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<210> 1
<211> 20
<2iZ> PRT

<213> Artificial

<220>»
<223» heavy chain CDR3, <ANG-2>AngZi_LCOG

<400>» 1
Ser Prc Bsn Pro Tyr Tyr Tyr Asp Ser Ser Gly Tyxr Tyr Tyr Pro Gly

1 5 . 10 15

Alz Phe Asp lle

20
<210> 2
<2ile» 17
<2l2» PRT
<213» Artificial
220>
<223> heavy chain CDRZ, <ANG-Z2»Ang2i LCOEG
<400> 2
Triy Ile Asn Pro Asn Ser Gly Gly Thy Asn Tyr Ala Gin Lys Phe Gln
1 5 i 15
Giy
<210> 3
<211> 5
<212> PBRT

<213> Artificial

<220>
<Z23> heavy chain CDR1, <ANG-2>AngZi LCO06



<400> 3

Gly Tyr Tyr Met His

1 5
<210> 4

<21%i» 11

<212> PRT

<213> BArtificial

<220>
<223> light chain CDR3, <ANG-2>Ang2li LCO6

<400> 4

Gln Val Trp Asp Ser Ser Ser Asp His Tyr Val
1 5 10
<216> 5

<2li> 7

<212> PRT

<213> Artificial

<220>

<223> light chain CDRZ, <BANG-2>AngZzi LCOS
<400> 5

Asp Asp Ser Asp Arg Pro Ser

1 5

210> ¢

<211> 11

<212> PRT

<213> Artificial

220>

<223> light chain CDR1, <BANG-Z>Ang2i LCOE
<400> &

Gly Gly Asn Asn Ile Gly Ber Lys Ser Val His
1 5 10
<zi0> 7

<211> 129

<212> PRT

<Z213> Artificial

220>
€223> heavy chain variable domain, <ANG-2>Ang2Zi LCO6

<400> 7

Gin Val Gln Leu val Glu Ser Gly &la Glu Val Lys Lys Pro Gly Ala



Ser

Tyr

Glin

65

Met

Ala

Pro

Ser

Val

Met

Trp

Gly

Glu

Arg

Gly

<230
<Z1l>
212>
<213>

<220>
<223>

<400>

Lys

His

35

Ile

Arg

Leu

Ser

Ala

118

8
110
PRT

Val
20

Trp

Asn

Val

Ser

Pro

ERHY

Phe

Sar

Pro

Thr

Arg

Asn

Asp

rtificial

Cys

Arg

Asn

Met

740

Pro

Ile

Lys

Gln

Ser

55

Thr

Arg

Trp

light chalin wvariable

8

Gln Pro Gly Leu

1

Thr

His

Asp

Ala Arg Ile

4
Kol

r

Asp Ser Asp

50

Ll

I

g

20

Gln

Gin I

Arg

Gln

Cys

Pro

Gly

Pro

Ser

Ala

Gly

Arg

Ser

Tyr

GlLy
120

Sex

25

Pro

Gly

Asp

Asp

Tyxr

105

Gln

domain,

Pro

Gly

Gly

Gly

Ser

Asn
25

Gln

10

Gly

Thr

Thr

Asp

Asp

Gly

Tyr

Gln

Asn

Tht

Ser

Thr

Thr

Gly

Tyr

60

Ile

Ala

Ser

Met

Phe

Leu

45

Ala

Val

Gly

Val
125

Thr
30

Thr

Tyr

Tyr

110

Thr

<ANG-2>AngZi LCC6

Val Ser vVal Ala

10

Asn Ile Gly Ser

Ala Pro Val Leu

45

Pro Glu Arg Phe

50

Pro

Lys
30

Ser

i35

Gly

Lys

Ala

Tyr
95

Tyr

Val

Gly
15

Val

Gly

Met
Phe
Tyr
80

Cys

Tyr

Ser

Gln

Val

Tyr

Ser



Asn Ser Gly Asn Thr Ala Thr Lew Thr Ile Ser Arg Val Glu Ala Gly
65 70 75 g0

Asp Glu Bla Asp Tyr Tyr Cys Gln Val Trp Asp Ser Ser Ser Asp His
85 89 35

Tyr Val Phe Gly Thy Gly Thr Lys Val Thr ¥al Leu Gly Gln

100 105 110
<21l0> &
<2ii> 20
<2312> PRT

<213> Artificial

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

<E0D> B

Ser Pro Asn Pro Tyr Tyr Tyr Asp Ser Ser Gly Tyr Tyr Tyr Pro Gly
1 5 i0 15

Ala Phe Asp Ile

20
<210> 10
<21li> 17
<212> PRT

<213> Artificial

<220>

<223%» heavy chain CDRZ, <ANG-2>Ang2i LCO7

<400> 10

