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L. — M EMZE S+, mEEARAT 51 20K, Brid 2 k68 4 F i 454 VEGE
Ang2, iR s ERZER 4y 1A B T H RT3«

(a) ZER1FFIHISEQ 1D NO: LAZ T R 771 B

(b) —MZER T, H i T EEHER B I AR T () BT T 5], (2L 408 H
‘RIS AHF R T

2. MR BRI Z R TR IR o, o, 4 B 85 4 A% A B /7 Z ] A EHb S 2 &
bl 2 AT 5 IR R T 5 .

3. MRIEA RN ZR 2B R AL R 9, o rh, Bk 2 AL 4 2 S B Bk 1 45 3k

4 RABR BRI ER 3T IR RIZ L 755, Forb, il G 2R 8 19 45 04800 B R TGP 45 14
I8 TG B35 RN TG I e 2H R 1) 4

5. M AR Z R LFTR RAZ R 55+ 1 R LAk, Hoh, B A% R 53 7l $ A Hh i 4%
ZRIEIEGT

6. —FhTE X -k R0, T/ 5380 15 L4 b 2B =Rl & 2 Bk, ik R85 BRI E
SR5FTIA B R IL AL -

T RIEBCRE RO Tk (1) 18 £ 3048 R4, Horp, ik G i 1 32 40 /2 40 T8 40 o TR B
4 HL B 4 BB L a4 e o

8. — P BRI ZE SR L TR K 2 AL IR AL I A 22 1K

9. —Fh AP Bl A 2 BRI 7 v, L FRTE O VAR 7= TR Bl A 22 BRI 26 2F T AR K BURI 225K 6
Frid 116 £ -8k R 40 0, LA S ISR AR = ) BT i RG22 K .

10— EH BRI ZLR | TR A% B 7 F gmbB (M Rl & 22 K, BT i A 2 ki il 2, Bk 5%
4 FEAAE R

11 A 3 BRI 22 R 8 Fir il (1) fai A 22 IR AE i1l % — P FH T BEL 0 ey 271 3 4w o 78 AR 1)
AR

127 3 S BRI 22 R 8 Bl ik (1) i A 22 JIR A il & — i FH T30 1) ol L 304 H VEGF 32 44 i
AFNT e 2 AATE ML I 2590 (1) 18 FH o

13 A7 3= BRI 22 R 8 Bl 3k (1) fai - 22 IR AE il % — P FH T 0k 5 BB L3 2L 3 4 o i g
K2R .

14 BURE SR8 BT IR I il -G 22 JIKAE i) £ — Bl F - T-Y6 7 00 G R 28 VR IS T2 j i 51 S 1Y) 9
S T2 1 R

15 FRARBCRIE R 14FT IR () R H 5 3 A B Jpa i A KU MR IR 1T 28

16 . B2 SR S FIrdk 1) fil B 25 JOR £ it & — b FH T 0t P w887 T2 1) 2590 v ) 182 P

17 A 3 BRI EESR 1P iR () R R o~ 76 1l 2% FH T P W7 £ 75 223 1 g 2 3 4 o 2
K2R .

18. A7 2 & BRI 23R 1B ik (1) 3% B2 43—~ 75 il 2% F T 410 10 L 30420 o VEGE 52 A4 Jic A4 A
Tie2 ARG PERI 259 IR H o

19. A 3 & BRI EE R 1R B R 4 72 1 2% FH TR 55 87 1L 75 22 H I AL sh 4
e A K 254 B R

20 BRI ZL SR LT IR (Y 1% B8 43 7 11l 2% FH TR 7 0 B EH 28 P XL 38 T2 i 1 51 A2 1 99 RE 1
2RI R A
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AREKATFHMEER

B GuE
[0001] AW R -1 R AL AL S WU o A R AP B — AR 45 S PR AT AS AL AR K
R F e B A S5

BRREAR

[0002] A& fE4E =Fh L EN¥ VEGFAZ 44 , BRI VEGFR1 . VEGFR2FIVEGFR3 . A 25VEGFR1FH 1338
N PR AL, 45 73 B =AY B TN 3R EE A (Tg) — &5 14 I 1) e 47 45 A
P JIES 45 ) e A L P R S PR 8l 45 #4948, (Un iProKB/Swiss—Prot entryP17948) (1) .VEGFR2
FIVEGFR3E A AL A4 Rl B AE T 2 BRI 45 #1882 7= 5 VEGFR1 2980 % ¥ [A] — 1
[0003]  VEGFR1FIVEGFR2 M i 45 A VEGE - AT % T ML N 572 A0 M 1 AR K S 3B 4% RN A7 3
CEAITA ML A R AR AL A AR B ) AR i 7) S OS8R FH , 11 VEGFR 3183 45 & VEGF-CHIVEGF-D
R BCTE A TR 2 A R A I AR G IR R RAE T, (eI S o EAR R H Rk 2248 T2 i i AR
) B EE/EH (Shibuya M and Claessson—Welsh L,Exp.Cell Research 312:549-
560,2006;Alitalo K,et al.,Nature438:946-953) .

[0004]  VEGF-AXFVEGFRL [ SE AN ST EL 6 VEGER2[ SE A A7 81 K Z1104% o fEVEGERLIF 74 T g—#E
SERIE R, 1 g FEEE M3 T-VEGF-AZE A /2 b 75 19 (B12) SR, VEGFR11¥ Tg—FE 45 #4328
GYrE MR ER I H e EIRZE A (D) N9.19 (Compute pl/Mw toolfor Swiss—
Prot/TrEMBL entries,http://kr.expasy.org/tools/pi_tool.html) .[A ., VEGFR1H Ig—
FELS ) B2 A B AN Ge g AR B A T H 2 AR MERR NG T S O O & R IRI 254830 J1 5 1%
HE o

[0005]  ELA 4y BRER 1 RN R B2 A A IR [ U 1 45 ) -2 1) TR G B B (T e 2) s 2 B AE
DA AT I 4 e R R ) — b A2 AR R = IR BES (RTK) (Dumont DJ,et al.,Oncogene 8:
1293-1301,1993) o Tie2%f T ML Bk ML & A2 Fidk 1R 5% 8¢ (Yancopoulos GD,et al.,
Nature407:242-248,2000) 4PPTie2 L T #4552 ML A R -1 (Angl) ML A R -2
(Ang?2) I A Rl 2 -3 (Ang3) AL A Bl & -4 (Ang4) (Yancopoulos GD,et al.,Nature
407:242-248,2000) o REAng 1L P2 Tie2l L1 (obligate) Wud 7, H ZAng 2l P HA -
NI BTIR R AR, AR Le 4 M FI0E 1 P2 AR AE A A0 R BRAEAS [R] 2% A4 T BEL W
Tie2#% (Yancopoulos GD,et al.,Nature407:242-248,2000) .

[0006] A KTie2H 11241 S BRI K, 4 73 W = A T2 IX 380 H A Tg—RE L5 i I8 . = A
EGF—FE L5 M3 — A T~ FEEE MY = AN T T TR 4132 25 (1 28 1) B o0 465 M) 5 5 i 25 Ay s R g
P T8 2 R 0l 45 A4, (UniProtKB/Swiss—Prot entry Q02763) (&1) .

[0007]  {ETie2[ MU LS I, Tg—FELE /I 2X) T M A R 45 & R L H, (H g+
ZE I U = ANECF-FE S MR e 5 I8 A R R E 45 A Fr b 7R 1Y (B12) o 2k,
XGNP £E M BV 2 R I IR I H e I FE RS 5 (p1) 24655 (Compute pl/Mwtool
for Swiss—Prot/TrEMBL entries,http://kr.expasy.org/tools/pitool.html) . [&t, X
s g S AR B Be i ARG T S, e mT DU & B 25430 71544
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[0008]  FEVEGFAHIMLAE A R KR E A H , VEGF-ARIML A A il 3R -2 (Ang2) & X T LA R 2%
SO MU LS KA (Holash, J.et al.,Science 1999;284:1994-1998;Holash,].et
al.,Oncogene 1999;18:5356-5362) fl%% % (Saaristo,A.et al.,0Oncogene2000;19:6122—
6129) . ZAEMEE BFRMLE ((Otani,A.et al.,InvestOphthalmol.Vis.Scl,1999;40:1912-
1920) 1 PR 5 FL I JEE 95 A% Watanabe,D.et al.,Am.J.Ophthalmol.2005;139:476-481) . X,
BT &K (Fearon,U.et al.,].Rheumatol 2003;30:260-268;Paleolog,E.M.et al.,
Arthritis Res.2002;4:S81-590) 4R B (Kuroda,K.et al.,J.Invest Dermatol.2001;
116:713-720) < & PERNE P K HE McDonald,D.M.et al.,Am.J.Respi.Cri.Care Med.2001;
164:S39-S45;Roviezzo,F.et al.,]J.Pharmacol .Exp.Ther.2005;314:738-744) . ZhK i L
fififk, (Lim HS,et al.,Atherosclerosis,2005;180:113—118) LA K bk 3 A P g5 01 g
B (Scavelli,C.et al.,Leukemia 2004;18:1054-1058) MM & # (Sfiligoi,
C.et al.,Int.J.Cancer 2003;103:466-474) . Rl , 2 & B 6FF ¥ 97 VEGF-A /B Ang 2 4H
KPR R UEVEGF AN An g 21 [F] I BH By , D0 38 M R H 5 15 32 46 - 9 XUFF 5 3048
(intradiabody) UFiAE) BRRNAT-HL .

LZRAE

[0009] AR EELIRUE—PAH G, HE5 G P A R A AR 7B R 5 A de s, X AR
HEV ERBFRN G EMMEANASEA A DT H, XFENEE Z KA Pk A—
AL T T X R RS 2 IR R 2 AR K DR B I DR IR R SR 45 A AR I A KRB
B AL b , 1Rl & 22 IR BE A% [R] ) b 45 A L A B2 AR DR (VEGF) R A& A Bl 2R, B AL
Pr-ILE A B ) (DAAP) ™ o 4% IR DAAP X -T-¥6 97 VEGE A L& A= i 2 AH 5 9 B A 2 193 e
i 22 A PR 0 AR ARE B PR AL D0 59 A2 RGP O 1 48 AR s« = T RS 12 8RE \ B bk
SRR AL R MR 3 AR MR VR T A I .

[0010]  7E—/NEFE T, A KWW J— P B HIAZIR 5 ¥, %X IR 4 T b5 B W8 [ INF &5
A VEGF 2 IR AL E A il 3R 22 IR 22 Ik, B 4 il Tie 29 40 (A 43 , component) Al
VEGFRI 4> B AZ R /7 51) o 14T 1 e 2FIVEGFRES 43 7T LA AT $5 A E Hb 7 422 & g 2 TR AL 4 OB Ak
Z BARKIEE 4 ,mul timerizing component) [ #% R 7 %1 . VEGFRA] LA & VEGFR1 B VEGFR3,
AR T I A R o I HL 1% 22 SAR S 43 7T DL S 3R A 45 W8 o £E— N7 I, S 3R iR
[ £5 R 30AT A2 TG Fe 25 M3, ToGRY B8 \ B T gGIM A2 55 o 1M HL, Tie23 4 AI DAL T-VEGFR
i1 19 0 b 51 N 8

[0011] £ 5 —J5 1, FEAAAZ IR 73+, Tie29 43 AT LA ELFE g T e 200 i 71 25 F S5 Tg A
SER AL Tg— R4 M I8 2 M = ANEGF A 25 M I 2 2 1R 7 B I A% B R 7 91 o £ 53— 7 1
VEGFR1FB43 A LAFE A | HH 2w b VEGERL (1) i 4/ &85 A8 330 1) T g— A 45 A s 2 1) S 2L 1R 7 91 ) A 1
BR ¥ BIZH A s 3 FLVEGFR3HE 4 AT AJE AR - FH VEGFR3 [ i /05 #3110 Tg—RELS WA 1 L Tg—BE LS
PR 2 AT g~ S5 A3 I AL R 7 H 2H Rl o

[0012]  £E 5 —AT5 1, AR AW Je— Mo BSRAZIR 5+, AT REULT B HRITI)
MIAZ RT3 -

[0013] () FER1HZIH AR NDAAPE L AZ A BT 51 5

[0014]  (b) FER 1 FI H FIFR NDAAPH2H) % H R T 51 5
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[0015]  (c) fER 1 FU H I FR IDAAP#3I AZ A B 7 51 5

[0016] () FER1H FH FIFNDAAPRARI X T R T 71 5

[0017] () fER 1 I AR NDAAPE L AL T IR ST 51 5

[0018] () fER1HFUH AR NDAAPHL 2/ % T IR ST 51 5

[0019]  (g) fER 1 FUH I AR NDAAPHL 3FAZ T IR ST 51 5

[0020]  (h) 7ER1HFIH AR NDAAPE AR L T IR ST 51 5

[0021] (i) fER 1 FIH AR NDAAPE I AL T IR ST 51 5

[0022]  (j) fER 1 FIH AR NDAAPE 6L T IR ST 51 5

[0023] (k) ZEF 1 FH IR NDAAPHL T KT IR JE 51 5 B

[0024] (1) = MZHRTH, H i T @& HEME R I m AR T LE @) b)) @)
(&)~ (1)~ (g~ ()~ ()~ (§) B (k) MAZEERITH], HgmS i e (1R @) ~ k) ZERIT
F)) RIS I AH R R T 5 o

[0025] AR EHIEW Je—Fhaiih , A ST LIRZIR o 8T LLUR RIL k.
[0026] AR B K —FiiE R BAK RS, FH T7E6E 18 R 4nie b AE a2 ik, K&
IR IR AR o IR AT T 32 40 T DA R B 40 A TR R4 L R R A e B L sh A A
Jdo

[0027] A J IR K —Fhah A 2 Bk, L IR B LR 4 F AT — Fh gahd , B FE(H
AR T-DAAP#1-4AFIDAAPEL 1-1 T B IR T 71

[0028] AR BHIEYS Je— R4l &4 , SLARE W6 [ I i &5 A VEGE AL A 1 25 40+ AT jle— ol
5 FIRRG Z K 2 R HEDhRe B A& AR EA R T-FI FHVEGFR1BLVEGFR3HS 43 1)
HR UL A M AR 1% 2 AR TT DL AR R A

[0029]  7£ 55— ANJ5 i, AR W K— A =Rl A 2 IR T, AR ERTFA RS 2
IRIEAE T K Bl e -8k RE R 400, L B A P RS 2 Ik X FER LG 2
R DLIE R 20 WAk B3R 2 AL HEAT S0 « 2 B AL AT DU EE R i B 1 20 B ARk 5 ke 52
i, HAEHEDNE DL 1065 BRI & 2 4910065 /R & . K 2 FEAL 7T BARI I 10KEL 20K
PEG.,

[0030] £ M —ANJF I, A K I K PhBEARECN il FLah ) 1 LR B R 1 7 ik, KA
Fionr 75 E LRI FLEN 46 T A S E R A SCHTR Rl 2 K AE— ik S 77 Kb, Bk
BIRTT DR LEAL

[0031]  #E M —J7 1, A ¥ S — FBEL B AL 304 P IS AR T i, AL 75 2
FLR AL 4h T A R E R A SCROR I RG22 0K o 78 5228 77 10, if 8 AR KRR B & M T LA
H TSR B PR BB AE B R o3 FL I 5 A2 o RGE R D% 4 28 VAR S 0« S PR
PEAEAE B DK A A A4 AR IbR 2L 8 A MR 5

[0032] 45N —J7 1, AR K B ¥ S — Fhysk 5587 1L FL 30 4 o4 i AR A 7 v, SL AR
% 5 B H R AL BN T A R AR SRR I RL & 2 1K

[0033] £ N —J5 T , AR B ¥5 B — i 55 BB L LBl 404 o 1R 7 Jiee 6 75 v 5 LA sk
T B LB T A R I AR SCHEIA IR B 22 IR o 22K T mT DA A ) FE 7K ek A g 7K
i

[0034]  HE X —J5 1, AR B ES Fe— Pk 55 10 L 304 44 o8 B K T B9 v, SL A e

6
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Xt BRI P A4 T A R R A SCRIR IR & 2 Ik o K AT DU 5 O 5L A ORI o A
RIEES B R 2L sh V)i N VEGE SZARBC A AT 1 e 2FEARVE TR IK 512 A 5 1] 1% L 50
s A E A AR R & 2 K.

[0035] £ 3 — T I, A W B — ik 55 BT L0 L sh WAk A 8 Pk I8 AR 1K T v,
RS 5 LI FL s T A SR A SCRA I Bl 5 22 K B R PRI A AR SIS I AL
S B2 MR PEIC T 28 o B R MRS e A B1ES I 28 LAY At Sk ) 0 4 (B ANER T 4k
IRTVIR R A PRI AL J s A2 sl Ik SR A B AL o

Bff 15 BA

[0036]  ARYE T ST I PEAN IR DL S Bt DR mT DL BE 78 2 2 i A B, LAt A DA 28
Ik B 77 S 2 e DRI e A & B AS & BRI PRI, 9F H

[0037] K175 tH 1853 B BA T = A = X IR A RVEGFRI Zn B : Ty 3k s
(Tg) —HF &5 1) Sl 2L TS 1100 L 471 ) 0 5 B 25 ) SRV L A TR 2 PR Wl 45 ) i P8I LI 7 1 T
B EAN R B A Tie2Mn E B : H A [g—FELS M3 = ANEGPRE &5 M8, —
Tg—FELE I = AN T T T AL A7 3% £ 1) 2H R e A/ A 0 5 8 I 5 ) 8 R i Py TR S B Al 45 1)
o

[0038] K277 T H- T Ang2FTie2 2 [f) LA S VEGFAIVEGFR L 2 [8] () 45 4 1) 45 #4 P AH B AR
o Tie2l Ig-FELS M2 X T ML /E R R 4 A2 TR, I H 1g-FE 45 M3 A1 =ANEGF—#£
SERIERE R X TS R R MR eSS A L5 1, M VEGFRLAY Tg—FE 45 M3 2 T
VEGF-AZS & B .

[0039]  PE3AFI3B N tE T DAAP (#1,#2, #3F1#4) f4 &K 1) 7~ 2 K E3AR I TR A Tie2 Ml
VEGFR L[] i 471 &5 RA A3 1) V. 25 F) 3 2H 25 44 (assemblies) , 1M & 3B~ H T 3K [ T1e 2 FIVEGFR1 [
Xof N7 ) B 2  EcoR1 FTXho 1 /2 B il Pkl Y167 5 o

[0040] 47t T 2% T pCMV-dhfr MpCMV-DAAP—dhfr 8 A4 ) R G AR ) 7R =

[0041]  BE5 R T F-ToR E Tie2FIVEGER T A &N &5 #4) 35k 0 SV 25 #3225 A (I DAAP (#1, #
11,#12,#13,#14,#15,#16F1#17) M EAEK R EE , L EA 1R E Tie2 FIVEGERL K % R 2
HIR .

[0042] W67~ T TR H Tie2 AIVEGFR L) M &b &5 #3537 45 #3425 AR (1) DAAP (#11, #
12,#13,#14,#15,#16f1#17) MK R EL, LA RCEATN B 3 Tie2 MIVEGERI (1) 4 5
[0043] 7R H T A T-DAAP (#1,#2,#3,#4,#11,#12,#13,#14,#15,#16f1#17 . VEGF—trap
(VEGF—i4#) \Tie2-FcMFciE (A K8 1 B EZE 2

[0044] 8 ~HL T AF-T-DAAP 5 VEGF-AMKELISAZS &I E n & K

[0045] 9 Rt T % T-DAAP 5 Ang 2/ ELTSALS & 2 ) 7 = I

[0046]  [&[107%~ H! 7 % T-DAAP 5 VEGF-A M Ang 2/ ELTSA%E 45 I 52 [ 45 5

[0047] & 11AFILIB/RH T % T-DAAP 5 VEGF-AMIAng 28] 354 PE 45 1K) 45 4 M 5E

[0048]  [&[12A—12D7~ T ZEDAAP 5 VEGF-ARIAng 2001 A4 A 45 & 22 I i B 11 5 BN R 9
[0049] P13/~ HE T VEGF R AE i 3 S5 DAAPIH] IR 45 A i 7 = o

[0050] 147~ 1 7 TgFc . DAAP#1 \VEGF-TrapHiTie2-Fc ) K /N BARIRAS . 25 3 £ECHO

7
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AR A =, A A & A -ABRHR R SR AT Z AT AT Ak, 7RI RN AR I SR 41 T ~ 2ng i #k 2
SDS-PAGEH, Jf =% Ty 5 (Coomassie blue) Zeff,

[0051]  [&|15AF115B7~ H 7 DAAP#1 \VEGF-TrapMiTie2-Fc 5 (A) VEGF-AMI (B) Ang2[1 55 1 /7
W AIELTISA S o

[0052] 177~ T A T4 I AEDAAP#L \ VEGE-TrapBk Tie2-Fc 5 £ Fide ig 2581 (I VEGE A 1L
BRI E A AR HEESN T HidIE (in vitro pull-down assay) .

[0053] & 187~H T ASIAI DAAPH FR i 2R el 5 {H o

[0054]  [E[197~H T HEAMNEE S G s 2 .

[0055]  [&]207~ H 1 5% T-AS[F] DAAP e 41 3 5 45 A I ELTSAI 72 .

[0056] 217~ 7 6F T 58 B M B I DAAP# L L VEGF-Trap M Tie2-Fcf) M #h 5 5 45 & 1
ELISAJISE .

[0057] 227~ T FIA/NR 2R3 1 it s 2

[0058]  [E|237~H: T Fc DAAP#L . VEGF-Trap fiTie-FclfI ZAXEN 127 K .

[0059]  [&|247~ tH 1 GFP-LLCIMYg R B A () &2 il AIPBS \Fe . DAAP#1 \VEGF-Trap fiTie2-Fc
VR IT T E R EE

[0060]  [&|25AF125B7% Hi T PBS.Fe . DAAP#L . VEGF-TrapMIT1ie2-Fcbf K 45 I 24K GEP-LLC i
Jo AR A1) 20 o AR TN AE IR B LS 29 R FIAEYR T G 24 R I /N R B g — AN
(n=4) W IR AR CPIME = SB) AL

[0061] K267~ T #EF FF ¢ . VEGF-TrapBXDAAP# L I5 Y7 1K) /)N 5 B 1 1L (R AR e PERE A
[0062] 27/~ H T B R ROPAE L FIIPBS . Fe \DAAP#1 \VEGF-Trap I Tie2-FcllVa 7 /7 Z KN
S

[0063]  [K28A-28F R~ H! T PBS.Fc DAAP#1 \VEGF-TrapFITie2-FcXFROP /| s 455 78 fit) 471 k¥ i
K& R Gu ) S20E o A B CAID N H 1 48 A0 000 8 L AL H T 350 2 AR 0 25350 2 B 490 PO B ik 72 5
% EM F7nH 7 PBS Fc DAAP#1 . VEGF-TrapFIT1ie2-Fc X ROPAE AL rh 35 M4 M T AH R 25 1
O PEI R

[0064]  [E]29A-29B75 T R 1 5G 7 RS S T 1o A7 T 505 T T I J5L 475 3 1 R
MBI 28 (CTA) 1SS /N BRAR Y (1) AR sl AR T T I TH) R 7~ B Bs HE T 37 IR 548 7 I 1)
S T 20 B RN SG A8 A 1 5 AT = PRI RS T 9

[0065]  &]30A-30B7~ Y T R I S VR YT - AZn HE T R FHAE 8 25 503A 77 IO RAZIN BRI g
FTER OGO ARR MR RS 25 3 Bt T 7E R FH AR 25 70036 97 B CTA/IN bR TR BRI i
(tarsometatarsal) J&7 4 (1) BN PR RUE VT2  BUE 2P 3M{E £ SD.

[0066]  KE31A-31B~tH 7 KU PRI Y 28 VR TT o A T R ARG /8 25 77V6 97 L8R I CTAZ
SR PR AT OC T AR R MR H SV B 22 25 B BoR Y T 7E R AR 2 29 57IVR 7 1 8 RIK CTAZN R
TR ANER T o 1 8 I 2 S B 22V o o BUE 2~ 3B £ 5D,

[0067]  F 17~ T DAAP#1.DAAP#2 . DAAP#3.DAAP#4 . DAAP#11.DAAP#12 . DAAP#13 . DAAP#14
DAAP#15.DAAP#16 . DAAP#1 7 [ 1% B M2 JE 1% 177 71« B8 B4 #h , SEQ 1D NO: 13 /RDAAP#1 /R
(FIAZ BRI IE LB - SEQ 1D NO: 23K 7RDAAP# 1 B 7R [ R FE IR P 51

[0068]  SEQ ID NO:33R/~DAAP#2FE /R (1% B ¥ 1E 3L - SEQ IDNO: 452 754 T-DAAP#2 & 7~
M ZIERR T
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[0069]  SEQ ID NO:5FKIRDAAP#3E/RIIZER I IE S Bk - SEQ 1DNO: 638 7k DAAP#3 ] 78 [ &

BT

[0070]  SEQ ID NO:73R/NDAAP#4RE /R #% B ¥ 1E 3L . SEQ IDNO: 87 /RDAAP#4 K] /R 1) 2
BT

[0071]  SEQ ID NO:93K/RDAAP#11E/RIIZ IR IE X 5% . SEQ IDNO: 10K 7RDAAP#1 1 K 7R K
AT

[0072]  SEQ ID NO:11FR/RDAAP#12E /R HIAZ BRI IE SL%E - SEQ IDNO: 1258 7RDAAP#1 28] 7R
(M IR 751

[0073]  SEQ ID NO:133K/~DAAP#13E /R HIAZ BRI IE 3L %E - SEQ IDNO: 1458 7RDAAP#1 31| 7R
(M IR 751

[0074]  SEQ ID NO:15K/~DAAP#1AE /R HIAZ BRI IE SL4E - SEQ IDNO: 1658 7RDAAP#14 & 7R
(M LR 751 .

[0075] ~ SEQ ID NO: 173K /~DAAP#15E /R HIAZ BRI IE SL4E - SEQ IDNO: 1858 7RDAAP#15 & /R
(KSR 771«

[0076]  SEQ ID NO:197K/RDAAP#16E 7~ HIAZ BRI IE 3L - SEQ IDNO: 2058 7RDAAP#16 |7
(M LR 771

[0077]  SEQ ID NO:213K /~NDAAP#17EZRIAZ G K 1E S 8% . SEQ IDNO: 223K 7RDAAP#17 7R
R FL R T3

BHHXHEAER

[0078]  FEAHIIEH, “—A HERIGEHRADMZ N NTR

(00791 AR SCAT IR, “297 B R B 188 5 0 4 R 2 RS T = e ik — AN Al R vr i R AR
fan, qnfe 2 Bk IS FE R BT SO S R, 407 BCORE 2R HZ 2 IRAS IR T B 21 28 1)
B IREY o AN B C— v 3G DB ek /D — e S L R ] A AFEAE N , R D Re i M an 45 &%
PEAFAERR AT

[0080] AR SCAF I, “BXA (in combination with,ZH&)” —FhEk 2 M HARVE 7 FIRI 45
A0 HE RIS LR AR NP IR S45 2

[0081] A SO IR, “RIEER” & 15 B A R AL - R IR o XA 8 R A IR 2R
9 B AN =R

[0082] iR SCAE A, — e, AR R IR 7 AR AR AR HEL T 278 (R 87 1)
Z K AR BN ZA LR 7 5] E R — % R4+ AR IR P DU R IR LR T 7Y
A HEA R BOX S AR AT AT IR A

[0083]  EARAZAARSE R AR T H 5 22 /D — AN GUE IR Bk I I HAE 2o [F) A7 B 4b AE 3L SR A7
FEAN DA )RR o BUARAT DA AN, e 4y A — AN 2l B R e B AR B e AT
PLag 24N, Hod AN B 2 AN 2 BRI AH R 4 R A AR

[0084] 7 1] Py 1) e B R BARC AT LA IGE ) 2% 8 2 i P P SIS 1) LA 1l o 91, A P Gt
KM FEERAFENER L E R AR AR AR AN A R AR EER .
IR R SR S L PR G H 2R 22 2R 75 2 IR - Db 2R L T 2 R R A& M e R 5 S B e » e
TEHA AT (B Tk) 2 B PR A G IR i U IR A A R - i L ey (R ME) R R BB R A =R
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AT IR o AHEAE AR BHYE R Y ) 2 BAT TR 2R 0 HH A R B AL AR A 23 R 1 B 1 B B
BT S AE T P PR B a2 s, s B AL B A BUK DI E BEE E
Ao B H Al A M AR S AT AR

[0085] i NAZAA S 45 H AR B AR R AR 2 EL 1R 7 71 TR s 8 A B — D2l B R A R N — B
ENEER RN BRI EE T Z A AR R AR B A .

[0086] e AR e 45 HAE RN BRI VI bR 25— B2 DN IR T, B AR AR AE
%5 IR E X Bk — DB A2 R -

[0087]  fmASCAT I, “FhE A" 248 T4 n—EAR AR R 8 B A, T — AN B ik
G R AWM AR A 51 R VW B

[0088] 7% BH FA I A4 () DIAde A= 40 2 vt P L 58 10 ) L 78 30 5 2 1T 8 7 o 47 ) L A8 00 335 PR )
B IR 1697 155 27993 18 AR o8 TR R 9 P ) J 0 22 7K i A IR ZK AR A7 FH o A R B I TS AR 1)
PLade A2 PR R SRR N B A0 i s B Ve (04 By LR M 1) (R R 77 - 447 P B2 20 i e 4
PRI B8 T70 TR YT IR S e AL i 0 H e B V697 JBC A L E AR A H

[0089] & & T, | AT AS IAR L QSO PR IR A7 2R R AR 28 AR 2 BAL 22 R TEARZE bR
TCDAAPERA & I LA E T AR — 2 AR 45 A A ELAE R RE i B J8 T R IR & 41l e
ARG,

[0090]  fpAC SO T, “F8AA” gl & i T P i IR ) & AR 1 () 4 B ity FL3h ) 0
B9 25 FHEA VRO 7] BB 8 7)o 5 28 FH 3044 72 & 7K pHZE B R - 25 A 1) S 4914 55
HANIR T 22 Myl an B 158 1 A7 R SR A H A AT BIL IR s A R S HIR LR 5 (IR & (IR
T2I10M 5 ES) 2 0K S E BT IiE A & E B IR BRI 3R EE 1 s S5k R SR B R & ) 5k
MEL - A5 B 5 2 22 PR 2 2 R 7 Sl i R A B i S 2 PR B 28 I 5 SR B A LA B 2
055 0 H B BRI s 255 R ANEDTA o B8 B a0 H e B B Ll B4 s 36 02 Rl 28—+ 204 s
Fil/BAR B 7R EE PRI TWEEN® JE 2 8 (PEG) il PLURONICS®.

[0091]  GASCAE FHIK , 25 T A% 8 e ) B L IR e Z I bR ST, “JeAs Bel . LA 2
Fa o0 TS T R A R b (1) A B I v DR BT b 75 1 7 971

[0092]  AnASCAE I, “A 208" & B LA SEILA 73 BUH BRIl PREUAE LSS RN & A &R
PAZG T —IREC IR T AR K B B BT 5 J0HF S P A S 2 2 DAL AR VA2
SE G IR B IR IR A B R ) = .

[0093]  dpASCAE I, “F B B Th R TEAT A 2 48 A B IR R AR FC AR BUSZ AR 1) AR )2
T R E IR T A AR A B, DL S S AR R I i S A AL AT AR R s R R S A2 A
PRAFRRTEY) A HEE A B R A A R B = AT A

[0094]  fuASCAE A, “fE 40" A0 FE AT DL B O 4 A R I IR B0AA 1) 52 44 1) 21 48
MU BCAH BB 720 - 1 3 4 A KR A 1 40 MR S AR, I B T B 2R B4 B SR AR A/
BT, ZERA - E S5 RGERAREZETEMARN (RS EE/E SDNAA
(DNAcomplement) F) o

[0095]  QIASCAE AT, “BOAR” A2 ¥5 LA BRBR AN HURS S P &5 A 220 0 2 BRI 3 R4 AT 43
F B AW AR — BN SO A, B AR AT DU SRR BUAE o A8 Al B e, “Rid
&7 T2 4R RR 8 LA s M1 455 B 51— I, WAEFCAR 5 (trap) o

[0096]  tnA AT I, - TY6 9T B B Tl AL sh4” A2 $8 V33 A FLal i AT shi , &

10
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FENFFFRAR N UL L 50 BB, a0 A S R R AR
yrime ML EARTILY Py N

[0097] iR SCAE A, “24 A s i A/ SR 6 R0 BB AT RT R BT A 9 70) S S BN B I 2 9
1A A E B T SR B AR SRR IR S5 O T 2SS PR AT R B SR R E AR
QIR B o B ARATAT A% G A BB S 36 R A A G O, A ER T A &)
()48 38075 FEAE P o Sl B3 TR A 20t P DA R N B S ] A

[0098] V= i TiE 41 A W TEC il BRI = B A T 2 (B A7 ) L) 6T 45 24 1) 7 (AN &= 1 — 3K
PEAZ R A R o A SCAE I, 5= B A AOR fail & F TR 7 I L 41
BRSPS B A7 A SRR S TR TIUE £ 05 A L DL A 5 TR 24 283
P AE IR 1) BAER YT R 0 A% i B 771 & B A7 TR QI i B 5 TR B A T () Y PEAL LT
MR P AN LS IIL I 4 5 9T AR LA A (b) AE T il IR AR B VS MR FH T30 97 b B A (g B 2
TR A 99 o e ()3 A 0 G B o v T T I AT R AR B 1 JRIBR P

[0099] Ay T (8 AN 8045 24, £ BRIV B oA e 5 A0 25 B B TRE 1 R = A7 T
o B ) BT AT A4, 5 720 . 5ug 2 £12000mg Vi [ 4 18 19 32 0% PR &4 - LAEL 41
TR TG AL B8 LAZI0 . Sug/ml BRI EAFAE AL & 4 BIE PR A S P4 i
N IR 27 BT IR Bl o 45 29 1 R & AT ORI E

[0100]  dnnASCAE A, “RE” B AR L A2 8 e B T 7 X, FF HAFE MAME AR 41
M JR LR 2 BT LA SR A Ang 145 6 DR 1 L Ath >R 3R 15 AT AT AR P AE o, B T
LS 1 U 5 A SR L QR HE T, AR R SRR AR, TR VR R R YR L SRR T
VB BEIRES o T MR L Bh W3R A9 4H S35 K AR VR I T VEAE AR AT BRI o

[0101]  JARSCAE FHI, KR &G HESH Y, L FLah4, AN K.

[0102]  fpA SO Y, “TRIAS BRI b 45 A& FRDAAPER [ [RI I -5 R AhEs B %2 Bl 58 2
A QUERXEEA R SR NS

[0103]  fiASCAE ARG, “VRYT” e — P T 3R19A tf BUR BB IR IR 45 SR 1) 77 2o 0 T A K B
(¥ B /T 5 A O R I 1 PR 45 R R RS PR THRER D8 L e R T B i e e (R
BeA AR IRAS S i3 e I IR BR S i IRAS R I AR B A DA S iR GRS 43 B A3D)
TE V8 A AT A IR 1) SR TS IR . “YRIT AT R AR ML T3 2523097 M B A7
MR T A7« “VRIT” A8 a7 YRV TT AT BB L1t 48 i o 75 2R TT I G IR L 42
SR ZIRIE LSBT T B B ML T3 AR S T, “R A m s FR R IR A
(R 2 AN/ BICAS A R 1) W R 2 B A Dk 8 R/ B3 e P B i) SR 4 o 12 B s £

[0104]  uASCAE I, “BUE” | SR IRBUE™  MTEAR” A1 “ 2% TR B AR 724 30
A B AT AR PR 1) 22 4% 8 BR 344 T LA R 22 PR 20 A — P, B G (AN PR -T-RNALDNA
o 2 A 00 B SR g EE AL A H I RNA L Fb 266 78 i s 25 B0 A R DNA VB ) — i BE BUmR B AR TR 3
(a2 Z e 8, MR EEES M, R e H (¥IDNA

[01058] % PRI KA

[0106] I A8 R AR 4 5 SN AT S A7 75 10 ML AE7 T2 1l P 9 T8 5 L A R R 2 i ) B 222
TR o A MR (Tt R DG 5 28 HE DG 17998 AR 5 9 W JR 990 ML IR 9 2% sl Jk B R A 1)
HH (8 LA R A B A AT AT T 98 P 240 AR N 99 R X3k o X 6 5 7K A7 I A8 A A 2R ) 9 i
BN AR R ML R AR R 2 P R AR I T, B RE A K 4TI R e R R

11
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I 25 K507 ARG B 52 44 G L R FE LR 7524k, DA 5 R ML R A A R T
298 PR LA A7 A — PP T W 2, Fo A S R AR Y EC T I (Lainer—Carrand Brahn
Nature Clinical Practice Rheumatology 3,434-442,2007) .

[0107] R PEIME A AR NG G AT REARYE LA Ty KA (D) AR (3 5 %%k
L, S PR PR JORE , ST A PR B TR 40 i 1 5 R PR AN 1) 51 ] A [ W 41 A Fn
ity 5 0 20 IS, AT T A AT 8 e 8 SRR T 5 (2) 3% A (5500 4T i Sk 9058 IR 38 P 2 4 L A T
PR AR AT R s () SRBVEAL A B IRR B 43— R ]I DR 5 A Al
BAEF R E R0, B3GR SR ) & s (4) 2R B (AL 1vE 1k B 4 i o ok
SORE AT MR 1 2 ] VA M DR 2 3 P B A L ) o A A R B8 DA s 1L A o I A
SRR LS R AR A B TF IR B IR A E” L, PR (D AE S B e 5 4E 2
Ja A R EEN o

[0108] A= PR+ FH 4t i [Kl -+

[0109] W] DA il & HAEE 4 [R] i 45 A () AT AR A R A4 B DR, B v e o ke B A AR
1 R B BS DR o AR R W 36 25 14 A K TR 4 i DX 7 B FEAEASBIR - F-VEGF-A L EGF-B . VEGF—C-
VEGF-D.P1GF.PDGF .\ Ifil & A il -1 M8 AR il 3 -2 IVE AR Rl 28 -3 IS AR il 3 -4 HGF L EGF
FGF.TNF-a, /& -1B. A/ % -6 /1 % -2, TGF-B . RANKLE: .

[0110] T 454 24 KR -0 k& 2 IKMEEy)

[0111]  FESZHtE A K B v, AT DAfSE F il 24 Rl & 22 IR — P v2s, 18 A DA FH T2 93 Ak 2 o1
RG22 IR B BRAE o T 002 o3 33 Jig EL A AHABA RSN 1 79 b s B 22 i AR K DR R AN [R] 32 A 1)
LEA IR, AT DL AE — DA RN BRI A EAE AN KR ROE A B B R 22 ik (s
A AT LU AT R 456 06 M AT i e 3F BAE S & A KN F AR e sd s
Rk R o A A T N 4 i RT3 PR EAT A 491 G, VEGF-ARITNF—a s VEGF-ARIT /1 F= -
18; VEGF-AFIVEGF~C; VEGF-CHIIMIL & A 1% 2 s VEGF~CHFITNF—a s TNF—a FIIL 3 A il 2 5 BA %
VEGF-CHIHGF o A] PAJE AT AT AE K IR AT 2 2H A AR 4 A 2 B DA F o X B8 0 45 7] DA S
T ZIREZ IR G 2 =ABCE 2 MR, AR T4 ST 51 H 0 REL T -

[0112] IR A

[0113]  SRRAL T — PR IL A, HAL & A SCRT R ) AR R B AZ IR 4+ HoP iz 1R
Ay F AR E NG B RIS RG] T 5 iRt T — M T AR A 2 K 1E -k R, H
5 AR ) AR BAR , 1 Z RIS AR O A 5N B A iR A 2 IR A8 R4l &5
1) 7 = 40 ] DA 20 T 40 B K B AT T I B 40 i A SR /R B (Pichia pastoris) 2 H
Y Hun BL 2 (Spodoptera frugiperda) BF FLENA4H B W1COSEL CHOAH Hd o

[0114] AR BRI T AR 72 Ak BRI Rl 22 IR 7323, A8 fo v AR P Rl & 2 IR 2%
PR AR SO A B 1 -8k RGN 4R, LA TR A2 7= B Rl 22 1K o AT SEEAC &
IR R Rl 22 IKAT DU 72 SR AZ B AZ 3R IE R Hh I SRR AT i & o

[0115] 41 JL PR A] DA 1A I H 22 IR FHAT 3 22 P72 0 AT 24k o B DR AT DA s N
T R IB AR B A AR TpZEro

[0116]  Flif 22 K AT DLIE G fo VR R o T8 B — Ps e 1 AR 4 20 1 2 1 AT AT B AR 34T 40
Ao B EAS PR T, 3X 28 PR 1] DL A AH B AR ml v Pk B A B ik dds (A b mT DL B M
ACER R £R) RIS FFE T N T 3 — b Al i S8R -, W] A FAT 5 22 Pl alitb 5 v, 4 HAS

12
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PR TAR G B A e (i L o ATl L ASTRIRE (23 L i K PR A LA O | S Al (08 B
[0117]  BAE APl I, Bl & 2 IR DIRE RSO 1, Lrh 7R % 7 P N R R IR i Ak
IR HUAR, R PUTBREBUR S5 28 - B 0 % P BN ) — A B A B PR ik 2 ] LA S8
IR T3 — =R (HL 78 B Dh e S ) BT, 30— T ERER <5 A2 AL 0 T 7 71
P R IR I BACRT LA i 2 B T e A S 0 At Bl 53 o 481 an, AARRRME (K 1) ik 2
(RN AN N AN TN N AN o AN N o I -G S L NS e
MRAFEH IR L2 AR 7 AR I AR R ZUER R A B e M Bt e s 1 A A (BUME) &
FEPR AU HE NG 2R R R A R o S ar (PR TR R R AL R A RN 2T - L4
FEAR VTR A B A2 e AT 3 TR A [R) B R ALL AR A 23 M ) B 1 B BT AR A B A
PR AR b Bl JE # 22E e ,  dE R A L S 8 BUK AR B R = Ak 4 B AR
A FCAR S AT A o

[0118]  FIAA K B Rl 2 Ik A 40 Mol 1k 49 el e e 5 L FLBRE SRR g A% 2
LA ik il & 2 k.

