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. R4S G Ang—2 (2 IR R AR BE R 2 26, Sorp Irid 2 IR 5 2 2R 1R 7 41
WDPWT

(SEQ ID NO :65)

F H I PTIR Z IR T A2 5-50 M2 LR »

2. BBSS A Ang—2 2 IR M HL A BT 52 26, Horb i 2 IR HE 20 S5 1R 741
WDPWTC

(SEQ ID NO :66) o

3. RE4i G Ang—2 2 IR S AR B W 42252 3, Horp ik 22 KB FG 2 S5 1R 7 4
Cz WDPWT

(SEQ ID NO :67)

o 2® SRR P sl AR T S IR TR L

4. BURVESK 3 2 Ik AT B2 2, Hodh Bk 2 ikt — PG 2 LR 7 )
Cz"WDPWTC

(SEQ ID NO :68)

o 2® SRR PR sl AR T I R TR L

5. RE4i & Ang—2 2 K LA TR B2 3, ik 2 IRE0 46 T X2 574
a'a’a’Ca’WDPWTCa'%a'’a™

(SEQ ID NO :69)

Hrp .

a',a’, fil a’ £ B o R S FE IR TR

a’ SRR IEIRIEIL ;

a'® NP R R IE RIS 5

a'® ANAFLES A P B, R ARG, B8 M 2 IR IR TR

a'* & PR M P AR S I R R

6. BURIEK 5 12 Ik A FLAE BT 52 2k, Horp

a' VvV, I,P,W,6,S,Q N, E, K, R, B H ;

a? & V,P,M,G,S,Q,D, B, K, R, 8 H ;

a’ = AV, P, M F, T,G, D, E, K, B H;

a® A, V,G,Q,N,D, 8L F

a” &S, Q,N,D,E, K, B R ;

a” &L, T, o H 0

a &V, L, I, W, 8 M.

7. BURIELR 5 2 ik S AR mT 52 36, Horp,

al % Q;

a’ &L,

a’ &L,

a’ = DELE;

a” =D ELE;

a' S H Al
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a &M,
8. He4it Ang-2 W2 IR S H A PR W52 36, ITid 2 R4S T N LR P4
b'b*b’b*b°b°Ch WDPWTCh'*b'®b' bbb
(SEQ ID NO :70)
Hrp .
b' NFAESHE e R IERIES ;
b® ANAFALE SR A PEBK 1) A PRSI 1) B A 2 S TR TR S
b®, b*, b°, Fll b® & F ST M A7 AE Bk e IR
P RAERIEIE
b'® ANAFALE B 2 SRR
b'® ANAFLE ST & BRI, AR PRI, B8 2 SRR TR
b ANAEAE B S PR B K Bl b AR 1 2 SRR R
b'®, b', F b*° & B ST M AR AEAE B R RS IR 3
9. BURMEIK 8 12 Ik S AT 45z 6, Horr
b ANELE, B S ALV, L, P, W, F, T, G, S,Q, N, K, R, B H
b® ANELE, B g ALV, L, I, P, WM, T,G, S, Y, N, K, R, BR H 5
b’ ANELE, B E S AL, L, P, W, M T,G,S,Q,N, B, R, B H
b* &V, I,P,W,G,S,Q, N, E, K, R, Bt H ;
b’ & V,P,M,G,S,Q,D, B, K, R, B H ;
b AV, P, M, F, T,G, D, E, K, B H 5
b® /& A, V,G,Q,N,D, 5 E ;
b &S, Q,N,D, E, K, B R ;
b &L, T, 8¢ H;
bRV, L, I, W, B M
b" ANIELE, BE AV, L, P, W, F, T,6,Y,Q,D,E, B R ;
b AfEAE, B2V, L, I,P, T,G, S, Y, Q, N, D, E, B R ; il
b ANIEAE, BE RV, L, P, W, M, T,6,S, Y,Q, N, D, K, B R,
10. BURIER 8 12 Ik S FLAE T 52 6, o,
b' AAFAE, S FAE P, 8 T
b AAFAE, At 1, 8N
b* AAFAE, s F A& R, 8K T
b* & Q;
b° & E;
b° & E;
b* =D ELE ;
b & DELE ;
b16 %H;
b17 %M;
b ANAFLE, BEW, 5 P ;




=

2 Xk B

CN 101787072 A 3/7T 7
b" ANELE, 8 G, 8L E ;JF A
b* AN{EAE, BV, B K.
11. BFEE E SEQ 1D NO :4, F1 SEQ ID NO :76 %2 SEQ ID NO :118 & /b—FMa LR T

B2 Ik B LA BT 32 3, b ik 22 ke 45 5 Ang—2 5

Jik SEQ ID No.| JikJF%)
76
Con4-44 PIRQEECDWDPWTCEHMWEV
Con4—-40 77 TNTQEECEWDPWTCDHMPGK
78
Cond—4 WYEQDACEWDPWTCEHMAEV
79 NRLQEVCEWDPWTCEHMENV
Con4-31
80 AATQEECEWDPWTCEHMPRS
Con4—-Ch
81
Con4-42 LRHQEGCEWDPWTCEHMEDW
82
Con4-35 VPRQKDCEWDPWTCEHMYVG
33 SISHEECEWDPWTCEHMQVG
Con4-43
84 WAAQEECEWDPWTCEHMGRM
Con4-49
85 TWPQDKCEWDPWTCEHMGST
Con4-27
86
Con4-48 GHSQEECGWDPWTCEHMGTS
Con4-46 87 QHWQEECEWDPWTCDHMPSK
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Jik SEQ ID NO.| Jik/%%)

88
Con4-41 NVRQEKCEWDPWTCEHMPVR

89 KSGQVECNWDPWTCEHMPRN
Con4-36

90 VKTQEHCDWDPWTCEHMREW
Con4—-34

91 AWGQEGCDWDPWTCEHMLPM
Con4-28

92 PVNQEDCEWDPWTCEHMPPM
Con4-39

93 RAPQEDCEWDPWTCAHMDIK
Con4d-25

94 HGQNMECEWDPWTCEHMFRY
Con4-50

95 PRLQEECVWDPWTCEHMPLR
Con4-38

96 RTTQEKCEWDPWTCEHMESQ
Con4-29

97 QTSQEDCVWDPWTCDHMVSS
Cond—47

98 QVIGRPCEWDPWTCEHLEGL
Con4-20

99 WAQQEECAWDPWTCDHMVGL
Cond—45

100 LPGQEDCEWDPWTCEHMVRS

Con4-37
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Jik SEQ ID NO.| Jik/%%)

101 PMNQVECDWDPWTCEHMPRS
Con4-33

102 FGWSHGCEWDPWTCEHMGST
AC2-Con4

103 KSTQDDCDWDPWTCEHMVGP
Con4-32

104 GPRISTCQWDPWTCEHMDQL
Cond—-17
Con4-8 105 STIGDMCEWDPWTCAHMQVD
AC4—-Con4 106 VLGGQGCEWDPWTCRLLQGW
Cond-1 107 VLGGQGCQWDPWTCSHLEDG
Con4d—Cl1 108 TTIGSMCEWDPWTCAHMQGG
Con4d-21 109

TKGKSVCQWDPWTCSHMQSG

Con4—-C2 110 TTIGSMCQWDPWTCAHMQGG
Con4d-18 111 WVNEVVCEWDPWTCNHWDTP

112 VVQVGMCQWDPWTCKHMRLQ
Con4-19

113 AVGSQTCEWDPWTCAHLVEV
Con4d-16
Cond-11 114 QGMKMECEWDPWTCAHIVYR
Con4d—-C4 115 TTIGSMCQWDPWTCEHMQGG
Con4d—-23 116 TSQRVGCEWDPWTCQHLTYT
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Jik SEQ ID No.| JkJ¥4)

117 QWSWPPCEWDPWTCQTVWPS
Con4d—15
Con4-9 118 GTSPSFCQWDPWTCSHMVQG
TN8—Cond | 4 QEECEWDPWTCEHM

12. BFEACPEK 1,5,8 8L 11 (122 /b— R R K& 2 Ik R AR T ez 26, 1
HTRELS 2 IKRE 4 A Ang—2.

13, BURE K 12 (MG 2 K, o Ik 8ok 2 Fe G503, 28 & I, g Joa, R[S Bk ],
BESS, FISERE P i 22— R

14. BUFESR 1,5,8 8 11 2 Ik, AR

15, BOFIESK 1,5,8 8 11 M2 kI SR A2 F k.

16. Re4ia Ang—2 M2 IR M SRR B2 31, Prid 2 KA 45 SEQID NO :25 [ 2d LT
1.

17. BUFER 16 [ 2 ik, Hodb SEQ 1D NO <25 [ Fe Sy A TgGl ¥ Fe.

18, BRI E SR 17 2 K, Hid SEQ 1D NO :25 [ Fe W2 FE/E 741 4 SEQ 1D NO 60,

19. BRMZEK 16 (1) 2 IR R AR B ez 3, b Tk 2 Ik F SEQ IDNO =25 ({24 2L 7
IV

20. PR SR 19 (£ Ik, Hirb SEQ 1D NO :25 ) Fe 2 FEM /7414 SEQ 1D NO :60,

21, —FhgmBB AR E 5K 16-20 AF— IR £ KK 2 1R .

22, BRNEK 21 M Z IR, 2o SEQ 1D NO :46.

23, —PHAEBCRE R 21 8% 22 M Z AT IR IFRIEE K.

24, —FhAL SRR E SR 23 [ IAEARNIE 240

25. BURIELSK 24 18378 240 g, B ik 48 ok i i 4 e o

26. BURIZLSK 25 178 240 g, Bk 48 i oA K T B 40

27. BURIZESK 24 178 40 g, 3o ik 4 e ok S0z 40 e o

28. — B B 522 2 AR A A R FIBUR BEK 16-20 4F— T 2 IR 24
MAED

29. — B FLA I E K AL T, B TR T A AR BRI R 16-20 A
T2 K

30. —BiATT 3 M A A I T, BRI AR 7 A R0 AR 5K 16-20 /101
INEZ/

31, — BRI I FLEh P E A AL ) TR, BRIt T AR T A RO BRI SR 16-20 A
SHE S

32. — P FLE ) b AAN T 22 00 0 e A D s i ) PR 2B A 5 vk AR I A VG
J7 A BRI K 16-20 /U2 K.
7
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33, — PO FLAN DI K 5 T, RS B VG T R B BUR B SR 16-20 AF— T
Z IRMULTT 259) o

34. BUMER 33 197535, Horh rid AL sy 2540 /2 5-FU, CPT-11 Mt LB B2 B P ¥ 2
bRty

35. — BRI FLEh WM ES IEVE BN B T A2 D R 5 R, RS ATIA T AT AL
B HIRURIEE SR 16-20 - —THI 2 k.

36. — MR IR FLEIY LR AL ) AR > R T < HIROH I E S, R 1
T, RN, B R VEZREL, 18 N SRAL, R B AR DR, B A B, B AR it
HIRTT A 2R BN 5K 16-20 4E— T £ ik

37. BURESR 36 17715, Foh Brik RS N KT R
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AMEERHE -2 FFEET

[0001] A HI i & DL R HHIE I 20 & A I H :20024F 10 A 11 H s g 5
02824651. 9 (PCT/US02/32657) ;K4 HK 7 .

[0002]  ACHIEER 2001 4 10 H 11 H HiE 192 E i B #E 8985 No. 60/328, 624 (1]
i, GERERE LS ES S .

A& RR SR

[0003] AR B RORAIMAE AR -2 (Ang-2) JF H 52 456 1R R 460 3 ikt
Y, AR SRS S A Ang—2 I PTIR R 5 45 6 70 B G A BRI 4%, 2 W F g, Ay H
[0004] KI5

[0005]  Ifl %8 & Ak, INAFAE RIS A2 et (R I A8, 6 TR 22 A2 BRI 3 I R L /R i) e —
FROR AL, L A I A A R PR S AT L A 1 ERL P s RS A S e, R I A
Wi TR, MIE B R R I D0 T 5 12 B A] REES R 1E4T . Folkman, J. , Nat. Med. ,
1:27-31(1995) ,

[0006] 1R 2 Fipins A5 AN S B sl AN B B8 A LA R AR AR R o IR A AL B AEL
ANBR T, BRI T B 90 AR X s 0 55 0 P A 0 g ), B SE AT R B s R AR E,
B2t , i IE R (hemangioblastoma) , ISR, B MKAEAL , 58 PRSI , 491 2t 248 X 1 sl e 1
RN, TEHAERAT R (EAFRRRIERTTR ) , B ToA P 1t O, 451 G i 11 W Wi, 3 Jhk St
B AL B A S s KRR AL, 7~ 5 PSR, RS, 48] 2 iy V8 ) SIS AR AR ( i v )
S (A9 2 L AR E 08 ) o 5 AN ST B R LA e A AR D R At ot T IS e A SR AR
N G2 1 2 DL o

[0007]  HARIRZAE 5% T RAACMAE KA W J, H RIS & 78 7 B A W
BN R R — W e Tie—2 ZARMR A MR (F/E" Tie2” 8" Tie-2R" (4
PRAE" ORK” ) 5 Bl Tie2 WFRAE " tek” ) K H P AR, M4 A4 i & (Gale, N.W. Al
Yancopoulos,G. D. ,Genes Dev. 13 :1055-1066[19991) o 43 VUM CLA0 I 2 i R 5 I8 4=
B -1(7 Ang-1" ) RIMEAMER -4(" Ang-4" ). XEEMEERFRWIRIE" Tie-2 K
&" . (Davis,S. ,2&,Cell,87 :1161-1169[1996] ;Grosios,K. , 2, Cytogenet Cell Genet,
84 :118-120[1999] ;Holash, J., %%, Investigative Ophthalmology&Visual Science,
42 :1617-1625[1999] ;Koblizek, T. I.,%%, Current Biology,8 :529-532[1998] ;Lin, P.,
2. Proc Natl Acad Sci USA, 95 :8829-8834[1998] ;Maisonpierre, P.C., 2%, Science,
277 :55-60[1997] ;Papapetropoulos, A., 2%, Lab Invest,79 :213-223[1999] ;Sato,
T.N., %, Nature, 375 :70-74[1998] ;Shyu, K. G. , 2, Circulation, 98 :2081-2087[1998] ;
Suri, C., %%, Cell,87 :1171-1180[1996] ;Suri, C., %%, Science, 282 :468-471[1998] ;
Valenzuela, D. M. , &, Proceedings of the National Academy ofSciences of the USA,
96 :1904-1909[1999] ;Witzenbichler, B., %%, J Biol Chem,273 :18514-18521[1998]) .
Ang-1 Y5 Tie—2 & & R I7 B P B2 40 i mh 1 52 AR i R A A 5 i I Ang—2 3 AN 45 95t

9
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Tie-2 SZABEBRALVER (Davis, S., %%, [1996], I3 ;Maisonpierre, P.C., %%, [1997], I
3 sKim, I., J.H.Kim, %%, Oncogene 19(39) :4549-4552(2000) ;Teichert—-Kuliszewska,
K. , P. C. Maisonpierre, 2%, Cardiovascular Research 49(3) :659-70(2001)) .

[0008] /] B, Tie—2 A1 Ang—1 it B 4 1) 2% AL 2 SR LUK OF HL 42 75 Ang—1- A i) Tie-2
34 TR AN AR FH T8 o DR 457 A B 4 M — S 3 A BRI 3 R R I A SO R AR E
(Dumont, D. J. , 2%, Genes&Development, 8 :1897-1909[1994] ;Sato, T.N. , 2%, Nature, 376 :
70-74[1995] ;Suri, C., %%, [1996], F3C) . AN Ang—1 7R M AR & T 4R FAE e E A
SEARSE I, M0 B A3k (Hanahan, D. , Science, 277 :48-50[1997] ;Zagzag, D. ,
2%, Experimental Neurology, 159 :391-400[19997) . #HJ, Ang—2 ik L ERR T M s
AL, AR AETS BLRH W Ang—1 DhBE, A5 S 2t T 18 R AL i A T S HRZS (Hanahan,
D., [1997], F 3 ;Holash, J., 2, Science, 284 :1994-1998[1999] ;Maisonpierre, P.C. ,
&, [1997], £3C) .

[0000]  RZ AJFHIBFFTSFFUE A M A - WM Ang-2 RIX HME RAEFH K., XL
i B 2E NG DU, 0, 4 e, BB AR M, FIESE (Bunone, G. , %%, American Journal of
Pathology, 155 :1967-1976[1999] ;Etoh, T. , %%, Cancer Research,61 :2145-2153[2001] ;
Hangai, M. , 2%, Investigative Ophthalmology&Visual Science,42 :1617-1625[2001] ;
Holash, J., %%, [1999] [ ;Kuroda, K. ,2&, Journal of Investigative Dermatology,
116 :713-720[2001] ;0tani, A. , %%, Investigative Ophthalmology&Visual Science,
40 :1912-1920[1999] ;Stratmann, A., %%, American Journal ofPathology,153:
1459-1466[1998] ;Tanaka, S., %%, J Clin Invest, 103 :34-345[1999] ;Yoshida, Y.,
2%, International Journal ofOncology, 15 :1221-1225[1999] ;Yuan, K., %&, Journal
ofPeriodontal Research,35 :165-171[2000] ;Zagzag, D., %%, [1999] ). iXLEHF57
RZHBOREAEAE L, Hrp R 2 e R AR SR A Ang—-2 Rik. 5 7Em B LM
KA FRIEA B, 1EH A Ang-2 RIE T3 A R Maisonpierre, P.C., 5§, [1997],
F X sMezquita, J., %%, Biochemical and Biophysical ResearchCommunications,260 :
492-498[1999]) o TE IEH A N AR A ML AR = A B0 A2 0P 5L, i d, Al X s
e H AT 2 Ang—2mRNA IR CBIL, JF ) AP 13441,

[0010]  —LLTHRERFSTEL N Ang—2 1] BEAEMNR M R A M . Ahmad 2§ (Cancer Res. ,
61 :1255-1259[2001]) $fiih Ang—2 58RI I HIZHF IR B IZ 5/ A PR AR AR 2 g
A KB INAA . 12 W Etoh %, L3C, fll Tanaka 2%, 130, Hip 45 I ¥ Hr Ang2 HE B RIA Y
PR M i 2 AHSCIEE . (HS2, AU, Yu %% . (Am. J. Path. , 158 :563-570[2001]) &%k
P SCHFUEW] Lewi s [ifided A TA3 355 J 4 ML P Ang—2 B 5 3 1K S A AR N (R85 G 1~V E 5 1 /)
B A7 T o

[0011]  fEId LB JLE, IR L HRADIR Y Ang—1, Ang-2 F1 / Bl Tie—2 W] e & HUREIRTT I
#Y) . it , SE1E & F) Nos. 6, 166, 185,5, 650, 490, fil 5, 814, 464 5% /A IF T Hi -Tie-2 Fiik
FUAFIZ A 2. L in%% (Proc. Natl. Acad. Sci USA, 95 :8829-8834[19981) X /]> fl vt 5
B F5 R IR ATV Tie—2 s AR A Tie—2 /AN Bl A2 I 88 80 5 AR /N o A8 B dl F B
5391, Lin 2% (J. CLin. Invest. , 100 :2072-2078[1997]) X K flid: S nl A Tie-2 ;54
PRI P AN K F IR Ko Siemeister % (Cancer Res. ;59 :3185-3189[1999])

10
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il R I8 Tie—2 WA G5 fa I iy N FE 2R 4 M0 3R, 0P BR By S X LBl g &R, 15 HH 4598 - 75K
AL Tie—2 UM R A KA IR M A R AR BEIIH" o NIXMEEE, HH CH Ang-1
F Ang—2 HREE G Tie—2, WIXLERFFLARETE B HLE H 1 Ang—1, Ang-2, 8K Tie-2 & & PUEIA
TG T EEY)

[0012] &Rk 24y (1) 20 5 A I — Se IR SAs e i R SR B T g 18 € X [ kG AR A
T, 1, PCT A FF WO 00/24782,2000 4E 5 H 4 HAH.

[0013]  SERTHEAR IS M 772 W — R B i e H O B S —PpsoE i 2% &5 1 i
Wl an Tg 8 2 X Ak (a0, SEpiw, 56 E & F) No. 5, 480, 981 ;Zheng %%, J. Immunol. ,
154 :5590-5600, (1995) ;Fisher %%, N. Engl. J. Med. , 334 :1697-1702, (1996) ;Van Zee,
K. 2, J. Immunol. , 156 :2221-2230, (1996) ;Z£[E &F| No. 5, 808, 029,1998 4F 9 H 15 H/A
FF ;Capon %5, Nature, 337 :525-531, (1989) ;Harvill %, Immunotech. , 1 :95-105, (1995) ;
WO 97/23614,1997 4£ 7 H 3 H/AJTF ;PCT/US 97/23183, filed Dec. 11,1997 4 12 A 11 H
Hi# ;Linsley, J. Exp. Med. , 174 :561-569, (1991) ;W0 95/21258,19954F 8 H 10 HAFF ) .
[0014] AP —Ang—2 J7 AT BE AL K (e JR A8 52 4, BRI K 22 3008 R IiRe 7 250
MK EABL 1-2 =K. XFPER 7200 HAth 5 10 5 2 A A0 2 595993 491 40 48 9 s
K R By ) 12 IV o

[0015] X FHREF BN IS Ang-2 T WA A RITRINTE K X295 F H
F X5 Ang—2 J5 HEAH R 18 &5 IS W i R0 G 97+ P

[oo16]  [Xth, A B —A B a2 d& (R 1 Ang—2 W5 T I Ang—2 [R)%Re S 45 63l AR W]
EFER 299 R BB (peptibodies) B, B, 53 Ath 7376 WnBi AR 14 Fe 25 Mk & 1)
JIk, H A IR AR e RS Ang—2.

[0017] AR BHMEAR

[0018]  FE—ANSZiti &b, A I Ko 44 Ang—2 HITk (FEIX LRRIEZIK) « AR IHIE
AL FEIXFE IR A AR FIRT AL o

[0019]  7E 55— ANSEHETT S, AR B (R IR AR (R FNAT AL S i i 42

[0020]  7E 55— NS T &, BTk KT DA Fe g5 i mt &, MRt Bkpiik. (i, fr
W KH AL FE B U1 SEQ ID NO :3-SEQ ID NO :6, 8% SEQ ID NO :76-SEQ ID NO :157, UL f
RFFT D 2D —FiK . Heak, BT ke DA FERRPE SEQ 1D NO :65-SEQ 1D NO :75, Fl
SEQ ID NO :158 Fos i 45 s 22 /b —Fl ik

[0021] 7B 57— ANt 5 2, Ak B AR gm g Ry = 45 450, AL AR (AR 2B W) A% B Oy
T

[0022]  7E 55— ASEHE T S, AR BHER (L ga bl Sk id, L AR R RIAT A IR 7+ AT
PEHh, PR 2R 4> 45 SEQ ID NO :33-SEQ 1D NO :53.,

[0023] 7B 55— NSl 7 G, AR R BB A0 b 0 7% A A2 3 il A SR R R 4 A 7
Tk INIEE R 77V o AR T B B AR A0 ) 52 4R M08 o AR IR 7 0 A ) 7 2 1) 52 1A it
AR AR AR I P IRANGT 52 B e 0 72, X T B 521 it
FHA 35 B RS S 45 63 o

[0024] AR EHIEW KR4 A Ang—2 [ 2 K R SLAR BT 2252 6, Sorb in ik 2 I FR = 1R
J¥%1) WDPWT (SEQ ID NO :65) , 3 HH:A frik 2 kK 5-50 P22k . prid 2 st dh a2k

11
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B4

[0025]  WDPWTC(SEQ ID NO :66)

[0026] LR AR B2 ER . ik, ik 2 o] LR 2 25 1R 741 -

[0027]  Cz®WDPWT (SEQ ID NO :67)

[0028]  Hrp 2* SRR ME sk PR I IR IRTR L, DL A s T2 dh . BTk 2 K mT L —
BAFEEIER TS -

[0020]  Cz’WDPWTC (SEQ ID NO :68)

[0030] A 2* SRR IE S P PER M IS IRIE L, DL S AR B 2 2

[0031] 5 — ALl 7 i, AR I R BE4E A Ang—2 11 2 Ik M AR v #2576, A 55
TAREAIER TS -

[0032]  a'a’a’Ca’WDPWTCa'’a'a' (SEQ ID NO :69)

[0033]  Hrf:

[0034]  a', &, Fl a° & F JhO7 Hb 2 R IR R TR I

[0035] FERIERRIE

[0036] a12 AAEAEBHE ST A IR TR I

[0037]  a" ANAFAESE 2 B K, A AR M 16, B A 2 SR IR TR AL

[0038]  a' R PEH KIS P AR M E RIS IR I . FEOLIE I SE it Ty b -

[0039] a'&V,I,P,W,G,S,Q,N,E,K,R,B({H;

[0040] a° & V,P,M,G,S,Q,D,E, K, R, 8 H;

[0041] &’ & A, V,P,M,F, T,G,D, E, K, 8 H ;

[0042] a® & A,V,G,Q, N, D, 8 E ;

[0043] a” & S,Q,N,D,E, K, 8 R;

[0044] & B L, T, H Al

[0045] a" & V,L,I,W,8M.

[0046]  7EHARIERISLHE TSR, a' &2 Qsa’ 2 Esa’ A Esa’ A DB Ea” J2 D B E sa®® &
HHTa & M.

[0047]  EEHH A {EIX AT A A AER/NE S BE (B0 a' F1bY) B ERALE, A
FERIRG ERERN BT S .. EXEHRKE PR RB PR ERES .

[0048] A EHIE—I0U K RESE & Ang—2 ALEE T RE LR T 1 2 Ik e AR T 857
th o,

[0049]  b'b’*b’b*b’b°Cb*WDPWTCh'*h'®h''b"*h'*h™ (SEQ ID NO :70)

[oo50]  Hr

[0051] b AAFLEEE R EIRILIE ;

[0052]  b° ANAFLEEE & B K, A AR PR, Bl Pk R R IR ik I

[0053]  b°, b*, b°, Fl b° & AT HAAFAE B IR RS

[0054]  b° REIEERIRIE ;

[0055] b AAFLESKFH 2 R FEIRILIL

[0056]  b'® ANAFAESE A BRI, A AR M 1, Bl Bl 2 SR IR ik 2

[0057]  b"" ANAFAEBE A B K [ 3 AR P S R iR A
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[0058]
[0059]
[0060]
[0061]
[0062]
[0063]
[0064]
[0065]
[0066]
[0067]
[0068]
[0069]
[0070]
[0071]
[0072]

b'®, b, Fl b* & A MSTHAATFAE B AR IR IRIR I . AR ST T
b AAFLE, BRE = A, V, L, P, W, B, T, G, S, Q, N, K, R, B H

b* AfEAE, E R AV, L, 1, P W, M, T, G, S, Y, N, K, R, B H

b AAELE, S F LA L, I, P, Wo M, T,G, S, Q N, E, R, 8 H

b* &V, I,P,W,G,S,Q N, E, K, R, B H;

b® & V,P,M,G,S,Q,D, B, K, R, 8L H ;

b A, V,P,M,F, T,G,D, E, K, B H ;

b® S A, V,G,Q,N, D, 8L E ;

b” J&£S,Q,N,D,E, K, B R ;

b &L, T, H;

bRV, L, I, W, B M

b ANTELE, B E & A, V, L, P, W, F, T,6G,Y,Q, D, E, B R ;

b AAFE, KEZV, L, 1,P, T,G,S,Y,Q, N, D, B, 5k R ;9 H.

b ANLELE, BE RV, L, P, W, M, T, 6,S, Y, Q, N, D, K, BE R,

FEFARIER ST P, bt AFAE, 42 P, 8T sb” AAFEAE, s 42 1, 8N ;b° A

TR, BB R B T ;b Qb 2 Eb° B b D EE ;b R DEE ;b ZH b Mbb'
$ﬁ€7ﬁiW7ﬁP;blg$ﬁE7EﬁGiﬁiE;%Hb2o$ﬁﬁiﬁiviﬁi}{o

[0073] IO (AR BILIE R AFEE 3 SEQ 1D NO :4, F1 SEQ ID NO:76 & SEQ ID NO :

118 i &2 /b — P B e e 41 (1 22 Ik UL S oA PR T 352 26, Hodp A0 & i 2 ik BE4E & Ang—2. T

25 BRSP4 -

[0074] %X 1

[0075]
ik SEQ ID NO. JIKSF 5
Con4-44 76 PTRQEECDWDPWTCEHMWEV
Con4—-40 77 TNTQEECEWDPWTCDHMPGK
Con4d—4 78 WYEQDACEWDPWTCEHMAEV
Cond-31 79 NRLQEVCEWDPWTCEHMENV
Cond—C5 80 AATQEECEWDPWTCEHMPRS
Con4—42 81 [.LRHQEGCEWDPWTCEHMFDW
Con4-35 82 VPRQKDCEWDPWTCEHMYVG
Con4-43 83 STSHEECEWDPWTCEHMQVG
Con4-49 84 WAAQEECEWDPWTCEHMGRM
Cond-27 85 TWPQDKCEWDPWTCEHMGST
Con4-48 86 GHSQEECGWDPWTCEHMGTS
Con4-46 87 QHWQEECEWDPWTCDHMPSK
Cond—41 88 NVRQEKCEWDPWTCEHMPVR
Con4-36 89 KSGQVECNWDPWTCEHMPRN
Con4-34 90 VK TQEHCDWDPWTCEHMREW
Con4-28 91 AWGQEGCDWDPWTCEHMLPM
Con4-39 92 PYNQEDCEWDPWTCEHMPPM
Con4-25 93 RAPQEDCEWDPWTCAHMD TK
Con4-50 94 HGQNMECEWDPWTCEHMERY
Con4-38 95 PRLQEECVWDPWTCEHMPLR

13



CN 101787072 A WO B 6,/207 T

Jik SEQ ID NO. KA

Con4-29 96 RTTQEKCEWDPWTCEHMESQ
Con4-47 97 QTSQEDCYWDPWTCDHMVSS
Con4—20 98 QVIGRPCEWDPWTCEHLEGL
Con4-45 99 WAQQEECAWDPWTCDHMVGL
Con4-37 100 LPGQEDCEWDPWTCEHMVRS
Con4-33 101 PMNQVECDWDPWTCEHMPRS
AC2-Con4 102 FGWSHGCEWDPWTCEHMGST
Con4-32 103 KSTQDDCDWDPWTCEHMVGP
Con4-17 104 GPRISTCQWDPWTCEHMDQL
Con4-8 105 STIGDMCEWDPWTCAHMQVD
AC4—Con4 106 VLGGQGCEWDPWTCRLLQGW
Con4-1 107 VLGGQGCQWDPWTCSHLEDG

[0076]

Cond—Cl 108 TTTGSMCEWDPWTCAHMQGG
Cond-21 109 TKGKSVCQWDPWTCSHMQSG
Con4-C2 110 TTTGSMCQWDPWTCAHMQGG
Con4-18 111 WVNEVVCEWDPWTCNHWDTP
Con4-1199 12 VVQVGMCQWDPWTCKHMRLQ
Con4-16 113 AVGSQTCEWDPWTCAHLVEV
Cond-11 114 QGMKMFCEWDPWTCAHIVYR
Con4-C4 115 TTIGSMCQWDPWTCEHMQGG
Con4-23 116 TSQRVGCEWDPWTCQHLTYT
Con4-15 117 QWSWPPCEWDPWTCQTVWPS
Con4—9 118 GTSPSFCQWDPWTCSHMVQG
TN8—Con4s 4 QEECEWDPWTCEHM

[0077]  * BIEHEH LR / BORHUARTT DI S ATEE” TN , 7 IN8” LB IN12” , % T
25 78 B IRPT AR A BT AT IAFAEBUANEAE o 3XHE, 9101, RTE " TN8—Cond” F1” Cond” 1E:
1% HLUR] H g .

[0078]  7E5—NSEHE 7 A K W K BA T B (composition of matter)
PEES LUNE

[o079] (X)) -F'-(X,

[oogo] I

[0081]  F' j2&fk ;

[o082] X' AN X* &% H RS HuIE H

[0083] —(L").-P';

[o084] —(L") .-P'-(1%) ,~P;

[0085] —(L') .-P'-(L%) ,~P-(%) P’ ;f0

[ooge] — (L") -P'-(L% P~ -P-(LYP*;

[0087] b P', P, P%, AT PY ) —ANERZ AN AT M AL FEIX BLREIR (G Z k. o, ZE AR I
[¥y St 75 2, P, P2, PP, TP e F O s AL S SEQ 1D NO =3 42 SEQ 1D NO :6, fiT / 5% SEQ
ID NO :76 % SEQ ID NO :157 £ ik,

[0088]  7E 5 — ML SLHE 7 S, ViR 2 T A

14
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[0089] X'-F!
[0090] =Y
[0091] F'-Y*

[0092] R HAZFEW[REAZ AL, Hodh X F R0 X Wik LT Yo fE7 — NSl s Z b, Mo
/\ =] —Fit

[o093] F'-(L") P!

[0094] R IHAZFERIBEEZEL, Hodb LY P R0 P ik LT 2 o 1B 57 —ANSEHE 7 2P, W iUk
gy R

[0095] F'-(L') -P'-(L?) P

[0096] e HAEpEm[EsZEh, Jorb LY B, P PR R ¢ I d X BLFTE o AE S —ANSEH Ty
E A8 %l N

[0097] F'-(L') -F'-(?) P

[0008] R HLAEFEWI Bz L. fEARIEMISEHE T, FORH A B Fe 5 Rk

[00909] A EHIE—I0W K RESS & Ang—2 MALEE T RE LT 1 2 MK e AR 7
th

[0100]  Pc™De’Le’e’¢®LY (SEQ ID NO :71)

[o101] Hrp

[0102]  ¢* J& T Pk Bi /K S R IR ik I

[0103] ¢ & A,D,B8E

[0104] ¢ EMRMZRIEIRIEKIL

[0105] ' REERMEIEREIL I H

[0106]  c® & tkBiK, FP AR I, B 2 SRR IS . AERIE ST P, ¢ & LB M, 1
Ty MR SE T e, ¢ & D B E,

[0107]  AREHHE—DW KEESE G Ang-2 FIELHE T R IR 75 ) 2 Ik R LA v #5257
Eh

[01 08] d1d2d3d4PdGDd8Ld10d11dlZLY d15d16d17d18d19d20d21d22

[0109]  (SEQ ID NO:72)

[o110]  HH,

[0111]  d' ANFAE, BE R R FERIEIE

[0112] & AAFLE, sk ih AR, BRI, slolnl Itk 2 R IR IR AL
[0113] & ANAFEAE, B A2 PR /K I B P A P S RS
[0114]  d* INAFLE, & A IERIEIE

[0115]  d° R MEmK R TR ;

[o116] d®* &2 A, D, B E ;

[0117]  d" 2R FERILIE ;

[o118]  d'" REIERILE ;

(01191 d™ A PEEK, R, sl Pk AR IR R

[0120] " ANAFLE, BRE & AR, BRI, BB Pk IR R
[0121]  d" AAFLE, BRE & AR, BRI, BB PR S IR R I
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[0122] ' AAFALE, B 2P PESK, B AR M 2 SRR

[0123]  d" ANAFAE, B & PEUK, sh AR M S R iR A

[0124]  d" ANAFAE, B J& R PEBUK, A AR PE S sl itk 2 2 R ke 2

[0125]  d* NAFAE, B /R 2 I IRIEIE

[0126]  d* ANAFAE, & 2 PEHUK, IR, Sl Pt 2 IR ;

[0127] & ANAFEAE, B &R B, AR, s 2 R R R Ik . AR DI I St 7
W

[0128] d'ZT,S,Q, R, B{H;

[0120] d* 2 T,Q, N, 8K ;

[0130] d°&F;

[0131] d* &M, Q, E,5(K ;

[0132] d° L EKM;

[0133] d* & DELE;

[0134] d“ & E;

[0135] d" & QEKE;

[o136] d” & TH(R;

[01371 d° & Y,D, E, 8K ;

[0138] d" & Q;

[0139] d" & WH(F;

[o140] d* &L, I, M8 T;

[0141] d° & L,F, 8 Y;

[0142]  d* /&2 Q, D, B E ;

[0143]  d* AAEAE, 8#F 2 Q 8L H ;

[0144]  d% AAFALE, BE = A L, G, S, 8L R

[0145]  {EARIEMSCHE 7 ZErh, Py AL HEE H SEQ ID NO :6, 1 SEQ IDNO :119 % SEQ
ID NO :142 {2 /b—MaRa R A K 2 0K, P& 2 IkBeSE & Ang—2, DL A BT 4%
ZEh, T2y H SEQ ID NO :6, 1 SEQ ID NO :119-142

—_— =

[0146]

Jik SEQ ID NO. KA

L1-1 119 QNYKPLDELDATLYEHFIFHYT
L1-2 120 LNFTPLDELEQTLYEQWTLQQS
L1-3 121 TKFNPLDELEQTLYEQWTLQHQ
L1-4 122 VKFKPLDALEQTLYEHWMFQQA
L1-5 123 VKYKPLDELDEILYEQQTFQER
L1-7 124 TNFMPMDDLEQRLYEQFTLQQG
L1-9 125 SKFKPLDELEQTLYEQWTLQHA
L1-10 126 QKFQPLDELEQTLYEQFMLQQA
L1-11 127 QNFKPMDELEDTLYKQFLFQHS
L1-12 128 YKFTPLDDLEQTLYEQWTLQHV
L1-13 129 QEYEPLDELDETLYNQWMEHQR
L1-14 130 SNFMPLDELEQTLYEQFMLQHQ
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Jik SEQ ID NO. KA
L1-15 131 QKYQPLDELDKTLYDQFMLQQG
L1-16 132 QKFQPLDELEETLYKQWTLQQR
L1-17 133 VKYKPLDELDEWLYHQFTLHHQ
L1-18 134 QKFMPLDELDE ILYEQFMFQQS
L1-19 135 QTFQPLDDLEEYLYEQWIRRYH
L1-20 136 EDYMPLDALDAQLYEQF I LLHG
L1-21 137 HTFQPLDELEETLYYQWLYDQL
L1-22 138 YKFNPMDELEQTLYEEFLFQHA
AC6-L1 139 TNYKPLDELDATLYEHWILQHS
L1-C1 140 QKFKPLDELEQTLYEQWTLQQR
L1-C2 141 TKFQPLDELDQTLYEQWTLQQR
L1-C3 142 TNFQPLDELDQTLYEQWTLQQR
L1 6 KENPLDELEETLYEQFTFQQ
[0147] A BHIEH K fe 4 & Ang—2 WALHE N G RR T 51 2 K S LA BT 452

[0148] Rpe3e4e5e6e7G(SEQ ID NO :73)

[0149] Hrp

[0150] &’ J& P AR M A LR TR

[0151] e SRR M Z I IRIL AL 5

[0152] & & i M AR M Bl P U R IR T O

[0153] e &M E K LR IR ;

[0154] &' &P MEEIK E RIS . AEIRIEM ST S, ¢ & Y8 Co fER—MUIER

ST, e R DB E. BT — MRS R, e 2 T B M,

[0155]  ARBIHE— DWW e s & Ang—2 IAHE N XL RTH) 02 Ik KL AR B v 52

th o,

[0156] PP FRPEEEIFIOFIGE TSP (SEQ 1D NO :74) Hirf,

[0157] ' & Hp MG K B PE AR I 2 R IR TR S

[0158] {7 & Hp MG /K Bl PR AR P 2 R IR TR S

[0159] & Hp kAR M Bl R P U JE IR TR I

[0160]  £* J& Hh Mk K b Pk A P R S R B

[o161] {7 2P AR M 2 SR TR

[o162]  ° RIRM ALK ;

[0163] £ & i M AR M sl PR U R IR Tk I

[0164] ' R HEHiKE IR ;

[0165] " A PR K 2RI ;

[o166] & PEsi KB P AR M IR TR

[o167] £ ZHrEmi K ek PEAR M SRR AL

[0168] ' J&H PEAR M SRR TR S

[0169] ' & PEAR M SRR TR

[0170] 17 A PEAR I B M R IR TR

[0171] £ J& PR K sl 2 SR IR TR 2
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[0172]
[0173]
[0174]
[0175]
[0176]
[0177]
[0178]
[0179]
[0180]
[0181]
[0182]
[0183]
[0184]
[0185]
[0186]
[0187]
[0188]
[0189]
[0190]
[0191]
[0192]

£ R g K s AR M S R IR R s JF HL
£ R PR B K B P PR M S R R T

FEPLIE RS TT S

'S, A G
2 /&G, QB P ;
2 2Q,G, 8D ;
£ L, M, B Q
fPRCuY;
P REBD;
P 2 E, G, 8D ;
fORIEM;
" RFEL;
2R CHLW;

FE

y
CRQ Y, B K;

AN, D, 8 Q;

o

Ly V,W,ﬁR;
197%A7 Q7 Yrgil ;#H
02 L, A, G, BV,

LE AL St 77 2, AR AR [ SEQ 1D NO :3, FTISEQ 1D NO :143 &
SEQ 1D NO :148 [ 2 /b—Fh & ZE R 750 2 Ik, S AR ez 3, o iR L Ikpe4h &
Ang—2. SEQ 1D NO :3, 1 SEQID NO :143 % SEQ ID NO :148 U1 F

[0193]
Jik SEQ ID NO. KA
Conl-1 143 AGGMRPYDGMLGWPNYDVQA
Conl-2 144 QTWDDPCMHILGPVTWRRCI
Conl-3 145 APGQRPYDGMLGWPTYQRIV
Conl—4 146 SGQLRPCEETFGCGTQNLAL
Conl-5 147 FGDKRPLECMFGGPTQLCPR
Conl—6 148 GQDLRPCEDMFGCGTKDWYG
Conl 3 KRPCEEIFGGCTYQ

[0194] 75— J71Hl, Ak BI¥P M e 4h A Ang—2 B4 T AR IEBR 741 2 Ik R H AR

Al AL

[0195]  Cg’Gg'g’DPFTg'%GCg™ (SEQ ID NO :75) Hrp

[0196]  g° JEMRMEZILFTRE ;

[0197] g R HERKEIERIEE ;

[0198] g° & E,D,8(Q;

[0199] " J& Pk K sl b AR PR S R IR TR I

[0200]  g" JERRPERRAE . AEDLIERISEHE T S, ¢ J2 E 8D 7E 57— MUIE RIS &,

18
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g eV E M. fES— MUt R, ¢ R F B Qo FEY — Sy &, ¢ & D K

E.

[0201]
i -

[0202]
[0203]
[0204]
[0205]
[0206]
[0207]
[0208]
[0209]
[0210]
[0211]
[0212]
[0213]
[0214]
[0215]
[0216]
[0217]
[0218]
[0219]
[0220]
[0221]
[0222]
[0223]
[0224]
[0225]
[0226]
[0227]

AR5 K Hesi & Ang-2 BIALAG T X EE MR P 1) 2 ik R L AR FE T 52

h'h*h’h*Ch°Gh°h°DPFTh"“GCh'"h"*h'"*h™ (SEQ ID NO :158) .,
h' AAFAEBE 2 P K, TR AR P , sl It 2 S IR R 2
h® 2 R B K B PR P SRR TR S

PR AR

h* 2 R K SR AR M 2 S Rk 2

h® SRR 2 SRR TR

h® J&H PERUK ISR IEIE

h? & B, D, 5 Q;

h' 2 Mg K B AR M SRR TR L

h'" R R M 2 SRR RS

h'® & PG, TR AR, B P S AR R R
h™ TP PR K T AR M AL IR R A

h* AL Je B EE TR TR o
TEARIE B SET T 2,

h' AAFAEEE & A, L M, G, K, 80 H
h? &L, F,8Q;

h® & DELE ;

h* = WELY ;

h® J& D B E ;

h® & VELM ;

h“ £ FEQ;

h" 2 DERE;

h'® &M, Y, N, 8K ;

h' J2& L 8 Q ;A

h ANFEEEE M, T, 6, S, D, K, B R,
TESELIE R S Ty b, AR B e A4k B SEQ 1D NO :5, B SEQ ID NO :149 &

SEQ 1D NO :157 [ 2 /b—Fh B ITH) 0 2 Ik, AL AT B2 2, o ik 2 ke gh &
Ang—2. SEQ ID NO :5,F1 SEQID NO :149 % SEQ ID NO :157 i F .

[0228]

Jik SEQ ID NO. KA

12-9-1 149 GFEYCDGMEDPFTEGCDKQT
12-9-2 150 KLEYCDGMEDPETQGCDNQS
12-9-3 151 LQEWCEGVEDPFTEGCEKQR
12-9-4 152 AQDYCEGMEDPETFGCEMQK
12-9-5 153 LLDYCEGVQDPFTEGCENLD
12-9-6 154 HQEYCEGMEDPFTEGCEYQG
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Jik SEQ ID NO. KA
12-9-7 155 MLDYCEGMDDPETEGCDKQM
12-9-C2 156 LQDYCEGVEDPFTEGCENQR
12-9-C1 157 LQDYCEGVEDPFTEGCEKQR
12-9 5 FDYCEGVEDPFTFGCDNH

[0220] 7 BEARIE B SEHE Ty S b, AR W S A T W s oy S H 2 Ak LA
HRT 2 A
[0230]  (X') F'-(X*),
[0231] .,
[0232] F' 23k ;
[0233] X' FI1X* & [HphorHik
[0234] —(L")-P';
[0235] - (L) -P'-(1?) P?;
[0236] —(L") -P'-(L»),-P>-(L% P’ ;3 H
[0237] -(L")-P'-1% P~ -P°LY) P
[0238]  Hrp P', P2, P7, 1 P! ep gy — /\d@/\% B R E B FTAHRZIK -
[0230]  (a) ZHEMEF%1) WDPWT (SEQ ID NO :65) , Hid frik £ kK 2 5-50 M 5L
[0240]  (b) ZFLFET41 WDPWTC (SEQ ID NO :66) ;
[0241]  (c) ZIEMRJFF C2°WDPWT (SEQ 1D NO :67), Hrp 2* 2 ek m b M A 1tk 8 SE e vk
e
[0242]  (d) Z{JEMR)T41) C2°WDPWTC (SEQ 1D NO :68) , Hirh 22 e sl b M 1tk 2 S 1k
g
[0243]  (e) ZIERRSEH Pe®De'Le’e e LY (SEQ ID NO :71), Horp ¢ J& ih i /K 2 FE Rk 25t
¢t A A D, BE s’ SRR R IRVRIL s’ SREIEIRIRIL s® S P EEUK, H AR B
FEMRYR S
[0244]  (f) BIEFRFFH Rpe’e'e’e®e’G(SEQ 1D NO :73), Hirh o® & MR ME A FE R R I se*
SRR IEIRIEIE s & PEAR R Sk IR T TR TRSE se° 2 P MUK 2 SRR IE e’ 2P
B K 2 TR IR
[0245]  (g) ZIEEEF41 CeGe'g’DPFTg'GCe™ (SEQ 1D NO :75) , Hirp ¢° MR Z FE Mk It
g R MERUK I RIRIE 50”2 P AR M SR T S AR IR TR A 5™ S P MK B AR T
TR RS AN ;g13 TRVER I ;
[0246]  (h)SEQ ID NO:1 [ ik ;
[0247]  (i)SEQ ID NO:2 [ Ik ;3F H.
[0248]  (§)SEQ ID NO:7 [IZJIk ;
[0249]  HAp L', 1% L%, LY 35 MO HURERR IF H a5 1y s, £y u, Al v S5 BRI 0
oL, AT q flr g /b—
[0250] T LABH AR Bk — rﬁ&@%ﬁ_%}%ﬁsﬁﬁi&~$¢ﬂk%ﬂ%&fﬂsﬂﬁn§/\%ﬂk e
AR B, o ik & 2 IKGE 4SS & Ang—2. {ERbG Z Ik, Btk & 2/ — 1 Fe &5
Ry, 28 & T, Fa o, NELT ek AT, B 28, SRl o ARSI B AN 52 B B At 533 I 28, 191
WA A5, ARSI AR B P
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[0251]  AGURFARN FONRBIEER: & B o- A 10 7> TR R4 gt b . BRIk, 255
(173 REAAR N, B 401, BRCRIRS 57 45 45 RO SR A 03 2 8], B0 Ji AN BUIRCA 5 & 23 v R
TRFFRF S 2 G IR TR RS TE . AR R Sy i A BT IS R IR 73 1, B0 Fe G541k
B R L R s A AR DG 1K) 73 90 T ZROBE S IR T TR, s EL I e, PR B R AL 15
Wy, 1K, 40 A5 PR, AL AE R T 2500, 3% LR ) ARSI 7 CRLRE S ), U AR id il
BURHTEFIRLZ ), S0, LR IR, IR, T (sHA ) RNA, g, ¥R, sl R0, A
YU HARN R B A& G R PR AL 7, OF RERBEARRERN. X6
FEBIIAE A L N R IR 2 [ A 70 7, AR RE R Al R k. 14011, 4E
Cond (C) BEPLIAFHIH -

13/207 1T

[0252]  M-Fc-GGGGGAQQEECEWDPWTCEHMLE (SEQ ID NO :23)
[0253] A AN A 5 Bl Un e P AR A 2 B (7 QQ” ) BRFEZ IRI3E A TR 73

T RSP R IR /) ShRE, RN Or B IR & Ang=2 (9BE T IRIIE, 3XAN P40 m] A
AT 1B -

[0254]  M-Fc—-GGGGGAQ-[ 43 F 1-QEECEWDPWTCEHMLE
[0255]  WIRHIEE, BN A& ERAKS 1. E—PHAES FRIRZ A B A S T

BFEAEAE B EE B, an N AEBARTIIR 51 2 TH)

[0256]  M-Fc—[ 43 T ]-GGGGGAQQEECEWDPWTCEHMLE
[0257] B CEASUIBEAN S B AT AR B A N o FA 38 B SC 7 S0 4%

BN 722 i 2y W o

[0258]  7E 5 —NSEHETT 0, AR Bk R R gatd A R B 45670 (RFRHE
AR TR/ SR PiiE ) MEZEEIR. ANVEARN G0 AR SR 72 s oL,
N FH 23 SNEE A BR 25 2y I s A % PR T 41 e 2200, 4911 Suzuki, D., An Introduction
to GeneticAnalysis,W. H. Freeman Pub. Co. (1986) » | 25 H g b A% & BH IR 10 28091 (1 7%
HIRITH) o ARMIE RN RINRENZ T — N2 1 Bedn il 45 2 2R 1, RIAS & B K
i A BRI/ BUIRBT R AT 1% H R 741

[0259]

fik FREES SR ZEPIEIDNA FF 71
Cond—44 76 PIRQEECDWDPWTCEHMWEY ccgatcegtcaggaagaatgcea ctgggaccegtgeaccigegaac  acatgtzggaagtt (SEQ ID NO :159)
Cond—-40 77 TNIQEECEWDPWTCDHMPGK accaacatccaggaagaatgega atgggacccgtggacctgcgace  acatgecgggtaaa(SEQ ID NO :160)
Cond—4 78 WYEQDACEWDPWTCEHMAEY tggtacgaacaggacacttgega atgggacccgtggacctgcgaac  acatggctgaagtt (SEQ ID NO :161)
Cond-31 79 NRLQEVCEWDPWTCEHMENV aaccgtctgeaggaagtttgegaa tgggacccgtggacctgegaaca catggaaaacgtt (SEQ ID NO :162)
Cond—C5 80 AATQEECEWDPWTCEHMPRS getgotacccaggaagaatgega  atgggacccgtggacctgcgaac  acatgecgegttee (SEQ ID NO :163)
Cond—42 81 LRHQEGCEWDPWTCEHMFDW ctgcgteaccaggaagattecea  atgggaccegtggaccigegaac  acatgttcgactzg(SEQ ID NO :164)

[0260]
Cond-35 82 VPRQKDCEWDPWTCEHMYVG gttecgegtcagaaagactgega atgggaccegtggacctgegaac acatgtacgttggt (SEQ ID  NO :165)
Cond-43 83 SISHEECEWDPWTCEHMQVG tccatcteccacgaagaatgegaa tgggaccegtggacctgegaaca catgeaggttggt (SEQ ID  NO :360)
Con4-49 84 WAAQEECEWDPWTCEHMGRM tgggetgetecaggaagaatgega atgggatcegtggacttgegaaca catgggtegtatg(SEQ ID  NO :166)
Cond-27 85 TWPQDKCEWDPWTCEHMGST acttggecgeaggacaaatgega atgggatcegtggacttgegaaca catgggttetact (SEQ ID NO :167)
Cond-48 86 GHSQEECGWDPWTCEHMGTS ggteacteccaggaagaatgegg ttgggaccegtggacctgegaac acatgggtacgtee (SEQ ID  NO :168)
Cond-46 87 QHWQEECEWDPWTCDHMP SK cageactggeaggaagaatgega atgggaccegtggacctgegace acatgecgtecaaa(SEQ ID  NO :169)
Cond-41 88 NVRQEKCEWDPWTCEHMPVR aacgttcgtcaggaaaaatgegaa tgggaccegtggacctgegaaca catgeeggttegt (SEQ ID NO :170)
Cond-36 89 KSGQVECNWDPWTCEHMPRN aaatccggtcaggttgaatgeaae tgggaccegtggacctgegaaca catgecgegtaac (SEQ ID NO :171)
Cond-34 90 VKTQEHCDWDPWTCEHMREW gttaaaacccaggaacactgega ctgggaccegtggacetgegaac acatgegtgaatgg(SEQ ID NO :172)
Con4-28 91 AWGQEGCDWDPWTCEHMLPM gottggggteaggaaggttgega ctgggaccegtggacetgegaac acatgetgecgatg(SEQ ID  NO :173)
Con4-39 92 PVNQEDCEWDPWTCEHMPPM ccggttaaccaggaagactgega atgggaccegtggacctgegaac acatgee gecgatg(SEQ ID  NO :174)

[0261]
Cond-25 93 RAPQEDCEWDPWTCAHMDIK cgtgetecgeaggaagactgega atgggaccegtggacetgegete acatggacatcaaa(SEQ ID  NO :175)
Cond-50 94 HGQNMECEWDPWTCEHMFRY cacggtcagaacatggaatgega atgggaccegtggacctgegaae acatgttccgttac (SEQ ID NO :176)
Cond-38 95 PRLQEECVWDPWTCEHMPLR ccgegtetgeaggaagaatgegtt tgggaccegtggacetgegaaca catgeegetgegt (SEQ ID NO :177)
Cond—-29 96 RTTQEKCEWDPWTCEHMESQ cgtaccacccaggaaaaatgega atgggaccegtggacctgegaac acatggaatcccag(SEQ ID NO :178)
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Cond-25 93 RAPQEDCEWDPWTCAHMDIK cgtgetecgeaggaagactgega atgggaccegtggacetgegete acatggacatcaaa(SEQ ID  NO :175)
Cond-47 97 QTSQEDCVWDPWTCDHMVSS cagacctcccaggaagactgegtt tgggaccegtggacctgegacca catggtttectee (SEQ ID NO :179)
Con4-20 98 QVIGRPCEWDPWTCEHLEGL caggttateggtegteegtgegaa tgggaccegtggacetgegaaca cetggaaggtetg(SEQ ID  NO :180)
Con4-45 99 WAQQEECAWDPWTCDHMVGL tgggeteageaggaagaatgege  ttgggaccegtggacetgegace acatggttggtetg(SEQ ID  NO:181)
Cond—-37 100 LPGQEDCEWDPWTCEHMVRS ctgecgggteaggaagactgega atgggaccegtggacetgegaae acatggttegttee (SEQ ID  NO :182)
Cond-33 101 PMNQVECDWDPWTCEHMPRS ccgatgaaccaggttgaatgega ctgggaccegtggacctgegaac acatgeegegttee (SEQ ID  NO :183)
AC2-Con4d 102 FGWSHGCEWDPWTCEHMGST tteggttggteteacggttgegaat gggatcegtggacttgegaacac atgggttetace (SEQ ID  NO :184)
Con4d-32 103 KSTQDDCDWDPWTCEHMVGP aaatccacccaggacgactgega ctgggaccegtggacctgegaae acatggttggtecg(SEQ ID  NO :185)
[0262]
Cond-17 104 GPRISTCQWDPWTCEHMDQL getcecgegtatetecacctgecag tgggaccegtggacctgegaaca catggaccagetg (SEQ ID NO :186)
Cond-8 105 STIGDMCEWDPWTCAHMQVD tccaccatcggtgacatgtgegaa tgggaccegtggacetgegctca catgecagettgac (SEQ ID NO :187)
AC4-Cond 106 VLGGQGCEWDPWTCRLLAOGW gtictgggtegtcagegttgcgaa tgggaccegtggaccigeegtety ctgcagggttgg (SEQ ID NO :188)
Cond-1 107 VLGGQGCQWDPWTCSHLEDG gtictgggtggtcagggttgccag tgggaccegtggacetgetecca cotggaagacget (SEQ ID NO :189)
Cond—C1 108 TTIGSMCEWDPWTCAHMQGG accaccatcggttccatgtgegaa tgggaccegtggacetgegetca catgecagegtegt (SEQ ID NO :190)
Cond-21 109 TKGKSVCQWDPWTCSHMQSG accaaaggtaaatccgtttgecag tgggaccegtggacetgetecca catgeagteeget (SEQ ID NO :191)
Cond—C2 110 TTIGSMCQWDPWTCAHMQGG accaccatcggttccatgtgecag tgggaccegtggacetgegetca catgeagegtegt (SEQ ID NO :192)
Cond-18 111 WVNEVVCEWDPWTCNHWD TP tgggttaacgaagttgtttgcgaat geggaccegtggacetgeaaccac tgggacaccecg (SEQ ID NO :193)
Cond-19 112 VVQVGMCOWDPWTCKMRLQ gttgttcaggttegtatgtgccagt gegaccegtggacctigeanacac atgegtetgeag (SEQ ID NO :194)
[0263]
Cond-16 113 AVGSQTCEWDPWTCAHLVEY getgttggtteccagacctgegaat  gggacccgtggacctgcgctcac  ctggttgaagtt (SEQ ID NO :195)
Cond-11 114 QCMKMFCEWDPWTCAHIVYR cagggtatgaaaatgtictgegaat gggacccgtggacctgcgctcac  atcgtttaccgt (SEQ ID NO :196)
Cond— C4 115 TTIGSMCQWDPWTCEHMQGG accaccatcggttccatgtgecag  tgggacccgtggacctgcgaaca catgeaggstagt (SEQ ID NO :197)
Cond-23 116 TSQRVGCEWDPWTCQHLTYT acctcccagegtgttagttacgaat gggacccgtggacctgecageac  ctgacctacace (SEQ ID NO :198)
Cond-15 117 QWSWPPCEWDPWTCQTVWPS cagtggtcctggocgecgtacga  atgggaccegtggacctgecaga  cegtttggecgtee (SEQ ID NO :199)
Cond—9 118 GTSPSFCQWDPWTCSHMVQG ggtacctcecegtecttictgecagt  gggacccgtggacctgcteecac  atggttcagegt (SEQ ID NO :200)
TN8- Cond 4 QEECEWDPWTCEHM caggaagaatgcgaatgggacce  atggacttgegaacacatg  (SEQ IDNO :201)
L1-1 119 QNYKPLDELDATLYEHFIFHYT cagaactacaaaccgetggacga actggacgctaccctgtacgaaca cttcatcttccactacacc (SEQ  IDNO :202)
L1-2 120 LNFTPLDELEQTLYEQWTLQQS ctgaacttcaccccgetggacgaa ctggaacagaccctgtacgaaca gtggaccctgeageagtee  (SEQ ID NO :203)
L1-3 121 TKFNPLDELEQTLYEQWTLQHQ accaaattcaacccgetggacga actggaacagaccctgtacgaac agtggaccctgeagcaccag  (SEQ IDNO :204)
[0264]
L1-4 122 VKFKPLDALEQTL YEHWMFQQA gttasattcaaaccgectggacget ctggaacagaccctgtacgaaca ctggatgttccageagget (SEQ ID NO :205)
L1-5 123 VKYKPLDELDEILYEQQTFQER gttasatacaaaccgctggacgaa ctggacgaaatcctgtacgaacag cagaccttccaggaacgt (SEQ ID NO :208)
L1-7 124 TNFMPMDDLEQRLYEQFILQQG accaacttcatgccgatggacgac ctggaacagegtctgtacgaaca gttcatcctgoageagggt (SEQ ID NO :207)
L1-9 125 SKFKPLDELEQTLYEQWTLQHA tccasattcaaaccgetggacgaa ctggaacagaccctgtacgaaca gtggaccctgeageacget  (SEQ ID NO :208)
L1-10 126 QKFQPLDELEQTLYEQFMLQQA cagaaattccagccgetggacga  actggaacagaccctgtacgaac agttcatgctgeageagget  (SEQ ID NO :209)
L1-11 127 QNFKPMDELEDTL YKQFLFQHS cagaacttcaaaccgatggacga attggaagacaccctgtacamaca gttcctgttccageactee (SEQ ID NO :210)
L1-12 128 YKFTPLDDLEQTLYEQWTLQHV tacaaattcaccccgetggacgac ctggaacagaccctgtacgaaca gtggaccctgeageacgtt  (SEQ ID NO :211)
L1-13 129 QEYEPLDELDETLYNQWMFHQR caggaatacgaaccgctggacga actggacgaaaccctgtacaacc agtggatgttccaccagegt  (SEQ ID NO :212)
L1-14 130 SNFMPLDELEQTL YEQFMLQHQ tccaacttcatgecgetggacgaa ctggaacagaccctgtacgaaca gttcatgetgeagecaccag  (SEQ ID NO :213)
L1-15 131 QKYQPLDELDKTLYDQFMLQQG cagaaataccagccgetggacga actggacaaaaccctgtacgatca gttcatgetgeageagggt  (SEQ ID NO :214)
[0265]
L1-16 132 QKFQPLDELEETL YKQWTLQQR cagaaattccagecgetggacga  actggaagaaaccctgtacaaac agtggaccctgeageagegt  (SEQ ID NO :215)
L1-17 133 VKYKPLDELDEWL YHQF TLHHQ gttaaatacaaaccgctggacgaa ctggacgaatggctgtaccacca gttcaccctgeaccaccag  (SEQID NO :216)
L1-18 134 QKFMPLDELDEILYEQFMFQQS cagaaattcatgccgetggacgaa ctggacgaaatcctgtacgaacag ttcatgttccageagtcec(SEQ  ID NO :217)
L1-19 135 QTFQPLDDLEEYLYEQWIRRYH cagaccttccagecgetggacga cctggaagaatacttgtacgaaca gtggatccgtcgttaccac  (SEQIDNO :218)
L1-20 136 EDYMPLDALDAQLYEQFILLHG gaagactacatgccgetggacge  tctggacgctcagetgtacgaaca gttcatcctgetgeacggt (SEQ  ID NO :219)
L1-21 137 HTFQPLDELEETLYYQWLYDQL cacaccttccagecgetggacga actggaagaaaccctgtactacca gtgectgtacgaccagetg  (SEQID NO :220)
L1-22 138 YKFNPMDELEQTL YEEFLFQHA tacaaattcaacccgatggacgaa ctggaacagaccctgtacgaaga attcctgttccageacget (SEQ  ID NO :221)
ACB-L1 139 TNYKPLDELDATLYEHWILQHS accaactacaaaccgctggacga actggacgctaccctgtacgaaca ctggatcctgeageactce  (SEQIDNO :222)
L1-Cl 140 QKFKPLDELEQTLYEQWTLQQR cagaaattcaaaccgctggacga actggaacagaccctgtacgaac agtggaccctgeagcagegt  (SEQIDNO :223)
L1-C2 141 TKFQPLDELDQTLYEQWTLQQR accaaattccagccgetggacga actggaccagaccctgtacgaac agtggaccctgeageagegt  (SEQID NO :224)
[0266]
L1-C3 142 TNFQPLDELDQTLYEQWTLOGR accaacttccagecgotggacga  actggaccagaccctgtacgaac  agtggaccctgrageagegt  (SEQ ID NO :225)
L1 6 KFNPLDELEETLYEQFTFQQ aaattcaacccgctggacgagetg  gaagagactctgtacgaacagttt acttttcaacag(SEQ ID  NO :226)
Conl-1 143 AGGMRPYDGMLGWPNYDVQA gctgetggtatgcgtecgtacgac  getatgetgggttggccgaactac  gacgttcagget (SEQ ID  NO :227)
Conl-2 144 QTWDDPCMHILGPVTWRRCI cagacttgggacgatccgtgeatg cacattctgggtccggttacttgee  gtegttgcatc (SEQ ID NO:  228)
Conl-3 145 APGORPYDGMLGWPTYQRIV gctccgggtcagegtocgtacga  cggtatgotgggtigeccgaccta  ceagegtategtt (SEQ ID - NO :229)
Conl—4 146 SGQLRPCEEIFGCGTQNLAL tccggtcagetgeogtecgtacgaa  gaaatctteggttgegatacecag  aacctggetetg(SEQ 1D NO :230)
Conl-5 147 FGDKRPLECMFGGPIQLCPR ttcggtgacaaacgtccgetggaa  tgcatgttcgetggtecgatecag  ctgtgcccgegt (SEQ ID NO :231)
Conl-6 148 GQDLRPCEDMFGCGTKDWYG gotcaggacctgegteegtgcga  agacatgttcggttgcgataccaa agactggtacggt (SEQ ID NO :232)
12-9-1 149 GFEYCDGMEDPF TFGCDKQT gotttcgaatactgegacggtatg gaagacccgttcaccttcggttge  gacaaacagacc (SEQ 1D NO :233)
12-9-2 150 KLEYCDGMEDPFTQGCDNQS aaactggaatactgcgacggtatg gaagacccgttcacccagggttg cgacaaccagtce (SEQ 1D NO :234)
12-9-3 151 LQEWCEGVEDPFTFGCEKQR ctgcaggaatggtgcgaaggtatt
[0267]
gaagaccegttcacctteggttge gaaaaacagegt (SEQ ID  NO :235)
12-9-4 152 AQDYCEGMEDPFTFGCEMQK gctcaggactactgegaaggtatg gaagacccgttcaccttcggttge gaaatgcagaaa(SEQ ID  NO :236)
12-9-5 153 LLDYCEGVQDPFTFGCENLD ctgetggactactgegaaggtgtt caggaccegttcacctteggttge gaaaacctggac (SEQ ID  NO :237)
12-9-6 154 HQEYCEGMEDPFTFGCEYQG caccaggaatactgcgaaggtat ggaagacccegttcacctteggtte cgaataccagggt(SEQ ID NO :238)
12-9-7 155 MLDYCEGMDDPFTFGCDKQM atgctggactactgcgaaggtatg gacgacccgttcaccttcggttge gacaaacagatg (SEQ ID  NO :239)
12-9-C2 156 LQDYCEGVEDPFTFGCENQR ctgcaggactactgegaaggtgtt gaagaccegttcacctteggttge gaaaaccagegt (SEQ ID  NO :240)
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gaagaccegttcacctteggttge gaaaaacagegt (SEQ ID  NO :235)
12-9-C1 157 LQDYCEGVEDPF TFGCEKQR ctgcaggactactgcgaaggtgtt gaagacccegttcacctteggttge gaaaaacagegt (SEQ ID  NO :241)
12-9 5 FDYCEGVEDPFTFGCDNH ttcgactactgcgaaggtgttgaa gaccegttcacttteggetgtgata accac (SEQ ID NO :242)

[0268]  7E 5 —ANSKE 7 &, AR B R A4S & /D — AN AR B I 2 AT IR I R IA k.
TE 5 — A7 Zerh, AR B S AR IB BRI 40 M. B 1 3= 4 B Ak A2 SR
A (0 an KA s 4e iR ) B A% 40

[0269] AR BIILWS K & b 255 v B s 3R IR A 00°E R X B IA 18 oy 1 2 2
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[0270] A< BH I3 K 3 L sl A B B2 1 1 8 AR 1) 7 vk LG VAT A A E X
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X R 2 IKERH G . AR B IR B5 K P L3040 AN B R 1 1 A8 e AR D REAE
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FRIE AR B IR Cond—C, X FRIKBT AR AL FE I 1%, Bl R AL B () 55 77 16 A431 41 B fl 1A o1
AR . S A T AN O

[0279] &1 5B —Ang2 JIKHUAARINH] Colo205 e AE K o ik F AR HE A & B KT 14 Cond—C,
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7, PR 2 B A R AR ST 0 R AU A FH KT AR W] DA T4 526 B, 46257
GYMT, 23 T, A%, R R IR T

[0295] EX

[0206]  [FRAE 3 AR EAR UL BH , BF % U0 AT FH AR TE 4 R e X

[0297]  RIE"” Ang-2" 3535 H % ) No. 6, 166, 185 & 6 T4 H I £ ik (7 Tie-2 i
=27 ) B H v BE UL SAH G 2 K, BLRE SRR AR A4, BYRRAR A, T AL 4, B, B2k, 0/ B
FENAZR, BB DR 22 IR, A a) [F] R el Soh Beo Ang—2 2 iIkn] LLALFE 80T LA ELEE 7
AN AR i BE, B, 5TF A, 51 S, 25 R o R 2 IR, T 2 IR R 2k, AT/ BibR I
Bl & & AT, Bk Tl & e T

[0208]  RIE" AEWIETE" 95 Ang-2 BY Ang-2 ¥ MRS5S RAH QAT I 45 A Ang—2
B¢ Ang—2 FE S5 SR 2 D — B PERRE IR 2 IR Ang—2 HIHF S PR 455515 Ang—2
(%) 22 20— Fofr A A Pk SR v AT LR IR, 5P, B R e B T

[0200]  RiE" HemMEZ G Mo, REEA TS, Kk w46 Ang-2, X H
& SR HARARFIRT A e — PiRE S Ptk G5 6 500 n] LU — Rl A, IR, BB, /KA &4, g
JU, BB e S Ang=2 51/ FEMEW . RV ST S0, AR A K I 1R 5+
PG e TREIR B4, LA B, R AR B AT A4, Bl Sl sl 55 HoAt 2 SRR 7 41 41
o BN E AR . PR HE AR E AR T RE 2, L2220, IR E s E A
Ro RREIPL -Ang-2 Fi &5 G RESE & Ang—2 (K053, T, 49, V| sl e 12, Ang—2
[RIADE AR/ B ILA Ang—2— AHORVEPE

[0300]  IXHLEFFHEIARTE" 22" AR P RIRAFAER) (2D —Fh A5 ) 8567112 2k
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MR Py 51 Hh B R S RPN SRR/ B AR L8 R B ik AR A PR G b
P K& R

[0301] " T AR LAASFE TN, G R B AR A () — 28 7 AL SA B M S 28 2
Rl

[0302] " KyRVELS 7 Ang-2" FRAKWIRORE AR SE G0 (B Ak LA, s FLIREE 70 ) iR
S &5 T, A KB A KR Ang—2 22 Ik alias H A 1) [RIVE W A e D), 1K FE LA
73 CRRYE ] 43X B (9555 A1)y ELTSA 88 BTAcore 43 Mrillse ) 8 HrpRife ) (HRIEIXH
AR a0, AE AT BLISA 2308 SR M RN 52 ) 2 /b3 A R R AR A oAt i 2 26 il st
A IR B2 BRIR S AT s8R AT RE 3 IR R/ 10 15, (ERAE R HUZ 50 i, 100, 250 5 500
i, B R 2 220 1000 7, FoAp PRGTIRRIIRER 73 55— X 5 A Fe &2 Rl & A T EIXAE 0 0 A
HPEOT

[0303]  ARIE" RAL" RE—DEE GG DUR &5 5 DX BERCRE 5 MR 4 & 79 W ik 3t
PRUAI AN S & B AR 70 T (B0 o RALIE R H AL 2230 PR 1 7556 A1 1) 2 2k 1R ol
BEALRG IF HRATHRE 5 = YRS MR ik DLSCRr S AR i o X LA A ] LU EE Sl A
EHH .

