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SEQUENCE LISTING
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<130> 25688
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<160> 63

<170> PatentIn version 3.2

<210> 1
<211> 20
<212> PRT

<213>» Artificial

<220>
<223> heavy chain CDR3, <ANG-2>Ang2i LCO6

<400> 1

Ser Pro Asn Pro Tyr Tyr Tyr Asp Ser 3Ser Gly Tyr Tyr Tyr Pro Gly
1 5 10 15

Ala Phe Asp Ile

20
<210> 2
<211> 17
<212> PRT

<213> Artificial

<220>

<223> heavy chain CDRZ, <ANG-2>Ang2i ICO06

<400> 2

Trp JTle Asn Pro Asn Ser Gly Gly Thr Asn Tyr Ala Gln Lys Phe Gln
1 5 10 15

Gly

<210> 3

<211> 5

<212> PRT

<213> Artificial

<2205
<223>» heavy chain CDRI, <ANGM2>Ang2i_LC06



<400> 3

Gly Tyr Tyr Met His
1 5
<210> 4

<211> 11

<212> PRT

<213> Artificial

<220>
<223> 1light chain CDR3, <ANG-2>Ang2Zi LCOS

<400> 4

Gln Val Trp Asp Ser Ser Ser Asp His Tyr Val

1 5 10
<210> 5

<2ii> 7

<2i2> PRT

<213> Artificial

<220>
<223>» light chain CDRZ2, <ANG-2>AngZi_ LCO6

<400> 5

Asp Asp Ser Asp Arg Pro Ser

1 5
<210> o

<211> il

<212> PRT

<213> Artificial

<Z20>

<223> light chain CDR1l, <ANG-2>Ang2i LC(6
<400> &

Gly Gly Asn Asn Tle Gly Ser Lys Ser Val His
1 5 10
<Z10> 7

<211> 129

<212> PBRT

<213> Artificial

<220>
<223> heavy chain variable domain, <ANG-2>Ang2i LCO6

<400> 7

Gin Val Gln Leu Val Glu Ser Gly Ala Glu Val Lys Lys Pro Gly Ala



Ser

Tyr

Gin

65

Met

Ala

Pro

Ser

Val

Met

Trp

Gly

Glu

Arg

Gly

<210>
<211>
<212>
<213>

<Z220>
<223>

<400>

Lys Val Ser Cys
20

His Trp Val Arg
35

Tle Asn Pro Asn

Arg Val Thr Met
70

Leu Ser Arg Leu
853

Ser Pro Asn Pro
100

Ala Phe Asp Ile
115

8

110

PRT
Artificial

Lys

Gln

Ser

55

Thr

Arg

Tyr

Trp

light chain variable

8

Gin Pro Gly Leu Thr Gln

1

5

Thr Ala Arg Ile Thr Cys

20

His Trp Tyr Gln Gin Lys

35

Asp Asp Ser Asp Arg Pro

50

Pro

Gly

Pro

Ser
55

Ala

Ala

40

Arg

Ser

Tyr

Gly
120

Ser

25

Pro

Gly

Asp

Asp

Tyr

105

Gln

domain,

Pro

Gly

Gly

440

Gly

Ser

Asn

25

Gln

Ile

1¢

Gly

Gly

Thr

Thr

Tyr

Gin

Asn

Ser

15

Thr

Ser

Thr

Thr

Gly

Tyr

60

Iie

Ala

Ser

Met

Phe Thr
30

Leu Glu
45

Ala Glin

Ser Thr

Val Tyr

Gily Tyr

11c

Val Thr
125

<ANG-Z>AngZi LC06

Val
10

Asn I

Ala

Pro

Ser

Pro

Gln

Val

Gly

Val

Arg
60

Ala Pro

Ser Lys
30

Leu Val
45

Phe Ser

15

Gly

Trp

Lys

Ala

Tyr

85

Tyr

Val

Gly

Ser

Val

Tyr

Met

Phe

Tyr

80

Cys

Tyr

Ser

Gln

Val

Tyr

Ser



Asn Ser Gly Asn Thr Ala Thr Leu Thr Ile Ser Arg Val Glu Ala Gly
65 70 75 8¢

Asp Glu Ala Asp Tyr Tyr Cys Gln Val Trp Asp Ser Ser Ser Asp His
85 S0 95

Tyr Val Phe Gly Thr Gly Thr Lys Val Thr Val Leu Gly Gln

100 105 110
<210> 9
<21i> 20
<212> PRT

€213> Artificial

<220>
<223> heavy chain CDR3, <ANG-2Z>Ang2i LCO7

<400> S
Ser Pro Asn Pro Tyr Tyr Tyr Asp Ser Ser Gly Tyr Tyr Tyr Pro Gly
1 5 10 15