[0119]  J34h, KK IIZE & T FRic e IR AR SRR Bl & 22 IR A 3%

[0120] R HAG %% ¢ /B BEA= 615 5 A EE B 9 e 21 AT DA AR ST RN B2 2 R0 Y
FH T DNA - B A N B AA rp (AT AR 7 V2% KAL) 2 4 L A i I ) Rl 22 IR SR A 3044 - X 8
IR LA AR S B A DNARI & B AR DA S AR N ] (A% B2 o m b A K IR 5 22 Ik
W% IR 7 HI I 21k m] LU 58 AR 7 LA Y845 , AT iRt & 2 K75 0] F H ZHDNA 9+ 5%
MO i 32 F3E A9 2, AR ST R RS 22 IR R R 3K T DA I AR s L RN AR AR S 311/ 3
S oA I R 45 i o AT AR SRA% il Rk 22 IR AR AR B R B0 B R E AR T W /ESquinto s
(1991,Cell 65:1-20) PHEARK K KigEE F ] ; SVA0 581 53 FIX 1 (Bernoist and
Chambon, 1981 ,Nature 290:304-310) ; CMV 53+ ,M-MuLV 5 KigEE 5], 85 7ERousAl
BREEN S KA E R H ) JE 3T (Yamamoto,et al.,1980,Cel122:787-797) , fa%&
FRE e J5 31 (Wagner et al.,1981,Proc.Natl.Acad.Sci.U.S.A.78:144-1445) , & )&
T A R 45 751 Brinster et al.,1982,Nature 296:39-42) ; JEA% & IAH AL -
N Bt RS B3+ (Villa—Kamaroff,et al.,1978,Proc.Natl.Acad.Sci.U.S.A. 75:3727—
3731) , 8 tac )33 (DeBoer,et al.,1983,Proc.Natl.Acad.Sci.U.S.A.80:21-25) ,iL%
L “Useful proteins from recombinantbacteria”in Scientific American,1980,242:
T4-94 ;K A T BR TR AR LT 1) S5 37 oo nGal 4535, ADH (BE I &8 5 3+, PGK
(BRI Ja 20+, B PR BERRIG 5 305, LA S LA T B sk il X 4, AR B 20 9L
SR H O AR B DR By v ) F < 50 2 1 1 T DR o X g, FLAE R AR A B b 2 A Vs
H (Swift et al.,1984,Cell 38:639-646;0rnitz et al.,1986,Cold Spring Harbor
Symp.Quant.Biol.50:399-409;MacDonald, 1987 ,Hepatology 7:425-515) ; fif i 2 L M %
il X3, TLAE F IR B i Hh 2 35 PRI (Hanahan, 1985, Nature 315:1 15-122) , G Bk & 1 5
DR 42 61 X 3, FCAE 0 L 40 i 2 6 R 1) (Grossched] et al.,1984,Cell 38:647-658;
Adames et al.,1985,Nature 318:533-538;Alexander et al.,1987,Mol.Cell.Biol.7:
1436-1444) , /1N B 7L R J00 o B 44 1] DX 30, AR 820 FL 55 V0K 28 400 B M IS DK 2 i v A2 v PR
(Leder et al.,1986,Cell 45:485-495) , [ & [ 5k A 4% il IX 35k , HL A8 i v A2 9 TR 119

13
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(Pinkert et al.,1987,Genesand Devel.1:268-276) ,a— i85 19 B bl 4% il X g, oA
FIE M) Krumlauf et al.,1985,Mol.Cell.Biol.5:1639-1648;Hammer et al.,1987,
Science 235:53-58) ;al—Ju R [ B DA 45 il X 380, HAE 3G TR Kelsey et al.,
1987,Genes and Devel.1:161-171) ,B—3KEE [ J& R 45 il DX 5, o AE 8 R4 M 2 3 PR
(Mogram et al.,1985,Nature 315:338-340;Kollias et al.,1986,Cell 46:89-94) ;&
T R R A i X, A K R P 2 SR s 4t i P 2 W PR (Readhead et al., 1987,
Cell 48:703-712) ; ULBREE A 52 HE-2 DA Fa il [X 4, Ho AP A L 2 35 1) (Shani, 1985,
Nature 314:283-286) , A A M MR 80 22 BE TR0 2 0k (R 4 i DX, L AE T e i vp =2 36 R 1)
(Mason et al.,1986,Science 234:1372-1378) .

[0121] Rk, AR PR AR B, A5 b 0 AR ST i (B il 22 IR ) A B2 1) BB % £ 4 B B R A%
15 bk B I R B, O HLT R D EDAAP , TSk B e rs 1, B IR S RE R RZ R 1Y
RISV =Rl G 2 K, FOR G AT DAL AR 283 PR TR 2RI WS A SOfd FH I, AR i PR 20
FEEE 4 & 2 A IS 2 M I 51 AD 30 Th BB RN/ BRURZ I 3R 08 1% 52 A 1 A1 R B i T X o IR BE 1)
A PR TR S5 S BEL ST VEGER 1 VEGER2 \ VEGFR3FI T 1 e 252 44 (1) B B A A R B0 25 4171 i 4
JHIDNAF) A il o

[0122] & HZBREANRE AT LLESEAR T 20 =R EE AL EE : ()
DNA-DNAZEAZ 5 (b) 328547 “Fnic” 2E R ZhRE s BA 2 (o) NP AN RIS AL —Fho7 209, dE A
FIB B P A0SR A% B (1 A7 A5 7] DAF IR EE (B8 B iR\ B R 7 2 [FLIR (49 77 310) Ji ok
DNA-DNAZ&AZ HEAT R 0 o A5 55 Ry 20, EARAE /16 3 R T UL T2 5 F Bk %
MR 3R N AR AZER e 51 P 51 RS 16 e e “hric” JE DK Thae (9] f i e is 14, o HAE 2= 0 4
PR, AL R AL, 7EFPIR I 55 AR TR i 5) 1T EAT 48 5 RN £ 30, SR e £ URZ IR /7 1) 3
PNE E= 4N Y et S a7 IS SREZ RPN Y/ I AR NNV S b & SREZZ 11 e 37 BV )= 4 1 B
1T %58 AEEE = Fhr =0, B 20 RIS B AA T DU Rk I 52 2% 0 2 R R I8 1 Ak SR A R
VT T 65 5 o S AR () U 5 AT DA 2 T 0] SO R R A B 7 T R ) BR B D B AR 12, 491, T TS
W 5 52 AR B R 4y (2 AR BRI 43 ] DA S ml A ISR B LR bR i) S5 S B B &
BB S A P AR I PR B LR 4

[0123] A% B4 22 K, J0H 2 D DAAPT] DA ZE 15 3 20 i rp B ) 2H g 12k B 7Kk A Hh 36
Ko

[0124] AR A — DAL T KA & 2 IKVE 8 A TR 97 A W SR IAVEGFRL .
VEGFR2,VEGFR3BX Tie2 52 AR I 4H M AL 2B 25 B I RE I A3 BRI T 77 o X A 1) 43+ 7T LA
T8 97 NRBEMARIG Ik, 8 T Wik .

[0125] % T3 7 3 L By H At 22 98 SO E A F I AT 2800 & AT AR P AR S B RN SR 2 0
KIS (S W IFingl et al.,ThePharmacological Basis of Therapeutics,
Goodman and Gilman,eds.Macmillan Publishing Co,New York,pp.1-46 (1975)) . % T4R
P AR I AE I 25 A ) A 4E T Pk i 7% e 2 R B ) o (B bk R VAR K
DRl 55 75 25 FH VAR ] A4 B30 ] A 80 A vh T il 6 22 IR R/ BC7E AR N 45 24 2 Wi 9 N B R i
A AR T H5 R A SR o 491 2, % 25 RS W T DAL B 75 B K I TR B 7K ER K IR
2 PP SR R VA TP R B A 2 kL R R et S5 PR AR AT DA AR A (S ) B [
M (BB AS) 157 LT DAL 75 BEIX R IR YT 1 BB AR ) P 45 291845 m] DA AR A0,

14
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ORI AR 25 291 20, AR HA R TR A VBN T VB N EANE A Bh ik
LB D AREGE T R E

[0126] 2524 A] LA BUAS A W BV P 0 AE 4 A By AR B0 =) 38 X el 0 A o 451 4, £E 38 B ph e 2%
24 P 320 v [X A — B R 0TS 5 24 R0 K N BB N 45 e IR I o AE— B AL T, S A TE T
TR AEL NP AT LA BT AR X ek rh 0 A2 X B 30 o 5 T RN ) B FEAELAS IR T
248 A I V5T 55 R EORL R AN

[0127] AR BRI S A SRR G 2 IR 2 A GV 2 GV LA RS = i 45
2y o AT LA FH AU O R0 B AR AT S i i 25 29 B, B R E AN IR T-HE KN VBN BTk L &
PR B2 BB BROE R ERVE S BT AR L SRR o

[0128]  JE[RYTIL

[0129]  fE— AN Lty Arp , I B PR PV 45 T8 g ik 5 Ang 1 2 IR I 72 F I A% TR
PAB (b8 & IF H TR T M8 KA DTS R il It 45 70 R— MR IA B R R ik
YA I 1T S e () 7V o FE AR A B R SE e 7 20 R A BAT A B A iRy T ROR I B A
[0130] R4 A< & BH AT AR AR S50 m] SR A 00 FH T 28 DR VR B AR ART 5 2% o s B 1R D ik ik
LI

[0131]  XF TR I ER T EERI LA , 2 WGoldspiel et al.,ClinicalPharmacy 12:
488-505(1993) ,Wu and Wu,Biotherapy 3:87-95(1991) .Tolstoshev,
Ann.Rev.Pharmacol.Toxicol.32:573-596 (1993) Mulligan,Science 260:926-932
(1993) LA feMorgan and Anderson,Ann.Rev.Biochem.62:191-217 (1993) ;May, TIBTECH
11(5) :155-215 (1993) o A LLAE HI A A U0 B C %0 Y 3 4L DNAFL AR U7 V5 F A A2
Ausubel et al. (eds.) ,Current Protocols in MolecularBiology,John Wiley&Sons,NY

(1993) ;and Kriegler,Gene Transferand Expression,A Laboratory Manual,Stockton
Press,NY (1990) 1,

[0132]  — ALY 7 I, B B e 0 AT BA dh ik & —Ang L BLTie2 2 ik , o iZ R 7 31 & 7E
A iETE £ RIS ZZ R R B BRI 4 JCHIE X LR 7 ) B A n] e i 42 22
% IR X S5 JE B, BTk 8 3l 7 53 (0 B MR IS, I L AT e s 2H 235 S M
T8 5 — e B SE a7 2, A AR IR 731, o b 22 iR 2 A 7 27 AN AR G Atk 305 28 e 27 £ 1 1 5
iR i3 7 D] 2B e %) S0 R A 1 [ 5 4 AL P DX R S BR b 3 T 2 A A R P B A4 11 e £
&N #1L Koller and Smithies,Proc.Natl.Acad.Sci.USA 86:8932-8935 (1989) ;
Zijlstra et al.,Nature 342:435-438 (1989)) .

[0133]  IXLLAZ R 1K B SR N AT DU B, AE X PG OGRS BB T X 5%
PR B AT T AR TR I AR, B A (R, ZEIX MR 00T, 40 o 2 P AR IR AR A Ak, SR e h
N IX PRI TT 273 AR AR N DR 7 VB AR B R 7V

[0134]  FE—ANpFsE SEHt 7 SN, LR T P EL AR N 245 7, FE I IZAZ IR P 51 A2 17 7™ A 2
B ) 77 o 3X AT DA T Ao A A4 L R 22 b 7 v v B AR — B 5 i Al e R e AT e
IR IR BARI — B 7 BEAT M IF 245 T e AT, DU & A I7E 40 M P, 499 2 e s o0 FH s ok B0 55
M B sx e F A s B B, B I BB S R DNA L BB AT I 5T B0 i 6 1 B2 A4 B
BRI IR 2 5 8 B v 0 A L IORE BRI B B0 T B A B & AN B AL
RTZ5 5, I Ho s 4 2 48 52 A A 3 0 I &1 I AR i 36 4T 25 7 (3 W anWu: and
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Wu,J.Biol.Chem.262:4429-4432 (1987)) (H: A LA FISRAE [a] 45 7 MR R34 1% 52 A4 O 4 ff 714
B A S SEHE T A, T RATE UK R - BOAR S S AR, o AR B, 5 B DR 5 9 5 IR DA
I AR AT A IR AT LA T s T AR B i o 7 3 — S 7 Qb AR AT LA B ) 7 58 52
AT 5 A4 P A 8L ) T 0 A S P R ORI 5 o P et A R R DA 5N B 40 e N O i
R EAES R EMMBWDODNAFT H TRE (Koller and Smithies,
Proc.Natl.Acad.Sci.USA86:8932-8935(1989) ;Zijlstra et al.,Nature 342:435-438
(1989))

[0135]  FE—AMrE SLE Jy 2UHh 8 & g i B ik 22 IR A K% 2 e B 0 98 73 3044 1 F T
FDR TR ) S 2 IR B LR e 31 SR N — DB AU X A T 2 DR 3k ) R 0
B SR TR A L IO B AR R AH D08 B T DA ) 908 7 A0 A4 1) SE A1) o 300 B S o e AR A4
AN R R DR 2 E A B R B 1 3 A0 DNAH T 75 (R 593

[0136]  JiRyps Eeoxf T4 Jk Rk ik =P b B s i B AT IR G| FTRIBEN 0, B EATT E SR
YR |- I 51 o B PR T IR % R G000 HL A B AR PR R Y
Bz AR LA « g 55 B BE S I e A 0 2L BRI 50 5 4b , BRAH DR B (AAV) tRE 4
T 272,

(01371 JEPRITIVER F3— My b Sl e 19 el 28 FL i oA e G VBRI 15 /0 5 0 B YL B
TR I YL ) VR R R DR B A% B AR5 R 4R b IR B R I U A B R R IR B AR D)
R B L AN o SR R S A MU B AT 1 TR DA 2 B I AR BT HAR IR e R AL I Y
I o X O A0 SR i 4R K 2 R

[0138]  FEiZ KNt 77 AN, FEAAR N 45 P49 3 A S 2040 i BT B AR IR BN BN A b o IX A
() 51N AT AT A AR 80 L 0 R A AT 2% St » /B, HE AR AR T4 G L v 7 L B0 i S R 2
AR FUI 9 B BN DA AR 28044 1R L 4 R 5 L e (o Ad A 3 ) B DRI R A2 Al A 3 1)
BB | BB RS S5 O T Aok 2L DR 5\ B 40 i rh 7R AR U A0 A KR E ORI BT R
IR RE A AT FH 5 A 8 AN 2 B ER 52 A4 40 o ) o0 B A K M AR 8 D B o i 10 R B i 10 2 40 i 12
BEZ IR AR08 e 7 , DLINZAZ RIS A2 4 2 7T 238 1) I B 126 1 e ik JHG 44 L s AR ] 4%
AR HTA] AL

[0139]  Frpra A 51N F -T2k DRI 732k B9 A2 1 ) 40 J vk o AT S0 58 A R R T ) A 2R Y, O
HARFEARAPRE T b S A0 L P 52 4 A 2 0 RS 44 240 i UL PR 4 L 4 L 5 I 24
BT 90 E2 200 B9k 2 2 B PP L MR L e PR 4 L L W TR PP AL A L . A A R
I, 5 % b 20 M ECREL 200, A5 B A B T IO A R L AR A IS s A 40
BCAH A o

[0140]  7E— ML sL ity 20, F T B DRY TV i 40 5 s 3 0 B AR TR I

[0141] 75 H A Al FH TR DR TR i — A sE ey Kb, 9t 22 IR AZ IR 3 51 51 N 31 4
J e, DA E AT I X e 0 M B e AT 5 A2 AR, JF HAX S s 2 A SR fE AR N 45 7
TR IT ROR AE— AR Skt 7 20 A3 A48 M BOAE 2 i o AT AR &b 93 B8 R CRAT () AR AT
T2 i 11/ S AEL £ S T A A A A T s e A

[0142]  FE—/MRrsE SE 7 2N, o I F T 2R N7 BB I R R A0 2 ] 45 b e 42 48 2
B X I AT 5 5 8 8, DU AZ IR 1 RIS i 12 1l e A7 AE A & 1 e s 15 5 e m) 4%
I o
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[0143]  YRITH AW

[0144]  FE— st 77 =0, AR B B DA LS IR BB /D 1L T RO R AE 1 25 Rl 1
TRIT ALK PR T K, AR BRI A A s 3R O Ti 2L 54, AT A4S T B A B
TERAEZFRIALERE

[0145] V& 97 A& W B TG i 76 A I8 2 O AR 3F B el BLJ7 [ H 22 FRemington”’s
Pharmaceutical Sciences,17th ed.,Mack PublishingCo.,Easton,Pa.,USA. a1, a] A
257 20 05ng 22 2920mg/ kgt T /K o 7| &7 S ] LA R 4 LR Ak S A v 7 008 - 49l , mT DA
BER 25 FF 25 2080 R & AT LR IR IR 7 15 TR 1) 55 SRR BE AR 7 i #22 e 451 a2 o V5 AL 5
ATLAA 8 7 204 7, a0 DU A G2 KV PR VLA B2 TR VB 1 A B 7
PEAT, BORE N (9 A 2R -, 3 3 I S P g 40, B e A7 ) 4 i 497 s o Bl Ak HLIE 9%
VR L 22 52 AR ) S A% A M SRR SR A ) o Bk T 25 2488 4%, IR PT e 75 2078 — Rk B LU R
P A2 T MTRT B A5 Pk fe 73 2R 3t ) HA R SR 2% A1 A

[0146] 4 4n, IR AR S i MR ASE e AT JAE § Wi v e BB A% U0 S IR SR BT IR DA S AE 18 i R
IR R 1 Tl A 2 W B Ahan 2 45 7 K, e AT — FidtBHR B BLE — Fid Bl —
25°F, AR L HL 2R o o, IR AT AAEAA SRR 457 5 BT R — S 45 29 BUAE G PR R 45 7 o
AT JE A T A 1) 2 5y = 2 R L 3 A ) 0 5 A M Y R R A TE N e R R
A7 TR o TF-$11 ) 79060, 68 gk £k 1 IGEE AV A1 7, — e AT R U R (DEP) AR I 2R (trasylol) o fig fd
A9 45 KA v A 7K CGF LM A B A% i g Joa A

[0147]  JEMEALA W] DA B AN EE I 45 24 - 0 RO m] DLAE H BRI
TR A A LA Kt i 2% o 838 05 il A7 AT G 25 020 T 5 3 e s 5] £, 25 KRBT I A= M A
KRBT B 7

[0148] & AV S FH R A 25 W0 0 aC A A% To T 5 7K TR CGHe s KA PR KD 3020 0B A
FH T e s 1] 8 70 T P SRV VR B 0 BB TS R K o AE P A IGO0 T, ik JE 2C b e To 18
(1) FF H AL AT AEIE B 2 T3 SRR FE R AR o "B AE i3 AU A7 25 A1 T e e A E I I HL b2
By LE AR 42 4 T R TR A5 B o A R DL VA B B 9 K L B 221 (el Hh 7
TRERNEAR IR 2 RS B U i AT A IR A A R A o A& R iR B M T DA
ol e 3k A5 R J2 o SR B IR L 76 3 BOBURM) FH R 1 V7% 1 70 A7 400 T 85 OR A T 75 IR RL A 17
TREF o AR VAR B LE AT DASEE I 5% oS0 40 B 700 R0 0 1 790 7 A, 8] = 0BT B S 2
TR MR BRI 7K (theomersal) 5 AEVF 2 A OL T » L 45 S 120, ) A i B LA B o ]
TESH A A DI SE IR S AT DA o 7 40 4 v A P S A W A 451 B B4 I PR e AN i 7 A
(01491 JETA ATV S VRE L AE 1G4 R o OF AP i B TS PEAL S SR R 2 Bk
B AR 53, AT I I T T Ak R T o1 o G, 40 BIOROE R A5 Bl OGP RN RIS
TR B i A 2 A R B BN B R B 28 1 B R A R g o AE T
il & J0 Tl AT AR To TR ARG O0 T PRIz (9 il 26 72 e B TRV PR TR AR
L AR MR A Ik B H 2 Al T I DR VAR A ART 3 0 55 S R 3 R R A

[0150] )ik dn BT A B & TG AR, W MRS AT DL DRSS T, a0 5 4 T A R R B S
ARSI AT fr FH B — D , B e AT DAL B AR B A 5 B I e v, B B AT DA R 4
i, B e A B BB N B I T D UIRIG T A 24 T AL BT L SR IE 5
A FFPARTIEA A 0 S RS B | R L ARV B L o e AR T AT XA A
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EANGIRL 5T 201 % RS TR S W 208, A G VAT IR 5 2 Bl AL I H
] DA R A BT 205 %6 22 2980 % B [W] o AEIXAE IR I AL 0 b (K35 PEAL 54
5 A A5 P LAERAS 3 0 7R o MRS A P 0328 P L5 i it 790 il Pl A6 4 1 A
AT E A 20, 1ug 2 2000mg (S AL S o

(01511 A5l FUFR) S B St m] LA AT LA B2 « G 45 7R G B 3 R PR . oK
B3RS TR 7R D i PR 8 5 o 000 79 G TR Bk = S T RS 5 VT 7R U B A R R
LA % SR 77 G BEEARE 7L BB ] LI N BRI 57 G0 £ Vil 26 75 B ol P R KU ) o 24
FlE AL S BB, B 1 ER SRR AR A, B m] DUE A AR B A o o5 Al A A1 )R] A
YRR 2 A7 ALBE P At 7 e A2 25 245 SR AT IR WD BB 2 B, P i) s LRI BB 3 ml LR 78
A7 HUB B 3 0 o MR SR B 7R R DA 5 AT MEAL S A D B R TR R A DB S 5
P X 3 7 P 2 Y T RO 2 2 Y IR PATB Al T R R 7 B B BSOS 5 TR o 49K, £ i 2 AT
2 2y AT A AR AR R 2 25 W 20T AR I & B E R TR . 5341, 3
PEAL &0 m] BLIF N BIZERE il FRUATRC 5 o

[0152] ik R4t

[0153] 2% Fiidsick & Gt A& . ANE IF Hoal A FRES T AR R AL G4, 9] an 8 AL A2 Jig B4
TORL B T, RESRIB 2 SN AL AN S AR 3 AN L IR AR D380 e o 3. B
HARBAR ) — H D S FIANRI TR B EAR T H A LA R A BRI B
S VBERR AT DA K 1R 6 A2 o IX b S AL S m] LB AR AT 5 AR T, Bl n i i
TEBCHEE b R B P AR A (B9 iR L A AT Bt FES58) Wi, O LT B A
EW AV B4 T 4 2 ] L2 A B PR BRI 340, ] DB AR I 2 &
VB2l 5 Wi A AT 5@ B ARSI B TP AR AP R g0 rh, AR O = R RS s D = A TE
SRl PLER O = A SEBL, BB B R g BRI 28 (Ommaya reservoir) o fiifili4s
Zytn] DR AT, Bl o A VRN 2R B8 25 4% » LR ELAT 25 AR il 571 o

[0154]  fE—AMRpsE skt 7y 3Crb, m] BRI AR T O 250 S I S 145 7 21/ 2R
I B DX 3805 32X ] DA S EAS (R T 38 3 AE T AR S R = B = B IR 0 A S AR e B
HRORE, LS A5 BT A B AR, B B AN, i A & 2 AL T AL BT
WRARE, BRI, AR AR BB AT 2 o et , 25 F 3 A, B4R AR B ) LR BRI, 40 23
/N R L ANIRUSC I MR o £ 55— AN S 5 aQ P, i A S B AL 5 1 m] DA 23 v e
e AENE B T I o AR ARy 0 A A B S YT DU R R Gy D s . A
ANSEE T A, AT R AR o AR 53— Sk A, AT DA LR SRR o £ 3SR TS
A, 3508 R G0 RT LLUE TR T EEARME i, B AN AR 24 B PR R 2550 B — B o

[0155]  #Rid

[0156] & idi (¥ BF bR 0 EL A5 1 ok 1 AU AL BiF SR (1 L8 , L3 L 5 R e L i (R A A plied 2
P W AR A Bl A R AR (14, AR e BAT R P R 2 PRI LR (R &0 &5 T3k
5o A AR T 35 PR PT DU e I3 1L B AR 10 1 A4/ e S BT e i i S A SR R TR
110 o B Y JAh A& R Fn AR O R E A E it (T D VB (1O VB (0S) Vi
CH VH (In) FEF C™Tc) , BLRSOEART , MG RSP LA SR

[0157] X FAR AR A Angl < Tie2BUR A Angl/Tie 2B 5 WHr FVE DA HAb A& br
TRAE RN Rt o A IE B AR IC R S5 B0 5 30 SR IR Mt S8 -5 2K [0 5t S5 A il g 0l Sl
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a—"H yH T 1R e S T I TR AR S A I T AR AL DI TR O R R A I R ) P AL
Bl B FLRE T G X PEAZ BRI ORI 3t 20 S 0 260 0 6 Tl IR 0 S50 IG  T W VE AR AN 2
P HE A B

[0158] A3 ff) st o6 12k A o7 B AR C A SE IR H. T 20T P PPPL S ML Cr P TTo
*C0."Fe.*Se P Bu. Y .Y 7Cu 2 iy PHAL 2 Ph TS M Pd S  In R AR I Rl A7 2, Hd
i FAR A BAR , DR LI S 1 PP T B TRRC K 22 IR A AT 2 p AR il 80 573 b, K B TS e A
BT G B ATEE RN v FRmH R A, AT BA1- P-RimaUE R 5 -DPTARY B 5
B LA I e Al IR 4 b B AR A R B AR, e L, DR sk 395 g 52 o7 (0 S e o
[01591 £ 3@ (K AR BT PR 67 R AR B SE R 76d P Mn Dy . " Tr il Fe.

[0160] & 3&E B AR I SE B FE " Fubric . 2t R AriT « R FURES bR T B FHFRIT |
FAE AL T E O AL B EREE A AL AR bR IR N S AR T

[0161]  AEFmEIICHSEOIOFER S MESER  ARER  EREOMNEILEER.

[0162] Ak R EAR1E I S B FE R E b Z b5 10 . R E L ZFRr1E (isoluminal label) .
75 TR BE BEAR 10 DRI AR 10 Y BE Eh AR 10 L ER BEAR I s AR 10 B R bR 10 A K BER
JeEE A FRIL.

[0163] g AL frat 5257 i S8 94055 B 4 S8 AZ a0 Gd Mn A1k ot AT LA AT IS A T-EPRLPET
ol HoAth s AG AL R AFAE H A IERZ ), S AT T ASSURE AR SR U2 2 A1 .

[0164] H T LA iILE G2 2K E HE RHKennedy et al. (1976)
Clin.Chim.Acta 70:1-31,and Schurs et al. (1977)Clin.Chim.Acta81:1-40F2 4L . {5k
Fe A HE N W 70 | R SR TV L R R i 7 v () - ke R R N - B T S
G EE 7712 A IR T 15 AR SE RS % .

[0165]  sKJita 5]

[0166] S fo 1 -2 56 7 %

[0167] i AN Tie2() Ig—HEEMIE L N Tie2Tg-FELMIZ2 N Tie2J =4
EGF—FE 25 14380 . NJSVEGFR1 (1) T g—#F 5 38R N S5 1 gGIvIF e 25 A 30 R 1) DY FhAS [ 2 2 &
B (DAAP#1,DAAP#E2, DAAP#3FIDAAPE4) (&I 3AFI3B) fit) 3k Pl A4 2 A4 70 F A\ pCMV—dhfrif 44
F1 (Hwang SJ,et al.,Protein Express Purif.2005;39:175-183) (K4)

[0168]  H T DAAP#1 Ji& 7[Rl I} 45 & B VEGF-AFIAng2 , BT LAk — 35 1| 4% gl Bt 45 &
VEGF-AMIAng2[¥JDAAP# L FE PRI S 44 1) TRME IR 20 (DAAP#11,DAAP#12, DAAP#13, DAAP#13,
DAAP#14,DAAp#15,DAAPE16 FIDAAP#17) (EI5FIE6) o

[0169] P47 DAAP T 2H &5 [ M3 45 il 3% 75 Ui B 15 (Qiagen, Inc. ,Hilden,Germany) F H
Ef fectenel| 54 4% Ju i i /EHEK 29341 . (3 ] 3 2R Tl AR 8% SR AR P o, 3 55 JE AN 5 44
B0 oh K R R IA T RS B IBVRCEE B 1 48-96 /N i 1 s Y 4 i . S4B (1 R 2R 1 -
ABRHE SRR ZHT , B S5 BRI M AT b R AT 24k o AE 24 5 5 1% 8 A R i Brad ford 2536 58 &I
I FH SDS—PAGE#E sz (1) 25 1 1 W5 Gt A ik o 5 -T-82 (1 SR BN 72840 B7 > 100ng TR 5 RE
22 MRIR A, BB PELOmin, 7E10% SDS—PAGE | M4 , 3 75 Y FE4F 2 250 1 3k 47 v B 5
(electro—blotted) . %M FHAE & H0.05% TritonX—100/) Tris—2E MK GOmM Tris, 100mM
NaCl,pH 7.5) 5115 % Mg @33t 1, 3 F AR I S AL (HRP) AR BEI £ di— A KFehifk
(110000 % ;s Sigma—Aldrich A0170) #EAT 8 1 SR EN L, LUK BUF Rl & 1 8 1 o B AL 2
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FeFIHEAY (LAS-1000,Fuji Film,Tokyo) , MR #li& 76 /7 & (Amersham Pharmacia Biotech)
A s R R IS5 5 AT A (T .

[0170]  DAAPEE 41 £ 1 5 VEGF-AB Ang 2] &5 & B8 7738 1ok I IBG e 4 W B K36 (ELTSA) #EAT
T (EI8HIEI9) o 7 LOOR TR FRZE M £h 7K (PBS) H1[#)200ng VEGF-A1ss (MCHOZH ™ 4E) (T SCHR
JNVEGF-A) Bt Ang2 (M CHOAH i ™ AE) 55 43 2|96 LR H - /E4 C I B 13 - £ FiBE400u] PBSTE
VEMR3IK )5 » I HE A (FE100»] PBSH# T % 2= i A 82 1 (BSA) ) 7E37 C SE it 14 2
/NI R AET00RT H PR H ) 100ng BEANDAAPEE N BZAR H , FFAE3T CHF & 2/ o I
A & VEGF-Trap (Holash,J.et al.,Proc.Natl.Acad.Sci.U.S.A 99:11393-11398) .
Tie2-FcBiFc B 2 8 4 3 LA [H 77 2048 A BH R0 9 146 HE I & o 72 87k F400n1 PBS JH ¥t
BR3IR Z 5 > 4 50u LR T AL Y0 (HRP) AR £ 30— N KFedifk (11100004 F 5 Sigma-
Aldrich A0170) IOARZMRH , HAE3TCHE F 27N o £ FlBE4001] PBSTEHEAR3IR Z 5, 1%
50113,3",5,5 —PU FF LB il (TMB) Y5V (Sigma-Aldrich T0440) RN FiZAR T, IFAE =i
T E 10min Bt NS0T I IM HCLAS o 2% 1k H s B B ea il i ELTSA 13225048 (BioRad
MB80) 7 627255 B 41 5nmAb BEAT 4 BT

(01711  RYE 2 AR K 777k (Hwang SJ,et al.,Protein Express Purif.2005;39:175-
183) 37K IAVEGF-Trapl) 4 Hh 464 b BN S (rCHO) 4 il (CHO-VT1) . f&11M & £ , CHO-VT 1 4]
Midt & A M RIS R EE (dhfr) FIVEGF—trap (Holash J.et al.,PNAS99:11393-11398,
2002) & [A] 1) B A5 Y B dh £ r 8 28 CHOZH g Hh 1M 22 37 (CRL-9096 , 55 [E] S R fol A= 1 37U
SOy, 9B BT M BB X2 e dhfr/ B MRS (MTX) /-5 (0 3L R4 38 o 43 WAVEGF -
traplfl = FhFa 52 r CHOZH B ) #2251 75 13 394k B RIMTX (0. 02—1. 0uM, Sigma—Aldrich) BT
FeAEBA T, R IA & A =& VECF—trap i — M40 R I HK 4 “CHO-VT1” . CHO-VT 1 4H
WMOZESE N T 5% B MG 4RI (Invitrogen,Carlsbad,California,USA) Fl1uM MTX (Sigma-—
Aldrich) B Iscove AL G 3 37 3E (Iscove’ s modified Dulbecco s medium) HH A K F14E
FF o X T HEAVEGF—trap& A A 7, CHO-VTLANBAE3T C R, 7E I A5 % CO2H , 7E110rpmfH]
HIAEHEIK (Vision,Bucheon,Korea) [, fEZ544 HH 100m1 5% 3% 52 (1) 250m 1 4E T i 4 LA 2x 1024
Y/ mLFEAT R AETE B KRB IS, & A VEGF—trap B 41 85 [ 1 35 37 30 1 0 FH 28 (1 -ABR
HESERZ BT BR W W ARE S5 16 R A BA2iAL . FEZE AL 2 5 B A R i Brad ford MU 58 3HT 8 &
F£ ) FH SDS—PAGE 5 i 11 2% B e i e e N AR A o 9 B 3R A, Ui B 7 K49 10mg /LIFJ VEGE -
trapo,

[0172]  SEjfs)2

[0173]  ELISAZ»#fr# B8], DAAP#1 .DAAP#14 .DAAP#16 FIDAAP# 17 BEM% 45 & VEGF-AFIAng2 (&
10) -DAAP#2.DAAP#3 .DAAP#4 .DAAP#1 1 FIFcASRE 45 & B VEGF-ARTAng2 (K] 10) - DAAP#1 211
VEGF—trapBe et 5 3T 1 Pe M Hh 45 & E VEGF-A, i DAAP#13F1T1e2-FcRE W6 11 5 Ak Bt 55
454 ZEVEGE-A (K[10) o K ADAAP#1 FIDAAP#14 5 VEGF-AFI /B Ang 2f¥) 45 4 & 771 5 VEGF—trap
i Tie2-FclfAHY , FrLADAAP# 1 FIDAAP# 14 7] B8 & H T 1E iR & A ik — D 1 R I B ok ok
Yo

[0174] 5 7 B UEDAAPE 40 T 11 A2 15 Re W [FI I b 45 5 2 VEGF Al Ang 2, % 100n g B FDAAP EE
15 (DAAP#1,DAAP#12,DAAP#13,DAAP#14,DAAP#15, DAAP#16 FIDAAP#17) , 7E AT F
T FRELTSAR) FVEGF-AB Ang 2% 78 IR 2 BT, 7E37°C L FAE 10001 3 W H ) R P &
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(Ong,10ng,100ng,1,000ng) K Ang2BXVEGF-ATISC I B 2/INF o A 9 BH PRI BH 14 0) HE, A H) =
fIVEGF-trap.Tie2-FeokFe B4 8 1 LAAHR T ANAIH R B E AT Ang 2BUVEGF -ATRIC I /5 -
Ang2BRVEGF-ARY FiLSG ¥ B (L #EDAAPEE F1 5 Ang 2BRVEGF-AIN) £5 b7 ni o FEAng2 HUSG P &
DAAP#1.DAAP#12.DAAP#14 .DAAP#16 .DAAP#17 FIVEGF—trapfE % 45 4 VEGE (I 114) M % , 7
VEGETR 4G & 1, DAAP#1 .DAAP#13 . DAAP#14 . DAAP#16 . DAAP#17AlITie2-Fc BB 45 S Ang2 (K
11B) . [Al 1tk , DAAP#1 \DAAP#14 . DAAP#1 6 FIDAAP#1 7HE % [F] I b 454 VEGF-AFIAng2 (B[ 12) »
[0175] %} T-DAAP#1.DAAP#14.VEGF—trapfiTie2-Fc 5VEGF-AMIAng2[{ 454 68 13—k
AT S AR A A e (B113) «500ng %N DAAP#1 . DAAP#14 . VEGF—trapBiTie2-FcfE4°C,
750001 771.0%Nonidet P—40/Tris—Z2M A (50mM Tris 100mM NaCl,pH p.7.5) H
f1100ng FLAG—FRICHIVEGE-AFLAG-#5~iC fAng2 . B VEGF-AFIAng 255 & 27Nt o SR J5 , N 20
L1 H-AEEEEE (Oncogene) FHAEA CHY B 2700 &8 A -AMBEFEE S FH Im1271.0%Nonidet
P—401¥) Tris—Z2 MIEVRTE U0 3UK o A it FHARE i P Be B, FF AR PE o 458 i 8 ik 10 96 SDS-PAGE
S AR AR B P S AE S H0.05% TritonX—100/ Tris—2% MR (50mM
Tris,100mM NaCl,pH 7.5) H[5 % [l e @03t b, 3 H BRI A AL (HRP) AR 41—
NZEFeHifk (111000048 ; Sigma—Aldrich A8592) #HAT &5 H BTENHE, LUK 45 & [ FLAGHR
LI VEGF-AMIFLAGHRIC I Ang2 o B Ak 7 5 St 94X (LAS-1000,Fuji Film,Tokyo) , R4
Hl1&E 7 /7 & (Amersham Pharmacia Biotech) il fb22 R GHE TAFE (S 5 rI 404k AR &
B ,DAAP#1 FIDAAP#148E W5 [F] I 454 ZE VEGF-AFIAng2 (B 12, & 13AF113B) . VEGF—trapfE g 45
A BVECF-AMEHARE L A& 22 Ang2 (B 130) , 1M Tie2-FeR I H HAng 2 45 & H ¥ H 5 VEGF-AK
“hif (E13D) .

[0176]  sKafs]3

[0177] BT B I0HI &I, RIDAAP#1 3 — P F 8¢ FIfE IR YT B2 1 « RAADAAPHL ) A h a4
b U S (rCHO) 48 i (CHO-DAAP#1) K & - Hij 38 () J7 V5 57 (Hwang SJ,et al.,Protein
Express Purif.2005;39:175-183) . f&i i 5 & , CHO-DAAP#1 41 i i ¥ &5 A A M RIS R
filf (dhfr) MIDAAP# L I PR AE) SR A4 (1) 8 A % % Bl dh ek i3 L CHOZ i (CRL-9096 , 35 [H L A frf A=
W FR R oLy, 36 55 JE S M ES 9N ) v iy 57 03X e g dh e/ GRS (MTX) A3
DA 738 o 43 WADAAP# 1 ) F2 5 r CHOZH it F1) FH 22 it 47 S 94 FE M TX (0. 02—1. 01M, Sigma-
Aldrich) BT IEFE 0T B A1DAAP# 1 88 [ 42 7™ , CHO-DAAP#1 40 i 7E37°C T , £E MRS %6 CO2 4
F L, AEL10rpm BB FE IR (Vision,Bucheon,Korea) |, FERYNA 100m] BEFRALH 250m 1 4E
T LA 2x 1 0° AN AR /mLEAT Rl 76 18 52 KRB 5 , & A DAAPH] FL 4L 28 (1 (3% 37 3l ik
R 1 —ABR TG 51 A1 2 AT BR e I B S5 1 RN A 24k o FEAEAK 2 S5, DAAP#L I RS Al
FOIRAS 18 1 SDS-PAGE F1 % E Hit 15 G t8 7538 Jil AT I i 2644 AT R 0 (B 14) « 53 Hir 2 B
DAAP#1JE —5RARE H (~150kDa) (&]14) .