Trp Ile Asn Pro Asn Ser Gly Gly Thr Asn Tyr Ala Gln Lys Phe Gln
1 5 16 ' i5

Gly

<210» 11

<2il>» 5

<212> PRT

<213> Artificial

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

<400> 11



Gly Tyr Tyr Met His

1 5
<zZ10> 12

<Zii» 11

<2312» PRT

<213> Artificial

<220>
<223> light chain COR3, <ANG-Z>AngZi_LCO7

<400> 12

Gln Val Trp Asp Ser Asp Ser Asp Gln Gly Val
L & 190
<210> 13

211> 7

<212> PRT

<213> Artificial

<220> 7

<223> light chain CDRZ, <ANG-2>Ang2i LCO7
<430> 13

Asp Asp Ser Glu Arg Pro Ser

1 5

<210> 14

<21ii> 11

<212> PRT

<213> Artificial

<220>

<223> light chain CDRL1, <ANG-2>Ang2i LCO7
<400> 14

Gly Gly Asn Phe Ile Gly Gly Lys Ser Val His
1 5 10
<210> 15

<211i> 129

<212> PRT

<Z13> Artificial

<220>
€223> heavy chain variable deomain, <ANG-Z>Bng2i_ LCG7

<400> 15

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



Ser

Tyr

Gl

Gln

€5

Met

Ala

Ser

Yal Lys

Met His

Trp Tie

50

Gly Arg

Glu Lew 5

Arg Ser

Gly Ala
115

<210> 16
<211» 110
<Z1Z> PRT

<213>

<R220>

<223>

<4G0> 16

Gln

i

Thr

Hisg

Asp

Pro Val

Ala Arg

Trp Tyr
35

Asp Ser
50

Val
20

Trp

Asn

Val

Pro
100

Phe

Ser

Val

Pro

Thr

Arg

85

Asn

Asp

Artificial

Cys

Arg

hsn

Mat

70

Pro

Tle

Leu Thr Gln

5

val Ala Cys

20

Gln Gln Lys

Glu Arg Pro

Lys

Gln

Ser

55

Thr

Arg

Ty

Trp

light chain variable

Sexr

Gly

Pro

Ser
55

Ala

Ala

40

Gly

Arg

Ser

Tyr

Gly
120

Ser
25

Pro

Gly

Asp

Tyr
105

Gin

domain,

Gly

Gly

Gly

Asn
25

Glm

Iie

Gly Tyzr

Gly Gln

Thr Asn

Thr Ser

75

Asp Thr
90

Asp Ser

Gly Thr

Thr

Gly

Tyxr

5G

Tlie

Ser

Met

Phe

Leu

45

Ala

Ser

Yal

Gly

Val
125

Thx
30

Glu

Gln I

Thr

Tyr

Tyx

110

Thr

<ANG-2>Ang2i LCO7

Val Ser Val Ala

10

Phe Ile Gly Gly

=Ala Pro Val Leu

45

Pro Glu Arg Ile

&0

Pro

Ben

Gly

Trp

Ty
95

Tyr T

Val

Gly
15

Saxr

Gly

Met

Phe

Tyr
84

Ser

Glu

Val

Tyr

Ser



Asn Ser Gly Asn Thr Ala Thr Leu Ile Ile Thr Arg Ala Glu Ala Gly
€5 70 75 80

Asp Glu Ala Asp Tyr His Cys Gin Val Trp Asp Ser Asp Ser Asp Gln
85 9 95

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

190 108 110
<Z23i0> 17
<Z1i» 15
<Z212> PRT

<213> Brtificial

<220>
<223> heavy chain CDR3, <ANG-2>Angzk LCCE

<400> 17
Prc Thr Leu Asp 1le Tyr Met Gly Tyr Tyr Tyr Gly Met Asp Val
I 5 10 15

<210> 18

<2311 17

<21z> PRT

<213> Artificiazl

<220>
<223> heavy chain CDR2, <ANG-2>AngZk_ LCLB

<400> 18

Val Ile Ser Tyr Asp Gly Ser Asn Lys Tyr Tyr Ala Asp Ser Val Lys

1 5 10 15
Gly

<210> 18

<21l1> 5

£212> PRT

«233>» Artificial

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

<400>» 19

Ser Tyr Gly Met His
i 5



<210> 20
<211>» 11
<Z212>» PRT

<213> Artificial

<220
<223» light chain CDR3, <ANG-2>AngZk_LCOE

<400> 20

Ala Ala Trp BAsp Asp Ser Leu Asn Gly Pro Val
1 5 10
<210> 21

<21ix 7

<Z1i2> PRT