[0304]  RTE" FHIAT / SOhAIRAL " e — PR AL, S HcRs 3 45 & R0 W kTR & G i
BT EUA N, RS, BCE SRS IR AR ALK 2 1 A0, SRV R I A TRk Ok
(B B DBRAR) o EARRIIE LT3, AEAAL T Ang—2 FAEYTEME X B 5 Ang—2
ARSI A O B0, RIE" IGTERAL" & PR AL, SAR A B s 7 45 557 ] it
GG, B E Ang=2 [WAEYIE TR R BAE, 808 20468

[0305]  ARFE" BRHUIA B $RIKEE IR, HAE ¢ 4 e BERD TR 77 o

[0306] 5 ZRILIR > 1> 2K, 16 L0 M SRR RE I AR RIAR AT I, R RIRAFAE
(K" $RAE B IR TR B B BN S R 2

[0307]  RiE" EK" 245 Ang-2 AHICET Ang—2 Ry 7 M5 G AR I AL HTIN S R
A 2D FILTIRIE T R B 75 e 2 IR S WRIAL &, I FA B <TG
J7 BSOS W HTE& TS Qi AL sh W 2 ik

[0308]  AR¥E" " 215 Ang-2 JRITIAREEE H A BARRAE I, 835 55 Ang-2 (1) HAt 82
TR S P2 G AR AL AT I, $ A /T 5 e A1 sl 5 R IR IR R4 0 e i R
TN RIEAR LGRS, 7 S IR ML ] LA AN s R IR R A ({Ho2
PIREATHT 2 PA) ) Bl 2K v P R, B — A s A P 2 IR AR IR A . W]
LIS A3 A 7325 1 45 R IR 2 R, 3K 28 53 A R R IR A 28 il 25 R sl A 2 B
[0309]  Rift” %" M RITAREE" 5 Ang=2 [ R IESS & FIAH AL I, 8% T
SCHF Ang=2 [ — R U LAAEYIE P ACE WD S AR IS0 /& 12 . Pridaetbn] DU
Ang=2 JEMEZKP B3R mr BB . Diaststhy, i A8 Akt Ang—2 3 MEAKFHIFEAR .

[0310] AR BILIA" fetfif s 20— FMIKIER DA Fe 7072 5. 2000 5 5 /]
4 HAJFTH PCT 22 JF WO 00/24782 Hh— e MERIE T KT il %

[0311]  SXHAFHIRIATE " 220k AAEEILIKSUIR - ER b S EIRLE sy 7, il in L hix
FERI 2> 1 2 FE IR P 51 T 2 SRR B FE R A N, SR R/ s AR e I IR p Ak . AT
A=A AR ISR R A ARG T IR & B
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[0312] 7 R4 BFEEG UAE TN, 6K s AR pR i — 26 75 XAk 2B 0 Ik A
IEFER AR LR / BRIk - Bkt &4

[0313]  Rif" B ¥REFE/DFIXFEMRA/ S0k - # b & K2 SR 7 5 195 7
[RIRAN / BOIK — AR A IXFEI B ann] DL IR IR BRIK — 24k &9 1) 2 B 1R 7
A S HE R I A, FR R o A, A/ B R R O — AR EE AT 2. BEIE R RNA BY$Z
Bl AR N BRSBTS P v A 31 B o W I AR A BT V5 B T R B4R S K
K = AR A Y, B BRBURI Fe S0 F0 / 8RR 4 11 2 3 IRt n] AR BRI AE 1) B o

[0314]  Rifi" Fe” AR AR — RS A, IF HAREREA SRARI 8 2 70 R T A 15 2111
PUARREHEDUR 256 v B T4, ANE 2 BT 02 2 BB A . AR5 Fe RygLE 2
A= N Fe, JF T LUR R e BR AT (1, {42 1961 FH 162 BILERM . (HA2, X ARy
N Fe 43, 8538 WAE AR SAZ Fe 431 Fe' s HERAAZ IR i, B A £ knT DL i 3t
Prag CBU, Zmisd) MEELm e — R A 2 A A WRE20 (Flhr, 1g6, IgA,
IgE) B2 (4N, 161, 1862, 1gG3, TgAl, 1gGA2) , KK Fe 43+ HIH MR LI [A] 73 F K
OB B IE S 140 RER Fe I—M) 52 M TG AR ER 1 BT A0 45 21 1 — il e
S8k [ 2 0L Ellison %5 (1982), Nucl. Acids. Res. 10 :4071-9], 1% BATH [KIARIE "

FARFe” — e ik, — 84k, 2 Bk,

[0315]  Rif" Fe giiik” FERIR Fe Flun by LW Fe BT RF5 . KT Fe &2k
FIRER Fe! s, Rifi" Fe G507 s kel 2 Bk 170 7, AE 2 AEA BT
T A3 A At 7 32 2% 1T

[0316]  ARif" ZERIK" X T Fe i3 48 Fe 85100 70 8 N, fs R 4L00, HE
L0y, sl T S AR A A BAE S5 G I 4 BUL 4% 2 IRBE T 43 1« 186 7 1 LA i
I ERAR s TeM, TUERAR 1D, 584K AT TgA, §ifk, R Mk, =201k, sRPU k. W HRTF
) HATFE Fe RER Tg b MEBE B X FE R Fe T 2EML (anF e ) WTLUERZ
k.

[0317]  RiE" K" KT Fe g5 Mg el & A8 Fe 253801 7 A B, 8 A A ¢
eI &5 G I 4 Z IREE 70 1

[0318]  ARiE" A" FaBiibihyy & A TR / B SR YT R A R, PR,
BRAR S g2 JEL ok, B0 4 Ry L ARV PE R 2 1o BRI T AL EE Fe S5 DL R E R &)
(N, 28 & ¢ (PEG) , 255, #IRHE, 55 ) s3CBERA Y (0, 0, Denkenwal ter 58 A
[ B & H) No. 4, 289, 872,15, 1981 £ 9 H 15 H A4 ;Tam 25 E LA No. 5, 229, 490, 20,
1993 4£ 7 H 20 H /MG sFrechet 25 WO 93/21259, 1993 4F 10 H 28 HATF ) ;Jig5 ;JHF
B Il (1 anE M EE ) ARK AL PRl s 808 SHMRUZ R g5 & AT R AR EE i A
Ji, ZIKEIK . T SCE— DRI A

[0319]  ARif" firtE” R R4 8" R o B A T AR B =), g (D
&P KA MR 53 B0, G0 2 P2 Bk IR 2 R ASBE 5 (2) i T sl &
HA AR, B0, 459 HA 2 Dzl Bik 2k, PR % 27 9 8l 7R N A 1 — 58
5 (3) AEMRIE B B — D2 D IRAEBE 5 (4) N- K # T 1 9 256 41 & #= :-NRR1, NRC(0)
R1, =NRC(0) OR1, ~NRS (0) 2R1, ~NHC (0) NHR,, B B B WV iz 5k [ » 53 A ) sl R A F i 4 Bk
F5 -NH-, Horp RO RL FIEREUACIE 4 F 305E X5 (B) C- Rum —C (0) R2 B —NR3R4 & #t, Horp
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R2,R3 A1 R4 40 F 3C5E X s A1 (6) I HH B85 B 1 I B BROR o A 25 S I ) 51 Ak 288 T 42
Hrh S R i e . cdtE— Bk dEy.

[0320]  Ri&" K" $5K2) 3 2 KRL 75 DRI 70 1, Uik K2y 5 2 50 DI 73
T, 8 2 40 MEIER Iy F AL, KL 10 2 25 DM IER Lo T ik . BT LLZER
RAFAE B TR CHI, AERIRAFAER) ) 2R P41 o 28R IR AT DA A3 B H ) AT
T35 2% s A RS R A AL B iy (9, W TR AR R 7R SO ) 5 T84 & A il 2%, g R A
THALATAE, B R F EE4H DNA HR 2% o

[0321]  REVZ 200 M " FR IS WA 19 BUR A 52 252 24 (44 I Hs , 40 Jfl &
R E EEKSE ) B RAS (Bl Weie, B & R RkilsE ) aE k.

[0322]  ORIE” FEHUAHIIK” B 0K Fig BH T 8338 — e B B P B B 1) AH DG 8 1 o
(AR e, B B 5 O R 1 AH DG 8 B O 0 I RS BRI BN AR A B i AR 403 1
Ko BRI, ARTE” Ang—2— FEHUFIIL” A6 % e A BT AL 0 B Ang—2— FEHUFIRFAE IR o
[0323]  Gj4hh, X HABALFEA K I S R A B n 2 3 F)ﬁ%'”élifi—ﬁiw’ﬂ‘”ﬁ' =
AN G ok I T B2 AT dh e — S8 BRI 6] 12 : AR Eh LIREL, A
A4, 150l 36 IR ER AN S IR TR BR M AT AR R 2 s T A IR AL s SR £ * @fi%n PR PR
£, R h

[0324]  HKHT4AK

[0325] AR —NJ5 I R IT R Ang=2 IRBTAR . H B BRCAARTIE 32 AR HAH BLAE 4
S AEAHXS R ST A A o (HE , AR AT N AR ER S SL A2 AR B iE B IR, A 5 i A J LA
BRI 556 Re I BURl . Clackson 2§, Science 267 :383- 6(1995) ﬁ%i&%{ﬂ[ﬁ@ﬂ
A R BN IERR N 2 456 RALEGE K45 5 456 AR DhRE HAKR” KAE
(— M 2-40 DEIEIL ) 117> T RS mQA%j(E’JEEIDﬁ@EMSE’Jx%EEUﬁ JZFHEE’JHK_IH%%
PR E AR A CRRBEEhR7) , 8, W 584 455, MR 8 B A A0
M CURRFEDLRT) .

[0326] Wik TR 14 J& 7 RO 5w X AR I KBl R RS BRI A O ik 20, B
i, Scott Z&, Science 249 :386 (1990) ;Devlin 2§, Science249 :404(1990) ; ZE FH & #
No. 5, 223, 409,1993 4F 6 H 29 H ;3 L F| No. 5, 733, 731,1998 4F 3 H 31 H ;& H & H|
No. 5, 498, 530,1996 4F 3 H 12 H ;3 E L # No. 5, 432, 018, issued Jul.11,1995 4 7 H
11 H ;35 B % HF No. 5, 338, 665, 1994 4F 8 H 16 H ;3£ E & F) No. 5,922, 545,1999 4 7 H
13 H ;WO 96/40987,1996 4F 12 H 19 H A JF s f1 WO 98/15833,1998 4F 4 H 16 H (iX 4k
SCHREIE S IES ) o AERRR B 14 FE7R SR A, I by 22 PR IR B 1R 1R A1 8 2 L R BE s
BENUIR 51 an SR HH SR, RE7R IR REAR DR TR — [ 52 R 52 A4 0 B 9D 85 A A S 0 g e o
TS LA R A A A s S R 5 250 L AR IR B (R WA B A o 0 e 7 1R 455 ORI 7 »
BB BRI — ek A K R ) S B kAL . 2 WL, 92, Cwirla 4%, Science 276 :
1696-9 (1997) , Hrp %2 TR IS » 7] LR H K721, FLpk 20 1 T s IR i B
Wk DNA /KPR W] DL 22 4 B de . m] DL #5185 722 SO I LIk, i — P Ak e A 45 5 711
HF%1), Lowman, Ann. Rev. Biophys. Biomol. Struct. 26 :401-24 (1997) ,

[0327]  m] LAMH 82 F 5T — 85 E BAH BLAE F I 2 6 2 B4 HR A AULK 8 I AR 45 5 0 P 1)
Ko AEIXFER S B A, di A G5 fa ] LA 7 A rp ] DA oE K K E A B 8 TS 2 1) B
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YRGB 2300, 451, Takasaki 2, Nature Biotech 15 :1266-70(1997) ., H4#] LI{#
FH X8 3 87 77 V2 RAIE 9752 A4 B 151 J0R WAk B AR 8 7= B 126 PRI R 2 1) B A AR Y T DAS HE XS AR
[k — kg Mg & o .

[0328]  FKHFFT A 5 A R R AH 58 4 I oAt 7 v o IRSCEERT BLY 1ac BHIDER B R
SR AL A I HAR KA W Rk . 55— A DOK I 3 0 ZER i 7 i o 5 ISR Bl - 45
GHRE A (PAL) A AEMAMNE EREIR, 30, X EERAE QI 7@ PR A 7 B Coli f&
RN o FES AN TTER FERERE AR UBEATL RNA 80315 1L, 7= 2k 2 IO, BATTAE R
1) RNA T38RI o A0 T 30, 3IXRR LA AH G i@ " R R 7 o LAt 772
H K5 RNA k2284, 2 0L, 1510, Roberts fll Szostak, Proc Natl Acad Sci USA,94 :
12297-303 (1997) o 7E F3CH, IX P L AR B 7R 8RRA 7 RNA- IR " o R AL2EAT
AL FRIR ST FLrp IR ] 2 7E AR € AR LA B b, 1 an 5 LA e B FI B IE M I - 71—
A EEAT AR BRI SC AT R 2R 46 8 2 R v BRIRR. 8T 30, 38 LA G 18 77 s
B AL - IR o A% - KRR A T e S D- R A A AE TR AR
14, UL X AR K oAt . A FAL 2 J7 747538 I Wells i Lowman, Curr. Opin. Biotechnol. ,
3 :355-62(1992) .

[0320] A& b, AT A W v 1A% 8 s R 4 1) 1) HLAth T 325 ] BL R IRAEAT 4 13 0 1) IR ASE 92
Vo IXETTE A TRAE N, H T 208 s E i - & A BUH BAEA T e 2 2R R, X
S SRIHHIGITT YR . 20, 1, Cortese 2, Curr. Opin. Biotech. 7 :616-21 (1996) »
PRAE B3 28 5 AE Sz 2 B 98 R A4S IR SC I, 9 iR A2 5€ £ 2 W, Kreeger, TheScientist
10 (13) :19-20(1996) .

[0330] WA BT 4% JoE 7= S JZ i 1 265 5 B IRAB A K 5 | 9697 25 WD AR i AN i AR i i o7 259)
ARG FHAbEE B SRR — 4, B AT AR AT BRI, 8 IR P R 4 2R 40 i R AL
H, 838 T 2 A K ERERER] [Francis, ( B3C) ] kb bk, 4559, H arA s d H
JUR B8 UE 25 4 B A B A kg T8 ok A 2 SR O B T BEAN 23 5 By L B b S A ML &)
1% & [Lowman, ( _E3C) sKay 55, ( 130) 1. ARSI L 5 VEIX AL Ik RE R A 5
HSRAF PN R AT 29 515 %2 4o

[0331] Hkiﬁ ji&x[é‘bg EA[

[0332]  FERRHR A% % B & A B 73 vh ST DLIE ik K1y N- SR B C— A v 5 2R i 4%
TERE, AR B AR — KA 7 nT DUl R i b X R 2 AR -

[0333]

XD F-X), (A D
X,—F, (A 1D
F =X, (A 11D
F-(,) P, (A 1V)
F,—(L,) .~P,—(L,) ,P, (W)

[0334]  Hirb .

[0335]  F, f2&ifk (fLik Fe 45 ) ;

[0336] X, FI X, & B2k B - (L) Py, — (L) P— (L) Py — (L) P (Ly) P, (L)
< Ps Al - (L1> P (Lz) Py <L3) Py (L4) £ Py

[0337] Py, P,, Py, FI1 P, % F A7 b2 03 B RGIA 16 25 235 T K 77 471

29



CN 101787072 A WO B 922,/207 T

[0338] L, Ly, Ly, M1 L, % H A7 bR E R 1

[0339] " ali , " b// , 1z C// , " d// , " e// ’ﬂgﬂ// f// %Ezﬂji@%oﬁl’ﬁﬁ%
BT al FT b B
[0340] JIk

[0341] AU W S b 51 45 5 8RS M 56 Ang=2 IRk 55 AR W 255 mT AT FLAR AT
20 H X PR, W R R R, e i, BT AR AR S B R A T IR, 48 I BH G REBTLITA SC
JE TEAT 5% R0 3 97 20 e FH R %8 58 AT ART 5 DR 7 0 (R A A7 iU IR BC o Dedman 4§, J. Biol.
Chem. 268 :23025-30(1993)

[0342]  JE I AR A FRATART 3R AT LA & A IR o A S - BR 2 5 R 4 S . (BT
IR (U BIEEZE, BRIE(ERe RIS D0 T J1 AR HAR Ui ), 7 X7 B AT BIFALE 20
P RINAFAE I IR R IR IR B AP AR I B (R SRR AR IR ) HE—
Fite IXLERREIAE— AT LA B R (R, WP ), A s A BBk, R rp it 7 A B
ISt . ERARSN 7 L7 FF BT LR X BRA AT k. O TG A8, BRI
RAERAR SRR T o AT 5 A 2L B I IR ] LAY 51— A8 Cys— BIIRAS R, S
A EE AR DL SRk ER: . HA A LLE Cys BRI BT IE W] LATE ik )y i
H o IXLEIRIAT— AN AT DR X TR AT A o o0 T rp B B R o ml DU 2 2 i AT
W), MR IE -NHyo KT H A s IR B PR TR 2 SRR T I 2 AN R 4 BUR BT A4, S 20
BARYEH , '© %78 Bhatnagar 2%, J. Med. Chem. 39 :3814-9 (1996) , f Cuthbertson 2, J. Med.
Chem. 40 :2876-82 (1997) FHiI& KIAEATER 7, IX IR SCHRH 5 11E S 2% . BrAE S AT, Ty
%) KR 0 o JOR B

[0343]  #fk

[0344]  FE—SEHE T b, AR IR /b —Fp 5 2 /b —Fh#ifk (F1, F2) Ak —4
AR TR N- R, C- RomelMaEiEe . thonT DUEH 2 N800k 49, %5 R om ) JLAS Fe
BRI — A Fe, FILE 55— DR u AN BE AL 18— 4> PEG 2E 4]

[0345]  Fe gt — MEIE R A . Fe Gt sinT L A >k 5 IR N- R sl C- A Bk
& N= KAl C- Rl G o

[0346] G ESCHTHR K, Fo AR A R BTG I N G ad 3 ik . RAR Fe W RAR T A& 1
T RARYE A W ) Fe 2244, Arfe 2 frir SR 2 k456 2 W, 5l Wo 97/34631 F1 WO
96/32478. {EIXFE] Fe 28tk T, AATA] LA BRERAE A KR 0 i) b5 73 AN & 400 75 IR 45 1) Ry
TEBLIN BT TR RAR Fe —NBRE ML Ao A Al i 7 Pl A7 s BB TR 25, 9 ATk
5, BOCE B B PTRAL SIS 2, AATTRT DA 2 PR 2847 r o 4 A BRI AR BE 7] DL
A (R 28 TSR 19 W IRAAA BY D- 20 5518 - A IR 2 IR (R4S Fe A2 M2 BB 11, 1 i iA 4
PELA . 2801 Fe ZZRREFE Sy TP, o

[0347] 1. ZPR BB R A AL Ao IRAT IR 25 B AT LA f 5 B R A AR R B ) 43+
(7 2 i e P A AR AR B D B B O . I B, N= R & A 2 ez R )
Jr BOAT AR T, B0 b 2l B Bk 2 P LA il 2 B8 e HUAth 2 SR R U (45, TR 2B, 2
e ) o B 2 DR BRI IS 22 BRI, FRAE Pe 25 MR RETE i AE S IE e e — 2 I —
TR Fe ghfik.

[0348] 2. fEMHRAIA Fe, 13 B 5IEREM T 40 MO EAHA o 90 4, AATTAT DA25 Bk L 7R TR AR
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Fe [ N—- A uig BT (1) PA 730, e mT DA K Bz B 10 35 1 T ) a2 19 7 2 il TR0
MNATBERT VLI b A N= R B 2 IR 55 22, R il 2 224 70 48 w1 40 9] dan K i AT B b B2 5
A% [R5

[0349] 3. EKFRAIA Fe Iy N= R I — &8 53, B (AR IL 48 018 3= 40 Rk I 1) N- R A
B AL E I, 28 N- ARl BLER R Sk 20 A2 SE R VR I (AT ] 2 SE R VR I » 5 A Je A &
1,2,3,4 F1 5 ALK FR &L,

[0350] 4. FPR—NEREAFEEALAT 250 — BRI IERIE (o, RABER ) nT LAk
YN LSRR SN o TR IR B 2 ] LA Bl 2R AR A B AL R SR AR (i, TR ) o
[0351] 5. KBREFMARIAHEAEH A5 R AL 2, a0 Clg g5 640 s o B an, AATTA] LAB R
BN TgGL ¥ EKK 741 MAICEERT T A B 43 7 0] REAS & A R, R mT LA R
—Fh Fe AR AR5 o

[0352] 6. EFREUN SN AR Z M) Fe ARG -GN f e RIRFe iTLLRA 5XT T4 K
A Rl 70 T AN R 06 75 10— 28 (1 40 B AR FLAE FH B4 R, BRI mT DA 23Rk .

[0353] 7. 2Pk ADCC 4 i o ADCC A7 p5 A A AR 22 S X T Gl H ) ADCC 47 45,
WL, 040, Molec. Immunol. 29 (5) :633-9 (1992) » X E&AT i AT A K IR & 70 T AN 2
W TR, PR T DA B

[0354] 8. KRR Fo J2 AR NFUIARTAE RIS, KA Fe m] DUl AP . S0, O 7K K48
Fe NJEAL, AT LU ANRAR Fe 1% RILREEIURAE ARAR Fe Rk RemIsk . kA
PRACB A ARSI A T

[0355] R IEFE AT L2 SR 5, 20K, K, Budk, Bk By, B0 e SRR R S S
[R37Ngr 7 (i, ARSI G4 ) o folan, FARERT LS Presta 8 A 1998 424 H 14 HA
S LR No. 5, 739, 277 HER K2 AR h Bk B WR B A R R ] DUEFEH T 5
FcRn #hROZARGE S IR IXFERANROZ AR — 5G4 S AL FETE “8006” I3 SO IF HAL
FRAEA R BHIGTE T Y o NSO TXAE (R 2R e B A A 21 75 100 (49 a3 a2 1
(151 ) BRI Sz St (a0, kB N IR A R IR A A FE G 3 IS 74 )
[0356] 4 b SCHRHAM, XI T F, A1 F, ton] DAE FH SRS ik . IRAE T LASRAS &8 RS 1A
RIS o &R0 71, 2 00, Ban, TRIE1ESRZ (" PCT” ) BElERAFF No. WO 96/11953,
PR N- RIS R A RN RO7E " X205 ES %, 1% PCT AFFH A A FF
TR HERA S & AR N- R s P

[0357] REEIBEWEARL I Z i (PEG) . PEG ZEZ1A] LLRATATH 4> 78 IF Bl L
B SCREBSCRERY o PEG [ HE3 23 T EALIE VE L2 R 2 T1E/RH (7 kDa” ) 2 K# 100kDa,
BRIk KZ) 5kDa 22 K% 50kDa, ik K4 5 22 K% 10kDa. PEG & — M@ i PEG #i 4y
R R (T, B, S, AL, BUNEAE ) SAKR A Y BRI RV ET (B, B, &
5, BEEEL )l WRALAE A BOE SR PR e A A T 5 A R B A 0% 8

[0358] & R IY) PEG AL AE A (1000 SR w05, 30 i A2 8 T e B e, AL RBERH PEG 30
a3 s TR PEG #8735 1 A3 40 SHeAH SR RS 2 B BB o IR AR 2 280 1) 5 R i AH
G IERER Sy A& IR . TOETERE AL B AR B REFIE IR TS " 725 PEG #14)
SN2 BT AL BER ST H e A 3R AE . KA PEG (1 RE I8 5 7E /KA b R A2 3 HLRE @ i S AH 20 #7
HPLC 75 Gy M WS I o PEG 4k ik R 25 2 @ it i 4% HPLC 24k I FLIE L 40 #7 HPLC, Z IR 4 7 A
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FOGHRW TS RAT .

[0359]  ZHEEE G2 n] LA T8 B BUE R /K PR SRS oy — PP AL, fil SR B2 th 3=
B — A 1-6 Bl B i A A0 0 S SRR I 2 BE SR S WA HIRZ T &
TR, 9 B2 5 3R18 K4 1kDa 22 K4 T0kDa [0 1o 8RR AEAS A B rp JLAS B sl
55 Rk (B, Fo) BEA HERRRGERKEHEREY .. S0, #lin, W096/11953
WO 96/05309, A ANHRiE I 5967 B2 W Sz 3k 8 B DG 0 w6 SR B 104 s 2 0, 49
U1, BRI S F 25 FF No. 0315456, FEMLEIVES % . 24 Z80M A VE R A & T I 20 I, K4
1kDa %2 K#y 20kDa [ B2 PLET -

[0360]  EHEA

[0361]  FrA " AR RBEEM . A RN, HAL A S5 AR BT, oA e 2R A
(MRS AR L IR B R A — B R 2 R i o PR, 7R 1B i SE i 77 S, 3%
P R IR BRI 1) 1-20 DN SRR R P & B R IE B 20 W RN AR IR, XL
& K — A2 AT DARORE R4, IR AN AU AR N 72 A I o AR SEARIE I SE i 7 S,
1-20 MREERE B HZAR, WK, 2R, KT, B2 Wi, s g .. EA0IE L, &8
A R 2 20008 25 (R BRI S IR 91 dn H 2 BR R TN R A TR, AR IR ek R R H &
R (R (Gly) s (Gly)g) . B (Gly-Ala), IR N AR . Gly Al Ala A&t 2 IRIER, &
FEIX BLARAE K1 B R I H B A G B s 9] 32 H 2 25 1R 7 41 o

[0362]  FAEAKIERLAR T RERT . 1, BeAF s 2 4k, 491 4n —NH- (CH,) .~C (0) —, H A
s = 2-20, IXECLEILE B AN LLEE— 20 Bl AT VA 2 (A) o7 BELIC) 25 T ) IR e 2 (4l
C,—Co) IR, o J 7 (f5)m, C1, Br), CN, NH,, ZE3E, 28BS, — D2 I FE R E R R 2
PEG 444, I3 H A4 100 %22 5000kDa [ 73+ &, {1k 100 &2 500kDa, FHAGN b Bk —HE )
T3] AR IR R AR T AT A4 o

[0363]  AR{ARIFTA

[0364] SRS AR AR FIAT AL PR FEAE A R B RS Y o« BRI AR RS, SRR,
FIEARAE R BH AR R B IR e e e MR 45 600 mT DA 5 — B, PR, BT = PR AL AR
o NFIHURAS AT DIAL 5 RAR ISR, 4B Wz BE 18 (W R SCHR iy ) , BB W
[0365]  7E— NS f] H, $2 4R AN AR A, A IREUIR bR R A P A — e A
RAIIRTRF , B R RIRAFAEM B BT WL o 4 A ] LA T 88 F 5 — i B i
Bl 0] DA F IR BUAR S S BR F7 20 I R ()38 4 o 75— A i B P AN AR it BRI 2E 14 A
BARREALEE, B 4, ARE R RS I BRI R G P M E A . AR RIS
s, Horb KRB DU 2 S5 1R 7 41 5 20 v BUB M — A B 2 AN 2 SRR TR 2L

[0366] A</ B IR A4 7 )i A0 35 e A IR BT B, Hoh KB T AT R /741 8UE 5 741, 19
B E A BN 2 2 R i 5 ik & W ] L2 KA EAE R AR . AR R AL
B -1 A B0 R BRI R e A A N (B A BTAR ) (et - RBUMAR ) , X LE A
PLE -2 F -1 H IR PR R A2 RIS Met *~Lys =) [Rr LA AN
Met, Met-Lys, Lys 7% ( Bl— DB AMRPERES, — Bl ) (19728 o 0 A T 7240 B 1 -4
ORI AR R g = I TUa Y

[0367] Ak BH I AL HEAE A Rr 57 8 R G0 A2 19 A I 0 A0 = 2 FR R 2 1 Rs S Mk 4
o 40, {8 R EAE NS B IR -S- H B (GST) fb& 7= — 37> 3R 10 £ Tk 7
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B HARTR A A IHEE 1) 2 IRRAE GST o) 2 Ja AR 2 SRR B — 1 HAAT B N i) H 2l B e 2 1
B2 K. WAREEHLAEA RGRIEG R E, ARG K — AP A KRR / 8l
FEAR i ) 28 B IR 91 TR A N SR A B b il R £

[0368]  Fifi A PRI AL G & 2 1, Ho b REUIRGUR I 2 56 A / BURFEA M S 7 — 12
JOR S FE R BOsl s — BB RO AT R S 2 1 B A I — 8 I 2 B PR 5 o AR R
B 1 2 HA KARER 25 B S S e 22 K, B 0T, 9 e e sk B 1EDE X, B id iR
1, A R T 24 R IR BUIR BT AR K 88 B sk 22 Ik, ek 22 B B 1 SO U 22 IR 471
CBIAnAE —FARTER / Ao YA IS A R P RE G AT ) .

[0369] XA R NS R — i B 76 N- Bk C- R 5 58 — 2 IR &3 8G a E B R
IR I AR B 5 o 94, BilE B — A ok B HARA Rl 09 AT 41 DL SR VR AE e U
16 EPEARBEL . 51— FA H RGO RHE 05 05 1 450 809 an g AR R A2
N VAR TRlGEARai. B IEResS TR0 A B e A M TAEdib 2 5
FZBRAMRZ K. FoAA FH () k& 4 B0 45 T e 25 A B B, 1 Aol B R PR A, BEE AL
SR AR E 1R 5 T s R X

[0370]  HIRZ W] LIAEA R I TP A8 IR S Rl G B O R IE RS Feala I RSB EA
FRFBBEH K -S- Rl (GST) &4 (Pharmacia) , 22 PSS 5811 2% (NEB, Beverley,
Mass. ), FLAG %4 (IBI,New Haven,Conn. ), fl 6xHis &%t (Qiagen,Chatsworth,Calif.).
XM R G RE A A DS I = R R E ALK / SRR, 1K B N & SR AN T R
BE W KSR UAR . B4, FLAG RZEM 6xHis RGN KITH, CLA1IX I Ff R
Gt G S JAPEAN I I AN AR S22 JIRIT B e R IR I o T — A AR N— R i
Ao o E BRI N- KX Met—Lys ZJREIEG K. XFERIELA AR DU~ AR A Rk
TR B T A R

[0371]  FLAhF& 1A F 7 A 2 kA G A, L rp 058 DS 58 ) R BB A4 T B il 45 C A3 1
TE— AL T 2, Bl B A T8 I A 8 R R S R0 7 SRR 1) S B IR Ao
W, BIE A 5 125 Eteh B B (Life Technologies,Gaithersburg,Md. )
i[5 Xa (NewEngland Biolabs, Beverley, Mass. ) 1R 5] HHALE,

[0372] AR BHEIRME TG 20K, AR S EE AR B (LTF) 44 K4k Ik
PUARBUIR A BB 4 o TTF 2 HAE R I eg i 8 68 [ 57 e #2498 18] — 35 R 1
JOT PR AR A s D I A8 A 1 5D, 1 36 B & R Nos. 25, 877, 289 36, 004, 555 36, 132, 729 ;
6, 132, 730 36, 156, 321 ; FIRKH & F No. EP 0988056 filTik . TTF 53T -Ang—2 IkHiiA ik, 5k
HH A BUWES AR TP -Ang—2 [0 #E40 M5, .

[0373] 55— 10, A WAL G 2R AR A, HoAn iR sl iR pi A oh — A sl 2 AN S FE IR VR SR A 2%
R o MBRBUA— A BRI A A I AT B 2K, 8 (R IR PR SRR e 41 rh R B — A ek 2 A
Hho BRATA NI FE IRERDUAR BT A IR B

[0374] 55— 7, AR W ER A T A IR SR PR I B AR A4 . BUARAR (R i e — A
BR N SRR B 2 BR B 5 s A B PR i R e i I S kA TR A4, Hor
P 2 FE R ] LA RARAFAE I BRAE R AR AFAE I o BURAR AR A 5 JEOR IR BUIR BT A “ AL
JREIRPUA, 7 T A7 7 HA — 8 H 75 e 2 3SR A2 R o BURAR (A 45 IR Bl A4
H1,2,3,4,5,6,7,8,9,10, 15, 20, 25, 30, > 2 G 0L 1 BUACAE H, Herp BRI 2 B 5 %2 7] A
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SEREIR BRI 2 2R 1) 10 %6 8 B 22 o — 7 11, BAAE PR B FR ST 16, AR AR % W AL dt
SEAORAT AR IF Hae 5 M2 2

[0375] Ik 2 HIE T VA RE R Sy b vF SEAR 5 IR MUK G0 A& B[R] — PEFIAR A . SXAER T
A FEEAR T F 1 SCRRIE IR B R LE :ComputationalMolecular Biology, Lesk, A. M. , 4
& ,0xford University Press,New York(1988) ;Biocomputing :Informatics and Genome
Projects, Smith, D.W., %@ 3%, Academic Press, New York(1993) ;ComputerAnalysis
of Sequence Data, Part 1, Griffin, A.M., 1l Griffin, H.G., 43, Humana Press, New
Jersey (1994) ;Sequence Analysisin Molecular Biology, von Heinje, G., Academic
Press (1987) ;Sequence Analysis Primer,Gribskov,M. FllDevereux, J. , 45, M. Stockton
Press, New York (1991) ;#1 Carillo 2§, STAM J. AppliedMath. ,48 :1073(1988) .

[0376] Bt & MY IR EIR BT A4, B 22 RRIIR AR S P R — M & 2 B AR IR 7 v
73 B0 e 41) 22 18] B e KUG A, 2> AR BEBE 15 B oF SRR e rh 4R 7 I05E [ — PR 77
o WSE P A 2 1R [F]— PRI G i o SRR Fe 7 S AR E AN R T, GOG 72 P40, B dE
GAP (Devereux 2%, Nucl. Acid. Res. , 12 :387(1984) ;Genetics Computer Group,University
of Wisconsin, Madison, WI, BLASTP, BLASTN, F1 FASTA (Altschul %, J.Mol.Biol.,215 ;
403-410(1990)) . A~ #x M theNational Center for Biotechnology Information (NCBI) FH
HASYE (BLAST Manual, Altschul 28 NCB/NLM/NIH Bethesda, Md. 20894 ;Altschul %%, |
3 (1990)) REZRAF BLASTX F2)7. HA] LAEFH A H1¥) Smith Waterman SZRINE Rl —1.

[0377]1  FH T P92 SR 7 A1) B () — 2R LU 6 07 R nT LR B AN P81 R — M AR X
UG, XA/ B DRT LR R i iR 0 [R)— M, RIS PR A4 e 1) 22 TR A 5 A
KMo PRI, £ — 2B ST 77 22 7, R T EE X U732 (GAP 27 ) W] LA S 3 iR 22 /b LA I
HEZ BRAACIR 10 %665 55, BT, B4R 4270 400 A2 EE IR 7 A1) I 2870 40 MBS 2 56 1R, LR 2
7 300 2K 400 NMEFERR P AN 5270 30 PNESL R IR, LA /D> 300 22 K4 400 M
TR A B 4 /b 30 DNELL A IERR, ELEE 200 2 K2 300 NG FERR 741 I 2 70 20 A3 45
(M2 B35, LLERZ) 100 &2 200 N2 ZERR P HIIN 22/ 10 AN IESE ) 20 5L 1R »

(03781 1 w1, A A +F & ML B 7= GAP (Genetics Computer Group, University of
Wisconsin, Madison, Wis. ), ¢ B 5& Jy 41) [ — % 5 43 B B AS 2 IO AT 125 A 2 S5 IR 1F
AT EAEVCECEE N (7 DRECRS " iR REE ) o B — 2By b, 26041 70 (— ikt
A X PN AL s 7 PRI AR Al I BB MR R A S IR s T XA E

SENEE LB B A L4 B — N Se R 2 R RR UL I M 4y B sk B ) Asfr KT (B
ST 1/10 £ ), 3F B 5 BEBG AT R PAM 250 8 BLOSUM 62 3X A i) L AR I
FE—BESE 77 SR, S AT PR B R (96T PAM 250 LLEHERE, 25 0L Dayhoff 4F,
Atlas of ProteinSequence and Structure,b(3) (1978) ;5< T BLOSUM 62 ELEERE, 2
Henikoff 2%, Proc. Natl. Acad. Sci USA,89 :10915-10919(1992)) »

[0379]  {E—48SLi 7 R, Z IS LA S B AR T

[0380]  AyE :Needleman 2§, J. Mol. Biol. , 48 :443-453(1970) ;

[0381]  LLAAERE : 13 Henikoff 25 (1992) [¥) BLOSUM 62 ;

[0382] {47} :12

[0383] KA <4
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[0384]  AHAMEBI{H -0

[0385] A LIRS EUW) GAP F2) 72 I . (B85l Rb, A A GAP &ik, i S4h
X T2 IREC R BN S (T Rim S AL A 143 ) o

[0386]  {E—LLsjfi 7 P, A T 2R 178 ( 5RIERITIANN) KIS
LU

[0387]  %yk :Needleman 2%, ¢ (1970) ;

[0388]  LLAAERE (VL= +10, E#5Hd= 0

[0389] {17} :50

[0390] A KCAETT S 3

[0391]  ff/H FIRSEUK GAP B /Pt 2 A . FIRSEN T 2 1 ILEZE BN S
[0392] LA 2SI 83, AT 43 B A FE S 43, LU IR B, AH AL 139 1 55 s mT LAASE A
Program Manual,Wisconsin Package, 26 9 iit, 1997 4F 9 Hrp 42 H IR LL , BE4T i) HAR L £
X T ABUE AN 32k U2 2 2y IR I HE s T 2230 AT 1 B AR LR 4, %91 1 DNA- 5 —DNA,
WA -5 -E\EAR, \AR -5 -DNA s 57546, LR AR 8 ey 2 ) (o — itk
GAP BY BestFit) B 1E— NP A P F) KRB Rz (R ( Hir FASTA B BLASTA 211
L) o

[0393] 13k FRAs AT F, # 1 R4 20 Bl WA R AN EAIHAE S o 2 0L Immunology—A
Synthesis( 28 — hZ, E. S. Golub i D. R. Gren, Eds. , Sinauer Associates, Sunderland,
Mass. (1991)), X B A T A BT ES % .

[0394]  ZZEPRA] LARAY L8l D 245 (BR T Gly 24k, HRIAZE LA D), I HACK
BH 1R 22 KA i 23 mT DAL ST AR 22 TR B0 o (B, L ST AR R AR IE I o AR BHIS$E 4L T
B 1] 53, o ad BEIR 1) 2 5 R i 22 PR R o Jy A1) A S Il ) e A, B TE R A1) XXX,
[R50 F I R oA XXX o AR BHIEERAE T3 — R Iv) 70+, Horb, an BTk, 2 R IR I
TR i 2RI AR v 7 A R R R, R L SR AR R A R s D
SRR

[0395] R DLEIERR I S AR AR (B, D- & EIR ), AERAR AR, ol [« 1-,
[a ]- ZHURE LR, N- B & BE0R, TR, A HAh AR W ZE 1R 2 AR B £ Ik &0
IRy o B WRER I FEAEEAR T 2 EIR0R, B - NafK, B - 2N, 2%
TR, WRNE R, AL 5518, AL BRIR, 2 T IR, 2 P I, 2k TR, BisEER, 2k
PRTIR, R AENER, N- CEHER, N- LHERABNE, RAEMAR, 7 - REHER, B&E
W28, iR, 7 — oe 28, N- IR H 2R, N2 1R, N- I IE S s 2 8, N- R4 24 1R
Wranza g, IErezd iR, B2, 4- A2, [ v ]- BRIEDZEIE, [ ]-N, N, N- = FIEis
B2, [ e 1-N- CHEBAIR, 0- IR AR, N- LR L E R, N- PR PHER, 3- Fi
HE IR, b— FR LML, [o ]-N- FIEAGAR, AHAAR I RN LR (Flan, 4- 2%
2R ) o

[0396] AL, BRAEH AR UL, 88 2 M IRP A ATt 5 Im s AURE 2 % B R4
22T T MFEHR 5" T7 i WIGA RNA B SR A 57 223" INAT7 AR AR %77 v) s FRNA HA
AHIEFH I HoAZ RNA B K11 57 2257wl DNA B BRI A X FRAE " B350 sF1 RNA
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HAMFEEH)IE H AL RNA B3 37 237 i) DNA B LR F X FR1E " FEes)” .
[0307] B} 2 IRV AL AT LIRS B AT 3L (R A B e o 23 4y JL3K -

[0398] 1. "PRmGK 2R (Ala;A), Gz (Val ;V), w2d R (Leu ;L) , Spezd® (Tle
D, iz (Pro :P), Wz /& (Trp W), KINZEL (Phe ;F) , FIERZAIR Met, M) .

[0399] 2. P PERRYE T 2R (Gly 56) s 222K (Ser ;S), SR MR (Thr ;T), B2l R (Tyr ;
Y), B R (Cys ;C), DR (Glu ;Q) , KAWL (Asn ;N), AIERZ R

[0400] 3. ERME RAZIR (Asp ;D) , &R (GluE) ;

[0401]  4) Mk HiE R (Lys :K) , KiZ % (Arg :R), HE M (His ;H) .

[0402] £l Lewin, B. , Genes V, Oxford University Press(1994), p. 11,

[0403]  fR5FPEZUIE IR AU AT DL S AR W2 ZERR VR A, ‘B — e AL A i peimn A 2
WIS AW RS AR XA FRAE AN PRLT, PR A AL Ath 28 55 R0 73 (1 105 5 sl
R RS BT LR X SRR i — AN 5 — R i — A

[0404] MR 4 — 48 ST 77 %2, BEAT X FE B9 AR AL W, AT BL 2 B a AR TR 0 OR K T 2
(hydropathic index). L2 ZERE B /K M A AT 4 A 4 ZEAE AT %5 A s SERR TR IR 5% K 45
o BAE FE IR (+4.5) sHEIR (+4. 2) ;5w IR (+3.8) s AANEEE (+2.8) IR
/ MEIR (+2.5) AR (+1.9) s INER (+1.8) s HAR (-0.4) s =R (-0.7) ;2% R
(=0.8) st IR (-0.9) sERZEIR (-1.3) sz (-1.6) ;A= (-3.2) sHaK (-3.5) ;1%
AWENE (-3.5) s RAZME (-3.5) s RAWNZ (-3.5) ;H#izlfg (-3.9) ;MK (-4.5) .
[0405] AN N D8 2 ZE IR 216 /K FR AU 0 25 3 iy S AH FL 52 0 1 A= 402 Dy e R =2
Kyte 2%, J.Mol.Biol., 157 :105-131(1982) , LANH:- 4L E LR ] UG HA I ALSE K 3 Bk
I3 B I3 A 2 SR AR 75 AR IR B AL A s e o AERR IR S K Fe Budi AT 2 Ak b, 75—
BN T S, B SRK TR £2 XN R EEIRIU . 75— 2SIl Z b, BRIk TR EL
15 £ 1 2 NIHRLEE, 7F— 265 77 S, AR SR KR E7E £0. 5 Z W IKIRLE,

[0406] AR HIIGE , LLSE K P Oy BEAth BE AT RAc 2R AT 28 AL 2l 5 IR 1) ERUA, AR i) S A p Ut
PR A ) Th B R BT BT R T A e e St T 2 N R DT 5 A R B IR YO0 B A
o AE— S8l Ty Z2 R, B TR RS T AR KM, 3X HAH B 2 BRI N SR K M ST,
BRI R SR AR AR G, B, 5 8 AR AR A A %

[0407] XX AL EERIRAETR & T AR KM K2R (+3. 0) 3z R (+3. 0) s RA2
B (+3.011) ;B2 (3.0 1) ;2228 (+0.3) ; RAZME (+0.2) ;B Wik (+0.2) ;H
AR 0) ;s HEMR (-0.4) sHHEEE (-0.5+1D) ;NER (-0.5) ;AR (-0.5) ;AR
(-1.0) sEHZEIR (-1.3) s8R R (-1.5) smdR -1.8) sz IR (-1.8) sEAM (-2.3) ;
HHNAMR (-2.5) MO (-3.4) RIS K MEAEUAT AL H, fE— LSl 7 =2, A
FEHRK M A £2 2 WIZZERR U, A5 — 28507 S, B FE SRR HE(EAE £1 Z NI
ABLE, 7E—des iy 2rh, A RE K MEEAE £0.5 2 WIAREE . AATRLSR /K M FEaties w] A
Se FEEER TP RIRM . XX WFRIE" RAZOX .

[0408] NI 2 Py s @ SRR B RVE R .

[0400] X2

[0410]  ZFEFMRHUCAEH]

[0411]
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ST T ARG AR T 38 i A R E N T AN EE B X1 T DA% E W] DA T
AN IRIE R I 7 7 A& X o 728577 227, AATTRE %858 7EAR AR B 2 IR TP AR 5T (1)
Iy FRIBRIERA 53 o AR — B8 T 22, RO A2 40075 1t s o) 8 A i B B (1) Xt m] LAk
ATIRSE PR 2 R BRI ASRER A4 2530 P BB AN S AN 5 i 22 IR 544

[0413]  5i b, ARGUSE AR N 52 BEUEAT X AHAL 22 ik 5 5 6f T3 1tk B 45 A4) B L f e Bk 11 &5
) — DHREIFIT. 25 REIXAE I B8, AATTRE T 2R 5T sh AH Y. T ARABLER 3 53 b T3 1tk B
o) B R T IRV BE (1 R S ER VR ZE 1) B B VE o A AR N 53 AT DL B80T 3 A 70 1) 28
B R TR TR RIS I 2 R S R I E o

[0414]  ARGUSHA N LR T 5 AL 2 IR (R S5 AR R () = 4E S i M 2 SRR 741 =%
FEIXAE RIS B AR N 72 7] DO PR N A OCH = 4 5570 2 FE IR AR L LA . 7 —
SRS T 2, BRARIXFE I FR 2R T] BE 7L -5 HoAth 2 I B AH BLAE A b A, ARIEE R
N AT EUE A PN AE 2 3 PR 1 b (2 R BRI 7 AR AR AL . AL, ARG E AN
AT DASRAFAE 5 BB 1) 2 TR R R FE A A0 3 58— 2 SE R B AR PR I8 AL A o R Ja R FH AR 4303k
FEARN 7223 S PRI 52 BT AR A EAT 0 106 o S ()28 4R W] DA H RIS B A OG5 14 A2 1
A5 S o A3, W SR N R X 2 28 2 PR VR 22 1 A8 5 B0 R A B, AN T8 [ BAIK, Bl
ANTENE P, W] DARE G XA R (AR A o ) T U, AR AR () AL S R SR M R, A
U EL AN 51 REA Zy i 58 IV 12 3 b 5 g FU A SR AR 21 5 1 4 3 — 25 i U QAR A 2
FER

[0415] IRZ BRI RECH T =R W AW, 20, Moult J., Curr. Op. Biotech. ,
7(4) :422-427(1996), Chou %%, Biochemistry, 13(2) :222-245(1974) ;Chou %%,
Biochemistry, 113(2) :211-222(1974) ;Chou %%, Adv. Enzymol. Relat. Areas Mol. Biol.,
47 :45-148 (1978) ;Chou %%, Ann. Rev. Biochem. ,47 :251-276 Fl1 Chou %%, Biophys. J. ,26 :
367-384 (1979) o BLAN, H AT RI R4 B AW — R S5 TH SRR . — R a5 R 77
o DL FR PR R SER IR . 9, HA KT 30 % 70 R — PRI, 8038 KT 40 % AHAL I
AN 2 KB R B AR S R 4 2% Ik B B R SR K (PDB)  — 4%
SERTRAL T A R PO, LS 2 IR A R A R RE T S 2 H . W Ho 1m 5F,
Nucl. Acid. Res. , 27 (1) :244-247(1999) » H A#EH (Brenner Z&, Curr. Op. Struct. Biol.,
7(3) :369-376 (1997)) — M5 Z IR A A A REH &, m H— BB 7 5C8E 45
T 5 G5 K6 TIUINAE AR A5 R R Ml S IR 1 o

[0416] Ffi 8 — 2k 45 /) 1 5 AN 7 ¥ F5 7 threading ”  (Jones, D., Curr. Opin.
Struct. Biol. ,7(3) :377-87(1997) ;Sippl &, Structure,4(1) :15-19(1996)), Tl
% v Mr " (Bowie %%, Science, 253 :164-170(1991) ;Gribskov Z%&, Meth. Enzym. , 183 ;
146-159 (1990) ;Gribskov Z%&, Proc. Nat. Acad. Sci. ,84(13) :4355-4358(1987) ), f1” X B
A" (20 Holm, 3¢ (1999) , #1 Brenner, 3 (1997))

[0417]  7E—28S0i 7 b, IRPTAR R AR FE R A A A, A kBT fA I T — ek 2
AR LA AT A, ) G N- T R OB SR AT 5. — R N- B R AL SRR IEAE T A -
Asn-X-Ser 5 Asn—X-Thr, H 35 5€ A X I ZFEBRVREE T LA bR T Iz 2 A RATAT 2 ZE IR
BRIk o XA G A1) IR 2 i PR AR A R BRI AN B2 AR N N— e 2 FX 0 e 1 ] B ) 3 R 7
Mo B, FTRLRBRZF AR E - & R R A N- R AR RE . o4 ft T N- 1R
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PR 0 B, o — A B A N- B AL S (— O RARAAE RIS ) bt B
FEAE AN B AT N= BRI A

[0418] AR UIEEMUE T fAEW "  BIETW AR T 2 ML, N, B2k, s
RZ MBI IR DU AR, (B E AU SEAN 1, IF B s, 559, IR,
HAD A HLFITCALE 7 A 228 A o mT LA &4 S TRBT IR I 21 75 000 A B I 2R )
B W] DABE TR v IR R T B R 4 e, ZH 4, BB AR OE 1) RE T A K B IR AR o
[0419]  Z8BIKATAEY ARG A BT T NS EH P — DR Z A

[0420]  ——AEREAMIEIE [-C(O)NR-] Bt (B plll Ik sl s ¥, ik e kB9 2 —CH,- &
T FIRNE [-CH,-0C (0) NR-] ;iR Bt ;—CH,— Tk [—CH,—S (0) ,NR-] it ;MR [-NHC (0) NH-]
Bt 5 —CH,— e s Be SEAb IR I B [-C (O) NR*—, Horp R® AR Zbe it 1

[0421] - Mo N- R el A4k 0 1 )5S B K :-NRR' 5-NRC (0) R ZE[F] 5-NRC (0) OR #&
[ 5-NRS (0) ,R ZE[F] ;-NHC (0) NHR JE [, 2o rp RN R 2 A s AR Zpe It 42 RAT R & AN [H]
NS s BEFIEE W IEIE A AR IE -NH- (CBZ-NH-) B[] ;88 K30 A k Bk,
RGBS, G0 T 1-3 DEURZE RS -NH- L[ A

[0422]  — L rp il B 1K) C- Rl T A 408 R T BE T (9 ik -—C (0) R?, b R 3 B S o 2k
F-NRPRY, Horp R A0 RS Aotk B ARG c k. ATl btk BREERE 1-6 MRIRF
2] .

[0423]  5y4h, WL KK B br 2 55 R ik 55 5 R 55 1 3 V0 000 sl A vt e IS B (K0 A LA 2B
RTINS, 7T BA I AR % B 1R 22 IR0 20 5 I NS AR R W E R E R . R 201

[0424] Wi O R 2 5 A 0 S 56 1T DA 5 BB R T sl LAt PR R IR I S5 B o 53X S35 (1) i 2
A B SR R SE AT (R E o TR o - SUEFREEAT AR AL I oAt 438 1k
TV S 2 BRI, 18] b e P 22 R PG s IR I MO T SRS T S AR s — SRR
O— FAFESENR 52, 4 R T 2 MR IR 1 2 S R A XD S o

[0425]  Kh 2 BEARIE T LU b 55— Pl J L B0 1) S v T g 1640, o i R ) 2
LG R R, 2, 3— T i, 1, 2- IR, RN = o RS SRR iR B AT AR AL 42
SRAEBRIE A5 T AT R, R WICE BE T 57 pKao AT, 3 835 ] DL i 2 1R 1) 225 1] A
KRS Z PRITHE S5 ¥ o

[0426]  EREBEIRIEA G (R 1 Qg R o, it 5 05 & B84 &Y sk A /P
ot SN I e 2 5 | AN DG AR IR ] A N B . S L, T DA A N- L BR TR K pe T
VORI ZE B b o0 i AR A O— CBEAE IS B i fn 3 AT

[0427]  FREMZEE CRAZBESARAEL) @i S = Wik R -N-C=N-R" ) ¥
e RS, a0 1- IO -3 (- MEBIkIE - (4- 43 ) i & ER 1- 43 -3-(4- &
FHE T -4, 4- ZHERE) ik =Wk, sk, @il 5% E 7 RV DR AR BAA
WA A A A R A IR G B RN 7 2 IR G B e 2 o

[0428] 5 5 44 R A% Ok I R A 2 I e 9t e 22 26 W9 2 243 BIAH N I 45 2 IR A R & 2 5t
WedE. ok, AT DLEIR A R IE 45 1 N i e pk I L B B . IR P PR3 TE AR e A K 1
137 R Y o

[0429] i H XU Bh e Ak i ) IO AT 2B A A FHAE AR B3 AT B0 Zh REAT A=W 5 K AN e i
FAREE S H A K > R AT e 1 AT B AT BRI AL S, 0 an, 1, 1- X (AR A S Bk
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B ) —2- KO, R, N- FRIRBE IR Z NG, 140, 5 4- SEIIKIRIIER, B D) EE
MG, BURE DRI s, B 3,37 — i (BEIWE I Z RIS ) , PR Th e S R B
J&, X -N= e BRI —1, 8- 2E4t o AT ARG an 2 -3-[ (p- S EIERTE ) i ]
P9 P 2 PR 43 B0 7E 6 B Re T AT I BRDGTE Pt PP TRl o B0, 6 T 8 1 B ] s A A FH AT A
A8 FH 2 S P AN s P A, 481 VR AL TR — W AL IR B oK AL G4 F0 26 [ &R Nos. 3, 969, 287 5
3,691,016 ;4, 195, 128 ;4, 247, 642 ;4, 229, 537 ;H1 4, 330, 440 4R (1) 52 N M o

[0430]  FLAth W] & I8 1 A FH /B 45 il 2 IR R0 it 2 IR 1R R S5 A0 A Y, 22 S I Bl o 2 e e 2
(R IR ALAE F , Cys i IR+ B AR L, 02 IR, RS 2R, AN s R M BE ) o — &
FE W AL VE H (Creighton, T.E., Proteins :Structure and Molecule Properties,
W. H. Freeman&Co. , San Francisco, pp. 79-86 (1983)), N— AR it & (K] ZWEALVEFH , 1, £r 4 dt
THOLT, C- RimAREE MBI ALER .

[0431]  IXFERIREAT AL 3 0k S T — Il LR, B S E e - 8 R4
TG TR WO, AR A AR B BT AR B 3 v BU AR S A AT AR AL R A
AR BEEA EAH R AE AT / B . B Il 73 nT LAV B B A A P 1 A 2R
(R E A%

[0432]  iff H., A& BRIAL G m] LUIAE DNA | LSRR o m] OB AR BH 4T 3843 (1) DNA J7
AR R SRS F A SE IS S X T R, & 2 U1 400, b 25 S+
AU 2 KR o 25—~ ] DA A, 25 e PR i) 67 s 8 A0 A G U BR PR il A7 A, 127 ) T~ DNA
TEPUE TG 40 3Rk o W] LIRF A, JE B AR DNA R S EAT 01, A0 A4S LR AT
VAL o IXHE, 3K BB R BT A e, BUAR, AT AR A A R S RIS FH T A5 B B 7 1
AFREARR T K, IR RN 2 B AR, IR Z A

[0433] 546, ARSI AL AR N 51 B8 2 B % e 6k T 9% M B4 A4 TR 1 A ALK A B 3 1Y) &5
1) — THRERF 9T 5 REAXFE I B2, AATTRE FURIAH B T AR ARUTA ooy v MR Bl 45 1) T 22 1) 2 R 1R
L IR IR P 2 SR R e 1 T o AR AR AN S0 T I PR A P 10 0 T 2 ) S D PR ke 2
A LAIE B 2 AR A SRR AR

[0434]  AMFARN RIERE AT SAHLZ KA B S5 R AH DG ) = Y 25 Rz LR P 1) o 75
FEIXHFE I B AR AN 53] DU IR B oG I = 4 g5 I 2 R R R AR LU X . BRARIX
FE B3I T BEAE 5 Hofth 73 (0 55 B 00 AH BLVE FH T e, ARSIUEEE AN 53 7T BLIZE B AN Tt
FE8 A TR LR IS RR I = MR AR . TAh, RSB AR N 37T RIS AES N
() 28 FERR VR FE AL AL B — S SE PR AR RIS AR A4 o R 5 R P AR BB AN 57 2 R R 2 )
JE BERT AR AR IAT I 1 o IXAE IR 7] LA R IR G B d AR AR IR B filin, il f
NIRRT 2 Z SRR TR EE 1 U SEGS MR, AR P, s AN ETE T, vl DA el
IXAEAR AR PR o $0 ) 06 U, ARAE AIX A B S 3 A 1 S ARSI AR N T RE 2 2
iff 2 N 1% il B 5 HA AR 4 6 bk S0 1 0E— D B F 25 1R

[0435] RZRIEHMRWIEC) T iAW, 22 W, Moult J., Curr. Op. Biotech. ,
7(4) :422-427(1996), Chou %%, Biochemistry,13(2) :222-245(1974) ;Chou %%,
Biochemistry, 113(2) :211-222(1974) ;Chou %%, Adv. Enzymol. Relat. Areas Mol. Biol. ,
A7 :45-148 (1978) ;Chou %%, Ann. Rev. Biochem. ,47 :251-276 I Chou %%, Biophys. J. ,26 :
367-384(1979) . U4k, H Al AT 31T 40 Bh A W — R A5 (T H SRR o — Bl R 51 AW 7
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VA DA RIR MR A ZE A . 9040, BA KT 30% e [l — MR, 808 KT 40 % AHAL )
WA Z ke B o A Ei a4 . IR B g AR g K (PDB) h —
P B T B E R IO, AR 2 kel a B B ES i Th Rl BER AT S 4 H . 2 0 Holm 5%,
Nucl. Acid. Res. , 27 (1) :244-247 (1999) ., G A$EH (Brenner %%, Curr. Op. Struct. Biol. ,
7(3) :369-376 (1997)) —Fh4s € 2 IRl 8 P A A7 BREC H 199 &, i H— HL B 7 R BN &5
TG B 5 4556 TN A8 45 R K Hl S TORS o

[0436]  #fi 8 &5 MW AN 7 v RE " threading ”  (Jones, D., Curr. Opin.

Struct. Biol. ,7(3) :377-87(1997) ;Sippl &, Structure,4(1) :15-19(1996)), Tl
% 4y Mr " (Bowie %, Science, 253 :164-170(1991) ;Gribskov Z&, Meth. Enzym. , 183 ;
146-159 (1990) ;Gribskov 2%, Proc. Nat. Acad. Sci. ,84 (13) :4355-4358(1987)), f1" B
A" (20 Holm, 3¢ (1999) , f1 Brenner, 3 (1997)) ,

[0437] A Bk — 2 CLHE AT AR RE S MR S5 5500, 0 TR p AR, g A S A AL s — A e
KGR EYER:, IR L 1, RA L 1, 8RN 1, {8 T3 £ H| Nos. -
4, 640, 835 ;4, 496, 689 ;4, 301, 144 ;4, 670, 417 ;4, 791, 192 ; F1 4, 179, 337, AAHL 2 41H)
HAA ARGV ERE— PR - RO R, MR, 44232 805 HAh UL KA & 9 0 2
R A, & - (N- OIGTENEM e ) - 58 G, N FERY), a BWWAE N / HME L
WAL, AR CEAZ ol (i, Him) R OmEE, U RIS R SRR EY. Rl
PRIE & H B & 1 (PEG) WAEILAMEM IR D LA . KSR ST AR & A B anfe
IRPUA R 2 R I B S, BE 5 2 IR — e A EEREALIERE . 2000 4F 10 H 17 H A4
[¥] Gonzales 5¢ N2 [H LA No. 6, 133, 426 Fi& T FH T-3& S0 e e 1t 45 & 719 W ik Pk,
AT NIEALHUR TG 7 78 0 1 PEG (K48 .

[0438] AR BHICALFEIAL SRR / BB AT AR AL . IXAEIIRT A W] DU &
VIR e, WO, Ao 5 05 o B, BEART AR AR IR 2 T LAY B s/ ME & AT
FIAMEREWER S 220 AT B R G, o .

[0439] 1. fLEEEE AFERELCER A R IR o 040, v LU IR 70 AT I s A L 5
NERZ AN Cys BREE (04N, BEFeAk ) , Son] DU I8 i i s i 34k .

[0440] 2. ALEWREATRE A 13 REAE 4> 1 (M ACHE . 0, m] LA KR - e i 5 —
A Cys R, NI SAHLSr FRETE G 1R i g Ab-A e n] DUE 3L C- Rum gk Azt

[0441] 3. —PEEN—PEENINE [COONR-] BE (B) #ARREEHe. 25011049k
JRBE A —CH,— 245 P ER AR [—CH,—0C (0) NR-] ;PR MR8 s —CH,— Tt iz [—CH,—S (0) ,NR-] B s fIx
[-NHC (0) NH-] % ;—CH,~ {5 s A db ik [-C(O)NR*—, b R® SRS edik 1

[0442] 4. N- oK uig % A7 A2 4. 8L 700 3h, N- R o v DL A B9t 26 4k B8R 35 4% 15 1 e B AR
1) Jz. 2% 4 1 N= R o £ 2E A6 2% A A F6 -NRR, (A A F —NH,) 5-NRC (0) R, 5-NRC (0)
OR; ;-NRS (0) ,R; ;-NHC (0) NHR, , BEFFE WV Ji&e , B 4 ek —NH- (CBZ-NH-) , Horr R A R, 2% H Al
SR A SR G be g, JF B PSR ] DI B C-C, fidk, C—C, Bed A, &0 AR 1-3 4
AR

[0443] 5. UFEI C- RomRrA b, MM, C- Rumpl BefbekiBkliztb . #an, Ai1aT s
I FHERAT AR 1K 77 100 A% R W A S 904 C- R i b (NH-CH,~CH,~NH,) o [RIF, A4
A] DAY BRA B AR IR 1 77 A AR B A A8 C— R i b -NH,, 2841 i) C- RumfiT 2k
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TR, a0, —C(0) Ry, Hort Ry 2R e 3L 8 -NRyR,, Herr Ry FH R, Bho7 M2 & 8Y C,—Cq 4t
5 (fRig C-C pedk ) o

[0444] 6. BuBdE A, Pk ARG I, AT e 4y (lanikeds ) B, 20, il n,
Bhatnagar ( |3 ) ;Alberts 2%, Thirteenth Am. Pep. Symp. ,357-9(1993) .

[0445] 7. —AEREANFRAIERIEIEW S . C A RIRRT AT S 35 58 1 ) B SR i
BRIERE S SN, W1 R T R4 R IR 1

[0446] 3 I RN 28 i A ity W ik ] A5 B35 BT 2 T i L At R PR I S B, ‘& SO it e ke 2
AT . F TS A o - RIETRIEAT A LA G & T L8 W 2 BR ISR , 491 Gkt e Y 2
TR SRR S I sIE SIS s SRS ALY s SR AR ;0- SRR 52, 4- =W s /S
LT TR T8 ) S B R AT Y.

[0447] K52 WEAREE W] DAIE G 5 — Fh s LA i R ) 6 s N T R4S 1, Bk i ) o
ARG LR, 2, 3— T i, 1, 2- PRl , PRI el =i o R 2 BRVR FE BIAT AR AL A FH 22
SRAEREE 2 F T AT SOV, R WICE B8 211K 57 pKao B4, iX S350 ] DL 5 i 2d IR (1) 26 [ LA
NG AR Y

[0448] PR BEAR S (R B B0 4 78 09T, (83 555 & B R AL S W el DU A 5 Pt
I} i B I 5 | N G bR R 1) & N B R ,  DL b, W] DAASE Y N— LS 1ok A T D i
TR AR 0— CBEERS A BR)T R 3— AT A2

[0449]  JRIEMIZE CRARBEsk AN Wil 5l — Wik R' -N-C=N-R’ ) [P
PP, 40 1- PR O -3- (2 MG IE - (4- 448 ) ki — g el 1- &2 -3-(4- &
BHES ¥ —4,4- ) b = W%, Iooh, ik 54808 7 OV AT DO R AR BERI A2
WEA B 2 A Ry R A S DRI e AN 75 2 R R IR i

[0450] R A2 I A IR N 45 22 IO M1t ke ik 25 WDk 2 6 43 B0 R I 1 22 2 I R R 4% S BRI s o
B, W DATEWRL R IR PR A5 A T f X iR L L Bk o I P i 22 X I AE A % BH 13 [
Mo

[0451] =Wt BLhk 2 fe pl 2 TR R Bk I Bl S0 70 4, DA o i Bl sl 3, AH e b, 2
EREE. &L, 0, Bhatnagar, ( F30) .

[0452] A5 A XL Ll AL AR 500 A i A2 A AR P AT IR B3 B AT T I Bl RE AT 2B ) 5 K AN s 1 38 1
SRR 5 A K R AT e, T AT B AT e R AR, 0, 1, 1- X ( AR AR Sk
B ) —2- R LPE, L, N- FRIRBR IR I iR, il hn, 5 4- SERFEKBIR IR, B EE
MG, AFE TR LS, i 3,37 - AN (BEEIEEE L N ERIEE ) » R D) BE L SR BRI
&g, A0 ~N= LR i —1, 8- E4t . RTAEA IR a0 A& -3-[ (p- BAERE ) —6 ]
A B IV 2 1S 2 70D T BB T s BRI DG ve P Fh TR A o B, o6 T 1 o [ e A A A AT LA
A5 FH BN A AN 1 2 A, 481 A vR AR SR — 35 AR IR B K AL A P F0 26 B %R Nos. 3, 969, 287 ;
3,691,016 ;4, 195, 128 34, 247, 642 4, 229, 537 ;H1 4, 330, 440 IR [ 5 N M

[0453]  T/KALGH) (58l ) SER AT DA (R 5 AN B 82 A R RS AL A s i e, —
MO T s e 274 Asn—X-Ser/Thr 1J—# 75, Forb X 0] DU B T Bl 2 B (14T {2 2
BRI, O- R LR IERL 2 2R (Ser) B2 (Thr) FRZE, M N- S8 SR IE R R A Wifik
(Asn) BE2E . XARIERRR T IR /MG 19 hRARGFEEM ZER P 1 —Fr . SR K
PR N=- B O R SRR AR R IL I S5 M 2 AR o FEIX PR 8 R I — Fh S 284 [ p

42



CN 101787072 A WO B 35/207 1

A N- B AR (PREMEVRER ) o MEVEIR W A2 N- B O IER R I R i v 22
1M HLH AR Ly, ] LS SRS AL S R B P M e RT RAAEAS R B AL S 40 R e A
HRR N IXFE AL S IF BAGIEAE 2 IR S W AL Ak T o bl 40 i 254 (49 4, e
FLBh P4 e rh, 440 CHO, BHK, COS) o {HZ, SXAE I i i] DARE ARG A HR A BB 6k
R DR A

[0454]  HiAth m] RE ¥ 15 115 1 FH B0 5 il 2 R 0 i 2 IR 1) 78 5 Ak, 22 2 T Bl o L I e 22 1)
FREEBETR AL, Cys "B R+ B, B2 R, R 2R, A A 2 B I A 1 o — 2551 AR 2
k. [Creighton, Proteins :Structureand Molecule Properties (W.H. Freeman&Co. , San
Francisco) , pp. 79-86 (1983) 1.

[0455] Ak BHIRIAL G4 W] AAE DNA ZKF BN LAekAs . o] LU G R AR ArT 55 4 1#) DNA J 7
AR R SRR E F A SE IS S . X T R, & 2 P e 4008, i 25 g+ 2
AU 2 KNI o 25 -] DA A, 25 e BR a7 i 8 A ARG U8R BR il A7 2, 1X A5 1B T~ DNA
TEPLE TS 40 M 3Rk o W] DL, IE B AR FITR DNA J A AT B4, A A ds R
1AL

[0456]  ZEH0 )y pkk 3

[0457] AR — AL T ZAHE" SR e BRFIR B o 1277 - R 48 FH R B 1
Ji& 7N B A G B AR R BH (R DRR IR DT AR BRI S R0 ) s A vt e o DAL 410k ki
(R T WCERAH DGR = A8 ) 5 B8 7 A2 8 1a) R e AR B SO, o 7 R &R (N
KA YT ) RFFAZEEE HIUIRA IR 80, BeAHH 25 NP0 = A R 1, €
[F W38 T A4 PR 7R SCJZE o NI 1) SC R 7T 126 BEAT B HRAT HY R K 55 Ang—2 55 8l BT e i)
SRR AT DA IR PTAA )

[0458] KA E AR

[0450]  UbAL, WA FE R HEAS 2 4 A8 Bl /s A= A e At otk B IR T R RS » FESEFE 13D ]
JR A b IE R 4 B e — AN B A IR IR R A IR A R . DRI M, AEITR S 43
RVFIKRE RS, BE R 8 —PMRIE R, a0, s HEA %, B R B R 25 &
Ang—2 IBE T — 5 1T, 15 B IR / B 27 X Ang—2 4R =111 45 6 216 F1 ) » Nachman
%, Regul. Pept. 57 :359-370 (1995) FHiid 1 MK £ AR KA AU 14 7 1 1K) — A5
o WERIFEE, ) a0 38 e AR S B TR ERTRE AL A S WER A A D R R A AE T, BRESRRALAE
B I AR N B, BERK, I8, e A C— R om e, 1 N- BRIEAT AR, BRAS A A% R BH IR o
5 HARE 3 T AL BRSSO B A4, thnT LIS IRBT AR i LSS, 7= L IR fr A4 . il
7 N- 8 C- R A AL 288 7 5 S IR DL I 20 5 R N BE 1 B Re B R Hil & i 45 &
MEEY.