[0178]  SEjtfsl4

[0179]  Fc.DAAP#1.VEGF-trap fIFc [ 5 VEGF-AFIAng 21 4545 68 1 R FHELTSAJ5 £ 34T
Kl xF T VEGF-AZE 4, K96 FLAR BEAN L HIAE 10011 PBSHI[{)200ng VEGF-AWR T it 4 o 76
FFRA00u]1 PBSHEHEM3IR Z 5 » AR FAE100u] PBSHI 1 % 4 L 3% 1A 85 (A 7237 °C B 2708
IF o 26 3YR PBSIE ¥ 2 J& » AN 1 35 P T DAAP#1 \Fe . VEGF—trapBE{Tie2-Fc & I & (0.
0.001.0.003.0.01.0.03.0.1.0.3.1.3nM) £E37 CH} 12/t o ZESIRPBSTE W & i » 45 15 35 1A]
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TR 50u 1 BRI E AL B (HRP) fRICHI £ Pt - AN FEFedifg (1:10000#78 ; Sigma—Aldrich
A0170) 7E3T CHEF I 2/Nb] o FEIRPBSTEBE 2 I » A1 BE N FLIIABO0RT TMBYA Y (Sigma—Aldrich
T0440) , H R ZIRAEZ I T A 10min @ fOAS0RT ) IM HC1fE e B2 2% 1k HU N ) Bt
WRTELTSATE 2% (BioRad M680) 78127 %% B 415nmAbHEAT 40 #r « X T Ang245 & , Ang2bA F ik
HHIF 77 2078 I HLDAAP#1 \ VEGF—trapMIFc i 1 5 Ang2 (U 454 58 73t LA Fak AR 77 04T
iRl

[0180]  Xif-T-45 & Ak IR0 IX Sl 52 & 1 , DAAP#1 5 VEGF-A%5 & iKd y ~ 5pMIf: HLVEGF—trap
HVEGF-ARI 45 & Kd N~ 1pM, 1TDAAP#1 5 Ang245 5 KA N~ 10nMIf: H.Tie2-Fc 5Ang245 411
Kd>H~50nM (K] 15) . VEGF-trap 5Ang2¥% A 45 &, Tie2-Fc 5VECF-AR A 455 (Kl15) .

[0181]  sLafs5

[0182]  FH-TDAAP#1 & A 5VEGF-ARIAng2 & 1 &5 547 i, BT L H W VEGF-ABK Ang 211 45 &
I TE4DAAPH L) — N7 A5 B Yo M Ang 2B VEGE-A (5 H5 BT 4G 7 44 ief 1l B8 32 H A % A AL 5
]

[0183] Ay 1 WADAAP#1 [FJVEGF-AZE A7 s 4 VEGE-ATI G o5 4 /2 15 52 M Ang 245 5 B8 77, 45
HZHDAAPH1 [ I & (0,10,30100,300,1000ng/11) HIVEGF-ATRSCIF & » S8 J5 St IR 1)
“5A-Ang 2P ELTSATN E o AH St , 9 7 JUHADAAP#L ¥ Ang 245 A7 &3 4 Ang 2 TS | PR 2 75
SCWVEGF-AK 454 68 77, 5 B 41 DAAP#1 25 (9 FH3 & (0,10,30 100,300,1000ng/u1) ffjAng2
TG B » SR o SE it 3k 1) 45 A VEGF I EL T SAI &2 o /5 Ay 5 B, 45 E 4 VEGF -t rap H 38 & (0,
10,30100,300,1000ng/u1) FIAng2 TR AT & , 28 fa 5Lt F ik 45 VEGFHELTSAIISE o 1 9
M A Tie2-FedE A I E (0,10,30 100,300,1000ng/ul) KIVEGF-ATRSGHT & , SR G 5L
Jiti bR 4 A Ang2(JELTSAII =2 .

[0184] A5 HBHh & , Ang2 M DAAPH# 1 [ TR 4G 5 R 3885 T DAAP# 1 5 VEGE-A[I 45 475 1 (I 16A) »
T4k, VEGF-AXTDAAP# L [ P 5 | 4 155 T DAAP# 1 5 Ang 2011 45 47 1 (] 16B) o #H i< » VEGF-A
XTDAAP#1 I T 5e o5 PR AT IVEGF-A S5 DAAP#L ¥t — P 455, 3 H Ang2 X DAAP# LIV TILSE f PR 40
HilAng2 5DAAP# 1 — D454 (E16) « =R T SLIG R U 45 3 o X e Hm R,
DAAP#1 e W% [H] i} Hl 45 4 VEGF-AF1Ang2 o

[0185]  SEjififs6

[0186] Ry 1 i#t— 0 3 HrDAAPELIN 45 5 B8 77, /£ 2 FIVEGF AL A A iR R (n=3) /2T
SEHEIEE N H205E (pulldown assay) IR Ah4s4 (BI17) o B:200ng FLAGERICHIEE A (A&
VEGF-A165, /N6 VEGE-A164 , A 2EVEGF-A189, AZ8VEGF-A121, A 3KVEGF-C, VEGF-E, A 3K
Ang2, /N Ang2, ANJsAngl , AEAngd /R Angpt14) £E4°C , FIAES0011 4 1.0%Nonidet
P40 Tris—ZZ M (50mM Tris,100mM NaCl,pH 7.5) H1f¥500ng DAAP#1.VEGF—trapfll
Tie2-FciiF B2h SR 5, IIA 2001 8 -ABUIE 2k (Oncogene) FF4 CHF & J412h. 5 -AMEELH
FES FHImL A 1.0%Nonidet P—40()Tris—22 MG BE3 YK , I HA M B8 Sh 1 10 % SDS—
PAGES & , FRAERE B AF 4 32 I b r B i I I AE 574570 05% Tri tonX—100/ Tri s—Z2 M
W5 % S E 3t P 5 5 R B BRIk S A0 I (HRP) AR BRI /N BT-FLAG M23t 44 (12100007
B ;Sigma—Aldrich A8592) HEAT R 14 BN L A AL 256 % A 54X (LAS-1000,Fuji Film,
Tokyo) , HR 4 3¢ 75 77 & (AmershamPharmacia Biotech) ik b 2% & A M5 5 Al 44k
FEFE I, 1% JE R I -F e SR I E AL Pl (HRP) A8 R 22 40— A SEFehudk (111000055 % ;
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Sigma—Aldrich A0170) /K MIDAAP.VEGF—trapMiTie2-Fc.DAAP#1RE M 454 N FEVEGE-
A165./NRVEGF-A 164, AZEVEGF-A 189, AZKVEGF-A 121, AZKAng2. /MR Ang2. AFAngl
AN FKAng4 , M VEGF—trapRe 15 45 4 N2KVEGF-A165. ZNR VEGF-A 164, AZRVEGF-A 189F1 A
ZEVEGF-A 1213 HTie2-FchEfs s & AKAng2 /i Ang2. AZsAng LI A ZKAngd (B17) o
[0187] K18 /R TR T HADAAPE A & A FcE A VEGFRL K T g— £ &5 /41 2 [VEGFR1
(2) -Fel & B FeE A VEGFRLIY Tg—FE 45 38 213 [VEGFRI (2-3) ~Fc] \VEGF-trapfITie2-
FefFEitp 1.

[0188]  SLjiEfs7

[0189]  —fcith, B S 22 A p TE 5 56 iy B M A0 2 5T (ECM) 455 AH G B S S A ECM&S &
WS BRI ZGACE) F1 R M5 . BECM 2B 9671k (Becton Dickinson
Cat.No.354607) F| 3R (FEPBSHI ) 1 % BSA) 7E37 C I & 2/, A Ak 400u]1 PBSTE
B3R SRS AE B AR P I 28 & (0.0.1.0.3.1.0.3.3.10.33.100ng) {4 FHDAAP H 2H &
FMAZIRR A, HAE3TCHE & 27N (B19) o fE FHRE4001] PBSIEHE3IR Z )G » 5 50u 1 HAR
ALY (HRP) B BEI 22470 - A 2BFedifhk (1:10000F8 ; Sigma—Aldrich A0170) I IR
t, HAEST C & 2/ o 78 FIAE 40001 PBSTE FEMR 3R Z i » #550u1 TMBYAWK (Sigma-—
AldrichT0440) JOIAAR S, HRZAR AL 2050 T % B 10min o I MBS0 1M HCIAH Je f. 2%
b3 FLRORE A e 3 3 LT SATE AT 28 (BioRadM680) £E (2235 B 41 5nmAb #EAT 2 #r (B19) -
[0190]  ECMZ5 4 5E £, SECM&S &4 5 /9, DAAP#1 . DAAP#14 . DAAP#15F1Tie2-FcAE &
ik, DAAP#17 FIVEGF—t rap AH X 4K , DAAP# 16 HH 25 1 VEGFR1 (2-3) ~Fe Ik &1 (K120) o K I,
DAAP#1.DAAP#14 .DAAP#15F1T1e2-Fer] L E A X5 B I 254 8h F1 24 P RE

[0191]  ECMZ5 A I s i3k — 0 P 5 s R FE (I DAAP# 1 . VEGF—trap M Tie2-Fc & (K 5L -
ECMI% 1196 FLIR (Becton Dickinson Cat.No.354607) FIFH100w1 A1V (FEPBSH (12 %
BSA) 7E37 ‘CHE & 2/INBF o b7 I FHAEER 40011 PBSTE BE3 YK o« SR 5 - AE B VR (AN R & (0.1,
0.3,1,3,10,30nM) f4F 1 DAAPEL VEGF—trap Tie2-FcEHAHE A MARIR F, AT CHE
27N} o AE FHPBSTE ¥E 31K Z ) » K501 L BN ok A 0t (HRP) A5 IR “E 51— N KFedifgk (1:
10000% % ; Sigma—Aldrich A0170) IIABIMRH, HAE3T CHF B 2/ o £E FHPBSTE 31K L
J& > K AE B AR I 50u BRI A AL YRS (HRP) AR 2E 40— A RFedidhk (1:10000%5 %
Sigma-Aldrich A0170) 737 CH¥ & 2/NI o AE3IRPBSIH¥E L Ja » #A50u1 TMBIAW (Sigma-
Aldrich T0440) IOABH, HFRZARAE =i N % 5 10min o IL IS0 IM HC1f# s b
21l 9% HLROBLI BB ELTSA AL 38 (BioRad M680) £F 2% 2 4 1 5nmitk #E4T 4 #r (&
19) IZECMZ A (h=4) KW , SECMES & 43 71 NDAAPELK  Tie2-FedEH iK1 VEGF—trap
FHXTE E (E21) o

[0192]  sEjffs]8

[0193]  sEjEbrvEEZ910Eh 124 (n=3) . #5100ug (K Fc . DAAP#1 . VEGF—trapikTie2-Fc i
N EN RIS JERE HEVECSTBL/6 /MR (~ 26K TE) , I8 5 MBIk 7E1.2.4.8. 12,
24,48 .96 M1 144 /N B RE (B 22) DAAP#1FIVEGE—trap [ I35 7K V1l i VEGF-A %5 &
BLISAJFVZBEATHGEIN , 117 Tie2-F il i Ang 245 A ELTSA T V2 BEAT K I o Fe 85 1 11 1L 375 7K P i
FIFHEE A NS TG /N B s B ik EBE4&No . 2C11, Abcam AB1927) fE AR 44 I+ H.
FRA I A P (HRP) AR IR () £ 5i- AN KFediifd (11000048 ; Sigma—Aldrich A0170) fE N
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K A4 , i3 S ELTSAZ VAT R I . Fe \DAAP#1 \VEGF—trap M Tie2-Feff % 1 (11/2)
N~200h, ~48h,~24hF1~12h (E23) K Ik, £ 57 T 25 2 )5 , DAAP# L {E ML ¥4 2% b VEGF -
trapfE MLVR H W 25 512 (B 23) «

[0194]  SCiaf1]9

[0195] 7 HEEDAAPH LU B A K PE T, K 1x 10°II SR 58 D6 28 1 A0 1A 01 B B e
(GFP-LLC) 40 i "~ HE N RIS FA s e CHTBL/6 /N I VI R A MR X  AERLN 2 J5HK 5 /)
B2 BB AT VR YT« 55 14d (n=4) ,PBS (100u1) ; 5524 (n=4) ,Fc (25mg/ke) ; F34 (n=4) ,
DAAP#1 (25mg/kg) ; 58440 (n=4) ,VEGF-Trap (25mg/kg) ; 554 (n=4) ,Tie2-Fc (25mg/kg) »
IX BT LB — R TS T (B124) o AR KA Jiosg ] ~F ) 2 20 58 x K x i x0 . 5 it ]
RAFERO R AT I —IK

[0196]  #HEL T %f HEPBSI& J7 , DAAP#1 MIVEGF-Trapy= 42 LLCM R A= K 19 2 & 401k, 1 Fe A
Tie2-Fe A 7 AELLCIMYE A K1 2 & 1] (125) - DAAP#H 16 [ifed A2 K i 4 il L VEGF -Trap
BER 2 (E125) o (R, e A KA 1) 2% 77 UDAAP#1 > VEGF-trap >Tie2-Fc >Fc >PBS.
[0197]  sKJaf]10

[0198] Sy 28 5L il L8 1K) A8 Ak, 7648 78 R B, A AT GFP-LLCZH M I /)N B i UL N v
SRR 1) 2H 5 (80mg / kg FURKLHER A1 1 2mg / kg FEFiE) AT BRIF , - e ik 4> B P 1 38 E v AEPBS
W1 % AR SR RS 8] 2 o, 2 R 2394 1541 it (Leica,Nussioch,Germany) f38 3 PL10
um 5 FEA R A 7 =0 N FIYEPBST (FEPBSH10.3% Triton X-100) H {5 % &P 1L 7 5} 4]
1hz J& , Y1 23 Hi/N B PECAM-1 3044, 40 bR T2 2H8, 11000 (Chemicon International,
Temecula,CA) i & o 7/EPBSTH 2 RIG T 2 J5 » FEARAE Z I8 N FCy S—BII Fi—6 B TeGHUik,
1:1000 (Jackson ImmunoResearch) f & . § % 612 5 ] ¢4k, I F) FHZeiss i B & H4E .
Zeiss ApoTome B Zeiss LSM 510354 W isE G A &S ME -0 (Carl
Zeiss) FRAFHCT UG MR 20 23] 7 o I () T 25 A B i R DR FH Tmage J AR H (1) BT
4381 (http://rsb.info.nih.gov/1ij) BOR A5 55l faf #l A 2 E (CCD) AHMLANENE 43 B X
A Ze i ssApoTome i 445 (AxioVision,Zeiss) , PAPECAM—1 % J%& G £ S

[0199]  fEGFP-LLCAHRAE N Z J5 ¥ 29K , 78 FHPBSYA T I LLCI 8 v T 1l B iy 5 5 F IR 1
HERER ML (BE26) o R 1 2 9 20 76 3B 1L VEGF -5 4 8 (1 19 ¥R 7 A T LWL SR 21 (1K126) , 1
IR L7 P i /D AN A Ak I DAAP# LR 697 7] LA 3] (8126) o

[0200]  sLjifEfs11

(02011 IR 5w £ il L5792 s P 7 Bt 540 S R 08 XL 7 A2 e 3 R s 400 D) 6 42 A 22 4
PEZEBE IR AAE ) — A F B R B AT e MRS ML A 1 /0N BR8] DT e 5 A /N B 2
F T O 2 IR ET M 4145, BY R Rl BRI i (ROP) BRCAAUS S LI R A2 (K1 27) o 475
SAL A 5N BIC57 /BLO B A= A /NG R o B AR /N B R AT B 3 B RE SR AE BT AR S SR TR
(P7) FIP122 ] 555 T-75 % %S, (ff FIPROOX 110/)> 23 4 35 1 #%) , 78 o 400 [0 Jis 1) = 241 of A
PR 7= AR I A A A S LR I TR A (1 27) o X BB ) 7EP 1 23R [H] B & 4 B E W I E N =R
A A ) S I 5 4 B AT R KA P B, e 5 SRR IR B I A L TR R (BT 27) AR
f— 2 (PBSHHE (n=4) ,Fc (h=4) ,Tie2-Fc (h=4) ,VEGF—trap (h=4) ,DAAP (n=4)} ,P12
BV ERERG — R B P16 B2 T ES AR ) (256mg/kg) HAEPLTRIE (E27) o

[0202] SR 5 , il A AR IO G (140 28 A o AR XS LA 1) 4 938 2 R4k 2 e (L SR A R o /N ST
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B4 RR IR BRI 7E4 % (1R S (PFA) FRAE4 C LA 52 2/ o AL JEAEPBSHR 43 15, FFAE25 C T &
HL% B MFERIO0.3%Triton X—100 (Jackson Immuno Research) 41/, 3 FHPECAM-1
U, O LR AR 2H8, 1:1000%% B (ChemiconInternational ,Temecula,CA) £E4°C Y1t
W AETBS-THIFBE6IR Z ) » FEi AE25°C FICy 3— R BRI It~ B LgGHLAAR L - 1000 BRI &
4ho FESk BEAETBS-TrHH B HE6 1K 2 5 » WL L) B AR bR AR [ 5 21 B Superfrost/Plus &l 2K,
B Fr (12-550-15, Fisher) I, Forp e 235 0 1] FF 38 A VECTASHIELD (A1) 37
[0203]  FIPECAM-1 %Lt (K P 17 A WX i I 57 %of 5k — 2L 36 I 8 A0 194 S ) 388 A 1f 4 o0 A7 (]
28A) o F EIRUORFRAL X S, ZEPBS Fe FITie 2-Fey& 7 2H Hhoke: ) 21 AE K- (1) 1 1A IS 1l ik B &
W2, MAEKE) P B Ik 22 AL DAAPH L FIVEGF -Trapif J7 4 2 28 /) (K128B) o 7E
O DX B L A8 ) 28 /N A B (RO PO s 22 1 L KR AIE) 7EPBS W Fe M Tie2-Feyfyr 4
r B IE 2 T AE PRI IS TRl ok 4 L 58 /N A ) B B AE DAAP# L FIVEGF —trap ¥R 7 20 2. 3
/> (B 28C) o ML 25 B2 AL I JEE 3 2 1l JEAEPBS JFe MITie2-Fe iy 4 v i JE 3G K, X
L6 7EDAAP# 1 FIVEGF -t rapify7 4+ 2 25 2D (K1 28D) o & & 73 A 38 I A0 Do s . A o I Ak
/N NI ROP5 5 T 5 R 358 T 114 320 25 A0 W) 8 I 385 2% 52 4 DAAP# L FIVEGF —trap ¥ J7 A R il
(I 28E F128F) o iX 86 2 v, DAAP# 1 ¥) %% 77 /51 T VEGF—trap . ;X B2 85 4 2 1 , DAAP#1 Eb VEGE -
trap FIT-V0YT S AR PR s A0 R0 A8 022 40 PR 2 PR AL (1) A S A 20

(02041 5¢ 4 il B T B AE R MR IG T 28 Hhe — AR E A EE A I A R (Lainer—Carr
and Brahn,2007,Nature Clinical PracticeRhuematology 3:434-442) .[Aitt, T E3eA]
F 1 28 M 0 T B, BRATT AT A 2D RAFKY 3 Jj AN 2G5 355 o 0T /E ARA — /N SEIG /N SR AR Y
() 8 JEE 5 96 5 48 (CTA) HIE S, A5 A EDBA /1 J/IN B 76 2 U 3 B A I A8 S AR AR ) o IR 524
e FR0r FLAC I T2 A e i A0 B B o8 Ao s 32 b (B129A) « = )i, 3R 28 /B LA AR R 7 X 5
(E29A) « A CTARY /BRI B2 T VRS AT BRZE ph (n=5) ‘Fe-E 1 (25mg/kg) (n=5) .
VEGF-Trap (25mg/kg) (n=6) BDAAP#1 (25mg/kg) (n=6) , &k JA PR FF L2 18 R AT IRIT (K]
294) o Fe s i B FR FE R AT RGO RTGEAT I IR VE 2 - 040, VAT I ik s 14, B2 i ik A
LLPE 3 228 , S 2 7K il s 3%, S 5 A4k (KI129B) o i it HERH 43 4 A1) i ek 1) 2L 5 4 B i A S e
I HAF4 7518 BRI 36 5S35 TP 8o (B30) o AEFF AR VA T i 18K, I8 S it 2 45 . 43 B
EVES (EI31) o 82, VEGF-Trap FIDAAP# LI 2 I PRVF- 73 DA St 27 R 2H SU 3 2% 578, i
o RE G2 R F ¢ 2 1 AE RARK) 9 11 B B2 AN DG T 45096 7 A 7 AR AT e AR FH o 28 T, B
ML, DAAPHE LZE IR /INRA B TS 2% A ZH 20095 3 2 7 5 1 e PR VP43 Ak Jg 7 T A T-VEGF-Trap
(¥4 FH o IR 1k, DAAP# L 7] DL FH T-¥R YT RARR 35 (1A &R 7 7.

[0205] AR BHASPR T A SO R A 1 BAR St 75 RIS o B8, B 7 AR SO REIA R L
ZA R T AR AR Tk U, MR IR R A AR, B PR TR 2 W 2y ML o XA ) AR
TE ARV N PP BRI EE SR (PG ] A o DA T ST 18 DA 25491 15 BH 4 0% BR 1) 77 s it , AS T PR il

[0206] 1

[0207]  DAAP#1

[0208] 10 20 30 40 50 60
[0209] * * * * * *

[OZ’]O] ATG GAC TCT TTA GCC AGC TTA GTT CTC TGT GGA GTC AGC TTG CTC CTT TCT GGA ACT GTG
[021 1] TAC CTG AGA AAT CGG TCG AAT CAA GAG ACA CCT CAG TCG AAC GAG GAA AGA CCT TGA CAC
[0212] Met Asp Ser Leu Ala Ser Leu Val Leu Cys Gly Val Ser Leu Leu Leu Ser Gly Thr Val
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[0213]
[0214]
[0215]
[0216]
[0217]
[0218]
[0219]
[0220]
[0221]
[0222]
[0223]
[0224]
[0225]
[0226]
[0227]
[0228]
[0229]
[0230]
[0231]
[0232]
[0233]
[0234]
[0235]
[0236]
[0237]
[0238]
[0239]
[0240]
[0241]
[0242]
[0243]
[0244]
[0245]
[0246]
[0247]
[0248]
[0249]
[0250]
[0251]
[0252]
[0253]
[0254]
[0255]

1

hTIE2 {555

GAA
CTT
Glu
21

TCT
AGA
Ser

41

99 23

70

*x
GGT GCC ATG
CCA CGG TAC
Gly Ala Met

GAC
CTG
Asp
25

TTG
AAC

Leu

80

ATC
TAG
Ile

15

20

90

*
TTG ATC AAT TCC CTA
AAC TAG TTA AGG GAT

Leu Ile Asn Ser Leu

hTIE2 i1

130

*x
CTC ACC TGC
GAG TGG ACG
Leu Thr Cys

ATT
TAA
Ile
45

GCC
CGG
Ala

140

TCT
AGA

Ser

CCT
GGA

Pro

100

CTT
GAA

Leu

GTA
CAT
Val
35

110

*
TCT GAT GCT
AGA CTA CGA
Ser Asp Ala

GAA
CTT
Glu

120

ACA
TGT
Thr
40

150

*
GGG TGG CGC CCC CAT
CCC ACC GGG GGG GTA
Gly Trp Arg Pro His
hTIE2 1G Z5#ik1

TTT

Phe
61

190

*x
GAA GCC TTA
CTT CGG AAT
Glu Ala Leu

ATG
TAC
Met

65

AAC
TTG

Asn

200

CAG
GTC
Gln

GAG
CTC
Glu

160

cce
GGG

Pro

ATC
TAG
Ile
55

170

*
ACC ATA GGA
TGG TAT CCT
Thr Ile Gly

AGG
TCC
Arg

180

GAC
CTG
Asp
60

210

*
CAC CAG GAT CCG CTG
GTG GTC CTA GGC GAC
His Gln Asp Pro Leu
hTIE2 1G £5#gisk1

GAA
CTT
Glu
81

250

x
TGG GCT AAA
ACC CGA TTT
Trp Ala Lys

TTT
Lys
85

GTT
CAA
Val

260

GTT
CAA
Val

GAA
CTT
Glu

220

GIT
CAA
Val

ACT
TGA
Thr
75

230

*
CAA GAT GTG
GTT CTA CAC
Gln Asp Val

ACC
TGG
Thr

240

AGA
TCT
Arg
80

270

*
TGG AAG AGA GAA AAG
ACC TTC TCT CTT TTC
Trp Lys Arg Glu Lys
hTIE2 1G £5#gik1

TTC
AAG
Phe
101

310

TGT GAA GGG
ACA CTT ccC
Cys Glu Gly

105

CGA
GCT

Arg

GTT
CAA
Val

320

CGA
GCT
Arg

GCT
CGA
Ala

280

AGT
TCA

Ser

AAG
TTC
Lys
95

290

*
ATC AAT GGT
TAG TTA CCA
Ile Asn Gly

GCT
CGA
Ala

300

TAT
ATA
Tyr
100

330

*
GGA GAG GCA ATC AGG
CCT CTC CGT TAG TCC
Gly Glu Ala Ile Arg
hTIE2 IG Z5H3E1

CAA
GTT
Gln
121

ATA
TAT
Ile
141

370

GCT TCC TTC
CGA AGG AAG
Ala Ser Phe
122

CTA
GAT
Leu

125

CCA
GGT

Pro

380

GCT
CGA
Ala

ATA
TAT
Ile

340

CGA
GCT
Arg

ACC
TGG
Thr
115

350

*
ATG AAG ATG
TAC TTC TAC

Met Lys Met

CGT
GCA
Arg

360

CAA
GTT
Gln
120

390
*

ACT TTA ACT ATG ACT

TGA AAT TGA TAC TGA

Thr Leu Thr Met Thr

hTIE2 16 #EHiE2

430

TCT TTC AAA
AGA AAG TTT
Ser Phe Lys

145

AAG
TTC

Lys

GTA
CAT
Val

440
*

TG
AAC

Leu

GTG
CAC
Val

400

GAC
CTG

Asp

AAG
TTC
Lys
135

410

*
GGA GAT AAC
CCT CTA TTG
Gly Asp Asn

GTG
CAC
Val

420

AAC
TTG
Asn

140

450
*

ATT AAA GAA GAA GAT

TAA TTT CTT CTT CTA

Ile Lys Glu Glu Asp

hTIE2 16 Z5H32

GCA
CGT
Ala

460
*

GTG
CAC
Val

ATT
TAA
Ile
155

470

*
TAC AAA AAT
ATG TTT TTA

Tyr Lys Asn

GGT
CCA
Gly

480

TCC
AGG
Ser

160
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[0256] 490 500 510 520 530 540
[0257] * * * * * *
[0258] TTC ATC CAT TCA GTG CCC CGG CAT GAA GTA CCT GAT ATT CTA GAA GTA CAC CTG CCT CAT
[0259] AAG TAG GTA AGT CAC GGG GCC GTA CTT CAT GGA CTA TAA GAT CTT CAT GTG GAC GGA GTA
[0260] Phe Ile His Ser Val Pro Arg His Glu Val Pro Asp Ile Leu Glu Val His Leu Pro His
[0261] 161 165 hTIE2 1G Z5H452 175 180
[0262] 550 560 570 580 590 600
[0263] * * * * * *
[0264] GCT CAG CCC CAG GAT GCT GGA GTG TAC TCG GCC AGG TAT ATA GGA GGA AAC CTC TTC ACC
[0265] CGA GTC GGG GTC CTA CGA CCT CAC ATG AGC CGG TCC ATA TAT CCT CCT TTG GAG AAG TGG
[0266] Ala Gln Pro Gln Asp Ala Gly Val Tyr Ser Ala Arg Tyr Ile Gly Gly Asn Leu Phe Thr
[0267] 181 185 hTIE2 1G Z5H452 195 200
[0268] 610 620 630 640 650 660
[0269] * * * * * *
[0270] TCG GCC TTC ACC AGG CTG ATA GTC CGG AGA TGT GAA GCC CAG AAG TGG GGA CCT GAA TGC
[0271] AGC CGG AAG TGG TCC GAC TAT CAG GCC TCT ACA CTT CGG GTC TTC ACC CCT GGA CTT ACG
[0272] Ser Ala Phe Thr Arg Leu Ile Val Arg Arg Cys Glu Ala Gln Lys Trp Gly Pro Glu Cys
[0273] 201 205 hTIE2 IG #5tdge. 213 21 215 220
[0274] 670 680 690 700 710 720
[0275] * * * * * *
[0276] AAC CAT CTC TGT ACT GCT TGT ATG AAC AAT GGT GTC TGC CAT GAA GAT ACT GGA GAA TGC
[0277] TTG GTA GAG ACA TGA CGA ACA TAC TTG TTA CCA CAG ACG GTA CTT CTA TGA CCT CTT ACG
[0278] Asn His Leu Cys Thr Ala Cys Met Asn Asn Gly Val Cys His Glu Asp Thr Gly Glu Cys
[0279] 221 225 hTIE2 EGF &5 #IE1 235 240
[0280] 730 740 750 760 770 780
[0281] * * * * * *
[0282] ATT TGC CCT CCT GGG TTT ATG GGA AGG ACG TGT GAG AAG GCT TGT GAA CTG CAC ACG TTT
[0283] TAA ACG GGA GGA CCC AAA TAC CCT TCC TGC ACA CTC TTC CGA ACA CTT GAC GTG TGC AAA
[0284] Ile Cys Pro Pro Gly Phe Met Gly Arg Thr Cys Glu Lys Ala Cys Glu Leu His Thr Phe
[0285] 241 245__ hTIE2 EGF Rl 253 254 255 260
[0286] 790 800 810 820 830 840
[0287] * * * * * *
[0288] GGC AGA ACT TGT AAA GAA AGG TGC AGT GGA CAA GAG GGA TGC AAG TCT TAT GTG TTC TGT
[0289] CCG TCT TGA ACA TTT CTT TCC ACG TCA CCT GTT CTC CCT ACG TTC AGA ATA CAC AAG ACA
[0290] Gly Arg Thr Cys Lys Glu Arg Cys Ser Gly Gln Glu Gly Cys Lys Ser Tyr Val Phe Cys
[0291] 261 265 hTIE2 EGF REZEHik2 275 280
[0292] 850 860 870 880 890 900
[0293] * * * * * *
[0294] CTC CCT GAC CCC TAT GGG TGT TCC TGT GCC ACA GGC TGG AAG GGT CTG CAG TGC AAT GAA
[0295] GAG GGA CTG GGG ATA CCC ACA AGG ACA CGG TGT CCG ACC TTC CCA GAC GTC ACG TTA CTT
[0296] Leu Pro Asp Pro Tyr Gly Cys Ser Cys Ala Thr Gly Trp Lys Gly Leu Gln Cys Asn Glu
[0297] 281 285 hTIE2 EGF A& H4R2 295 300
[0298] 910 920 930 940 950 960
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[0299]
[0300]
[0301]
[0302]
[0303]
[0304]
[0305]
[0306]
[0307]
[0308]
[0309]
[0310]
[0311]
[0312]
[0313]
[0314]
[0315]
[0316]
[0317]
[0318]
[0319]
[0320]
[0321]
[0322]
[0323]
[0324]
[0325]
[0326]
[0327]
[0328]
[0329]
[0330]
[0331]
[0332]
[0333]
[0334]
[0335]
[0336]
[0337]
[0338]
[0339]
[0340]
[0341]

*

* *

* *

*

GCA TGC CAC CCT GGT TTT TAC GGG CCA GAT TGT AAG CTT AGG TGC AGC TGC AAC AAT GGG

CGT ACG GTG GGA CCA AAA ATG CCC GGT CTA ACA TTC GAA TCC ACG TCG ACG TTG TTA CCC

Ala Cys His Pro Gly Phe Tyr Gly Pro Asp Cys Lys Leu Arg Cys Ser Cys Asn Asn Gly

301

305

hTIE2 EGF AE£5H183

GAG
CTC
Glu
321

ATG TGT
TAC ACA

Met Cys

970

*x

GAT CGC

CTA GCG

Asp Arg
325

TTC
AAG
Phe

315

320

980 990
* *

CAA GGA TGT CTC TGC TCT CCA
GTT CCT ACA GAG ACG AGA GGT
Gln Gly Cys Leu Cys Ser Pro
hTIE2 EGF FELS#JIE3

GAG
CTC
Glu
341

AGA GAA
TCT CTT
Arg Glu

1030

*x

GGC ATA

CCG TAT

Gly Ile
345

CCG
GGC

Pro

1000 1010

* *

GGA TGG CAG GGG CTC

CCT ACC GTC CCC GAG

Gly Trp Gln Gly Leu
335

CAG
GTC
Gln

1020

TGT
ACA
Cys
340

1040 1050

* *

AGG ATG GGT AGA CCT TTC GTA

TCC TAC CCA TCT GGA AAG CAT

Arg Met Gly Arg Pro Phe Val
348 349 hVEGFR1

GAA
CTT
Glu
361

ATT ATA
TAA TAT
Ile Ile

1090

*x

CAC ATG
GTG TAC
His Met

365

ACT
TGA
Thr

1100 1110
* *

GAA GGA AGG GAG CTC GTC ATT
CTT CCT TCC CTC GAG CAG TAA
Glu Gly Arg Glu Leu Val Ile
hVEGFR1 1G Z5#4152

AAC
TTG
Asn

381

ATC ACT
TAG TGA
Ile Thr

1150

x*

GTT ACT

CAA TGA

Val Thr
385

TTA
AAT

Leu

1060 1070
* *
GAG ATG TAC AGT GAA
CTC TAC ATG TCA CTT
Glu Met Tyr Ser Glu
16 5182
1120 1130
* *
CCC TGC CGG GTT ACG
GGG ACG GCC CAA TGC
Pro Cys Arg Val Thr
375

ATC
TAG
Ile

TCA
AGT

Ser

1080

cce
GGG
Pro
360
1140

CCT
GGA
Pro

380

1160 1170
*x *

AAA AAG TTT CCA CTT GAC ACT
TTT TTC AAA GGT GAA CTG TGA
Lys Lys Phe Pro Leu Asp Thr
hVEGFR1 1G #5#4315,2

ATA
TAT
Ile
401

ATC TGG
TAG ACC
Ile Trp

1210

*

GAC AGT

CTG TCA

Asp Ser
405

AGA
TCT

Arg

1180 1190

* *

TTG ATC CCT GAT GGA

AAC TAG GGA CTA CCT

Leu Ile Pro Asp Gly
395

TTT

Lys

1200

CGC
GCG
Arg
400

1220 1230
*x *

AAG GGC TTC ATC ATA TCA AAT
TTC CCG AAG TAG TAT AGT TTA
Lys Gly Phe Ile Ile Ser Asn
hVEGFR1 16 #5412

CTT
GAA
Leu

421

CTG ACC
GAC TGG
Leu Thr

1270

*

TGT GAA

ACA CTT

Cys Glu
425

GCA
CGT
Ala

1240 1250

* *

GCA ACG TAC AAA GAA

CGT TGC ATG TTT CTT

Ala Thr Tyr Lys Glu
415

ATA
TAT
Ile

1260

GGG
cee
Gly
420

1280 1290
* *

ACA GTC AAT GGG CAT TTG TAT
TGT CAG TTA CCC GTA AAC ATA
Thr Val Asn Gly His Leu Tyr
hVEGFR1 16 #5t4ik2

1330
*

1300 1310

* *

AAG ACA AAC TAT CTC

TTC TGT TTG ATA GAG

Lys Thr Asn Tyr Leu
435

ACA
TGT
Thr

1320

CAT
GTA
His
440

1340 1350

* *

28

1360 1370

* *

1380
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[0342]
[0343]
[0344]
[0345]
[0346]
[0347]
[0348]
[0349]
[0350]
[0351]
[0352]
[0353]
[0354]
[0355]
[0356]
[0357]
[0358]
[0359]
[0360]
[0361]
[0362]
[0363]
[0364]
[0365]
[0366]
[0367]
[0368]
[0369]
[0370]
[0371]
[0372]
[0373]
[0374]
[0375]
[0376]
[0377]
[0378]
[0379]
[0380]
[0381]
[0382]
[0383]
[0384]

CGA CAA CTC GAG GAC AAA ACT CAC

GCT
Arg
441

GGA
CCT
Gly
461

442

GTT GA GCTC CTG

Gln Leu Glu Asp

443 445

TTT

Lys

TGA GTG
Thr His

ACA TGC CCA CCG
TGT ACG GGT GGC
Thr Cys Pro Pro
hFC 254435,

1390

*

CCG TCA GTC TTC

GGC AGT CAG AAG

Pro Ser Val Phe

465

CTC
GAG

Leu

1400

*

TTC CCC
AAG GGG
Phe Pro

TGC
ACG

Cys

CCA GCA
GGT CGT
Pro Ala

455

CCT
GGA

Pro

GAA CTC
CTT GAG
Glu Leu

CTG
GAC

Leu

GGG
cce
Gly
460

1410

*
CCA AAA CCC AAG
GGT TTT GGG TTC

Pro Lys Pro Lys
hFC 45 #a3,

CCT
GGA
Pro

481

1450

x
GAG GTC ACA TGC
CTC

CAG TGT ACG

Glu Val Thr Cys

485

GTG
CAC
Val

1460

*

GTG GTG
CAC CAC
Val Val

GAC
CTG

Asp

1420

*

ACC CTC

TGG GAG

Thr Leu
475

ATG
TAC

Met

1430

*
ATC TCC
TAG AGG
Ile Ser

CGG
GCC
Arg

1440

ACC
TGG
Thr
480

1470

*
GAC GTG AGC CAC
CTG CAC TCG GTG
Asp Val Ser His
hFC 254438,

TGG
ACC
Trp
501

1510

*

TAC GTG GAC GGC

ATG CAC CTG CCG

Tyr Val Asp Gly

505

GTG
CAC
Val

1520

*

GAG GTG
CTC CAC
Glu Val

GAA
CTT
Glu

1480

*

GAC CCT

CTG GGA

Asp Pro
495

GAG
CTC
Glu

1490

*
GTC AAG
CAG TTC
Val Lys

TTC
AAG
Phe

1500

AAC
TTG
Asn

500

1530

*
CAT AAT GCC AAG
GTA TTA CGG TTC
His Asn Ala Lys
hFC 254438

AAC
TTG
Asn

521

1570
x

AGC ACG TAC CGT

TCG TGC ATG GCA

Ser Thr Tyr Arg

525

GTG
CAC
Val

1580

x

GTC AGC
CAG TCG
Val Ser

ACA
TGT
Thr

1540

*

AAG CCG

TTC GGC

Lys Pro
515

CGG
GCC

Arg

1550

*
GAG GAG
CTC CTC
Glu Glu

CAG
GTC
Gln

1560

TAC
ATG
Tyr
520

1590

*
GTC CTC ACC GTC
CAG GAG TGG CAG
Val Leu Thr Val
hFC 25 #)45,

AAG
TTC
Lys
541

1630

*
GAG
CTC
Glu

TAC
ATG

AAG TGC
TTC ACG
Lys Cys

545

Tyr

AAG
TTC

Lys

1640

*

GTC TCC
CAG AGG
Val Ser

CTG
GAC

Leu

1600

*

CAC CAG

GTG GTC

His Gln
535

GAC
CTG

Asp

1610

*
T6G CTG
ACC GAC

Trp Leu

AAT
TTA

Asn

1620

GGC
CCG
Gly
540

1650

*
AAC AAA GCC CTC
TTG TTT CGG GAG
Asn Lys Ala Leu
hF CZ5H3%

TCC
AGG
Ser

561

1690

*
AAA
TTT

GCC
CGG

AAA GGG
TTT C€CC
Lys Ala Ays Gly

565

CAG
GTC
Gln

1700

*

CCC CGA
GGG GCT
Pro Arg

CCA
GGT

Pro

1660

*

GCC ccC

CGG GGG

Ala Pro
555

ATC
TAG
Ile

1670
*
GAG AAA
CTC TTT
Glu Lys

ACC
TGG
Thr

1680

ATC
TAG
Ile
560

1710

*
GAA CCA CAG GTG
CTT GGT GTC CAC
Glu Pro Gln Val
hFC 2543

GAG

1750
*

ATG ACC AAG AAC

CAG

1760

*

GTC AGC

TAC
ATG

Tyr

1720

*

ACC CTG

TGG GAC

Thr Leu
575

cce
GGG

Pro

1730
*
CCA TCC
GGT AGG

Pro Ser

CGG
GCC
Arg

1740

GAG
CTC
Glu
580

1770
*

CTG ACC TGC CTG

29

GTC

1780

AAA GGC

TTC

1790
*

TAT CCC

AGC

1800

GAC
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[0385]
[0386]
[0387]
[0388]
[0389]
[0390]
[0391]
[0392]
[0393]
[0394]
[0395]
[0396]
[0397]
[0398]
[0399]
[0400]
[0401]
[0402]
[0403]
[0404]
[0405]
[0406]
[0407]
[0408]
[0409]
[0410]
[0411]
[0412]
[0413]
[0414]
[0415]
[0416]
[0417]
[0418]
[0419]
[0420]
[0421]
[0422]
[0423]
[0424]
[0425]
[0426]
[0427]

