glu Ala Leu
Leu Glu Val Thr Gln Asp Val Thr Arg
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65 70

Glu Trp Ala Lys Lys Val
85
Asn Gly Ala Tyr Phe Cys
100
Ile Arg Thr Met Lys Met
115

Leu Thr Met Thr Val Asp
130

Lys Val Leu Ile Lys Glu
145 150

Phe Ile His Ser Val Pro
165

His Leu Pro His Ala GIn
180
Tyr Ile Gly Gly Asn Leu
195
Arg Arg Cys Glu Ala Gln
210 :

Thr Ala Cys Met Asn Asn
225 230

Ile Cys Pro Pro Gly Phe
245

Leu His Thr Phe Gly Arg
260
Gly Cys Lys Ser Tyr Val
275
Cys Ala Thr Gly Trp Lys
290

Gly Phe Tyr Gly Pro Asp
305 310

Glu Met Cys Asp Arg Phe
325

Gly Leu Gln Cys Glu Arg
) 340

Val Asp Leu Pro Asp His
355

143346- % 5| % .doc

75 80

Val Trp Lys Arg Glu Lys Ala Ser Lys Ile
. 90 95
Glu Gly Arg Val Arg Gly Glu Ala Ile Arg
105 110

Arg Gln Gln Ala Ser Phe Leu Pro Ala Thr
120 125

Lys Gly Asp Asn Val Asn Ile Ser Phe Lys
135 140

Glu Asp Ala Val Ile Tyr Lys Asn Gly Ser
155 160

Arg His Glu Val Pro Asp Ile Leu Glu Val
170 . 175
Pro Gln Asp Ala Gly Val Tyr Ser Ala Arg
185 190
Phe Thr Ser Ala Phe Thr Arg Leu Ile Val
200 205
Lys Trp Gly Pro Glu Cys Asn His Leu Cys
215 220
Gly Val Cys His Glu Asp Thr Gly Glu Cys
235 240
Met Gly Arg Thr Cys Glu Lys Ala Cys Glu
250 255
Thr Cys Lys Glu Arg Cys Ser Gly Gln Glu
265 270
Phe Cys Leu Pro Asp Pro Tyr Gly Cys Ser
280 285
Gly Leu Gln Cys Asn Glu Ala Cys His Pro
295 300
Cys Lys Leu Arg Cys Ser Cys Asn Asn Gly
315 320
GlIn Gly Cys Leu Cys Ser Pro Gly Trp Gln
. 330 335

Glu Gly Ile Pro Arg Met Thr Pro Lys Ile
345 350

Ile Glu Val Asn Ser Gly Lys Phe Asn Pro
360 365
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Ile Cys Lys Ala Ser Gly Trp Pro Leu Pro Thr Asn Glu Glu Met
370 375 380

Leu Val Lys Pro Asp Gly Thr Val Leu His Pro Lys Asp Phe Asn
385 390 395

Thr Asp His Phe Ser Val Ala Ile Phe Thr Ile His Arg Ile Leu
405 410 415

Pro Asp Ser Gly Val Trp Val Cys Ser Val Asn Thr Vaf Ala Gly
420 425 430

Val Glu Lys Pro Phe Asn Ile Ser Val Lys Val Leu Pro Lys Pro
435 440 445

Asn Ala Pro Asn Val Ile Asp Thr Gly His Asn Phe Ala Val lle
450 455 460

Ile Ser Ser Glu Pro Tyr Phe Gly Asp Gly Pro Ile Lys Ser Lys
465 470 475

Leu Leu Tyr Lys Pro Val Asn His Tyr Glu Ala Trp Gln His Ile
485 490 495

Val Thr Asn Glu lle Val Thr Leu Asn Tyr Leu Glu Pro Arg Thr
500 505 510

Tyr Glu Leu Cys Val Gln Leu Val Arg Arg Gly Glu Gly Gly Glu
515 520 525

His Pro Gly Pro Val Arg Arg Phe Thr Thr Ala Ser Ile Gly Leu
530 535 540

Pro Pro Arg Gly Leu Asn Leu Leu Pro Lys Ser Gln Thr Thr Leu
545 550 555

Leu Thr Trp Gln Pro Ile Phe Pro Ser Ser Glu Asp Asp Phe Tyr
565 570 515

Glu Val Glu Arg Arg Ser Val Gln Lys Ser Asp Gln Gln Asn Ile
580 585 590

Val Pro Gly Asn Leu Thr Ser Val Leu Leu Asn Asn Leu His Pro
595 600 605

Glu Gln Tyr Val Val Arg Ala Arg Val Asn Thr Lys Ala Gln Gly
610 615 620

Trp Ser Glu Asp Leu Thr Ala Trp Thr Leu Ser Asp Ile Leu Pro
625 630 635

Gin Pro Glu Asn Ile Lys Ile Ser Asn Ile Thr His Ser Ser Ala
645 650 655

Ile Ser Trp Thr Ile Leu Asp Gly Tyr Ser Ile Ser Ser Ile Thr
660 665 670

143346- 5 51 % .doc -44 -
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Arg Tyr Lys Val Gln Gly Lys Asn Glu Asp Gln His Val Asp Val Lys
675 ‘ 680 685

Ile Lys Asn Ala Thr Ile Thr Gln Tyr Gln Leu Lys Gly Leu Glu Pro
690 695 700

Glu Thr Ala Tyr Gln Val Asp Ile Phe Ala Glu Asn Asn Ile Gly Ser
705 710 715 720

Ser Asn Pro Ala Phe Ser His Glu Leu Val Thr Leu Pro Glu Ser Gin
725 730 735

Ala Pro Ala Asp Leu Gly Gly Gly Lys Met Leu Leu Ile Ala Ile Leu
740 745 750

Gly Ser Ala Gly Met Thr Cys Leu Thr Val Leu Leu Ala Phe Leu Ile
755 760 765

Ile Leu Gln Leu Lys Arg Ala Asn Val Gln Arg Arg Met Ala Gln Ala
770 775 ’ 780

Phe Gln Asn Val Arg Glu Glu Pro Ala Val GIn Phe Asn Ser Gly Thr
785 790 795 800

Leu Ala Leu Asn Arg Lys Val Lys Asn Asn Pro Asp Pro Thr Ile Tyr
805 810 815

Pro Val Leu Asp Trp Asn Asp Ile Lys Phe Gln Asp Val Ile Gly Glu
820 825 830

Gly Asn Phe Gly Gln Val Leu Lys Ala Arg Ile Lys Lys Asp Gly Leu
835 840 845

—
©

Arg Met Asp Ala Ala Ile Lys Arg Met Lys Glu Tyr Ala Ser Lys Asp
850 855 860

Asp His Arg Asp Phe Ala Gly Glu Leu Glu Val Leu Cys Lys Leu Gly
865 870 875 880

His His Pro Asn Ile I

e Asn Leu Leu Gly Ala Cys Glu His Arg Gly
885 890 895

Tyr Leu Tyr Leu Ala Ile Glu Tyr Ala Pro His Gly Asn Leu Leu Asp
900 905 910

Phe Leu Arg Lys Ser Arg Val Leu Glu Thr Asp Pro Ala Phe Ala Ile
915 920 925

Ala Asn Ser Thr Ala Ser Thr Leu Ser Ser Gln Gln Leu Leu His Phe
930 935 940

Ala Ala Asp Val Ala Arg Gly Met Asp Tyr Leu Ser Gln Lys Gln Phe
945 950 955 960

Ile His Arg Asp Leu Ala Ala Arg Asn Ile Leu Val Gly Glu Asn Tyr
965 970 975
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Val Ala Lys Ile Ala Asp Phe Gly Leu Ser Arg Gly Gln Glu Val Tyr
980 985 990
Val Lys Lys Thr Met Gly Arg Leu Pro Val Arg Trp Met Ala Ile Glu
995 1000 1005

Ser Leu Asn Tyr Ser Val Tyr Thr Thr Asn Ser Asp Val Trp Ser -
1010 1015 1020

Tyr Gly Val Leu Leu Trp Glu Ile Val Ser Leu Gly Gly Thr Pro
1025 1030 1035

Tyr Cys Gly Met Thr Cys Ala Glu Leu Tyr Glu Lys Leu Pro Gln
1040 1045 1050

Gly Tyr Arg Leu Glu Lys Pro Leu Asn Cys Asp Asp Glu Val Tyr
1055 1060 1065

Asp Leu Met Arg Gln Cys Trp Arg Glu Lys Pro Tyr Glu Arg Pro
1070 1075 1080

Ser Phe Ala Gln Ile Leu Val Ser Leu Asn Arg Met Leu Glu Glu
1085 1090 1095

Arg Lys Thr Tyr Val Asn Thr Thr Leu Tyr Glu Lys Phe Thr Tyr
1100 1105 - 1110

Ala Gly 1lle Asp Cys Ser Ala Glu Glu Ala Ala
1115 1120

<10> 109

Q211> 946

212> PRT

Q13> AL

<220>

Q23> 4 E & — 4 /g B4dFab <VEGF-ANG-2>#88 & F
scFAb-Avastin-LC06-2620 2 & 421

<400> 109
Glu Val Gln Leu Val Glu Ser Gly Gly (13(])y Leu Val Gln Pro G%y Gly
1 5 1

Ser Len Arg Leu Ser Cys Ala Ala Ser Gly Tyr Thr Phe Thr Asn Tyr
20 25 30
Gly Met Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Gly Trp Ile Asn Thr Tyr Thr Gly Glu Pro Thr Tyr Ala Ala Asp Phe
50 55 60
Lys Arg Arg Phe Thr Phe Ser Leu Asp Thr Ser Lys Ser Thr Ala Tyr
65 70 75 80

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
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Ala Lys Tyr Pro His Tyr Tyr Gly Ser Ser His Trp Tyr Phe Asp Val
100 105 110

Trp Gly Glg Gly Thr Leu
11

Pro Ser Val Phe Pro Leu
130

Thr Ala Ala Leu Gly Cys
145 150

Thr Val Ser Trp Asn Ser
165
Pro Ala Val Leu Gln Ser
180

Thr Val Pro Ser Ser Ser
195

Asn His Lys Pro Ser Asn
210

Ser Cys Asp Lys Thr His
225 230

Leu Gly Gly Pro Ser Val
245

Leu Met Ile Ser Arg Thr
260
Ser His Glu Asp Pro Glu
275

Glu Val His Asn Ala Lys
290

Thr Tyr Arg Val Val Ser
305 310

Asn Gly Lys Glu Tyr Lys
325
Pro Ile Glu Lys Thr Ile
340

Gln Val Tyr Thr Leu Pro
355

Val Ser Leu Thr Cys Leu
370

Val

Ala

135

Leu

Gly

Ser

Leu

Thr

215

Thr

Phe

Pro

Val

Thr

295

Val

Cys

Ser

Pro

Val
375

Thr Val Ser Ser Ala Ser Thr Lys Gly
120 125

Pro Ser Ser Lys Ser Thr Ser Gly Gly
140

Val

Val Lys Asp Tyr Phe Pro Glu Pro
155 160

Thr Phe

Ala Leu Thr Ser Gly Val His
170 175

Gly Leu Tyr Ser Leu Ser Ser Val Val
185 190

Gly Thr Gln Thr

Tyr 1le Cys Asn Val
200 205

Lys Val Lys Val Glu Pro Lys

220

Asp Lys

Pro Ala Pro Glu Leu
240

Pro Cys
235

Cys Pro

Leu Phe Pro Pro

Lys Pro Lys Asp Thr
250 255

Glu Val
265

Val Val Val Asp Val
270

Thr Cys

Lys Phe
280

Asn Trp Tyr Val Asp Gly Val
285

Lys Pro Arg Glu Glu Gln Tyr Asn Ser
300

Leu Thr Val Leu His Gln Asp Trp %53

315

Lys Val Ser Asn Lys Ala Leu Pro Ala
330 335
Lys Ala Lys Gly Gln Pro Arg Glu Pro
345 350

Ser Arg Asp Glu Leu Thr Lys Asn GIn
360 365

Lys Gly Phe Tyr Pro Ser Asp Ile Ala
380

Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr

143346-5 %) & .doc
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385 390 395

Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys

405 410 415

Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys
420 425 430

Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu
435 440 445

Leu Ser Pro Gly Lys Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser
450 455 460

Pro Gly Leu Thr Gln Pro Pro Ser Val Ser Val Ala Pro Gly Gin
465 470 475

Ala Arg Ile Thr Cys Gly Gly Asn Asn Ile Gly Ser Lys Ser Val
485 490 495

Trp Tyr Gin Gln Lys Pro Gly Gln Ala Pro Val Leu Val Val Tyr
500 505 510

Asp Ser Asp Arg Pro Ser Gly Ile Pro Glu Arg Phe Ser Gly Ser
515 520 525

Ser Gly Asn Thr Ala Thr Leu Thr Ile Ser Arg Val Glu Ala Gly
530 535 540

Glu Ala Asp Tyr Tyr Cys Gln Val Trp Asp Ser Ser Ser Asp His
545 550 555

Val Phe Gly Thr Gly Thr Lys Val Thr Val Leu Arg Thr Val Ala
565 570 575

Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser
580 585 590

Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu
595 600 605

Lys Val Gin Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser
610 615 620

Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu
625 630 635

Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val
645 650

400

Leu

Ser

Ser

Gln

Thr

430

His

Asp

Asn

Asp

Tyr

560

Ala

Gly

Ala

Gln

Ser

640

Tyr

655

Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys
660 665 670

Phe Asn Arg Gly Glu Cys Gly Gly Gly Gly Ser Gly Gly Gly Gly
675 . 680 685

143346-% 5 & .doc _48 -
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Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly
690 695 700

Gly Gly Gly Ser Gly Gly Gln Val GIn Leu Val Glu Ser Gly Ala Glu
705 710

Val

Lys Lys Pro Gly Ala Ser

725

Tyr Thr Phe Thr Gly Tyr Tyr
740

Gin Gly Leu Glu Trp Met Gly
755

Asn Tyr Ala Gln Lys Phe Gln

770

Ser Ile Ser
785

Thr Ala Val

Ser Ser Gly

Thr Met Val
835

Pro Leu Ala
850

Gly Cys Leu
865

Asn Ser Gly

Gln Ser Ser

Ser Ser Leu
915

Ser Asn Thr
930

Thr His
045

110
214
PRT
AL

<210>
211>
21>
<213>

<220>
<223>

775

Thr Ala Tyr Met

790

Tyr Tyr Cys Ala
805

Tyr Tyr Tyr Pro

820

Thr Val Ser Ser

Pro Ser Ser Lys

855

Val Lys Asp Tyr
870

Ala Leu Thr Ser

885

Gly Leu Tyr Ser
900
Gly Thr Gln Thr

Lys Val Asp Lys

935

115 720

Ala Ser Gly

Val Lys Val Ser Cys Lys
730 735

Ala Pro Gly

Met His Trp Val Arg Gln
745 750

Trp 1le Asn Pro Asn Ser Gly Gly Thr
760 765

Gly Arg Val Thr Mgé Thr Arg Asp Thr
7

Glu Leu Ser Arg Leu Arg Ser Asp Asp
795 800

Arg Ser Pro Asn Pro Tyr Tyr Tyr Asp
810 815

Gly Ala Phe Asp Ile Trp Gly Gln Gly
825 830

Ala Ser Thr Lys Gly Pro Ser Val Phe
840 845

Ser Thr Ser Gly gé3 Thr Ala Ala Leu

Phe Pro Glu Pro Val Thr Val Ser Trp
875 880

Gly Val His Thr Phe Pro Ala Val Leu
890 895

Leu Ser Ser Val Val Thr Val Pro Ser
905 910

Tyr 1le Cys Asn Val Asn His Lys Pro
920 925

Lys Val Glu Pro gyg Ser Cys Asp Lys
4

% & & — M v {§ § 42Fab <VEGF-ANG-2>#L# » F

scFAb-Avastin-LC06-2620 2 #24%
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<400> 110
?sp Ile Gln Met ghr Gln Ser Pro Ser Sgr Leu Ser Ala
1

Asp Arg Val Thr Ile Thr Cys Ser Ala Ser Gln Asp Ile
20 25

Leu Asn Trp Tyr Gln Gin Lys Pro Gly Lys Ala Pro Lys

35 40 45
Tyr Phe Thr Ser Ser Leu His Ser Gly Val Pro Ser Arg
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser

65 70 75

Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Tyr Ser Thr

85 90

Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys Arg Thr

100 105

Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu
115 120 125

Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro
130 135 140

Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly
145 150 155

Glu Ser Val Thr Glu Gin Asp Ser Lys Asp Ser Thr Tyr
165 170
Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His
180 185

Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val
195 200 205

Phe Asn Arg Gly Glu Cys
210

Q10> 111
211> 956
<212> PRT
Q213> AL

<220>

Ser

Ser

30

Val

Phe

Leu

Val

Val

110

Lys

Arg

Asn

Ser

Lys

190

Thr

Q23> B EE— Mg F4eFab <VEGF-ANG-2>HL 8 » F

scFab-Avastin-Ang2i-1.C06-2640z. E4&1
<400> 111

Val Gly
15

Asn Tyr
Leu Ile
Ser Gly
Gln Pro
80

Pro Trp
95

Ala Ala
Ser Gly
Glu Ala
Ser Gln

160

Leu Ser
175

Val Tyr

Lys Ser

?lu Val Gln Leu ga] Glu Ser Gly Gly ?éy Leu Val Gln Pro G;y Gly
1
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Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Tyr Thr Phe Thr Asn Tyr
20 25 30

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

Gly Trp Ile Asn Thr Tyr Thr Gly Glu Pro Thr Tyr Ala Ala Asp Phe
50 : 55 60

Lys Arg Arg Phe Thr Phe Ser Leu Asp Thr Ser Lys Ser Thr Ala Tyr
65 70 75 80

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

Ala Lys Tyr Pro His Tyr Tyr Gly Ser Ser His Trp Tyr Phe Asp Val
100 105 110

Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly

~ 115 120 125

Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly
130 135 140

Thr Ala Ala Leu 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 Thr Ser Gly Val His Thr Phe
165 170 175

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

Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr Tyr Ile Cys Asn Val
195 200 205

Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys

Asn Hi
2 215 220

L allead
[ ]

Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu
225 230 235 240

Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr
245 250 255

. Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val
260 265 270

) Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val
275 280 285

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

—

Thr Tyr Arg Val Val Ser Va

Leu Thr Val Leu His Gln Asp Trp Leu
305 310 315 320

143346- 55| % .doc -51-
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Asn Gly Lys Glu Tyr
325

Pro 1le Glu Lys Thr
340

Gln Val Tyr Thr Leu

355

Val Ser Leu Thr Cys
370

Val Glu Trp Glu Ser
385

Pro Pro Val Leu Asp

405
Thr Val Asp Lys Ser
420
Val Met His Glu Ala
435
Leu Ser Pro Gly Lys
450

Gly Gly Gly Ser Gly
465

Pro Ser Val Ser Val
485
Gly Asn Asn lle Gly
500
Gly Gln Ala Pro Val
515

Gly Ile Pro Glu Arg
530

Leu Thr Ile Ser Arg
545

Gln Val Trp Asp Ser

565

Lys Val Thr Val Leu
580

Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly Thr Ala Ser
595 600 6

Lys Cys Lys Val Ser
330
Ile Ser Lys Ala Lys
345
Pro Pro Ser Arg Asp
360
Leu Val Lys Gly-Phe
375
Asn Gly Gln Pro Glu
390
Ser Asp Gly Ser Phe
410
Arg Trp Gln Gln Gly
425
Leu His Asn His Tyr
440
Gly Gly Gly Gly Ser
455
Gly Gly Gly Ser Gln
470
Ala Pro Gly Gln Thr
490
Ser Lys Ser Val His
505
Leu Val Val Tyr Asp
520
Phe Ser Gly Ser Asn
535
Val Glu Ala Gly Asp
550

Ser Ser Asp His Tyr
570

Arg Thr Val Ala Ala
585

Asn Lys Ala
Gly GIn Pro

Glu Leu Thr
365

Tyr Pro Ser
380

Asn Asn Tyr
395

Phe Leu Tyr
Asn Val Phe

Thr Gln Lys
445

Gly Gly Gly
460

Pro Gly Leu
475

Ala Arg Ile
Trp Tyr Gin
Asp Ser Asp

525

Ser Gly Asn

540
Glu Ala Asp
555

Val Phe Gly

Pro Ser Val

05

Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala Lys Val GIn
615 620

610

143346- 5 ) % .doc
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Leu Pro Ala
335

Arg Glu Pro
350

Lys Asn Gln
Asp lle Ala
Lys Thr Thr

400

Ser Lys Leu
415

Ser Cys Ser
430

Ser Leu Ser
Gly Ser Gly

Thr Gln Pro
480

Thr Cys Gly
495

Gln Lys Pro
510

Arg Pro Ser
Thr Ala Thr

Tyr Tyr Cys
560

Thr Gly Thr
575

Phe I1le Phe
590

Val Val Cys

Trp Lys Val
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Asp Asn Ala Leu Gln Ser Gly.Asn Ser Gln Glu Ser Val Thr Glu Gin
625 630 . 635 640

Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser
645 650 655

Lys Ala Asp Tyr Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His
660 665 670
Gln Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
675 680 685
Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly
690 695 700
Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly
705 710 715 720
Gin Val Gln Leu Val Glu Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
725 730 735
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Gly Tyr
740 745 . 750
Tyr Met His Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
755 760 765
Gly Trp Ile Asn Pro Asn Ser Gly Gly Thr Asn Tyr Ala Gln Lys Phe
770 715 780
Glri Gly Arg Val Thr Met Thr Arg Asp Thr Ser Ile Ser Thr Ala Tyr
785 790 795 800

Met Glu Leu Ser Arg Leu Arg Ser Asp Asp Thr Ala Val Tyr Tyr Cys
805 810 815

Ala Arg Ser Pro Asn Pro Tyr Tyr Tyr Asp Ser Ser Gly Tyr Tyr Tyr
820 825 830

"Pro Gly Ala Phe Asp Ile Trp Gly Gln Gly Thr Met Val Thr Val Ser
840 845

&35

Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser
850 855 860

Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp
865 870 875 880

Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr
885 : 890 895

Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr
900 905 910

Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln

143346- 5 %] & .doc -53-
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915 920 925

Thr Tyr Ile Cys Asn Val Asn His Lys Pro Ser Asn Thr
930 935 940

Lys Lys Val Glu Pro Lys Ser Cys Asp Lys Thr His
945 950 955

Q10> 112
Q11> 214
212> PRT
Q213> AX

<220>

Lys Val Asp

Q23> 4 EF F — Mg F4eFab <VEGF-ANG-2>H.8 4 F

scFab-Avastin-Ang2i-LC06-2640 2 $2 4%
<400> 112

Asp Ile Gln Met Thr Gln Ser Pro Ser Sgr Leu Ser Ala
1 5 1

Asp Arg Val Thr Ile Thr Cys Ser Ala Ser Gln Asp Ile
20 25
Leu Asn Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys
35 40 45
Tyr Phe Thr Ser Ser Leu His Ser Gly Val Pro Ser Arg
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr lle Ser Ser
65 70 75
Glu Asp Phe Ala Thr Tyr Tyr Cys G]ﬁ Gln Tyr Ser Thr
85 90
Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys Arg Thr
100 105
Pro Ser Val Phe 1le Phe Pro Pro Ser Asp Glu Gln Leu
115 120 1

25

Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro
130 135 140

Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly
145 150 155

Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr
165 170
Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His
180 185
Ala Cys Glu Val Thr His Gin Gly Leu Ser Ser Pro Val
195 200 205