<213> Artificial

<220>
<223>» light chain CDRZ, <ANG-2Z>Ang2k LCOE

<400> 21

Asn Asn Asp Gln Arg Pro Ser

L 5
Z210> 22
<2il> 13
212> ERT

<213» Artificizl

<2202
<223> light chain CDR1l, <ANG-2>AngZk LLGE

<400> 22

Ser Gly Phe Ala Ser Asn Ile Gly Ser Asn Ser Val Asn

1 5 10
<210> 23

<21l> 124

<Z12> PFRT

<213> BArtificiasl

<Z20>
<223> heavy chain variable domain, <ANG-Z> AngZk LCOB

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

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



Gly Met

His Trp
a5

Ala Val Ile Ser

50

Lys Gly Arg Phe

65

Leu Gln Met Asn

Ala Lys

Pro Thr
106

val Trp Gly Gln

<Z10>
<21l>
L212>
<213>

220>
223>

<4 D0>
Gin Pro

il

Arg Val

Ile Tvyr
50

Ely Ser

Ser Giu

115

24
112
PRT

Val

Tyr

Thr

Ser

85

eu

Gly

Artificial

Arg

Asp

Tie

70

Leu

Asp

Thr

Gln

Gly

55

Ser

Arg

Tle

Thr

light chain variable

24

Val Leu

Thr Ile
20

Asn Trp

35

Asn Asn

Arg Ser

Asp Glu

Thx

Ser

Tyr

Asp

Gily

Ala
85

Gln

Cys

Gln

Gln

Thr

0

Asp

Sex

Gln

Arc

55

Ser

Tyr

Ala Pro
40

Ser Asn

Arg Asp

Ala Glu

Tyr Met

Val Thr
120

domain,

Pro Ser

Gily Phe
25

Val Pro
A0

Pro Ser

Ala Ser

Tyr Cys

Gly

Lys

Ash

Asp

20

Gly

Val

Lys

Tyr

Ser

75

Thr

Tyr

Ser

Gly

Tyr

60

Lys

Ala

Tyy

Ser

Leu
45

Ala

Val

Tyw

Glu

Asp

Tyx

<ANG~2> Ang2k_LCO8

Ala
10

Ale

Gly

Leu

T

Ala
80

Ser

Ser

Th;

Val

Ala

15

Ala

Gly

Asn

Ala

Trp

Ala

Ile

Ser

Asp

Pro

Gly

30

Lys

Asp

Trp

Ser

Leu

Tyr

85

Met

Gly

15

Leu

Phe

el

Ser
95

Val

Yal

Tyr

BD

Cys

Aszsp

Gln

Asn

Len

Sex

Gin

80

Leu



-10.

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

100 105 Lio
<210> 25
<21ii> 7
<Z212> PBRT

<Z13> Artificial

<Z220>
<2ZZ3> heavy chain CDR3, <ANG-Z> Angls_LCOS

<4G0> 25

Asp Leu Gly Tyr Asp Tyr Val

1 5
<210> 26
<21i>» 18
<212> PRT

<213> Artificial

<220>
<223> heavy chain CDRZ, <ANG-2> AngZs_LCOS

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

Yal Lys Gly

<210» 27

<211> 5

<212» PRT

<2i3> tificial
<220>

<Z23>» heavy chain CDRL, <BNG-2> Ang2s_LC08

<400> 27

Asn Ala Trp Met Ser
3 5
<210> 28

<211i> 7

<212> PRT

<213> Artificiel

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

<400> 28



-11-

Met Gln Ala Leuv Gln Ile Pro

1 5
<2106> 29

<211» 7

<212> PRT

<213> Artificial

220>
<223» light chain CDRZ, <ANG-2> AngZs LC09

<400> 28

Leu Gly Ser Asn Arg Ala Ser

1 5

<z210> 30
<211> 16
£212>» PRT

€213> Artificial

<220>
<223> light chain CDR1, <ANG-2> Ang2Zs LC08

<400> 30

Arg Ser Ser Gin Ser Leu Leu His Ser Asn Gly Tyr Asn Tyr Leu Asp
1 5 10 15
<210> 31

<2il> 119

<212> PRT

<213> Artificiel

<220>
<€223> heavy chain variable domain, <BNG-Z> Ang2s_LCOS

<400> 31
Glu Val Gln Len Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Zly
1 7 10 15