27/71 I
CTC TAC TGG TTC TTG GTC CAG TCG GAC TGG ACG GAC CAG TTT CCG AAG ATA GGG TCG CTG
Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
581 585 hFC #5438, 595 600
1810 1820 1830 1840 1850 1860
*x * * * * *
ATC GCC GTG GAG TGG GAG AGC AAT GGG CAG CCG GAG AAC AAC TAC AAG ACC ACG CCT CCC
TAG CGG CAC CTC ACC CTC TCG TTA CCC GTC GGC CTC TTG TTG ATG TTC TGG TGC GGA GGG
Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Ash Tyr Lys Thr Thr Pro Pro
601 605 hFC 25438, 615 620
1870 1880 1890 1900 1910 1920
*x * * * * *
GTG CTG GAC TCC GAC GGC TCC TTC TTC CTC TAC AGC AAG CTC ACC GTG GAC AAG AGC AGG
CAC GAC CTG AGG CTG CCG AGG AAG AAG GAG ATG TCG TTC GAG TGG CAC CTG TTC TCG TCC
Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg
621 625 hFC 254438, 635 640
1930 1940 1950 1960 1970 1980
x * * * * *
TGG CAG CAG GGG AAC GTC TTC TCA TGC TCC GTG ATG CAT GAG GCT CTG CAC AAC CAC TAC
ACC GTC GTC CCC TTG CAG AAG AGT ACG AGG CAC TAC GTA CTC CGA GAC GTG TTG GTG ATG
Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr
641 645 hFC 254438 655 660
1990 2000 2010
x x x*
ACG CAG AAG AGC CTC TCC CTG TCT CCG GGT AAA TGA  (SEQ ID NO:1)
TGC GTC TTC TCG GAG AGG GAC AGA GGC CCA TTT ACT
Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys* * * (SEQ ID NO:2)
661 hFC 254435k 670 672
DAAP#2
10 20 30 40 50 60
* * * * * *
ATG GAC TCT TTA GCC AGC TTA GTT CTC TGT GGA GTC AGC TTG CTC CTT TCT GGA ACT GTG
TAC CTG AGA AAT CGG TCG AAT CAA GAG ACA CCT CAG TCG AAC GAG GAA AGA CCT TGA CAC
Met Asp Ser Leu Ala Ser Leu Val Leu Cys Gly Val Ser Leu Leu Leu Ser Gly Thr Val
1 5 hTIEZ {5575 15 20
70 80 90 100 110 120
* * * * * *
GAA GGT GCT TCC TTC CTA CCA GCT ACT TTA ACT ATG ACT GTG GAC AAG GGA GAT AAC GTG
CTT CCA CGA AGG AAG GAT GGT CGA TGA AAT TGA TAC TGA CAC CTG TTC CCT CTA TTG CAC
Glu Gly Ala Ser Phe Leu Pro Ala Thr Leu Thr Met Thr Val Asp Lys Gly Asp Asn Val
21 22 23 25 hTIE2 16 45H3R2 35 40
130 140 150 160 170 180
* * * * * *
AAC ATA TCT TTC AAA AAG GTA TTG ATT AAA GAA GAA GAT GCA GTG ATT TAC AAA AAT GGT

30
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[0428]
[0429]
[0430]
[0431]
[0432]
[0433]
[0434]
[0435]
[0436]
[0437]
[0438]
[0439]
[0440]
[0441]
[0442]
[0443]
[0444]
[0445]
[0446]
[0447]
[0448]
[0449]
[0450]
[0451]
[0452]
[0453]
[0454]
[0455]
[0456]
[0457]
[0458]
[0459]
[0460]
[0461]
[0462]
[0463]
[0464]
[0465]
[0466]
[0467]
[0468]
[0469]
[0470]

TTG
Asn

41

TAT AGA AAG TTT TTC

Ile Ser Phe

Lys
45

Lys

CAT AAC TAA TTT CTT CTT CTA CGT CAC TAA

Val

Leu Ile Lys Glu Glu Asp
hTIE2 16 454482

TCC
AGG
Ser

61

190

*

TTC ATC CAT

TCA

GTG

AAG TAG GTA AGT CAC

Phe Ile His

Ser

65

Val

200

CCcC
GGG

Pro

Ala Val Ile
55

ATG TTT

Tyr Lys

TTA

Asn

CCA
Gly
60

210

*
CGG CAT GAA GTA CCT GAT
GCC GTA CTT CAT GGA CTA
Arg His Glu Val Pro Asp
hTIE2 1G ZE#im2

CAT
GTA

81

250

*x
GCT CAG CCC
CGA GTC GGG
Ala Gln Pro

CAG
GTC
Gln

85

GAT
CTA

Asp

260

GCT
CGA
Ala

220

ATT CTA GAA

TAA GAT CTT

Ile Leu Glu
75

230

*
GTA CAC
CAT GTG
Val His

CTG
GAC

Leu

240

CCT
GGA
Pro

80

270

*
GGA GTG TAC TCG GCC AGG
CCT CAC ATG AGC CGG TCC
Gly Val Tyr Ser Ala Arg
hTIE2 16 Z5#ig2

ACC
TGG
Thr
101

310

*x
TCG GCC TTC
AGC CGG AAG
Ser Ala Phe

ACC
T6G
Thr
105

AGG
TCC

Arg

320

CTG
GAC

Leu

280

TAT ATA GGA

ATA TAT CCT

Tyr Ile Gly
95

290

*
GGA AAC
CCT TTG
Gly Asn

CTC
GAG

Leu

300

TTC
AAG
Phe
100

330

*
ATA GTC CGG AGA TGT GAA
TAT CAG GCC TCT ACA CTT
Ile Val Arg Arg Cys Glu
hTIE2 16 £5#4152

ATG
TAC
Met

121

370

x
TAC AGT GAA
ATG TCA CTT
Tyr Ser Glu

ATC
TAG
Ile
125

CCC
GGG

Pro

380

GAA
CTT
Glu

390

*
ATT ATA CAC ATG ACT GAA
TAA TAT GTG TAC TGA CTT
Ile Ile His Met Thr Glu
hVEGFR1 1G £5#4iR2

TGC
ACG
Cys
141

430

*
CGG GTT ACG
GCC CAA TGC
Arg Val Thr

TCA
AGT
Ser

145

CCT
GGA

Pro

440

AAC
TTG
Asn

340

*

GCC GGT AGA

CGG CCA TCT

Ala Gly Arg
114 115

400

x*

GGA AGG GAG

CCT TCC CTC

Gly Arg Glu

135

350

*
CCT TTC
GGA AAG
Pro Phe

410

*
CTC GTC
GAG CAG
Leu Val

GTA
CAT
Val

ATT
TAA
Ile

360

GAG
CTC
Glu
120
420

cce
GGG
Pro

140

450
*x
ATC ACT GTT ACT TTA AAA
TAG TGA CAA TGA AAT TTT
Ile Thr Val Thr Leu Lys
hVEGFR1 16 #5412

ATC
TAG
Ile
161

490

*
CCT GAT GGA
GGA CTA CCT
Pro Asp Gly

AAA
TTT
Lys
165

CGC
GCG

Arg

500

ATA
TAT
Ile

460

*

AAG TTT CCA

TTC AAA GGT

Lys Phe Pro
155

470

*
CTT GAC
GAA CTG

Leu Asp

ACT
TGA
Thr

480

TTG
AAC
Leu

160

510
*
ATC TGG GAC AGT AGA AAG
TAG ACC CTG TCA TCT TTC
Ile Trp Asp Ser Arg Lys
hVEGFR1 16 #5t41k2

550
*

ACG TAC AAA GAA ATA
TGC ATG TTT CTT TAT

GGG
cce

560

CTT
GAA

520

*

GGC TTC ATC

CCG AAG TAG

Gly Phe Ile
175

530

*
ATA TCA
TAT AGT
Ile Ser

AAT
TTA

Asn

540

GCA
CGT
Ala
180

570

*
CTG ACC TGT GAA GCA ACA
GAC TGG ACA CTT CGT TGT

31

580

*

GTC AAT GGG
CAG TTA CCC

590
*

600
*

GAT TTG TAT AAG
GTA AAC ATA TTC
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[0471]
[0472]
[0473]
[0474]
[0475]
[0476]
[0477]
[0478]
[0479]
[0480]
[0481]
[0482]
[0483]
[0484]
[0485]
[0486]
[0487]
[0488]
[0489]
[0490]
[0491]
[0492]
[0493]
[0494]
[0495]
[0496]
[0497]
[0498]
[0499]
[0500]
[0501]
[0502]
[0503]
[0504]
[0505]
[0506]
[0507]
[0508]
[0509]
[0510]
[0511]
[0512]
[0513]

Thr Tyr Lys Glu Ile

181

185

Gly

Leu

Leu Thr Cys Glu Ala Thr Val Asn Gly

ACA
TGT
Thr
201

610

x
AAC TAT CTC
TTG ATA GAG

Asn Tyr Leu

ACA
TGT
Thr
205

CAT
GTA
His

620

CGA
GCT
Arg

CAA
GTT
Gln
208

GCA
CGT
Ala
221

670

*x
CCT GAA CTC
GGA CTT GAG
Pro Glu Leu

CTG
GAC
Leu

225

GGG
cce
Gly

680

GGA
CCT
Gly

CCG
GGC

Pro

hVEGFR1 16 £5#yiH2

630

*

195

His Leu

Tyr

Lys
200

640

*

CTC GAG GAC AAA ACT CAC ACA TGC

GAG CTC CTG TTT TGA GTG TGT ACG

Leu Glu Asp Lys Thr His Thr Cys

209_210
690
*
TCA GTC TTC CTC
AGT CAG AAG GAG
Ser Val Phe Leu
hFC 254438,

CTC
GAG
Leu

241

730

*x
ATG ATC TCC
TAC TAG AGG
Met Ile Ser

CGG
GCC
Arg
245

ACC
TGG
Thr

740

CCT
GGA

Pro

GAG
CTC
Glu

hFC 454435

TTC
AAG
Phe

700
*

cce
GGG

Pro

650

*
CCA CCG
GGT GGC

Pro Pro

TGC
ACG

Cys

660

CCA
GGT
Pro

220

CCA AAA
GGT TTT
Pro Lys
235

710

*
CCC AAG
GGG TTC

Pro Lys

GAC
CTG

Asp

720

ACC
TGG
Thr
240

750

*
GTC ACA TGC GTG
CAG TGT ACG CAC
Val Thr Cys Val
hFC 254438

CCT
GGA
Pro

261

790

GAG GTC AAG
CTC CAG TTC
Glu Val Lys

TTC
AAG
Phe
265

AAC
TTG

Asn

800

TGG
ACC

Trp

TAC
ATG

Tyr

GTG
CAC
Val

760

GTG
CAC
Val

GAC GTG
CTG CAC
Asp Val
255

770

*
AGC CAC
TCG GTG

Ser His

GAA
CTT
Glu

780

GAC
CTG
Asp
260

810

*
GTG GAC GGC GTG
CAC CTG CCG CAC
Val Asp Gly Val
hFC 25 #)4,

CCG
GGC
Pro

281

850

CGG GAG GAG
GCC CTC CTC
Arg Glu Glu

CAG
GTC
Gln
285

AGC
TCG

Ser

GAG
CTC
Glu

820

GTG
CAC
Val

CAT AAT
GTA TTA
His Asn
275

830

*
GCC AAG
GG TTC
Ala Lys

ACA
TGT
Thr

840

AAG
TTC
Lys
280

870
*
ACG TAC CGT GTG
TGC ATG GCA CAC
Thr Tyr Arg Val
hFC 2543

CAG
GTC
Gln
301

910

GAC TGG CTG
CTG ACC GAC

Asp Trp Leu

AAT
TTA
Asn

305

GGC
CCG
Gly

GAG
CTC
Glu

GTC
CAG
Val

880

AGC
TCG

Ser

GTC CTC
CAG GAG
Val Leu
295

890

*
ACC GTC
TGG CAG
Thr Val

CTG
GAC

Leu

900

CAC
GTG
His
300

930

*
TAC AAG TGC AAG
ATG TTC ACG TTC
Tyr Lys Cys Lys
hFC 2543

cce
GGG

Pro

970

*
ATC GAG AAA
TAG CTC TTT
Ile Glu Lys

ACC
TGG
Thr

ATC

TCC

AAA

TAG AGG TTT

Ile

GTC
CAG
Val

940

TCC
AGG

Ser

AAC AAA
TTG TTT
Asn Lys
315

950

*
GCC CTC
CGG GAG
Ala Leu

CCA
GGT

Pro

960

GCe
CGG
Ala
320

990

*
GCC AAA GGG CAG
CGG TTT CCC GTC

Ser Lys Ala Lys Gly Gln

32

1000

cce
GGG

Pro

*

CGA
GCT
Arg

GAA CCA
CTT GGT
Glu Pro

1010

*

CAG GTG
GTC CAC
Gln Val

TAC
ATG

Tyr

1020

ACC
TGG
Thr
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[0514]
[0515]
[0516]
[0517]
[0518]
[0519]
[0520]
[0521]
[0522]
[0523]
[0524]
[0525]
[0526]
[0527]
[0528]
[0529]
[0530]
[0531]
[0532]
[0533]
[0534]
[0535]
[0536]
[0537]
[0538]
[0539]
[0540]
[0541]
[0542]
[0543]
[0544]
[0545]
[0546]
[0547]
[0548]
[0549]
[0550]
[0551]
[0552]
[0553]
[0554]
[0555]
[0556]

321 325 hFC £ #438, 335 340
1030 1040 1050 1060 1070 1080
*x * * * * *
CTG CCC CCA TCC CGG GAG GAG ATG ACC AAG AAC CAG GTC AGC CTG ACC TGC CTG GTC AAA
GAC GGG GGT AGG GCC CTC CTC TAC TGG TTC TTG GTC CAG TCG GAC TGG ACG GAC CAG TTT
Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys
341 345 hFC 25 #438, 355 360
1090 1100 1110 1120 1130 1140
*x * * * * *
GGC TTC TAT CCG AGC GAC ATC GCC GTG GAG TGG GAG AGC AAT GGG CAG CCG GAG AAC AAC
CCG AAG ATA GGG TCG CTG TAG CGG CAC CTC ACC CTC TCG TTA CCC GTC GGC CTC TTG TTG
Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn
361 365 hFC 254438, 375 380
1150 1160 1170 1180 1190 1200
*x * * * * *
TAC AAG ACC ACG CCT CCC GTG CTG GAC TCC GAC GGC TCC TTC TTC CTC TAC AGC AAG CTC
ATG TTC TGG TGC GGA GGG CAC GAC CTG AGG CTG CCG AGG AAG AAG GAG ATG TCG TTC GAG
Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu
381 385 hFC 254438, 395 400
1210 1220 1230 1240 1250 1260
x *x * * * *
ACC GTG GAC AAG AGC AGG TGG CAG CAG GGG AAC GTC TTC TCA TGC TCC GTG ATG CAT GAG
TGG CAC CTG TTC TCG TCC ACC GTC GTC CCC TTG CAG AAG AGT ACG AGG CAC TAC GTA CTC
Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu
401 405 hFC 25 #)45, 415 420
1270 1280 1290 1300 1310
x x x* * x
GCT CTG CAC AAC CAC TAC ACG CAG AAG AGC CTC TCC CTG TCT CCG GGT AAA TGA  (SEQID NO:3)
CGA GAC GTG TTG GTG ATG TGC GTC TTC TCG GAG AGG GAC AGA GGC CCA TTT ACT
Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys * * % (SEQ ID NO:4)
421 425 hFc 25135, 435 438
DAAP#3
10 20 30 40 50 60
* * * * * *
ATG GTC AGC TAC TGG GAC ACC GGG GTC CTG CTG TGC GCG CTG CTC AGC TGT CTG CTT CTC
TAC CAG TCG ATG ACC CTG TGG CCC CAG GAC GAC ACG CGC GAC GAG TCG ACA GAC GAA GAG
Met Val Ser Tyr Trp Asp Thr Gly Val Leu Leu Cys Ala Leu Leu Ser Cys Leu Leu Leu
1 5 hVEGFR1 {5 /751 15 20
70 80 90 100 110 120
* * * * * *

ACA GGA TCT AGT TCA
TGT CCT AGA TCA AGT
Thr Gly Ser Ser Ser

GGT
CCA
Gly

GGT AGA CCT TTC GTA GAG ATG TAC AGT
CCA TCT GGA AAG CAT CTC TAC ATG TCA
Gly Arg Pro Phe Val Glu Met Tyr Ser

33

GAA ATC CCC GAA ATT
CTT TAG GGG CTT TAA

Glu Ile Pro Glu Ile
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[0557]
[0558]
[0559]
[0560]
[0561]
[0562]
[0563]
[0564]
[0565]
[0566]
[0567]
[0568]
[0569]
[0570]
[0571]
[0572]
[0573]
[0574]
[0575]
[0576]
[0577]
[0578]
[0579]
[0580]
[0581]
[0582]
[0583]
[0584]
[0585]
[0586]
[0587]
[0588]
[0589]
[0590]
[0591]
[0592]
[0593]
[0594]
[0595]
[0596]
[0597]
[0598]
[0599]

21

ATA
TAT
Ile
41

CAC ATG
GTG TAC

His Met

130
x*

ACT
TGA
Thr

2526 27

GAA
CTT
Glu
45

140

*
GGA AGG
CCT TCC
Gly Arg

hVEGFR1
150
*
GAG CTC GTC ATT CCC
CTC GAG CAG TAA GGG
Glu Leu Val Ile Pro
hVEGFR1 1G 544352

ACT
TGA
Thr
61

GTT ACT
CAA TGA
Val Thr

190
*

TTA
AAT

Leu

TTT
Lys
65

200

AAG TTT
TTC AAA
Lys Phe

16 e

160

*
TGC CGG
ACG GCC
Cys Arg

40

GTT
CAA
Val
55

ACG
TGC
Thr

170

TCA
AGT

Ser

CCT
GGA

Pro

AAC
TTG

Asn

180

ATC
TAG
Ile
60

210

*
CCA CTT GAC ACT TTG
GGT GAA CTG TGA AAC
Pro Leu Asp Thr Leu
hVEGFR1 1G 544352

TGG
ACC
Trp
81

GAC AGT
CTG TCA

Asp Ser

250
x*

AGA
TCT

Arg

AAG
TTC
Lys
85

260

GGC TTC
CCG AAG
Gly Phe

220

*
ATC CCT
TAG GGA
Ile Pro

GAT
CTA
Asp
75

GGA
CCT
Gly

230

AAA
TTT

Lys

CGC
GCG

Arg

ATA
TAT
Ile

240

ATC
TAG
Ile
80

270

*
ATC ATA TCA AAT GCA
TAG TAT AGT TTA CGT
Ile Ile Ser Asn Ala
hVEGFR1 1G 544352

AcC
TGG
Thr
101

TGT GAA
ACA CTT
Cys Glu

310

GCA
CGT
Ala

ACA
TGT
Thr
105

320

GTC AAT
CAG TTA
Val Asn

280

*
ACG TAC
TGC ATG
Thr Tyr

TTT
Lys
95

GAA
CTT
Glu

290

ATA
TAT
Ile

GGG
cce
Gly

CTT
GAA

Leu

300

CTG
GAC
Leu

100

330

*
GGG CAT TTG TAT AAG
CCC GTA AAC ATA TTC

Gly His Leu Tyr Lys

GCT
CGA
Ala
121

TCC TTC
AGG AAG
Ser Phe

370

CTA
GAT

Leu

CCA
GGT
Pro

125

380

GCT ACT
CGA TGA
Ala Thr

390
*

TTA ACT ATG ACT GTG

AAT TGA TAC TGA CAC

Leu Thr Met Thr Val

hTIE2 16 Z544382

TCT
AGA
Ser

141

TTC AAA
AAG TTT
Phe Lys

430

AAG
TTC

Lys

GTA
CAT
Val
145

440

TTG ATT
AAC TAA
Leu Ile

hVEGFR1 1G £5faiR2

340

*
ACA AAC
TGT TTG
Thr Asn

TAT
ATA
Tyr
115

CTC
GAG

Leu

350

ACA
TGT
Thr

CAT
GTA
His

CGA
GCT
Arg

360

CAA
GTT
Gln
120

400

*
GAC AAG
CTG TTC

Asp Lys

GGA
CCT
Gly
135

GAT
CTA

Asp

410

AAC
TTG
Asn

GTG
CAC
Val

AAC
TTG
Asn

420

ATA
TAT
Ile
140

450
*

AAA GAA GAA GAT GCA

TTT CTT CTT CTA CGT

Lys Glu Glu Asp Ala

hTIE2 16  Z5#hike

ATC
TAG
Ile
161

CAT TCA
GTA AGT

His Ser

490

GTG
CAC
Val

cce
GGG
Pro

165

500

*
CGG CAT
GCC GTA

Arg His

460

*
GTG ATT
CAC TAA
Val Ile

TAC
ATG
Tyr
155

TTT

Lys

470

AAT
TTA

Asn

GGT
CCA
Gly

TCcC
AGG

Ser

480

TTC
AAG
Phe
160

510
*

GAA GTA CCT GAT ATT

CTT CAT GGA CTA TAA

Glu Val Pro Asp Ile

hTIE2 16 Z5Haige

520

*
CTA GAA
GAT CTT
Leu Glu

GTA
CAT
Val
175

CAC
GTG
His

530

CTG
GAC

Leu

CCT
GGA

Pro

CAT
GTA
His

540

GCT
CGA
Ala
180

34
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[0600]
[0601]
[0602]
[0603]
[0604]
[0605]
[0606]
[0607]
[0608]
[0609]
[0610]
[0611]
[0612]
[0613]
[0614]
[0615]
[0616]
[0617]
[0618]
[0619]
[0620]
[0621]
[0622]
[0623]
[0624]
[0625]
[0626]
[0627]
[0628]
[0629]
[0630]
[0631]
[0632]
[0633]
[0634]
[0635]
[0636]
[0637]
[0638]
[0639]
[0640]
[0641]
[0642]

CAG
GTC
Gln
181

ccc

CAG

GGG GTC

550

*

GAT

GCT GGA

CTA CGA CCT

Pro Gln Asp Ala Gly

185

560 570

* *

GTG TAC TCG GCC AGG TAT
CAC ATG AGC CGG TCC ATA
Val Tyr Ser Ala Arg Tyr
hTIE2 16 5382

GCC
CGG
Ala
201

CAT
GTA

221

610

*

TTC ACC AGG

AAG TGG TCC

Phe Thr Arg

670

*

CTC TGT ACT

GAG ACA TGA

CTG ATA
GAC TAT
Leu Ile

580

*
ATA GGA
TAT CCT
Ile Gly

GGA
CCT
Gly
195

AAC
TTG

Asn

590

CTC
GAG

Leu

TTC
AAG
Phe

ACC
TGG
Thr

600

TCG
AGC
Ser

200

620 630

* *

GTC CGG AGA TGT GAA GCC
CAG GCC TCT ACA CTT CGG
Val Arg Arg Cys Glu Ala

205 hTIE2 1G Z5#2 212

GCT TGT
CGA ACA

Leu Cys Thr Ala Cys

225

640

*
CAG AAG
GTC TTC
Gln Lys
213

TGG
ACC
Trp
215

GGA
CCT
Gly

650

CCT
GGA

Pro

GAA
CTT
Glu

TGC
ACG

Cys

660

AAC
TTG
Asn

220

680 690

* *

ATG AAC AAT GGT GTC TGC
TAC TTG TTA CCA CAG ACG
Met Asn Asn Gly Val Cys
hTIE2 EGF FEL5#IE1

TGC
ACG
Cys
241

AGA
TCT

261

CCT

CCT

GGA GGA

Pro

ACT
TGA
Thr

Pro

TGT
ACA

Cys

730
x

GGG
cce
Gly

TTT ATG
AAA TAC
Phe Met

hTIE2 EGF

790
x*

AAA
TTT

Lys

GAA AGG
CTT TCC
Glu Arg
265

700

*
CAT GAA
GTA CTT
His Glu

GAT
CTA
Asp
235

ACT
TGA
Thr

710

GGA
CCT
Gly

GAA
CTT
Glu

TGC
ACG

Cys

720

ATT
TAA
Ile
240

740 750

* *

GGA AGG ACG TGT GAG AAG
CCT TCC TGC ACA CTC TTC
Gly Arg Thr Cys Glu Lys
LIKE FEZE#481 242

760

*
GCT TGT
CGA ACA
Ala Cys
243

GAA
CTT
Glu
245

CTG
GAC

Leu

770

CAC
GTG
His

ACG
TGC
Thr

TTT

Phe

780

GGC
CCG
Gly
260

800 810
x *

TGC AGT GGA CAA GAG GGA
ACG TCA CCT GTT CTC CCT
Cys Ser Gly Gln Glu Gly
hTIE2 EGF Ff45Hi82

CCT
GGA
Pro

281

GAC
CTG

Asp

ccc
GGG

Pro

850

TAT
ATA

Tyr

GGG TGT
CCC ACA
Gly Cys
285

820

*
TGC AAG
ACG TTC

Cys Lys

TCT
AGA
Ser

275

TAT
ATA

Tyr

830

GTG
CAC
Val

TTC
AAG
Phe

TGT
ACA

Cys

840

CTC
GAG
Leu

280

860 870
* *

TCC T6T GCC ACA GGC TGG
AGG ACA CGG TGT €CG ACC
Ser Cys Ala Thr Gly Trp
hTIE2 EGF HE&5Hais2

TGC
ACG
Cys
301

CAC
GTG
His

CCT
GGA

Pro

910

GGT
CCA
Gly

TTT TAC
AAA ATG
Phe Tyr
305

880

*
AAG GGT
TTC CCA
Lys Gly

CTG
GAC
Leu

295

CAG
GTC
Gln

890

TGC
ACG

Cys

AAT
TTA
Asn

GAA
CTT
Glu
299

920 930

* *

GGG CCA GAT TGT AAG CTT
CCC GGT CTA ACA TTC GAA

Gly Pro Asp Cys Lys Leu
hTIE2 BGF HE&5#I3

970

940

*
AGG TGC
TCC ACG
Arg Cys

AGC
TCG
Ser

315

TGC
ACG

Cys

950
*

AAC
TTG

Asn

AAT
TTA

Asn

GGG
cce
Gly
320

980 990

35

1000

1010

900

GCA
CGT
Ala
300
960

GAG

CTC

Glu

1020
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[0643]
[0644]
[0645]
[0646]
[0647]
[0648]
[0649]
[0650]
[0651]
[0652]
[0653]
[0654]
[0655]
[0656]
[0657]
[0658]
[0659]
[0660]
[0661]
[0662]
[0663]
[0664]
[0665]
[0666]
[0667]
[0668]
[0669]
[0670]
[0671]
[0672]
[0673]
[0674]
[0675]
[0676]
[0677]
[0678]
[0679]
[0680]
[0681]
[0682]
[0683]
[0684]
[0685]

ATG
TAC
Met

321

CCG
GGC
Pro

341

TGT GAT
ACA CTA

Cys Asp

TGC CCA
ACG GGT

Cys Pro

*x
CGC TTC
GCG AAG
Arg Phe
hTIE2
1030
*x
GCA CCT
CGT GGA
Ala Pro
345

CAA
GTT
Gln
EGF

GAA
CTT
Glu

*

GGA TGT CTC TGC TCT CTC
CCT ACA GAG ACG AGA GAG

Gly Cys Leu Cys Ser Leu
yEX Ay AR 331 332

1040

*

CTC CTG
GAG GAC

Leu Leu

*

1050

*

GGG GGA CCG TCA
CCC CCT GGC AGT
Gly Gly Pro Ser
hFC 25 #438,

AAG
TTC
Lys
361

GAC ACC
CTG TGG
Asp Thr

1090

*x

CTC ATG
GAG TAC
Leu Met

365

ATC
TAG
Ile

1100

*

TCC CGG
AGG GCC
Ser Arg

1110

*

ACC CCT GAG GTC
TGG GGA CTC CAG
Thr Pro Glu Val
hFC 254438,

CAC
GTG

381

GAA GAC
CTT CTG
Glu Asp

1150

*x

CCT GAG

GGA CTC

Pro Glu
385

GTC
CAG
Val

1160

*

AAG TTC
TTC AAG
Lys Phe

1170

*

AAC TGG TAC GTG
TTG ACC ATG CAC
Asn Trp Tyr Val
hFCZE )35,

AAG
TTC
Lys
401

ACA AAG
TGT TTC
Thr Lys

1210

x

CCG CGG

GGC GCC

Pro Arg
405

GAG
CTC
Glu

1220

*x

GAG CAG
CTC GTC
Glu Gln

1230

*

TAC AAC AGC ACG
ATG TTG TCG TGC
Tyr Asn Ser Thr
hFC 25 #)45,

GTC
CAG
Val
421

CTG CAC
GAC GTG

Leu His

1270

*

CAG GAC

GTC CTG

Gln Asp
425

TGG
ACC

Trp

1280

*

CTG AAT
GAC TTA

Leu Asn

1290
*

GGC AAG GAG TAC
CCG TTC CTC ATG
Gly Lys Glu Tyr
hFC S5 4435

CTC
GAG
Leu

441

CCA GCC
GGT CGG
Pro Ala

1330

*

CCC ATC

GGG TAG

Pro Ile
445

GAG
CTC
Glu

1340

*

AAA ACC
TTT TGG
Lys Thr

1350
*

ATC TCC AAA GCC
TAG AGG TTT CGG
Ile Ser Lys Ala
hFC 454

1390
*

1400

*

1410

*

*
GAG GAC AAA
CTC CTG TTT
Glu Asp Lys

*
ACT CAC ACA
TGA GTG TGT
Thr His Thr

hFCLEHg s

1060
*
GTC TTC CTC
CAG AAG GAG
Val Phe Leu
355

1070

*
TTC CCC CCA
AAG GGG GGT
Phe Pro Pro

TGC
ACG

Cys

TTT

Lys

CCA
GGT
Pro
340
1080

cce
GGG
Pro

360

1120
*
ACA TGG GTG
TGT ACG CAC
Thr Cys Val
375

1130

*
GTG GTG GAC
CAC CAC CTG
Val Val Asp

GTG
CAC
Val

1140

AGC
TCG
Ser

380

1180
*
GAC GGC GTG
CTG CCG CAC
Asp Gly Val
385

1190

*
GAG GTG CAT
CTC CAC GTA
Glu Val His

AAT
TTA

Asn

1200

GCC
CGG
Ala
400

1240
*
TAC CGT GTG
ATG GCA CAC
Tyr Arg Val
415

1250

*
GTC AGC GTC
CAG TCG CAG
Val Ser Val

CTC
GAG

Leu

1260

ACC
TGG
Thr
420

1300
*
AAG TGC AAG
TTC ACG TTC
Lys Cys Lys
435

1310

*
GTC TCC AAC
CAG AGG TTG
Val Ser Asn

TTT

Lys

1320

GCC
CGG
Ala
440

1360
*
AAA GGG CAG
TTT CCC GTC
Lys Gly Gln
455

1370

*
CCC CGA GAA
GGG GCT CTT
Pro Arg Glu

CCA
GGT

Pro

1380

*
CAG
GTC
Gln
460

36

1420

*

1430

*

1440
*
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[0686]
[0687]
[0688]
[0689]
[0690]
[0691]
[0692]
[0693]
[0694]
[0695]
[0696]
[0697]
[0698]
[0699]
[0700]
[0701]
[0702]
[0703]
[0704]
[0705]
[0706]
[0707]
[0708]
[0709]
[0710]
[0711]
[0712]
[0713]
[0714]
[0715]
[0716]
[0717]
[0718]
[0719]
[0720]
[0721]
[0722]
[0723]
[0724]
[0725]
[0726]
[0727]
[0728]

GTG
CAC
Val
461

TAC ACC CTG CCC
ATG TGG GAC GGG
Tyr Thr Leu Pro

465

CCA TCC CGG
GGT AGG GCC
Pro Ser Arg

GAG GAG ATG ACC
CTC CTC TAC TGG
Glu Glu Met Thr
hFC 25 #438,

CTG
GAC
Leu

481

1450
*x
GTC AAA GGC TTC
CAG TTT CCG AAG
Val Lys Gly Phe
485

1460

*
TAT CCC AGC
ATA GGG TCG

Tyr Pro Ser

1470

*

GAC ATC GCC GTG
CTG TAG CGG CAC
Asp Ile Ala Val
hFC 25 #438,

GAG
CTC
Glu
501

1510
*x
AAC AAC TAC AAG
TTG TTG ATG TTC
Asn Asn Tyr Lys
505

1520

*
ACC ACG CCT
TGG TGC GGA
Thr Thr Pro

1530

*

CCC GTG CTG GAC

AAG AAC
TTC TTG

Lys Asn

CAG GTC
GTC CAG
Gln Val
475

AGC CTG
TCG GAC

Ser Leu

ACC
TGG
Thr

TGC
ACG
Cys
480

1480

*
GAG TGG
CTC ACC
Glu Trp

GAG AGC
CTC TCG
Glu Ser
495

1490

*

AAT GGG
TTA CCC
Asn Gly

CAG
GTC
Gln

1500

CCG
GGC
Pro

500

1540
*

TCC GAC

GGG CAC GAC CTG AGG CTG

Pro Val Leu Asp
hFC 45 #a35,

AGC
TCG
Ser

521

1570
*x
AAG CTC ACC GTG
TTC GAG TGG CAC
Lys Leu Thr Val
525

1580

*
GAC AAG AGC
CTG TTC TCG

Asp Lys Ser

1590

*

AGG TGG CAG CAG
TCC ACC GTC GTC
Arg Trp Gln Gln
hFC 254438

ATG
TAC
Met

541

1630
x
CAT GAG GCT CTG
GTA CTC CGA GAC
His Glu Ala Leu
545

1640
*

CAC AAC CAC

GTG TTG GTG ATG TGC GTC TTC
His Asn His Tyr Thr Gln Lys
hFC %5 F43,

1650

*

Ser Asp

GGC TCC
CCG AGG
Gly Ser
515

1550

*
TTC TTC
AAG AAG
Phe Phe

CTC
GAG

Leu

1560

TAC

ATG

Tyr
520

1600

*
GGG AAC
CcCcC TTG
Gly Asn

GTC TTC
CAG AAG
Val Phe
535

1610

*

TCA TGC
AGT ACG

Ser Cys

TcC
AGG

Ser

1620

GTG
CAC
Val
540

1660

*

TAC ACG CAG AAG AGC CTC

1683

*
TGA
ACT

(SEQ ID NO:5)

% % % (SEQ ID NO:6)

561

DAAP#4

10
*

20
*

30
*

TCG GAG

Ser Leu

TCC CTG
AGG GAC
Ser Leu

555

1670

*

TCT CCG
AGA GGC

Ser Pro

GGT
CCA
Gly

1680

TTT
Lys
560

40
*

50
*

ATG GTC AGC TAC TGG GAC ACC GGG GTC CTG CTG TGC GCG CTG CTC AGC TGT CTG CTT
TAC CAG TCG ATG ACC CTG TGG CCC CAG GAC GAC ACG CGC GAC GAG TCG ACA GAC GAA

Met Val Ser Tyr Trp Asp Thr Gly Val Leu Leu Cys Ala Leu Leu Ser Cys Leu Leu

1

5

hVEGFR1 {55 751

70

80

*

90

*

15

60

CTC
GAG
Leu

20

37

100

110

120
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[0729]
[0730]
[0731]
[0732]
[0733]
[0734]
[0735]
[0736]
[0737]
[0738]
[0739]
[0740]
[0741]
[0742]
[0743]
[0744]
[0745]
[0746]
[0747]
[0748]
[0749]
[0750]
[0751]
[0752]
[0753]
[0754]
[0755]
[0756]
[0757]
[0758]
[0759]
[0760]
[0761]
[0762]
[0763]
[0764]
[0765]
[0766]
[0767]
[0768]
[0769]
[0770]
[0771]

ACA GGA TCT AGT TCA GGT GGT AGA
TGT CCT AGA TCA AGT CCA CCA TCT
Thr Gly Ser Ser Ser Gly Gly Arg
21 2526 27

130 140

*x *
ATA CAC ATG ACT GAA GGA AGG GAG
TAT GTG TAC TGA CTT CCT TCC CTC
Ile His Met Thr Glu Gly Arg Glu
41_45hVEGFR11GZE#4382_55_60

190 200

*x *
ACT GTT ACT TTA AAA AAG TTT CCA
TGA CAA TGA AAT TTT TTC AAA GGT
Thr Val Thr Leu Lys Phe

Lys Pro

61 65

250 260

x* *
TGG GAC AGT AGA AAG GGC

ACC CTG TCA TCT TTC CCG AAG TAG

Trp Asp Ser Arg Lys Gly Phe Ile

81 85

310 320

x *

hVEGFR1 1G £5#43k2

CCT TTC GTA GAG
GGA AAG CAT CTC
Pro Phe Val Glu
hVEGFR1
150
*
CTC GTC ATT CCC
GAG CAG TAA GGG
Leu Val Ile Pro
210
*
CTT GAC ACT TTG
GAA CTG TGA AAC

Leu Asp Thr Leu

hVEGFR1 1G £5H4i%ke

ATG TAC AGT
TAC ATG TCA
Met Tyr Ser

16 25182

GAA ATC
CTT TAG
Glu Ile

cce
GGG

Pro

GAA
CTT
Glu

ATT
TAA
Ile
40

160

*
TGC CGG GTT
ACG GCC CAA

Cys Arg Val

220
*
ATC CCT GAT
TAG GGA CTA
Ile Pro Asp
75

170

*
ACG TCA
TGC AGT
Thr Ser

230

*
GGA AAA
CCT TTT
Gly Lys

CCT
GGA

Pro

CGC
GCG

Arg

AAC
TTG

Asn

ATA
TAT
Ile

180

ATC
TAG
Ile

240

ATC
TAG
Ile
80

270

*

TAT AGT TTA CGT
Ile Ser Asn Ala

280

*

TTC ATC ATA TCA AAT GCA ACG TAC AAA

TGC ATG TTT
Thr Tyr Lys
95

290

*
GAA ATA
CTT TAT
Glu Ile

GGG
cce
Gly

CTT
GAA

Leu

300

CTG
GAC
Leu

100

330

*

340

*

ACC TGT GAA GCA ACA GTC AAT GGG CAT TTG TAT AAG ACA AAC TAT

TGG ACA CTT CGT TGT CAG TTA CCC

Thr Cys Glu Ala Thr Val Asn Gly

101 105

370 380

* *
GCT TCC TTC CTA CCA GCT ACT TTA
CGA AGG AAG GAT GGT CGA TGA AAT
Ala Ser Phe Leu Pro Ala Thr Leu
121 125

430

440
* *
TCT TTC AAA AAG GTA TTG ATT AAA
AGA AAG TTT TTC CAT AAC TAA TTT
Phe Lys Lys Val
145
490

Ser Leu Ile Lys

141

500
* *

ATC CAT TCA GTG CCC CGG CAT GAA

GTA AAC ATA TTC

His Leu Tyr Lys

hVEGFR1 1G £5faiR2

390

*
ACT ATG ACT GTG
TGA TAC TGA CAC
Thr Met Thr Val

hTIE2 IG ZE#aiH2

TGT TTG ATA
Thr Asn Tyr
115

350

*
CTC ACA
GAG TGT
Leu Thr

CAT
GTA
His

CGA
GCT
Arg

360

CAA
GTT
Gln
120

400

*
GAC AAG GGA
CTG TTC CCT
Gly
135

Asp Lys

410

*
GAT AAC
CTA TTG
Asp Asn

GTG
CAC
Val

AAC
TTG
Asn

420

ATA
TAT
Ile
140

450

*
GAA GAA GAT GCA
CTT CTT CTA CGT
Glu Glu Asp Ala

hTIE2 IG Z5#ai2

460
*
GTG ATT TAC
CAC TAA ATG
Val Ile Tyr
155

470

*
AAA AAT
TTT TTA

Lys Asn

GGT
CCA
Gly

TCC
AGG

Ser

480

TTC
AAG
Phe
160

510
*

GTA CCT GAT ATT

38

520

CTA GAA GTA

530
*

CAC CTG

CCT

CAT

540

GCT
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[0772]
[0773]
[0774]
[0775]
[0776]
[0777]
[0778]
[0779]
[0780]
[0781]
[0782]
[0783]
[0784]
[0785]
[0786]
[0787]
[0788]
[0789]
[0790]
[0791]
[0792]
[0793]
[0794]
[0795]
[0796]
[0797]
[0798]
[0799]
[0800]
[0801]
[0802]
[0803]
[0804]
[0805]
[0806]
[0807]
[0808]
[0809]
[0810]
[0811]
[0812]
[0813]
[0814]

