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1. Bv8 Z ik, 4whd Bv8 £ IR Z %R, EG-VEGF £ Ik, Z@hd EG-VEGF £ IR 2 % 1R,
B A A TE 28 FH 115 i 40 i, WL R 40 i (lymphoid lineage progenitor cell)
Fe AR G TE I 259 7 (1) i

2. Bv8 Z Ik, 4whd Bv8 £ KM £ IR, EG-VEGF £ Ik, 4mhd EG-VEGF £ Ik £ %1%,
B2 A AE 45 F 07T S BB I 259 9

3. Bv8 Z IkH5H17, EG-VEGF Z JIk$hHiil, B4 A 7EdI & H T697 5 7 5 1E MAH S
H 5 G Bz 5 SO RE 1) 254 R 3%

4. Bv8 Z Ik, Zhd Bv8 £ K 2 A% 1R, EG-VEGF £ Ik, 4hd EG-VEGF £ Ik 2 4% 1R,
s H A AR A F TR B 40 s T 40 M HE 5 sm A 1 25 b i i 3%

5. Bv8 Z IKF5H17, EG-VEGF Z JIKA5 P, B A AT H & H T8 B 40 fwsk T 4i fu b
T B AL R 259 TP R R 3%

6. Bv8 Z Ik, Zhid Bv8 £ K Z A% IR, EG-VEGF £ Ik, 4wt EG-VEGF £ K1) 2 /% 1R,
B H A G AR FH TR e OV I 259 R &

7. Bv8 Z IKFEHIH, EG-VEGF Z JIKAE PR, B A TEH & T 5% R N 1 254
[

8. — Pl , HLALHE -

HAN

Bv8 ZJIKFEHLH , EG-VEGF Z ikFaHis , siHdls ;

i/ Bv8 Z ikFhHii , EG-VEGF 2 JIRAEHIH] , s G367 Mg i vl B o

9. — Pkl , HALHE -

B

Bv8 ZJIk, 9wt Bv8 Z K Z 4 ML, EG-VEGF Z Ik, 4wt EG-VEGF Z KM Z 1R,
s A G DK

I Bv8 Z Ik, 4wt Bv8 Z KK Z X 1F IR , EG-VEGF Z ik, 4ifi EG-VEGF Z ki £ %
HER , sRILAARIT 5 5 1 A G IR G 5 5 vs SO RE (1 U6 B

10. %552 Bv8 FEHUHIM T4, A4 -

(a) fif Bv8 54k & 48A s It

(b) ¥Fefiid ¥y Bv8 it FH T BE4H M, Wk 02 RAH 4 g, s 4K

FLrp PN Bv8 BT S 10 B 40 i (1) 34 58 sl S AL AL & Wk 25 e 0 Bv8 F5HT51,

ok AFE -

(a) {8 H fE40 M, Wh AR 40 B, B 7S Bv8 Bidmbd Bv8 1) 2 A% T R4 i

(b) ¥Ab& Wy ita FH TRt ¥y 48 .

TR Bv8 i 3 (1) T A 440 M i B9 L s A 1) Ak G W i 4 e Dy B8 5B

o AFE -

(a) 18 EG-VEGF S&YHefl ;If

(b) 4 Hfibid ¥y EG-VEGF Jiti FH T BE 40 Jfe, Wk [ R AH 4l e, B 4K

A EG-VEGF JI 75 3 1% I Ik 40 Jf 1) 384 5 Bl A 1R AL &) 9t 28 72 4 EG-VEGF 59t
il

o ALFE
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(a) 57 16 240 g, F 2 ARAL A0 R, 3L 7405 BG-VEGE B4 h% EG-VEGE [ £ 1% 1 IR %
fie

(b) RAL &t Tz i R 4h i

Forh 3] EG-VEGE I 3 (¥ P i &40 1 P 19 0 s AL R AL & W0 28 7€ D EG-VEGE 5971
o
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Bv8 #0 / ai{ EG-VEGF {315 i 84 A&

[0001] A HH i 2 H1iE 5 2 201110162095, 3, HiE H 2 2004 4F 3 H 12 H, & B 4 K
h “Bv8 I / B EG-VEGF {2 gk & M H&” M ZE ISR H 2 ZHE (BREPiES N
200480013161.9) .

[0002]  GENENTECH, INC 5%, 3¢ [H [H [ lE [, $2481% PCT HIiE, B3k 2003 4 3 H 12 H{2AZ
156 i i HR R 60/454, 462 1 2003 4 10 H 14 HE£AZ 3L H Il i HiE 60/511, 390 4L
Lo

BREAN

[0003]  Bv8 &—Fi/hr T, E &2 N EE Bombina variegata ) &2 ik 70 Wb 4y vh 43
B33 Mollay 2% Eur. J. Pharmacol. 374:189-196 (1999)) , (Mollay et al., Eur. J. P/
MMco. , 374:189-196 (1999) ) o Bv8 J& T A0 A 7 Vs A5t ) M08 A B2 A= G IRl 7 (BG-VEGF)
TEN IS5 R S BEE AP 2E (LeCouter et al. , nature, 412:877-884 (2001)) » X486 THIB] B
AN SR BE P 2 S e 0T g — 38, b 10 PPzl BRI IEAE IR 5 X (conserved span)
WIE K 5 > ZBi#r o

[0004]  Bv8 Al EG-VEGF & IfiL & P JZ A= [Al 7 (VEGF) [/l 38249 , VEGF J2& 40 16 IR A2 K
AT A AR A 0 A2 B 1. Bv8 i EG-VEGE &4k %5 & Ay X e 2 A 21 N iz 4
o 5L 36 3 1 O M A L4 A R . EG-VEGF {8 5% 75 10 15 b I 26 40 145 P 52 40 e 1)
SIT, S8, 4295 DL HE B (fenestration) 3% S 0 S % AL 0 1 452K 1. LeCouter
et al., 2001, Nature, 412:877-884 ;LeCouter et al., 2003, Proc. Natl. Acad. Sci.
USA, 100:2685-2690,

[0005] Rl EG-VEGF — #% , Bv8 {i& 1 B I Mg S 51 & 40 (ML & N 5 4 B ) 1 5, A7 3%
T #, FF S 2 AP B 4 . LeCouter et al., 2003, Proc. Natl. Acad. Sci.
USA, 100:2685-2690. 52K, 7 AHXS 82 e ) A B2 40 i SECHT . [ALIE, Bv8 R EG-VEGF LA H:
BT 40 VEGE B0\ A 75 52 R I 1) 50 B ORdse S LIS s o R .

[0006]  VEGF & AN AE b 988 A2 K478 b B B /R I A Rl 1o H T B8
EG-VEGF &% 5 20 23 HAT i e MR G M 9 I35 A Bl BRL 1, 3 75 B0 T I 43 - AT 2 — 22 1
KIE.

AR

[0007] A%k BH J& F Xf Bv8 Ml EG-VEGF 7 i Il T 41 2 (HSC), & 52 [n) AL if % 4H 40 e
(l1ineage—committed blood progenitor cell) LA Az itk B2 4H fa o 1087 B aA R VG P i % 58 o
BARUWIASCHTIA |, Bv8, EG-VEGF, M2 ARk T #E HSC, SN A48 (PBL), LARIFZ
MBCEPEA R o ARSI N IR 5 578 Bv8 Il EG-VEGE B4 € 13k 8 #1441 o LA i
R 1) AH 41 Jf ) 5 Y5 T 1, S8 I 20 40 SR PR R A4, FRAR 20 B VK 40 B RN T bk 2 40 M i) 35 A
PRI, Bv8 B FRFI £ JiK , EG-VEGF B BRI 2 ik, BILA -G ] T 2 Fh 2 A LA S ads I AH SC 59
W Hh PR AH i ek /D 9E - (neutropenia) \ Sk b UL H 5 o5 i RS W RTE T 7 4 o

4



CON 104001158 A W OB B 2/65 T

[0008]  Bv8 Fl EG-VEGF [#*)52 & W. T Er g & M4 e (CD34+) FFE R4 (CD34+) »
BV8 #11 / B EG-VEGF 5 S CD34+ #§ #f (myeloid) Az Wk 2 FE (Lymphoid) #H 40 i f) 3 % .
ZHH SR O AR H R, TR A MBS B A, T 40, HL AR R R R A .
BV8, EG-VEGF, A ILah5RI ] 13657, 0 FH T S e sl B s (VG 97 s il S e sl B
o5 T TR L A0 gl /D ohE g b MR A R e S . X S8 ] TR P, 491 G
A7 R B BE TN S B kR

[0009] B 7F & B 4% Fh (3 109 &40 Y, 1% 40 ALL, AML, MPD, CML LL & MDS 41 it % i BVS Al
EG-VEGF H52 /K. A4 Rl ¥- BV Al / BY EG-VEGF [HFEHUFINT il 3 8 13 it 553 40 e 1 384 5 A7
Ho

[0010] A AWZTR R I, BV8 il / 88 EG-VEGF ti55 B FI T 40 G4k . X 2603 1%
FFNAHE TR AT VAT M A TR S SO . BvS, EG-VEGF, M ILishsn] T35 S 9%
AR A HIV B TP T 40 B 3958 S Ak o 38823 1 (S BRI T vy et A 130 )
G 5 SN, 451 401 55 B B S 3 AH O IR B 35 SR MY o

[0011]  Fyi5E 40 o 11 5 5E

[0012]  —J7 [, Ak AR5 S i Al MG B 1 7 v o — AN SETl 7 2, ik Oy i A RE A
BM 41 g 55 41 Ho 3854 15 S 01K Bv8, EG-VEGF, sS4 fih, ) — 2 7 &, ik 77 v
FLHE ¥ 4 b Bv8, EG-VEGF, sl H A& M2 T RIT41 5 B 41, Jrid 2 % H 1% 7511 &
AR5 S BM 41 I TE

[0018]  FE—MSEjt /7 %, Bv8 Fll / 8K EG-VEGF 42 KAR/741) Bv8 Fl / B EG-VEGF £ ik, I
IETRIRITH) Bv8 Z A2 RIRN Bv8 Z ik . KAXN Bv8 Z K] A5 2 5518 /7741 SEQ 1D NO: 2 B},
ZAFEMRFH SEQ 1D NO: 4o 1E5— Lt 77 &, RIRFS1 Bv8 105 2 LML 7 41) SEQ 1D NO: 6,
PE 7 —SEi T %, Bv8 R S 245 A . ik, RERTHI EG-VEGF £ Ik & RIR N EG-VEGF £
ko RARN EG-VEGF 2 Ik m] A0, 7 & FE 82 /7 41) SEQ 1D NO:8. fE 5 — Skl )7 2, RIXF41
EG-VEGF & & FE MR 7 %1) SEQ 1D NO: 10, % — 3L 7 =+, Bv8 Fl / 8 EG-VEGF & 8kl
bZe. 7B —SEhti 7%, Bv8 Al / B EG-VEGF A2k & 1.

[0014]  FE—NSEJ 7y &, Bv8/EG-VEGF {28k BM & if 40 oAl / BER 5 v R0 4H 40 i 1) 4
Wio BTk Z 2 M BUAH 40 il R R/ Bk R

[0015]  7E 55— J7 [, AR B AL 1 75 75 52 A4 10 40 Ji e 1 28 5 o 4 5 P ok 48 A 1) 7
o AE—ASEHTT S, T IR J7 AT A% BTk 40 M 5 B A% A 2500 13 Bk 4 i 3 B 1 = 1)
Bv8, EG-VEGF, BRILZH A # i, AT 4 Fe HLHE A o 78 50— AN S8ty b, ik Dy i A6 g
Bv8, EG-VEGF, BRI & 12 IR T4 5 AT 41, Pk 22 1% 17 IR 1) = e A7 R e 2R 40 e
AE9 o FTIR 7 VTR 9005 VEGE FIAZ IR S I NPT gl e b o — J7 1, P s HL R4 a2 A 2
400, PLdemg rh MR 4 i, B Uk T ZH Y, CDA+T WRE 40 e, 1/ 8% CDS+T Wh D 4u i, Y —
JiI, FTid 8B A e AR R Al Bk /D E WK 4l Bk /D E (Tymphopenia), SR G B
Pas , JEEEI LT BN PRI AN, BRI , CDAT WREL M, AT/ B3 CDS+T WREL 41 L.

[0016] ' i ML [RVRTT

[0017]  J5—J51f0,, ARMPIRELIGTHILEh P 5 1 A K R I T e — A St
T, IR I AR A FE 4 A Bv8, EG-VEGE, BILZH4 , ssah s ekis i sl v
ALY, PR A A E R LR IT TR . TR LB IIE N -
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[o018]  — 75, AKMMERT7%A T AL BvS, EG-VEGF, sHAAHAGMEERA
J740 Bv8 Z kAT / BRRIRF41 EG-VEGF Zfik. fLik , Ak RKIR 41 Bv8 £ K2 KRN Bv8
LK. RIRA Bv8 ZKnl & B AL BRJT41 SEQ 1D NO: 2 sk JE /R 741) SEQ ID NO:4. 75—
ST, RINFA) By A B 2 B R /41 SEQ ID NO: 6. Jy— P SEiti s &, Bv8 £k
MEEG. ik, RIRFHI EG-VEGE Z k72 RIRN EG-VEGF Z k. RIRN EG-VEGF £ ikw]
FRIEMRPY) SEQ IDNO: 8o J3— Sty S b, RIRFH EG-VEGE 135 & H K 741 SEQ
ID NO:10,
[0019] MLV HIIRTT
[0020] 55— i, A WA B GT  FL A AR B N P I I VR B 7 Ve — AN KT
ST BT IR U7 16 A 40 R MG P A R B B8 H5 R, EG-VEGF #5Hi7) , A G4
I . — AR T T, AR BT R T R L VR A S & R B,
BEXG AR, BHEREARMERW, WREARE AN, FkE AR kRE AR
Peio L, PR M s 1k B 2 MEBEME B M (acute myeloid leukemia) (AML), 18
PEEE M A M (chronic myelogenous leukemia) (CML), =t 14 Wk 2 BF 40 i (3 1M % (acute
lymphoblastic leukemia) (ALL), £ & 1 & %6 4 (multiple myeloma), T— 40 M4 k 2 9%
(T-cell lymphoma), ELMZLIMERIMZAE (polycythaemia vera) (PV), JR A& PEim /M4 £ 5E
(essential thrombocythaemia) (ET), FlH BEYMEAE (myeloid metaplasia) (B fE 4T 44k
(myelofibrosis)) %%,
[0021] SR HIIRTT
[0022] AU B Y —J7 At i id 45 25 BvS, EG-VEGF, siJL4-4 a7l A i
G LB BRI T A BB P AR B = B T IR 40 e, JF 75 22588 i B ¥k
CL40 oA/ BT bk 40 M i AR . ] 24 Bv8, EG-VEGF, BRILA1-5 LLYE N B A1 T 4 fu i 14
JIT R B 2% i B 9 3 ] DL JRUR BRAR R Ko — AN SETE T S, 4k M g5 S5k P 5 2 5 ek
Jerbpemy CRFE N Rz sk b as (HIV) SR ) AR 55— DSty &, ik
G 22 R BRI A 15 25 2 o B MR RAH S IR0 5 1 T FLAT 2 R M A e i SSR RTIR 9 5)
P 6 97 A FEE AR T, 5- IR BEnE (5-fluorouracil), K& ik (vincristine),
I 44 (cisplatin), oxoplatin, A 24 M 1A (methotrexate), 3’ — & & J& (azido)-3" - i
M E (deoxythymidine), AW (paclitaxel), E AL, (doxetaxel), BIRK P4 &
(anthracycline antibiotic), BXHIE G
[0023] AW 55 —J5 4 BEGR T  FLEh W0 A A i) S e R B P 1R T ke B8 AL
3, EG-VEGF #5917, sSHA S, W TIEIT7 B 5 %ehi, Hrhis e B 4, CDA+T 40,
A1/ 5% CDS+T 4H JHa 45 B sk /D A& T 7 1) o ARSI 7 22 B4 0 FH A S I BSE R 25501 A AL 5
WRIT B S e AH G 1T, T1T, F1 IV BRI N . — A8y &b, Ik k&t
H 5 o A 0 ) %8 1) BvS $5 P17 , EG-VEGF $55i7 , sk GAZMIsm. ¥—
ST, TR TR Bv8 F5HIA , EG-VEGF #5951, siILA G40 2585, ik
T A D] CDA+ IR EL 40 f R/ BY CDS+T bk L 4H i 14 7
[0024] Al e KT Y
[0025] AU B G5 — 7 4 HE A e S VIR 7 i W 4524 Bv8, EG-VEGF, B HA 5 , =
FWEhmRIE A B bk 4L, CDA+T R 40, FH / 5 CDS+T k2 4nfiie . — ST &,

6
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Al 452 Bv8, EG-VEGF, B{HAG , BRIk IERE AT U B H] CDA+T R4 fu i / BY
CD8+T bk E= 440 fiw 1) 9 5

[0026]  Bv8 Fll EG-VEGF 53 CDA+T bk L4t o f CDS+T ¥k L2 40 i (Al i EX 7 A — A
SR, S CDAHT WREL 40 i A (1) TL-2 & %) Bv8, EG-VEGF, Hzhs, siHa &
AT TS CDA+ Wh T4 RISl . — NSt b, AT 25155 CDA+T k4t e rh iy
IFN-Y [f] Bv8, EG-VEGF, Hahsfl, skILal & kil CDA+T bk B2 40 e (8 5

[0027]  FEBUSH

[0028] A<k BH it FH Bv8 5 HUIAN EG-VEGF H5H1 7] LU ATl w] LAREWr, 44, 8/ ME
Bv8 Fl / B EG-VEGF ¥& I G4 XS4 HiH WAL —Bv8 1 / Biht —EG-VEGF Hrif sl
B REfE 5 B8 il / 5K EG-VEGF A2 R &5 & M ANEUR (5 5 SIS TE S8 Ik, BB A
Bv8 Fll / 8%, EG-VEGF k[ %5 Bv8 il / 8k EG-VEGF 5244 , fef%T-4k Bv8 8k EG-VEGF 521k
T PERIPT -Bv8 R/ BBt —EG-VEGF SZ R Hifksk /oy 7o —ANSEHE T £, Bv8 B EG-VEGF
%1k & Bv8/EG-VEGF 524k —1 1 / 8% Bv8/EG-VEGF %214 -2, Bv8 Fl EG-VEGF 454521k 1
AR 2, IR PR R IR A VR AN IR o

[0029] il &k

[0030] 53—y, AR BIHRAE—Rlhl i, ZALRE A, Bv8 il / 5k EG-VEGF, L K f# ] Bv8
A/ B EG-VEGE B U6 . —/NSiti 7 b, Pk vd B2 A8 ] Bv8 il / B EG-VEGF ¥R77 5 57
I AR BIERR UE o 3 — NSt b, ik vt B2 {8 Bv8 Al / 8k EG-VEGF ¥fJ7
G il BB AR DGR R T DB o 5 — U7 T, AN R BB AE—Ffrifil i, LA HR RS | Bv8 H5H05H
Fl /8L EG-VEGF #5517, LLIAEH Bv8 $5Pi7A / 8k EG-VEGF F5 P i . —>38 it 7y
b, BT U B A BvS 5FUFIAN / B EG-VEGFE $5HiHVA 7 MR vt . A —Avsz
W77 &, BT Ui A28 Bv8 d5 U5 / 8K EG-VEGF FEHU5IA YT T2 B P 5 1 150 B
F— AR, iR Ul H B8 5 HIFIAN / B EG-VEGF H5HIHATT H B f e 1)
Vi .

[0031] % dEHIAIM 7%

[0032] AR BH Y — 7 AR T % 5E Bv8 $EPLA ik, ik i ik &g It 5 )5 B
P, W52 iz A AN Bv8 AW 2E i VR 5, %5 e F ] By AW i S Bif . AE—
AN 77 2, Bv8 FEHUFE o FHAD i BvS S B 4 Mo G TE R RE R %8 . 76 5 Sy
%, Bv8 B EG-VEGF F5Hu 57 it Fe i Bv8 8K EG-VEGF {28k Py 5z 40 ML A7 35 I B8 ) SR %02 .

B3 1 352 R

[0033] &I 1 WoRgmhdh A Bv8 [ MK cDNA I HIR741 (SEQ IDNO:1) o 43 i FURLARAN
NRILFRRIAH T (MZRALE 11 AR “atg”) ML 21 (AIZIRALE 398 JF
GHI “taa”) HIPIE

[0034] [ 2 Wox A BvS AR Z KM FL IR P51 (SEQ 1D NO:2) , H i 4t /¥-51) SEQ 1D
NO: 1 fiTiEe AWHIME S A& 25 mR 1-21.

[0035] [ 3 W gt A\ Bv8 [R] R4 5% B BIHL 2 Ui cDNA I% 1 IR 41) (SEQ 1D NO:3) .
53 FRLARRT T RIZe s B a2 05 1 (ANZIRATE 11 THIR I “ate”) MIZLEIS T (X
MR 398 JFUAM “taa”) HIMIE .
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[0036] & 4 Box A Bv8 FRY LMK IR T4 (SEQ 1D NO:4) , H 4wt /3741 SEQ 1D
NO:3 fiT 4.

[0037]  [&] 5 Borgufid N i Bv8 [F] R cDNA [F#% 1R/ 741) (SEQ ID NO:5) o 43l HIA 1A
AL R R BIEEL T (MZRALE 11 FFE“atg”) ML ( MZRALE 398
TG “taa”) BIALE .

[0038] K& 6 Eox/E Bv8 [A R W) 2 KK 2 5582 /7741 (SEQ ID NO:6) , 45 /741 SEQ 1D
NO:5 fi14E.

[0039] & 7 Ror/ iR Bv8 [A &5 A Bv8 [F R FHILLAT . WIEMITER - 46X &
TRR. AR AHIAESS BT /N Bv8 [A &AM 5 A Bv8 R R U 96 % AH
[

[0040]  [&] 8 B Rt N KARFES1) EG-VEGF (] cDNA £ % 178 FE%1) (SEQ ID NO:7) .
[0041] & 9 B/x N RARJFH EG-VEGE £ Ik 2= R 1R 741 (SEQ 1D NO:8) , Hi>k H SEQ 1D
NO: 7 &b P41

[0042] & 10 7R gwbs R AR /N B EG-VEGF £ JIk (SEQ 1D NO:10) [f] cDNA [ £ #% 1 1% /7 )
(SEQ ID NO:9) ,

[0043] & 11 /s A KAR EG-VEGE Z ik (SEQ ID NO:8) 5 K4R/INil EG-VEGF £ JIk (SEQ 1D
NO:8) HIELXT o

[0044]  [&] 12 & 7~ A Bv8 [6] &4 (SEQ ID NO:4 [¥) %4 JE 1 28-108) 4 KM JE 4 5 A
EG-VEGF (SEQ ID NO:8 ({2 L% 20-105) W2 M A HILLAr . WhH BnE—0FHES
751, A Bv8 5 A EG-VEGF k% 60% 4H [ .

[0045]  [&] 13 .7 RNA B pi 22 iR 90 (1) 55 3L, Prid &5 348 7~ &8, PBL LA S 52 AL (1) hBvS
55,

[0046] & 14A-14D J2 M8 v, Wos R AL A4 ACHIF ST 1 45 1, SLHE 7R T W8 rh otk bk 41 i R0 A DGR
TE40 M BvS (K2 BRI R k. B 14A F1 14B B7R bk iA % ) Bvg ik, 8 14A BoRd
LU IR ARG — P2 e, B 14B Bon R “P-Aric ERER 2R 1 Bv8 FEAH R L R R I
] 14C F1 14D 7 i B2 28 I By Kk, ] 14C TR 2RI SRS — 4 e e, 18] 14D B
FIH PP bRic FIERET B BvS ZEAR R LU R iA .

[0047]  [&] 15A-15D 7R T & R ZH 23 M40 B Bv8 S A2 A1 S I i & PCR Rk 73 BT 1K1 45
Fo Bl 157 BIR Bv8 fEHEHE LA B2 AL B FU SR s 15B SR Bv8 £E 2 Pl AL (M 41 g
72 461k & 15C FT 15D &onid 40 fiu ) Bv8/EG-VEGF 5244k -1 15 (& 15C) LA A% Bv8/
EG-VEGF 521k -2 15 (¥ 15D) .

[o048] & 16 jE4E M, &% Bv8 5 Bv8/EG-VEGF 524k -1 FI Bv8/EG-VEGF 524k -2 7ELL R %
ol 10995 20 JH 28 FP ) SE IR 2 & PCR Rk T 45 2R« (A) HL60CML 5 (B) K562CML ;5 (C) He1-92
LA 5 (D) TP-1 4= 1M 40 B g/ e 5 () KG-1AML,

[0040] & 17A-17B EI7R T AES M A FAEERI AT T, RSN AL B TR P 4R
I B 17A F7x Bv8 (5nM A1 50mM) 3 A0 /)> BB il % 4l i b K AR V5 T . 1] 178 12
7N, Bv8 5 EG-VEGFE AHALL, ] 58 A0 A & i 5 5% 40 B 33 72 v 2RSS 2R P e A 4 40 e i B 7
e Ct FRsLif] 2 PETIRISE R gedt . SR sLiEn 2 o irid bl 7Rt

[0050] ] 18 Kl7 T Bv8 55 EG-VEGF AHAEL, MG Itk S i e vt 4. 4 Moot 2/e s 2214 Bv8

8
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IR AR G ARG 3 R (3K ) ,6 K (IR ), 3 12 K (Z50AE) T5E.

[0051] P 19A-19D El7R T, AR ERRYS RS B Wk B 40 , CDA+T ¥k EX 40 e , CD8+T ¥k EX 4
M, R0 E ARG, Bv8/EG-VEGF 524k —1 Fll Bv8/EG-VEGF 52 /& -2 [f]5Eh & & PCR &
M. B 19A FT19B Wom A (Kl 19A) Fi/NEL (] 19B) SRS B Wk EL 40 0, CDA+T Wk 2
SR, CDS+T R4 , A1 H AR RAB 4L, Bv8/EG-VEGF 524k —1 [AHX % K. K] 19C
F19D Eom A (K 190) F/vi, (P 19D) SRIE B kL4 , CDA+T WREE 40 g , CD8+T R 2
Mg, FERRAEG N, Bv8/EG-VEGE 5214 -2 AHX 5 IKF

[0052]  [&] 20 [&I7< T Bv8 Fll EG-VEGF i 4/ B B bk L 40 MR i °H- B4

[0053] €] 21 E7R T Bv8 il EG-VEGF 0B 4 /> Bl CDA+T kL4 e b i) °H- IR EF 4B N . 4
P 7R AE IR L Wi 14 () EG-VEGE B Bv8 AFLERI 4 R, CDA+T 41 f i) °H- I 8 N o

[0054]  [&] 22A-22D 7R T EG-VEGF i 5 CDA+T 40 i 7 i) 40 i 5] 74 6. EG-VEGF % &
CDA+T 4H e (¥ TL-2 1 IFN- v AERK.

[0055]  [&] 23A-23E EI7R T Bv8 {igidk 5-FU B &Il f5 A Wi MK 52 . AR 5| AR 1L Bv8
R R EF AR SR 5 5411 R 14 RN e 40 M vh48 . F1™*! 38 VEGF AR A, HkFEME4 & FLTL
24K, KDR™ Fig VBGE 5845 0k, I FErE 454 KDR 520K, BvS 140 5-FU B &) 5 1 3 41 i
O A O e R ) R A A RN T i

[o0s6] & 24 E7R T 5-FU & HEFN G, A7 7E Z P A R 7 B4 T 5 RIS IR 8 ) 844
MAAE RSN ETE T . 5 HARRTEEL LacZ 177 HIXF BN AR EE, 2035 B 48 BvS 397 13
V) T 5 B B B 2 I BE A AH 4l L (CFU-GM) o

[0057]  DRIESEHE T SiF kR

[0058] I._EX

[0059] [ ARE4E A 75 B, A SCH R A ISR AR 22 RAE 5 A K B BT 43 AR ATk 1 3 38 7
RN B 18 BRI RS RAAHFE RS Lo 20, )4 Singleton 5% , Dictionafy of
Microbiology fl Molecular Biology %8 2 Jiz , J. Wiley&Sons (New York, NY1994) ;Sambrook
£ Molecular Cloning, A Laboratory Manual, Cold Springs Harbor Press (Cold Springs
Harbor, NY1989) » & T A/ BHI) H ¥, X LA ARTEAE H 41 F R E .

[0060]  ANSCHARTE “Bv8” Fl“Bv8 £ fik” n] B AT, ‘B A 13 KAXF 1) Bv8, Bv8 A&k, il
GBS, BN —DNEAEAR PR 2. AlkH, Bv8 AN RARPEILALA G, “RIRPEFAL”
sE8, A BvS TR FLBII AN MY ( LA AE TR 42 BvS [l e ) rh= i, 5 HIL 4561
BEL 5o BRI, JE N b 7= AR N B8 &) “ AN RARBEFEALAH G 1) Bv8, Bv8 TR
AR AERETEAL , TE 40 A5 IR A% A0 L, A5 G0 K A T 7 AR I IR AE

[0061]  Bv8 BZIR 2 4whS b 3CE XK Bv8 £ JIKI¥] RNA B DNA, B 7% & 5 JIT iR DNA 25 RNA 2%
LHAETMERRA A N E R E S G KB L) 10 MZFER 1) RNA B DNA. 2 H% 7%
AR, (1) B RS 58 B mR pE %, 49 4, 0. 16M NaCl/0. 015M Fr AR /0. 1%
NaDodS0,,50°C, 8% (2) 757428 M)A FH A2 PE57), dn AR e, 91 4 50 % (vol/vol) F B fi% LA
K 0. 1% ME A E /0. 1% Ficoll/0. 1% 58 ZARMEN& BERR /50mM i B 1 22 1 , pHe. 5.,
750mM NaCl, 75mM Frig RN, 42°C .

[0062] HEZZTMRAT 55— MERITHA IBEX RIALE LN, 2 TR ] 31
AR . Bv8 IR AT LU Iy — L&y FI AR B A b T AR AHIE , A e se /e Rk g Ak
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1Ko XA LS AU O VAT . A0, BT A B AT B R A R IR A B 5 £ Ky
WAIRT SR A, ga A BT 40 B0 A T3 7 41 DNA 5912 22 JTK ) DNA 2 ml HAEAHE R 5 )3
51 B TR - S WA 2 60 A1) [ B SR I, 3 5w S ) S R R E AR ) s B R S A
SACTEAEBERIERIALE B, e S 9iE T A rT R EAHIE 1 38, “ R R EARIE VR TR A
%) DNA 2 &BEEI1], 1 H, 75 73 Wi 5 e 41 B DL, s A B R AL e D Al o (HIG 8 A 2 0
AR o R T Ik AEAT R [ R R AT s Rk SE T o A1 RANAFAE IR AT 55, M AR
i RIS AT FH A ) A R Sk B R X

[0063]  “RARJT 4 Bv8” tu4f KA 5 H AR AT A1) Bv8 AH A 2 2L 1R 7 41 1) 2 JIK, iR
HodE A A vk . B, REARF 41 Bv8 1] LLEA KAR A BvS. il Bv8. BT H e i 3L
I FRIR I Bv8 M ZE IR H) . B, KRR THI) A Bv8 (124055 /741 WL I 2 (SEQ
ID NO:2) o 53— R K KARF AN Bv8 WLIE 4 (SEQ 1D NO:4) o 3X AT 1) & 4 G 65 Fr #E
(canonical) FF&ELE G XM E AT AR BT 25 R . BRIk, 25574 an 1] 2 (SEQ
ID NO:2) FronARFP AR P AN Bv8 (& IF = 45 & X, 1 ] 4 (SEQ 1D NO:4) Fron RARJT
H) Bv8 ANEiKIX o RERTFH /5 L Bv8 Z KR 7 41) WKl 6 (SEQ 1D NO:6) » A FIER Bv8 [ /7
) B2 4 JF, 2 WL Wechselberger 2% (FEBS Lett. 462:177-181(1999)) 1 Li 2& (Mol.
Pharm. 59:692-698 (2001)) o XFERIRIRSTF S Bv8 W] LI H AR 70 &, ] LI ik S41f0 /
A T Bl . RIE“RINTH Bv8” HAREL T Bv8 I RARAT R (prepro) B, i (pro)
TE, A R R 20, RARBMAIE X (55 6 By B X, & a0k 4 (SEQ 1D NO:4) it
AITER ) s CLRRAR SR AR . ARIERIRART 1) Bv8 &K 2 (SEQ 1D NO:2) iRk
SRITF N BvS,

[0064]  “Bv8 A {Ak” j&di, HAAFE T RINTH Bv8 2 KK 2 5 /R 7 41) () A W05 1t Bv8 £
JIk, Bl 2,4 1 6 (SEQ 1D NO:2, 4 F16) Fros I AHIER, Bv8, WL 7E R AR P41 hddi A Bl 2k
B/ B — B AR IR I M 3k 1S . Bv8 AR KTl i 5 RAR P41 Bv8 H AE 100%
FEA [, tn ] 2 (SEQ ID NO:2) FizriI A Bv8. {H—cAB LN, A= i% 1t Bv8 Ak A 5
RAR Bv8 (Wi 2 (SEQ 1D NO:2) FizRif A Bv8) /4 70 % R IE MR ¥ 41 IRl — M M = ZE IR 7
B, LR DY T5% , FARIE R /D2 80% , - Bt 22 /D) 85% , I EALIE /041 90% , 1
HELL 1% Y e 2 /D2 95 % 3 B 2 /0 2 99 % IR LR 741 [ — 1. BvS A
F /0 5 NEIEE HARE T AN RIR T4 BvS £ IR AWiE Tt A B, BvS R IR IB A 5 4
KAR Bv8 J7FI 1) N- B C— R, B AN T — B2 MR R RRTR R 1) Bv8 Z Ik, Bv8 &k
WAFEGR T 22 BRI I HATIE A — B2 AN 2 I R i R UK Bv8 Z ik, Bv8 4Z
IR T] LAEAT SE B, 49 an AN [R] R AR B I 241 23 AT B, B (i e R IR ik 2
TP AR AR RAR A LR . BvS AT LA S R B 45X,

[0065] AR “EG-VEGF” Fl“EG-VEGF £ JIK” W] I #A8 H , ‘AT 148 KR 741 EG-VEGF,
EG-VEGF ZZ4A&, Fliix & EG-VEGF, B 1F—MNERIEA PR E . Ak, EG-VEGF A5 RINHE
FEALAH G “RARBEFEAL” & F5, 24 BG-VEGF fEMFLahman e ( JUH ARk EG-VEGF (41
M) = tER, SHALN G IREA . BRI, JE A S = AR N EG-VEGE & —f] “ A5
FARBEFEALAHIC” 1) EG-VEGE . 4 B}, EG-VEGF fRANAS & A=W BL Ak, , 1F 40 'es 78 I A% 40 i, 4] 2
KIAF B = A TR

[0066]  EG-VEGF #Z% MR & 4wt 30 5 A EG-VEGF £ JIK () RNA B, DNA, BZ # J2& 5 BT ik DNA B8]
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RNA Z8AZ FFE PRI AT 5 S HARE E5 A 10 K BT 25 10 AMZ TR IF) RNA B¢ DNA, F24%
FAZ AT AETR, (1) FFR S 15 B I EE ek, 4, 0. 15M NaCl/0. O 15M kA B 8l /0. 1%
NaDodS0,,50°C, B (2) 7E 44 4[4 FH A 11570, 1 AR Jie, 6 4 50 % (vol/vol) AR Bt fi LA
K 0. 1% 2E IS A& /0. 1% Ficoll/0. 1% 28 Z G 2l /50mM s R4l 22 3, pHe. 5,
750mM NaCl, 75mM Frix ER 4N, 42°C .

[0067] MEZZIFIRA T 5 57— MLRITHA IBERX RIIALE B, X2 AT IR 2 ] 1A
FHIE ] o EG-VEGF #Z FZ 1] LA 5 ) — 4R I AR B AR T n 3R AHE , AT e fe B s 49
Rk X LB A O A0 5 VEET . B, BT A S W T SR AR R IR A S 2 K
53 U BRI BT I, R B3 51 B0 W TS5 A1) 9 DNA 5 4R 12 22 IR DNA J& il B VEARIE Y 5
JA B) T BRI T R W G A IR S, L S R D A1) A T R AR AR T Y s R IR A
B AR R AL E BN, 'E S misr A rTER AR () 18, “ TR EAHIE "2 Fa A
TE (1) DNA A2 Q0% 1), 11 L, 75 730 WART 57 A A Dl J2 AR AL TE D A H . (HIE 9 A2
WA . BT Ik AR R R PR AL s B R SE T . WHRAAFAEIX AT A, AR
S B AS B I S T IR SR BOE X

[o068]  “TRK4K 741 EG-VEGF” G 4% HA 5 H 48 S 74 1) EG-VEGF AH [R] 1) 24 & B2 ) 1) 1)
Z K TwHE A A 7 & . Bk, RARJT 41 EG-VEGF 1] DL H A RKAR A EG-VEGF, i
EG-VEGF \ AT H & Wi L sh W Mok U 1 EG-VEGF 2 541 — DMLt &, 2K
FARFH N EG-VEGF 41, & & FE MR FF41) SEQ 1D NO:8. — ANty &b, KRR FEH) /N
EG-VEGF 44, & 2 JE /% 7 41) SEQ 1D NO: 10, AFH B EG-VEGF [/ E 5 T &8 A FF, 2 W, LeCouter
4 9001, Nature,412 :877 — 844,

[0069]  IXFEIIRIRF S EG-VEGE RJ LA H AR T 70 B, tm] LUl i A/ 8E T Bl
%o AT “RIRTH) EG-VEGF” HAKA, & EG-VEGF [ RARATJE (prepro) JEZ, J& (pro) &
2 AT SRR TR 2, RARB AT (B an 55 B By e T3 5 DURCRAR ST AR 44, AR IE 1K)
KIRJF ) EG-VEGF J& 0 & & LML /741 SEQ 1D NO: 8 4K RIRF 4 N EG-VEGF.