Ser Leu Arg Leu Sér Cys Ala Ala Ser Gly Phe Thr Phe Ser Asn Ala
20 25 . 30

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

Gly Arg Ile Lys Ser Lys Thr Asp Gly Gly Thr Thr Asp TPyr Ala Ala
5¢ 55 60



Pro Val
&5

Leu Tyr

Tyr Cys

Leun

Thr

Thr Leu Val

<Z210>
<211>
<212>
<213>

<220
<223

<4 00>

Gln Ser
1

Ser Cys

Len Asp

Tyr Leu
50

Ser Gly
65

Glu Asp

Thr FPhe

<21i0>
<Z21il>
<212>
<21i3>

115

32
108
ERT

Gly

Gln

Thr
100

Aryg

Met

85

Lsp

Val

Artifigcial

Asn

Leu

Ser

Thr

Ber

Gly

Ser

light chain wvariable

32

Pro

Arg

Gly

Ser

Val

Gly

33
20
PRT

L

Ser

20

Tyr

Ber

Gly

Gly

Pro
1006

Sexr

Ser

Leu

Asn

Thr

Val

g5

Gly

Artificial

Leu

Gln

Gin

Arg

Asp

0

Tyr

Thr

Pro

Ser

Lys

ala
55

Lys

212 -

Ile Ser Arg Asp Rsp Ser Lys

Ley

Lys

Tyr AsSp

108

domain,

Vai

Leu

Pro

40

Ser

Thr

r Cya

<3
[+
[

Thy

Leu

el

Gly

Gly

Leu

Met

Thr
105

75

Thr Glu Asp Thr Ala

30

Tyr Val Trp Gly Ber

<ANG

Giln

vVal

Lys

Gln

a0

Val

-2>

Gly

Ser

Pro

Ile

15

Leu

Angls_

Glu

Asn

Pro

Asp

Ser

Leu

Arg

4

3

Pro

Gly

Arg

Arg

Gln

Thr

1190

Ala

Tyxr

30

Leu

Phe

Val

Ile

Asn Thr
80

Val Tyr

25

Pro Gly

Ser Ile
15

Asn Tyr

Leu Jle

Ser Gly

Glu Ala

80

Pra Phe
25



S13-

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

<440> 33

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
<210> 34
<211l> 17
<212» PBRT
<213> Artificial
<220>
<223> heavy chain CDR2Z, <ANG-2> Ang2i LC10
<400> 34
Trp Ile Asn Pro Asn Ser Gly Gly Thr Asn Tyr Ala Gin Lys Phe Gln
1 5 19 15
Gly
<2L0> 35
<21i>» 5
<212> PRT
<213> Artificial
<220>
<Z223> heavy chain CDR1l, <ANG-2> Ang2i LC10
<400> 35
Gly Tyr Tyr Met His
1 5
<210> 36
<«21ix 11
<212> PRT

<213> Artificial

<220>
<Z223> light chain CDR3, <ANG-2> AngEiﬂLClO

400> 36

Gln Val Trp Asp Ser Ser Ser Asp His Trp Val
1 ) 10



<210>
<Z2Lli>
212>
<213>

<220>
<223>

<400>

37

-

PRT
Artificial

- 14 -

light chain CDR2, <ANG-2> Ang2i_LC10

Asp Asp Ser Asp Aryg Pro Ser

1

<210>
<Z11>
<212>
<213>

<220>
<223>

<400>

37

5
38
11
PRT
Artificial

light chain CDR1, <ANG-2> AngzZi LC10

Gly Gly Asn Asn Ile Gly Ser Lys Ser Val His

1

<210>
<Z11>
<212
<213»

<2Z0>
<Z223>

<400>
Gln Val
1

Ser Val

Tyr Met

Gly Trp
5o

Gln Gly

Met Glu

38

5
38
129
PRT
Artificial

heavy chain variable

349
Gln Leu Val Glu
5

Lys Val Ser Cys
20

His Trp Val Arg
35

Ile Asn Pro Asn

Arg Val Thr Met
16

Leu Ser Arg Leu

Lys

Gln

Ser

| =
~d

Thr

Arg

domain,

Gly

Alae

20 .