TAG
Ile
161

GTA AGT CAC GGG
His Ser Val Pro
165

GCC GTA CTT

Arg His Glu

hTIEZ IG

CAG
GTC
Gln
181

550
*x
CCC CAG GAT GCT
GGG GTC CTA CGA
Pro Gln Asp Ala
185

560

*
GGA GTG TAC
CCT CAC ATG

Gly Val Tyr

hTIEZ IG

GCC
CGG
Ala
201

CCA
GGT
Pro

221

610

*x
TTC ACC AGG CTG
AAG TGG TCC GAC
Phe Thr Arg Leu

205 hTIE2 1IG Z5#a152

670

*x
CCG TGC CCA GCA
GGC ACG GGT CGT
Pro Cys Pro Ala

225

620
*
ATA GTC CGG
TAT CAG GCC
Ile Val Arg
680
*
CCT GAA CTC
GGA CTT GAG

Pro Glu Leu

CAT GGA CTA TAA
Val Pro Asp Ile

ZE 12

GAT CTT
Leu Glu

CAT GTG GAC GGA
Val His Leu Pro
175

GTA
His

CGA
Ala
180

570

*
TCG GCC AGG TAT
AGC CGG TCC ATA
Ser Ala Arg Tyr

ZE Rk

580

*
ATA GGA
TAT CCT
Ile Gly

590

*
GGA AAC CTC TTC
CCT TTG GAG AAG
Gly Asn Leu Phe
195

ACC
TGG
Thr

600

*
TCG
AGC
Ser

200

630

*
AGA TGT GAA GCC
TCT ACA CTT CGG
Arg Cys Glu Ala

212

640

*
CTC GAG
GAG CTC
Leu Glu
213

650

*
GAC AAA ACT CAC
CTG TTT TGA GTG
Asp Lys Thr His

690

*
CTG GGG GGA CCG
GAC CCC CCT GGC
Leu Gly Gly Pro

hFC £ 43,

cce
GGG
Pro

241

730

*

AAG GAC ACC CTC

TTC CTG TGG GAG

Lys Asp Thr Leu

245

740

*
ATG ATC TCC
TAC TAG AGG

Met Ile Ser

700

*
TCA GTC
AGT CAG
Ser Val

710

*

TTC CTC TTC CCC

AAG GAG AAG GGG

Phe Leu Phe Pro

235

ACA
TGT
Thr

hFC DOMAIN

CCA
GGT

Pro

660

TGC
ACG
Cys
220
720

TTT
Lys
240

750

*
CGG ACC CCT GAG
GCC TGG GGA CTC
Arg Thr Pro Glu
hFC 25 #)4,

AGC
TCG
Ser

261

790

CAC GAA
GTG CTT

GAC
CTG

CCT
GGA
His Glu Pro

265

Asp

800

GAG
CTC

GTC
CAG

AAG
TTC
Glu

Val Lys

760

*
GTC ACA
CAG TGT
Val Thr

770

*

TGC GTG GTG GTG

ACG CAC CAC CAC

Cys Val Val Val

255

GAC
CTG

Asp

780

GTG
CAC
Val
260

810

*
TTC AAC TGG TAC
AAG TTG ACC ATG
Phe Asn Trp Tyr
hFC 2543

GCC
CGG
Ala
281

850

*
AAG ACA AAG
TTC TGT TTC

CCG
GGC
Pro

285

Lys Thr Lys

860

GG
GCC

GAG
CTC

GAG
CTC
Glu

Arg Glu

820

*
GTG GAC
CAC CTG
Val Asp

830

GGC
CCG

GTG
CAC

GAG
CTC

GTG
CAC
Gly Val
275

Glu Val

CAT
GTA
His

840

AAT
TTA
Asn
280

870

*
CAG TAC AAC AGC
GTC ATG TTG TCG
Gln Tyr Asn Ser
hFC Z5H3%

ACC
TGG

910

GTC CTG
CAG GAC

CAC
GTG

CAG
GTC

920

*
GAC TGG
CTG ACC

CTG
GAC

880

*
ACG TAC
TGC ATG
Thr Tyr

890

CGT
GCA

GTG
CAC

GTC
CAG

AGC
TCG
Val

Arg Val Ser

295

GTC
CAG
Val

900

CTC
GAG
Leu

300

930

*
AAT GGC AAG GAG
TTA CCG TTC CTC

39

940

*

950
*

960
*

TAC AAG TGC AAG
ATG TTC ACG TTC

GTC TCC AAC AAA
CAG AGG TTG TTT
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[0815]
[0816]
[0817]
[0818]
[0819]
[0820]
[0821]
[0822]
[0823]
[0824]
[0825]
[0826]
[0827]
[0828]
[0829]
[0830]
[0831]
[0832]
[0833]
[0834]
[0835]
[0836]
[0837]
[0838]
[0839]
[0840]
[0841]
[0842]
[0843]
[0844]
[0845]
[0846]
[0847]
[0848]
[0849]
[0850]
[0851]
[0852]
[0853]
[0854]
[0855]
[0856]
[0857]

Thr
301

Val Leu His

Gln Asp Trp
305

Leu

Asn Gly Lys Glu
hFC £5#15,

GCC
CGG
Ala
321

970

*x
CTC CCA GCC
GAG GGT CGG
Leu Pro Ala

980

*
CCC ATC GAG
GGG TAG CTC
Pro Ile Glu
325

AAA
TTT

Lys

Tyr Lys

Cys Lys Val
315

Ser

Asn

Lys
320

990

*
ACC ATC TCC AAA
TGG TAG AGG TTT
Thr Ile Ser Lys
hFC 25 #438,

CAG
GTC
Gln
341

1030

*x
GTG TAC ACC
CAC ATG TGG
Val Tyr Thr

1040

*

CTG CCC CCA
GAC GGG GGT
Leu Pro Pro

345

TCC
AGG

Ser

1000
*
GCC AAA
GG TTT
Ala Lys

1010
*
GGG CAG CCC
CCC GTC GGG
Gly Gln Pro
335

CGA
GCT

Arg

GAA
CTT
Glu

1020

CCA
GGT
Pro

340

1050

*
CGG GAG GAG ATG
GCC CTC CTC TAC
Arg Glu Glu Met
hFC 254438,

TGC
ACG
Cys
361

1090

*x
CTG GTC AAA
GAC CAG TTT
Leu Val Lys

1100

*

GGC TTC TAT

CCG AAG ATA

Gly Phe Tyr
365

ccc
GGG

Pro

1060
*
ACC AAG
TGG TTC
Thr Lys

1070
*
AAC CAG GTC
TTG GTC CAG
Asn Gln Val
355

AGC
TCG

Ser

CTG
GAC

Leu

1080

ACC
TGG
Thr
360

1110

*
AGC GAC ATC GCC
TCG CTG TAG CGG
Ser Asp Ile Ala
hFC 254438

CCG
GGC
Pro

381

1150

x
GAG AAC AAC
CTC TTG TTG
Glu Asn Asn

1160

*

TAC AAG ACC

ATG TTC TGG

Tyr Lys Thr
385

ACG
TGC
Thr

1120
*
GTG GAG
CAC CTC
Val Glu

1130
*
TGG GAG AGC
ACC CTC TCG
Trp Glu Ser
375

AAT
TTA

Asn

GGG
cce
Gly

1140

CAG
GTC
Gln
380

1170

*
CCT CCC GTG CTG
GGA GGG CAC GAC
Pro Pro Val Leu
hFC 25 #)4,

TAC
ATG
Tyr
401

1210

x*
AGC AAG CTC
TCG TTC GAG

Ser Lys Leu

1220

*

ACC GTG GAC

TGG CAC CTG

Thr Val Asp
405

AAG
TTC

Lys

1180
*
GAC TCC
CTG AGG

Asp Ser

1190
*
GAC GGC TCC
CTG CCG AGG
Asp Gly Ser
395

TTC
AAG
Phe

TTC
AAG
Phe

1200

CTC
GAG
Leu

400

1230

*
AGC AGG TGG CAG
TCG TCC ACC GTC
Ser Arg Trp Gln
hFC 2543

GTG
CAC
Val
421

1270

*
ATG CAT GAG
TAC GTA CTC
Met His Glu

1280

*

GCT CTG CAC

CGA GAC GTG

Ala Leu His
425

AAC
TG

Asn

1240
*
CAG GGG
GTC CCC
Gln Gly

1250
*
AAC GTC TTC
TTG CAG AAG
Asn Val Phe
415

TCA
AGT

Ser

TGC
ACG

Cys

1260

TCC
AGG
Ser

420

1290

*
CAC TAC ACG CAG
GTG ATG TGC GTC
His Tyr Thr Gln
hFC 2543

AAA
TTT

1326

*
TGA  (SEQID
ACT

Lys * * *x (SEQID

NO:7)

NO:8)

1300
*
AAG AGC
TTC TCG

Lys Ser

1310

*
CTC TCC CTG
GAG AGG GAC
Leu Ser Leu

435

TCT
AGA

Ser

CCG
GGC

Pro

1320

GGT
CCA
Gly
440

40
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[0858]
[0859]
[0860]
[0861]
[0862]
[0863]
[0864]
[0865]
[0866]
[0867]
[0868]
[0869]
[0870]
[0871]
[0872]
[0873]
[0874]
[0875]
[0876]
[0877]
[0878]
[0879]
[0880]
[0881]
[0882]
[0883]
[0884]
[0885]
[0886]
[0887]
[0888]
[0889]
[0890]
[0891]
[0892]
[0893]
[0894]
[0895]
[0896]
[0897]
[0898]
[0899]
[0900]

441 442

DAAP#11

ATG
TAC

Met

10

*

20

*

GAC TCT TTA GCC AGC TTA

CTG AGA AAT

Asp Ser Leu

CGG
Ala
5

TCG AAT

Ser Leu

30

*
GTT CTC TGT GGA GTC
CAA GAG ACA CCT CAG
Val Leu Cys Gly Val
hTIE2 {555

GAA
CTT
Glu
21

TCT
AGA
Ser

41

992 23

70

*x
GGT GCC ATG
CCA CGG TAC
Gly Ala Met

GAC
CTG
Asp
25

80

*
TTG ATC
AAC TAG
Leu Ile

40

*
AGC TTG
TCG AAC
Ser Leu

15

CTC CTT
GAG GAA

Leu Leu

50
*
TCT
AGA

Ser

GGA
CCT
Gly

ACT
TGA
Thr

60

GTG
CAC
Val
20

90

*
TTG ATC AAT TCC CTA
AAC TAG TTA AGG GAT
Leu Ile Asn Ser Leu

hTIE2 16 k1

130

*x
CTC ACC TGC
GAG TGG ACG
Leu Thr Cys

ATT
TAA
Ile
45

140

*
GCC TCT
CGG AGA
Ala Ser

100

*
CCT CTT
GGA GAA

Pro Leu

GTA TCT
CAT AGA
Val Ser
35

110

GAT
CTA

Asp

GCT
CGA
Ala

GAA
CTT
Glu

120

ACA
TGT
Thr
40

150

*
GGG TGG CGC CCC CAT
CCC ACC GCG GGG GTA
Gly Trp Arg Pro His

hTIE2 1G ikl

TTT

Phe
61

190

x
GAA GCC TTA
CTT CGG AAT
Glu Ala Leu

ATG
TAC
Met

65

200

*
AAC CAG
TTG GTC
Asn Gln

160

*
GAG CCC
CTC GGG
Glu Pro

ATC ACC
TAG TGG
Ile Thr
55

170

ATA
TAT

GGA
CCT
Gly

AGG
TCC
Arg

180

GAC
CTG
Asp
60

210

*

CAC CAG GAT CCG CTG
GTG GTC CTA GGC GAC
His Gln Asp Pro Leu
hTIE2 1G Z5Hgikl

GAA
CTT
Glu
81

250

x*
TGG GCT AAA
ACC CGA TTT
Trp Ala Lys

AAA
TTT
Lys
85

260

*
GTT GTT
CAA CAA
Val Val

220

GAA GTT
CTT CAA
Glu Val

ACT CAA
TGA GTT
Thr Gln
75

GAT
CTA

Asp

GTG
CAC
Val

ACC
TGG
Thr

240

AGA
TCT
Arg
80

270

*

TGG AAG AGA GAA AAG
ACC TTC TCT CTT TTC
Trp Lys Arg Glu Lys
hTIEZ  IG £5H43k1

TTC
AAG
Phe
101

310

*
TGT GAA GGG
ACA CTT ccC
Cys Glu Gly

CGA
GCT
Arg
105

320

*
GTT CGA
CAA GCT
Val Arg

280

*
GCT AGT
CGA TCA
Ala Ser

AAG ATC
TTC TAG
Lys Ile
95

290

AAT
TTA
Asn

GGT
CCA
Gly

GCT
CGA
Ala

300

TAT
ATA
Tyr
100

330
*

GGA GAG GCA ATC AGG

CCT CTC CGT TAG TCC

Gly Glu Ala Ile Arg

hTIE2 16 541

CAA
GTT
Gln

370

*
GCT TCC TTC
CGA AGG AAG
Ala Ser Phe

CTA
GAT

Leu

380

*
CCA GCT
GGT CGA
Pro Ala

340

*
ATA CGA
TAT GCT
Ile Arg

ACC ATG
TGG TAC
Thr Met
115

350

AAG
TTC

Lys

ATG
TAC

Met

CGT
GCA
Arg

360

CAA
GTT
Gln
120

390

*
ACT TTA ACT ATG ACT
TGA AAT TGA TAC TGA
Thr Leu Thr Met Thr

41

400

*
GTG GAC
CAC CTG

AAG GGA
TTC CCT

410

*
GAT
CTA

AAC
TTG

Val Asp Lys Gly Asp Asn

GTG
CAC
Val

420

*
AAC
TTG

Asn
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[0901]
[0902]
[0903]
[0904]
[0905]
[0906]
[0907]
[0908]
[0909]
[0910]
[0911]
[0912]
[0913]
[0914]
[0915]
[0916]
[0917]
[0918]
[0919]
[0920]
[0921]
[0922]
[0923]
[0924]
[0925]
[0926]
[0927]
[0928]
[0929]
[0930]
[0931]
[0932]
[0933]
[0934]
[0935]
[0936]
[0937]
[0938]
[0939]
[0940]
[0941]
[0942]
[0943]

121

ATA
TAT
Ile
141

122

125

hTIE2

430

x*

TCT TTC AAA
AGA AAG TTT

Ser Phe Lys

AAG
TTC
Lys
145

440

*
GTA TTG ATT AAA
CAT AAC TAA TTT
Val Leu Ile Lys
hTIE2

TTC
AAG
Phe
161

490

*

ATC CAT TCA
TAG GTA AGT

Ile His Ser

GTG
CAC
Val
165

500

*
CCC CGG CAT GAA
GGG GCC GTA CTT
Pro Arg His Glu
hTIE2

GCT
CGA
Ala
181

550

x*
CAG CCC CAG
GTC GGG GTC

Gln pro Gln

GAT
CTA
Asp
185

560

*
GCT GGA GTG TAC
CGA CCT CAC ATG
Ala Gly Val Tyr
hTIE2

TCG
AGC
Ser

201

610

x*

GCC TTC ACC
CGG AAG TGG

Ala Phe Thr

AGG
TCC
Arg
205

620

*x
CTG ATA GTC CGG
GAC TAT CAG GCC
Leu Ile Val Arg

TAC
ATG
Tyr
221

670

x

AGT
TCA

GAA ATC
CTT TAG

Ser Glu Ile

cce
GGG
Pro

225

680

*

16
450
*
GAA
CTT
Glu
16
510

GTA
CAT
Val

16
570

TCG
AGC
Ser

16
630

*
AGA
TCT

Arg

hTIE2 IG 544482

690

*

ZE 12

135

140

GAA GAT
CTT CTA
Glu Asp
gy (kW)

460

*
GCA GTG
CGT CAC
Ala Val

ATT
TAA
Ile
155

TAC
ATG

Tyr

470

ASS
TTT

Lys

AAT
TTA

Asn

GGT
CCA
Gly

CCT GAT
GGA CTA

Pro Asp
ZE Rk

520

*
ATT CTA
TAA GAT
Ile Leu

GAA
CTT
Glu
175

GTA
CAT
Val

530

CAC
GTG
His

CTG
GAC

Leu

CCT
GGA

Pro

480

*
TcC
AGG

Ser

160

540

CAT
GTA
His
180

GCC AGG
06G TCC
Ala Arg
ZE Rk

580

*
TAT ATA
ATA TAT
Tyr Ile

GGA
CCT
Gly
195

GGA
CCT
Gly

590

AAC
TTG

Asn

CTC
GAG

Leu

TTC
AAG
Phe

600

ACC
TGG
Thr
200

TGT GAA
ACA CTT
Cys Glu

GAA ATT ATA CAC ATG ACT GAA

CTT
Glu

CGG
GCC

241

730

*
GTT
CAA

ACG TCA
TGC AGT

Val Thr Ser

CCT
GGA
Pro

245

740
*

750

*

TAA TAT GTG TAC TGA CTT
Ile Ile His Met Thr Glu
hVEGFR1 16 £5#152

640

*
GCC GGT
GG CCA
Ala Gly

213 214

700

*
GGA AGG
CCT TCC

Gly Arg

AGA
TCT
Arg
215

CCT
GGA

Pro

650

TTC
AAG
Phe

GTA
CAT
Val

GAG
CTC
Glu

660

ATG
TAC
Met

220

GAG
CTC
Glu
215

CTC
GAG

Leu

710

GTC
CAG
Val

ATT
TAA
Ile

cce
GGG

Pro

720

TGC
ACG
Cys
240

AAC
TTG

Asn

ATC ACT GTT ACT TTA AAA
TAG TGA CAA TGA AAT TTT
Ile Thr Val Thr Leu Lys
hVEGFR1 16 £5#435%2

CCT
GGA
Pro

261

790

*
GAT
CTA

GGA AAA
CCT TTT

Asp Gly Lys

CGC
GCG
Arg
265

ATA
TAT
Ile

760

AAG
TTC

TTT
AAA

Lys Phe

CCA
GGT
Pro

255

770

CTT
GAA

GAC
CTG

ACT
TGA

TG
AAC
Thr

Leu Asp Leu

780

ATC
TAG
Ile
260

800 810

* *

ATC TGG GAC AGT AGA AAG
TAG ACC CTG TCA TCT TTC
Ile Trp Asp Ser Arg Lys

hVEGFR1 16 45#352

820

GGC
CCG

TTC
AAG

Gly Phe

ATC
TAG
Ile
275

830

*
ATA TCA AAT
TAT AGT TTA

GCA
CGT
Ile Ser Asn Ala

840

ACG
TGC
Thr
280

42
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[0944]
[0945]
[0946]
[0947]
[0948]
[0949]
[0950]
[0951]
[0952]
[0953]
[0954]
[0955]
[0956]
[0957]
[0958]
[0959]
[0960]
[0961]
[0962]
[0963]
[0964]
[0965]
[0966]
[0967]
[0968]
[0969]
[0970]
[0971]
[0972]
[0973]
[0974]
[0975]
[0976]
[0977]
[0978]
[0979]
[0980]
[0981]
[0982]
[0983]
[0984]
[0985]
[0986]

TAC
ATG
Tyr
281

850 860 870 880
*x * * *
AAA GAA ATA GGG CTT CTG ACC TGT GAA GCA ACA GTC AAT GGG
TTT CTT TAT CCC GAA GAC TGG ACA CTT CGT TGT CAG TTA CCC
Lys Glu Ile Gly Leu Leu Thr Cys Glu Ala Thr Val Asn Gly
285 hVEGFR1 1G #Z5#4352 295

AAC
TTG
Asn

301

890

*

CAT TTG
GTA AAC

His Leu

TAT AAG
ATA TTC

Tyr Lys

900

*
ACA
TGT
Thr
300

910 920 930 940

*x * * *
TAT CTC ACA CAT CGA CAA CTC GAG GAC AAA ACT CAC ACA TGC
ATA GAG TGT GTA GCT GTT GAG CTC CTG TTT TGA GTG TGT ACG
Tyr Leu Thr His Arg Gln Leu Glu Asp Lys Thr His Thr Cys

950

*
CCA CCG
GGT GGC

Pro Pro

305 307 308 310 hFC 254438,

CCT
GGA
Pro

321

970 980 990 1000
*x * * *
GAA CTC CTG GGG GGA CCG TCA GTC TTC CTC TTC CCC CCA AAA
CTT GAG GAC CCC CCT GGC AGT CAG AAG GAG AAG GGG GGT TTT
Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys
325 hFC 254438 335

ATG
TAC
Met

341

1010

*
CCC AAG
GGG TTC

Pro Lys

TGC CCA
ACG GGT

Cys Pro

GAC ACC
CTG TGG
Asp Thr

960

*
GCA
CGT
Ala
320
1020

CTC
GAG
Leu

340

1030 1040 1050 1060
*x * * *
ATC TCC CGG ACC CCT GAG GTC ACA TGC GTG GTG GTG GAC GTG
TAG AGG GCC TGG GGA CTC CAG TGT ACG CAC CAC CAC CTG CAC
Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val
345 hFC 25 #)45, 355

GAG
CTC
Glu
361

1070

*
AGC CAC
TCG GTG

Ser His

GAA GAC
CTT CTG
Glu Asp

1080

CCT
GGA
Pro

360

1090 1100 1110 1120
x* * * *
GTC AAG TTC AAC TGG TAC GTG GAC GGC GTG GAG GTG CAT AAT
CAG TTC AAG TTG ACC ATG CAC CTG CCG CAC CTC CAC GTA TTA

1130

*
GCC AAG
C6G TTC

Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr

365 hFC 443 375

CGG
GCC

381

ACA AAG
TGT TTC

Lys Pro

1140

CC6
GGC

380

1150 1160 1170 1180
* * * *
GAG GAG CAG TAC AAC AGC ACG TAC CGT GTG GTC AGC GTC CTC
CTC CTC GTC ATG TTG TCG TGC ATG GCA CAC CAG TCG CAG GAG
Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu
385 hFC 454635, 395

GAC
CTG
Asp
401

1190

*
ACC GTC
TGG CAG
Thr Val

CTG CAC
GAC GTG

Leu His

1200

CAG
GTC
Gln
400

1210 1220 1230 1240
* * x* *

TGG CTG AAT GGC AAG GAG TAC AAG TGC AAG GTC TCC AAC AAA

ACC GAC TTA CCG TTC CTC ATG TTC ACG TTC CAG AGG TTG TTT

Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys

405 hFC 45 #45k 415

1250

*
GCC CTC
CGG GAG
Ala Leu

CCA GCC
GGT CGG
Pro Ala

1260

cce
GGG
Pro

420

1270 1280 1290 1300

43

1310

1320
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[0987]
[0988]
[0989]
[0990]
[0991]
[0992]
[0993]
[0994]
[0995]
[0996]
[0997]
[0998]
[0999]
[1000]
[1001]
[1002]
[1003]
[1004]
[1005]
[1006]
[1007]
[1008]
[1009]
[1010]
[1011]
[1012]
[1013]
[1014]
[1015]
[1016]
[1017]
[1018]
[1019]
[1020]
[1021]
[1022]
[1023]
[1024]
[1025]
[1026]
[1027]
[1028]
[1029]

ATC
TAG
Ile
421

*

GAG AAA ACC

ATC

*

TCC AAA GCC

CTC TTT TGG TAG AGG TTT CGG

Glu Lys Thr

Ile
425

Ser Lys Ala

* *
AAA GGG CAG CCC CGA GAA
TTT CCC GTC GGG GCT CTT
Lys Gly Gln Pro

hFC £ 43

Arg Glu

cce
GGG
Pro

441

1330

x*
CCA TCC CGG
GGT AGG GCC

Pro Ser Arg

GAG
CTC
Glu
445

1340
*
GAG ATG ACC
CTC TAC TGG

Glu Met Thr

*
CCA CAG GTG TAC
GGT GTC CAC ATG
Pro Gln Val Tyr
435

ACC
TGG
Thr

CTG
GAC
Leu

440

1350 1360
* *
AAG AAC CAG GTC AGC CTG
TTC TTG GTC CAG TCG GAC
Lys Asn Gln Val Ser Leu

hFC £ 43

TTC
AAG
Phe
461

1390

*
TAT CCC AGC
ATA GGG TCG

Tyr Pro Ser

GAC
CTG
Asp
465

1400

*
ATC GCC GTG
TAG CGG CAC

Ile Ala Val

1370

*
ACC TGC CTG GTC
TGG ACG GAC CAG

Thr Cys Leu Val

455

TTT

Lys

1380

GGC
CCG
Gly
460

1410 1420
* *
GAG TGG GAG AGC AAT GGG
CTC ACC CTC TCG TTA CCC
Glu Trp Glu Ser

hFC 45 i

Asn Gly

AAG
TTC
Lys
481

1450

x
ACC ACG CCT
TGG TGC GGA
Thr Thr Pro

cce
GGG
Pro

485

1460

*
GTG CTG GAC
CAC GAC CTG

Val Leu Asp

1430

*

CAG CCG GAG AAC

GTC GGC CTC TTG

Gln Pro Glu Asn

475

AAC
TTG

Asn

1440

TAC
ATG
Tyr
480

1470 1480
* *
TCC GAC GGC TCC TTC TTC
AGG CTG CCG AGG AAG AAG
Ser Asp Gly Ser Phe Phe

hFC £ 43

GTG
CAC
Val
501

1510

x
GAC AAG AGC
CTG TTC TCG

Asp Lys Ser

AGG
TCC
Arg
505

1520

*
TGG CAG CAG
ACC GTC GTC

Trp Gln Gln

1490

*

CTC TAC AGC AAG

GAG ATG TCG TTC

Leu Tyr Ser Lys

495

CTC
GAG

Leu

1500

AcC
TGG
Thr
500

1530 1540
* *
GGG AAC GTC TTC TCA TGC
CCC TTG CAG AAG AGT ACG
Gly Asn Val Phe

hFC &5 1435,

Ser Cys

CTG
GAC
Leu

521

1570

*
CAC AAC CAC
GTG TTG GTG

His Asn His

TAC
ATG
Tyr
525

1580

*
ACG
TGC

CAG AAG
GTC TTC

Thr Gln Lys

1550

*

TCC GTG ATG CAT

AGG CAC TAC GTA

Ser Val Met His

515

GAG
CTC
Glu

1560

GCT
CGA
Ala
520

1590 1600
* *
AGC CTC TCC CTG

TCG GAG AGG GAC

TCT CCG
AGA GGC

Ser Leu Ser Leu Ser Pro

hFC S5 4435

DAAP#12

10
*

ATG GAC TCT TTA
TAC CTG AGA AAT
Met Asp Ser Leu
1

GCC
CGG
Ala
5

20

*
AGC TTA GTT
TCG AAT CAA

Ser Leu Val

1610

*
GGT
CCA

TGA
TTT ACT
Gly

535

Lys
537

30 40
* *

50
*

(SEQ ID NO:9)

* % % (SEQ ID NO:10)

60
*

CTC TGT GGA GTC
GAG ACA CCT CAG
Leu Cys Gly Val

hTIE2 {55 5%

70

80

AGC TTG
TCG AAC

Ser Leu

CTC CTT TCT GGA ACT GTG
GAG GAA AGA CCT TGA CAC
Leu Leu Ser Gly Thr Val
15 20

90

44

100

110 120
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[1030]
[1031]
[1032]
[1033]
[1034]
[1035]
[1036]
[1037]
[1038]
[1039]
[1040]
[1041]
[1042]
[1043]
[1044]
[1045]
[1046]
[1047]
[1048]
[1049]
[1050]
[1051]
[1052]
[1053]
[1054]
[1055]
[1056]
[1057]
[1058]
[1059]
[1060]
[1061]
[1062]
[1063]
[1064]
[1065]
[1066]
[1067]
[1068]
[1069]
[1070]
[1071]
[1072]

*

GAA GGT GCT TCC TTC

CTT CCA CGA AGG AAG

Glu Gly Ala Ser Phe

21

AAC
TTG
Asn

41

99 923

25

CTA
GAT

Leu

* *
CCA GCT ACT TTA ACT ATG
GGT CGA TGA AAT TGA TAC
Pro Ala Thr Leu Thr Met
hTIE2 1G Z5#4352

ATA TCT
TAT AGA
Ile Ser

130
x*

TTC
AAG
Phe

AAA
TTT
Lys
45

AAG
TTC

Lys

ACT
TGA
Thr

GTG
CAC
Val

GAC
CTG
Asp
35

AAG
TTC

Lys

*
GGA GAT
CCT CTA
Gly Asp

AAC
TTG

Asn

GTG
CAC
Val
40

140 150

* *
GTA TTG ATT AAA GAA GAA
CAT AAC TAA TTT CTT CTT
Val Leu Ile Lys Glu Glu
hTIE2 1G Z5#432

TCC
AGG
Ser

61

TTC ATC
AAG TAG
Phe Tle

190

CAT
GTA
His

TCA
AGT
Ser

65

GTG
CAC
Val

GAT
CTA

Asp

160

GCA
CGT
Ala

GTG
CAC
Val
55

ATT
TAA
Ile

170

*
TAC AAA
ATG TTT

Tyr Lys

AAT
TTA

Asn

180

GGT
CCA
Gly
60

200 210

* *
CCC CGG CAT GAA GTA CCT
GGG GCC GTA CTT CAT GGA
Pro Arg His Glu Val Pro
hTIE2 1G Z5#43%2

CAT
GTA

81

GCT CAG
CGA GTC
Ala Gln

250

cce
GGG

Pro

CAG
GTC
Gln
85

GAT
CTA

Asp

GAT
CTA

Asp

220

ATT
TAA
Ile

CTA
GAT
Leu

75

GAA
CTT
Glu

230

*
GTA CAC
CAT GTG
Val His

CTG
GAC

Leu

240

CCT
GGA
Pro

80

260 270

* *
GCT GGA GTG TAC TCG GCC
CGA CCT CAC ATG AGC CGG
Ala Gly Val Tyr Ser Ala
hTIE2 1G Z5#43%2

ACC
TGG
Thr
101

TCG GCC
AGC CGG
Ser Ala

310

TTC
AAG
Phe

ACC
T6G
Thr
105

AGG
TcC

Arg

AGG
TCC
Arg

280

TAT
ATA

Tyr

ATA
TAT
Ile
95

GGA
CCT
Gly

290

*
GGA AAC
CCT TTG
Gly Asn

CTC
GAG

Leu

300

TTC
AAG
Phe

100

320 330

x* *
CTG ATA GTC CGG AGA TGT
GAC TAT CAG GCC TCT ACA
Leu Ile Val Arg Arg Cys
hTIE2 1G Z5#432

TGC
ACG
Cys
121

AAC CAT
TTG GTA

Asn His

370

CTC
GAG

Leu

TGT
ACA
Cys
125

ACT
TGA
Thr

380 390
* *
GCT TGT ATG AAC AAT GGT
CGA ACA TAC TTG TTA CCA
Ala Cys Met Asn Asn Gly
hTIE2 EGF HR&5#i8i1

TGC
ACG
Cys
141

ATT TGC
TAA ACG
Ile Cys

430

CCT
GGA
Pro

145

CCT
GGA

Pro

GGG
cCC
Gly

GAA
CTT
Glu

GTC
CAG
Val

340

GCC
CGG
Ala
114
400

TGC
ACG

Cys

CAG
GTC
Gln
115

AAG
TTC

Lys

350

*
TGG GGA
ACC CCT
Trp Gly

CCT
GGA

Pro

360

GAA
CTT
Glu
120

CAT
GTA
His
135

GAA
CTT
Glu

410

*
GAT ACT
CTA TGA
Asp Thr

GGA
CCT
Gly

420

GAA
CTT
Glu
140

440 450

* *
TTT ATG GGA AGG ACG TGT
AAA TAC CCT TCC TGC ACA
Phe Met Gly Arg Thr Cys

490

500 510

x* x*

45

GAG
CTC
Glu

460
*

AAG
TTC

Lys

hTIE2 EGF #E&E a1 154

520

*

GCT
CGA
Ala
155

TGT
ACA

Cys

470

*
GAA CTG
CTT GAC
Glu Leu

CAC
GTG
His

480

ACG
TGC
Thr
160

530

540
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[1073]
[1074]
[1075]
[1076]
[1077]
[1078]
[1079]
[1080]
[1081]
[1082]
[1083]
[1084]
[1085]
[1086]
[1087]
[1088]
[1089]
[1090]
[1091]
[1092]
[1093]
[1094]
[1095]
[1096]
[1097]
[1098]
[1099]
[1100]
[1101]
[1102]
[1103]
[1104]
[1105]
[1106]
[1107]
[1108]
[1109]
[1110]
[1111]
[1112]
[1113]
[1114]
[1115]

TTT
AAA
Phe
161

GGC AGA ACT TGT AAA

CCG TCT TGA ACA TTT

Gly Arg Thr Cys Lys

165

GAA AGG TGC AGT GGA CAA GAG GGA TGC AAG TCT TAT

CTT TCC ACG TCA CCT GTT CTC CCT ACG TTC AGA ATA

Glu Arg Cys Ser Gly Gln Glu Gly
hTIE2 EGF FE&h 4182

TGT
ACA
Cys
181

CTC CCT
GAG GGA

Leu Pro

550
x*

GAC
CTG

Asp

CCC TAT
GGG ATA
Pro Tyr
185

Cys Lys
175

Ser Tyr

GTG
CAC
Val

TTC
AAG
Phe
180

560 570 580
* * *
GGG TGT TCC TGT GCC ACA GGC TGG
CCC ACA AGG ACA CGG TGT CCG ACC
Gly Cys Ser Cys Ala Thr Gly Trp

hTIE2 EGF FELE #4152

GAA
CTT
Glu
201

GGG
cce
Gly
221

GCA TGC
CGT ACG
Ala Cys
202

610
x

CAC
GTG

His

CCT GGT
GGA CCA
Pro Gly

205

AAG GGT

TTC CCA

Lys Gly
195

590

*
CTG CAG
GAC GTC
Leu Gln

TGC
ACG

Cys

600

AAT
TTA
Asn

200

620 630 640

* * *

650

*

TTT TAC GGG CCA GAT TGT AAG CTT AGG TGC AGC TGC

AAA ATG CCC GGT CTA ACA TTC GAA
Phe Tyr Gly Pro Asp Cys Lys Leu
hTIE2 EGF FE4S #4383

GAG ATG
CTC TAC
Glu Met

670
x*

TGT
ACA

Cys

GAT CGC
CTA GCG
Asp Arg
225

TCC ACG

Arg Cys

215

TCG ACG

Ser Cys

AAC
TTG

Asn

660

AAT
TTA
Asn

220

680 690 700

* * *
TTC CAA GGA TGT CTC TGC TCT CCA
AAG GTT CCT ACA GAG ACG AGA GGT
Phe Gln Gly Cys Leu Cys Ser Pro
hTIE2 EGF FELE#)183

TGT
ACA
Cys
241

GAG AGA
CTC TCT
Glu Arg

730

GAA
CTT
Glu

GGC ATA
CCG TAT
Gly Ile
245

GGA TGG
CCT ACC
Gly Trp
235

710

*
CAG GGG
GTC CCC
Gln Gly

CTC
GAG

Leu

720

CAG
GTC
Gln
240

740 750 760

x * *
CCG AGG ATG GGT AGA CCT TTC GTA
GGC TCC TAC CCA TCT GGA AAG CAT
Pro Arg Met Gly Arg Pro Phe Val
249 250 hVEGFR1 IG

cce
GGG
Pro

261

GAA ATT
CTT TAA
Glu Ile

790

ATA
TAT
Ile

CAC ATG
GTG TAC
His Met

265

800 810 820
* * *
ACT GAA GGA AGG GAG CTC GTC ATT
TGA CTT CCT TCC CTC GAG CAG TAA
Thr Glu Gly Arg Glu Leu Val Ile
hVEGFR1 16 #5412

CCT
GGA
Pro

281

AAC ATC
TTG TAG
Asn Ile

850

ACT
TGA
Thr

GTT ACT
CAA TGA
Val Thr
285

GAG ATG
CTC TAC
Glu Met
2K k2

CCC TGC
GGG ACG
Pro Cys
275

7170

*
TAC AGT
ATG TCA

Tyr Ser

830

*
CGG GTT
GCC CAA
Arg Val

GAA
CTT
Glu

ACG
TGC
Thr

780

ATC
TAG
Ile
260
840

TCA
AGT
Ser

280

860 870 880
* * *
TTA AAA AAG TTT CCA CTT GAC ACT
AAT TTT TTC AAA GGT GAA CTG TGA
Leu Lys Lys Phe Pro Leu Asp Thr
hVEGFR1 16 454412

CGC

ATA ATC

910

TGG

GAC AGT

TTG ATC
AAC TAG
Leu Ile
295

890

*
CCT GAT
GGA CTA

Pro Asp

GGA
CCT
Gly

900

TTT
Lys
300

920 930 940

* * *

AGA AAG GGC TTC ATC ATA TCA AAT

46

GCA ACG

950

TAC AAA

GAA

960
*

ATA
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[1116]
[1117]
[1118]
[1119]
[1120]
[1121]
[1122]
[1123]
[1124]
[1125]
[1126]
[1127]
[1128]
[1129]
[1130]
[1131]
[1132]
[1133]
[1134]
[1135]
[1136]
[1137]
[1138]
[1139]
[1140]
[1141]
[1142]
[1143]
[1144]
[1145]
[1146]
[1147]
[1148]
[1149]
[1150]
[1151]
[1152]
[1153]
[1154]
[1155]
[1156]
[1157]
[1158]

GCG TAT TAG ACC CTG

Arg
301

Ile Ile

Trp Asp
305

TCA TCT TTC CCG AAG TAG TAT AGT
Ser Arg Lys Gly Phe Ile Ile Ser
hVEGFR1 IG #5#44382

GGG
cce
Gly
321

CTT CTG
GAA GAC

Leu Leu

970

*x

ACC TGT

TGG ACA

Thr Cys
325

TTA CGT
Asn Ala
315

TGC ATG TTT
Thr Tyr Lys

CTT
Glu

TAT
Ile
320

980 990

* *
GAA GCA ACA GTC AAT GGG CAT TTG
CTT CGT TGT CAG TTA CCC GTA AAC
Glu Ala Thr Val Asn Gly His Leu
hVEGFR1 1G Z5#4152

CAT
GTA

341

GGG
cce
Gly
361

CGA CAA
GCT GTT
Arg Gln

343

GGA CCG
CCT GGC
Gly Pro

1030

*x

CTC GAG

GAG CTC

Leu Glu

344 345

1090

x

TCA GTC

AGT CAG

Ser Val
365

1000

*

TAT AAG

ATA TTC

Tyr Lys
335

1010

*
ACA AAC TAT
TGT TTG ATA
Thr Asn Tyr

CTC
GAG

Leu

1020

ACA
TGT
Thr
340

1040 1050

* *
GAC AAA ACT CAC ACA TGC CCA CCG
CTG TTT TGA GTG TGT ACG GGT GGC
Asp Lys Thr His Thr Cys Pro Pro
hFC Z54435

1060

*

TGC CCA

ACG GGT

Cys Pro
355

1070

*
GCA CCT GAA
CGT GGA CTT
Ala Pro Glu

CTC
GAG

Leu

1080

CTG
GAC
Leu

360

1100 1110

* *
TTC CTC TTC CCC CCA AAA CCC AAG
AAG GAG AAG GGG GGT TTT GGG TTC
Phe Leu Phe Pro Pro Lys Pro Lys
hFC Z54435

AcC
TGG
Thr
381

CCT GAG
GGA CTC
Pro Glu

1150

x

GTC ACA

CAG TGT

Val Thr
385

1120

*

GAC ACC

CTG TGG

Asp Thr
375

1130

*
CTC ATG ATC
GAG TAC TAG
Leu Met Ile

TcC
AGG

Ser

1140

CGG
GCC
Arg
380

1160 1170

x x*
T6C GTG GTG GTG GAC GTG AGC CAC
ACG CAC CAC CAC CTG CAC TCG GTG
Cys Val Val Val Asp Val Ser His
hFC £ i) 35,