Phe Asn Arg Gly Glu Cys

143346- % ¥ & .doc - 54 -

Ser Val Gly
15

Ser Asn Tyr

30

Val Leu Ile

Phe Ser Gly

Leu GIn Pro
80

Val Pro Trp
95

Val Ala Ala
110

Lys Ser Gly
Arg Glu Ala

Asn Ser Gln
160

Ser Leu Ser
175

Lys Val Tyr
190

Thr Lys Ser
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210

Q10>
<ll>
12>
13>

<220>
<223>

113
956
PRT
AL

4 & 4 — v {f §48Fab <VEGF-ANG-2>Hi# & F

scFab-Avastin-Ang2i-LC06-26412 & 441

<400> 113
Glu Val Gin
1

Ser Leu Arg

Gly Met Asn
35

Gly Trp Ile

50

Lys Arg Arg

65

Leu Gln Met

Ala Lys Tyr

Trp Gly Gln
115

Pro Ser Val
130

Thr Ala Ala
145

Thr Val Ser
Pro Ala Val

Thr Val Pro
195

Asn His Lys
210

Ser Cys Asp
225

Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys

Leu Val Glu Ser Gly Gly Gly

5 10
Leu Ser Cys Ala Ala Ser Gly
20 25

Trp Val Arg Gln Aéa Pro Gly
4

Asn Thr Tyr ggr Gly Glu Pro

Phe Thr Phe

70

Ser Leu Asp Thr

Asn Ser Leu

Arg Ala Glu Asp
85 90

Pro His
100

Tyr Tyr Gly Ser Ser
105

Gly Thr Val Thr Val Ser
120 ‘

Ala Pro Ser Ser
135

Phe Pro Leu

Leu Gly Cys

150

Leu Val Lys Asp

Trp Asn Ser

Gly Ala Leu Thr
165 170

Leu Gln Ser

Ser Gly Leu Tyr
180 185

Leu Gly Thr Gln
200

Ser Ser Ser

Thr Lys Val Asp
215

Pro Ser Asn

Lys Thr His Thr Cys Pro Pro

230

143346-5 %) % .doc

Leu Val Gln Pro Ggy Gly
1

Tyr Thr'Phe Tgr Asn Tyr
3

Lys Gly %gu Glu Trp Val

Thr Tyr Ala Ala Asp Phe
60

Ser Lys Ser Thr Ala Tyr
75 80

Thr Ala Val Tyr ggr Cys

His Trp Tyr Phe Asp Val
110

Ser Ala Ser Thr Lys Gly
125

Lys Ser Thr Ser Gly Gly
140

Tyr Phe Pro Glu Pro Val
155 160

Ser Gly Val His Thr Phe

175

Ser Leu Ser Ser Val Val

190

Thr Tyr Ile Cys Asn Val
: 205

Lys Lys Val Glu Pro Lys
220

Cys Pro Ala Pro Glu Leu

235 240

Asp Thr

-55-
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245

Leu Met Ile Ser Arg
260

Ser His Glu Asp Pro
275

Glu Val His Asn Ala
290

Thr Tyr Arg Val Val

305

Asn Gly Lys Glu Tyr
325

Pro Ile Glu Lys Thr

340
Gln Val Tyr Thr Leu
355
Val Ser Leu Thr Cys
370

Val Glu Trp Glu Ser

385

Pro Pro Val Leu Asp
405

Thr Val Asp Lys Ser

420
Val Met His Glu Ala
435
Leu Ser Pro Gly Lys
450
Gly Gly Gly Ser Gly
465

Pro Ser Val Ser Val
485

Gly Asn Asn Ile Gly
500
Gly Gln Ala Pro Val

515

Gly 1le Pro Glu Arg
530

143346- 4 7| % .doc

250 255

Thr Pro Glu Val Thr Cys Val Val Val Asp
265 270

Glu Val Lys Phe Asn Trp Tyr Val Asp Gly
280 285
Lys Thr Lys Pro Arg Glu Glu Gin Tyr Asn
295 300
Ser Val Leu Thr Val Leu His Gln Asp Trp
310 315

Lys Cys Lys Val Ser Asn Lys Ala Leu Pro
330 335

Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu
345 ‘ 350
Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn
360 365
Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile
375 380

Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr
390 395

Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys
410 415

Arg Trp Gln Gln Gly Asn Val Phe Ser Cys
425 430

Leu His Asn His Tyr Thr Gln Lys Ser Leu
440 445

Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser
455 460
Gly Gly Gly Ser Gln z;g Gly Leu Thr Gin

470

Ala Pro Gly Gln Thr Ala Arg Ile Thr Cys

490 495

Ser Lys Ser Val His Trp Tyr Gln Gln Lys
505 510

Leu Val Val Tyr Asp Asp Ser Asp Arg Pro
520 525

Phe Ser Gly Ser Asn Ser Gly Asn Thr Ala
535 540

-56-

Val

Val

Ser

Leu

320

Ala

Pro

Gln

Ala

Thr

400

Leu

Ser

Ser

Gly

Pro

480

Gly

Pro

Ser

Thr
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Leu Thr Ile Ser Arg Val Glu Ala Gly Asp Glu Ala Asp Tyr Tyr Cys
545 550 555 560

Gln Val Trp Asp Ser Ser Ser Asp His Tyr Val Phe Gly Cys Gly Thr
565 570 575
Lys Val Thr Val Leu Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe
580 585 590
Pro Pro Ser Asp Glu Gin Leu Lys Ser Gly Thr Ala Ser Val Val Cys
595 600 605

Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala Lys Val Gin Trp Lys Val
610 615 620

Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln
625 630 635 640

Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser
645 650 655

Lys Ala Asp Tyr Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His
660 665 670
Gln Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
675 680 685
Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly
690 695 700
Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly
705 70 715 720
Gln Val Gln Leu Val Gilu Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
725 730 735
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Gly Tyr
740 745 750
Tyr Met His Trp Val Arg Gin Ala Pro Gly Gln Cys Leu Glu Trp Met
755 760 765

Gly Trp Ile Asn Pro Asn Ser Gly Gly Thr Asn Tyr Ala Gln Lys Phe
770 775 780

Gln Gly Arg Val Thr Met Thr Arg Asp Thr Ser Ile Ser Thr Ala Tyr
785 790 795 800

" Met Glu Leu Ser Arg Leu Arg Ser Asp Asp Thr Ala Val Tyr Tyr Cys
805 810 815

Ala Arg Ser Pro Asn Pro Tyr Tyr Tyr Asp Ser Ser Gly Tyr Tyr Tyr
820 825 830

Pro Gly Ala Phe Asp Ile Trp Gly Gln Gly Thr Met Val Thr Val Ser
835 840 845

143346- 4 %) & .doc -57-
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Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser
850 855 860 '

Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp
865 870 875 880

Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr
885 890 895
Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr
900 905 910
Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gin
915 920 925

Thr Tyr Ile Cys Asn Val Asn His Lys Pro Ser Asn Thr Lys Val Asp
930 935 940

Lys Lys Val Glu Pro Lys Ser Cys Asp Lys Thr His
945 950 955

<?210> 114
Q211> 214
212> PRT
Q13> AL

<220>
<223> A& 5 — M /g F4Fab <VEGF-ANG-2>iL 8 »F
scFab-Avastin-Ang2i-LC06-26412 $2 52

<400> 114
Asp Ile GIn Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15
Asp Arg Val Thr 1le Thr Cys Ser Ala Ser Gln Asp Ile Ser Asn Tyr
20 25 30
Leu Asn Trp Tyr Gln 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 Thr Ile Ser Ser Leu Gin Pro
65 70 75 80
Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Tyr Ser Thr Val Pro Trp
85 90 95
Thr Phe Gly Gin Gly Thr Lys Val Giu Ile Lys Arg Thr Val Ala Ala
100 105 110
Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly
115 120 125

Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala
130 135 140

143346- 4 ) % .doc .58 -
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Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln
145 150 ) 155 160

Glu Ser Val Thr Glu GIn Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser
165 170 175

Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
180 185 190

Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Va] Thr Lys Ser
195 200 205

Phe Asn Arg Gly Glu Cys
210

<210> 115
211> 946
<212> PRT
Q213> AL

<220>
<223> % ¥ § 1 =18 $44Fab <VEGF-ANG-2>#1.88 - F

Avastin-LCO6-KiH-C-scFabz & 4#1
<400> 115

Eilu Val Gln Leu \Sla] Glu Ser Gly Gly ?(l)y Leu Val Gln Pro (liéy Gly
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Tyr Thr Phe Thr ‘Asn Tyr
20 25 30
Gly Met Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Gly Trp Ile Asn Thr Tyr Thr Gly Glu Pro Thr Tyr Ala Ala Asp Phe
50 55 60

16,)5'5 Arg Arg Phe Thr Pge Ser Leu Asp Thr Ser Lys Ser Thr Ala "é‘();r

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Lys Tyr Pro His Tyr Tyr Gly Scr Ser His Trp Tyr Phe Asp Val
100 105 110

Trp Gly Gln Gly Thr Leu Val ]l"ls(r) Val Ser Ser Ala Ser Thr Lys Gly

Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly
130 135 140

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

Thr Val Ser Trp xlxgrsx Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe
175

143346-4 %) % .doc -59-
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Pro Ala Val Leu Gin Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val
180 185 190

Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr Tyr Ile Cys Asn Val

195 200 205
Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys
210 215 220

Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu

225 230 235 240

Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr

245 250 255

Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val

260 265 270

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

Glu Val His Asn Ala Lys ;3; Lys Pro Arg Glu Glu Gln Tyr Asn Ser

290

Thr Tyr Arg Val Val
305

Asn Gly Lys Glu Tyr

325

Pro 1le Glu Lys Thr
340

Gln Val Tyr Thr Leu
355

Val Ser Leu Trp Cys
370

Val Glu Trp Glu Ser
385

Pro Pro Val Leu Asp

405

Thr Val Asp Lys Ser
420

Val Met His Glu Ala
435

Leu Ser Pro Gly Lys
450

Pro Gly Leu Thr Gln
465

143346- 7 7| %& .doc

Ser Val Leu Thr Val

310

Lys Cys Lys Val Ser
330

Ile Ser Lys Ala Lys

345
Pro Pro Cys Arg Asp
360
Leu Val Lys Gly Phe
375

Asn Gly Gln Pro Glu

390

Ser Asp Gly Ser Phe
410

Arg Trp Gin GIn Gly
425

Leu His Asn His Tyr
440

Leu

315

Asn

Gly

Glu

Tyr

Asn

395

Phe

Asn

Thr

300

His Gln Asp Trp Leu
320

Lys Ala Leu Pro Ala
335

Gln Pro Arg Glu Pro
350

Leu Thr Lys Asn Gin
365

Pro Ser Asp Ile Ala
380

Asn Tyr Lys Thr Thr
400

Leu Tyr Ser Lys Leu
415

Val Phe Ser Cys Ser
430

Gln Lys Ser Leu Ser
445

Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser GIn
455 460

Pro Pro Ser Val Ser
470

Val

475

Ala Pro Gly Gln Thr
480
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Ala Arg 1le Thr Cys Gly Gly Asn Asn Ile Gly Ser Lys Ser Val His
485 490 495
Trp Tyr Gln Gln Lys Pro Gly GIn Ala Pro Val Leu Val Val Tyr Asp
500 505 510

Asp Ser Asp Arg Pro Ser Gly Ile Pro Glu Arg Phe Ser Gly Ser Asn
515 520 525

Ser Gly Asn Thr Ala Thr Leu Thr Ile Ser Arg Val Glu Ala Gly Asp
530 535 540

Glu Ala Asp Tyr Tyr Cys Gin Val Trp Asp Ser Ser Ser Asp His Tyr
545 550 555 560

Val Phe Gly Thr Gly Thr Lys Val Thr Val Leu Arg Thr Val Ala Ala
565 570 575

Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly
580 585 590

Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala
595 600 605

Lys Val GIn Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln
610 615 620

Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser
625 630 635 640

Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
645 650 655

Ala Cys Glu Val Thr His GIn Gly Leu Ser Ser Pro Val Thr Lys Ser
660 665 670

Phe Asn Arg Gly Glu Cys Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser

675 680 685
Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly
690 695 700

Gly Gly Gly Ser Gly Gly Gln Val Gin Leu Val Glu Ser Gly Ala Glu

705 710 715 720

Val Lys Lys Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly

725 730 735
Tyr Thr Phe Thr Gly Tyr Tyr Met His Trp Val Arg Gln Ala Pro Gly
: 740 745 750

Gln Gly Leu Glu Trp Met Gly Trp Ile Asn Pro Asn Ser Gly Gly Thr
755 760 765

Asn Tyr Ala Gln Lys Phe Gln Gly Arg Val Thr Met Thr Arg Asp Thr
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770 775 780

185

790 195 .