[0070]  “EG-VEGF AZf&” 24, A AR TR P41 EG-VEGE 22 JIK (28 2L 12 741 K1 AE 97
PE EG-VEGF £ ik, W A FI 5 EG-VEGF, ] 1 ik ££ R AR 77 41 4 N B 2k B R / sl AR —
BUZ IR I M AT o EG-VEGF AR T8 5 5 RAXF 41 EG-VEGF A A F 100 % [y 41 [F]—
Mo H— G OUT , YIS TE EG-VEGF 22k B3 5 RIR EG-VEGE £2/04 70 % 2 LR T4 [F]
— PRI Y, Ik D2 75 %, AL R D) 80%, I8 ARk Z /D4 85% , IS AR IE
FBY190% , IELL 1% (3 5 N E /24 95 % I B 8 /D2y 99 % R LR B 41 [R]—
EG-VEGF 25 HAT /0 5 N2 LR HAREH T 9wt RINF41) EG-VEGE 22 IR A= 4003% ME 1
K Bto EG-VEGF A& {148 AL 45 7E R AR EG-VEGF [ 41 ) N- B C— A g, B8 BN 7 — 5
ZANRIEIRIEIEN) EG-VEGF £ Ik, EG-VEGF B IL A HH K T 2 AR R MR iR IF HAT
B — B2 AR IERTRFE AR EG-VEGF £ ik, EG-VEGF AR &3S T] LLBEAT L 161 , 15 2t P
ANF T RAR G EE IR (WA 73 AT B, B 1SR 2 S5 IR VR 55 T 7 AR HE RAR & 38 « EG-VEGF
BRA DAL S R A A X

[0071]  Bv8 m EG-VEGF (1] “Z JE /R 741 [F]—PE ' 43 bb” EA S SO, &b [P A xf L,
TAE 0 B GO\ 2 B AR B A K 1 (8] — 1 43 L, 10 AN AT A £ < AR 74 [R) —
PR — 55 i, A 18 77 0 i 5 By 40 Hp K 3R FE AR [R] 1) 2 SE BRI 2 1 4 Ll ZERIE 1)
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Bv8 B EG-VEGF J3#1) 41, 7 N- 2K ¥t C— A ¥ 55 A &5 1R S fif, 0 2 Bl A N, AN PR A 52 i 7
F[E— P BR RIS o 780 EEX (0 5 VAR LR P AN e — NIRRT LR 7 2
Genentech, Inc. 2~ F)#HH K “ALIGN-27, ZFE 7 S I H 7 3CF (user documentation) £W#g
AL E A7 (United States Copyright Office), Washington, D. C. 20559, H. 38 [ iR A% I+
W5k TXU510087,

[0072]  “Hx & EG-VEGF”7r ¥ 5 56 £ KRl & Bl 4 114K EG-VEGF Bl —8 24>
SR Z K. kA EG-VEGF 73 ¥l ¥ 5 R AR EG-VEGF FLz 2 /b — MM . G
EG-VEGF 71— AN L v A v FH T A IR ALFR 2 1 730 53— Pk & EG-VEGF 73+
& EG-VEGF Sz ki & .

[0073]  ASCH “H A RAARE” TR, B EH “FRBZ IR fli-G 1) Bv8 B EG-VEGF [Fik &
ZIRe b2 IREA S LR HEHl 2 BU iR B 77 (AL (RFR S, (R RN SUARKE, A28 Bvs
AT . A2 IR IE AR SR, A PR AR EA S e R RAEZ NN, Al
[FIbR2E 2 IKIE F B 20 6 N ZEIRIEES, W 2 8-50 MR ARk (LIEZ 9-30 MMk
i) o LR - AR T, ©rl LS8 EE G, Wi BeE I Ni-NTA 2 M1 70 B 1 A AR 2 10
9 (2 W, 40 Lindsay 25 1996Neuronl7:571-574) o

[0074]  “/r B2 TR, M Bv8 BX EG-VEGF Ry 4k 153 I, B3 28 i S 40 B A i 7y 25l
& FF 24k ) Bv8 B EG-VEGF. 4i{LIf) Bv8 ZEA EAEHIE ZIKBUL. “HAR EAE” 215,
He RN E ARG 3D T4 5%, ik T4 2%, B> T4 1%, %> T4
0.5%, BALEDL T2 0. 1%

[0075]  “IEALL” M E AR —MAGY, HaEED iR Ea K ERE 2004 90%, 1t
Y 95%, EARKE (N B AL 90%, I AL Y AL 95% . “HREARI TR A TR
—MAGY, HaEREPHER DA 9% EimLridEA.

[0076]  “UBNH” & HA KINTH) Bv8 8 EG-VEGF [ — B8R 2 F A M) 5= e 1 1 3 1 Bk &
Yo BFEEAR T, AN T, K FEEhPl Bv8 Bidt EG-VEGF Hifk.

[0077]  REE“HEHOR” AL FH GV % S, AL HEAT A BEH0 70 H B 56 4 Hb LI L F0 31 3¢ A
RAR Bv8 8k EG-VEGF £ K AME N 73 T A& SR> T AR B RS Prbu kst
& B, KRR Bv8 B EG-VEGF Z Ik BE Bz R R 74122 1%, WIS 1 Bv8 B EG-VEGF 32 8k
B IR ARV T4 %5 Bv8 F / BX EG-VEGFE £ JIK ()3 77 A& U7 ) 7 V200, Fh A
Bv8 B EG-VEGF £ ik 551 126 IR sl 351 s A5 B 3 18, 10 € 18 5 Bv8 B EG-VEGF £ Jik
H R — s 2 DS MR SR,

[0078]  ASCH “HETE” B TE” 2FR TR B T RIRBURIRAFAERT Bv8 B EG-VEGF [{J4:4))
T T B AR TS PR Bv8 B EG-VEGF JEX, Hor A4 i 1t A2 ¥ Hh RARBURARAFZAE ) Bv8 BY
EG-VEGF FEIAEMThee (HDHIEBURITLNE ) , TAS 8RR BIRARAETENT Bv8 8L EG-VEGF
B A 05 37 AR Uit R R AL PUAR R RE T, “ Sz ” MR TR R AR B AR AZE 1) Bv8 B
EG-VEGF it LA 1155 3 AE Pidt i MR AL Bk e

[0079]  [RlUtk,  “EiE M7 5 “Bv8”. “ 43 B 1Y) Bv8”. Bv8 Bl 7\ “EG-VEGF . “ 73 & 1]
EG-VEGF” 8¢ EG-VEGF J##h &8 FHIN , S22 Fi Wn B RAR 741 Bv8 B EG-VEGF [
ThBER) Bv8 B EG-VEGF ZJik. Bv8 8k EG-VEGF [{J—FhI& A0 Th e A2 L) Sk P Bz 41 g i g
[FIRETT o SEARIE, ik A i M A TR 2 M ) RE D
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[0080]  “A:MApi It 24 5 “EG-VEGF "\ “ /3 B§ I¥] EG-VEGF ” B¢ EG-VEGF 3z B4 48 FHIN
st B HRRFH EG-VEGE ( ANE 2 LRI AL I 2 AR PER A A ) 1 e ) 5 3 Sl
R PR 2850 Ty B BN M B B R D BE BT M o A% Ty B A A 1 5 A B2 T L R B
75 I AR R/ BRI I

[0081]  “AMZRE ik ” 24 5 “Bv8” . “ /3 B Bv8 7 B8 S sh Ik &8 FI i, 48 A R AR
751 Bv8 ( ANE SR JLR IR BLIE 2 AR PR A 2 ) L i ) e 3 S50 SIE it ) 2850, B B A .
TG T ECE DR DY REBCHLIR TG Mo 20N D B L4515 0 P B2 40 O FK J9 3, 5 3 M A A/ B
BRI

[0082]  “Bv8 ZZAK”7it 1y Bv8 £ & 43 Bv8 W AEM S I (73 10 Bv8 S AK AT 45 & JF
F EG-VEGF Wy EW A ME oo PRI, RTE “Bv8 244 7 & AL $E Bv8/EG-VEGF 32 1A —1 #1 Bv8/
EG-VEGF 32k -2 (LeCouter et al., 2003, Proc. Nat1l. Acad. Sci. USA, 100:2685-2690 ;Lin et
al., 2002, J.Biol. Chem. , 277:19276-19280 ;Masuda et al., 2002, Biochena. Biophys. Res.
Commun. , 293:396-402) .

[0083]  “EG-VEGF %2 {&” J& 5 EG-VEGF %5 & 3 /v 5 EG-VEGF f#) 24= #) 2% PE R (1 7% 1.
EG-VEGF 2 K 455 /1 3 Bv8 (AW # 1 it AL, Rif "EG-VEGF 324k ~ (& X A&
Bv8/EG-VEGF %2 {& —1 F Bv8/EG-VEGF 32 {& -2 (LeCouter et al., 2003Proc. Natl. Acad.
Sci. USA, 100:2685-2690 ;Lin et al., 2002, J. Biol. Chem., 277:19276-19280 ;Masuda et
al., 2002, Biochem. Biophys. Res. Commun. , 293:396-402) .

[0084]  AiE“HUIA” ¥k X ERHIAR, RAGFEANGE - N (Hlansl ) FAJEAL ) &
DR (EREAKBEGUA ) 2 mBESUR. 2R DU (XU Uk ) sk
F B R AT R s B A s

[0085]  “HifK” (Ab) F“Huzrktr” (Ig) & H AR R ERIMEE H . PUiaRILH AT
R e 5T I &5 AR e M T S BE R H B B AR BRI B kD B R S MR BUR - BES T
Ja— R RGBT, fE R G P AR AL T A B BE R T AP P AR IR AL

[0086]  “TRARPUIA” M“RAR e Bk EL 17 W H 22 150, 000 TE /R4 ) e DU R BE e B, ol
AR RN R RE (L) R SAH R ERE () 4. BRI — L0 Zhi st 5 E B
T, AN [F) S Pk 8 3 R RR BY A S BOA AS[R G B H o R4 BRI R RIS A R R
BR O BE N RS, REACERER —um A AR (V) , HERZMEE X . RN — i
AIARD (V) oS A 1EE X BB A TEE X 5 BERE 28— MEE RO 55, B AR X 5
R IR XX 55 ARG A — S FE BRI I A R B R ) P AR X 22 A) T RS
[0087]  ARiE“HIAR” 4R R AL X [ HELEH I P S AE A RIPUA Z FH IR K2 7, ‘AT AR
A BARBUARET R FERARGT R 1 & A0 S M7 T R AR T o 2R, 1238 S 1 AR A )
A FHARREEAN TR X, EEF FREEAER X P = AN BAEX B . AR
DX AP FE IR ST B XS O HESR X (FR) o RAREREA R BE A W] 22 X 5 A0 65 4 A FR (430 4
FR1, FR2, FR3 il FR4) , EHRI B Jr@mby By, h =N EAS X AHIE, T2 PR IER, 7ER 41
OURRIEITR B T A5 IIE 7 o RFARER AR DB FR S BAHIE, st 14r 583, JF
H 5B X — &R UA R BURZ S 467 5 (W, Kabat %, Sequences of Proteins
of Troanzmaological Interest, % 5 it Public Health Service, National Institutes of
Health, Bethesda, MD. (1991), 2% 647-669 () . 1HE X AN EHS Sk 5HURKS &, H2
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RIS PRV D RE, 10 2 S5 HUA R DUA RO E 4 s R

[0088]  ANSCHIRIE “HEEAFX” IRk LT SR A R ERERE . BAX Ak
B “ HAMRE X7 BCCDOR” s 25 IRk (B, FaEn] 22 X rh 5% 5 24-34(L1), 50-56 (L2)
1 89-97 (L3) , AR AF X i) 31-35 (H1), 50-65 (H2) 11 95-102 (H3) ;Kabat %% , Sequence
of proteins of Immunological Interest, % 5 Jjiz Public Health Service, National
Institutes of Health, Bethesda, MD. (1991)), Fl / 8% K B “i# A 3®” 1 A5 48 ¥ JE
CHE, % 85 7] 28 X () Bk 25 26-32(L1), 50-52(L2) F1 91-96 (L3), T 8% 7] A8 X b [
26-32 (H1), 53-55 (H2) F1 96-101 (H3) ;Chothia Fl Lesk J.Mol. Biol. 196:901-917 (1987)) .
CHESLIX 7 B “FR” B I R B ] AR X R R B T AN R AN S E AR X AR 2L

[0089]  FH A AR FI T AL BT AR T] 7= A2 AN AH R I #5 y  BR AP R 25 A O s IR DL R &5 &
F B (FRA“Fab” B ) RIERARIG“Fe” F B Fe FBEIARRIR N T H 5 T8 RiMRe . &
B R A REAL BT PR A B AN PR SE S S IR B S PR AT F (ab” ), A B

[0090]  “Fv” & &H B APUR — IHBIR - 45 500 R B/ ik A B X i — A E 8
AJAR X 5 — AN ] AR X K AR Y U R AR . TEIX A Y R, AN T AR
X IR =A> COR AH EAEH, 75 V-V, BRI PR EBUR S G A7 2o 1X 754 CDR 2L AR T Hifk
CIHURZ5 AR Rtk o 28T, RS2 AR AR X (BUF, B A = AP R = AR X 1) —
) WEA RN STURIRE T, B 5 5B 4560 R SRR ) 88U

[0091]  Fab BOSALAEFEREE & X A ERE S —AMEE X (CHD o Fab” JyBtX 5T Fab v
BLZ AR T, Fab” fEERE CHI X IRFREE R 2 LAMREE, SIS PUAEREIX I — ek 2 4
2R . Fab’ —SH 7EASC R FR1E 2 X 2 D2l B R i A i B S AE (1 4 Fab” o F(ab” ),
Uk B s AR Fab” i BOM B 20, FEEAZ R A BEE X bR . Piik v By L
BB IBEAE AR T AN o

[0092]  HFHESWWMEFTFIIDLE (SRBERREEE ) 1“8, nKIE A 2 X 2 R 74
MR SERANFEZEAL (B« F1A) ff—2K,

[0093] Bk AR PR H B RETE E X BRI P A0 ] 3 A A FI 28 . 28050 5 R e ik
HH :TgA. TgD. IgB. TgG Ml TgM, HAp—deiBn] gk —30 43 il “ 2R ([ERRAL ) , B 41 TgGl s
1gG2., 1gG3. 1gG4. TgAl Ml IgA2, AN T ARIEHAR EREEEX M HA a6, ey
w0 AR Sz Bk E 1 IR Y B A7 45 A 0 = A A B AR T R ST o

[0094]  “Hiifkfy B A AR SE BB — 8 7, 1l 2 PR Z5 A X E AR X . Lk )y B
SEAGELEE Fab. Fab”( F(ab’ ), #1 Fv F Bt s M Pudk sk ik s sEbiik 1 s 2 A9t
&R BOV U 20 e DA

[0095] AT HURTE “ Hog PR R TRR B IR — U I PiiE, B, B TR RED &
TELERI ARG LIS, PR TE R S N PRI AH A o B0 50 B BT B B S vk, X 2
MHURA S T H, SIS AREE XA RYOER (R KARDURRE R (25 ) i
PRTIFIAE B B g FE BT AT X BUR B BN Yo iR B« Bog 7 R I PUAR
R BRI Bk B IR AR — BB, AR 0 55 8 I AR TR ok R &bk . il an, iR
P A 2 BH N () 8 v B P AR Tl i F Kohler 4%, Nature, 256 :495 (1975) & Jofiiid 4448
JEEVEIEAT i) 4%, B T E I E A DNA VAT H & (90 L6 [ &R 4, 816, 567) » “ L [E
Pik” LA F 40 Clackson 28, Nature, 352 :624-628 (1991) #1 Marks 2%, J. Mol. Biol. ,
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222:581-597 (1991) ) itk S A MW B A FT AR B h 73 8

[0096]  ASCHH L EDLARAASS “ S 7 Piik (ke s ), HEREAN / s8R —
5y SR B B AR A alE T H ARG AR S sl 2 150 A R AH R e 51 AH 8] 5 [R5, 15T id
(R % 8 43 B2 535 B o — MR a8 T 00 — PR SR s R P sk (LA P ik
P B, REEAT R R R W A s 1 ) RAHN 7 R BRE (S LA 4, 816, 567 5
Morrison %, Proc. Natl. Acad. Sci. USA81:6851-6855(1984))

[0097]  “ AN¥AL” JEN (B i) Pidkse £ 8 4B N S Bz BRER B ) Be /e A1 T Bk B A4
KE2H G, NEADUA RN RZERRE D (ZARTUE ) , (AL F 52 AR Kk AR X% 254 A
BTt R e P SR RRE DT 1/ Bl R B AR BRAE N R R EFE NIE A Pifk (bt
) BIBAR X AR FE A . 7E— 2ol b, N ek FIHESL X (FR) B2 pAH MY 1Y HE
NERFEFT AR 10 H, NEAHUATT QRS2 AP s A Bk R R IR 7R 2k . X2
M G s — P GE (refine) PRI MERE. %, ANEALPUAEEAR FaEFEERD—4 (il
AR ) AR XA, HL R AR X A B R A B A Y TR N S R BR AR Y
AR 435 07 FR A B0 A EA e N 3k e B4 FR 1]k 3 P A sl
T A e s IR, 5] 40 Carter 25, SEE LH 6, 054, 297 AR . AR LA GAT %
BFE R E I EE X (Fe) , % A N3k AEE X o 1 W, Jones 5§, Nature32l :
522-525(1986) ;Riechmann 2§, Nature332 :323-329 (1988) ; 1 Presta, Curr. Op. Struct.
Biol. 2 :593-596 (1992)

[0008]  “HLHE Fv” gl “scFv” HiAk i B & PRI Vi BV, G5 4 8, 3 48 25 4 S A7 £
THRAZKEE o Bv Z2 K78 vy TV, 58802 TR 5 e A& — A 2 Ik Sk, ‘e AF scFy
BE T PLIR &5 & BT 5 W 45 8. 2% T scFv [ %5 38 W, Pluclcthun, The Pharmacology
of Monoclonal Antibodies, #& 113, Rosenburg F1 Moore i Springer—Verlag, New
York, pp. 269-315(1994) ,

[0099]  Aif “ MrPifk” 248 R AP PURE SO0 SR TP i B X4y B e —
GEMEE (V) EEAEMER—ANEREA X (V) DR (V) o FH—Ff
RKHLUCL 2 TR — 4585 BRI A S5 M BORTE RN (4 Sk, 7T DL R /rix se ah il 5 o) — 458k |
(1) EL AN 5 R IR BCRT, B R PR &5 G AL s e NPT TEN U B 2 I, W1 EP404, 097 ;
W093/11161 ;LA Hollinger %, Proc. Natl. Acad. Sci. USA90 :6444-6448 (1993) .

[0100] A HH 3 4= 3CHh A B 1 “ 2k M Pt AR, & Fi) 7E Zapata %, Protein Eng. 8(10) :
1057-1062(1995) i & 1 i th. W § Z, XL H A & — X B B M Fd v B
(Vi Cal =V Cyl) , IR — X HUR G A X . LeMEPUARTT LU SURE 5 sl e 7 1

[o101]  RIGE“EKAM” 2feEAPR LS (RrfEs® wiE ) Jiiksd G rh .

[0102]  “YBNFIFLAR” 38 TT LIE K Bv8 B EG-VEGF ¥ a3 3 K itk B R AR P41 B8 8¢
EG-VEGF f— sl F A=) 25 M i 4

[0103]  ARiH “Bv8 Sl kP 38”7 A1 “EG-VEGF b2 KB 287 1l 43 5l 5 AR “Bvs- Hupkiin &
&7 F1 “EG-VEGF- Stk & 148 ” 84, ‘AR A2 4544 Bv8 B EG-VEGF 43 ¥ ( RAREAE
%) W2 b—8a 5 Rk Ea P A G TR G 751 SR EKE B ik, HIFEE
W, B IRE EEE X o SRl B R AT DL A BUAR I 2 R O B A 27 50 AE ) 2
PEo BT R DK B Pl R e N B 91 S5 S B N S e 2k BV BB X I fE 2 X (Fe)
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FE AR SR A S B B 22, RIS AT DL e B B N AL 3R T de i 4 A e e v SRR
PRk B 20T R8T 1) S B M /), KBRS A T 1K) 2 A MU o

[0104]  CU3RIE AT A T 77 B[R B 22 44 G0 kG B 22 A 3% CDA-TgG ARG B 2%, & ] LUAE
HIV S54RI CD4 455 . 18 T WIEREES Y, K CDA-TgG Jiti FH T RUKLIG ™ 18 &2 4, 45
FIEE BN, 3K Fh o 5 G B 2 m] LA 25005 1 HIV (K BEBRE 3% (Ashkenazi %% , Intern. Rev.
Immunol. 10:219-227(1993)) o EH NI K T 5B IRIEEF (TNF) 456 G 5 Rl B 22
TNF & —F e % (proinflammatory) 40 A+, A UEHE 36 B & & MO PR AR 5T i) = 2 i 26
T/ BRI P PR T A 2 f R B 2 B, TNE A2 A G S8 Kk B 3 SR A DA A A 7 T It P K e
254 (Ashkenazi, A. 2 (1991) PNAS USASE: 10535-10539) » ENBREL® (etanercept) 12
— PRI E, 5 1eG Fe X @A 10 TNF 524k, S5 1 5 oF 25 5 28R (FDA) - 1998
SE LA 2 HAHeR & H a7 JOREMESSTT 4 . 2000 4E 6 H 6 H, 8 FDA fit#E, ENBREL®

TEIATT 2RI S5 48 77 T (¥ B2 3k — 254 FE o 7 9C TNF BB 25 (4245 ENBREL®) (1)
EEE L, T2 0 Lovell %% | N. Engl. J. Med. 342:763-169 (2000) , UL A& 4% 810-811 WL [KjAH
K1 sWeinblatt 25, N. Engl. J. Med. 340:253-259 (1999) ;%R W, Maini Fl Taylor, Annu.
Rev. Med. 51:207-229 (2000.
[0105] =44 2kl B 3% 45 A4 TR 00U HAAT AN R e PRI, 380 55 UKy e PR T AR SR L, 3K Fif
G R B TR R “ XU S SR B EE 7. Dietsch 2%, J. Immunol. . Methods162: 123 (1993)
FEIR T —FRIZFE FISURE 7 R I 22, ' E LA TR 2> 7 B R RN P- B R M 4h
X, X R IE B R AR BARIRE T BRI R4 Rk . 8560 R Y, kT S
Ry e PE S SR EE B RS B 3 ST AR R B R e M SR B SR AR LG, S B I R 4 S
Re G T .
[o106]  R¥E“HAKI R 5 “H G R 2R =7 7l LB AT, 2FaikEa 751 (A
ERITY)) WEEW, Kbl —iwE 7 T R 2 R A AR A DS R 2 (i
ARX ) H—Fh 2 BRI G AE— A . “Z ARG (multimerization domain) ”
it T iZR M2 RE SN IRE 712 RAE A EAER . 2 BR80T LUE D)
LN S5 RAEA AR A sk B P, ez B h ik, Bk X, SR7K X, B T ik & e 28
ZARIIR A 3T A ) 53 T8) Rl B B 30 . 2 SR AL G ] A0 3 e e Bk e e
Ko Zid i, 2 58 Ak 45 380 nT DA I 2 () AH B AR AN ) T 580w BIAH TR, T
HARTAE B S ARRE VI R B Ak IR e B — R k. “58# (Protuberances) ”
SRS — P 22 DR B ST ) 2 P /N I B e A R (R 2 R B 2R ) 1 T R
(Ko #&ueHh, W LIRS — b 2 Bk b, g B/ 2 2R RN BE (N 2 BR Bk 7 2 e ) AR
ECORAMGE , % 5 il Sk B A AH [R] B AL R /N () B 23 707 iTads S 5 Bk il )
VI, (HFF AL 75 2, RBEERE ATHE X o ARG 7R 1 R Ek i A4 5Lk A
1gG, , 1gG2, 1gG3 B 1gG4 W2, 1gA, IgE, 1gD 5K IgM, {HALIE 1gG, B 18G3.
[0107] AT “¥RIT” ZIRPATH M MBS R RK G R 8 TARRHKER, H
i BT 7% IR PR 5 SR ALEE, BASIR T, SRS A, S5 R B e, R RSt (|, A
MRAK ), P I P A IR BN, RS GE B, LLAOHIR (A B ), L2l B
LI B I A2 AN BRASTIN B (1) o “YR9T 73BT LL¥R 5 AN 167 P UM A7 W AH EL , A7 78 1K
16
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CYRIT SRR T BH L 3 R B OSOAR S O B A T S A N . IR, YR BETR IR
TR T MR I 75 VRTINS 0 L L8 B 0 B 3 A S T R I A 1R
HARHY, 3697 ] EH P L, 80% SRR AT A0 M A0 PR SR A ) s B2, W E YR YT MR A e
P B, Bl ] DA 4T e i8I a7 SR UK

[0108]  “KHP (Chronic) ” 44 22 Fe il LA iE 4 77 X AE i (acute) 77 X424, 115
R IR WT IR IT RN (3G PE ) HERFER IR “Ta W (Intermittent) ” 2525245 —Flif
7, EAREA PWHDE S AT, AR R — R A

[0109]  THEVRIT I “BHFLBNY” L Fa i FLARATAT B, s A e w5 R K, KIRE)
W R BY), FE i a3 5 S sCE, R A S AR LR RS
PIEM LA AN o

[o110] AL “WhiEg” 2 ¥ A 4i M (neoplastic cell) AERKMIGIE (Joigkak R
YE) , FITA AT (pre—cancerous) FEME (cancerous) 4 MuflZHZA .

[0111]  ARTE “J” F“FRPER” 2 B IR T L0 Id DL M AR G R4 R it 11 g 3
R i B SE B TR (EARR 5, K C R, BRI MR, AJRRN (M5 o T e i 1 5 LA s
ARG S DR A0 e, /It s, /0N 0 e, I s, o st bR &40 e e, TGS )8, 40
T, W e, TNV, A R A0 MR, S, O SRR, RS B R, R 40 MR, FLIRIE, K
Je, S5 B, 8 YRR BT e, MRV N, R, SRR, WU A e AR TR, AR R e
I A AR I S RN S0

[0112]  “IMYEHEIR 7 FeUF A48 T M40 Mo S i 3 AR 70/ s oAb e, T SSum 4R &
AN B PR AR D R i 5 25 S M o 1 2 LV W] 40 58 VI , i s AR 0 (MPD),
HHERE A RIS, WAL A, Fk AR EA R . 12X L850 h T
Z A IAE N LR LB A o I 5 1 SE )RR BN R+, SV dEPE s (AML), 12
PEBEME (Mps (CML), SRR BRI (M (ALL), 2 &M BEs , T- 40 Mtk 8, ke
HARBARMEAMR , B mERELAE PV), JFRM I/ MUELZAE BT, 8L
A CHBEAYELL) .

[0113]  ARiE 7 W8 rh MR 40 Ma sk /D9 7 Fe REAEAE T 08 B8 rh ok 4t Bl B 5 A% slok
D (R0 BT RE o 8 MR A B/ T DL S8 R , 290, B RS, U R 290
o T SR T T L R R AT R R IR TR T B S5 SR . 58 b M s 40 R 2 R A DS I 5 B
o ELFEAEAN PR, IR0 » SR M s B 6 5 4%, A 58, I 98, WCITLSRE , Sk 40 v R 5 9
FE J SO B B B0 » LA S SR A% 41 G 22 0E 5 2 24 B 58 13k AR 47 92 1 o1 ) B R IR
G J8 H0 T 245 ) 0 Rz J5 S [ I A I E AR T sOR0TT , R T % (infiltrative and
hematological disorder) B4 EIMMG , HHERE , TG IO AN CUI8 , 40 M s = hE 5 75
AR RSP TE ML, 223 At 3 22 AN, RS MG R R e, R B BRI, YRS 4 I
AL, 322, DU IR 259, PRI, B8 R, 4EAE A Y o =, DLACE FRA R o SR T ERE
0 P 9/ 1 A8 2 AR RT e AR BRGS0 , T A2 T I 9 P A B R R 41 e 1 oD 45
ET EHEREARMEDRIRE

[0114]  RiH 7 e B iaw 7 FRFFAELE T 000 I N BRI BB R I i B AE . B 40, T
M, VRN, BORMATT U BRI T IR S R B ] oA JEUR Bk R 1. 40 gk
NE , ALRRIR EL G0 B e W R s D e SR A D DLk 4 B
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A] DL iR e Bk g T S 5 B i A DK o iR A T 92 R o 92 5 ) S L FEAHANFR T, B— 48
B b, FETE v BRER (O IMRE R BE = —TeM (9 S ek & (B b (Tg), T 40 B Ff A 45
DiGeorge F'f , TR MERG B B K S BRI , SRPETEA Tg, I E4IRILAE (phophorlyase), Al
5 A ME CDA IR B o gk /i K B A S B, RUBE A1 T A0 B 40 M i F, A0 555 SERE I A F0 1 B
F3, Wiskott—-Aldrich ZRAE , A1 X— B A1 I A M SR G0 . 4R TR S e BRI
(RSB g, (HANBR T 55 YL PR o A DS IR e, LG A RIS ME S e B f e 8 (HIV), BF
%, ik, k%, TR, WO, E40 BB, SR BB, EEE 4 SORF B BT R,
RIS , YLV B Rz 0 388 2 RE I B0 22 (viral exanthm), 25 24 825 1 A 0 25 1)
A 8 TS 5 G 32 S0 ) 24 A0 R B TS [T, 40 W A Ty BT 5 S 1 A T v e L
M35, B 69, AT 25 4 EG0e R bk 88 , s 40 B 5k =2 i b P A [ S 2 0L, 2 450 400 L 1 22 i
SENT, TR LR e » D) B R0 BRI, TS PRI, 32 22, BUlU R 254, B bt
T I, PRI, B PR, 4B S F ) Tk 2, LB IR AN R

[0115]  ARTE “ H & Sl M5 “ T8 FON R 7 1t B B PR B dr SR 151 S0 % ) A 3 ()R
o 1B G v AR R S5 BT I 0 AH OC R U N (R 2R R I 4 2R . 2R T OB TgE A
S, HiBEFEAR AT, A 1T F 11T i 1e6 A5, HaimLaMAN S s &%
NN I TT 2 S X 4 M T s A OGP R, SL B NEER . RA T1T = Wikt
XSRS PEBUE, - BN E B S5 A WD R U i s g . R TV ROV T ik
ELAH A S0, FFrT 3 AP R A . B — AN, AR B R PE T 4 (THL 40 g )
S, EEHERAMRA S, B oANWRP, HA HE DA T AR SE. B85 5%
T3 ) S A4, ABASFR T, B R b =500, 28 Vo3 0 4% v [ T3 R 45 1 98, RS AR B2 )
Zr &1k (Guillain-Barre’ syndrome), JRIE , Z MM, BAENLIL ), Ak, WIS
i, RN R, Graves 7, BRI S 1 B9 PR , FHAEREAG R0, [A))5
PEBEIE 9, SRR , vulvodynia, MERHENLETK (neuromyotonia) R (vitiligo) .
[0116] i 1) “ g 277 AU FE P 3 A g BOR L (well-being) WP AIRS . X THEAET
&y AR EART, B EUR A AR, W, TR 40 M i 1E 5 DhRE, B K
(1) 240 1 AL 5~ B 43 W 7 1), PRI BN B RAE B N, S5 5%

[0117]  5—BEZMILEIRT7 I “BEA” 45 258 [RI I 25 25 R0 LAT A R332 S 25 24

[0118]  ASCHTFH “aRA” A5 76 At F 500 SRR B T ot T 2 2 1 400 i s ey L sh W v e 1k
(RIR] 24 AR T B E T AR BRI RS2 B804 S a2 & /K ) pH 22 P ISR AR B W]
P52 BRI LA LR G2 bR W R 2h AT AR R R VR LB A LR P B PUIA IR ;
K F& UM 10ARE) 2068 A, WiniE AR A SRR E A KRS
B IRV FE e 5 2 250 W H 2R A 2 WE i R AT RS = IR BB 2 IR 5 0, 0, 1
HEW RNV, WFEH AT H 20 BOWkS 2557040 EDTA BE B T 28 B sl L ALEE 5 i
FhRE T R/ B RS TR G R TWEEN™ 28 & % (PEG) 1 PLURONICS™,
[0119]  “HRJFfR” S e M FLah W S0 254 (1 Bv8 Z ksl bk ) #2508 5.
WAL / SR VE PEFRIAL R /Ny T3 IR PUARI A 73 8 E H A o U2 B, 5 YR
(1) 0 S HE A AR o

[0120]  ARSCH “/NpF7 2ER TR/ T4 500 /R

[0121]  ASCHRARTE “ I N R AR R 77, “VEGE”, “VEGF £ JIK” Fl “VEGF 2 (1 ” A6 K AR
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i

J¥ %1 VEGF 1 VEGF A84& (DL R SCVPEIR ) o VEGF 2 K] LBl YR 70 55, dn M A1 AY
ST RIE &, SOE S AR/ 8 R A

[0122]  “IRARJF4) VEGE” B0 4% A 5 B AR AT AE 1 VEGE AH A I 2 SRR A M Z k.
B RARF ) VEGE 7] DL H AR F 7y B el il i A / 8E e F Bl 26 . R “RARJTF
H) VEGE” HL AR AL K& VEGF [ R AR 40 T B Wb e =X (s BARIX 741 ) s RAR AR TE K
Cl, SH B 20) DL R RARRT B S AR K. FEAR K B — A5l 7 &b, RARTT 41
VEGF #2473 7l tH 121,145,165, 189 1 206 4~ 22 55 B& 7% 25 41 e ¥ T Bh L [m) A 28 22—, XX
T b [7) Fb 2R PR AR W25 [ B R 5, 332, 671 i1 5, 240, 848 ;W098/10071 ;Leung %% , 1989,
Science246:1306-1309 ;Keck 2% , 1989, Science246:1309-1312,

[0123]  “VEGF ZZ{A 2 ik” &8 an T 2 LHE Pk VEGF £ ik, H 5 K ARJF 41 VEGF ()2 318
JPHH 2029 80 %, ik 2 /04 85%, SEARIE 2 /b2y 90 %, i SEALIE 2 /02 95%, mfltit
/DY) 98 % A LWL 41 R — 1t . X FER VEGF 2244 % Ik 48, 9 4, 76 K AR 7 41) ) N— Al
/8% C= R BA S — B AN A1 &5 7 S5 s n sl B — BR 2 A~ 2 SRR R L BT T ) VEGF
Z Ko AR —N 5207 9, VEGF J& K4R VEGF ) 52 R4 S AR 4R, s i PCT 28 FF
W097,/08313 A1 W000,/63380 LA Az 36 H EH 6, 020, 473 F1 iR,

[0124]  VEGF [¥)/741 [A]—PE (Chw @B IR ) K5 Bv8 B EG-VEGF AH [A] ) 77 V24 1
JE o FLIME, X Bv8 B EG-VEGF I BN FIFFE BRI (HFREAR TPk ) BE XEH T
VEGF S4B IR 5D o

[0125]  SEJEAN & BHIK 7%

[0126] A WL T3t 1T 40 g, 25 5 [ 140 0 5 4EL 40 i, RT3 B2 40 i P B8 1 EG-VEGF ()3
Tk HiEYE. BARHL, A SC TR K], BvS, EG-VEGE J HoAZ (R AE B & HSC, 1 JF I (A 40 it
(PBL) AR VF 2 M BG4 HL R ARk o ARSI A P 5258 #8275, BvS T EG-VEGF Ref ik
B8 ER A% 40 M DL IR IC I 1 5 1) Y RS R AH 40 T K B VR 8, B D 1 4 R A, DL R AR
HE B R EL 40 AR T R A O vE Ak . [RIBE , BvS BZIRFNZ ik , EG-VEGF #ERF1 £ ik, sl L4l
AR T 2 PS8 DL RIS MAH DG , W8 b ok 40 Moo/, g% Sk FE R A B B S 5
I WA TT o

[0127]  A. &

[0128] &I Fig HYTE A A4k A2, Fo b AN [ SS 2 1 4t B B LA B9 3 o AL e D I 2 e
MR T MK MR K 2 B0 40 i 75 dn Bk, HHIAE— A ] gl 228 B dfe . IR Rt
S L () 7K ST AT R T AN [ B J5 i ST XA, P B 35 ) 0 A 4 2k o, e i
JLZ) 20 F e, RPN G B B i AT 2 B BE (BM), HOh i SR 40 BRI 2 R i 2R, AL G
M4 (HSC), W RZ4uM (EC), AL g3k mdn i L & 2 5 () 3h 2116 1 40 i A0 456 1 4K
B R S 4. Gerber Fll Ferrara, 2003, J. Mol. Med. , 81:20-31,

[0120]  IEWIE ML T 2 RETAMXE D fe. K& AT HIREE T AR 70T 40 M i B
A, oA 5 3508 R 28 20 R b . 48 PRI TR 1, FE T 43 20 =R R B 40 i Rz — k4
Ji, A AT Z0 40 i 2R o AR B i 2R AU G B AN AT T Al i, HLAE DU AR OB S AG I A
AR A, H R N Al MR R e R T R DD RE . A BE AN RS RAZ AR (B
W) , R H e CELEGE T PRI ) T E R A0 i, I I i A P PR, AR S BB
J, Bra BT, UL 2 5 e 25 10 /MR . 2140 3R A 120 40 e, JEAE SRS MK
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[0130] 2 Ifi 40 i LA B 373 5 B2 i Ay g Hh P R 40 ., 0 0 M, I /I AR S5 1 2 1) 2R AE 40 g, ]
T H AR 4 “hrid” BUR AT 5 R 2 8000 X 75, Bk H 48 i “ Frid” SR A7
16 TIX et / A MR Bt PUNIX R BARFR il PR 1 — A PUARRR A “ 4L ik 34”7
BL“CD347, ARTE“CD34+”H T4k HA W 8% CD34 P2 R0 (1 2 A4 fu gk B i 48 i o
40 f A CD34+. SRTT KR4 CD34+ - HE 40 fi 2 B Uk C4H 40 B FH S AE4H 40 1 o

(01311 1. i1

[0132]  BLHAFN 4340 i3 i 40 M ff A & EE BV A ER385 mp 1 J PRl 40 i DL R 45 ol 3 i 25 B
CBIUIRT, B ) FIIER T R E 40 B 5 v 1 22 Fhad i 2B KR, 4B IR, DL R AR 22 R s o
FT A IX LG R - 2L [R] 1 15 BM HR A7 E 13 40 B Y A= DhRE UL 2 fiwig . Janowska-Wieczorek
9001, Stem Cells, 19 :99 — 07,