[0460]  REil M, T W IR IR e 5 R IE 5 A 456, A0S (HAS PR T80 PEFR I, 2t hRid
(0, A A A e N B G N ) S s T RS, #ofk (o, A ESBIAEYRER) .
ERLEE, A B S A — P B RE RBT AR IR 73, Sorp BT ik 43 Ok 3 — A6 ik B U AR id,
PWOCHRIL, B, ), WAL, R R A o IXAE AR Il R A S AN 52 A F0 1T, 451
g, e A AFEE R IR o XA IIFR G N A A2 AR STRE AN 72 2 501, IF HAsIR T, 9
% [ % H) Nos. 3, 817, 837 3, 850, 752 53, 996, 345 ;1 4, 277, 437, 44 H A b0 HEH
ANFRF O AR I, e ERR I AL 2k bR IC » W S AR H IXAFE AR 104 11 36 [ & F1 AL, 4]
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e [E L H Nos. 3, 817, 837 33, 850, 752 33, 939, 350 ; F11 3, 996, 345, A& BHHIEA ki
Al DR AT IR L BRI ) — A, A, B A

[0461] ﬁl éﬂi\ E_\! E Zi

[0462] RV 5 it 8 1) AR ST BT A B il 4 AR i BRI ER o 497 2arn, AR 5 L2 A AT A
TE P BCE TR B AR R b & BOXFERIIK . SRS B 3l& G Rk BRI 3RTS 5 H.
A DA A Jn i A A . 200, B, Stewart F Young (_E3C) ;Tam %, J. Am. Chem. Soc. ,
105 :6442, (1983) ;Merrifield, Science 232 :341-347 (1986) ;Barany fll Merrifield, The
Peptides,Gross and Meienhofer, 4%, AcademicPress,New York, 1-284 ;Barany %%, Int.
J. Pep. Protein Res. , 30 :705-739 (1987) ;& [E & H| No. 5, 424, 398, % ks CHRAE 51 1E
5%,

[0463]  [EAHAKG T iZAT LS (RO - ZLmHE2E ), BH 0. 1-1. oM JiZ / W&
Yo IXEHKE VAR T 2 FREE (t-BOC) B 9- 7y 3L A kAt (FMOC) £RP7 o — &k,
PR TEHE Koy 20 6 e IR C= A aa B — 2 b — A28 (20, Coligan &%,
Curr. Prot. Immunol. ,Wiley Interscience,1991,% 9 B0 ), SERAL2EE I, 7] LUES
IR 2 R4, 256 t-BOC B FMOC 28 EOR3 Ik 1 I HLFRAI ML AE T F R AL BE MR &4 | 2R
Tk (A, AR HP-10 % 158 B BETE 0°C FARTE R 0. 25 2 R4 1 /i) o« ZEREFIZ )G,
H 1% TR BMN R E IR, SR 5 R T, 15 2. — Rl id 2 4E Sephadex G-15
AT 5% SERAE R E AT BRI P IR A I HARIAT AL . i A B iE IR 5 15
B [F TR BRAT ), IR 5 PR AER R AT R AL, B2 FE 1R 7 M7, 2 (U, mi RO AH
TR, BRAMBSOGIE S, BEIRBE, B, - ELE I [ AH 45 28 2 P o = I 5 o

[0464] LA T7V2, B WRE TR 4 B2 7R SCE SR FEAK, A2 RIAT I o ] LU B IR I A 2 2k
P22 i) 2% S o WAk TRT A R 7S A1 5 8 R A i AT PRI R P 2 R A R o TR B2 b, ol 26—
W B PR SCEE (A AN ml 13, £d, B A WER ), JBIR 4 22 K40 80 N BRI i A F
Bto $lA BT DR, i an 56 2 T FF I 8w ir HES o AR5 ANTREE £ 5 B B IR 45 &
s B A A B3N B o 1% Rl I S B R TR 4G G IO i R 1 LS e L REE R
AT . BRIV SECTA RSP R AR E R . GEEAT DNA 741 4 -k % e R A IR
JPA. felllE 5 IEE PR ZE P i /NGRS 73 o AT AL B0 3 s /N MR
(R 53 BLA BB N — AN B A 3 AN B3 BT Ui ) AR IR B9 BURIWEF SO (biased
library) BEEE Bi% 715 IXEEHRT] DL @ B B £ 42 558 (KRR R I 455 25 R0 1Y
AR IR

[0465]  ANEHIEARE 712, N HBRAEEEZH DNA 77 Ve ) 2% 9m A0 25 B0 BRI BE BT AR I AZ R
Fo 1 ERVEIXAFE) DNA 73 F IZ AT IR 790, ANUCR NGRS K2 LR T4, iR REAL IR 25 5
TR IE I I AR 2 18 40 M b S A

[o466]  FEZH DNA 7 AR Hill 25 AR B 2 KRB A A A 3 15 oRs e 1 5 6 0 B o
BT T DB b IR PUAARER A B 1 DNA 7313 AR IR A, g m] Ui A 1g
40 AR BB B

[0467]  — MG O T, N FH 3 B St 491) v 4 s 160 77 325 B 3R 1S 9 65 TR BRIK B A4 1) DNA 73+
PREF F LY ) 29 AT 4 41F /& Ausube ] 25 (CurrentProtocols in Molecular Biology,Current

Protocols Press[1994]) & HARLL, 2448 2 J5 , R4 SR ER /DN, 5o AR ET I =R 1)
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(IR, 70 1 SR PRI S 28, R 7 226 1) e o RO 00 IR I IR 22, 60 PR P T T RV R AT
ENIE. ™1 i 2k 491 A2 AE 50-65°C 2[RI R T, 0. 1XSSC, A1 0. 1% SDS.

[o468] ] LA I RE IR AMAC TR R 28 5 Ang—2 &5 G IR BRI, BRIk, w] DA
PP B e 7 BT 8 IR ST 28, B 455 W0k T 6 i /s SO, o %8 52 A 1 Ang—2 55771, 491l 4
A IR o

[0469]  m3, I LME &S A S FER SRRk / 1 E RGAF S AR EAR K AL, XL
RGAFEADAPR T, ) 40 AR TR AR, BORL SRR DNA R IA B AL I 4 B I R
B AR BE SRR B (o, AR EE ) B R R4 R R 4 s W B R i ik
(B, PR 93 8 CaMV M AL 55, TMV) 26 el ol 4l i R I8 28 (i, Ti Bk
pBR 322 UKL ) HALIITED 40 M iA R Bl E A ik R . A S A A oA I L
A M AFEH AR T VERO 48, HeLa 40 Jid, o -G BN 5L (CHO) 4Hiffe 5%, COS 4hiffg ({3
COS-7) , W138, BHK, HepG2, 3T3, RIN, MDCK, A549, PC12, K562 Fl1 293 Ziffld.  CHiiA EHE
IR 7R T 1

[0470]  R¥E" RIEZM” 5T DNA(RNA) J3 41 Ik 2 BRIV TR , W 1 4, 9 B o3 A
— AN RIBEACFEH AT, B T W4%E (1) SfeoofakF EREREEFEH AR
AR R TeAt, B8 3h s8R+, (2) H%3R 2) mRNA F15F H R A BT g i 455
TSR BT, Al (3) AIE SRR 74, BB EERIERG T
SR BB T A FE AR T 40 M M A h o MR 2R I R L R AT R A . B, WO TR A1 B
s P A RIEEHEAE LT, 7] DAL 2 AR b O 2 Rk 5 . X PR SR v] DAE AT
DIAEE WRIA A 8 O R, 2Bk =

(04711 % o, ¥ H 7§ & £ 15 & 48, ] W1 Pichia 3£ 15 & 48 (Invitrogen, SanDiego,
Calif.), M4 £ i I UL EH, W] DATE®E BErp A R A K. X RA AKX e T 20 W 1
AT~ JR —a JEH, HE PR I EAEALEE (AOXL) JE 3 TR A B 5 o

[0472]  Jd ik, 452, AR M AH B RO L sl P 4 i b3 v A IR 1) 77 v, AR BE8 R 2E Alidh
SIULIRIIK .

[0473] B3, WT LK Sm s IR 1K) cDNA o [ B IR 55 3K 8k pVL1393 (PharMingen, San
Diego,Calif.) oo R LIMRIEA R UiHH (PharMingen) {HIXMEMATER A s FO EHER
(85 TR Th Y Spodoptera frugiperda 40/, A EH T A THFZER - BB AE
(Pharmacia) 2ifb Ik ELHHEH .

[0474] B, ERER RGP EREIK. HTEAFERIERRRRGEARGEH AN A
[Blo fE—PNRXFEMRGET, BERIMKZI N Z M AT (ANPY) BERE H AR 78 Fth 4
i (Spodoptera frugiperda) 4HMEkr SUAHK (Trichoplusia) %)) Fh R IESMNIEIE A 1) 2%
o BT ROKE KR A 7 20 oe B B AN BB I, Blin 2 A ks (&R, JEHE T2 Ak
HABIFRESIT . IR SATG 2 M ks AR R, IF B B RH Sk s e Ak
FEMEH R . v DUE 2 5 55 B s B A AN i BRSO 4 i, AR, Smith 2,
J. Virol. 46 :584 (1983) ;Engelhard 2%, Proc. Nat. Acad. Sci. (USA)91 :3224-7 (1994) .
[0475]  7E 5 —ANsgjids)oh, il PCR Be 4 19 9w b5 IR () DNA J41), - H. oo [ 215 38 1 3 14
v, 4, pGEX-3X (Pha rmacia) o Wit pGEX ik G A M H Ik -S- # BB (GST) Kk
ARG L) 1 A B 11, R ok el N B 80K s A7 s R 1) DNA B BESRAS I 2R 1 . e il 4% 0 6
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a0 — G DI RO PCR 514 o AT A R TR B IRl & 80 7 50 T AP AN I EE 5 0
PRI IRIERE, SR G NG S E ) GST # I TR E ARG B . pGEX-3X/ 7 45 531
IR R AR AL B R B XL-1Blue 400 (Stratagene, La Jolla Calif.) o, Jf H4r &
B FACRIE IR Al S AR RF0RE DNA, FF HAE T 5 sl Fe 0G0 5330 7 5 G 55 LA
A I8 IR ) b A% R A N B IR I B IR R S MR 2 R A AE

[0476] A< BH ) — S8R s 43 A2 L A KRBT AR S5 AR AT B i g TR 491 G i eg IRBE R (TNF) {5
A IREE . FERERIDLE R 77, TN R S5 0k &5 G SR IR R A 1R 0k ol 4 B B2 HE PN G R IR
() 751 5 TNF (Novagen, Madison, Wis.) %afid /5 41 fl & i 5 20 fl & k. Ik —TNF cDNA #]
DL 50 % 2 pET-11b £ (Novagen) H, Jf HARYE pET11b A 7= 7 ¥ U6 BH #8155 T TNF- IK7E
BL21 KAt B A 15 . 8 o i IR 45 YT vE v£, 7F Phenyl-Sepharose 6FastFlow [ iEAT [
BLK AR B AE H (170, 48 DEAE-Sepharose Fast Flow | #HEAT B 748 ot i vz, FIAE
Sephacry1-S—-300HR b 1EAT (I #E R It S 1Ev2:, B A1 B B = 24k n] 5 o TNF- Ik
[0477] W] LLn Faifvft & 8 0, Ik G 8 A a5 sedt w A LR ). E a0
R FAIM s 7F 0. 15M NaCl, 10mM Tris, pH 8, 1mM EDTA i s 3F HAE =38 F A 0. 1
o/ ZFEE I (Sigma, St. Louis, Mo.) 4b3H 15 73p8h, #E A AN FEEE S =4, JF H.
LA 12, 000Xg B50 10 7 BT AN R IS . 8 & A filE 8 O DT UE E T EVE T 50mM
Tris, pH 8, #1 10mM EDTA, H 50% H 43 /=, 3 H.LL 6, 000Xg &L 30 738h. WPl EHig
TF T WA Mg+ Al Cat+ [ bRE Eh IR 2 ph SRV (PBS) o ik BB B I DLTE AR A2 1
SDS-PAGE (Sambrook 5§, F3C) W34y Bimidt— 2 aift . BEIRAE 0. AM KC1 Wi, B Hlé
50 H H AT 3 BAERA SDS HIEER FE T G2 th Al o G SRR 40 1 7= A= 19 GST/ il
GEAETEA, 7 LR GST PurificationModule (Pharmacia) ¥ H:4lifk,

[0478] W] LLXFELA & EIEAT AL, WA B IR D)% GST. 0. 5ml PBS H (K] 4k s W
(20-40mg @A 8 11, 20-30 S [ A BEIMLEE (4000U/mg, Sigma) W] LAYE % NIRE 16-48
/NI I HoIN#R AR ME SDS-PAGE #EIR b, AR T8 RN =) 0 40 3 8 o BRIRAE 0. 4M KC1
iF, WA A mukesr . ok E H B shil e (Applied Biosystems Model 473A, Foster
City,Calif.) JHit ZFE IR T4 73 BT 68 UE SEAH N T 35 58 (K 20 7 8 16 2 1 ik s ke M o -
5 WX IRIEAT HPLC R0/ BT BE IR SE 8 (1 Bk iy B9 Rr 2

[0479] Y3, ¥ 4mhd IR K] DNA J741) v [ 205 A SR 1) J3 3+ F0, AT 2k 1, 15535 91 (1) BUkE
W [Better %%, Science 240 :1041-43(1988) 1. it H B 7 BE 1L SZIX A4 22 1R 1K) 72 41 o
AR5 R X 40 B 1K) CaCl2 38 B R AR RGN, F bRy 7 26 JBURE e A 21 K i M B B iR MC1061
H (Sambrook %5, F30) . FEANE AR R E R LB B P R AL 4l i, 1B Al
[P FR R R RS S AR AN E O . WERAFALE, 513 /751 BE 52 W K 1 49308 JF HLAE 733
R DIE

[0480]  IE I T IR 1) /5 VL RE NG i B TR Al i i A B .

[o481] A TEAFEAREMHEILIIWE ERGEEARIIRE AN R AHE XF i TRIA
A ECE A LR S A R E B8 ) IR A ALK, Prid et A4 it B B B0 1tk
A X B USRS EA R T B E R, AL E A BEEALVE A, B4k
YEH, BRALVE - RNBRALVE R o 5% CHO IXFE I fE 41 B AN, HeLa, MDCK, 293, W138 25 H.
A XL R BIE S5 5 1 R 0 4 ML AURE EAL 3, O HOnT CLIG R A fr 5 | N IR AP R 8 B i
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(I IE AR A N 1.

[0482]  ARIEAF A I IR, B A TUAE 7™ 7= e s R AL Al i, TR IR AR e 3R 0A . 5
AL IEPE AR DL R B )Rk B AR — B IR R 4 e e 4k, T CALE 40 e SR B R A
HRESE 12 R, ARG H R B MRS R 38 o Vvt TR bR iC e e B Sk Pk, IF AP AR 15
BRI 5N 70 0 40 A= R R R o ) FHE XS 40 B 205 0 2 2R 5 7 e RS B A e Ak
HIBTPE A% o

[0483] W] LAFIFHIR £ b ik R 40 sk Rl O 2w S AL B2 7 AR R A B 40 i . SRRk
PERGALFEAH AR T HSV B B mos g A% 7 I, R B IIE NS — 15 WA Tl A R 2 % i R R
PR R R LR, 23 WIAE th—, hgprt— 8% aprt- 4ifferh. &4, Bt — AR HU R AR
TN I AR (DHPR, ‘& 5ok R &E R BT sept, B RBEMRPIME sneo, B REIETT
GAL8 PP F iy R DI sF hygro, B Wi & ZPiik . T LUE A 1 HoAh T e B EE R
5 trpB, ‘B AT 40 Hu R A 2R, B hisD, BG4I A A histinol [ABH A .
o5 T4 e AL ARG T AR TE bR I B R IE (LR, B — A A0 B IRE BRI A LA, GUSS,
FIFEM IR, R

[o484] RERPELEEFRIMAE I EN S

[0485]  (ERCMGREULT, AR IR R AR T HAEYEH TR E " BN g JFA
W EA N BB R = SR IF B A i S ARSI A A IR 2 A 5 i BE S BT S
IXFER 7 IR, B0, 75 B AT L6 TR rT i 2 RN Bk B 5 18 = T 7 1 pHo B9V
TR S PR ZALL T L B A 4 P A P e 9 » LA — A AR IR B8 0 B ¥R o 280800 1) 5 VR
FEML. ERZEIEU R, EITE / EAEBOE S I JEH s 2 el i g e R, =4k
R E R ARAIE B e, 48015 1T BEAZZE T G R R I 1 —iidb &4 — 283 F A ALE R
PR R / DR, 2 IIE / ZBRX GSH, — 544, B S5 BEEE DTT/ —WEgE DTT,
2- AL CEE (BME) / —Wi -bME. 7EIR 21500, mT LAMs A i e m i SRk, W
A8 FH (0 2l BV R A0 A8 i, 25 Bl 2 7 28 & R, G

[o486]  HERAifb AR B BRFIIKPUIR . B8 1 BRAEAL B A R AT 2 1) o IXLE R RAE—
AP FAFEER RN AR RGBT 0 7 R 85 TR R/ s KPR S A B 4y
B2 )5, N SEBLER oy B se ik (B i BRI ) R EIEE A K ER BEE— D Atk
JEN R IR B2 K. R 3 B 186 AR R BH ) R TR BB 1 23 B 7 10 A B A i iy,
BHIEMT s S8 TR IR R B Lk s S L IR . At TR P S0 7 0 P v s PR 2 13 RV AR £
vk HPLC,

[0487] AR BHI—LeT5 M ¥5 S AliAk, 465 52 SEHE 7 S, 9 S AR R B () IR AR sk K
wAL . X BAFAHRORTE " i Rpi sk e mde S AR v By, Hoeks
JRBAAR R R AL 2 A L RAR T SRR AS AT FE T o DR ek K R s Bkt R th Bk VR AL
FRARATAE R BT 0 25 1 kbt A sl ik

[0488]  —fft, " AALIG" TR G0 B 2 bR &R HAh B (1 IR ERIR BT R 0y s BT idk 1oy
FEAR PR ILRIE YGRS SR Laith” w), S e ks kb4 &9,
HoA IR PR SR TE B0 1 R R Ay, B W 4L R R A TR R 4 50 %, K24 60%
K1 70%, K2 80%, K4 90%, K% 95% 8 H %,

[0489]  MIRA A FFHR UL, AP RN 5L A KR 2 FH 2 &K Ik Bk i gi4b i) 75
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o IXEBALRR, 40, I W 1t 2 e A A T T, B R SDS/PAGE 73 Bl & 447y Tk ek
JRBUARRI PP IR EIRBT ARG 73 F A0 FE R L 1 7 V2 vH B o i &5 6 s 1 e 5T
IR TR I 25 G0 PR LU, SX AR v S R AL, X L - I B Ai R Y. IR
TN G T R R ) SE s BT 2 AR e T 2 PEEAT ZEAL TR RE 23 BT R IR BT A B A5
R AR & EEE

[0490]  J&i5 7R ZHAY A FH ) A R AR T ARSI AR N 5372 A HN o IR LEALE5, 451 4,
DR EUTVE , PEG, PUiA (e yile ) SRal i AV Ik, 555 B0 s (il 20 BRAG G o A a3
(#4n, Protein-A-Sepharose) , & 1 AC#t, BRI I8, SAH, A AL A MR (445 55
SEAL, B HLIK, DL R OIX S LA R (415 o IE Q0 ASAIUE A J0 16, AHAE AT & Fhafifh 0 1R
(R 72 AT LASCRR ), B ] DA B — Se D 08, AT AR 15 3 il 46 SR AN | 2B IRRE e 1k &5 550 1)
GECLRECES S

[0491]  —MRANELSRAC K B IR SOk P A4 B 2 DL I b R as e ik . R |, A3 —
YESEE T P R A B A R R R A SR R i . A S D A P IR,
o T A F AN R AR [R] ) — M4k 77 58, W DASEBRER 7> 44k . 49020, %N A HPLC
WA AT I BH B A8 AT (03l — s 3 BUEL P AR M (535 38 G B AR R R R 5K “ A3 1
AR o SRR FE AR A AL ) 75 VA IR B A i S B b, el A IR sl IR Bt iR B S
MR R FF A R

[0492] %N IR BBK B 44 [ 1T A% Bl & SDS/PAGE [ AN [R] 4% 4 AT LA A%, A7 I e 22 2 2%
[Capaldi %, Biochem. Biophys. Res. Comm. , 76 :425 (1977) ], &St BH (ALEAS[R] 1) L 9k 25 A
N AL B AL R S 1 S AR A T ROW 3 1 AT LA

[0493] &G HT

[0494] G35 &5 43 W — MAE T 55 23 B W BBt J ke e 1k &5 6 9 HL W [ 58 23 Ty e it Ji
PRI BT o 73R A2 5 23 BT A0S e MR 4 5 O 70 o CEAS IR W — A SEE 77 S8 7, i 3R 2 e
FELE A Ang—2 M IKERIRBT IR B S0 B o IR S8 G 45 & BT AR ARSI A 1Y [Asai, 4
Methods inCell Biology, Vol. 37, Antibodies in Cell Biology, AcademicPress, Inc.,
New York (1993) ].

[0495]  Hofe & 3 A AR FH AR, & SR R0 BT s T B 5 6 1) R A7 AR 1Y
59, A LR AR SN E eV 72— s WEm LU FRId IR 5 M 455 7
BEFRIL PR R A S PR BOE, FRad il a] U SR =00, 2 O — Mg,
SEEENEEW. FridiRaT LUE, 1, Ha bl s g5 G sk . —h, A
G HIE G R AR, 7T LLRCH bRd, (HaE RER SR VU 70 7455, 38 Y5y X0 T =i i
— SR BRSSP o 90 G, R DA AT A IR A e, 9 I AR B R
BV T LA, TR PR AR I MBS AEM R E . PRt g G REERE
F A TE E X At 2 B 5 ) 4n i 8 B A 80 B3 G R] B PR RR G IR, IR 4e S &
T T R A M 1 R O HORCH S S R A i S e Bkt A E E X BR A AR Sk
J& s Wk, Akerstrom, J. Immunol. , 135 :2589-2542(1985) ;Chaubert, Mod. Pathol. , 10 :
585-591 (1997) .

[0496]  {E7rHrh, RGN Sl BEESRIR T M/ Bkl b IR, IRE 2R L2
KLy 5 F0Z JL/NE, ARIE KL 5 08l 3 K2 24 /o (B, I8 IS TR B T M 2K, 20 by
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V), AR, IR S . T8, AR EEIREE N AT 204, AEE e — B IR YE T N AT LAEAT
[0497] A, AE¥E 25 & W e vk

[0498] i &G % Eiin] LU dE e Fr R A o IX U8 Hr — o i 1 LR S R 3 o A
Yo BN, FEPLIERT " Jetn " B, R (PrRsUkbirR ) T LAE B 45 A AR
Wy, AR A T g o X LB EA ISR SR (456 ) A FE R R PR . X
B [ 5 1) 8 RS 45 G hm id il ), B A AR IR —Pt. 7R IMUIER T e B
S ZHUE A RS, (2T A BN P AT AR A  B AR B R AR PR S . =
LI v LUAE wT RS IR o345 AR A A, 58 =k ic o T nBE ST AR AL R A e T 4
G E . 20 Harlow fl Lane, Antibodies, A Laboratory Manual, Ch 14, Cold Spring
HarborLaboratory, NY (1988) , iX H5|1E&%

[o499]  B. Te4r{hafi & wik

[0500]  fofie & & % vAE ] L e g MRS A o 3@ b I e A o R A AE () 43 BT B 4 (1) B3 A
AR (PUARBURUAE ) 52 BRI M P, 1400 58 7 5 A2 AR 53 i)
[RI& o 7E— MG I TEFr PR 255 SoE vk, A oI NI AR d I SN & (1) 20 8,
R IGH R SR . SPUARE G IR id s AT I & 5 R SR AR AR I 2 ) IR B R B
( 2., Harlow #1 Lane, Antibodies, A Laboratory Manual, Ch 14, pp. 579-583, ).
[0501] £ 5 — ML I a5 P 45 2 e v, Hil 3Raln) B e 7 ARy o 3@ il e &
B/ PR R AR AE R S B P R, BUE sl E R R A BN E A &, v
DL E SR04 & A s . @i dbbrid & mn] DUE SR B iU & . Harlow
Ml Lane ( F3) .

[0502] 75— ML ZE S 45 & 82 vk, M EPURMENER . X B, S oY)
[t 5 7F [ A4 A bo AR RO AN KIPTR, IF BLRE sl A . Sl E )4y
W 56 IPUA IR) & 5 R TP AR AR 23 B I 2 7 e LG o 308 It 0 5 P A4 11 [ 52 4% 53 B
PR B T 223 T DA s ] e AL AR = I T DU B, b Bk bRl , B @ ik
FEAE MBI B 23 T (400 2 , P brac i 70 b Pl RE e 25 A hu ik

[0503]  C. swriEgh &% b A

[0504] 4RSS e vk ] LU 48 SORONAIIE » SRV HIAR N 52 I e 4% & BH I IR AR IR
Al B R s R A AR AR IR ) BB AN AT R NS T, BB I E A A
FXPUR SRR SR A G A AR BUR » AEIX PR 5 2 vk, PR AT DA 52 2 [
R BIF BRI AR E ARG, B SRR S e E B R 4G
Fro EULP DTG G 5 ITRPUR AR —FBULM PR BE . 8 8 55 KPR A 2
BT IR S5 G AT 4 IO BE D7 5 R0 ] AR 2R ] S A R A [R) 4 10 B 456 A EL A, I e o 1 PR
EIIAE RN -

[0505]  D. A& & % e

[0506] A% BILH AL Western ENREYE, Il 5@ BE & 73 BT fh P Ang—2 II4FTE. PTidHAR
— M AL LUy B A RE A I A FLUK 3 B R v R B0 HoF R U RS B A 1 ]
Bk, B ANAH R LT 4 R L JEAS, Je ik ELs , BT AR AL Je e i UE AR o B SORIRE S PR 45 A Ang—2
(R RPT R sl H R BOR B IF HAS IS B0 B & . XL IRGTiRn] DLE Rk brid sl BB 1
I, A5 RS S PR 45 IR BRI bR B
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[0507] ié\: &ﬁ /E\fﬁ

[0508] A<k BH AT A= 25650, A an IR TR B Rk sl e v Be A THRFAIEAE T3R8 15 Ang—2 BT
B HRE R BB 2 W, B T X Ang—2 B 4, FL A BL, Ang—2 35T IEEh 7 53
HIFAETT ) IR E o AT Ang—2 12 W 48 e A0 45 A8 FH TR Be A4 R b A ) AR
B A ML B ZRER I (1) Ang—2 ()75 o AN R B IR BRPLAA T DAAEA BB VE L T AE
o TEARIERS I S e vrh, i i 32, a0 bR 10 R E 4 1, Bk brid . 1R 2 Fidrid
FUARIE 5 T2 2 Jne, o ) — 2 C 80X BAIA o RRAIHE, A& B FH T A5 12 Wi o
[0509]  ASB 24 HIAR 22 B At PR 25 Pl i 0 BRE S ok BT IR LA I 52 Ang—2 28 1 B 7 V2
19— R I S B2 W BRI 2 (ELISA) , JEU Szl i (RTA) A GIs0s 4 M 73 28 (FACS) . i
M5 Ang=2 B ASTHRIRAT SN IR B v BT (1) P9 AN A7 R B0 o I A itk ) 4 22 00 7 2
PRI XL E J7 AR T, 14, Maddox 2%, J. Exp. Med. , 158 :1211(1983) .

[0510] 722 Wkt , 18 2 N Ang—2 RIS IEF BPRE(E . TEARSUE A FNi &
GHREWEHRBIAET, @ik B IEF 2R E LN R R S i f2 i) 55t Ang—2 [#)
WERBUAVR S S A SEERIN E o AT HIXT ORI AL O, 1 IR B R 5 Cn &2 1) Ang—2 BRI
(145G R mIE AR R SRR B = 285, 1 M IEFFE L 3R1S RIARHEAE 5 AT BE 29K
T3 52 W 1) 52 1R (AR i SRS IR AH L sE o v B (R RH S0 AR 22 8] 1) i 22 328 BN T R
i) Ang—2 [JVEF .

[0511]  XF T2 Wi H, A5 — 28 SEi 77 22, A B R IR T A4 sk — i FH AT A I8 73 b it o
RSN 7 AT DO AT AT e B B R4 AR TR I T IR L o 5 4, R RSN ES 43 R AR T
SRR ZR, I H, C, P, S, 8% T, OB 7 RO & W, 91 a5 6 2= b AR IR, 14T
B, B ER BB B, ) an i It BRI, [ B 1- ~F-ILPE e, BRI . Bayer 4%,
Meth. Enz. , 184 :138-163, (1990) .

[0512]  J50

[0513] AR BHERGEH] T ¥R 77 A5 A BRSO 45 5 Ang—2 1145 550, B Wik, BRPTIA,
B H A B AR EAT Y . W DL AR T WA A A RIS Ang—2 25615 MR EGE LA
A H s T A, DA s AT VR T AR B PR T e EIE A o

[0514]  —Jj i, A BHER AL A TV 7 REAEAE 140 Mo AN EE 1 83057 0 K Ang—2 35
1) 93 R R ) 2N T 7 o 3 S8 L e, R ELAh 8 MG B R , 9 MG A, 2 B et , 2
fish e Rz 98, iz R, FUANZE

[0515] AR BHIESELE T ¥R TT sh B HE N REAE 19 77 v2:, SRS AT 3 it FH A 50 IR RE S 1k
SEGF, NN HI SRS Ang—2 W MERIIA DU . A BHE— 2000 S Ay 40 f AL K i,
B EY RGP A, RN, EB R ik 7 a5 50 AR L& 1R iE i
W A AT o Dadeth, I FH BT I 7 V206 A4 5l 4 461 an v L s 40 400 ) sk /e 40 P AR G AR
N, B, s R A o AR B R B 15 A AE DR R G AR, 0, 23 i 40 i A
ST, DL R S 5 5 e 40 i AR K A5 )

[0516] AR BKT7 AR IGYT BRI E LR FLh P kA o i FLBh ) EEE, i, AFL
R H 5 UL T s £ s ) s Fs , X536 F sh ) ok B, 70 SRR IR 35840
Ban By, 4%, 7, M.

[0517] 98 Mg B 56 L o 41 i 3 4% FLBRAT ME I AL 2R A e i A G . — SRR AR 2
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BRI, AR HARARVE Gt BT e S EUEYAET . BR85S R AKX OITE T,
S 7RI AT PG MG TE 2 A1, e AT TR DUR AR B A 2R B o b, SR R
ET MR K i (BOR 2040 ) » BLERARR 55— e A 8 B A2 e AT
AR RIR . PR HRIE" BITRE " -

[0518] A BHRT VAT A ARSI A 48 S A%, BT, S N AR . 5858 (RN ) FEIAL
I H RS B LR 40 e e MR . B 219 A IR 2, sE E IR AT iR
BRI T — A58 0 o SR sl B HE R, e AT A B AR 4 22 sk R T i 5 R Jif 4 45 21 27
HIAI L . AR BIAE BEVR TR i Blbk B 2R G e , A0S 1 099, VAR B 08 A — AN DA P RT A7
T T A2 0 A A6 078 Bk B2 IR 2R 48 P ) At e i

[0519]  BEEESZ AN K BH YA TT 109 B3 88 1 2R B 0 38, 9 G, ACTH= 7= AE Ji g, 2Pk bk 2 4
JEL T T, o AR A e e, BB R P R T DR e LI, T B0, 12
R CL 40 M I, A% M R 4 T 1 T, 5 e B2 R T Al BRI TR, - N R, B
Ewing’ s A&, IHZESE, BR A0 M (1 09w, k30U, 2 A7 Wk L8, Kaposi' s JH, "B,
JFges, Mt (/N BRI A e ) o B I SRV, 20 Tk P PSR R 258, (W) S0, 22 R 1
T AP 22 RN AT , poh 20 JU TR , B AT Sk LR, i TAVRE, O S, DR AL (RN ) d, JBEAR
Je s B 2508, AT A e, AL D00 R g 40 B eq » B Jhk s, TR 2R A9 , bR 4 s, 5 e, S0,
RS TR 2 8, 75, B, B P, A Wilms ' 98

[0520] S —RESS A ) S i 52 IAIE IRVATT » AR W AE X BLRR 0 PE 4N iR . B Xt
FER IR TT H, AF FHIRAA B AR RSP RR AR, 3K 2873 Re bl FH ke %5 e TR VA
7 77 A2 o B, B AR B 7 VEAS R BRI Se i eg SRR K67, 1T A S 3
R BT3B RN SRR . HRANSEHEE S Ang-2 Rk sid A X FRER: 3 &) T A
KA H 8E B2 S SR

[0521] 2% BH 3 3E 1ot A 4545 FH T 1 FRYAS J BH R) A5 400 T S5t 490 G 45 0 — bbb 2
W ANATATT 5 FHALTY 29456 KB o e e It 456 ) 51X AR I S A 25 W 45 & B AT AL YT U7
FHMEEVER « ARSI ENIR 2P IERESS G AR I 7% AT LS AT A4k T
290, BRI, DU, S RS BRI, O R RN 25, LARRAR =) 9, AR %
I P Re T BT AR 25— D 5 24, AT IR T A= 22 490 G ] 2 22 R0 L Ath B3R 25 2 280, A T4
WA B I J , W g AU 19 2 5 SR W I , IR , SR IR R, SRAZ I B LR AR AN AT A4 s
o TR ARG, AEVR A IS DT S B0 LR A R L R R R R R e A
AR M AR T 0 M, AL mT AR AN 8 Bl 2R 2 3 7 (LH-RH (14 BORGEDA) Be&
SR 2N o AR 7 SR FRAE VU B 22 A S AN ) — ity 2582 8, o, TR, iU %,
X AFRE ABhPUME 25727 o BRI, AR BH 1 75 v ] DUASE A IR 1R B 7 2 38T
SROY S AN IR (R EE P S E 5 v @

[0522] Ak BH R LA A T 9097 2 FheiE, ARG SEMOR AN A s, A& WAl k. 1]
DLV ST IR g 0 28 A R AEUAS R T - LI, WU 20 IR, 0 &6 i s i T X i = <078 DR
i R BETE SR ER IR s AR A BR s FL SRR s J R PR S R N R A
Yo SRR SRR SR AE e O s (0hn, Walker a8, J540 ffid, basosquamous ¥,
Brown—Pearce i, F& i, Ehrlich /1, Krebs 2 i, Mg vd /R4 L, K85 3, B/ il
HEAZ A0 M, FLSORI , e , 4 S VB, SV RO SRR 40 e, RS AT Al g ) s 41ZR 4
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MOPES R s P SR MUE 2 sHodgkin' s 7 s S e MR/ NI O e s AR Rk 2
T s I AN MR < R N S ZH NI 5 FR B s TR OB RE R R AT YRR AR
i s AN N b oRg s ZH 2R AN R IR TR SR TAVUR < TR) RURE RN VEURE REVRINE R R R
B R E R OGRS R AR IR T R LIRS s OB AR IR S O s
Jeq WG IR s M IRSRS stophoblastic M. bk, AT LLVGYT T [ R B e < e IR
I8 sNRNIRYE scyclindroma s3EMRYE s BEMYR R 40 MR s 9y MR VRt Bdeg s 40 e s I
Jed /N Bt PR s 1) ot I R s LSRR s ZEORFER) B4 M PR - A TR s IR LIRS
U LIRS s BN Y 0Rg S JULIR L PRR RSSO s RSV AR 5 7 TR s A2 1 R s ol
CEWS TR s AR A IR s TR s AR R s R e A R R bR SRR AT YR
PREEIR BN TIR S BIANZE 8 nonchromaff in ;ML A DU S PERE 140 M bl 2 R 4
o i AR AEA s 2 R ME VER S IS EROR s I8 P B8 s IMVAET IR 5 i 78 4 R e g s o 78
PSR VR A R S VK A LR 5 9 5 AR A SRR s AR S T TRV s IR T R
ST R S I AR 5 P LIALIRT 5 VbR B0 P 1 s s R TR 5 VPR BV PRI S LIALIRT s R A
T U0 SR RSUULA AR B snerofibromatosis s M T E UK H 7+ H

[0523] A WA 55— 7 T A2 A F AR 5 B O RE R R By 10/ s A AT B Bk 3
BELIE R » 06 2 7 98 R i 1k Bz % Bl SR AR s o 280 I A R e R A 1k Bz % AR
ZH G IR EAE T E R Ang—2 35 M [Ogoshi 28, J. Inv. Dermatol. , 110 :818-23(1998) ]. 1
MR, 553697 R ILAX LI AE RN B AR 245 B 548 AT Ang—2 r e 1t O e 1 45 5 )
) FH 25 A 1) 28 AR 38 T X HE O 1) 2 2 AR R AR SR RN 52 8 SN I HAAR IR 42 B 1A 8
SRRl

[0524] AW 55— J7 TR FE VR T 85 A Aol R I A8 i AR A 9 s (A5 8 PR A
0 2993 T 5 A AH O (R BB AR M ) 5 DA R e MEAETETE R /S, - B SR,
ETYEIR, R Dl e e A5 A7 15 A2 AH 5 1) Lotk A B SU0 S0 1) LA A (R (s 5 Y I
A A ) .

[0525] AR BN 5 — J5 9 a7 S U ARG, AL AR In 3l i Tk 72 (AVMs) 5 iR
P FE S, ARG B AT S B T Ia R I, A5G B AT B0 = sk i, %
i B T RN R = gt UG |3 I | W - 21 A D

[0526] AR W) o — 7 I A2 A8 A S A AL 20 S M7 VL PR e o SXAE IR 25 4
e e 1 G55 B NPT Ang—2 KP4

[0527] 24 GY)

[0528]  Ang—2 'Rf It 455 B A0 IRDUIA I 29 AH S IAEAR R W RITE I N« A HURRI 2y
MAEPTEARGA T, B, 2001 4F 1 H 9 HAATK Lam 58 A K56 H 4] No. 6, 171, 586, 1X
FERVZA-G )5 A 16T BRI A R s S P 6 701, 49 4 5 22 AT e S ORIV A X L4
PR, 8 R B AR, AT AR s G R . fERIE R SE T B, A G EH 52
SN]SR A T 2 BO5E AT Ang=2 1 2 /D — R EWTE MRS DR = S5 S
SR B, PTdRRE S PR 6 ) 2 e Ak, H T X sh it .

[0520] W2 &) LS A A RE, H T IR 3, CREFBAERF, 1, 26911 pH, 5257
TBIE KB, R, PG R, B, S8 5Kk I, UK, o, A3 € 1 S A slORE TROH 2, W Bt B2
7o A BRI BHOES, (AR T, 205 (a0 H 2088, B 2/ B, RABNZ, R 2 B 8)
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IR ) U s PUEALT (B nPiIh nmR , WAR BRSO ER AN ) 22l (o] antilig
o IR AL, Tris—HCL, fr& iR sk, B 2k, JAAALIR ) sBZMEF (49 4an H 28 e sl H 21
M), A [an & — & VY £ (EDTA) ] s 25655 (A anmnERs], 28 L@t g el , B — B
FESURTAIE - B - FOMIRE ) IR s 5oflE MR L Ath Bk 4k &4 (B an i 258, H 228, S0
KD sEA B (B ig B8 A, B REEREE ) 78 () FARFI ARG R s FLAL ) 556
IKEEY (BT LSRR BERE ) Ko 7= 2 0K s b bR+ (il ) B fasn (4o
AL, 2R PR, KR, D DT, K B, P28 R, F2 XA s, pE e K, (LAY IR Bt 4
S SR CTanH, TN BB O 0 ) R () H SR B sl L ANRE ) s B
FETHVE HE R BRI (a2 e , PEG, WK (i ALRE RS, 58 (L AL IR 2R an 28 L AL 20,
FEALALNE 80, AN F 2R, & T =, UPEENG, NE[E I, DU T Byl ) sAeos e nmn) (e asl Y
B ) sEIRPEIGsRT) (ke e i fb ) (DRIE AL e AL e, H B ki, LA ) sis
B TR SRIEFIAT / 8254457 (Remington’ s PharmaceuticalSciences, 5 18
B2, A. R. Gennaro, 4@, Mack Publishing Company, 1990) ,

[0530]  HR#E 4 4nAE FH K145 234t 2834 77 X, R R 5 &, AN S AR N i 25 1 o e
ZMMHEY . 0., U0, Remington’ sPharmaceutical Sciences, 3. IXFERIZH G4
AT LA i S 1 5 5 R I ) BEORAS  ARE Tk, AR PR TR0 L, T VB BRI

[0531] 254415 iR 3 B 500 R0 8 A 1 5 mT LA 3 /K B BB K T 910 4, 53 1)
WA ) B A AR T] DL 5 7K, AR PR ER /K BN T 8678, 7T ReAh 780 1 B AN A A G5
W I LAl A R R R b R K B S IE AR IR A I ER KGR 5 A 2848 1) T T
e HALBIREIZIMA SV EH KL pH 7.0-8.5 K] Tris ZZPi, 8i& K4 pH 4. 0-5.5
() LR 2P, AT DA — 25 A 466 L 2R e i 5 0 R AR o A AR R IR — A S8 it 7
ZErr, W DLTE K B A R R A R R R AL A R B BC 25 5] (Remington’ s
Pharmaceutical Sciences, [130) VRG BUAR T HORW B G BT & 456 F4H G VAT -
WAL, TR FH G 3 PR T T )48 2 e m LW & 6551 7 A vl a2 5510 o

[0532]  WILLIEEEH T BAMG A MAEY. B85, v LUERA G TWATEES
R R, Beh 2, IRZS 2, B, BRI 25 24 X AL I 25 25 n] $2 52 41 B W IR il 44 AE A4
BEARNRRETIZ .

[0533] &5 25 &R T 52 (R i P AFAE HIF S5y o 0, A8 G2 i i AR R 4 & ) ok AR 2R
pH B AR pH, —AE K2 5 2 K29 8 (1) pH Ju[H W -

[0534] 43 K iz B MG 251N, AR B A AT R )36 57 MRS 4T DL AR I 25 2 m] %2
AT & R R S PR 55 70 B0 i 1 A0 Rl B 2 K o FH T 1 A0 S R 5 34 1)
AT A e B 7K, Horb G5 650 Bl ) eI B KT, S5 5K ISV, AT i g o i o — il &0
e P — P B A 7= 40 2% ook B e 452 P R JSCAA s 0 e W A v S 5 1 A o, 48] e A B AR A
AT BB RIORE, A E Y (RILER, ZE CBEIR ) » /IR, BUTR TR, F 91 2R 1) 73+ il i
Hil5R ot AT AAS A OZ B SRR, ‘& AR R TR ) eI R AR A o S I AN ER ) 45 7 i Ak
B TTEARE RN IR R E

[0535] 57 [, W] LAFE AW, ik A B n] R G2 i 9t Hanks ' ¥, ringer’ s ¥
W, B A PR rh 3K TR B IS S i B A s 2 2R . B KRS BRI LLE A IR A
AR TEVBORG BE B oL, 9 e AR SR AT AR 2, (L ALRR I, slA 280 oS3 41, Wl LLERIE AL &9 &
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T VBT 26 A R S ATV o 5 236 T R R ) 58 B s i 451 2 22 B » B
B R U R B s IR LB, = H b AR BUIR iR . AR PR BRI a2 R S ] DU
Iy, fELEH, BIFBOE T LS A Al H R e 51 B 18 Al & i i i atn) » il sy
WGHH I o

[0536] £ 53— NSty S, 2L W ml LLBC I OB AT 24 o 5, ] LORE 45 4551 1
SN TR AR ot R LART RS T/ 55 70038 2 RO 90 5 5 I8 1) 22 IR sl 1R 70 5 W N A
o 7553 —ASEHETT S, W] LIS . PCT H1iE No. PCT/US94/001875 ik — B4k |
iz 245, EHEA T 2 254 A MR IR B A R

[0537] 33 Jen] LA I it FH — 2357 o AEAS R IR — AN St 7 S8 mh, A s 2 7
TR0 52 A Y ] AR 771 28 MR Y A R S84, e e o) AT A 7 s 2 I 45 5 700 0 7
B, Vet B g, AR 2R e T H ARG BT PR /NI S £ B [ — OB 9
WPy o RIS A BRI LA M 25 5500 7 1 R MG R A R ARRE T, TR, K
Jos s B 5 RELAA S S TR SRS, R R A AR RORG 255 o

[0538] il ARSI AN 5 2 SR 2 28 ] 3 32 B AR L BERE H - IR 2 I 2 AL 5 1)
P i BT 1 RS 24 AOFRI R o A R B PAAS 24 L A T e B 3 B B 10 ), AL
ACH LT, AR, IS, B S HE BT 25

[0530]  JERLRAETEAL G Y5 AR R & OF HR A5 2 R RUR R & i AR (fE1EH,
FERIFEE S ) » 3RAF 7 70 SO A AURZ L REZRAT T IRAEH (09 250500 o 2 SR, ] U5
T AR B T AR B R S KL B Y s 5 B e, AL RSB TR, H R I
ANLAEEE R B I0K, N2, T, B, sUHARRE I I sEs s T i 5%, Bl 2L 41 4 5%, 72
A2k PP L 2T A 22, B0 PR T A 2B s AT, B0 BT o Ay JRORT S B i s AN 9 e, 491 A P
AR o U ST ER, W] LTI N 3 A 550 s 5 791 451) B A BEK 3R 4 ML s o ) 5 i » R 5 PR
& AR BIAER 2

[0540]  BEAC ALV F] LA £ 3 (K B AC IR 545 T 5 BT 65 36 119 B0 A2 9 BB v, 23
R VLS AT BTRLAR S ¥ 47, 2R SRS BERE, carbopolgel, 58 4 I, Al / B SR ALEK, 0¥y
VB B T AT BV R SRR 5 0 0 mT DA I R 0] OB AR A AN SR s B0k, H 174
PO B R AL TR SR &, B, )2

[05411  WT LA VA A A 25 M il 00 vl A0, 358 B s o) ok 00 345 5 HE B RO 3 AR BT
A 1T oty L AR P ) b ) B e R o T S B T LA A S TR O 745
SURE SRy, W, 9] a0 A BORE TR R Bk, MUE 18 M, A2 RNV A NG M ey o TR
o TG R DL A T BGa T T @ A ) B s AR MRAR SR L e AT B
BATRET o

[0542] 5y — iy &0 m] LA AT 538 A il 4 R 00 o s O 0] BVR 54 Hh AT R0 Y
Zi G DR R I iR T IE K, BeE HAb G & R, w] LR a8 S 7 5 A
Wo 38 HOWR TR A S5 AR L i PR 51, 01 S R A » Bk IR B SRR IR L 4 » LA » e
BRAS s BORS A 1, Bl ey » B, BT i e s SR 780 il B R, fsh R IR » B89 A o
[0543] S HMZSAL G T AR N 532 BARE, A Fh R SR s G R 24
IS EE A1 R e Pl S A R M B R 257 SR, i i
JRAREAR, A=y ] Bk AR ORE B KL AN BRI AFE S, X T A R AR 3 2 S
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Z: 0L, 510, PCT/US93/00829, ‘B Hiid T H TR s 9 G I KFLR G WHR 2R . FF
S R TR R R 55 A 8 RS TR R 208 R S A, 9 a0 i, s .
FELPER AR T L RE R BE 2R, KRS, SRR (35 [E %A No. 3,773,919, EP 58, 481),
L- R vIL- B A ILEY [Sidman %, Biopolymers, 22 :547-556 (1983) 1,
B (2- RO - MEFNIGEEHEE ) [Langer 2%, J. Biomed. Mater. Res. , 15 :167-277, (1981)]
F1 [Langer 2, Chem. Tech. ,12:98-105(1982)]1, & & W & % & 4% fig (Langer %%, I
) R -D(-)-3- I T (EP133,988) o 7 SRR A A Wik A HE e A, i A
AR oy H0 Y JL AP T v 44, 2 W, B4, Eppstein 2%, Proc. Natl. Acad. Sci. (USA),82 :
3688-3692 (1985) ;EP 36, 676 ;EP 88, 046 ;EP 143, 949,

[0544]  FHTHAW I 25 A GV M8 BERK W o T8I K B g8 K B P8 e SE I
o HAEWHT, LR TR EBHEC H 2 7780 5 mT LASE R X P oK e T
B AME A A G ] LA T TR XSRSl i . ok, — B EmE T HA
KN R4S N 9040, 158 B2 T v S Sk nT 2832 1) 28 1 I i s v 8 sl N

[0545]  — HECH] T WA AW, T LALE KB /M 3, B B, SRV [ 44,
B K B TR AR . W] DLLAR TR RBE R 4h 2 2 il EEH I B e (i +
(1)) W A7 IXAE Bl o

[0546]  7EHAAMSEH T 28, A P B HH T & SR &4 25 SR A ) & ORI &
PL% B &8 BA TR E OIS — A FEE S KRR S R . ARIEHE N
WAFEA T BB AN EICRGEN A (U AAES 28 AR50 54 ) &
[0547] vy FATH 294 S BE BT, 1, 697 1 5o 48 . ARGUSEAR A
SO E TR T BIIE 5 K AN B, &8 20 Bk T8 88 1 43 1, A8 FH I 455057043 1
[R5 A, 25 2534, R B/ (REE, RR T s B OR /N ) FURGE (CAF R A — R i) 4
RGO ) o BRI, I PR B I aT DA s 1) LSO 45 2538 4%, ARG vy 80k . i 1
TR AR 2R, Y (5] Ve R K2 0. Img/kg % KH) 100mg/kg BiE £ . 7FHAth
SEHE g e, VS T PAAZ 0. Img/ke fx % &2 100mg/ke ;B 1mg/keg £ % K4 100mg/
kg ;8 E bmg/kg % K 100mg/kg.

[0548] X TAEAFIALA W, 146 I 75 40 M35 72 9 80 A B4 /s B, DR B B, H0, 44
B R THRIT A SO E . BT LT sh WAL i o2 A 18 IR LG N 25 2534 . 2R
Ja R IEAEIE B A X N 25 25 1A FH KR E R

[0549] 5 1& 5T LRI A2 A A R R = e A ot /= . ISR E A A, JR it 268
AP RITE AL B ek B R R R E A . P LB B R R AR AR &M, &5 — K
{H e, 235 [MAERS, AR EE A S0, 12 24 B I TR RH UK B, 2966 IO, R , XYY BV o
R Y 5 IR ) 2 5 BRI B o, m] DAAE 34 K, &R, 88 S i B K L &4
[0550] 4525 R EU P TATH IR th &5 &/ 7 T 2598h )15 280 — i, i 44
V), BRI EERNERNEM . B, nT DU SR, BN R 2 kg 25 ( DUAH R BAS [k
B/ e ), B S, v LU 6. A0 s ek — D KE i 4h 2407 S AL e
() IS FH & AR - SNV, AT AR E S R

[0551] 4G WHI % Ziieit S O AN T7EEAE— 30 0 iR, S8 w ik N, IR, K Ji
W CHEEBEALZNN ), == i, LA, BRI, BN, T bt NS ARy 56, B ig vy, BN, =
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WL G52, B2 T JERR Y, 8, P, JRl, & R, JRE, BHIE, 8 B 7 3, S8 R g MR
RGBS FE @ ASE . I, 8 IR AL S, B e v e I BN B St
HAED.

[0552]  B%F, Ju4b, @ NI b AWl B A LA TR 1) 4 IR, AR T,
sl HAL A TS RL v LR 4154 » M8 RN B I, P DK BN AT 515 1
HERNZRE , AR A4 T 0I5 v DU b 4850, BEET TR K A7), BE Lk 4h 2 .

[0553]  {ERLMCE L, BB DISR AR 7 A A G0 EIXFERITE DL R, {6k A
BE WA, AR, s AR AN G, H G X L g i, ZH28, 1/ B8 B ml 45
HE

[0554]  {E 7 AMEIIE LT A B 45 4 70 an JIKHt ¢k i ik 35N R A X BL AR 1 748
FE T REANFE RIS RN 43U 2 IR A A A0 o IR 4 i ] LU sl N gl i, JF BT L2 H
S0, A, BRI o ARIEH, 40 B n] LR TCRIGTE R . T I/ e A HLES , W] LK
Y W ELAE ST P, LS A R 200 - 2 B RLHE AR WAH A B B R S A e B, &
VI ER U PR R b7 1 R0 3 i R G i o [ 2 4 ) LAt oA S R 7 5 Al e O R
[0555] HEEIRIT

[0556]  FEXT5 Ang—2 3K IAAH G BRI TG T H, A B R e 14 25 A 00490 an IR B A4 ]
DL A yE 7 iR A N A o 3 2 T A7 v A 58, ) G T80 o v AT, RHEE [y v, 48 A
Herceptin™, Rituxan™,Gleevec™, 2. ¥ 7EIX B HARF H i HA B S VA E A R B 1K
EREEI P

[0557]  AL57 ¥ 7 o] AAE FH B 254, AL, 49, e 3 AR50, A FE < AT, 49 an U
CBE T, I e, S A IR Jig, e e S TR JR R R T BRI 5 WA SR RS, ) R AT
(BCNU) , ¥ &I+ (CCNU) , fiIw) BE )T ( FR3E -CONU) A e / A 3% = RS in =3 2.3
—RE N (TEM) , = Jchai i, Wi Wk (WEREWR ), /7S 2L =R EU% (HMM, /S R L ) TR bt
Sl B A 2 s =K, Bl anis R B (DTIC) s Hi i, (48 B2 22804 , 191 fun AR 4
K 411 g S VDR, g ALY, 61 G 5 FPR W IE , 50 25 SR T 5 P A s L e oz AT
T (AraC, PUREAUAF ), 6- A MAF, 2,27 — 5 Ui A M A, Wl 25 A0L 4y, 48] a6 3 ke
W, 6 Bt AR LY NS, B MEREERG, 27 — A B [ R 25 25 (W m)fth ] ) , AR AR 0 T AL i nd
(EHNA) , B R S IE P, A 2- S AR ( sohrJEiE, 2-CdA) s R, BEHIA 257 %
25, WA, KL, BFEK AL (VLB) , KB F bk, FHEAI, i LBEAE 2542
B, MESEH)VT, MERPRMESE W)VT sppipodophylotoxins il AN FEIA H AU R H BT FR B
Ul actimomycin D, REHR (RAER ), MER, “RE N, AR EEER, HXESR,
JERE R (FRER), 2355 C, M M2 s L- RABRIGHE s 2L ROV 57
BT 2 — a , IL-2, G-CSF Fl GM-CSF ; &-Fi 25945 4n i1 52 & W ) an AR AR 41, 38—l 2
a0 4 — 3 B, A B R G B iR, PR BT AR R0 G N R (MLH) R FRRHE, Bk
Ji R AN IS 4K FCIE (o, p” —DDD) FH22 &K s TS BRI ELHE B IR B i 2 8
WA E RS BRI Wi (KA RSN A, b 8RR TN 22 KRy s 23 ) A K 5 e Ak i, R 2
ZA W £ TR ER AN T 2Rl FR B 5 MBI SR 0 0 M RN £ e S M BRSSPSR R
Wb SEPE 55 R AR A IR 52 AR TP 52 / S ) s Bosislc 3 ) an s At e , {2 1 i 3 B¢
el e e/ E I PIIS Gy B EY w2 e IR L o oY, 18
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[0558]  FHAAC A7 K& 16 77 B F6 40 M IR, R 2 1R, AR K R, B LAt i1,
164 M—CSF, GM—CSF, TNF, IL-1, IL-2, IL-3, IL-4, IL-5, IL-6, IL-7, IL-8, IL-9, IL-10,
IL-11, IL-12, 1L-13, IL-14, IL-15, IL-16, IL-17, IL-18, IFN, TNFO, TNF1, TNF2, G-CSF,
Meg—CSF, GM—CSF, ML/ AE g, 40 MRl 1, FILC4n A sz o HoAth a7 B 465 0 R I /)
WA RS, B Ang—1,-2, -4, =Y, F1 / BN Ang— FE 2K, FiT / BME Py J2 A2 R (VEGE) &
R FERENEERE, FESKERA L, BESEEERA -2, BEEREEA -3, F
EEREEA -4, BESKREEAD -5, HESKEERA -6, BEEREEA -T, SR
BEA S, BEESREED -9, HIESKAEERA -10, BFESKREEA 1L BEESERESR
H-12, HEASRAEERA -1, BESREEREA 14, BEEREEREA -1, BESREEA
AR TA, BEARAER A B, RIS IR, FEORE IR E R 7, FER ML E 7%
PRI 752 0, i M R 7~ — 15 S RE Rk A e Ak R 7 L ARl T - S iR M L 4l i
LR T 2, N A AR KR 7, R 3R L, R KR T, ok BB R I8 A M e i e i 5 1 571
AT Y B A K R 1 4, BT 440 A KR 5, AT 440 i A KR 1 6, T 440 i AE KA
T T, AT R AR K R 8, AT 4E 4 i A= K (R 8b, 4T 4 4l i A= K (Rl 1 8c, 4T 4 4l
W AR 9,5 BT 4 40 i AR KR 7 10, B BT 4 400 W A 1 ERL 7, e ol 41 4 4 i A K TR
T, 15 B R DA M ZR 1K Th P40 B R 2 4R -1, 15 E AR I DA M AR IR b P4 A
TRk =2, E KA KRBT AT, A RAKRE A -1, KA RE AR -2, A KA LE A R -3,
FF 22 856 3R B AR KR, A M 2B TR 7, A e AR R 732 0, IR i 35 — REAE IR 7 1, R
BE - FAERKE T2, SR - FEAEKE T 1, R R - HERRFEAEA, K
M MAALH 7, BRI EIE £, B p S 528 -1, A KR, s B K2
e, B FRE A -3, MIEEFRED -4, KR AEKE T, BRAEKE T 2,18 A /MR E
A E T, 13 B MR AL E T, 43 B iR AR E 7 A, 23 B iR A K EFE
¥ AA, 15 H /MR A A BB AB, 15 B /MR A R B &, 15 B /M) A4 K R BB,
73 BRI AR K P32 4k -1, 18 B /MR A K R 52K -2, pre—B 40 i A4 KR
T4 fu R 7, T A R 732 08, A A KR 7 -1 AL AE R IE 7 -2, AL A KR 7 -1, 2, 5
WK R T -3, #HALE KR -5, R AL AR K R 7 -1 B AE KR 7 -1 4558 A 1L #
KR T -1 gE6EA 1L B ERKR T -1 4650 11 WRERIEE 7520k T A2, i
INBER 5244 1T, FRUG R £ 75 B R e 71 52 74, A8 N i AR+, k& s ET R AE D)
a2 IE R B

[0559] EVE?

[0560] Gz ¥R YT — MRAKUE ] FF AR R 40 M S e R0 -4 R0 40 1 IR FH o Sz 308
F AT LA, 40, PR RE AN 2 1 b (0 — bR 1A R B I R TAR  SR RpTpART LR YA
I7 N T B ] DIk 78 H A 4 ke S S 40 M Rk o IRt mT DUB R 25 Bl 25
(A7 259, U PERZ 2, R A B, B ALER R, A HIZE R, 55) , B AT DLRAE 88 i)
[0561]  HRHE A B, A< BH 1) S 35 7 1R IR BUAR BRI AR5 & 4y m] LR ] Ang—2 Y8R 14
o R KA K IR PUAR A G LS 256 Ang—2 BRI GYT MR TT JTiEBRE N .
[0562]  CLZRUE B Bh ey 7 2ot THi 2 FoaEfe il 2. 2 W, 1, W098/39027.,
[0563] T[] A St R T VR BB 1) B 9, T AN SR FEATAR 7 T B i 4 A BH (1)
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[0564]  SLjfs| 1

[0565] A AR H Nt Ang—2 RIA

[0566] I FH Ji AL 4 AC 4G A IE 55 g B A1 23 Ang-2 KiK. i 0 5% SR -PCR MK
S JLHH cDNA 718 A (Genbank Accession Number :AF004327, ¥% & 1274-1726) F1
(Genbank Accession Number :AF004326, #% 1% 1135—1588) Ang—2 JF 41 i) F X, 7o % 3] ok
pGEM=T 1, Ff HLIB i I FPAIE 5 o A P-UTP T RNA B84 Bl 2R MEAL BORASEAR 2 5% °P— brvic
S SCRNA H%T o BRI ] 7 A 1) A et B0, 2R PR 20 2R BT A 5 oK, FF HOBCERTE A LB b IR
PEINAZ 2 0T, ZHZR T 0. 2M HCL, ¥:35 2 EI W K VE AL, 3 B H = Sl Z R BT AT W4k
YEM . 55°CR U A S8R PEFR G IR ET A8 4, 28 S 34T RNA B4k, IF HAE K2 0. 1XSSC
76 55°C N MR, B Fr i N Slides weredi pped in Kodak NTB2 #Li9,4°CF
e 2-3 8, B, P AR, 7EER R AR TS A, RN PO RS 2=
F5.

[0567]  Z5RKHIER ™G N, Ang—2 KL TS ME Rk AME KRG R /DEL L, F 5P
B, 0680, 5 o 70 IR BAE NGO, I, 15, I I, R, BB, LDS, k4, i e, bR 2, vk
EL45, HEE, 3 51 It el s A~ 5 i A TR R Ang—2 RIE . 7E L8 R/ R/ (A 2
BAEE BN ), B B B/ANE R BE Ang-2 KiK. N T X FRIAZA R KB 3
B IR, A3 FH B Ang—2 FRET AT E I8 45 A6 f R —4F 8 R /N IR/ BRI IR s 2 1R AT IR 0 S 5 o
ERT A LR E IR IE Ang—2 RIKFRAIS, (2 — 4w/ UK B sk B & .

[0568] L FAHAK T A MR AR T Ang—2 RIA, AHE, J & M N &, 161 4 4
e (5 49), FLp5oE (1048 ) , it (8 1) , PRI mui (L ) , B Mk A b, 1 an 3L s o (2
), B (24, O EEE (2 1)) , CLFERE RN, ARG 5 s e i 2845 4n 06 (R B ph 4
TR ) » HT29 ( Nl ), Colo—205 ( N4l ), HCT116 ( N&5li7s ), A431 ( AR JZHE:
), A6T3 ( NRESUNLINYE ), HT1080 ( NLT4EAE ), PC-3 ( NFTSIMRSE ) » BI6F10 ( BLAEZ
81 ) > MethA ( SRR ) » Al Lewis filifig. F34b, %O VEGF (I4EK B Matrigel #2H (15T I
B R L7 AL P g /N BRI SFE AR A 7 Ang—2 3R

[0569]  SLjitafy] 2

[0570]  PEHY Ang—2 RBTARE) 73 - 5

[0571]  HEAT 4> (5177 ELISA, " A{EH ELISA, Fl BIAcore) 456 Ang—2 FIAH
KGR A R E R IRPUR, LR IEBUART Ang—2 :Tie-2 MAHEAERFKMER « T HTF4IHEAIX
LEARAMALS .

NIy

[0572]  2EA1JJ ELISA

[05738] 24 T iAW L BB —Ang—2 ARPLAE, (T H AL A Ang—2 (R&DSystems, Inc ; H 3%
5 623-AN ;Ang-2 UL 2 MR IR G R4 ) B Ang-2 2K (W0 EARIRHIE ) o A
TAESEEE AR, M AR Ang—2DNA #5444 N 293T 411 i 45 (- 85 75 3L 3745 A Ang—2 JF
BAESA KL 50 fdre / ZFA4 M35 A dE (BSA) BIJEIMIE Dulbecco’ s {E41if¥) Eagle 3
%L (DMEM) Hh355%.

[0574]  {f BRI 2 AR, AR FLINA K 100 F / FL Ang=2, I HBARIE B K4 2 /)
IS, SR 05 FH &0 K20 0. 1% Tween—20 HBEIRZZ i #h /K (PBS) ¥ Miab e VIR 2RI X T4
FLHT 250 B8 1K 2 5% BSA 1) PBS %] 125 L, IAE IR FiRE R4 2 /di. IREZ
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Jei, SRR I B R B A LR IR Y 100 TTH 5 PP L BT -Ang=2 IRPLIR, Fa B &R
VAR FE A2 K2 40 IR, ARG AR &0 K2 1% BSA [ PBS R HIMEE 4 £ Higitk
RIGEER MRE K. I\BZE, HEH KL 0. 1% Tween—20 ] PBS MyE-Fi. H ik
S VUK, ARG T RFFLINNAE S 1% BSA [ PBS o 1 & 5000 Fi 2 Hi B (1 1L 290 - A
IgG (Fc)-HRP (Pierce Chemical Co., catalog#31416) Ky 100 fhTt. HEFEMAE=1E MR
B R 1. RIGAESH KL 0.1% Tween—20 1] PBS #¥EFEAR FLIk, 2R 5 BEFLINAN K
29100 f4FHE TMB (3, 3" ,5,5"  — VY SRR IR IR 1A & ;Sigma Chemical Company,
St. Louis,Mo. , H3*%5 T8665) KA, I HAF IR G H K4 5-15 7P BB Worii (. ARG
e R EAERZ) 370nm 2RO RS

[0575] H{E ELISA

[0576]  HR4 AT T35 F1 J ELISA il il 56 1 Ang—2 Z IR ER 2. f£5H
KZ) 1% BSA FIRKZ) 1nM Tie—2( LA Tie—2-Fc ZpF4& i, H Tie-2 #i5r R &A1& D T
Al AL 4 sR&D Systems, H3k 5 313-TI) (1) PBS ¥y LA 4 £ 468 FZ A\ 1000nM 22
0. 2pM ¥ B B2 IE DT —Ang—2 IKBUIA. MBS FLIMA KLY 100 SR /Tie—2 WL )G, B
MAE S T IR E R ARG HSH KL 0. 1% Tween—20 ) PBS VEVE LIk Mok 5, B4L
IMAKZ) 100 TTF 3T —Tie—2 $ifk (Pharmingen Inc., catalog#557039), F 2k E A F
KL 1/ 2T, B iRAE =11 TG R4 1 /he . 855, DS R4 1% BSA [#) PBS
LL 1 o 10,000 fRF6 R BEFL DN KZ) 100 Bt 2551 — /N ~1gG-HRP (Pierce Chemical
CO. , catalog#31432) . KiFRMAE =i TR E KL 1 /NN, SR 5 & K4 0. 1% Tween—20
(%) PBS VEVE TR o IRJE BFALINAK LY 100 B TMB S (40 B Rk ) , 15 W . SR 15
Syt EAERZ) 370nm BEHUROGE .