Gly

Arg

Ser

Ala

Ser

23

Fro

Gly

Asp

Asp

10

<ANG

Glu

10

Gly

Gly

Thr

Thr

Asp

-2>

Val

Tyr

Gin

Agn

Sexr

15

Thr

Ang2i LC1O

Lys

Gly

Tyr

&0

Ile

Ala

Lys

Leu

45

Ala

Ser

Val

Pro

Thr

30

Glu

Gln

Thr

Tyr

Gly

15

Gly

Trp

Lys

Ala

Tyr

Ala

Tyr

Met

Phe

Tyr

8¢

Cys



Ala Arg Ser

Pro Gly Ala

Ser

<210
<Z21i1l>
212>
<213>

220>
<223>

<400>

Gin

Cys

Lys

Proc

Ala

85

Tyxr

Giy

Pro

Gly

Pro

Sexr

50

Thr

Cyse

Thr

<Z210>
<211>
<21l2>
<213>

<220>

115

40
105
PRT

85

- 15-

a0

85

Pro Asn Pro Tyr Tyr Tyr Asp Ser Ser Gly Tyy Tyr Tyr

100

105

1io

Phe Asp Ile Trp Gly Gin Gly Thr Met Val Thr Val Ser

Artificial

light chain variable

40

Pro

Gly

Gly

35

Gly

Glin

Lys

41
is
PRT

Ser-

Asn
20

Gln

Ile

Thr I

Val

Len
100

Val

Asn

Ala

PYo

Trp

Thr

Artificial

Ser

Iie G

Pro

Glu

Ser

7o

Asp

Val

Val

Val

Arg

55

Arg

Ser

Leu

120

domain,

Ala

Ser

Leu

40

Fhea

Val

Ser

Gly

Pro

Lys

25

Val

Ser

Glu

Ser

Gin
105

<ANG~Z>

Gly

10

Sar

Val

Gly

Ala

Asp

Gln

Val

Tyr

Ser

Gly

His

125

Ang2i_LC10

Thr Ela

His Trp T

Asp Asp
45

Asn Ser
&0

Asp Glu

Trp Val

Ary

Gly

Ala

Fhe

Ile

15

Gln

Asp

Asn

Asp

Gly

Thx

Gin

Thr

Ty
80

Gly



-16 -

<223> heavy chain CDR3, <ANG~2> Ang2k LCl1
<400> 41

Pro Thr Leu Asp Tle Tyr Met Gly Tyr Tyr Tyr Gly Met Asp Val

1 : 5 10 18
<210> 42

<211> 17

<212> PRT

<213> Artificial

<2205

<223> heavy chain CDR2, <ANG-2> Anglk_LCLl

<400> 42

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

Gly

<210>» 43

<211> 5

<212» PRT

<Z213>» Artificial

<228>

<223>» heavy chain CDRL, <ARG-2> AngZk_LCil
<400> 43

Ser Tyr Gly Met His

1 5

<210> 44

<211>» 12

<212» PRT

<213> Artificial

<220>
<223» light chain CDR3, <RNG~2> Anglk LC11

<400> 44

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

r 5 10
<210> 45

<21i> 7 .

<2AZ>  PRT

<213> Artificial



- 17 -

<226>
<223> light chain CDRZ, <ANG-~2> AngZk LL11

<40C» 45

Asp Asp Ser Asp Arg Pro Ber
i 5

<210> 46

<211> 11

<212> PBRT

<213> Artificial

220>
<223> light chaln CDRI, <ARG-2> AngZk LC11

<4C0> 46

Gly Gly Asn Asn Tle Gly Ser Lys Ser Val His
1 5 i0
<210> 47 .-

211> 124

<212» PRT

<213> Artificial

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

<400> 47
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val
1 5 10

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

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

BRla Val Ile Ber Tyr BAsp Gly Ser Asn Lys Tyr

Lye Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser
65 70 75

Leuw Gln Met Asn Ser Leu Arg Rla Glu Asp Thr
BS o0

Alz Lys Pro Thr Leu Asp Ile Tyr Met Gly Tyr
160 1035

Ang2k LC11

Val

Thi

Gly

Lys

Ala

Twr

Gln

Phe

L

45

Bla

Asn

Val

Tyr

Pro
Ser
a0

Glu
Asp
Thr

Gly
110

.

Gly

Ser

Too

Ser

Leu

Tyvr

Met

Gly

Tyr

Val

Val

Ty

BO

Cys

Asp



- 18 -

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

<210>
<21l>
<212
w2 13>

<Z2Z20>
<2Z23»

<220
<221
<222
<223>

CZZ20»
221>
222>
<2A23>
<400>
Gin Pro

1

Cys Gly
Lys Pro

Pro Ser
50

Ala Thr
65

Tyr Cys
Giy Xaa

<210
<Z21l>
<212>
<213>

115

48
106
PRT .