[0133]  EL4N 4 /b DU R AR IR 1 (CSF) 75 RE b MR 41 A G A= 3 e 8 428 mh B ) i A
Ho X PURRERT, B) 4 GM-CSF CR4N MaFl B4 i ), TL-3 ( A3 — 3), G-CSF (R g ) ,
DL M=CSF ( Lt g ) , LA CSE-1, H Wi i, T 40 i, N 52 40 i DL e 2R 280 g 41 i
. AN CSF e & 3 il ik 48 2 i b H A4 CSF S A& (A7 AT o2 , #8701
JiriR BAk CSF WK BERf 2 o A7 AR R B R BE — 2o 4e 7R, T &2 Al B 4l e sl i 5 e
LR FiE A c-kit Bifk, IL-6(ANE -6)TIL-1 1(HAAZFE -1 D, IL-4( AN E -4
dIL-1( A5 -1 W FRTER

[0134] 2. BE ki A

[0135] A RGN BRI A M2 M 40 ( adi i), Hok A& fE 4 e
R, WAE M R G TIEEN . AEVF2 BB A0, ki g i (A TR AR 10 40 g A% LA
M e FE SRR AL 1R 4 B ()R 4 B 2R ), S i DO 1) A SIS Y e AN A AR P I £ 4 L 1)
L =0p 2 — o BEhPERLAE 2 n s B K], S DTG AL AL L T Re A8 L 3 BRI L 1)
MR RICNZ IR o FTIR R ICAT R A BT W8 vh Mokr 40 i 2 W i A ) LA SR 3R B
TR ARG 68 )7 . Baggiolini, 1984, Experientia, 40:906-909,

[0136] & H MR 4N M T4l 704k, Horp &8 i — R 40 A (R AR 4 i, SL T Tl ke A1
WO IR DX 43, CLFE 1 W4 Moz K0S, 4Rz AR, 40 M KD, 4B M dZ / M b, SRk 1)
TEAE / R, UL Rt Ve S o s dl], AN BRAE AR A BRI 2 11 22 BT 40 Mo 7™ Ak i 8 “4H 40
a7, B A 40 M= AR A i RS AN R AT AR 3R —MEEAEAH 40 MO FK A CFU-GEMM, B “ £E 7%
T IR — R0 i, 2140 B, 5 Wk 40 i R B A% 40 e, CFU-GEMM #H 48 i e it >k 23 7 A= CFU-GM
40, Hoth 250k “ B TE T A — R 40 SRR E AN . AE BT I SRR AR TR, <A
7 FRREMSAE SO AR ARSI S a0 L 76 14 RAP7=4E 50 M LA 40 i, B s 46 1 4k 1
SEAR B S 5 TR A th . IXLeHl o 4324 A2/ 6 1K

[0137]  CFU-GM /&€ [ ZUAH 40 0 s AN E oA R4l i DL B E R i i . "E AN B LA
LB A (A0 W AN B 23 Ak Sk B AAE 40 Y . CRU—GM #H 40 i m] 434k, 1 s R 40 it . M\ CFU-GEMM
O3k R 40 BT T BB TR AR A2 1 — 4 Ko JEURIGH M mT 4k kg g rp Mer 40 it iy 1A
U RN — Rl X2 B TR — B R o KE (k) WAUUE g
H R AN . W RN M AU BEBE 22 TG /D 6 YR 33, I PR AN G | T IR AE AR A
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[0138]  — H Zp4bdk J 21 J5UR 40 Bl B, JrURE 40 i i 28 o0 AL Rl -4k 4 e, L2 )40 4 — 6
RIS FE AR P SR A B o E 55 48 5 RZEAT 2 S WP 4k 40 i 73 A R W ok 4 i, Jim 5
I3 45 B T PR A o X 4% A R o R 4 i 2% A R Y B ARG R 4
Mo, FREGHARZ) 0. 3-2 Ko ARIE“HHA N 5140 M0, LLA AT TE sCEvR I 4a i “ A" 45
JEORL G B, S-Sk 40 BRH Sk 40 i, DL S AE— 2805 D0 T, $8 I Gks 40 i RH 4% i B8 v ks
40

[0139]  FEAZMTUE A /A R oy, AT A4l e R T B S A (R D5 m o 52 241 o 45 2, 4
Jid , CFU-GEMM A1 CFU-GM 2 CD34+. 7& CFU-GM By Bt LA A1 73 A 1 36 I 48 AN 72 CD34+. %
TR BT CD33 F CDA5RA W2 BB AKI R IS BE &« A 15 5 2k 40 B ai (4 40 i 2
5 B AR BT 4E Y AR AR AE T CD34—, CD33+, CD38+, CD13+, CD45RA—, FI1 CD15+. B £ ik,
SN B (R EZE T CD1 L+ FI CD16+ (Terstappen et. al., 1990, Leukemia, 4:657) o {H 2R 34
i 40 L 2 TR 0 DR 3 A8 T PR P I A R BRI 5 T AN A2 SEAR I, T ELARHT A 40 S B ) —
SO 20 AT LA B R, A [ 288 28 R EL e A i ) 5L A 4 R b B m] A B PR IR o A, BoAg 4
28 7R R LA 40 i 2 T B Jir A P P B ) P 0N s 8 A o T T AT e R BAR T i
T8 ok A0 B 5% 1P R 2R R SR R AR A0 A Ak P I SR AE AN i SR A I e VA WAl R S
KAE L

[0140]  “WErp ke 40 Mg /D oE 7R EAE T 5 IR 5 g th MR 40 M iy e . SR
g H P ar 20 g 1) R AR T B AR BRI , IX 2 B T AR IV P R A 11 8 R e 4 g
(R 98 NSE T EARFE T BT g Bl (R AR A AR BE ) o W8 A ks 48 sk /D i AR
BB IR I~ IRAR I 25 B 2= ARUR UL R 2 BUm MR T i 25 2R, P il B0 6 T v
miEAST (HDC) U KM IGTT o B, )R VE 2 hEfk A I T &) & K807 8
BUME (Puss ) Z9mus, an bt K& 1 HDC A #3248 H RN B AR M40 i in &
WG R G, LA T R B R G T 2 A (army of) HH R ¢
A RRCORIE T PR AE O RE A0 M 5 B R0 IR B T IR BB A s s b e 4 i 1 S e

HH ™ A IR T i FR X DU B T o TR BB AR R S R Sz BRI 75 I S AL T ek
Peo PR R A FEORWAIGET. . HEG AR S AEAFTEXT 1E M R GE ) H A2 55N R,
S EP MR 4 M S L AT SE B b

[o141] 3. MVEEEH

[0142] ML I8 )R A A T 0L 200 JHL ) S 5 G BER A, LT 3 350 40 Y PR B AN R 1
AR VAR MBI s o VT 22 MUV P30 e 82 v B 7, Horp — Bt 28 A | 2 %2, —
SRS N, R A R T R R E . SEAh, BRI I 40 AR AR 2 A 1 i v AR
Y, it 2 RET 40 ML 2 AR08 0] BL AT A 40 ) SRR AT A . Gerber Ml Ferrara, 2003, J ;
Mol. IVed., 81:20-31 ;Raskind et al., 199S, LeAce7nia, 12:108-116. ¥ 2 MW 55 7] 73 2R
N E I, B eI AE M s (myeloproliferative disorder) (MPD) Fl'E e & B A B 5
(myelodysplastic disorder) . X8 H1FL ] HIRAE A LA LEH

[0143]  TUPREETE M (AML) 258 WA SN S B s 228 . 2 PR AS PR B 55
UL S 52 SR FEIRZS 5 AML R SE B e IAE OC o IX 8B 5] S B P AL J (AR W 24179 DNA F2E
PG BB, @ W Bloom” s Z551E , un] JEFX 1M (Fanconi’s anemia) , Li—Fraumeni %
% (kindred), dEEFH - B IME Y 7K (ataxia—telangiectasia), F1X- BT v 7
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ERRER L MAE . BFTAENE (Ara-C) O Al Bl 5 IR PR R el R A s R LG
J7 AML,

[0144] TR B A MR (ALL) & H A AN 2 575 R BURr s R ARR FIE PR S U507 o
BORMEAN ML R e LR A0 ALL FPIESE o S WK A0 MO 5 ER e 5 0 S G 8 9 0 22 [R5 A7
P Philadelphia AR RBEIEERZE. KEHR , BMEHER, ALERT]
HT697 ALL,

[0145]  -ERESE AR (MPD) FRIRFAEAE T-3& M40 M) S B A2 o A Bl B A& 1) MPD
— P LR MO SR R O F R, (EA RS 3R B — Se A LS BM 4 SR A AR AN
FEEIEAE . I, AR EETE S R (ML) 2 2 Be T4 e i) 5o 1% MPD o OML HPRFAEAE T A7 4E
K A MLV PR A ) S b 0 G, 3 FH T30 S s A O I 22 B (R S 1 % 1R
W4T Philadelphia BT ). MESHRST 5 OML EREAHG. BREIR, TIE
(INF) Ft Ara-C C4H T6IT OML 4. JLEH L MPD A4, (AR T, PRl =
hE (PV 2L ot R 3G AR ), ISR i /AR S AE (BT s /Mot B2 A5 ) R sg s (s
A EEEA 4ElL ) o

[o146] HE#ERE A REGHE MDS) A& —2H U ve B s T 40 M i , i T — sl A
i M4 R P AFE R B A RIS, B E B 400, 2L i E AR PR E A R
A7 o IRBEAR PE PR B2 AN R A sk b . SR MDS [ AR R TR IR
535, B b MR g0 Mg 0E (Y ), BRI D RE (HE I ) AHOCI HF RRE . T8 4
10% — 29 70% [f) MDS 53 H I S0Pk (1 I o

[0147]  B.Bv8 Fl EG-VEGF

[0148] Bv8 4% /p 73 T 8 B, I ¥ 7+ & H 7 M Bombina variegata [ & ik 73 Wi
Y (Mollay et al., 1999, Eur. J. Pharmacol., 374:189-196)., Bv8 J& T+ UL N fk
g5 r o BE P 2R JH AL Tk BE B TS M5 B, Xenopus 4 2 & (head-organizer), Dickko
pf (Glinka et al., 1998, Nature, 391:357-362), #¢ & & H A(VPRA) (Joubert and
Strydom, 1980, Hopper—Seyler’ s Z. Physiol. Chez., 361:1787-1794) &Y HIT-1(Schweitz
et al. 1999, FERS’ L., 461:183-188), Dendroaspis polylepis polylepis W & W dE &
PR 4y, FHT I 5 8 P 23 W IR R R I I N B2 AR K BB (EG-VEGF) (LeCouter et
al.,Nature, 412:877-884 (2001)) » MURF 555 7 2SR NN — 378, Hrp 10 PR
BRI A <7 DX AR 1) 5 4~ 8 - BG-VEGF (15 VPRA 45 80 % #H[R] ) /% VPRA 55 Bv8 ik ()%
B, 2 B 83% 1 T9% [Rl— 1t o %€ T Bv8 W/ UM E I [FJs4 (24
N E R EH (prokineticin)-2(PK2)) (Li et al., 2001, Mol. Pharm. , 59:692-698) , Jf
fRAE T IX B B 2 B I, BLRE XSRS TTAE I, B i WL A DL A B R s B T A
B2, Li et al., 2001 ;Melchiorri et al., 2001, Eur. J. Neurosci. 13:1694-1702 ;Cheng
et al., 2002, Natured417:405-410,

[0149]  EG-VEGF F1 Bv8 &R %5 5 by X 1R5 a2 28 2R 110 A 5z 4l e HL A 32k 86 9 M 1 i A 28 i B
o PN B 4 M) A5 A 5 R R D REME BT, LAACR B 2 R N AT R R GE IR , 375 SR i i) 41
ZURS S T W RIAT AR, FART Py B R I A DA A2 e A (h) EG-VEGE mRNA )18 = 42
PR il A [ e A e A < OB, =200, 1 i, FIR A . EG-VEGF (b 85 7= 5 b i B4 i
P B2 40 ML G581 8%, A7 id RIS o FLAE I8 B O SE I 0 R 5 3 K i I & AR e, i X L
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VR EA TR, LeCouter et al., 2001, Nature, 412:877-884,

[0150] L& KB Bv8 £ HAE S AL 3Rk, JF E R T W) K5 BF 41 e (LeCouter et
al., 2003, PNAS5:2685-2690.) . H1 EG-VEGF — F£ ,Bv8 fe % i & 'F L I &4 & W
F 41 B ) G TE, A7 0, FIE B . Bv8 KL R 3K A AR AN s F . fF Bv8 B EG-VEGF &
PR 9 B 280K 8 36 B /s BRSO 3 B0A AR I AR R . itk A1, Bv8/EG-VEGE [1)
B G & 18 BX 1 52 1k Bv8/EG-VEGF 5% 1k —1 Fll Bv8/EG-VEGF 52 {& -2 [y & ik & B T 1M
BN R 40 M (LeCouter et al., 2003, Proc. Natl. Acad. Sci. USA, 100:2685-2690 ;Lin
etal., 2002, J. Biol. Chem. 277:19276-19280 ;Masuda et al., 2002, Biochem. Biophys. Res.
Commun. 293:396-402) o 52, G R AHX 5 KT P4 B2 4 Mg 50 32 . (AL, Bv8 i EG-VEGF LA K
BRI 1 VEGE 43 DA A 75 T e 52 AL 10 78 50 J8E P AR 0 S 00, I 8 4 2 v 2 T2

[0151]  C.Bv8 Fll EG-VEGF AR A1) 45 5

[0152] & T A SCHTIR K RARIT41) Bv8 il EG-VEGE £ ik, 39 S n] 7R A A B H 85 , il 4%
FHR FH I Bv8 FH EG-VEGF ZZ £, Bv8 Fll EG-VEGF 72 f&n] i 1 4418 A 1% IR 24k 51 Bv8
gk EG-VEGF DNA, Fl / 8} ik 5 5B 77 Bv8 8K EG-VEGF £ kil 2 o ARSI F AN 73 7] LLEE
fift, S FE IR I AR A ] LLESE Bv8 B EG-VEGF IR fa N T, ) dn o5 e B A A7, rsi 1925 B Bl Az
B o il £ Bv8 I EG-VEGF AR [ J7 ¥ 1E 5 7T SOR E 40 R 1) il & R AR P 51) Bv8 il EG-VEGF
()77 AR ], AEL2 FH 4 B B3R 22 4 (R A% TR BXA R i AR A TR TR

[0153]  %ihd Bv8 B EG-VEGF (4R 73+ M T AR K B 7% b A Bv8 I Rl 4
AFAKIE cDNA 7R 1 1 A2 (SEQ 1D NO: 1 1 2) , AH N HE S &5 1R 7517~ T 2 A1 4 (SEQ 1D
NO:2 F14) . g /N Bv8 [ cDNA 7~ T+ & 5 (SEQ 1D NO:5) , HAHM (I S & E 1 747 T &
6 (SEQ ID NO:6) o Zwhd i il 4> KR 4R EG-VEGF (SEQ ID NO:7 F119) f] cDNA LA Kz AH M (HE S 2,
FEMR P4 (SEQ 1D NO:6) T] FH T A& B 7 vk AR BH Ao Ad FH 1 22 A% IR T LA FH AR 44
RN T BENIARERA, N2 a8 i i F1 PCR J712K 3R 15

[0154]  Zwhs Bv8 BY EG-VEGF [WZ R F A AT IR e 4 A n] LU Tl & se 7 il fe =
Bv8 B EG-VEGF RIEMEH 73+ AR T7EEIE R LAA A i Bv8 4ahd) Ty 41 55 9 it e i £
A AT 50T A 2 % 1T IR -

[0155] & T M\ %mhd5¢ ¥ Bv8 B EG-VEGE cDNA T Fh (species) b H A [F] Y cDNA
JRA, B SR H S R R B AR T 20 (NS A7 AR A4 ) 5 AT LUK KT Y. T A SC TR ¢DNA J7 %)
FEARTES 73 R B il 5 B BRI KT DNA $8%T, FH T+t 126 IR 15 Re 3R 1k Bv8 B EG-VEGF (1) 4 Jiig 5%
RSB TIFTER cDNA 3CHE . SR RHE, T DL R T 4w bd 741 1) 57 BE 37 R () 5% IR
PAFEKIIZ R o

[o156] A A] REW Tk B AR £ & cDNA SCPE, DIMEFRTS 42K cDNA. HE4T cDNA
SO R I, T R T g S e BE 57 i g A X ) cDNA E B, EIXFE 1) b, mT BUE A
RACE (cDNA A i BRI 448 ) HiR. RACE 2k EAESE Y — PP LA PCR A B BE AN 52 52 cDNA
(1) 57 s KSR o MG B A R« & A ME— 445 P 41 1K) 57 —RACE-Ready RNA TV B i
(Clontech) o AT 3R13 cDNA %) 57 i, FH T ¥ AL (W5 51480 37 5144 57 —RACE-Ready
cDNA AT PCR. 2R I A 15 1A — R K 37 513 T K uGHAT 58 — %8 PCR. —
H3R1G T4 cDNA JEA1), gin] LI Ho R i i 2 25 1R S 41), T 28R 2 I bR id. (1andmark) ,
W1, LR AR AN RS A5 A 79 0 1 328 S8 1) ) 12 AE , ¥ E IS 5 TR 41, DL RS AR S ik
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Bv8 F / B EG-VEGF J3+41) 1 B AR 45 14 [R] — Pk o

[0157] 2 ktth, W] LIASE T SCHTR BIAH R b 45 2, FBRIC I ERET 57 16 A\ B I8 A2 2k
()3 PR 20 S

[0158] W] LAMRHE 4= SC Tk ) Bv8 B}, EG-VEGE 4w s 541, Yt P 3F A% IR 5 |28, i
o2 AR I N (PCR) 43 B HY Bv8 B EG-VEGF 2 H5 1 B [FIVR JFE41) o 12 S S FROASEAR AT LA,
i hn, NeRAE N0 2, 803 OV AN B 58 26 8 Bv8 2547 S5 IR B EG-VEGF 25A7 Jik PRI [y 20 23 i) 4
[¥) mRNA HEAT [ 5% (RT) 1 3KAS

[0159] W] LLAG PCR =)0 se | H-00 77, LA LR T 15 1 7 214X 3K Bv8 B EG-VEGF ¥ 4whs
PR #R)G, H PCR A ERG &Fh 5107y B 4x K cDNA Sl 40, vl LU AT B i A Bk AT
Frid, HH T O WR i & cDNA SCHE. o5 —horidse, R A bs i i B i i ik 22k (R 40 5
ko B R A k.

[0160]  PCR $ AW AT LU T3 B4 K cDNA 41 i, AT DL B bR UE J7 25 I 224 1) 40 it
KT B KU 73 B RNA. AT LLHRe 2 T4 58 1 B 7 S AR o (M) S A% R 5 | 0%t BT ik RNA 3
AT RT N, TG 1R EE—8E G . 2RJ5, 18T 15 RNA/DNA Z%-& 14 (1) JF8 fS g i b vl ) 2R o e
Wl N b (tailed with) SRS, B RNAase H {HALiZZR & 14, SR )5 ] poly—C 51451
R G . tnth—K, 7T LU Z) 23 B th 3 v By B cDNA JP 41,

[o161]  Ham] LAFIH, %141 PCR, 43 5 tH Bv8 Bk EG-VEGE 2[Rl (1) 545 Ak B3 % o7 22 PRI A2 A4 (1)
cDNA S o FEIXFPIEOLH, BIEAE oligo—dT SEA% TR 5 MHEE 4515 5848 Bv8 SR LA, 58
A7 BG-VEGF 2540 5 A sk H 41 A i A~ b B 0 sl 58 K& Bv8, EG-VEGF s H 414 (1 41435y
BN mRNA 2448 KA R — 4% cDNA B, JF FH 0 A R AE IR 4 BT . AR a5 10 2
PRI 57 At 5 ME AN AT I A PR & 5 — 4 cDNA 5. B FHIX I RR S | 408 7= il ik PCR
WHATY 19, v b B AE I d A b, FH ARSI 0 14 5 VA BEAT DNA JP 51 0 BT o 5878 B Bk
EG-VEGF 2547 J& Kl (1) DNA J¥ 41 5 [E 8 119 Bv8 S5 5 (K1) DNA J3 51 47 Ll 52, ff e A 58 A8 11
Bv8 B EG-VEGF 2 [Kl 7™ W) (1) Dl e i A= 4 2R BRSO3 R AR o

[0162] 55— Ry id, IWHRSBEER O AN85 1y S AL 1K Bv8 S5 A7 L PR B 58 A% ¥ EG-VEGE S 2
(11414345 DNA, FHi% DNA a8 JE PR 20 SO 5B, A AU BE R IR S8R K] Bv8 A4 g
EA] 5 548 1] EG-VEGF 25 o7 55 P f1 ZH 2R 35753 RNA, FH 1% RNA R 78 cDNA SCFE. PR R 241
(unimpaired) Bv8 F& [l s HATA A4 1 A Bo s _Lbric, IR FIVERRED , k%852 ATk SCEE P A Y
[FI5EAZ (1) Bv8 SR Rl o AR A5 Ik AN [F] 1 Bv8 BEFR] 7 471 (1) S I 4idhe , 4 R AR Ak
HITERAT IR A0 53 0T

[0163] 534k, AT LA AP SE B O 045 15 S A8 1 Bv8 S JE R B S AR 1 EG-VEGF %54 5 (R 11
AN H B0 B 5B 3R 1K 1% 5 AR I 5 A0 5 DR AR 20 240 35 HY RNA, A% RNA 557 cDNA, 5 1 %
CDNA FA R AR SR o TEIX PP 732, 4 1R 5 A8 2 2R il 46 R S BR =019 AR A, HFnT BLI%
HEFRE PR TR i H A, FIHLIE S Bv8 BX EG-VEGF Z:PK =Bt AR AT ik, i R BTk
[0164] AL, RIBLIR, 2 %1 B AR IR ] DL AL 4 A8, e 4 T T % %, T e &
it A% B A0 R B R R, 0 T 16 S T W IR R R R S T R R R T A i ) B A
JIT I 28 1ok A6 A R e G o TR — TN, 22 T R N, AR AEUBE, B R R, R AR, &R IR I
(acetamidate) , Z & F BRI, BBk, HrBE (bridged) 28 25 IR M5, M B6 MU Y 5 5 1% s » A7 G
AFEBEIR NG, MY BRI I, MY 67 P 8 I R I, D AR R R, PP 2R IR IR R, — WA IR
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B, HF BRI AR BE U N B (sultone) B, lIXSLBE 45 .

[0165]  ARiBHZIR, Z % HIRAZ TR HARGERE hER T 5 B A2 AL (IRNERS, Sni
W, JIGET, BB , FHPRIERE ) LLAMY AR AL IR » U1, AR B 2 - 1R vT LA,
TRO—ANEA THRREM I IRIE 5 FIRWERE, 5— IR IKWERE, 5— FURMENE , 5— PR %
WE, IRBENENS, xantine, 4- SELEEMOMERE, - (FRIEEFRIE I ) JRWERE, 5- RIE PR AT
5k —2- WK H, 5 FRAE IR a AL 2L — RN, —ZURENE , beta—D- 2L FLBEZE queosine,
IRBEWR WS IZ T N6— S I SE RIS, 1— PR SN, 1 - AL L 2, 2- kS
NENG, 2— FRJLJRWENG , 2— FR JE SN, 3— ML Mg , 5— AR AL Huming , N6- IRWENG, 7- A3k
NN, 5— IR o Ik A I PRI IE , 56— A4 Ik 2 2k T 2L —2- Bl ARJRWERE , beta—D- H Rl 2E
queosine, 5N— A4 JE 52 ik A O PR IE , 56— A A I IR B g, 2— AR R AR -N6— S 130 45 22k i
WENE, KIENE -5- 4L LR (v), wybutoxosine, fJKWENE, queosine, 2- Bl AU MEIE, 5-
HE —2- B AR MENE , 2— B AR NE , 4— B A KIENE , 5 FIELPRIENE , JRIENE —5- S S TP 2k
Wi, JRIERE —5- S LR (v),5- AL —2- B ACRMERE, 3— (3— 22k —-3-N-2- AN IE ) JR g
WE, (acp3)w, 2,6 —Z IR,

[o166] A< BH BT M) 2 1% 1 IRE v] LA 22 /b —AME MR B 4 73, 1200 4 53 1k B BT hr Af
B 5 2= GBI RLARE , A, TR

[0167] AR TTEFHFARZ Z IR RIEHI IR 2« ik 2% R ] Lok | A BEE A 3L
B, AT AR EATAT AR, Gl I RS AL 25 A e BT IR AZ IR W] LU DNA B RNA, 7] LA
SERURE, FRRE G BURETE 2K

[o168] AUk A FH B IR A4, 9 W {H SRR T, SEA% 1R 4n S L DNA AT / B RNA s 4% s F
THEBRIVE Y7 1K) DNA sDNA 1/ B RNA %5 4 sDNA ()45 Fh &6 fa T2 20, 045 58E DNA, XURE DNA,
FRBRTE DNA FIT / B = WRTE DNA ;Z-DNA ;5655 . IR n] LUl 5 T K E il R A
T Bk £ o 91 4n, DNA I RNA W] BLH T B3 F0R  a{S  JEAR Sk 2 n i) 5 i i AT 4k
AR (20, W, Gait, 1985, 0ligonucleotide Synthesis:A Practical Approach, IRL
Press, 4y, J[E ) ., RNA A LU0 1 SP65 (Promega Corporation, Madison, WI) 25 )5k
TR ARSI SRR B 45

[0169]  HH Bv8 B EG-VEGF #% P& /7 41) 4 i 1) A1 /T mRNA % sk 4R ] UL T A & B 7 v,
ALFERT mRNA BTARUEAT 55 2% B B2 BN T 43 (1) mRNA #4514 .

[0170]  TEASUIG 00T, 1 2 A 8 38 A% BRI R A2 Tk I, L B B A (M 1 IR 2[R
R RIZIR . HA B A% 1 IR (R B R I b mT DL AR 5008 L A R iR A 7 v ke
U, B E A UL % 1 IR 2 [ I T B () AL IR (1) 7 2 A A Ak L N 1R, P ot o e e 2 4 W
FRB ARG, I AU NS, 2L TR TP 40k S AL 2 SRR G, T L 4a% (formacetal) ,
MACH 461 (thiofonnacetal), — S A& FAREREIE (diisopropylsilyl), 24 SRS ,
I FRREG, I - HiBE (sulfide) (-CH2-S—CH,) , W 3 - WA (-CH2-SO-CH,) , —3lF.
2L - B (-CH2-S02-CH,) , 2" —0— %t &, F1 27 — 4 27 — At AR IR IS ( 22 L, Uhlmann
251990, Chem. Rev. 90:543-584 ;Schneider 2%, 1990, Tetrahedron Lett. 31:335 DL & Horp
SIHBIZZE 308 ) .

[0171]  fEAR K] — LS 77 2, T L IR & o — Jm2k 744 (anomeric) #% H K.
a — S S A AL T IR 5 FRh RNA JB ks e PEXURE 24 & 4, A B REAZ SHE-PAT , 1A 72 TE
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W B - BT (Gautier %%, 1987, Nucl. Acids Res. 15:6131-6641) . TRk i%EF & 2”—0— FF
BT (Inoue 25,1987, Nucl. Acids Res. 15:6131-6148) , B itk A RNA-DNA 241147
(Inoue %%, 1987, FEBS Lett. 215:327-330) ,

[0172]  BridAZ IR ] UL ARSIk O AT 2 7 vk AT alidk . 9040, ] DUIE ik s AH 81
TAE# HPLC, K/NHEBR 2T BB iR A AZ R . 48R, ARSTRE R N L BB AR, 48
A7V oy M B e 75 B4R 1K DNA K71

[0173]  Bv8 4whdJ ¥4 , EG-VEGF 4ahd 751 L R A A &t 7y s akaifh - R 20 10 4
ZAFIR (RIW 22283807y ) MZ IR eI B AN, W] UL FA R k. A EsE
W77 Z T, BTk £ AT B8 Bv8 4wiid 541, EG-VEGF 4wfid 41 UL R He 4l A i 2 b 25 A (G
a2) IR, 50 ML TR, 100 MR, 150 MZ IR, 8 200 ML IR, Bl & Bv8 duht 7
41, EG-VEGF gt 741 A S AL & () AR T] LIS SRR B URE . IbAk, AR W 5 b
RGP A E R AT 2T IR . PR SEHE T R, TR 2 R A5 Bv8 4wlid /7
5}, EG-VEGF Zwhd )74 UL L 4] A1) 2220 10, 25,50, 100, 150 8L 200 MEH R ESH K.
[0174] 4755 Bv8 5 EG-VEGF 574514, Bv8 B, EG-VEGF Jik J7 B, Bv8 8% EG-VEGF /i JE X, F
Bv8 B EG-VEGF fil & &5 F L 1R AR AT U T A R B 5 o dbsEilG 8 B A% T
R4S, (HASFR T, 4 K Bv8 B EG-VEGF J3%1), Bv8 BX EG-VEGF I L, 8l 5 AMHKE
SR ElA (1) 9 b Bv8 58 EG-VEGF ik i BUIAZ 1R, 140, 55 Tg Fe DX Rl i G o i 19 ik &
B (W1 Bv8-Tg 8k EG-VEGF-Tg) #E MLyt (1As e e A A5 3 s sk Wi, 49 ] DA AEAR &
Y ZOtE BB GE .

[0175] WK Ah, A BH J7 325 A ml UAE A 22 20 80 40 08 o — 26 78 X0 A8 o, 4n 36 [ & )
5, 605, 793 F1 5, 837, 458 H1 IR FIFE K AT / 8]0V (recursive) 541 B 20 1) 7= 42 1 Bv8
8¢ EG-VEGF Z - HIRZAZ 1R 1, o] AR X FE A, DL—BkZ 4> Bv8 Fil / B EG-VEGF %
5 3 FIAE My 206 R SR A2 bl A O R Zhae fl / BRESFRE MR ShREE RN / B fa otk 28
LR BB 741

[0176] 5 bik%whd Bv8 I / 8% EG-VEGF )2 1% 1R /7 1) i1 B AH IC I 2 AT [R] JR 4 s m LA
TR & AR B2 R R R W2 gD 8 A 2 IR, ‘AT R 4R Bv8 B EG-VEGF
(G FE 18 7 41), 49 W P 2 ] 4 (SEQ TD NO:2 il 4) BT 7 (19 A 34 Bv8 [ & FE /R ¥ 1), LA
T2 i # N EG-VEGF (SEQ 1D N0:28) HA3 2 /b 24y 60 % & £ )74 [ — M, ik 2 b4
65% ,70% ,75% ,80% , PRIELL 1% 3G & 22 /b2 85 % 1 3 21| 22 /D2 99 % I 2 B IR T
FIE—M . AR R R TT LLgREE 5 Bv8 il / BX EG-VEGF LA AH R IhEe & R 1 .
[0177] AU BT A R 2 A IS TE T ] DLR A LR 95 < (a) DNA 200k, (05 FaRAE—Ff
Bv8 B EG-VEGF Zwtd /741 F1 / B B AMA (RIS SUF41 ) 5 (b) DNA SRk g ik, f0 7 FikfE—
il Bv8 B EG-VEGF gwti /741 . HAZ7 4 51 S HRIE R ol #EARIE ; (o) Bk T
g 4 fL, 48 & FIRAT—Fh Bv8 il / Bk EG-VEGF ZRts /75 sk Al 4, ik 54 518 S HAE
fii 0B K R Y O TR VEARE AT (d) e AR 40 M, SLAEANE SN R
T e T R IA IR Bv8 B EG-VEGF ZE[A ( REZEERITEAL )

[0178]  RARJ¥ 41 Bv8 B EG-VEGF H 8 # A ST iR Bv8 Bk EG-VEGF 1 45 #4311 42 57,
AT DO L, B, BEAT AR SE R R AR SF 58 AR AT AT B AR e ok A, B i, 2 035 | )
5, 364, 934, AF 5 0] LUR R BUR BE N — 802 N5 Bv8 8K EG-VEGF [f1 3 h% 1, f#1% Bv8
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8¢ EG-VEGF [ 2 FE 1741 5 RINT41 Bv8 B EG-VEGF AHEL R AR . mlikHh, frid s
#4 Bv8 B EG-VEGF [{)— B Z A&l (1) 2 /b — A2 B H ) — 2 ZE R #f e il —A>
QIR TR IV CLIEAT SN U BRI R AN 520 BT 5 05 PR R 7795 0] LU, % Bv8 8 EG-VEGF
(17 515 L0 B RIS 85 A 4 110 3 0 1EAT B s, I8 v P2 [R5 DX 8 2 SE R P 91 AR A 1 4
BN o ZSERIACH] R — AN IR o B ARG A/ Bk A= e PRI O — 2 0
TR, W e 2 IR 4 R 22 201, RIR ST 2 IR ik o 4 N BB R W] MTEAEL 1-5 D2 AR
[IFE LN o BT RE SRVFINAE S 0] LLAN R € AE P 7 4 P AT B (systematically) %
FERRAT AN R B, FRR S T A9 A 2 1 B K BRI 5 I3 TE .

[0179]  Bv8 ZJIk Jy Bt8k EG-VEGF Z Ik i BEth ] DL T Ak B 5 v o IXFER i BEmT LU
HaERKRIRE AL, 76 N- Rimsl C- Rk, s/ py ik sE . 28y Befit /b Bv8 £k
8¢ EG-VEGF £ JIKI¥) B A A3 M P A 0 73 M 2 L IR R 2L

[0180]  Bv8 Jy BtEk EG-VEGF v Bt ml L 2 R MU A h I E—FpoR il 5 o Bk BenT
DIk 25 o S AN T V0 R 0 Bv8 B EG-VEGF 1y Brab AT BE 4k, 161 40 O AN 70 2 S L R
FIT o 908 B RE ACHEAT D) (1 Il A 3 PR B 5 SRR 50 1 PR A8 6 DNA 343 55 P il i B
A AR Koy B IR I R AR RE RN (PCR) 344w A5 T 75 2 Ik v B DNA Jy
Bto 75 PCRH, AT LARI FH % DNA Jy BT 75 R o () FEAX AP R VE 4 57 F1 37 o 1k Bv8 B EG-VEGF
Z KA B R AR BvS LT / BUR AR EG-VEGF £ fik B & /b—FAH R A2 50 / 85 5%
im e

[o181]  7EHARSZHET; S, BOGBIIRSF B NLAR | DL B A2 an X Se B4R s |
R A PR O, W] 5INER 1 Hp A28 49 7 A2 1) B SR P e A, BlidE— A8 R S
IR 73 b BT Il i) B S8 B OO, I A

[0182] %K 1

[0183]
BRiHEAL BRAREH L BAX,
Ala (A) val; leu; ile val
Arg (R) lys; gln; asn lys
Asn (N) gln; his; asp, lys; arg gln
Asp (D) glu; asn glu
Cys (O) ser; ala ser
Gln (Q) asn; glu asn
Glu (E) asp; gln asp
Gly (G) ala ala
His (H) asn; gln; lys; arg arg
Ile (I) leu; val; met; ala; phe; iE 7 &8 leu
Leu (L) IE % &R ile; val; met; ala; phe ile

[0184]
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Lys (K) arg; gln; asn arg
Met (M) leu; phe; ile leu
Phe (F) leu; val; ile; ala; tyr tyr
Pro (P) ala ala
Ser (S) thr; cys Cys
Thr (T) ser ser
Trp (W) tyr; phe tyr
Tyr (Y) trp; phe; thr; ser phe
Val (V) ile; leu; met; phe; ala;iE 5 & B leu

[0185]  Bv8 mli EG-VEGF £ JJK I D)y fiE sl A 2 2 e 1 S J0 e A m] 0 e ok 49 1 BBA R 58 e
P BN AELERE (a) HUARIX 2 IR B S50, 19 v J2 25 R BB e %2, (b) %73 1)
AR 5 ) AT BEK M, (o) MUBRERI /DN, X L7 A BB AR RN .. RIRFRIEREILH
I R PE ] 23 R

[o186] (1) Bi/KME - IE-RZ R, TR, WA, WATR, 2R 2R

[0187]  (2) SRR AEMERIR, 2 2IR, I3 IR

[o188]  (3) MMk  RAHE, AR

[0189]  (4) Wik RACWNE, 5 AW, AR, B R, K= IR

[0190]  (5) RMAMIEESE ] AL - H 2R, 2R

[0191]  (6) i Ik VAR, B AIR, KN AR -

[0192]  FERAFHUCH FRE Rl — 2R A 4 s — 2R B AT DL IX R EARER T I
PRAFEURAL 5, EARIE ST & CHELRSE ) AT

[0193] W] DAA# A ST AN 7 5 i B R - 4 SR G2 K0 B2 N 205 414,
HTPCR 35 48 £ ARk 7 448 5o W] BAXT e B 1) DNA S 2 RS A2 (Carter 5%, Nucl.
Acids Res., 13:4331(1986) ;Zoller % ,Nucl. Acids Res., 10:6487(1987)) . & X & &
(Wells %%, Gene, 34:315(1985)) « PRFIZE FiEAE (Wells 2 | Philos. Trans. R. Soc. London
SerA, 317:415(1986)) EHE CAIEA L™ 4 Bv8 42 {4 DNA Al / 5k EG-VEGF 4Z {4 DNA.
[0194] 442 SE R 7 it n] H T U 488 P A1) S 8 — D ERE AR IR - DU I i 2 2k 1
SEARRTEN P PR TR o R 2R G N 2R  H 2R 2 A RN DL 2 iR . TN 2z B IR
iR A L R 2 R R U EAEAE B — Tk BRI SE I HAR /D o728 o i 2 )
% (Cunningham F1 Wells, Science,244:1081-1085(1989)) . LN BRI ¥ — R Al 2 A
N e R 2 AR . M HL, B R IR B A B A AR 2 FE 1 B (Creighton, The
Proteins, (W. H. Freeman&Co. , N. Y. ) ;Chothia, J. Mol. Biol., 150:1(1976)) . &1 - 78 2 B EX
FRANBE ™ A2 8 B (AR AR, WIRT A A Rl (isoteric) 255K

[0195]  D. 4% Bv8, EG-VEGF, &% HA% {4

[0196] & & T 4% Bv8, EG-VEGF, J HAZ RIS A G C AN 4 T A H AN
T Bv8, EG-VEGF, M H AR 5 2 —FE T, B N iR AREE AT L4370 3 FH T Bv8 Al EG-VEGF
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ARRAR AT Loy i B TR AR P 41) Bv8 il EG-VEGF

[0197] D3 I 4% 77 4035 M Bv8 8% EG-VEGE (1) P Y5 ME Skl 43 B3 22 0k, k& i ( Ik
G FIEHAEA (IR ARPTEAS) .