Ala Phe Asp Ile
20

<2i0> 10
<211> 17
<212> PRT

<213> Artificial

220>

<223> heavy chain CDR2, <ANG-2>Ang2i LCO07

<400> 10

Trp Ile Asn Pro Asn Ser Gly Gly Thr Asn Tyr Ala Gln Lys Phe Gln
1 5 10 15

Gly

<210> 11

<21ll> 5

<212> PRT

<Z213> Artificial

<220>
<223> heavy chain CDR1, <ANG-Z>Ang2i LCO7

<400> 11



Gily Tyr Tyr Met His

1 5
<210> 12

<2il> 11

<212> PRT

<213> Artificial

<220>
<223> light chain CDR3, <ANG-2>AngZi_ LCO7

<40Q0> 12

Giln Val Trp Asp Ser Asp Ser Asp Gln Gly Val

1 5 10
<210> 13

<211> 7

<212> PRT

<213> BArtificial

<220>

<223> 1light chain CDR2, <ANG-2>AngZi LCO7
<400> 13

Asp Asp Ser Glu Arg Pro Ser

1 5

<210> 14

<21i> 11

<212> PRT

<213> Artificial

<220>

<223> light chain CDRI1, <ANG-Z2>AngZi LCO7
<400> 14

Gly Gly Asn Phe Ile Gly Gly Lys Ser Val His
1 5 10
<Zi0» 15

<21ii> 129

<212> PRT

<213» Artificial

<220>
<223> heavy chain variable domain, <ANG-2>Ang2i_LCO7

<400> 15

Gln Val Gin Leu Val Glu Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15



Ser Val Lys Val Ser
20

Tyr Met His Trp Val
35

Gly Trp Ile Asn Pro

50

Gln Gly Arg Val Thr

65

Met Glu Leu Ser Arg

85
Ala Arg Ser Pro Asn
160

Pro Gly Ala Phe Asp
115

Ser

<210> 16

<21ii> 110

<212> PRT

<213> Artificial

<220>

<223>

<400> 16

Cys

Arg

Asn

Met

70

Leu

Pro

Ile

Lys

Gln

Ser

55

Thr

Arg

Tyr

Trp

light chain wvariable

Gln Pro Val Leu Thr Gin Ser

1

5

Thr Ala Arg Val &la Cys Gly

20

His Trp Tyr Gln Gln Lys Pro

35

Asp Asp Ser Glu Arg Pro Ser

50

55

Ala

Ala

40

Gly

Arg

Serxr

Tyr

Gly
120

Ser

25

Pro

Gly

Asp

Asp

Tyr

105

Gin

domain,

Gly

Gly
40

G

£

iy

Ser

Asn

25

Gin

Ile

Gly

Gly

Thr

Thr

Asp

Asp

Gly

Tyr

Gin

Asn

Ser

75

Thr

Ser

Thr

Thr

Gly

Ty

&0

Ile

Ala

Ser

Met

Phe

Leu

45

Ala

Ser

Val

Val
125

Thr

30

Glu

Gln

Thr

Tyr

Tvr

110

Thr

<ANG-2>Ang2i_ LCO7

Val

10

Phe

Ala

Pro

Ser

Ile

Glu

Val Ala Pro

Gly Gly Lys

30

Val Leu Val

45

Arg Ile Ser

60

Gly

Trp

Lys

Ala

Tyr

95

Tyr

Val

Gly
15

Ser

Gly

Tyr

Met

Phe

Tyr

80

Cys

Tyr

Ser

Glu

Val

Tyr

Sex



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

Asp Glu Bla Asp Tyr His Cys Gln Val Trp Asp Ser Asp Ser Asp Gln
BS5 90 95

Gly Val Phe Gly Thr Gly Thr Lys Leu Thr Val Leu Gly Gin

100 105 110
<210> 17
<211i>» 15
<212> PRT

<213> Artificial

<220>

<223> heavy chain CDR3, <ANG-2>Ang2k LCOEB

<400> 17

Pro Thr Leu Asp Tle Tyr Met Gly Tyr Tyr Tyr Gly Met Asp Val
1 5 10 15
<210> 1§

<Z11> 17

<212> PRT

<213> Artificial

<220>

<223> heavy chain CDR2, <ANG-2>Ang2k LCO8B

<400> 18

Val Ile Ser Tyr Asp Gly Ser Asn Lys Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 19

<zil> 5

<212> PRT

<213> Artificial

<zZ20>
223> heavy chain CDR1, <ANG-2>Ang2k LC08

<400> 18

Ser Tyr Gly Met His
1 5



<210> 20
<211> 11
<212> PRT

<213> Artificial

<220>
<223> light chain CDR3, <BNG-2>AngZk LCO8

<400> 20

Ala Ala Trp Asp Asp Ser Leu Asn Gly Pro Val
1 5 10

<210> 21

<211> 7

<z12> PRT

<213>» Artificial

<220>
<223> light chain CDR2Z, <ANG-2>Anglk LCOB

<400> 21

Asn Asn Asp Gln Arg Pre Serx
1 5

<21i0> 22

<211> 13

<212> PRT

<213> Artificial

<220>
<223> light chain CDR1, <ANG-2>Ang2k LCOS

<400> 22

Ser Gly Phe Ala Sexr Asn Ile Gly Ser Asn Ser Val Asn
1 5 10

<210> 23

<21i>» 124

<212> PRT

<213> Artificial

<220>
<223> heavy chain variable domain, <ANG-2> Ang2k LCOSB

<400> 23
Gin Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Gly
1 5 10 15

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



Gly

Ala

Lys

65

Leu

Ala

Val

Met

Val

50

Gly

Lys

Trp

<Z10>
<211>
<212>
<Z213>

<220>
<223>

<400>

Ser

Ile

Gly

Ser

Pro

Val

Val

Tyr

50

Ser

His
35

Ile

Arg

Met

Pro

Gly
115

24
112
PRT

Trp

Ser

Phe

Asn

Thr

100

Gln

Val

Tyxr

Thr

Ser

85

Leu

Gly

Artificial

Arg

Asp

Ile

70

Leu

Asp

Thr

Gln

Gly

Ser

Arg

Ile

Thr

light chain variable

24

Val

Thr

Asn

35

Asn

Arg

Asp

Leu

Ile

20

Trp

Asn

Ser

Giu

Thr

Ser

Tyr

Lsp

Gly

Ala
85

Gln

Cys

Gln

Gln

Thr

70

Asp

Pro

Ser

Gln

Arg

55

Ser

Tyr

Ala Pro
40

Ser Asn

Arg Asp

Ala Glu

Tyr Met

105

Val Thr
120

domain,

Pro Ser

Gly Phe

25

Val Pro

40

Pro Ser

Ala Ser

Tyr Cys

Gly Lys

Lys Tyr

Asn Ser
75

Asp Thr
a0

Gly Tyr

Val Ser

Gly

Tyr

&0

Lys

Ala

Tyr

Ser

Leu

45

Rla

Asn

Val

Tyr

Glu

Asp

Thr

Gly
110

<ANG-2> Ang2k LCCB

Ala Ser
i0

Ala Ser

Gly Thr

Gly val

Leu Ala

15

Ala Ala
80

Gly

Asn

Ala

Pro

60

Ile

Trp

Ala

ile

Pro

45

Asp

Ser

Asp

Pro

Gly

Lys

Arg

GLy

Asp

Trp

Ser

Leu

Tvyr

Met

Gly

s

Ser

Leu

Phe

Leu

Ser
95

Val

Val

Tyr

80

Cys

Asp

Gln

Asn

Leu

Ser

Gln

80

Leu



-10 -

Asn Gly Pro Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu Gly Gin

100 105 110
<210> 25
<211> 7
<z21l2> PRT

<213> Artificial

<220>
<223> heavy chain CDR3, <ANG-2> Ang2s_ LCO9

<400> 25

Asp Leu Gly Tyr Asp Tyr Val

1 5
<210> 26
<211> 19
<212> PRT

<213> Artificial

220>
<223> heavy chain CDRZ, <ANG-Z> AngZs LCO9

<400> 26
Arg Ile Lys Ser Lys Thr Asp Gly Gly Thr Thr Asp Tyr Ala &la Pro
1 5 10 15

Val Lys Gly

<210> 27
<211>» 5
<212> PRT

<213> rtificial

<220>
<223> heavy chain CDR1l, <ANG-2> AngZs LCO09

<400> 27

Asn Rla Trp Met Ser

1 5
<21G> 28

<211> 7

<212> PRT

<213> Artificial

<220>
<223> light chain CDR3, <ANG-2> AngZs_LCOS

<400> 28



Met Gin Ala Leu Gln Ile Pro

1

<210> 29
<211> 7
<212> PRT

5

<213>» Artificial

<220>

-11-

<223>»> light chain CDRZ, <ANG-Z> AngZs_LC09

<400> 29

Leua Gly Ser Asn Arg Ala Ser

1

<210> 30
<211l> 16
<212> PRT

5

<213> Artificial

<220>

<223> light chain CDR1, <ANG-Z> Angls_ LC09

Arg Ser Ser Gln Ser Leu Leu His Sex Asn Gly Tyr Asn Tyr Leu Asp

<4Q0> 30
1

<210> 31
<Z1i> 119
<212> PRT

5

<213> Artificial

<220>

<223> heavy chain variable

<400> 31
Glu Val Gln
1

Ser Leu Arg

Trp Met Ser
35

Gly Arg Ile

Leu

Leu

20

Trp

Lys

Val Glu Ser
5

Ser Cys Ala

Val Arg Gln

Ser Lys Thr
55

domain,

Gly

Ala

Gly

Ser

25

Pro

Gly

10

<ANG-2Z2>

Gly Leu

10

Gly Phe

Gly Lys

Gly Thr

Ang2s_LCO9

Val

Thr

Gly

Thr
&80

Lys

Phe

Leu

45

Asp

Pre¢

Ser

30

Glu

Tyr

1%

Gly Gly

15

Asn Ala

Trp Val

Ala Ala



Pro Val

85

Leu Tyr

Tyr Cys

Thr Leu

<210>
<2il>
<212>
<213>

<220>
<223>

<400>
Gin Ser

1

Ser Cys

Leu

Asp

Leu
50

Tyr

Ser
&5

Gly

Glu Asp

Thr Phe

<210C>
<211>
<212>
<213>

Lys Gly Arg Phe Thr
7C
Leu Gln Met Asn Ser
85
Thr Thr Asp Leu Gly
100
Val Thr Val Ser Ser
115
32
199
PRY
Artificial