Ser Ile Ser Thr Ala Tyr Met Glu Leu Ser Arg Leu Arg Ser Asp 388

Thr Ala Val Tyr §5§ Cys Ala Arg Ser Pro Asn Pro Tyr Tyr Tyr Asp

810

815

Ser Ser Gly Tyr Tyr Tyr Pro Gly Ala Phe Asp Ile Trp Gly Gln Gly
820 825 830

Thr Met Val Thr

Pro Leu Ala Pro
850

835

Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val
865 870 875

Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe
840 845

Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu
855 860

Ser Trp
880

Asn Ser Gly Ala Leu Thr Ser Gly Val gég Thr Phe Pro Ala Val Leu

Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val
900 905

885

910

Ser Ser Leu Gly Thr Gln Thr Tyr Ile Cys Asn Val Asn His
915 920

925

Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys
930 935 940

Thr His

945

210>
<211>
212>
<213>

<220>
<223>

<400>

116
453
PRT
AL

& 5 — M = {8 E48Fab <VEGF-ANG- 2> 88 » F
Avastin-LC06-KiH-C-scFabz & 4¢2

116

?]u Val Gln Leu gal Glu Ser Gly Gly ?6y Leu Val Gln Pro

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Tyr Thr Phe Thr
20 25 30

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

Gly Trp Ile Asn Thr Tyr Thr Gly Glu Pro Thr Tyr Ala Ala
50 55 60

Lys Arg Arg Phe Thr Phe Ser Leu Asp Thr Ser Lys Ser Thr

143346-/ 5 4 .doc -62-

895

Pro Ser
Lys Pro

Asp Lys

Gly Gly
15

Asn Tyr
Trp Val
Asp Phe

Ala Tyr
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65 70

Leu Glin Met Asn ggr Leu Arg

Ala Lys Tyr Pro His Tyr
100

Tyr

Trp Gly ?}g Gly Thr Leu Val

Pro Ser Val Phe Pro Leu
130

Thr Ala Ala Leu Gly Cys
145 150

Thr Val Ser Trp Asn Ser
165
Pro Ala Val.Leu Gln Ser
180
Thr Val Pro Ser Ser Ser
195

Asn His Lys Pro Ser Asn
210

Ser Cys Asp Lys Thr His
225 230

Leu Gly Gly Pro Ser Val
245

Leu Met Ile Ser Arg Thr
260

Ser His Glu Asp Pro Glu
275

Glu Val His Asn Ala Lys
290

Thr Tyr Arg Val Val Ser

305 310

Asn Gly Lys Glu Tyr Lys
325

Pro Ile Glu Lys Thr lle
340

Gln Val Cys Thr Leu Pro
355

143346- /4~ 5 4% .doc

Ala

135

Leu

Gly

Ser

Leu

Thr

215

Thr

Phe

Pro

Val

Thr

295

Val

Cys

Ser

75 80

Ala Glu Asp Thr Ala Val Tyr Tyr Cys
90 95
Gly Ser Ser His Trp Tyr Phe Asp Val
105 110
Thr Val Ser Ser Ala Ser Thr Lys Gly
120 125
Pro Ser Ser Lys ?za Thr Ser Gly Gly

Val Lys Asp Tyr Phe Pro Glu Pro Val
155 160

Ala Leu Thr Ser Gly Val His Thr Phe
. 170 175

Gly Leu Tyr Ser Leu Ser Ser Val Val
185 190

Gly Thr Gln Thr Tyr Ile Cys Asn Val
200 205

Lys Val Asp Lys %gé Val Glu Pro Lys

Cys Pro Pro Cys Pro Ala Pro Glu Leu
235 240

Leu Phe Pro Pro Lys Pro Lys Asp Thr
250 255 .

Glu Val Thr Cys Val Val Val Asp Val
265 270

Lys Phe Asn Trp Tyr Val Asp Gly Val
280 285

Lys Pro Arg Glu gég Gln Tyr Asn Ser

Leu Thr Val Leu His Gln Asp Trp Leu
315 320

Lys Val Ser Asn Lys Ala Leu Pro Ala
330 335

Lys Ala Lys Gly Gln Pro Arg Glu Pro
345 350

Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln
360 365
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Val Ser Leu Ser Cys Ala Val Lys Gly Phe Tyr Pro
370 375 380

Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn
385 390 395

Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu
405 410
Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val
420 425

Val Met His Glu Ala Leu His Asn His Tyr Thr Gln
435 440

Leu Ser Pro Gly Lys
450

Q10> 117
Q11> 214
<212> PRT
Q213> AT

<220>

Ser Asp Ile Ala

Tyr Lys Thr Thr
400

Val Ser Lys Leu
415

Phe Ser Cys Ser
430

Lys Ser Leu Ser
445

Q23> 4 EF LM = {8 B 48Fab <VEGF-ANG-2>41 88 5~ F

Avastin-LC06-KiH-C-scFabz $3 44
<400> 117
Asp 1le Gln Met ’ghr Gln Ser Pro Ser ?gr Leu Ser

1
Asp Arg Val Thr Ile Thr Cys Ser Ala Ser Gln Asp
20 25
Leu Asn Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro

35 40

Tyr Phe Thr Ser Ser Leu His Ser Gly Val Pro Ser

50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser
65 70 75
Glu Asp Phe Ala Thr Tyr Tyr Cys Gln GIn Tyr Ser

85 90
Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys Arg
100 105

Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln

115 120

Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr
130 135 140

Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser
145 150 155

143346- & ¥ % .doc -64-

Ala Ser Val Gly
15
Ile Ser Asn Tyr
30
Lys Val Leu lle
45
Arg Phe Ser Gly
Ser Leu Gln Pro
80
Thr Val Pro Trp
95
Thr Val Ala Ala

110

Leu Lys Ser Gly
125

Pro Arg Glu Ala

Gly Asn Ser Gin
160
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Glu Ser Val Thr Glu Gl n Asp Ser Lys Asp Ser Thr Tyr Ser
165 170

Leu Ser
175

Ser Thr Leu Thr Leu Se r Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
180 185 190

Ala Cys Glu Val Thr Hi s Gln Gly Leu Ser Ser Pro Val Thr Lys Ser
195 200 205

Phe Asn Arg Gly Glu Cys
210

Q10> 118
Q211> 698
<212> PRT
Q213> AL

220>
Q3> B EFE— M = F<VEGF-ANG- 2> 8 F
Avastin-LC06-C-Fab-6CSSz & 41

<400> 118
?lu Val Gln Leu gal Glua

Ser Leu Arg Leu Ser Cys

20

Gly Met Asn Trp Val
35

Gly gép Ile Asn Thr Tyr

Phe Thr Phe

.Lys Arg Arg
65 70

Asn Ser Leu

85

Leu GIn Met

Pro His
100

Ala Lys Tyr Tyr

Trp Gly ?lg Gly Thr Leu
1

Pro Ser Val
130

Phe Pro Leu

Thr Ala Ala
145

Leu Gly Cys

150

Trp Asn Ser

Thr Val Ser
: 165

Pro Ala Val Leu Gln
180

143346-% %) % .doc

Ser Gly Gly Gly Leu Val
10
Ala Ala Ser Gly Tyr Thr
25
Gln Ala Pro Gly Lys Gly
40
Thr Gly Glu Pro Thr Tyr
55 60
Ser Leu Asp Thr Ser Lys
75
Arg Ala Glu Aép Thr Ala
90
Tyr Gly Ser Ser His Trp
105
Val Thr Val Ser Ser Ala
120
Ala Pro Ser Ser Lys Ser
135 140

Leu Val Lys Asp Tyr Phe
155

Gly Ala Leu Thr Ser Gly
170

Gln Pro Gly Gly
15 .
Phe Thr Asn Tyr
30
Leu Glu Trp Val
45
Ala Ala Asp Phe
Ser Thr Ala Tyr
80
Val Tyr Tyr Cys
95
Tyr Phe Asp Val
110
Ser Thr Lys Gly
125
Thr Ser Gly Gly
Pro Glu Pro Val

160

Val His Thr Phe
175

Ser Gly Leu Tyr Ser Leu Ser Ser Val Val
185 190
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Thr Val Pro Ser Ser Ser Leu Gly Thr
195 200

Asn His Lys Pro Ser Asn Thr Lys Val
210 215

Ser Cys Asp Lys Thr His Thr Cys Pro
225 230

Leu Gly Gly Pro Ser Val Phe Leu Phe
245
Leu Met Ile Ser Arg Thr Pro Glu Val
260 265
Ser His Glu Asp Pro Glu Val Lys Phe
275 280
Glu Val His Asn Ala Lys Thr Lys Pro
290 295

Thr Tyr Arg Val Val Ser Val Leu Thr
305 310

Asn Gly Lys Glu Tyr Lys Cys Lys Val
325
Pro Ile Glu Lys Thr Ile Ser Lys Ala
340 45
Gln Val Tyr Thr Leu Pro Pro Cys Arg
35§ 360

Val Ser Leu Trp Cys Leu Val Lys Gly
370 375

Val Glu Trp Glu Ser Asn Gly Gln Pro
385 390

Pro Pro Val Leu ﬁag Ser Asp Gly Ser

Thr Val Asp Lys Ser Arg Trp Gln Gln
420 425

Val Met His Glu Ala Leu His Asn Hi s
435 440

Leu Ser Pro Gly Lys Gly Gly Gly Gl y
450 455

Gly Gly Gly Ser Gly Gly Gly Gly Ser

465 - 470

Gly Gly Ser Gln Pro Gly Leu Thr Gl n
: 485

143346- 7 %) & .doc

Gin Thr

Asp Lys

Pro Cys
235

Pro Pro
250

Thr Cys

Asn Trp

Arg Glu

Val Leu

315

Ser Asn
330

Lys Gly

Asp Glu

Phe Tyr

Glu Asn

395

Phe Phe
410
Gly Asn

Tyr Thr

Ser Gly

Tyr Ile Cys Asn
205
Lys Val Glu Pro
220
Pro Ala Pro Glu
Lys Pro Lys Asp
255
Val Val Val Asp
270
Tyr Val Asp Gly
285
Glu Gln Tyr Asn
300
His Gln Asp Trp
Lys Ala Leu Pro
335
Gln Pro Arg Glu
350
Leu Thr Lys Asn
365
Pro Ser Asp Ile
380
Asn Tyr Lys Thr
Leu Tyr Ser Lys
415
Val Phe Ser Cys
430

Gln Lys Ser Leu
445

Gly Gly Gly Ser
460

Val

Lys

Leu

240

Thr

Val

Val

Ser

Leu

320

Ala

Pro

Gln

Ala

Thr

400

Leu

Ser

Ser

Gly

Gly Gly Gly Gly Ser Gly Gly
475 480

490

- 66 -
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Pro Gly Gln Thr Ala Arg Ile Thr Cys Gly Gly Asn Asn Ile Gly Ser
500 505 510

Lys Ser Val
515

Val Val Tyr
530

Ser Gly Ser
545

Glu Ala Gly
Ser Asp His

Thr Val Ala
595

Leu Lys Ser
610

Pro Arg Glu
625

Gly Asn Ser
Tyr Ser Leu

His Lys Val
675

Val Thr Lys
690

<?210>
Llil>
212>
<213>

<220>
Q23>

119

719

PRT
AL

His Trp Tyr
Asp Asp Ser

Asn Ser Gly
550

Asp Glu Ala
565

Tyr Val Phe
580
Ala Pro Ser
Gly Thr Ala
Ala Lys Val
630
Gln Glu Ser
645
Ser Ser Thr
660

Tyr Ala Cys

Ser Phe Asn

Gin Gln Lys Pro Gly Gln Ala Pro Val Leu
520 525 '

Asp Arg Pro Ser Gly Ile Pro Glu Arg Phe
535 540
Asn Thr Ala Thr Leu Thr Ile Ser Arg Val
555 560
Asp Tyr Tyr Cys Gln Val Trp Asp Ser Ser
570 575
Gly Cys Gly Thr Lys Val Thr Val Leu Arg
585 590
Val Phe Ile Phe Pro Pro Ser Asp Glu Gln
600 - 605
Ser Val Val Cys Leu Leu Asn Asn Phe Tyr
615 620
Gln Trp Lys Val Asp Asn Ala Leu Gin Ser
635 640
Val Thr Glu GIn Asp Ser Lys Asp Ser Thr
650 655
Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys
665 670

Glu Val Thr His Gin Gly Leu Ser Ser Pro
680 685 .