[0198] DA iih F=EWp Jo, I 35 9% OBk 51 Bv8 41K, EG-VEGF %1%, B LA & 4k /A
BT AL 40 i I MBS Z249 P IR0 2 R B 40 % BvS Bl EG-VEGF . {H AT A A ks
WIRE, I e R Z Fiifil#% Bv8 sk EG-VEGF [ 512

[0199] i & 2, &7 S Rtk (RIZik ) 2405 Bv8 B EG-VEGF & i 2k EAl (1) iR
NG, Brid i a8 n] L I 56 (n &M IRIG S5 R (DHFR) 5 Fid g2k R )
Mz — AR X, %M FE XA 202 150bp H5 Bv8 8 EG-VEGF k[R5 X JE L a2 1 [
DNA J37 %) [R50, PRI T4 34 Bv8 8% EG-VEGF ZE K] o TR vl LAY 34 [ 285 K1 Wb AL AN 52 10 Bv8 B,
EG-VEGF J: Rl R IK (KA1 B o FE AL AT AT Ik ) A [ 5 25 21 S A 40 MR i 2 R i, DA
PR T] DA 38 1 DX 4

[0200] 5 1AL AL A IR S A A M AR S5 AT DAAE B BT 3w DA™ 8 ) 2k R ez ) 7t Ak A7 A
I EAR IR AT R FE o Fric 28 R A AE W] AR U AS B AR AE M T 25 PR 20 (1) A7 e A
Bro ANTFEF ARHT B AT e ke, B ] DAFESE — g B rh AT k4. T80, [FlYE &
YA A R AE P LALERET PCR Z G W e X T4 B8 1) DNA 4130 7, Bl A7 ek B 1E
iff 19 [R) YR HE 5 AR 1F) DNA B 2 PCR BRI G E KB IF BAUNY I S A R A B 4.
A8, G T EL, W] DAAE I, G0 R S M AR (e DAY L R A DHFR B, 15K
F2 2 P ) FEF T (stress) Tk tH 940, {8 iX Lo 40 fa 4 39, MM 3R 805 R i 24
Pl (EARIEE B FRS A G HETY PR,

[0201] IR RGP IR JG, M IR I R A QA e 73 15t B e DL S S mT 47 3 DX IR
/INERI SRR ZH DNA #8555 o 4R 5 I 6 JL R 20 DNA 3543 64k 5 — Rl Lsh i 2 1515 - 40 Jie,,
XML EEAT SR, B AL S AT I X W SO . AR, FE T HE X AR LR R AR AN i
TEOUT, Y B EGRMEnT T IG X y18 efa, AP REe L & 24 DInT 3G IX (5 Bv8 8L
EG-VEGF) [% —Fh3RikTE 40 b AT 35 9%, N8 Ird LR 5 7 A ik e o

[0202]  #wht Bv8 BK EG-VEGF [f] DNA HJ LAA cDNA SCEESRAS, TR cDNA SCJE MW G B
Bv8mRNA £ EG-VEGF mRNA Jf H LART 15 K] K -3 15 Bv8 B EG-VEGF IZHZA & 1. Rl
A LA 2 2 23 £ 16 cDNA SCPEH AR J7 (#1715 21 Bv8 B EG-VEGF DNA. . m] LA R R4
S Bl IS T TR R B3 Y BvS BE EG-VEGF [#]2E A

[0203]  SCJERT LAAS FH o4 %5 0] H A 2 R B 4 65 1 2 3 e ok B9 BR 4 Candit Bv8 Bt
EG-VEGF Hu {4 8 2 /> 25 20-80 M AL K SEA% H R ) KOk FH I B PR i i cDNA Bl 2
2] C FE AT DA 4 BE bR v BEAE 3R AT, 1 Sambrook 22 4F Molecular Cloning:A Laboratory
Manual (New York:Cold Spring Harbor Laboratory, 1989) H & 10-12 FE TR /7 vE. H—F
5y B 9nhd Bv8 B EG-VEGF [KIZE IR 77 1%, AT H Sambrook 55 (HAAL[F ) 55 14 5 k(¥
PCR J5iZ:o

[0204] 43 BvBcDNA Fll / BY EG-VEGF cDNA HIPLIE 7722 , AT HIAS O ik HE I AL P IR 791
Jii ko H SR NZH 2R cDNA SCHE o EAESRET M S R 7 20 Y B R 8 KR JF B2
% B (unambiguous) , DG AR BH 1 A BRHLER 5/ o DRIE I 41) 52 AR SCIT IR RAR Bv8 B
EG-VEGF 15317
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[0205] A% 1Y IR LA Z0H A b ic, 4 L BB 1 55 1F 8 I 36 19 SC 2R HH FR) DNA 2% A8 T s il o
PRI BRI RS AC T3 1A WA AT BT 2 S A, B °P— bR 19 ATP R 22 1% IR SR T A% AP IR
BRI . R n] DAE A I e 7 bR 1l AL AT R, B R EA R T, AR FE bR 0 B AR
o

[0206] W] LUKr4ahd Bv8 B EG-VEGF [A%IR ( 41 cDNA BYIE[KIZH DNA) 4 A 5 il 7k LU gk
— el (FHEZ DNA) skiE TR P UMER AR IR 2 . Hupk gl oy 0 O fs, (HA TR
T, LU =B I A5 5750, SEHE S, — B MR id 2 L § 5 7 oo, A3 T, UL R
b ral,

[0207] Ak B Bv8 8K EG-VEGF AN n] DL 82 B A i) % , 1 m] DL 2% it YR 2 Ikl &
(1122 Bk, BT i S35 22 IR 6 15 5 T 41 B AE Jl il 18R 22 BRI N= oK ity LA Ry S M DDA
B2 K. B, 5000 LU AR 4L 5, 8038 23k N 1Z 2K Bv8 5 EG-VEGF DNA
(353 o FITIER S IRAE 5 TP AL /2 Re bl L4 a5 T CRP# A5 KR DI (1
FSEH) . S TABETR AN TR Bv8 88 EG-VEGF {5 5 %41 It JR A2 15 = 4l o Sk i, 7] LA
BE S PV B AR RALE 5 74 kB ER R, 5 28, Lpp, Bl E TR
I AT RF9)e R T AT BE 73 W, ] LUK R ARG 5 7 9 ok, 040, B BR L AL G AT 57
), o R 70 (CBREEREEE o BIFET S0 1991 4F 4 H 23 HARZHR L E £ F)
5,010, 182 Tl K v B 4ERELE o RIFAT /P4 ), BURTEBSIREGAT 2/74 , S ER R
HPREVE R BERT T 41 (BP362, 179, AFFF 1990 4F 4 H 4 H ), 8(F 1990 4 11 H 15 HA
FHIKI W090/13646 HIA M5 "5 (EWH LB ik, RINME 5740 (Wil s R w3
Bv8 Bk EG-VEGF M A FI4Hffd b 43304 1) Bv8 B¢ EG-VEGE i J¥31) ) W] LAdli A& B2k, 0 L e L3
WSS P A RIS A 1, Wik 5 3L e 34 Bvs 2 IKIE 5 741, 5K 5 AR R BUH S i 2
W2 KIS 5 P8, CLBRER 0 W BT 41, R A B 85 D (55 .

[0208]  AJ LUK BT Id i A4 DX 50K DNA 5 4 e pc st Bv8 B EG-VEGE B IL AT ¥ P A8 A4 1) DNA 1%
FEAE R — AP EAHE N

[0209] & IA AR b [ A AR AL & B AT I R PR — B2 PP Ik s 10 6 4l i A2 ) 1) %
BEIFA o — NG OLS , 7R e Bt b, XM P 41) 22 B AT B A B0 T T4 = Gy 4 4 DNA 177 52 il
(741, B 45 52 S s Bl E R IZ A o XA 1) P S0 25 T 40 R 9 BRI 25 P 4 2 A
H . JFURL pBR322 [ 52 il s & A K 240 22 IRBH R AN B, 2 v JTOREES sl A I B, 2 50
JRERED S (SV40, 29 E (Polyoma) , l9i %, VSV BX BPV) W] FH T0ei L 3h 4 40 o T ) 73 %
Bk T S — A I RIS ZAMT 677 1 (SV40 A AT s A I8 AU H
THASEEHEZNT ) .

[0210]  RELELRIEFMHAE TR HA, RIENIRedE 20—y P R HlERT LR 3
T AT RIE o B, W DATE R R v R, SRS AR AR B I BRI
FLah Py i p BT 0%, RIMEE AN RE T T-1 5 40 e g ot i &= I e A

[0211]  DNA th ] DUE 4 A\ fi R EEI Ay 3G o 3] LA A 2R w75 1 3=, ad i, 41
WIAE LR AL B 5 28 fAT R 55 R 4 DNA P 321 1K 741 B AR KT DNA JP 9101 4R 25 2 S 3R o
FHAZ AR AL ZE AT 5 2L K 41 5 Bv8DNA AT / 5 EG-VEGF DNA i N F Bt 2 (7] ¢ A& [R5
. {HZwh5 Bv8 B EG-VEGF [¥)2& K 4 DNA 111 i Lt &1 52 i A4 (1) [P 542 %, BRI R a0 7
FH B il B i 4L Bv8 i1/ BY EG-VEGF DNA.
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[0212]  FRIKFARFN g B AR AL e R ], R IR bR i I gt Al 22t % 4b
()1 5 0 A e Bk B R B P AR B K T T B . 0 W 2 1205 R 35 IR A 4 1
AL T A MO AE PR I B B R B P AN B A v . MR (R R BE IR A0 AT DL PR
HE @) WP RS I EER (RN ERR, fidEs, 2 PR el ) Mk,
(b) SRFNEFEERIA, B (o) R4 T G RN UL I O BEE 72, W g ZF T 1 D- TA
AR e I i L A

[0213]  iEHETT RE— AR M HLZGYIR S (arrest) 18 EAMII AR B Lol i Ik
ERL R Zh 5 AL T 40 = A — PR T 25 btk i8R 1 ITAE ZIE B i A s o IR0 B PRI
B LR H A&z, SR &R,

[0214]  1& 5 T FLNY) 40 ML IR o) — B e FE b i /2 AT 28 REFR L By A% IR 1 48 i (1) 1S
48, 41 DHFR WM FH508 . ] LUK L300 40 i 4% A A B T e AL A B a3 Oz s id 4
AW LR ) o e R 8 1 A R 85 7 A0 HA T S A ) e R R B () 35 7%
F P RS, P ol i S A IR B T SR RS RN s 5 Bv8 I/ BY EG-VEGF (] DNA &4 4~
B PSR, X AR A B R e (1 AR T B T S R A T A EE 4 4N e
RGO pE TP BT 2 (reiterated in tandem) FIIEHE. H MK DNA AWt & pi Bv8 il /
8¢ EG-VEGF. ¥ HZER ML e sSep it EEmaEr -1 A -1, i R KR e Em AR,
PR 2 b, SR IR . —PMLE B R RG] S L E T H) 5,561, 053,

[0215] 5141, FH] DHFR 16 46 55 DR % A0 %) 40 o 1 o 30 o o P A 26 A 4R 355 7 7 B, 2 2 PP
W (Mtx, A DHFR [ —Fp5e F BUFE DU ) s R oRiiAT %02 . 4K EF 4E 2 DHFR I,
A G 7 40 ML HE DHFR 35 MEA BB i = 6 fRENSL (CHO) 41 i 3R, L o128 R e 2 L
Urlaub % , Proc. Natl. Acad. Sci. USA, 77:4216 (1980) . 4R J5 ¥ £ ik #4401 40 Bl 2 85 Tk
FEE T 8 ) 2 PR S . X A 22 4 UL DHFR JE R, [R] INHE & i % ¥ DU A 3 78 ik 2
TR K H S DNA, 45 Bv8 Ml / BY EG-VEGF [¥) DNA. 4% FH Mtx mifilh DHFR 53748 5
PRI, S b 388 e AR R DA e 538 78 £ 40 M, W1 ATCC CCL61CHO-K 1, RYE B A74E N Y&
DHFR (EP117, 060) .

[0216] Bk, i EAiM ( JCILAL S PR DHFR [ BF A= 8005 = ) B4 4mhd Bv8 Fi / 8% EG-VEGF
$7 4= 2 DHFR £ 1 PA K o) — P B pm i iz 25 RE 1 37 — BEIRFLF4 I (APH) [) DNA [ 31444k,
B ALHAL LS, v LB R AE &8 iz BEAR 1L MR B i s S iR & (R
BEOME R G418) (IS FRIE P IR R IATIEFE . 2 W E LA 4, 965, 199,

[0217]  3&FH TEEBFH A G BB AE KR A7 AE T REBE IR YRp7 S trpl & (Stinchcomb
%, Nature, 282:39(1979)) o Trpl %5 Bl 24 AN BE 76 €8 20 IR h A2 K I B BE 5848 Bk (9] n
ATCC44076 B, PEP4-1) $2fit T iE+#8451c (Jones, Genetics, 85 :12(1977)) . )5, BERkE =
ML RZA D trpl B0 AEAESR AL T 18 7 B =2 6 208 1) 4 2R rh AR A I 4 1) 3%
WEs. KU, Leu2- ShIARIEE BRI AR (ATCC20, 622 Y 38, 626) W] LAH #5747 Leu2 ZERIK
HITURLAR FLAR o

[0218] it 4k, Y B L.6wm 3R 5T AL pKDL (1) 2% & 7] LA T B Ak v & 4E 1% B
(Kluyveromyces) . Bianchi %% , Curr. Genet., 12:185(1987) . #x I, Van den Berg, Bio/
Technology, 8:135(1990) )i | —FH TAEFL e & 4k EELE (K. lactis) W ORHIUBIH] & B4
NSRBI R I R G IEH NN IF T Tk 7o 8 I F b g PR 2 300 B 2 i 20N I 3

31



CON 104001158 A W OB B 29/65 Tii

& AR E 2 K IEE A, Fleer 25, 1991Bio/Technology, 9:968-975.

[0219]  FRIKHAAFA 5o [ 4RI WAL & e dlrs AR B 37, B 55 B8 B IR n A
FE. JAsh TR T aMFEER R EEN 1 L 67, —BAHE AR K2 100-1000bp) (1)
BRI, B HIE 52 AT EREARIE ) B AR 741, 4n Bv8 F1 / B EG-VEGF #4274 )
R MBRRE . XM a3 B N E SRAA R ALXH R, BEREE T, U RA R
e —HE AR, B U A7 AE B SRS 5, B TR SO W IR IR A o A 7 L
DNA (% K T = L S Bl 10 324 ks AR E R4 Ul aEs 2 MEs 72
R AT AN o T R s AL T MR IR DNA B S 31, 308 0 B S B 1 R A4 N3
R, NI IX LS 5 5)) 1 5 94 Bv8 Fil / B EG-VEGF [¥] DNA I #/EAHIE . KR Bv8 8K EG-VEGF
JA BT AR £ Fh S5 UR 3 1A e LU T35 S Bv8 Bk EG-VEGF DNA 4 #F1 / skis. {5
ik FIRJa 801, A EAT S KRR a3 F AL, B fg5 [ Bv8 Ml / 5 BG-VEGF [¥) 58 5 % %
FHARAT R &

[0220] FEA T JR#ZTE £ a3 1, B8 B - W EBLIZEE A FL B E 3) 1 R4 (Chang %%,
Nature, 275:615(1978) ;Goeddel %5, Nature, 281:544 (1979) ) , Bl Itk B B2 I, €208 (trp)
BB T &4 (Goeddel, #% & Res. , 8:4057 (1980) ;EP36776) , Ml 2% 4k 2 & 1 Wl tac B )
T deBoer 2%, Proc. Natl. Acad. Sci. USA,80:21-25(1983) . 4 1] DL Ad A & 8 40 () 40
WAz 1. ETIZTRIT A C4 AT, BRI ARSI E AR 52 ] DR 2 3k st e 1ok 3
PEARART P 55 1 BR )18 A7 A3, B AR 3+ 5 9 0 Bv8 FiT / B EG-VEGF [X) DNA W] #F AH %
(Siebenlist %&, Cell, 20:269(1980)) . &M T4l HE RA M A 3)F1& 7] LA & 5 4w h4 Bvs
F /8% EG-VEGF [¥] DNA RJ #EAHZE ) Shine-Dalgarno (S.D.) J¥4.

[0221]  ERZAEWE ST FE & . JUTF FTa B A% R AR 3 S la i o8 iR
25-30 MFFEALBA AT- FHENX . R 2 IR H A A i BF 70-80 MZEibfa o —Fp
J41) :CXCAAT, Jorp X A LRAHTIZ R . K2 A EAZIERIN 37 I AATAAA J341), ‘& AT LA
VER—FE5 H 4% poly-A BININBI gL 74 37 dii. FTA XL P ARG A T N B %R
T A LN LI

[0222]  i& A T P BE1E 3 19 )3 3 7 410 (1) S5 01 40 K5 <3 % R H o BRI Bl (Hitzeman
4 J.Biol. Chem., 255:2073(1980)) B% H ‘& Hi & fi# (Hess Z& | J. Adv. Enzyme
Reg., 7:149(1968) ;Holland, Biochemistry, 17:4900(1978)) W2 B T, Fr i I ¢ b % fikt
Pl L B AT, S —3— AR O S B e AT I O R I, 1 1 SR Mty , T % B 6
TR S KA A » 3— Tl 1 Yol 730 7 T AU I PR 0 » % 2 TR S ) T » 0 R0 87 6 0 S ) 0 0 e 2
B B o

[0223]  F'EMIEELEE BT, REIBLE I8 BA B AR KA R R L s S 2R 30 1
s NIREE R 37 X B UM 2 e i (3R O IR I R I L B 50 QB A S 1 Pt il
SE B ) H I -3 B N BN 67 T3 2 ZEER R FLBE R A (K8 . 7E EP73, 657 Hriff—
AR T I TR R A RA BN G 3 1o BEERG R T SEE R R 3 TR A R
ZilfioR

[0224]  FEWHFLBNY)ME =40 Mo b, N2 1R %% 5% Bv8 Bl / B EG-VEGF W] LL%Z 3 3 7 i 4%,
FIT I J8 By 7 49 ke 0 7 3 AL, 0 £ TR 0RO T SRR A (1989 4E 7 A 5 H A Y
UK2211504) B EF ( WIARW RS 2) A= UK I8 55 8 RGO 55 « 5 40 s 55 0 5 SR 5
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LTI RIFEFFI T 40 (SV40) 18 3+, 8L 2k B S IEm FLah )8 3+ willlzh & 5
JA BT BRI ERE B8 315, ok BRVR S S 3, BLECOR Bl 5 Bv8 8Y EG-VEGF 74141
R AT iR E ) 7 51 FARARGAHE
[0225]  SV40 #55 &5 1) 5 0 A0 B 3 5 3 1 W] BLAE b ik A E Sv40 i B B IR A
) SV40 BRI M B B 5 F M 3K 5. Fiers 2%, Nature, 273:113(1978) ;Mulligan
4 Science, 209:1422-1427(1980) ;Pavlalcis % ,Proc.Natl.Acad. Sci.
USA, 78:7398-7402(1981) » A\ E40 Mumi=s BN S8 5 30 7] LAE R Hind T1T E FRA$IME B
T 3575 . Greenaway 2% , Gene, 18:355-360 (1982) . ZE[H L F 4, 419, 446 I T 7EMH
FLahyre £ A LSRR w3 E AR R IE DNA R S 2B &F 4,601, 978 gk T
XX FRGdE. 55 0. Gray 5§ , Nature, 295:503-508 (1982) H1 ¢ T-7E % 41 fd K 1A 6%
FIE T E R cDNA ;Reves 25, Nature, 297 :598-601 (1982) ¢ T-7E H. 4l 0 72 55 I 5 1k
B a s T N R4 T FRIEAN B T4 cDNA ;Canaani 2§, Proc. Natl. Acad. Sci.
USA, 79:5166-5170 (1982) ¢ FAERFR /D WA R4 h RIEANTIE B 1 &K ;B
Gorman 2% , Proc. Natl. Acad. Sci. USA, 79:6777-6781 (1982) F<T-7E CV—1 J&'EF 40 fu . X9 ik i
R YE40 b G R 5P S AN A HeLa 40 Mg A/ B NTH-3T3 4, FH 27 FC TR 8 B3 K R g
BIPHWER A BT REB LM CAT [741.
[0226]  %ihd Bv8 il / B EG-VEGF [¥] DNA 1F /5y 55 ELAZ A9 T () % o) 18 I 4 1 0 7 )
RN ARG 0. B 52 AEH T8 3 DA I FL A% S 1) DNA =R FH et — &y
10 ~ 300bp o 35T AHXTASKAKE T 77 [/ RO E, W56 500 57 4 (Laimins %5, Proc.
Natl. Acad. Sci. USA, 78:993 (1981)) F1 3’ ¥ (Luslcy 28, Mol. Cell Bio., 3:1108(1983)),
W 7B (Banerji 2%, Cell, 33:729(1983)) , LA K w5 41 (I A . Osborne 2%, Mol.
Cell Bio., 4:1293(1984) . H#i CLAR Z I FLaMWZER (BREEE VSR EM . O &Ea T A
HEAMBEEZ) KGRy (FIH T A MO B G o SIS 72 L B R
U R 1) SVA0 58T (bp100-270) , = 40 f s 5 5 1 A 3l 39 5 1, 72 B HilE a6 5
R AN 1) 22 T2 988 1 it -, AR B39 58 - ] 22 D Yaniv, Nature, 297:17-18 (1982) JiTiR
TS EARZ B ) F IG5 et Pk g5+ n] DABY R A\ 27k 1 Bv8 B EG-VEGF 465 )7
H) 57 83 ), ABPLEA T a3+ 19 57 .
[0227]  HH T EHA%0E L4 (BERE LR B EY 3 NBCk B e 240 LA
A ) WERIR A, I AFE RT3 K 28 (L AR 2 mRNA P 75 (P40 o IX L8438 oK B 5
B 5% DNA B cDNA 1) 57 (fB/RA 37) AEBRIEIX o X 28 A, 5 5 53 o0 4t Bv8 Fil / BR
EG-VEGF ) mRNA FAERIVE D ih SR I IR AL 1 B I Z R v B o
[0228] A7 Bik—BREZ AN 5 A TG BA RIA R T AR AR R AR 70 8 B TR B
DNA FrBR it U E], 15 8Y (tailored) , BB Ay fr e A2, DU =25 BT 75 Tk
[0229] Ay 3d I 43 BT A IR SE A R IR Bk v R IE# T 41) ] R RR A e A R AT R
K12 B Ak 294 (ATCC31, 446) , I FIAH MY i) 22 R 75 85 28 U BN = Pt e £ e D 4k 1o A
BN T 55 SR, G Ik R P DI BRI ALK 23 BT, FH/ B Messing %8, Nucleic Acids
Res. ,9:309 (1981) ATk J5 28K Maxam 2%, Methods in Enzymology, 65:499 (1980) ik Jy ik
Mo
[0230] 7 Bv8, EG-VEGF A HAZ MRy ifill & rhfer 4 FH A2 » BEAENH FL3h W 4t o o 9 I 3Rk
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%5 Bv8 Hl / B EG-VEGF 1] DNA RIS B M. 05, BRI I8 ¥ K N H REAEE 4 b
B AR IR B, AT T8 2 40 AR 22 T iR R R B AR 10 2 45 UL, IF5 B s AKF 1 i
RIBEAR OIS T 75 2 K. Sambrook &8, HIAL[F] I pp. 16. 17-16. 22, A5 1 B R BEA
NE F 0B B RIS R LR, VPN AL DNA B g bd 11 22 IRIEAT 7 s BH R 45 2, 18 7
VPP TR i e 3 28 2 IR BT 75 AR R I B AR BRRE MR . R UL, BRI 2R 08 R GekRE  m FH AR Uk B
% B Bv8 Mt/ 8k EG-VEGE AEM7G 1 1K) Bv8 ZRAUM AR AR H 176

[0231] & N T~ 7E 45 HE3) ) 40 Be 35 75 ) v & ik Bv8 (1K) Ho e U7V, Bk, T 32 4
M 1F Gething %% , Nature, 293:620-625(1981) ;Mantei 2§ , Nature, 281:40-46(1979) ;
EP117, 060 ;F1 EP117, 058 Fh ik o ¥ 730 v H T Bv8 (1R FL 3 40) 41 M 15 7% 22 1 18 o ki 2
pRK5 (EP307, 247) o pSVI6B. W091/08291,1991 4 6 H 13 HAF

[0232] & BR R IA A SC T iR b DNA (138 B A8 3= 40 B, 0456 JR A% AR ) I B B 5
A, & T H B R A ) B EL A R, A A LGB P B 2 S 40 R 491 G i
W B} (Enterobacteriaceae), 138 % [K B J& (Escherichia), #l i1, Kg#TF # (E. coli),
WA # )& (Enterobacter), Bk X J& (Erwinia), 7o fi HEJE (Klebsiella), A BT &
(Proteus), Y011 )@ (Salmonella) (U1 fAGFEYL T 1H (Salmonella typhimurium)) , 7085 B
J& (Serratia) ( Wk VP EE B (Serratia marcescans)) MG W JE (Shigella) 26, UL %
AT R (Bacilli) ikl S 2EMUAT I (B. subtilis) FIHBAC ZEFFF (B. 1icheniformis)
(5 01 1989 4 4 H 12 H Wz 1) DD266, 710 H1 B ik Hb 4 2F fu AT i 41P) 4%, 1 5 i 1% 2@
(Pseudomonas) 14 %8 B 5 2 jg & (P. aeruginosa) , & 55 % B (Streptomyces) » 3% [
KT B s e s 2R K AT B 294 (ATCC31, 446) , {H H & B Bk, 40 K AT B B, K% #T i
X1776 (ATCC31, 537) MUKAT B W3110 (ATCC27, 325) 2 A3 i o X EES T Ui B, I
PR . W3110 R — AR AR IE s B AE 3, R4 &2 AL DNA 7=k I FH
T8 E AR, DUk, 75 340 M 7 b /b = B L /KRG . 5040, W] LUEAME W3110 BREME RS E A
IS R P e AR TR 5874, I 28 = 1 SEA9 A0 48 AT B W3110 #K 27C7. 27CT 58 B3 R 7Y
+& tonA A ptr3phoA AE15 A (argF—-lac) 169ompT A degP41kan™s B #E 27C7 &2 T 1991 4F 10
H 31 H ARy A 25 E #7825 754558 o0y (American Type Culture Collection) , {785 N
ATCCB5, 244, B, FTLARH 1990 4F 8 H 7 HEZRUKSEE LA 4, 946, 783 h AT AA R
A R JE B 1 R R R T AR

[0233]  [R T JRUAZ AR, BLRZ T AR ) 22 R B BE AR 2 & A T B8 4 A A A
1) b P B kT . RV R R BRI A R R A O K S A e AR
Yo HZAILEEPRIR O AR BN, IF HA] DR T2 B, 191 2 SR8 7 2L B 9% Bk
(Schizosaccharomyces pombe) (Beach 2%, Nature,290:140(1981) ;1985 4 5 A 2 H A A5
[¥) EP139, 383) ; vo & 4l £F J& (Kluyveromyces) fi = (35 [H & F) 4, 943, 529 ;Fleer %%,
Ak R L), 0 4 S5 A 4 B FE (K. lactis) (MW98-8C, CBS683, CBS4574 sLouvencourt
&, J.Bacteriol. ,737(1983)) \ it B 5¢ & 4E I & (K. fragilis) (ATCC12, 424) \ & n A
W o & 4k B2 £F (K. bulgaricus) (ATCCL6, 045) | J& i 2 K o & 4 B2 £} (K. wickeramii)
(ATCC24, 178) K. waltii (ATCC56, 500) R 50 & 4ERF£E (K. drosophilarum) (ATCC36, 906 ;
Van den Berg &5, H AL A ) il #4458 & 4E B £ (K. thermotolerans) Fl1 5y wg #f 51, & 4k K
i BF (K. marxianus) 2% ;yarrowia (EP402, 226) ; B #f ## & Jk # £} (pichia pastoris)
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(EP183, 070 ;Sreekrishna %%, J.Basic Microbiol.,28:265-278(1988)) ; & Ik
J& ;Trichoderma reesia (EP244, 234) ; # K& B ffi & (Case %, Proc.Natl. Acad. Sci.
USA, 76:5259-5263 (1979)) ; ¥ L K §% £F J& (schwanniomyces) 1 V4 J5 ¥ I K %
(schwanniomyces occidentalis) (1990 4F 10 H 31 H /A EP394, 538) 25 ; 22 R EL 3 ,
B s fE R T B Tolypocladium (1991 4F 1 H 10 H A4 1) W091/00357) UL % i &
JEfE k) B il 2 (Ballance 2%, Biochem. Biophys. Res. Commun. , 112:284-289 (1983) ;
Tilburn %&, Gene,26:205-221(1983) ;Yelton %%, Proc.Natl. Acad. Sci. USA,
81:1470-1474 (1984)) FIE ih# % (Kelly %, EMBO J. ,4:475-479(1985)) .

[0234] &4 T-FIAMESREAL Bv8 il / BE EG-VEGF [115 4 fuck A 2 40 k. X FE1s
TN MR N T MR S A E PR A e — o JRIN) b, AT A0 vy S5 LA A R R ¥ A ]
VLI, e &k B HESI S F- ik 2 OB HES IS 324 . JC A HES)) 4 40 Y 1y S 4] 0, A
VIR, BTN T lE = 285 7 K& AT DR BRI AL 1R DL RAH BY. (1) 25 7
R HE A MR (Spodoptera Frugiperda, B HL ) (32 AR (Aedes aegypti,
1) SR (Aedes albopictus, BF ) . Drosophila melanogaster ( Jimi ) Fl Av ik
(Bombyx mori) %25, Z W, %] &1 Luckow 2§ , Bio/Technology, 6:47-55(1988) ;Miller 2,
1 Genetic Engineering 1, Setlow 254 , Vol. 8 (Plenum Publishing, 1986), pp. 277-279 ;
Maeda %% , Nature, 315:592-594 (1985) o« FH T 4 (1155 Pl Bk 0] DL FFHUERAS , 4 WA
AEJEW Y ik (Autographa california) NPV [ L—1 AR {AFN 5 A2k NPV [ Bm—5 ¥, IF HixX
48555 55 ] LAE G AR A R W I 2, G2 FH T e b 0 40 i

[0235] AR oK 0 KRR AR A L V0 0 Al R B R A0 40 5 2 At mT DL R VR s
Fo HE, A SRS A R AR TS A 4 A Bv8 Bl EG-VEGF ) DNA s H4H & AR
Jig 13 B (Agrobacterium tumefaciens) PR IRIRAIFATH B, TEAEYI4 RIE T
MR e 3T B — L ORIR A [R), 4R A Bv8 Rl / Bk EG-VEGF [¥J DNA 8% %5 % Bz A5 4 40 i 7 3=
AR R L G, SRS ARG Y A R 2R IAGRGY Bv8 AT / B BG-VEGF [¥) DNA. LIt4b, 584
A M AH A (R 7 e A RIS 5 e 02 P LSRAS 1, G IR R 20 B8 & 1l i3 201 R 2R I R AL
1555, Depiclcer 28, J.Mol. Appl. Gen., 1:561 (1982) . B4k, A T-DNA7S0 FE[ F X
73 BB DNA 15 BERESE AL B N4 5 41 DNA FRRE 4 2H 230 A i 4 ml 4 3k 20 R PRI 6 53 7K
EP321, 196,1989 £ 6 H 21 H A s

[0236] AR, KVE I 2 A2 B M40 i, 1 HAEE 78 (ARG 9% ) T EIEF HES 4
MWER M AE R TTH:. 20, 50 Tissue Cul ture, Academic Press, Kruse fll Patterson,
i (1973) o A HFL B 1E 3= 40 M Z 0 SE4) 2 SV40 AL AR B OV 4l e & (COS-7,
ATCC CRL1651) s AJRF AL 2 (293 40 M B 28k 7F 7o b LAE BEAE B B 72 Hh 2B K1) 293
MM, Graham 2%, J. Gen Virol. 36:59 (1977)) 4545 F 540 e (BHK, ATCC CCL10) ;4 [E 6 fs,
B[ £5 40 e /-DHFR (CHO, Urlaub 2%, Proc. Natl. Acad. Sci. U. S. A. 77:4216 (1980)) ; /) i &
Yife (TM4, Mather, Biol. Reprod. 23:243-251 (1980)) ;M 41 (CVIATCC CCL70) ;3AEPNER
M5 4t fi (VERO-76, ATCC CRL-1587) s A B s 40 e (HELA, ATCC CCL2) ;K ' 4 2 (MDCK
ATCC CCL34) ;4iyE% (buffalo) K40 (BRL3A, ATCC CRL1442) ; AJilid g (W138,ATCC
CCL75) s ANF4H i (Hep G2, HB8065) /N Bl FL R I (MMT060562, ATCC CCL51) ;TRI 4H Jig
(Mather %%, Annals N. Y. Acad. Sci. 383 :44-68 (1982) ) ;MRC5 4H/itd. ;FS4 40 Jifa, s F1l AT 40 oz
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AR (Hep G2) .

[0237] g =4 FaR A Tl 4% Bv8 Ml / B EG-VEGF [#) 3R 1k Bl v B 2 MR 4t (it %
1), AL BME g R IR AR L3 IR, rik B gr AL ok & T3 T R 3l 1 I ik 4k
AP MG 95 o 75 e 51 R 5E ERL

[0238]  HEHLIEdR HHTE AR A BUE, AR F L LG RE TEMmET. £
Tt e 7 1A AU W B AR G AN, B4, CaPO, YIUE FIHLZEfL o BRI IR A% e — IR AT
18 40 IR T B AR AT AR IR I AT LA ARG

[0239]  H:AkSZFR, # DNA 5N AEMIA, 18 DNA BEAEAE N YLt AR AN o ak LY AR 3 A1 1
TS o AR P 1 4 e, FHOE A T P 4 M iR e R R AT F 4k o P RALES AT
FEA IR 757 (W Sambrook 45, HALA] 1) 1. 82 BT ) mliH 27 FL s 002 W [ ) 40 g
R 5 B 1) i A2 A0 sl I AR . PR 3T TR AT By P LA T AL — 2BAE ) 4 e,
2% I, Shaw %%, Gene, 23:315 (1983) LAK 1989 4F 6 H 29 H A FFIK) W089/05859. LAk, FEAY)
ATLLH 1991 4F 1 H 10 H2ATFR W091/00358 H BT il ()88 75 Ab B 7 VA AT e G o

[0240] XF T W A Pr & @ M B v FL 3 W 4 M, B ik Graham 4%,
Virology, 52:456-457 (1978) Frid KIBEIRESUTIE V. WHILZN4E MLrE = RG AL £5iA I,
19834F-8 H 16 H A3 [E £ 4, 399, 216 . B REFL LB H ML Van Solingen %%, J. Bact. ,
130 :946 (1977) Fl Hsiao %, Proc. Nat1. Acad. Sci. USA, 76 :3829 (1979) ik j7iZ#k4r. {H
AT I DNA 51 N0 M (R e 923, A S e ST« P 2 L A0 40 B R AR iR b e
U (intact) MRS, SR IH & F 4 polybrene, 58 S 2 BRA% o i L2040 40 M e 4K, i) 25 Fif
Fi A 7] 2 DL Keown 25 , Methods in Enzymology, 185:527-537 (1990) F1 Mansour 2& , 1988,
Nature, 336:348-352,

[0241] T/ /E Bv8 ZJIk, EG-VEGF £ JIKelk HoALA i) I 4l WL A Sambrook 4, HiAL[F]
BT — PR RGIA I & 1 55 7R 2k P AT 55 5%

[0242] Al T 7= A4 A & BH Bv8, EG-VEGF £ fik 8 H 20 & 1 2 &% 15 = 40 o w] LA 7E
% BB gR 5L b R 9. T 85 B 97 5% 0 Ham® s F10(Sigma) , FE A 0 5 K% 9% 56 ((MEM)
Sigma), RPMI-1640 (Signma), F1 Dulbecco & K Eagle ¥ 7& & ((DMEM), Sigma) #f i& T
W R TR 1 = 40 . b 4b, Ham Fil Wallace, Meth. Enz. , 58:44(1979), Barnes %% , Anal.
Biochem., 102:255(1980), U. S. 4, 767, 704 ;4, 657, 866 ;4, 927, 762 ;4, 560, 655 ; B
5, 122, 469 ;W090/03430 ;W087/00195 ;U. S. Pat. Re. 30, 985 AR 4 —Fh 55 72 FE th v] DLH]
VETE F AN o758 . AR PR FREE ] IR T E N IR A / s AR KB (il s
R, aBEE, R EAEKRE T ), & (s s, 85, 86, Mgk ) , gem i (4 HEPES) , %
H CUTBREERURER ) , BrA & (W Gentamycin™) , JREICER (58 X H IR AT 4
WPE IR AU S ) TR 200 B S RE R o 18 W] DLALFE AT E AN 51 CL 0 3 4k
FEREFT IS B FFA M) B FE 0, Wk R, pH 55, #0272 128 2 R 1515 = B 21
Pl SN A ED I N B % 5 YNGR =R ER <R TATITRZ BTN

[0243] I, A% R FL 30 W0 40 i 85 5 W 16 AR 7 ) B KA R TR I T 6L B R HL R R mT
L2 W0 FL 3 4 ian Cell Biotechnology :a Practical Apprcach, M. Butler, %% (IRL
Press, 1991) .