light chain variable
3z

Pro Leu Ser Leu Pro

Ser Ser Gln Ser

20

Arg

Trp Leu Gln

35

Tyr Lys

Ala
55

Gly Ser Asn Arg

Ser Gly Thr Asp Phe

70

Val Val

85

Tyr Tyr

Gly Pro

100

Gly Thr Lys

33

20

PRT
Artificial

Ile Ser

Leu

Tyr

Lys

Asp
105

domain,

Val

Leu

Pro

40

Ser

Thr

Cys

Val

Thr

Leu

25

Gly

Gly

Leu

Met

Thr
105

-12-

Arg Asp Asp Ser Lys
75

Thr Glu Asp Thr Ala
90

Tyr Val Trp Gly Ser
110

<ANG~2> AngZs_LCO0OS

Pro Glu Pro Ala

14

Gly

His Ser Asn Gly Tyr

30

Gln
45

Gln Ser Pro Leu

Val Asp Phe

60

Arg

Ile
75

Lys Ser Arg Val

Gln
90

Ala Leu Gin [le

Val Leu Arg Thr

Asn

Val

85

Pro

Ser

15

Asn

Leu

Ser

Glu

Pro
95

Thr
80

Tyr

Gly

Tle

Tyxr

Ile

Gly

Ala

80

Phe



-13-

<220>
<223> heavy chain CDR3, <ANG-2> Ang2i LC10

<400> 33
Ser Prc Asn Pro Tyr Tyr Tyr Asp Ser Ser Gly Tyr Tyr Tyr Pro Gly
1 5 i 15

Ala Phe Asp Ile

20
<210> 34
<211> 17
€212> PRT

<213> Artificial

<220>
<223> heavy chain CDRZ, <ANG-2> AngZi LCi0

<400> 34

Trp Ile Asn Pro Asn Ser Gly Gly Thr Asn Tyr Ala Gln Lys Phe Gin
1 5 10 15

Gly

<210> 35

<211> 5

<212> PRT

<213> Artificial

<220>
<223> heavy chain CDRL, <ANG-2> AngZi LCIO0

<400> 35

Gly Tyr Tyr Met His

1 5
<210> 36

<211> 1l

<212> PRT

<213> Artificial

<220>
<Z223> light chain CDR3, <ANG-2> AngZi LC10

<400> 3¢

Gln Val Trp Asp Ser Ser Ser Asp His Trp Val
1 5 ic



<210>
<211>
<212>
<213>

<220>
<223>

<4Q0>
Lsp Asp

1

<210>
<ZLl>
<212>
<213>

<220>
<ZZ3>

<4G0>

37

=

PRT
Artificial

-14-

light chain CDR2, <ANG-2> Ang2i LC10

37
Ser BAsp Arg Pro Ser
5
38
11
PRT
Artificial

iight chain CDR1, <ANG-2> Ang2Zi LC10

Gly Gly Asn Asn Ile Gly Ser Lys Ser Val His

1

<210>
<211>
<2ia>
<213>

<Z220>
<223>

<400>
Gln val

1

Ser Val

Tyr Met

Gly Trp
50

Gln Gly
€5

Met Glu

38

5
339
123
PRT
Artificial

heavy chain variable
39

Gln Leu Val Glu Ser

Lys Val Ser Cys Lys
20

His Trp Val Arg Gln
35

Ile Asn Pro Asn Ser
55

Arg Val Thr Met Thr
70

Leu Ser Arg Leu Arg

domain,

Gly

RAla

Ala

40

Gly

Arg

Ser

Ala

Ser

25

Pro

Gly

Asp

Asp

10

<ANG-2>

Glu

10

Gly

Gly

Thr

Thr

Asp

Tyr

Gln

Asn

Ser
15

Angzi_ LCI0

Lys 1

Thr

Gily

Tyr

60

Ile

Phe

Leu

45

Ala

Ser

Val

Pro

Thx

30

Glu

Gln

Tyr

Gly

15

Gly

Trp

Lys

Ala

Tyr

Ala

Tyr

Met

Phe



B85

-15 -

30

85

Ala Arg Ser Pro Asn Pro Tyr Tyr Tyr Asp Ser Ser Gly Tyr Tyr Tyr

100

105

110

Pro Gly Ala Phe Asp Ile Trp Gly Gln Gly Thr Met Val Thr Val Ser

Ser

<Z210>
<211>
<Z212>
<213>

<220>
<Z223>

<400>

Gln
1

Pro

Ala
65

Tyr

Gly

Pro

Gly

Pro

Ser

50

Thr

Cys

Thr

<210>
<211>
<212>
<213>

<220>

1i%

490

105

PRT
Artificial

light chain wvariable

40

Pro Ser Val

Gly Asn Asn
20

Gly Gin Ala

Gly 1le Pro

Leu Thr Tle

Gln Val Trp
85

Lys Leu Thr
1C0

41

15

PRT
Artificial

Ser

Ile

Pro

Glu

Ser

70

Asp

Val

Val

Gly

Val

Arg

55

Arg

Ser

Leu

120

domain,

Ala

Ser

Leu

40

Phe

Val

Ser

Gly

Pro

Lys

25

Val

Ser

Glu

Ser

Gln
105

<ANG=2>

Gly

Ser

Val

Gly

Ala

AsD
80

Gln

Val

Tyr

Ser

Gly

75

His

125

Ang2i LC10

Thr

His

Asp

Asn

60

Asp

Trp

BAla

Txp

Asp

45

Ser

Glu

Val

Arg

Tyr

30

Ser

Gly

Ala

Phe

Ile
i5

Gin

Asp

Bsn T

Asp

Gly
a5

Thr

Gin

Arg

Tyr
80

Gly



-16 -

<223> heavy chain CDR3, <ANG-2> Ang2k_LCl1

<400> 41

Pro Thr Leu Asp Ile Tyr Met Gly Tyr Tyr Tyr Gly Met Asp Val
1 5 10 15
<210> 42

<2il> 17

<212> PRT

<213> Artificial

<220>
<223> heavy chain CDR2, <BANG-2> AngzZk LCl1

<400> 42

Val Ile Ser Tyr Asp Gly Ser Asn Lys Tyr Tyr Ala Asp Ser Val Lys
1 5 19 15

Gly

<z210> 43

<211> 5

<212> PRT

<213> Artificial

<220>
<223> heavy chain CDR1, <ANG-2> Ang2k LCI11

<400> 43

Ser Tyr Gly Met His

1 5
<Z210> 44

<211l> 12

<212> PRT

<213> Artificial

<220>
<223> 1light chain CDR3, <ANG-2> Angzk LC1l

<400> 44

Gln Val Trp Asp Ser Ser Ser Asp His Pro Gly Val

1 5 10
<210> 45

<21i> 7

<212> PRT

<213> Artificial



-17-

<220>

<223> light chain CDRZ, <ANG-2> AngZk LC11
<400> 45

Asp Asp Ser Asp Arg Pro Ser

1 5

<210> 48

<213i> 11

<212> PRT

<213> Artificial

<220>

<223>» light chain CDR1, <ANG-2> AngzZk LCIl1
<400> 46

Gly Gly Asn Asn Tle Gly Ser Lys Ser Val His
1 5 10
<210> 47

<211> 124

<212> PRT

<213>» Artificial

<220>
<223> heavy chain variable domain, <ANG-Z> Ang2k LC11

<400> 47
Gin Val Gln Leu Val Glu Ser Gly Gly Gly vVal Val Gin Pro Gly Gly
1 5 10 15

