<110>

<120>
<130>

<150>
<151>

<150>
<151>

<160
<170>
<210>
<211>
<212>
<213>
<400>
Glu val
1

Thr Leu

Ser Tyr

Trp Ile
50

Leu Lys
65

Ser Leu

Cys Ala

Gin Gly

<210>
<211>
«<212>
<213>

<400>

Ala Ser
i
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SEQUENCE LISTING
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Morgan-Lappe, Susan E

THERAPEUTIC DLL4 BINDING PROTEINS
1028%.w0.01

us 61/238,152
2009-08-29

us 61/261,728
2009-11-16

377

PatentIn version 3.5
1

121

PRT ‘
Homo sapiens

1

Gin Ley GIn Glu Ser Gly Pro Gly Leu

5 10

Ser Leu Thr Cys Thr val Ser Gly Gly

20 25

Tyr Trp Gly Trp Ile Arg Gln Pro Pro

35 40

Gly Asp Ile Tyr Tyr Thr Gly Ser Thr

Ser Arg val Thr Ile Ser val Asp Thr

70 75

Lys Leu Ser Ser val Thr Ala Ala Asp

85 90

Arg Glu Asp val Ile Leu Arg Gly Gly

160 105

Thr Leu vaTl Thr val Ser Ser
115 120

2

330

PRT

Homo sapiens

2

val

Ser

Gly

TYr

60

Ser

Thr

Ser

LYS

Ite

Lys

45

Tyr

Lys

Ala

ASDP

Pro

Ser

30

Gly

Asn

Asn

val

Tyr
110

Ser

15

ser

Led

Pro

Gln

TYr

a5

Trp

Glu

Ser

Glu

ser

Phe

80

TYr

Gly

Thr Lys Gly Pro Ser val Phe Phe Leu Ala Pro Ser Ser Lys
5 15

10

Page 1



Ser

Phe

Gly

Leu

65

Tyr

Lys

Pro

Lys

va'l

145

Tyr

Glu

Lys

Gln

225

Met

Pro

Asn

Thr

Pro

val

50

Ser

Ile

va'l

Ala

Pro

130

val

val

Gln

Gin

Ala

210

Pro

Thr

Ser

Tyr

Ser

Glu

35

His

Ser

Cys

Glu

Pro

115

LyS

val

ASp

Tyr

ASp

Leu

Arg

Lys

Asp

LYS

Gly

20

Pro

Thr

val

Asn

Pro

100

Giu

Asp

Asp

Gly

Asn

180

Trp

Pro

Glu

Asn

Ile

260

Thr

Gly

val

Phe

val

val

85

Lys

L.eu

Thr

val

va'l

165

Ser

t.eu

Ala

Pro

Gln

245

Ala

Thr

Thr

Thr

Pro

Thr

70

Asn

Ser

lLeu

Leu

Ser

150

Thr

AsSn

Pro

GIn

230

val

val

Pro

Ata

val

Ala

55

val

His

Cys

Gly

Met

135

His

Val

TYr

Gly

Ile

215

vai

Ser

Glu

Pro

ala

ser

40

val

Pro

LYS

ASD

Glu

His

Arg

Tyr

Leu

Trp

val
280

10289W001_5T25

Eeu Gly Cys Leu val
5

Trp

Leu

Ser

Pro

Lys

105

Pro

Ser

ASD

Asn

val

185

Glu

LysS

Thr

Thr

Glu

265

Leu

Asn Ser

Gln ser

Ser Ser
75

ser Asn
90

Thr His

Ser val

Arg Thr

Pro Glu
155

Ala Lys
170

val Ser

Tyr Lys

Thr Ile

Leu Pro
235

Cys Leu
250

Ser Ash

Asp Ser

Page 2

Gly

Ser

60

Leu

Thr

Thr

pPhe

Pro

140

val

Thr

val

Cys

Ser

220

Pro

val

Gly

Asp

Ala

45

Gly

Gly

Lys