AAC
TTG
Asn

401

TGG TAC
ACC ATG

Trp Tyr

1210

*

GTG GAC

CAC CTG

Val Asp
405

1180

x*

GAA GAC

CTT CTG

Glu Asp
395

1190

*
CCT GAG GTC
GGA CTC CAG
Pro Glu Val

AAG
TTC

Lys

1200

TTC
AAG
Phe
400

1220 1230

* *
GGC GTG GAG GTG CAT AAT GCC AAG
CCG CAC CTC CAC GTA TTA CGG TTC
Gly Val Glu Val His Asn Ala Lys
hFC 2543

TAC
ATG
Tyr
421

AAC AGC
TTG TCG

Asn Ser

1270

*

ACG TAC
TGC ATG
Thr Tyr
425

1240

*

ACA AAG

TGT TTC

Thr Lys
415

1250

*
CCG CGG GAG
GGC GCC CTC
Pro Arg Glu

GAG
CTC
Glu

1260

CAG
GTC
Gln
420

1280 1290

* *
CGT GTG GTC AGC GTC CTC ACC GTC
GCA CAC CAG TCG CAG GAG TGG CAG
Arg Val Val Ser Val Leu Thr Val
hFC Z5H35

GGC
CCG

AAG GAG
TTC CTC

1330

*

TAC AAG
ATG TTC

1300

*

CTG CAC
GAC GTG
Leu His

435

1310
*
CAG GAC TGG
GTC CTG ACC
Gln Asp Trp

CTG
GAC

Leu

1320

AAT
TTA
Asn

440

1340 1350

* *
TGC AAG GTC TCC AAC AAA GCC CTC
ACG TTC CAG AGG TTG TTT CGG GAG

47

1360

*

CCA GCC
GGT CGG

1370

*
CCC ATC GAG
GGG TAG CTC

AAA
TTT

1380

ACC
TGG
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[1159]
[1160]
[1161]
[1162]
[1163]
[1164]
[1165]
[1166]
[1167]
[1168]
[1169]
[1170]
[1171]
[1172]
[1173]
[1174]
[1175]
[1176]
[1177]
[1178]
[1179]
[1180]
[1181]
[1182]
[1183]
[1184]
[1185]
[1186]
[1187]
[1188]
[1189]
[1190]
[1191]
[1192]
[1193]
[1194]
[1195]
[1196]
[1197]
[1198]
[1199]
[1200]
[1201]

Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr
441 445 hFC 254435, 455 460
1390 1400 1410 1420 1430 1440
*x * * * * *
ATC TCC AAA GCC AAA GGG CAG CCC CGA GAA CCA CAG GTG TAC ACC CTG CCC CCA TCC CGG
TAG AGG TTT CGG TTT CCC GTC GGG GCT CTT GGT GTC CAC ATG TGG GAC GGG GGT AGG GCC
Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg
461 465 hFC 25 #438, 475 480
1450 1460 1470 1480 1490 1500
*x * * * * *
GAG GAG ATG ACC AAG AAC CAG GTC AGC CTG ACC TGC CTG GTC AAA GGC TTC TAT CCC AGC
CTC CTC TAC TGG TTC TTG GTC CAG TCG GAC TGG ACG GAC CAG TTT CCG AAG ATA GGG TCG
Glu Glu MCt Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser
481 485 hFC #5443, 495 500
1510 1520 1530 1540 1550 1560
*x * * * * *
GAC ATC GCC GTG GAG TGG GAG AGC AAT GGG CAG CCG GAG AAC AAC TAC AAG ACC ACG CCT
CTG TAG CGG CAC CTC ACC CTC TCG TTA CCC GTC GGC CTC TTG TTG ATG TTC TGG TGC GGA
Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
501 505 hFC 254438 515 520
1570 1580 1590 1600 1610 1620
x * x* * * x
CCC GTG CTG GAC TCC GAC GGC TCC TTC TTC CTC TAC AGC AAG CTC ACC GTG GAC AAG AGC
GGG CAC GAC CTG AGG CTG CCG AGG AAG AAG GAG ATG TCG TTC GAG TGG CAC CTG TTC TCG
Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser
521 525 hFC ZE#t)35, 535 540
1630 1640 1650 1660 1670 1680
x x x* x * x*
AGG TGG CAG CAG GGG AAC GTC TTC TCA TGC TCC GTG ATG CAT GAG GCT CTG CAC AAC CAC
TCC ACC GTC GTC CCC TTG CAG AAG AGT ACG AGG CAC TAC GTA CTC CGA GAC GTG TTG GTG
Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His
541 545 hFC 2543 555 560
1690 1700 1710
* * *
TAC ACG CAG AAG AGC CTC TCC CTG TCT CCG GGT AAA TGA (SEQ ID NO:11)
ATG TGC GTC TTC TCG GAG AGG GAC AGA GGC CCA TTT ACT
Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys* * % (SEQ ID N0O:12)
561 565 hFC £5#435 573
DAAP#13
10 20 30 40 50 60
* * * * * *

ATG GAC TCT TTA GCC AGC TTA GTT CTC TGT GGA GTC AGC TTG CTC CTT TCT GGA ACT GTG
TAC CTG AGA AAT CGG TCG AAT CAA GAG ACA CCT CAG TCG AAC GAG GAA AGA CCT TGA CAC

48
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[1202]
[1203]
[1204]
[1205]
[1206]
[1207]
[1208]
[1209]
[1210]
[1211]
[1212]
[1213]
[1214]
[1215]
[1216]
[1217]
[1218]
[1219]
[1220]
[1221]
[1222]
[1223]
[1224]
[1225]
[1226]
[1227]
[1228]
[1229]
[1230]
[1231]
[1232]
[1233]
[1234]
[1235]
[1236]
[1237]
[1238]
[1239]
[1240]
[1241]
[1242]
[1243]
[1244]

Met

1

Asp Ser

Leu

Ala

Ser

Leu Val Leu Cys Gly Val
hTIE2 (5575

GAA
CTT
Glu
21

TCT
AGA
Ser

41

99 23

GGT GCC
CCA CGG
Gly Ala

70
*
ATG
TAC

Met

GAC
CTG
Asp

25

TTG
AAC

Leu

80 90

* *
ATC TTG ATC AAT TCC CTA
TAG AAC TAG TTA AGG GAT
Ile Leu Ile Asn Ser Leu
hTIE2 1G Z5Fis1

CTC ACC
GAG TGG
Leu Thr

130
x*

TGC
ACG

Cys

ATT
TAA
Ile
45

GCC
CGG
Ala

Ser

Leu

Leu

15

Leu Ser Gly

Thr

Val
20

CCT
GGA

Pro

100

CTT
GAA

Leu

GTA
CAT
Val
35

110

*
TCT GAT GCT
AGA CTA CGA
Ser Asp Ala

GAA
CTT
Glu

120

ACA
TGT
Thr
40

140 150

* *
TCT GGG TGG CGC CCC CAT
AGA CCC ACC GCG GGG GTA
Ser Gly Trp Arg Pro His
hTIE2 1G Z5#Jik1

TTT

Phe
61

GAA GCC
CTT CGG
Glu Ala

190

TTA
AAT

Leu

ATG
TAC
Met

65

AAC
TTG

Asn

GAG
CTC
Glu

160

cce
GGG

Pro

ATC
TAG
Ile
55

170

*
ACC ATA GGA
TGG TAT CCT
Thr Ile Gly

AGG
TCC
Arg

180

GAC
CTG
Asp
60

200 210

* *
CAG CAC CAG GAT CCG CTG
GTC GTG GTC CTA GGC GAC
Gln His Gln Asp Pro Leu
hTIE2 1G 531

GAA
CTT
Glu
81

TGG GCT
ACC CGA
Trp Ala

250

AAA
TTT

Lys

TTT
Lys
85

GTT
CAA
Val

260 270

* *
GTT TGG AAG AGA GAA AAG
CAA ACC TTC TCT CTT TTC
Val Trp Lys Arg Glu Lys
hTIE2 16 5kl

TTC
AAG
Phe
101

TGT GAA
ACA CTT
Cys Glu

310

GGG
cce
Gly

CGA
GCT
Arg
105

GTT
CAA
Val

320 330
* *

CGA GGA GAG GCA ATC AGG

GCT CCT CTC CGT TAG TCC

Arg Gly Glu Ala Ile Arg

hTIE2 16 #5481

CAA
GTT
Gln
121

ATA
TAT
Ile

GCT TCC
CGA AGG
Ala Ser
122

370

TTC
AAG
Phe

CTA
GAT
Leu

125

CCA
GGT

Pro

380 390
* *

GCT ACT TTA ACT ATG ACT

CGA TGA AAT TGA TAC TGA

Ala Thr Leu Thr Met Thr

hTIE21G £5HHim2

TCT TTC
AGA AAG
Ser Phe

430

TTT

Lys

AAG
TTC

Lys

GTA
CAT
Val

GAA
CTT
Glu

220

GIT
CAA
Val

ACT
TGA
Thr
75

230

*
CAA GAT GTG
GTT CTA CAC
Gln Asp Val

ACC
TGG
Thr

240

AGA
TCT
Arg
80

GCT
CGA
Ala

280

AGT
TCA

Ser

AAG
TTC
Lys
95

290

*
ATC AAT GGT
TAG TTA CCA
Ile Asn Gly

GCT
CGA
Ala

300

TAT
ATA
Tyr
100

ATA
TAT
Ile

340

CGA
GCT
Arg

ACC
TGG
Thr
115

350

*
ATG AAG ATG
TAC TTC TAC

Met Lys Met

CGT
GCA
Arg

360

CAA
GTT
Gln
120

GTG
CAC
Val

400

GAC
CTG
Asp

AAG
TTC
Lys
135

410

*
GGA GAT AAC
CCT CTA TTG
Gly Asp Asn

GTG
CAC
Val

420

AAC
TTG
Asn

140

440 450

* *
TTG ATT AAA GAA GAA GAT
AAC TAA TTT CTT CTT CTA
Leu Ile Lys Glu Glu Asp

49

GCA
CGT
Ala

460

GTG
CAC
Val

ATT
TAA
Ile

470

*
TAC AAA AAT
ATG TTT TTA

Tyr Lys Asn

GGT
CCA
Gly

480

TCC
AGG

Ser
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[1245]
[1246]
[1247]
[1248]
[1249]
[1250]
[1251]
[1252]
[1253]
[1254]
[1255]
[1256]
[1257]
[1258]
[1259]
[1260]
[1261]
[1262]
[1263]
[1264]
[1265]
[1266]
[1267]
[1268]
[1269]
[1270]
[1271]
[1272]
[1273]
[1274]
[1275]
[1276]
[1277]
[1278]
[1279]
[1280]
[1281]
[1282]
[1283]
[1284]
[1285]
[1286]
[1287]

141

145

hTIE2 16 ZiRe

TTC
AAG
Phe
161

ATC CAT
TAG GTA
Ile His

490
x*

TCA
AGT

Ser

GTG
CAC
Val
165

500 510
* *
CCC CGG CAT GAA GTA CCT GAT
GGG GCC GTA CTT CAT GGA CTA
Pro Arg His Glu Val Pro Asp

hTIE2 16 %2

GCT
CGA
Ala
181

CAG CCC
GTC GGG
Gln Pro

550

CAG
GTC
Gln

GAT
CTA
Asp
185

560 570
* *
GCT GGA GTG TAC TCG GCC AGG
CGA CCT CAC ATG AGC CGG TCC
Ala Gly Val Tyr Ser Ala Arg

hTIE2 1G 54452

TCG
AGC
Ser

201

GCC TTC
CGG AAG
Ala Phe

610
x*

ACC
TGG
Thr

AGG
TCC
Arg
205

620 630

* *
CTG ATA GTC CGG AGA TGT GAA
GAC TAT CAG GCC TCT ACA CTT

Leu Ile Val Arg Arg Cys Glu

AAC
TTG
Asn

221

CAT CTC
GTA GAG

His Leu

670

TGT
ACA

Cys

ACT
TGA
Thr
225

680 690
* *
GCT TGT ATG AAC AAT GGT GTC
CGA ACA TAC TTG TTA CCA CAG
Ala Cys Met Asn Asn Gly Val

hTIE2 EGF #4531

ATT
TAA
Ile
241

GGC
CCG
Gly
261

TGC CCT
ACG GGA

Cys Pro

AGA ACT
TCT TGA
Arg Thr

730

CCT
GGA

Pro

790

TGT
ACA

Cys

GGG
cce
Gly

740 750

* *
TTT ATG GGA AGG ACG TGT GAG
AAA TAC CCT TCC TGC ACA CTC

Phe Met Gly Arg Thr Cys Glu

hTIE2 1IG Z5#52 213

155

160

520 530

* *

ATT CTA GAA GTA CAC CTG

TAA GAT CTT CAT GTG GAC

Ile Leu Glu Val His Leu

175

CCT
GGA

Pro

540

CAT
GTA
His
180

580 590

* *
TAT

ATA GGA GGA AAC CTC

ATA TAT CCT CCT TTG GAG
Ile Gly

195

Tyr Gly Asn Leu

TTC
AAG
Phe

600

AcC
TGG
Thr
200

640 650

* *

GCC CAG AAG TGG GGA CCT

CGG GTC TTC ACC CCT GGA

Ala Gln Lys Trp Gly Pro

214 215

GAA
CTT
Glu

660

TGC
ACG
Cys
220

700 710

* *

TGC CAT GAA GAT ACT GGA

ACG GTA CTT CTA TGA CCT

Cys His Glu Asp Thr Gly

235

GAA
CTT
Glu

720

TGC
ACG
Cys
240

760 770
* *
AAG

TTC

GCT TGT GAA CTG CAC

CGA ACA CTT GAC GTG

Lys Ala Cys Glu Leu His

245 hTIE2 EGF LIKE FR&5E#31_ 253 254 255

800
* *

810

820 830
* *

AAA GAA AGG TGC AGT GGA CAA GAG GGA TGC AAG TCT TAT GTG
TTT CTT TCC ACG TCA CCT GTT CTC CCT ACG TTC AGA ATA CAC

Lys Glu Arg Cys Ser Gly Gln Glu Gly Cys Lys Ser Tyr Val

265

hTIE2 EGF HEL5#IH2

CTC
GAG
Leu

2B1

CCT GAC
GGA CTG

Pro Asp

850

ccc
GGG

Pro

860 870
* *

275

ACG
TGC
Thr

TTC
AAG
Phe

880 890

* *

TAT GGG TGT TCC TGT GCC ACA GGC TGG AAG GGT CTG CAG TGC
ATA CCC ACA AGG ACA CGG TGT CCG ACC TTC CCA GAC GTC ACG

AAT
TTA

Tyr Gly Cys Ser Cys Ala Thr Gly Trp Lys Gly Leu Gln Cys Asn

285

hTIE2 EGF #E&5#41H2

50

295

780

TTT

Phe
260
840

TGT
ACA
Cys
280
900

GAA
CTT
Glu
300
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[1288]
[1289]
[1290]
[1291]
[1292]
[1293]
[1294]
[1295]
[1296]
[1297]
[1298]
[1299]
[1300]
[1301]
[1302]
[1303]
[1304]
[1305]
[1306]
[1307]
[1308]
[1309]
[1310]
[1311]
[1312]
[1313]
[1314]
[1315]
[1316]
[1317]
[1318]
[1319]
[1320]
[1321]
[1322]
[1323]
[1324]
[1325]
[1326]
[1327]
[1328]
[1329]
[1330]

GCA
CGT
Ala
301

TGC CAC
ACG GTG

Cys His

910

*x

CCT GGT

GGA CCA

Pro Gly
305

TTT
AAA
Phe

920 930

* *
TAC GGG CCA GAT TGT AAG CTT
ATG CCC GGT CTA ACA TTC GAA
Tyr Gly Pro Asp Cys Lys Leu

hTIE2 EGF AE£5H183

GAG
CTC
Glu
321

ATG TGT
TAC ACA

Met Cys

970

*x

GAT CGC

CTA GCG

Asp Arg
325

TTC
AAG
Phe

940 950
* *

AGG TGC AGC TGC AAC
TCC ACG TCG ACG TTG
Arg Cys Ser Cys Asn

315

AAT
TTA

Asn

960

GGG
cce
Gly
320

980 990

* *
CAA GGA TGT CTC TGC TCT CCA
GTT CCT ACA GAG ACG AGA GGT
Gln Gly Cys Leu Cys Ser Pro

hTIE2 EGF AE£5H183

GAG
CTC
Glu
341

AGA GAA
TCT CTT
Arg Glu

1030

*x

GGC ATA

CCG TAT

Gly Ile
345

CCG
GGC

Pro

1000 1010
* *

GGA TGG CAG GGG CTC
CCT ACC GTC CCC GAG
Gly Trp Gln Gly Leu

335

CAG
GTC
Gln

1020

TGT
ACA
Cys
340

1040 1050

* *
AGG ATG TCT GCA ATC TAT ATA
TCC TAC AGA CGT TAG ATA TAT
Arg Met Ser Ala Ile Tyr Ile

348 349

CCT
GGA
Pro

361

TTC GTA
AAG CAT
Phe Val

1090

x

GAG ATG

CTC TAC

Glu Met
365

TAC
ATG

Tyr

1100 1110

* *
AGT GAA ATC CCC GAA ATT ATA
TCA CTT TAG GGG CTT TAA TAT
Ser Glu Ile Pro Glu Ile Ile

hVEGFR1 1G £5H4ike

CTC
GAG
Leu

381

GTC ATT
CAG TAA
Val Ile

1150

x

CCC TGC

GGG ACG

Pro Cys
385

GG
GCC

Arg

1060 1070
* *

TTT ATT AGT GAT ACA
AAA TAA TCA CTA TGT

Phe Ile Ser Asp Thr

hVEGFR1 1G £5#4182

1120 1130
* *

CAC ATG ACT GAA GGA
GTG TAC TGA CTT CCT
His Met Thr Glu Gly

375

GGT
CCA
Gly

AGG
TCC
Arg

1080

AGA
TCT
Arg
360
1140

GAG
CTC
Glu
380

1160 1170

x *
GTT ACG TCA CCT AAC ATC ACT
CAA TGC AGT GGA TTG TAG TGA
Val Thr Ser Pro Asn Ile Thr

hVEGFR1 I1G £5#4352

CTT
GAA
Leu

401

GAC ACT
CTG TGA
Asp Thr

1210

*

TTG ATC

AAC TAG

Leu Ile
405

CCT
GGA

Pro

1180 1190
* *
GTT ACT TTA AAA AAG
CAA TGA AAT TTT TTC
Val Thr Leu Lys Lys

395

TTT

Phe

1200

CCA
GGT
Pro

400

1220 1230

* *
GAT GGA AAA CGC ATA ATC TGG
CTA CCT TTT GCG TAT TAG ACC
Asp Gly Lys Arg Ile Ile Trp

hVEGFR1 16 4544152

ATA
TAT
Ile
421

TCA AAT
AGT TTA

Ser Asn

1270

*

GCA ACG

CGT TGC

Ala Thr
425

TAC
ATG

Tyr

1240 1250
* *
GAC AGT AGA AAG GGC
CTG TCA TCT TTC CCG
Asp Ser Arg Lys Gly

415

TTC
AAG
Phe

1260

ATC
TAG

420

1280 1290

* *
AAA GAA ATA GGG CTT CTG ACC
TTT CTT TAT CCC GAA GAC TGG
Lys Glu Ile Gly Leu Leu Thr

hVEGFR1 16 45#352

1330

1300 1310

* *
TGT GAA GCA ACA GTC
ACA CTT CGT TGT CAG
Cys Glu Ala Thr Val

435

AAT
TTA

Asn

1320

GGG
cee
Gly
440

1340 1350

51

1360 1370

1380
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[1331]
[1332]
[1333]
[1334]
[1335]
[1336]
[1337]
[1338]
[1339]
[1340]
[1341]
[1342]
[1343]
[1344]
[1345]
[1346]
[1347]
[1348]
[1349]
[1350]
[1351]
[1352]
[1353]
[1354]
[1355]
[1356]
[1357]
[1358]
[1359]
[1360]
[1361]
[1362]
[1363]
[1364]
[1365]
[1366]
[1367]
[1368]
[1369]
[1370]
[1371]
[1372]
[1373]

*

CAT TTG TAT AAG ACA AAC

GTA AAC ATA TTC TGT

His Leu Tyr Lys Thr

441

445

TTG

Asn

* *
TAT CTC ACA CAT CGA CAA
ATA GAG TGT GTA GCT GTT
Tyr Leu Thr His Arg Gln
450 452

CTC
GAG
Leu

453

*

*

*

GAG GAC AAA ACT CAC ACA TGC

CTC CTG TTT TGA GTG TGT

Glu Asp Lys Thr His

CCA
GGT
Pro

461

CCG TGC

GGC ACG

Pro

Cys

1390

*x

CCA GCA

GGT CGT

Pro Ala
465

CCT
GGA

Pro

1400 1410
* *
GAA CTC CTG GGG GGA CCG
CTT GAG GAC CCC CCT GGC
Glu Leu Leu Gly Gly Pro
hFC 254438,

cce
GGG
Pro

481

1450

*

AAG GAC ACC CTC

TTC

Lys

CTG

Asp

TGG GAG
Thr Leu
485

ATG
TAC

Met

TCA
AGT

Ser

1420

*

GTC TTC

CAG AAG

Val Phe
475

CTC
GAG

Leu

hFC 451435

1430

*
TTC CCC
AAG GGG
Phe Pro

Thr

CCA
GGT

Pro

ACG
Cys
460
1440
*
AAA
TTT
Lys
480

1460 1470
* *
ATC TCC CGG ACC CCT GAG
TAG AGG GCC TGG GGA CTC
Ile Ser Arg Thr Pro Glu
hFC 254435

AGC
TCG
Ser

501

CAC
GTG

His

GAA
CTT
Glu

1510

*x

GAC CCT

CTG GGA

Asp Pro
505

GAG
CTC
Glu

GTC
CAG
Val

1480

*

ACA TGC

TGT ACG

Thr Cys
495

GTG
CAC
Val

1490

*
GTG GTG
CAC CAC
Val Val

GAC
CTG

Asp

1500

GTG
CAC
Val
500

1520 1530
* *
GTC AAG TTC AAC TGG TAC
CAG TTC AAG TTG ACC ATG
Val Lys Phe Asn Trp Tyr
hFC 254438

GCC
CGG
Ala
521

AAG
TTC

Lys

ACA
TGT
Thr

1570

x

AAG CCG

TTC GGC

Lys Pro
525

GG
GCC

Arg

GTG
CAC
Val

1540

*

GAC GGC

CTG CCG

Asp Gly
515

GTG
CAC
Val

1550
*
GAG GTG
CTC CAC
Glu Val

CAT
GTA
His

1560

AAT
TTA
Asn

520

1580 1590

x* *
GAG GAG CAG TAC AAC AGC
CTC CTC GTC ATG TTG TCG
Glu Glu Gln Tyr Asn Ser
hFC % i35,

ACC
TGG
Thr
541

GTC
CAG
Val

CTG
GAC

Leu

1630

*

CAC CAG

GTG GTC

His Gln
545

GAC
CTG

Asp

ACG
TGC
Thr

1600

*

TAC CGT

ATG GCA

Tyr Arg
535

GTG
CAC
Val

1610

*
GTC AGC
CAG TCG
Val Ser

GTC
CAG
Val

1620

CTC
GAG
Leu

540

1640 1650
* *
TGG CTG AAT GGC AAG GAG
ACC GAC TTA CCG TTC CTC
Trp Leu Asn Gly Lys Glu
hFC &5H035

GCe
CGG
Ala
561

CTC
GAG

Leu

CCA
GGT

Pro

1690

*

GCC ccC

CGG GGG

Ala Pro
565

ATC
TAG
Ile

TAC
ATG

Tyr

1660

*

AAG TGC

TTC ACG

Lys Cys
555

AAG
TTC

Lys

1670

*
GTC TCC
CAG AGG
Val Ser

AAC
TTG
Asn

1680

TTT
Lys
560

1700 1710
* *
GAG AAA ACC ATC TCC AAA
CTC TTT TGG TAG AGG TTT
Glu Lys Thr Ile Ser Lys
hFC S5 43

1750
*

GCC
CGG
Ala

1720

*

AAA GGG

TTT cCC

Lys Gly
575

CAG
GTC
Gln

1730
*
CCC CGA
GGG GCT

Pro Arg

GAA
CTT
Glu

1740

CCA
GGT
Pro

580

1760 1770

x* x*

52

1780

1790

1800
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[1374]
[1375]
[1376]
[1377]
[1378]
[1379]
[1380]
[1381]
[1382]
[1383]
[1384]
[1385]
[1386]
[1387]
[1388]
[1389]
[1390]
[1391]
[1392]
[1393]
[1394]
[1395]
[1396]
[1397]
[1398]
[1399]
[1400]
[1401]
[1402]
[1403]
[1404]
[1405]
[1406]
[1407]
[1408]
[1409]
[1410]
[1411]
[1412]
[1413]
[1414]
[1415]
[1416]

CAG
GTC
Gln
581

GTG TAC ACC CTG
CAC ATG TGG GAC
Val Tyr Thr Leu

585

cce
GGG

Pro

CCA TCC
GGT AGG

Pro Ser

CGG GAG GAG ATG ACC AAG AAC CAG

GCC CTC CTC TAC
Arg Glu Glu Mer
hFC ZE#iis

TGC
ACG
Cys
601

1810
*x
CTG GTC AAA GGC
GAC CAG TTT CCG
Leu Val Lys Gly
605

TTC
AAG
Phe

1820

*
TAT CCC
ATA GGG

Tyr Pro

TGG
Thr

TTC TTG GTC
Lys Asn Gln
595

GTC AGC
CAG TCG
Val Ser

CTG
GAC

Leu

AcC
TGG
Thr
600

1830

*
AGC GAC ATC GCC
TCG CTG TAG CGG
Ser Asp Ile Ala
hFC 25 #438,

CCG
GGC
Pro

621

1870
*x
GAG AAC AAC TAC
CTC TTG TTG ATG
Glu Asn Asn Tyr
625

AAG
TTC

Lys

1880

*
ACC ACG
TGG TGC
Thr Thr

GTG
CAC
Val

1840

*

GAG TGG GAG

CTC ACC CTC

Glu Trp Glu
615

1850

*
AGC AAT
TCG TTA

Ser Asn

GGG
cce
Gly

1860

CAG
GTC
Gln
620

1890

*
CCT CCC GTG CTG
GGA GGG CAC GAC
Pro Pro Val Leu
hFC 254438,

TAC
ATG

Tyr

1930

*x
AGC AAG CTC ACC
TCG TTC GAG TGG
Ser Lys Leu Thr

GTG
CAC
Val

641645hFC 254418655660

1990

*

GTG ATG CAT GAG GCT CTG

CAC TAC GTA CTC CGA GAC

Val Met His Glu Ala Leu

661

665

1940

*
GAC AAG
CTG TTC

Asp Lys

2000
*
CAC AAC
GTG TTG

His Asn

GAC
CTG

Asp

1900

*

TCC GAC GGC

AGG CTG CCG

Ser Asp Gly
635

1910

*
TCC TTC
AGG AAG
Ser Phe

TTC
AAG
Phe

1920

CTC
GAG
Leu

640

1950

*
AGC AGG TGG CAG
TCG TCC ACC GTC
Ser Arg Trp Gln

2010

x*
CAC TAC ACG CAG
GTG ATG TGC GTC
His Tyr Thr Gln
hFC 45 #6135,

AAA
TTT

Lys % % % (SEQ ID NO:14)
681

2046
*

TGA  (SEQ ID NO:13)

ACT

682

DAAP#14

10
*

20
*

CAG
GTC
Gln

AAG
TTC

Lys

1960

*

GGG AAC GTC
CCC TTG CAG
Gly Asn Val

2020

*

AGC CTC TCC
TCG GAG AGG
Ser Leu Ser

675

1970

*
TTC TCA
AAG AGT
Phe Ser

2030
*
CTG TCT
GAC AGA

Leu Ser

TGC
ACG

Cys

CCG
GGC

Pro

1980

TcC
AGG

Ser

2040

GGT
CCA
Gly
680

30
*

40
*

50
*

ATG GAC TCT TTA GCC AGC TTA GTT CTC TGT GGA GTC AGC TTG CTC CTT TCT GGA ACT
TAC CTG AGA AAT CGG TCG AAT CAA GAG ACA CCT CAG TCG AAC GAG GAA AGA CCT TGA

Met Asp Ser Leu Ala Ser Leu Val Leu Cys Gly Val Ser Leu Leu Leu Ser Gly Thr
hTIE2 {5575

1

5

70

80

90

*

53

15

60

GTG
CAC
Val
20

100

110

120
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[1417]
[1418]
[1419]
[1420]
[1421]
[1422]
[1423]
[1424]
[1425]
[1426]
[1427]
[1428]
[1429]
[1430]
[1431]
[1432]
[1433]
[1434]
[1435]
[1436]
[1437]
[1438]
[1439]
[1440]
[1441]
[1442]
[1443]
[1444]
[1445]
[1446]
[1447]
[1448]
[1449]
[1450]
[1451]
[1452]
[1453]
[1454]
[1455]
[1456]
[1457]
[1458]
[1459]

GAA GGT GCC ATG GAC
CTT CCA CGG TAC CTG
Glu Gly Ala Met Asp
2122 23 25

TTG ATC
AAC TAG
Leu Ile

TTG ATC AAT TCC CTA
AAC TAG TTA AGG GAT
Leu Ile Asn Ser Leu

hTIE2 1G Z5#81

130
*x
TCT CTC ACC TGC ATT
AGA GAG TGG ACG TAA
Ser Leu Thr Cys Ile
41 45

140

*
GCC TCT
CGG AGA
Ala Ser

CCT CTT GTA TCT
GGA GAA CAT AGA
Pro Leu Val Ser

35

GAT
CTA

Asp

GCT
CGA
Ala

GAA ACA
CTT TGT
Glu Thr

40

150

*
GGG TGG CGC CCC CAT
CCC ACC GCG GGG GTA
Gly Trp Arg Pro His

hTIE2 1G Z5#aim1

190

*x
TTT GAA GCC TTA ATG
AAA CTT CGG AAT TAC
Phe Glu Ala Leu Met

61 65

200

*
AAC CAG
TTG GTC
Asn Gln

160

*
GAG CCC ATC ACC
CTC GGG TAG TGG
Glu Pro Ile Thr

55

170

ATA
TAT
Ile

GGA
CCT
Gly

180

AGG GAC
TCC CTG
Arg Asp

60

210

*
CAC CAG GAT CCG CTG
GTG GTC CTA GGC GAC
His Gln Asp Pro Leu

hTIE2 IG 5381

250

*x
GAA TGG GCT AAA AAA
CTT ACC CGA TTT TTT
Glu Trp Ala Lys Lys

81 85

260

x
GTT GTT
CAA CAA
Val Val

220

*
GAA GTT ACT CAA
CTT CAA TGA GTT
Glu Val

Thr Gln

75

230

GAT
CTA

Asp

GTG
CAC
Val

240

ACC AGA

TGG TCT

Thr Arg
80

270

*
TGG AAG AGA GAA AAG
ACC TTC TCT CTT TTC
Trp Lys Arg Glu Lys

hTIE2 IG Z5#a3m1

310

x
TTC TGT GAA GGG CGA
AAG ACA CTT CCC GCT
Phe

Cys Glu Gly Arg

101 105

320

x
GTT CGA
CAA GCT
Val Arg

280

*
GCT AGT AAG ATC
CGA TCA TTC TAG
Ala Ser Lys Ile

95

290

AAT
TTA

Asn

GGT
CCA
Gly

300

GCT TAT

CGA ATA
Ala Tyr
100

330

*
GGA GAG GCA ATC AGG
CCT CTC CGT TAG TCC
Gly Glu Ala Ile Arg

hTIE2 IG Z5#a3m1

370

*
CAA GCT TCC TTC CTA
GTT CGA AGG AAG GAT
Gln Ala Ser Phe Aeu

121 122 125

380

*
CCA GCT
GGT CGA
Pro Ala

340
*
ATA CGA ACC ATG
TAT GCT TGG TAC
Ile Arg Thr Met
115

350

AAG
TTC

Lys

ATG
TAC

Met

360

*

CGT CAA

GCA GTT

Arg Gln
120

390
*

ACT TTA ACT ATG ACT

TGA AAT TGA TAC TGA

Thr Leu Thr Met Thr

hTIE2 16 #EHiE2

430

*

ATA TCT TTC AAA AAG
TAT AGA AAG TTT TTC
Ile Phe Lys

Ser Lys

141 145

440

*
GTA TTG
CAT AAC
Val Leu

450
*

ATT AAA GAA GAA GAT

TAA TTT CTT CTT CTA

Ile Lys Glu Glu Asp

hTIE21 G ZEHE2

490
*

TTC ATC CAT TCA GTG

500

*

CCC C6G

510
*

CAT GAA GTA CCT GAT

54

400

*
GTG GAC AAG GGA
CAC CTG TTC CCT
Val Asp Lys Gly

135

410

GAT
CTA

Asp

AAC
TTG
Asn

420

*

GTG AAC
CAC TTG
Val Asn
140

460

*
GCA GTG ATT TAC
CGT CAC TAA ATG
Ala Val Ile Tyr

155

470

AAA
TTT

Lys

AAT
TTA

Asn

480

*

GGT TCC
CCA AGG
Gly Ser
160

520

*

ATT CTA GAA GTA

530
*

CAC

CTG

540
*

CCT CAT
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[1460] AAG TAG GTA AGT CAC GGG GCC GTA CTT CAT GGA CTA TAA GAT CTT CAT GTG GAC GGA GTA
[1461] Phe Tle His Ser Val Pro Arg His Glu Val Pro Asp Ile Leu Glu Val His Leu Pro His
[1462] 161 165 hTIE2 1G Z5#J3%2 175 180
[1463] 550 560 570 580 590 600
[1464] * * * * * *
[1465] GCT CAG CCC CAG GAT GCT GGA GTG TAC TCG GCC AGG TAT ATA GGA GGA AAC CTC TTC ACC
[1466] CGA GTC GGG GTC CTA CGA CCT CAC ATG AGC CGG TCC ATA TAT CCT CCT TTG GAG AAG TGG
[1467] Ala Gln Pro Gln Asp Ala Gly Val Tyr Ser Ala Arg Tyr Ile Gly Gly Asn Leu Phe Thr
[1468] 181 185 hTIE2 1G Z5#J3%2 195 200
[1469] 610 620 630 640 650 660
[1470] * * * * * *
[1471] TCG GCC TTC ACC AGG CTG ATA GTC CGG AGA TGT GAA GCC CAG AAG TGG GGA CCT GAA TGC
[1472] AGC CGG AAG TGG TCC GAC TAT CAG GCC TCT ACA CTT CGG GTC TTC ACC CCT GGA CTT ACG
[1473] Ser Ala Phe Thr Arg Leu Ile Val Arg Arg Cys Glu Ala Gln Lys Trp Gly Pro Glu Cys
[1474] 201 205 hTIE2 1G #5fig2_ 213 214 215 220
[1475] 670 680 690 700 710 720
[1476] * * * * * *
[1477] AAC CAT CTC TGT ACT GCT TGT ATG AAC AAT GGT GTC TGC CAT GAA GAT ACT GGA GAA TGC
[1478] TTG GTA GAG ACA TGA CGA ACA TAC TTG TTA CCA CAG ACG GTA CTT CTA TGA CCT CTT ACG
[1479] Asn His Leu Cys Thr Ala Cys Met Asn Asn Gly Val Cys His Glu Asp Thr Gly Glu Cys
[1480] 221 225 hTIE2 EGF FE&5#I51 235 240
[1481] 730 740 750 760 770 780
[1482] * * * * * *
[1483] ATT TGC CCT CCT GGG TTT ATG GGA AGG ACG TGT GAG AAG GCT TGT GAA CTG CAC ACG TTT
[1484] TAA ACG GGA GGA CCC AAA TAC CCT TCC TGC ACA CTC TTC CGA ACA CTT GAC GTG TGC AAA
[1485] Ile Cys Pro Pro Gly Phe Met Gly Arg Thr Cys Glu Lys Ala Cys Glu Leu His Thr Phe
[1486] 241 245__ hTIE2 EGF HE&5#ik1 _ 253 254_255 260
[1487] 790 800 810 820 830 840
[1488] * * * * * *
[1489] GGC AGA ACT TGT AAA GAA AGG TGC AGT GGA CAA GAG GGA TGC AAG TCT TAT GTG TTC TGT
[1490] CCG TCT TGA ACA TTT CTT TCC ACG TCA CCT GTT CTC CCT ACG TTC AGA ATA CAC AAG ACA
[1491] Gly Arg Thr Cys Lys Glu Arg Cys Ser Gly Gln Glu Gly Cys Lys Ser Tyr Val Phe Cys
[1492] 261 265 hTIE2 EGF HE&5 #1852 275 280
[1493] 850 860 870 880 890 900
[1494] * * * * * *
[1495] CTC CCT GAC CCC TAT GGG TGT TCC TGT GCC ACA GGC TGG AAG GGT CTG CAG TGC AAT GAA
[1496] GAG GGA CTG GGG ATA CCC ACA AGG ACA CGG TGT CCG ACC TTC CCA GAC GTC ACG TTA CTT
[1497] Leu Pro Asp Pro Tyr Gly Cys Ser Cys Ala Thr Gly Trp Lys Gly Leu Gln Cys Asn Glu
[1498] 281 285 hTIE2 EGF HE&5#I2 295 300
[1499] 910 920 930 940 950 960
[1500] * * * * * *
[1501] GCA TGC CAC CCT GGT TTT TAC GGG CCA GAT TGT AAG CTT AGG TGC AGC TGC AAC AAT GGG
[1502] CGT ACG GTG GGA CCA AAA ATG CCC GGT CTA ACA TTC GAA TCC ACG TCG ACG TTG TTA CCC

55
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[1503]
[1504]
[1505]
[1506]
[1507]
[1508]
[1509]
[1510]
[1511]
[1512]
[1513]
[1514]
[1515]
[1516]
[1517]
[1518]
[1519]
[1520]
[1521]
[1522]
[1523]
[1524]
[1525]
[1526]
[1527]
[1528]
[1529]
[1530]
[1531]
[1532]
[1533]
[1534]
[1535]
[1536]
[1537]
[1538]
[1539]
[1540]
[1541]
[1542]
[1543]
[1544]
[1545]

Ala
301

Cys His Pro

Gly
305

Phe

Tyr Gly Pro Asp Cys Lys Leu Arg Cys Ser Cys
hTIE2 EGF FE&h 4383 315

GAG
CTC
Glu
321

970

*
ATG TGT GAT
TAC ACA CTA

Met Cys Asp

CGC
GCG
Arg
325

TTC
AAG
Phe

Asn

Asn

Gly
320

980 990 1000 1010

* * * *
CAA GGA TGT CTC TGC TCT CCA GGA TGG CAG GGG
GTT CCT ACA GAG ACG AGA GGT CCT ACC GTC CCC
Gln Gly Cys Leu Cys Ser Pro Gly Trp Gln Gly
hTIE2 EGF FELS I3 335

GAG
CTC
Glu
341

1030

*x
AGA GAA GGC
TCT CTT CCG
Arg Glu Gly

ATA
TAT
Ile
345

CCG
GGC

Pro

CTC
GAG

Leu

CAG
GTC
Gln

1020

TGT
ACA
Cys
340

1040 1050 1060 1070
* * * *
AGG ATG TTT ATT AGT GAT ACA GGT AGA CCT TTC
TCC TAC AAA TAA TCA CTA TGT CCA TCT GGA AAG
Arg Met Phe Ile Ser Asp Thr Gly Arg Pro Phe

348 349 hVEGFR1 1G #5#4182

TAC
ATG
Tyr
361

1090

*x
AGT GAA ATC
TCA CTT TAG
Ser Glu Ile

cce
GGG
Pro

365

GAA
CTT
Glu

1100 1110 1120 1130

* * * *
ATT ATA CAC ATG ACT GAA GGA AGG GAG CTC GTC
TAA TAT GTG TAC TGA CTT CCT TCC CTC GAG CAG
Ile Ile His Met Thr Glu Gly Arg Glu Leu Val
hVEGFR1 1G #Z5#4152 375

CGG
GCC

381

1150

x
GTT ACG TCA
CAA TGC AGT
Val Thr Ser

CCT
GGA
Pro

385

AAC
TTG

Asn

GTA
CAT
Val

ATT
TAA
Ile

GAG
CTC
Glu

CCC
GGG

Pro

1080

ATG
TAC
Met
360
1140

TGC
ACG
Cys
380

1160 1170 1180 1190

* * * *
ATC ACT GTT ACT TTA AAA AAG TTT CCA CTT GAC
TAG TGA CAA TGA AAT TTT TTC AAA GGT GAA CTG
Ile Thr Val Thr Leu Lys Lys Phe Pro Leu Asp
hVEGFR1 1G Z5#4352 395