[0577]  ZEA1J) BIAcore

[0578] {1 PBS Fi10. 005% P20 KIEVE M (Biacore, Inc. ) 1E AP Z MBI Acore®
2000 (Biacore, Inc. , Piscataway, N. J.) _F3EAT % P ik Ang—2 JKPUARIISER )43 Mo AE
A Amine Coupling Kit (Biacore, Inc.) H#E{ERY R RN I 7 V2l i A G AR A B 20 2 1 5t
G (Repligen, Needham, Mass. ) [{fE2IHFFTH M5 4L 2% 0 (Biacore, Inc.) L,

[0579] 3L SR KL 100Ru 5 A B Pt —Ang—2 BRPUAHE IR B [E E & E 5 G, AR5
CL 50 B/ 43 P IR0 ) 45 & BRIP4 25 Al BE 1) (0-100nM) 1) huAng—2 BY mAng—2
=reh, AT AT . N BIA SRAE 3. 1 tFHEAMUFRST (Biacore, Inc.) Ml IAHLIALS &30
D155 AFE k, (A A E IR E) . k(B EAE S H20) MK, (S d-P w40 .
R BB, R BIRBUART Ang—2 SIS F1 78K

[0580]  SEjitafs] 3

[0581]  Ang-2 #fi & KA %

[0582] 1. Ang—2— fu 4l i BRIl 2%

[0583]  A. Ang—2 fEREZE L [¥ [ 2 4k

[0584] X T-HAERF S PR Ve i, % T4 =58 0 ik, LARE 100 Tt A AE 7 7S AL 15 21 1) /D B R
WKL 4 Tooe £ F AL Ang—2 B E BUR IR AE, ¥ A9 4k Ang—2 B2 1 it (Biotinylated
Recombinant Human Angiopoietin—2, R&D Systems, Inc. ; H 3 5 BT 623) E 1
Streptavidin Dynabeads (Dynal, Lake Success, N.Y.) . XF T2 &0k, X THi)a

59



CN 101787072 A WO B 52/207 T

(Ang-2) FSZAK (Tie-2) PEML, 2 e A 4k Ang—2 &5 [Tl 52 4F 50 7+ ) Streptavidin
Dynabeads o X T4 =581 18 , F G4k e P /> B 45 50 BT /N ER SR VK 29 1 e A2 2= 4L
Ang=2 Hr 5. G0 A AL 4G /D B 2UE 1) — 1 IF HO A, e g2 #h7K (PBS)
W NBRIEVE TR I IR ETE T PBS. DL BRI BEE Ve /N sk I A= ¥ 224k Ang—2 R
L 3 R TR E 1/, A EE T 4ACTFRE LM 2. A58 A BSA
2R V% AWREIF HEE T ACNIRE 4, B Ang-2- g /NBk. 285 ] PBS #4153
1) Ang—2 G /NERIEBE IR, SR 5 AT T LT o

[0585]  B. PGk /MR &

[0586] b4l & /INERF T B fiik o XF T- 25 Pl 10k 454, A6 FH 500 T AN AE 7 R Ab 45 21
[R)/NER JREEAT FIRFRE (LA B0 ), B T A A =40 Ang-2 IR B PR fEmJaiEVEL
B ¥ NER S R BAS 100 BS54

[0587] 2. Ang—2 455 Wik b A4 I i 1t

[0588]  A. EAHITREE

[0589] A A — > 22 R W& R O3CORE, BROME 7 TINS-IX 7 (BX10° Mk N1 # Ak
), 7 INI2-T7 (1. 4X10° M7 844k ), f1” Linear” (2. 3X10° A7 # AL 4K ) (#M
Dyax Corp. 3R1% ), Kifiiik Ang-2 &5 SRR K. AR5 & SCEIATAER e HEVENE, Ang—2
e, P2 ARYENE (Tie=2) o X1 Ang—2 {f FHIURP AN [RI R 2 25 A4 () FH S S Pk e it 77 3%
1) TN8—TX, FI| FH Ang—2 W 75 2:1%) TNS—TX, FI FH Tie—2 Yl 7721 TNS—TX, | AR 7 M vk
JB8 720 TN12-1, F Ang—2 Sl 77V TNL2-1, FIRI A Tie—2 el /748 TNL12-1, FH HEFy
FrPHEBENR 7V Linear, i Ang—2 YE/i 77751 Linear, MU H Tie—2 Peli 7721 Linear) .
XTI IR = SRR, AR AERs S Pk Tk T, ER —Be0ae mh LWE E tH T LA A £k
B, 7R NS =50k P A Ang—2 1 Tie—2 ¥EMii. Xt Linear SUJE, f 2K 4 %f
Ang=2 Fl Tie—2 YL HEAT I 1k »

[0590]  B. [HMEGE

[0591] O -0 6 4% 4F» M SCRE R JR Bl 3 HE X - TNS=IX FH TN12-1 SCJE K Z5 100 4~ (X
T TN8-IX K%y 5X10" pfu, & T IN12-1 KZ 1. 4X10" pfu) , % T2 SCEE KL 10 > (K4
1X10"pfu) BENLEEZ MNP0, 5F HFH PBST (57 0. 05% Tween—20 [f] PBS) KZ 400 7t
MokEo PRIt a, WA — A Hlac H TR (1B Z275 ) I/NER 100 TS5 0 I i
I, [ ZNER N K2 400 ST R B TG SCIE R A . HERE T, 15 RIR S E = FIRE K4 10
oy FR IO B R ST T NS 58 A 100 S04 FH T 5 — B i ik B B
P i, 1T BRI PR 2 3R

[0592]  C. 181 Ang—2 5 [ A0 0 B EA T 0

[0593] 4 A i BH M 0 6 20 3R 2 J5 M i Rk B3 v (1B 1) g Ang—2 B ER (1A 7
). HZIRAWAETEE FER FIRE 12 DL R SRE RS S R RIS
J& » FH PBST ¥4 BRIEWE R 10 K, 335 F PBS TEVEPI X

[0594]  D. FERERHEBEN

[0595]  HEBRE G HKNEVERZ G (2C #i51 ) , ¥ R4 1 Z T Min A S (60mM K,HPO,,
33mM KH,PO,, 7. 6mM (NH,) SO, FI1 1. TmM AR BR N ) 25 /DR o JGIX Pl NERIR- G B R nga ik
AR AE S TG (SRR 3A F13B FfT ) .
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[0596] E. &AW ARIPUR (Ang-2) BEM

[0597] X T30 4 2, e g vE PR J5 (2C &™), il i 100 58T+ LpM, 0. 1nM,
1 10nM & 20 Ang—2 & H i (Recombinant HumanAngiopoietin—2, R&D Systems, Inc. ,
Minneapolis, Minn. ), &f TR AR EEEE 30 7080, MBEERVENIBE 25 A Va4, 3E%s
SEPEVEIR B I B AR (2D Y ) o A3 1OnM FIEERR S ME VR VIR S W B A, AR AT
ATER =Rk (ST 4 57195) .

[0598]  Xf T4 3%, HJGIHVE IR )5 (2C T ), @it A KL InM E A Ang-2 FRH 7,
1 10nM EAH Ang—2 FR T, A TR M SRESRE T 30 2080, IWHLBRVE I 256 0w 14 .
AN, FETEFE S E 1= TH 100mM = ZHEHS T (Sigma, St. Louis,Mo. ) MG B 74 K4
10 73%he 0.5 ZFH1) IM Tris-HC1 (pH 7.5) "PAIE AR AR = CIEHEI pHe )5
FH 100mM = Z WS iy 2 Ja , 38k 0T 40 B in/NER i De e BE T BN B AR (2D =T ) 6

[0599]  F. & BMERARISZAE (Tie—2) BEM

[0600]  Xf T-25 % 2, s FIEVE S B J5 (2C = ), M A K2 100 587+ i 1pM,
0. 1nM, I 10nM | 20 Tie-2 % H Ji ( #E 20 A Tie—-2-Fc {it & {£&, R&D Systems, Inc.,
Minneapolis, Minn. ) , X} TR &M4RERE T 30 7080, MBEERVENI B 45 AR w1k HE%r
SEPEVERE B I B AR (2D B ) o A3 10nM FHAER S VR R R B A, Ak A
ATH ZRImE (WIS 4 5795 ) .

[o601] XT38 3%, maiBd v P R Ja (2C &), Wi INA KT InM B4 Ang-2 S5 T,
F110nM A Tie-2 RN, X TR— MM ESRET 30 708, WHEERBE I 254 10w 1A
Tk, R e E EH 1 2T 100mM = ZJZ¥H R (Sigma, St. Louis, Mo. ) Pl i 4 K2y
10 438, FH 0.5 ZFHH IM Tris—HCL (pH 7.5) Hfla A SRR = CIESBI pHe &5
H 100mM = Z s e i 2 Ja , 30k 0 40 B0/ ER s e B 1 BN B AR (2D B ) o

[0602] 3. ¥

[0603]  A. VAR 4N AL )%

[0604]  SErfEF KAt i (XL-1Blue MRF' ) $5FRWITES A KL 12.5 550 / ZF VU ET)
LB 3G FR P A K 2 0D KL 0. 50 X TRE—AN LA, TEVK BV E1KZ) 20 = 1IX
PG TR FF B0 o K40 iRk S8 BVF T R4 1 Z A1 Min A B

[0605] B. # G

[0606]  [A]IRAAZH AT M (BA T ) IO BIRSAPASRIBENL /7% (2D, 2E A 2F &797) 153
& FREY), 3T HAE KL 37°C FIRTE K4 156 0%h. A& IREWIIMAN KL 2 22T NZCYM
B FREE (2XNZCYM, 50 T vt / =R N iE® %= ), HF HAE KL 37°C MEE KL 15 408 153
1) 4 ZFERAL 5 A KL 50 Tl v / 220 F 5 = 1K NZCYM BRIt b A%, 7 A1
STCTMEFIK.

[0607] C. WEpEiA g

[0608] 5 Fh4l 1 / Ve b ARV S TE R NZCYM B IERR (3B Z574 ) FIEF587, SR04 B4
MR RS 2 K2y 35 2T+ LB #5956 rh o BElaARdt— 2 H 400 35 Z T+ I LB Ry 7R 14t o
W LB B IR 1S B B4 R/ W R R TR A O AT A B ONUREIR ) o SRS R 50 =TI
s IR K _EIE RS 22— AN, I KZ) 12, 5 2 TH 1 PEG ¥ (20% PEG8000, 3. 5M LR
B ) I BAEUK FIRE 2 /ANATIR B ARDTIE o A UTTE R0 B AR B0 O HLEDB B T 6 =71
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R P A P ARV 2 M (250mM NaCl, 100mMTris pHS, ImM EDTA) o, it B .Loidt— 4l
TP GG R SR 2 B ok B 4 R, JF B I N K2 1. 5 22T HIR) PEG VSR IR DT Wk A
o BB IRZ 5, P Wk B AR DT UE PR BT B TE TR0 400 TR PBS o IR P v e i 125
10 LAV BRATART Bk P 0 B T8 RV o M) B A M TR T 13 T 0 4 380 Py e oy A4 1151 o
[0609] 4. P hndiEFIY HY

[0610]  7E35 —ferp 58 —% (3C FAT) fHRIAY B w5 A 5] (K2 10"pfu) HIME
i NI B PR UEAT TR RN D R (B8 2 FN 3 F57 ) o AT Ang—2 Fl Tie-2 PEME, ¥k H 10nM
ANFERE S PR R B RS JF I L, B TO =it . MR 445 B H 1 1 na B A
HilFR) (KL 10°pfu) B35 4l A S ANk B PR OEAT 28 =400 Ay (SE 2 FI 3 =41 ). 2R
—EPEMP IR 5 (2D, 2B, FH 2F FEAT) , XFPEIE H N5 o3 i P AR AT MR BE T B2 BT (3C
AT ) . BB HAE AL A 100 30 TE 2205001 96 FLALE ek FoPRiEs:. %
R AE 4°C IR E A, R A e 2 TE Sl .

[0611] 5. 4T

[0612] 18 ol I b 4K ELTSA FH DNA £ A 5r it o 7R el o LA N IIEAA F R 11 45 5 0 254
HEA 51

[0613]  A. WEE 1A ELTSA

[0614]  XL-1 Blue MRF' IFFEMIAK A ODgoo A FI KL 0. 50 KZY 30 BT HIIX TG Z24) 7
B e 96 FLIHE I E IR FLA o [ & FLIIA KLY 10 S-Sl i T 4 (58 4 348
55 ) FF HARGNE E S PG RZ) 15 80 35 LI KL 100 T 198 H KL 12.5 5%
v,/ ZFHPURREREACRL 50 fod / =2 R &R LB B9t E s E R G sl
ERZ 3TCMRE . iEEH Ang-2 AT ( KA L How / ZT+ PBS WK ) R4 4C
T 5 96 L Maxisorp & (NUNC) 55, 1EA X R, LARLAIRE) 2 50 / 2T PBS ¥
WA DUAEY) 2 B AR R0 50 T B Maxisorp B F.

[0615] 2 K, SRR B EL#E 1) Max i sorp BRIV, K29 4°CTF FHRZY 300 18111 5%
WO S A FLE I (B, IR N EM 1) o SRIGFFERR IR, FF HLAT PBST ¥
BALIEYE =K B JaiE vl iR G, 17 8 A PR HE Y Maxi sorp AR A SN FLIIA K Z) 50 1
THi¢) PBST—4 % W53 . 1] Ang—2 A0 RIS R X A A 0 35 0 A2 40 22 B A0 A0 500 SF B A . )
FLEE A 96 FLASE T e R 1 BN FL A I K4 50 T I 85 9740« SR N5 2R AR
100 SHRE S YRS KLY 1 /b 576 Maxisorp teH ISR A, FF H A PBST B fLiEUE =K.
4 HRP— -5 HI$HT -M13 11k (Amersham Pharmacia Biotech) #&EeZE K41 & 7,500, 3F HIn
Maxisorp HRI&LITACKE) 100 T AR, /R0 N E KL L/ PR FEERIBAE,
F H A PBST B fLIEE R HIR . I FLIIAN KET 100 347 TMB Ji4) (Sigma) , 3 HH K4
50 ST 5N H,S0, VTR bR o FE IR (Molecular Devices) FiZH OD,g0

[o616]  B. Wit B A so I /7>

[0617] X T-AF— AW 1A S, I PCR il £ U0 e AsiAi o 1 1T ) S5 A% B XS 4 FH >k 1
K21 500 MEIFIR B

[0618] Bl 1:5" -CGGCGCAACTATCGGTATCAAGCTG-3' (SEQ ID NO :54)

[0619] 5|42 :5" -CATGTACCGTAACACTGAGTTTCGTC-3' (SEQ ID NO :55)

[0620]  XXf TN SelEd & T VRS -
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[0621]

Wi R (Tt )/ RE
di,0 26. 25
50 % H i 10
10X PCRZEMWE (w/o MgCl,)| 5
[0622]
25mM MgCl, 4
10mM dNTP Y& 1
100 M54 1 0.25
100w M 5[4 2 0.25
Taq K451 0.25
TE FIapE A (F4 %) 3
YR NARTR 50

[0623]  X|T PCR, {# H HIE I HI2EE (GeneAmp PCR System 9700, Applied Biosystems)
AT T IR :94°C, 5 208h 5 (94°C 30 #5,55°C 30 #5,72°C 45 #5 ) x30 MEIF 72°C 7 7380 5
AHIZ 4°C. ] QTAquick Multiwell PCR Zi4biRF& (Qiagen) , H3HE) UL, K145 SO
[¥) PCR F=)2lift. AR TE 1 % SRR X5 K2 1 STt eehir) (10+BBXS Bt i bk
B INEIUEL ) (K5 PCR [ MRS MIKL) 10 SO EAT EIK SR Hr 4L I8 PCR 724, ARG
{8 ABL 377 WP (Perkin Elmer) FRIE) R HEE 720 08 BE B 7= M0 o

[0624] 6. J¥HHEHIFILA FFHIE

[0625]  A. JEHIHEZIFN 53

[0626] W AZA% ¥ B /74 BB IR 41) (BB F YT ) 5 ELISA B A AH M. 7F Ang—2 &4
B AL R IR E 0D, F HAEBERE DU AN 22 B A AL R IMIK 0D 10 5 I HAT B2 R S8 HE
o HIRZ R HBA B RS o AR IX SEbRuE L P52k e 51 FH Tk — P Ik EUik
EIIRE

[0627]  B. LA F4E

[0628] 1R M\ TNS-IX SCFE/ 4k = RAFILA ST

[0629]  KRPCEEXWGGCXYX (SEQ ID NO :56)

[0630]  KRPCEEXEGGCXYX (SEQ ID NO :57)

[0631]  XXXCXDXYWYCXXX(SEQ ID NO :61)

[0632]  XXXCXDXYTYCXXX (SEQ ID NO :62)

[0633]  XXXCXDXEWYCXXX (SEQ ID NO :63)

[0634]  XXXCXDXETYCXXX (SEQ ID NO :64)

[0635]  XXXCXWDPWTCEXM(SEQ ID NO :58)

[0636] M TN12-T SCHE/E— AR

[0637] W SXCAWF XGXXXXXCRR X(SEQ ID NO :59)

[0638] X T A RISLHZEFFA), Bl e &0 E FRaH IR B 1R 3RS & A
HHFIR TR BOEEBFEN" o 7 X" 1T RREER R R . WD SEOF
FERE 1)1 Db 2 R /2 TNS—LX AT TN12-1 SCHEH [l e s 21 -

[0639]  FIHIMMEK 3 FAHAELETE S Ang-2 S5 1K,

[0640] £ 3 Ang-2 Zi4Nk

[0641]
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Jik SeqldNo. 7%
TN8-8 1 KRPCEEMWGGCNYD
TN8-14 2 HQICKWDPWTCKHW
TN8—Conl 3 KRPCEEIFGGCTYQ
TN8-Con4 4 QEECEWDPWTCEHM
TN12-9 5 FDYCEGVEDPFTFGCDNH
L1 6 KFNPLDELEETLYEQFTFQQ
C17 7 QYGCDGFLYGCMIN
[0642] Syt 4
[0643]  ZRAL ik DNA K22

[0644]  fif FHIEFE AR Ang-2 :Tie-2 G54 (S WK 3) A WAL il ME 15 1 I KR AL 2 i
G, KA AR RAR S Z 5 NIRRT BB R (R R e 2 R &R ) SHEN 54
I EFRAKN DNA fil 6, JE TN 1eGL [ Fe X, M FEZETR ( “FRW”7) SEK=4 9
B JR RIS 32 7 1) 22 % 1 TR LR T SR A T &AM B A R G, o e e 4, AR Ik Bk, el sl
MHZRIR S, 80 )\ H BRI IS B — M B TR L 4 5 IX e ) A i) 45 7 Nde T &2
Xhol Jy B o IXECNIRTE 2 AL IR 70 I A3 N Fe ZRRTEE R (pAMG21-Fe N- R, T3
PR ) , HASEH NdeT 1 XhoT yH AL o R bRy vEi@ ok i o8 LI A5 B S HIR 59
AL BRI AT BRI PR 2596 40 (GM221, R 3CE— AR ) o A v i ok = A B4 8 1
F 3t B IER AL AT R P A0 (R Rk-G ZE R I BE D7 o R TR — PS4 I I B8 52— X
(K 5a (B, Fe— kL& =9 )

[0645]  pAMG21-Fc N- Kumakiik pAMG21 145

[0646] pAMG21

[0647] 323K FURL pAMG21 (ATCC No. 98113) 75 [ £ IA# 4K pCFM1656 (ATCCNo. 69576) Fl13E
[ L) No. 4, 710, 473 " REIR (1) FRIB AR R G, HRARE 2 FF 0 [ b L F) H1iE WO 00/24782 Hr i
R T7E (S WSLHER) 2 55, 26 100-103 7T, LB 17A F1 17B) .

[0648] Fc N- Kiumakik

[0649] {5 FH KWkt 1R R Fk 3788, pAMG21 Tpo_Glys_Fe B4k, /EAMARAR, #%E Fe N- Kim#k
. WO 00/24782 Hha] IR BNZ AR SO FEE R (2 WSt 2 Fp 1] 10) o it 5’ PCR 5|
Y R 3CE—DHEAR ) 2Bk pAMGTpo Glyb H () Tpo IKJF413F H A ALF Apal.T F1 XhoT 477 i)
FIEBARERE . W BPE 3788 VR4, {1/ Expand Long A REIHEAT PCR, {F/H SEQ 1D
NO :8 AL H R, NI, fE0 5" SI9AIEH 3" 514, SEQID NO 9, k). 15211 PCR 4
wesE R At 3 H A PR #IBE Nde 1 F1 BsrGI Witk. FIH] Qiagen (Chatsworth,Calif.) EEfR4iftk
TR AR BRI A R R G A A O BRI B BR (P IR Z AL T IR o R 5 A ARV I E B R AR
HER ORI AR A, IF OB BIRIEBHR G VAL T w4 i ( Btk 2596) F1. JEEUE
o, [ 5 HEAT DNA U7 %552 IR 70 9 5 HLIX A4k 1 B R A8 s P JER F 2 AR
[0650] 5’ 5|4

[0651]  ACAAACAAACATATGGGTGCACAGAAAGCGGCCGCAAAAAAACTCGAGGGTGGA

[0652]  GGCGGTGGGGACA (SEQ ID NO :8)

[0653] 3" H|¥ -

[0654]  GGTCATTACTGGACCGGATC (SEQ ID NO :9)
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[0655] [ T Ik Se A& 1 i Kl A 5 Fe i N- Kol ik (N- Kimkdiik ) 240, ke
AT B — 28 i C- Rl G4 (C- RumkPifd ) o TR H Tl C- K& 74
Bk,

[0656]  Fc C— A iR f it

[0657] s FH K #T B B bR 3728, pAMG21Fc_Gly5_Tpo HAK, 1 AR, M % Fe C- Kumzk
Ao WO 00/24782 Hm] AR BNZ AR SO (1915 8 (2 WAL SE i) 2 Fp il 7) o 1ih 37 PCR
5149 (SEQ 1D NO :10) Z:F% Tpo BK/7 41 FF H A AL F Apall Fl Xhol 7 xS (R ERAAE 2 .
{8 FH R PR 3728 1 A 454 , {8 ] Expand Long 84 B§idEAT PCR, A @A 57 514 (SEQ ID NO :
11) F1 B 3" 519, 1321/ PCR =)k i i 24k 3+ H A BRI BsrGL F BamHI JH4k . F
F Qiagen BEICSEAK HE# FEBER 0 AL O RN gt 1y A HL 7 B AR IR O BR IK 2 IR0 2 1
Mo ARG A AR E R AR S SR AT A Y, I B3 B S B IR & W AL B AT
M (EERK 2596) . SEECEA T T HEAT DNA I . %552 IE R se % o HOxX AN 7R IX
BRI (R AE A 1 IR I AR

[0658] 5' 5|4 .
[0659] CGTACAGGTTTACGCAAGAAAATGG (SEQ ID NO :10)
[o660] 3’ 5| .

[0661]  TTTGTTGGATCCATTACTCGAGTTTTTTTGCGGCCGCTTTCTGTG

[0662]  CACCACCACCTCCACCTTTAC(SEQ ID NO :11)

[0663]  GM221 (#2596). fii B #2596, H] T3k Fe- kI & E, 2L BMEE Llux 7
1, MR ebg X FPIREE RAH N BHIDY) c1857s7 AR ebg XA lacI® BHINM P & 11K
JOrkT B K—12 BRR o 3K P B 2 A B A7 A S VFIZ M A8 T Al B AR 1A R g8 XA
BRI ATCC 0542 202174,

[0664] S 5

[0665] Miﬁ ﬁSE:Iﬁ'lé

[0666]  fE AT B ZRIE . 37°C R KIAHT B GM221 H1 454> pAMG21-Fe Flt & AR B %
WALE Terrific Broth #5755 (Z W Tartof F1 Hobbs, ” Improved media for growing
plasmid and cosmid clones” ,BethesdaResearch Labs Focus, % 9 %%, 12 ¥, 1987, F X
FE 2 Sambrook 227 SCHR T 5 IR ) IR [ B FREE P I G ) 5 57 377, N- (3- 4]
G ) -DL- R 2 2 BRI ER, ISBIRF=ZTE 20 9950 (ng/ml) MIBRZOKREZ G, SEIM 1 uxPR
AN TRIEER YRS HE S . FRIFRMAE 37T°CRIRE FIAMY 6 /it AR5 B
AN 4 B R TR R B B R AR AR B Ot . AR5 T IS IR D R B AT i A eR
R W] Fe— fb & 1A n] BEAE KT B I AN 03 oA /RS 10% B - 32k OB
Laemm1 1 A5 it 2% #1050 7 1) LR A 4T MLURIDREIR ), SR 5 3 SDS-PAGE Jin A3 #7 6
TERZHE LT, £ SDS-PAGE HEIE b IG5 7y 5 i 3R 75 B i 2 G Ak i

[o667] AU e s SRR (PIANIE A2 14, 000PST) fE7K (1/10) 7 edm M miay, 3 H.
BB (4000RPM, J-6B B/0AL, 1 /M) o B 1/10 B EGF1K 69 bR AR08 T 6M I,
50mM Tris, 10mM DTT,pH 8.5, 1 /Mo X F5 Fe @G 2 Ik, A 2M ik, 50mM Tris, 160mM
FEZR, 2mM 2 1R, pH 8. 5 KV i KV S M RE 25 % 0 4°C TR E T 2 K, B
BB S A S (BRI, Fe— IKIR 2844 ) o X T4 Fe B IR, In B =443
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ZAESEZ AR R 77325« (1) 2M IR, 50mM. Tris, 160mM X522, 4mM 2 D2 12, 1mM B fi%, pHS. 5 ;
(2) AM Ik, 20 % H-ith, 50mM Tris, 160mM AHZLHR, 2mM - PEZAER, pH 8.5 ;81 (3) M JIR, 20% H
M, 50mM Tris, 160mM A5 28 , 4mM -t 280/, 1M Efi%, pH 8. 5. A 1. 5M MK, 50mM NaCl, 50mM
Tris,pH 9. 0 ZHTHFrEREEA . H IR ZIREYH pH K2 pH 50 B0 EBRTIE,
FRA 2 A RS i 5 LR o EISVROR T 2 pH 8 5 &2 6. 5. BRI BT H 4CR nEk
) SP-Sepharose HP A1 7~_F, k7 20mM NaAc, 50mM NaCl, 584N 50 7 (¥) pH A~
ito FH 50mM NaCl %2 500mM NaCl Y [F AH R G2, F 20— A ARAR 2 Mt B e It 22 )3
A IFAN I H RO Hoad g

[o668]  TIHIFEE 4 théath 1M A IR 75 A B Ikpifk.

[0669] ji:i

[0670]
JiEGINEN FEBLARF
L1(N) MGAQKFNPLDELEETLYEQFTFQQLEGGGGG-Fc (SEQ  ID NO :12)
L1(N)WT MKFNPLDELEETLYEQFTFQQLEGGGGG-Fc (SEQ ID NO :13)
L1(N) 1K WT MKFNPLDELEETLYEQFTFQQGSGSATGGSGSTASSGS — GSATHLEGGGGG—Fc (SEQ ID NO :14)
2xL1(N) MGAQKFNPLDELEETLYEQFTFQQGCGCGCGCGKFNPL  DELEETLYEQFTFQQLEGGGGG—Fe (SEQ ID NO :15)
2xL1 (N)WT MKFNPLDELEETLYEQFTFQQGCGCGCGKFNPLDELEE  TLYEQFTFQQLEGGGGG—Fe (SEQ ID NO :16)
Cond (N) MGAQQEECEWDPWTCEHMLEGGGGG-Fc (SEQ ID  NO :17)
Cond (N) 1K-WT MQEECEWDPWTCEHMGSGSATGGSGSTASSGSGSATH  LEGGGGG—Fc (SEQ ID NO :18)
2xCon4 (N) 1K MGAQQEECEWDPWTCEHMGSGSATGGSGSTASSGSGS  ATHQEECEWDPWTCEHMLEGGGGG—Fc (SEQ ID  NO :19)
L1(C) M-Fc-GGGGGAQKFNPLDELEETLYEQFTFQQLE (SEQ  IDNO :20)
[0671]
L1(C) 1K M-Fc— GGGGGAQGSGSATGGSGSTASSGSGSATHKFNPLDELE ~ ETLYEQFTFQQLE (SEQ ID NO :21)
2xL1(C) M-Fc—  GGGGGAQKFNPLDELEETLYEQFTFQQGGGGGGGGKF  NPLDELEETLYEQFTFQQLE (SEQ ID NO :22)
Cond (C) M-Fc-GGGGGAQQEECEWDPWTCEHMLE (SEQ ID  NO :23)
Cond (C) 1K M-Fc—  GGGGGAQGSGSATGGSGSTASSGSGSATHQEECEWDP  WTCEHMLE (SEQ ID NO :24)
2xCon4 (C) 1K M-Fc— GGGGGAQQEECEWDPWTCEHMGSGSATGGSGSTASS — GSGSATHQEECEWDPWTCEHMLE (SEQ ID NO :25)
Cond-L1(N) MGAQEECEWDPWTCEHMGGGGGGGGKFNPLDELEET —~ LYEQFTFQQGSGSATGGSGSTASSGSGSATHLEGGGGG- Fe (SEQ ID NO :26)
Cond-L1(C) M-Fc—  GGGGGAQGSGSATGGSGSTASSGSGSATHKFNPLDELE — ETLYEQFTFQQGGGGGQEECEWDPWTCEHMLE (SEQ  IDNO :27)
TN-12-9 (N) MGAQ-FDYCEGVEDPFTFGCDNHLE-GGGGG-Fc (SEQ  ID NO :28)
c17(\) MGAQ-QYGCDGFLYGCMINLE-GGGGG—Fc (SEQ ID  NO :29)
TN8-8 (N) MGAQ-KRPCEEMWGGCNYDLEGGGGG—Fc (SEQ ID  NO :30)
TN8-14 (N) MGAQ-HQICKWDPWTCKHWLEGGGGG-Fc (SEQ ID NO :31)
Conl (N) MGAQ-KRPCEEIFGGCTYQLEGGGGG-Fc (SEQ ID NO :32)

[0672] fEK 4, 7 Fc” ¥8 A Fe 1gGl JF4ll. 3 R4 KPR A E IR T 5, H
Fe ¥4 brich” Fe” , 3F H 2T SEQ ID NO:60 Hre5 . F 8 (48 Aric iIE 0L T,
#il 1, " Cond” BL” Con—4" ,iX¥g Con—4 JIk, HrpH AWM EZ" ¢, " ©",
gk’ =C" s N, (N, B N RoRES R AR Uk BEBUR A B
fEg” N7, " (N LB N ROR Ang—2- g5 B IR (BIE G IKE S & Fe )
N- Ko, Jgg8” ¢”, " (O 8" —C" &I~ Ang—2- G55k (B G IKEE) 2 Fe 4514
BRI C- K. AR, 2xCon4 (C) 1K, 41 SEQ ID NO :25 fsg Xy, a] LLAsHh & H " 1K”
=8

[0673]  BAMKHUAR Fe #5r MaEm AT ( AEEE AR o 2R 5 K ) -

[0674]  DKTHTCPPCPAPELLGGPSVELEPPKPKDTLMISRTPEVTCVVVDV

[0675]  SHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVL
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[0676]  HQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPS
[0677]  RDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVL
[0678]  DSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALNHYTQKSLS

[0679]  LSPGK(SEQ ID NO :60)

[o680] %A iR 4 Hh 4 AAHRN T IKPTfk SEQ ID NOs :12-32 HIJIKHUAARII s DNA J7 4]
(SEQ ID Nos :33-53) :

[0681]1  SEQ ID NO :33

[0682]  ATGGGTGCACAGAAATTCAACCCGCTGGACGAACTGGAAGAAACTCT
[0683]  GTACGAACAGTTCACTTTCCAGCAGCTCGAGGGTGGAGGCGGTGGGG
[0684]  ACAAAACTCACACATGTCCACCTTGCCCAGCACCTGAACTCCTGGGGG
[0685]  GACCGTCAGTTTTCCTCTTCCCCCCAAAACCCAAGGACACCCTCATGAT
[0686]  CTCCCGGACCCCTGAGGTCACATGCGTGGTGGTGGACGTGAGCCACGA
[0687]  AGACCCTGAGGTCAAGTTCAACTGGTACGTGGACGGCGTGGAGGTGC
[0688]  ATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTACAACAGCACGTAC
[0689]  CGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGC
[0690]  AAGGAGTACAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCCCCCATC
[0691]  GAGAAAACCATCTCCAAAGCCAAAGGGCAGCCCCGAGAACCACAGGT
[0692]  GTACACCCTGCCCCCATCCCGGGATGAGCTGACCAAGAACCAGGTCAG
[0693]  CCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGCGACATCGCCGTGGA
[0694]  GTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTC
[0695]  CCGTGCTGGACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGT
[0696]  GGACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTCCGTGAT
[0697]  GCATGAGGCTCTGCACAACCACTACACGCAGAAGAGCCTCTCCCTGTC
[0698]  TCCGGGTAAATAATGGATCC

[0699]  SEQ ID NO :34

[0700]  ATGAAATTCAACCCGCTGGACGAACTGGAAGAAACTCTGTACGAACA
[0701]  GTTCACTTTCCAGCAGCTCGAGGGTGGAGGCGGTGGGGACAAAACTCA
[0702]  CACATGTCCACCTTGCCCAGCACCTGAACTCCTGGGGGGACCGTCAGT
[0703]  TTTCCTCTTCCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACC
[0704]  CCTGAGGTCACATGCGTGGTGGTGGACGTGAGCCACGAAGACCCTGA
[0705]  GGTCAAGTTCAACTGGTACGTGGACGGCGTGGAGGTGCATAATGCCAA
[0706]  GACAAAGCCGCGGGAGGAGCAGTACAACAGCACGTACCGTGTGGTCA
[0707]  GCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTACA
[0708]  AGTGCAAGGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAAACCA
[0709]  TCTCCAAAGCCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTG
[0710]  CCCCCATCCCGGGATGAGCTGACCAAGAACCAGGTCAGCCTGACCTGC
[0711]  CTGGTCAAAGGCTTCTATCCCAGCGACATCGCCGTGGAGTGGGAGAGC
[0712]  AATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGCTGGA
[0713]  CTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAG
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[0714]  CAGGTGGCAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGC
[0715]  TCTGCACAACCACTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTAA
[0716] ATAA

[0717]  SEQ 1D NO:35

[0718]  ATGAAATTCAACCCGCTGGACGAACTGGAAGAAACTCTGTACGAACA
[0719]  GTTCACTTTCCAGCAGGGATCCGGTTCTGCTACTGGTGGTTCCGGCTCC
[0720]  ACCGCAAGCTCTGGTTCAGGCAGTGCGACTCATCTCGAGGGTGGAGGC
[0721]  GGTGGGGACAAAACTCACACATGTCCACCTTGCCCAGCACCTGAACTC
[0722]  CTGGGGGGACCGTCAGTTTTCCTCTTCCCCCCAAAACCCAAGGACACC
[0723]  CTCATGATCTCCCGGACCCCTGAGGTCACATGCGTGGTGGTGGACGTG
[0724]  AGCCACGAAGACCCTGAGGTCAAGTTCAACTGGTACGTGGACGGCGT
[0725]  GGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTACAACA
[0726]  GCACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGC
[0727]  TGAATGGCAAGGAGTACAAGTGCAAGGTCTCCAACAAAGCCCTCCCA
[0728]  GCCCCCATCGAGAAAACCATCTCCAAAGCCAAAGGGCAGCCCCGAGA
[0729]  ACCACAGGTGTACACCCTGCCCCCATCCCGGGATGAGCTGACCAAGAA
[0730]  CCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGCGACAT
[0731]  CGCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGA
[0732]  CCACGCCTCCCGTGCTGGACTCCGACGGCTCCTTCTTCCTCTACAGCAA
[0733]  GCTCACCGTGGACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCAT
[0734]  GCTCCGTGATGCATGAGGCTCTGCACAACCACTACACGCAGAAGAGCC
[0735]  TCTCCCTGTCTCCGGGTAAATAA

[0736]  SEQ ID NO :36

[0737]  ATGGGTGCACAGAAATTCAACCCGCTGGACGAACTGGAAGAAACTCT
[0738]  GTACGAACAGTTCACTTTCCAGCAGGGTGGTGGTGGTGGTGGCGGTGG
[0739]  TAAGTTCAACCCACTGGATGAGCTGGAAGAGACTCTGTATGAACAGTT
[0740]  CACTTTCCAGCAACTCGAGGGTGGAGGCGGTGGGGACAAAACTCACA
[0741]  CATGTCCACCTTGCCCAGCACCTGAACTCCTGGGGGGACCGTCAGTTT
[0742]  TCCTCTTCCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCC
[0743]  CTGAGGTCACATGCGTGGTGGTGGACGTGAGCCACGAAGACCCTGAG
[0744]  GTCAAGTTCAACTGGTACGTGGACGGCGTGGAGGTGCATAATGCCAAG
[0745]  ACAAAGCCGCGGGAGGAGCAGTACAACAGCACGTACCGTGTGGTCAG
[0746]  CGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTACAA
[0747]  GTGCAAGGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAAACCAT
[0748]  CTCCAAAGCCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGC
[0749]  CCCCATCCCGGGATGAGCTGACCAAGAACCAGGTCAGCCTGACCTGCC
[0750]  TGGTCAAAGGCTTCTATCCCAGCGACATCGCCGTGGAGTGGGAGAGCA
[0751]  ATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGCTGGAC
[0752]  TCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGC
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[0753]  AGGTGGCAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGCT
[0754]  CTGCACAACCACTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTAAA
[0755] TAA

[0756] SEQ ID NO :37

[0757]  ATGAAATTCAACCCGCTGGACGAACTGGAAGAAACTCTGTACGAACA
[0758]  GTTCACTTTCCAGCAGGGTGGTGGTGGTGGCGGTGGTAAGTTCAACCC
[0759]  ACTGGATGAGCTGGAAGAGACTCTGTATGAACAGTTCACTTTCCAGCA
[0760]  ACTCGAGGGTGGAGGCGGTGGGGACAAAACTCACACATGTCCACCTT
[0761]  GCCCAGCACCTGAACTCCTGGGGGGACCGTCAGTTTTCCTCTTCCCCCC
[0762]  AAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCACATG
[0763]  CGTGGTGGTGGACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTG
[0764]  GTACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCGCGGG
[0765]  AGGAGCAGTACAACAGCACGTACCGTGTGGTCAGCGTCCTCACCGTCC
[0766]  TGCACCAGGACTGGCTGAATGGCAAGGAGTACAAGTGCAAGGTCTCC
[0767]  AACAAAGCCCTCCCAGCCCCCATCGAGAAAACCATCTCCAAAGCCAA
[0768]  AGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATCCCGGG
[0769]  ATGAGCTGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCT
[0770]  TCTATCCCAGCGACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCG
[0771]  GAGAACAACTACAAGACCACGCCTCCCGTGCTGGACTCCGACGGCTCC
[0772]  TTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGGTGGCAGCAG
[0773]  GGGAACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCACAACCAC
[0774]  TACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTAAATAA

[0775]  SEQ ID NO :38

[0776]  ATGGGTGCACAGCAGGAAGAATGCGAATGGGACCCATGGACTTGCGA
[0777]  ACACATGCTCGAGGGTGGAGGCGGTGGGGACAAAACTCACACATGTC
[0778]  CACCTTGCCCAGCACCTGAACTCCTGGGGGGACCGTCAGTTTTCCTCTT
[0779]  CCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGT
[0780]  CACATGCGTGGTGGTGGACGTGAGCCACGAAGACCCTGAGGTCAAGTT
[0781]  CAACTGGTACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGC
[0782]  CGCGGGAGGAGCAGTACAACAGCACGTACCGTGTGGTCAGCGTCCTC
[0783]  ACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTACAAGTGCAA
[0784]  GGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAAACCATCTCCAA
[0785]  AGCCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCAT
[0786]  CCCGGGATGAGCTGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCA
[0787]  AAGGCTTCTATCCCAGCGACATCGCCGTGGAGTGGGAGAGCAATGGG
[0788]  CAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGCTGGACTCCGAC
[0789]  GGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGGTGG
[0790]  CAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCAC
[0791]  AACCACTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTAAATAA
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[0792]
[0793]
[0794]
[0795]
[0796]
[0797]
[0798]
[0799]
[0800]
[0801]
[0802]
[0803]
[0804]
[0805]
[0806]
[0807]
[0808]
[0809]
[0810]
[0811]
[0812]
[0813]
[0814]
[0815]
[0816]
[0817]
[0818]
[0819]
[0820]
[0821]
[0822]
[0823]
[0824]
[0825]
[0826]
[0827]
[0828]
[0829]
[0830]

SEQ 1D NO :39
ATGCAGGAAGAATGCGAATGGGACCCATGGACTTGCGAACACATGGG
ATCCGGTTCTGCTACTGGTGGTTCCGGCTCCACCGCAAGCTCTGGTTCA
GGCAGTGCGACTCATCTCGAGGGTGGAGGCGGTGGGGACAAAACTCA
CACATGTCCACCTTGCCCAGCACCTGAACTCCTGGGGGGACCGTCAGT
TTTCCTCTTCCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACC
CCTGAGGTCACATGCGTGGTGGTGGACGTGAGCCACGAAGACCCTGA
GGTCAAGTTCAACTGGTACGTGGACGGCGTGGAGGTGCATAATGCCAA
GACAAAGCCGCGGGAGGAGCAGTACAACAGCACGTACCGTGTGGTCA
GCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTACA
AGTGCAAGGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAAACCA
TCTCCAAAGCCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTG
CCCCCATCCCGGGATGAGCTGACCAAGAACCAGGTCAGCCTGACCTGC
CTGGTCAAAGGCTTCTATCCCAGCGACATCGCCGTGGAGTGGGAGAGC
AATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGCTGGA
CTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAG
CAGGTGGCAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGC
TCTGCACAACCACTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTAA
ATAA

SEQ ID NO :40
ATGGGTGCACAGCAGGAAGAATGCGAATGGGACCCATGGACTTGCGA
ACACATGGGATCCGGTTCTGCTACTGGTGGTTCCGGCTCCACCGCAAG
CTCTGGTTCAGGCAGTGCGACTCATCAGGAAGAATGCGAATGGGACCC
ATGGACTTGCGAACACATGCTCGAGGGTGGAGGCGGTGGGGACAAAA
CTCACACATGTCCACCTTGCCCAGCACCTGAACTCCTGGGGGGACCGT
CAGTTTTCCTCTTCCCCCCAAAACCCAAGGACACCCTCATGATCTCCCG
GACCCCTGAGGTCACATGCGTGGTGGTGGACGTGAGCCACGAAGACC
CTGAGGTCAAGTTCAACTGGTACGTGGACGGCGTGGAGGTGCATAATG
CCAAGACAAAGCCGCGGGAGGAGCAGTACAACAGCACGTACCGTGTG
GTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAG
TACAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAA
ACCATCTCCAAAGCCAAAGGGCAGCCCCGAGAACCACAGGTGTACAC
CCTGCCCCCATCCCGGGATGAGCTGACCAAGAACCAGGTCAGCCTGAC
CTGCCTGGTCAAAGGCTTCTATCCCAGCGACATCGCCGTGGAGTGGGA
GAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGC
TGGACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACA
AGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCATG
AGGCTCTGCACAACCACTACACGCAGAAGAGCCTCTCCCTGTCTCCGG
GTAAATAA
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[0831] SEQ ID NO:41

[0832]  ATGGACAAAACTCACACATGTCCACCTTGCCCAGCACCTGAACTCCTG
[0833]  GGGGGACCGTCAGTTTTCCTCTTCCCCCCAAAACCCAAGGACACCCTC
[0834]  ATGATCTCCCGGACCCCTGAGGTCACATGCGTGGTGGTGGACGTGAGC
[0835]  CACGAAGACCCTGAGGTCAAGTTCAACTGGTACGTGGACGGCGTGGA
[0836]  GGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTACAACAGCA
[0837]  CGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGA
[0838]  ATGGCAAGGAGTACAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCC
[0839]  CCCATCGAGAAAACCATCTCCAAAGCCAAAGGGCAGCCCCGAGAACC
[0840]  ACAGGTGTACACCCTGCCCCCATCCCGGGATGAGCTGACCAAGAACCA
[0841]  GGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGCGACATCGC
[0842]  CGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCA
[0843]  CGCCTCCCGTGCTGGACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCT
[0844]  CACCGTGGACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTC
[0845]  CGTGATGCATGAGGCTCTGCACAACCACTACACGCAGAAGAGCCTCTC
[0846]  CCTGTCTCCGGGTAAAGGTGGAGGTGGTGGTGCACAGAAATTCAACCC
[0847]  GCTGGACGAGCTGGAAGAGACTCTGTACGAACAGTTTACTTTTCAACA
[0848]  GCTCGAGTAA

[0849] SEQ ID NO :42

[0850]  ATGGACAAAACTCACACATGTCCACCTTGCCCAGCACCTGAACTCCTG
[0851]  GGGGGACCGTCAGTTTTCCTCTTCCCCCCAAAACCCAAGGACACCCTC
[0852]  ATGATCTCCCGGACCCCTGAGGTCACATGCGTGGTGGTGGACGTGAGC
[0853]  CACGAAGACCCTGAGGTCAAGTTCAACTGGTACGTGGACGGCGTGGA
[0854]  GGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTACAACAGCA
[0855]  CGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGA
[0856]  ATGGCAAGGAGTACAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCC
[0857]  CCCATCGAGAAAACCATCTCCAAAGCCAAAGGGCAGCCCCGAGAACC
[0858]  ACAGGTGTACACCCTGCCCCCATCCCGGGATGAGCTGACCAAGAACCA
[0859]  GGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGCGACATCGC
[0860]  CGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCA
[0861]  CGCCTCCCGTGCTGGACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCT
[0862]  CACCGTGGACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTC
[0863]  CGTGATGCATGAGGCTCTGCACAACCACTACACGCAGAAGAGCCTCTC
[0864]  CCTGTCTCCGGGTAAAGGTGGAGGTGGTGGTGCACAGGGATCCGGTTC
[0865]  TGCTACTGGTGGTTCCGGCTCCACCGCAAGCTCTGGTTCAGGCAGTGC
[0866]  GACTCATAAATTCAACCCGCTGGACGAACTGGAAGAAACTCTGTACGA
[0867]  ACAGTTCACTTTCCAGCAACTCGAGTAA

[0868] SEQ ID NO :43

[0869]  ATGGACAAAACTCACACATGTCCACCTTGCCCAGCACCTGAACTCCTG
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[0870]  GGGGGACCGTCAGTTTTCCTCTTCCCCCCAAAACCCAAGGACACCCTC
[0871]  ATGATCTCCCGGACCCCTGAGGTCACATGCGTGGTGGTGGACGTGAGC
[0872]  CACGAAGACCCTGAGGTCAAGTTCAACTGGTACGTGGACGGCGTGGA
[0873]  GGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTACAACAGCA
[0874]  CGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGA
[0875]  ATGGCAAGGAGTACAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCC
[0876]  CCCATCGAGAAAACCATCTCCAAAGCCAAAGGGCAGCCCCGAGAACC
[0877]  ACAGGTGTACACCCTGCCCCCATCCCGGGATGAGCTGACCAAGAACCA
[0878]  GGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGCGACATCGC
[0879]  CGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCA
[0880]  CGCCTCCCGTGCTGGACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCT
[0881]  CACCGTGGACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTC
[0882]  CGTGATGCATGAGGCTCTGCACAACCACTACACGCAGAAGAGCCTCTC
[0883]  CCTGTCTCCGGGTAAAGGTGGAGGTGGTGGTGCACAGAAATTCAACCC
[0884]  GCTGGACGAACTGGAAGAAACTCTGTACGAACAGTTCACTTTCCAGCA
[0885]  GGGTGGTGGTGGTGGTGGCGGTGGTAAGTTCAACCCACTGGATGAGCT
[0886]  GGAAGAGACTCTGTATGAACAGTTCACTTTCCAGCAACTCGAGTAA
[0887] SEQ ID NO ;44

[0888]  ATGGACAAAACTCACACATGTCCACCTTGCCCAGCACCTGAACTCCTG
[0889]  GGGGGACCGTCAGTTTTCCTCTTCCCCCCAAAACCCAAGGACACCCTC
[0890]  ATGATCTCCCGGACCCCTGAGGTCACATGCGTGGTGGTGGACGTGAGC
[0891]  CACGAAGACCCTGAGGTCAAGTTCAACTGGTACGTGGACGGCGTGGA
[0892]  GGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTACAACAGCA
[0893]  CGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGA
[0894]  ATGGCAAGGAGTACAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCC
[0895]  CCCATCGAGAAAACCATCTCCAAAGCCAAAGGGCAGCCCCGAGAACC
[0896]  ACAGGTGTACACCCTGCCCCCATCCCGGGATGAGCTGACCAAGAACCA
[0897]  GGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGCGACATCGC
[0898]  CGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCA
[0899]  CGCCTCCCGTGCTGGACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCT
[0900]  CACCGTGGACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTC
[0901]  CGTGATGCATGAGGCTCTGCACAACCACTACACGCAGAAGAGCCTCTC
[0902]  CCTGTCTCCGGGTAAAGGTGGAGGTGGTGGTGCACAGCAGGAAGAAT
[0903]  GCGAATGGGACCCATGGACTTGCGAACACATGCTCGAGTAA

[0904]  SEQ ID NO :45

[0905]  ATGGACAAAACTCACACATGTCCACCTTGCCCAGCACCTGAACTCCTG
[0906]  GGGGGACCGTCAGTTTTCCTCTTCCCCCCAAAACCCAAGGACACCCTC
[0907]  ATGATCTCCCGGACCCCTGAGGTCACATGCGTGGTGGTGGACGTGAGC
[0908]  CACGAAGACCCTGAGGTCAAGTTCAACTGGTACGTGGACGGCGTGGA
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[0909]  GGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTACAACAGCA
[0910]  CGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGA
[0911]  ATGGCAAGGAGTACAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCC
[0912]  CCCATCGAGAAAACCATCTCCAAAGCCAAAGGGCAGCCCCGAGAACC
[0913]  ACAGGTGTACACCCTGCCCCCATCCCGGGATGAGCTGACCAAGAACCA
[0914]  GGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGCGACATCGC
[0915]  CGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCA
[0916]  CGCCTCCCGTGCTGGACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCT
[0917]  CACCGTGGACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTC
[0918]  CGTGATGCATGAGGCTCTGCACAACCACTACACGCAGAAGAGCCTCTC
[0919]  CCTGTCTCCGGGTAAAGGTGGAGGTGGTGGTGCACAGGGATCCGGTTC
[0920]  TGCTACTGGTGGTTCCGGCTCCACCGCAAGCTCTGGTTCAGGCAGTGC
[0921]  GACTCATCAGGAAGAATGCGAATGGGACCCATGGACTTGCGAACACA
[0922]  TGCTCGAGTAA

[0923] SEQ ID NO ;46

[0924]  ATGGACAAAACTCACACATGTCCACCTTGCCCAGCACCTGAACTCCTG
[0925]  GGGGGACCGTCAGTTTTCCTCTTCCCCCCAAAACCCAAGGACACCCTC
[0926]  ATGATCTCCCGGACCCCTGAGGTCACATGCGTGGTGGTGGACGTGAGC
[0927]  CACGAAGACCCTGAGGTCAAGTTCAACTGGTACGTGGACGGCGTGGA
[0928]  GGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTACAACAGCA
[0929]  CGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGA
[0930]  ATGGCAAGGAGTACAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCC
[0931]  CCCATCGAGAAAACCATCTCCAAAGCCAAAGGGCAGCCCCGAGAACC
[0932]  ACAGGTGTACACCCTGCCCCCATCCCGGGATGAGCTGACCAAGAACCA
[0933]  GGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGCGACATCGC
[0934]  CGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCA
[0935]  CGCCTCCCGTGCTGGACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCT
[0936]  CACCGTGGACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTC
[0937]  CGTGATGCATGAGGCTCTGCACAACCACTACACGCAGAAGAGCCTCTC
[0938]  CCTGTCTCCGGGTAAAGGTGGAGGTGGTGGTGCACAGCAGGAAGAAT
[0939]  GCGAATGGGACCCATGGACTTGCGAACACATGGGATCCGGTTCTGCTA
[0940]  CTGGTGGTTCCGGCTCCACCGCAAGCTCTGGTTCAGGCAGCGCGACTC
[0941]  ATCAGGAAGAATGCGAATGGGACCCATGGACTTGCGAACACATGCTC
[0942]  GAGTAA

[0943]  SEQ ID NO :47

[0944]  ATGGGTGCACAGGAAGAATGCGAATGGGACCCATGGACT TGCGAACA
[0945]  CATGGGTGGTGGTGGTGGTGGCGGTGGTAAATTCAACCCGCTGGACGA
[0946]  ACTGGAAGAAACTCTGTACGAACAGTTCACTTTCCAGCAGGGATCCGG
[0947]  TTCTGCTACTGGTGGTTCCGGCTCCACCGCAAGCTCTGGTTCAGGCAGT
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[0948]  GCGACTCATCTCGAGGGTGGAGGCGGTGGEGACAAAACTCACACATGT
[0949]  CCACCTTGCCCAGCACCTGAACTCCTGGGGGGACCGTCAGTTTTCCTCT
[0950]  TCCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGG
[0951]  TCACATGCGTGGTGGTGGACGTGAGCCACGAAGACCCTGAGGTCAAGT
[0952]  TCAACTGGTACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAG
[0953]  CCGCGGGAGGAGCAGTACAACAGCACGTACCGTGTGGTCAGCGTCCTC
[0954]  ACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTACAAGTGCAA
[0955]  GGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAAACCATCTCCAA
[0956]  AGCCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCAT
[0957]  CCCGGGATGAGCTGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCA
[0958]  AAGGCTTCTATCCCAGCGACATCGCCGTGGAGTGGGAGAGCAATGGG
[0959]  CAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGCTGGACTCCGAC
[0960]  GGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGGTGG
[0961]  CAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCAC
[0962]  AACCACTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTAAATAA
[0963] SEQ ID NO ;48

[0964]  ATGGACAAAACTCACACATGTCCACCTTGCCCAGCACCTGAACTCCTG
[0965]  GGGGGACCGTCAGTTTTCCTCTTCCCCCCAAAACCCAAGGACACCCTC
[0966]  ATGATCTCCCGGACCCCTGAGGTCACATGCGTGGTGGTGGACGTGAGC
[0967]  CACGAAGACCCTGAGGTCAAGTTCAACTGGTACGTGGACGGCGTGGA
[0968]  GGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTACAACAGCA
[0969]  CGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGA
[0970]  ATGGCAAGGAGTACAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCC
[0971]  CCCATCGAGAAAACCATCTCCAAAGCCAAAGGGCAGCCCCGAGAACC
[0972]  ACAGGTGTACACCCTGCCCCCATCCCGGGATGAGCTGACCAAGAACCA
[0973]  GGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGCGACATCGC
[0974]  CGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCA
[0975]  CGCCTCCCGTGCTGGACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCT
[0976]  CACCGTGGACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTC
[0977]  CGTGATGCATGAGGCTCTGCACAACCACTACACGCAGAAGAGCCTCTC
[0978]  CCTGTCTCCGGGTAAAGGTGGAGGTGGTGGTGCACAGGGATCCGGTTC
[0979]  TGCTACTGGTGGTTCCGGCTCCACCGCAAGCTCTGGTTCAGGCAGTGC
[0980]  GACTCATAAATTCAACCCGCTGGACGAACTGGAAGAAACTCTGTACGA
[0981]  ACAGTTCACTTTCCAGCAGGGTGGTGGCGGTGGTCAGGAAGAATGCGA
[0982]  ATGGGACCCATGGACTTGCGAACACATGCTCGAGTAA

[0983] SEQ ID NO :49

[0984]  ATGGGTGCACAGTTCGACTACTGCGAAGGTGTTGAAGACCCGTTCACT
[0985]  TTCGGTTGCGACAACCACCTCGAGGGTGGAGGCGGTGGGGACAAAAC
[0986]  TCACACATGTCCACCTTGCCCAGCACCTGAACTCCTGGGGGGACCGTC
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[0987]  AGTTTTCCTCTTCCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGG
[0988]  ACCCCTGAGGTCACATGCGTGGTGGTGGACGTGAGCCACGAAGACCCT
[0989]  GAGGTCAAGTTCAACTGGTACGTGGACGGCGTGGAGGTGCATAATGCC
[0990]  AAGACAAAGCCGCGGGAGGAGCAGTACAACAGCACGTACCGTGTGGT
[0991]  CAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTA
[0992]  CAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAAAC
[0993]  CATCTCCAAAGCCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCC
[0994]  TGCCCCCATCCCGGGATGAGCTGACCAAGAACCAGGTCAGCCTGACCT
[0995]  GCCTGGTCAAAGGCTTCTATCCCAGCGACATCGCCGTGGAGTGGGAGA
[0996]  GCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGCTG
[0997]  GACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAG
[0998]  AGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAG
[0999]  GCTCTGCACAACCACTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGT
[1000]  AAATAA

[1001]  SEQ ID NO ;50

[1002]  ATGGGTGCACAGCAGTACGGTTGCGACGGTTTTCTGTACGGTTGCATG
[1003]  ATCAACCTCGAGGGTGGAGGCGGTGGGGACAAAACTCACACATGTCC
[1004]  ACCTTGCCCAGCACCTGAACTCCTGGGGGGACCGTCAGTTTTCCTCTTC
[1005]  CCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTC
[1006]  ACATGCGTGGTGGTGGACGTGAGCCACGAAGACCCTGAGGTCAAGTTC
[1007]  AACTGGTACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCC
[1008]  GCGGGAGGAGCAGTACAACAGCACGTACCGTGTGGTCAGCGTCCTCA
[1009]  CCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTACAAGTGCAAG
[1010]  GTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAAACCATCTCCAAA
[1011]  GCCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATCC
[1012]  CGGGATGAGCTGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAA
[1013]  AGGCTTCTATCCCAGCGACATCGCCGTGGAGTGGGAGAGCAATGGGC
[1014]  AGCCGGAGAACAACTACAAGACCACGCCTCCCGTGCTGGACTCCGAC
[1015]  GGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGGTGG
[1016]  CAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCAC
[1017]  AACCACTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTAAATAA
[1018] SEQ ID NO:51

[1019]  ATGGGTGCACAGAAACGCCCATGCGAAGAAATGTGGGGTGGTTGCAA
[1020]  CTACGACCTCGAGGGTGGAGGCGGTGGGGACAAAACTCACACATGTC
[1021]  CACCTTGCCCAGCACCTGAACTCCTGGGGGGACCGTCAGTTTTCCTCTT
[1022]  CCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGT
[1023]  CACATGCGTGGTGGTGGACGTGAGCCACGAAGACCCTGAGGTCAAGTT
[1024]  CAACTGGTACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGC
[1025]  CGCGGGAGGAGCAGTACAACAGCACGTACCGTGTGGTCAGCGTCCTC
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[1026]  ACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTACAAGTGCAA
[1027]  GGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAAACCATCTCCAA
[1028]  AGCCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCAT
[1029]  CCCGGGATGAGCTGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCA
[1030]  AAGGCTTCTATCCCAGCGACATCGCCGTGGAGTGGGAGAGCAATGGG
[1031]  CAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGCTGGACTCCGAC
[1032]  GGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGGTGG
[1033]  CAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCAC
[1034]  AACCACTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTAAATAA
[1035] SEQ ID NO ;52

[1036]  ATGGGTGCACAGCACCAGATCTGCAAATGGGACCCGTGGACCTGCAA
[1037]  ACACTGGCTCGAGGGTGGAGGCGGTGGGGACAAAACTCACACATGTC
[1038]  CACCTTGCCCAGCACCTGAACTCCTGGGGGGACCGTCAGTTTTCCTCTT
[1039]  CCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGT
[1040]  CACATGCGTGGTGGTGGACGTGAGCCACGAAGACCCTGAGGTCAAGTT
[1041]  CAACTGGTACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGC
[1042]  CGCGGGAGGAGCAGTACAACAGCACGTACCGTGTGGTCAGCGTCCTC
[1043]  ACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTACAAGTGCAA
[1044]  GGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAAACCATCTCCAA
[1045]  AGCCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCAT
[1046]  CCCGGGATGAGCTGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCA
[1047]  AAGGCTTCTATCCCAGCGACATCGCCGTGGAGTGGGAGAGCAATGGG
[1048]  CAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGCTGGACTCCGAC
[1049]  GGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGGTGG
[1050]  CAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCAC
[1051]  AACCACTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTAAATAA
[1052] SEQ ID NO :53

[1053]  ATGGGTGCACAGAAACGTCCATGCGAAGAAATCTTCGGTGGTTGCACC
[1054]  TACCAGCTCGAGGGTGGAGGCGGTGGGGACAAAACTCACACATGTCC
[1055]  ACCTTGCCCAGCACCTGAACTCCTGGGGGGACCGTCAGTTTTCCTCTTC
[1056]  CCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTC
[1057]  ACATGCGTGGTGGTGGACGTGAGCCACGAAGACCCTGAGGTCAAGTTC
[1058]  AACTGGTACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCC
[1059]  GCGGGAGGAGCAGTACAACAGCACGTACCGTGTGGTCAGCGTCCTCA
[1060]  CCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTACAAGTGCAAG
[1061]  GTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAAACCATCTCCAAA
[1062]  GCCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATCC
[1063]  CGGGATGAGCTGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAA
[1064]  AGGCTTCTATCCCAGCGACATCGCCGTGGAGTGGGAGAGCAATGGGC
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[1065]  AGCCGGAGAACAACTACAAGACCACGCCTCCCGTGCTGGACTCCGAC
[1066]  GGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGGTGG
[1067]  CAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCAC
[1068]  AACCACTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTAAATAA
[1069] SEJfE] 6

[1070]  JkHiiam
[1071] N A FI/ER ELISA 2387+ VU R KB AR, N i8R0 7 ELTSA 20 8 =Rk bifk. &
5 e R,
[1072] %5
[1073]
hAng-2 mAng-2 ' hAng-1
] IC50 | EC50 EC 50
RRFLAR (nM) (M) {IC50(mM) | (M) | IC50(@mM) [EC 50 mM)
2xCon4 (C) 1KI  0.04 0.02
Cond-L1(C) | 005 0.04
Con4 (C) 0.20 0.30
2xL1 (N) 0.65 0.80
Cond (N) | 085 0.03 0.72 007 | BAWH | EALSL
2xL1 (C) 0.90 1.0
Cond (N) 1XK-
WT 1.9
L1 (N) 6 1 A
) 9 13 o k)
12-9 V) 21 7.7 A 4

[1075] T [ A& BH P % BEOBK BT 1A 4883 1 2 2L R )T 4 (Fe #6422 F R 28, & 8 1k
A" GGGGG” , IRk s Ak ) -

[1076]  MDKTHTCPPCPAPELLGGPSVFLEPPKPKDTLMISRTPEVTCYVVDYSHEDPEVKENWYVDGVEVHNAK
TKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKT I SKAKGQPREPQVYTLPPSRDELTKNQVSL
TCLVKGFYPSD I AVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY TQKSLS
LSPGK-GGGGG-CTAGYHWNSDCECCRRN (SEQ ID NO :243)

[1077] T X BAFHAE " BAME" A2fi SRS . LB b, X BAE
FHE" A 07 4825 5 1 A R4 ] ELTSA 73 F 23X LR 1 464 F R ik B 30 s K T
1000nM ¥ TCy, R AR LEAL 54, 3K J2 0 8 (1 oAb B W A A e i v JE o 26 T AR e i 43
BA RIS ZEMEIRE NS ERINH " BAEMGEER" , HEEA R RIR&E T, 8
TEA R, 82tk &5 B n] DR SEHDHIBE ) o ZEPUE R 5L 77 22, B AR B
W K N TIX BLA IR 143 BT B P B8 ) B IR B A

[1078] N HHZEFI ) BlAcore 73 HT (AISEHER) 2 ik ) A Hrmfikdiik. FHE 6 4 H
R

[1079] 3%_6
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[1080]  JEPiiAk (Pb) X T hAng—2 Fl mAng—2 [KI2EF1 )
[1081]
Conl (N) 26 ~ 200 A I #
8-14 (N) 45 33 Kk
L1(C) 65 37
8-8 (N) 80 ~ 700 A 4
FA o 2} PR
7 P4 AR P4
438:‘%‘Zli A %) %g B | s | ERAFE ;72:
[1074]
hAng-2 mAng-2
Mtk Ko |ka(UMs) |ka(lis) Kp nM) |k.(1/Ms) | ka(1/s)
(nM) |
PbLI(N) |31 }29x10°|9.1x10* {042 56x10° |23x10*
Cond (N) [0.67 |3.3x10°|22x10% [060 . |73x10° [44x10*
TNI12-9(N) {82 [1.2x10°{1.0x10? |0.32 72x10° |23x10*
[1082]  SLjiafy] 7
[1083] 4= &t FH| Ang—2 BKBUURIK VAT HRUIE 9T
[1084]  APRI T 2 J5 72 /NI DURER — WK VAT 5 St 455 A431 IRq i) /0N BB R Jite
Ang=2 JIKHiAA, TN8—Cond—C., 8 FH I IRBL AR KI5 =2 1000, 200, 40 F1 8 Fd 5 / /N / Ko Xf
BB A S 25 20 Fo B = 08 AR IR E . BF 54 %H@t%%z‘zﬂ%ﬁ&%
EAN I T BB ELTSA I 5E PPt K« AT I LB IR AT E 4140

[1085] [ 1 25H45 . WL H, Ang- 2Ek?fﬂilﬁf”éﬂﬂﬁ%ﬂﬁﬁ?éﬂzIB?M?;?@JHWE?%
K EEZER . SHUEFIR AL, P P50 Ang—2 IRBTAFDHIME A (o < 0.0001 X
MR T X R ZH, ) B2 520052 ANOVA) o AH B2, X FEZH P PR gk e AT S 2 I A K. T
FhihG RV X IR EIGTT BB R G R, 23 E B E BN A SEE A B

[1086]  3Ljif5] 8

[1087] 1.Ang- 25@ EkIFEE’H"]L

[1088] T2

[1089] Epicurian Coli® XL1 Blue MRF' HEZFFLISZ S4I (Stratagene#200158) M

Stratagene (Stratagene Cloning Systems, La Jolla, Calif.) 5.

[1090]  B. pCESI #& A& K &1

[1091] ¥ H Extend Long Template PCR Systems(Roche DiagnosticsCorp. ,
Indianapolis, Ind.), A 1 4 ¢ i pCES1 214 (TargetQuestinc.) VE M#EHR 24T PCR,

PCR IR G AR 100 58T, B &H 1xPCR ZE10, 200nM PR 5 | )& —Fp 5" —CAAAC
GAATGGATCCTCATTAAAGCCAGA-3'  (SEQ ID NO :244) FiI
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[1092] 5’ -GGTGGTGCGGCCGCACTCGAGACTGTTGAAAGTTGTTTAGCA-3 '  (SEQ IDNO :245) , 200nM
dNTP, Fi1 3 B4 (U) ] Tag DNA 28 & F. TRIO-Thermoblock (Biometra)PCR & 4t tl FigAT -
94°C 5 4341 ;94°C 30 #2,50°C 30 Fb, 72°C 45 FF 30 IKAEER ;A1 72°C 10 205 ;A H1% 4°C.,
[1093]  #RJ5%F PCR P=W1E | % Bt b ik, I HLAH QTAGEN g% 4 (QI AGEN Inc. ,
Valencia,Calif.) MR¥E) WL 77 Raith . £ a0 LT AR E PCR 4140 F, fH 5 7t
() PCR =4 F1 200nM [P 5105 —Ff 5 —~CAAACGAATGGATCCTCATTAAAGCCAGA-3'  (SE
Q ID NO:246) 15’ —AACACAAAAGTGCACAGGGTGGAGGTGGTGGTGCGGCCGCACT-3'  (SEQ IDNO :
247) AT — PCR X MVo

[1094] 4R J5 £ 37 °C F #F & & 1xNEB2 2% ' &, 60U () ApaLl (New EnglandBiolabs,
Beverly, Mass. ), 60U [{] BamHI (New England Biolabs) K] 100 It e Wy 543 B 4L PCR
FEMIFR GG pCES 1 #04K 1 /it SRJGHF) A QIAGEN Spin Column 4lifkiH4Lid i) DNA, JF HAE
FIRNAESA 1x EREGEMN 40U f#) TADNA %485 (New England Biolabs) f 40 7T &
N ORI

[1095] AR R B P If HAE 37T C P IRE . 84 B i s — v 3F B
QIAGEN Spin Column #Fkiztifk,. ik DNA I UF SE IE#R I9E A H B

[1096]  C. ZLAA DNA Fyils%

[10971 f# H Gene Pulser II1(BIO-RAD, Hercules, Calif.), & & 2500V,25uF,
2000hms, ¥ 1 7 va 15 Hfi () pCES1 2 #4 DNA ( A\ 38 1B 3815 ) %% 46 3] 40 Tl ML B 2 4
XL1-blue KJGHFFE (N B 1A 3K43 ) o SR FAL B AN AR SO 2056 R 25 960 1
T+ S0C (2% JER AN, 0. 5 % BERFHZEUY, 10mM NaCl, 2. 5mM KC1, 20mM 4 25 %%, 10omM MgSO,,
1omM MgCl,) (R, I HEBZh NAE 37°C R ik B =K 1 /s

[1098] 4R J5 4 4l HE /3 A £E 2xYTAGT (2xYT, F°H 100 5l vd / =2 R85, 12.5 10w /
ZTFPURR A 2% B 40 ) BRI 3T BAE 37TC M IRE . MFFIESL s —w%, 3 B
RAE 3TCNEES) N 2 Th 2xYTAGT K555 » H QTAGEN Plasmid Maxi 35 &R 5 4=
7 T R A I UE B A4k TR 2 A DNA.

[1099]  D. &K DNA [yHAL

[1100]  7F37°C FAEE4 LxNEB 221, 2, 300U [¥] ApaLl, 1 300U [¥] XhoT [¥] 5000 St & M
o s 3k K2 2000 T00E T2 R DNA (A LTI 1C K13 ) WAkt i . BRIFIPEIS A0 ;e S A 37°C
TRE A IF HAETSE S 0. 8% B lEBEAENR (Embi Tec, San Diego, Calif.) E3#7,
AR5 IR VIR 200K DNA, 3 LA QTAqui ck SRR ERHGAFIE (QTAGEN Inc.) R¥E)
(R E

[1101]  E. CFEFIFRI &

[1102]  7EM _EIREE S A P F 2860 B S A SCE SRR (1A E5 MBA) .
—AMMEE R SEF TR A -

[1103] 5’ —CACAGTGCACAGGGTNNKNNKNNKNNKNNKNNKNNKSARTGGGATCCGTGGASCNNKNNKNNKNN
KNNKNNKNNKCATT CTCTCGAGATCA-3'  ( 3CJ%'5 20) (SEQ ID NO :248) ;

[1104] WD T0% B AR SEFE TR A -

[1105] 5" —CACAGTGCACAGGGTNNKNNKNNKaaKcgKccKNNKgaKgaKatKttKggKggKNNKacKtaKca
KNNKNNKNNKCATTCTCTCGAGATCA-3"  ( SCFE*5 27) 5 (SEQ 1D NO :249) ;
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[1106] 5’ —CACAGTGCACAGGGTNNKaaKttKaaKccKctKgaKgaKetKgaKgaKacKetKtaKgaKcaKtt
KacKttKcaKcaKNNKCATTCTCTCGAGATCA-3"  ( 3CJE*5 99) 5 (SEQ 1D NO :250) ;

[1107]  /NEFRERRTR MR 70% M = MZHR S B 0% MREW. T =1
9% BN EEFEZTIRINT

[1108] 5’ -CACAGTGCACAGGGTNNKNNKNNKcaKgaKgaKTGCgaKtgKgaKccKtgKacKTGCgaKcaKat
KNNKNNKNNKCATTCTCTCGAGATC A-3"  ( SCPE'S 94) 5 (SEQ ID NO :251) ;

[1109] 5’ -CACAGTGCACAGGGTNNKttKgaKtaKNNKgaKggKgtKgaKgaKccKttKacKttKggKNNKga
KaaKcaKNNKCATTCTCTCGAGATCA-3"  ( SCPE'S 25) ; (SEQ ID NO :252) ;i

[1110] 5’ —CACAGTGCACAGGGTNNKaaKttKaaKccKctKgaKgaKctKgaKgaKacKctKtaKgaKcaKtt
KacKttKcaKcaKNNKCATTCTCTCGAGATCA-3'  ( 3CJE'S 26) 5 (SEQ 1D NO :253) ;

(1] X T ERFERY), RGHEARNGHE " N RREEZ T IRAG T [F SR Y
PR A, T,C,MG6), " K" RAREEETIRA B A SRR G M T,
NG RHMCERTR IR N 91 % M ) = MZ RS B 3% WIRG Y. XEEFEL IR H#
FHAE PCR A IS

[11121  %f F PCR )& M {# FJ Expand High Fidelity PCR System i 7l % (Roche
Diagnostics Corp.). £F 96 DMLPIESH InM L EEZ TR, 1xPCR 2210, 300nM 5%
o4 5" —CACAGTGCACAGGGT-3' (SEQID NO :254) ;15 —TGATCTCGAGAGAATG-3' , (SEQ
IDNO :255) , 200 u MdNTP, 1. 5mM MgCl,, F1 350U f¥] Expand 58 & HEHT 50 $5 1 PCR [ v A4 1
BMSCETRY)

[1113]  fFHAIEI I H2E (GeneAmp PCR System 9700, AppliedBiosystems) BE4T I
IFER :94°C, 5 43%h 5 (94°C 30 #2,52. 5°C 60 £, 72°C 30 #0 ) x25 RAGHS ;72°C 10 735h ¥4
HIAE 4C. {HH QIAquickPCR ZifLiRF % (QIAGEN Inc.Ca t#28104), 34k 7 Ui iH, 25k
LTI

[1114]  F. CEEE TR

[1115]  XFFREDSCEE, 78 37°C RAE & 1xNEB 220, 2, 750U [¥) ApaL.T, Fi1 750U [ XhoT 1]
1200 BTt [ A% PCR P24 (1B Z4T ) VHALIEAR . AE TG #4 1 3 % B it i b (Embi
Tec) 73 B IHALI DNA. MEEIE U 2 AN SO A A AR R 1¥) DNA Uk 7 3 HO A COSTAR
Spin—X EOEEIER 0. 22 K MR ET4E % (Corning Inc. , Cat#8160) $2Hi.