[0244]  iZCHRHHE R0 7E =40 Mo B0 R R 72 0 40 B LA & s =3 A N IR i e
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[0245] LRI MERN / BRIk, I] DLIE T A SCHR AL I e 1) e £ 18 2 b i IR e, A
3 Southern E[1 32, I %2 mRNA %% 5% & [f) Northern EJ 7 (Thomas, Proc. Natl. Acad. Sci.
USA, 77:5201-5205 (1980) ) B s (DNA 7347 ) BRIRAT 2448, ERATAE Pl E o W] LUR A #%
Flbrac s 550 W T R 25, DU P BT DR B HR, W A R B % 1R
KINZEIIR. &M F RG] UAE A SR BRI A4 2 f5 35 1] LA A 25 AP s
i, RN HERZ R, 2O, BESESE . B, W LA FH Be A% HUNRE S SURE AR BB AA, BT IR XURE 14
B F5 DNA XUBE 1A JRNA XUEE (AT DNA-RNA 7% & XUEE AR B DNA- R L X0UBEIR . it ml LAy
A brd, WA IE SR 1R B 3R 45 6 2 A HEAT , ERIIHG3E o 7 3% 110 TR e SR A4 ] LUK ) 5 XUR%E
G PR IAETE

[0246] B, BE R SR IA AT DUE I fe 5 2 7 v dn 02800 7 1) fe e 2 A0 G 6 R0 41 855 724
BUPRYE ) 23 B Al g , DME B3 e R R ISR . A T g EH A, ginl DL
PG B S I8 TR AR S R 2% ), AR A 5 T I 45 6 IR R = W b i
LR RN, Bridbric — e m] L E ISR, anlbsid, 2Othrid, ZOothrid 5. &M T4
I B — i AR BB G (0 3 AR 7T 22 DL Hsu 28, 1980, Am. J. Clin. Path. , 75:734-738,
[0247]  GEH TSR ALY A/ B0 SR A T I PTAR, BT LA B o B iR B 2 e Bt
P, FF BT DA AR SC Al R4 T 4

[0248]  Bv8 Fl / B EG-VEGF {1t M\ 35 37 5 o [l i, 4 73 wlh 22 K% =X, 1 n] DL fE 3
9 W SR AR I, G 2R Bv8 B EG-VEGF 4y i &5 & 24, WT UL & 3 19 25 75 S w0 (4 an
Triton-X100) M FREI.

[0249] 4 Bv8, EG-VEGF % Ik el H 414 & A1 B A0 40 o b 7 A i AN AN ZE I 5 % Bv8
FH / 8K EG-VEGF 58 A& NIRER B2 IR, {H 75 A 2 40 e o5 1 802 ik 4li4k Bv8 A1 / BK
EG-VEGF, ASRAF AT |3 — ¥ Bv8 Fl / B EG-VEGF |71, 45—, W] LMAERs FR 5L s i s
Lo DABR EORCIR A0 M s o AR5 FH DA 26848 i B 1018 B 44k 74, AT G IRl s 1 2 1 R
Z kb aitk i Bv8 F / B EG-VEGF «fE By + — A AT b 73 G050 1 s LBEDTVE 5 JRAHHPLC 5 )=
W s IEAT B AR s oo 3R AT — B E5 G I 5 SDS—PAGE ;i BREZUTIE % 51 41 Sephadex
G=75 AT EENLLIE s MEEH A Sepharose #1 AR 275 444 TeG.

[0250]  E. {&1fi Bv8 #l EG-VEGF

[0251] AUk B ALHE Bv8, EG-VEGE B AR AT M o —FhILOM ST AL HE{E Bv8 A
/ B EG-VEGF 2 JIK ¥y ¥ 2 5 IR 7k 2 5 B8 55 1% Bv8 B EG-VEGF ¥ 12 7 il 8% 5 N- B C- K iy
W I AR N A FLAT A RIEEAT [ o T XU D REFRIEAT B RT AL RT LU T+, 4440, 48 Bv8 B
EG-VEGF 5 7K M S Fr i3k sk i A AR AC B, B AE 24k Pt —Bv8 B4$it ~EG-VEGF HL /&)
JHEAE T, RZIMR . I AZ BRI HS, it , 1, 1- 0 ( AR OBEEE ) —2- 2R Okt 1%
I, N- BRI R, tn s 4- SEIEKHBRIEE, R BON D) REWE WL RS, RS B
VEHZ RGN 3, 37 — ZRRARRL (R HTBEY i 55 N BRI ) XDl B8 S > B MV fide G X —N— L5 SR M
& =1, 8= FLE AW T -3-[ (X - BEREE ) 0 ] AHR IR

[0252]  FLE GO0 456, A S WM 25 oRH R A I M 255 7 Do) It I M s oA A I R 2 2 B 2 R R
2 WAk, il 2 B AR 2 R 72 Ak 22 28 W sl I 2 IR ik R A SR R R AL, M2 IR  ORG Z BR A
HARMBER o - 2 FEFEAL (T.E. Creighton, 1983, Proteins:Structure l Molecular
Properties, W. H. Freeman&Co. , San Francisco, pp. 79-86) , N— K im &) L ek, UL Az AFA]
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C— AR R I I e AL o

[0253] AU BHIEALEE Bv8 Al / B EG-VEGE £ Ik 55 — R84, T id SL 154 00 15 2k
2 R RN TR K . “ D RARRBEIEAE X AR S H (K723, IR KSR 741 Bv8
— A ABELLSY (T5 A B AR I A AT A BRI AR 25 R0/ BT B bR B 2E4L )
/BRI — B AN ERIRFEF)) Bv8 B EG-VEGF T A ANTEAE IR AL AT i o IhAb, i
ALFERAR R IR AL A T AR AL, &0 S A [RD B 28 70 46 P R L 49 L A4k

[0254]  7E Bv8 B EG-VEGF £ Ik s I 2R AL A s i v LIS o R 2 R 1R S 51Kk . i i
O] DL, W, 17 AR JF 51 Bv8 B EG-VEGE T s in BRI — 8% 2 AN L 2 IR L I 42 Fa ik
T O O- FERHEEARAL ST 5 ) o T3k, 7T LB I DNA ZKCP 224K, i 51 2 E 1o 45 4 A
Bv8 22 JIK 11 DNA H [ T A & A= 58748 M 7= A HE 128 T i 2 5 TR 1) 25 1, SRl B8 1
IR T

[0255] 5 —F{ i Bv8 8k EG-VEGF £ Ik _EHE4L /040 H (175 702, B IECHE 1A (glycolside)
TR A A T SR AL BRI 5 AT 2 SRR, IXIEVETT S L, W 1987 49 H 11 H Al
%] W087,/05330, LA & Aplin 1 Wriston, CRC Crit. Rev. Biochem. &5 259-306 i (1981) .
[0256]  Bv8 B EG-VEGF 2 ik i 21 73 11 25 B ] LT ok A 2 Ak 248 B g Ach 38 o SR, B3 18
Ao A5 G P R L B ) R R R B i I 2 5 1 R A SR P AR ST o A2 i R B AR Ay
A BT N 40, ) 0 2 WL Hakimuddin 25 |, Arch. Biochem. Biophys. , 259:52 (1987) Fi Edge
%, Anal. Biochem. , 118:131 (1981) » Z ik A4 5 BRI BR T LAAI FH Thotakura %%, Meth.
Enzymol., 138:350 (1987) FriR I Fh N — FI4h — BEFFRE RS20

[0257]  Bv8 B EG-VEGF [¥] 55 — 2 3L M & 1M A 4%, % a3 [ & F) 4, 640, 835.4, 496, 689 ;
4,301, 144.4, 670, 417 34, 791, 192 B 4, 179, 337 ik 75 2, ¥4 Bv8 8% EG-VEGF Z ik 5
WNER O ZFE (PEG) RN HBUERAMNGE S EEOR W — &,

[0258] Ak B Bv8 Hl EG-VEGF th [ A4 itk & 70+, Hrh B8 5 0 — Rl 2 kel
1% 7371 B4 1) BvS B EG-VEGF,

[0259]  7E—NSEjti 77 &b, iR ik & 4> 1 L 7 Bv8 B EG-VEGF 5 FR2& 2 Ik T T il 1) /il
G, AR 2 IRIR DL - AR PUAR] LU RS S IR A . RAARZE— AL T Bv8 8L
EG-VEGF ff) & % — B R %L — K. Bv8 Fl / 8l EG-VEGF 11X 2R R AL — bric 2 X A Em]
DL Pibn 28 2 IR B R R AT . 55 41, S LR AL AR 28, {8 Bv8 Fil / B EG-VEGF B& | F
Pt - BPURE S — R G ERMARE L G R A S AT e faift. SFibr2%
R B L B PO AU BT B AN . SEBELHE SR - AR (poly-his) B - A&
% - HZ R (poly-his—gly) b4 ;flue HA br&E 2 Ik S Hopifk 12CA5 (Field 5%, Mol. Cell.
Biol., 8:2159-2165(1988)) sc—myc A5 %% LL & &t X] & ¥ 8F9.3C7.6E10. G4, B7 F1 9E10 i
& (Evan 2%, Molecular F11 Cellular Biology, 5:3610-3616 (1985)) ; BB 4li Jfd 42 ¥y 55 Bl %
H D(gD) Fr2E K H Ptk (Paborsky 2%, Protein Engineering, 3(6) :547-553(1990)) , H
© bR 2 £ Ik A 5 Flag— Ik (Hopp 2% , BioTechnology, 6:12041210(1988)) ;KT3 & £i7 fik
(Martin %% | Science, 255:192-194 (1992)) ; a — 1 & & 1 % 7))k (Skinner 2 , J. Biol.
Chem. , 266:15163-15166 (1991)) ; F1 T7 FEH 10 8 A kPR (Lutz—Freyermuth 2%, Proc.
Natl. Acad. Sci. USA,87:6393-6397 (1990)) ,

[0260] £ %5 —SEiti )y B, kA2 A ARG BvS il / BY EG-VEGF 5 %0 S 5K £ 1 sl S i Bk
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HAREXBHIEE . ST 2B BRRE o+ (PR SRR =) M5, Fridfsnl
PLst 5 1gG 73 F 1) Fe XA

[0261] i) S M EL B A A P RG B BR v 2 “RE I R 7 SR A S G X ik D E
BERVBCRE X M Fe K456 o T, il 8 AR B Bt FH () Bv8— # 2 3K 8 1 ik & 14 5K EG-VEGF- i
PEEREE AR A TRET, B4R BvS Fl / Bk EG-VEGF R IR A C K 5 4mlid e BRE A 1H E X
JEAE N Ak, 0 n] LT N R4 .

[0262] 3@ {EULALG T, G hE & 2 Ik 2 /DR B S e Bk AR A B B TE E X R Zh BEE TR AR
BEIX | CH2 FT CH3 X, 1R[] LA S 1H & X 1) Fe X 1) C Runsk # KA ERE CH1 1) N- Kb sk
BRBEIAH N X B AT AL

[0263]  REAT Prd & B DDA ROOF AN B s HARAL U2 AT LA, 3 HoR 7 A8 Bv8— 4
R ER T KGR A0 PR d A, T DIOX X B8 7 i 1EAT 1 F%

[0264]  7E—LESLjf /5 1, Bv8— S kiR L ik & 4R / BX EG-VEGF- Sl BREE A ik & 14
B A R AR, B e B R B 22 A, JUH B AR sl DY SR 44, ZEA B4 W091/08298 Frid .

[0265]  FEPLIESEHE T S, Bv8 Fil / B EG-VEGF JE4) 53k C KRimx (Jid Fe X ) BN
Kumfha, ik ¢ R X HA REsRE H, Hlin ez ik E [ 61 (1g6l) RN IhRe. W LUk
HASEREE E X 5 Bv8 R/ B EG-VEGF [@ Al G . SR, SARIEFERLA b v AR 4G T4 Bk
X A EIFAEAR RS AR RN S (e M2E EFR 2 166 Fe s LB FEE 2 X FI5 — M kEE A
114 B 5% 216, B E e SR A ISR 23 ) BT 4. 75 BARDUIE SE it T %
Bv8 S EMRIT A5 1661, 1gG2, B TgG3 HHE I ECHE X AT CH2 FT CH3, Bk 5 CH1. %%k CH2 FHI
CH3 X flG o RlG A DI s FFAE SR, S5 FE A7 mmT DAE ik 7 0 S 30 R i o

[0266] 7285 T S, ik Bv8 Hil / B EG-VEGF # iz 3R 8 K & 7R 41 e 0 2 R 4K,
JCH A R RS — Akl - DU SR A, T, X e R 0T (1) G e Bk B 1 VA CL NI SR e 4544 . m]
DA R — R L2 R DU 4 5 14 B8 T, b TG TeD AT TgE. DY — BAICAEE s 70 1 B S ik
FEPER ;T — R DUEE s gE R R AN - oo AR AIE A E7E. 1A BREA,
B /R AFE Tg6 BREE 1, fEIMIE P BL 2 AR TE A7 . £ 2 BRI H, A0 - 5
TG ] LUAH R BAN ]

[0267] 8, A]K Bv8 8% EG-VEGF J7 414 A\ fb e BR i A S RENUR BE 741 2 18], LIS 31 & H
AR IR A MEIXAN ST 2 9, 1 Bv8 8L EG-VEGF [741) 5 e Bk A B
W ERE 37 ARk, I LR AEECREAT CH2 [X 2 [R]BRAE CH2 T CH3 [X 2 [R] . AL 2 1A
1] % I, Hoogenboom 2§, Mo1. Tmmunol. , 28:1027-1037 (1991) Hj4KiE .

[0268]  JSVAE AS i B () S B Rt B 3 AN 2 S e Bk R 1 R B A7 A, (HAR R AT Sz SRR B
BE 5 Bv8 B EG-VEGF f 2 Bk 1 EAE Rl & 2 AL &5 &, sl B B 5 Bv8 B EG-VEGF @il & . 71
RO PR, 65 G BEBR AR (A FR 1Y DNA T8 % 5 964 Bv8 8K BG-VEGF S BR 8% 1 B fib
S AN DNA FL ik, Wiy, v ERER R B 55 &, M He it — P oo e Bk - B
SR, E AW AR R B R O ERE - BREXT . 1A RS IR M B v AT LA
Z: WL, sk [ LA 4, 816, 567 (1989 47 3 H 28 HIEZHL ) -

[0269]  {E—ARIESEHETT =, TR A R W S Bkl B R 1) Sz BREE B P41k B 16
PERRER L BRI E X o A AR RGB R S, DL A N TeG1 A1 TgG3 Sz ik ) 741 T
H TgGl TR B Ak, ToGl e =T LAERAH S 5 A B AM . 1963 (4T £
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HAG, KMz A S EmE AN BT AT, e H AR S 2ok T = A A 1) Tg filts
BCXT DI, A% 2% R S e BR 8 A 0 e g5 AT DhRERE . 1, TeG3 BBER K HAg 225 ih
(flexible) , BRI 55 A LAIE N BLK FRPRG B 22 G A 8, IXAE R Z A4 B A 5 TGl Rl N A B
ANBEIEFATT BRI DR . J1—F IR AT s 1eG S Behli i 2= &R 2 — 0 [R1 2 —Z8 44, 1 Tg
WHI % TgA Tl TgM 73 il Al = AEFE A Tg A2 — HAK BT SRR R AR Sk . XTI EE 4
RPN R T vE 1 Bv8 S Be okl MY 2210 5 5 HH Fe X @ 2530 01 2 PR3N Th et /2 B
By, & TeGl, 1962 M 1gG4 #EA 21 RN W], (e BIERME R G T 2
ANFET o TeG4 NG AMA, TeG2 IIAMABEGE RE T B399 T 1eGl. 1M H., 5 IgGl AN, 1gG2
ANGEG FRAZ AR MR B P PR A B R 1 1) Fe 5244 TgG3 X TAMARGE I & & s AL, (HH AR
NG WUV K HE TeG FIF R A =4y 22— X T AR R Rmn s, 5—1
a5 SR AR AR FE MY (allotypic) ZRMRMEE . —RILE ARG Y
PR 7 T (R Bh S B0 TG [RIAP AL . 5l an, TGl A VYA My 2 B e M R R S A7 A, e
P (GIm A 2) £7 T Fe XAt s oA iy Glml ANHA SR Rm . 1 1863 A 12 AN MLidg 7 R
SEPER RSB, AL T Fe IXrp oA 3 AN 5 (G3m5, 11 A1 21) HoAg — RSz Ji vk
FIRh AL B, v 3 SR SR W AL M E R T v | SR 3R

[0270]  RfSEAGIEERE AN 5, — A B0ER: R BB X DL IR 2 Ak, & T Ak
AR R R I e . 7B Bk, B o Bv8 0 I C- Rumbk R 20 1B T
BAE 161 BLHE X 741 DKTHTCPPCP 1125 i 1~ F i 2 Ab o

[0271] 3 T~ 44 RN 3R 58 S B Rl B B ) — M U7 vk B b3 i K& Bv8 Al EG-VEGF () 77
VEAH TR . Bv8 FH EG-VEGF # 2 Al B 2= B 77 {8 (1) 44 3 U7 v &, ¥ i 14 Bv8 Bl EG-VEGF !
53 1) cDNA 7411 5 Tg cDNA JE A b & 76 R — B e . tm] DL S B4 Te v Beiil &
(% W, ) W Gascoigne Z& , Proc. Natl. Acad. Sci. USA, 84:2936—2940 (1987) ;Aruffo
& Cell, 61:1303-1313(1990) ;Stamenkovic 2§, Cell, 66:1133-1144(1991)) . J&— Ffl
GIEATFEREWTPINIAFLE. b 1g6 BEHHE E X K cDNA, 7] LURHE & A T4,
MATAE B R ESN E 7 4 B IK) cDNA SCHE A, il i 2% A2 Bl i 5 5 Bl s Y. (PCR) H2AR 53
o #4904 Bv8 5 EG-VEGF [¥] cDNA LA K S Bl B 2R 1K T #43 H5 IHcds A BEAE T it 7 = 410 i
e A AERE R ORI T . O T AR LB 4n e 2Rk, T RUR R T pRKS Y EAR
(SchallZ&, Cell, 61:361-370(1990)) FlFE T CDMS H)Z 1A (Seed, Nature, 329:840 (1989)) .
A DAMH S R € 1) B SR 5 AL, B 26 T e vt (R B3 05 1 22 TR (R A 41 P 41), SR B L IE
HIiZEH: (Zoller 2%, ¥ 2 Res., 10:6487(1982) ;Capon 2% , Nature, 337:525-531(1989)) »
A LME & B B R, b — 2 5 Prif e R A — 0 20 oAb s BRARGRAT R, B4 2
36 1k —48 . B}#, AT LI PCR F & 1d MUK 1% 70 IR B 0 3B AR IRl — D e HE T .
[0272] %K 1k Bv8 Bl EG-VEGE it 22 4 B 2= 19 7 3= 40 M0 &R (0 b 4 3= B WL ok T R IK 3%
o S ANFERFENEOE, ZwE W] DB B8 ek 4w, 288w
B ETA- #4019 293 AW 48 g 50T DU 26 T pRKS (1) 33 7438 i 5 R 1) 8% PR 405 g VA UE AT
[ BT 2 e, T AT 25 0 G 2 R B 250 2T CDMS 28 R ] LA 38 ik DEAE- 7] 5 Hli vk
e gy COS 4 e (Aruffo 2%, Cell, 61:1303-1313(1990) ;Zettmeissl & ,DNA Cell Biol.
US, 9:347-353(1990)) o 47y HIRAF K E N, W] DIERE e gers 140 R 2 Jm Rk ek
R o a0, T LIS T pRICS I EAREAFAE Gnbd — A M BRI IR g (DHFR) JIA T G418 it
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PERIB BRI R SN TP E G RN S (CHO) 4B M. 7RI 7Erh ikt G418 itk sulst s7F
FKPAS T 3G Iy DHER 157 28 AR AE 7R IR 18 0 T B FRiX 28 5o 16 Hi 25 DHFR 2 A1
5 VIR R B 32 A R i IS B v B o M S Rl P R R N- o A i K
B S RE A, 00 T4 e G g B o or s . B S 2S5 M O S B RG B Z 3 km B
B ME— U fE - 40 90, SRl J B AL mT DL R R 22 1 BE R sl AN AT TR 4N
5 kRt (Gascoigne %5, 1987, HHAL[E |, Martin 2§, 1993, J. Virol. , 67:3561-3568) .
[0273] Gk B 2] LB LSRR 2T b BEAT 44k . R A A VR A SRR AR IR 53 PR
T A R BT R S e B3R B Fe ISR RIAN AL . SR A ] DU Taifb B L A
v1, v2,80 v4 ERER AR 2 (Lindmark 2%, J. Tmmunol. Meth. , 62:1-13(1983)) . &
A G PR T/ B RIA B v 3 (Guss 5%, EMBO J., 5:1567-1575(1986) ) o 3
FUECAA B B 25 () 25 i DB R B, tnT DUAH e 3 . AUMIER & 22 T dan 8 il FLA R 38
WEER (CROIH = O ) 2R 53R AE LE BE VP B Bt I A o (P A BRI (7] o S S el
MESED ABEA G ENES S IR A8 R BT Fo IXIHRePE B, 2L 50 A0 [F] i
A, — RIS, HIERE T ERFRECARR, £ RSB IR IR A T L E R A S A
PERT R AR E 2 — 2, TN vy L1 &, SEE A SRR A T HA R Fe
R BIPUARIN & E— A S, 4561 PR b 2= m] DAI7ERRTE pH (3. 0 B iy ) B
A BT A K ER ) pH S A RN . IX R SRR ZE AT AP SRR LS >95 %6 4]
PR B 50

[0274]  A] DL H A0 88 O A0 1) H B 5 AR, BiA A AR R A A B G B REAT ISR E
M, R 24k B0 22 kG B 220 S B2 RN B AT O 7R W6 B Bk I JZ AT (Hutchens 5% | Anal.
Biochem., 159:217-226(1986)) F1 [f #H 4 J&8 # & 2 ¥ (Al-Mashikhi 2§ |, J. Dairy
Sci., 71:1756-1763(1988)) F SHiik L. HEHUAM &, ENES FA A _LRIAT A
A T B AT 55 f i, I B R T eI i A R I BT S 308 70 TR IR Al Ha fir - (charge
dipole) .

[0275]  FEELIS, W LAl o8 XURE 7 ok S B R B 22 o RTIHG, A i BH IR 5 5 4l Bt 32 ] LA B
8¢ EG-VEGF [X 5 55— X, Wik B 57— P A R 7 1 XA FE(H AR T VEGF, Bv8 LL K EG-VEGF
e, MTRFERES TS, B8 LA PUARERRN S — &8 LNik&G ik E
BE - BREET A U B eI PR - FEEE I =R AR 2 AR, A EAN S T4k,
"W RO 2 U e 1 S 5 B 2R BB — 2B B quadroma B BAF= A2 Fh DY AR TR G4
S5 EAH R P G — 2 A G S5 R B 25 1 — 4 PO A% IR 2 G 1 A R (S AS = 2 = b o TR
V), MAZIRG W) h Al i i 7 ) AR A 5 o

[0276]  F. 4% 3% 52 Bv8 Fl EG-VEGF 3P K118 54

[0277] ARk B K 0 06 A G ) LU %65 5 TS 26 BEBL 0L Bl G 98 Bv8 1 / Bl EG-VEGF f#]—
s Z M AEYEYE (B3h3)) BPHLL Bv8 1/ B EG-VEGF fIZLN. (#5417 ) I 75i%. Bv8 fl
EG-VEGF i shFIFFE BRI HR Bv8 T EG-VEGE VM. EF R FEHUFH 25 M 35610 1) 57 15 1 46
it it WTLL % 5 Bv8 il / 8% EG-VEGE Z kG & 52 B E 4, 8t T4k Bvs
/ BX EG-VEGF 5 & 40 i a5 FVAH EAE IR &4

[02781 1. /D4 [ohiiidk

[0279] /N3 AT LLEAGAE N Bv8 BB URIA / B EG-VEGF Jzh 7 S B (1) se
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FEE BRI ME - SRR/ 70 0] LS RAR Mo+, & A HLEEA AL S P FIR
EAKR KN AR TIXEER . 17 EOh) 2 2 R0Ny 7 S0, R4t Can 2
Z Rt e B P d s PRI 2 1 RR S

[0280] i1 ] Bv8 S Eh I ERFEHIFIA / 8 EG-VEGFE ah 7 s Hisn Ny T I0k i 418 At
VPP IE %5 5 Bv8 F / B EG-VEGF J& MR 7RI W ik ae 7 DL . KRR BK—1
SR E A - EE AR, LR 7> ¥ 5 Bv8 5L EG-VEGF 2R 45 5 1RE 1. 765
—SEAF A, KM G 43 T Bv8 5 Bv8 2k 4G Bl EG-VEGF 5 EG-VEGF 24455 11 RE
Jie — AL T % T, Bv8 24K EL EG-VEGF 3214 4) %Il 4 Bv8 BY EG-VEGF 52{A& — 1 fil Bv8 B}
EG-VEGF %21k — 2,

[0281]  FEARL SEiti )7 %&b, /N4 1 Bv8 B EG-VEGF 1zh 57 18 i & A1 184 Bv8 B EG-VEGF
() — B2 P AEDIE R I RE RS 8 o I, 5 /N F LU R RE D <152 N B 40 IS TH, {2
P R A AT, W SO, B I A AR R, W R SO . 5 Bv8 B EG-VEGF [#)— 8K
Z P BT A TR s 1 A G W R e BB A

[0282]  FE 5 —SLjti /7 &+, /N5y Bv8 B EG-VEGF $5HT57 @ it & A1 190 Bv8 5 EG-VEGF
) — B2 P AEYTE R RE RS B, /N LU B80T P00 R 4n M 5,
F 20 M A7, B AR R, W R SCATIR o S B8 BY EG-VEGF [ B 22 BT ik A= i Mk 1) 4
A PR 2 AP

[0283]  fEik b &40 1F5 3 B il 0L A R I B8 D AE A5 G W002/00711 T W003/020892 H1
/NSRS TR .

[0284] PN 7 41 H 14 5E

[0285] PN Bz 40 A7 i

[0286] %7 24 Bv8 I / BY EG-VEGF ¥sh 7 B B ifk & 4 mT LN F 75 AR B 5 1
to B, Bv8 FI / B EG-VEGF F5H17I ] LU TR T i .

[0287] 2. A EHilk

[0288]  BEASIAU Bv8 H / 8} EG-VEGF A4 %Re Mk FR B Eh 7 2L iy A AR — N2 sl MIER v [
itk (BFEIE - N EHUARR AR ER) , LU BEPNHI Bv8 T / 8K EG-VEGF A= 49) 2% 1t
RIFEDURBL I AR - N2 ol R R e DA (AR - NS HUERR AR TE ) , 1
BFEEAR A IR LA FEDUA ) 2 TR IR T 7)1, BRI B il 1K 8P iA IF
i 1R AN BT — R A S AU AN T, TR an R .

[0289] (i) Z wlEHiA

[0200] il 4% 2 e BEPUAR I TV A AU O 4N . 2 s FEBUR T R a4, i an, i@
b — R 2 R B B R, W R TR, WAL W, A I R SR 2R
TE ST B BRI/ B W B ) S AR P e M L T B e IR R s e (0
38 B 8 A B S RS ARG ) FEAT B 200 o W] LU R 570 1) S 4] B8 o 1K
SEAVEFRAT MPL-TDM.

(02911  (ii) B sm B Hifa

[0292]  PATERERLAAT] LUE A H Kohler A1 Milstein, Nature, 256:495 (1975) B &3t
FATIRG 7 e 4%, B AT UL EE 4 DNA 7kl & (£ E L) 4, 816, 567) .

[0293]  FEAAZIR vk, A/ BB B I8 B A a6 B (macaque monkey) %
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W SCHTRUEAT S iz, DARIEOIR 28 = A sl et 2 A2 S S iz it F B R Re e PR 455 BT AR Bk
LA, B, IR 40 M m] AAE AR S ERR. SRS, T bk L 40 i 5 v e 4 L HH & 28 R il
F), W 4 T RE, DS A8 8 40 il (Goding, Monoclonal Antibodies:Principles
F Practice, pp. 59-103, (Academic Press, 1986)) .

[02941 4 bh i) 2% ) 2 AT 96 4 w] DARE A /e BB IR AL P 15 9%, ik 85 97 2RI &5 — 5k
22 PPN A B (0555 AN B 988 A0 M AR A BRAF IS 4 5t 189 20 5 235 A B 6 98 4 ke = e N
Wo 15 NG WL A2 MR Bo Bl (HGPRT B HPRT) I, R AT Y8 ) 55 78 230 A0 HE IR G | 2 ikt
W R ER (HAT B55R5E ) , iX 264 5 PH 1 | HGPRT— i fé R 41 i 11 A4 .

[0295]  AJL1ok -G Ve 40 Mo A L8 REA AU Bk -G SRR T I P AR A ple 4 i LLAS 8 ) s AP 7 AR
PUAA, FEXTE A0 HAT 35 95 5645 AR IR LU M 40 B o by, D010 1) 6 90 40 T 5% 2 L 18
J% 22, W1 H Salk Institute Cell Distreibution Center,San Diego,California USA 2L
MOPC-21 FIM. C. =11 /N ERUIRE , R phr S B AR B S 588 o0y, Rockvi 11 e, Mary land USA
fE) SP-2 B X63-Ag8-653 4H . A HRIEPR A EHERT UL A/ W — A Bt B i e 40 i &R
o] T AR ES AR (Kozbor, J. Immunol. , 133 :3001 (1984) ;Brodeur 2%, Monoclonal
Antibody Production Techniques #1 Applications, pp. 51-63Marcel Dekker, Inc. , New
York, 1987)) .

[0206] W] {E A ALK R AT TR 4 L AR 5 R 56 T 23 M BUIT R B R ) B e BB A i 7 A= G
e, ZR AT T 20 T 7 AR IR B S R AR 5 S R S PR R A e e B IS AR AN S R
WURCSH e 73 M (RTA) sl S0 22 W A58 (ELISA) SR04

[0207]  HApeFEHUARRI S & 2% A ATl RL, Bl 41 Muson %5, Anal. Biochem., 107:220 (1980)
FTiR Scatchard 73 #7252 o

[0208] %55 H e AL HA I o 5 e R SRR O L/ B0 TR R B A I AR AT TR A )
3K 6 41 A I ok A R A R VA 3 — 2D v [ O B bR o 5 VA 34T BE 9% (Goding, Monoclonal
Antibodies:Principles il Practice, pp. 59-103 (Academic Press, 1986)) . i T i H IR
BrFR AL EHE, 940, D-MEM B RPMI-1640 KiFRhk. 5) 40, ZeAC g 40 il LUEEAT R A K, )
Vb A IR T

[0209]  HHIX LY. b [543 WA 1 B0 v e B A4 T LT 4 1 FH L e e BR e Al Ak 77 VR AR 7
Fe BEK B TE 2 B, TR 5 B B (1 —A-Sepharose FRELBE K AT JEHT VBRI BLUK BT
FEERET .

[0300] % AL 5 e P HT A4 ¥ DNA BT FH B L7 VR AR 28 2 1) 73 B AN e () FH B8 5 4 0 1%
By [ BT RE AR BE 1 FE AR 2 5 6 U SEAZ EF BRIRED ) o ARATIR 40 o /23X 2K DNA (A ik
Ko DNA 7 B 5, ALK A AR IR BT, AR 5 FH I R IA B4 Jurg =40 e, W KT B
A A COS 4 i 7 G B NS (CHO) 4 sl AN 7™ A= S e BRER 1 1) iy B 9 4 e, DA 4
HrE EA b R s BT . DNA R UG, 1 4, A 9 i A SR S RE R R 102 X 9 7
SR/ BRI 5 P 815k A& i, Morrison %%, Proc. Nat. Acad. Sci. U. S. A. 81:6851(1984)) ,
B R AR A BR 1 2 IR AR B B 2 a7 4 5 S e B 1 ST AN AL &5 ARk 1B
io FEIXFPT7 b, w] Ll 25 H B A SO id Bv8 B EG-VEGF #3771 B Fe [ Hi /R B # Bv8
8¢ EG-VEGF F5 9077 5 se BE DU 45 SR e M “ Ik &7 5 “ I 57 Difk.

[0301] k& sk G PUiA T LU & st B ik 5 Th i CL AN T VR AE AR S M &, A FE R L9
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FATHRFN I T7 1o 304, AT LA i B AT 46 s . sl I T Rt R B R A S R R . i
T B A 1S R ) S W R EE RS (iminothiolate) AL —4— 3T 366 W % 2 g
(mercaptobutyrimidate) o

[0302]  HLAARIEA S| EWEAE T P IER,

[0303]  (iii) AJEALPiik

[0304] — &ML, NEADLAT O FA—8Z D B AEACRE R 2 5 ik gk, X
SO N IR IR AR IE RO “ oI B BRIE, e AEE Sk B Tl AR K. AR
FE L A 2 3% M Winter M H [ 3 (Jones Z& , Nature, 321:522-525(1986) ;Riechmann
2% Nature, 332:323-327 (1988) ;Verhoeyen %% , Science, 239:1534-1536 (1988)) Frik, H]
W14 CDR B CDR J 1V SEBUAA R AH R SR AT

[0305] AL, SXAE A NUEAL” LA R Gk (Cabilly, AR 1), Hoh 5e s A Kn] Az
XA 2D — 8 23 Bl AE ARl AR R P A AR s rh, NPT aam & 2 AP ig, 2
CDR Bk H A BEA &3 FR B FEA5 Mk B BTk th AL s AR FERUAR

[0306]  EEEIIAE, TR NIEAL S5 IR B T X BRI S8 0 ) L e R AR . R
BN, 28— AL TR, 3 FH 38 AR A1 RS AL e 91 ) = YEASE R 53 B 5 A 471
A B ST AR = ke il o6 NJRAL AR, S Bk ER B = 4ERIY A R, R AR AR,
RN GBI o I8 T R8N RE 7R T 18 S e BRER 1 7 41 P BE I = 4E A R 25 R 1 o 5
PR T8 I 80X 48 g 7R 45 SR AT 23 A Bk ik ik 128 8 BR 1 1 471 £4) D e P n] e A 44 11
YERL, By e s m i 1k S e 3R i A 5 PR 255 B D ikt . T iX A 7 v, AL
A IFAV G150 9 1k PR Bk IF 4, AT A 20 BT 75 BP0, W 840 R R S8 ) 1
e 2, CDR BEE AT Him 80 KPR &5 6 1. PEILSEIE L) 5, 821, 337 Al
6, 054, 297,

[0307]  (iv) _AMyditk

[0308] A B og [ it T] DL i % AT 08 U7 VA A N BE IR /N B - N R T R
Je 40 R T AR N BRI BT AR (R AH DG e T 22 DL, 41 40, Kozbor, J. Immunol. , 133
3001 (1984) ;Brodeur %%, Monoclonal Antibody Production Techniques 1 Applications,
pp. b1-63Marcel Dekker, Inc. , New York, 1987)) .

[0309]  BRAEFT Ll LR (/e ), gt Sz e e o 2 UM S e 3k B AR
BRI DU P R B ADUE. B, CIRHAERSNIRR (germ-1ine) RAZ/P R, Fiik
HEREEREIX (Jy) ZERRIAEG 62k T BN MDA A B 58 il ¥ AR R Rz IR
1 22 R W 271 2 8 380 1 ik 2R 5 /N B, o 3 SR PR B0 A 00 T 7 A N Bidk . i, D
Jakobovits 2§, 1993, Proc. Natl. Acad. Aci. USA, 90 :2551 (1993) ;Jakobovits Z&, Nature,
362 :255-258,

[0310]  Mondez % (Nature Geneticsl5 :146-156 (1997)) #k— 3L ki T H A I 4
firda A Xeno /AN TT7 AP FE DA/ Ui &R, 93032 BIPUR Bed e, m] 7= A= e M 58 4 A3t
I o IR DR IR N BB BRI R P 2 I R A4 B R BT PR T 17 BB R 19/
RSB Xeno /N TT HAAE 4y 66V, ZEH, 5842 Dy Al Jy RBL R =HFpASFEEX (1, 6
A x) K 1020Kb NEEHEFEDR PR, JF BB 08 32V, 25D, J B G FEATA 800Kb A x 2
PRI o 3 48 /)s B A = AR e AR B A2 By W BT AR A5 25 77 T 25+ 7 ARARL, R AR AR DR =4k 4
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TP A AT o T TR Ty 15 B R 2 B b BRI PR R b R R B HE, AR T
WIRPLIRRIL.