Cys

Leu

125

Lys

Lys

Leu

Lys

LYS

Ser

LYS

Gin

Leu

Thr

val

Pro

110

pPhe

val

rhe

Pro

Thr

190

val

Ala

Arg

Gly

Pro

270

Ser

Asp

Thr

Tyr

GIn

Asp

95

Pro

Pro

Thr

Asn

Arg

val

Ser

LysS

Glu

Phe

255

Glu

phe

TYyr
Ser
ser
Thr
80

Lys
Cys
Pro
Cys
Trp
160
Glu
L.ey
Asn
Gly
Glu
240
Tyr

Asn

Phe



Leu Tyr Ser Lys Leu Thr val

305

290

295

val Phe Ser Cys Ser val Met
310

Gln Lys Ser Leu %er Leu Ser

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

<220>
<223>

<400>

3
3

30

PRT‘ o
Artificial Sequence

325

TgGl constant region

3

Ala ser Thr
1

Ser

Phe

Gly

Leu

65

Tyr

LYyS

Pro

Lys

val

145

Tyr

Glu

Thr

Pro

val

50

ser

Ile

val

Ala

Pro

130

val

val

Gin

Ser

Glu

35

His

Ser

Cys

Glu

Pro

115

Lys

val

Asp

Tyr

Lys

Gly

20

Pro

Thr

val

Asn

Pro

100

Glu

Asp

AsSp

Gly

Asn

Gly
g
Gly
val
Phe
val
val
85
LYS
Ala
Thr
val
val

165

Ser

Pro

Thr

Thr

Pro

Thr

70

Asn

sar

Ala

Leu

Ser

150

Glu

Thr

Ser

Ala

val

Ala

55

val

His

Cys

Gly

Met

135

His

va'l

Tyr

10289w001_5T25

AsSp Lys Ser Arg Trp GIn Gln Gly Asn
300

His Glu Ala Leu His Asn His Tyr Thr

315

Pro Gly Lys

mutant

va'l

Ala

Ser

40

val

Pro

Lys

ASD

Glu

Arg

Phe

L_eu

25

Trp

Leu

Ser

Pro

Lys

105

Pro

ser

Asp

Asn

val

330

Pro Leu
10

Gly Cys

Asn Ser

Gln ser

Ser Ser
75

ser Asn
90

Thr His

Ser val

Arg Thr

Pro Giu
155

Ala Lys
170

va'l Ser
Page 3

Ala

Leu

Gly

Ser

60

Leu

Thr

Thr

Phe

Pro

140

val

Thr

val

Pro

val

Ala

45

Gly

Gly

LYS

Cys

Leu

125

Glu

Lys

Lys

Leu

Ser

Lys

30

Leu

Leu

Thr

val

Pro

110

Phe

val

Phe

Pro

Thr

sSer

15

ASD

Thr

Tyr

Gln

Asp

95

Pro

Pro

Thr

Asn

320

Lys

Tyr

Ser

ser

Thr

80

LyS

Cys

Pro

Cys

Trp

Glu

Leu



10289w001_ 5725
180 185 190

His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys val Ser Asn
2

Lys Ala Leu Pro Ala Pro Ite Glu Lys Thr Ile Ser itys Ala Lys Gly
210 215 220

GlIn Pro Arg Glu Pro Gln val Tyr Thr Leu Pro Pro Ser Arg Glu Glu
225 230 235 240

met Thr Lys Asn Gln val Ser lLeu Thr Cys lLeu val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp Ile Ala val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn
260 265 270

Asn Tyr Lys Thr Thr Pro Pro val Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr val Asp Lys Ser Arg Trp GIn GIn Gly Asn
290 295 300