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

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

Ala Val Ile Ser Tyr Asp Gly Ser Asn Lys Tyr Tyr Ala Asp Ser Val
50 55 60

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

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

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



- 18 -

Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser

<2106>
<211>
<212>
<213>

<2Z20>
<223>

<220>
<221>
<222>
223>

<220>
<221>
<222>
<223>

<400>

115

48

106

PRT -
Artificial

120

light chain variable domailn, <ANG-2> AngZk LC11

misc_ feature
{98)..(98;

¥Xaa can be any naturally

misc feature

(102} ..(102)

Xaa can be any naturally

48

Gln Pro Pro Ser Val

1

Cys

Lys

Pro

Ala

65

Tyr

Gly

Gly

Pro

Ser

50

Thr

Cys

raa

<210>
<211l>
<212>
<213>

5

Gly Asn Asn
20

Gly Gln Ala

Gly Ile Pro

Leu Thr Ile

Gln val Trp
85

Thr Lys Leu
1006

49

-

PRT
Artificial

Ser

Ile

Glu

Sexr

70

Asp

Haa

Val

Gly

Val

Arg

55

Arg

Ser

Val

Ala

Ser

Leu

40

Phe

Val

Ser

Leu

occurring amine

occurring aminc

Pro

Lys

25

Val

Ser

Glu

Ser

Gly
105

Gly

Ser

Val

Gly

Ala

Asp

99

Gln

Gln

Val

Tyr

Ser

Gly

Ris

Thr

His

Asp

Asn

60

Asp

Pro

acid

Ala

Trp

Ser

Glu

Gly

Arg

Gly

Ala

Val

Ile

15

Gln

Asp

Asn

Asp

Phe
o5

Thr

Gln

Arg

Thr

Tyr

80

Gly



-19-

<220>
<223> heavy chain CDR3, <ANG-2> Ang2s_R3 LCO3

<400> 49

Asp Leu Gly Tyr Asp Tyr Val
1 5

<210> 50

<211> 19

<212> PRT

<213>» Artificial

<220>
<223> heavy chaln CDR2, <ANG-2> Ang2s R3 LCO3

<400> 50

Arg Ile Lys Ser Lys Thr Asp Gly Gly Thr Thr Asp Tyr Ala Ala Pro

1 5 10 15
Val Lys Gly

<210> 351

<211> 5

<212> PRT

<213> Artificial

<220>
<223> heavy chain CDR1l, <ANG-2> AngZs_R3 LCO3

<400> =1

Asn Ala Trp Met Ser

1 5
<210> 52

<21i> 10

<212> PRT

<213> Artificial

<220%
<223> light chain CDR3, <ANG-2> Ang2s_ R3_LCC3

<400> G52

Gln Gln Tyr Asp Asn Leu Pro Met Tyr Thr
1 5 10
<210> 53

<21il> 7

<23i2> PRT



<213>

<220>
<223>

<4Q0>

1

<210>
<211i>
<212>

Artificial

=20 -

light chain CDR2, <ANG-2> AngZs_R3_LCO3

53
His Ala Ser Asn Leu Glu Thr
5
54
11
PRT
Artificial

213>

<220>
<223>

<400>

light chain CDRI,

<ANG-2> Ang2s R3 LCO3

Gln Ala Ser Gln Asp Ile Ser Asn Arg

1

<210>
<211>
<212>
<213>

<220>
<223>

<400>

54

S
55
118
PRT
Artificial

heavy chain variable

55

Glu Val Gln Leu Val Glu

1

Ser

Tre

Gly

Pro

65

Leu

Leu

Met

Arg

50

Val

Tyr

5

Arg Leu Ser Cys
20

Ser
35

Trp Val Arg

Lle Lys Ser Lys

Lys Gly Arg Phe
70

Leu Gln Met Asn
85

Ser

Ala

Gln

Thr

55

Thr

Ser

domain,

Gly

Bla

Ala

40

Lsp

Ile

Leu

Gly

Ser

25

Pro

Gly

Serx

Lys

Leu
10

Azn

<ANG-2Z2>

Gly

i0

Gly

Gly

Gly

Arg

Thr
90

Leu

Phe

Lys

Thr

Rsp

75

Gla

Ang2s R3_LCO3

Val

Thr

Gly

Thr

60

Asp

Asp

Lys

Phe

Leu

45

Asp

Ser

Thr

Pro

Ser

30

Glu

Tyr

Lys

Ala

Gly
15

Asn

Ala

Asn

Val
95

Gly

Ala

Val

Ala

Thr

g0

Tyr



221 -

Tyr Cys Thr Thr Asp Leu Gly Tyr Asp Tyr Val Trp Gly Gln Gly Thr
10¢ 105 110

Leu Val Thr Val Ser Ser

i1s
<210> 56
<23i>» 110
<Z212>» PRT

<213> Artificial

<220>
<223> light chain variable domain, <ANG-Z2> AngZs R3 LC03

<400> 56
Asp Ile Gln Val Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

1 5 10 15

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

Leu Asn Trp Tyr &ln Gln Lys Pro Gly Lys Ala Pro lys Leu Leu Ile
35 40 45

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

Ser Gly Ser Gly Thr Asp Phe Thr Phe Thr Ile Ser Ser Leu Gln Pro
65 70 75 80

Glu Bsp Ille Ala Thr Tyr Tyr Cys Gln Gln Tyr Asp Asn Leu Pro Mex
85 G0 95

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

1C0 105 110
<210> 57
<211> 330
<212> PRT

<213> Homo sapiens

<400> 57

Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys
1 5 10 13

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



Phe

Gly

Leu

65

Tyr

Lys

Pro

Lys

Val

145

Tyr

Glu

His

Lys

Gln

225

Leu

Pro

Val

50

Ser

Ile

Ala

Pro

130

Val

Val

Gin

Gin

Ala
210

Thr I

Sexr

Glu

35

His

Ser

Cys

Glu

Pro

115

Lys

Val

Asp

Tyr

Asp

185

Leu

Arg

Asp

Pro

Thr

Val

Asn

Pro

100

Glu

Asp

Asp

Giy

Asn

180

Tre

Pro

Glu

Asn

Ile

Val

Phe

Val

Val

g3

Leu

Thr

Val

Val

165

Ser

Leu

Ala

Pro

Gin

245

Ala

Thr

Pro

Thr

70

Asn

Ser

Leu

Leu

Ser

150

Glu

Thr

Asn

Pro

Gin

230

Val

Val

Val

Ala

55

Val

His

Cys

Gly

Met

135

His

Val

Tyzr

Gly

Ile

215

Val

Ser

Glu

Sex

40

Val

Pro

Lys

Gly

1206

Iie

Giu

Eis

Brg

Lys

200

Glu

Tyr

Leu

Trp

Trp

Leu

Ser

Pro

Lys

105

Ser

Asp

Asn

Val

185

Glu

Lys

Thr

Thr

Glu

-22.