Artificial

120

light chain variable domain, <ANG-Z> Ang2k LCL1

misc_feature
[9R} .. (98}
Xas gan be any naturally

misc feature
{1625 . .{102)
Yaa can be any naturally

48

Pro Ser

Gly Asn
20

Gly Gln
35

Giy Ile i

Leu Thr

Gln Val

Thyr Lys
160

48
>
PRT

Val

Asn

Ala

Tre
85

Leu

Artificial

Ser

Ile

Giu

Ser

0

Asp

Xaa

Val

Gly

Val

Arg

Arg

Ser

Val

&la

Ser

Lau

40

Phe

Ser

Lev

occurring amine

cccurring amino

Pro

Lys
25

Val

Ser &

Ser

Gly
105

Gly
10

Ser

Val

Ala

Asp
30

Gln

Gln

Val

Tyr

Sex

GlLy

75

His

Thr

His

Asp

Asn

60

Esp

Pro

acid

acid

Ala Arg Ile
15

Trp Tyr Gln
30

Asp Ser Asp
45

Ser Gly Asn

Glu Ala Asp

Gly Val Phe
85

Thr

Gln

Arg

Thy

Tyr

8O

Gly
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220>

<223> heavy chain CDR3, <ANG-2> Ang2s R3_LCO3
<400> 48

Bsp Lew Gly Tyr Asp Tyr Val

1 5

<218> 50

<2li> 19

£212> PRT
<213> Rrtificial

<220>
<223> heavy chain CDRZ, <ANG-2Z> Ang2s R3 LCO3

<400> 50
Arg Ile Lys Ser Lys Thr Asp Gly Gly Thr Thr Asp Tyr Ala Alzs Pro
1 5 9 15

Val Lys Gly

<210> 51
<Z1i> 5
<212> PRT

«<213> " Artificial

<220>
<223>» heavy chain CDR1l, <ANG-Z> AngZs R3_LCO3

<40G0> 51

Asn Ala Trp Met Ser

1 5
<210> 52

<2il1> 10

«<212>» PFRT

<213>» Artificial

<220>
<223> light chain CDR3, <ANG-Z> BngZs R3I _LCO3

<4040> 32

 Gln Gln Tyr Asp Asn Leu Pro Met Tyr Thr
i 5 10
<210> 53
<21L» 7

<212> PRT



IL.ew Asn
10

<ANG-2>»
Gly Leu
10

Gly Phe
Gly Lys
Gly Thr

Arg Asp

Thr Glu

AngZs_ R3 LCO3

Val Lys

Thr Phe

Gly Leu
43

Thr Asp
60

Asp Ser

Asp Thr

<213> Artificial

<220>

<223> light chain CDR2, <ANG-2> Ang2s _R3 LCO3

<400> 53

His Ala Ser Asn Leu Glu Thr

1 5

<210> 54

<211i» 11

<212» PRT

<213> Artificial

<220>

<223> light chain CDRL, <ANG-2> AngZs R3 L{CG3

<400> 54

Gln Ala Ser Gin Asp Ile Ser Asn Arg

1 )

<210> 355

<211> 118

<212> PRT

<213> Artificial

<ZZ20>

<223> heavy chain variable domain,

<400> 55

Glu Val Gln Leun Val Glu Ser Gly Giy

1 5

Ser Leu Arg Leu Ser Cys Ala Ala Ser

20 25
Trp Met Ser Trp Val Arg Gln Ala Pro
35 40
Gly Arg Ile Lys Ser Lys Thr Asp Gly
50 55

Pro Val Lys Gly Arg Phe Thr Ile Sér

65 70

Lenw Tyr Leu Gln Met Asn Ser Leu Lys
g5

8¢

o

Ser

340

Giu

Lys

Ala

Gly

4
S

Asn

Trp

- Ala

Asn

Val
85

Gly

Ala

Val

BAla

Thr
80
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Tyr Cys Thr Thyr Asp Leu Gly Tyr Asp Tyr Val Trp Gly &ln Gly Thr

100

Leu Val Thr val Ser Ser

<210
211>
212>
<213>

<220>
<223>

<400>
Asp Ile
1

Asp Arg
Leu Asn

Tyr His
5¢

Ser Gly
&5

Glu Asp
Tyr Thr

<210
<Z2Ll>
<Z2Le>
213>

<400>
Ala Ser

4

Ser Thr

115

56
110
PRT

Artificial

light chain variable

56

Gln

Val

Trp

Ala

Ser

Ile

Phe

57
330
FRT
Homo
57

Thr

Ser

Val

Thr

20

Tyr

Ser

Gly

Ala

Gly
1G60

Thr

[

ile

Gln

Asn

Thi

Thr

Gin

sapiens

Lys

Gly
20

Gly

Gly

Gln

Thy

Gln

Leu

Esp

Tyr

Gly

Ser

Cys

Lys

Glu

55

Phe

Tyxr

Thr

105

domain,

Pro Ser

Gln Ala

25

Pro Gly

40

Thr Gly

Thr Phe

Cys Gln

Lys Leu
105

CANG-Z>

Ser Leu

10

Ser Gin

Lys Ala

Val Pro

Thr Ile

Gln Tyr
80

]