CCT
GGA
Pro

401

1210

x*
GAT GGA AAA
CTA CCT TTT
Asp Gly Lys

CGC
GCG
Arg
405

ATA
TAT
Ile

ACT
TGA
Thr

TTG
AAC

Leu

1200

ATC
TAG
Ile
400

1220 1230 1240 1250

* * * *
ATC TGG GAC AGT AGA AAG GGC TTC ATC ATA TCA
TAG ACC CTG TCA TCT TTC CCG AAG TAG TAT AGT
Ile Trp Asp Ser Arg Lys Gly Phe Ile Ile Ser
hVEGFR1 16 4544432 415

TAC
ATG
Tyr
421

1270

*
AAA GAA ATA
TTT CTT TAT
Lys Glu Ile

GGG
cce
Gly
425

CTT
GAA

Leu

AAT
TTA
Asn

GCA
CGT
Ala

1260

ACG
TGC
Thr
420

1280 1290 1300 1310
* * * *
CTG ACC TGT GAA GCA ACA GTC AAT GGG CAT TTG
GAC TGG ACA CTT CG6T TGT CAG TTA CCC GTA AAC
Leu Thr Cys Glu Ala Thr Val Asn Gly His Leu

hVEGFR1 16 £5t4ik2 435

AAC
TTG

Asn

1330

*
TAT CTC ACA
ATA GAG TGT
Tyr Leu Thr

CAT
GTA
His

CGA
GCT

Arg

TAT
ATA

Tyr

AAG
TTC

Lys

1320

ACA
TGT
Thr
440

1340 1350 1360 1370
* * * *
CAA CTC GAG GAC AAA ACT CAC ACA TGC CCA CCG
GTT GAG CTC CTG TTT TGA GTG TGT ACG GGT GGC
Gln Leu Glu Asp Lys Thr His Thr Cys Pro Pro

56

TGC
ACG

Cys

CCA
GGT

Pro

1380
*
GCA
CGT
Ala
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[1546]
[1547]
[1548]
[1549]
[1550]
[1551]
[1552]
[1553]
[1554]
[1555]
[1556]
[1557]
[1558]
[1559]
[1560]
[1561]
[1562]
[1563]
[1564]
[1565]
[1566]
[1567]
[1568]
[1569]
[1570]
[1571]
[1572]
[1573]
[1574]
[1575]
[1576]
[1577]
[1578]
[1579]
[1580]
[1581]
[1582]
[1583]
[1584]
[1585]
[1586]
[1587]
[1588]

441

445

447 448

CCT
GGA
Pro

461

1390

*x
GAA CTC CTG
CTT GAG GAC
Glu Leu Leu

GGG
cce
Gly
465

GGA
CCT
Gly

1400 1410
* *
CCG TCA GTC TTC CTC TTC
GGC AGT CAG AAG GAG AAG
Pro Ser Val Phe Leu Phe
hFC 25 #438,

ATG
TAC
Met

481

1450

*x
ATC TCC CGG
TAG AGG GCC
Ile Ser Arg

ACC
T6G
Thr
485

CCT
GGA

Pro

1420
*
CCC CCA
GGG GGT

Pro Pro

hFC &5 135

460

AAA
TTT
Lys
475

1430

*
CCC AAG
GGG TTC

Pro Lys

GAC
CTG

Asp

ACC
TGG
Thr

1440

CTC
GAG
Leu

480

1460 1470
* *
GAG GTC ACA TGC GTG GTG
CTC CAG TGT ACG CAC CAC
Glu Val Thr Cys Val Val
hFC 254438,

GAG
CTC
Glu
501

1510

*x
GTC AAG TTC
CAG TTC AAG
Val Lys Phe

AAC
TTG
Asn

505

TGG
ACC

Trp

1480
*
GTG GAC
CAC CTG
Val Asp

GTG
CAC
Val
495

1490

*
AGC CAC
TCG GTG

Ser His

GAA
CTT
Glu

GAC
CTG

Asp

1500

CCT
GGA
Pro

500

1520 1530
* *
TAC GTG GAC GGC GTG GAG
ATG CAC CTG CCG CAC CTC
Tyr Val Asp Gly Val Glu
hFC 254438,

CGG
GCC

521

1570

x
GAG GAG CAG
CTC CTC GTC
Glu Glu Gln

TAC
ATG
Tyr
525

AAC
TTG

Asn

1540
*
GTG CAT
CAC GTA
Val His

AAT
TTA
Asn

515

1550

*
GCC AAG
CGG TTC
Ala Lys

ACA
TGT
Thr

AAG
TTC

Lys

1560

CCG
GGC
Pro

520

1580 1590
* *
AGC ACG TAC CGT GTG GTC
TCG TGC ATG GCA CAC CAG
Ser Thr Tyr Arg Val Val
hFC 25 #)45,

GAC
CTG
Asp
541

1630

x
TGG CTG AAT
ACC GAC TTA

Trp Leu Asn

GGC
CCG
Gly
545

AAG
TTC

Lys

1600
*
AGC GTC
TCG CAG
Ser Val

CTC
GAG
Leu

535

1610

*
ACC GTC
TGG CAG
Thr Val

CTG
GAC

Leu

CAC
GTG
His

1620

CAG
GTC
Gln
540

1640 1650

x x*
GAG TAC AAG TGC AAG GTC
CTC ATG TTC ACG TTC CAG
Glu Tyr Lys Cys Lys Val
hFC 243

ATC
TAG
Ile
561

1690

*
GAG AAA ACC
CTC TTT TGG
Glu Lys Thr

ATC
TAG
Ile
565

TcC
AGG

Ser

1660
*
TCC AAC
AGG TTG

Ser Asn

AAA
TTT
Lys
555

1670

*
GC CCTC
CGG GAG
Ala Leu

CCA
GGT

Pro

GCC
CGG
Ala

1680

cce
GGG
Pro

560

1700 1710
* *
AAA GCC AAA GGG CAG CCC
TTT CGG TTT CCC GTC GGG
Lys Ala Lys Gly Gln Pro
hFC Z5H3%

cce
GGG
Pro

581

1750

*
CCA TCC CGG
GGT AGG GCC

Pro Ser Arg

GAG
CTC
Glu
585

GAG
CTC
Glu

1720
*
CGA GAA
GCT CTT
Arg Glu

CCA
GGT
Pro

575

1730

*
CAG GTG
GTC CAC
Gln Val

TAC
ATG

Tyr

ACC
TGG
Thr

1740

CTG
GAC
Leu

580

1760 1770
x* x*
ATG ACC AAG AAC CAG GTC
TAC T6G TTC TTG GTC CAG
Met Thr Lys Asn Gln Val
hFC &5k

1780
*
AGC CTG
TCG GAC

Ser Leu

ACC
TGG
Thr
595

1790

*
TGC CTG
ACG GAC

Cys Leu

GTC
CAG
Val

TTT

Lys

1800

GGC
CCG
Gly
600

57
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[1589]
[1590]
[1591]
[1592]
[1593]
[1594]
[1595]
[1596]
[1597]
[1598]
[1599]
[1600]
[1601]
[1602]
[1603]
[1604]
[1605]
[1606]
[1607]
[1608]
[1609]
[1610]
[1611]
[1612]
[1613]
[1614]
[1615]
[1616]
[1617]
[1618]
[1619]
[1620]
[1621]
[1622]
[1623]
[1624]
[1625]
[1626]
[1627]
[1628]
[1629]
[1630]
[1631]

1810
*x
TTC TAT CCC AGC
AAG ATA GGG TCG
Phe Tyr Pro Ser
601

1820

*
GAC ATC GCC
CTG TAG CGG
Asp Ile Ala

605

1830
*
GTG GAG TGG GAG AGC
CAC CTC ACC CTC TCG
Val Glu Trp Glu Ser

hFC £ 43

1870
*x
AAG ACC ACG CCT
TTC TGG TGC GGA
Lys Thr Thr Pro
621

1880

*
CCC GTG CTG
GGG CAC GAC
Pro Val

Leu

625

1840 1850
* *
AAT GGG CAG CCG GAG
TTA CCC GTC GGC CTC
Asn Gly Gln Pro Glu

615

AAC AAC
TTG TTG

Asn Asn

1860

TAC
ATG
Tyr
620

1890

*
GAC TCC GAC GGC TCC
CTG AGG CTG CCG AGG
Ser Asp Gly Ser
hFC 25 #438,

Asp

1930
*x
GTG GAC AAG AGC
CAC CTG TTC TCG
Val Asp Lys Ser
641

1940

*
AGG TGG CAG
TCC ACC GTC
Arg Trp Gln
645

1900 1910
* *
TTC TTC CTC TAC AGC
AAG AAG GAG ATG TCG
Phe Phe Leu Tyr Ser

635

AAG CTC
TTC GAG

Lys Leu

1920

AcC
TGG
Thr
640

1950

*
CAG GGG AAC GTC TTC
GTC CCC TTG CAG AAG
Gln Gly Asn Val Phe
hFC 254438

1990

*x
CTG CAC AAC CAC
GAC GTG TTG GTG
Leu His Asn His

661

2000

TAC ACG CAG
ATG TGC GTC
Tyr Thr Gln
665

1960 1970
* *
TCA TGC TCC GTG ATG
AGT ACG AGG CAC TAC
Ser Cys Ser Val Met

655

CAT GAG
GTA CTC
His Glu

1980

GCT
CGA
Ala
660

2010
*
AAG AGC CTC TCC CTG
TTC TCG GAG AGG GAC

Ser Leu Ser Leu

hFC &5 #4135,

Lys

DAAP#15
10
x
ATG GAC TCT TTA
TAC CTG AGA AAT
Met Asp Ser Leu

1

20

GCC AGC TTA
CGG TCG AAT
Ala Ser Leu

2020 2030

* *

TCT CCG GGT AAA TGA (SEQ

AGA GGC CCA TTT ACT
Ser Pro Gly Lys

675 677

30

*
GTT CTC TGT GGA GTC
CAA GAG ACA CCT CAG
Val Leu Cys Gly Val
hTIE2 {5575

70

*
GAA GGT GCC ATG
CTT CCA CGG TAC
Glu Gly Ala Met
21_22 23

80

GAC TTG ATC
CTG AAC TAG
Asp Leu Ile

25

90

*
TTG ATC AAT TCC CTA
AAC TAG TTA AGG GAT
Leu Ile Asn Ser Leu

hTIE2 16 Z5#3Ek1

130
*
TCT CTC ACC TGC
AGA GAG TGG ACG
Ser Leu Thr Cys
41

140
*
ATT GCC TCT
TAA CGG AGA
Ile Ala Ser
45

40 50
* x
AGC TTG CTC CTT TCT
TCG AAC GAG GAA AGA
Ser Leu Leu Leu Ser

15

GGA ACT
CCT TGA
Gly Thr

ID NO:15)

* % % (SEQ ID NO:16)

60

GTG
CAC
Val
20

100
* *

110

CCT CTT GTA TCT GAT

GGA GAA CAT AGA CTA

Pro Leu Val Ser Asp
35

GCT GAA
CGA CTT
Ala Glu

120

ACA
TGT
Thr
40

150
*
GGG TGG CGC CCC CAT
CCC ACC GCG GGG GTA
Gly Trp Arg Pro His
hTIE2 16 &5l

160 170

* *
GAG CCC ATC ACC ATA
CTC GGG TAG TGG TAT
Glu Pro Ile Thr Ile

55

GGA AGG
CCT TCC
Gly Arg

180

GAC
CTG
Asp
60

58



CN 101679988 B

% BA

B

56/71 7T

[1632] 190 200 210 220 230 240
[1633] * * * * * *
[1634] TTT GAA GCC TTA ATG AAC CAG CAC CAG GAT CCG CTG GAA GTT ACT CAA GAT GTG ACC AGA
[1635] AAA CTT CGG AAT TAC TTG GTC GTG GTC CTA GGC GAC CTT CAA TGA GTT CTA CAC TGG TCT
[1636] Phe Glu Ala Leu Met Asn Gln His Gln Asp Pro Leu Glu Val Thr Gln Asp Val Thr Arg
[1637] 61 65 hTIE2 1G Z5His1 75 80

[1638] 250 260 270 280 290 300
[1639] * * * * * *
[1640] GAA TGG GCT AAA AAA GTT GTT TGG AAG AGA GAA AAG GCT AGT AAG ATC AAT GGT GCT TAT
[1641] CTT ACC CGA TTT TTT CAA CAA ACC TTC TCT CTT TTC CGA TCA TTC TAG TTA CCA CGA ATA
[1642] Glu Trp Ala Lys Lys Val Val Trp Lys Arg Glu Lys Ala Ser Lys Ile Asn Gly Ala Tyr
[1643] 81 85 hTIE2 1G Z5Fgis1 95 100
[1644] 310 320 330 340 350 360
[1645] * * * * * *
[1646] TTC TGT GAA GGG CGA GTT CGA GGA GAG GCA ATC AGG ATA CGA ACC ATG AAG ATG CGT CAA
[1647] AAG ACA CTT CCC GCT CAA GCT CCT CTC CGT TAG TCC TAT GCT TGG TAC TTC TAC GCA GTT
[1648] Phe Cys Glu Gly Arg Val Arg Gly Glu Ala Ile Arg Ile Arg Thr Met Lys Met Arg Gln
[1649] 101 105 hTIE2 1G £5#gisk1 115 120
[1650] 370 380 390 400 410 420
[1651] * * * * * *
[1652] CAA GCT TCC TTC CTA CCA GCT ACT TTA ACT ATG ACT GTG GAC AAG GGA GAT AAC GTG AAC
[1653] GTT CGA AGG AAG GAT GGT CGA TGA AAT TGA TAC TGA CAC CTG TTC CCT CTA TTG CAC TTG
[1654] Gln Ala Ser Phe Leu Pro Ala Thr Leu Thr Met Thr Val Asp Lys Gly Asp Asn Val Asn
[1655] 121 122 125 hTIE2 1G Z5#44%2 135 140
[1656] 430 440 450 460 470 480
[1657] * * * * * *
[1658] ATA TCT TTC AAA AAG GTA TTG ATT AAA GAA GAA GAT GCA GTG ATT TAC AAA AAT GGT TCC
[1659] TAT AGA AAG TTT TTC CAT AAC TAA TTT CTT CTT CTA CGT CAC TAA ATG TTT TTA CCA AGG
[166()] Ile Ser Phe Lys Lys Val Leu Ile Lys Glu Glu Asp Ala Val Ile Tyr Lys Asn Gly Ser
[1661] 141 145 hTIE2 1G £5#432 155 160
[1662] 490 500 510 520 530 540
[1663] * * * * * *
[1664] TTC ATC CAT TCA GTG CCC CGG CAT GAA GTA CCT GAT ATT CTA GAA GTA CAC CTG CCT CAT
[1665] AAG TAG GTA AGT CAC GGG GCC GTA CTT CAT GGA CTA TAA GAT CTT CAT GTG GAC GGA GTA
[1666] Phe Ile His Ser Val Pro Arg His Glu Val Pro Asp Ile Leu Glu Val His Leu Pro His
[1667] 161 165 hTIE2 16 %5H4k2 175 180
[1668] 550 560 570 580 590 600
[1669] * * * * * *
[1670] GCT CAG CCC CAG GAT GCT GGA GTG TAC TCG GCC AGG TAT ATA GGA GGA AAC CTC TTC ACC
[1671] CGA GTC GGG GTC CTA CGA CCT CAC ATG AGC CGG TCC ATA TAT CCT CCT TTG GAG AAG TGG
[1672] Ala Gln Pro Gln Asp Ala Gly Val Tyr Ser Ala Arg Tyr Ile Gly Gly Asn Leu Phe Thr
[1673] 181 185 hTIE2 16 25182 195 200
[1674] 610 620 630 640 650 660

59
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[1675]
[1676]
[1677]
[1678]
[1679]
[1680]
[1681]
[1682]
[1683]
[1684]
[1685]
[1686]
[1687]
[1688]
[1689]
[1690]
[1691]
[1692]
[1693]
[1694]
[1695]
[1696]
[1697]
[1698]
[1699]
[1700]
[1701]
[1702]
[1703]
[1704]
[1705]
[1706]
[1707]
[1708]
[1709]
[1710]
[1711]
[1712]
[1713]
[1714]
[1715]
[1716]
[1717]

*

* *

*

TCG GCC TTC ACC AGG CTG ATA GTC CGG AGA TGT GAA GCC CAG AAG TGG

AGC
Ser

201

CGG AAG TGG TCC GAC TAT CAG GCC TCT ACA CTT

Ala Phe Thr Arg Leu Ile Val Arg Arg Cys Glu

205

AAC
TTG
Asn

221

670

*

680 690

* *

CAT CTC TGT ACT GCT TGT ATG AAC AAT GGT GTC

GTA GAG ACA

His Leu Cys

TGA
Thr
225

GG GTC
Ala Gln

hTIE2 1G Z5#152 213 214

700

*

TGC CAT

CGA ACA TAC TTG TTA CCA CAG ACG GTA

Ala Cys Met Asn Asn Gly Val
hTIE2 EGF FE&Sf11

ATT
TAA
Ile
241

GGC
CCG
Gly
261

730

*
TGC CCT CCT
ACG GGA GGA

Cys Pro Pro

790

*x
AGA ACT TGT
TCT TGA ACA
Arg Thr Cys

740 750

* *

Cys His

TTC
Lys
215

ACC

Trp

GGA
CCT
Gly

CCT
GGA

Pro

GAA
CTT
Glu

TGC
ACG
Cys
220

GAA
CTT
Glu
235

GAT
CTA

Asp

710

ACT
TGA
Thr

GGA
CCT
Gly

GAA
CTT
Glu

720

TGC
ACG
Cys
240

760

*

GGG TTT ATG GGA AGG ACG TGT GAG AAG GCT

cce
Gly

245 hTIE2 EGF #&gisil

AAA
TTT
Lys
265

AAA TAC CCT TCC TGC ACA CTC
Phe Met Gly Arg Thr Cys Glu

800 810
* *
GAA AGG TGC AGT GGA CAA GAG
CTT TCC ACG TCA CCT GTT CTC
Glu Arg Cys Ser Gly Gln Glu
hTIE2 EGF FELE #4152

CTC
GAG
Leu

281

850

x*
CCT GAC CCC
GGA CTG GGG

Pro Asp Pro

TAT
ATA
Tyr
285

860 870

* *

GGG TGT TCC TGT GCC ACA GGC

TTC CGA
Lys Ala

253 254

820

*
GGA TGC
CCT ACG
Gly Cys

TGT
ACA
Cys
255

GAA
CTT
Glu

770

CTG
GAC

Leu

CAC
GTG
His

ACG
TGC
Thr

780

TTT

Phe
260

AAG
TTC
Lys
275

TCT
AGA

Ser

830

TAT
ATA

Tyr

GTG
CAC
Val

TTC
AAG
Phe

840

TGT
ACA
Cys
280

880

*

TGG AAG

CCC ACA AGG ACA CGG TGT CCG ACC TTC

Gly Cys Ser Cys Ala Thr Gly
hTIE2 EGF FE4h a2

GCA
CGT
Ala
301

910

*
TGC CAC CCT
ACG GTG GGA

Cys His Pro

GGT
CCA
Gly
305

920 930
* *
TTT TAC GGG CCA GAT TGT AAG
AAA ATG CCC GGT CTA ACA TTC
Phe Tyr Gly Pro Asp Cys Lys
hTIE2 EGF FEL5H4K3

GAG
CTC
Glu
321

970

*
ATG TGT GAT
TAC ACA CTA

Met Cys Asp

CGe
GCG
Arg
325

980 990
* *

TTC CAA GGA TGT CTC TGC TCT

AAG GTT CCT ACA GAG ACG AGA

Phe Gln Gly Cys Leu Cys Ser

hTIE2 EGF REZEHIH3

1030

1040 1050

x* *

60

Trp Lys

GGT
CCA
Gly
295

CTG
GAC

Leu

890

CAG
GTC
Gln

TGC
ACG

Cys

AAT
TTA

Asn

900

GAA
CTT
Glu
300

940

*
CTT AGG
GAA TCC
Leu Arg

TGC
ACG
Cys
315

AGC
TCG

Ser

950

TGC
ACG

Cys

AAC
TTG
Asn

AAT
TTA
Asn

960

GGG
cee
Gly
320

1000
*
CCA GGA
GGT CCT
Pro Gly

TGG
ACC
Trp
335

CAG
GTC
Gln

1010

*
GGG
cce
Gly

CTC
GAG

Leu

CAG
GTC
Gln

1020

TGT
ACA
Cys
340

1060

1070

1080
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[1718]
[1719]
[1720]
[1721]
[1722]
[1723]
[1724]
[1725]
[1726]
[1727]
[1728]
[1729]
[1730]
[1731]
[1732]
[1733]
[1734]
[1735]
[1736]
[1737]
[1738]
[1739]
[1740]
[1741]
[1742]
[1743]
[1744]
[1745]
[1746]
[1747]
[1748]
[1749]
[1750]
[1751]
[1752]
[1753]
[1754]
[1755]
[1756]
[1757]
[1758]
[1759]
[1760]

GAG AGA GAA GGC ATA

CTC
Glu
341

TCT
Arg

CTT CCG
Glu Gly

TAT GGC
Ile Pro
345

TCC TAC CTC TAC ATG TCA CTT TAG GGG CTT

Arg Met Glu Met Tyr Ser Glu Ile Pro Glu
348 349 hVEGFR1 1G #5432

ACT
TGA
Thr
361

GAA
CTT
Glu

1090
*x
GGA AGG
CCT TCC
Gly Arg

GAG CTC
CTC GAG
Glu Leu
365

1100 1110 1120
* * *
GTC ATT CCC TGC CGG GTT ACG TCA
CAG TAA GGG ACG GCC CAA TGC AGT
Val Ile Pro Cys Arg Val Thr Ser
hVEGFR1 1G #Z5#4i52

TTA
AAT
Leu

381

AAA
TTT

Lys

1150
*x
AAG TTT
TTC AAA
Lys Phe

CCA CTT
GGT GAA
Pro Leu

385

CCG AGG ATG GAG ATG TAC AGT GAA ATC CCC GAA ATT ATA

TAA TAT
Ile Ile

1130

*

CCT AAC ATC ACT

GGA
Pro

375

TTG

Asn

TAG TGA
Ile Thr

CAC
GTG
His

GIT
CAA
Val

ATG
TAC
Met
360
1140

ACT
TGA
Thr
380

1160 1701 1801
* * *
GAC ACT TTG ATC CCT GAT GGA AAA
CTG TGA AAC TAG GGA CTA CCT TTT
Asp Thr Leu Ile Pro Asp Gly Lys
hVEGFR1 1G Z5#4152

AGA
TCT

401

AAG
TTC

Lys

1210
x
GGC TTC
CCG AAG
Gly Phe

ATC ATA
TAG TAT
Ile Ile
405

CGC
GCG
Arg
395

ATA
TAT
Ile

190

*
ATC TGG
TAG ACC
Ile Trp

GAC
CTG

Asp

1200

AGT
TCA
Ser

400

1220 1230 1240
* * *
TCA AAT GCA ACG TAC AAA GAA ATA
AGT TTA CGT TGC ATG TTT CTT TAT
Ser Asn Ala Thr Tyr Lys Glu Ile
hVEGFR1 1G Z5#4152

GCA
CGT
Ala
421

ACA
TGT
Thr

1270
x
GTC AAT
CAG TTA
Val Asn

GGG CAT
CCC GTA
Gly His
425

GGG
cce
Gly
415

CTT
GAA

Leu

1250

*
CTG ACC
GAC TGG
Leu Thr

TGT
ACA

Cys

1260

GAA
CTT
Glu
420

1280 1290 1300
x * x*
TTG TAT AAG ACA AAC TAT CTC ACA
AAC ATA TTC TGT TTG ATA GAG TGT
Leu Tyr Lys Thr Asn Tyr Leu Thr
hVEGFR1 1G Z5#415,2

TTT
Lys
441

ACT
TGA
Thr

1330
*
CAC ACA
GTG TGT
His Thr

TGC CCA
ACG GGT
Cys Pro
445

1340 1350 1360

* * *

CAT
GTA
His

435

CGA
GCT

Arg

CCG TGC CCA GCA CCT GAA CTC CTG GGG GGA

GGC ACG GGT CGT GGA CTT GAG GAC
Pro Cys Pro Ala Pro Glu Leu Leu
hFCE5 #4315

CTC
GAG
Leu

461

TTC
AAG
Phe

1390

*
CCC CCA
GGG GGT

Pro Pro

AAA CCC
TTT GGG

Lys Pro
465

cce
Gly
455

CCT
Gly

1310

*
CAA CTC
GTT GAG
Gln Leu
437 438
1370

*
CCG TCA
GGC AGT

Pro Ser

GAG
CTC
Glu

GTC
CAG
Val

1320

GAC
CTG
Asp
440
1380
*
TTC
AAG
Phe
460

1400 1410 1420
* * *

AAG GAC ACC CTC ATG ATC TCC CGG

ACC

CCT

TTC CTG TGG GAG TAC TAG AGG GCC TGG GGA

Lys Asp Thr Leu Met Ile Ser Arg
hFCEZE 6 4

GTG

GTG

1450
*

GTG GAC

GTG AGC

Thr
475

Pro

1430

*
GAG GTC
CTC CAG
Glu Val

ACA
TGT
Thr

1440
*
TGC
ACG
Cys
480

1460 1470 1480

* * *

CAC GAA GAC CCT GAG GTC AAG TTC

61

AAC

TGG

1490
*

TAC GTG

GAC

1500
*

GGC
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[1761]
[1762]
[1763]
[1764]
[1765]
[1766]
[1767]
[1768]
[1769]
[1770]
[1771]
[1772]
[1773]
[1774]
[1775]
[1776]
[1777]
[1778]
[1779]
[1780]
[1781]
[1782]
[1783]
[1784]
[1785]
[1786]
[1787]
[1788]
[1789]
[1790]
[1791]
[1792]
[1793]
[1794]
[1795]
[1796]
[1797]
[1798]
[1799]
[1800]
[1801]
[1802]
[1803]

CAC
Val
481

CAC CAC CTG CAC
Val Val Asp Val
485

TCG

Ser

GTG CTT
His Glu

CTG GGA CTC CAG
Asp Pro Glu Val
hFCEE ) 35,

GTG
CAC
Val
501

1510

*x
GAG GTG CAT AAT
CTC CAC GTA TTA
Glu Val His Asn
505

GCC
CGG
Ala

1520

*
AAG ACA
TTC TGT
Lys Thr

TTC AAG TTG ACC
Lys Phe Asn Trp
495

ATG CAC CTG
Tyr Val Asp

CCG
Gly
500

1530

*
AAG CCG CGG GAG
TTC GGC GCC CTC
Lys Pro Arg Glu
hFC&E 435k

GTG
CAC
Val
521

1570

*x
GTC AGC GTC CTC
CAG TCG CAG GAG
Val Ser Val Leu
525

ACC
TGG
Thr

1580

*
GTC CTG
CAG GAC
Val Leu

1540
*
GAG GAG TAC AAC
CTC GTC ATG TTG
Glu Gln Tyr Asn
515

1550

*
AGC ACG TAC
TCG TGC ATG
Ser Thr Tyr

1560

CGT
GCA
Arg
520

1590

*
CAC CAG GAC TGG
GTG GTC CTG ACC
His Gln Asp Trp
hEC&E 435k

AAG
TTC
Lys
541

1630
*x
GTC TCC AAC AAA
CAG AGG TTG TTT
Val Ser Asn Lys
545

GCC
CGG
Ala

1640

*

1600
*
CTG AAT GGC AAG
GAC TTA CCG TTC
Leu Asn Gly Lys
535

1610

*
GAG TAC AAG
CTC ATG TTC
Glu Tyr Lys

1620

TGC
ACG
Cys
540

1650

*

1660

*

CTC CCA GCC CCC ATC GAG AAA ACC ATC TCC

GAG GGT

Leu Pro

CGG GGG TAG CTC
Ala Pro Ile Glu
hFCZE )35k,

CAG
GTC
Gln
561

1690

*

1700

*

TTT TGG TAG AGG
Lys Thr Ile Ser
555

1670

*

AAA GCC AAA
TTT CGG TTT
Lys Ala Lys

1680

GGG
cce
Gly
560

1710

*

1720

*

CCC CGA GAA CCA CAG GTG TAC ACC CTG CCC CCA TCC CGG GAG GAG

GGG GCT CTT GGT GTC CAC ATG TGG GAC GGG GGT AGG GCC CTC CTC TAC

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

565

hFC &5 #4358k

CAG
GTC
Gln
581

1750

*
GTC AGC CTG
CAG TCG GAC

ACC
TGG
Val Ser Leu Thr

585

TGC
ACG

Cys

1760
*

575

1730

*
ATG ACC AAG
TGG TTC TTG

Met Thr Lys

1740

AAC

Asn

580

1170

*

1780

*

CTG GTC AAA GGC TTC TAT CCC AGC GAC ATC
GAC CAG TTT CCG AAG ATA GGG TCG CTG TAG

Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile

hFCEGHA 5,

GAG
CTC
Glu
601

1810

*
AGC AAT GGG
TCG TTA CCC

CAG
GTC
Gln
605

Ser Asn Gly

CCG
GGC

Pro

1820
*

595

1790

*
GCC GTG GAG
CGG CAC CTC
Ala Val Glu

1800

TGG
ACC
Trp
600

1830
*

1840
*

GAG AAC AAC TAC AAG ACC ACG CCT CCC GTG
CTC TTG TTG ATG TTC TGG TGC GGA GGG CAC

Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val

hFCEGHA 5,

1870
*

GGC TCC TTC TTC
CCG AGG AAG AAG

CTC

TAC

1880
*

615

1850

*
CTG GAC TCC
GAC CTG AGG

Leu Asp Ser

1860

GAC
CTG
Asp
620

1890
*

1900
*

AGC AAG CTC ACC GTG GAC AAG AGC AGG TGG

GAG ATG TCG TTC GAG TGG CAC CTG TTC TCG TCC ACC

62

1910

*
CAG CAG GGG
GTC GTC CCC

1920
*
AAC
TTG
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[1804]
[1805]
[1806]
[1807]
[1808]
[1809]
[1810]
[1811]
[1812]
[1813]
[1814]
[1815]
[1816]
[1817]
[1818]
[1819]
[1820]
[1821]
[1822]
[1823]
[1824]
[1825]
[1826]
[1827]
[1828]
[1829]
[1830]
[1831]
[1832]
[1833]
[1834]
[1835]
[1836]
[1837]
[1838]
[1839]
[1840]
[1841]
[1842]
[1843]
[1844]
[1845]
[1846]

Gly Ser Phe Phe Leu

621 625

Tyr Ser Lys Leu Thr Val Asp Lys Ser

hFCZ5#e) 35

1930

*x
GTC TTC TCA TGC TCC
CAG AAG AGT ACG AGG
Val Phe

Ser Cys Ser

641 645

Arg Trp
635

Gln Gln Gly

Asn

640

1940 1950

* *

GTG ATG CAT GAG GCT CTG CAC AAC CAC
CAC TAC GTA CTC CGA GAC GTG TTG GTG
Val Met His Glu Ala Leu His Asn His

hFCZE5#a) 35

1990
x*
TCC CTG TCT CCG GGT

AGG GAC AGA GGC CCA

Ser Leu Ser Pro Gly

661 665

1960 1970
* *

TAC ACG
ATG TGC
Tyr Thr

655

CAG AAG AGC
GTC TTC TCG
Gln Lys Ser

1980

CTC
GAG
Leu

660

2000
*
AAA TGA  (SEQ ID NO:17)
TTT ACT
Lys* % % (SEQ ID N0:18)

667

DAAP#16
10
x*

ATG GAC TCT TTA GCC

TAC CTG AGA AAT CGG

Met Asp Ser Leu Ala

1 5

20 30

* *
AGC TTA
TCG AAT CAA GAG ACA CCT
Ser Leu Val Leu Cys Gly

hTTE2 {5575

70

x
GAA GGT GCC ATG GAC
CTT CCA CGG TAC CTG
Glu Gly Ala Met

21 22

Asp
23 25

80 90

* *
TTG ATC TTG ATC AAT TCC
AAC TAG AAC TAG TTA AGG

Leu Ile Leu Ile Asn Ser

130

*
TCT CTC ACC TGC
AGA GAG TGG ACG

ATT
TAA
Thr Cys
41 45

Ser Leu Ile

140 150

* *
GCC TCT
CGG AGA
Ala Ser

hTIE2 1GZ5#iE1

190

*
TTT GAA GCC TTA
AAA CTT CGG AAT

ATG
TAC
Phe Glu

Ala Leu Met

61 65

200 210

* *
AAC CAG
TTG GTC
Asn Gln

hTIE2 1GZ5#iE1

250

*
GAA TGG GCT AAA AAA
CTT ACC CGA TTT TTT

260 270
* *

GTT GTT

63

GTT CTC TGT GGA GTC
CAG
Val

CTA
GAT
Leu

hTIE2 IGZ5H481

GGG TGG CGC CCC CAT
CCC ACC GCG GGG GTA

Gly Trp Arg Pro His

40 50

* *

AGC TTG CTC CTT TCT

TCG AAC GAG GAA AGA

Ser Leu Leu Leu Ser

15

GGA
CCT
Gly

ACT
TGA
Thr

60

GTG
CAC
Val
20

100 110

* *
CCT CTT

GTA TCT GAT

GGA GAA CAT AGA CTA

Pro Leu Val Ser Asp

35

GCT
CGA
Ala

GAA
CTT
Glu

120

ACA
TGT
Thr
40

160 170
* *
GAG CCC

CTC GGG

ATC ACC ATA
TAG TGG TAT
Glu Pro Ile Thr

55

Ile

GGA
CCT
Gly

AGG
TCC
Arg

180

GAC
CTG
Asp
60

CAC CAG GAT CCG CTG
GTG GTC CTA GGC GAC
His Gln Asp Pro Leu

220 230
* *
GAA GTT

CTT CAA

ACT CAA
TGA GTT

GAT
CTA
Glu Val Thr Gln Asp

75

GTG
CAC
Val

ACC
TGG
Thr

240

AGA
TCT
Arg
80

TGG AAG AGA GAA AAG
CAA CAA ACC TTC TCT CTT TTC

280 290
* *
GCT AGT AAG ATC AAT
CGA TCA TTC TAG TTA

GGT
CCA

GCT
CGA

300

*
TAT
ATA
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[1847] Glu Trp Ala Lys Lys Val Val Trp Lys Arg Glu Lys Ala Ser Lys Ile Asn Gly Ala Tyr
[1848] 81 85 hTTE2 1G5 H481 95 100
[1849] 310 320 330 340 350 360
[1850] * * * * * *
[1851] TTC TGT GAA GGG CGA GTT CGA GGA GAG GCA ATC AGG ATA CGA ACC ATG AAG ATG CGT CAA
[1852] AAG ACA CTT CCC GCT CAA GCT CCT CTC CGT TAG TCC TAT GCT TGG TAC TTC TAC GCA GTT
[1853] Phe Cys Glu Gly Arg Val Arg Gly Glu Ala Ile Arg Ile Arg Thr Met Lys Met Arg Gln
[1854] 101 105 hTIE2 1GZ5H481 115 120
[1855] 370 380 390 400 410 420
[1856] * * * * * *
[1857] CAA GCT TCC TTC CTA CCA GCT ACT TTA ACT ATG ACT GTG GAC AAG GGA GAT AAC GTG AAC
[1858] GTT CGA AGG AAG GAT GGT CGA TGA AAT TGA TAC TGA CAC CTG TTC CCT CTA TTG CAC TTG
[1859] Gln Ala Ser Phe Leu Pro Ala Thr Leu Thr Met Thr Val Asp Lys Gly Asp Asn Val Asn
[1860] 121 122 125 hTIE2 1GZ5H1H2 135 140
[1861] 430 440 450 460 470 480
[1862] * * * * * *
[1863] ATA TCT TTC AAA AAG GTA TTG ATT AAA GAA GAA GAT GCA GTG ATT TAC AAA AAT GGT TCC
[1864] TAT AGA AAG TTT TTC CAT AAC TAA TTT CTT CTT CTA CGT CAC TAA ATG TTT TTA CCA AGG
[1865] Ile Ser Phe Lys Lys Val Lel Ile Lys Glu Glu Asp Ala Val Ile Tyr Lys Asn Gly Ser
[1866] 141 145 hTIE2 I1GZ5Ha1H2 155 160
[1867] 490 500 510 520 530 540
[1868] * * * * * *
[1869] TTC ATC CAT TCA GTG CCC CGG CAT GAA GTA CCT GAT ATT CTA GAA GTA CAC CTG CCT CAT
[1870] AAG TAG GTA AGT CAC GGG GCC GTA CTT CAT GGA CTA TAA GAT CTT CAT GTG GAC GGA GTA
[1871] Phe Ile His Ser Val Pro Arg His Glu Val Pro Asp Ile Leu Glu Val His Lel Pro His
[1872] 161 165 hTIE2 1GZ5#43%2 175 180
[1873] 550 560 570 580 590 600
[1874] * * * * * *
[1875] GCT CAG CCC CAG GAT GCT GGA GT G TAC TCG GCC AGG TAT ATAGGA GGA AAC CTC TTC ACC
[1876] CGA GTC GGG GTC CTA CGA CCT CAC ATG AGC CGG TCC ATA TAT CCT CCT TTG GAG AAG TGG
[1877] Ala Gln Pro Gln Asp Ala Gly Val Tyr Ser Ala Arg Tyr Ile Gly Gly Asn Leu Phe Thr
[1878] 181 185 hTIE2 TGZ5 #4382 195 200
[1879] 610 620 630 640 650 660
[1880] * * * * * *
[1881] TCG GCC TTC ACC AGG CTG ATA GTC CGG AGA TGT GAA GCC CAG AAG TGG GGA CCT GAA TGC
[1882] AGC CGG AAG TGG TCC GAC TAT CAG GCC TCT ACA CTT CGG GTC TTC ACC CCT GGA CTT ACG
[1883] Ser Ala Phe Thr Arg Leu Ile Val Arg Arg Cys Glu Ala Gln Lys Trp Gly Pro Glu Cys
[1884] 201 205 hTIE2 IGZEMke 213 214 215 220
[1885] 670 680 690 700 710 720
[1886] * * * * * *
[1887] AAC CAT CTC TGT ACT GCT TGT ATG AAC AAT GGT GTC TGC CAT GAA GAT ACT GGA GAA TGC
[1888] TTG GTA GAG ACA TGA CGA ACA TAC TTG TTA CCA CAG ACG GTA CTT CTA TGA CCT CTT ACG
[1889] Asn His Leu Cys Thr Ala Cys Met Asn Asn Gly Val Cys His Glu Asp Thr Gly Glu Cys

64



CN 101679988 B

% BA

B

62/71 BT

[1890]
[1891]
[1892]
[1893]
[1894]
[1895]
[1896]
[1897]
[1898]
[1899]
[1900]
[1901]
[1902]
[1903]
[1904]
[1905]
[1906]
[1907]
[1908]
[1909]
[1910]
[1911]
[1912]
[1913]
[1914]
[1915]
[1916]
[1917]
[1918]
[1919]
[1920]
[1921]
[1922]
[1923]
[1924]
[1925]
[1926]
[1927]
[1928]
[1929]
[1930]
[1931]
[1932]

221

225

hTIE2 EGF #4581

ATT
TAA
Ile
241

GGC
CCG
Gly
261

730

*

740 750

* *

235

240

760

*

770

*

TGC CCT CCT GGG TTT ATG GGA AGG ACG TGT GAG AAG GCT TGT GAA CTG

ACG GGA GGA CCC AAA TAC CCT TCC TGC ACA CTC TTC CGA ACA CTT GAC

Cys Pro Pro Gly Phe Met Gly Arg Thr Cys Glu Lys Ala

790

*x
AGA ACT TGT
TCT TGA ACA
Arg Thr Cys

245 hTIE2 EGF &gl

AAA
TTT
Lys
265

GAA
CTT
Glu

800 810

* *

AGG TGC AGT GGA CAA GAG
TCC ACG TCA CCT GTT CTC
Arg Cys Ser Gly Gln Glu
hTIE2 EGF L),

CTC
GAG
Leu

281

850

x*
CCT GAC CCC
GGA CTG GGG

Pro Asp Pro

TAT
ATA
Tyr
285

GGG
cce
Gly

860 870

* *

TGT TCC TGT GCC ACA GGC
ACA AGG ACA CGG TGT CCG
Cys Ser Cys Ala Thr Gly
hTIE2EGFFELE #4352

GCA
CGT
Ala
301

910

x*
TGC CAC CCT
ACG GTG GGA

Cys His Pro

GGT
CCA
Gly
305

TTT
AAA
Phe

920 930

*x *

TAC GGG CCA GAT TGT AAG
ATG CCC GGT CTA ACA TTC
Tyr Gly Pro Asp Cys Lys
hTIE2EGFFEL5 #4353