[1116]  G. B 5 CEFL RN IER

[1117] 450 PhHIER RNV &A1 ¢ b BEIREE I G Mgtk (1D B4 ) & Fh i 40 18 S0 %
PCR 774) (1F %75 ), 1xNEB ¥EESE R, AT 20, 000U ) TADNA ¥EH:HE, 78 16°C F [ VLK
BRI EYAE 65°C NIRE 20 4080, LUK TADNA &8N, 3 Hul—20 5 100U [ NotI 48
STCTRE 2 /D, W8tk B B i m /M. AR E B brvERS / S EE Molecular
Cloning :A Laboratory Manual, Maniatis %%, 55 =, 3 52 T 5256 i piu it , 2000) 4ifh48i%
P = A B B T 120 SO HL0.

[1118]  H. W ZEFLAE4L

[1119]  XP TSSO, AT 12 4 ML ZE LN, o X T8 — IR AL, 5 0. 2-cm /MR (BIO-RAD)
YRS 10 T E LR DNA (1G %75 ) A1 300 1) XL1-BLUE MRF' 4iiffg (1A #5) .
EBIR-EY Y B AE 2500V, 25 u F, I 2000hms f¢] Gene Pulser 1T fkaiab3i., SRJ5H#k
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H 12 M LR MY AL 4l i & 00 0 AR 2154 26 =+ SOC B, 78 37°C il
B L/, g ings 450ml 2xYTAG, JF HAWHE N AE 37°C M EahHEE 5 /. £ 4°C R
4000 pm 44 41 i B0 15 7397 SR S5 4 40 i URCR W) BB &% T 12 Z T4 15 % H il /2xYT Jf
HAE -80°C NI AF o 1K A2 SRS — TRV 7R 5. 0x10 (SCIFEFLH 20) , 3. 3x10 ( 3CESL
H 94),4. 7x10 (3CEELH 25) ,5. 0x10 (SCPEALH 26) ,3. 0x10 (SCZEHLH 27) , il 4. 2x10 (3L
FEELE 99) M7 AR SCE R/

[1120] 2. SCJERY 1

[1121] A, 25 SCPERSE — JAE

[1122]  MES— ORI (A B30 1H BT 3R-45 ) AT A & 10X & %S0 R/ME)
LB IR BB 2xYTAGT (2YT, &°H 100 10w / AR R H&H R, 12. 550 / ZF- VU &M
2% HI A HE ) BEFRFELAFIFALUR ODgoo A2 0. 1o LEEEFEMIAE 37°C R33N T AL/ ELE ODgy
= 0.5, MENSCERUH 1702 —%50 3 HAE - PR AE 37°C R X557 2 /it SRS
¥/ Beckman JA-14 % IRAE 4°CHH X EAL AL F5 4 LL 4000rpm 2.0, F HF 40 B RURER
FEHBEFT 7. 0mL (RF8NSCFE) 73 15% Hil /2xYT, 78 -80°C Rt 47.
[1123] B. WEHAES

[1124]  [fRBH T 0D600 = 0.5 ( A 3T 2A T 5432 ) 140 R 15 7290 I\ ML3KOT 4 B ik
HAAZE4) (Amersham Pharmacia Biotech) 1A% 3x10pfu/ T &R T . 14 BH I B 1A
15 37T°C N EARE S T BG4 1w 30 738, (EAR I RE ) T BG4 1w 30 738, 18 4°C H e
(140 g LA 5000rpm 5.0 15 2380 K40 MO FORCIR ) 2550 B % T AH AR (L 32 24 =
W) 2xYTAK B5783E (YT, & 100 e / ZH A R EFEEM 40 o / 2 FIB&ER) . it
W BORL = AETERE B N AE 30°C N RV IEAL o

[1125]  C. MR B iAW EE

[1126]  7F 4°C N4 30 2B 2T SRR 4 w25 LL 5000r pm B0 15 4380, R4
TR BB, I 0. 2 ZRFRIR 20% PEG/2. 5M NaCl 3 HAEUK FIRE 1 /NS UTvE e i
Fio 78 4°C FBUTiE B BEEDR L 10, 000rpm B0 30 43403 BN DR E T 100ml 74
PBS A1, 1l IELE 4°C R LA 4000rpm By 10 73Bh 25 Bk B3 (1) 40 Mo 3k — 20 S A0 BRI, JF
Higak A 0. 2 &R 20% PEG/2. 5M NaCl Piie BBk, 4°C R LA 10, 000rpm 4 B 12 K
B0 30 438h, I FUK R RN RORCIR ) ST R T 18ml (1974 PBS. [ BRI R I 6 =&
T+ 60 % H M, 76 —80°C NI A7 . 1k bR 77 00 2 W BRI &2 (Molecular Cloning,
Maniatis Z&, = ) »

[1127] 3. Ang—2 &5 &M B R 1 i 1k

[1128]  A. Ang—2 {FREER I EAL

[1120]  DLXSTAE/ R A 100 f80HBRIFUEL 2000ng Ang—2 25 [ BRIV FE AT Dynabead M-280
Streptavidin (DYNAL, Lake Success, N.Y.) [l E#FAk Ang—2 (SR H E3C 3A =45 ) . fii
F 74 /R B E I — 14 3 R AR 2 ), FHBRIRZEMPER/K (PBS) H4/NERPES IR, LA
IR I R BN ER NN AV R AL Ang—2 S 0T, IF HARZIE T RS L /b K518
U BSA 22 2% 2K G H 4°C N eieiR B b ACK Ang—2 A/ NERE A AR5 HH PBST(&F
0. 05% Tween—20 ] PBS) ¥4432[1) Ang—2 F4%/ NERIGDE N K, SRS AT I B2

[1130]  B. {# [ Ang—2 £ 2R 1) 57 ik
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[11311  H 1 ZF5A 2% BSA [ PBS K2y 1000— 5 3CESEAN R R (Sk B _E ) 2C =
) B 1M B INA A AR (R 3A B TR AR R R, (AR BER Ang—2 TRAJR
BA ) LhAR ] PR RORLAE AT AN MR e AP R, OF BB NG IR SRR T
WE 16 538 AT BLARR &AW R EIE B IF R R S5 A 2 A Bk ORI 3A Z=799
AR R BR, (RS B Ang-2 SR A BUELEE ) BUSE 0, X PR A WTE SR P e T
BE 15 4%h,

[1132]  EERAXFET. A AR & A W w R 16 B3 HE H 9F B 25 Ang-2 A
JUEHEER (SR B 3A F=4T) BBl B R EYAESE e NEF /. 55
VB G, R - 5E - BRA 2% W -PBS PR 10 K s 2% BSA-PBS $E% 10 K
PBST ¥ 10 JXFIH] PBS BRI IIR . SRJGIERE A E ik R RiAE | Z T+ 100mM = Z )iz
W (Sigma, St. Louis, Mo. ) H¥EfE 10 438P. @iLhIA 0.5ml [ IMTris-HC1 (pH 7. 5) ¥
B W DR ES R pH AR A A B R BORLLE 37°C R AR BNEGL 10m] H iR IR
XL1-Blue MRF' 4R (0Dgy KZY 0. 5) 30 7380 Ff HA2 @ #E3) F Ik 30 4380, AREH AR
JKYL [ XL1-BLUE MRF’ ZHMI7E 15x5em 2xYTAG MR ARG, 7F 30°C PRtk .

[1133]  C. W B AR1E SRR

[1134] ¥4 10ml 54311 2x YTAGT ¥5 o3 mga ¥ itk (SR B 3B #77) LA VE XL1-BLUE
MRF' 4if. BrA ¥ XL1-BLUE MRF' 40 Ma e SE7E B, 3 HOWE 250 BS540 13X LE 41 i fin
#5 25ml [ 2x YTAGT 3f HAE 37°C FAHK- A 0D, = 0. 5. M13KO7 SR/ Z 3x10cfu/
ml FIZRE FF HAE 37TC R AREINRE 30 /08It HARHIES) TR E 30 4080, 78 4°C K4l
Jd 5000rpm B0 10 4380 H A 25ml ) 2xYTAK FRRETE. 1HIX L4 LAE 30°C FH#E3) T A
K. WOEkds T i ok JF HA 2¢ Z295 —FEmblakifb .

[1135]  D. 2 #pffivk

[1136]  [& 7 NI A4 AR S, M 38 L S0 3B & 3C =T fi R (0 2 kAT 58 R iR k. M
3C B3 B ) KLY 100~ 17 30 PR 25 A Wk BORL A 4 S N B RE . A0 4% 21 Dynabead M-280
Streptavidin F AW FE AN Ang-2 BT (3A T ) MEPE R 20ng. 4R J5 W 1w 14k - &5
A - BRH 2% 05 -PBS ¥k 10 ¥k s 2% BSA-PBS ¥E¥%& 10 ¢k ;A PBST $Eik 10 Ik, HA &)
Ve ALHETE PBST FAESE FETE 60 7080, /NERA PBS BEIEIIK . BENL A AN EE — 0 AH [F]
(3B T ) o

[1137]1  E. 2 =%tk

[1138]  [& 7 N EHRMESL, AR 30 3B 22 3C 2k (K8 M AT 5 =46 0%k. M 3D &
I BN R LT 10— £ SCHE A W i ks FH VRS AR Bk . A K2 2ng (44 540 Ang-2 2R
H R (3A %=1 ) 4% DynabeadM—280 Streptavidin. WEEA — 454 — BRAH 2% @5 —PBS ¥t
% 10 IR s 2% BSA-PBS $E%: 10 K s H PBST $Ei& 10 Ik, Hirh & 5 Ve B 7E PBST Hh7E=
B NEE 60 438h. /NERH PBS YEUPIIR . VEL SRS —2CAHIA] (3B F1 ) .

[1139] F. PUsEHik

[1140] [T FEMIRIESS, MRS 30 3B 48 3C BT R 1B S AT 5B DU 48 7 6. M 3E
T AT B 1 SC 2 S W Bk P VRS N B R 6T ST 25,26, Rl 27, 4345 B Dynabead
M-280Streptavidin FRIAMZEAL Ang—2 R )T (3A =) BIEEZE 0. 4ng. KT 3CFE 20
194, Ak B ANEE = 80— RERFRLE 2ngo SO 99 WA BT ATk IR . YRl R4
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—EAHE (3B ET ) .

[1141] 4. BT

[1142] A, EAREHI

[1143] WS HR e U — R OF HARMERESL S A 120 BT 2xYTAGT K 96 FLARk. 96
fLRAERE B R AE 30°C MR E TR BFLIMA 40 S0 60 % H i, /£ -80°C F I A7,

[1144]  B. Wpkr ELISA

[1145]  HISR B EMRAI KL 2 O S r4iie (R 3044 T77) #fkiifCostar®
96 fL#z (Corning incorporated, Corning, N. Y., cat. #9794), & & fL & 100 54 7 i
2xYTAGT, XN (4l a5 R AR 37°C R RE 92 H B K2 0Dgy = 0. 56

[1146]  [m] BEASFLIDN 40 54 TH 6 & 45 MI3KOT %l Bh W B & (1. 5x10"cfu/ml) (¥ 2xYTAGT,
96 fLARAE 37°C T AT 30 2023 HAERE S T MR E 30 73 8h. B FMRAE 4°C T LA
2000rpm (Beckman CS—6R SLTIELAL ) B0 10 738he MFLH 08 LIS, IF ELEAERh 40 i i
FRARDTIE BB TR T 160 TR 2xYTAK/ Lo IEFRARAE 30°C Tl & I A H T gk ik
[1147]  7E4°CFLL IxPBS 7 1 foe / =N Ang—2 5 A B4 96 £L Maxisorp #it (NUNC)
. VEAATIE, 2% BSA (Sigma) 4% 53 H I Maxisorp #R. 55 K, & 4°CF L 2000rpm 4
ARG R TR0 10 238D gk B &N LI 10 T80t HIEWIFE RS 45 5 BSA/PBS ¥ LA
1o 10 e _E3E AR 96 FLHR . BRIMRAYESR MRS MET 1 kE MR, [F
INf, BEFLA 400 B80T 2% BSA/PBS ¥ Ang—2 &5 1 BT IS IR/ 200 R 1 /i
FEER BSA ¥V, &1L PBS VIR UE =ik B Ja Pl PR G, 1] Ang-2 1 A BrBAE 15 55
RRFAAT FEAR A RS FL N 100 B (1) 38 PH P BRI I HAE SR N33 RIEE 1/,
FEBRUEAAR, F PBST S WF & LIEDE =R 1] Ang—2 &5 [ SRS IS5 TR ORI FEAR R B> 1L
T 100 $8H 1T 15, 000 #4%¢ 1) HRP— {851 -M13mAb (Amersham Pharmacia Biotech) , iX454%
W TR TIRE 1/ FHRFEREA, &AL PBST ¥B0EME =R mfLF A 100
WO LumiGLO A 2% &G (Kirkegaard&Perrylaboratories,Gaithersburg,Md. ), 3 HH
Luminoskan AscentDLRearly machine (Labsystems, Franklin, MA) %F&ANFLi%0

[1148]  C. Wik { o P P

[1149] TSR B TR (4A Z=77) B 1 40 B E M BIRGEEAT PCR V.. &> PCRIBGY)
[RIARFRAE 50 BT, Ho B LxPCR S, 300nM Ry iy 5 | A Iy A — Bl

[1150] 5" —GTTAGCTCACTCATTAGGCAC-3' (SEQ ID NO :256) Fi

[1151] 5" —GTACCGTAACACTGAGTTTCG-3’ , (SEQ ID NO :257) ;

[1152]  200u M dNTP,2mM MgCl,, #1 2.5U tag DNA % & (RocheMolecular
Biochemicals) .{# FH The GeneAmp PCR System 9700 (Applied Biosystems) HE4T T M HIFE
J7°C:94°C 5538 5 (94°C 45 %, 55°C 45 5, 72°C 90 #2 ) 40 NMEER ;72°C 10 70%h 75513 4°C.
18 QIAquick 96PCR 4ifkiF) & (QIAGEN Inc.) HI4E ) Rivi BH4i{k PCR =4, 1§ F ABI
3770 #4X (Perkin Elmer) RG] Ry Ui, 515" ~TTACACTTTATGCTTCCG-3" (SEQ 1D
NO :258) X} AT i 44k ¥ PCR =437«

[1153] 5. JEHIHES

[1154]  MIZERITA) (M E3CAC T WHAT ) BIERIILPS) 5 ELISA Zl-A M. 1A
h S RAE Ang—2 A4 AL TP R OD Jf H75 BSA Ak £ iz B oD [ s, HILE Ik
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PP HIE A R A2 B . SO 20 2588 24 DMIKSEA, IICHEE 94 185 26 DMIKFA1, ML
25 EFE T MR, IICEE 25 48 18 MIKFA, ISCEE 27 48 6 K41, MICIE 99 1k
AN A T30 B AR BT o 5348, IICEE 20 F1 94 HEWT 11 AN F81,
SCIE 26 F199 HEWT 3 NI EH, SRR 25 HEWT 2 N EH A, IF H ARl kg, fE
FHX LS9 10 b P AER ELISA 55 vPn R 7 Ik PUIR . 45 RAER 7 heit
[1155] &7

[1156]
Cond fiTZAER]  SRAMME - B Pbs hAng-2 :Tie2 ICs,(nM) BEHUIAEF) (Seq Id No :)
Cond-44(C) 0.09 M-Fc—-GGGGGAQ-  PTRQEECDWDPWTCEHMWEV-LE  (SEQ ID NO :259)
Cond—40(C) 0. 10 M-Fc—-GGGGGAQ- TNIQEECEWDPWTCDHMPGK-LE  (SEQ ID NO :260)
Cond—4(C) 0.12 M-Fc-GGGGGAQ-  WYEQDACEWDPWTCEHMAEV-LE  (SEQ ID NO :261)
Cond-31(C) 0.16 M-Fc-GGGGGAQ- NRLQEVCEWDPWTCEHMENV-LE  (SEQ ID NO :262)
Cond—C5(C) 0.16 M-Fc—-GGGGGAQ-  AATQEECEWDPWTCEHMPRS-LE  (SEQ ID NO :263)
Cond—42(C) 0.17 M-Fc-GGGGGAQ-  LRHQEGCEWDPWTCEHMFDW-LE
[1157]
(SEQ ID NO :264)
Cond-35(C) 0.18 M-Fc—-GGGGGAQ—  VPRQKDCEWDPWTCEHMYVG-LE  (SEQ ID NO :265)
Cond-43 (C) 0.18 M-Fc—-GGGGGAQ—  SISHEECEWDPWTCEHMQVG-LE  (SEQ ID NO :266)
Cond—-49 (C) 0.19 M-Fc—-GGGGGAQ-  WAAQEECEWDPWTCEHMGRM-LE  (SEQ ID NO :267)
Cond-27(C) 0.22 M-Fc—-GGGGGAQ-  TWPQDKCEWDPWTCEHMGST-LE  (SEQ ID NO :268)
Con4-48 (C) 0.26 M-Fc—-GGGGGAQ-  GHSQEECGWDPWTCEHMGTS-LE  (SEQ ID NO :269)
Cond-46 (C) 0.26 M-Fc—-GGGGGAQ-  QHWQEECEWDPWTCDHMPSK-LE  (SEQ ID NO :270)
Con4-41(C) 0.26 M-Fc—-GGGGGAQ-  NVRQEKCEWDPWTCEHMPVR-LE  (SEQ ID NO :271)
Con4-36 (C) 0.28 M-Fc—-GGGGGAQ-  KSGQVECNWDPWTCEHMPRN-LE ~ (SEQ ID NO :272)
Con4-34(C) 0.28 M-Fc-GGGGGAQ-  VKTQEHCDWDPWTCEHMREW-LE ~ (SEQID NO :273)
Con4-28(C) 0. 30 M-Fc-GGGGGAQ-  AWGQEGCDWDPWTCEHMLPM-LE ~ (SEQ ID NO :274)
Con4-39 (C) 0. 30 M-Fc-GGGGGAQ- PYNQEDCEWDPWTCEHMPPM-LE ~ (SEQ ID NO :275)
Con4-25(C) 0.31 M-Fc-GGGGGAQ- RAPQEDCEWDPWTCAHMDIK-LE  (SEQ ID NO :276)
[1158]
Cond-50(C) 0.38 M-Fc-GGGGGAQ-  HGQNMECEWDPWTCEHMFRY-LE  (SEQ ID NO :277)
Con4-38 (C) 0. 40 M-Fc-GGGGGAQ-  PRLQEECVWDPWTCEHMPLR-LE  (SEQ ID NO :278)
Cond-29 (C) 0.41 M-Fc-GGGGGAQ-  RTTQEKCEWDPWTCEHMESQ-LE  (SEQ ID NO :279)
Cond—47 (C) 0.44 M-Fc—-GGGGGAQ-  QTSQEDCVWDPWTCDHMVSS-LE  (SEQ ID NO :280)
Cond-20 (C) 0.48 M-Fc—-GGGGGAQ-  QVIGRPCEWDPWTCEHLEGL-LE  (SEQ ID NO :281)
Cond—45 (C) 0.48 M-Fc—-GGGGGAQ-  WAQQEECAWDPWTCDHMVGL-LE  (SEQ ID NO :282)
Cond-37(C) 0. 49 M-Fc—-GGGGGAQ-  LPGQEDCEWDPWTCEHMVRS-LE  (SEQ ID NO :283)
Cond-33 (C) 0.52 M-Fc—-GGGGGAQ—  PMNQVECDWDPWTCEHMPRS-LE  (SEQ ID NO :284)
AC2-Con4 (C) 0. 52 M-Fc—-GGGGGAQ—  FGWSHGCEWDPWTCEHMGST-LE  (SEQ ID NO :285)
Cond-32(C) 0.75 M-Fc—-GGGGGAQ—  KSTQDDCDWDPWTCEHMVGP-LE  (SEQ ID NO :286)
Cond-17(C) 0.96 M-Fc—-GGGGGAQ—  GPRISTCQWDPWTCEHMDQL-LE  (SEQ ID NO :287)
Con4-8(C) 1. 20 M-Fc—-GGGGGAQ—  STIGDMCEWDPWTCAHMQVD-LE  (SEQ ID NO :288)
AC4—Con4 (C) 1.54 M-Fc—-GGGGGAQ-  VLGGQGCEWDPWTCRLLQGW-LE  (SEQ ID NO :289)
Cond-1(C) 2. 47 M-Fc—-GGGGGAQ—  VLGGQGCQWDPWTCSHLEDG-LE  (SEQ ID NO :290)
Cond—C1(C) 2.75 M-Fc—-GGGGGAQ—  TTIGSMCEWDPWTCAHMQGG-LE
[1159]
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(SEQ ID NO :291)
Con4-21(C) 3.21 M-Fe-GGGGGAQ-  TKGKSVCQWDPWTCSHMQSG-LE  (SEQ ID NO :292)
Con4-C2(C) 3.75 M-Fc-GGGGGAQ-  TTIGSMCQWDPWTCAHMQGG-LE  (SEQ ID NO :293)
Con4-18 (C) 4.80 M-Fe-GGGGGAQ-  WVNEVVCEWDPWTCNHWDTP-LE  (SEQ ID NO :294)
Con4-19(C) 5. 76 M-Fc-GGGGGAQ-  VVQVGMCQWDPWTCKHMRLQ-LE ~ (SEQ ID NO :295)
Con4-16(C) 6. 94 M-Fc-GGGGGAQ-  AVGSQTCEWDPWTCAHLVEV-LE  (SEQ ID NO :296)
Con4-11(C) 9.70 M-Fc-GGGGGAQ-  QGMKMFCEWDPWTCAHIVYR-LE  (SEQ ID NO :297)
Cond-C4(C) 9.80 M-Fc-GGGGGAQ-  TTIGSMCQWDPWTCEHMQGG-LE  (SEQ ID NO :298)
Con4-23(C) 9.88 M-Fc-GGGGGAQ-  TSQRVGCEWDPWTCQHLTYT-LE  (SEQ ID NO :299)
Cond-15(C) 15. 00 M-Fc-GGGGGAQ-  QWSWPPCEWDPWTCQTVWPS-LE  (SEQ ID NO :300)
Cond-9 (C) 20.11 M-Fe-GGGGGAQ—-  GTSPSFCQWDPWTCSHMVQG-LE  (SEQ ID NO :301)
Con4-10(C) 86. 61 M-Fe-GGGGGAQ-  TQGLHQCEWDPWTCKVLWPS-LE  (SEQ ID NO :302)
Cond-22(C) 150. 00 M-Fe-GGGGGAQ-  VWRSQVCQWDPWTCNLGGDW-LE ~ (SEQ ID NO :303)
Cond-3(C) 281. 50 M-Fc—-GGGGGAQ- DKILEECQWDPWTCQFFYGA-LE  (SEQIDNO :304)
[1160]
Cond-5(C) beg-EiIkd] M-Fc—GGGGGAQ-  ATFARQCQWDPWTCALGGNW-LE  (SEQ ID NO :305)
Con4-30(C) beg-EiIkd] M-Fc—GGGGGAQ- GPAQEECEWDPWTCEPLPLM-LE  (SEQ ID NO :306)
Cond-26 (C) gk M-Fc—GGGGGAQ- RPEDMCSQWDPWTWHLQGYC-LE  (SEQ ID NO :307)
Cond-7(C) bRk M-Fc—GGGGGAQ- LWQLAVCQWDPQTCDHMGAL-LE  (SEQ ID NO :308)
Cond-12(C) B EI M-Fc—GGGGGAQ-  TQLVSLCEWDPWTCRLLDGW-LE  (SEQ ID NO :309)
Con4-13(C) B I M-Fc—GGGGGAQ-  MGGAGRCEWDPWTCQLLQGW-LE  (SEQ ID NO :310)
Cond-14(C) bRk M-Fc—GGGGGAQ- MFLPNECQWDPWTCSNLPEA-LE  (SEQ ID NO :311)
Con4-2(C) B E] M-Fc—GGGGGAQ-  FGWSHGCEWDPWTCRLLQGW-LE  (SEQ ID NO :312)
Cond—6(C) bRk M-Fc—GGGGGAQ-  WPQTEGCQWDPWTCRLLHGW-LE  (SEQ ID NO :313)
Cond-24 (C) bRk M-Fc—GGGGGAQ-  PDTRQGCQWDPWTCRLYGMW-LE ~ (SEQ ID NO :314)
AC 1-Con4 (C) A E] M-Fc—-GGGGGAQ-  TWPQDKCEWDPWTCRLLQGW-LE  (SEQ ID NO :315)
AC3-Con4 (C) bRk M-Fc—-GGGGGAQ- DKILEECEWDPWTCRLLQGW-LE  (SEQ ID NO :316)
AC5-Con4 (C) PRIk M-Fc—-GGGGGAQ-  AATQEECEWDPWTCRLLQGW-LE  (SEQ ID NO :317)
[1161]
L1FTAH SRAME - B34 Pbs | hAng-2:Tie2 ICy(nM) PRFLARFFI (Seq Td No 1)
L1-7(N) 0.03 MGAQ- TNFMPMDDLEQRLYEQFILQQG- LEGGGGG-Fc (SEQ ID NO :318)
AC6-L1(N) 0.03 MGAQ- TNYKPLDELDATLYEHWILQHS LEGGGGG-Fc (SEQ ID NO:319)
L1-15(N) 0.04 MGAQ- QKYQPLDELDKTLYDQFMLQQG LEGGGGG-Fc (SEQ ID NO :320)
L1-2(N) 0.04 MGAQ-LNFTPLDELEQTLYEQWTLQQS ~LEGGGGG-Fc (SEQ ID NO :321)
L1-10(N) 0.05 MGAQ- QKFQPLDELEQTLYEQFMLQQA LEGGGGG-Fc (SEQ ID NO :322)
L1-13(N) 0.05 MGAQ- QEYEPLDELDETLYNQWMFHQR ~LEGGGGG-Fc  (SEQ ID NO :323)
L1-5(N) 0.05 MGAQ-VKYKPLDELDETILYEQQTFQER LEGGGGG-Fc (SEQ ID NO :324)
L1-C2(N) 0.05 MGAQ- TKFQPLDELDQTLYEQWTLQQR LEGGGGG-Fc (SEQ ID NO :325)
L1-C3(N) 0.06 MGAQ- TNFQPLDELDQTLYEQWTLQQR LEGGGGG-Fc (SEQ ID NO :326)
L1-11(N) 0.07 MGAQ- QNFKPMDELEDTLTKQFLFQHS LEGGGGG-Fc (SEQ ID NO :327)
[1162]
L1-17(N) 0. 08 MGAQ- VYKPLDELDEWLYHQFTLHHQ LEGGGGG-Fc (SEQ ID NO :328)
L1-12(N) 0. 08 MGAQ—- YKFTPLDDLEQTLYEQWTLQHV LEGGGGG-Fc  (SEQ ID NO :329)
L1-1(N) 0.08 MGAQ-QNYKPLDELDATLYEHFIFHTYT LEGGGGG-Fc  (SEQ ID NO :330)
L1-4 (N) 0. 08 MGAQ- VKFKPLDALEQTLYEHWMFQQA LEGGGGG-Fc  (SEQ ID NO :331)
L1-20(N) 0. 09 MGAQ- EDYMPLDALDAQLYEQFILLHG LEGGGGG-Fc (SEQ ID NO :332)
L1-22(N) 0. 09 MGAQ- YKFNPMDELEQTLYEEFLFQHA LEGGGGG-Fc  (SEQ ID NO :333)
L1-14(N) 0.11 MGAQ- SNFMPLDELEQTLYEQFMLQHQ LEGGGGG-Fc  (SEQ ID NO :334)
L1-16(N) 0.11 MGAQ- QKFQPLDELEETLYKQWTLQQR LEGGGGG-Fc  (SEQ ID NO :335)
L1-18 (N) 0.16 MGAQ-QKFMPLDELDEILYEQFMFQQS LEGGGGG-Fe  (SEQ ID NO :336)
L1-3(N) 0.16 MGAQ- TKFNPLDELEQTLYEQWTLQHQ LEGGGGG-Fc  (SEQ ID NO :337)
L1-21(N) 0.17 MGAQ- HTFQPLDELEETLYYQWLYDQL LEGGGGG-Fc (SEQ ID NO :338)
[1163]
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L1-C1(\) 0. 56 MGAQ- QKFKPLDELEQTLYEQWTLQQR LEGGGGG-Fc  (SEQ ID NO :339)
L1-19(N) 1.26 MGAQ- QTFQPLDDLEEYLYEQWIRRYH LEGGGGG-Fc (SEQ ID NO :340)
L1-9(N) 1.62 MGAQ- SKFKPLDELEQTLYEQWTLQHA LEGGGGG-Fc (SEQ ID NO :341)

Conl fiTAE /)

FMME - B Pbs

hAng-2 :Tie2 ICy,(nM)

fkHLEFF (Seq Id No :)

Conl1-4(C) 1.68 M-Fc-GGGGGAQ-  SGQLRPCEEIFGCGTQNLAL-LE  (SEQ ID NO :342)
Conl-1(C) 3.08 M-Fc-GGGGGAQ-  AGGMRPYDGMLGWPNYDVQA-LE  (SEQID NO :343)
Conl1-6(C) 8.60 M-Fc-GGGGGAQ-  GQDLRPCEDMFGCGTKDWYG-LE — (SEQ ID NO :344)
Conl1-3(C) 16. 42 M-Fc-GGGGGAQ-  APGQRPYDGMLGWPTYQRIV-LE  (SEQ ID NO :345)
Conl1-2(C) WA M-Fc-GGGGGAQ-  QTWDDPCMHILGPVIWRRCI-LE (SEQ ID NO :346)
Conl-5(C) bRk M-Fc—GGGGGAQ-  FGDKRPLECMFGGPIQLCPR-LE  (SEQ ID NO :347)
Parent :Conl(C) 26. 00 M-Fc-GGGGGAQ-KRPCEEIFGGCTYQ- LE  (SEQ ID NO :348)

[1164]

12-9 fTHER SR - BB Pbs hAng-2 :Tie2 ICs,(nM) k¥R (Seq Id No :)

12-9-3(C) 0.81 M-Fc—GGGOGAQ- LQEWCEGVEDPFTFGCEKQR-LE  (SEQ ID NO :349)
12-9-7(C) 0.93 M-Fc—GGGGGAQ-  MLDYCEGMDDPFTFGCDKQM-LE  (SEQ ID NO :350)
12-9-6(C) 0.95 M-Fc—GGGGGAQ-  HQEYCEGMEDPFTFGCEYQG-LE  (SEQ ID NO :351)
12-9-C2(C) 1.41 M-Fc—GGGOGAQ-  LQDYCEGVEDPFTFGCENQR-LE  (SEQ ID NO :352)
12-9-5(C) 1. 56 M-Fc-GGGGGAQ- LLDYCEGVQDPFTFGCENL D-LE  (SEQ ID NO :353)
12-9-1(C) 1.84 M-Fc—GGGGGAQ-  GFEYCDGMEDPFTFGCDKQT-LE  (SEQ ID NO :354)
12-9-4(C) 2.05 M-Fc—GGGGGAQ-  AQDYCEGMEDPFTFGCEMQK-LE  (SEQ ID NO :355)
12-9-C1(C) 2.68 M-Fc—GOGGGAQ-  LQDYCEGVEDPFTFGCEKQR-LE  (SEQ ID NO :356)
12-9-2(C) 8.42 M-Fc-GGGGGAQ- KLEYCDGMEDPFTQGCDNQS-LE  (SEQ ID NO :357)
Parent :12-9(C) 15. 00 M-Fc—GGGGGAQ—-  FDYCEGVEDPFTFGCDNH-LE  (SEQ ID NO :358)

[1165]  SCjiafh] 9
[1166]  7F BIAcore X751 —Ang BEPUAAIN Z &A% huAng (R&DSystems, BNO12103A)

gt AyEYE. MR FRAERE — (B 57 BIAcorelne. ) W& AR G [#E 3 CM5 5 5 b, R 5
FEER R G R v 5 BRkPUAR R T (RL K2 100R) o 24 T 734 hAng2 R 3R 1 ik Pk
Z A g, FER R IR BT SR 1 35T 0. 3nM—40nM [¥] huAng2, JF Hf## H BTAevaluation

3.0(BIAcore Inc.) #7454 sensorgrams, 3% 8 S 45 T %I SLi6G 45 R,

[1167] £ 8
[1168]
AR fit's KD (M) ka (1/Ms) kd (1/s)

Cond—44(C) | 011702 2. 1E-10 2. 9E+05 5. 95-05
L1-7 (N) 022102 2. 4E-10 3. 7TE+05 8. TE-05
L1-10 (N) 021302 7. TE-10 1. 5E+05 1. 1E-04
L1-21 (N) 021802 2. 4E-10 5. 6E+05 1. 4E-04
Con4 (C) 33456-77 3. 8E-10 5. 3E+05 2. 0E-04
2xCon4 (C) 1K| 092501 3. 4E-10 4. 8E+05 1. 6E-04

[1169] SCHEAE] 10

[1170] A fI{/EH] ELISA

(11711 40~ F DMEM/50 #5 / =T+ BSA #BE N, L, cyno, KR, Ang—2 FI{EE; FRFL P &

PRz F ) AFT R, Ang—1 :hAng—2-1 :

cyno Ang—2-1 . 32 %% ;hAng-1-1

64 #i%é ;mAng—2-1 :
4 Wiké s mAng-1-1 :

4 Rk o

64 Tk s KB Ang—2- AW kE

[1172] @IS 50 % s KA SEIRES A (BRI, P65 ) FEM4E oM hTie2-Fe (LA Tie—2-Fc 43
T, i Tie-2 80 & 0 F Il HEME S5 sR&D Systems, H3x 5 313-TI) [KJ#E
D3I E MR X LS R IR AR R o IR I 25 AF RS 7R 2 100 SO Al i e i X T
Ang—2 FPFIVER] ELISAs, 76 & K41 1% BSA FIUKZ) InM Tie—2 (LA Tie—2-Fc 7 44k, H
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 Tie=2 #7 RE&H 5 TSN 5> sR&D - Systems, H3x'5 313-TI) ] PBS ##
4= FEFRE T A 62. 5nM 22 0. 0 15pM i 22 15 1A DT —Ang—2 KB4 o X T Ang—1 HHI{E A ELISAs,
TEEH KY) 1% BSA FIURZ) InM Tie—2 (LA Tie—2-Fe 4> FHefft, Hdh Tie-2 #4 H&H 4+
AT e MO AR 354 sR&D Systems, H 35 313-T1) [ PBS ¥ 1 4- 588 A 1000nM %
0. 2pM ¥ FIEDT —Ang—2 IKPLIA,

[1173] &AL KL 100 BT IKPUIR /Tie-2 W2 )G, B R REEER M A 7,
SRIGHEH KL 0. 1% Tween—20 [ PBS eI iR PRIk JG, SAFFLINAKZ) 100 54T (1)
i -Tie—2 $i{k (Pharmingen Inc., catalog#557039) iIABNFEZZTF KA 1 WL W E, B
FEMAEZEIR TIRE KA 1/ 838, UAEEA KL 1% BSA PBS H 1 1 10, 000 F#5EE
FERFFLINN K2 100 B0} WL 2651 — 7 i, —~1gG-HRP (Pierce Chemical Co. ,catalog#31432) .
[1174]  FEFERAEZE TR E KD 1 /e, HE&H KL 0. 1% Tween—20 1] PBS 398 FL.IK
SRIG BEFLINN R ZT 100 B4FH 1) TVB JERA) (STGMA, catalog#T8665) i B n i . 2RJG7E/t
JGEEE EAE 370nm SEEUROG A .

[1175] i 9

[1176] M AENRE Tie2 A EAEHBIIKSUAN S AER

[1177]

hAng—2 mAng—2 rAng-2 cAng—2 hAng-1 mAng—1

Hj»(ﬁ'fztx 1Cs0 (nM) 1Cs0 (nM) 1GCs0 (nM) 1Cs (nM) 1Cs0 (nM) 1Cs0 (nM)
2xCon4 (C) 0. 026 0. 035 0.024 0. 047 3.0 3.2
Con4 (C) 0.197 0. 289 0.236 0. 540 200 300
Con4d—44 (C) 0. 08 0.16 0. 22 - 43 —
Con4—40 (C) 0.20 0.27 0.35 — > 1000 -
L1-7(N) 0. 046 0. 063 0. 035 0. 108 > 1000 > 1000
L1-21(N) 0.179 0. 249 0.204 0. 608 > 1000 > 1000
L1-10(N) 0. 06 0.06 0. 06 — > 1000 —

[1178]  =Zjfs] 11

[1179]  PK HF%%

[1180]  H9TiX4

[1181]  HAfEdE CD-1 /N, A 20-30g, BAL S A S A IKPLIALLFEZ (2xCond—C, L1-7-N,
FL1-21-N) o« BB Z 5 — TV KR (n = 38/ 4l ) sk —ik SC i 50 S se Ik Bk (n
=34/ WM ). sralRFEIKE K IV T SC 45 25 AT 5 o

[1182]  Ifn y B REAN 20 4 73

[1183]  XJT-SCHIIVAL, 254 B2 J5 1,2,4,8,16,24,48,72,96, 120, 144, 168,
216,264, 312, F1 336 /NI AT T AF— IR BT —Ang SRPUAK I E BUMAE . X T IVALS 2 5
5 1 30 ZrBPRAE ST ANEIRE o BRI TR] SRR A B, I HAEEURE 2 f5 R eshd).
O RIAK M (K2 0. 50mL) RINEIZR N Fnicrotainer® Mg EE . %7
UK _EARER KL 20 73 5P E B kARG . TBIEAE 2-8°C R 0 K4 10 20 Bh IMLEE 73 B 13 , 3
BAEMARZ AT7E KL —70°C MRAT o BRI RIS TR] 43 #8926 522 (TRF) A H] 100ng/mL
R R I AL ERE Ny . B B2/ Ang—2 B (ALY NUNC fluoroMaxisorp T & i
B o PR FH R B B PR R DL B R e M5 o A8 10 %6 /)N BRUIMLYS I 5 2 i il 48 b
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YEA, 1 SO R AR KL it I FLWORS B30 B i e AR AL o BRBLAA 5 [ 28 1) Ang—2 5 5+
PEEES . BT A HI%RAE S50 R (Kirkegaard&Perry Laboratories Inc.) BE¥EcZ JG, Xt
FUMANZED ZA 6P - A TgG (HHL) B ymEHiA (JacksonImmunoResearch Laboratories
Inc.) o KERITA WA S5 G A ZAC R s SRRV G D R 5, X AL A bR id i) B
HHUEYRED . BRASSNBEETEDNREOHER G, 85 NHEMNEEIEYER
VR BRIV RS B A fLrb o P AETOGE S HAE Wallac” s 26U Fidl.
/N IE DT —Ang—2 KBTI R 23 B BIIAATE HE 0. 078-5 Fd 5t / =T+,

[1184] 2§45y )32 53 Hr

[1185]  AFJH WinNonlin Professional (Version 3.3,Pharsight Corp.,Mountain View,
Calif.) XJHRp—2LM R oI B — I TRV AT HE 55 Z= 50 #r o AT PK 2 M A8 AR RR B
IS 8], FEARPRIS TR]EC 10 % INICERFE & o A5 PK 43 BT 2 i /N T+ LLOQ HIFTA IR FE AR BB N
0. flith NIHIK) PK 24 -

[1186]  HR#E t,, = In(2) /k,, tFEAREFFZFM (t,,,) , Hd k,, 2l il PR X2 - etk iR
ST 5 A [ ik B0 1 — R M R e 5 o

[1187]  MYEWRE - B #Ze T AR (AUC . sr)) FHBTTRIE O- o Mt / XK 77
EAG S, Frid it [a) 2 i e v O E A (Clast) .

[1188]  ARPRAHNIS AUC - g, FIFLTTIE Clast/kel {HZ FEH 0 220855 KINA] (AUC - .. )
HHESNINTTE AR

[1189]

AUC(().«;) = AUC(O-last)+ ﬁﬂ_ L) Cast

Kel
[1190] G Fih5E SC 45 25 2 Ja Xt A vl R = (F) -
_ AUCp-=)sc
[1191] = —_AUC(o-o-)tv x100

[1192] 2 P g R,

[1193]  SCjitafi] 12

[1194]  ZERFFTINEE 0 KA 1x10°A431 40 Bkt MEMERR RS Tt o 5 =R, BL 200 435e / 71

B/ RAF0) B R it Ang—2 KUK 2xCond—C. 41 &b 7 LA F0 A £ B 1) ) gl 3 3% ek 984

EIRFATE . TERERE 2 A TOMEE Ang—2 KPR — AbTH LT W F5 6 RO BUTR BT A 2 )

2 2 /M. (p << 0.0001 X A4S0 A, 48 F B0l & ANOVA, A Scheffe” spost

hoc 1555 ) o HIXMIRBUALPEA AT R A B &2 K 344 R,

[1195]  SEjEfl 13

[1196]  A431 {RAL A K ik

[1197]  DLEBESL 2000 40 Ho X 96 FLALZREE FR e ph A431 48 0, b 8 10 % G 2F 1fiE

(FBS) 1] 200 #7+ DMEM. ez J5 16 /NI IR 2L . ARE Rzl It HEE = &

£L 100 47+ DMEM, 10 % FBS, 1 & 50 / Z£ 7+ B M FUK BT 14 4883 sl ik Hifk TNS—Cond. 1F 5

MR EEERE . AT G 24,48,72,96, F1 120 /NS — DI IR B 55 . AR5 3 6

FLIIA 100 F4THHT 10 % =S LR (TCA) , JRJGAE 4 CAF B TRt i o BT FRARAE 10%

TCA Wi /DIRCE 4 /N2 S R A AR « 258 10% TCA, FLAH HRAKPESR 5 k. RJGTEE

R R 100 $4FF 0. 4% sul forhodamineB (Sigma S-9012) £ 1% LYW (Sigma A-6283)
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WA 10 438, ARG H 1% SRS VER b K. ARG RT R 7. fENERE R8s
= HH 300 54Tt 20mM A 2P Tris (pH > 10) HARGLEL. AR5 7R i€ Base 8y b AE
540nm FHOCEE (0D) » K] 4 2545 R,

[1198]  SZjfifsl 14

[1199]  {EWFFTHIEE 0 KA 2x10° Colo—205 41 il Matrigel (2 & 1) XTMEME# % T
Whe B=R, BL 14 50g / /NS E S N iR Ang=2 BkBLIA L1-7-N, L1-21-N, Con4-C, Fll
2xCon4— C,—Hfﬂi{m — Ji =W BT —Ang—2 PR Ab536, 47 T 5e / /NER, A A B PR
DA RO P Bk ] ) o 1 3% e AR BRI R

[1200]  AELEE—AN Ang—2 JIKBTIA — AL L X R D RO UK Pt iR 2 R 25 2 % (o
<< 0. 0001 4 Nf HBZH , {# FH 255 00 2 ANOVA, F| Scheffe’ s post hoc #54 ) » FHiX 2k
PR R ER A B (RAGHER ). B 5 aHER

[1201]  =Zjfe] 15

[1202]  7EBFSTHIEE 0 R 2x10° Colo—205 ZH M Matrigel (2 @ 1) XTHEMEAE R R
Se 58 =K, L 14,2.8, 81 0. 56 fdoe / /B EIFAE B2 Tt Ang—2 ikBifk 2xCond—C, — /&
ﬁfw\o uﬁ%M%FKJHTIEIHEIIKmﬂ%ﬂ%ﬁﬁ%ﬁﬂﬁiéo B AN 58 = 77 ) Ang—2 IEBTAA - Ab
PR OB R AN FUIR AR 2 R 25 2 7 (PR 252 )5 p = 0. 003, X T mifl &,
p << 0. 0001, {# F &I 5E ANOVA, Bl Scheffe’s post hoc K ) o FHIX LG T A Ak 35 %] 44
A SR, MRS n K9, 10 932 9 FUNRL T — H/A AR
RIZET-. K6 44 R,

[1203]  SLjiaf] 16

[1204]  $i —Ang-2 KPUAAEXT Colo—205 SR Ha e

[1205]  ZERFFTRIEE 0 KA 2x10° Colo—205 4N Matrigel (2 & 1) XF#EMERR B % R
5o =K, BL 350 B / RIKIFRI & B T i Ang—2 BRHUAR 2xCond—C BN FUIKBTIA . 7258
14 K (X/J\@EEXTE?) BCER 18 K (I [RJUE L R ) WS I IR BLR (ansk 5 ik ) 48
ST IR . ARG TESE 18 RIEESR B 2xCond (C) VAIT AL IR . LIAT FA [RT IS (7] 3] B
TSR AR, W2 R o WLGE I TR DG Jc % FEZH A 2xCond—C b3 20 2 7] rved AR K I i 2%
Z5¢ (p = 0. 01564, E I & ANOVA, H] Scheffe’ s posthoc £ ) » HIXLEfKPT A4
HEX A E R 2 2 m

[1206] KA Tﬁlﬁ%"*ﬁﬁﬁﬁiﬂ%ﬁﬁﬂ*@%#ﬁﬁﬁ],#HTB**E&E%E OCT (Sakura Finetek
USA Inc.,Torrance,Calif.) FPyA¥. i DAB V54 KAk, 2 #oe / =7, BT - /ML CD
31 ( H #553370, BDPharMingen, San Diego, Calif.) ¥4 o B2z th, LA
20 A5 SEDIBR X I VI B % e 0 TR B 2RI B ss — 7 X, BN Ab T
HH 10 98 . A MetaMorph (Universal ImagingCorporation,Downington,Pa.) K%
ST RS MR G CD31 JE & (1) . CD31 BH M (o i AR 2R 7R oA 25 X PN S 1) Mg 41
2, B 7 e g R

[1207]  SCjiafy] 17

[1208]  FERFSTIKIAS 0 K 2x10° Colo—205 4 Matrigel (2 & 1) %o MEMERE B R e .
MAFFEIRIER 3,10 8% 15 RIFUS, — R 350 fd e / 7 LK) Ang—2 JTRBTAR 2xCond—C, B4 5%
Prat REIRBUAR R S 252 DUA RIS 8] 8] B i Sk e AR BRFIAA = . % A431 HiT Colo—205
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SRR AW T Ang—2 IR — A FRZE IR A )0 IR 2 8] g AR K B 2 2 5 (6t
T 16 R4, p=0.089 Jf H p =452 10 Jil ) o XHATH CR $R40PEZ J5 A TS
PR g . B9 A EE L,

[1209]  SZiifs] 19

[1210]  a)Colo—205 Bl dh pb Sl £, Ao

[1211]  ZERFFUIEE 0 KA 2x10° Colo—205 41 i Matrigel (2 & 1) XFAEME#E R T
W BFFCHIER 14 K, FH a) 350 5l / /B, BERIIR T, Ang=2 ikBifA& 2xCond-C, b) 20mg/
kg qwx3i.p.  WiLBEEILEE, 8 c) W IBCE, FAR1ETT . LA R I TR [a) g dc 3% Ji8g
IRFRFATE . WS BT A AL BRZE S IR TG HE 2 TR IR AR K B2 22 5% (p << 0..0001, ffF A &
M 3E ANOVA, F Scheffe’ s post hoc #5580 ) » J34k, FIEBE—IGT7 W MAHEL, BEA A
STHEFEAR (p <0.0001 %f 2xCon—4-C Fl p = 0. 0122 X[ il LELEAZEE ) » RILACEK /N
i 9D, 10 8/ A 9 KN, T — N A B IRRIET . IR SE kBT va o7 A&
FERHBETW. B 10a g R,

[1212]  b)Colo—205 MR siRidt Pb 45 5-FU fIBCE

[1213]  {ERFSC0EE 0 KA 2x10° Colo—205 4l Matrigel (2 & 1) WfMEMERE R B RIS,
WIFTHIEE 14 K, F a) 350 Bse / /B, B PTIR R T, Ang—2 IkHTAK 2xCond—C, b) 50mg/ kg
qwx5i. p. 5-FU, B c) B& MBS, TFURIATT « LA AR IR 60 1) B 30 3% 88 A RRURT A4
[1214] WS PFTA AL HLZ B FIX B2 i AR K B E 2R (p < 0.0001, fFHESR
M3E ANOVA, /| Scheffe’ s post hoc Ki4 ) o Jiok, FIB—IGST 2994 F—FiAHLEL, BRE¥6TT
HEEAFE (p = 0.0375 X 2xCon—-4-C Fl p = 0. 0453 X} 5-FU) . 5-FU iGy7 4 (18% , £
FUIER 20 K ) ARG IRIT4L (16%, fEBFITHISE 20 %) IR Iy, B i 58 4 Tk
SR, K 10b 454 R

[1215]  SZiif] 20

[1216] i BT 28 pe A

[1217]  {ERREE 655 1A (JELE 23£2°C, AHXRFE 50420 % ), 12— /NROG R / R A
B, 75 RN 55 T8 T 72 EME Lewis KB, (120-130g, Charles River, Wilmington
Mass. ) » XaEhns DL Ens 5 zhAel (Formulation 8640 ;Tek Lab, Madison, Wis.) Jf
H B B ERR AT HRIK . BN =502 1 2% 1. 0%,

[1218] WA ERERERZN —RFTHEF T 0.05mL 4 4l (CrescentChemical Co. ,
Hauppauge, N. Y. ) B[] 0. 5mg R ILEE % BT # H37Ra (Difco Laboratories, Detroit,
Mich.) & HBIKT K KW RIIMIKR RS 9 K, Fatb2 fa NP IRAT E WM. B T 78
2xCon4 (c) ¥RIT AN (HAERIEZ JG B —RIBIT ) » RIELZ G5 9 RIFIRBR K MG (%
TRREZET) FHHFE 18 K,

[1219] 11 2615 98 Al AS L 3

[1220]  #R¥E Feige 2%, Cellular Molec. Life Sci.,b7 :1457-1470(2000) iR 754 H
AR R AR i W 5 e TR AR TR) BRI &, 1 R VP RAEERE . N HARYE T N8R %
R LA 2 (AUC) 1 Ry T AR A ZE Ak v 450 T R AE (R Ikl R H

[1221]  [1-{ (A7 B9 AdA) - 1EF ) / CRIGIT I AdA- IEF 1)) %100

[1222]  534b, 45 9 RIVIGTT 77 S P & RN E SR EEAE R 4h 78 2 0, B AR B o 3R B 1%
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AT RAELTL AT RAEMI AT AT . 28 18 KA CO, AL

[1223] X7 ORAS A0 Y005 (BMD) (M2 (i )ase 18 K) . fEEBFEL LR
JU ORI BT (JRER) ), BAE 70% LI, 2R 5 48 A 18 XL X— S 4% B2t (Model
QDR-4500A ;Hologic, Waltham, Mass. ) fE/K V77 [ L4944, 2 0. Feige %, L3¢, HHiZ
Jii » W BRE AL JE A TR & (29x25mm) A7 T4 A E A e dT, HEIRELTE (Hologic
WA ) vHEAE AR, B YRS R R .

[1224]  FTEMISE R LR EBME + bRz [ p B2 0. 05 MR K U2 RIKIGE i 2%
Tt o M IEREARIEAT Kruskal-Wallis ANOVA il Mann-Whitney U. R, {8 A 75 8 4o v
W (Statsoft v3.0 ;Statsoft, Tulsa, Okla. ).

[1225]1 & 1la, 11b, fl 11c 4y BIA H R,

[1226]  SCjiafd] 21

[1227] 1] 757 e A AR T

[1228]  CON4 (C) *t A R VEGF— i S i ifn 55 % A= (4% H

[1229] S K RME & A2 A A TS PP Ang—2 IR BT A& CON4 (C) o 18I VEGF—( B BSA X
W) BB R R B AEER T h=8/4) BESm&R"E, L1.08%0.1 2w/
KB/ KRB VES i IR BT TNSCONA-CT Ko FHAH [R5 2 ff BH %o B kB 14k 4883 b 5
SN 3.0 B 0. 3 w3 E T BT A A, XA &2 1.0 80 0. 1mg 4
PR =R (S HE ) o AR 7 KRG, MK BUA & E0 AR E P9 A L O
R0 %2 TR R S ARAZ I I 5 B, R A T B . TNSCONA—C AbZ DU & AR 2 25 41
i VEGF— 15 S ME & A2 (p << 0. 04) , 1 FH AT HRR BT A AL BT AN g sl R E— N 3%
YER . MRIEZ I sh AR, WA W Ba R EdE . 1B 12 45 T 45 5L

[1230] % gﬁ jﬁl 22

[1231] AL EAL

[1232] 44K (SRR 1-495), N- K (Z LM 1-254) F1 C- K (‘ZIERE 255-495)
N Ang-2 (hAng-2) T E T e EIH A C- R 6xHi s FRIC ) CMV- BXBIR FL3h ) R L 2 ik
W ¥ = AT BRI R IR R R I A ) 293T A b SRS MBS 41 i Bk
SAFEEFEEE, 3F BT 6xHis ELISA 2R [0 ENs i1 3 F2 5 Ang—2 IFRIAAK T .

[1233] R4 10 5 Si@ i ELISA, it & 145 & A hAng=2 ) = Fh i A R #E 77, W 2
Pt —Ang—2 PUAFIIR BRI G5 &R AL A FLA 100 BT S 72 3l i 45 4 96— FLIN 2
B I EAE 3T CTRHRE 1/ o W AR RE 7R 5, 30 FREFL A 200 757t 5% BSA 1 PBS %
VT TR 1/ SRR B P LA L30T / 5 1% BSA [#) PBS S REFLINA 100
TP, SRBUAR, B Tie 2-Fc, JF =W TFIRE 1 /M. F 200 57t 0. 1% Tween ) PBS
WALV YR . BEFLINA 100 S0 HRP— (B IR(K 1L 23T — A TeG Bl E3t - /M TeG,
HHZERTIRE 45 7380, SRJ5H 200 34Ft 0. 1% Tween (1] PBS VAW FLYES UK ARG HF
LN 100 451 TMB JEY . 7F 370nm F#2HEX 0.D. .

[1234] & 13a, & 13b, FI&] 13c &4 H 4R,

[1235]  SCjiaf] 23

[1236] 1T BiaCore il & HP [ 5 1) — 28 R AECPE PR, FIH SepidyneKinExA 7347 th PEAL 45
e VIR
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[1237]  7£ KinExA (Sapidyne,Boise, Ind.) FiA% 2xCONA-C (Pb5714) 5 huAng-2 {1454 .
Reacti-Gel 6x ¥f (Pierce, Rockford, 111.) Fi5GH huAng—2 A% 3 H A BSA #H]. 10pM
A1 30pM ) 2xCONA-C #F: it 5 - PRI FE I (0. 3pM=3nM) ] huAng-2 fEZ IR MILE 8 /M, 4R
Ja I huAng—2—- G Bk, 1L %t (Cyd) FRidMI=Edt — N —Fe Hifk (Jackson Immuno
Research, West Grove, Pa.) E&IE/NEK - GG IKPUANE. 4i6E SAFE S A H
FRPUAAR (R B i LE 481

[1238] A FHXUMZE — A 45 SRR (KinEx™ 8ok ) M54 ihk AR 2k [0 A 3R 15 B ik
EHTHEEL (KD) o ARG T 55 huAng=2 S5 4 2xCONA-C JI5E KD K142 2pM,

[1230] 4Nl 14 fiT7R, {f /] KinExA 2387, iF BBk $T/A 2xCond % F hAng-2 HA 2pM.
[1240]  SZjfs] 24

[12411  PEG 4LJK

[1242]  FIFHBEIE 14 (met) 15 N- ASHFEIE 1 (Cys) , A N- KSR AE C- A4 5, [ FRHENE I
TIVERXUBEE, F 431ABT & BACE i L1-7 ik

[1243] LI-TJR 5 1 4 K& - % (& — FF)— 5 ok B W % 1Y {8 B¢ MW :5KDa ; FR
YE" mPEGSK—(L1-7 k)"

[1244]  H] 13.5mg FI4EEE - 58 (& 8% ) - SRBEEE (MW = 5KDa ;Shearwater Corp.) ;
0. 27ml ff] 50. Omg/mL ZEMK 1 IV, AT 400 T2 1 (20mM Wl £, 5mM EDTA, pH
6.5) 11 0. 8mg ] L1-7 IKAIW . RAVIRGYTE AC NRE LR, A5 H 1. énl (220
AQ20mM Tris HCl, pH 7.2) %%, 3 HAF Slide-A-Lyzer &5 (3500MWCO, Pierce) " FIAH A
IR PHENT. 7E 1. 0mL. HiTrap Q SepharoseHP % (Amersham Biosciences Corp.) L
T B A A AL BT 0 S IR A . T8I 40 AEARELAN 100 % ZE M A £ 100%
DR B (2P A+0. 5M NaCl) B BEER A 1. OmL 2543 HP gk i th =)0 . i FH Microsep
1K Centrifugal Device(Pall Life Sciences) ¥& IR M m k45 & 250 4Tt, &4F
0.23mg FHA / =T,

[1245]  LI-7T K5 1, 11- X~ SRIEE DUV £ 58 — B2 0 IE SFR4E " PEO4 (L1-7 fk),”
[1246]  H]0.0375 2Z50ff) 1, 11— X — DhoRWEE L VY 55— FF (Pierce) (0. 375mL [{jZE !
W1 0. Img/mL YR ) AbFE 500 GATHEIE 1 AP 1. Omg () L1=7 JWVR (20mM BERR EE , S
EDTA, pH 6.5) o RNIRGWIAEAC LS 3. 33 /M, SR 5 H Slide—A-Lyze r & (3500MWCO,
Pierce) THZZME A(20mM Tris HCI, pH 7.2) &M, 7E 1.OmL HiTrapQ Sepharose HP
#E (Amersham Biosciences Corp.) il & FAC# i AAiENT i R NVIREGY). il
40 FEAABUN 100 % 2207 A 25 100 % ZZ2 3 B ( 2P A+0. 5M NaCl) BEEEFE =4 1. OmL 4%
Ay i e B AR P&, Microsep 1K Centrifugal Device (Pall LifeSciences)
¥ & HHIP= ik 46 2 550 BT, & 0. 12mg |EAMR / 2Tt

[1247]  LI-7HKS 5 (£ —F%) - W — TR EE T (K AR I MW 3. 4KDa o FR4E " PEG3. 4K (L1-7
By,

[1248] H 1. 125 Z o W5 (& B ) - B - 5k Bt W ik (MW = 3. 4KDa, Shearwater
Corp. ) ;0. 563mL FIZEMIE 1 H 2. Omg/mL VAL 1. 5 T+ 1+ 3. Omg [ L1-7 Ik
i (20mM BERR AR, 5uM EDTA, pH 6. 5) o SR AMILE A'C Rk A LB, 4805 T S1ide-A-Lyzer
£ (3500MWCO, Pierce) T FHZEM I A (20mM Tris HCL, pH 7.2) i&Hr. 7F5.0mL HiTrap Q
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Sepharose HP #: (Amersham Biosciences Corp.) it B A8 it iy aifth % /i 1t s BV
BAEY. Wit 40 FEAATUM 100% L2 A 2 100 % L2 B ( 2R A+0. 5M NaCl) 7
=AN 3. 0mL R4 R R 0 . A A Microsep 1K Centrifugal Device (Pall Life
Sciences) ¥& =M w46 2 850 WIt, &4 0. 24mg H A/ =Tt

[1249]  MALDI-TOF Jiifé & Bk

[1250]
FE # S SEIG MS 0Obs. MS
1 L1-7 (%% PEG {LAjik) 3,545 3,538.7
2 mPEG5K- (L1-7 ik ) 8,500 8,851
3 PEO4 (L1-7 Jik), 7,443 7,446. 29
4 PEG 3.4K(L1-7 Jik), 10,550 10,552 6,882.61 3,550.13

[1251]  BHE T PEG 3. 4K(L1-7 ik ) F1 PEO4 (L1-7 Ik ) BIME" " e MREMHH
PN IR AL T2 -G 1) 45 i o

[1252]  IC, J5E

[1253] LISt 2 Frids, i o AR B ELTSA U 52 A B L1-7 F1PEG ALK [¥) hAng :hTie2-Fc
A EAE R BIPDHIVE ) ICs0 AF T A ELTSA, Wnskjitifs] 2 Prik il & 454 7 N Ang-2 £
SRk i e O 2160 7 ELISA. 7E 3 K40 1% BSA FIKZY InM Tie-2(Tie—2-Fc 43 F
PAlt, o Tie—2 #4r R A &0 TR MM ANE 4 sR&D Systems, H3x 5 313-TI) [#)
PBS YAV LA 4 f54 B BE A 1000nM %2 0. 2pM 3% 72 35 16 HT —Ang—2L1-7PEG 4LF1 [ HH k. ]
F ALK 100 T /Tie—2 W Z G, e =30 MR E TR R EHEA K
£50.1% Tween—20 [ PBSJEVETLIR. #¥EZ )5, BALIIAKE) 100 T IHL -Tie—2 ik
(Pharmingen Inc., catalog#b57039) , i ZIKEIARI KA 1 o / =T, WFRRE=R T
HEE R LN B, LEH KL 1% BSA K PBS LA 1 ¢ 10, 000 FHRE B REALINA KL
100 fhFF 2T — /D EL —T1gG-HRP (Pierce Chemical CO., catalog#31432) . 35FEMRAEZEE T
E RZ) 1 /NI ARG & K2 0. 1% Tween—20 1] PBS W& VETLIR . ARG RFLINAKZ) 100
TTHE TMB A (a0 EFiR ) AR B . R TE LT EAERZY 370nm RO
[1254]  L1-7 ik (C-GGGGG—AQ-TNFMPMDDLEQRLYEQFTLQQG-LE) (SEQ ID NO :359) fu.4% : H T
I PEG 19 N- R - WLl fg s F1—A> 5G Ly IEFEAR . B o ik 1Ry 1 v B AT BT A& Hh BB A7 7E AQ
MILE 3741, g hAng-2 :Tie2 #IHITEA 1C,, 45 2R -

[1255]
Ak 1C, (nM)
L1-7 ik 0. 49
mPEG5K— (L1-7 Jik) 11.7
PEO4 (L1-7 Jik ), 20. 064
PEG 3. 4K (L1-7 jK),| 0.058

[1256]<110>AMGEN INC.
[1257]  <120> NIMEEAERGEE -2 FOFRr 5 45 457
[1258]  <130>A-801B
[1259]  <140>NOT YET ASSIGNED
[1260]  <141>2002-10-11
[1261]  <150>US 60/414, 155
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[1262] <151>2002-09-27

[1263]  <150>US 60/328, 624

[1264] <151>2001-10-11

[1265]  <160>359

[1266] <170>Patentln version 3.2

[1267] <210>1

[1268] <211>14

[1269]  <212>PRT

[1270]  <213> A LJF%)

[1271] <220>

[1272]  <223>Ang-2 Z5& K

[1273] <400>1

[1274] Lys Arg Pro Cys Glu Glu Met Trp Gly Gly Cys Asn Tyr Asp
[1275] 1 5 10
[1276] <210>2

[1277] <211>14

[1278]  <212>PRT

[1279]  <213> AT /%%

[1280] <220>

[1281]  <223>Ang-2 4i4fik

[1282]  <400>2

[1283] His Gln Ile Cys Lys Trp Asp Pro Trp Thr Cys Lys His Trp
[1284] 1 5 10
[1285] <210>3

[1286] <211>14

[1287]  <212>PRT

[1288]  <213> A LJF4)

[1289] <220>

[1200]  <223>Ang-2 Z5& ZJik

[1291]  <400>3

[1292] Lys Arg Pro Cys Glu Glu Ile Phe Gly Gly Cys Thr Tyr Gln
[1293] 1 5 10
[1294] <210>4

[12905] <211>14

[1296] <212>PRT

[1207]  <213> A T4

[1298] <220>

[1209]  <223>Ang-2 Zi &% fik

[1300] <400>4
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[1301]  Gln Glu Glu Cys Glu Trp Asp Pro Trp Thr Cys Glu His Met

[1302] 1 5 10

[1303] <210>5

[1304] <211>18

[1305]  <212>PRT

[1306]  <213> N LJF4)

[1307] <220>

[1308]  <223>Ang-2 &i A% ik

[1309] <400>5

[1310] Phe Asp Tyr Cys Glu Gly Val Glu Asp Pro Phe Thr Phe Gly Cys Asp
[1311] 1 5 10 15
[1312] Asn His

[1313] <210>6

[1314] <211>20

[1315]  <212>PRT

[1316]  <213> A LJF7)

[1317] <220>

[1318]  <223>Ang-2 &£k

[1319]  <400>6

[1320] Lys Phe Asn Pro Leu Asp Glu Leu Glu Glu Thr Leu Tyr Glu Gln Phe

[1321] 1 5 10 15
[1322] Thr Phe Gln Gln
[1323] 20

[1324] <210>7

[1325] <211>14

[1326] <212>PRT

[1327]1  <213> N TJ%%)

[1328]  <220>

[1329]  <223>Ang-2 &4 ik

[1330]  <400>7

[1331] Gln Tyr Gly Cys Asp Gly Phe Leu Tyr Gly Cys Met Ile Asn
[1332] 1 5 10
[1333] <210>8

[1334] <211>67

[1335]  <212>DNA

[1336]  <213> A T4

[1337]  <220>

[1338]  <223> HMZ R

[1339] <400>8
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[1340] acaaacaaac atatgggtgc acagaaagcg gcecgcaaaaa aactcgaggg tggaggeggt 60
[1341]  ggggaca 67
[1342] <210>9

[1343] <211>20

[1344]  <212>DNA

[1345]  <213> N LJF4)

[1346] <220>

[1347] <223 HAL T

[1348] <400>9

[1349] ggtcattact ggaccggatc 20
[1350]  <210>10

[1351]  <211>25

[1352]  <212>DNA

[1353]  <213> AN LJ¥4

[1354]  <220>

[1355]  <223> EAZ IR

[1356]  <400>10

[1357] cgtacaggt t tacgcaagaa aatgg 25
[1358]  <210>11

[1359]  <211>66

[1360]  <212>DNA

[1361]  <213> N TLJ¥4

[1362] <220>

[1363]  <223> HZIFIR

[1364] <400>11

[1365] tttgttggat ccattact cg agtttttttg cggecgettt ctgtgecacca ccacctecac 60
[1366] ctttac 66
[1367] <210>12

[1368] <211>32

[1369]  <212>PRT

[1370]  <213> N LJF7)

[1371] <2202

[1372]  <223> BE4Sf5 Ang—2 [MIKDLIE

[1373] <220>

[1374] <221>misc_feature

[1375]  <222>(32).. (32)

[1376] <223>Xaa = Fc

[1377]  <400>12

[1378] Met Gly Ala Gln Lys Phe Asn Pro Leu Asp Glu Leu Glu Glu Thr Leu
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[1379] 1 5 10 15
[1380] Tyr Glu Gln Phe Thr Phe Gln Gln Leu Glu Gly Gly Gly Gly Gly Xaa
[1381] 20 25 30

[1382] <210>13

[1383] <211>29

[1384]  <212>PRT

[1385]  <213> AN TJ¥%)

[1386] <220>

[1387]  <223> fe45 & Ang—2 FIKHTIA
[1388] <220>

[1389] <221>misc_feature

[1390]  <222>(29).. (29)

[1391] <223>Xaa = Fc

[1392]  <400>13

[1393] Met Lys Phe Asn Pro Leu Asp Glu Leu Glu Glu Thr Leu Tyr Glu Gln

[1394] 1 5 10 15
[1395] Phe Thr Phe Gln Gln Leu Glu Gly Gly Gly Gly Gly Xaa
[1396] 20 25

[1397] <210>14

[1398] <211>51

[1399]  <212>PRT

[1400]  <213> AN Lf¢%)

[1401]  <220>

[1402]  <223> fig45 & Ang—2 FIKHTIA
[1403]  <220>

[1404] <221>misc_feature

[1405]  <222>(51).. (51)

[1406] <223>Xaa = Fc

[1407]  <400>14

[1408] Met Lys Phe Asn Pro Leu Asp Glu Leu Glu Glu Thr Leu Tyr Glu Gln

[1409] 1 5 10 15
[1410] Phe Thr Phe Gln Gln Gly Ser Gly Ser Ala Thr Gly Gly Ser Gly Ser
[1411] 20 25 30

[1412] Thr Ala Ser Ser Gly Ser Gly Ser Ala Thr His Leu Glu Gly Gly Gly
[1413] 35 40 45

[1414] Gly Gly Xaa

[1415] 50

[1416] <210>15
[1417]  <211>60
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[1418]  <212>PRT

[1419]  <213> NTLJ¢%)

[1420] <220>

[1421]  <223> Be45& Ang—2 KKK

[1422] <220>

[1423] <221>misc feature

[1424] <222 (60).. (60)

[1425]  <223>Xaa = Fc

[1426] <400>15

[1427] Met Gly Ala Gln Lys Phe Asn Pro Leu Asp Glu Leu Glu Glu Thr Leu

[1428] 1 5 10 15
[1429] Tyr Glu Gln Phe Thr Phe Gln Gln Gly Gly Gly Gly Gly Gly Gly Gly
[1430] 20 25 30

[1431] Lys Phe Asn Pro Leu Asp Glu Leu Glu Glu Thr Leu Tyr Glu Gln Phe
[1432] 35 40 45

[1433] Thr Phe Gln Gln Leu Glu Gly Gly Gly Gly Gly Xaa

[1434] 50 55 60

[1435]  <210>16

[1436] <211>56

[1437]  <212>PRT

[1438]  <213> N LJ%%)