[0311] B, A FIWE A JE R R (McCafferty 45, 4R 348 :552-553 (1990)) M A # i
PRI BR ST A T AR (V) X BT A LB AR b 7= 2 N R PuiR ik i B Ak H 0t
FAR, PR V X BEER 5 220K R R (B M13 B £d) 32 B sk B AR 78 8 11 Jk IR 7 [ 22 AH [+
) ) T AEE PN, 0 Wk By A SRR () 3% 1T R 7 A ZhRe PR ik i B o TR A 22 DR R0RE , 5 Wk Ty 4
PRI (%) 555 DNA #5 U1, AR PR BT R I D RE R sl B AT (M) b H6 5 3800 73 28 J R B0 4K 1) G
T IEERIREAT a4 PRI, W TR A ATT T B 40 MO KT8 20 e Ao Wk B A4 JEE 7 ] DAL 2 e Uik
AT ;1K L2238 L, Johnson,Kevin S. FH Chiswell,David J. ,Current Opinion in Structural
Biology3 :564-571(1993) . W A# FH V JE I B 2 A kAT B A 7R . Clackson 2%,
Nature, 352:624-628 (1991) M Fo35z /I i B R YR 1K) V ZE BRI BEHLAL & /N ST 43 B — 4tk
ZREIPT - WEMEE BT . A FEAAT Marks 2%, J. Mol. Biol. 222 :581-597 (1991) , 5{ Griffith
S5, EMBO J. 12 :725-734(1993) JITiR, #a3 R S0 % I NSRRI VIR R 2, Hor st T 2/ 2
FEDUR (BB SIUR) Wik, TERR G NG, Bridkst B DU sl F L B o (&
AL ) o Horp— ARV T4 R SR N, T RE 7S fR o A1 ) 2R I S e BRER 1 1 B 40 e 7 bl
Ja PR B M B E I XA IRAR ISR T LA CL 08 “ A ” AR (Marks
%, Bio/Technol. 10, 779-783[1992]) kAifjj . FEiZ 7, 8 i W g 74 7 T 3RAF ) “ I3
A7 NTUR RIS R AT AL B2k, 7722 FH R S0 5 (AR R V XS AT R R AR AR 1 P 5 4 i AH
PRI EBE AR EE V IX R 2B AR AV A B M KR SE R IR R gk i B il
A AEE ORI R AR PR (AR A FERIBEZE” (the mother—of-all library)) HISRISGTE
Waterhouse 2%,Nucl. Acids Res. 21, 2265-2266 (1993) "4k, B8 A ILXFE W B AR K S R
R SRR ) NPT R BT 22 I, Griffith 5%, EMBO J. (1994) , firthhit. ZE 4t
AT DL T A A S P AAT A NP, A i A DUR A S A 1M A Sh A B AR AR (X
(PSR FIPE RIS ek o MR (AR “RAZEVIR (epitope imprinting) ”) , 1 ik B 4
TR B SRAT (WG A s )BT 7R T B ol i V I LRI B A VIR LR BT A 2 A, 7= AR
) - N AR XPURRIER: $300 & H i R R D) RE PR &5 G A s AR AR X,
BRI Az $E ] (govern) (#E (imprint)) WECATYIRIERE . E 1% 1 LSRR T 1 mk
Wl vV X, SR AR (L PCT LA HIE W093/06213, ATFF 19934 H1H). 5
W& A BB IE I CDR B AE AT A% 2 NUEALAS [, B RS- AT IR i N B fa, A
AW SR P HE AL EY CDR ik

[0312]  (v) _RUEe eI

[0313] MU ik & HA E 0 2 D PR AN [ R AL &5 G e e MR SR e B B ig (LIt
NP NBEATUE ) o #il & DU PR B TV R AR U O o 548 b, XURE S i iA
P )2 SR 2 T e B ER (L BE - B Rk, A I w488 A A FRe 7
(Millstein 1 Cuello,Nature,305 :537-539(1983)) . M1 T Iz Ek i A EAE R BEREHL /T,
X2 quadroma ;=42 10 FASFEHLA S+ FIVR G4, Horh HA—Fh BoA IE# R U = 451
XTI IE#A 4 1 24k GRS ZE P Bk T) JEE 2%, Hrm 8RS R 77
£, W093,/08829 (1993 4E 5 H 13 HAJT) Al Traunecker 28, EMBO J, 10 :3655-3659 (1991) .
[0314] A4 oy —Fh I HO& AR 5, 7 RATh R4 &5 mtE (Puik - I g 640

45




CON 104001158 A W OB B 43/65 T

RO IPUATT AR X 5 e Bk A E 2 X PG o iRl G L 540 5 BBt X L CH2 J CH3 [X.
22 20— 0 W) S e R B ) BB E B X Bl o Pl & A R 45 & P e A s 3 — Bk
SEDX (CHL) HIRAE 2/ DIE— Pl & o nliGgn it e bR A B RERLG 1K, DL S BN, Swbs
o B BR B R BE R DNA 4l AN RIR A B0, S gL 208 508 A . XATIF AT FHARSE L
1) = 22 IRREEAT A8 JE () S 77 22 0, Re e At R S M T 3 — b 22 RO B A BB AR, DASR
3 Er= . (AR 7E 2 /DRl 22 IR RE LSS Do 3R 08 T 345 7= B 8RBT 1 bU A9 et il 7 S
I, B AP T =Pl 2 IR I Gm b e A4 N [l — RIS R . 7R 5T — MLk Sy
Eh, ISR U — 48 I EAE SR R S R R A E RN S —
S IS R L ERE - B (BRILSE 8GRt ) MWk ORI A FR
SERIA R T AR DO EE G 5 K E U RE (R A b 20 0 I R XURE S AL S, TR A IO
SIS B AR S Bk B LR RE, AT A B NA Sy o WTTVEATF T 1994 4F 3 H 3
H A TF ) W094,/04690 H,

[0315] il 2% XU Re 5 MR U AR ) 8 — 25 40 45 m] LA 2 WL, 5 41 Suresh %%, Methods in
Enzymology, 121 :210(1986) .

[0316]  (vi)_BE{BELHLIE

[0317] U R B A I BB I PR A R I Rh e A4 B AR 461 danmT LUATE 4o 2% 2R
20 40 W B0 m) AN T EL R 40 M (3 [ &R 4, 676, 80) B TR YT HIV S (WO91,/00360 Al
W092/200373 ;EP03089) o I B IBCHLAA T LA ARART J5 8 (AT I J7 V2o il £ o 16 B R A2 A
MR L, FRAESEE LR 4, 676, 980 th 5 — LTI AR —E AT

[0318]  (vii) BLiEHEX

[0319]  FE—HU5ji 7 &vp, ridishsnmn / sids il doik CaHE L, AR B AR,
DL RBUAAER ) 2Pk B, R T Z2RMEARM T4 difk i B 44 b, X85 B
T X e BHUAR AT S A K E AL R AT AR (W, Morimoto %5, J. Biochem. Bio jphys.
Methods24:107-117 (1992) F1 Brennan 2§ , Science229:81(1985)) » SR, iX L8 H ER IRAET]
T E A F A E R 4. B, Fab’ —SH i BEAT MK IAT B B 82 [RIOF A Ak 25 7 v
BB F (ab’ ), A B (Carter 2%, Bio/Technology10:163-167 (1992)) . ££5 —5Zji 7 &
o, MR B BE GON4 JE Ak F (ab” ) , LME{ERE F (ab’ ), 23 F A SE . W4 51— 77, Fv,
Fab 8% F (ab’ ), Jr BEA] DLE B N E A F A fuss w2 b o 8. dl& ik Bir g HoARx,
SR LR % I NATI= R T ATTEZ NI P

[0320]  (viii) % Edahsaiis

[0321]  Bv8 8k EG-VEGF JBhfIPT AR5 &A1 3 Bv8 8 EG-VEGF HJAM3 1t , £ 55 {H AR
TP R A ML AT, N B A A i DA R A A R BE ) SR M o M PN B A G B, P R A T
AT UL S A ) S8 F AR AU CL AN o Y B2 MBI TE 5 3 T an B3R /N7 bl
T HTIR AT . Bv8 FI EG-VEGF ¥zl P A w] il i Hoif5 3 M8 A e R 0 e, # inAE
W002/00711 A1 W003/020892 H AITid () /) il SE 46 AP 3E4T

[0322]  (viii) 3 EiEbifldiik

[0323]  Bv8 m EG-VEGF F5 55T AR 4 & AT 130 8 5% EG-VEGE [ 2EMid M , A FE{EA R T
PN B2 At O3B, P R 40 A7 DR I A8 A IR e ) R e W R R sE e 7 —

[0324]  G. itk 5 Bv8 Ml / B EG-VEGF AH H./E FH i1 (A 15
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[0325]  J& THN &R — & EAH EAE BT 5B n] LU T %52 5 Bv8 Fl / B EG-VEGF
MEEHMEASL s 7 AfFEAR TEREASA RN EE. £ 0] LIV K
G 77T, A R PR ULUE, PR B BUZ T AR AT A2 AL - 4iqh, SR %€ 55 Bvs Hil / B
EG-VEGF #HEAEH I E . XA, Bv8 8 EG-VEGF 4143 v Ll KEH, Hrl %
PERT AW, AR T B I Z5 PR, 805 H Bv8 B EG-VEGF H— X BN E &&= H.

[0326] W] LUK A RE A 258 465 5 Bv8 B EG-VEGF AH H./E H i) i LRI 1K 57 o 1% 28
J7iEASE, B4, R BRI Bv8 B EG-VEGF BiILARfA, #2 UL T CUXT M gt1l SCEERIPLIE
PRI FZ A 77 2RI AL

[0327]  — i PRI 2 (1 0AR AR FH 1 7 75, M2 &R &R (two—hybrid system) fEiX B
FEANRE R AE A 2549, AR PR 2K R I — P RAS A SCERHFEIA (Chien 58, 1991, Proc.
Natl. Acad. Sci. USA, 88:9578-9582) , 7 HA] LL M Clontech (Palo Alto, CA) MK,

[0328] &) 5 2 » ] LA FH A A 1 A 2 ) S e B 9 b % 6 B 1 R0 JB0RE < A — o JBORE FH 4
B2t S0 B 1 11) DNA- 255 X A% P IR 5 4 Bv8 8K EG-VEGF sl £ Ik Ik Biit & 2 1
(AR T 18 47 il T L, 5 — Fb FOREAE A cDNA SCIZE ) — 3843 « T &t e 26 S5 38000 2 1 ) 38
T D RZ T IR 5 S b O EE A A0 250k P I R RN EE 1 1K) cDNA FliA i 4 . 4 DNA- 454 X il
B JFURLAT cDNA SCPE AL 315 A W ZE R I BRI % B (Saccharomyces cerevisiae) H1, Bk
SR (4n HBS B( 1acZ) B~ DAL & ik 6 s M &5 G A7 milo AT — e i
BRI AN BEPEIE IS SR R e 3% ITIAR DNA- 255 IX AR B AR AN RE U0 2 IR e AN et
TG DI RE, BT IR0 DX 2 AR AN BRSO A2 A B A RS A BRI 45 G A . XA G
A BAH AR A AT DLE T A i D Re RS R, R EUER S R R IR, %R AW L i
I8 AR T PR P R e SR A I

[0320] PTG AR REAH G 2 v U Tk 5“8 (bait) ” ZEPR = AH BAEH
()8 B DX SO . 0, {H RS PR filth, W LA Bv8 R/ B EG-VEGF 1 A 15 TH 55 B8 7™
Yo ¥R FERABE cDNA J741) 5 9n i iiis DX (1) DNA @il FHZ SO PR id J5 18 Bvs JE A 5=
V)i T8 EG-VEGE ZE R ™4 55 DNA 55 X Bl -5 T 45 1) % 6 AR IR SR L 2 A0 31 1 BRI 75 TR AR
W R I R IR RS SR R AL A 540, AH R BR e, BT DB B8 ZE K] 41 BK
5 H EG-VEGE Z&: K] 2 41), 451 4t Ji 1R 225 DR (1) - JSCBEALE » v B Bl 28 A, A L 5 4wt GALA BRI
DNA- &5 & [X [1) DNA Bl 7F — Rl 38 . AUALIXLE RV, 00 B 00 Sk & R DR SR IR 1 S
JRURL. AR5 FH DNA I 70 568 58 B ik SCE SR b 1 2 1

[0330] M MA—Fh 4l fo 22 FPAS I H 515 7E B8 55 (Rl 7= ) 5175 1 BG-VEGF & K =) 4H H.7E H]
(R N, AT DL AR RS e 1) 77 V2 ) 45 % 40 i 2R 1 eDNA SCPE o AR AR STk (1) B A
RE, 5, AT LK cDNA v Bl AR, A E A1 GALA I3 SR80 X il G 72— Al B it o
%S UL 57578 Bv8 JE Rl —GAL4 Filié ok 875 1H EG-VEGE JE (Rl —GAL4 flid ok 3L 4k 2
T lacZ ZEF IR MR, TR lacZ 252 25 GALA BUE 75 a3 1 9K5). H
cDNA 9t 5 GAL4 3R B0G X FilG  IF 59518 Bv8 JERR ) a5 1H EG-VEGF JEER ™ ¥)AH B
PR 0] CLER 4 29 1t GAL4 R R b IR 2k o ] LU A J0 5 VA Al HY
IRFNRIE M BT « SR T MIX BE B RR A4k HY cDNA, 5 T3 dad A A0 00 i B ) A e 1)
254y B TE By JE K — AH BLAEH R A EA 1 EG-VEGE ZEp8 - AH EAEH 821 .

[0331] 1. 375 Bv8 Fll / 5k EG-VEGF & ik siF M (v &4
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[0332] &1 PA NiRE R4 - 5 Bv8 8i EG-VEGF AHHEAEH] (BNARZE4S) B &9, T8
Bv8 8k EG-VEGF 5 H 45 & HA . KIEY) (cognate) BRAZMARIKIAH BAEH L&, LA
Bv8 1 / B EG-VEGF JE[RIRIATE . (BIE™Y Bv8 Fl / B EG-VEGF & [H Rk K ) BT ML
A Bv8 Fil / 8 EG-VEGF 7KML& 3w IR A 1356 % @ th 5 Bv8 FiT / 8k EG-VEGF
=R Y CUEshF 740 ) 56 FFmT 75 Bv8 Fil / B EG-VEGF ZE R R A L&
Y. 20, B0 Platt, K. A., 1994, J. Biol. Chem. 269:28558-28562.

[0333] W] AR A & BHIEAT I e AL S B 46, (HANR T, K, Jufk Je o By, DLRHE
HHIUAED CBIWKESLIY) ) , EATAT LA Bv8 81 EG-VEGF, 8 Bv8/EG-VEGF 2k 454, FfAid
0 AR BRI BTE R CRIEENFR) ) s i R AR BLISOR s v CRIFS L)) o

[0334]  IXZRALEWELFEAEA IR T, dnm] s eIk, RS AR T ALK SRR i 5 (2
L, 040, Lam, K. S. 25, 1991, Nature354:82-84 ;Houghten, R. 2%, 1991, Nature354:84-86) ,
UL Bt D— A/ B L 48 284 1) & 25 IR 4 Rl 1) 4 & B A 2 R AR 4 1 R I R IR, TR
(phosphopeptides) ( 445 H AN PR T Bl HL 3 73 22 1 1 B 82 0% K 19 B A (members of
random BY partially degenerate, directed phosphopeptide libraries) ; 2 W., % 1,
Songyang, Z. %, 1993, Cel172:767-778) , Hitk (WIEMEAMR T 2 sE Bk, NIRLHLIE,
Pl - MR RIBUR, i S PR B R BEPUIA, BL L FADb, F (abN) , fll FAb $RIAJE B, M SR AT - 45
G RED  IEAANELEIL D

[0335] W] UM A< A BHIEAT 0 e ) L e A A W AL HE, (BN R T, BEIE A AH 40 e ( iy
FZ 4 ) F5um Bv8 B EG-VEGF & (R R 1A B2 W 55 Bv8 A / B EG-VEGF /1 F 1z te (H
g, IS 5 R SRR IR R Y X B SR R AEAH EAEH ) A O IR IR A A AL
NGB, M B Bv8 B EG-VEGE 5 1t B 2 i 8 A 55 Bv8 Ml / B EG-VEGF 15 5 1%
I8 R, BRI IR AR S — S e 40 i oy R~ s TR AL 54

[0336] V1S HLERBLFIFE ZRE AR VT %2 BEVA Y Bv8 B EG-VEGF R 1k 53 1 4k &4 5k
DAL BRIt . 7E% 8 HIXFE A ERA AW )G, v DL TS A B X B, 1%
FE DI AT I AR FRAR S B e T AL S AT DR AU O 0 7 vk 5 5, 9 AR
AEERIT O, MZR W AZ IR T4, BMAH R A WA AW 5 H R AR TE U B 54
IR R % » 7 J5 — i Ol W DA AR 25 5 80 X— 26 b PR g 7 v, i o 4 H i Rl
(factor) FRILE A HECKR AL IR VERL 5.

[0337] B, W e o R A () — 4 LT i ) o 3k m] DUk L v (BRI e se B4y 1
GERIR) X Sedn RS ) SRk 5E . U3 — 710, AT LLH [ AH B AH NMR et g — 28737 Al R .
FEART HE B 58 G5 ) () S5 7 VR ] LU T 3RA5 88 70 Bl Se BE IR LT &5 74 o JLART S5 44 m] AR R
SRERN T A BRI B, & nT DASE iy Pl o 1Ry MRS R 5 A R ARG F

[0338] 4 LI HY AN S B BUAN IS RS 1 () 45 44, W A 2% T o LI B A B 7 vk 58
JSAZ S 1) B R RS AT o AT AT LU IR R A 7 V0 ] LIS, s s e T HAR B K
o (INEABZIR ) KIS BAMEE, ST SV Faahif g 7ol e A, TR
25 (thermal ensemble) G2 IMAR Y, BRAL A, XK ZECR R IR AL &, FRiEsy
Ty (RERFRERAZEE ) 2 n, Brrbot A cmim iy, Bk
ANGEREBANGE R 1 110 S 50 S5 44 ] DAVE iy A IX b Ay v ok v S LIRS BERS A 1) Se B &6
Ry ISt Py — A B il o
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[0339]  fi, 1A SRES, W AL, B Bl A A e TS s (BREE AL ) 4
R CLE, W] LB R R S G LA E AT 3 1 G R A5 TR IS s 2 R 2 5 e e 1 1
G o IXHE R ] HH B S W8 ARG AT s S5 A AR TS G AR 45 46 01 5 B g 0 AT 0
(R ATAH BAE LS Y. XFERIHE R AT L T8 i), (B vh AU B . R &
e H [FX LA S HR A2 Bv F / 8 EG-VEGF 35 PE R ¥ /R 154 o

[0340] 55— 75 [, AJ LA IR L8735 I 00 B 7 4k & ) Bl A4 %5 58 2ok A AL &9
A LU O ML S A S W REATAG , AB M B &5 R 280w wT DUR B8 R F TR LS9 R S 5
TG EANVEB TR RE o R JF R R I G54 5240 & DS MR SUE5 I AH EL AT, A
M 72 A2 15 T 04T B 47 Bl VR FH SR 47 o X Fh 77 20, W LU A -GV I R 84k, w5 an
AR S [ it 3 B AR A EAT PRI PP, DU SRA 5k 1 e e 1 s 1 RS 1 2 4k
/N

[0341] L& W] DAMRYE XS Bv8 B EG-VEGF v MEAT s (BREE G0 A1) » LLRAH IR S R s 1A
THI%E , REE TG Y R LR T R AU T2, HR S AU AN

[0342] 7p 1 # B R 4 £ 1 0 CHARMm Hl QUANTA F& J¥ (Polygen
Corporation, Waltham, MA) . CHARMm $h4T B &t/ MEF 4> T35 115 ThEE . QUANTA FWAT 4> 1
SRR AR A, T ST ARE AR IR 43 BT o QUANTA SR VEAT FLAGEE A UL S LA R AT 43 - AH L2 1)
HIAT M o

[0343] X T 5 RAAE M AE/EH AW SN B LR 7] L2 W 205 SR,
1 Rotivinen, %% , 1988, Acta Pharmaceutical Fennica97:159-166 ;Ripka, New
Scientist54-57 (Junel®6, 1988) ;McKinalyand Rossmann, 1989, Annu. Rev. Pharmacol.
Toxiciol.29:111-122 ;Perry Fl Davies, OSAR:Quantitative Structure-Activity
Relationships in Drug Design pp. 189-193(Alan R. Liss, Inc. 1989) ;Lewis fl
Dean, 1989Proc. R. Soc. Lond. 236:125-140 F1 141-162 ; 3 T #% & 41 4> 1 B2 & 5% 1k,
% D Askew %% , 1989, J. Am. Chem. Soc. 111:1082-1090. H & Ji & 1% 1 | [ 4 & 1t
FW) o B OHLFE B ] BL M 3 U BioDesign, Inc. (Pasadena, CA. ), Allelix, Inc.
(Mississauga, Ontario, Canada), LA/ Hypercube, Inc. (Cambridge, Ontario) 23 @) 3k 5.
SUE IR P - B O B B R S M 2 N vt 1, B AT A T ek DNA B RNA
D IRy e R 25, B X SR E Y

[0344] [ SCEFXTRENE O 45 S AL S I BRI £ 04T T I8, (B v LE 24k &
V) (RFE TR G BUNAL =) 50 ), URAEE i (AR ) SCE L R] LA
AR DRy A0 50 B 7R AL S 4 o

[0345] i it A S IR RES 28 H B4 -SR] LLR T, 0, 1358 B8 SEER P AL/ B
EG-VEGF J: Al A= D . ] LURFIZ AL AL & W) LR T A SO0 B 45 7 B, DUER
ST — R AE B0 . V6T A B0 E IR G W2 LLS BUTAT AV Fhe R B BGE , BRAS
(impediment) , T B S AZ 1) & o

[0346]  b. Z3H15 Bv8 F / 8% EG-VEGF &5 &AW 5

[0347]  AILAW T2 R4, H T X268 S Bv8 il / B EG-VEGF #H HAEH (tngss ) sifE
BALL Bv8 i/ 8 EG-VEGF, S8 T4A Bv8 Ml / 5 EG-VEGF 5 &S24 555 B M) sl i
FHHEAER G BT ARG nT LU T, 04, 71 B A R/ B4R 1) Bv8 HEPKT ™
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YIBN EG-VEGF ZE R =W ifvE 1 s 138 Bv8 1 / B EG-VEGF HIAEM)Thie s7ET g h % 2 AT e g
YR Bv8 il / 8K EG-VEGF (1) 1E % A BAE G4 &4 s 8 E A1 B & 0T LUBER S8E 1% 2540 5
EM .

[0348]  H T %32 5 Bv8 il / B EG-VEGF &4, 8k 55 Bv8 Fl / BY EG-VEGF X% 2 AR B i 4 45
E AL SRS, 708 ) b K4 Bv8 1 / B EG-VEGF 55L& S N IREY), 1%
LR AT R (D B TR) R0 45 A A2 DA SR VP PR AL 0 AH EAE R T S5 i B R AW, %2 AT LA
M AR B AT/ SO . BT ) B8 AT/ B EG-VEGF ff) 2R A AT LR i 2 i 56
(1) H A R AS 5] o 450 01, A5 B0 0E HH IR AR 52 AR B3l 37N, W AR 424K Bv8 B EG-VEGF,
B M B Byv8 B EG-VEGF, Ik, Bt & — B £ 1> Bv8 Bl EG-VEGF &5l 57 R4t
PR R (L brid, 2 BT ARE AW, %) FEABRZKNE G EA. YA EMIEH
55 Bv8 HAH HAEH AL A YT, v LAE H X BT Bv8 Fi / 8K EG-VEGF 12 Ik LA & % Bv8
8% EG-VEGF [l &8 .

[0349] ket ] Ll i 2 Flor Aok T . Bltn, —Fh 58 &% Bv8 Bk EG-VEGF, H %
JHR, K, BB E R R AR B AE b, FRAE RO 25 R I A I 4 A AR [T AH B IS B8/ AL S 4
BEY L EG-VECE/ b5 E 51 . (R KT — 5L 77 %7, Bv8 B EG-VEGF Jx
I AR AT DL 5 7 [ PR 1T, A A BARE DAL & 0 mT DA B 3 sl R 4 hm i o

[0350]  7ESKE B AT, AT ATy (kb FH A0 AV A [T AH o R A Ao il R s 45 S A
F i [ 52 o AEFEAN 456 nT DA ik o] A T ] B b 4 B VSV TR T SE IR . Bk, T]
CLAHRr e T4 [ 2R I DT AR (Pud e BEdiig ) HiZ s adlis BIE AR . pridsk
i ] A5 28 R I8 o

[0351] & T EATIRLS, Fo A [ o A 20 s I 3 2 A i A8 A 2 B B 3R T o RO SE R 5 7
REAS BT T B A 7T 52 0 TR [ A R SR T R 4 A T B 25 (o, TG PR3 ) AR R VY
Moy o WA LR AR TH I 2 AW Rk mT Dod ik 2 Aoy XSt Y Bl R ] e 4 7 358
ORI, RS H [ e 78 Pk R i AR L R BHTE R T 6. 4 Bl R e 45y 5t
KBRS, 7] DU TR e s I 6 6 70 Pk R I 1 =254 B, A b id KR 5 T
IR B A BUE CGXPUAAR S T DL EESR B FRIC B —Te Uik RIE R 1L ) o
[0352] B #, W] LALEVEAH AT SN, A N =9 5 R e B R 443 4 8 FR RN 264
40 s 5w T Bv8 B EG-VEGF 2 [, Z ik, ik, Bl & A 8 WAL 5 P i A DL A R B
W B AT AT A8, UL XU R] B8 2 A0 55— 41 0 B0 S AR ac P AR kA
HWERNEEW.

[0353]  c. 4t Bv8 il / Bk EG-VEGF [¥AH H./E H 1k &)

[0354] 5 Bv8 Fl / B EG-VEGF A EAEH I K 3 FAEART PO “Ei 5/, XEeg; &
BCXT AR ] BE 2 5 Bv8 Fil / 8L EG-VEGF /- S A& 2. BRIk, 75 B4 TP B3R By
S G BO I OAH ELAE AL S, AT TR BOE SR LA R ) Bv8 FiT / B EG-VEGF
TEPERN /B S A AR DG (BT Tk B ERRE ) .

[0355] A+ %5 BE TP Bv8 B EG-VEGF 5 25-& Fih sk Bix i AH FAE F AL & ) R 56
G5, HEEAR R K ) 457 Bv8 Ml / B EG-VEGE Bl L — AR (A D) K7 45 45 e 5 W 1) | v
TG, Z I R FH BB TR0 25 At A2 LA RV IR IR A 20 AH BAE IR s B T &9 A
TEEAL SN HIE Y, TR R MR A YTEE R A AL SR 4 T il 45 o Fe il
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G AT DL s S 7R ROVIRG Y, BB T LU AERS N T Bv8 B8R EG-VEGF Fl1'E 45
G B TG AR — B TR I AVR S o X HE R NAR A IEAS & R AL A ) 85 %
RIS 24 N ARIR . SRJGHIN BvS Bk BG-VEGF 5 45 & X2 6 T AT 54 . £EXT 1
KRNI R A, ABAE B A R S I NV IR EH ASTEE A1), MR vk ie &
Y)THK Bv8 8L EG-VEGF 545 G XA EAEM . 546, ] UG AE S A Rl & e
i Bv8 Bl EG-VEGF &5 1 ¥ K MR -G B4 W BB S 76 5 A 1 AL S P AT RAL Bv8 By
EG-VEGF I R MR GV H B AW AT st . U7X S 0l vh 75 B2 400 tH B 2e ks
SRR SR AR Y SR 1) Bv8 BY EG-VEGF A& 1E ¥ 28 I IAH AR A AL S, IXFh b
BOEREEN.

[0356] T4k Bv8 Fl / 8% EG-VEGF 5 &5 & B X W 4H B4 A i 4k & 2 161 43 M7 vl LLR H 57 i
(heterogeneous) B [A]Jfi (homogeneous) . )i ¥ M Bv8, 8k EG-VEGF, 8%,
G LA G TN YIRS TR AE b, IFAE SOV 25 R ISR A S AR AH B R A, A5 R SRR
o, BN S NAERAH AT o AR 7R, W RLSOR S SRR IS I, DAME SRS
TR S A FME B B, 5% 4k T H0AH B AR A ik &4, v LUE e
AN AR R I 00T BEAT RONR 28 5E BRI, S A M4 B o I N R BRGS0, SR 5 7
A\ Bv8 B EG-VEGE FIAH B AEH 45 G EA ) s B MR A« 5348, X e 2-5Y)
1% AR R AL S, 0 A B a5 A e s 2 A ) B — M o 4k &
W), AT LR I TR R A W e Bz A S 0 I N S SRS i AT R R . SR
i 4R

[0357]  {ESFFIRE RGP, K L2 Ak (Bv8 B EG-VEGF) B AH H.1E F 454 Fo X M4t 45 45 [#
PRZR I, AR () Tk B R bR o 75 SE e, o M SO o B P s mT Ui i
eI BN G5 S T E o AR GG T LA AT 5 18 o o [ 436 1 Eu 4 BvS B &S &
XTI SR B, W DARTRE S T4 A5 400 i [ AR B A4 i ik ) s o 3
R PRI AT LA S 4 F e .

[0358] O T HEATIZIAE, /R S IAL S W) HI S TR i 8 ) BRI RO ) 2 T
ek, JRVSERUE, B (B, @iyt ) RN 5, e s -G 10558
SEAE BV AR R o 05 55 7E [l R 2% 1 10 2 A s mT DA It 22 R0 5 SR . Y A 48k ] o 119
Yy s Se A BRGNS, A I HH [ 52 7 P IR SR T IR UR T T B AW, AR w il E 1
V)BTRS AR AR ICIN, W] UL TR R LR DN A5 AR T iR R I ) B E4 94, R A dsid
FRHE S T B WA [ 8 ) S P it A AR 5 v LB Rbric s AR A 3T —Te LA
FEbrIc ) o MR S A ZH 2 IS I , ] LIRS HH 4 ) 52608 el & iR B I 254
IR &9 o

[0359] B, W] LATERF AL & W47 A0 Bl = (1) 241 T 7EUAH P B AT IO, AT s N =) 5
RSN I 53 53 88, TR 2 G4 490 F RS S T e A — 5 5 28 40 1 T AH B A SR B 4
W e Z G5, UL T 0 — S bRt Ak K e 45 i 254, (6
FE WA A T N 40 43 B I, ] BLSS 52 DI B & W8 & R e i 26
VIR AL S o

[0360]  EA KWK 53— Lt 7 2, AT LR R B o 721277V, il 4 PR B £ ik
(Bv8 B EG-VEGF) 545 & HXI M E &4, H AP Bv8 s &5 & B bric , (Hizbrid
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B A5 5 T TR &Y 2k (2., B4 Rubenstein (138 [ &0 4, 109, 496, ‘A
P IR AT S 3 M7 ) o BN BE 6 4 JH R 0 TR R A4 1 18— Rl S K0 R U420 J5» s
PR T RIS XFRE AT LSS 2 SR BT AR BRI

[0361]  #E—AN ELARSZ 7 S, W LA % Bv8 (8 EG-VEGF) Rl A AT . 5k,
AT UL A A (W pGEX-5X-1) ¥ Z ik (Bv8 5 EG-VEGF) sk jik 7 Be 54 bk H ik —S— #%
Bl (GST) ZEHFE, it i fhG o7 e i ARG S E PR E T TR 2 IR 4560
Mo AT LUK £ A EO AL, T T A s s B LA, ORI s o R DL B A Rk B B S
HRRR 9 7770 o TR DA Ik A AT RS e 1) 5 vk FH O P R 2R 0T BT R IR . A
SR EE T LU LG B OV AR DR E K - BUIRRER b ARG s A AL E D
(S G0 4% B AR/ A AR B AR O 45 6 0007 20, IS INAH B 45 S RO . 78 O 45 R
I, ¥ R 25 G A VE 25, MZ RS P AR LI S e BEHUA, (2 S R A AN 456 .

JIk (Bv8 Bk EG-VEGF) 540 H./E 45 & Bl it 42 1) B AR ELAE T, nT LIGE Ik I & (4R R e 5 45
P K — B B0 B 45 2 (0 SO 3 T () KA o R DAk e A LA ) e Sh il T L S
ST I B (R S P PR

[0362] R, 7EGRZ [ KB BEH K - BUIRBEER 0T, v LUK GST @il & 8 1 S5 AH HLAE
P45 O IR A BT o BRIk S 4] LAAE BB 95 R AEAH B R IR 82 5 N o
SRIG IR A I IR D H K - BT E 2R b, e R 45 & )T . Bv8 B EG-VEGF 5454
B X540 22 TR0 AH A FH 52 B0 P00 O FR A, nT LUB LS bR 8 S0 I 52 5 R 45 & 10 U i
SRIATRLI .

[0363]  FEAS KA 55— 5l 75 S, T LU XS N F 2 ik (Bv8 8k EG-VEGF) Hil / slAH H4E A
RO sk g A RO ) (ESE AT YR E AT ) Mga XA B B K
WA — B, S R AR R AR . AT DU AU S B T 2 Bl ok e It
N EE AL A X VEAAE, AR T S i — R R (R TIE AR IR -
FEUTIE R A 07 X 45 A (R BEER o AR5 1T LAIE HH 4 s 52 640 vh 38 R o () 335 BR1 P g M
A o XGRS R AT R 5 0 B, T A o BT 1 E 2 A 4 A ) O
[W5AR o B, W LU Ol 5 vk — P (i AR [ AR T, A2 5 Hoa A bR it 45 A ek
YR A EAE R IEE: 4 TR Ca e it & (KRS (R IR ) ACEE . YRS, 41
XoF LR ) B A 45 A DX AR I R AT LLBR RF S ] A4 T 2 4, T oK L 23 8 R o 2 R R )
FPI % E o — HARAT T SRbs 40 i P 45 & B ) R B8], AT DO BE RS BEEAT TR Ak, DU
RIEPFTRE AR R B AR EA R g A 0E M, R AT i sl A o

[0364] A LA I Tk Bv8 I / % EG-VEGF 45 75 [ A4 5t L, 7732450 n, 15 3 F A E R ik
Hh, H4 GST Al B AT 2 SR MH K - ZIEMEBR4: & . A1 BLVEF 45 & o )T LA
SSPPERIRE 22 01 ™S Fn i, P 1 o (1 B A5 a K AR IR o T TSR = A0 o ) 8 1
AR O b AT g Pl RE A G, fTUH QAo bric g 49 i (R4l
ML &5 A BTG IX ) Vel Sk, o B L /e e 4 . b % H BT LLE 4 ik
St 4%, mi A E 4] DNA BOR 53 Ui R E A4

[0365] H. Y40 EW

[0366] A SCATiR Bv8 £ Jik, EG-VEGF % Jik Je SLif 15 4, €345 Bv8 Ml / 5 EG-VEGF [ 3))
FIEAEPIFITT LLLLIR ST S RN o AR B BT i 22 J0k B L1 5 4T LA HE 8 0 D7 v
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i, DA ) £ 2590 % A S A A8, Hooi X B Bv8 R/ B EG-VEGF =41 5] 25 8 &
IREFRE - Bv8, EG-VEGF BRI & iyayr Pk Be il m] LLan + il & A Ba e (b
R A4 ) 1f) Bv8 Fil / BX EG-VEGF, 5 11 2 1) 245 FH 24k % 71 8l A2 22 7] (Remington” s
Pharmaceutical Sciences, W. |:30) V&G Bk T BOKEE I B o AIHES2 2R RTE )
BYRRE T 2 B 7 I R B B I 40 R sl FLBh ) e = Tk o S4B, 36 B2 e 9] L it 1
B IR AL EHVIE P EREPUR N s/ Ny 208 (D T2 10 Mkt ) &
H, WifiiE B E, WIRSREIRE O 56K RGNS LR e, 28 2L M H 248 &
GBI R AT G RS 2 IR B =R 5 SR, BRI oK A 4, B G A 200 L H S L 5K
BIKG ZEA 5000 EDTA SRE R H F B e sl (L ZROH B 5 3k S B8 i s f0 / BRAE B 3R T
M5, 1 Tween, Pluronics 8% PEG,

[0367] TR 25 Bv8 Fl / ok EG-VEGF 4 752 JC W Y o X AT DAIE i A48 40 AT
AT 53 s ANAEVA VR RN EH O ) BT B i 8 o o e i a0 1T ) SR Bv8 R LA AR
FIAGRAT . G A AY) Bv8, EG-VEGF sk 4410 F & T HA LW O 1544, %
L R S AR A R e B T R S 2 R ZE IR

[0368]  Bv8 W] LAL#E HH B AKE FHEGEB G4 2. Hll, & LLY EG-ECGF B¢ VEGF
4. BG-ECGF W] DLIE S e A K T4 & sk &40 25, i, & nl LY Bv8 5 VEGF 41

I
/) o

[0369]  Bv8, EG-ECGF IR ml U567 LAR i 1 FL e B M7 Vs — e Al T,
FEB A » W th MR AN Mg D RE , S R B, B B e A

[0370]  #52hiktn y LN T VE— 8 Bl &wi ik, LMW, & R, 2L N, 2R A,
LB KN BRI W SR AR AT S B, R ee 2, BB AR IR R A 2 .

(03711 A< J B 285 20 & 0 F) 300 8 0 B s 24 Ak P AR TR ) e o R T S e RO 0
B B B AE 24 IR AR 2 0 T A BB D 8 A B S AR W EAE I SR . Bh A S B RT LU 8
NEWRIT A RN ER AL 48 T 7] LA4% M Mordenti, J. #I Chappell, W. “The
use of interspecies scaling in toxicokinetics” In Toxicokinetics Fll New Drug
Development, Yacobi 284 , Pergamon Press, New York1989, pp. 42-96 1 T iR Jgi ], ke #a 440
T (e 20 R A EeB] (Interspecies scaling) o

[0372] 44 B Bv8 Hl / B EG-VEGF 22 Jfk LA il 37 7% X FF 8 R il b 275 25 HAZ e il 57 B
HIE TR AT 75 45 25 Bv8 AT / 8% BG-VEGF 22 JIK (153 (A RS TRy I i, 2% R0l Bvs AT /
o BEG-VEGF £ SR Hf T e e h . i, ¥4k (¥) Bv8, EG-VEGF sk 41 &t
A 1% HR A5 Tt 5 R sl 57 2R RO il 2 BB 2 (0 il 491 38 PR RS 1 44 25 B S iU iR
FATE - (PEPEIR TRE) BURE) B, ERAGWRIES (s, A& Ak
4, TEFLA, AR BRI K B #E ) P aliAE KL (macroemulsion) F1o XREAR LI
Remington’ s Pharmaceutical Sciences, 16™ edition, Osol, A. Ed. (1980) H.