Asn

Gln

Ser

Ser

90

Thr

Arg

Pro

Ala

170

Val

Tyr

Thr

Leu

Cys

250

Ser

Ser

Ser

Ser

75

AsT:

His

Val

Thr

Glu

155

Lys

Ser

Lys

Ile

Pro

235

Leu

Asn

Gly

Ser

60

Leu

Thr

Thx

Phe

Pro

140

val

Thr

Val

Cys

Ser

220

Pro

Val

Gly

Ala

45

Gly

Gly

Lys

Cys

Leu

125

Glu

Lys

Lys

Leu

Lys

205

Lys

Ser

Lys

Gln

Leu

Leu

Thr

Val

Pro

110

Phe

Val

Phe

Pro

Thr

190

Val

Ala

Arg

Gly

Pro

Thr

Tyr

Gln

Asp

85

Pro

Pro

Thr

Asn

Arg

175

Val

Ser

Lys

Asp

Phe

255

Glu

Ser

Ser

Thx

80

Lys

Cys

Pro

Cys

Trp

160

Glu

Leu

Asn

Gly

Glu

240

Tyr

Asn



Asn Tyr

Leu Tyr

Val
305

Gin

230

EFhe

Lys

<21i0>
<211>
<Z12>
<213>

<440>

Lys
275

Ser

Ser

Ser

58
327
PRT
Homo

58

Ala Ser Thr

1

Ser

Phe

Gly

Leu

65

Tyr

Arg

Glu

Lsp

Thr

Pro

Val

50

Ser

Thr

Val

Phe

Thr

Ser

Glu

35

His

Ser

Cys

Glu

Leu

113

Leu

260

Thr

Lys

Cys

Leu

Thr

Leu

Ser

Ser
325

sapiens

Lys

Giu

20

Pro

Thr

Val

Asn

Ser

1006

Gly

Met

Gly

Ser

Val

Phe

Val

Val

85

Lys

Gly

Ile

Pro

Thr

Val

310

Leu

Pro

Thr

Thr

Pro

Thr

70

Asp

Tyr

Pro

Ser

Pro

Val

285

Met

Ser

Ser

Ala

Val

Ala

55

Val

Hisg

Gly

Ser

Arg

Val

280

Asp

His

Pro

Val

Ala

Ser
40

Val I

Pro

Lys

Fro

Val

120

Thr

265

Leu

Lys

Glu

Gly

Phe

Leu

25

Trp

Ser

Pro

Pre

105

Pro

-73 -

Asp

Ser

Ala

Lys
330

Pro

10

Gly

Asn

Gln

Ser

Ser

80

Cys

Leu

Glu

Ser

Arg

Leu
3158

Leu

Cys

Ser

Ser

Ser

75

Asn

Pro

Phe

Val

Asp

Trp

300

His

Ala

Leu

Gly

Ser

60

Leu

Thr

Ser

Thr

Giy
285

Glin

Asn

Pro

Ala

45

Gly

Gly

Lys

Cys

Pro

125

Cys

270

Ser Phe

Phe

Gln Gly Asn

His Tyr

Cys BSer
15

Lys Asp
30

Leu Thr

Leu Tyr

Thr Lys

Val Asp

95

Pro Ala
11¢

Lys Pro

Val Val

Thr
320

Arg

Tvr

Ser

Ser

Thr

80

Lys

Pro

Lys

Val



130

Asp Val Ser
145

Gly val Giu

Asnn Ser Thr

Trp Leu Asn
195

Pro Ser Ser

Glu Pro Gln
225

Azn Gln Val

Ile Ala Val

Thr Thr Pro
275

Arg Leu Thr
290

Cys Ser Val
305

Leu Ser Leu

<210> 59
<2i1> 107
«<212> PRT
<213> Homo
<400> 59

Arg Thr Val

Gln

Val

Tyxr

180

Gly

Ile

Val

Ser

Glu

260

Pro

Val

Met

Ser

Glu

His

165

Arg

Lys

Glu

Tyr

Leu

245

Trp

Yal

His

Leu
325

sapiens

Ala

Ala

Asp

150

Asn

Val

Glu

Lys

Thr

230

Thr

Glu

Leu

Lys

Glu

310

Gly

135

Pro

Ala

Val

Tyr

Thr

215

Leu

Cys

Ser

Asp

Ser

285

Ala

Lys

Glu

Lys

Ser

Lys

200

Ile

Pro

Leu

Asn

Ser

280

Arg

Leu

Val

Thr

Val

185

Cys

Ser

Pro

Val

Gly

265

bsp

Trp

His

-4 -

Gln

Lys

176G

Leu

Lvs

Lys

Ser

Lys

250

Gln

Gly

Gln

Asn

Phe

155

Pro

Thr

Val

Ala

Gln

233

Gly

Pro

Ser

Glu

His
315

140

Asn

Arg

Val

Ser

Lys

220

Glu

Phe

Glu

Phe

Gly

366

Tyr

Trp

Glu

Leu

Asn

205

Gly

Glu

Tyr

Asn

Phe

285

Asn

Thr

Tyr

Glu

His

199

Lys

Gln

Met

Pro

Asn

270

Leu

Val

Gln

Val

Glin

175

Gln

Gly

Prec

Thr

Ser

255

Tyr

Tyr

Phe

Lys

Asp

160

Phe

Asp

Leu

Arg

Lys

240

Asp

Lys

Ser

Ser

Ser
320

Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu



Gln Leu

Tyr Pro

Ser Gly

Thr Tyr
65

Lys His

Pro Val

<2i0>
<211>
<212>
<213>
<400>

Pro Lys
1

Leu Gln

Pro Gly

Ala Gly
50

Ala Ala
65

Arg Ser

Thr Val

Lys

Arg

Asn

Ser

Lys

&0
104
PRT
Homo

60

&la

Ala

Ala

35

Vai

Ser

Ala

Ser

20

Glu

Ser

Leu

Val

Lys
100

Gln

Ser

Tyr

85

Ser

sapiens

Ala

Asn

20

Val

Glu

Ser

Ser

Pro

Pro

Lys

Thr

Thr

Tyr

Cys

BS

Thr

Thr

Lys

Giu

Ser

70

Ala

Phe

Ser

Ala

Val

Thr

Leu

70

&Gln

Glu

Ala

Val

Ser

55

Thr

Cys

Asn

Val

Thr

Ala

Thr

55

Ser

Val

Cvys

Ser

Gin

40

Val

Leu

Glu

Arg

Thr

Leu

Trp

Pro

Leu

Thr

Ser

Val

25

Trp

Thr

Thr

Val'