[1439]  <220>

[1440]  <223> fig&45 & Ang—2 HIIkPTIA
[1441]  <220>

[1442] <221>misc_feature

[1443]  <222>(56).. (56)

[1444] <223>Xaa = Fc

[1445]  <400>16

[1446] Met Lys Phe Asn Pro Leu Asp Glu Leu Glu Glu Thr Leu Tyr Glu Gln

[1447] 1 5 10 15
[1448] Phe Thr Phe Gln Gln Gly Gly Gly Gly Gly Gly Gly Lys Phe Asn Pro
[1449] 20 25 30

[1450] Leu Asp Glu Leu Glu Glu Thr Leu Tyr Glu Gln Phe Thr Phe Gln Gln
[1451] 35 40 45

[1452] Leu Glu Gly Gly Gly Gly Gly Xaa

[1453] 50 55

[1454] <210>17
[1455] <211>26
[1456] <212>PRT
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[1457]
[1458]
[1459]
[1460]
[1461]
[1462]
[1463]
[1464]
[1465]
[1466]
[1467]
[1468]
[1469]
[1470]
[1471]
[1472]
[1473]
[1474]
[1475]
[1476]
[1477]
[1478]
[1479]
[1480]
[1481]
[1482]
[1483]
[1484]
[1485]
[1486]
[1487]
[1488]
[1489]
[1490]
[1491]
[1492]
[1493]
[1494]
[1495]

213> N L4

<220>

223> fig 44 Ang-2 KUK BLIA
<220>

<221>misc_feature
<222>(26).. (26)
<223>Xaa = Fc

<400>17

Met Gly Ala Gln Gln Glu Glu Cys Glu Trp Asp Pro Trp Thr Cys Glu

1 5

10

His Met Leu Glu Gly Gly Gly Gly Gly Xaa

20
<210>18

<211>45

<212>PRT

213> NTJF4

<220>

<223> Be4E4 Ang—2 HIKHLK
<220>

<221>misc_feature
<222>(45).. (45)
<223>Xaa = Fc

<400>18

15

Met Gln Glu Glu Cys Glu Trp Asp Pro Trp Thr Cys Glu His Met Gly

1 5

10

15

Ser Gly Ser Ala Thr Gly Gly Ser Gly Ser Thr Ala Ser Ser Gly Ser

20

30

Gly Ser Ala Thr His Leu Glu Gly Gly Gly Gly Gly Xaa

35
<210>19
<211>62
<212>PRT
213> N3
<220>
223> g4 4 Ang-2 KRB
<220>
<221>misc_feature
<222>(62).. (62)
<223>Xaa = Fc

40
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[1496]  <400>19
[1497] Met Gly Ala Gln Gln Glu Glu Cys Glu Trp Asp Pro Trp Thr Cys Glu

[1498] 1 5 10 15
[1499] His Met Gly Ser Gly Ser Ala Thr Gly Gly Ser Gly Ser Thr Ala Ser
[1500] 20 25 30

[1501] Ser Gly Ser Gly Ser Ala Thr His Gln Glu Glu Cys Glu Trp Asp Pro
[1502] 35 40 45

[1503] Trp Thr Cys Glu His Met Leu Glu Gly Gly Gly Gly Gly Xaa

[1504] 50 55 60

[1505]  <210>20

[1506]  <211>31

[1507]  <212>PRT

[1508]  <213> A LJ¥4

[1509]  <220>

[1510]  <223> 45+ Ang—2 HIKPLIE
[1511]  <220>

[1512] <221>misc_feature

[1513]  <222>(2).. (2)

[1514] <223>Xaa = Fc

[1515]  <400>20

[1516] Met Xaa Gly Gly Gly Gly Gly Ala Gln Lys Phe Asn Pro Leu Asp Glu

(15171 1 5 10 15
[1518] Leu Glu Glu Thr Leu Tyr Glu Gln Phe Thr Phe Gln Gln Leu Glu
[1519] 20 25 30

[1520] <210>21

[1521]  <211>53

[1522]  <212>PRT

[1523]  <213> A L34

[1524]  <220>

[1525]  <223> fe45 & Ang=2 IRIIKHTIA
[1526] <220>

[1527] <221>misc_feature

[1528]  <222>(2).. (2)

[1529]  <223>Xaa = Fc

[1530]  <400>21

[1531] Met Xaa Gly Gly Gly Gly Gly Ala Gln Gly Ser Gly Ser Ala Thr Gly

[1532] 1 5 10 15
[1533] Gly Ser Gly Ser Thr Ala Ser Ser Gly Ser Gly Ser Ala Thr His Lys
[1534] 20 25 30
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[1535] Phe Asn Pro Leu Asp Glu Leu Glu Glu Thr Leu Tyr Glu Gln Phe Thr

[1536] 35 40 45
[1537] Phe Gln Gln Leu Glu
[1538] 50

[1539] <210>22

[1540] <211>59

[1541]  <212>PRT

[1542]  <213> N T

[1543]  <220>

[1544]  <223> BE4SF5 Ang—2 [MIKPLIE
[1545]  <220>

[1546] <221>misc_feature

[1547]  <222>(2).. (2)

[1548] <223>Xaa = Fc

[1549]  <400>22

[1550] Met Xaa Gly Gly Gly Gly Gly Ala Gln Lys Phe Asn Pro Leu Asp Glu

[1551] 1 5 10 15
[1552] Leu Glu Glu Thr Leu Tyr Glu Gln Phe Thr Phe Gln Gln Gly Gly Gly
[1553] 20 25 30

[1554] Gly Gly Gly Gly Gly Lys Phe Asn Pro Leu Asp Glu Leu Glu Glu Thr
[1555] 35 40 45

[1556] Leu Tyr Glu Gln Phe Thr Phe Gln Gln Leu Glu

[1557] 50 55

[1558] <210>23

[1559]  <211>25

[1560]  <212>PRT

[1561]  <213> A L7401

[1562]  <220>

[1563]  <223> g4 Ang—2 KRR
[1564]  <220>

[1565] <221>misc_feature

[1566]  <222>(2).. (2)

[1567] <223>Xaa = Fc

[1568]  <400>23

[1569] Met Xaa Gly Gly Gly Gly Gly Ala Gln Gln Glu Glu Cys Glu Trp Asp

[1570] 1 5 10 15
[1571]  Pro Trp Thr Cys Glu His Met Leu Glu
[1572] 20 25

[1573] <210>24
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[1574]  <211>47

[1575]  <212>PRT

[1576]  <213> N L7

[1577]  <220>

[1578]  <223> g4 Ang—2 KKK
[1579]  <220>

[1580] <221>misc_feature

[1581]  <222>(2).. (2)

[1582]  <223>Xaa = Fc

[1583]  <400>24

[1584] Met Xaa Gly Gly Gly Gly Gly Ala Gln Gly Ser Gly Ser Ala Thr Gly

[1585] 1 5 10 15
[1586] Gly Ser Gly Ser Thr Ala Ser Ser Gly Ser Gly Ser Ala Thr His Gln
[1587] 20 25 30

[1588] Glu Glu Cys Glu Trp Asp Pro Trp Thr Cys Glu His Met Leu Glu
[1589] 35 40 45

[1590]  <210>25

[1591]  <211>61

[1592]  <212>PRT

[1593]  <213> NLJ74

[1594]  <220>

[1505]  <223> FE45 & Ang—2 [AJIKPLIL
[1596]  <220>

[1597] <221>misc feature

[1598]  <222>(2).. (2)

[1599]  <223>Xaa = Fc

[1600]  <400>25

[1601] Met Xaa Gly Gly Gly Gly Gly Ala Gln Gln Glu Glu Cys Glu Trp Asp

[1602] 1 5 10 15
[1603] Pro Trp Thr Cys Glu His Met Gly Ser Gly Ser Ala Thr Gly Gly Ser
[1604] 20 25 30

[1605] Gly Ser Thr Ala Ser Ser Gly Ser Gly Ser Ala Thr His Gln Glu Glu
[1606] 35 40 45

[1607] Cys Glu Trp Asp Pro Trp Thr Cys Glu His Met Leu Glu

[1608] 50 55 60

[1609] <210>26

[1610] <211>75

[1611] <212>PRT
[1612]  <213> AN TLJ¢%)
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[1613] <220>

[1614]  <223> Be4i & Ang—2 HIIKDIIAK

[1615]  <220>

[1616] <221>misc_feature

[1617]  <222>(75).. (75)

[1618] <223>Xaa = Fc

[1619]  <400>26

[1620] Met Gly Ala Gln Glu Glu Cys Glu Trp Asp Pro Trp Thr Cys Glu His

[1621] 1 5 10 15
[1622] Met Gly Gly Gly Gly Gly Gly Gly Gly Lys Phe Asn Pro Leu Asp Glu
[1623] 20 25 30

[1624] Leu Glu Glu Thr Leu Tyr Glu Gln Phe Thr Phe Gln Gln Gly Ser Gly
[1625] 35 40 45

[1626] Ser Ala Thr Gly Gly Ser Gly Ser Thr Ala Ser Ser Gly Ser Gly Ser
[1627] 50 55 60

[1628] Ala Thr His Leu Glu Gly Gly Gly Gly Gly Xaa

[1629] 65 70 75

[1630] <210>27

[1631] <211>72

[1632]  <212>PRT

[1633]  <213> N L7

[1634]  <220>

[1635]  <223> fig4h & Ang—2 FIkPTIA
[1636] <220>

[1637] <221>misc_feature

[1638]  <222>(2).. (2)

[1639] <223>Xaa = Fc

[1640]  <400>27

[1641] Met Xaa Gly Gly Gly Gly Gly Ala Gln Gly Ser Gly Ser Ala Thr Gly

[1642] 1 5 10 15
[1643] Gly Ser Gly Ser Thr Ala Ser Ser Gly Ser Gly Ser Ala Thr His Lys
[1644] 20 25 30

[1645] Phe Asn Pro Leu Asp Glu Leu Glu Glu Thr Leu Tyr Glu Gln Phe Thr
[1646] 35 40 45

[1647] Phe Gln Gln Gly Gly Gly Gly Gly Gln Glu Glu Cys Glu Trp Asp Pro
[1648] 50 55 60

[1649] Trp Thr Cys Glu His Met Leu Glu

[1650] 65 70

[1651] <210>28
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[1652]  <211>30

[1653]  <212>PRT

[1654]  <213> AT 34

[1655]  <220>

[1656]  <223> FE45 & Ang—2 [HIIKPLIA
[1657]  <220>

[1658] <221>misc_feature

[1659]  <222>(30).. (30)

[1660] <223>Xaa = Fc

[1661]  <400>28

[1662] Met Gly Ala Gln Phe Asp Tyr Cys Glu Gly Val Glu Asp Pro Phe Thr

[1663] 1 5 10 15
[1664] Phe Gly Cys Asp Asn His Leu Glu Gly Gly Gly Gly Gly Xaa
[1665] 20 25 30

[1666] <210>29

[1667] <211>26

[1668]  <212>PRT

[1669]  <213> AT %4

[1670] <220>

[1671]  <223> HE4i A Ang—2 HIIKHLIAR
[1672] <220>

[1673] <221>misc_feature

[1674]  <222>(26).. (26)

[1675] <223>Xaa = Fc

[1676]  <400>29

[1677] Met Gly Ala Gln Gln Tyr Gly Cys Asp Gly Phe Leu Tyr Gly Cys Met

[1678] 1 5 10 15
[1679] Tle Asn Leu Glu Gly Gly Gly Gly Gly Xaa
[1680] 20 25

[1681] <210>30

[1682] <211>26

[1683]  <212>PRT

[1684]  <213> A T /%%

[1685]  <220>

[1686]  <223> He4i& Ang—2 HIKDLIAK
[1687]  <220>

[1688] <221>misc_feature

[1689]  <222>(26).. (26)

[1690] <223>Xaa = Fc
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[1691]  <400>30
[1692] Met Gly Ala Gln Lys Arg Pro Cys Glu Glu Met Trp Gly Gly Cys Asn

[1693] 1 5 10 15
[1694] Tyr Asp Leu Glu Gly Gly Gly Gly Gly Xaa
[1695] 20 25

[1696] <210>31

[1697] <211>26

[1698]  <212>PRT

[1699]  <213> A LJF4

[1700] <220>

[1701]  <223> fE45 & Ang—2 IIIKHTIA
[1702] <220>

[1703] <221>misc_feature

[1704]  <222>(26).. (26)

[1705] <223>Xaa = Fc

[1706]  <400>31

[1707] Met Gly Ala Gln His Gln Ile Cys Lys Trp Asp Pro Trp Thr Cys Lys

[1708] 1 5 10 15
[1709] His Trp Leu Glu Gly Gly Gly Gly Gly Xaa
[1710] 20 25

[1711]  <210>32

[1712] <211>26

[1713]  <212>PRT

[1714]  <213> A LJF#3

[1715]  <220>

[1716]  <223> 45 & Ang—2 FIKHTIA
[1717] <220>

[1718] <221>misc_feature

[1719]  <222>(26).. (26)

[1720] <223>Xaa = Fc

[1721]  <400>32

[1722] Met Gly Ala Gln Lys Arg Pro Cys Glu Glu Ile Phe Gly Gly Cys Thr

[1723] 1 5 10 15
[1724] Tyr Gln Leu Glu Gly Gly Gly Gly Gly Xaa
[1725] 20 25

[1726] <210>33

[1727] <211>784
[1728]  <212>DNA
[1729]  <213> AN LJ¢%)
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[1730] <220>

[1731]  <223> HfHAESS & Ang—2 HIAKHTIRI DNA

[1732]  <400>33

[1733] atgggtgcac agaaattcaa cccgetggac gaactggaag aaactctgta cgaacagttc 60
[1734] actttccage agctcgaggg tggaggeggt ggggacaaaa ctcacacatg tccaccttge 120
[1735] ccagcacctg aactcctggg gggaccgteca gttttectet teccecccaaa acccaaggac 180
[1736] accctcatga tctcecggac ccctgaggte acatgegtgg tggtggacgt gagcecacgaa 240
[1737] gaccctgagg tcaagttcaa ctggtacgtg gacggegtgg aggtgecataa tgccaagaca 300
[1738] aagccgeggg aggageagta caacagecacg taccgtgtgg tcagegtect caccgtectg 360
[1739] caccaggact ggctgaatgg caaggagtac aagtgcaagg tctccaacaa agccctecca 420
[1740] gcecccateg agaaaaccat ctccaaagec aaagggeage cccgagaacce acaggtgtac 480
[1741] accctgeecece catcecggga tgagetgace aagaaccagg tcagectgac ctgectggte 540
[1742] aaaggcttct atcccagega catcecgecgtg gagtgggaga gcaatgggea gecggagaac 600
[1743] aactacaaga ccacgcctee cgtgetggac tecgacgget cecttettect ctacagcaag 660
[1744] ctcaccgtgg acaagagcag gtggcagecag gggaacgtcet tctcatgete cgtgatgeat 720
[1745] gaggctcetge acaaccacta cacgcagaag agectcecteee tgtetecggg taaataatgg 780
[1746] atcc 784
[1747] <210>34

[1748] <211>768

[1749] <212>DNA

[1750]  <213> N L7

[1751]  <220>

[1752]  <223> fihRELT & Ang—2 HIBKHTIATK DNA

[1753]  <400>34

[1754] atgaaattca acccgctgga cgaactggaa gaaactctgt acgaacagtt cactttccag 60
[1755] cagctcgagg gtggaggegg tggggacaaa actcacacat gtccaccttg cccagcacct 120
[1756] gaactcctgg ggggaccgte agttttceete ttccecccaa aacccaagga caccctcatg 180
[1757] atctcccgga cccctgaggt cacatgegtg gtggtggacg tgagceccacga agaccctgag 240
[1758] gtcaagttca actggtacgt ggacggegtg gaggtgecata atgccaagac aaagccgegsg 300
[1759] gaggagcagt acaacagcac gtaccgtgtg gtcagegtec tcaccgtect gcaccaggac 360
[1760] tggctgaatg gcaaggagta caagtgcaag gtctccaaca aagcecctcce ageccccate 420
[1761] gagaaaacca tctccaaagc caaagggcecag ccccecgagaac cacaggtgta cacccetgecee 480
[1762] ccatcceggg atgagetgac caagaaccag gtcagectga cctgectggt caaaggette 540
[1763] tatcccageg acatcgeegt ggagtgggag agcaatggge agecggagaa caactacaag 600
[1764] accacgccte ccgtgetgga ctecgacgge tecttettee tetacagecaa getcacegtg 660
[1765] gacaagagca ggtggcagca ggggaacgtc ttctcatget ccgtgatgeca tgaggetetg 720
[1766] cacaaccact acacgcagaa gagcctctee ctgtetecgg gtaaataa 768
[1767] <210>35

[1768] <211>834
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[1769]  <212>DNA

[1770]  <213> N TJF¥4

[(1771]  <220>

[1772]  <223> 4ihSRELS & Ang—2 HIAKHTAATK DNA

[1773]  <400>35

[1774] atgaaattca acccgctgga cgaactggaa gaaactctgt acgaacagtt cactttccag 60
[1775] cagggatccg gttectgetac tggtggttcee ggetccaccg caagetetgg ttcaggeagt 120
[1776] gcgactcate tcgagggtgg aggeggtggg gacaaaactce acacatgtce accttgecca 180
[1777] gcacctgaac tcctgggggg accgtcagtt ttectettee cceccaaaace caaggacacce 240
[1778] ctcatgatct cccggaccce tgaggtcaca tgegtggtge tggacgtgag ccacgaagac 300
[1779] cctgaggtca agttcaactg gtacgtggac ggcgtggagg tgcataatge caagacaaag 360
[1780] ccgegggagg agcagtacaa cagcacgtac cgtgtggteca gegtectecac cgtectgeac 420
[1781] caggactggce tgaatggcaa ggagtacaag tgcaaggtct ccaacaaagce cctcccagec 480
[1782] cccatcgaga aaaccatctc caaagccaaa gggcecagecce gagaaccaca ggtgtacacce 540
[1783] ctgceeccat ccecgggatga getgaccaag aaccaggtceca gectgaccetg cctggtcaaa 600
[1784] ggcttctate ccagecgacat cgecgtggag tgggagagea atgggeagee ggagaacaac 660
[1785] tacaagacca cgcctecegt getggactee gacggetect tettecteta cagcaagete 720
[1786] accgtggaca agagcaggtg gcagcagggg aacgtcettcet catgetecgt gatgecatgag 780
[1787] gctctgecaca accactacac gcagaagage ctctcecetgt ctecgggtaa ataa 834
[1788] <210>36

[1789] <211>861

[1790]  <212>DNA

[1791]  <213> N TLJ¥41

[1792] <220>

[1793]  <223> GRS RELS 5 Ang—2 HIARTTARIY) DNA

[1794] <400>36

[1795] atgggtgcac agaaattcaa cccgetggac gaactggaag aaactctgta cgaacagttc 60
[1796] actttccagc agggtggtgg tggtggtgge ggtggtaagt tcaacccact ggatgagetg 120
[1797] gaagagactc tgtatgaaca gttcactttc cagcaactcg agggtggagg cggtggggac 180
[1798] aaaactcaca catgtccacc ttgcccagea cctgaactece tggggggace gtcagtttte 240
[1799] ctcetteecee caaaacccaa ggacacccte atgatcectecece ggaccectga ggtcacatge 300
[1800] gtggtggtgg acgtgageca cgaagaccct gaggtcaagt tcaactggta cgtggacgge 360
[1801] gtggaggtge ataatgccaa gacaaagcecg cgggaggage agtacaacag cacgtaccgt 420
[1802] gtggtcagecg tcctcacegt cctgecaccag gactggetga atggcaagga gtacaagtge 480
[1803] aaggtctcca acaaagccect cccagecccee atcgagaaaa ccatctccaa agccaaaggg 540
[1804] cagcccecegag aaccacaggt gtacaccctg ccccecatece gggatgaget gaccaagaac 600
[1805] caggtcagcee tgacctgect ggtcaaagge ttctatccca gegacatcge cgtggagtgg 660
[1806] gagagcaatg ggcagccgga gaacaactac aagaccacge ctceegtget ggactcecgac 720
[1807] ggcteettet tectetacag caagetcace gtggacaaga gecaggtggea gecaggggaac 780
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[1808]
[1809]
[1810]
[1811]
[1812]
[1813]
[1814]
[1815]
[1816]
[1817]
[1818]
[1819]
[1820]
[1821]
[1822]
[1823]
[1824]
[1825]
[1826]
[1827]
[1828]
[1829]
[1830]
[1831]
[1832]
[1833]
[1834]
[1835]
[1836]
[1837]
[1838]
[1839]
[1840]
[1841]
[1842]
[1843]
[1844]
[1845]
[1846]

gtcttctcat geteccgtgat gecatgagget ctgecacaacc actacacgceca gaagagecte

tceetgtete cgggtaaata a

<210>37
<211>849
<212>DNA

213> NLJF4

220>

<223> Yl RELE G Ang—2 KPR DNA

<400>37
atgaaattca
cagggtggty
tatgaacagt
tgtccacctt
aaacccaagg
gtgagccacg
aatgccaaga
ctcaccgtcce
aaagccctece
ccacaggtgt
acctgectgg
cagccggaga
ctctacagca
tcecgtgatge
ggtaaa taa
<210>38
<211>759
<212>DNA

acccgcetgga
gtggtggegs
tcactttcca
gcccageacce
acaccctcat
aagaccctga
caaagccgeg
tgcaccagga
cagcccccat
acaccctgece
tcaaaggctt
acaactacaa
agctcaccgt

atgaggctct

213> NILF4

220>

cgaactggaa
tggtaagttc
gcaactcgag
tgaactcctg
gatctccegg
ggtcaagttc
ggaggageag
ctggctgaat
cgagaaaacc
cccatcceegg
ctatcccage
gaccacgcct
ggacaagagc

gcacaaccac

gaaactctgt
aacccactgg
ggtggaggceg
gggggaccgt
acccctgagg
aactggtacg
tacaacagca
ggcaaggagt
atctccaaag
gatgagctga
gacatcgeeg
ccegtgetgg
aggtggcage
tacacgcaga

<223> Yl RELE & Ang—2 KPR DNA

<400>38

atgggtgcac
ggtggaggcg
gggggaccgt
acccctgagg
aactggtacg
tacaacagca
ggcaaggagt

atctccaaag

agcaggaaga
gtggggacaa
cagttttecct
tcacatgecgt
tggacggegt
cgtaccgtgt
acaagtgcaa

ccaaagggca

atgcgaatgg
aactcacaca
cttceeccca
ggtggtggac
ggaggtgcat
ggtcagegtc
ggtctccaac

gceeccgagaa

gacccatgga
tgtccacctt
aaacccaagg
gtgagccacg
aatgccaaga
ctcaccgtcce
aaagccctee

ccacaggtgt

108

acgaacagtt
atgagctgga
gtggggacaa
cagttttcct
tcacatgegt
tggacggcegt
cgtaccgtgt
acaagtgcaa
ccaaagggca
ccaagaacca
tggagtggga
actccgacgg

aggggaacgt
agagcctcete

cttgcgaaca
gcececageace
acaccctcat
aagaccctga
caaagccgeg
tgcaccagga
cagcccccat

acaccctgece

cactttccag
agagactctg
aactcacaca
cttceeeeca
ggtggtggac
ggaggtgeat
ggtcagegtc
ggtctccaac
gccecgagaa
ggtcagcectg
gagcaatggg
ctccttette
cttctecatge
cctgteteeg

catgctcgag
tgaactcctg
gatctcccgg
ggtcaagttc
ggaggagcag
ctggctgaat
cgagaaaacc

cccatceegg

840
861

60

120
180
240
300
360
420
480
540
600
660
720
780
840
849

60

120
180
240
300
360
420
480
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[1847]
[1848]
[1849]
[1850]
[1851]
[1852]
[1853]
[1854]
[1855]
[1856]
[1857]
[1858]
[1859]
[1860]
[1861]
[1862]
[1863]
[1864]
[1865]
[1866]
[1867]
[1868]
[1869]
[1870]
[1871]
[1872]
[1873]
[1874]
[1875]
[1876]
[1877]
[1878]
[1879]
[1880]
[1881]
[1882]
[1883]
[1884]
[1885]

gatgagctga ccaagaacca ggtcagcectg acctgectgg

gacatcgccecg tggagtggga gagcaatggg cagceccggaga
ccegtgetgg actceccgacgg ctecttette ctectacagea

aggtggcage aggggaacgt cttctcatge tceccgtgatge

tacacgcaga agagcctcte cctgtetecg ggtaaataa

<210>39
<211>816
<212>DNA

213> NLF4

220>

<223> Yl RELE & Ang—2 KPR DNA

<400>39
atgcaggaag
actggtggtt
ggaggeggtly
ggaccgtcag
cctgaggtca
tggtacgtgg
aacagcacgt
aaggagtaca
tccaaagcca
gagctgacca
atcgececgtgg
gtgctggact
tggcagcagg
acgcagaaga
<210>40
<211>867
<212>DNA

aatgcgaatg
ccggcetecac
gggacaaaac
ttttectett
catgcgtggt
acggegtgga
accgtgtggt
agtgcaaggt
aagggcagece
agaaccaggt
agtgggagag
ccgacggete
ggaacgtctt

gcceteteeet

213> NLF4

<220>

ggacccatgg
cgcaagetet
tcacacatgt
ccceccaaaa
ggtggacgtyg
ggtgcataat
cagcgtecte
ctccaacaaa
ccgagaacca
cagcctgacc
caatgggcag
cttcttecte
ctcatgetcc

gtctecegggt

acttgcgaac
ggttcaggca
ccaccttgee
cccaaggaca
agccacgaag
gccaagacaa
accgtcctge
gceeteccag
caggtgtaca
tgeetggtea
ccggagaaca
tacagcaagc
gtgatgcatg

aaataa

223> it RELS & Ang—=2 IR IKTTIA ) DNA

<400>40

atgggtgcac agcaggaaga atgcgaatgg gacccatgga cttgegaaca catgggatce

tcaaaggctt
acaactacaa
agctcaccgt

atgaggctct

acatgggatc
gtgcgactca
cagcacctga
ccctecatgat
accctgaggt
agccgeggga
accaggactg
cccecatega
ccetgeececee
aaggcttcta
actacaagac
tcaccgtgga
aggctctgea

ctatcccage
gaccacgcct
ggacaagagc

gcacaaccac

cggttctget
tctcgagggt
actcctgggg
ctceeggacce
caagttcaac
ggagcagtac
gctgaatgge
gaaaaccatc
atcccgggat
tcccagegac
cacgcctcecee
caagagcagg

caaccactac

ggttctgeta ctggtggttc cggeteccace gecaagetetg gttcaggeag tgegactcat

caggaagaat gcgaatggga cccatggact tgcgaacaca tgetcgaggg tggaggeggt

ggggacaaaa ctcacacatg tccaccttge ccagcacctg aactcctggg gggaccgtca

gttttcetet tceccececccaaa acccaaggac accctcatga tectcecceggac cectgaggte

acatgcgtgg tggtggacgt gagccacgaa gaccctgagg tcaagttcaa ctggtacgtg
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540
600
660
720
759

60

120
180
240
300
360
420
480
540
600
660
720
780
816

60
120
180
240
300
360
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[1886] gacggegtgg aggtgecataa tgccaagaca aageccgeggg aggageagta caacagcacg 420
[1887] taccgtgtgg tcagecgtect caccgtectg caccaggact ggetgaatgg caaggagtac 480
[1888] aagtgcaagg tctccaacaa agccctccca geccccateg agaaaaccat ctccaaagee 540
[1889] aaagggcage cccgagaacc acaggtgtac accctgeccc catcceccggga tgagetgacce 600
[1890] aagaaccagg tcagcctgac ctgectggtc aaaggettct atcccagega catcgeegtg 660
[1891] gagtgggaga gcaatgggca gccggagaac aactacaaga ccacgectce cgtgetggac 720
[1892] tccgacgget ccttettect ctacagcaag ctcaccgtgg acaagagecag gtggecageag 780
[1893] gggaacgtct tctcatgete cgtgatgeat gaggetctge acaaccacta cacgecagaag 840
[1894] agcctcteece tgtecteeggg taaataa 867
[1895]  <210>41

[1896] <211>774

[1897]  <212>DNA

[1898]  <213> N LJF7

[1899] <2202

[1900]  <223> #fHAESS & Ang—2 HIBKHTIAIY DNA

[1901]  <400>41

[1902] atggacaaaa ctcacacatg tccaccttge ccagcacctg aactcctggg gggaccgtea 60
[1903] gttttcetet tececccaaa acccaaggac accctecatga tetceccggac ccctgaggte 120
[1904] acatgcgtgg tggtggacgt gagccacgaa gaccctgagg tcaagttcaa ctggtacgtg 180
[1905] gacggcgtgg aggtgcataa tgccaagaca aagcecgeggg aggageagta caacageacg 240
[1906] taccgtgtgg tcagecgtect caccgtectg caccaggact ggectgaatgg caaggagtac 300
[1907] aagtgcaagg tctccaacaa agccctecca geccccatcg agaaaaccat ctccaaagece 360
[1908] aaagggcage cccgagaacc acaggtgtac accctgeccce catcceccggga tgagetgace 420
[1909] aagaaccagg tcagcctgac ctgectggte aaaggettct atcccagega catcgeegtg 480
[1910] gagtgggaga gcaatgggca gccggagaac aactacaaga ccacgectcee cgtgetggac 540
[1911] tccgacgget ccttettect ctacagcaag ctcaccgtgg acaagagecag gtggecageag 600
[1912] gggaacgtct tctcatgete cgtgatgecat gaggetctge acaaccacta cacgcagaag 660
[1913] agcctetecee tgtetecggg taaaggtgga ggtggtggtg cacagaaatt caacccgetg 720
[1914] gacgagctgg aagagactct gtacgaacag tttacttttc aacagctcga gtaa 774
[1915]  <210>42

[1916] <211>840

[1917]  <212>DNA

[1918]  <213> N LJF7)

[1919] <220>

[1920]  <223> #fHfESS & Ang—2 HIBKHTIAIY DNA

[1921]  <400>42

[1922] atggacaaaa ctcacacatg tccaccttge ccagcacctg aactcctggg gggaccgtcea 60
[1923] gttttcetet tececccaaa acccaaggac accctecatga tetecceggac cectgaggte 120
[1924] acatgcgtgg tggtggacgt gagccacgaa gaccctgagg tcaagttcaa ctggtacgtg 180
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[1925] gacggcecgtgg aggtgcataa tgccaagaca aagcecgeggg aggageagta caacageacg 240
[1926] taccgtgtgg tcagecgtect caccgtectg caccaggact ggetgaatgg caaggagtac 300
[1927] aagtgcaagg tctccaacaa agccctecca geccccatcg agaaaaccat ctccaaagece 360
[1928] aaagggcage cccgagaacc acaggtgtac accctgeccc catcceccggga tgagetgacce 420
[1929] aagaaccagg tcagcctgac ctgectggte aaaggettct atcccagega catcgeegtg 480
[1930] gagtgggaga gcaatgggca gccggagaac aactacaaga ccacgectce cgtgetggac 540
[1931] tccgacgget ccttettect ctacagcaag ctcaccgtgg acaagagecag gtggecageag 600
[1932] gggaacgtct tctcatgete cgtgatgecat gaggetctge acaaccacta cacgcagaag 660
[1933] agcctetecee tgteteeggg taaaggtgga ggtgetggtg cacagggate cggttetget 720
[1934] actggtggtt ccggetecac cgecaagetet ggttcaggea gtgegactceca taaattcaac 780
[1935] ccgetggacg aactggaaga aactctgtac gaacagttca ctttccagea actcgagtaa 840
[1936] <210>43

[1937] <211>858

[1938]  <212>DNA

[1939]  <213> N LJF7)

[1940] <220>

[1941]  <223> ZifHfESS & Ang—2 HIBKHTIAIY DNA

[1942] <400>43

[1943] atggacaaaa ctcacacatg tccaccttgec ccagcacctg aactcctggg gggaccgtea 60
[1944] gttttcetet tececccaaa acccaaggac accctecatga tetecceggac cectgaggte 120
[1945] acatgcgtgg tggtggacgt gagccacgaa gaccctgagg tcaagttcaa ctggtacgtg 180
[1946] gacggcecgtgg aggtgcataa tgccaagaca aagcecgeggg aggageagta caacageacg 240
[1947] taccgtgtgg tcagcgtcct caccgtcctg caccaggact ggectgaatgg caaggagtac 300
[1948] aagtgcaagg tctccaacaa agccctecca geccccatcg agaaaaccat ctccaaagec 360
[1949] aaagggcage cccgagaacce acaggtgtac acccectgecce catcecggga tgagetgace 420
[1950] aagaaccagg tcagcctgac ctgectggtc aaaggettcet atcccagega catcgeegtg 480
[1951] gagtgggaga gcaatgggca gccggagaac aactacaaga ccacgectcee cgtgetggac 540
[1952] tcegacgget ccettettect ctacagcaag ctcaccgtgg acaagagcecag gtggcecageag 600
[1953] gggaacgtct tctcatgete cgtgatgecat gaggetctge acaaccacta cacgcagaag 660
[1954] agcctetecee tgtetecggg taaaggtgga ggtggtggtg cacagaaatt caacccgetg 720
[1955] gacgaactgg aagaaactct gtacgaacag ttcactttcc agcagggtgg tggtggtggt 780
[1956] ggcggtggta agttcaacce actggatgag ctggaagaga ctctgtatga acagttcact 840
[1957] ttccagcaac tcgagtaa 858
[1958]  <210>44

[1959]  <211>756

[1960] <212>DNA

[1961]  <213> N L7

[1962] <220>

[1963]  <223> HifHAESS & Ang—2 HIAKHTIRI DNA
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[1964] <400>44

[1965] atggacaaaa ctcacacatg tccaccttge ccagcacctg aactcctggg gggaccgtea 60
[1966] gttttcetet tececccaaa acccaaggac accctcecatga tetceccceggac cectgaggte 120
[1967] acatgcgtgg tggtggacgt gagccacgaa gaccctgagg tcaagttcaa ctggtacgtg 180
[1968] gacggcecgtgg aggtgcataa tgccaagaca aagcecgeggg aggageagta caacageacg 240
[1969] taccgtgtgg tcagcgtcet caccgtectg caccaggact ggetgaatgg caaggagtac 300
[1970] aagtgcaagg tctccaacaa agccctecca geccccateg agaaaaccat ctccaaagec 360
[1971] aaagggcage cccgagaacc acaggtgtac acccectgecce catccecggga tgagetgace 420
[1972] aagaaccagg tcagcctgac ctgectggtc aaaggettcet atcccagega catcgeegtg 480
[1973] gagtgggaga gcaatgggca gccecggagaac aactacaaga ccacgectcee cgtgetggac 540
[1974] tccgacgget ccttettect ctacagcaag ctcaccgtgg acaagagceag gtggecageag 600
[1975] gggaacgtct tctcatgete cgtgatgecat gaggetctge acaaccacta cacgcagaag 660
[1976] agcctetecee tgtetecggg taaaggtgga ggtggtggtg cacagcagga agaatgegaa 720
[1977] tgggacccat ggacttgega acacatgetc gagtaa 756
[1978]  <210>45

[1979] <211>822

[1980] <212>DNA

[1981]  <213> N LJF7)

[1982] <220>

[1983]  <223> HfHAESS & Ang—2 HIAKHTIAI DNA

[1984]  <400>45

[1985] atggacaaaa ctcacacatg tccaccttge ccagcacctg aactcctggg gggaccgtea 60
[1986] gttttectet tccecccaaa acccaaggac accctcatga tctceccececggac ccctgaggte 120
[1987] acatgcgtgg tggtggacgt gagccacgaa gaccctgagg tcaagttcaa ctggtacgtg 180
[1988] gacggegtgg aggtgecataa tgccaagaca aagcecgeggg aggageagta caacagecacg 240
[1989] taccgtgtgg tcagegtect caccgtectg caccaggact ggetgaatgg caaggagtac 300
[1990] aagtgcaagg tctccaacaa agccctecca geccccateg agaaaaccat ctccaaagec 360
[1991] aaagggcage cccgagaacce acaggtgtac acccectgecce catcecggga tgagetgace 420
[1992] aagaaccagg tcagcctgac ctgectggte aaaggettct atcccagega catcgeegtg 480
[1993] gagtgggaga gcaatgggca gccecggagaac aactacaaga ccacgectcee cgtgetggac 540
[1994] tccgacgget ccttettect ctacagcaag ctcaccgtgg acaagagceag gtggecageag 600
[1995] gggaacgtct tctcatgete cgtgatgecat gaggetctge acaaccacta cacgcagaag 660
[1996] agcctetecee tgteteeggg taaaggtgga ggtgetggtg cacagggate cggttetget 720
[1997] actggtggtt ccggetecac cgecaagetet ggttcaggea gtgegactca tcaggaagaa 780
[1998] tgcgaatggg acccatggac ttgegaacac atgetcgagt aa 822
[1999]  <210>46

[2000] <211>864

[2001]  <212>DNA

[2002]  <213> NTJ¥4
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[2003]
[2004]
[2005]
[2006]
[2007]
[2008]
[2009]
[2010]
[2011]
[2012]
[2013]
[2014]
[2015]
[2016]
[2017]
[2018]
[2019]
[2020]
[2021]
[2022]
[2023]
[2024]
[2025]
[2026]
[2027]
[2028]
[2029]
[2030]
[2031]
[2032]
[2033]
[2034]
[2035]
[2036]
[2037]
[2038]
[2039]
[2040]
[2041]

<220>

<223> L he 554 Ang—2 [FIIKBLAAR] DNA

<400>46
atggacaaaa
gtttteetet
acatgcgtgg
gacggeglgg
taccgtgtgg
aagtgcaagg
aaagggcage
aagaaccagg
gagtgggaga
tccgacgget
gggaacgtct
agcctetecece
tgggacccat
accgcaagct
acttgcgaac
<210>47
<211>906
<212>DNA

ctcacacatg
tcceeccaaa
tggtggacgt
aggtgcataa
tcagecgteet
tctccaacaa
cccgagaacce
tcagcctgac
gcaatgggea
ccttettect
tctcatgetc
tgtcteecggg
ggacttgcga
ctggttcagg

acatgctcga

213> NTF%)

<220

tccaccttge
acccaaggac
gagccacgaa
tgccaagaca
caccgtcctg
agccctececea
acaggtgtac
ctgectggte
gcecggagaac
ctacagcaag
cgtgatgcat
taaaggtgga
acacatggga
cagcgegact

gtaa

ccagcacctg
accctcatga
gaccctgagg
aageccgeges
caccaggact
gccececateg
accctgeecce
aaaggcttct
aactacaaga
ctcaccgtgg
gaggctctge
ggtggteggty
tccggttetg

catcaggaag

<223> Yt e 454 Ang—2 [FIIKBLAAIRT DNA

<400>47

atgggtgcac
ggtggtggeg
ttcactttce
ggttcaggca
ccaccttgee
cccaaggaca
agccacgaag
gccaagacaa
accgtectge
gcceteccag
caggtgtaca
tgcetggtea
ccggagaaca

tacagcaagc

aggaagaatg
gtggtaaatt
agcagggatc
gtgcgactca
cagcacctga
ccctecatgat
accctgaggt
agccgeggega
accaggactg
cceecatega
ccetgeececee
aaggcttcta
actacaagac

tcaccgtgga

cgaatgggac
caacccgetg
cggttetget
tctcgagggt
actcctgggg
ctceeggacce
caagttcaac
ggagcagtac
gctgaatggce
gaaaaccatc
atcccgggat
tceccecagegac
cacgcctecee

caagagcagg

ccatggactt
gacgaactgg
actggtggtt
ggaggcggtyg
ggaccgtcag
cctgaggtca
tggtacgtgg
aacagcacgt
aaggagtaca
tccaaagcca
gagctgacca
atcgecegtgg
gtgctggact
tggcagcagg

113

aactcctggg
tcteecggac
tcaagttcaa
aggagcagta
ggctgaatgg
agaaaaccat
catcccggga
atcccagega
ccacgectcec
acaagagcag
acaaccacta
cacagcagga
ctactggtgg
aatgcgaatg

gcgaacacat
aagaaactct
ccggetecac
gggacaaaac
ttttectett
catgcgtggt
acggegtgga
accgtgtggt
agtgcaaggt
aagggcagece
agaaccaggt
agtgggagag
ccgacggcetce

ggaacgtctt

gggaccgtca
ccctgaggtce
ctggtacgtg
caacagcacg
caaggagtac
ctccaaagcece
tgagctgacc
catcgecegtg
cgtgctggac
gtggcagcag
cacgcagaag
agaatgcgaa
ttceggetee
ggacccatgg

gggtggtggt
gtacgaacag
cgcaagctcet
tcacacatgt
ccceccaaaa
ggtggacgty
ggtgcataat
cagcgtectce
ctccaacaaa
ccgagaacca
cagcctgacc
caatgggcag
cttcttecte

ctcatgctcece

60

120
180
240
300
360
420
480
540
600
660
720
780
840
864

60

120
180
240
300
360
420
480
540
600
660
720
780
840
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[2042]
[2043]
[2044]
[2045]
[2046]
[2047]
[2048]
[2049]
[2050]
[2051]
[2052]
[2053]
[2054]
[2055]
[2056]
[2057]
[2058]
[2059]
[2060]
[2061]
[2062]
[2063]
[2064]
[2065]
[2066]
[2067]
[2068]
[2069]
[2070]
[2071]
[2072]
[2073]
[2074]
[2075]
[2076]
[2077]
[2078]
[2079]
[2080]

gtgatgcatg aggctctgeca caaccactac acgcagaaga gcectcteect gtectecgggt

aaataa
<210>48
<211>897
<212>DNA

213> NLJF4

220>

<223> Yl RELE G Ang—2 KPR DNA

<400>48
atggacaaaa
gttttcetet
acatgcgtgg
gacggcegtgg
taccgtgtgg
aagtgcaagg
aaagggcage
aagaaccagg
gagtgggaga
tccgacgget
gggaacgtct
agcctceteece
actggtggtt
ccgetggacg
ggtggtcagg
<210>49
C211>771
<212>DNA

ctcacacatg
tceececcaaa
tggtggacgt
aggtgcataa
tcagcgteet
tctccaacaa
cccgagaacce
tcagcctgac
gcaatgggea
ccttettect
tctecatgete
tgtcteeggg
ccggcetecac
aactggaaga

aagaatgcga

213> NILF4

220>

tccaccttge
acccaaggac
gagccacgaa
tgccaagaca
caccgtcctg
agccctceecea
acaggtgtac
ctgectggte
gccggagaac
ctacagcaag
cgtgatgcat
taaaggtgga
cgcaagetcet
aactctgtac

atgggaccca

ccagcacctg
accctcatga
gaccctgagg
aagccgeges
caccaggact
gccececateg
accctgececce
aaaggcttcet
aactacaaga
ctcaccgtgg
gaggctctge
ggtggteggty
ggttcaggca
gaacagttca

tggacttgeg

<223> Yl RELE & Ang—2 KPR DNA

<400>49

atgggtgcac
aaccacctcg
cctgaactcce
atgatctccce
gaggtcaagt
cgggaggagc
gactggctga

atcgagaaaa

agttcgacta
aggglggage
tggggggace
ggacccctga
tcaactggta
agtacaacag
atggcaagga

ccatctccaa

ctgcgaaggt
cgglggggac
gtcagttttc
ggtcacatgc
cgtggacggce
cacgtaccgt
gtacaagtgc

agccaaaggg

gttgaagacc
aaaactcaca
ctetteececee
gtggtgeteg
gtggaggtge
gtggtcageg
aaggtctcca

cagcccegag

114

aactcctggg
tcteceggac
tcaagttcaa
aggagcagta
ggctgaatgg
agaaaaccat
catcccggga
atcccagega
ccacgectcee
acaagagcag
acaaccacta
cacagggatc
gtgcgactca
ctttccagca

aacacatgct

cgttcacttt
catgtccacc
caaaacccaa
acgtgagcca
ataatgccaa
tcctecaccegt
acaaagccct

aaccacaggt

gggaccgtca
ccctgaggtce
ctggtacgtg
caacagcacg
caaggagtac
ctccaaagcece
tgagctgacc
catcgecegtg
cgtgctggac
gtggcagcag
cacgcagaag
cggttctget
taaattcaac
gggtggtggce
cgagtaa

cggttgegac
ttgcccagea
ggacaccctce
cgaagaccct
gacaaagccg
cctgcaccag
ccecageceecce

gtacaccctg

900
906

60

120
180
240
300
360
420
480
540
600
660
720
780
840
897

60

120
180
240
300
360
420
480
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[2081]
[2082]
[2083]
[2084]
[2085]
[2086]
[2087]
[2088]
[2089]
[2090]
[2091]
[2092]
[2093]
[2094]
[2095]
[2096]
[2097]
[2098]
[2099]
[2100]
[2101]
[2102]
[2103]
[2104]
[2105]
[2106]
[2107]
[2108]
[2109]
[2110]
[2111]
[2112]
[2113]
[2114]
[2115]
[2116]
[2117]
[2118]
[2119]

cceecatecee

gggatgaget gaccaagaac caggtcagcc

ttctatccca gegacatcge cgtggagtgg gagagcaatg

aagaccacgc

ctceegtget ggactceccgac ggetecttet

gtggacaaga gcaggtggca gcaggggaac gtcttcecteat

ctgcacaacc
<210>50
<211>759
<212>DNA

actacacgca gaagagcctc tccctgtete

213> NLF4

220>

<223> Yl RELE & Ang—2 KPR DNA

<400>50
atgggtgcac
ggtggaggcg
gggggaccgt
acccctgagg
aactggtacg
tacaacagca
ggcaaggagt
atctccaaag
gatgagctga
gacatcgccg
ccegtgetgg
aggtggcagce
tacacgcaga
<210>51
<211>759
<212>DNA

agcagtacgg ttgcgacggt tttctgtacg

gtggggacaa
cagttttect

tcacatgecgt
tggacggcegt
cgtaccgtgt
acaagtgcaa
ccaaagggea
ccaagaacca
tggagtggga
actccgacgg

aggggaacgt
agagcctcte

213> NLF4

<220>

aactcacaca
cttceeccca
ggtggtggac
ggaggtgcat
ggtcagegtc
ggtctceccaac
gceceegagaa
ggtcagcecctg
gagcaatggg
ctecttette
cttctcatge
cctgteteeg

tgtccacctt
aaacccaagg
gtgagccacg
aatgccaaga
ctcaccgtcc
aaagccctee
ccacaggtgt
acctgectgg
cagccggaga
ctctacagca
tcegtgatge

ggtaaataa

223> it RELS & Ang—2 IR IKTTIA ) DNA

<400>51

atgggtgcac
ggtggaggcg
gggggaccgt
acccctgagg
aactggtacg

tacaacagca

ggcaaggagt

agaaacgccce
gtggggacaa
cagttttect
tcacatgecgt
tggacggegt
cgtaccgtgt

acaagtgcaa

atgcgaagaa
aactcacaca
cttceeccca
ggtggtggac
ggaggtgcat
ggtcagcgtc

ggtcteccaac

atgtggegty
tgtccacctt
aaacccaagg
gtgagccacg
aatgccaaga
ctcaccgtcce

aaagccctee

115

tgacctgecet
ggcageccegga
tcctetacag
gctcegtgat
cgggtaaata

gttgcatgat
gcececageace
acaccctcat
aagaccctga
caaagccgeg
tgcaccagga
cagcccccat
acaccctgece
tcaaaggctt
acaactacaa
agctcaccgt

atgaggctct

gttgcaacta
gcececageace
acaccctcat
aagaccctga
caaagccgeg
tgcaccagga

cagcccccat

ggtcaaaggc
gaacaactac
caagctcacc
gcatgaggcet

a

caacctcgag
tgaactcctg
gatctcccgg
ggtcaagttc
ggaggagcag
ctggctgaat
cgagaaaacc
cccatceegg
ctatcccage
gaccacgcct
ggacaagagc

gcacaaccac

cgacctcgag
tgaactcctg
gatctcccgg
ggtcaagttc
ggaggagcag
ctggctgaat

cgagaaaacc

540
600
660
720
771

120
180
240
300
360
420
480
540
600
660
720
759

120
180
240
300
360
420



CN 101787072 A it BR + 108/207 7T
[2120] atctccaaag ccaaagggca gccccgagaa ccacaggtgt acaccctgece cccatceegg 480
[2121] gatgagctga ccaagaacca ggtcagcctg acctgectgg tcaaaggett ctatcccage 540
[2122] gacatcgccg tggagtggga gagcaatggg cagcecggaga acaactacaa gaccacgect 600
[2123] ccegtgetgg actecgacgg ctecttette ctctacagea agetcaccgt ggacaagage 660
[2124] aggtggcagc aggggaacgt cttctcatge tccgtgatge atgaggetct gcacaaccac 720
[2125] tacacgcaga agagcctcte cctgtcteeg ggtaaataa 759
[2126] <21D>52

[2127]  <211>759

[2128]  <212>DNA

[21290]  <213> N LJF%)

[2130] <220>

[2131]  <223> ZHALRELS 15 Ang—2 HIARTLIR[ DNA

[2132]  <400>52

[2133] atgggtgcac agcaccagat ctgcaaatgg gacccgtgga cctgcaaaca ctggetcegag 60
[2134] ggtggaggeg gtggggacaa aactcacaca tgtccacctt geccagcecace tgaactceetg 120
[2135] gggggaccgt cagttttccet ctteccceca aaacccaagg acaccctcat gatctceegg 180
[2136] acccctgagg tcacatgegt ggtggtggac gtgagceccacg aagaccctga ggtcaagttce 240
[2137] aactggtacg tggacggecgt ggaggtgecat aatgccaaga caaagcecgeg ggaggageag 300
[2138] tacaacagca cgtaccgtgt ggtcagegtce ctcaccgtece tgcaccagga ctggetgaat 360
[2139] ggcaaggagt acaagtgcaa ggtctccaac aaagccctcce cagecccecat cgagaaaacce 420
[2140] atctccaaag ccaaagggca gccccgagaa ccacaggtgt acaccctgece cccatceegg 480
[2141] gatgagctga ccaagaacca ggtcagcctg acctgectgg tcaaaggett ctatcccage 540
[2142] gacatcgeceg tggagtggga gagcaatggg cagecggaga acaactacaa gaccacgect 600
[2143] cccgtgetgg actecgacgg ctecttette ctetacagea agetcacegt ggacaagage 660
[2144] aggtggcage aggggaacgt cttctcatge tccgtgatge atgaggetet gcecacaaccac 720
[2145] tacacgcaga agagcctctc cctgtcteeg ggtaaataa 759
[2146] <210>53

[2147] <211>759

[2148]  <212>DNA

[2149]  <213> AT 541

[2150]  <220>

[2151]  <223> GRS RELS & Ang—2 HIAKTTIATK DNA

[2152]  <400>53

[2153] atgggtgcac agaaacgtcc atgcgaagaa atctteggtg gttgecaccta ccagetcegag 60
[2154] ggtggaggceg gtggggacaa aactcacaca tgtccacctt geccagecacce tgaactectg 120
[2155] gggggaccgt cagttttcct ctteccecca aaacccaagg acaccctcat gatctceegg 180
[2156] acccctgagg tcacatgegt ggtggtggac gtgagceccacg aagaccctga ggtcaagttc 240
[2157] aactggtacg tggacggcgt ggaggtgecat aatgccaaga caaagcecgeg ggaggageag 300
[2158] tacaacagca cgtaccgtgt ggtcagegtce ctcaccgtece tgcaccagga ctggetgaat 360
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[2159]
[2160]
[2161]
[2162]
[2163]
[2164]
[2165]
[2166]
[2167]
[2168]
[2169]
[2170]
[2171]
[2172]
[2173]
[2174]
[2175]
[2176]
[2177]
[2178]
[2179]
[2180]
[2181]
[2182]
[2183]
[2184]
[2185]
[2186]
[2187]
[2188]
[2189]
[2190]
[2191]
[2192]
[2193]
[2194]
[2195]
[2196]
[2197]

ggcaaggagt
atctccaaag
gatgagctga
gacatcgccg
ccegtgetgg
aggtggcagce
tacacgcaga
<210>54
<211>25
<212>DNA

acaagtgcaa
ccaaagggcea
ccaagaacca
tggagtggga
actccgacgg

aggggaacgt
agagcctcte

213> NLF4

<220>

223> FHHIR

<400>54

ggtctccaac
gceceegagaa
ggtcagcctg
gagcaatggg
ctecttette
cttctcatge
cctgteteeg

cggcecgecaact atcggtatca agetg

<210>55
<211>26
<212>DNA

213> N5

<220>

223> FZH IR

<400>55

catgtaccgt aacactgagt ttcgte

<210>56

catgtaccgt aacactgagt ttcgtc

<210>56
<211>14
<212>PRT

213> NLF4

<220>

aaagccctee
ccacaggtgt
acctgectgg
cagccggaga
ctctacagca
tcegtgatge

ggtaaataa

<223> M TNS-IX FEF= g B

220>

<221>misc_feature
222> (7,12 F1).. (14)
<223>Xaa FRATAT RIRAFAE I A FEIR

<400>56

cagcccccat
acaccctgec
tcaaaggctt
acaactacaa
agctcaccgt

atgaggctct

cgagaaaacc
cccatcceegg
ctatcccage
gaccacgcct
ggacaagagc

gcacaaccac

Lys Arg Pro Cys Glu Glu Xaa Trp Gly Gly Cys Xaa Tyr Xaa

1
<210>57

5

10

117

420
480
540
600
660
720
759

25

26

26
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[2198] <211>14

[2199] <212>PRT

[2200]  <213> ANLf¢%)

[2201]  <220>

[2202]  <223> M TN8-TX SCJE = AL LA SE P

[2203] <220>

[2204] <221>misc_feature

[2205]  <222> (7,12 f1).. (14)

[2206]  <223>Xaa R RINAFAE N 2 FE TR

[2207]  <400>57

[2208] Lys Arg Pro Cys Glu Glu Xaa Phe Gly Gly Cys Xaa Tyr Xaa
[2209] 1 5 10
[2210] <210>58

[2211] <211>14

[2212]  <212>PRT

[2213]  <213> N LJF4

[2214]  <220>

[2215]  <223> M\ TN8-IX 3/ AL f3LA L 7

[2216]  <220>

[2217] <221>misc_feature

[2218]  <222>(1,2,3,5F1).. (13)

[2219]  <223>Xaa R RINAFAE M 2 BE TR

[2220]  <400>58

[2221] <210>59

[2222] <211>18

[2223]  <212>PRT

[2224]  <213> N TJ%%)

[2225]  <220>

[2226]  <223> M\ TN12-T1 SCEEF= 2R [ BT

[2227]  <220>

[2228] <221>misc_fea ture

[2229]  <222>(3,8,10-14 F1).. (18)

[2230]  <223>Xaa FREMI RINAF AL 2 FETR

[2231]  <400>59

[2232] Trp Ser Xaa Cys Ala Trp Phe Xaa Gly Xaa Xaa Xaa Xaa Xaa Cys Arg
[2233] 1 5 10 15
[2234] Arg Xaa

[2235]  <210>60

[2236] <211>227

118
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[2237]  <212>PRT

[2238]  <213> NLJ7%

[2239]  <220>

[2240]  <223> A Fc IgGl

[2241]  <400>60

[2242] Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly
[2243] 1 5 10 15
[2244] Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met
[2245] 20 25 30

[2246] Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His
[2247] 35 40 45

[2248] Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val
[2249] 50 55 60

[2250] His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr
[2251] 65 70 75 80
[2252] Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly
[2253] 85 90 95
[2254] Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile
[2255] 100 105 110

[2256] Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val
[2257] 115 120 125

[2258] Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser
[2259] 130 135 140

[2260] Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu
[2261] 145 150 155 160
[2262] Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro
[2263] 165 170 175
[2264] Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val
[2265] 180 185 190

[2266] Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met
[2267] 195 200 205

[2268] His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser
[2269] 210 215 220

[2270] Pro Gly Lys

[2271] 225

[2272]  <210>61

[2273] <211>14

[2274]  <212>PRT

[2275]  <213> NLJ¥4
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[2276]
[2277]
[2278]
[2279]
[2280]
[2281]
[2282]
[2283]
[2284]
[2285]
[2286]
[2287]
[2288]
[2289]
[2290]
[2291]
[2292]
[2293]
[2294]
[2295]
[2296]
[2297]
[2298]
[2299]
[2300]
[2301]
[2302]
[2303]
[2304]
[2305]
[2306]
[2307]
[2308]
[2309]
[2310]
[2311]
[2312]
[2313]
[2314]

<220>

<223> M\ TN8-IX SCIEF= LA 27
<220>

<221>misc_feature
<222>(1-3,5,7,12,13 1 ).. (14)

<223>Xaa FeATT RIRAFAE I R FE IR .
<400>61

Xaa Xaa Xaa Cys Xaa Asp Xaa Tyr Trp Tyr Cys Xaa Xaa Xaa

1 5
<210>62

<211>14

<212>PRT

213> NTJF4

<220>

<223> M\ TN8-TX SCJEF= R A 2T
<220>

<221>misc_feature
<222>(1-3,5,7,12, 13 F1 ). . (14)
<223>Xaa FRAEfTRINAFER 2 251K
<400>62

Xaa Xaa Xaa Cys Xaa Asp Xaa Tyr Thr Tyr Cys Xaa Xaa Xaa

1 5

<210>63

<211>14

<212>PRT

213> NTJF4

<220>

<223> M\ TN8-TX SCJEF= L I 27
<220>

<221>misc_feature
<222>(1-3,5,7,12, 13 F1).. (14)
<223>Xaa FRAEFT RINAFIER 2 25 1R
<400>63

Xaa Xaa Xaa Cys Xaa Asp Xaa Phe Trp Tyr Cys Xaa Xaa Xaa

1 5
<210>64

<211>14

<2125PRT
213> N TJ5%)
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[2315]
[2316]
[2317]
[2318]
[2319]
[2320]
[2321]
[2322]
[2323]
[2324]
[2325]
[2326]
[2327]
[2328]
[2329]
[2330]
[2331]
[2332]
[2333]
[2334]
[2335]
[2336]
[2337]
[2338]
[2339]
[2340]
[2341]
[2342]
[2343]
[2344]
[2345]
[2346]
[2347]
[2348]
[2349]
[2350]
[2351]
[2352]
[2353]

220>

<223> M\ TN8-IX ST/ HE3EA BEFp
220>

<221>misc_feature
<222>(1-3,5,7,12, 13 f1).. (14)
<223>Xaa FRAEATRIRAFAE R R IER
<400>64

Xaa Xaa Xaa Cys Xaa Asp Xaa Phe Thr Tyr Cys Xaa Xaa Xaa
1 5 10
<210>65

21155

<212>PRT

213> N3

<220>

223> fe4if Ang-2 ik

<400>65

Trp Asp Pro Trp Thr

1 5

<210>66

<211>6

<212>PRT

213> NTF%)

<220>

<223> RE45 & Ang—2 2 JIK

<400>66

Trp Asp Pro Trp Thr Cys

1 5

<210>67

211>7

<212>PRT

213> N3

<220>

<223> fE4S & Ang—2 KIZJIK

<220>

<221>misc_feature

<222>(2).. (2)

<223>Xaa 7 B ¢ rh 1 A 1 2 R B
<400>67

Cys Xaa Trp Asp Pro Trp Thr
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[2354] 1 5

[2355] <210>68

[2356] <211>8

[2357]  <212>PRT

[2358]  <213> ALJF4

[2359]  <220>

[2360] <223 fE4s & Ang—2 £ ik

[2361] <220>

[2362] <221>misc_feature

[2363] <222>(2).. (2)

[2364]  <223>Xaa &M B MR M S FE IR R 2
[2365]  <400>68

[2366] Cys Xaa Trp Asp Pro Trp Thr Cys
[2367] 1 5

[2368] <210>69

[2369] <211>14

[2370]  <212>PRT

[2371]  <213> A T %%

[2372]  <220>

[2373]  <223)> BEZh A Ang—2 £ JIK

[2374] <220>

[2375] <221>misc_feature

[2376]  <222> (1,2 F1).. (3)

[2377]  <223>Xaa £ H A7 HE 2 FE IR TR AL
[2378] <220>

[2379] <221>misc_feature

[2380] <222>(5).. (5)

[2381]  <223>Xaa &2 FE MR hk AL

[2382]  <220>

[2383] <221>misc_feature

[2384]  <222>(12).. (12)

[2385]  <223>Xaa NAFAEEE & A IERR IR AL
[2386]  <220>

[2387] <221>misc_feature

[2388]  <222>(13).. (13)

[2389]  <223>Xaa ANFEEH & P IEBA, H R, Bim It 2 FE IR R Ik
[2390]  <220>

[2391] <221>misc_feature

[2392]  <222>(14).. (14)
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[2393]  <223>Xaa &+ PEGIK SO PEAR M 2 Ak R Ak

[2394]  <400>69

[2395] Xaa Xaa Xaa Cys Xaa Trp Asp Pro Trp Thr Cys Xaa Xaa Xaa
[2396] 1 5 10

[2397]  <210>70

[2398]  <211>20

[2399]  <212>PRT

[2400]  <213> AT

[2401] <220>

[2402]  <223> He4i & Ang-2 2 Ik

[2403] <220>

[2404] <221>misc_feature

[2405]  <222>(1 F).. (15)

[2406]  <223>Xaa NMFAEEH R RAE IR I

[2407] <220>

[2408] <221>misc_feature

[2409]  <222>(2 F1).. (16)

[2410]  <223>Xaa AFLESFE ZHPEGK, FP IR, a2 B ik
[2411] <220>

[2412] <221>misc_feature

[2413]  <222>(3-6, 18,19 Fl).. (20)

[2414]  <223>Xaa % H AL AP AR B 2 A SRR I

[2415]  <220>

[2416] <221>misc feature

[2417]  <222>(8).. (8)

[2418] <223>Xaa & ZIEMRIKIE

[2419] <220>

[2420] <221>misc_feature

[2421]  <222>(17).. (17)

[2422]  <223)>Xaa AAFAEERE &P PEBUK 8P MEAR ME BRI i I
[2423]  <400>70

[2424] Xaa Xaa Xaa Xaa Xaa Xaa Cys Xaa Trp Asp Pro Trp Thr Cys Xaa Xaa

[2425] 1 5 10 15
[2426] Xaa Xaa Xaa Xaa
[2427] 20

[2428] <210>71

[2429] <211>10

[2430] <212>PRT
[2431]  <213> AN Lf¢%)
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[2432]  <220>

[2433]  <223)> fe&hiA Ang—2 IIZ Ik

[2434]  <220>

[2435] <221>misc_feature

[2436]  <222>(2).. (2)

[2437]  <223>Xaa J&H PEHK LR TR

[2438] <220>

[2439] <221>misc_feature

[2440] <222>(4).. (4)

[2441]  <223>Xaa s& A, D, B( E.

[2442]  <220>

[2443] <221>misc_feature

[2444]  <222>(6).. (6)

[2445]  <223>Xaa MM ILIRILIL

[2446]  <220>

[2447] <221>misc_feature

[2448]  <222>(7).. (7)

[2449]  <223>Xaa &AL E AL

[2450]  <220>

[2451] <221>misc_feature

[2452]  <222>(8).. (8)

[2453]  <223>Xaa J&HPEEK, FPIEARPE, b it 2 AR IR ik A
[2454]  <400>71

[2455] Pro Xaa Asp Xaa Leu Xaa Xaa Xaa Leu Tyr
[2456] 1 5 10
[2457] <210>72

[2458] <211>22

[2459]  <212>PRT

[2460]  <213> A LJ¢%

[2461]  <220>

[2462] <223 BEZA Ang—2 M ZJIK

[2463]  <220>

[2464] <221>misc_feature

[2465]  <222> (1,4 #1).. (20)

[2466]  <223>Xaa NFAEEE & AR SE

[2467]  <220>

[2468] <221>misc_feature

[2469]  <222>(2,15,16 F1).. (21)

[2470]  <223>Xaa AAFAE, BF A& TP IEARE, BRI, Sl It 2 2k B b
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[2471] <220>

[2472] <221>misc_feature

[2473]  <222> (3,17 A1).. (18)

[2474]  <223>Xaa NFAE, B A& T HEBUK, B PR PR 20 SRR ik ik
[2475]  <220>

[2476] <221>misc feature

[2477]  <222>(6).. (6)

[2478]  <223>Xaa s PEB /K R FERVEFE

[2479] <2202

[2480] <221>misc_feature

[2481]  <222>(8).. (8)

[2482]  <223>Xaa & A, D, B E.

[2483] <2202

[2484] <221>misc_feature

[2485]  <222>(10).. (10)

[2486]  <223>Xaa ZMRIER LRI

[2487] <220>

[2488] <221>misc_feature

[2489]  <222>(11).. (11)

[2490] <223>Xaa J& 2 IERIRIE

[2491]  <220>

[2492] <221>misc_feature

[2493]  <222>(12).. (12)

[2494]  <223>Xaa ZHIEEIK, HHER M, BUb T s S IR TR A

[2495]  <220>

[2496] <221>misc_feature

[2497]  <222>(19 #1).. (22)

[2498]  <223>Xaa AAFAE, BiF & TP IEGUK, th AR M, simdih 2 R R v R
[2499]  <400>72

[2500] Xaa Xaa Xaa Xaa Pro Xaa Asp Xaa Leu Xaa Xaa Xaa Leu Tyr Xaa Xaa

[2501] 1 5 10 15
[2502] Xaa Xaa Xaa Xaa Xaa Xaa
[2503] 20

[2504] <210>73

[2505] <211>8

[2506]  <212>PRT

[2507]  <213> AN T %%

[2508]  <220>

[2509]  <223)> BEZE A Ang—2 £ JIK
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[2510]  <220>

[2511] <221>misc_feature

[2512]  <222>(3).. (3)

[2513]  <223>Xaa J& H PR M 2 SE IR R 5L
[2514]  <220>

[2515] <221>misc feature

[2516] <222>(4).. (4)

[2517]  <223>Xaa &MV ILIRIRIL .