Arg Gly Glu Cys
695

4 & § — 1 = F<VEGF-ANG-2> # 4 F

Avastin-L C06-C-Fab-6CSSz & 442

<400> 119

Glu Val Gln Leu ga] Glu Ser Gly Gly ?éy Leu Val Gln Pro Ggy Gly
1 1

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Tyr Thr Phe Thr Asn Tyr
20 25 30 -

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

143346- /4 51| % .doc
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Gly Trp Ile Asn Thr Tyr Thr Gly Glu Pro Thr Tyr Ala Ala Asp Phe
50 55 60

Lys Arg Arg Phe Thr Phe Ser Leu Asp Thr Ser Ljs Ser Thr Ala Tyr
65 70 75 80

Leu Gln Met Asn Ser
85
Ala Lys Tyr Pro His
100
Trp Gly Gin Gly Thr
115
Pro Ser Val Phe Pro

130
Thr Ala Ala Leu Gly
145
Thr Val Ser Trp Asn
165
Pro Ala Val Leu GIn
180
Thr Val Pro Ser Ser
195
Asn His Lys Pro Ser
210
Ser Cys Asp Lys Thr
225

Leu Gly Gly Pro Ser
245

Leu Met Ile Ser Arg
260

Leu Arg Ala Glu Asp Thr
90
Tyr Tyr Gly Ser Ser His
105

Leu Val Thr Val Ser Ser
120

Leu Ala Pro Ser Ser Lys
135

Cys Leu Val Lys Asp Tyr
150 155

Ser Gly Ala Leu Thr Ser
170
Ser Ser Gly Leu Tyr Ser
185
Ser Leu Gly Thr Gin Thr
200

Asn Thr Lys Val Asp Lys
215

His Thr Cys Pro Pro Cys
230 235

Val Phe Leu Phe Pro Pro
250

Thr Pro Glu Val Thr Cys
265

Ala Val Tyr Tyr Cys
95
Trp Tyr Phe Asp Val
110
Ala Ser Thr Lys Gly
125

Ser Thr Ser Gly Gly
140

Phe Pro Glu Pro Val
160

Gly Val His Thr Phe
175

Leu Ser Ser Val Val
190

Tyr Ile Cys Asn Val
205

Lys Val Glu Pro Lys
220

Pro Ala Pro Glu Leu
240

Lys Pro Lys Asp Thr
255

Val Val Val Asp Val
270

Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val
2175 280 285

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

Thr Tyr Arg Val Val
305

310

Ser Val Leu Thr Val Leu His GIn Asp Trp Leu
] 315 320

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

Pro 1le Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro
340 345 350

143346-4 514 .doc
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Gln Val Cys Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln
355 360 365

Val Ser Leu Ser Cys Ala Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala
370 375 380

Val Glu Trp Glu Ser Asn Gly Gin Pro Glu Asn Asn Tyr Lys Thr Thr
385 390 395 400

Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Val Ser Lys Leu
405 410 415

Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser
420 425 430

Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser
435 440 445
Leu Ser Pro Gly Lys Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly
450 455 . 460
Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly
465 470 475 480

Gly Gly Ser Gln Val Gln Leu Val Glu Ser Gly Ala Glu Val Lys Lys
485 490 495

Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe
500 505 510

Thr Gly Tyr Tyr Met His Trp Val Arg Gln Ala Pro Gly Gln Cys Leu
515 520 525

Glu Trp Met Gly Trp Ile Asn Pro Asn Ser Gly Gly Thr Asn Tyr Ala
530 535 540

GIn Lys Phe GIn Gly Arg Val Thr Met Thr Arg Asp Thr Ser Ile Ser
545 550 555 560

Thr Ala Tyr Met Glu Leu Ser Arg Leu Arg Ser Asp Asp Thr Ala Val
565 570 575

Tyr Tyr Cys Ala Arg Ser Pro Asn Pro Tyr Tyr Tyr Asp Ser Ser Gly
580 585 590
Tyr Tyr Tyr Pro Gly Ala Phe Asp Ile Trp Gly Gln Gly Thr Met Val
595 600 605

Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala
610 615 620

Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu
625 630 635 640

Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly

143346-4 5 % .doc -69 -
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645 650 655

Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Gin Ser Ser
660 665 670

Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu
675 680 685

Gly Thr Gln Thr Tyr lle Cys Asn Val Asn His Lys Pro Ser Asn Thr
690 695 700

Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys Asp Lys Thr His
705 710 715

210> 120

Q211> 214

<212> PRT

Q213> AX

220>

Q23> B E E—H = E<VEGF-ANG-># 88 4 F
Avastin-LC06-C-Fab-6CSSz #3842

<400> 120
Asp Ile Gln Met ’Is'hr Gln Ser Pro Ser ?gr Leu Ser Ala Ser \1121 Gly
1

Asp Arg Val Thr Ile Thr Cys Ser Ala Ser Gln Asp Ile Ser Asn Tyr
20 . 25 30
Leu Asn Trp Tyr Gln Gin Lys Pro Gly Lys Ala Pro Lys Val Leu lle
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 Thr Ile Ser Ser Leu Gln Pro
65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Tyr Ser Thr Val Pro Trp
85 90 95

Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys Arg Thr Val Ala Ala
100 105 110

Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gin Leu Lys Ser Gly
115 120 125

Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala
130 135 140

Lys Val Gin Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gin
145 150 155 160

Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser
165 170 175

Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr

143346- 5 %) %&.doc -70 -
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Ala Cys

Phe Asn
210

210>
11>
212>

180 185

190

20

%‘5 Val Thr His Gln Gly Leu Ser Ser Pro Va% Thr Lys Ser

200

Arg Gly Glu Cys

121
459
PRT

213> AL

<220>

Q223> A& {1 LR B<VEGF-ANG-2>R o7 F
Avastin-LC06-CH1-CL Z E4#1

<400>
Gln Val
1

Ser Val
Tyr Met
Gly Trp
50
Gln Gly
65
Met Glu
Ala Arg
Pro Gly
Ser Ala

130
Lys Ser
145
Tyr Phe
Ser Gly

Ser Leu

Thr Tyr

121
Gln Leu gal Glu Ser Gly Ala Géu
1

Lys Val Ser Cys Lys Ala Ser Gly
20 25

35

Ile Asn Pro Asn Ser Gly Gly Thr
55

Arg Val Thr ggt Thr Arg Asp Thr

Leu Ser Arg Leu Arg Ser Asp Asp

85 90

Ser Pro Asn Pro Tyr Tyr Tyr Asp
100 . 105

Ala Phe Asp Ile Trp Gly Gln Gly
115 120

Ser Thr Lys Gly Pro Ser Val Phe
135
Thr Ser Gly ?g% Thr Ala Ala Leu

Pro Glu Pro Val Thr Val Ser Trp
165 170

Val His Thr Phe Pro Ala Val Leu
180 185

Ser Ser Val Val Thr Val Pro Ser
195 200

Ile Cys Asn Val Asn His Lys Pro

143346-F % %& .doc

Val

Tyr

His Trp Val Arg Gln Qéa Pro Gly Gln

Asn

Ser

75

Thr

Ser

Thr

Pro

Gly

155

Asn

Gin

Ser

Ser

Lys Lys Pro Gly Ala
15
Thr Phe Thr Gly Tyr
30
Gly Leu Glu Trp Met
45
Tyr Ala Gln Lys Phe
60
Ile Ser Thr Ala Tyr
80
Ala Val Tyr Tyr Cys
95
Ser Gly Tyr Tyr Tyr
110
Met Val Thr Val Ser
125
Leu Ala Pro Ser Ser

140
Cys Leu Val Lys Asp
160
Ser Gly Ala Leu Thr
175
Ser Ser Gly Leu Tyr
190

Ser Leu Gly Thr Gln
205

Asn Thr Lys Val Asp
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210 215 220

Lys Lys Val Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro
225 230 235 240

Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro
245 250 255

Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr
260 265 270

Cys Val Val Val Asp Val Ser-His Glu Asp Pro Glu Val Lys Phe Asn
275 280 285

Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg
290 295 300

Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val
305 310 315 320

Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser
325 330 335
Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys
340 345 350
Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Cys Arg Asp
355 360 365

Glu Leu Thr Lys Asn Gln Val Ser Leu Trp Cys Leu Val Lys Gly Phe
370 375 380

Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu
385 390 395 400

Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe
405 . 410 415
Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly
420 425 430
Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr
435 440 445

Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
450 455

Q210> 122
Q211> 457
212> PRT
Q213> AL

<220>

Q23> B EFF M (R EHIRRHB<VEGF-ANG-2>im 8 »F
Avastin-LC06-CH1-CL = & 44?2

<400> 122

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

143346- A 5} % .doc . -72-
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1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Tyr Asp Phe Thr His Tyr
20 25 30
Gly Met Asn Trp Val Arg Gin Ala Pro Gly Lys Cys Leu Glu Trp Val
35 40 45
Gly Trp Ile Asn Thr Tyr Thr Gly Glu Pro Thr Tyr Ala Ala Asp Phe
50 55 60
Lys Arg Arg Phe Thr Phe Ser Leu Asp Thr Ser Lys Ser Thr Ala Tyr
65 70 75 80
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Lys Tyr Pro Tyr Tyr Tyr Gly Thr Ser His Trp Tyr Phe Asp Val
100 105 110 -

Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser Ala Ser Val Ala Ala
115 120 125

Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly
130 135 140

Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala
145 150 155 160

Lys Val Gin Trp Lys Val Asp Asn Ala Leu GIn Ser Gly Asn Ser Gln
165 170 175

Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser
180 185 190

Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
195 200 205

‘Ala Cys Glu Val Thr His GIn Gly Leu Ser Ser Pro Val Thr Lys Ser
210 215 220

Phe Asn Arg Gly Glu Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro
225 230 235 240

Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys
245 250 255 .
Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val
260 265 270
Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr
275 280 285

Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu
290 295 300

143346- & 5| & .doc -73-
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Gin Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His
305 310 315 320

Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys
325 330 335
Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln
340 345 350

Pro Arg Glu Pro Gln Val Cys Thr Leu Pro Pro Ser Arg Asp Glu Leu
355 360 365

Thr Lys Asn Gin Val Ser Leu Ser Cys Ala Val Lys Gly Phe Tyr Pro
370 375 380

Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn
385 390 395 400

Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu
405 410 415

Val Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gin Gly Asn Val
420 425 430

Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gin
435 440 445

Lys Ser Leu Ser Leu Ser Pro Gly Lys
450 455

<210> 123

Q211> 215

12> PRT

Q213> AL

<220>

Q23> B EH— M o ME SR RIB<VEGF-ANG->I 7 F
Avastin-LC06-CH1-CL = $24# 1

<400> 123
Gln Pro Gly Leu ’ghr Gln Pro Pro Ser Val Ser Val Ala Pro Gly Gln
1

10 15
Thr Ala Arg Ile Thr Cys Gly Gly Asn Asn Ile Gly Ser Lys Ser Val
20 25 30
His Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Val Leu Val Val Tyr
35 40 45
Asp Asp Ser Asp Arg Pro Ser Gly Ile Pro Glu Arg Phe Ser Gly Ser
50 55 60

Asn Ser Gly Asn Thr Ala Thr Leu Thr Ile Ser Arg Val Glu Ala Gly
65 70 75 : 80

Asp Glu Ala Asp Tyr Tyr Cys Gln Val Trp Asp Ser Ser Ser Asp His
85 90 95

143346- 4 7] % .doc -74.
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Tyr Val Phe Gla Thr Gly Thr Lys ng Thr Val Leu Arg Thr Val Ala
- 110

Ala Pro Ser Val Phe Ile Phe }1358 Pro Ser Asp Glu G]n Leu Lys Ser
115

Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu
130 135 140

Ala Lys Val GIn Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser
145 150 155 160

Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu
165 170 175

Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val
180 185 190

Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys
195 200 205

Ser Phe Asn Arg Gly Glu Cys
210

215
Q210> 124
Q11> 212
<212> PRT
213> AX
<220>
Q23> ﬁﬁéi‘ﬁ»—'fi 18 4 H8 X H<VEGF-ANG-2>H.88 o F
Avastin-LC06-CH1-CL z #34&2
<400> 124
Asp 1le Gln Leu ”ghr Gln Ser Pro Ser ?gr Leu Ser Ala Ser Val Gly
1 15