[0373] W] LA Bv8, EG-VEGF BRI & 45 A 55 SR U 7 b I TRy . RREERTR
30 FR) 3 2 SIS A — 0 TR AR 2 053 B -5 W) 5 o, Qe P e i 3 o 2 R 5 o S
P40 H5 S MR KB (W ER (- A L Hk - 7 T MM Bs ) (Langer 5% , J. Biomed. Mater.
Res., 15:167-277 (1981) ;Langer, Chem. Tech., 12:98-105(1982)) sk B ( Z %), BAS
Be (SCH & A 3773919, EP58, 481), L- WA 5 v LH -L- RAMR M ILRY (Sidman,

53



CON 104001158 A W OB B 51/65 Tii

%%, Biopolymers22:547 (1983)) , NW] [ MR L0 1R L5 (Langer, 25, AL L), 8{(A]
B A R FLIR — FRE S IRIL IR MU Lupron Depot™ ( HIFLER — FdE LM LR YA 2 WL 2
1 (leuprolide) LFRERZHRGHIAITES HISERR ) , BLACZR D- (=) -3- B2 TR (EP133,988) .
[0374]  REWI LI - LR OIGERAIFLIR - 32 LR R R 80R 8 7r 1 100 REL B, i —
UEIR BRI A A IS TR BN o B i Ak B I TR BR AR AR N IR, " AT TPT Be bl T 2 R
TE 3T CHIEI B rh AR PEBEE SR, SR A ia v, Bz Jm ] Re & el . ] LU B 4H
RMWIER BT 8 A0 G TR o 0, 40 5 A B4 5 I L3 T A A R i B 8
M B3 - (8] S=S B, W] 3 1 A5 Ui 50 ik B ik o IR M v mh 4 T 45 TV B2 L SR R i 1)
AN I0FR) MU A e B S A A S )R SR IRARE
[0375]  FF 42 B i Y Bv8 il / 5] EG-VEGF 41 & 4t m] DL AL 5 A JIR o 14 60 2% 11 Bv8 Al /
8¢ EG-VEGF. 7 44 Bv8 Fl / B EG-VEGF [ JIg 5t A4 i i A% 40k 2 0 77 v K il & (Epstein
41985, Proc. Natl. Acid. Sci. 82:3688 ;Hwang %% , 1980, Proc. Natl. Acad. Sci.
USAT7:4030 ;DE3. 218, 121A ;EP52322A ;EP36676A ;EP88046A ;EP143949A ;EP142641A ; H 4
L) HE 83-118008 ;2 [H L H 4, 485, 045 Hl 4, 544, 545 ;EP102, 324A) o JI§ KT Jy /N B
JZ (unilamelar) (£7200-800A ), HA RGBS B it 40 30mo . %6 H[E B, 832 AT ik Le A7)
DIEAE Bv8 ¥ R et
[0376] 4R 24, Bv8, EG-VEGF s &6 T S i / sl )55 S0 e iy
WA o X PTIR S B RS T A BR ), AB AT A A2 T B2 1, T H H A 22
AR, I HASBRARA S W s MR 7 B0 P . 3 AR 300 i) 49 5~ (0 FR BB 51, FLR
ST, BB, A BN 2l IR IR a8 1 o A n] BB 31128 B W57 (patceh) , il 71
(plaster) AT, YLk DB A SCERARITE R .
[0377] & T HRAT HE R BC HI50), W LUK G i 40 W R 45 ) 9 BvS, EG-VEGF sl LA & 5
AR KB TE 2 KRG R A Y an PEG R A, DME Y i LA 18 A 1 R B R B 1
RS AT LAAE ) 2 BE A ES, 190 4, 47 4E R AT A, WlkAL I 2T 4E /AT A, WG ek 4T 4
B, ARG A YR, MIE L R IR FR AT Yl 31, B, IR AT YRR, IR SRR AT i3, I 2T
YEZR, FRNFE AL YE 21, NIRRT YE 3R Ve R M 70 ek s B0 B AR IR 2 Bl hzfr
S s SCREVERD s TR BE 5 AR SCBE RN i R BE (dextran) sHING s SR EERE 5900 s HE M s K
FERE SPTRAR SR I W5 2 8E RS A (glucan) (HIEMMAEVEESY) LUK,
P T SR 5 ORI AR L s PR AT IS PG B8 s AR AR AR AR JIS 5 S SR A= F0 v
G ASTIERIEF XS Y ZR G N TEVERT, Toie i, h4 5 R, HA KRS S0k
i BRI RAL T, AN AT AR AL BB ) Bv8 H / 8 EG-VEGF k2 AeE Pk
[0378]  fRILEH 2 HE ALK LT 4E = ATAEY), AL 7873 %558 44K IR AE USP Al i £
B, g, RIRLT AE MRS AT Y RAT AR, WO BE AT YE 3R, o SR LT dE R R T AL
FEAUER . AR ANIETIELT4ER .
[0379] A T-HEIRECHI 2R & — W — AR 7y 1 B A= 7 1 & PEG [RIRG ), XL BESRAT
WG EE o B4, 43 15 400-600 K PEG 5573 18 1500 K PEG HVR-& 4 2 LUl 2 L AR
G IRIFHIR (paste) INXZ H K& H K.
[0380]  FH T2 A PEG HIATE“ KM BAL RS AN 73 HOB . — ORI, 4T 4E %
FTAED s 5 AT DA o Mk ik [ Ry AR B SR, A ST AR E T AR A 2T Y =
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B I A 250 B T Y B 08 R IR X SRS AT LA Pk A7 A B KOs e o TREACRE RS
R K A R T B2 /b 0. 35 NEEEEHE]— ORI . Ak, AR AT D AT LU
)@, 4, Li, Na, K, 8% Cs e R .

[0381] Yt hsd A AR JR 41 4 22, Lk e BRI 4 2-5 % , SEARIEZ) 3% , 1 Bv8 il
/ BY EG-VEGF [ & A R 54T 300-1000mg

[0382]  f-1d i ] A AR B R DI G 7E—SU G 0L Fia e A 2 TR . i, wT L
H45 W Bv8 1 / 8% EG-VEGF, Bv8 i1 / 8% EG-VEGF Z%{£, Bv8 fI / 8 EG-VEGF % & 1A 8k Bvs
F1/ BY EG-VEGF ¥ a3 sk A5 BRI 40 fa bl AL, Il ix B BN BB E RN o AHRHE, A
R HH I HE TS B T S T IV R Tk A B9 | R R S B B
ST, AR 4> B8 R/ B EG-VEGR SR I HAAE 1 75 B 9 s 77 sl 3 Hi s
MMIAENB A FF LN RE RN 55, AR OFEEE AR S R AR AR TP 2ih
I7EERE L8 IR 8 b ks 4 R R E L e B B S e R S IS, TR N A
AL B 2B, RN 433 Bv8 AT/ B BG-VEGE ( SRR HL A4 Ut 1) 7 22 40 il sl 3 s bl )
(140 e, BT iR an e B AE AT iR A, ELATAR B n] LB Rk Bv8 AT/ 8 EG-VEGF ( sk iz sk
PR ) HARE Sk B B3 PN A FRR T, TUH RS BB NadF ke s ik
(exvivo) f=F Bv8 I / BY EG-VEGF (4 My B N ZEFH ATEALT IR AL . Fis
o FH FEETEAT Bl B AL 0 7 2 AN I T RN AR 2RI, EL A Ak 40 i 1 i) 2% LA R
EATE N B #2525 v] LS.

[0383] {7 Bv8, EG-VEGF BRILA &, BB s S (M 29 4 & W IR 3 AE 68 1
BN TR AL IR A VEAN U BZ 25 20 A W) B AH Y A @ FSR A 0B o AR SIskBy R
N KRB, ARYR V8T TR AN, IR 23 B A AN

[0384] I . ¥Jr Jyik

[0385]  ASCHEHIN Bv8, EG-VEGF K H s ifl siAE iR ml LAAE 22 Ff i W S50 FvG o7 A%
H o Bv8 Hil / B EG-VEGF 55 8 40 Mo S AR MG 58, B FE(HANPR T, 3& 148 g, CD34+
BEAEA 40 M, CD34+ Wk CLFEAH 40 Mo, SEAE BT A4 G, WK CFE AT (A 40 i, A2 40 M, DL 2 4
Mo PR HETE T30 0 4 Mo FE B 40 B, T 40, A0 L, e A M R A e B
[0386]  Bv8,EG-VEGF S H:alI ] H 1367 191 i 75 B 05 e 8 40 i A AR 16 15
BOPAE , IR B B840 A FR (AN PR T, BEFEAH 40 B, SEAE AT 7R 40 Ha, w8 b ok 40 g, bk 2 A4
., IR CAE M 40 L DA SRR L A e, B TR T T B R v 2 AR it A L K A S TR i
0 M 1 g R AN, B 40, BT 4E . AN T R, KA ROA T BT IR B 2 1)
Bv8, EG-VEGF, Bi H-3 sl )25 2 FLah . ik, ik FLah2 N . Bv8, EG-VEGF, 8 H: 4]
] LACLZ IREZ R K T 25 24

[0387] 441, Bv8, EG-VEGF K FL3ah I m] A F¥A 77 15 W8 rh Mok 41 B /i, bk 2 40 o sk /b
iE , B A R P (AT JEUR Bk R S BRI ) AR DC IR B RE o TR Y0 Bl
SE ] 54040 LA R SR AR SE 3L, B A MO B RE, T 40 M B R, R g A 41 T A T K
Gy, B AR » FARFIME , UL R e 25 BAR 9k o 5 S8R B v6 7 570

[0388]  —2BIEUL T, WO S e M i8N 3 BB BR I 5T o BvS, EG-VEGF B 45 n]
TR RE B BE AN YK &, 90 A AE IE AR RS2 VA IR T IR SR, e Bk v T R
FRARAEIA 1 4 PRI K I3 35 T JR 3 I e R G Bv8, EG-VEGE B2 & w] FETEUN » e
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FIEAST, B E PR A 200, BeA, Bl a4 2, DM dkag i Pk & A/ B nf g
PERIZN M, B 40, T 40 RIMEE .

[0389]  BvS8,EG-VEGF B{HA 47 5 7 —Fiib WS 5B 54525 . Bv8 il / 8K EG-VEGF
A LEFTRAL G B AWIETT 2wl R, 82 J5 45 2, {43 Bv8, EG-VEGF F1 / Bk AT
A E WS EPETT OGN E PR, Prik A S 9 sR A G W] AT ). ik
AT R FEE AR T, KA B (R AB ), Wign (e ), s Find, 37 - B4 (&

) -3 - i W, R A2 B (taxane) (TAXOL®, Bristol-Myers Squibb Oncology,

Princeton, NJ) A2 ( TAXOTERE®, Rhone-Poulenc Rorer, Antony, France) il
/BB (EIRRPIAESR) PR X7 0 & Fn 5 & 7 ] UL BT FK It
B A BT ket o , B0 T LA A 2250 (1) B AR L2830 SR i e o« X AR 301 Ay il & ) =
I Zikn] PLZ L Chemotherapy Service Ed., M. C. Perry, Williams&Wilkins, Baltimore, M
D(1992) .

[0390] Y5 —5ijiti 5 %, Bv8, EG-VEGF B L4 & 5 VEGF s L shii—tt 45 2. VEGF n] L
& VEGF 52 R HE I AR R . — A2 S5 77 2, ik &4 72 VEGE 1f) FLT1 2 AR b #1%
SAF RIS — S 5 P, iRk &4 2 VEGE [ DDR 52 PR35 8 1t 58 AR R sl H ik
Bl

[0391]  Bv8 Fll EG-VEGF W5 B S A nT H T 1697 55 1M 40 B 5 B4 5E sk 2 A AH 2C 1 i
TP o FITIA S A B A A ] R UM A M B A R AR DR B P e o HLAR S
T RAFE T BE PR A, BRI, R E A R, R UG A
Pd , BN AR E A R 2 s P o 40 B i 4n ALL, AML, MPD, CML FH
MDS #i i, O\ 4 4 < B 15 BvS Fil EG-VEGF 3214, Bv8 fll EG-VEGF 244K 5 H1 7wl H T4
TG o AH L MG A

[0392]  Bv8 Fll BG-VEGF i55 B F T 41 fiE 4k X &80 IS sh R4 B 70 vl 699 1 b
TSR . Al 4524 Bv8, EG-VEGF B4 A B ahRILLA S B WKL, CDA+T ¥k
40 i, R/ B CD8+T Wk EL 40 B R MG 58 AN / BiE 4k . Bv8 Al EG-VEGF HHS B AT B 45 245 LA
I B WREL, CDA+T R V40 B, A1/ B CDS+T bk T 40 o i B9 A0 / B4k o

[0393]  Bv8 Fil / 8% BG-VEGF W] {3k oMl CDA+T bk B 40 o () HEFE R 4L » Bv8 Fll EG-VEGF
755 CDA+T Ik EL 40 B i 40 M IRl 7~ AR Bl — N SERE T &8P, Pl 4 e Rl 72 TL-2 i/ 8%
IEN-Y o JEFEMEE S CDA+T k40 M (1) TL-2 & Bt Bv8 B EG-VEGF ¥kah#m] H T 5
CDA+T R L4 ML i 0 o« B FEPE S T CDA+T IR L4l e P 1) TFN- v 5 i) Bv8 B EG-VEGF i
FET T CDA+T 5k EL 40 i ) 34 5

[0394]  Bv8 #EHIH, BG-VEGE FEHUHILA K H4L& v H F¥6797 B B %50, b FArid 8 & %
FERE T &, WAL E B 4 Y, CDA+T 40 i, 1T / B CDS+T 4 M (%5 H ek 2D 2 B T ) o B S 77
FAUTE R A SCER AL 2R A S P RIGIT 5 B 5 Sz WA KT 1T, TRV B E s M o
TEPLESE 77 S, Frik B B Sz o RMEI , sl [0, 45 4%, SR Birs 950
[0395] it it LA &R 4 4 R 5 ok fy i S 6 g KR L84 B Ak S 4, W T
7 Bv8 Al / B EG-VEGF y& MR ik /KF . HAkH, %58 4 Bv8 Al / B EG-VEGF ¥ 375k
H] R Bv8 Al / Bk EG-VEGF 5 H 52 K1) 45 & Ik &40 F TIXFEIR YT, Hp FH s Bvs
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F/ B EG-VEGF ¥ AT T H . S blHh, o %52 Ryl {1 Bv8 I / 8K EG-VEGF K1k (¥
B Al T IX PR TT « BvS FI / B EG-VEGF #zh 71 LA K 3% i Bv8 A1 / 5k EG-VEGF
SER R B A AP mT F 3077 W8 v It R 40 M g/, Y0k 2 40 gk Ao, DA% f 93 0 B 35
LA g A ORI AN M, B Ibk EL AN R/ BT Uk EL A B B R NS BT R

[0396]  fb& Wi nid it LA B 43 4 05 R 16 S 50 %5 7 1) Bv8 R/ B EG-VEGF 53171,
AL 43 T Bv8 AT/ B BG-VEGF 15 M8 R IE I /KE, WA SCATR . b A4 dnid it P
EBAY 4 15 AR 2R SL B M E 11 BvS T/ BY EG-VEGF ¥&zh 7, 7] 4 5 FH T3 A S ik
(1) 92 S Y o

[03971 SV 3348 01 i 440 e 45 B8R 01 o) 8 4t B L 1) g VR T AEAR N B S AT o — 2
TR, 75 24 Bv8, EG-VEGE B L 21 A% 0 B4 71 40 F e i A 5 LI 33k L (AR 41 Bl 218 784 1y
J8. FH Bv8, EG-VEGF B HZH & Ab 3 i i ] FH Tt 140 , Bl A BT B0A 7 1Mk
BRI,

[0398] A& ¥) Bv8 BY Bv8 Fizl |8 dE B, EG-VEGF 8% EG-VEGF ¥a))3f sl A5 5w LA
R, WanG 7 B 0, 45 25342, R A I i 9677 BRI, 1 PRI D 26 75 AR 5 3143
AR AR BT Bk e R E R . 1B, NIRRT & Frelsh 25 Bv8 il / Bk
EG-VEGF ERIZRAF AT da &t . 4 SRy (10l F H A2 10ng/kg— 5t % 100mg/kg " FL3)
YR / REE mEA S LIEL 1o g/kg/ K ~10mg/kg/ K, IXER T45 251815, NEE
FvE 25 AN R BCHIFR AT LR X AS [F] B A T7 A A YRR AS [R) 90 8 800 X — Pl 2% B sl 4l 2R
AT 25 2t i b 75 19 75 ST DA R P I e 48 B B 21

[0399] T —FP 7Y A&, %% Bv8 Fl / 5 EG-VEGF LLRSZEH#E 4L 20 A 8 37 A AUH A M & M1
Bv8 /8K BG-VEGF 7K P57 5 R P ) I 32 126 B AT i s 2o 2 2R PN I B Wl ol 3 45
BVE VOERE RN VRN IA Bv8 I/ B EG-VEGF F 40 i « B34 I 22 56 1 72 A S 34T v
WA SOR PR 4E Fr o 3BT 1k ] LR I AR R 25 &) Hb 4

[0400]  FH 275 S b T RRHR N AR 1% DR A E o (BAEARIE St 77 58, Bv8 Il / B EG-VEGF,
KBRS FEBONE RG24, AR RERE R4 25, I AR IE — R 2D ik 4 25 1697 1
RS 6 N H, BALERFSE 1 N H B FILERF LR DT . ARSUREAR N SN, B
(1) FH 24 75 5 06 75 FR I R = TR 98 > AR P 17 D0 R o

[0401]  4wf5 Bv8 Fll / 8K EG-VEGF Z Ik 2 i nl LA TR IT » EREEEIT N
Hh R S BR 5 )N A DA AR ST AE A4 P B RO YR T A RO R R =), 48 o P T e ik B 2R TR
SR “CEEERTY 7 BEAL R IR AT B ] SRAF K A SR B R G TT , AR AL A
TBITFNNLE 2, Ja F0 Je— IR B 5 2 Uit G 7 2302 11) DNA B mRNA. )2 S RNA 1 DNA
A] FAE AR A BELBT R e R R TA VA T e N ORI, 7T OB R BE I SO i S 31 40 i
o EATIAE AR BLE D IR R F S 2R P AS 52 40 B 5 PR i) B8 T S 3850700 LA AR 40 i ok
&, (Zamecnik %%, 1986, Proc. Natl. Acad. Sci. USA83:4143-4146) , W] MG S 4% T & LA
B SRR, 4] ANty H Ay () 56 AT AR A7 Ay 1 i I — R 5 T o

[0402] HLMERTUHFEZRINBENT. TR ARREREZRER
B AR A1 555 B 40 i A, 8 A FE R B H bR BRIl e e 38 TR AL TR I RS B0
FLBN PR S 4 M B, A 58 IR TR B A8 HE 2 L B 0 S 4E B Rl . DEAE- Fi
FEMEBERR S ULIE VA S B AL IE 0 7k o R DR L B e R0 8, s 5 (T8 O T A ¢
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iR ) BARHAT R R B A E A - RN Y (Dzau 55 |, Trends in
Biotechnologyll, 205-210(1993)) . A L&H5 T, A B2 $2 {117 A 46 ] #E 40 Mo 167 3857 1) A%
PR YR, P i 4 Jo 4 %o 440 e 5% T R 8 1 BT 40 e LA R e Ik oA, B4 i 3R T 2 R D A
o AR TR TR, S 2 5 w40 ek R AR O 25 A S A TR A/ e
B, 0 TR s 2 2 40 M B A v M ) AR e E B B B TE R B T R AR 9 AR B B B BT
MBI ) 0 P A7 T KA B R R AR . A Rk - A R B AR A
Wu 2%, J.Biol. Chem. 262,4429-4432 (1987) ; FH Wagner %% , Proc. Natl. Acad. Sci. USAS7,
3410-3414(1990) FH#K. XK FEREEREE (marking) FEEERIT 7 R0 &R, 155 I
Anderson Z& | Science256,808-813(1992) .

[0403]  %h4 Bv8 FI / BX EG-VEGF [ Ik 8% B2 J3> 1)t ml LA T2 Wi 77 ik . Bv8 il / 8K
EG-VEGF [#) 5 ¥ 2R 1A W] LA¥R 7R I8 I 5555 5 (0980052998 1 06 » W o ks 40 i sk 2D (1) 4 5 e
BB T UG, 5 A S IR T ah . 1y L, W DA B R R i R S AR A el 2k 2 Th RE I
Bv8 il / 8% EG-VEGF » X2 J5 v — Mo 45 LU 3 i 3 45 i AN HERE b P Bv8 AT/ 8 EG-VEGF
SV

[0404]  J. %

[0405] ANk BH 55— St 7 G b B — Pl i, AL mT iR BRI 0 A K. Tk
il AR R BLRE— D AR A T A AR B S XA 2 AHIE bR 2 B2 . 16 41
BT DL, 255 . AL 0] AP R S s R . X BRIV &
Bv8 Fl / X EG-VEGF ., s i ah ) s 35 Fiiml 4L 54 bR sl 2540 i AR IR 240t Bv8 AT / 8k
EG-VEGF . B 3 3r sds Hosfl A B o 7E— AN Sl 7 &b, ik sl b A5 75 Bv8 i/ BX
EG-VEGF W5 HLU AL H BT IR 5T ST MLV 15 4 3 L5 e 8 18 A= PR , Bk 8 A
R S A A o 76 55— ST b, ik il L7 By Fi/ B EG-VEGF, LL & HH i
A2 BT BT 5 R 3G AR G BB AT Ui B o 78 55— Sl g S8 b, il il i A
Bv8 Fl / B EG-VEGF, LA K A% F BT idk 22 IR VG T Ho 5 i B 3205 RIS FH Ui BH o AR Db i B T
EHGRE TR B DERTT E 0, &R R, AT LLZ 2 0. 01 1 g/kg—-50mg/ kg [#] &
U FTRAEY

[0406]  SKJitifs1

[0407]  LAF S fg) A A 20 1wl W 43500, B AR ol DB, SRR IR ) KU . LR
SEC A5 LA B 15 B A5 4 S FATCC fR 805 SR 4H i #k B 38 [ 7R Bk ) £ 58 o0
(American Type Culture Collection), Manassas, VA

[0408]  ASCHIHMITA S OO EEIMEAN S .

[0409]  SEJifs] 1 Bv8 M HLAZ AR R IE 4 #r

[0410]  huiBH Bv8 (R IABI , AACK Z Fh AL ZIRI40 f 28 RNA [R5 1547 BE 5540 B (Dot
blot analysis), TR R4 22k H Z R A, /DRI K BALZR . 202 / 40 i RNA 41 Fi
ENE (blot) 34 H CLONTECH. cDNA £REFHIH 50ng A8/ B Bv8 gt /3 41 F FH A ik 7712
(LeCouter et al., 2001, Nature) H145. WK 13 fi7n , Bv8 FiA UL T B il 76 41 i i 1 40 g,
HHEHLN LT RIE A %2 AL (LeCouter et al., 2003, PNAS) ,

[0411] i %5 3Rk hBv8 (40 2 L, I FH — R 41 98 1 4 2RRE  df AT JRUAr 2% 42 (ISH) i
5, Horh e TH R ALK o I T AL ZR AR REAT TSH, J5 R0 F ARyl 7 vE R0 i A i [P ]
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UTP- A5 i 1¥) RNA #R%F . hBv8 [ AN e ERER KT % 7R 5331132 1) cDNA 7 BEA A
mBv8, MATIVAZ TR 886-1611D [ cDNA v Be& i s M mR—1, MXTRVAZ R 220-946 [ cDNA
FBA . 1ZREN S mR-2 7 81. 2% AHIA] . FERME PR ARF A M 2 & P, Bv8 B4 AT R
5 EAERE T ok 0 RRH SR 40 e P &) (18] 14A-14D) o

[0412]  DIESK Bv8 Ko M52 44 (1) 4 o 38 1A AR X, 70 38 1M 48 R (3 11 55 40 3R o b AT S I
& B PCR 42 BF (Heid etal., 1996, GnomeRes. , 6:986-994) . M A FI/N & 40 e , &
SE 7] ROAH 40 i 5 1 1095 40 B 3R W R Rneasy BR5& 40 A2 7= 7 1) Uk B 11 4% 50 RNA. - A4
M2 H AllCells Inc. (Berkeley, CA), Z 7€ ] Y/ B 40 Mo A0 T 40 g (Scat+c—Kit+)
H 28 K BE 1) & i 5 ) i) 45 JF a0 bk 8E 4T 43 28 (Gerber, 2002, Nature) « A 40 i &
(HL-60, K562, He1-92, TF—1 F1 KG—1) %k H ATCC. X T-52Bf RT-PCR 23047, A 100ng & RNA,

X TN AT ARE S, MATSE AL RNA P A brrE 2. ik 70 M b BT 5 VDRI ERET B T
[0413]
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o (h) ¢ |5 TGGGCTACACTGAGCACCAG3 SEQID NO:11
GADPH A# |5 CAGCGTCAAAGGTGGAGGAG 3! SEQ ID NO:12
A | 5'FAM- SEQ ID NO:13
TGGTCTCCTCTGACTTCAACAGCGACAC-
TAMRA 3'
) | £ |5 CCATTTTITGGGCGGAGG 3 SEQ I NO:14
BvS A |5 COGTAAACAGGCCAAGCCT 3 SEQ ID NO:15
#4r | 5 FAM-TGCATCACACTTGCCCATGTCTG C- | SEQID NO:16
TAMRA 3'
hEG- 7 |5 CCGGCAGCCACAAGGTCS SEQTD NO:17
VEGF Ré |5 TGGGCAAGCAAGGACAGG 3 SEQID NO:18
A |5 FAM- SEQ ID NO:19
CCTTCITCAGGAAACGCAAGCACCAC-
TAMRA 3'
BBV8/EG- | rg | GGCGCCCTTCTACGGCT SEQID NO:20
VEGF Ady |5 TCTCCTTCACGAACACGGTG 3 SEQID NO:21
Sk B4t | 5 FAM-CACCATCGTGCGCGACTTCTTCC- SEQ IDNO:22
TAMRA 3'
BBVE/EG- | o |5 GGAAATGACATCIGTGITCATGC3' SEQID NO:23
VEGF s# | 5 TCATTGTATGTTACGACTITGCAGC 3' SEQ ID NO:24
A=) #4r | 8 PAM-CCCGTGCCCTCAAGAAGCCGA- SEQ ID NO:25
TAMRA 3"
2 m 4 | 3 ATGTTCCAGTATGACTCCACICACG 3'  SEQ ID NO26
GADPH A 5' GAAGACACCAGTAGACTCCACGACA 3/ SEQ ID NO:27
A 5"FAM- SEQID NO:28
AAGCCCATCACCATCTTCCAGGAGCGAGA-
TAMRA 3'
() T¢; | 5 CGGAGGATGCACCACACCS SEQ ID NO:29
Bvs A |5 CCGGTTGAAAGAAGTCCTTAAACA 3 SEQ ID NO:30
4+ | 5" FAM-CCCCTGCCTGCCAGGCTTGG-TAMRA | SEQ ID NO:31
3
mEG- £t | 5 TGAGGAAACGCCAACACCATS SEQ IDNO:32
VEGF Ft |5 CCGGGAACCTGGAGCAC ¥ SEQ ID NO:33
#4 | 5 FAM-CCIGTCCCTGCTCACCCAGCCTG- SEQ ID NO:34
TAMRA 3
mBVS/EG- | gy |5 CAGCGCACATGAAGACTIGS SEQID NO:35
VEGF B¢ | 5 GTCATCTTCGGTTICCTGAGT 3 SEQIDNO:36
k-1 &4t | 3 FAM-TOCAGGCAGCACCCCTGATG-TAMRA | SEQ IDNO:37
! 3
mBv8/EG- | ¢ | 5 GAACICCACGTGAGCGCAS SEQID NO:38
VEGF %# | ° GGGTCCCATGTIGATGATGCT 3 ] SEQ D NO:39
) A 5" FAM- SEQ IDNOH40
CTCCCTGATACACACCAGCCCACCTG-
TAMRA 3'

[0414]

1P 15A-15D J7 7%, hBv mRNA B B2 4 B A AL 3, T B 2 K T

SANHA 10% (B 15A) o FEAIEEE M0 MR, hBvSmRNA 3= HEAE g A Pk b 4 i 3%
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&, TR RZ 40 A E MR A M rh g TR RIS (] 16B) o« AHELT E 5 Bv8/EG-VEGF %2
A 1 FI5Z 4K 2 HBAE CD34+ 40, AC133 AT BM-MNC Hh ifiy ASLE 8 Fp e 240 o B 20 4% 40 i v i /K
SEE Ik (B 15C, 15D) .

[0415]  hBv8 il hBv8/EG-VEGF =2 {4 [¥] 3% 1A U0 75 25 P 11 1 595 40 i 3 A A FH SE I 52 & PCR 43
Frifst. il 16 fron , —2e g & (35 41 HL60CML, K562CML FH KG-1AML) 1A & 3%
P Bv8 R HL Az 4k

[0416]  SEJfifs] 2 BEVE T S5

[0417]  Bv8 7E/IN BRIk 1M 40 Mo (1) 2B Dy e R FH PR 2 41 4 S AR VR TE S I 98 /D
B H P RN A% 4 M Sl ok & 20 % FCS [ 3ml ¥ (4°C ) Iscove’ s MDM /s B BB ok
W 4E . IV 40 40 B ) B 10mM NH,C1 7E 10mM Tris pH7. 2 Fr, ok b 2468 10 48 8h. 41
B MRAER FRE P RGP AL B OUTE. T REAE R, R A& w1
Yt B 70000 40 fu il T % B 4 35mm FIRE I (grided) AR F 35 IR 55 #1249 (MethoCult
M3434, H k524498 5L &4 SCE. IL-3. IL-6 1 Epo, UL K& M3334, H A JLA R 753L, &
H B Epo) W, FTik 55 77 3L ¥ H StemCell Technologies Inc. /) fi, IL-3, IL-6 FH
SCF 1 H StemCell Technologies Inc., VEGF, EG-VEGF Fl Bv8 1 g AT i& H Genentech i
% (LeCouter et al., 2001, Nature, 412:877-884 ;LeCouter et al., 2003, Proc. Natl.
Acad. Sci. USA, 100:2685-2690) » 4} [Al + ) ¢ W &2 41 F :10ng/ml /) [ IL-3, 10ng/ml
mouse L6, 50ng/ml /)N, SCF, 10ng/ml VEGF, 5 8k 50nM EG-VEGF & 50nM /> i, Bv8. 37°CHHl
5% CO, 15 12 K, PGS BB v 20— X = A Fe it b s 4R 9% .

[0418] 41 17A fiz , M\ 5nM B¢ 50nM f) BvS 25 54 i1/ Bl BM-MNC Hp 2 5 Y S35 1) 4
Ho

[0419] X T+ A 5 2% 4, 70000 & #8 >k IF 1 5 A % 4 M (AllCells Inc) i T
MethoCult4434 5e 445355 | 4330 FEARE 975% , 8N T 10ng/ml IL-3, 10ng/ml IL-6, 5ng/
ml G-CSF, 5ng/ml GM—CSF, 50nM EG-VEGF, 50nM Bv8 fJFE A5 5 5L, tn ik (#)2k 3 StemCel 1
Technologies Inc.) . }iFi 14-16 K, 40 M8 7% 8 1 W00 W0 28 % e FF 3

[0420]  41&] 17B JiT7w , Bv8 B{ EG-VEGF {igiff 22 /b — e R 1) 52 5 [v) B BE A 4H 40 M i 7%
TE R B, 2544 Bv8 8% EG-VEGF JIAFM7E T IL-3 Al IL-6 [IZEAEFRIEN, CFU-GM 41 i
WEETEEL H o MG N2y 1. 7- 5y 2. 2— % CFU-G 40 BRI AR 7420 H 7 il 8y 1. 7— f5H0
2y 2. 5- i ;CFU-GEMM 40 Jia () B2 74 280 B 43 G N2y 4- £y 7- % (AT R, ek
HE S XS 2R AU G-CSF AREERIZH, ik G-CSF Ay CL 0 kL 4 o 82 7 ) 38 AL 1 o
[0421]  SEjifs] 3 40 f sl i S5

[0422] S8/ REH kA S B (R /b R N gRhY LacZ (5x10°pfa) , VEGF (10'pfu) , EG-
VEGF (5x10°pfu) B Bv8 (5x10°pfu) MMM EE. Pk 25340 T SR 40 vib IR 7 K &R 42
. AV HSC B it , 1E 3,6 Al 12 RMHEGSE (retro-orbital sinus) WCEEMAE, FH
Coul ter THEARMAE 2 S M40 MR T 2. 7E50 7 HIBI5E 6 F0 12 K, e A E 4 B =,
Bv8 {2k BBC | Rz 40 M ) 473 o B ARHY, £FAEAE T FE 1) Bv8 1% 0L 5 47 1E 2% FCS B 25nM
EG-VEGF [ UiAH L, A7 & B35 F2 ) 08 T4l B 522> . Bv8 i VEGE st [FIRCR , B
Rk S WAE1S 5 b i A KR 7B 10 % FCS AHEL, 40 M A7y A B i

[0423] Wi 18 P~ , Wi es —Bv8 vE AN FEH 4 MUt £ ey 2- £ 2.5 £ [FIN, 2044
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e B NS B AN AT AR ART B S D o SSABAIRI RGN ] A I B B 5 1T 5 N EG-VEGE &
IS HE LN MR

[0424]  SEjitifs) 4 Wk 240 ) Bv8/EG-VEGF 2 /K314

[0425]  ACHH G AR E2 40 i 6 Bv8/EG-VEGE A H 45 B 52 14 i ZR 1A M H 5L I 5 & PCR 43 7k
5. 43 B B R4S 1 254 (AllCellsInc. , Berkley, CA) 4% (acutely) 43 BS I A
/N B A4 40 ORI N 40 e ) 52 AR KI5 . B 40 i, CDA+T 40 , CDS+T 4l i , F1 H 4R 2545 48
R FH & P (4300 A P —CD19, it —CD4, Pt —CD8 HIHt —CD56 i f& ) UkAT BH 4 1k £
(positively select), TR PLAAMEBE T RE M BR (Miltenyi Biotec, Auburn, CA) » faj il &
2,90 1 MACS ZZ i (PBS 7 0. 5% 4 IfiLyf [ 8% (A1 2mM EDTA) H i 107 B4t 5 10w 1
Pk — A NTRE R ZRAE 4 C ORI 15 73Bh. ik BRBE J5 7E L & MACS 2% ph il ¥k » 300xg
B0 10 4380, HyTiE AT 2ml MACS Mo K4l M8 N T LS+/VS+ e kE (Miltenyi
Biotec, Auburn, CA) , H4l B T MACS 43 B8 2% 1¥1143% (Miltenyi Biotec, Auburn, CA) » iR AE
FH 3m1 MACS Z& MBI SR IR, MWBITIR 73 BS 4545 H, R S — &3 L 3h 88 (plunger) H
MACS S B0 B PR 40 B 28 3 DT IR A gk R ke

[0426] & RNA HH Rneasy A 7% (Qiagen, Valencia, CA) FRH A=/ Bi i1 U B A BH M 16 4
I ) 2% o FEIXLERIFST A, 22 /0 Ao S 2li4k 1 AR/ B RNA 7 B4 A AL 25 5L X
THSEI5E & PCR 437, 44 50ng &t RNA E 24 e VAR , 1Al EG-VEGF, Bv8 K [F]2E 52 14 Bv8/
EG-VEGF 521k —1 1 Bv8/EG-VEGF 321k -2 {1315 (LeCouter et al., 2003, Proc. Natl. Acad.
Sci USA, 100:2685-2690) o X /N BRI AT it , ] FH 5200 RNA A2 et i 2o 43 Ao B FH 5|
VIFIERE R -

[0427]
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A (R I 5 CCATTTTITGGGCGGAGG 3! SEQID NO:14
Bv8 Bl 5" CCGTAAACAGGCCAAGCCT 3 SEQID NO:15
At 5" FAM-TGCATCACACTTGCCCATGTCTG C- | SEQIDNOQ:16
- TAMRA 3'

WEGVEGF | Ef Y CCGGCAGCCACAAGGTC SEQ ID NO:17
% | 5" TGGGCAAGCAAGGACAGG SEQID NO:18
4+ | S'FAM-CCTTCITCAGGAAACGCAAGCACCAC- | SEQIDNO:19

TAMRA 3'

hBVE/EG- P 5'GGCGCCCTTCTACGGCT 3' SEQ ID NO:20

VEGF A 5'TCTCCTTCACGAACACGGTG 3! SEQIDNO:21

-1 HAT 5’FAM-CACCATCGTGOGCGACTTCTITCC: SEQ ID NO:22

TAMRA 3'

hBVS/EG- Ee |7 GGAAATGACATCTGTGTICATGC 3! SEQID NO:23

VEGEF %¢ | 5 TCATTGTATGITACGACTTTGCAGC 3' SEQ ID NO:24

S k) 4 | SFAM-CCCGTGCCCTCAAGAAGCCGA-TAMRA | SEQ ID NO:25

"
& () £¢ |5 CGGAGGATGCACCACACCY SEQ ID NO:29
Bv8 %é | 5'CCGGTTGAAAGAAGTCCTTAAACA 3' SEQ ID NO:30
4+ | S FAM-CCCCTGCCTGCCAGGCTTGG-TAMRA 3' | SEQ ID NO:31
. ¢ | STOAGGAAACGCCAACACCAT 3 SEQ IDNO:32
— Ky | 5 CCOGGGAACCIGGAGCAC Y SEQ ID'NO:33
g4t | SFAM-CCTGTCCCTGCTCACCCAGCCTG- SEQ ID'NO:34
TAMRA 3'
mBve/EG- | 2 5 CAGCGCACATGAAGACTTG 3' | SEQ ID NO:35
VEGF sy |5 GTCATCTTCGGTTTCCTGAGT 3' SEQ ID NO:36
F Ak e | 5% FAM-TCCAGGCAGCACCCCTGATG-TAMRA | SEQ ID NO:37
3
mBv8/EG- Z¢ |5 GAACTCCACGTGAGCGCA 3 SEQ ID NO:38
VEGF sif |5 GGGTCCCATGTTGATGATGCT 3' SEQ ID NO:39
k-2 #AF | SFAM-CTCCCTGATACACACCA SEQ ID'NO:40
GCCCACCTG-TAMRA 3'

[0428]  4nfs] 19A-19D Firo, AR B 40, CDA+T 41, CD8+T 41 fuFll 5 4R R Am 4 il R 18
Bv8/EG-VEGF 524& —1 Fl Bv8/EG-VEGE 521k -2, iX&bgh J 2 0, X Suybk 2 40 i 2514 4 %) Bvs
N/ 8 EG-VEGF BCART [ N, Fri A& 3= 3 f g A PER 4l R 15

[0420]  SEJiifs] 5 Bv8/EG-VEGF ki B 41 fu 145
[0430]  WF5T T Bv8 A1 / B EG-VEGF e it B 41 A ¢ iU BE 7. B 4 2 73 & H Balb/C 5

C57B1/6J /NI o AN BT I /) BB JF AR WA B 8 2 TRI LA B9 o 4t i) 25 )
AVF T MACS g2t (PBS, 37 0. 5% 4 i H &K E 1 2mM EDTA) o, B 5 id 40 wm Jé i
MALIEM . T B ER I T Ficoll #: & (Lymphocyte M, Cedarlane Laboratories
Ltd., Ontario, Canada) , JF4£ 2500rpm B5.0x 15 438h. W87 T 5 10 A0 40 i - 4E MACS ZE i
TP =R A NZEAL R 40 iR A AR T CD19 3Bk (Miltenyi Biotec, Auburn, CA) 415K
A5 1 Pl ANAAK IR 48 B R A o B PR G HH B 4l e
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[04311  XF + 3% 78 st 4%, DL 5x10° 40 i & fL & F °F K 96— L A% 1) RPMI 5K
v it (RMPT1640, H A b 78 7 10 % i 24 I & M 7 % 2= / 8 % 2= % W (Life
Technologies, Inc., Rockville, MD) A, LU 2 — 200nM #5 # 2H Bv8 5k EG-VEGF Jin A\
Rl —2eFL P, 8 20 8k 30 1 g/ml P — /MR, TeM Fab B (Jackson ImmunoResearch, West
Grove, PA) IMAK1E T B AL EEATE 1L (basal activation). fEFHPEXTHEH, 4 1u g/
ml LPS(Sigma—-Aldrich, St. Louis, MO) B% 101 g/ml Bly (Genentech, Inc., South San
Francisco, CA) AINAFFLAACE T4 Bv8 F1 EG-VEGF. Frik 40 MudE 37 CIRIE 72 /NI, Bt 5
H 1p i B 3H- 14F ml (Amersham Biosciences, Piscataway, NJ) Tk (pulse) . F|H Fi
Itermatel96Harvester (Packard, Boston, MA) WWEEFE S FF A Microplate Scintillation
Counter (Packard, Boston, MA) 73 #f

[0432] /MBS B 40 9389 BEE 1L VP4 CH- I8 AR 0 Fr . Wil 20 BT7R |, Bv8 FH EG-VEGF
FEPTESHES B A CH- BN 4 — 6 fif. %5 R I, Bv8 il EG-VEGF 1
A B bR L M A 22 3 RR UL R A7 i R AEH

[0433]  SEJiifs] 6 BvS/EG-VEGF 1] T 4 ot i

[0434] 57 Bv8 Il / X EG-VEGF {2 1 CDA+T 4 U BEF I fE 1. CDA+T 40 a5 5 H Balb/
C BX CH7B1/6J /N B e e I I dn St 6] 5 B il b AT MUAR AR 5. 40 B ol & M B i
T MACS 2% ¥ FF n SE it 4] 5 i ol B AT 44k . R A CDA+T 48 i 73 & i) & (Miltenyi
Biotec, Auburn, CA) , itk i 4 B BE AR BA M 6 F% (negatively select) T 40,

[0435] 52,901 1 MACS by (&4 0.5 %2 I35 A & (B A1 2mM EDTA ) PBS) 1
[ 107 S4B 10w 1 MACS Hi2f - U8 (Anti-Hapten) 75 4°CAR¥E 15 43 8h, Bk BE R 5
E o 5 MACS 22 i k%, 300xg B0 10 234D, 0TI AT 2ml MACS ZE0hil . F 4l s
WOMT LS+/VS+ ik £#4: (Miltenyi Biotec, Auburn, CA) , BT FERE B T MACS 43 15 2% I it 1
(Miltenyi Biotec, Auburn, CA) o W HEACHK B4 CDA+T 41 Mo 7 AESE . Ik A
3ml MACS ZEP i vE =k, IWERARR &1 CDA+T 40 M2 Ve Y. &4 CDA+T 41y
3 AE MACS P b ek, Bl 8 T RPMT SRR A i

[0436] A FHI 9] 1 2 HY 1 CDA+T 40 M () 34 58 s2 4 a0 b sE el 5 Pr ik R AT, ¥ 2 —
200nM [ Z 21 Bv8 mk EG-VEGF i A & fL. — £& fL 5 0.51 g/ml $L - /) K CD3 i 14
(Pharmingen, LaJolla, CA) F1/ 8¢ 1 1 g/ml $T — /R, CD28 H14& (Pharmingen, LaJolla, CA),
TERR IR ER 22 PR, pHO. 0 TP, 3T C AR 2 /NI o PR PR 5 4 B RS2 ARTE T 40 R AT
W, 75 MG . IIADL -CD3 Hrik DL BT —CD28 Pt T fEiGih .