[2518]  <220>

[2519] <221>misc_feature

[2520] <222>(5).. (5)

[2521]  <223>Xaa J& H AR M BR R 1t 20 SE R ik ik
[2522]  <220>

[2523] <221>misc_feature

[2524]  <222>(6 F1).. (7)

[2525]  <223>Xaa f&H MUK IR
[2526]  <400>73

[2527] Arg Pro Xaa Xaa Xaa Xaa Xaa Gly
[2528] 1 5

[2529] <210>74

[2530] <211>20

[2531]  <212>PRT

[2532]  <213> ANLJF4

[2533]  <220>

[2534] <223 BEZi A Ang—2 £ JIK

[2535]  <220>

[2536] <221>misc_featu re

[2537]  <222>(1,2,4,13,14,19 F1).. (20)
[2538]  <223>Xaa J&H PR BT AK B AR Ik 20 L R R I
[2539]  <220>

[2540] <221>misc_feature

[2541]  <222>(3,9 F1).. (17)

[2542]  <223>Xaa J& H AR SRR I 20 FE R Tk Ak
[2543]  <220>

[2544] <221>misc_feature

[2545]  <222> (7,15 F1).. (16)

[2546]  <223>Xaa J& PR 2 L IR TR L
[2547]  <220>

[2548] <221>misc_feature
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[2549]  <222>(8).. (8)

[2550]  <223>Xaa it MR 2SR TR

[2551]  <220>

[2552] <221>misc_feature

[2553]  <222> (10 1 ).. (11)

[2554]  <223>Xaa & PEGIK ML AL BRIk I

[2555]  <220>

[2556] <221>misc_feature

[2557]  <222>(18).. (18)

[2558]  <223>Xaa s " MG /K P BlChR Ik S R IR VR ik
[2559]  <400>74

[2560] Xaa Xaa Xaa Xaa Arg Pro Xaa Xaa Xaa Xaa Xaa Gly Xaa Xaa Xaa Xaa

[2561] 1 5 10 15
[2562] Xaa Xaa Xaa Xaa
[2563] 20

[2564] <210>7H

[2565] <211>13

[2566]  <212>PRT

[2567]  <213> AN T %%

[2568]  <220>

[2569] <223 fE4s & Ang—2 £ Ik
[2570]  <220>

[2571] <221>misc_feature

[2572] <222>(2).. (2)

[2573]  <223>Xaa JERME R IEIRIEIL
[2574]  <220>

[2575] <221>misc_feature

[2576] <222>(4).. (4)

[2577]1  <223>Xaa J2& " PR B 7K P BlChRl 1 2 5 1 e i
[2578] <220>

[2579] <221>misc_feature

[2580] <222>(5).. (5)

[2581] <223>Xaa ;& E, D, B{ Q

[2582]  <220>

[2583] <221>misc_feature

[2584]  <222>(10).. (10)

[2585]  <223>Xaa J& P PEB A ME B PR 1 2 FE R e 2k
[2586]  <220>

[2587] <221>misc_feature
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[2588]  <222>(13).. (13)

[2580]  <223>Xaa f2:ERPEHRIE

[2590]  <400>75

[2591] Cys Xaa Gly Xaa Xaa Asp Pro Phe Thr Xaa Gly Cys Xaa
[2592] 1 5 10

[2593] <210>76

[2594]  <211>20

[2595]  <212>PRT

[2506]  <213> A L34

[2597]  <220>

[2598]  <223> He4iG Ang-2 £ Ik

[2599]  <400>76

[2600] Pro Ile Arg Gln Glu Glu Cys Asp Trp Asp Pro Trp Thr Cys Glu His

[2601] 1 5 10 15
[2602] Met Trp Glu Val
[2603] 20

[2604]  <210>77

[2605]  <211>20

[2606]  <212>PRT

[2607]  <213> NLJ7%

[2608]  <220>

[2609]  <223> g4 Ang-2 (I ik

[2610]  <400>77

[2611] Thr Asn Ile Gln Glu Glu Cys Glu Trp Asp Pro Trp Thr Cys Asp His

[2612] 1 5 10 15
[2613] Met Pro Gly Lys
[2614] 20

[2615]  <210>78

[2616] <211>20

[2617]  <212>PRT

[2618]  <213> N LJ¥7)

[2619] <220>

[2620]  <223> RE4i 5 Ang—2 KIZ Ik

[2621]  <400>78

[2622] Trp Tyr Glu Gln Asp Ala Cys Glu Trp Asp Pro Trp Thr Cys Glu His

[2623] 1 5 10 15
[2624] Met Ala Glu Val
[2625] 20

[2626] <210>79

128



CN 101787072 A WO B 121/207 T

[2627] <211>20

[2628]  <212>PRT

[2629]  <213> NLJ¥4

[2630]  <220>

[2631]  <223> g4l Ang-2 2 Ik

[2632]  <400>79

[2633] Asn Arg Leu Gln Glu Val Cys Glu Trp Asp Pro Trp Thr Cys Glu His

[2634] 1 5 10 15
[2635] Met Glu Asn Val
[2636] 20

[2637]  <210>80

[2638]  <211>20

[2639]  <212>PRT

[2640]  <213> AT %%

[2641] <220>

[2642]  <223> He4i G Ang-2 £ Ik

[2643]  <400>80

[2644] Ala Ala Thr Gln Glu Glu Cys Glu Trp Asp Pro Trp Thr Cys Glu His

[2645] 1 5 10 15
[2646] Met Pro Arg Ser
[2647] 20

[2648] <210>81

[2649] <211>20

[2650]  <212>PRT

[2651]  <213> A L34

[2652]  <220>

[2653]  <223> He4i & Ang-2 [ 2 Ik

[2654]  <400>81

[2655] Leu Arg His Gln Glu Gly Cys Glu Trp Asp Pro Trp Thr Cys Glu His

[2656] 1 5 10 15
[2657] Met Phe Asp Trp
[2658] 20

[2659]  <210>82

[2660] <211>20

[2661] <212>PRT

[2662]  <213> A T %%

[2663]  <220>

[2664] <223 fE4s & Ang—2 £ JIK
[2665]  <400>82
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[2666] Val Pro Arg Gln Lys Asp Cys Glu Trp Asp Pro Trp Thr Cys Glu His

[2667] 1 5 10 15
[2668] Met Tyr Val Gly
[2669] 20

[2670] <210>83

[2671] <211>20

[2672]  <212>PRT

[2673]  <213> N LJF%)

[2674] <220>

[2675]  <223> He4i& Ang-2 2 Ik

[2676]  <400>83

[2677] Ser Ile Ser His Glu Glu Cys Glu Trp Asp Pro Trp Thr Cys Glu His

[2678] 1 5 10 15
[2679] Met Gln Val Gly
[2680] 20

[2681] <210>84

[2682]  <211>20

[2683]  <212>PRT

[2684]  <213> N LJ¥4

[2685]  <220>

[2686]  <223> Fe4: & Ang-2 [ Ik

[2687]  <400>84

[2688] Trp Ala Ala Gln Glu Glu Cys Glu Trp Asp Pro Trp Thr Cys Glu His

[2689] 1 5 10 15
[2690] Met Gly Arg Met
[2691] 20

[2692]  <210>85

[2693]  <211>20

[2694]  <212>PRT

[2695]  <213> A TJF4)

[2696] <220>

[2697]  <223> Fe4lih Ang-2 [N Zfik

[2698]  <400>85

[2699] Thr Trp Pro Gln Asp Lys Cys Glu Trp Asp Pro Trp Thr Cys Glu His

[2700] 1 5 10 15
[2701] Met Gly Ser Thr
[2702] 20

[2703]  <210>86
[2704]  <211>20
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[2705]  <212>PRT

[2706]  <213> NLJ7%

[2707] <220>

[2708]  <223> fe4hA Ang-2 I ik

[2709]  <400>86

[2710] Gly His Ser Gln Glu Glu Cys Gly Trp Asp Pro Trp Thr Cys Glu His

[2711] 1 5 10 15
[2712] Met Gly Thr Ser
[2713] 20

[2714]  <210>87

[2715]  <211>20

[2716]  <212>PRT

[2717]  <213> N LJF7)

[2718] <220>

[2719]  <223> Re4ih Ang-2 [N Zfik

[2720]  <400>87

[2721]  Gln His Trp Gln Glu Glu Cys Glu Trp Asp Pro Trp Thr Cys Asp His

[2722] 1 5 10 15
[2723] Met Pro Ser Lys
[2724] 20

[2725]  <210>88

[2726] <211>20

[2727]  <212>PRT

[2728]  <213> N LJF4)

[2729] <220>

[2730]  <223> He4i & Ang-2 [ 2 Ik

[2731]  <400>88

[2732] Asn ValArg Gln Glu Lys Cys Glu Trp Asp Pro Trp Thr Cys Glu His

[2733] 1 5 10 15
[2734] Met Pro Val Arg
[2735] 20

[2736] <210>89

[2737] <211>20

[2738]  <212>PRT

[2739]  <213> AT/%%

[2740] <220>

[2741]  <223> fe4iA Ang-2 2SIk

[2742]  <400>89

[2743] Lys Ser Gly Gln Val Glu Cys Asn Trp Asp Pro Trp Thr Cys Glu His
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[2744]
[2745]
[2746]
[2747]
[2748]
[2749]
[2750]
[2751]
[2752]
[2753]
[2754]
[2755]
[2756]
[2757]
[2758]
[2759]
[2760]
[2761]
[2762]
[2763]
[2764]
[2765]
[2766]
[2767]
[2768]
[2769]
[2770]
[2771]
[2772]
[2773]
[2774]
[2775]
[2776]
[2777]
[2778]
[2779]
[2780]
[2781]
[2782]

1 5
Met Pro Arg Asn
20
<210>90
<211>20
<212>PRT
213> NLJF4
<220>
<223 ResE 4 Ang-2 [RIZ K
<400>90

10 15

Val Lys Thr Gln Glu His Cys Asp Trp Asp Pro Trp Thr Cys Glu His

1 5
Met Arg Glu Trp
20
<210>91
<211>20
<212>PRT
213> NP5
<220>
<223> fE4E 4 Ang—-2 £ ik
<400>91

10 15

Ala Trp Gly Gln Glu Gly Cys Asp Trp Asp Pro Trp Thr Cys Glu His

1 5
Met Leu Pro Met
20
<210>92
<211>20
<212>PRT
213> NP4
<220>
<223 R4 4 Ang-2 [ Z K
<400>92

10 15

Pro Val Asn Gln Glu Asp Cys Glu Trp Asp Pro Trp Thr Cys Glu His

1 5

Met Pro Pro Met
20

<210>93

<211>20

<212>PRT

10 15
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[2783]  <213> NTJ¥4)

[2784] <220>

[2785]  <223> Fe4s G Ang-2 [ ZJIK

[2786]  <400>93

[2787] Arg Ala Pro Gln Glu Asp Cys Glu Trp Asp Pro Trp Thr Cys Ala His

[2788] 1 5 10 15
[2789] Met Asp Tle Lys
[2790] 20

[2791] <210>94

[2792]  <211>20

[2793]  <212>PRT

[2794]  <213> A TJF%

[2795]  <220>

[2796]  <223> Fe4lih Ang-2 [N Zfik

[2797]  <400>94

[2798] His Gly Gln Asn Met Glu Cys Glu Trp Asp Pro Trp Thr Cys Glu His

[2799] 1 5 10 15
[2800] Met Phe Arg Tyr
[2801] 20

[2802] <210>95

[2803] <211>20

[2804]  <212>PRT

[2805]  <213> AN LJF4)

[2806] <220>

[2807]  <223> fig4i & Ang—2 K Z ik

[2808]  <400>95

[2809] Pro Arg Leu Gln Glu Glu Cys Val Trp Asp Pro Trp Thr Cys Glu His

[2810] 1 5 10 15
[2811] Met Pro Leu Arg
[2812] 20

[2813]  <210>96

[2814] <211>20

[2815]  <212>PRT

[2816]  <213> N LJ¥7)

[2817] <220>

[2818]  <223> RE4ih Ang-2 [N Zfik

[2819]  <400>96

[2820] Arg Thr Thr Gln Glu Lys Cys Glu Trp Asp Pro Trp Thr Cys Glu His
[2821] 1 5 10 15
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[2822]
[2823]
[2824]
[2825]
[2826]
[2827]
[2828]
[2829]
[2830]
[2831]
[2832]
[2833]
[2834]
[2835]
[2836]
[2837]
[2838]
[2839]
[2840]
[2841]
[2842]
[2843]
[2844]
[2845]
[2846]
[2847]
[2848]
[2849]
[2850]
[2851]
[2852]
[2853]
[2854]
[2855]
[2856]
[2857]
[2858]
[2859]
[2860]

Met Glu Ser Gln

20
<210>97
<211>20
<212>PRT
213> NTF%)
220>
<223> E45 & Ang—2 K2 JIK
<400>97
Gln Thr Ser Gln Glu Asp Cys Val Trp Asp Pro Trp Thr Cys Asp His
1 5 10 15
Met Val Ser Ser
20
<210>98
<211>20
<212>PRT
213> NTLF%)
<220>
<223> BE4i G Ang-2 I Z ik
<400>98
Gln Val Ile Gly Arg Pro Cys Glu Trp Asp Pro Trp Thr Cys Glu His
1 5 10 15
Leu Glu Gly Leu
20
<210>99
<211>20
<212>PRT
213> NP3
<220>
<223> fE4S & Ang—2 HIZJIK
<400>99
Trp Ala Gln Gln Glu Glu Cys Ala Trp Asp Pro Trp Thr Cys Asp His
1 5 10 15
Met Val Gly Leu
20
<210>100
<211>20
<212>PRT

213> NLF5
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[2861] <220>

[2862]  <223> g4 & Ang—2 KIZ Jik

[2863]  <400>100

[2864] Leu Pro Gly Gln Glu Asp Cys Glu Trp Asp Pro Trp Thr Cys Glu His

[2865] 1 5 10 15
[2866] Met Val Arg Ser
[2867] 20

[2868] <210>101

[2869]  <211>20

[2870]  <212>PRT

[2871]  <213> A LJF%)

[2872] <220>

[2873]  <223> He4iG Ang-2 £ Ik

[2874] <400>101

[2875] Pro Met Asn Gln Val Glu Cys Asp Trp Asp Pro Trp Thr Cys Glu His

[2876] 1 5 10 15
[2877] Met Pro Arg Ser
[2878] 20

[2879] <210>102

[2880] <211>20

[2881]  <212>PRT

[2882]  <213> N TJF4)

[2883]  <220>

[2884]  <223> fig4h & Ang—2 HIZ Ik

[2885]  <400>102

[2886] Phe Gly Trp Ser His Gly Cys Glu Trp Asp Pro Trp Thr Cys Glu His

[2887] 1 5 10 15
[2888] Met Gly Ser Thr
[2889] 20

[2890] <210>103

[2891]  <211>20

[2892]  <212>PRT

[2893]  <213> A TJF4)

[2894]  <220>

[2895]  <223> RE4li® Ang-2 [N Zfik

[2896]  <400>103

[2897] Lys Ser Thr Gln Asp Asp Cys Asp Trp Asp Pro Trp Thr Cys Glu His
[2898] 1 5 10 15
[2899] Met Val Gly Pro
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[2900] 20

[2901] <210>104

[2902] <211>20

[2903]  <212>PRT

[2904]  <213> N TJF4%)

[2905]  <220>

[2006]  <223> fe4fiH Ang—2 £ Ik

[2907]  <400>104

[2908] Gly Pro Arg Ile Ser Thr Cys Gln Trp Asp Pro Trp Thr Cys Glu His

[2009] 1 5 10 15
[29010] Met Asp Gln Leu
[2911] 20

[2912] <210>105

[2013]  <211>20

[2914]  <212>PRT

[2915]  <213> A TJF4)

[2916] <220>

[29017]  <223> He4ih Ang-2 (N2 fik

[2918]  <400>105

[2919] Ser Thr Ile Gly Asp Met Cys Glu Trp A sp Pro Trp Thr Cys Ala Hi s

[2920] 1 5 10 15
[2921] Met Gln Val Asp
[2922] 20

[2923] <210>106

[2924] <211>20

[2925]  <212>PRT

[2026]  <213> N LJ¥%)

[2927] <220>

[2028]  <223> He4i & Ang-2 £ Ik

[2929]  <400>106

[2930] Val Leu Gly Gly Gln Gly Cys Glu Trp Asp Pro Trp Thr Cys Arg Leu

[2931] 1 5 10 15
[2932] Leu Gln Gly Trp
[2933] 20

[2934] <210>107

[2935] <211>20

[2936] <212>PRT

[29037]  <213> N LJ¥%
[2938] <220>
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[2039] <223 fE45 & Ang—2 £ Ik
[2940]  <400>107
[2941] Val Leu Gly Gly Gln Gly Cys Gln Trp Asp Pro Trp Thr Cys Ser His

[2942] 1 5 10 15
[2943] Leu Glu Asp Gly
[2944] 20

[2945] <210>108

[2946] <211>20

[2947]  <212>PRT

[2048]  <213> AN TJF#%

[2949] <220>

[2950]  <223> He4i & Ang-2 £ Ik

[2951]  <400>108

[2952] Thr Thr Ile Gly Ser Met Cys Glu Trp Asp Pro Trp Thr Cys Ala His

[2953] 1 5 10 15
[2954] Met Gln Gly Gly
[2955] 20

[2956] <210>109

[2957]  <211>20

[2958]  <212>PRT

[2959]  <213> AN LJ¢%

[2960] <220>

[2061]  <223> HE45 & Ang=2 [ Z Ik

[2962]  <400>109

[29063] Thr Lys Gly Lys Ser Val Cys Gln Trp Asp Pro Trp Thr Cys Ser His

[2964] 1 5 10 15
[29065] Met Gln Ser Gly
[2966] 20

[2967] <210>110

[2968]  <211>20

[2969]  <212>PRT

[2970]  <213> N LJF7)

[2971] <220>

[2072] <223 He4i4 Ang-2 2 JIK

[2973]  <400>110

[2974] Thr Thr Ile Gly Ser Met Cys Gln Trp Asp Pro Trp Thr Cys Ala His

[2975] 1 5 10 15
[2976] Met Gln Gly Gly
[2977] 20
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[2978]
[2979]
[2980]
[2981]
[2982]
[2983]
[2984]
[2985]
[2986]
[2987]
[2988]
[2989]
[2990]
[2991]
[2992]
[2993]
[2994]
[2995]
[2996]
[2997]
[2998]
[2999]
[3000]
[3001]
[3002]
[3003]
[3004]
[3005]
[3006]
[3007]
[3008]
[3009]
[3010]
[3011]
[3012]
[3013]
[3014]
[3015]
[3016]

<210>111
<211>20
<212>PRT
213> NTF%)
<220>
223> BE45 A Ang-2 2 Ik
<400>111
Trp Val Asn Glu Val Val Cys Glu Trp Asp Pro Trp Thr Cys Asn His
1 5 10 15
Trp Asp Thr Pro
20
<210>112
<211>20
<212>PRT
213> N3
220>
<223> fE4S & Ang—2 HKIZJIK
<400>112
Val Val Gln Val Gly Met Cys Gln Trp Asp Pro Trp Thr Cys Lys His
1 5 10 15
Met Arg Leu Gln
20
<210>113
<211>20
{212>PRT
213> NP3
220>
223> RE4if Ang-2 ik
<400>113
Ala Val Gly Ser Gln Thr Cys Glu Trp Asp Pro Trp Thr Cys Ala His
1 5 10 15
Leu Val Glu Val
20
<210>114
<211>20
<212>PRT
213> NLF#4
220>

<223> e Ang-2 £ JIK
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[3017] <400>114
[3018] GIn Gly Met Lys Met Phe Cys Glu Trp Asp Pro Trp Thr Cys Ala His

[3019] 1 5 10 15
[3020] Ile Val Tyr Arg
[3021] 20

[3022] <210>115

[3023] <211>20

[3024]  <212>PRT

[3025]  <213> A L34

[3026] <220>

[3027]  <223> He4i & Ang-2 £ Ik

[3028] <400>115

[3029] Thr Thr Ile Gly Ser Met Cys Gln Trp Asp Pro Trp Thr Cys Glu His

[3030] 1 5 10 15
[3031] Met Gln Gly Gly
[3032] 20

[3033] <210>116

[3034] <211>20

[3035]  <212>PRT

[3036] <213> NLJ7%

[3037]  <220>

[3038]  <223> g4l Ang-2 2 Ik

[3039] <400>116

[3040] Thr Ser Gln Arg Val Gly Cys Glu Trp Asp Pro Trp Thr Cys Gln His

[3041] 1 5 10 15
[3042] Leu Thr Tyr Thr
[3043] 20

[3044] <210>117

[3045] <211>20

[3046]  <212>PRT

[3047]  <213> A TF#%

[3048] <220>

[3049]  <223> He4i & Ang-2 £ JIK

[3050]  <400>117

[3051] GIn Trp Ser Trp Pro Pro Cys Glu Trp Asp Pro Trp Thr Cys Gln Thr

[3052] 1 5 10 15
[3053] Val Trp Pro Ser
[3054] 20

[3055] <210>118
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[3056] <211>20

[3057]  <212>PRT

[3058] <213> ALf¢%

[3059]  <220>

[3060]  <223> HE4i & Ang—2 [ £ Ik

[3061]  <400>118

[3062] Gly Thr Ser Pro Ser Phe Cys Gln Trp Asp Pro Trp Thr Cys Ser His

[3063] 1 5 10 15
[3064] Met Val Gln Gly
[3065] 20

[3066] <210>119

[3067] <211>22

[3068]  <212>PRT

[3069]  <213> N LJ¥7

[3070] <220>

[3071]1  <223> He4i4 Ang-2 £ JIK

[3072] <400>119

[3073] GIn Asn Tyr Lys Pro Leu Asp Glu Leu Asp Ala Thr Leu Tyr Glu His

[3074] 1 5 10 15
[3075] Phe Ile Phe His Tyr Thr
[3076] 20

[3077] <210>120

[3078] <211>22

[3079]  <212>PRT

[3080]  <213> A LJF4)

[3081] <220>

[3082]  <223> He4i& Ang-2 [ 2 Ik

[3083]  <400>120

[3084] Leu Asn Phe Thr Pro Leu Asp Glu Leu Glu Gln Thr Leu Tyr Glu Gln

[3085] 1 5 10 15
[3086] Trp Thr Leu Gln Gln Ser
[3087] 20

[3088] <210>121

[3089] <211>22

[3090] <212>PRT

[3091]  <213> A T /%%

[3092]  <220>

[3093] <223 HEZ:E A Ang—2 £ JIK
[3094] <400>121
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[3095]
[3096]
[3097]
[3098]
[3099]
[3100]
[3101]
[3102]
[3103]
[3104]
[3105]
[3106]
[3107]
[3108]
[3109]
[3110]
[3111]
[3112]
[3113]
[3114]
[3115]
[3116]
[3117]
[3118]
[3119]
[3120]
[3121]
[3122]
[3123]
[3124]
[3125]
[3126]
[3127]
[3128]
[3129]
[3130]
[3131]
[3132]
[3133]

Thr Lys Phe Asn Pro Leu Asp Glu Leu Glu Gln Thr Leu Tyr Glu Gln

1 5 10 15
Trp Thr Leu Gln His Gln
20
<210>122
<211>22
<212>PRT
213> N7
220>
223> fE4if Ang-2 ik
<400>122
Val Lys Phe Lys Pro Leu Asp Ala Leu Glu Gln Thr Leu Tyr Glu His
1 5 10 15
Trp Met Phe GIn Gln Ala
20
<210>123
<211>22
<212>PRT
213> N L4
<220>
223> RE45 4 Ang—2 I Z ik
<400>123
Val Lys Tyr Lys Pro Leu Asp Glu Leu Asp Glu Ile Leu Tyr Glu Gln
1 5 10 15
Gln Thr Phe Gln Glu Arg
20
<210>124
<211>22
<{212>PRT
213> N
<220>
223> fE4if Ang-2 ik
<400>124
Thr Asn Phe Met Pro Met Asp Asp Leu Glu Gln Arg Leu Tyr Glu Gln
1 5 10 15
Phe Ile Leu Gln Gln Gly
20
<210>125
<211>22
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[3134]  <212>PRT

[3135]  <213> NLJ7%

[3136] <220>

[3137]  <223> fe4h4& Ang-2 IZ ik

[3138]  <400>125

[3139] Ser Lys Phe Lys Pro Leu Asp Glu Leu Glu Gln Thr Leu Tyr Glu Gln

[3140] 1 5 10 15
[3141] Trp Thr Leu Gln His Ala
[3142] 20

[3143] <210>126

[3144] <211>22

[3145]  <212>PRT

[3146] <213> A TF#%

[3147] <220>

[3148]  <223> He4i 4 Ang-2 2 Ik

[3149] <400>126

[3150] Gln Lys Phe Gln Pro Leu Asp Glu Leu Glu Gln Thr Leu Tyr Glu Gln

[3151] 1 5 10 15
[3152] Phe Met Leu Gln Gln Ala
[3153] 20

[3154] <210>127

[3155]  <211>22

[3156]  <212>PRT

[3157]  <213> N LJF4)

[3158]  <220>

[3159]  <223> HE4i & Ang-2 [ 2 JIK

[3160]  <400>127

[3161] Gln Asn Phe Lys Pro Met Asp Glu Leu Glu Asp Thr Leu Tyr Lys Gln

[3162] 1 5 10 15
[3163] Phe Leu Phe Gln His Ser
[3164] 20

[3165] <210>128

[3166] <211>22

[3167]  <212>PRT

[3168]  <213> AT /341

[3169] <220>

[3170]  <223> He4iG Ang-2 N2 fik

[3171]  <400>128

[3172]  Tyr Lys Phe Thr Pro Leu Asp Asp Leu Glu Gln Thr Leu Tyr Glu Gln
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[3173] 1 5 10 15
[3174] Trp Thr Leu Gln His Val
[3175] 20

[3176] <210>129

[3177] <211>22

[3178]  <212>PRT

[3179]  <213> N LJF4)

[3180] <220>

[3181]  <223> He4i & Ang-2 2 Ik

[3182]  <400>129

[3183] GIln Glu Tyr Glu Pro Leu Asp Glu Leu Asp Glu Thr Leu Tyr Asn Gln

[3184] 1 5 10 15
[3185] Trp Met Phe His Gln Arg
[3186] 20

[3187] <210>130

[3188] <211>22

[3189]  <212>PRT

[3190] <213> AT %4

[3191] <220>

[3192]  <223> HE4iG Ang-2 £ fik

[3193]  <400>130

[3194] Ser Asn Phe Met Pro Leu Asp Glu Leu Glu Gln Thr Leu Tyr Glu Gln

[3195] 1 5 10 15
[3196] Phe Met Leu Gln His Gln
[3197] 20

[3198] <210>131

[3199] <211>22

[3200]  <212>PRT

[3201]  <213> AN LJF%)

[3202] <220>

[3203]  <223> fe4ih Ang-2 [N Zfik

[3204] <400>131

[3205] GIln Lys Tyr Gln Pro Leu Asp Glu Leu Asp Lys Thr Leu Tyr Asp Gln

[3206] 1 5 10 15
[3207] Phe Met Leu Gln Gln Gly
[3208] 20

[3209] <210>132
[3210] <211>22
[3211]  <212>PRT

143



CN 101787072 A WO B 136/207 T

[3212]
[3213]
[3214]
[3215]
[3216]
[3217]
[3218]
[3219]
[3220]
[3221]
[3222]
[3223]
[3224]
[3225]
[3226]
[3227]
[3228]
[3229]
[3230]
[3231]
[3232]
[3233]
[3234]
[3235]
[3236]
[3237]
[3238]
[3239]
[3240]
[3241]
[3242]
[3243]
[3244]
[3245]
[3246]
[3247]
[3248]
[3249]
[3250]

213> N L4
<220>
223> REL5 4 Ang—2 I Z ik
<400>132
Gln Lys Phe Gln Pro Leu Asp Glu Leu Glu Glu Thr Leu Tyr Lys Gln
1 5 10 15
Trp Thr Leu Gln Gln Arg
20
<210>133
<211>22
<212>PRT
213> N3
<220>
<223> fE4S & Ang—2 HKIZJIK
<400>133
Val Lys Tyr Lys Pro Leu Asp Glu Leu Asp Glu Trp Leu Tyr His Gln
1 5 10 15
Phe Thr Leu His His Gln
20
<210>134
<211>22
<212>PRT
213> NTF%)
<220>
223> fE4i A Ang-2 K
<400>134
Gln Lys Phe Met Pro Leu Asp Glu Leu Asp Glu Ile Leu Tyr Glu Gln
1 5 10 15
Phe Met Phe Gln GIn Ser
20
<210>135
<211>22
<212>PRT
213> N3
220>
<223> fE4S & Ang—2 HKIZJIK
<400>135
Gln Thr Phe Gln Pro Leu Asp Asp Leu Glu Glu Tyr Leu Tyr Glu Gln
1 5 10 15
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[3251] Trp Ile Arg Arg Tyr His

[3252] 20

[3253] <210>136

[3254]  <211>22

[3255]  <212>PRT

[3256]  <213> N LJF4)

[3257]  <220>

[3258]  <223> He4i 4 Ang-2 [ 2 Ik

[3259]  <400>136

[3260] Glu Asp Tyr Met Pro Leu Asp Ala Leu Asp Ala Gln Leu Tyr Glu Gln

[3261] 1 5 10 15
[3262] Phe Tle Leu Leu His Gly
[3263] 20

[3264] <210>137

[3265] <211>22

[3266]  <212>PRT

[3267]  <213> A T34

[3268] <220>

[3269]  <223> HE4iG Ang-2 [N Zfik

[3270]  <400>137

[3271] His Thr Phe Gln Pro Leu Asp Glu Leu Glu Glu Thr Leu Tyr Tyr Gln

[3272] 1 5 10 15
[3273] Trp Leu Tyr Asp Gln Leu
[3274] 20

[3275] <210>138

[3276] <211>22

[3277]  <212>PRT

[3278]  <213> A LJF%)

[3279] <220>

[3280]  <223> He4i& Ang-2 £ Ik

[3281]  <400>138

[3282] Tyr Lys Phe Asn Pro Met Asp Glu Leu Glu Gln Thr Leu Tyr Glu Glu

[3283] 1 5 10 15
[3284] Phe Leu Phe Gln His Ala
[3285] 20

[3286] <210>139

[3287] <211>22

[3288] <212>PRT

[3289]  <213> ANTLJ¢%
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[3290]
[3291]
[3292]
[3293]
[3294]
[3295]
[3296]
[3297]
[3298]
[3299]
[3300]
[3301]
[3302]
[3303]
[3304]
[3305]
[3306]
[3307]
[3308]
[3309]
[3310]
[3311]
[3312]
[3313]
[3314]
[3315]
[3316]
[3317]
[3318]
[3319]
[3320]
[3321]
[3322]
[3323]
[3324]
[3325]
[3326]
[3327]
[3328]

220>
223> REL5 4 Ang—2 £ Ik
<400>139
Thr Asn Tyr Lys Pro Leu Asp Glu Leu Asp Ala Thr Leu Tyr Glu His
1 5 10 15
Trp Ile Leu Gln His Ser
20
<210>140
<211>22
<212>PRT
213> AL
220>
223> Re4if Ang-2 ik
<400>140
Gln Lys Phe Lys Pro Leu Asp Glu Leu Glu Gln Thr Leu Tyr Glu Gln
1 5 10 15
Trp Thr Leu Gln Gln Arg
20
<210>141
<211>22
<212>PRT
213> NTF%)
<220>
223> BE4E A Ang-2 2 Ik
<400>141
Thr Lys Phe Gln Pro Leu Asp Glu Leu Asp Gln Thr Leu Tyr Glu Gln
1 5 10 15
Trp Thr Leu Gln Gln Arg
20
<210>142
<211>22
<212>PRT
213> N3
<220>
<223> fe4if Ang-2 2 ik
<400>142
Thr Asn Phe Gln Pro Leu Asp Glu Leu Asp Gln Thr Leu Tyr Glu Gln
1 5 10 15

Trp Thr Leu Gln Gln Arg

146



CN 101787072 A WO B 139/207 T

[3329] 20

[3330] <210>143

[3331] <211>20

[3332]  <212>PRT

[3333]  <213> A LJF4

[3334] <220>

[3335]  <223> HE4: & Ang-2 [ 2K

[3336] <400>143

[3337] Ala Gly Gly Met Arg Pro Tyr Asp Gly Met Leu Gly Trp Pro Asn Tyr

[3338] 1 5 10 15
[3339] Asp Val Gln Ala
[3340] 20

[3341] <210>144

[3342] <211>20

[3343] <212>PRT

[3344]  <213> AT

[3345]  <220>

[3346]  <223> HE4iG Ang—2 N2 fik

[3347] <400>144

[3348] GIn Thr Trp Asp Asp Pro Cys Met His Ile Leu Gly Pro Val Thr Trp

[3349] 1 5 10 15
[3350] Arg Arg Cys Ile
[3351] 20

[3352] <210>145

[3353] <211>20

[3354]  <212>PRT

[3355]  <213> A L34

[3356]  <220>

[3357] <223 BE4iA Ang—2 M2 K

[3358]  <400>145

[3359] Ala Pro Gly Gln Arg Pro Tyr Asp Gly Met Leu Gly Trp Pro Thr Tyr

[3360] 1 5 10 15
[3361] Gln Arg Tle Val
[3362] 20

[3363] <210>146

[3364] <211>20

[3365]  <212>PRT

[3366] <213> N LJ%%
[3367] <220>
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[3368] <223 HE4s & Ang—2 £ Ik
[3369] <400>146
[3370] Ser Gly Gln Leu Arg Pro Cys Glu Glu Ile Phe Gly Cys Gly Thr Gln

[3371] 1 5 10 15
[3372] Asn Leu Ala Leu
[3373] 20

[3374] <210>147

[3375]  <211>20

[3376]  <212>PRT

[3377]1  <213> AN LJF%)

[3378] <220>

[3379] <223 He4i & Ang-2 £ Ik

[3380]  <400>147

[3381] Phe Gly Asp Lys Arg Pro Leu Glu Cys Met Phe Gly Gly Pro Ile Gln

[3382] 1 5 10 15
[3383] Leu Cys Pro Arg
[3384] 20

[3385] <210>148

[3386] <211>20

[3387]  <212>PRT

[3388]  <213> N L7

[3389] <220>

[3300]  <223> fe4li4 Ang-2 K ik

[3391]  <400>148

[3392] Gly Gln Asp Leu Arg Pro Cys Glu Asp Met Phe Gly Cys Gly Thr Lys

[3393] 1 5 10 15
[3394] Asp Trp Tyr Gly
[3395] 20

[3396] <210>149

[3397] <211>20

[3398]  <212>PRT

[3399]  <213> AN LJ¥7)

[3400] <220>

[3401]  <223> He4i & Ang-2 2 JIK

[3402] <400>149

[3403] Gly Phe Glu Tyr Cys Asp Gly Met Glu Asp Pro Phe Thr Phe Gly Cys

[3404] 1 5 10 15
[3405] Asp Lys Gln Thr
[3406] 20
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[3407]
[3408]
[3409]
[3410]
[3411]
[3412]
[3413]
[3414]
[3415]
[3416]
[3417]
[3418]
[3419]
[3420]
[3421]
[3422]
[3423]
[3424]
[3425]
[3426]
[3427]
[3428]
[3429]
[3430]
[3431]
[3432]
[3433]
[3434]
[3435]
[3436]
[3437]
[3438]
[3439]
[3440]
[3441]
[3442]
[3443]
[3444]
[3445]

<210>150
<211>20
<212>PRT
213> NTF%)
<220>
223> RE45 4 Ang—2 I ZJik
<400>150
Lys Leu Glu Tyr Cys Asp Gly Met Glu Asp Pro Phe Thr Gln Gly Cys
1 5 10 15
Asp Asn Gln Ser
20
<210>151
<211>20
<212>PRT
213> N3
220>
<223> fE4S & Ang—2 HKIZJIK
<400>151
Leu Gln Glu Trp Cys Glu Gly Val Glu Asp Pro Phe Thr Phe Gly Cys
1 5 10 15
Glu Lys Gln Arg
20
<210>152
<211>20
{212>PRT
213> NP3
220>
223> RE4if Ang-2 ik
<400>152
Ala Gln Asp Tyr Cys Glu Gly Met Glu Asp Pro Phe Thr Phe Gly Cys
1 5 10 15
Glu Met Gln Lys
20
<210>153
<211>20
<212>PRT
213> NLF#4
220>

<223> e Ang-2 £ JIK
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[3446]  <400>153
[3447] Leu Leu Asp Tyr Cys Glu Gly Val Gln Asp Pro Phe Thr Phe Gly Cys

[3448] 1 5 10 15
[3449] Glu Asn Leu Asp
[3450] 20

[3451] <210>154

[3452] <211>20

[3453]  <212>PRT

[3454]  <213> N LJ¥%

[3455]  <220>

[3456] <223 BEZiA Ang—2 2K

[3457]  <400>154

[3458] His Gln Glu Tyr Cys Glu Gly Met Glu Asp Pro Phe Thr Phe Gly Cys

[3459] 1 5 10 15
[3460] Glu Tyr Gln Gly
[3461] 20

[3462] <210>155

[3463] <211>20

[3464]  <212>PRT

[3465]  <213> N LJ%%

[3466]  <220>

[3467]  <223> g4 Ang-2 2 Ik

[3468]  <400>155

[3469] Met Leu Asp Tyr Cys Glu Gly Met Asp Asp Pro Phe Thr Phe Gly Cys

[3470] 1 5 10 15
[3471] Asp Lys Gln Met
[3472] 20

[3473] <210>156

[3474] <211>20

[3475]  <212>PRT

[3476]  <213> AT 541

[3477] <220>

[3478]  <223> He4i& Ang-2 2 JIK

[3479] <400>156

[3480] Leu Gln Asp Tyr Cys Glu Gly Val Glu Asp Pro Phe Thr Phe Gly Cys

[3481] 1 5 10 15
[3482] Glu Asn Gln Arg
[3483] 20

[3484] <210>157
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[3485]  <211>20

[3486] <212>PRT

[3487] <213> N LJ%%)

[3488]  <220>

[3489]  <223> g4l Ang—2 2 Ik

[3490] <400>157

[3491] Leu Gln Asp Tyr Cys Glu Gly Val Glu Asp Pro Phe Thr Phe Gly Cys

[3492] 1 5 10 15
[3493] Glu Lys Gln Arg
[3494] 20

[3495] <210>158

[3496] <211>20

[3497]  <212>PRT

[3498]  <213> A T /%%

[3499]  <220>

[3500] <223 BE4iA Ang—2 M2 JIK
[3501]  <220>

[3502] <221>misc_feature

[3503]  <222>(1).. (1)

[3504]  <223>Xaa NFAEELFE /& P PEBUK P, H AR I, Beh i 2 2 PR vk s
[3505]  <220>

[3506] <221>misc_feature

[3507]  <222>(2,4,14).. (19)

[3508]  <223>Xaa J& " PR B /K P sl b AR PR S R e A
[3509] <220>

[3510] <221>misc_feature

[3511]  <222>(3,6).. (17)

[3512]  <223>Xaa &R R IEMRILIL
[3513]  <220>

[3514] <221>misc_feature

[3515]  <222>(8).. (8)

[3516]  <223>Xaa Pk M2 EE IR TR AR
[3517]  <220>

[3518] <221>misc_feature

[3519]  <222>(9).. (9)

[3520] <223>Xaa ;& E, D, 8 Q

[3521]  <220>

[3522] <221>misc_feature

[3523]  <222>(18).. (18)
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[3524]  <223>Xaa s "R IEGIKME, TR, SOmd i 2 A iR i R

[3525]  <220>

[3526] <221>misc_feature

[3527]  <222>(20).. (20)

[3528]  <223>Xaa NMFAEBH &R AL IR

[3529] <400>158

[3530] Xaa Xaa Xaa Xaa Cys Xaa Gly Xaa Xaa Asp Pro Phe Thr Xaa Gly Cys

[3531] 1 5 10 15
[3532] Xaa Xaa Xaa Xaa
[3533] 20

[3534]  <210>159

[3535]  <211>60

[3536]  <212>DNA

[3537]  <213> N LJ¥4

[3538]  <220>

[3530]  <223> #wi e 4 & Ang—2 KK DNA

[3540]  <400>159

[3541] ccgatcegte aggaagaatg cgactgggac ccgtggacct gegaacacat gtgggaagtt 60
[3542]  <210>160

[3543]  <211>60

[3544]  <212>DNA

[3545]  <213> AN LJ¢%

[3546]  <220>

[3547] <223 it BE4S A Ang—2 [IKIK] DNA

[3548]  <400>160

[3549] accaacatcc aggaagaatg cgaatgggac ccgtggacct gecgaccacat gecgggtaaa 60
[3550]  <210>161

[3551]  <211>60

[3552]  <212>DNA

[3553]  <213> AT /¥4

[3554]  <220>

[3555]  <223> #mhfE4s & Ang—2 KK DNA

[3556]  <400>161

[3557] tggtacgaac aggacgcttg cgaatgggac ccgtggacct gegaacacat ggetgaagtt 60
[3558]  <210>162

[3559]  <211>60

[3560]  <212>DNA

[3561]  <213> N TJ¥4

[3562] <220>
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[3563]  <223> #Wi e 4 & Ang—2 K DNA

[3564]  <400>162

[3565] aaccgtctge aggaagtttg cgaatgggac ccgtggacct gecgaacacat ggaaaacgtt 00
[3566] <210>163

[3567] <211>60

[3568]  <212>DNA

[3569]  <213> N LJ¥4

[3570] <220>

[3571]  <223> #ihHRELS & Ang—2 HIKI® DNA

[3572]  <400>163

[3573] gctgetacee aggaagaatg cgaatgggac ccgtggacct gegaacacat gecgegttee 60
[3574] <210>164

[3575]  <211>60

[3576]  <212>DNA

[3577]1  <213> N LJ¥4

[3578]  <220>

[3579]  <223> #Wi e 4 & Ang—2 KK DNA

[3580]  <400>164

[3581] ctgcgtcacce aggaaggttg cgaatgggac ccgtggacct gegaacacat gttcgactgg 60
[3582]  <210>165

[3583] <211>60

[3584]  <212>DNA

[3585]  <213> N LJ¥4

[3586]  <220>

[3587]  <223> 4l RELS & Ang—2 HIKIKS DNA

[3588]  <400>165

[3589] gttccgegte agaaagactg cgaatgggac ccgtggacct gegaacacat gtacgttggt 60
[3590]  <210>166

[3591]  <211>60

[3592]  <212>DNA

[3503]  <213> N LJ¥4

[3594]  <220>

[3505]  <223> fihRELE & Ang—2 KK DNA

[3596]  <400>166

[3597] tgggetgete aggaagaatg cgaatgggat ccgtggactt gegaacacat gggtcgtatg 60
[3598]  <210>167

[3599]  <211>60

[3600]  <212>DNA

[3601]  <213> N LJF7
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[3602] <220>

[3603]  <223> #i e 4 & Ang—2 K DNA

[3604] <400>167

[3605] acttggccge aggacaaatg cgaatgggat ccgtggactt gecgaacacat gggttctact 60
[3606] <210>168

[3607] <211>60

[3608]  <212>DNA

[3609]  <213> AN L&)

[3610] <2202

[3611]  <223> gl fE4: & Ang—2 HIKE DNA

[3612]  <400>168

[3613] ggtcactcee aggaagaatg cggttgggac ccgtggacct gegaacacat gggtacgtcee 60
[3614] <210>169

[3615]  <211>60

[3616]  <212>DNA

[3617]  <213> N LJF7)

[3618] <220>

[3619]  <223> i fAE4: & Ang—2 [FIKIF DNA

[3620]  <400>169

[3621] cagcactggce aggaagaatg cgaatgggac ccgtggacct gegaccacat gecgtccaaa 60
[3622] <210>170

[3623] <211>60

[3624]  <212>DNA

[3625]  <213> AN LJF4)

[3626]  <220>

[3627]  <223> ZWiLHE4E & Ang—2 PRI DNA

[3628]  <400>170

[3629] aacgttcgtc aggaaaaatg cgaatgggac ccgtggacct gecgaacacat geeggttegt 60
[3630] <210>171

[3631] <211>60

[3632]  <212>DNA

[3633]  <213> A LJ¥7

[3634] <2202

[3635]  <223> #Wife L& Ang—2 K DNA

[3636]  <400>171

[3637] aaatccggtc aggttgaatg caactgggac ccgtggacct gcgaacacat gecgegtaac 60
[3638] <210>172

[3639] <211>60

[3640]  <212>DNA
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[3641]  <213> N L7

[3642]  <220>

[3643]  <223> ZWASBELT & Ang—2 HIIKFKS DNA

[3644]  <400>172

[3645] gttaaaaccc aggaacactg cgactgggac ccgtggacct gecgaacacat gegtgaatgg 60
[3646] <210>173

[3647] <211>60

[3648]  <212>DNA

[3649]  <213> AT 541

[3650]  <220>

[3651]  <223> #WASBELS & Ang—2 HIKIK] DNA

[3652]  <400>173

[3653] gettggggte aggaaggttg cgactgggac ccgtggacct gegaacacat getgecgatg 60
[3654] <210>174

[3655]  <211>60

[3656]  <212>DNA

[3657]  <213> N TJ#4)

[3658]  <220>

[3650]  <223> GRS RELS & Ang—2 HJAIKIYS DNA

[3660] <400>174

[3661] ccggttaacc aggaagactg cgaatgggac ccgtggacct gegaacacat gecgecgatg 00
[3662] <210>175

[3663] <211>60

[3664]  <212>DNA

[3665]  <213> N LJ¥4

[3666]  <220>

[3667]  <223> ZRiLHELE & Ang—2 PRI DNA

[3668]  <400>175

[3669] cgtgctccge aggaagactg cgaatgggac ccgtggacct gegetcacat ggacatcaaa 60
[3670] <210>176

[3671]  <211>60

[3672] <212>DNA

[3673]  <213> N LJ¥7)

[3674] <220>

[3675]  <223> #i e 4 & Ang—2 K] DNA

[3676] <400>176

[3677] cacggtcaga acatggaatg cgaatgggac ccgtggacct gcgaacacat gttccgttac 60
[3678] <210>177

[3679] <211>60
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[3680]  <212>DNA

[3681]  <213> AN TJ¥4

[3682] <220>

[3683]  <223> i fES: & Ang—2 KR DNA

[3684]  <400>177

[3685] ccgegtetge aggaagaatg cgtttgggac ccgtggacct gegaacacat gecgetgegt 60
[3686] <210>178

[3687] <211>60

[3688]  <212>DNA

[3689]  <213> N LJ¥%)

[3690] <2202

[3691]  <223> #RiLHELE & Ang—2 KT DNA

[3692] <400>178

[3693] cgtaccacce aggaaaaatg cgaatgggac ccgtggacct gegaacacat ggaatcccag 60
[3694] <210>179

[3695]  <211>60

[3696]  <212>DNA

[3697]  <213> N LJF7

[3698] <220>

[3699]  <223> #h e 4 & Ang—2 K DNA

[3700]  <400>179

[3701] cagacctccece aggaagactg cgtttgggac ccgtggacct gegaccacat ggtttcctee 60
[3702] <210>180

[3703] <211>60

[3704] <212>DNA

[3705]  <213> N LJ¥4

[3706] <2202

[3707]  <223> #RiLHE4E & Ang—2 PRI DNA

[3708]  <400>180

[3709] caggttatcg gtcgtecgtg cgaatgggac ccgtggacct gegaacacct ggaaggtetg 60
[3710] <210>181

[3711]  <211>60

[3712]  <212>DNA

[3713]  <213> N LJF7)

[3714] <220>

[3715] <223 #ihRELE A Ang—2 HIMKI DNA

[3716]  <400>181

[3717] tgggctcage aggaagaatg cgettgggac ccgtggaccet gegaccacat ggttggtetg 60
[3718] <210>182
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[3719]  <211>60

[3720] <212>DNA

[3721]  <213> N L7

[3722]  <220>

[3723]  <223> b fe4s & Ang—2 K DNA

[3724]  <400>182

[3725] ctgcegggte aggaagactg cgaatgggac ccgtggacct gegaacacat ggttegttee 60
[3726] <210>183

[3727] <211>60

[3728]  <212>DNA

[3720]  <213> N LJ¥%)

[3730] <2202

[3731]  <223> #RiLHe4E & Ang—2 KT DNA

[3732]  <400>183

[3733] ccgatgaacc aggttgaatg cgactgggac ccgtggacct gegaacacat gecgegttee 60
[3734] <210>184

[3735]  <211>60

[3736]  <212>DNA

[3737]  <213> N LJ¥%

[3738] <220>

[3730]  <223> #h e 4 & Ang—2 K DNA

[3740] <400>184

[3741] ttcggttggt ctcacggttg cgaatgggat ccgtggactt gecgaacacat gggttctacce 60
[3742] <210>185

[3743] <211>60

[3744] <212>DNA

[3745]  <213> AT 54

[3746] <2202

[37471  <223> #RiLHELE & Ang—2 KT DNA

[3748] <400>185

[3749] aaatccaccc aggacgactg cgactgggac ccgtggacct gegaacacat ggttggtecg 60
[3750]  <210>186

[3751]  <211>60

[3752]  <212>DNA

[3753]  <213> AT ¥4

[3754]  <220>

[3755]  <223> ZRALRELS & Ang—2 HJAIKIYS DNA

[3756]  <400>186

[3757] ggtccgegta tctecacctg ccagtgggac ccgtggaccet gegaacacat ggaccagetg 60
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[3758]  <210>187

[3759]  <211>60

[3760] <212>DNA

[3761]1  <213> N LJ¥4

[3762] <220>

[3763]  <223> i fE4s & Ang—2 K DNA

[3764] <400>187

[3765] tccaccatcg gtgacatgtg cgaatgggac ccgtggacct gegetcacat gcaggttgac 60
[3766] <210>188

[3767] <211>60

[3768]  <212>DNA

[3769]  <213> N LJF7)

[3770] <2202

[3771]  <223> fRiLHE4s & Ang—2 K DNA

[3772]  <400>188

[3773] gttctgggtg gtcagggttg cgaatgggac ccgtggacct gecgtetget gecagggttgg 60
[3774] <210>189

[3775]  <211>60

[3776]  <212>DNA

[3777]  <213> NTJ¥4

[3778]  <220>

[3779]  <223> b fE4: & Ang—2 RS DNA

[3780]  <400>189

[3781] gttctgggtg gtcagggttg ccagtgggac ccgtggacct getcecccacct ggaagacggt 60
[3782]  <210>190

[3783]  <211>60

[3784] <212>DNA

[3785]  <213> N LJ¥4

[3786] <2202

[3787]  <223> #RILHELE & Ang—2 KT DNA

[3788]  <400>190

[3789] accaccatcg gttccatgtg cgaatgggac ccgtggacct gegetcacat gecagggtggt 60
[3790] <210>191

[3791] <211>60

[3792] <212>DNA

[3793]  <213> AT /341

[3794] <220>

[3795]  <223> #b e 4 & Ang—2 KK DNA

[3796] <400>191
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[3797] accaaaggtaaat ccgtttg ccagtgggac ccgtggacct gectcccacat gecagteeggt 60
[3798] <210>192

[3799] <211>60

[3800]  <212>DNA

[3801]  <213> AN TLJ¥4

[3802] <220>

[3803]  <223> gmiLfE4: & Ang—2 KUK DNA

[3804] <400>192

[3805] accaccatcg gttccatgtg ccagtgggac ccgtggacct gegetcacat gecagggtggt 60
[3806] <210>193

[3807] <211>60

[3808]  <212>DNA

[3809]  <213> N LJ¥7)

[3810] <220>

[3811]  <223> Wi fE4: & Ang—2 UK DNA

[3812]  <400>193

[3813] tgggttaacg aagttgtttg cgaatgggac ccgtggacct gcaaccactg ggacaccceg 60
[3814] <210>194

[3815]  <211>60

[3816]  <212>DNA

[3817]  <213> N L7

[3818]  <220>

[3819]  <223> b fe4t & Ang—2 RS DNA

[3820] <400>194

[3821] gttgttcagg ttggtatgtg ccagtgggac ccgtggacct gcaaacacat gegtctgeag 60
[3822] <210>195

[3823] <211>60

[3824]  <212>DNA

[3825] <213> N LJ¥4

[3826]  <220>

[3827]  <223> fihRELE & Ang—2 HIMIKFY DNA

[3828]  <400>195

[3829] gctgttggtt cccagacctg cgaatgggac ccgtggacct gegetcaccet ggttgaagtt 60
[3830] <210>196

[3831] <211>60

[3832] <212>DNA

[3833]  <213> N LJF7

[3834]  <220>

[3835]  <223> ZALRELT 5 Ang—2 MK DNA
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[3836]  <400>196

[3837] cagggtatga aaatgttctg cgaatgggac ccgtggacct gegctcacat cgtttaccgt 60
[3838] <210>197

[3839] <211>60

[3840]  <212>DNA

[3841]  <213> N LJF4)

[3842] <220>

[3843]  <223> ZWiLHE4E & Ang—2 PRI DNA

[3844]  <400>197

[3845] accaccatcg gttccatgtg ccagtgggac ccgtggacct gecgaacacat gecagggtggt 60
[3846] <210>198

[3847] <211>60

[3848]  <212>DNA

[3849]  <213> AT /341

[3850]  <220>

[3851]  <223> fihRELE & Ang—2 KK DNA

[3852]  <400>198

[3853] acctcccage gtgttggttg cgaatgggac ccgtggacct geccagecacct ga cctacacce 60
[3854]  <210>199

[3855]  <211>60

[3856]  <212>DNA

[3857]  <213> N TLJ¥4l

[3858]  <220>

[3850]  <223> A RELT & Ang—2 KA DNA

[3860]  <400>199

[3861] cagtggtcet ggeegecegtg cgaatgggac ccgtggacct gecagacegt ttggecegtee 60
[3862] <210>200

[3863] <211>60

[3864]  <212>DNA

[3865] <213> N LJ¥4l

[3866]  <220>

[3867]  <223> ZRALHELS & Ang—2 K DNA

[3868]  <400>200

[3869] ggtacctceee cgtecttetg ccagtgggac ccecgtggacet getceccacat ggttcagggt 60
[3870] <210>201

[3871] <211>42

[3872]  <212>DNA

[3873]  <213> N TJ¥4

[3874] <220>
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[3875]  <223> GRS RELS & Ang—2 HJAKIYS DNA

[3876] <400>201

[3877] caggaagaat gcgaatggga cccatggact tgcgaacaca tg 42
[3878] <210>202

[3879] <211>66

[3880]  <212>DNA

[3881]  <213> N L&)

[3882]  <220>

[3883]  <223> #WiLHE4: & Ang—2 PRI DNA

[3884]  <400>202

[3885] cagaactaca aaccgctgga cgaactggac gctaccctgt acgaacactt catcttccac 60
[3886] tacacc 66
[3887] <210>203

[3888] <211>66

[3889]  <212>DNA

[3890] <213> N LJF7)

[3891]  <220>

[3892]  <223> #RhL e & Ang—2 K DNA

[3893]  <400>203

[3894] ctgaacttca cccegetgga cgaactggaa cagaccctgt acgaacagtg gaccctgeag 60
[3895] cagtcc 66
[3896] <210>204

[3897] <211>66

[3898]  <212>DNA

[3899]  <213> N LJF4)

[3900] <220>

[3901]  <223> ZRiLHE4E & Ang—2 PRI DNA

[3902]  <400>204

[3903] accaaattca acccgcectgga cgaactggaa cagaccctgt acgaacagtg gaccctgeag 60
[3904] caccag 66
[3905] <210>205

[3906] <211>66

[3907] <212>DNA

[3908]  <213> N LJ¥7)

[3909] <220>

[3910]  <223> Wi fE4: & Ang—2 K DNA

[3911]  <400>205

[3912] gttaaattca aaccgctgga cgctectggaa cagaccctgt acgaacactg gatgttccag 60
[3913] caggct 66
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[3914] <210>206

[3915]  <211>66

[3916] <212>DNA

[3917]  <213> N TLJ¥4

[3918]  <220>

[3919] <223 il B4, & Ang—2 [KIKIK] DNA

[3920]  <400>206

[3921] gttaaataca aaccgctgga cgaactggac gaaatcctgt acgaacagca gaccttccag 60
[3922] gaacgt 66
[3923] <210>207

[3924] <211>66

[3925]  <212>DNA

[3926] <213> N LJ¥7)

[3927] <220>

[3928]  <223> #RhLHELE & Ang—2 K DNA

[3929]  <400>207

[3930] accaacttca tgccgatgga cgacctggaa cagegtctgt acgaacagtt catcctgeag 60
[3931] cagggt 66
[3932] <210>208

[3933] <211>66

[3934] <212>DNA

[3935]  <213> N TLJ¥4l

[3936]  <220>

[3937] <223 it BE4S & Ang—2 [KIKIK] DNA

[3938]  <400>208

[3939] tccaaattca aaccgetgga cgaactggaa cagaccctgt acgaacagtg gaccctgeag 60
[3940] cacgct 66
[3941] <210>209

[3942] <211>66

[3943] <212>DNA

[3944]  <213> AT 341

[3945]  <220>

[3046]  <223> gl e 4 & Ang—2 KKK DNA

[3947]  <400>209

[3948] cagaaattcc agccgetgga cgaactggaa cagaccctgt acgaacagtt catgcetgeag 60
[3949] caggct 66
[3950]  <210>210

[3951]  <211>66

[3952]  <212>DNA
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[3953]  <213> N LJF7%

[3954]  <220>

[3955]  <223> #h e 4 & Ang—2 K DNA

[3956]  <400>210

[3957] cagaacttca aaccgatgga cgaattggaa gacaccctgt acaaacagtt cctgttccag 60
[3958] cactcce 66
[3959]  <210>211

[3960] <211>66

[3961]  <212>DNA

[3962]  <213> N LJ¥%)

[3963] <2202

[3964]  <223> ZRILHELE & Ang—2 KT DNA

[3965] <400>211

[3966] tacaaattca cccecgetgga cgacctggaa cagaccetgt acgaacagtg gaccctgeag 60
[3967] cacgtt 66
[3968] <210>212

[3969] <211>65

[3970] <212>DNA

[3971]  <213> N LJF7%)

[3972]  <220>

[3973]  <223> #WASBELT & Ang—2 HIIKFKS DNA

[3974]  <400>212

[3975] aggaatacga accgctggac gaactggacg aaaccctgta caaccagtgg atgttccacc 60
[3976] agcgt 65
[3977] <210>213

[3978] <211>66

[3979]  <212>DNA

[3980]  <213> N LJF%)

[3981] <2202

[3982]  <223> #WILHELE & Ang—2 KT DNA

[3983]  <400>213

[3984] tccaacttca tgccgetgga cgaactggaa cagacccetgt acgaacagtt catgetgeag 60
[3985] caccag 66
[3986] <210>214

[3987] <211>66

[3988]  <212>DNA

[3989]  <213> N LJ¥7

[3990] <220>

[3991]  <223> #WASBELT & Ang—2 KIS DNA
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[3992] <400>214

[3993] cagaaatacc agccgetgga cgaactggac aaaaccctgt acgatcagtt catgcetgecag 60
[3994] cagggt 66
[3995]  <210>215

[3996] <211>66

[3997]  <212>DNA

[3998]  <213> A LJF%)

[3999] <220>

[4000]  <223> gmiLfE4: & Ang—2 HIKEY DNA

[4001]  <400>215

[4002] cagaaattcc agccgetgga cgaactggaa gaaaccctgt acaaacagtg gaccctgeag 60
[4003] cagcgt 66
[4004]  <210>216

[4005] <211>66

[4006] <212>DNA

[4007]  <213> N LJF7)

[4008]  <220>

[4000]  <223> Wi e 4 & Ang—2 KK DNA

[4010] <400>216

[4011] gttaaataca aaccgctgga cgaactggac gaatggetgt accaccagtt caccctgeac 60
[4012]  caccag 66
[4013] <210>217

[4014]  <211>67

[4015]  <212>DNA

[4016]  <213> N LJF4)

[4017]  <220>

[4018]  <223> 4miLfE4: & Ang—2 HIKH DNA

[4019]  <400>217

[4020] cagaaattca tgccgetgga cgaactggac gaaatcctgt acgaacagtt catgttccag 60
[4021]  cagtcce 67
[4022] <210>218

[4023] <211>66

[4024]  <212>DNA

[4025]  <213> N LJ¥4

[4026] <2200

[4027] <223 #Wi e 4 & Ang—2 KK DNA

[4028] <400>218

[4029] cagaccttcce agcececgetgga cgacctggaa gaatacttgt acgaacagtg gatccgtegt 60
[4030] taccac 66
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[4031] <210>219

[4032] <211>66

[4033]  <212>DNA

[4034]  <213> ANLJ¢%)

[4035]  <220>

[4036]  <223> it BELS & Ang—2 [KIKIK] DNA

[4037]  <400>219

[4038] gaagactaca tgccgetgga cgetetggac getcagetgt acgaacagtt catcctgetg 60
[4039] cacggt 66
[4040]  <210>220

[4041]  <211266

[4042]  <212>DNA

[4043]  <213> N LJF7)

[4044] <2200

[4045] <223 ZWISBELS 5 Ang—2 KK DNA

[4046]  <400>220

[4047] cacaccttce agcecgetgga cgaactggaa gaaaccctgt actaccagtg getgtacgac 60
[4048] cagctg 66
[4049]  <210>221

[4050]  <211>66

[4051]  <212>DNA

[4052]  <213> N LJ¥4

[4053]  <220>

[4054]  <223> b fe4s & Ang—2 IR DNA

[4055]  <400>221

[4056] tacaaattca acccgatgga cgaactggaa cagaccctgt acgaagaatt cctgttccag 60
[4057] cacgct 66
[4058]  <210>222

[4059] <211>66

[4060]  <212>DNA

[4061]  <213> N LJF7)

[4062] <2200

[4063]  <223> ZWi e 4 & Ang—2 K DNA

[4064]  <400>222

[4065] accaactaca aaccgctgga cgaactggac gctaccctgt acgaacactg gatcctgeag 60
[4066] cactcc 66
[4067] <210>223

[4068] <211>66

[4069]  <212>DNA
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[4070]  <213> N LJF7%

[4071]  <220>

[4072]  <223> #WASBELT 5 Ang—2 HIIKIKS DNA

[4073]  <400>223

[4074] cagaaattca aaccgctgga cgaactggaa cagaccctgt acgaacagtg gaccctgeag 60
[4075]  cagcgt 66
[4076]  <210>224

[4077] <211>66

[4078]  <212>DNA

[4079]  <213> N LJF%)

[4080]  <220>

[4081]  <223> #RILHELS & Ang—2 KT DNA

[4082]  <400>224

[4083] accaaattcc agccgetgga cgaactggac cagaccctgt acgaacagtg gaccctgeag 60
[4084]  cagcgt 66
[4085] <210>225

[4086] <211>66

[4087]  <212>DNA

[4088]  <213> N L7

[4089]  <220>

[4000]  <223> #WASBELT & Ang—2 HIIKFKS DNA

[4091]  <400>225

[4092] accaacttcc agccgetgga cgaactggac cagaccctgt acgaacagtg gaccctgeag 60
[4093] cagcgt 66
[4094]  <210>226

[4095]  <211>60

[4096]  <212>DNA

[4097]  <213> N LJF%)

[4008]  <220>

[4099]  <223> #RILHELE & Ang—2 K DNA

[4100] <400>226

[4101] aaattcaacc cgctggacga gcectggaagag actctgtacg aacagtttac ttttcaacag 60
[4102] <210>227

[4103] <211>60

[4104]  <212>DNA

[4105]  <213> N LJ¥4

[4106] <220>

[4107]  <223> ZWESBELS S Ang—2 KT DNA

[4108]  <400>227

166



CN 101787072 A WO B 159/207 T

[4109] gctggtggta tgegtecgta cgacggtatg ctgggttgge cgaactacga cgttcagget 60
[4110] <210>228

[4111]  <211>60

[4112]  <212>DNA

[4113]  <213> N TLJ¥4

[4114]  <220>

[4115]  <223> #ih5RELS & Ang—2 HIIKIY DNA

[4116]  <400>228

[4117] cagacttggg acgatccgtg catgcacatt ctgggtccgg ttacttggeg tcgttgeate 60
[4118] <210>229

[4119] <211>60

[4120] <212>DNA

[4121]  <213> N LJF7)

[4122] <2200

[4123]  <223> gl e 4 & Ang—2 KK DNA

[4124]  <400>229

[4125] gcteegggte agegtecgta cgacggtatg ctgggttgge cgacctacca gegtategtt 60
[4126] <210>230

[4127] <211>60

[4128]  <212>DNA

[4129]  <213> N L7

[4130] <220>

[4131]  <223> b fe4 & Ang—2 IR DNA

[4132]  <400>230

[4133] tceggtecage tgegtecgtg cgaagaaatc ttecggttgeg gtacccagaa cctggetetg 60
[4134]  <210>231

[4135] <211>60

[4136] <212>DNA

[4137]  <213> AN LJF%)

[4138] <2200

[4130]  <223> fRhRELE & Ang—2 KK DNA

[4140]  <400>231

[4141] ttcggtgaca aacgtccget ggaatgecatg tteggtggte cgatccaget gtgececegegt 60
[4142]  <210>232

[4143]  <211>60

[4144]  <212>DNA

[4145]  <213> N LJF7%)

[4146]  <220>

[4147]  <223) Hb e 4 & Ang—2 KK DNA
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[4148]  <400>232

[4149] ggtcaggacc tgcecgtcecgtg cgaagacatg ttecggttgeg gtaccaaaga ctggtacggt 60
[4150]  <210>233

[4151]  <211>60

[4152]  <212>DNA

[4153]  <213> N LJF4)

[4154]  <220>

[4155]  <223> Wi He4i & Ang—2 K] DNA

[4156]  <400>233

[4157] ggtttcgaat actgcgacgg tatggaagac ccgttcacct tcggttgega caaacagacc 60
[4158]  <210>234

[4159]  <211>60

[4160] <212>DNA

[4161]  <213> N LJF7)

[4162] <220>

[4163]  <223> ZWi e 4 & Ang—2 KK DNA

[4164]  <400>234

[4165] aaactggaat actgcgacgg tatggaagac ccgttcaccce agggttgega caaccagtcec 60
[4166] <210>235

[4167] <211>60

[4168]  <212>DNA

[4169]  <213> N TLJ¥4

[4170]  <220>

(41711 <223> HitBE4S 5 Ang—2 [FIKIK] DNA

[4172]  <400>235

[4173] ctgcaggaat ggtgcgaagg tgttgaagac ccgttcacct tcggttgega aaaacagegt 60
[4174]  <210>236

[4175]  <211>60

[4176]  <212>DNA

[4177]  <213> N LJF7)

[4178] <2200

[4179] <223 Zwi e 4 & Ang—2 KK DNA

[4180] <400>236

[4181] gctcaggact actgcgaagg tatggaagac ccgttcacct teggttgega aatgcagaaa 60
[4182] <210>237

[4183] <211>60

[4184]  <212>DNA

[4185]  <213> N TJ¥4

[4186] <220>
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[4187]
[4188]
[4189]
[4190]
[4191]
[4192]
[4193]
[4194]
[4195]
[4196]
[4197]
[4198]
[4199]
[4200]
[4201]
[4202]
[4203]
[4204]
[4205]
[4206]
[4207]
[4208]
[4209]
[4210]
[4211]
[4212]
[4213]
[4214]
[4215]
[4216]
[4217]
[4218]
[4219]
[4220]
[4221]
[4222]
[4223]
[4224]
[4225]

223> ZwiSRES: & Ang—2 [FIIRTK) DNA

<400>237

ctgectggact actgcgaagg tgttcaggac ccgttcacct tecggttgega aaacctggac
<210>238

<211>60

<212>DNA

213> NLF5)

220>

223> GiSRESE & Ang—2 IR DNA

<400>238

caccaggaat actgcgaagg tatggaagac ccgttcacct tcggttgega ataccagggt
<210>239

<211>60

<212>DNA

213> NLF%)

220>

223> ZmiSRES: & Ang—2 [RIIRTK DNA

<400>239

atgctggact actgcgaagg tatggacgac ccgttcacct tcggttgega caaacagatg
<210>240

<211>60

<212>DNA

213> NLF5)

220>

223> SMASRELE & Ang—2 FAJIRTKT DNA

<400>240

ctgcaggact actgcgaagg tgttgaagac ccgttcacct tcggttgega aaaccagegt
<210>241

<211>60

<212>DNA

213> NLF%)

220>

223> GiSRESE & Ang—2 [RIIRTK) DNA

<400>241

ctgcaggact actgcgaagg tgttgaagac ccgttcacct tcggttgega aaaacagegt
<210>242

<211>54

<212>DNA

213> NTJF%)
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[4226]  <220>

[4227]  <223> #WASBELT & Ang—2 HIIKFKT DNA

[4228]  <400>242

[4229] ttcgactact gcgaaggtgt tgaagacccg ttcactttcg getgtgataa ccac 54
[4230] <210>243

[4231]  <211>250

[4232]  <212>PRT

[4233]  <213> N LJF%)

[4234]  <220>

[4235]  <223> 4ufidhE4SE & Ang—2 FUMIEY DNA

[4236] <400>243

[4237] Met Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu

[4238] 1 5 10 15
[4239] Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
[4240] 20 25 30

[4241] Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
[4242] 35 40 45

[4243] His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
[4244] 50 55 60

[4245] Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
[4246] 65 70 75 80
[4247] Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
[4248] 85 90 95
[4249] Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
[4250] 100 105 110

[4251] Tle Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
[4252] 115 120 125

[4253] Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
[4254] 130 135 140

[4255] Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
[4256] 145 150 155 160
[4257] Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
[4258] 165 170 175
[4259] Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
[4260] 180 185 190

[4261] Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val
[4262] 195 200 205

[4263] Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
[4264] 210 215 220
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[4265] Ser Pro Gly Lys Gly Gly Gly Gly Gly Cys Thr Ala Gly Tyr His Trp

[4266] 225 230 235 240
[4267] Asn Ser Asp Cys Glu Cys Cys Arg Arg Asn
[4268] 245 250

[4269] <210>244

[4270] <211>29

[4271]  <212>DNA

[4272]  <213> N LJF%)

[4273] <2205

[4274]  <223> BEMHIR

[4275] <400>244

[4276] caaacgaatg gatcctcatt aaagccaga 29
[4277] <210>245

[4278] <211>42

[4279] <212>DNA

[4280]  <213> N LJ¥7%)

[4281] <2205

[4282]  <223> B HIR

[4283]  <400>245

[4284] ggtggtgcgg ccgecactega gactgttgaa agttgtttag ca 42
[4285] <210>246

[4286] <211>29

[4287]  <212>DNA

[4288]  <213> N LJF4)

[4289]  <220>

[4290]  <223> BEHMTIR

[4291]  <400>246

[4292] caaacgaatg gatcctcatt aaagccaga 29
[4293] <210>247

[4294] <211>43

[4295]  <212>DNA

[4296] <213> N LJ¥7)

[4207] <2200

[4298]  <223> B HIR

[4299]  <400>247

[4300] aacacaaaag tgcacagggt ggaggtggtg gtgeggeege act 43
[4301] <210>248

[4302] <211>91

[4303]  <212>PRT
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[4304]  <213> N L7

[4305]  <220>

[4306]  <223> FEMZFIR

[4307]  <400>248

[4308] Cys Ala Cys Ala Gly Thr Gly Cys Ala Cys Ala Gly Gly Gly Thr Asn
[4309] 1 5 10 15
[4310] Asn Lys Asn Asn Lys Asn Asn Lys Asn Asn Lys Asn Asn Lys Asn Asn
[4311] 20 25 30

[4312] Lys Asn Asn Lys Ser Ala Arg Thr Gly Gly Gly Ala Thr Cys Cys Gly
[4313] 35 40 45

[4314] Thr Gly Gly Ala Ser Cys Asn Asn Lys Asn Asn Lys Asn Asn Lys Asn
[4315] 50 55 60

[4316] Asn Lys Asn Asn Lys Asn Asn Lys Asn Asn Lys Cys Ala Thr Thr Cys
[4317] 65 70 75 80
[4318] Thr Cys Thr Cys Gly Ala Gly Ala Thr Cys Ala

[4319] 85 90

[4320] <210>249

[4321] <211>91

[4322]  <212>PRT

[4323]  <213> N TJ¥4

[4324]  <220>

[4325]  <223> AL IR

[4326]  <400>249

[4327] Cys Ala Cys Ala Gly Thr Gly Cys Ala Cys Ala Gly Gly Gly Thr Asn
[4328] 1 5 10 15
[4329] Asn Lys Asn Asn Lys Asn Asn Lys Ala Ala Lys Cys Gly Lys Cys Cys
[4330] 20 25 30

[4331] Lys Asn Asn Lys Gly Ala Lys Gly Ala Lys Ala Thr Lys Thr Thr Lys
[4332] 35 40 45

[4333] Gly Gly Lys Gly Gly Lys Asn Asn Lys Ala Cys Lys Thr Ala Lys Cys
[4334] 50 55 60

[4335] Ala Lys Asn Asn Lys Asn Asn Lys Asn Asn Lys Cys Ala Thr Thr Cys
[4336] 65 70 75 80
[4337] Thr Cys Thr Cys Gly Ala Gly Ala Thr Cys Ala

[4338] 85 90

[4339] <210>250

[4340]  <211>95

[4341]  <212>PRT

[4342]  <213> N LJ%%)
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[4343]  <220>

[4344]  <223> B HIR

[4345]  <400>250

[4346] Cys Ala Cys Ala Gly Thr Gly Cys Ala Cys Ala Gly Gly Gly Thr Asn
[4347] 1 5 10 15
[4348] Asn Lys Ala Ala Lys Thr Thr Lys Ala Ala Lys Cys Cys Lys Cys Thr
[4349] 20 25 30

[4350] Lys Gly Ala Lys Gly Ala Lys Cys Thr Lys Gly Ala Lys Gly Ala Lys
[4351] 35 40 45

[4352] Ala Cys Lys Cys Thr Lys Thr Ala Lys Gly Ala Lys Cys Ala Lys Thr
[4353] 50 55 60

[4354] Thr Lys Ala Cys Lys Thr Thr Lys Cys Ala Lys Cys Ala Lys Asn Asn
[4355] 65 70 75 80
[4356] Lys Cys Ala Thr Thr Cys Thr Cys Thr Cys Gly Ala Gly Ala Thr
[4357] 85 90 95
[4358] <210>251

[4359] <211>91

[4360]  <212>PRT

[4361]  <213> N L7

[4362]  <220>

[4363]  <223> HMHIR

[4364]  <400>251

[4365] Cys Ala Cys Ala Gly Thr Gly Cys Ala Cys Ala Gly Gly Gly Thr Asn
[4366] 1 5 10 15
[4367] Asn Lys Asn Asn Lys Asn Asn Lys Cys Ala Lys Gly Ala Lys Gly Ala
[4368] 20 25 30