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

Leu Asn Trp Tyr Gln 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 Thr' Ile Ser Ser Leu Gin Pro

65 70 75 . 80

Glu Asp Phe Ala Thr Tyr Tyr Cys Gln GIn Tyr Ser Thr Val Pro Trp

85 90 95

Thr Phe Gly Cys Gly Thr Lys Val Glu Ile Lys Ser Ser Ala Ser Thr

100 105 110

Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser
115 120 125

143346- 4 5] % .doc -75-
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Gly Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu
130 135 140

Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His
145 150 155 160

Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser
165 170 175

Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr Tyr Ile Cys
180 185 190

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

Pro Lys Ser Cys
210

Q10> 125
Q211> 459
<212> PRT
Q13> AT

<220>
Q3> B E LM B E R TIR<VEGF-ANG-2>Hi 88 T
Avastin-LC06-VH-VLz &4#1

<400> 125
Gln Val Gln Leu Val Glu Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Gly Tyr
20 25 30
Tyr Met His Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45
Gly Trp Ile Asn Pro Asn Ser Gly Gly Thr Asn Tyr Ala Gln Lys Phe
50 55 60
Gln Gly Arg Val Thr Met Thr Arg Asp Thr Ser Ile Ser Thr Ala Tyr
65 70 75 80
Met Glu Leu Ser Arg Leu Arg Ser Asp Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Ser Pro Asn Pro Tyr Tyr Tyr Asp Ser Ser Gly Tyr Tyr Tyr
100 105 110
Pro Gly Alg Phe Asp Ile Trp (li% Gln Gly Thr Met Val Thr Val Ser
11

125

Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser
130 135 . 140

Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp
145 150 155 160

143346- 5 5| 4 .doc -76-
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Tyr

Ser

Ser

Thr

Lys

225

Cys

Pro

Cys

Trp

Glu

305

Leu

Asn

Gly

Glu

Tyr

385

Asn

Phe

Asn

Thr

Phe Pro Glu Pro Val
165

Gly Val His Thr Phe
" 180

Leu Ser Ser Val Val
195

Tyr Ile Cys Asn Val
210

Lys Val Glu Pro-Lys
230

Pro Ala Pro Glu Leu
245

Lys Pro Lys Asp Thr
260

Val Val Val Asp Val
275

Tyr Val Asp Gly Val
290

Glu Gln Tyr Asn Ser
310

His Gln Asp Trp Leu
325

Lys Ala Leu Pro Ala
340

Gln Pro Arg Glu Pro
355

Leu Thr Lys Asn Gin
370

Pro Ser Asp Ile Ala
390

Asn Tyr Lys Thr Thr
405

Leu Tyr Ser Lys Leu
420

Val Phe Ser Cys Ser
435

Gin Lys Ser Leu Ser
450

143346-F %) %k.doc

Thr Val Ser Trp Asn Ser Gly Ala Leu Thr
170 175

Pro Ala Val Leu Gin Ser Ser Gly Leu Tyr
185 190

Thr Val Pro Ser Ser Ser Leu Gly Thr Gln
200 205

Asn His Lys Pro Ser Asn Thr Lys Val Asb
215 220

Ser Cys Asp Lys Thr His Thr Cys Pro Pro
235 240

Leu Gly Gly Pro Ser Val Phe Leu Phe Pro
250 255

Leu Met Ile Ser Arg Thr Pro Glu Val Thr
265 270
Ser His Glu Asp Pro Glu Val Lys Phe Asn
280 285

Glu Val His Asn Ala Lys Thr Lys Pro Arg
295 300

Thr Tyr Arg Val Val Ser Val Leu Thr Val
315 ' 320

Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser
330 335
Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys
345 350

Gln Val Tyr Thr Leu Pro Pro Cys Arg Asp
360 365

Val Ser Leu Trp Cys Leu Val Lys Gly Phe
375 380

Val Glu Trp Glu Ser Asn Gly Gln Pro Glu
395 400

Pro Pro Val Leu Asp Ser Asp Gly Ser Phe
410 415
Thr Val Asp Lys Ser Arg Trp Gin Gln Gly
425 430
Val Met His Glu Ala Leu His Asn His Tyr
440 445

Leu Ser Pro Gly Lys
455 :
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Q210> 126
Q211> 439
212> PRT
<213> AL

<220>

Q23> B E R M R EHRRM<VEGF-ANG-2>#88 5 F

Avastin-LC06-VH-VL Z 482
<400> 126
Asp lle Gln Met zhr Gln Ser Pro Ser
1

Asp Arg Val Thr 1le Thr Cys Ser Ala
20 25
Leu Asn Trp Tyr Gln Gln Lys Pro Gly
35 40
Tyr Phe Thr Ser Ser Leu His Ser Gly
50 55
Ser Gly Ser Gly Thr Asp Phe Thr Leu
65 70
Glu Asp Phe Ala ggr Tyr Tyr Cys Gln
Thr Phe Gly Gln Gly Thr Lys Val Glu
100 105
Lys Gly Pro Ser Val Phe Pro Leu Ala
115 120
Gly Gly Thr Ala Ala Leu Gly Cys Leu
130 - 135
Pro Val Thr Val Ser ?gg Asn Ser Gly

145

Thr Phe Pro Ala \llg; Leu Gln Ser Ser

Val Val Thr Val Pro Ser Ser Ser Leu
180 185

Asn Val Asn His Lys Pro Ser Asn Thr
195 200

Pro Lys Ser Cys Asp Lys Thr His Thr
210 215
Glu Leu Leu Gly Gly Pro Ser Val Phe

225 230

Asp Thr Leu Met Ilg Ser Arg Thr Pro
24

143346-4 ) % .doc

Ser

10

Ser

Lys

Val

Thr

Gin

90

Ile

Pro

Val

Ala

Gly

170

Gly

Lys

Cys

Leu

Glu
250

Leu Ser Ala

Gln Asp Ile

Ala Pro Lys
45

Pro Ser Arg
60

Ile Ser Ser
75

Tyr Ser Thr

Lys Ser Ser

Ser Ser Lys
125

Lys Asp Tyr
140

Leu Thr Ser
155

Leu Tyr Ser

Thr Gin Thr

Val Asp Lys
205

Pro Pro Cys
220

Phe Pro Pro
235

Val Thr Cys

-78-

Ser Val Gly
15

Ser Asn Tyr
30

Val Leu Ile
Phe Ser Gly
Leu Gl1n Pro

80
Val Pro Trp

95
Ala Ser Thr
0

Ser Thr Ser
Phe Pro Glu
Gly Val His

160

Leu Ser Ser
175

Tyr 11e Cys
190

Lys Val Glu
Pro Ala Pro

Lys Pro Lys
240

Val Val Val
255
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Asp Val Ser His Glu Asp
260
Gly Val Glu Val His Asn
275
Asn Ser Thr Tyr Arg Val
290
Trp Leu Asn Gly Lys Glu
305 310

Pro Ala Pro Ile Glu Lys
325

Glu Pro Gln Val Cys Thr
340

Asn Gln Val Ser Leu Ser
355

Ile Ala Val Glu Trp Glu
370

Thr Thr Pro Pro Val Leu
385 390

Lys Leu Thr Val Asp Lys
405

Cys Ser Val Met His Glu
420

Leu Ser Leu Ser Pro Gly
435

210> 127
211> 215
<212> PRT
213> AT

<220>

Pro

Ala

Val

295

Tyr

Thr

Leu

Cys

Ser

375

Asp

Ser

Ala

Lys

Glu Val Lys Phe Asn Trp Tyr Val Asp
265 270

Lys Thr Lys Pro Arg Glu Glu Gln Tyr
280 285

Ser Val Leu Thr Val Leu His Gln Asp
300

Lys Cys Lys Val Ser Asn Lys Ala Leu

315 320

Ile Ser Lys Ala Lys Gly Gin Pro Arg
330 335

Pro Pro Ser Arg Asp Glu Leu Thr Lys
345 350

Ala Val Lys Gly Phe Tyr Pro Ser Asp
360 365

Asn Gly GIn Pro gég Asn Asn Tyr Lys

Ser Asp Gly Ser Phe Phe Leu Val Ser
395 400

Arg Trp Gln Gln Gly Asn Val Phe Ser
410 415

Leu His Asn His Tyr Thr Gln Lys Ser
425 430

Q23> 4§ H—H (B4R % B <VEGF-ANG-2> 1 5 F
Avastin-L C06- VH-VLZ #8481

<400> 127

Gin Pro Gly Leu ghr Gln Pro Pro Ser YSI Ser Val Ala Pro ?gy Gln
1

Thr Ala Arg Ile Thr Cys Gly Gly Asn Asn Ile Gly Ser Lys Ser Val
20 25 30

His Trp Tyr Gln Gin Lys Pro Gly Gln Ala Pro Val Leu Val Val Tyr
35 40 45

Asp Asp Ser Asp Arg Pro Ser Gly Ile Pro Glu Arg Phe Ser Gly Ser
50 55 60

143346- 7 3] % .doc
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Asn Ser Gly Asn Thr Ala Thr Leu Thr Ile Ser Arg Val Glu Ala Gly
65 70 75 80
Asp Glu Ala Asp Tyr Tyr Cys Gln Val Trp Asp Ser Ser Ser Asp His
85 90 95
Tyr Val Phe Gly Thr Gly Thr Lys Val Thr Val Leu Arg Thr Val Ala
100 105 110
Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser
115 120 125
Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu
130 135 140

Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser
145 150 155 160

Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu
165 170 175

Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val
180 185 190

Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys
195 200 205

Ser Phe Asn Arg Gly Glu Cys
210 215

Q10> 128

<211> 230

<212> PRT

213> AT

<220>

Q23> HE G — M o LS HR R M<VEGF-ANG-2>H# o -F

Avastin-LC06- VH-VL Z #34#2

<400> 128

Glu Val Gin Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Tyr Thr Phe Thr Asn Tyr
20 25 30
Gly Met Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Gly Trp 1le Asn Thr Tyr Thr Gly Glu Pro Thr Tyr Ala Ala Asp Phe
50 55 60
Lys Arg Arg Phe Thr Phe Ser Leu Asp Thr Ser Lys Ser Thr Ala Tyr
65 70 75 80

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

143346- 5 7} %k .doc -80-
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Ala Lys Tyr Pro His Tyr Tyr Gly Ser Ser His Trp Tyr Phe Asp Val
100 105 110

Trp Gly Glrsl Gly Thr Leu Val 1‘}216 Val Ser Ser Ala S;g Val Ala Ala

Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly
130 135 140

Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala
145 150 155 160

Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln
165 70 175

Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser
180 185 190

Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
195 200 205

Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser
210 215 220

Phe Asn Arg Gly Glu Cys
225 230

<210> 129
Q211> 459
<212> PRT
Q13> AT

<220>
<223> 4 EH M —FEHIE X R<VEGF-ANG-2>H 88 o F

Avastin-LC06-VH-VL-SSz & 421
<400> 129
GIn Val Gln Leu \Slal Glu Ser Gly Ala G(l)u Val Lys Lys Pro Géy Ala
1 1 1

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Gly Tyr
20 25 30
Tyr Met His Trp Val Arg Gln Ala Pro Gly Gln Cys Leu Glu Trp Met
35 40 45
Gly Trp Ile Asn Pro Asn Ser Gly Gly Thr Asn Tyr Ala Gln Lys Phe
50 55 60
Gln Gly Arg Val Thr Met Thr Arg Asp Thr Ser Ile Ser Thr Ala Tyr
65 70 75 30
Met Glu Leu Ser Arg Leu Arg Ser Asp Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Ser Pro Asn Pro Tyr Tyr Tyr Asp Ser Ser Gly Tyr Tyr Tyr
100 105 110

143346- 4 5| % .doc -81-
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Pro Gly Ala Phe Asp Ile Trp Gly Gin Gly Thr Met Val Thr Val Ser
115 120 125

Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser
130 135 140

Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp
145 150 155 160

Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr
165 170 175

Ser Gly Val His Thr Phe Pro Ala Val Leu Gin Ser Ser Gly Leu Tyr
180 185 190

Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln
195 200 205

Thr Tyr Ile Cys Asn Val Asn His Lys Pro Ser Asn Thr Lys Val Asp
210 215 220

Lys Lys Val Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro
225 230 235 240

Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro
245 250 255

Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr
260 265 270

Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn
275 280 285
Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg
290 295 300

Glu Glu GIn Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val
305 310 315 320

Leu His GIn Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser
325 330 335

Asn Lys Ala Leu Pro Ala Pro lle Glu Lys Thr 1le Ser Lys Ala Lys
340 345 350

Gly Gin Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Cys Arg Asp
355 360 365

Glu Leu Thr Lys Asn Gln Val Ser Leu Trp Cys Leu Val Lys Gly Phe
370 375 380

Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu
385 390 395 400

Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe
405 410 415

143346-5- %) 4 .doc -82-
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Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly
420 425 430

Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr
435 440 445

Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
450 455

Q10> 130
Q11> 439
<212> PRT
Q13> AT

220>

<223>

Asp

Leu

Tyr

Ser

65

Glu

Lys

Gly

Pro
145

Val

Asn

Avastin-LC06-VH-VL-SS = & 442
<400> 130
Asp Ile Gin Met 'ghr Gln Ser Pro Ser ?Sr Leu Ser Ala Ser Val Gly
1 15

Arg Val Thr
20
Asn Trp Tyr
35
Phe Thr Ser
50
Gly Ser Gly
Asp Phe Ala
Phe Gly Gln
100
Gly Pro Ser
115
Gly Thr Ala
130
Val Thr Val

Phe Pro Ala

Val Thr Val

180

Val Asn His
195

143346-F %) 4% .doc

4 EFE— R B HIR R R<VEGF-ANG-2>HL B8 o F

Ile Thr Cys Ser Ala Ser Gln Asp Ile Ser Asn Tyr
25 30

Gln Gln Lys Pro Gly Lys Ala Pro Lys Val Leu Ile
40 45

Ser Leu Pslés Ser Gly Val Pro ggr Arg Phe Ser Gly

Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
70 75 80

Thr Tyr Tyr Cys Gln Gln Tyr Ser Thr Val Pro Trp
85 90 95

Gly Thr Lys Val Glu Ile Lys Ser Ser Ala Ser Thr
105 110

Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser
120 125

Ala Leu Gly Cys Leu Val Lys /i\ig Tyr Phe Pro Glu

135

Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His

150

155

160

Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser

165 170

175

Pro Ser Ser Ser Leu Gly Thr Gin Thr Tyr Ile Cys
185 190

Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu
200 205
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Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro
210 215 220

Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys
225 230 235

Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val
245 250

Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr
260 265 270

Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu
275 280 285

Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His
290 295 300

Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys
305 310 315

Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gin
325 330

Glu Pro Gin Val Cys Thr Leu Pro Pro Ser Arg Asp Glu Leu

340 345 350

Asn Gln Val Ser Leu Ser Cys Ala Val Lys Gly Phe Tyr Pro
355 360 365

Ile Ala Val Glu Trp Glu Ser Asn Gly Gin Pro Glu Asn Asn
370 375 380

Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu
385 390 395

Lys Leu Thr Val Asp Lys Ser Arg Trp Gin Gln Gly Asn Val
405 410

Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln
420 425 430

Leu Ser Leu Ser Pro Gly Lys
435

<210> 131
Q211> 215
<212> PRT
Q213> AL

<220>

Ala Pro

Pro Lys
240

Val Val
255

Val Asp

Gln Tyr

Gln Asp

Ala Leu
320

Pro Arg
335

Thr Lys

Ser Asp

Tyr Lys

Val Ser
400

Phe Ser
415

Lys Ser

Q23> B E LM R L HIA X AR<VEGF-ANG-2>H 88 7 -F

Avastin-LC06-VH-VL-SSz $24%1
<400> 131

Gln Pro Gly Leu 'ghr Gln Pro Pro Ser \1181 Ser Val Ala Pro Glsy Gln
1 1

143346- K4 %) & .doc -84 -
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Thr Ala Arg Ile Thr Cys Gly Gly Asn Asn Ile Gly Ser Lys Ser Val
20 25 30

His Trp Tyr Gla Gln Lys Pro Gly Gln Ala Pro Val Leu Val Val Tyr
35 40 45

Asp Asp Ser Asp Arg Pro Ser Gly Ile Pro Glu Arg Phe Ser Gly Ser
50 55 60
Asn Ser Gly Asn Thr Ala Thr Leu Thr Ile Ser Arg Val Glu Ala Gly
65 70 75 80
Asp Glu Ala Asp Tyr Tyr Cys Gln Val Trp Asp Ser Ser Ser Asp His
85 90 95

Tyr Val Phe Gly Cys Gly Thr Lys Val Thr Val Leu Arg Thr Val Ala
100 105 110

Ala Pro Se

1 Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser
115 120 125

Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu
130 135 140

Ala Lys Val GIn Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser
145 150 155 160

Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu
165 170 175

Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val
180 185 190

Tyr Ala Cys Giu Val Thr His Gin Gly Leu Ser Ser Pro Val Thr Lys
195 200 205

Ser Phe Asn Arg Gly Glu Cys
210 215

210> 132

211> 230

<212> PRT

<L13> AXT

<220>

223> BEE—H FLEHIR X H/<VEGF-ANG->4 8 » F
Avastin-LC06-VH-VL-SS 2 #2482

<400> 132

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

1 5 ) 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Tyr Thr Phe Thr Asn Tyr
20 25 30

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

143346-5 3| % .doc -85-
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Gly Trp 1le Asn Thr Tyr Thr Gly Glu Pro Thr Tyr Ala Ala Asp Phe
50 55 60 )

Lys Arg Arg Phe Thr Phe Ser Leu Asp Thr Ser Lys Ser Thr Ala Tyr
65 70 75 30

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

Ala Lys Tyr Pro His Tyr Tyr Gly Ser Ser His Trp Tyr
100 105

Trp Gly Gin Gly Thr Leu Val Thr Val Ser Ser Ala Ser

115 120 125

Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu
130 135 140

Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro
145 150 155

Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly
165 170
Glu Ser Val Thr Glu GIn Asp Ser Lys Asp Ser Thr Tyr
180 185
Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His
195 200 205
Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val
210 215 220

Phe Asn Arg Gly Glu Cys
225 230

210> 133
211> 1706
<212> PRT
Q213> AL

<220>

Phe Asp Val
110

Val Ala Ala
Lys Ser Gly
Arg Glu Ala

160
Asn Ser Gln

175

Ser Leu Ser
190

Lys Val Tyr

Thr Lys Ser

213> 4 & & —i4 = {§ScFab-Fcag 4 <VEGF-ANG-2>Hug o

Avastin-LC06-N-scFabz & 4¢1
<400> 133

(liln Pro Gly Leu 'ghr Gln Pro Pro Ser \]Igl Ser Val Ala Pro G;y Gln
1

Thr Ala Arg Ile Thr Cys Gly Gly Asn Asn Ile Gly Ser Lys Ser Val
20 25 30

His Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Val Leu Val Val Tyr
35 40 45

Asp Asp Ser Asp Arg Pro Ser Gly Ile Pro Glu Arg Phe Ser Gly Ser
50 55 60

143346- /- 5 % .doc - 86 -
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Asn Ser Gly Asn Thr Ala Thr Leu Thr Ile Ser Arg Val Glu Ala Gly

65 70 75 80

Asp Glu Ala Asp Tyr Tyr Cys Gln Val Trp Asp Ser Ser Ser Asp His
85 90 95

Tyr Val Phe Gly Thr Gly Thr Lys Val Thr Val Leu Arg Thr Val Ala
100 105 110

Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser
115 120 125

Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu
130 135 140

Ala Lys Val Gin Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser
145 150 155 160

Gln Glu Ser Val Thr Glu Gin Asp Ser Lys Asp Ser Thr Tyr Ser Leu
165 170 175

Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val
180 185 190

Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys
195 200 205

Ser Phe Asn Arg Gly Glu Cys Gly Gly Gly Gly Ser Gly Gly Gly Gly
210 215 220

Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser
225 230 235 240
Gly Gly Gly Gly Ser Gly Gly Gln Val Gln Leu Val Glu Ser Gly Ala
245 250 255
Glu Val Lys Lys Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser
260 265 270
Gly Tyr Thr Phe Thr Gly Tyr Tyr Met His Trp Val Arg Gln Ala Pro
275 . 280 285
Gly Gln Gly Leu Glu Trp Met Gly Trp Ile Asn Pro Asn Ser Gly Gly
290 295 300
Thr Asn Tyr Ala Gln Lys Phe Gln Gly Arg Val Thr Met Thr Arg Asp
305 310 315 320

Thr Ser lle Ser Thr Ala Tyr Met Glu Leu Ser Arg Leu Arg Ser Asp
325 330 335
Asp Thr Ala Val Tyr Tyr Cys Ala Arg Ser Pro Asn Pro Tyr Tyr Tyr
340 345 350

Asp Ser Ser Gly Tyr Tyr Tyr Pro Gly Ala Phe Asp lle Trp Gly Gln

143346-5- % 4% .doc -87-
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Gly Thr
370

Phe Pro
385

Leu Gly
Trp Asn
Leu Gln
Ser Ser

450

Pro Ser
465
Lys Thr
Pro Ser
Ser Arg
Asp Pro
530
Asn Ala
545
Val Val
Glu Tyr

Lys Thr

Thr Leu
610

625

Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
645 - 650

355

Met Val Thr Val

Leu Ala Pro Ser
390

Cys Leu Val Lys
405
Ser Gly Ala Leu
420
Ser Ser Gly Leu
435
Ser Leu Gly Thr
Asn Thr Lys Val
470
His Thr Cys Pro
485
Val Phe Leu Phe
500
Thr Pro Glu Val
515
Glu Val Lys Phe
Lys Thr Lys Pro
550
Ser Val Leu Thr
565
Lys Cys Lys Val
580
1le Ser Lys Ala
595

Pro Pro Cys Arg

143346- 5 %1 & .doc

360

Ser Ser Ala Ser Thr
375

Ser Lys Ser Thr Ser
395
Asp Tyr Phe Pro Glu
410
Thr Ser Gly Val His
425

Tyr Ser Leu Ser Ser
440

Gln Thr Tyr lle Cys
455

Asp Lys Lys Val Glu
475

Pro Cys Pro Ala Pro
490
Pro Pro Lys Pro Lys
505

Thr Cys Val Val Val
520

Asn Trp Tyr Val Asp
535

Arg Glu Glu Gln Tyr
555

Val Leu His Gln Asp
570
Ser Asn Lys Ala Leu
585

Lys Gly Gln Pro Arg
600

Asp Glu Leu Thr Lys
615

635

365

Lys Gly Pro Ser
380
Gly Gly Thr Ala

Pro Val Thr Val
415

Thr Phe Pro Ala
430

Val Val Thr Val
445

Asn Val Asn His
460
Pro Lys Ser Cys
Glu Leu Leu Gly
495
Asp Thr Leu Met
510

Asp Val Ser His
525

Gly Val Glu Val
540

Asn Ser Thr Tyr
Trp Leu Asn Gly
575

Pro Ala Pro Ile
590

Glu Pro Gln Val
605

Asn Gln Val Ser
620

-88-

Val

Ala

400

Ser

Val

Pro

Lys

Asp

480

Gly

Ile

Glu

His

Arg

560

Lys

Glu

Tyr

Leu

Trp Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu Trp
630 640

Pro Val
655
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Leu Asp Ser Asp Gly Ser
660
Lys Ser Arg Trp Gln Gln
675

Glu Ala Leu His Asn His
690

Gly Lys
705

<210>
11>
12>
<213>

<220>
<223>

134
699
-PRT
AT

Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp
665 670
Gly Asn Val Phe Ser Cys Ser Val Met His
680 685