[0437] 40l 21 frik , Bv8 Ml EG-VEGF % H 53 3H- B HB A T 4ifilelgn 5 — 8 fif. %%K
P32 H, Bv8 I EG-VEGF 1E 8 CDA+T 40 Md 1178 22 43 R 5 FIAA 2807 7% R e/

[0438]  SEJifs] 7 CDA+T 4 i 40 e Rl T~ EG-VEGF = A= f#115 &

[0439] 5T 1 EG-VEGF 55 CDA+T 40 Mo iy 40 e PR+ A= e 68 0 o s it si)  pvids 43
S Al CDA+T 40 M. T 40 M 3G 5 SE 30 W s o) 6 BrikiiAT . ¥ 2 — 200nM [ EE 4] Bv8 Bk
EG-VEGF I AN%&:FL. ATiAFL5E 0.51 g/ml it — /M CD3 4k (Pharmingen, LaJolla, CA)
/B 1w g/ml Hip - /ML CD28 Fifk (Pharmingen, LaJolla, CA) , 7EBR IR £5 22 #h i , pHO. O 7,
STCIUIRIR 2 /Do Frikdifk 5 H & B2 AL T 40 MR A2, B R EEAE L. A
Pt ~CD3 Pk LA &Pt ~CD28 Hi iR F LG o FRAE D IRUUAT, O 30 1 1 2573 3 FEIK) RPMI
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SEEO RS IFRIL I H S AR i SE A0 B R IL B M T2 /B I PRIED BRI R A, AE 24 /BB
30 1 1 A543 I RPMI 5256 355 7 35 DL 23 B 440 W ER1 72 1, 9 FH S PR BT 6 RPMT S50 B 7
B, FEIN °H- 0 CART, L 2R 2R A2 ke . A Luminex Multiplex Assay %
2t (Luminex Corp. , Austin, TX) Z3r#7 FTRCEERE LY TL-2 F1 IFN-v .

[0440] >k H CDA+T 40 g 1y 48 Jia EXl 75 ) EG-VEGF IS W fE . ALK S5 24 /NI,
EG-VEGF %S T 4 ju i) 1L-2 2% (&l 22A Fi1 22B) F1 TFN A= ik ( & 22C F1 22D) » 5 EG-VEGF
PR 72 /Y JEs T 40 M = A2 %) TPN- vy R T Se 30 A U B . 1 46 45 LK B Bv8 i
EG-VEGF feM5 7T CDA+T 40 o S B I K o

[0441]  SCJif5] 8 BvS {&ik 5-FU Er#a#l il j5 Mk =

[0442] W50 T Bv8 {2 i 5-FU B #fi #) il J5 i 2 ik E W B8 5. A AdEasy #1k &R &
(Stratagene, LaJolla, CA) % B 41 IR 5. ZnliD 81 & HE MR Y /) B Bv8 [A] Fh 24 (SEQID
NO:6) B4 K humEG-VEGF (SEQID NO:8) ] cDNA 4 ik 77 [ A pCTO15 %F 48 &5 1K 1 £ 78
WA o 5 ZH FH B )5 E 293 40 B4 38 AR P R B HE R R AT . R AAV 24k &
(Virapur, SanDiego, CA) H F3H BAN4H M PTIE S0 BT IR o 55 o i BV 20 e s v 2 B S 50
M OMV-LacZ fREAE A0 R E . e FALEHE VEGE 52 IRk 8 M SR 1K

[0443] 28 W R ik m) 6 BELRR /N BROFP v NSRBI B 0 #5100
FHE IR b 22 i VS VP 108pfu. 25 FHiTE G 12 RIS M40 fevh 2. mFesk 8 /B HE
5% (orbital sinus) M, 7R Cell Dyn HBhM ¥ 5 #74 (Abbott Diagnostics, Santa
Clara, CA) 73#. 2540 N T80 62 BB B 3l i — ka7 .

[0444] 4 AN EEVE NSRBI, TR BEFDHIS ST = RG24/ . &R 3Prh &
h 100 BHTH B IR £ 2% vh (1 #h K 10°pfus A S/ BRI BEHI D, K7 SR 50 2 1 125mg/
kgb— LK BEIE (Adrucil, NDCO013-1046-94) 3 NS, fE25 2 5-FU (1] 5, 10, 14 K 5 il
SE MM A0 BB VT ZOR 22 Sk 2. o AE Sk B /) BUHE S5, 3R FH Cell Dyn A 2 ML i 43 BT 1X
(Abbott Diagnostics, Santa Clara, CA) Z3#7. Z S HEuEA L N T 53 FfA) H 6% B esE
1B — T . 4525 5-FU J5 14 K, /e s I DI . FREE i F an s 5 B
RTAT IR . R4 MU (spleen cellularity) iR A Coulter 114i#s (Beckman
Coul ter, Miama, FL) T4 5./~ 4H Mg it 40 ke il og o ok B 4 FUBR % 2x10° 4i i L — =X
=R TR 58 Methocul t (StemCell Technologies, Inc. ) ¥5953E, 8295 10 — 14 K5 %t
1% M40 M AV SR AT VR4 o

[0445] 40K 23A o, AEATIREFSTE AR A, Byv8 ALFH A AR v af (A 4 i H B B i T e
Ho FIZEAR— 30 Mg MM s AZ 40 i g B s (] 23B F123C) o JIR4H M1 7E Bv8 LT
NP SR (K 24) AHEEIHE R (2 2.5- %) o M4h, 53EmE K LacZ AZE 1)/
UAH G, Bv8 [ W i B v 4 H A 4E i (& 24) .

[0446] DL b B A5 A2 DS A OISR RN R SE AR R B o AHBR T A SR R FIHEA K LLSE,
X AR R B P 45 T s O A AR AT AR N SRR s 150 B S 10 o DL 4T, I LT 9% 78 P B B A
PRGN

[0447] AU B BB IR A5 T

[0448]  1.Bv8 ZJIk, 4wt Bv8 £ Ik 2 % 1118, EG-VEGF £ Jik, 4w % EG-VEGF Z kit £ %
HIR, s A G TERSH T35 T Ed i, W 240 (lymphoid lineage progenitor
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cell) R AR 2590 IR HT & o

[0440] 2. T 1 (AR, e rp P adt 16 0 M he e I~ 40 L, S8 E A 40 i, eS8 AR T AR 40 .
[0450] 3. T 1 (R HT3E, b pirid 1 AR BERE 40 1, K A AT R 40 0ok E2 40 L o

[0451] 4. 3T 3 (AT, Ferb iR AR 8 b PR 401, B 40 sl T 40 L.

[0452] 5. T 4 (¥ HT3g, Hoh prids T 40 /2 CDA+T 4H .

[0453] 6. Bv8 ZJIk, 444 Bv8 Z K 2% H IR, EG-VEGF 2 ik, 44 % BG-VEGF £ JIKIK) 2 1% 1

%, B A A A0 A H TR 7 S e B B i ) 259 h i &

[0454] 7. T006 (¥ &, FLrb i G2 ol B 0 o E 8 Do A TPk S 8 R FS 2 0 Ik R P 35 e
R o

[0455] 8. I 6 [ FH i, LA ok Ho s e BE 2 0 0, i VbR €24 40 Bk 2 i , 8 s 4 o gk 2>
i 5 ER A 4 ek /R BIORE 48 gk /i

[0456] 9. I 6 [ A, A BTid Ho 3 0 B 0 0 16 B 9B L 400 2 g 3 T IR B2 40 5 o

[0457]  10. T 6 A%, Horb Pl ez s F e /2 5 LU IS A R s AT, g itk
PN N IR, AN as (HIV) S, 45 25 S e i), (s , B SE0E A= e |
BUEBE R B A R, Bigh T U T

[0458]  11. T 10 (¥ FH &, 2 rb Bk G g2 Gl B 5 o A2 8 mh s 40 i sk /i

[0459]  12. I 10 [y I i&, b Br ik 9 4k 77 B 48 R 5- R Mg, K& Jr i, I
1, oxoplatin, FEMEN 3 - SHKEE -3 - AN, K2, B0, BHEPiAER,
SR AT RRTT .

[0460] 13 Z0 10 [ AT, Jrb ik G0 8 002 B Uk Bk & ok S e F 35 R () ¥ T 7
7o

[0461]  14.Bv8 Z IkFEHU5, EG-VEGF Z IKFhHii, sl &7Eh & H Tihyr 5 581G
FHOCH B H 2 5590 BORIE I 254 T 1 FH O

[o462]  15. Il 14 [, Jorp BTk 5 55 0 36 I AH OC X122 95 458 V802 o

[0463]  16. Tl 15 (¥ FH 3k, oAb Bk i v 0 4% 1 00 » i BE 3 A e, IR B A R
MRS, R L UG A G, B AR R E A R

[0464]  17. Tl 16 (¥ A&, Horp vk (1 i S5 SOPEBE 1 s , P2 PEdE M O s, si&
IR B2 B 40 B 7

[0465]  18. Il 14 (¥ ik, Horp ridk H & e e 2 MR, Sols IO, 5l %, Rt
18 FHW G, 2R MR, BEAENLC ), MM st BUEH, BRIBPEXRTT &, Graves
Wi, BS TR, T AR R, s A R A M.

[0466]  19.Bv8 £ JIK, 4wtd Bv8 £ Ik £ 4R, EG-VEGF £ Ik, 4whd EG-VEGF £ JIKI¥) £ #%
HIR, B A TE S5 FH T B 4B T 4 Hu i 5l s Ak R 2549 h g 3%

[0467]  20. Bv8 Z JIkH5Hii, EG-VEGF £ IKHEHIH, B 414704 H T B 4 Mk T 41
JH K B A R 254 IR P 3k

[0468]  21.Bv8 ZJIk, 4wh5 Bv8 Z K Z 4 IR, EG-VEGF ZJIK, 4wt5 EG-VEGF Z K[ £ #%
HIR , B A A A0 28 FH T S SR IR 2540 Hh 1 FH &

[0469]  22.Bv8 Z IKFEHU5, EG-VEGF £ IKFE B, B4 & 78 il & H 11870 Sz R M I
iR IfHE .
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[0470]  23. T 19 3 22 2 — &, Hh TR i G iEiE S,

[0471]  24. T 19 3 22 2 — (¥ i, Forb Brd 1 15 B RG] o

[0472]  25. T 19 3 22 2 — (¥, o Irdk 2590775 5 CDA+T 40 i A () 40 Ma BT 77 7= 2
[0473]  26. I 25 [ &, A TR iR FEFEAN TR 2 TR -y 27 Tl — 22
Z P, b Tk Bv8 22 IR & X ) & B 7 41, HL 5 SEQ 1D NO: 2 8% SEQ 1D NO: 4 1
IR T B A 2 80 % [Al—1H, I rI 75 5 P B2 41 g ¥ 39 5 .

[0474]  28. Wi 1 — 22 2 —{I R &, Hrp Arid Bv8 £ k2 & SEQ 1D NO:2, SEQ ID NO:4 =X
SEQ ID NO:6 2 IR T41

[0475]  29. Tii 26 (K%, Hrp Tk Bv8 Z k2 RIAN Bv8 Z Ik,

[o476]  30. Tl 26 &, b ik Bv8 Z K& & F 2.

[0477]  31. Tl 26 (K%, Horh pridk Bv8 Z KA SRS Z K, #& 2 KB ZA H &
[0478]  32. Ji1 — 13,19, 8% 21 2 —H &, L gwiD Bvs £ Ik 2 TR & UL N IR
J74 :SEQ ID NO: 1 (A% IR E 11 BIRZE A7 E 400, SEQ ID NO: 3 (B A S 11 B IRAL &
396, SEQ ID NO:5 [IIZBR A& 46 FILIR A E 384,

[0479]  33. Wi 1 — 22 Z — &, K frid EG-VEGF Z Ik & Xz ER)Iv 4, H S
SEQ 1D NO: 8 LR 20 — 105 HAT £/ 80 % WA —1, 3775 S PN BZ 40 B iy 9 3 .

[0480]  34. Ifi 33 [{IH %, Hrb ik EG-VEGF £ Ji 2 R4k A EG-VEGE £ )ik,

[o481]  35. Wi 1 — 22 2 — i, b Tk EG-VEGE £ Ik £, 2 SEQ 1D NO: 10 5 SEQ 1D
NO: 8 ¥z JE R kAL 20 — 105,

[0482]  36. i 33 (K&, Horp ik EG-VEGF £ IR & Bl 2 K, k& 22 KB A e Rt B 22 .
[0483]  37. T 1 — 13,19 8% 21 2 — &, L4 EG-VEGF £ Ik £ =17 % £ & SEQ
ID NO:7 5% SEQ ID NO:9 (I 74

[0484]  38. —Fpifill i, HALHE -

[0485] 7545 ;

[0486]  Bv8 ZfikFhHii , EG-VEGF ZIRIEHIH], siHAS ;

[0487] {1 fH Bv8 Z IkFEHUH , EG-VEGF Z JIRFEHLH] , B G167 MVB02 5 1 v B o
[o488]  39. —Ffifil i, HALHE -

[0489]  ##% ;

[0490]  Bv8 ZJik, %4 Bv8 Z KL 1K, EG-VEGF ZJIk , 45 EG-VEGF Z KM 2%
iR, S5 UL

[0491] i H] Bv8 Z ik, %465 Bv8 Z K Z 4 1L , EG-VEGF Z ik, 44h% EG-VEGF £ ki)
LR, S A RIS 5 1% MAH G I G 0% 50 Spahe K Ut B

[0492]  40. %52 BvS $EPIFIAI 15, 0 HE -

[0493]  (a) 1 Bv8 S{k-A W8l ;IF

[0494]  (b) ¥Hfit ¥y Bv8 jli A Tl 40 e, vk (2 R A0 40 i, L7485

[0495] LA Bv8 i S 1 B 40 1) 385 B B A B AL 5 0 45 72 A B 5177
[0496]  41. %552 Bv8 FEHIHIW Jiik, AFE -

[0497] (&) - aE40 ML, WAL AR AH 40 M, B 74K 5 Bv8 Bidwhs Bv8 K2 % 1R B ;
[0498]  (b) HALA Wi H T Befict (140 e
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[0499]  FLrH ] Bv8 i 5 10 B ik 40 1) 385 5 8 Ak B AL 5 0 45 2 A B 58177
[0500]  42. %5 EG-VEGF f&HUHIHI 77 v, A4 -

[0501]1  (a) 1§ EG-VEGF 5{t&4¥fh It

[0502]  (b) ¥44&fit ¥ EG-VEGF Jiti H 1B %8 40 A, k E2 ZRAH 40 g, sl ~4X

[0503] i EG-VEGF JIT 15 3 (1) i A 40 e iy S 0 B A 1 4k & 400 e 5 7 A EG-VEGF
Pl

[0504]  43. %58 EG-VEGF F5HIHIMI 5, A F .

[0505] (&) SR E40 iy, k2 AR AH 40 i, B 7485 EG-VEGF B4t EG-VEGE [ 2 % 1R
e

[0506]  (b) ¥Ab-&Wite T B Mk (¥ 40

[0507] i EG-VEGF JIT i 3 (1) i A 40 e 1 H4 7 B A R 4k & 400 e 5 7 R EG-VEGF
Pl

[0508]  44. T 40 — 43 22— 17712, o B il B 8 40 Mg 2t 140 Mg, BEATAH 40 L, sibErt
HIRESEY

[0509]  45. I 40 — 43 Z— 17732, Horh ik A2 A 40 e, bk LR M4t e, sk 2 4
2o

[0510]  46. T 40 — 43 Z— K775, Horp rk QR RE rh MR 40 i, B 40, 55 T 41 .
[0511]  47. T 46 [ /535, b Arik T 402 CDA+T 41 d .
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[0001]

[0002]

110>

P 3 3

{8 R R E YT A A E] (GENENTECH,  INC.)

<120> Bv& Fl/B% EG-VEGE {33 fu i f ag

<130v

<140>
<141>

<160>
<151

<150>
<151>

<160> 40

<1702

210> 1

211> 427
<212> DNA
2132

<2207
223>

400> 1
tgagggegec

getgetgete
ctececaatgt
ttgeacacct
tggaaatgga
attttttggg
gactteattt

aatgtga

210> 2

<Z11» 129
<212% PRT
213>

<400> 2

11669. 162W0U1

PET/US2004/007622
2004-03-12

US 60/454, 462
2003-03-12

Us 60/511,:390
2003-10-14

PatentIn version 3.1

ANTE3

4RbE A Bv8 [F R MY cDNA

atgaggagee tgtgetgege
ACECCCCREE Ctgeggacge
getgraggea tgtgetgteoe
atgggeddac tgggagacag
aggecaggaaa gaagaaagag
cggagegatge atcacacttg
aaccgattta tttgtitage

A (Hoio sspiens)

cecacteetg
cgecgtegate
tgteagtate
ctgeeateca
gaagagaage
cccatgtete

ccaaaagtaa

69

crectettge
accggggett
tegpgtoaaga
ctgactegta
aaaaggadaa
cecaggottgg
tegetetgga

tgetgecgee
gtgacaagga
geataaggat
aaaacaattt
aggaggttee
cetgtttacg

gtagaaacca

60
120
180
240
300
360
420

427
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[0003]

?et Arg Ser

Pro Leu Leu

Ala Cys Asp

35

Ile
50

Ser Trp

Gly Ser

65

Asp

Arg Gln Glu

Pro Phe

Ala Cys

115

Leu
Lys

<2107

3
2ll> 423

212>
213>

DNA
AT

{220>
223>

400> 3
tgagggegee

gagggegeea
ctgetgetea
teceaatglg
tgeacaceta
tttggegeegga
teatttaace

tga

210> 4
<211> 108
212> PRT

Phe G

Leu Cys
5

Leu Thr

20

Lys Asp

Val Lys

Cys His

Arg Arg

85

Arg

Arg

J¥ 31

atgaggagee
tgaggagecet
cgeecegege
glggaggedl
tgggcaaact
ggatgeatca
gatttattteg

Cys

Pro

Ser

Ser

Pro

70

Lys

Arg

Thr

Ala Pro
Arg Ala
Gln Cyvs
40

Lle Arg
55

Leu Thr
Arg Lys
Met His

Ser: Phe
120

gnfd A Bv8 [A] RYI cDNA

tgtgetgege
gtgetgegee
tggggacgee
glgelegtget
gegagacage
cacttgeeca

titageeceaa

213> A (Homo sapiens)

Leu Leu Leu
10

gly Asp Ala

2

Gly Gly Gly

Ile Cys Thr

Asn
75

Arg Lys
Arg Ser Lys
90

His Thr
105

Cys

Asn Arg Phe

cecacteetg
cecacteotge
geegligateca
gledglatel
tgecatiecae
tgtetgecag

aagtaatege

70

Lewr Leu

Ala Val

Met Cys

Ero Met

60

Asn Phe

Arg Lys

Pro Cys

ITle Cys
125

stectettge
tectettget
ceggggetty
Bggloaagag
tgactegtaa
gettggeetg
tetggagtag

Leu Leu
I1le Thr
30

Cys Ala
Gly Lys
Gly Asn
Lys Glu

95

Leu Pro
110

Leu Ala

Pro
15

Gly

Val

Leu

Gly
80

Val

Gly

Gln

tgetgeegee
getgcegecg
tgacaaggac
cabaaggaltt
agtteecattt
tttacggact

aadccaaatg

60
120
180
240
300
360
420
423



F

5 %

CN 104001158 A 3/14 T
400> 4
Met Arg Ser Leu Cys Cys Ala Pro Leu Leu Leu Leu Leu Leu Leu Pro
1 5 10 15
Pro Leu Leu Leu Thr Pro- Arg Ala Gly Asp Ala Ala Val Ile Thr Gly
20 25 30
Ala Cys Asp Lys Asp Ser Gln Cys Gly Gly Gly Met Cys Cys Ala Val
35 40 45
Ser lle Trp Val Lys Ser lle Arg lLle Cys Thr Pro Met Gly Lys Leu
50 §5 60
Gly Asp Ser Cys His Pro Leu Thr Arg Lys Val Pro Phe Phe Gly Arg
65 70 75 80
Arg Met His His Thr Cys Pro Cys Leu Pro Gly Leu Ala Cys Leu Arg
85 90 95
Thr Ser Phe Asn Arg Phe Ile Cys Leu Ala Gln Lys
160 105
210> b
211> 1338
<212» DNA
213y B Ous museulus)
400> 5
cggacgegtg ggegtecoet aaccgeeace gegtoeocegg gacgecatgyg gggacccgeg 60
ctgtgeceeg ctactgetac ttotgetget accgetgetg tlcacaccge cegecgggea 120
tgecgeggte atecaccgggg cttgegacaa ggactetcag tgeggaggag geatgtgete 180
tgetgtcagt atctgggtta agagcataag gatctgedca cctatgggee aagtgggega 240
cagetgecac cecetgacte ggaaagttee attttggggg cggaggatge accacacctyg 300
cecetgectyg ceaggettge cgtetttaag gacttettte asceggttta tttgettgge 360
ccggaaatga tcactetgaa gtaggaactt gaaatgegac cetcegetge acaatgtceg 420
Legaglebed ctlglaatlg Lggeadatda agaaldaclet dgdadgaunal glleteecee 480
tteettgact ttccaagtaa cgtttetate tttgattttt gaagtggett ttttttittt 540
ttttttttee tttectteas ggaaagtttt gatttttega gagatttata gaggacttte 600
tgacatgget tetcattice ctgtttatgt tttgeettga cattttigaa tgeeaataac 660
agctgttttc acaaatagga gaataagage gaacaatctg ttgecagaaae ttecttttge 720
cetttgeece actegeeceg cceecgeceeg coeegeeete cecatgegea gacagacaea 780
cecttactet teaaagactc tgatgatcct caccttactg tagecattetg ggtttetaca 840
ctteocegee tlgctggtgg acceactgag gaggetcaga gagetageac tgtacaggtt 900
tgaaccagal cecccaagea geteatttgg ggeagaecgtt gggagegelc caggaacttt 960
cetgeaccea tetggeccac tggetttcag ttotgetgtt taactggtge gaggacaaaa 1020

[0004]
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[0005]

ttaacgggae cetgaaggaa: cetggecest
ttetoettgt tgtggaatat tacatgtett
ttetttaagt cttettgttg gagacatttt

ttatetagat ttgttradgt aaadgacatt
tttetttttt atetgaaget tttttutttt

aaagaacgece actegaggaa geattgattt

tcatytggea tgacaggagt catcatttta aaagateggt gttaagttat aatttaaact

tlatllglaa cecaadggly Laalglaaal

gtatcaatat ttytatgt

<210> 6

211> 107

212> PRT

<213y /P Mos musculus)

400> 6
%et Gly Asp Pro %rg Cys Ala Pro

Leu Leu Phe ggr Pro Pro Ala Gly

Cys Asp Lys Asp Ser Gln Cys Gly
35 40

Lle Trp Val Lyvs Ser lle Arg lle
50 55

Asp Ser Cyg His Pro Leu Thr Arg
65 70
Met His His Thr Cys Pro Cys Leu

Ser Phe Asn ?5 Phe. Ile Cys Leu
Q1o 7

<211> 1415

212> DNA

218> ALFS

2203
<998y Hh N FIR BG-VEGF 4 cDNA
400> T

tggcetecee agettgecag goacaagget
ggeagtgttt tgectteace ccaagtgace
cteetectag taactgtgte tgactgtget
cagtgtegey caggeacetg ctgteecate

acceecgetgy gergegaage cgaggagtee

ggaltllectg ataleetgee abtlgltaclg

Leu Leu Leu Leu Leu Leu Leu Pro
10 15

Asp Ala Ala Val Ile Thr Gly Ala

28 30

Gly Gly Met Cys g%s Ala Val Ser

Gy

192}

Thr Pro Met Gly Gln Val Gly
60
Lys Val Pro Phe Trp Gly Arg Arg
75 80
Pro Gly Leu Ala Cys Leu Arg Thr
90 95

Ala Arg Lys
106

gagcegpgagg adgegagagy catctaageda
atgagaggtyg ccacgegagt clcaatcatg
gtgateacag gggeoetgtga geggratgte
ageetgrege ttegagpget goggatgtge

caccceggea gecacaaggt cecettette

72

1080
1140
1200
1260
1320
1338

60
120
180
244
300
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aggaaacgca. agcaccacac ctgteettge tigeccaace tgetgtgete caggtteceg 360
gacggecaget accgetgete catggacttg aagaacatca atttttagge gettgecetgg 420
tetecaggata ccecacecatee tttteetgag cacageetgg atttttattt ctgecatgaa 480
acccagetee catgactete ceagtecceta cactgactac cetgatotet cttgtetagt 540
acgedacatat geacacagge agacatacet cccatcatga catggteece aggetggect 600
gaggatgtca cagecttgagg ctgtggtegty aaaggtggee agectggtte tetteectge 660
teaggetger agagaggteg tasatggeag aaaggacatt cecectedee tececaggty 720
acotgetete ttlcetggrge cetgeceete tececacatg tatccetegg teotgaattag 780
acattcetgeg geacaggete ttgeggtgeat tgeteagagt cecaggtect ggeetgacee 840
tecaggcoctt cacgtgaget ctgtgaggac caatitglige gragtteate ttecctegat 900
tggttaacte cttagtttea gaccacagac tecaagatigg ctottceccag agggcageag 960
acagteacce cadggeaget gragggagec cagggaggee aatcagecee ctgaagacte 1020
tggtoecagl cagectgleg citetgacet gigacetegty acettctgee agaattgtea 1080
tgeetetgag gecceetett accacactit accagttaac cactgaagee ccecaaltoce 1140
acagetttte cattaagatg caaatggtgg tggttcaate taatctgata ttgacatatt 1200
agaaggeaat tagggtgttt cettmaacaa ctcettteca aggatcagee ctgagageag 1260
gligglgael Ulgdpgagpe caglestely lecagatigy pgleggdged aggeavaggs 1320
agcagggcag gggctgaaag gggeactgat tecagaccagg gaggeaacta cacaccaaca 1380
tgetggettt agaataaaag caccaactgs aaaas 1415
210> 8
ZL> 108
212> PRT
<213> A (Homo sapiens)
400> 8

[0006]

Met Arg Gly
1

Ser Asp Cys

Gly Ala Gly
35

Met Cys Thr
50

His Lys Val
o

65

Leu Pro Asn

Ser Met Asp

Ala ghr Arg

Ala Val Ile

20

Thr

Pro

Pro

Leu

Leu

Cys Cys
Leu Gly
Phe Phe

70
Leu Cys
85

Lys Asn

Val Ser

Thr Gly

Ala Ile

40

Arg
55

Arg Lys

Arg

Ser

Ile Asn

ITle Met
10

Ala Cys
25

Glu Arg

Leu Leu Leu Val T%v
1

Val

Asp Val Gln Cys
30

Ser Leu Trp Leu ﬁgg Gly Leu Arg

Glu Gly Glu Glu Cys
60

Arg Lys His
75

Phe Pro
90

Phe

73

Asp Gly

His

His Pro Gly
Thr Cys Pro

Arg Tyr Arg
95

Ser

Cys
80

Cys
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100 105

210> 9
211> 757
<212» DNA
213> ANLF4
<2207
223> Hmh RN L EG-VEGF 1] cDNA
400> 9
gaagtgagge gtaccaaagt agactgtglt tgtcgtcace tcaagtgate atgagaggeg 60
ctgtgeatat cttcateatg ctecttetag caacggegte cgactglgeg gteatcacag 120
gggeetgtea acgagatate cagtgteegg ceggeacctg ctgegetate agtetgtgge 180
tgcgeggeet gegettgtegt aceccactgg ggrgtgaage agaggagtge cacccaggaa 240
geecacaagat ceooettettyg aggaaacgee aacaccatac ctgtecetge teacceaged 300
tgetetgete caggtteceg gacggeaggt accgetgetlt cogggactig aagaataact 360
tttagtttgt ctggactetg teotggageet gactgggtga cotettgett tacacctgty 420
tgaltlagel cectgeadel Legecdalles cealellgle cglglalglyg cagdcaggea 480
gacctteege tatggaatag ttcaccaggg tgcagagagg agttcgtgge cttgagaagt 540
tggeoageee gaccttoectg getcagactg cctgaagtty tgacagtgly ggecttctea 600
gttgegtgee cetteetgea tglgegetic ttéctaaace acacctitct gggeactgge 060
ceatggatge accactaaat caacaggtet gtggggtgga tgatcaactt tetectceatt 720
tttettital tgactggett celuattlaa ggaclgl 757
210> 10
211> 105
212> PRT
213> /P (Mus musculus)

[0007]

400> 10
Yet Arg Gly

Ser Asp Cys

Gly Ala 6ly Thr Cys Cys Ala Ile Ser Leu
35 40

Ala Val His Ile Phe Ile Met
5 10

Ala Yal Tle Thr Gly Ala Cys
20 25

Leu

Trp

Leu ggs Thr Pro Leu Gly %gg Glu Gly Glu Glu

Hig Lys lle
65

Pro Phe %8u Arg Lys Are Gln

His
75

74

Leu Let Ala Tgr Ala

Glu Arg Asp %%e Gln Cys

Leu igg Gly Leu Arg

Cys His Pro Gly Ser
60

Hig Thr Cys Pro Cys
80
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[0008]

Ser Pro Ser Leu Leu Cys Ser Arg Phe Pro Asp Gly Arg Tyr Arg Cys
85 90 95

Phe Arg Asp Leu Lys Asn Ala Asn Phe
100 105

210> 11
211> 20
<212> DNA
213> N4

<220
<923> PCRE[W

<4000 11
tgggctacac tgageaceag

210> 12

211> 20

<212> DNA
213> AT

<2207

<223> PCR F|4

<400> 12

cagegtcaad ggtggaggag
L2107 13

<211» 28

<212> DNA

213> ALFH

220>

@223 HE

400> 13

tggteteete tgacticaac agegacac
210> 14

211> 18

<212» DNA

218> ATF%)

49903
<223> PCRB|Y)

75

20

20

28
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<4000 14

cecatttttteg ggcggagg 18
<210> 15

211> 19

£212% DYNA

213> NI

220>

<223> PCR 3|4

400> 15

cegtaaacag gecaageot 19
210> 16

Q11> 24

<212» DNA

Q213> ALF4

<220>

228> HEP

400> 16

tgeateacac ttgeceatgt ctge 24
210 17

2L 17

212> DNA

213> N3

<9203
<223> PCR 5|4

400> 17

ceggeageea caaggte 17
210> 18

1Ty 18

<212> DNA

213> ANTFpF

€920%
<9935 PCRE|Yp

400> 18
tgggraagca. aggacagsg 18

210> 19
[0009]

76
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[0010]

41> 26
212>  DNA
213> AL

{2202

223> HEF

400> 19

ccttctteag gaaacgcaag caccac
210> 20

QL 17

212> DNA

213> ANLF%

<220>

223> PCR 5
<400> 20
ggegeectte tacgget
210y 21

<211y 20

<212> DNA

213> ATIFH

2202

223>  PCR 7%y

400> 21

teteettecae gaacacggte
210> 22

211> 23

{212> DNA

@13y AT

{220%

923>  HE

400> 22

caccategtg cgeogacttet tce
210> 23

211y 23

<2125 DNA

7l

26

17

20

93
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[0011]

<918y AN LFEH

<2207

223> PCR 5|9

400> 23

ggaaatgaca totgtgttea tge
210> 24

211> 25

€212> DNA

218> AL

220>

2235 PCR I

100> 24

teattgtatg ttacgacttt geage
<210» 25

CLl> 21

<2127 DNA

213> N4

{220

223> &EP

<400y 25

ccegteceet caagaagecg a
210> 26

<211 25

212> DNA

213> ALFH)

<220%

€223> PCR 5|14

<400> 26

atgttceagt atgacteorac tcacg
210> 27

211> 25

212> DNA

213> NP

£220>

78

23

25

21

25
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[0012]

223> PCRUH

<400> 27

gaagacacca gtagacteca cgaca
210> 28

211> 29

212> DNA

218y NLF41

220>

223> #HE

<400> 28

adgececatea ccatetteea ggagegaga
210> 29

211> 18

<212> DNA

@13y N4

20>
<2235 PCR B
400> 29
ngag‘gatgo dacecacace
210> 30

@LLy 24

212> DNA

218y ANTFH

<2202

223> PCR 5

400> 30 )
ceggllgaan gadgleella dace
210> 31

11> 20

212> DNA

213> ATF4

220>
223> R%EF

400> 31
ceectgectg ceaggettgg

79

18
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[0013]

210> 32

211> 20

€212> DNA
213> ANTLJFH)

2207

€223> PCRE|Y

<400> 32

tgaggaaacg cecaacaceat
210> 33

21> 17

<2127 DNA

@13 AP

€220

€223> PCR 5|4
<400> 383
cecgggaacet ggageac
210> 34

211> 23

<212> DNA

213> ALTE#

<2200

223> HEF

<400> 34

celgloeclyg cleacecage clg
210> 35

211> 19

<2122 DNA

213> ANLJ7PH

<2207

€223» PCRE[4
400> 35

cagegeacat gaagacttg
216> 36

211> 21

80

20

17

23

19
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[0014]

212> DNA
213>y NI

220>

<223> PCRE|Y

400> 36

gteatetticg gtitectgag t
210> 37

@r1> 20

212> DNA

13> ANLFH

2200

223> WE

400> 37

teecaggeage acccetgatg
210> 38

211> 18

212> DNA

213> ANTLF5

220>

€223> PCR 3|4
<400> 38
gadctecacyg tgagegda
210> 39

211y 21

212> DNA

213y ANTFH

220>

223> PCR B

400> 39

gggtceeatg ttgatgatge t
210> 40

211> 26

212> DNA

Q213> ANILFH)

81

21

20

18

21
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£990>
223> &5

400> 40
ctecotgata cacaccagee cacetg 26

82
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Abstract

This invention related to use of Bv8 and/or EG-VEGF to promote hematopoiesis. The
present invention provides methods of using Bv8 and EG-VEGF polypeptides and
nucleic acids to promote hematopoiesis. Also provided herein are methods of
screening for modulators of Bv8 and EG-VEGF activity. Furthermore, methods of
treatment using Bv8 and EG-VEGF polypeptides or Bv8 and EG-VEGF antagonists

are provided.