[4369] Lys Thr Gly Cys Gly Ala Lys Thr Gly Lys Gly Ala Lys Cys Cys Lys
[4370] 35 40 45

[4371] Thr Gly Lys Ala Cys Lys Thr Gly Cys Gly Ala Lys Cys Ala Lys Ala
[4372] 50 55 60

[4373] Thr Lys Asn Asn Lys Asn Asn Lys Asn Asn Lys Cys Ala Thr Thr Cys
[4374] 65 70 75 80
[4375] Thr Cys Thr Cys Gly Ala Gly Ala Thr Cys Ala

[4376] 85 90

[4377] <210>252

[4378] <211>89

[4379]  <212>PRT

[4380]  <213> N TJ¥4

[4381]  <220>
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[4382]  <223> B HIR

[4383]  <400>252

[4384] Cys Ala Cys Ala Gly Thr Gly Cys Ala Cys Ala Gly Gly Gly Thr Asn
[4385] 1 5 10 15
[4386] Asn Lys Thr Thr Lys Gly Ala Lys Thr Ala Lys Asn Asn Lys Gly Ala
[4387] 20 25 30

[4388] Lys Gly Gly Lys Gly Thr Lys Gly Ala Lys Gly Ala Lys Cys Cys Lys
[4389] 35 40 45

[4390] Thr Thr Lys Ala Cys Lys Thr Thr Lys Gly Gly Lys Asn Asn Lys Gly
[4391] 50 55 60

[4392] Ala Lys Ala Ala Lys Cys Ala Lys Asn Asn Lys Cys Ala Thr Thr Cys
[4393] 65 70 75 80
[4394] Thr Cys Thr Cys Gly Ala Gly Ala Thr

[4395] 85

[4396] <210>253

[4397] <211>95

[4398]  <212>PRT

[4399]  <213> N LJF7%)

[4400]  <220>

[4401]  <223> B HIR

[4402]  <400>253

[4403] Cys Ala Cys Ala Gly Thr Gly Cys Ala Cys Ala Gly Gly Gly Thr Asn
[4404] 1 5 10 15
[4405] Asn Lys Ala Ala Lys Thr Thr Lys Ala Ala Lys Cys Cys Lys Cys Thr
[4406] 20 25 30

[4407] Lys Gly Ala Lys Gly Ala Lys Cys Thr Lys Gly Ala Lys Gly Ala Lys
[4408] 35 40 45

[4409] Ala Cys Lys Cys Thr Lys Thr Ala Lys Gly Ala Lys Cys Ala Lys Thr
[4410] 50 55 60

[4411] Thr Lys Ala Cys Lys Thr Thr Lys Cys Ala Lys Cys Ala Lys Asn Asn
[4412] 65 70 75 80
[4413] Lys Cys Ala Thr Thr Cys Thr Cys Thr Cys Gly Ala Gly Ala Thr
[4414] 85 90 95
[4415]  <210>254

[4416] <211>15

[4417]  <212>DNA

[4418]  <213> NLJ¢%)

[4419]  <220>

[4420]  <223> HMHIR

174



LS

CN 101787072 A WO B 167/207 TT

[4421]  <400>254

[4422] cacagtgcac agggt 15
[4423] <210>255

[4424] <211>16

[4425]  <212>DNA

[4426]  <213> N TJ¥#%)

[4427] <220>

[4428]  <223> HEZ IR

[4429]  <400>255

[4430] tgatctcgag agaatg 16
[4431] <210>256

[4432] <211>21

[4433]  <212>DNA

[4434]  <213> N L7759

[4435]  <220>

[4436]  <223> HEZ IR

[4437]  <400>256

[4438] gttagctcac tcattaggca c 21
[4439] <210>257

[4440] <211>21

[4441]  <212>DNA

[4442]  <213> N LF¢%)

[4443]  <220>

[4444]  <223)> FHHZHR

[4445]  <400>257

[4446] gtaccgtaac actgagtttc g 21
[4447]  <210>258

[4448] <211>18

[4449]  <212>DNA

[4450]  <213> N LJF%)

[4451]  <220>

[4452]  <223> HEZ IR

[4453]  <400>258

[4454] ttacacttta tgcttcceg 18
[4455]  <210>259

[4456] <211>31

[4457]  <212>PRT

[4458]  <213> N LJ¥%

[4459]  <220>

175
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[4460]  <223> fE4i A Ang—2 HIIKHLIR

[4461]  <220>

[4462] <221>misc_feature

[4463]  <222>(2).. (2)

[4464] <223>Xaa = Fc

[4465]  <400>259

[4466] Met Xaa Gly Gly Gly Gly Gly Ala Gln Pro Ile Arg Gln Glu Glu Cys
[4467] 1 5 10 15
[4468] Asp Trp Asp Pro Trp Thr Cys Glu His Met Trp Glu Val Leu Glu
[4469] 20 25 30

[4470]  <210>260

[4471]  <211>31

[4472]  <212>PRT

[4473]  <213> N LJ#%

[4474]  <220>

[4475] <223 He4i A Ang—2 HIIKHLIK

[4476]  <220>

[4477] <221>misc_feature

[4478]  <222>(2).. (2)

[4479] <223>Xaa = Fc

[4480]  <400>260

[4481] Met Xaa Gly Gly Gly Gly Gly Ala Gln ThrAsn Ile Gln Glu Glu Cys
[4482] 1 5 10 15
[4483] Glu Trp Asp Pro Trp Thr Cys Asp His Met Pro Gly Lys Leu Glu
[4484] 20 25 30

[4485]  <210>261

[4486] <211>31

[4487]  <212>PRT

[4488]  <213> N LJ%%

[4489]  <220>

[4490]  <223> HE4E & Ang-2 IIIKFTIA

[4491]  <220>

[4492] <221>misc_feature

[4493]  <222>(2).. (2)

[4494] <223>Xaa = Fc

[4495]  <400>261

[4496] Met Xaa Gly Gly Gly Gly Gly Ala Gln Trp Tyr Glu Gln Asp Ala Cys
[4497] 1 5 10 15
[4498] Glu Trp Asp Pro Trp Thr Cys Glu His Met Ala Glu Val Leu Glu
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[4499] 20
[4500] <210>262

[4501] <211>31

[4502]  <212>PRT

[4503]  <213> ANLJF4
[4504]  <220>

[4505] <223 Be4s& Ang-2 IkPLIE
[4506]  <220>

[4507] <221>misc_feature
[4508]  <222>(2).. (2)
[4509] <223>Xaa = Fc
[4510]  <400>262

25

30

[4511] Met Xaa Gly Gly Gly Gly Gly Ala Gln Asn Arg Leu Gln Glu Val Cys

[4512] 1 5

[4514] 20
[4515]  <210>263

[4516] <211>31

[4517]  <212>PRT

[4518]  <213> N LJ¥%
[4519] <220>

[4520] <223 fe4iG Ang—2 KB
[4521]  <220>

[4522] <221>misc feature
[4523] <222>(2).. (2)
[4524] <223>Xaa = Fc
[4525]  <400>263

25

10
[4513] Glu Trp Asp Pro Trp Thr Cys Glu His Met Glu Asn Val Leu Glu

30

[4526] Met Xaa Gly Gly Gly Gly Gly Ala Gln Ala Ala Thr Gln Glu Glu Cys

[4527] 1 5

[4529] 20

[4530] <210>264

[4531] <211>31

[4532]  <212>PRT

[4533]  <213> N LJF4

[4534]  <220>

[4535] <223 He4i& Ang-2 WIAKPLIA
[4536]  <220>

[4537] <221>misc_feature
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[4528] Glu Trp Asp Pro Trp Thr Cys Glu His Met Pro Arg Ser Leu Glu

30
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[4538]  <222>(2).. (2)

[4539] <223>Xaa = Fc

[4540]  <400>264

[4541] Met Xaa Gly Gly Gly Gly Gly Ala Gln Leu Arg His Gln Glu Gly Cys

[4542] 1 5 10 15
[4543] Glu Trp Asp Pro Trp Thr Cys Glu His Met Phe Asp Trp Leu Glu
[4544] 20 25 30

[4545] <210>265

[4546] <211>31

[4547]  <212>PRT

[4548]  <213> N T %%

[4549]  <220>

[4550] <223 Re4i& Ang-2 IAKPLIE
[4551]  <220>

[4552] <221>misc_feature

[4553]  <222>(2).. (2)

[4554]  <223>Xaa = Fc

[4555]  <400>265

[4556] Met Xaa Gly Gly Gly Gly Gly Ala Gln Val Pro Arg Gln Lys Asp Cys

[4557] 1 5 10 15
[4558] Glu Trp Asp Pro Trp Thr Cys Glu His Met Tyr Val Gly Leu Glu
[4559] 20 25 30

[4560]  <210>266

[4561] <211>31

[4562]  <212>PRT

[4563] <213> AN T

[4564]  <220>

[4565]  <223> He4i & Ang—2 IIIKHTIA
[4566]  <220>

[4567] <221>misc_feature

[4568]  <222>(2).. (2)

[4569] <223>Xaa = Fc

[4570]  <400>266

[4571] Met Xaa Gly Gly Gly Gly Gly Ala Gln Ser Ile Ser His Glu Glu Cys

[4572] 1 5 10 15
[4573] Glu Trp Asp Pro Trp Thr Cys Glu His Met Gln Val Gly Leu Glu
[4574] 20 25 30

[4575] <210>267
[4576] <211>31
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[4577]  <212>PRT

[4578]  <213> N LJ¥%

[4579] <220>

[4580] <223 fe4iG Ang—2 IIKHLIE
[4581]  <220>

[4582] <221>misc feature

[4583]  <222>(2).. (2)

[4584] <223>Xaa = Fc

[4585]  <400>267

[4586] Met Xaa Gly Gly Gly Gly Gly Ala Gln Trp Al a Ala Gln Glu Glu Cys

[4587] 1 5

[4589] 20
[4590] <210>268

[4591] <211>31

[4592]  <212>PRT

[4593]  <213> N L4
[4594]  <220>

[4595] <223 Be4i& Ang-2 WIAKPLIA
[4596]  <220>

[4597] <221>misc_feature
[4598]  <222>(2).. (2)
[4599] <223>Xaa = Fc
[4600]  <400>268

25

10
[4588] Glu Trp Asp Pro Trp Thr Cys Glu His Met Gly Arg Met Leu Glu

30

[4601] Met Xaa Gly Gly Gly Gly Gly Ala Gln Thr Trp Pro Gln Asp Lys Cys

[4602] 1 5

[4604] 20
[4605] <210>269

[4606] <211>31

[4607]  <212>PRT

[4608]  <213> N T4
[4600]  <220>

[4610] <223 Be4i& Ang—2 HIIKDLIAK
[4611] <2205

[4612] <221>misc_feature
[4613] <222>(2).. (2)
[4614] <223>Xaa = Fc
[4615]  <400>269
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10
[4603] Glu Trp Asp Pro Trp Thr Cys Glu His Met Gly Ser Thr Leu Glu

30



CN 101787072 A WO B 172/207 7T

[4616] Met Xaa Gly Gly Gly Gly Gly Ala Gln Gly His Ser Gln Glu Glu Cys

[4617] 1 5 10 15
[4618] Gly Trp Asp Pro Trp Thr Cys Glu His Met Gly Thr Ser Leu Glu
[4619] 20 25 30

[4620] <210>270

[4621]  <211>31

[4622]  <212>PRT

[4623]  <213> A LJF%)

[4624]  <220>

[4625]  <223> He4iA Ang—2 IIKHLIK
[4626]  <220>

[4627] <221>misc_feature

[4628]  <222>(2).. (2)

[4629] <223>Xaa = Fc

[4630]  <400>270

[4631] Met Xaa Gly Gly Gly Gly Gly Ala Gln Gln His Trp Gln Glu Glu Cys

[4632] 1 5 10 15
[4633] Glu Trp Asp Pro Trp Thr Cys Asp His Met Pro Ser Lys Leu Glu
[4634] 20 25 30

[4635] <210>271

[4636] <211>31

[4637]  <212>PRT

[4638]  <213> N L35

[4639]  <220>

[4640]  <223> g4 & Ang—2 FIKHTIA
[4641]  <220>

[4642] <221>misc_feature

[4643]  <222>(2).. (2)

[4644] <223>Xaa = Fc

[4645]  <400>271

[4646] Met Xaa Gly Gly Gly Gly Gly Ala Gln Asn Val Arg Gln Glu Lys Cys

[4647] 1 5 10 15
[4648] Glu Trp Asp Pro Trp Thr Cys Glu His Met Pro Val Arg Leu Glu
[4649] 20 25 30

[4650] <210>272

[4651] <211>31

[4652]  <212>PRT

[4653]  <213> N LJ¥%
[4654]  <220>
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[4655]
[4656]
[4657]
[4658]
[4659]
[4660]
[4661]
[4662]
[4663]
[4664]
[4665]
[4666]
[4667]
[4668]
[4669]
[4670]
[4671]
[4672]
[4673]
[4674]
[4675]
[4676]
[4677]
[4678]
[4679]
[4680]
[4681]
[4682]
[4683]
[4684]
[4685]
[4686]
[4687]
[4688]
[4689]
[4690]
[4691]
[4692]
[4693]

<223> fe 44 Ang-2 IIAKPLIR
<220>

<221>misc_feature
<222>(2).. (2)

{223>Xaa = Fc

<400>272

Met Xaa Gly Gly Gly Gly Gly Ala Gln Lys Ser Gly Gln Val Glu Cys

1 5

Asn Trp Asp Pro Trp Thr Cys Glu His Met Pro Arg Asn Leu Glu

20
<210>273

<211>31

<212>PRT

213> NTJF4

<220>

<223> Be4E4 Ang—2 HIKHLAK
<220>

<221>misc_feature
<222>(2).. (2)
<223>Xaa = Fc

<400>273

25

30

Met Xaa Gly Gly Gly Gly Gly Ala Gln Val Lys Thr Gln Glu His Cys

1 5

Asp Trp Asp Pro Trp Thr Cys Glu His Met Arg Glu Trp Leu Glu

20
<210>274

<211>31

<212>PRT

213> NTJF4

<220>

<223> Be4E4 Ang—2 HIKHLIK
<220>

<221>misc_feature
<222>(2).. (2)
(223>Xaa = Fc

<400>274

25

30

Met Xaa Gly Gly Gly Gly Gly Ala Gln Ala Trp Gly Gln Glu Gly Cys

1 5

Asp Trp Asp Pro Trp Thr Cys Glu His Met Leu Pro Met Leu Glu
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[4694] 20 25 30
[4695]  <210>275

[4696] <211>31

[4697]  <212>PRT

[4698]  <213> N L7

[4699]  <220>

[4700]  <223> HE4i & Ang-2 [RIKHLAK

[4701]  <220>

[4702] <221>misc_feature

[4703]  <222>(2).. (2)

[4704] <223>Xaa = Fc

[4705] <400>275

[4706] Met Xaa Gly Gly Gly Gly Gly Ala Gln Pro Val Asn Gln Glu Asp Cys

[4707] 1 5 10 15
[4708] Glu Trp Asp Pro Trp Thr Cys Glu His Met Pro Pro Met Leu Glu
[4709] 20 25 30

[4710] <210>276

[4711]  <211>31

[4712]  <212>PRT

[4713]  <213> NLJF4)

[4714]  <220>

[4715]  <223> Be4i& Ang—2 KKK
[4716]  <220>

[4717] <221>misc_feature

[4718]  <222>(2).. (2)

[4719]  <223>Xaa = Fc

[4720] <400>276

[4721] Met Xaa Gly Gly Gly Gly Gly Ala Gln Arg Ala Pro Gln Glu Asp Cys

[4722] 1 5 10 15
[4723] Glu Trp Asp Pro Trp Thr Cys Ala His Met Asp Ile Lys Leu Glu
[4724] 20 25 30

[4725] <210>277

[4726] <211>31

[4727]  <212>PRT

[4728] <213> N LJF4

[4729] <220>

[4730] <223 Be4i& Ang—2 WIAKPLIE
[4731]  <220>

[4732] <221>misc_feature

182
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[4733]  <222>(2).. (2)

[4734] <223>Xaa = Fc

[4735]  <400>277

[4736] Met Xaa Gly Gly Gly Gly Gly Ala Gln His Gly Gln Asn Met Glu Cys

[4737] 1 5 10 15
[4738] Glu Trp Asp Pro Trp Thr Cys Glu His Met Phe Arg Tyr Leu Glu
[4739] 20 25 30

[4740]  <210>278

[4741]  <211>31

[4742]  <212>PRT

[4743]  <213> N TF%)

[4744]  <220>

[4745] <223 Be4i & Ang—2 FIKHLIK
[4746]  <220>

[4747] <221>misc_feature

[4748]  <222>(2).. (2)

[4749] <223>Xaa = Fc

[4750]  <400>278

[4751] Met Xaa Gly Gly Gly Gly Gly Ala Gln Pro Arg Leu Gln Glu Glu Cys

[4752] 1 5 10 15
[4753] Val Trp Asp Pro Trp Thr Cys Glu His Met Pro Leu Arg Leu Glu
[4754] 20 25 30

[4755]  <210>279

[4756] <211>31

[4757]  <212>PRT

[4758]  <213> A LJ7%)

[4759]  <220>

[4760]  <223> He4i & Ang—2 FIIKHLIK
[4761]  <220>

[4762] <221>misc_feature

[4763]  <222>(2).. (2)

[4764] <223>Xaa = Fc

[4765]  <400>279

[4766] Met Xaa Gly Gly Gly Gly Gly Ala Gln Arg Thr Thr Gln Glu Lys Cys

[4767] 1 5 10 15
[4768] Glu Trp Asp Pro Trp Thr Cys Glu His Met Glu Ser Gln Leu Glu
[4769] 20 25 30

[4770] <210>280
[4771] <211>31

183
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[4772]
[4773]
[4774]
[4775]
[4776]
[4777]
[4778]
[4779]
[4780]
[4781]
[4782]
[4783]
[4784]
[4785]
[4786]
[4787]
[4788]
[4789]
[4790]
[4791]
[4792]
[4793]
[4794]
[4795]
[4796]
[4797]
[4798]
[4799]
[4800]
[4801]
[4802]
[4803]
[4804]
[4805]
[4806]
[4807]
[4808]
[4809]
[4810]

<212>PRT

213> NP4

<220>

<223> g4 4 Ang—2 Ik HLIK
<2207

<221>misc_feature
<222>(2).. (2)
<223>Xaa = Fc

30

<400>280

Met Xaa Gly Gly Gly Gly Gly Ala Gln Gln Thr Ser Gln Glu Asp Cys

1 5 10

Val Trp Asp Pro Trp Thr Cys Asp His Met Val Ser Ser Leu Glu
20 25

<210>281

<211>31

<212>PRT

213> NTLF%)

<220>

<223> fe 44 Ang-2 KPR

220>

<221>misc_feature
<222>(2).. (2)
<223>Xaa = Fc

30

<400>281

Met Xaa Gly Gly Gly Gly Gly Ala Gln Gln Val Ile Gly Arg Pro Cys

1 5 10

Glu Trp Asp Pro Trp Thr Cys Glu His Leu Glu Gly Leu Leu Glu
20 25

<210>282

<211>31

<212>PRT

213> N3

<220>

223> fe4h 4 Ang-2 KRB

220>

<221>misc_feature
<222>(2).. (2)
<223>Xaa = Fc
<400>282

184
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[4811] Met Xaa Gly Gly Gly Gly Gly Ala Gln Trp Ala Gln Gln Glu Glu Cys

[4812] 1 5 10 15
[4813] Ala Trp Asp Pro Trp Thr Cys Asp His Met Val Gly Leu Leu Glu
[4814] 20 25 30

[4815]  <210>283

[4816] <211>31

[4817]  <212>PRT

[4818]  <213> N TJ#4

[4819]  <220>

[4820]  <223> HE4i A Ang—2 KUK
[4821]  <220>

[4822] <221>misc_feature

[4823] <222>(2).. (2)

[4824] <223>Xaa = Fc

[4825]  <400>283

[4826] Met Xaa Gly Gly Gly Gly Gly Ala Gln Leu Pro Gly Gln Glu Asp Cys

[4827] 1 5 10 15
[4828] Glu Trp Asp Pro Trp Thr Cys Glu His Met Val Arg Ser Leu Glu
[4829] 20 25 30

[4830] <210>284

[4831] <211>31

[4832]  <212>PRT

[4833]  <213> N L7

[4834]  <220>

[4835]  <223> fig&4h & Ang—2 FIKHTIA
[4836]  <220>

[4837] <221>misc_feature

[4838]  <222>(2).. (2)

[4839] <223>Xaa = Fc

[4840]  <400>284

[4841] Met Xaa Gly Gly Gly Gly Gly Ala Gln Pro Met Asn Gln Val Glu Cys

[4842] 1 5 10 15
[4843] Asp Trp Asp Pro Trp Thr Cys Glu His Met Pro Arg Ser Leu Glu
[4844] 20 25 30

[4845] <210>285

[4846] <211>31

[4847]  <212>PRT

[4848] <213> N LJ%%)
[4849]  <220>

185
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Met Xaa Gly Gly Gly Gly Gly Ala Gln Phe Gly Trp Ser His Gly Cys

10
Glu Trp Asp Pro Trp Thr Cys Glu His Met Gly Ser Thr Leu Glu

30

Met Xaa Gly Gly Gly Gly Gly Ala Gln Lys Ser Thr Gln Asp Asp Cys

10
Asp Trp Asp Pro Trp Thr Cys Glu His Met Val Gly Pro Leu Glu

30

Met Xaa Gly Gly Gly Gly Gly Ala Gln Gly Pro Arg Ile Ser Thr Cys

CN 101787072 A i AR
[4850] <223 Be4i& Ang—2 WIAKPLIA
[4851]  <220>

[4852] <221>misc_feature

[4853]  <222>(2).. (2)

[4854] <223>Xaa = Fc

[4855]  <400>285

[4856]

[4857] 1 5

[4858]

[4859] 20 25
[4860] <210>286

[4861] <211>31

[4862] <212>PRT

[4863]  <213> A T /%%

[4864] <220>

[4865] <223 BE4i A Ang—2 KBTI
[4866]  <220>

[4867] <221>misc_feature

[4868]  <222>(2).. (2)

[4869] <223>Xaa = Fc

[4870] <400>286

[4871]

[4872] 1 5

[4873]

[4874] 20 25
[4875] <210>287

[4876] <211>31

[4877]  <212>PRT

[4878]  <213> N T /%%

[4879] <220>

[4880] <223 HE4iG Ang—2 HIKDLIAK
[4881]  <220>

[4882] <221>misc_feature

[4883]  <222>(2).. (2)

[4884] <223>Xaa = Fc

[4885] <400>287

[4886]

[4887] 1 5

[4888]

186

10
Gln Trp Asp Pro Trp Thr Cys Glu His Met Asp Gln Leu Leu Glu
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[4889]
[4890]
[4891]
[4892]
[4893]
[4894]
[4895]
[4896]
[4897]
[4898]
[4899]
[4900]
[4901]
[4902]
[4903]
[4904]
[4905]
[4906]
[4907]
[4908]
[4909]
[4910]
[4911]
[4912]
[4913]
[4914]
[4915]
[4916]
[4917]
[4918]
[4919]
[4920]
[4921]
[4922]
[4923]
[4924]
[4925]
[4926]
[4927]

20 25 30
<210>288
<211>31
<212>PRT
213> NTF%)
220>
223> fe &4 Ang—2 FIIKPLIR
220>
<221>misc_feature
<222>(2).. (2)
<223>Xaa = Fc

<400>288

Met Xaa Gly Gly Gly Gly Gly Ala Gln Ser Thr Ile Gly Asp Met Cys

1 5 10 15

Glu Trp Asp Pro Trp Thr Cys Ala His Met Gln Val Asp Leu Glu
20 25 30

<210>289

<211>31

<212>PRT

213> NLJF%)

220>

223> B4 Ang-2 [KIIKPUIE

<220>

<221>misc_feature
<222>(2).. (2)
{223>Xaa = Fc

<400>289

Met Xaa Gly Gly Gly Gly Gly Ala Gln Val Leu Gly Gly Gln Gly Cys

1 5 10 15

Glu Trp Asp Pro Trp Thr Cys Arg Leu Leu Gln Gly Trp Leu Glu
20 25 30

<210>290

<211>31

<212>PRT

213> NTLF%)

<220>

<223> fe 44 Ang—2 KPR

220>

<221>misc_feature

187
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[4928] <222>(2).. (2)
[4929] <223>Xaa = Fc
[4930] <400>290

[4931] Met Xaa Gly Gly Gly Gly Gly Ala Gln Val Leu Gly Gly Gln Gly Cys

[4932] 1 5

[4934] 20
[4935] <210>291

[4936] <211>31

[4937] <212>PRT

[4938] <213> AN TJ#4
[4939] <220>

[4940] <223 Re4i& Ang-2 WIkPLIE
[4941]  <220>

[4942] <221>misc_feature
[4943] <222>(2).. (2)
[4944] <223>Xaa = Fc
[4945]  <400>291

25

10
[4933] Gln Trp Asp Pro Trp Thr Cys Ser His Leu Glu Asp Gly Leu Glu

30

[4946] Met Xaa Gly Gly Gly Gly Gly Ala Gln Thr Thr Ile Gly Ser Met Cys

[4947] 1 )

[4949] 20
[4950]  <210>292

[4951] <211>31

[4952]  <212>PRT

[4953] <213> N TJ#4)
[4954]  <220>

[4955]  <223> HE&i & Ang—2 WIIKBLIA
[4956]  <220>

[4957] <221>misc_feature
[4958] <222>(2).. (2)
[4959] <223>Xaa = Fc
[4960]  <400>292

25

10
[4948] Glu Trp Asp Pro Trp Thr Cys Ala His Met Gln Gly Gly Leu Glu

30

[4961] Met Xaa Gly Gly Gly Gly Gly Ala Gln Thr Lys Gly Lys Ser Val Cys

[4962] 1 5

[4964] 20
[4965] <210>293
[4966] <211>31

188

25

10
[4963] GIn Trp Asp Pro Trp Thr Cys Ser His Met Gln Ser Gly Leu Glu

30



CN 101787072 A WO B 181/207 T

[4967]  <212>PRT

[4968]  <213> N TJ¥4

[4969]  <220>

[4970]  <223> fe4i & Ang—2 HIKPIAR

[4971]  <220>

[4972] <221>misc feature

[4973]  <222>(2).. (2)

[4974] <223>Xaa = Fc

[4975] <400>293

[4976] Met Xaa Gly Gly Gly Gly Gly Ala Gln Thr Thr Ile Gly Ser Met Cys

(49771 1 5 10 15
[4978] Gln Trp Asp Pro Trp Thr Cys Ala His Met Gln Gly Gly Leu Glu
[4979] 20 25 30

[4980] <210>294

[4981] <211>31

[4982]  <212>PRT

[4983]  <213> N TLJ¥4

[4084] <2205

[4985] <223 HE4i& Ang—2 HIIKBLIAK
[4986] <220>

[4987] <221>misc_feature

[4988]  <222>(2).. (2)

[4989] <223>Xaa = Fc

[4990]  <400>294

[4991] Met Xaa Gly Gly Gly Gly Gly Ala Gln Trp Val Asn Glu Val Val Cys

[4992] 1 5 10 15
[4993] Glu Trp Asp Pro Trp Thr Cys Asn His Trp Asp Thr Pro Leu Glu
[4994] 20 25 30

[4995] <210>295

[4996] <211>31

[4997] <212>PRT

[4998]  <213> A T /%%
[4999]  <220>

[5000]  <223> HE4i& Ang—2 HIKDLIAK
[5001]  <220>

[5002] <221>misc_feature
[5003] <222>(2).. (2)
[5004] <223>Xaa = Fc
[5005]  <400>295
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[5006] Met Xaa Gly Gly Gly Gly Gly Ala Gln Val Val Gln Val Gly Met Cys

[5007] 1 5 10 15
[5008] GIn Trp Asp Pro Trp Thr Cys Lys His Met Arg Leu Gln Leu Glu
[5009] 20 25 30

[5010]  <210>296

[5011]  <211>31

[5012]  <212>PRT

[5013]  <213> A LJF4)

[5014]  <220>

[5015]  <223> He4i& Ang—2 IIKHLIK
[5016]  <220>

[5017] <221>misc_feature

[5018]  <222>(2).. (2)

[5019]  <223>Xaa = Fc

[5020]  <400>296

[5021] Met Xaa Gly Gly Gly Gly Gly Ala Gln Ala Val Gly Ser Gln Thr Cys

[5022] 1 5 10 15
[5023] Glu Trp Asp Pro Trp Thr Cys Ala His Leu Val Glu Val Leu Glu
[5024] 20 25 30

[5025]  <210>297

[5026] <211>31

[5027]  <212>PRT

[5028]  <213> N LJ¥4l

[5029]  <220>

[5030]  <223> fig4i & Ang—2 KKK
[5031]  <220>

[5032] <221>misc_feature

[5033]  <222>(2).. (2)

[5034] <223>Xaa = Fc

[5035]  <400>297

[5036] Met Xaa Gly Gly Gly Gly Gly Ala Gln Gln Gly Met Lys Met Phe Cys

[5037] 1 5 10 15
[5038] Glu Trp Asp Pro Trp Thr Cys Ala His Ile Val Tyr Arg Leu Glu
[5039] 20 25 30

[5040]  <210>298

[5041]  <211>31

[5042]  <212>PRT

[5043]  <213> N LJ¥%
[5044]  <220>
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[5045]
[5046]
[5047]
[5048]
[5049]
[5050]
[5051]
[5052]
[5053]
[5054]
[5055]
[5056]
[5057]
[5058]
[5059]
[5060]
[5061]
[5062]
[5063]
[5064]
[5065]
[5066]
[5067]
[5068]
[5069]
[5070]
[5071]
[5072]
[5073]
[5074]
[5075]
[5076]
[5077]
[5078]
[5079]
[5080]
[5081]
[5082]
[5083]

<223> fe 44 Ang-2 IIAKPLIR
<220>

<221>misc_feature
<222>(2).. (2)

{223>Xaa = Fc

<400>298

Met Xaa Gly Gly Gly Gly Gly Ala Gln Thr Thr Ile Gly Ser Met Cys

1 5

20
<210>299

<211>31

<212>PRT

213> NTJF4

<220>

<223> Be4E4 Ang—2 HIKHLAK
<220>

<221>misc_feature
<222>(2).. (2)
<223>Xaa = Fc

<400>299

10
Gln Trp Asp Pro Trp Thr Cys Glu His Met Gln Gly Gly Leu Glu

25

30

Met Xaa Gly Gly Gly Gly Gly Ala Gln Thr Ser Gln Arg Val Gly Cys

1 5

20
<210>300

<211>31

<212>PRT

213> NTJF4

<220>

<223> Be4E4 Ang—2 HIKHLIK
<220>

<221>misc_fea ture
<222>(2).. (2)
(223>Xaa = Fc

<400>300

10
Glu Trp Asp Pro Trp Thr Cys Gln His Leu Thr Tyr Thr Leu Glu

25

30

Met Xaa Gly Gly Gly Gly Gly Ala Gln Gln Trp Ser Trp Pro Pro Cys

1 5

10
Glu Trp Asp Pro Trp Thr Cys Gln Thr Val Trp Pro Ser Leu Glu
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[5084]
[5085]
[5086]
[5087]
[5088]
[5089]
[5090]
[5091]
[5092]
[5093]
[5094]
[5095]
[5096]
[5097]
[5098]
[5099]
[5100]
[5101]
[5102]
[5103]
[5104]
[5105]
[5106]
[5107]
[5108]
[5109]
[5110]
[5111]
[5112]
[5113]
[5114]
[5115]
[5116]
[5117]
[5118]
[5119]
[5120]
[5121]
[5122]

20 25
<210>301
<211>31
<212>PRT
213> NTF%)
220>
223> fe &4 Ang—2 FIIKPLIR
220>
<221>misc_feature
<222>(2).. (2)
<223>Xaa = Fc

30

30

<400>301

Met Xaa Gly Gly Gly Gly Gly Ala Gln Gly Thr Ser Pro Ser Phe Cys

1 5 10

Gln Trp Asp Pro Trp Thr Cys Ser His Met Val Gln Gly Leu Glu
20 25

<210>302

<211>31

<212>PRT

213> NLJF%)

220>

223> B4 Ang-2 [KIIKPUIE

<220>

<221>misc_feature
<222>(2).. (2)
{223>Xaa = Fc

30

<400>302

Met Xaa Gly Gly Gly Gly Gly Ala Gln Thr Gln Gly Leu His Gln Cys

1 5 10

Glu Trp Asp Pro Trp Thr Cys Lys Val Leu Trp Pro Ser Leu Glu
20 25

<210>303

<211>31

<212>PRT

213> NTLF%)

<220>

<223> fe 44 Ang—2 KPR

220>

<221>misc_feature
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Met Xaa Gly Gly Gly Gly Gly Ala Gln Val Trp Arg Ser Gln Val Cys

10
Gln Trp Asp Pro Trp Thr Cys Asn Leu Gly Gly Asp Trp Leu Glu

30

Met Xaa Gly Gly Gly Gly Gly Ala Gln Asp Lys Ile Leu Glu Glu Cys

10
Gln Trp Asp Pro Trp Thr Cys Gln Phe Phe Tyr Gly Ala Leu Glu

30

Met Xaa Gly Gly Gly Gly Gly Ala Gln Ala Thr Phe Ala Arg Gln Cys

CN 101787072 A it AA
[5123]  <222>(2).. (2)

[5124] <223>Xaa = Fc

[5125]  <400>303

[5126]

[5127] 1 5

[5128]

[5129] 20 25
[5130] <210>304

[6131] <211>31

[5132]  <212>PRT

[5133]  <213> ALJF4

[5134] <220>

[5135] <223 Re4i& Ang-2 IAKPLIE

[5136] <220>

[5137] <221>misc_feature

[5138] <222>(2).. (2)

[5139] <223>Xaa = Fc

[5140]  <400>304

[5141]

[5142] 1 5

[5143]

[5144] 20 25
[5145]  <210>305

[5146] <211>31

[5147]  <212>PRT

[5148]  <213> N TJ%%)

[5149]  <220>

[5150]  <223> He4i& Ang—2 HIKDLIAE

[5151]  <220>

[5152] <221>misc_feature

[5153] <222>(2).. (2)

[5154] <223>Xaa = Fc

[5155]  <400>305

[5156]

[5157] 1 5

[5158]

[5159] 20 25
[5160]  <210>306

[5161] <211>31
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[5162]  <212>PRT

[5163]  <213> N LJ¥%

[5164] <220>

[5165]  <223> He4i& Ang—2 HIKPIAK
[5166]  <220>

[6167] <221>misc feature

[5168] <222>(2).. (2)

[5169] <223>Xaa = Fc

[5170]  <400>306

[5171] Met Xaa Gly Gly Gly Gly Gly Ala Gln Gly Pro Ala Gln Glu Glu Cys

[5172] 1 5

[5173] Glu Trp Asp Pro Trp Thr Cys Glu Pro Leu Pro Leu Met Leu Glu

[5174] 20
[5175]  <210>307

[5176] <211>31

[5177]  <212>PRT

[5178]  <213> AN TLJ¥4
[5179]  <220>

[5180] <223 He4i& Ang—2 HIIKBIIAK
[5181]  <220>

[5182] <221>misc_feature
[5183]  <222>(2).. (2)
[5184] <223>Xaa = Fc
[5185]  <400>307

25

10

30

15

[5186] Met Xaa Gly Gly Gly Gly Gly Ala Gln Arg Pro Glu Asp Met Cys Ser

[5187] 1 5

[5188] Gln Trp Asp Pro Trp Thr Trp His Leu Gln Gly Tyr Cys Leu Glu

[5189] 20
[5190] <210>308

[5191] <211>31

[5192]  <212>PRT

[5193] <213> AN TJF4
[5194]  <220>

[5195] <223 B4 A Ang—2 KBTI
[5196] <220>

[5197] <221>misc_feature
[5198] <222>(2).. (2)
[5199] <223>Xaa = Fc
[5200] <400>308
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[56201] Met Xaa Gly Gly Gly Gly Gly Ala Gln Leu Trp Gln Leu Ala Val Cys

[5202] 1 5 10 15
[5203] GIn Trp Asp Pro Gln Thr Cys Asp His Met Gly Ala Leu Leu Glu
[5204] 20 25 30

[5205]  <210>309

[5206] <211>31

[5207]  <212>PRT

[5208]  <213> A L34

[5209] <220>

[5210]  <223> fe45 & Ang-2 IIIKHTIA
[5211]  <220>

[5212] <221>misc_feature

[5213]  <222>(2).. (2)

[5214]  <223>Xaa = Fc

[5215]  <400>309

[56216] Met Xaa Gly Gly Gly Gly Gly Ala Gln Thr Gln Leu Val Ser Leu Cys

[5217] 1 5 10 15
[5218] Glu Trp Asp Pro Trp Thr Cys Arg Leu Leu Asp Gly Trp Leu Glu
[5219] 20 25 30

[6220]  <210>310

[5221] <211>31

[5222]  <212>PRT

[5223]  <213> N LJ¥4l

[56224]  <220>

[5225]  <223> g4 & Ang—2 FIKHTIA
[5226] <220>

[6227] <221>misc_feature

[5228]  <222>(2).. (2)

[5229] <223>Xaa = Fc

[5230]  <400>310

[5231] Met Xaa Gly Gly Gly Gly Gly Ala Gln Met Gly Gly Ala Gly Arg Cys

[5232] 1 5 10 15
[56233] Glu Trp Asp Pro Trp Thr Cys Gln Leu Leu Gln Gly Trp Leu Glu
[5234] 20 25 30

[5235]  <210>311

[5236] <211>31

[5237]  <212>PRT

[5238]  <213> N LJ%%
[5239]  <220>
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[5240]
[5241]
[5242]
[5243]
[5244]
[5245]
[5246]
[5247]
[5248]
[5249]
[5250]
[5251]
[5252]
[5253]
[5254]
[5255]
[5256]
[5257]
[5258]
[5259]
[5260]
[5261]
[5262]
[5263]
[5264]
[5265]
[5266]
[5267]
[5268]
[5269]
[5270]
[5271]
[5272]
[5273]
[5274]
[5275]
[5276]
[5277]
[5278]

<223> fe 44 Ang-2 IIAKPLIR
<220>

<221>misc_feature
<222>(2).. (2)

{223>Xaa = Fc

<400>311

Met Xaa Gly Gly Gly Gly Gly Ala Gln Met Phe Leu Pro Asn Glu Cys

1 5

20
<210>312

<211>31

<212>PRT

213> NTJF4

<220>

<223> Be4E4 Ang—2 HIKHLAK
<220>

<221>misc_feature
<222>(2).. (2)
<223>Xaa = Fc

<400>312

25

10
Gln Trp Asp Pro Trp Thr Cys Ser Asn Leu Pro Glu Ala Leu Glu

30

Met Xaa Gly Gly Gly Gly Gly Ala Gln Phe Gly Trp Ser His Gly Cys

1 5

20
<210>313

<211>31

<212>PRT

213> NTJF4

<220>

<223> Be4E4 Ang—2 HIKHLIK
<220>

<221>misc_feature
<222>(2).. (2)
(223>Xaa = Fc

<400>313

25

10
Glu Trp Asp Pro Trp Thr Cys Arg Leu Leu Gln Gly Trp Leu Glu

30

Met Xaa Gly Gly Gly Gly Gly Ala Gln Trp Pro Gln Thr Glu Gly Cys

1 5
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[5279] 20 25 30
[5280]  <210>314

[5281] <211>31

[5282]  <212>PRT

[5283]  <213> N LJF4)

[5284]  <220>

[5285]  <223> HE4iA Ang-2 [RIkHLIK

[5286] <220>

[5287] <221>misc_feature

[5288]  <222>(2).. (2)

[5289] <223>Xaa = Fc

[5290]  <400>314

[5291] Met Xaa Gly Gly Gly Gly Gly Ala Gln Pro Asp Thr Arg Gln Gly Cys
[6292] 1 5 10 15
[5293] Gln Trp Asp Pro Trp Thr Cys Arg Leu Tyr Gly Met Trp Leu Glu
[5294] 20 25 30
[5295] <210>315

[6296]  <211>31

[5297]  <212>PRT

[5298]  <213> NLJ7%

[5299]  <220>

[5300]  <223> FE4E A Ang—2 [Tk

[5301]  <220>

[6302] <221>misc feature

[5303]  <222>(2).. (2)

[5304] <223>Xaa = Fc

[5305]  <400>315

[5306] Met Xaa Gly Gly Gly Gly Gly Ala Gln Thr Trp Pro Gln Asp Lys Cys
[6307] 1 5 10 15
[5308] Glu Trp Asp Pro Trp Thr Cys Arg Leu Leu Gln Gly Trp Leu Glu
[5309] 20 25 30
[5310] <210>316

[6311]  <211>31

[5312]  <212>PRT

[5313]  <213> AT ¥4

[6314]  <220>

[6315] <223 He4fi& Ang—2 HIIKBIIAK

[5316]  <220>

[6317] <221>misc_feature
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[5318]
[5319]
[5320]
[5321]
[5322]
[5323]
[5324]
[5325]
[5326]
[5327]
[5328]
[5329]
[5330]
[5331]
[5332]
[5333]
[5334]
[5335]
[5336]
[5337]
[5338]
[5339]
[5340]
[5341]
[5342]
[5343]
[5344]
[5345]
[5346]
[5347]
[5348]
[5349]
[5350]
[5351]
[5352]
[5353]
[5354]
[5355]
[5356]

<222>(2).. (2)
{223>Xaa = Fc¢

<400>316

Met Xaa Gly Gly Gly Gly Gly Ala Gln Asp Lys Ile Leu Glu Glu Cys

1 5 10 15

Glu Trp Asp Pro Trp Thr Cys Arg Leu Leu Gln Gly Trp Leu Glu
20 25 30

<210>317

<211>31

<{212>PRT

213> N L4

220>

223> fe4h £ Ang-2 KRB

<220>

<221>mise_feature
<222>(2).. (2)
{223>Xaa = Fc

<400>317

Met Xaa Gly Gly Gly Gly Gly Ala Gln Ala Ala Thr Gln Glu Glu Cys

1 5 10 15

Glu Trp Asp Pro Trp Thr Cys Arg Leu Leu Gln Gly Trp Leu Glu
20 25 30

<210>318

<211>34

{212>PRT

213> NP3

220>

<223> REL5 4 Ang-2 KRBT

<220>

<221>misc_feature
<222>(34).. (34)
<223>Xaa = Fc

<400>318

Met Gly Ala Gln Thr Asn Phe Met Pro Met Asp Asp Leu Glu Gln Arg

1 5 10 15

Leu Tyr Glu Gln Phe Ile Leu Gln Gln Gly Leu Glu Gly Gly Gly Gly
20 25 30

Gly Xaa

<210>319
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[6357]  <211>34

[6358]  <212>PRT

[5359]  <213> NLJ¥4

[5360]  <220>

[5361]  <223> fe4i& Ang—2 KKK
[6362]  <220>

[6363] <221>misc_feature

[5364]  <222>(34).. (34)

[5365] <223>Xaa = Fc

[5366]  <400>319

[56367] Met Gly Ala Gln Thr Asn Tyr Lys Pro Leu Asp Glu Leu Asp Ala Thr

[5368] 1 5 10 15
[5369] Leu Tyr Glu His Trp Ile Leu Gln His Ser Leu Glu Gly Gly Gly Gly
[5370] 20 25 30

[5371] Gly Xaa

[5372] <210>320

[6373]  <211>34

[56374]  <212>PRT

[5375]  <213> N LJF7%

[6376]  <220>

[5377]  <223> HE4if5 Ang=2 IR AKPLIR
[5378]  <220>

[5379] <221>misc_feature

[5380]  <222>(34).. (34)

[5381]  <223>Xaa = Fc

[6382]  <400>320

[5383] Met Gly Ala Gln Gln Lys Tyr Gln Pro Leu Asp Glu Leu Asp Lys Thr

[5384] 1 5 10 15
[5385] Leu Tyr Asp Gln Phe Met Leu Gln Gln Gly Leu Glu Gly Gly Gly Gly
[5386] 20 25 30

[5387] Gly Xaa

[5388]  <210>321

[5389] <211>34

[5390]  <212>PRT

[5391]  <213> A T4

[6392] <220>

[5393] <223 He4i& Ang—2 WK1
[6394]  <220>

[6395] <221>misc_feature
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[5396]
[5397]
[5398]
[5399]
[5400]
[5401]
[5402]
[5403]
[5404]
[5405]
[5406]
[5407]
[5408]
[5409]
[5410]
[5411]
[5412]
[5413]
[5414]
[5415]
[5416]
[5417]
[5418]
[5419]
[5420]
[5421]
[5422]
[5423]
[5424]
[5425]
[5426]
[5427]
[5428]
[5429]
[5430]
[5431]
[5432]
[5433]
[5434]

<222>(34).. (34)

<223>Xaa = Fc

<400>321

Met Gly Ala Gln Leu Asn Phe Thr Pro Leu Asp Glu Leu Glu Gln Thr

1 5 10 15

Leu Tyr Glu Gln Trp Thr Leu Gln Gln Ser Leu Glu Gly Gly Gly Gly
20 25 30

Gly Xaa

<210>322

<211>34

<212>PRT

213> N3

<220>

<223> fie4h & Ang-2 WIIKHUIK

<220>

<221>misc_feature

<222>(34).. (34)

{(223>Xaa = Fc

<400>322

Met Gly Ala Gln Gln Lys Phe Gln Pro Leu Asp Glu Leu Glu Gln Thr

1 5 10 15

Leu Tyr Glu Gln Phe Met Leu Gln Gln Ala Leu Glu Gly Gly Gly Gly
20 25 30

Gly Xaa

<210>323

<211>34

<212>PRT

213> NP3

<220>

<223> g4 & Ang-2 WIIKHUIK

<220>

<221>misc_feature

<222>(34).. (34)

{223>Xaa = Fc

<400>323

Met Gly Ala Gln Gln Glu Tyr Glu Pro Leu Asp Glu Leu Asp Glu Thr

1 5 10 15

Leu Tyr Asn Gln Trp Met Phe His Gln Arg Leu Glu Gly Gly Gly Gly
20 25 30
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[5435] Gly Xaa

[5436]  <210>324

[5437] <211>34

[5438]  <212>PRT

[5439]  <213> ANLf¢%

[5440]  <220>

[5441]  <223> He4i & Ang-2 [RIkHLIK
[6442]  <220>

[5443] <221>misc_feature

[5444]  <222>(34).. (34)

[5445]  <223>Xaa = Fc

[5446]  <400>324

[5447] Met Gly Ala Gln Val Lys Tyr Lys Pro Leu Asp Glu Leu Asp Glu Ile

[5448] 1 5 10 15
[5449] Leu Tyr Glu Gln Gln Thr Phe Gln Glu Arg Leu Glu Gly Gly Gly Gly
[5450] 20 25 30

[5451] Gly Xaa

[5452] <210>325

[5453] <211>34

[5454]  <212>PRT

[5455]  <213> AN LJ¢%

[5456]  <220>

[5457] <223 Re4i& Ang—2 IIKPLIE
[5458]  <220>

[5459] <221>misc_feature

[5460]  <222>(34).. (34)

[5461] <223>Xaa = Fc

[5462]  <400>325

[5463] Met Gly Ala Gln Thr Lys Phe Gln Pro Leu Asp Glu Leu Asp Gln Thr

[5464] 1 5 10 15
[5465] Leu Tyr Glu Gln Trp Thr Leu Gln Gln Arg Leu Glu Gly Gly Gly Gly
[5466] 20 25 30

[5467] Gly Xaa

[5468]  <210>326

[5469] <211>34

[5470]  <212>PRT

[5471]1  <213> AN TLJF4

[5472]  <220>

[5473] <223 He4i& Ang-2 WK1
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[5474]
[5475]
[5476]
[5477]
[5478]
[5479]
[5480]
[5481]
[5482]
[5483]
[5484]
[5485]
[5486]
[5487]
[5488]
[5489]
[5490]
[5491]
[5492]
[5493]
[5494]
[5495]
[5496]
[5497]
[5498]
[5499]
[5500]
[5501]
[5502]
[5503]
[5504]
[5505]
[5506]
[5507]
[5508]
[5509]
[5510]
[5511]
[5512]

220>
<221>misc_feature
<222>(34).. (34)
{223>Xaa = Fc
<400>326

Met Gly Ala Gln Thr Asn Phe Gln Pro Leu Asp Glu Leu Asp Gln Thr

1 5

10 15

Leu Tyr Glu Gln Trp Thr Leu Gln Gln Arg Leu Glu Gly Gly Gly Gly

20
Gly Xaa
<210>327
<211>34
<212>PRT
213> N3
<220>
<223> fe4h 4 Ang-2 KRB
220>
<221>misc_feature
<222>(34).. (34)
<223>Xaa = Fc
220>
<221>" misc_feature
€222>(34).. (34)
<223>Xaa = Fc
<400>327

25

30

Met Gly Ala Gln Gln Asn Phe Lys Pro Met Asp Glu Leu Glu Asp Thr

1 5

10 15

Leu Tyr Lys Gln Phe Leu Phe Gln His Ser Leu Glu Gly Gly Gly Gly

20
Gly Xaa
<210>328
211>34
<212>PRT
213> N3
220>
<223> RE4i & Ang—2 KRR
220>
<221>misc_feature
<222>(34).. (34)

202

25

30



CN 101787072 A WO B 195/207 T

[5513]
[5514]
[5515]
[5516]
[5517]
[5518]
[5519]
[5520]
[5521]
[5522]
[5523]
[5524]
[5525]
[5526]
[5527]
[5528]
[5529]
[5530]
[5531]
[5532]
[5533]
[5534]
[5535]
[5536]
[5537]
[5538]
[5539]
[5540]
[5541]
[5542]
[5543]
[5544]
[5545]
[5546]
[5547]
[5548]
[5549]
[5550]
[5551]

{223>Xaa = Fc

<400>328

Met Gly Ala Gln Val Lys Tyr Lys Pro Leu Asp Glu Leu Asp Glu Trp

1 5 10 15

Leu Tyr His Gln Phe Thr Leu His His Gln Leu Glu Gly Gly Gly Gly
20 25 30

Gly Xaa

<210>329

<211>34

<212>PRT

213> AL

220>

223> fe4h £ Ang-2 KRB

<220>

<221>misc_feature

<222>(34).. (34)

{223>Xaa = Fc

<400>329

Met Gly Ala Gln Tyr Lys Phe Thr Pro Leu Asp Asp Leu Glu Gln Thr

1 5 10 15

Leu Tyr Glu Gln Trp Thr Leu Gln His Val Leu Glu Gly Gly Gly Gly
20 25 30

Gly Xaa

<210>330

<211>34

<212>PRT

213> N7

<220>

223> RE4h £ Ang-2 KRB

<220>

<221>misc_feature

<222>(34).. (34)

{223>Xaa = Fc

<400>330

Met Gly Ala Gln Gln Asn Tyr Lys Pro Leu Asp Glu Leu Asp Ala Thr

1 5 10 15

Leu Tyr Glu His Phe Ile Phe His Tyr Thr Leu Glu Gly Gly Gly Gly
20 25 30

Gly Xaa
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[5552]
[5553]
[5554]
[5555]
[5556]
[5557]
[5558]
[5559]
[5560]
[5561]
[5562]
[5563]
[5564]
[5565]
[5566]
[5567]
[5568]
[5569]
[5570]
[5571]
[5572]
[5573]
[5574]
[5575]
[5576]
[5577]
[5578]
[5579]
[5580]
[5581]
[5582]
[5583]
[5584]
[5585]
[5586]
[5587]
[5588]
[5589]
[5590]

<210>331

<211>34

<212>PRT

213> NTF%)

<220>

223> fig 44 Ang—2 FIKPLIA

220>

<221>misc_feature

<222>(34).. (34)

(223>Xaa = Fc

<400>331

Met Gly Ala Gln Val Lys Phe Lys Pro Leu Asp Ala Leu Glu Gln Thr

1 5 10 15

Leu Tyr Glu His Trp Met Phe Gln Gln Ala Leu Glu Gly Gly Gly Gly
20 25 30

Gly Xaa

<210>332

<211>34

<212>PRT

213> NLJF%)

220>

223> REL5 4 Ang—2 KBTI

<220>

<221>misc_feature

<222>(34).. (34)

<(223>Xaa = Fc

<400>332

Met Gly Ala Gln Glu Asp Tyr Met Pro Leu Asp Ala Leu Asp Ala Gln

1 5 10 15

Leu Tyr Glu Gln Phe Ile Leu Leu His Gly Leu Glu Gly Gly Gly Gly
20 25 30

Gly Xaa

<210>333

<211>34

<212>PRT

213> N L4

220>

<223> fie 44 Ang—2 KPR

<220>
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[5591]
[5592]
[5593]
[5594]
[5595]
[5596]
[5597]
[5598]
[5599]
[5600]
[5601]
[5602]
[5603]
[5604]
[5605]
[5606]
[5607]
[5608]
[5609]
[5610]
[5611]
[5612]
[5613]
[5614]
[5615]
[5616]
[5617]
[5618]
[5619]
[5620]
[5621]
[5622]
[5623]
[5624]
[5625]
[5626]
[5627]
[5628]
[5629]

<221>misc_feature

<222>(34).. (34)

{223>Xaa = Fc

<400>333

Met Gly Ala Gln Tyr Lys Phe Asn Pro Met Asp Glu Leu Glu Gln Thr

1 5 10 15

Leu Tyr Glu Glu Phe Leu Phe Gln His Ala Leu Glu Gly Gly Gly Gly
20 25 30

Gly Xaa

<210>334

<211>34

<212>PRT

213> N3

<220>

223> fE4h £ Ang-2 HIKBLIA

220>

<221>misc_fea ture

<222>(34).. (34)

{223>Xaa = Fc

<400>334

Met Gly Ala Gln Ser Asn Phe Met Pro Leu Asp Glu Leu Glu Gln Thr

1 5 10 15

Leu Tyr Glu Gln Phe Met Leu Gln His Gln Leu Glu Gly Gly Gly Gly
20 25 30

Gly Xaa

<210>335

<211>34

<212>PRT

213> AL

<220>

223> fe4h £ Ang-2 KRB

<220>

<221>misc_feature

<222>(34).. (34)

{223>Xaa = Fc

<400>335
Met Gly Ala Gln Gln Lys Phe Gln Pro Leu Asp Glu Leu Glu Glu Thr
1 5 10 15

Leu Tyr Lys Gln Trp Thr Leu Gln Gln Arg Leu Glu Gly Gly Gly Gly
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[5630]
[5631]
[5632]
[5633]
[5634]
[5635]
[5636]
[5637]
[5638]
[5639]
[5640]
[5641]
[5642]
[5643]
[5644]
[5645]
[5646]
[5647]
[5648]
[5649]
[5650]
[5651]
[5652]
[5653]
[5654]
[5655]
[5656]
[5657]
[5658]
[5659]
[5660]
[5661]
[5662]
[5663]
[5664]
[5665]
[5666]
[5667]
[5668]

20 25 30

Gly Xaa

<210>336

<211>34

<212>PRT

213> NTF%)

220>

<223> fe4i & Ang-2 WIIkHLIK

220>

<221>misc_feature

<222>(34).. (34)

{223>Xaa = Fc

<400>336

Met Gly Ala Gln Gln Lys Phe Met Pro Leu Asp Glu Leu Asp Glu Ile

1 5 10 15

Leu Tyr Glu Gln Phe Met Phe Gln Gln Ser Leu Glu Gly Gly Gly Gly
20 25 30

Gly Xaa

<210>337

<211>34

<212>PRT

213> NTF%)

<220>

223> fig4s 4 Ang-2 HIKBLIA

220>

<221>misc_feature

<222>(34).. (34)

<(223>Xaa = Fc

<400>337

Met Gly Ala Gln Thr Lys Phe A sn Pro Leu Asp Glu Leu Glu Gln Thr

1 5 10 15

Leu Tyr Glu Gln Trp Thr Leu Gln Hi s Gln Leu Glu Gly Gly Gly Gly
20 25 30

Gly Xaa

<210>338

<211>34

<212>PRT

213> N L%

<220>
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[5669]
[5670]
[5671]
[5672]
[5673]
[5674]
[5675]
[5676]
[5677]
[5678]
[5679]
[5680]
[5681]
[5682]
[5683]
[5684]
[5685]
[5686]
[5687]
[5688]
[5689]
[5690]
[5691]
[5692]
[5693]
[5694]
[5695]
[5696]
[5697]
[5698]
[5699]
[5700]
[5701]
[5702]
[5703]
[5704]
[5705]
[5706]
[5707]

<223> fe 44 Ang-2 IIAKPLIR

<220>

<221>misc_feature

€222>(34).. (34)

{223>Xaa = Fc

<400>338

Met Gly Ala Gln His Thr Phe Gln Pro Leu Asp Glu Leu Glu Glu Thr

1 5 10 15

Leu Tyr Tyr Gln Trp Leu Tyr Asp Gln Leu Leu Glu Gly Gly Gly Gly
20 25 30

Gly Xaa

<210>339

<211>34

<212>PRT

213> N3

220>

<223> fe4h & Ang-2 WIIKHLIK

<220>

<221>misc_feature

<222>(34).. (34)

{223>Xaa = Fc

<400>339

Met Gly Ala Gln Gln Lys Phe Lys Pro Leu Asp Glu Leu Glu Gln Thr

1 5 10 15

Leu Tyr Glu Gln Trp Thr Leu Gln Gln Arg Leu Glu Gly Gly Gly Gly
20 25 30

Gly Xaa

<210>340

<211>34

<212>PRT

213> N3

<220>

<223> g4 & Ang-2 WIIKHUIK

<220>

<221>misc_feature

<222>(34).. (34)

{223>Xaa = Fc

<400>340

Met Gly Ala Gln Gln Thr Phe Gln Pro Leu Asp Asp Leu Glu Glu Tyr
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[5708] 1 5 10 15
[5709] Leu Tyr Glu Gln Trp Ile Arg Arg Tyr His Leu Glu Gly Gly Gly Gly
[5710] 20 25 30

[5711] Gly Xaa

[5712] <210>341

[5713] <211>34

[5714]  <212>PRT

[5715]  <213> A LJF4

[5716]  <220>

[5717]  <223> He4i & Ang—2 KUK
[5718]  <220>

[5719] <221>misc_feature

[5720]  <222>(34).. (34)

[5721] <223>Xaa = Fc

[5722]  <400>341

[56723] Met Gly Ala Gln Ser Lys Phe Lys Pro Leu Asp Glu Leu Glu Gln Thr

[5724] 1 5 10 15
[5725] Leu Tyr Glu Gln Trp Thr Leu Gln His Ala Leu Glu Gly Gly Gly Gly
[5726] 20 25 30

[5727] Gly Xaa

[5728] <210>342

[5729] <211>31

[5730]  <212>PRT

[5731]1  <213> A LJF4)

[5732] <220>

[6733]  <223> g4 Ang—2 KKK
[5734]  <220>

[6735] <221>misc_feature

[5736]  <222>(2).. (2)

[5737] <223>Xaa = Fc

[5738]  <400>342

[5739] Met Xaa Gly Gly Gly Gly Gly Ala Gln Ser Gly Gln Leu Arg Pro Cys

[5740] 1 5 10 15
[5741] Glu Glu Ile Phe Gly Cys Gly Thr Gln Asn Leu Ala Leu Leu Glu
[5742] 20 25 30

[5743] <210>343

[5744] <211>31

[5745]  <212>PRT

[5746]  <213> AN TLJ¢%
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[5747]
[5748]
[5749]
[5750]
[5751]
[5752]
[5753]
[5754]
[5755]
[5756]
[5757]
[5758]
[5759]
[5760]
[5761]
[5762]
[5763]
[5764]
[5765]
[5766]
[5767]
[5768]
[5769]
[5770]
[5771]
[5772]
[5773]
[5774]
[5775]
[5776]
[5777]
[5778]
[5779]
[5780]
[5781]
[5782]
[5783]
[5784]
[5785]

220>

<223> fie 44 Ang—2 KPR
<220>

<221>misc_feature
<222>(2).. (2)

<223>Xaa = Fc

<400>343

Met Xaa Gly Gly Gly Gly Gly Ala Gln Ala Gly Gly Met Arg Pro Tyr

1 5

20
<210>344
<211>31
{212>PRT
213> N3
220>
<223> BE4i & Ang—2 KRR
220>
<221>misc_feature
<222>(2).. (2)
{223>Xaa = Fc
<400>344

25

10
Asp Gly Met Leu Gly Trp Pro Asn Tyr Asp Val Gln Ala Leu Glu

30

Met Xaa Gly Gly Gly Gly Gly Ala Gln Gly Gln Asp Leu Arg Pro Cys

1 5

20
<210>345

<211>31

<212>PRT

213> NTJF4

<220>

<223> Be4E4 Ang—2 HIEHLIK
<220>

<221>misc_feature
<222>(2).. (2)
<223>Xaa = Fc

<400>345

25

10
Glu Asp Met Phe Gly Cys Gly Thr Lys Asp Trp Tyr Gly Leu Glu

30

Met Xaa Gly Gly Gly Gly Gly Ala Gln Ala Pro Gly Gln Arg Pro Tyr

1 5

209
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[5786] Asp Gly Met Leu Gly Trp Pro Thr Tyr Gln Arg Ile Val Leu Glu
[5787] 20 25 30
[5788] <210>346

[5789] <211>31

[5790]  <212>PRT

[5791]1  <213> N LJF4)

[5792] <220>

[5793]  <223> He4i & Ang-2 kLK

[5794]  <220>

[5795] <221>misc_feature

[5796]  <222>(2).. (2)

[5797] <223>Xaa = Fc

[5798]  <400>346

[5799] Met Xaa Gly Gly Gly Gly Gly Ala Gln Gln Thr Trp Asp Asp Pro Cys

[5800] 1 5 10 15
[5801] Met His Ile Leu Gly Pro Val Thr Trp Arg Arg Cys Ile Leu Glu
[5802] 20 25 30

[5803]  <210>347

[5804]  <211>31

[5805]  <212>PRT

[5806]  <213> N LJ¥4

[5807]  <220>

[5808]  <223> fig4h & Ang—2 FIKPTIA
[5809]  <220>

[5810] <221>misc_feature

[5811]  <222>(2).. (2)

[5812]  <223>Xaa = Fc

[5813]  <400>347

[5814] Met Xaa Gly Gly Gly Gly Gly Ala Gln Phe Gly Asp Lys Arg Pro Leu

[5815] 1 5 10 15
[5816] Glu Cys Met Phe Gly Gly Pro Ile Gln Leu Cys Pro Arg Leu Glu
[5817] 20 25 30

[5818]  <210>348

[5819]  <211>25

[5820]  <212>PRT

[58211  <213> AN TLJ¥4

[6822]  <220>

[6823]  <223> fe4i& Ang—2 HIIKDIIAK
[5824]  <220>

210
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[5825]
[5826]
[5827]
[5828]
[5829]
[5830]
[5831]
[5832]
[5833]
[5834]
[5835]
[5836]
[5837]
[5838]
[5839]
[5840]
[5841]
[5842]
[5843]
[5844]
[5845]
[5846]
[5847]
[5848]
[5849]
[5850]
[5851]
[5852]
[5853]
[5854]
[5855]
[5856]
[5857]
[5858]
[5859]
[5860]
[5861]
[5862]
[5863]

<221>misc_feature
<222>(2).. (2)
{223>Xaa = Fc
<400>348

Met Xaa Gly Gly Gly Gly Gly Ala Gln Lys Arg Pro Cys Glu Glu Ile

1 5

10

Phe Gly Gly Cys Thr Tyr Gln Leu Glu

20
<210>349
211>31
<212>PRT
213> N3
220>
<223> Re4i A Ang—2 HIIRPLAE
220>
<221>misc_feature
<222>(2).. (2)
<223>Xaa = Fc
<400>349

25

Met Xaa Gly Gly Gly Gly Gly Ala Gln Leu Gln Glu Trp Cys Glu Gly

1 5

20
<210>350
<211>31
<212>PRT
213> NTJF4
<220>
<223> Be4E4 Ang—2 HIEHLIK
<220>
<221>misc_feature
<222>(2).. (2)
<223>Xaa = Fc
<400>350

25

10
Val Glu Asp Pro Phe Thr Phe Gly Cys Glu Lys Gln Arg Leu Glu

30

Met Xaa Gly Gly Gly Gly Gly Ala Gln Met Leu Asp Tyr Cys Glu Gly

1 5

20
<210>351

211

25

10
Met Asp Asp Pro Phe Thr Phe Gly Cys Asp Lys Gln Met Leu Glu

30
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[5864]  <211>31

[5865]  <212>PRT

[5866]  <213> N LJ¥4

[5867]  <220>

[5868]  <223> fie4h & Ang—2 HIkPTIA
[5869]  <220>

[5870] <221>misc_feature

[5871]  <222>(2).. (2)

[5872] <223>Xaa = Fc

[5873]  <400>351

[5874] Met Xaa Gly Gly Gly Gly Gly Ala Gln His Gln Glu Tyr Cys Glu Gly

[5875] 1 5 10 15
[5876] Met Glu Asp Pro Phe Thr Phe Gly Cys Glu Tyr Gln Gly Leu Glu
[5877] 20 25 30

[5878] <210>352

[5879]  <211>31

[5880]  <212>PRT

[5881]  <213> AT /341

[5882]  <220>

[5883]  <223> HE4i 5 Ang—2 IR IKPLIL
[5884]  <220>

[5885] <221>misc_feature

[5886]  <222>(2).. (2)

[5887] <223>Xaa = Fc

[5888]  <400>352

[5889] Met Xaa Gly Gly Gly Gly Gly Ala Gln Leu Gln Asp Tyr Cys Glu Gly

[5890] 1 5 10 15
[5891] Val Glu Asp Pro Phe Thr Phe Gly Cys Glu Asn Gln Arg Leu Glu
[5892] 20 25 30

[5893]  <210>353

[5894] <211>31

[5895]  <212>PRT

[5896] <213> A TLJF4

[5897] <220>

[5898] <223 Re4i& Ang—2 AKPLIA
[5899] <220>

[5900] <221>misc_feature

[5901]  <222>(2).. (2)

[6902] <223>Xaa = Fc

212
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[5903]  <400>353
[5904] Met Xaa Gly Gly Gly Gly Gly Ala Gln Leu Leu Asp Tyr Cys Glu Gly

[5905] 1 5 10 15
[5906] Val Gln Asp Pro Phe Thr Phe Gly Cys Glu Asn Leu Asp Leu Glu
[5907] 20 25 30

[5908] <210>354

[6909]  <211>31

[5910]  <212>PRT

[5011]1  <213> A LJF4)

[5912]  <220>

[5913]  <223> HE4E & Ang=2 IRIIKHTIA
[5914]  <220>

[5915] <221>misc_feature

[5916]  <222>(2).. (2)

[5917]  <223>Xaa = Fc

[5918]  <400>354

[5919] Met Xaa Gly Gly Gly Gly Gly Ala Gln Gly Phe Glu Tyr Cys Asp Gly

[5920] 1 5 10 15
[5921] Met Glu Asp Pro Phe Thr Phe Gly Cys Asp Lys Gln Thr Leu Glu
[5922] 20 25 30

[5923] <210>355

[5924] <211>31

[5925]  <212>PRT

[5026]  <213> AN L&)

[5927] <220>

[5928]  <223> g4 Ang—2 KRR
[5929] <220>

[5930] <221>misc_feature

[5931]  <222>(2).. (2)

[5932] <223>Xaa = Fc

[5933]  <400>355

[5934] Met Xaa Gly Gly Gly Gly Gly Ala Gln Ala Gln Asp Tyr Cys Glu Gly

[5935] 1 5 10 15
[5936] Met Glu Asp Pro Phe Thr Phe Gly Cys Glu Met Gln Lys Leu Glu
[5937] 20 25 30

[5938]  <210>356

[5939] <211>31

[5940]  <212>PRT

[5941]  <213> N T &%)

213
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[5942]
[5943]
[5944]
[5945]
[5946]
[5947]
[5948]
[5949]
[5950]
[5951]
[5952]
[5953]
[5954]
[5955]
[5956]
[5957]
[5958]
[5959]
[5960]
[5961]
[5962]
[5963]
[5964]
[5965]
[5966]
[5967]
[5968]
[5969]
[5970]
[5971]
[5972]
[5973]
[5974]
[5975]
[5976]
[5977]
[5978]
[5979]
[5980]

220>

<223> fie 44 Ang—2 KPR
<220>

<221>misc_feature
<222>(2).. (2)

<223>Xaa = Fc

<400>356

Met Xaa Gly Gly Gly Gly Gly Ala Gln Leu Gln Asp Tyr Cys Glu Gly

1 5 10 15

Val Glu Asp Pro Phe Thr Phe Gly Cys Glu Lys Gln Arg Leu Glu
20 25 30

<210>357

<211>31

<212>PRT

213> N3

220>

<223> fe4h & Ang-2 WIIKHLIK

<220>

<221>misc_feature
<222>(2).. (2)
<223>Xaa = Fc

<400>357

Met Xaa Gly Gly Gly Gly Gly Ala Gln Lys Leu Glu Tyr Cys Asp Gly

1 5 10 15

Met Glu Asp Pro Phe Thr Gln Gly Cys Asp Asn Gln Ser Leu Glu
20 25 30

<210>358

<211>29

<{212>PRT

213> N

220>

223> fe4h 4 Ang-2 KRB

220>

<221>misc_feature
<222>(2).. (2)
{223>Xaa = Fc

<400>358
Met Xaa Gly Gly Gly Gly Gly Ala Gln Phe Asp Tyr Cys Glu Gly Val
1 5 10 15

214
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[5981] Glu Asp Pro Phe Thr Phe Gly Cys Asp Asn His Leu Glu

[5982] 20 25

[5983] <210>359

[5984] <211>32

[5985]  <212>PRT

[5986]  <213> N LJF4)

[5987] <220>

[5988]  <223> HE4i & Ang-2 [ 2 Ik

[5989]  <400>359

[5990] Cys Gly Gly Gly Gly Gly Ala Gln Thr Asn Phe Met Pro Met Asp Asp

[5991] 1 5 10 15
[5992] Leu Glu Gln Arg Leu Tyr Glu Gln Phe Ile Leu Gln Gln Gly Leu Glu
[5993] 20 25 30
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