Tyr Thr Gin Lys Ser Leu Ser Leu Ser Pro
695 700

4# & & — M —BScFab-Fca 4 <VEGF-ANG-2>#. 8 » F

Avastin-LC06-N-scFab & 4#2

<400> 134
?sp Ile Gln Met ghr Gin

Asp Arg Val Thr Ile Thr
20
Leu Asn Trp Tyr Gln Gln
35
Tyr Phe Thr Ser Ser Leu
50
Ser Gly Ser Gly Thr Asp
65 70
Glu Asp Phe Ala Thr Tyr
85
Thr Phe Gly Gln Gly Thr
100
Pro Ser Val Phe Ile Phe
115
Thr Ala Ser Val Val Cys
130
Lys Val Gln Trp Lys Val

145 150

Glu Ser Val Thr Glu Gln
165

Ser Thr Leu Thr Leu Ser
180

143346- /3] %k .doc

Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
10 15
Cys Ser Ala Ser Gln Asp Ile Ser Asn Tyr
25 30
Lys Pro Gly Lys Ala Pro Lys Val Leu Ile
40 45

His Ser Gly Val Pro Ser Arg Phe Ser Gly

55 60

Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
75 80

Tyr Cys Gln gén Tyr Ser Thr

Val Pro Trp
95

Val Ala Ala

Lys Val Glu Ile Lys Arg Thr
105 110

Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly
120 125

Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala

135 140

Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln

155 160

Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser
170 175

Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
185 190

-89-
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Ala Cys Glu Val Thr His Gln Gty Leu Ser Ser Pro Val Thr Lys Ser
195 200 205

Phe Asn Arg Gly Glu Cys Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser
210 215 220
Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly
225 230 235 240
Gly Gly Gly Ser Gly Gly Glu Val Gln Leu Val Glu Ser Gly Gly Gly
245 250 255
Leu Val Gln Pro Gly Gly Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly
260 265 270
Tyr Thr Phe Thr Asn Tyr Gly Met Asn Trp Val Arg Gln Ala Pro Gly
275 280 285

Lys Gly Leu Glu Trp Val Gly Trp Ile Asn Thr Tyr Thr Gly Glu Pro
290 295 300

Thr Tyr Ala Ala Asp Phe Lys Arg Arg Phe Thr Phe Ser Leu Asp Thr
305 310 315 320

Ser Lys Ser Thr Ala Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp
325 330 335
Thr Ala Val Tyr Tyr Cys Ala Lys Tyr Pro His Tyr Tyr Gly Ser Ser
340 345 350

His Trp Tyr Phe Asp Val Trp Gly Gln Gly Thr Leu Val Thr Val Ser
355 360 365

Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser
370 375 380

Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp
385 390 395 400

Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr
405 410 415

Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr
420 425 430

Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln
435 440 445

Thr Tyr Ile Cys Asn Val Asn His Lys Pro Ser Asn Thr Lys Val Asp
450 455 460

Lys Lys Val Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro
465 470 475 480

Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro
485 490 495

143346- 4% % .doc -90-
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Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr
500 505 510
Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn
515 520 525

Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg
530 535 540 -

Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val
545 550 555 560

Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser
565 570 575

Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys
580 585 590

Gly Gln Pro Arg Glu Pro GIn Val Cys Thr Leu Pro Pro Ser Arg Asp
595 600 605
Glu Leu Thr Lys Asn Gin Val Ser Leu Ser Cys Ala Val Lys Gly Phe
610 615 620

Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu
625 630 . 635 640

Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe
645 650 655
Phe Leﬁ Val Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly
660 665 670
Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr
675 680 685
Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
690 695

<210> 135

<211> 706

<212> PRT

213> AT

<220>

<223> # & & — M = {EScFab-Fc @4 <VEGF-ANG-2>40 88 o F

Avastin-LC06-N-scFabSSz & 481

<400> 135

Gln Pro Gly Leu Thr Gln Pro Pro Ser Val Ser Val Ala Pro Gly Gin

1 5 10 15

Thr Ala Arg Ile Thr Cys Gly Gly Asn Asn Ile Gly Ser Lys Ser Val
20 25 . 30

His Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Val Leu Val Val Tyr
35 . 40 45

143346-F %] #% .doc -91-
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Asp Asp Ser Asp Arg Pro Ser Gly Ile Pro
50 55
Asn Ser Gly Asn Thr Ala Thr Leu Thr Ile
65 70
Asp Glu Ala Asp Tyr Tyr Cys Gln Val Trp
85 - 90
Tyr Val Phe Gly Cys Gly Thr Lys Val Thr
100 105
Ala Pro Ser Val Phe Ile Phe Pro Pro Ser
115 120
Gly Thr Ala Ser Val Val Cys Leu Leu Asn
130 135
Ala Lys Val Gln Trp Lys Val Asp Asn Ala
145 150
Gln Glu Ser Val Thr Glu Gin Asp Ser Lys
165 170
Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp
180 185
Tyr Ala Cys Glu Val Thr His Gln Gly Leu
195 200
Ser Phe Asn Arg Gly Glu Cys Gly Gly Gly
210 215
Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly
225 230
Gly Gly Gly Gly Ser Gly Gly Gln Val Gln
245 250
Glu Val Lys Lys Pro Gly Ala Ser Val Lys
260 265
Gly Tyr Thr Phe Thr Gly Tyr Tyr Met His
275 280
Gly Gin Cys Leu Glu Trp ggg Gly Trp Ile

290

Thr Asn Tyr Ala Gln Lys Phe Gln Gly Arg
305 310

Glu Arg Phe Ser Gly Ser
60
Ser Arg Val Glu Ala Gly
75 80
Asp Ser Ser Ser Asp His
95
Val Leu Arg Thr Val Ala
110
Asp Glu Gln Leu Lys Ser
125
Asn Phe Tyr Pro Arg Glu
140
Leu Gln Ser Gly Asn Ser
155 160
Asp Ser Thr Tyr Ser Leu
175

Tyr Glu Lys His Lys Val
190
Ser Ser Pro Val Thr Lys
205
Gly Ser Gly Gly Gly Gly
220
Ser Gly Gly Gly Gly Ser
235 240
Leu Val Glu Ser Gly Ala
255
Val Ser Cys Lys Ala Ser
270
Trp Val Arg Gln Ala Pro
285

Asn Pro Asn Ser Gly Gly
300

Val Thr Met Thr Arg Asp
315 320

Thr Ser Ile Ser Thr Ala Tyr Met Glu Leu Ser Arg Leu Arg Ser Asp
325 330 335

Asp Thr Ala Val Tyr Tyr Cys Ala Arg Ser
340 345

143346- 5 %] % .doc

Pro Asn Pro Tyr Tyr Tyr
350
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Asp Ser Ser Gly Tyr Tyr Tyr Pro Gly Ala Phe Asp Ile Trp Gly Gin
355 360 365 .

Gly Thr
370

Met

Val Thr Val

Phe Pro Leu Ala Pro Ser

385

390

Leu Gly Cys Leu Val Lys
405

Trp Asn

Leu Gln

Ser Ser
450

Pro Ser
465

Lys Thr

Pro Ser
Ser

Arg

Pro
530

Asp

Asn Ala

545

Val] Val

Glu Tyr

Lys Thr

Leu
610

Trp Cys
625

Glu Ser

Ser

Ser

435

Ser

Asn

His

Val

Thr

515

Glu

Lys

Ser

Lys

595

Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp
630 635

Gly Ala Leu
420

Ser Gly Leu
Leu Gly Thr

Thr Lys Val
470

Thr Cys Pro
485

Phe Leu Phe

500

Pro Glu Val

Val Lys Phe

Thr Lys Pro
550

Va] Leu Thr

565

Cys Lys Val
580

Ser Ser Ala Ser Thr Lys Gly Pro Ser Val
375 380

Ser Lys Ser-Thr Ser Gly Gly Thr Ala Ala
395 400

Val Ser

Asp Tyr Phe Pro Glu Pro Val Thr
410 415

Thr Ser Gly Val His Thr Phe Pro Ala Val
425 430

Tyr Ser Leu Ser Ser Val Val Thr Val Pro
440 445

Gln Thr Tyr Ile Cys Asn Val Asn His Lys
455 460

Asp Lys Lys Val Glu Pro Lys Ser Cys Asp
475 480

Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly
490 495

Pro Pro Lys Pro Lys Asp Thr Leu Met Ile
505 510

Thr Cys Val Val Val Asp Val Ser His Glu
520 525

A;n Trp Tyr Val Asp Gly Val Glu Val His

535

540

Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg
555 560

Val Leu His GIn Asp Trp Leu Asn Gly Lys
570 575

Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu
585 590

Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr
600 605

"Pro Pro Cys Arg Asp Glu Leu Thr Lys Asn Gln Val Ser Leu
615 620

640

Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val

143346-F %] % .doc
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645 650 655

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

Lys Ser Arg Trp Gin Gla Gly Asn Val Phe Ser Cys Ser Val Met His
675 680 685

Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro
690 695 700

Gly Lys
705

Q10> 136
Q211> 699
212> PRT
Q13> AL

<220>
223> 4 % — M — 4 ScFab-Fc @4 <VEGF-ANG-2>Hi 8 4 -F
Avastin-LC06-N-scFabSSz & 4#2

<400> 136
Asp Ile Gln Met 'ghr Gin Ser Pro Ser S(e)r Leu Ser Ala Ser Vgl Gly
1 1 1

Asp Arg Val Thr lle Thr Cys Ser Ala Ser Gln Asp Ile Ser Asn Tyr
20 25 30
Leu Asn Trp Tyr Gln 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 Thr Ile Ser Ser Leu Gln Pro
65 70 75 80
Glu Asp Phe Ala Thr Tyr Tyr Cys Gin Gln Tyr Ser Thr Val Pro Trp
85 %0 95

Thr Phe Gly Cys Gly Thr Lys Val Glu lle Lys Arg Thr Val Ala Ala
100 105 110

Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly
115 120 125

Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala
130 135 140

Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gin Ser Gly Asn Ser Glin
145 150 155 160

Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser
165 170 175

Ser 'I;hr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
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Ala.

Phe
Gly

225

Gly

Tyr

Lys

Thr

305

Ser

His

Ser

Lys

385

Tyr

Ser

Ser

Thr

Lys
465

180 185 190

Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser
195 200 205

Asn Arg Gly Gliu Cys Gly Gly Gly Gly Ser Giy Gly Gly Gly Ser
210 215 220

Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly
230 235 240
Gly Gly Ser Gly Gly Glu Val Gin Leu Val Glu Ser Gly Gly Gly
245 250 255
Val Gln Pro Gly Gly Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly
260 265 270

Thr Phe Thr Asn Tyr Gly Met Asn Trp Val Arg Gln Ala Pro Gly
275 280 285

Cys Leu Glu Trp Val Gly Trp Ile Asn Thr Tyr Thr Gly Glu Pro
290 295 300

Tyr Ala Ala Asp Phe Lys Arg Arg Phe Thr Phe Ser Leu Asp Thr
310 315 320

Lys Ser Thr Ala Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp
. 325 330 335

Ala Val Tyr Tyr Cys Ala Lys Tyr Pro His Tyr Tyr Gly Ser Ser
340 345 350

Trp Tyr Phe Asp Val Trp Gly Gln Gly Thr Leu Val Thr Val Ser
355 360 365

Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser
370 375 380

Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp
390 395 400

Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr
405 410 415

Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr
420 T 425 430

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln
435 440 445

Tyr Ile Cys Asn Val Asn His Lys Pro Ser Asn Thr Lys Val Asp
450 455 460

Lys Val Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro
470 475 480
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Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro
485 490 495

Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr
500 505 510

Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn
515 520 525
Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg
530 535 540
Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val leu Thr Val
545 550 555 560
Leu His Gln Asp Trp Leu Asn Gly Lys Giu Tyr Lys Cys Lys Val Ser
565 570 575
Asn Lys Ala Leu Pro Ala Pro lle Glu Lys Thr Ile Ser Lys Ala Lys
580 585 590
Gly Gln Pro Arg Glu Pro GIn Val Cys Thr Leu Pro Pro Ser Arg Asp
595 600 605
Glu Leu Thr Lys Asn Gln Val Ser Leu Ser Cys Ala Val Lys Gly Phe
610 6‘15 620

Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu
625 630 635 640

Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe
645 650 655
Phe Leu Val Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gin Gly
660 665 670
Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr
675 680 685

Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
690 695
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The present invention relates to bispecific antibodies against
human VEGF and against human ANG-2, methods for their
production, pharmaceutical compositions containing said

~ antibodies, and uses thereof.
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