Gly
105

Leu

Val

25

Lys

Ser

Thr

His

-5 -

10

Val

Lys

Giu

Leu

Thr

a0

Glu

Phe

10

Cys

Ala

Lys

Fro

Glu
30

Cys

Val

Gln

Ser

75

His

Pro

Leu

Asp

Gln

Glu

75

Gly

Leu

Asp
60

Lys

Gln

Pro

Ser

Ser

60

Gln

Ser

Leu

Asn

45

Ser

Ala

Gly

Ser

Serxr

Ser

45

Asn

Trp

Thr

Asn

30

Ala

Lys

Bsp

Leu

Ser

Asp

30

Pro

Asgn

Lys

Val

15

Asn

Lieu

Asp

Tyr

Ser
85

Glu

15

Phe

val

Lys

Ser

Glu
g5

Phe

Gln

Ser

Glu

80

Ser

Glu

Lys

Tyr

His

BG

Lys



<210>
<21i>
<Z12>
<213>

<400>
Met Asp

1

Ser Gly

Pro Leu

Trp Arg

Met Asn

65

Glu Trp

Asn Gly

Ile Arg

Leu Thr

130

Lys Val
145

Phe Ile

Tyr fle

61
1124
PRT
Homo

61

Ser

Val

33

Pro

Gln

Ala

Ala

Thr

115

Met

Leu

His

]
]
0

Gly

-6 -

100

sapliens

Leu Ala Ser Leu Val Leu Cys

Val Glu Gly Ala Met Asp Leu
20 25

Ser Asp Ala Glu Thr Ser Leu
49

His Giu Pro Ile Thr Ile G
55

foert
b

His Gln Asp Pro Leu Glu Val
70

Lys Lys Val Val Trp Lys Arg
B> a0

Tyr Phe Cys Glu Gly Arg Val
100G 105

Met Lys Met Arg Gln Gln Ala
120

Thr Val Asp Lys Gly Asp Asn
135

Ile Lys Glu Glu Asp Ala Val
150

Ser Val Pro Arg His Glu Val
165 170

His Zla Gln Pro Gln Asp Ala
180 185

Gly Asn Leu Phe Thr Ser Ala

Gly

Ile

Arg

Thr

75

Glu

Arg

Ser

Val

Ile

158

Pro

Glv

Phe

Val

Leu

Zys

Asp

60

Gln

Lys

Giy

Phe

Asn

140

Tyr

Asp

Val

Thr

Ser

Ile

Asp

Ala

Glu

Leu

125

Ile

Lys

Ile

Tvr

Arg

Leu

Asn

30

Ala

Glu

Val

Ser

Ala

119

Pro

Ser

Asn

Leu

Ser

180

Leu

Leu

15

Ser

Jer

Ala

Thr

Lys

95

Ile

Phe

Gly

Glu

175

Ala

Leu

Gly

Leu

Arg

Iie

Arg

Thr

Lys

Ser

160

Val

Aryg

Val



Arg

Thr

228

Leu

Gly

Cys

Gly

365

Glu

Val

Leu
385

Thr

Pro

Arg

210

Ala

Cys

His

Cys

Ala

280

Phe

Met

Leu

hsp

Cys

370

Val

Asp

Asp

185

Cys

Cys

Pro

Thr

Lys

275

Thr

Tyr

Cys

Leu

355

Lys

Lys

His

Ser

Glu

Met

Pro

Phe

260

Ser

Gly

Gly

Asp

Cys

340

Pro

Ala

Pro

Phe

Gly
420

Ala

Asn

Gly

245

Gly

Tyr

Trp

Pro

Arg

325

Asp

Ser

hsp

Ser

405

Val

Gln

Asn

230

Phe

Arg

Val

Lys

Asp

310

Phe

=3
]
u3

His

Gly

Gly

330

Val

Trp

Lys

215

Gly

Met

Thr

Phe

Gly

295

Cys

Gin

G
i
[w}

Ile

Trp

375

Thr

Ala

Val

200

Val

Gly

Cys

Cys

280

Leu

Lys

Glu

360

Pro

Val

Tle

Cys

Gly

Cys

Arg

Lys

265

Leu

Gin

Leu

Cys

Ile

345

Val

Leu

Leu

Phe

Ser
425

-27-

Preo

His

Thr

250

Glu

Pro

Cys

Arg

Leu

330

Asn

Pro

His

Thr

410

Val

Glu

Glu

235

Cys

Arg

Asp

Asn

Cys

315

Arg

Ser

Thr

Pro

395

Ile

Asn

Cys

220

Asp

Glu

Cys

Pro

Glu

300

Ser

Ser

Met

Gly

Asn

380

Lys

His

Thr

205

Asn His

Thr Gly

Lys Ala

Ser Gly

270

Tyr Gly
285

Ala Cys

Cys Asn

Pro Gly

Thr Pro

350

Lyvs FPhe

365

Glu Glu

Asp Phe

Arg Ile

Val Ala
430

Leu

Glu

Cys

255

Gin

Cys

His

Asn

Trp

335

Lys

Asn

Met

Asn

Leu

415

Gly

Cys

Cys

240

Glu

Ser

Pro

Gly

320

Gln

Pro

Thr

His

400

Proc

Met



Val

Asn

Ile

465

Leu

Val

His

Pro

545

Leu

Glu

Val

Glu

Trp

625

Gln

Ile

Glu

Ala

450

Ser

Leu

Thr

Glu

Pro

530

Pre

Thr

Val

Pro

Gln

610

Ser

Pro

Ser

Lys

435

Pro

Ser

Tvr

Asn

Leu

515

Gly

Arg

Trp

Glu

Gly

595

Tyr

Giu

Glu

Trp

Pro

Asn

Glu

Lys

Glu

50C

Cys

Pro

Gly

Gln

Arg

580

Asn

Val

Asp

Asn

Thr
660

Phe

Val

Pro

Pro

485

{ie

Val

Val

Lau

Pro

585

Arg

Lieu

Val

Leu

Ile
645

Asn

Ile

Tyr

470

Val

Val

Arg

Asn

550

Ile

Sexr

Thr

Arg

Thr

630

Lys

Leu

Ile

Asp

455

Phe

Asn

Thr

Len

Arg

535

Leu

Phe

Val

Ser

Ala

6l%

Ala

Ile

Asp

Ser

440

Thr

Gly

His

Leu

Val

520

Phe

Leu

Pro

Gln

Val

600

Arg

Trp

Ser

Gly

Val

Gly

Asp

Tyxr

Asn

503

Arg

Thr

Pro

Ser

Lys

585

Leu

Val

Thr

Asn

Tyr
665

- 28 -

Lys

His

Gly

Glu

490

Tyr

Thr

Lys

Ser

370

Sex

Leu

Asn

Leu

Ile

650

Ser

Val

Asn

Pro

475

Ala

Leu

Gly

Ala

Ser

555

Glu

Asp

Asn

Thr

Ser

€35

Thy

Iie

Leu

Phe

460

Ile

Trp

Glu

Glu

Ser

540

Gln

Asp

Gln

Asn

Lys

620

Asp

fHis

Ser

Pro

445

Ala

Lys

Gin

Pro

Gly

525

ITle

Thr

Asp

Gln

Leu

605

Ala

Ile

Ser

Ser

Lys

Val

Ser

His

Arg

510

Gly

Thr

Phe

Asn

590

His

Gln

Leu

Ser

Ile
670

Pro

ile

Lys

Ile

£95

Thr

Glu

Leu

Leu

Tyr

575

Ile

Gly

Pro

Ala

655

Thr

Leu

Asn

Lys

480

Gln

Glu

Gly

Pro

Asn

560

Val

Lys

Arg

Glu

Pro

640

Val

Ile



Arg

Ile

Glu

705

Ser

Ala

Gly

Ile

Phe

785

Leu

Pro

Gly

Arg

Asp

865

His

Tyr

Tyr

Lys

690

Thr

Asn

Pro

Ser

Leu

770

Gln

Ala

Val

Asn

Met

850

His

Leu

Lys

675

Asn

Ala

Pro

Ala

Ala

755

Gln

Asn

Leu

Leu

Phe

835

Asp

Arg

Pro

Tyr

Val

Ala

Tyr

Ala

Asp

740

Gly

Leu

Val

Asn

Asp

820

Gly

Kla

Asp

Asn

Leu
500

Gln

Thr

Glin

Phe

725

Leu

Met

Lys

Arg

Arg

805

Trp

Gln

Phe

Ile
885

Ala

Gly

Ile

Val

716

Ser

Gly

Thx

Arg

Glu

7380

Lys

Asn

Val

Ile

Ala

B70

Ile

Ile

Lys

Thr

695

Asp

His

Gly

Cys

Ala

T75

Giu

Val

Asp

Leu

Lys

855

Gly

Asn

Glu

Asn

680

Gln

Iie

Glu

Gly

Leu

760

Asn

Preo

Lys

Ile

Lys

840

Arg

Glu

Leu

Tyr

Glu

Tyr

Phe

Leu

Lys

745

Thr

Val

Ala

Asn

Lys

B25

Ala

Met

Leu

Len

Ala
905

- 29 .