GAG
CTC
Glu
321

970

x*
ATG TGT GAT
TAC ACA CTA

Met Cys Asp

CGC
GCG
Arg
325

TTC
AAG
Phe

980 990

* *

CAA GGA TGT CTC TGC TCT
GTT CCT ACA GAG ACG AGA
Gln Gly Cys Leu Cys Ser
hTTE2 EGFARR45H43

GAG
CTC
Glu
341

1030

*
AGA GAA GGC
TCT CTT CCG
Arg Glu Gly

ATA
TAT
Ile
345

CCG
GGC

Pro

1040 1050
* *

AGG ATG GGT AGA CCT TTC

253 954

820
*
GGA TGC
CCT ACG
Gly Cys

Cys Glu Leu
255

CAC
GTG
His

ACG
TGC
Thr

780

TTT

Phe
260

830
*
AAG TCT TAT
TTC AGA ATA
Lys Ser Tyr
275

GTG
CAC
Val

TTC
AAG
Phe

840

TGT
ACA
Cys
280

880
*
TGG AAG
ACC TTC

Trp Lys

890

*
GGT CTG CAG
CCA GAC GTC
Gly Leu Gln
295

TGC
ACG

Cys

AAT
TTA

Asn

900

GAA
CTT
Glu
300

940
*
CTT AGG
GAA TCC
Leu Arg

950

*
TGC AGC TGC
ACG TCG ACG
Cys Ser Cys
315

AAC
TTG

Asn

AAT
TTA

Asn

960

GGG
cce
Gly
320

1000
*
CCA GGA
GGT CCT
Pro Gly

1010
*
TGG CAG GGG
ACC GTC CCC
Trp Gln Gly
335

CTC
GAG

Leu

CAG
GTC
Gln

1020

TGT
ACA
Cys
340

1060
*

GTA GAG

1070
*

ATG TAC AGT

TCC TAC CCA TCT GGA AAG CAT CTC TAC ATG TCA

Arg Met Gly Arg Pro Phe Val Glu Met Tyr Ser
348 349 hVEGFR1 1G5 #4122

GAA
CTT
Glu
361

1090

*
ATT ATA CAC
TAA TAT GTG
Ile Ile His

ATG
TAC
Met

365

ACT
TGA
Thr

1100 1110
* *

1120
*

1130
*

GAA
CTT
Glu

GAA GGA AGG GAG CTC GTC ATT CCC TGC CGG GTT ACG
CTT CCT TCC CTC GAG CAG TAA GGG ACG GCC CAA TGC

Glu Gly Arg Glu Leu Val Ile Pro Cys Arg Val Thr

hVEGFR1 IG&5 #4352

65

375

ATC
TAG
Ile

TCA
AGT

Ser

1080

cce
GGG
Pro
360
1140

CCT
GGA
Pro

380
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[1933]
[1934]
[1935]
[1936]
[1937]
[1938]
[1939]
[1940]
[1941]
[1942]
[1943]
[1944]
[1945]
[1946]
[1947]
[1948]
[1949]
[1950]
[1951]
[1952]
[1953]
[1954]
[1955]
[1956]
[1957]
[1958]
[1959]
[1960]
[1961]
[1962]
[1963]
[1964]
[1965]
[1966]
[1967]
[1968]
[1969]
[1970]
[1971]
[1972]
[1973]
[1974]
[1975]

1150

*

1160 1170 1180

* * *

AAC ATC ACT GTT ACT TTA AAA AAG TTT CCA CTT GAC ACT TTG

TTG
Asn

381

TAG TGA CAA TGA AAT

Ile Thr Val

Thr
385

Leu

TTT TTC AAA GGT GAA CTG TGA AAC
Lys Lys Phe Pro Leu Asp Thr Leu
hVEGFR1 1G5 #4432

ATA
TAT
Ile
401

1210

*x
ATC TGG GAC
TAG ACC CTG
Ile Trp Asp

AGT
TCA
Ser

405

AGA
TCT

Arg

1190
*
ATC CCT GAT GGA
TAG GGA CTA CCT
Ile Pro Asp Gly
395

AAA
TTT

Lys

1200

CGC
GCG
Arg
400

1220 1230 1240
* * *
AAG GGC TTC ATC ATA TCA AAT GCA
TTC CCG AAG TAG TAT AGT TTA CGT
Lys Gly Phe Ile Ile Ser Asn Ala
hVEGFR1 1G&5#J3%2

CTT
GAA
Leu

421

1270

*x
CTG ACC TGT
GAC TGG ACA
Leu Thr Cys

GAA
CTT
Glu
425

GCA
CGT
Ala

1250
*
ACG TAC AAA GAA
TGC ATG TTT CTT
Thr Tyr Lys Glu
415

ATA
TAT
Ile

1260

GGG
cce
Gly
420

1280 1290 1300
* * *
ACA GTC AAT GGG CAT TTG TAT AAG
TGT CAG TTA CCC GTA AAC ATA TTC
Thr Val Asn Gly His Leu Tyr Lys
hVEGFR1 1G&5#J3%2

CGA
GCT

441

1330

*

CAA ACC AAT ACA ATC

GTT TGG TTA
Gln Thr Asn

TGT
Thr
445

TAG
Ile

1310
*
ACA AAC TAT CTC
TGT TTG ATA GAG
Thr Asn Tyr Leu
435

ACA
TGT
Thr

1320

CAT
GTA
His
440

1340 1350 1360
* * *
ATA GAT GTC CAA ATA AGC ACA CCA
TAT CTA CAG GTT TAT TCG TGT GGT
Ile Asp Val Gln Ile Ser Thr Pro
448 449 450 hVEGFR1

AGA
TCT

461

1390

x
GGC CAT ACT
CCG GTA TGA
Gly His Thr

CTT
GAA
Leu

465

GTC
CAG
Val

1400 1410 1420
x x* *
CTC AAT TGT ACT GCT ACC ACT CCC
GAG TTA ACA TGA CGA TGG TGA GGG
Leu Asn Cys Thr Ala Thr Thr Pro
hVEGFR1 1G 544383

ATG
TAC
Met

481

1450

*
ACC TGG AGT
TGG ACC TCA
Thr Trp Ser

TAC
ATG
Tyr
485

CCT
GGA

Pro

1370
*
CGC CCA GTC AAA
GCG GGT CAG TTT
Arg Pro Val Lys
1GE5#I3
1430
*
TTG AAC ACG AGA
AAC TTG TGC TCT
Leu Asn Thr Arg
475

TTA
AAT

Leu

GTT
CAA
Val

1380

CTT
GAA
Leu
460
1440

CAA
GTT
Gln
480

1460 1470 1480
* * *
GAT GAA AAA AAT AAG AGA GCT TCC
CTA CTT TTT TTA TTC TCT CGA AGG
Asp Glu Lys Asn Lys Arg Ala Ser
hVEGFR1 16 45444353

CAA
GTT
Gln
501

1510

*
AGC AAT TCC
TCG TTA AGG

Ser Asn Ser

CAT
GTA
His
505

GCC
CGG
Ala

1490
*
GTA AGG CGA CGA
CAT TCC GCT GCT
Val Arg Arg Arg
495

ATT
TAA
ILe

1500

GAC
CTG
Asp
500

1520 1530 1540
* x* *
AAC ATA TTC TAC AGT GTT CTT ACT
TTG TAT AAG ATG TCA CAA GAA TGA
Asn Ile Phe Tyr Ser Val Leu Thr
hVEGFR1 16 £5#4483

1570

1550
*
ATT GAC AAA ATG
TAA CTG TTT TAC
Ile Asp Lys Met
515

CAG
GTC
Gln

1560

AAC
TTG
Asn

520

1580 1590 1600

66

1610

1620
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[1976]
[1977]
[1978]
[1979]
[1980]
[1981]
[1982]
[1983]
[1984]
[1985]
[1986]
[1987]
[1988]
[1989]
[1990]
[1991]
[1992]
[1993]
[1994]
[1995]
[1996]
[1997]
[1998]
[1999]
[2000]
[2001]
[2002]
[2003]
[2004]
[2005]
[2006]
[2007]
[2008]
[2009]
[2010]
[2011]
[2012]
[2013]
[2014]
[2015]
[2016]
[2017]
[2018]

TTT
Lys
521

*

*

*

*

*

GAC AAA GGA CTT TAT ACT TGT CGT GTA AGG AGT GGA CCA TCA TTC AAA TCT

CTG TTT CCT GAA ATA

Asp

525

Lys Gly Leu Tyr

TGA ACA GCA CAT TCC TCA CCT GGT AGT AAG

Thr Cys Arg Val Arg Ser Gly Pro Ser Phe

AcC
TGG
Thr
541

1630

*

TCA GTG CAT ATA TAT

AGT CAC GTA

Ser Val His

TAT
Ile
545

ATA

Tyr

1640

*
GAT AAA
CTA TTT

Asp Lys

hVEGFR1 1G 5383

1650

*

GCA CTC GAG GAC

535

TTT AGA

Lys Ser

GIT
CAA
Val

AAC
TTG
Asn

540

1660

*

AAA ACT CAC ACA

1670

*

TGC CCA

CGT GAG CTC CTG TTT TGA GTG TGT ACG GGT

Ala Leu Glu Asp
549 550

Lys Thr His Thr
hFC £5#)45,

CCA
GGT
Pro

561

1690

*
GCA CCT GAA
CGT GGA CTT

Ala Pro Glu

CTC
GAG
Leu

565

CTG
GAC

Leu

1700

*
GGG GGA
CCC CCT
Gly Gly

1710

*
CCG TCA GTC TTC
GGC AGT CAG AAG
Pro Ser Val Phe
hFC 254438,

AcC
TGG
Thr
581

1750

x*

CTC ATG ATC
GAG TAC TAG

Leu Met Ile

TCC
AGG
Ser

585

CGG
GCC

Arg

1760

*
ACC CCT
TGG GGA
Thr Pro

1720

*

CTC TTC CCC CCA

GAG AAG GGG GGT

Leu Phe Pro Pro

575

Cys Pro

1730

*
AAA CCC
TTT GGG

Lys Pro

CCG
GGC

Pro

AAG
TTC

Lys

1680

TGC
ACG
Cys
560
1740

GAC
CTG
Asp
580

1770

*
GAG GTC ACA TGC
CTC CAG TGT ACG
Glu Val Thr Cys
hEC 454435

GAC
CTG
Asp
601

1810

x*
CCT GAG GTC
GGA CTC CAG

Pro Glu Val

AAG
TTC
Lys
605

TTC
AAG
Phe

1820

*
AAC TGG
TTG ACC

Asn Trp

1780

*

GTG GTG GTG GAC

CAC CAC CAC CTG

Val Val Val Asp

595

1790

*
GTG AGC
CAC TCG
Val Ser

CAC
GTG
His

1800

GAA
CTT
Glu
600

1830

x*
TAC GTG GAC GGC
ATG CAC CTG CCG
Tyr Val Asp Gly
hFC 25 #)45,

AAG
TTC
Lys
621

1870

*
CCG CGG GAG
GGC GCC CTC

Pro Arg Glu

GAG
CTC
Glu
625

CAG
GTC
Gln

1880

*
TAC AAC
ATG TTG

Tyr Asn

1840
*
GTG GAG GTG CAT

CAC CTC CAC GTA

Val Glu Val His

615

1850

*
AAT GCC
TTA CGG
Asn Ala

AAG
TTC

Lys

1860

ACA
TGT
Thr
620

1890

*
AGC ACG TAC CGT
TCG TGC ATG GCA
Ser Thr Tyr Arg
hFC 2543

CAC
GTG
His
641

1930

*
CAG GAC TGG
GTC CTG ACC

Gln Asp Trp

CTG
GAC
Leu

645

AAT
TTA

Asn

1940

*
GGC AAG
CCG TTC
Gly Lys

1900

*
GTG GTC
CAC CAG

AGC GTC
TCG CAG
Val Val

Ser Val

635

1910

*
CTC ACC
GAG TGG
Leu Thr

GTC
CAG
Val

1920

CTG
GAC
Leu

640

1950

*
GAG TAC AAG TGC
CTC ATG TTC ACG
Glu Tyr Lys Cys
hFC S5 43

1990

2000

1960

*
AAG GTC TCC AAC
TTC CAG AGG TTG
Lys Val

Ser Asn

655

1970

*
AAA GCC
TTT CGG
Lys Ala

CTC
GAG

Leu

1980

CCA
GGT
Pro

660

2010

*

67

2020

2030

2040



CN 101679988 B w Bg B 65/71 T

[2019] GCC CCC ATC GAG AAA ACC ATC TCC AAA GCC AAA GGG CAG CCC CGA GAA CCA CAG GTG TAC
[2020] CGG GGG TAG CTC TTT TGG TAG AGG TTT CGG TTT CCC GTC GGG GCT CTT GGT GTC CAC ATG
[2021] Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr

[2022] 61 665 hFC £5 438, 675 680
[2023] 2050 2060 2070 2080 2090 2100
[2024] * * * * * *

[2025] ACC CTG CCC CCA TCC CGG GAG GAG ATG ACC AAG AAC CAG GTC AGC CTG ACC TGC CTG GTC
[2026] TGG GAC GGG GGT AGG GCC CTC CTC TAC TGG TTC TTG GTC CAG TCG GAC TGG ACG GAC CAG
[2027] Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val

[2028] 681 685 hFC £5 #4995, 695 700
[2029] 2110 2120 2130 2140 2150 2160
[2030] * * * * * *

[2031] AAA GGC TTC TAT CCC AGC GAC ATC GCC GTG GAG TGG GAG AGC AAT GGG CAG CCG GAG AAC
[2032] TTT CCG AAG ATA GGG TCG CTG TAG CGG CAC CTC ACC CTC TCG TTA CCC GTC GGC CTC TTG
[2033] Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn

[2034] 701 705 hFC LM, 715 720
[2035] 2170 2180 2190 2200 2210 2220
[2036] * * * * * *

[2037] AAC TAC AAG ACC ACG CCT CCC GTG CTG GAC TCC GAC GGC TCC TTC TTC CTC TAC AGC AAG
[2038] TTG ATG TTC TGG TGC GGA GGG CAC GAC CTG AGG CTG CCG AGG AAG AAG GAG ATG TCG TTC
[2039] Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys

[2040] 721 725 hFC 45 #4995, 735 740
[2041] 2230 2240 2250 2260 2270 2280
[2042] * * * * * *

[2043] CTC ACC GTG GAC AAG AGC AGG TGG CAG CAG GGG AAC GTC TTC TCA TGC TCC GTG ATG CAT
[2044] GAG TGG CAC CTG TTC TCG TCC ACC GTC GTC CCC TTG CAG AAG AGT ACG AGG CAC TAC GTA
[2045] Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His

[2046] 741 745 hFC £ HaIsk 755 760
[2047] 2290 2300 2310 2320 2330
[2048] * * * * *

[2049] GAG GCT CTG CAC AAC CAC TAC ACG CAG AAG AGC CTC TCC CTG TCT CCG GGT AAA TGA  (SEQ ID NO:19)
[2050] CTC CGA GAC GTG TTG GTG ATG TGC GTC TTC TCG GAG AGG GAC AGA GGC CCA TTT ACT
[2051] Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys* % % (SEQ ID NO:20)

[2052] 761 765 hFC 543 775 779
[2053]  DAAP#17

[2054] 10 20 30 40 50 60
[2055] * * * * * *

[2056] ATG GAC TCT TTA GCC AGC TTA GTT CTC TGT GGA GTC AGC TTG CTC CTT TCT GGA ACT GTG
[2057] TAC CTG AGA AAT CGG TCG AAT CAA GAG ACA CCT CAG TCG AAC GAG GAA AGA CCT TGA CAC
[2058] Met Asp Ser Leu Ala Ser Leu Val Leu Cys Gly Val Ser Leu Leu Leu Ser Gly Thr Val

[2059] 1 5 hTIE2 {55 F5 15 20
[2060] 70 80 90 100 110 120
[2061] * * * * * *
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[2062]
[2063]
[2064]
[2065]
[2066]
[2067]
[2068]
[2069]
[2070]
[2071]
[2072]
[2073]
[2074]
[2075]
[2076]
[2077]
[2078]
[2079]
[2080]
[2081]
[2082]
[2083]
[2084]
[2085]
[2086]
[2087]
[2088]
[2089]
[2090]
[2091]
[2092]
[2093]
[2094]
[2095]
[2096]
[2097]
[2098]
[2099]
[2100]
[2101]
[2102]
[2103]
[2104]

GAA
CTT
Glu
21

TCT
AGA
Ser

41

99 93

GGT GCC ATG
CCA CGG TAC
Gly Ala Met

GAC
CTG
Asp

25

TTG
AAC

Leu

ATC TTG ATC AAT TCC CTA
TAG AAC TAG TTA AGG GAT
Ile Leu Ile Asn Ser Leu
hTIE2 16 Z5#is1

130

*x

CTC ACC TGC
GAG TGG ACG
Leu Thr Cys

ATT
TAA
Ile
45

GCC
CGG
Ala

CCT
GGA

Pro

CTT GTA

GAA CAT

Leu Val
35

TCT GAT GCT
AGA CTA CGA
Ser Asp Ala

GAA
CTT
Glu

ACA
TGT
Thr
40

140 150

* *
TCT GGG TGG CGC CCC CAT
AGA CCC ACC GCG GGG GTA
Ser Gly Tro Arg Pro His
hTIE2 1G Z5Fis1

TTT

Phe
61

190

*x

GAA GCC TTA
CTT CGG AAT
Glu Ala Leu

ATG
TAC
Met

65

AAC
TTG

Asn

GAG
CTC
Glu

160

*

CCC ATC

GGG TAG

Pro Ile
55

170

*
ACC ATA GGA
TGG TAT CCT
Thr Ile Gly

AGG
TCC
Arg

180

*
GAC
CTG
Asp
60

200 210

* *
CAG CAC CAG GAT CCG CTG
GTC GTG GTC CTA GGC GAC
Gln His Gln Asp Pro Leu
hTIE2 1G £5#gis1

GAA
CTT
Glu
81

250

x

TGG GCT AAA
ACC CGA TTT
Trp Ala Lys

TTT
Lys
85

GTT
CAA
Val

260 270

* *
GTT TGG AAG AGA GAA AAG
CAA ACC TTC TCT CTT TTC
Val Trp Lys Arg Glu Lys
hTIE2 1G £5#gik1

TTC
AAG
Phe
101

310

TGT GAA GGG
ACA CTT cCC
Cys Glu Gly

CGA
GCT
Arg
105

GTT
CAA
Val

GAA
CTT
Glu

220

*

GTT ACT

CAA TGA

Val Thr
75

230

*
CAA GAT GTG
GTT CTA CAC
Gln Asp Val

ACC
TGG
Thr

240

AGA
TCT
Arg

80

GCT
CGA
Ala

280

AGT AAG
TCA TTC
Ser Lys

95

290

*
ATC AAT GGT
TAG TTA CCA
Ile Asn Gly

GCT
CGA
Ala

300

TAT
ATA
Tyr
100

320 330

x x*
CGA GGA GAG GCA ATC AGG
GCT CCT CTC CGT TAG TCC
Arg Gly Glu Ala Ile Arg
hTIE2 1G £5#g3k1

CAA
GTT
Gln
121

ATA
TAT
Ile
141

370

GCT TCC TTC
CGA AGG AAG
Ala Ser Phe
122

CTA
GAT
Leu

125

CCA
GGT

Pro

ATA
TAT
Ile

340

CGA ACC
GCT TGG
Arg Thr

115

350

*
ATG AAG ATG
TAC TTC TAC

Met Lys Met

CGT
GCA
Arg

360

CAA
GTT
Gln
120

380 390
* *

GCT ACT TTA ACT ATG ACT

CGA TGA AAT TGA TAC TGA

Ala Thr Leu Thr Met Thr

hTIE2 16 #EHiE2

430

TCT TTC AAA
AGA AAG TTT
Ser Phe Lys

AAG
TTC
Lys
145

GTA
CAT
Val

440 450
x* *

TTG ATT AAA GAA GAA GAT
AAC TAA TTT CTT CTT CTA
Leu Ile Lys Glu Glu Asp
hTIE2 16 #5412

TTC

490
*

ATC CAT TCA

GTG

cce

500 510

* *

CGG CAT GAA GTA CCT GAT

69

GTG
CAC
Val

400

GAC AAG
CTG TTC
Asp Lys

135

410

*
GGA GAT AAC
CCT CTA TTG
Gly Asp Asn

GTG
CAC
Val

420

AAC
TTG
Asn

140

GCA
CGT
Ala

460

GTG ATT
CAC TAA
Val Ile

155

470

*
TAC AAA AAT
ATG TTT TTA

Tyr Lys Asn

GGT
CCA
Gly

480

TCC
AGG
Ser

160

ATT

520

CTA GAA

530
*

GTA CAC CTG

CCT

540

CAT
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[2105] AAG TAG GTA AGT CAC GGG GCC GTA CTT CAT GGA CTA TAA GAT CTT CAT GTG GAC GGA GTA
[2106] Phe Tle His Ser Val Pro Arg His Glu Val Pro Asp Ile Leu Glu Val His Leu Pro His
[2107] 161 165 hTIE2 1G Z5#J3%2 175 180
[2108] 550 560 570 580 590 600
[2109] * * * * * *
[2110] GCT CAG CCC CAG GAT GCT GGA GTG TAC TCG GCC AGG TAT ATA GGA GGA AAC CTC TTC ACC
[2111] CGA GTC GGG GTC CTA CGA CCT CAC ATG AGC CGG TCC ATA TAT CCT CCT TTG GAG AAG TGG
[2'] ']2] Ala Gln Pro Gln Asp Ala Gly Val Tyr Ser Ala Arg Tyr Ile Gly Gly Asn Leu Phe Thr
[2113] 181 185 hTIE2 1G Z5#J3%2 195 200
[2114] 610 620 630 640 650 660
[2115] * * * * * *
[2116] TCG GCC TTC ACC AGG CTG ATA GTC CGG AGA TGT GAA GCC CAG AAG TGG GGA CCT GAA TGC
[2117] AGC CGG AAG TGG TCC GAC TAT CAG GCC TCT ACA CTT CGG GTC TTC ACC CCT GGA CTT ACG
[21 18] Ser Ala Phe Thr Arg Leu Ile Val Arg Arg Cys Glu Ala Gln Lys Trp Gly Pro Glu Cys
[2119] 201 205 hTIE2 1G 5k 213 214 215 220
[2120] 670 680 690 700 710 720
[2121] * * * * * *
[2122] AAC CAT CTC TGT ACT GCT TGT ATG AAC AAT GGT GTC TGC CAT GAA GAT ACT GGA GAA TGC
[2123] TTG GTA GAG ACA TGA CGA ACA TAC TTG TTA CCA CAG ACG GTA CTT CTA TGA CCT CTT ACG
[2124] Asn His Leu Cys Thr Ala Cys Met Asn Asn Gly Val Cys His Glu Asp Thr Gly Glu Cys
[2125] 221 225 hTIE2 EGF FE&5#I51 235 240
[2126] 730 740 750 760 770 780
[2127] * * * * * *
[2128] ATT TGC CCT CCT GGG TTT ATG GGA AGG ACG TGT GAG AAG GCT TGT GAA CTG CAC ACG TTT
[2129] TAA ACG GGA GGA CCC AAA TAC CCT TCC TGC ACA CTC TTC CGA ACA CTT GAC GTG TGC AAA
[2130] Ile Cys Pro Pro Gly Phe Met Gly Arg Thr Cys Glu Lys Ala Cys Glu Leu His Thr Phe
[2131] 241 245__ hTIE2 EGF HE&5#ik1 _ 253 254_255 260
[2132] 790 800 810 820 830 840
[2133] * * * * * *
[2134] GGC AGA ACT TGT AAA GAA AGG TGC AGT GGA CAA GAG GGA TGC AAG TCT TAT GTG TTC TGT
[2135] CCG TCT TGA ACA TTT CTT TCC ACG TCA CCT GTT CTC CCT ACG TTC AGA ATA CAC AAG ACA
[2136] Gly Arg Thr Cys Lys Glu Arg Cys Ser Gly Gln Glu Gly Cys Lys Ser Tyr Val Phe Cys
[2137] 261 265 hTIE2 EGF HE&5 #1852 275 280
[2138] 850 860 870 880 890 900
[2139] * * * * * *
[2140] CTC CCT GAC CCC TAT GGG TGT TCC TGT GCC ACA GGC TGG AAG GGT CTG CAG TGC AAT GAA
[2141] GAG GGA CTG GGG ATA CCC ACA AGG ACA CGG TGT CCG ACC TTC CCA GAC GTC ACG TTA CTT
[2142] Leu Pro Asp Pro Tyr Gly Cys Ser Cys Ala Thr Gly Trp Lys Gly Leu Gln Cys Asn Glu
[2143] 281 285 hTIE2 EGF HE&5#I2 295 300
[2144] 910 920 930 940 950 960
[2145] * * * * * *
[2146] GCA TGC CAC CCT GGT TTT TAC GGG CCA GAT TGT AAG CTT AGG TGC AGC TGC AA CAAT GGG
[2147] CGT ACG GTG GGA CCA AAA ATG CCC GGT CTA ACA TTC GAA TCC ACG TCG ACG TTG TTA CCC
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[2148]
[2149]
[2150]
[2151]
[2152]
[2153]
[2154]
[2155]
[2156]
[2157]
[2158]
[2159]
[2160]
[2161]
[2162]
[2163]
[2164]
[2165]
[2166]
[2167]
[2168]
[2169]
[2170]
[2171]
[2172]
[2173]
[2174]
[2175]
[2176]
[2177]
[2178]
[2179]
[2180]
[2181]
[2182]
[2183]
[2184]
[2185]
[2186]
[2187]
[2188]
[2189]
[2190]

Ala
301

Cys His Pro

Gly
305

Phe

Tyr Gly Pro Asp Cys Iys Leu Arg
hTIE2 EGF FE&h 4383

GAG
CTC
Glu
321

970

*
ATG TGT GAT
TAC ACA CTA

Met Cys Asp

CGC
GCG
Arg
325

TTC
AAG
Phe

Cys
315

Ser

Cys Asn

Asn

Gly
320

980 990 1000
* * *
CAA GGA TGT CTC TGC TCT CCA GGA
GTT CCT ACA GAG ACG AGA GGT CCT
Gln Gly Cys Leu Cys Ser Pro Gly
hTIE2 EGF FELS I3

GAG
CTC
Glu
341

1030

*x

AGA GAA GGC
TCT CTT CCG
Arg Glu Gly

ATA
TAT
Ile
345

CCG
GGC

Pro

TGG
ACC
Trp
335

CAG
GTC
Gln

1010

*
GGG CTC
CCC GAG
Gly Leu

CAG
GTC
Gln

1020

TGT
ACA
Cys
340

1040 1050 1060
* * *
AGG ATG GGT AGA CCT TTC GTA GAG
TCC TAC CCA TCT GGA AAG CAT CTC
Arg Met Gly Arg Pro Phe Val Glu

348 349 hVEGFR1 1G

GAA
CTT
Glu
361

1090

*x

ATT ATA CAC
TAA TAT GTG
Ile Ile His

ATG
TAC
Met

365

ACT
TGA
Thr

1100 1110 1120
* * *
GAA GGA AGG GAG CTC GTC ATT CCC
CTT CCT TCC CTC GAG CAG TAA GGG
Glu Gly Arg Glu Leu Val Ile Pro
hVEGFR1 1G  £5#4152

AAC
TTG
Asn

381

1150

x*

ATC ACT GTT
TAG TGA CAA
Ile Thr Val

ACT
TGA
Thr
385

TTA
AAT

Leu

ATG
TAC

Met

TAC
ATG

Tyr

ZE 12

TGC
ACG
Cys
375

CGG
GCC

Arg

1070

*
AGT GAA
TCA CTT
Ser Glu

1130

*
GTT ACG
CAA TGC
Val Thr

ATC
TAG
Ile

TCA
AGT

Ser

1080

cce
GGG
Pro
360
1140

CCT
GGA
Pro

380

1160 1170 1180
* * *
AAA AAG TTT CCA CTT GAC ACT TTG
TTT TTC AAA GGT GAA CTG TGA AAC
Lys Lys Phe Pro Leu Asp Thr Leu
hVEGFR1 1G Z5#4352

ATA
TAT
Ile
401

1210

x*

ATC TGG GAC
TAG ACC CTG
Ile Trp Asp

AGT
TCA
Ser

405

AGA
TCT

Arg

ATC
TAG
Ile
395

CCT
GGA

Pro

1190

*
GAT GGA
CTA CCT
Asp Gly

TTT

Lys

1200

CGC
GCG
Arg
400

1220 1230 1240
* * *
AAG GGC TTC ATC ATA TCA AAT GCA
TTC CCG AAG TAG TAT AGT TTA CGT
Lys Gly Phe Ile Ile Ser Asn Ala
hVEGFR1 16 4544432

CTT
GAA
Leu

421

1270

*

CTG ACC TGT
GAC TGG ACA
Leu Thr Cys

GAA
CTT
Glu
425

GCA
CGT
Ala

ACG
TGC
Thr
415

TAC
ATG

Tyr

1250

*
AAA GAA
TTT CTT
Lys Glu

ATA
TAT
Ile

1260

GGG
cee
Gly
420

1280 1290 1300
* * *
ACA GTC AAT GGG CAT TTG TAT AAG
TGT CAG TTA CCC GTA AAC ATA TTC
Thr Val Asn Gly His Leu Tyr Lys
hVEGFR1 16 £5t4ik2

CGA
GCT

1330
*

CAA ACC AAT ACA ATC
GTT TGG TTA TGT TAG

Gln Thr Asn Thr Ile

ACA
TGT
Thr
435

AAC
TTG

Asn

1310

*
TAT CTC
ATA GAG

Tyr Leu

ACA
TGT
Thr

1320

CAT
GTA
His
440

1340 1350 1360
* * *
ATA GAT GTG GTT CTG AGT CCG TCT
TAT CTA CAC CAA GAC TCA GGC AGA
Ile Asp Val Val Leu Ser Pro Ser

71

CAT
GTA
His

GGA
CCT
Gly

1370

*
ATT GAA
TAA CTT
Ile Glu

CTA
GAT

Leu

1380

TCT
AGA

Ser
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[2191]
[2192]
[2193]
[2194]
[2195]
[2196]
[2197]
[2198]
[2199]
[2200]
[2201]
[2202]
[2203]
[2204]
[2205]
[2206]
[2207]
[2208]
[2209]
[2210]
[2211]
[2212]
[2213]
[2214]
[2215]
[2216]
[2217]
[2218]
[2219]
[2220]
[2221]
[2222]
[2223]
[2224]
[2225]
[2226]
[2227]
[2228]
[2229]
[2230]
[2231]
[2232]
[2233]

441

445

448 449 450 hVEGFR2

1390
*x
GTT GGA GAA AAG
CAA CCT CTT TTC
Val Gly Glu Lys
461

CTT
GAA
Leu

465

1400 1410 1420
* * *
GTC TTA AAT TGT ACA GCA AGA ACT GAA
CAG AAT TTA ACA TGT CGT TCT TGA CTT
Val Leu Asn Cys Thr Ala Arg Thr Glu

hVEGFR2 1G  £5H4383

1450
*x
TTC AAC TGG GAA
AAG TTG ACC CTT
Phe Asn Trp Glu
481

TAC
ATG
Tyr
485

16 Z5H483
1430
*
CTA AAT GTG GGG
GAT TTA CAC CCC
Leu Asn Val Gly
475

ATT
TAA
Ile

460
1440

GAC
CTG
Asp
480

1460 1470 1480
* * *
CCT TCT TCG AAG CAT CAG CAT AAG AAA
GGA AGA AGC TTC GTA GTC GTA TTC TTT
Pro Ser Ser Lys His Gln His Lys Lys

hVEGFR2 1G 5383

1510
*x
AAA ACC CAG TCT
TTT TGG GTC AGA
Lys Thr Gln Ser
501

GGG
cce
Gly
505

1490

*
CTT GTA AAC CGA
GAA CAT TTG GCT
Leu Val Asn Arg

495

GAC
CTG

Asp

1500

CTA
GAT
Leu

500

1520 1530 1540
* * *
AGT GAG ATG AAG AAA TTT TTG AGC ACC
TCA CTC TAC TTC TTT AAA AAC TCG TGG
Ser Glu Met Lys Lys Phe Leu Ser Thr

hVEGFR2 1G £5#4383

1570
x
ACC CGG AGT GAC
TGG GCC TCA CTG
Thr Arg Ser Asp
521

CAA
GIT
Gln
525

1550
*
TTA ACT ATA GAT
AAT TGA TAT CTA
Leu Thr Ile Asp
515

GGT
CCA
Gly

1560

GTA
CAT
Val
520

1580 1590 1600
* * *
GGA TTG TAC ACC TGT GCA GCA TCC AGT
CCT AAC ATG TGG ACA CGT CGT AGG TCA
Gly Leu Tyr Thr Cys Ala Ala Ser Ser

hVEGFR2 1G £5#4383

1630
x
AAC AGC ACA TTT
TTG TCG TGT AAA
Asn Ser Thr Phe
541 hVEGFR2
1690
*
TGC CCA GCA CCT
ACG GGT CGT GGA
Cys Pro Ala Pro
561

GTC
CAG
Val

1610
*
GGG CTG ATG ACC
CCC GAC TAC TGG
Gly Leu Met Thr
535

AAG
TTC

Lys

1620

AAG
TTC
Lys
540

1640 1650 1660
* * *
AGG GTC CAT GAA AAA CTC GAG GAC AAA

TCC CAG GTA CTT TTT GAG CTC CTG TTT

1670
*
ACT CAC ACA TGC
TGA GTG TGT ACG

Arg Val His
IG DOMAIN 3
1700

*
GAA CTC CTG GGG
CTT GAG GAC CCC
Glu Leu Leu Gly
565

Glu Lys Leu Glu Asp Lys Thr His Thr
hFC Z5#615,
1730

550 551

1710 1720
* * *

GGA CCG TCA GTC TTC CTC TTC CCC CCA

CCT GGC AGT CAG AAG GAG AAG GGG GGT

Gly Pro Ser Val Phe Leu Phe Pro Pro

hFC 543 575

1750
*
GAC ACC CTC ATG
CTG TGG GAG TAC
Asp Thr Leu Met
581

1760
*
ATC TCC CGG ACC
TAG AGG GCC TGG
Ile
585

Ser Arg Thr

Cys

AAA
TTT

Lys

CCA
GGT

Pro

cce
GGG

Pro

1680

CCG
GGC
Pro
560
1740

AAG
TTC
Lys
580

1770 1780 1790
* * *
CCT GAG GTC ACA TGC GTG GTG GTG GAC
GGA CTC CAG TGT ACG CAC CAC CAC CTG
Pro Glu Val Thr Cys Val Val Val Asp

hFC &5k 595

GTG
CAC
Val

AGG
TCG

Ser

1800

CAC
GTG
His
600

72
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[2234]
[2235]
[2236]
[2237]
[2238]
[2239]
[2240]
[2241]
[2242]
[2243]
[2244]
[2245]
[2246]
[2247]
[2248]
[2249]
[2250]
[2251]
[2252]
[2253]
[2254]
[2255]
[2256]
[2257]
[2258]
[2259]
[2260]
[2261]
[2262]
[2263]
[2264]
[2265]
[2266]
[2267]
[2268]
[2269]
[2270]
[2271]
[2272]
[2273]
[2274]
[2275]
[2276]

GAA
CTT
Glu
601

1810

*x
GAC CCT GAG
CTG GGA CTC
Asp Pro Glu

GTC
CAG
Val
605

1820 1830

* *
AAG TTC AAC TGG TAC GTG GAC
TTC AAG TTG ACC ATG CAC CTG
Lys Phe Asn Trp Tyr Val Asp
hFC 25 #438,

ACA
TGT
Thr
621

1870

x*
AAG CCG CGG
TTC GGC GCC

Lys Pro Arg

GAG
CTC
Glu
625

1840
*
GGC GTG
CCG CAC
Gly Val

1850
*
GAG GTG CAT AAT
CTC CAC GTA TTA
Glu Val His Asn
615

GCC
CGG
Ala

1860

AAG
TTC
Lys
620

1880 1890

* *
GAG CAG TAC AAC AGC ACG TAC
CTC GTC ATG TTG TCG TGC ATG
Glu Gln Tyr Asn Ser Thr Tyr
hFC 25 #438,

CTG
GAC
Leu

641

1930

*x
CAC CAG GAC
GTG GTC CTG
His Gln Asp

TGG
ACC
Trp
645

1900
*
CGT GTG
GCA CAC
Arg Val

1910
*
GTC AGC GTC CTC
CAG TCG CAG GAG
Val Ser Val Leu
635

ACC
TGG
Thr

1920

GTC
CAG
Val
640

1940 1950

* *
CTG AAT GGC AAG GAG TAC AAG
GAC TTA CCG TTC CTC ATG TTC
Leu Asn Gly Lys Glu Tyr Lys
hFC 254438

CCA
GGT
Pro

661

1990

*x
GCC CCC ATC
CGG GGG TAG
Ala Pro Ile

GAG
CTC
Glu
665

1960
*
TGC AAG
ACG TTC

Cys Lys

1970
*
GTC TCC AAC AAA
CAG AGG TTG TTT
Val Ser Asn Lys
655

GCC
CGG
Ala

1980

CTC
GAG
Leu

660

2000 2010

* *
AAA ACC ATC TCC AAA GCC AAA
TTT TGG TAG AGG TTT CGG TTT
Lys Thr Ile Ser Lys Ala Lys
hFC 25 #)45,

TAC
ATG
Tyr
681

2050

x
ACC CTG CCC
TGG GAC GGG
Thr Leu Pro

CCA
GGT
Pro

685

2020
*
GGG CAG
CCC GTC
Gly Gln

2030
*
CCC CGA GAA CCA
GGG GCT CTT GGT
Pro Arg Glu Pro
675

CAG
GTC
Gln

2040

GTG
CAC
Val
680

2060 2070

x x*
TCC CGG GAG GAG ATG ACC AAG
AGG GCC CTC CTC TAC TGG TTC
Ser Arg Glu Glu Met Thr Lys
hFC 5433k

GTC
CAG
Val
701

2110

*
AAA GGC TTC
TTT CCG AAG
Lys Gly Phe

TAT
ATA
Tyr
705

2080
*
AAC CAG
TTG GTC
Asn Gln

2090

GTC AGC CTG ACC
CAG TCG GAC TGG
Val Ser Leu Thr
695

TGC
ACG

Cys

2100

CTG
GAC
Leu

700

2120 2130

* *
CCC AGC GAC ATC GCC GTG GAG
GGG TCG CTG TAG CGG CAC CTC
Pro Ser Asp Ile Ala Val Glu
hFCZE )35

AAC
TTG

721

2170

*
AAC TAC AAG
TTG ATG TTC

Asn Tyr Lys

ACC
TGG
Thr
725

2140

*
TGG GAG
ACC CTC
Trp Glu

2150
*
AGC AAT GGG CAG
TCG TTA CCC GTC
Ser Asn Gly Gln
715

CCG
GGC

Pro

2160

GAG
CTC
Glu
720

2180 2190
* *

ACG CCT CCC GTG CTG GAC TCC

2200
*

GAC GGC

2210
*

TCcC TTC TTC CTC

TGC GGA GGG CAC GAC CTG AGG CTG CCG AGG AAG AAG GAG

Thr Pro Pro Val Leu Asp Ser
hFC 45 #4)35,

2230

Asp Gly

Ser Phe Phe Leu
735

TAC
ATG

Tyr

2220

AGC
TCG
Ser

740

2240 2250

73

2260

2270

2280
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[2277] * * * * * *
[2278] AAG CTC ACC GTG GAC AAG AGC AGG TGG CAG CAG GGG AAC GTC TTC TCA TGC TCC GTG ATG

[2279] TTC GAG TGG CAC CTG TTC TCG TCC ACC GTC GTC CCC TTG CAG AAG AGT ACG AGG CAC TAC
[2280] Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met

[2281] 741 745 hFC%5 4 35%, 755 760
[2282] 2290 2300 2310 2320 2330 2340
[2283] * * * * * *

[2284] CAT GAG GCT CTG CAC AAC CAC TAC ACG CAG AAG AGC CTC TCC CTG TCT CCG GGT AAA TGA  (SEQ ID NO:21)
[2285] GTA CTC CGA GAC GTG TTG GTG ATG TGC GTC TTC TCG GAG AGG GAC AGA GGC CCA TTT ACT
[2286] His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys * % % (SEQ ID N0:22)
[2287] 761 765 hFC&E 435k 775 780,

74
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