lu Ile

110

AngZs R3 LCO3

Ser
Asp
Pro
Ser
&0

Ser

Asp

Lys

Ala

Ile

Lys

45

Arg

Asn

Arg

Ser Val Gly
15

Ser Asn Arg
30

lLeu Leu Ile

Phe Ser Gly

Leu Gln Pro
80

Leu Pro Met
85

Thr
110

Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys

10

13

Thr ARla Ala Leu Gly Cys Leu Val Lys Asp Tyr

25

30



Gly

Lys

Pro

Lys

Val

145

Tyr

Glu

His

Lys

Gin

225

Leu

Pro

Val

50

Ser

Ile

Val

Ala

Pro

130

Val

Val

Gln

Ala
210

Pro

Thr

Glu

35

His

Ser

Cys

Glu

Pro

115

Lys

Val

Asp

Esp

195

Leu

Arg

Lys

Lsp

Fro

Thr

Val

Asn

Pro

100

Glu

Asp

Asp

Gly

Asn

180

Trp

Pro

Glu

Asn

Ile

Val

Phe

Val

Val

85

Leu

Thr

Val

val

165

Ser

Len

Alzn

Pro

Gin

245

Ala

Thr

Thr

70

Asn

Ser

Lsu

Ser

150

Glu

Thr

Asn

Prao

Gln

230

Val

Val

Val 8

Ala

55

Val

His

Cys

Gly

Met

135

His

Val

Gly

lle

215

Val

Ser

Glu

Pro

Asp

Gly

126G

ile

His

Arg

Lys

200

Glu

Tyr

Leu

Trp

Trp

Leu

Ser

Ser

ksp

Asn

Lys

Thr

Thr

Glu
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Asn

Gin

Ser

Ser

50

Thr

Ser

Arg

Pro

Ala

179

Yal

Thr

Leu

Ser

Ser

Ser

Asn

Val

Thr

Glu

155

Lys

Ser

LYS

Ile

Pro

235

Leu

Asn

Gly

Ser
&0

- Leuw

Thr

Thr

Phe

Pro

140

Val

Thzr

Cys

Sex

220

Pro

Val

Gly

Ala

45

Gly

Gly

Lys

Cvys

Leu

125

Glu

Lys

Lys

Lew

Lys

205

Ser

Lys

Gin

Leu

Thr

Vali

Pro ‘

110

Phe

Val

Phe

Pro

Thr

180

Val

Ala

Arg

Gly

Pro

Gln
Asp
a5

Pro
Pro
Thr
Asn
Rrg
175
Val
Ser
Lys
Rsp
Phe
255

Glu

Ser

Ser

Thr

80

Cys

Pro

cys

Trp

160

Glu

Leu

Asn

Gly

Glu

240

Tvr

Asn



Asn

Ley

Tyr

Tyr

290

Phe

Lys

<210>
<211>
212>
<Z13>

<400>

Lys
275

Ser

Ser

58
327
PRT
Homo

5B

Ala Ser Thr

i

Ser

Phe

Aryg

Glu

Asp

Thr

Pro

Val

50

Ser

Thy

Val

Phe

Thr

Ser

His

Jer

Cys

Glu

Leu

115

Leu

260

Thr

Lys

Cys

Thr

Leu

Ser
325

sapiens

Lyt

Giu

20

Pro

Thr

Val

Asn

Ser

100

Gly

Met

Gly

Ser

Val

Phe

Val

Val

g5

Lys

Gly

Ile

Pro

Thz

Val

310

Leu

Pro

Thr

Thr

Thr

70

hsp

YL

Pro

Ser

Pro

Val

295

Met

Ser

Ser

Ala

Val

Gly

Ser

Arg

val 1

280

Asp

His

Val

Als

Ser

40

Val

Pro

Prc

Val
120

Thr

265

Lys

Glu

Gly

Bhe P

Leun

25

Trp

Leu

Ser

Pro

Pro

105

Phe

Pro

.93 .