Asp

Gln

Ala

Val

730

Met

Val

Gin

Val

Asn

810

Phe

Arg

Lys

Glu

Gly

890

Pro

Gln

Leu

Glu

715

Thr

Leu

Leu

Arg

Gln

785

Pro

Gln

Ile

Glu

Val

875

Ala

His G

His

Lys

700

Asn

Leu

Leu

Leu

Arg

780

Phe

Asp

Asp

Lys

Tyr

860

Leu

Cys

Val

685

Gly

Asn

Pro

Ile

Ala

765

Met

Asn

Pro

Val

Lys

845

Ala

Cys

Glu

Asn

Asp

Leu

Ile

Glu

Ala

750

Phe

Ala

Ser

Thr

Ile

830

Asp

Lys

His

Leu
810

Val

Glu

Gly

Ser

735

Ile

Leu

Gln

Gly

Iie

815

Gly

Gly

Lys

Leu

Arg

835

Leu

Lys

Pro

Ser

720

Gin

Leu

Ile

Ala -

Thr

8§00

Tyxr

Gliu

Leu

Asp

Gly

B8O

Gly

Asp



-30 -
Fhe Leu Arg Lys Ser Arg Val Leu Glu Thr Asp Pro Ala Phe Ala Ile

815 520 825

Ala Asn Ser Thr Ala Ser Thr Leu Ser Ser Gln Gln Leu Leu His Phe
930 835 940

Ala Ala Asp Val Ala Arg Gly Met Asp Tyr Leu Ser Gln Lys Gln Phe
945 850 955 9860

Ile His Arg Asp Leu Ala Ala Arg Asn Ile Leu Val Gly Glu Asn Tyr
965 970 975

Val Ala Lys Ile Ala Asp Phe Gly Leu Ser Arg Gly Gin Glu Val Tyr
280 985 290

Val Lys Lys Thr Met Gly Arg Leu Pro Val Arg Trp Met Ala Ile Glu
995 1600 1005

Ser Leu B&sn Tyr Ser Val Tyr Thr Thr Asn Ser Asp Val Trp Ser
1010 1015 1020

Tyr Gly Val Leu Leu Trp Glu Ile Val Ser Leu Gly Gly Thr Pro
1025 1030 1035

Tyr Cys Gly Met Thr Cys Bla Glu Leu Tyr Glu Lys Leu Pro Gin
1040 1045 1050

Gly Tyr Arg Leu Glu Lys Pro Leu Asn Cys Asp Asp Glu Val Tyr
1055 1060 1065

Asp Leu Met Arg Gln Cys Trp Arg Glu Lys Pro Tyr Glu Arg Pro
1070 1075 10806

Ser Phe Ala Gln Ile Leu Val Ser Leu Asn Arg Met Leu Glu Glu
1085 1080 1095

Arg Lys Thr Tyr Val Asn Thr Thr Leu Tyr Glu Lys Phe Thr Tyr
1100 1105 1110

Ala Gly 1Tle Asp Cys Ser aAla Glu Glu Ala Ala
1115 1120

<210> 62



<23il>
<2i2>
<213>

<220>
<Z23>

<400>
Met Trp

1

kla Als

Gln Tyr

Glu Met
50

Val Gin
65

Gln Val

Leu Glu

Gln Gln

Thr Asn

130

Val Glu

145

Leu Glu

Gln Thr

Lys Lys

504
BRT

Artificial

Human angiopoietin-2

62

Gln

Tvz

Glin

35

Asp

Arg

Leu

Asn

Asn

115

Leu

Ala

Eis

Ser

Val
195

Ile

Asn

20

Val

Asn

Bsp

Glu

Tyr

100

Ala

Leu

Gln

Ser

Glu

180

Leu

Val

Asn

Gln

Cys

Ala

Asn

85

Ile

val

Asn

Val

Leu

165

Ile

BRla

Phe

Phe

His

Arg

Pro

70

Tie

Gln

Gln

Gln

Leu

150

Ser

Asn

Met

Arg

Gly

Ser

55

Leu

Met

Asp

Asn

Thr

135

Asn

Thr

Lys

Glu

{ANG-2)

Thr

Lys

Ser

46

Ser

Glu

Glu

Asn

Gln

120

Ala

Gin

Asn

Leu

Asp
200

Leu

Ser

25

Cys

Ser

Tyr

Asn

Met

105

Thr

Glu

Thr

Lys

Gln

185

Lys
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with leader

Ser

iG

Met

Ser

Jer

Asp

Asn

90

Lys

Ala

Thr

Leu

170

Asp

His

Cys

Asp

Tyvr

Pro

Asp

75

Lys

Val

Thr

Arg

153

Glu

Lys

Ile

Asp

Ser

Thr

Tyr

60

Ser

Gln

Glu

Met

Arg

140

Lys

Asn

Ile

and

Leu

Iie

Phe

45

Val

Val

Trp

Met

Ile

125

Lys

Giu

Gln

Ser

Gln
205

His-tag

Val Leu
15

Gly Lys

Leu Leu

Ser Asn

Gln Arg

Leu Met
95

vzl Glu
110

Glu Ile

Leu Thr

Leu Gln

Ile Leu
175

Phe Leu
120

Leu Gln

Ala

Lys

Pro

Ala

Leu

80

Lys

Tle

Gly

Asp

Leu

160

Asp

Glu

Ser



Lie

Ser

225

Asn

Asn

Val

Lys

Ser

305

Gly

Arg

Tyr

Tyr

Ser

385

Ile

Ser

Cys

Lys

210

Ile

Ser

Leu

Rla

Ser

2580

Thr

Trp

Thr

Trp

Val

370

Leu

His

Gln

Tle

Glu

Ile

Val

Leu

Lys

275

Gly

Glu

Thr

Trp

Leu

355

Leu

Tyxr

Leu

Pro

Cys

Glu

Glu

Leu

Thr

260

Glu

His

Glu

Ile

Lys

340

Gly

Lys

Glu

Lys

Gly

420

Lys

Lys

Glu

Gln

245

Met

Glu

Thr

Ile

Ile

325

Glu

Asn

Tle

His

Gly

405

Asn

Cvs

Asp

Leu

230

Lys

Met

Gln

Thr

Lys

310

Tyr

Glu

His

Phe

350

Leu

Asp

Ser

Gln

215

Giu

Gln

Sex

Ile

Asn

295

Ala

Arg

Lys

Phe

Leu

375

Tyr

Thr

Phe

Gln

Leu

Lys

Gln

Thr

Ser

280

Gly

Tyr

Arg

Val

Val

380

Lys

Leu

Gly

Ser

Met

Gln

Lys

His

Ser

265

Phe

Tle

Cys

Glu

Gly

345

Ser

Asp

Ser

Thr

Thr

425

Leu
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Val

Ile

Asp

250

Asn

Arg

Tyr

Asp

Asp

330

Phe

Gln

Trp

Ser

Ala

410

Lys

Thr

Leu

Val

235

Leu

Ser

Bsp

Thr

Met

315

Gly

Gly

Leu

Glu

Glu

395

Gly

Asp

Gly

Val

220

Thr

Met

Ala

Cys

Leu

300

Glu

Ser

Asn

Thr

Gly

380

Glu

Lys

Gly

Gly

Ser

Ala

Glu

Lys

Ala

285

Thr

Ala

Val

Pro

Asn G

365

Asn

Leu

Ile

Asp

Lys

Thr

Thr

Asp

270

Glu

Phe

Gly

Asp

Ser

350

Glu

Asn

Ser

Asn

430

Trp

Gln

Val

Val

255

Pro

Val

Pre

Gly

Phe

335

Gly

Gln

Ala

Tyr

Ser

415

Asp

Phe

Asn

Asn

240

Asn

Thr

Phe

Asn

Glu

Arg

Tyr

Arg

400

Ile

Lys

Asp



Ala

Asn

465

Gly

Ser

435

Cys Gly

450

Thr Asn

Tyr Ser

Gly His

<210> &3
<211> 506
<212> PRT

<213>

<220>

<223>

<400> 63

Met

1

Ile

Tyxr

Glu

Asn

65

Gln

Leu

Ala

Thr Val

Gly Cys

Asn Arg

His Asp

50

Ala Leu

Lys Leu

Gln Lys

Gln Ile
115

Pro

Leu

His
500

Phe

Ser

20

Ile

Gly

Gin

Leu
100

Gln

Ser

Phe

Lys
485

His

Artificial

Leu

Asn

Gln

Asn

Arg

His

85

Glu

Gln

Asn

Asn

470

Ala

His

Ser

Gln

His

Cys

Asp

70

Leu

Asn

Asn

l.eu

455

Gly

Thr

His

Human angiopoietin-

Phe

Arg

Gly

Arg

55

Ala

Glu

Tyr

Ala

440

Asn

Iie

Thr

His

Gly

Lys

Met

(ANG-1)

Ala

Arg

Gln

40

Glu

Pro

His

Ile

Val
120

Phe

Ser

25

Ser

His

Val

Yal

105

Giln
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Met Tyvr Tyr

460

Trp Tyr Tyr

475

Met Ile Arg

490

with leader

Leu

10

Pro

Ala

Thr

Met
50

Glu

Asn

Als

Glu

Tyr

Thr

Glu

15

Glu

Asn

His

Ala

Asn

Thr

Asp

Pre

Asn

Met

Thr

445

Pro

Trp

Pro

and

Ile

Ser

Phe

45

Gln

Asp

Tyxr

Lys

Ala
125

Gln

Lys

Ala

His—

Leu

Tyr

Phe

Thr

Serxr

110

Thr

Arg

Gly

Asp
495

tag

Thr

15

Arg

Leu

Asn

Ser

Gln

85

Glu

Met

Gln

Ser

480

Phe

His

Arg

Pro

Thr

Ser

80

Met

Leu



Giu

Leu

145

Ile

Leu

Leuw

Leu

Arg

225

Thr

Lys

Val

Asn

305

Gly

Phe

Gly

Ile

130

Thr

Gln

Leu

Leu

Asp

210

Gln

Thr

Val

Gly

Tyr

2%0

Asn

Gly

Gln

Giu

Gly

AsSD

Leu

Gln

Glu

185

Thr

Thr

Asn

His

Gly

275

Gin

Met

Gly

Arg

Tyr

Thi

Val

Leu

Gln

180

His

Leu

Tyr

Asn

Asn

260

Lys

Ala

Pro

Trp

Gly

340

Trp

Ser

Gilu

Gliu

163

Thz

Lys

Lys

Ile

Ser

245

Leu

Arg

Gly

Glu

Thr

325

Trp

Leu

Leu

Thr

150

Asn

Asn

Ile

Glu

Iie

230

Val

Val

Glu

Phe

Proc

310

Val

Giy

Leu

135

Gln

Ser

Glu

Leu

Glu

215

Gin

Leau

Azn

Giu

Asn

295

Lys

Ile

Glu

Asn

Ser

Val

Leu

Ile

Glu

200

Lys

Glu

Gln

Leu

Glu

280

Lys

Lys

Gin

Tyr

Glu

Gin

Leug

Ser

Leu

185

Met

Glu

Cys

265

Lys

Ser

Val

His

Lys

345

Phe
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Thr

Asn

Thr

179

Lys

Glu

Asn

Glu

Gln

250

Thr

Pro

Gly

Phe

Arg

330

Met

Ile

Ala

Gln

155

Tyr

Ile

Gly

Lys

235

Gln

Lvs

Phe

Ile

Cys

315

Glu

Gly

Phe

Glu

140

Thr

Lys

His

Lys

Gln

220

Gin

Leu

Glu

Arg

Tyr

300

Asn

Asp

Phe

Rla

Gln

Ser

Leu

Glu

His

205

Gly

Leu

Glu

Gly

Asp

285

Thr

Met

Gly

Gly

Ile

Thr

Arg

Glu

Lys

130

Lys

Leu

Asn

Leu

Val

270

Cys

Ile

Asp

Ser

Asn
350

Arg

Leu

Lys

175

Asn

Glu

Val

Arg

Met

255

Leu

Ala

Tyrx

Val

Leu

335

Pro

Lys

Glu

160

Gln

Ser

Glu

Thr

Ala

240

Asp

Leu

Asp

Asn

320

Asp

Ser

Gln



Arg

Ala

385

Tyr

Ser

Asp

Phe

Gly

465

GlLy

Asp

Glin

370

Tyr

Arg

Leu

Asn

AsD

450

Gln

Pro

Phe

355

Tyr

Ser

Leu

Cys

435

Ala

Asn

Ser

Ser

Met

Gln

Tyr

Leu

420

Met

Cys

His

Tyr

Gly
500

Leu

Tyr

Leu

405

Eis

Cys

Gly

Gly

Ser

485

His

Arg

Asp

380

Lys

Gly

Lys

Pro

Lys

470

Leu

His

Ile

375

Arg

Gly

Ala

Cys

Ser

455

Leu

Arg

His

360

Glu

Phe

His

Asp

Ala

440

Asn

Asn

Ser

Hisg

Leu

His

Thr

Phe

425

Leu

Len

Gly

Thr

His
505

-35.

Met

Ile

Gly

410

Ser

Met

Asn

Ile

Thr

490

His

Asp

Gly

395

Thy

Thr

Leu

Gly

Lys

475

Met

Trp

380

Asn

Ala

Lys

Thr

Met

460

Trp

Met

365

Glu

Glu

Gly

Rsp

Gly

445

Phe

His

1le

Gly

Lys

Lys

Ala

430

Gly

Tyr

Tyr

Arg

Asn

Gln

Gln

415

Asp

Tre

Thr

Phe

Pro
493

Arg

Asn

400

Ser

Asn

Trp

Ala

Lys

480

Leu