Asp

Ser

Ala

Lys
330

Asn

Gln

Ser

Ser

90

Cys

Leu

Giu

Ser

Arg

Leu
315

Leu

Cys

Ser

Ser

Ser

75

Asn

Pro

Val

Asp

Trp

300

His

Ala

Leu

Gly

Ber

&0

Leu

Thir

Ser

Pro

Thr

P

wly
285

Axn

Prc

Val

Gly

Gly

Cys

Pro
128

270
Ser

Gln

His

Cys Se

Lys

30

Leu

Len

Thr

Val

Val

Fhe

Tyr

Lys

Asp

Ala

Asn

Thr
320

Tvr

Ser

Ser

Thr

g0

Pro

Lys

Val



Asp

145

Gly

Asn

Trp

Fro

Glu

225

Ile

Thr

Arg

Cys 8

305

130

Yal

Val

Ser

Leu

Ser

210

Pro

Gin

Ala

Ser

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

<d400>

Ser

Glua

Thr

Asn

185

Ser

Gln

Val

Val

Pro

275

Thr

Val

Leu

59
107
PRT
Homo

39

Arg Thr val

Gin

Val

Tyr

180

Gly

Sar

Glu

260

Val

Met

Glu

His

165

Arg

Lys

Glu

Tyr

Leu

245

Val

Asp

Leu
325

sapiens

Ala

Ala

Asp
150

Asn

Val

Lys

Thr

230

Thr

Glu

Leu

Lys

Giu

310

Gly

135

Pro

Ala

Val

Thr .1

215

Leu

Cys

Ser

Asp

Ser

285

Ala

Lys

Glu

Lys

Ser

Lys

200

Pro

Asn

Ser

280

Arg

Lau
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Val Gln

Thr Lys
170

Val Leu
i85

Cys Lys

Ser Lys

Pro Ser

Val Lys

250
Gly Gin
2865
Asp Gly

Trp Gln

His Asn

Phe

153

Pro

Thr

Pro

Ser

Glu

His
315

140

Asn

Arg

Ser

Lys
220

Glu

Phe T

Glu

"
oy
1]

Gly
300

Trp

Glu

Lsn
205

Gly

Glu

Asn

Phe
285

Asn

Thr

Ty

Giu

His

180

Gln

Met

Pro

Asn
270

Leu T

Val

Gin

Val

Gin

178

Gin

b

Gly

Pro

Thr

Ser
255

Phe

Asp

180

Phe

Asp

Leu

Arg

Lys

240

Zvy 3

Ser

Ser

Ser
2ZE0

Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu



Gin

Tyr

Ser

Pro

Leu

Pro

Gly

50

His

Val

210>
<211l>
<Z212>
213>

<400>

Lys

Arg
35

Asn

Ser

Lys

Thr

60
104
PRT
Homo

60

Pro Lys Ala

1

Leu

Ala
Ala
85

Arg

Thr

Gin

Gly

50

Ela

Sexr

Val

ala

Ala

Ser

20

Glu

Ser

Leu

Val

Lys
100

Gly

Ala

Gln

Ser

Tvyr

85

Ser

sapiens

Ala

Asn

20

Val

Glu

Ser

Pro

Thx

Thy

Tvr

Cvs

=4
w

Thr

Lys

Glu

Ser

70

Bla

Phe

Ser

Val

Thy

Leu

70

Gln

Glu

Ala

The

Asn

Val

Thr

Ala T

Thr

55

Ser

Val

Cys

Ser

L Gln

40

Val

Leu

Arg

Thr

Leu

Lt

]
jay
H

Ser

L 25
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Val
25

Thr

Val

Gly
105

Leu

Val

25

Lys

Thr

His

Val

Lys

Glu

Leu

Thr

0

Glu

Fhe

Cys

Lys

Pro

Glg
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Cys

Gln

Ser
15

His

Cys

Pro E

Leu

Gln

Glu
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Gly

Leuw

Asp

Gln

Ser
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Ser

Leu

Asn
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Ala

Gly

Ser

Sexr

Ser
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Lys
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Glu
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Lys
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<2LZ>
<213>
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61
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PRT
Homo
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Met Asp Ser
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Trp

Met
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Glu

Asn
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Lys
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Arg
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Trp
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Leu
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Leu
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Val
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Met
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Val

Glu

Arg

Lys

135

Glu

Arg

Pro

Phe

Val

Mat

Thx

40

Leu

Trp

Gly

Gin

129

Gly

Asp

His

Gin

Thxo

Asp

Ser

Tle

Glu

Lys

Arg

106

Gln

Asp

Ala

GElu

Cys

10

Leu
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Gly

Tlie

Thr

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

815 920 825

Ala Asn Ser Thr Ala Ser Thr Leu Ser Ser Gin Gln Leu Leu His Phe
930 935 940

Ala Ala Asp Val Ala Arg Gly Met Asp Tyr Leu Ser Gln Lys Gln Phe
843 950 855 S50

Ile His Arg Asp Leu Rla Rla Arg Bsn Ile Leu Val Gly Glu Asn Tyr
965 570 875

~1 b

vVal Ala Lys Ile Ala Asp Phe Gly Leu Ser Arg Gly Gln Glu Val Tyr
980 985 980

Val Lys Lys-Thr Met Gly Arg Leu Pre Val Arg Trp Met Ala Ile Glu
5385 10600 1005

Ser Leu Asn Tyr Ser Val Tyr Thr Thr Asn Ber Asp Val Trp Ser
10190 : 1515 1026

Tyr Giy Val Leu Leu Tfp Glu Ile Val Ser Leu Gly Gly Thr Bro
1025 o 1030 1038
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