val Phe Ser Cys Ser val Met His Glu Ala Leu His Asn His Tyr Thr
305 310 315 320

GIn Lys Ser Leu Ser Leu Ser Pro Gly Lys

325 330
<210> 4
<211> 106
<212> PRT
<213> Homo sapiens
<400> 4

Thr val Ala Ala Pro Ser val Phe Ile Phe Pro Pro Ser Asp Glu Gln
1 5 10 15

Leu Lys Ser Gly thr Ala Ser val val Cys Leu Leu Asn Asn Phe Tyr
20 25 30

Pro Arg Glu Ala Lys val GlIn Trp Lys val Asp Asn Ala Leu GIn Ser
35 40 45

Gly Asn Ser GIn Glu Ser val Thr Glu GIn Asp Ser Lys Asp Ser Thr
50 55 60

Tyr Ser teu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys
65 70 75 80

His Lys val Tyr Ala Cys Glu val Thr His Gln Gly Leu Ser Ser Pro
85 90 95
Page 4



val Thr Lys
<210> 5

<211> 105
<212> PRT

<213> Homo
<400> 5

GIn Pro Lys
1

Glu Leu Gln

Tyr Pro Gly
35

Lys Ala Gly
50

Tyr Ala Ala
65

His Arg ser

Lys Thr val
<210> 6
<211> 30
<21Z2> PRT

Ser
100

Phe

sapiens

Ala

Ala

20

Ala

val

Ser

Tvyr

Ala
160

Ala

5

AsSnh

va'l

Glu

Ser

ser

85

Pro

Asn

Pro

LyS

Thr

Thr

Tyr

70

Cys

Thr

Arg

Ser

Ala

val

Thr

55

l-eu

Gin

Glu

<213> Artificial sequence

<220>

<223> VH2-70/IH6 FR1 heavy

<400> 6

1

Thr teu Thr Leu Thr Cys Thr

<210> 7
<21i> 14
<212> PRT

Giu val Thr Leu Arg Glu Ser
5

<213> Artificial Sequence

<220>

<223> VH2-70/3H6 ¥R2 heavy

<400> 7

10289wW001_s725

Gly Glu Cys
105

val Thr Leu Phe Pro Pro
10

Thr Leu val Cys Leu Ile
25

Ala Trp Lys Ala Asp Ser
40 45

Thr Pro Ser Lys GiIn Ser
60

Ser Leu Thr Pro ¢lu Gin
75

val Thr His Glu Gly Ser
90

Cys Ser
105

chain acceptor sequence
Gly pPro Ala Leu va'l Lys
10

Phe Ser Gly Phe Ser Leu
25

chain acceptor seguence

page 5

Ser

Ser

30

Ser

Asn

Trp

Thr

Ser

15

Asp

Pro

Asn

LYS

val
95

Glu

Phe

vali

Lys

Ser

80

Glu

Pro Thr GIn

ser
30

15



Trp Ile Arg Gin Pro Pro Gly
1 5

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

<220>
<223>

<400>

8

32

PRT

Artificial Sequence

VH2-70/1H6 FR3 heavy
8

Arg Leu Thr 1Ile Ser Lys Asp
1 5

Met Thr Asn Met Asp Pro val

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

<220>
<223>

<400>

20

9

11

PRT

Artificial Sequence

VH2-70/1H6 FR4 heavy
9

Trp Gly Gin Gly Thr Thr val
i 5

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

<220>
<223>

<400>

10
30
PRT
Artificial Seqguence

VHZ2-26/3H6 FRL heavy
10

GTu val Thr Leu Lys Glu Ser
1 5

Thr Leu Thr Leu Thr Cys Thr

<210>
<211>
<217>
<213>

<220>
<223>

<400>

1

20

11

32

PRT

Artificial Sequence

VH2-26/1H6 FR3 heavy
11

Arg Leu Thr Tle Ser Lys Asp
5

10289w001_5T25

Lys Ala Leu Glu Trp Leu
10

chain acceptor sequence
Thr Ser Lys Asn GIn val
10

Asp Thr Ala Thr Tyr Tyr
25

chain acceptor sequence

Thr val Ser Ser
10

chain acceptor sequence

Gly Pro val Leu val Lys
10

val ser Gly Phe Ser Leu
25

chain acceptor sequence

Thr ser Lys Ser Gin val
10

Page 6

Ala

val Leu Thr
i5

Cys Ala Arg
30

Pro Thr Glu
15

ser
30

val Leu Thr
15



Met Thr Asn Met Asp Pro val
20

<210> 12

<21i> 30

<212> PRT

<213> Artificial Sequence
<220>

<223> WVH3-72/3H6 FRL heavy
<400> 12

Glu val Gin Leu val Glu Ser
i 5

Ser Leu Arg Leu Ser Cys Ala
20

<210> 13

<211> 14

<212> PRT

<213> Artificial Sequence
<Z220>

<223> VH3-72/3H6 FR2 heavy
<400> 13

Trp val Arg GlIn Ala Pro Gly
1 5

<210> 14

<21i> 32

<212> PRT

<213> Artificial Sequence
<220>

<223> VH3-72/3H6 FR3 heavy
<400> 14

Arg Phe Thr Ile Ser Arg Asp
1 5

Met Asn Ser Leu Lys Thr Glu

<210> 15
<211> 30
<212> PRT

<213> Artificial sequence

<220>
<223> VH3-21/3H6 FR1 heavy

<400> 15

Glu val GIn Leu val Glu Ser
1 5

10285wW001_5T25

Asp Thr Ala Thr Tyr Tyr
25

chain acceptor seguence
Gly Gly Gly Leu val GlIn
10

Ala ser Gly Phe Thr Phe
25

chain acceptor sequence

tys Gly Leu Glu Trp val
10

chain acceptor sequence
AsSp Ser Lys Asn Ser lLeu
10

Asp Thr Ala val Tyr Tyr
25

chain acceptor seqguence

Gly Gly Gly Leu val Lys
10

Page 7

Cys Ala Arg
30

Pro Gly Gly
15

ser
30

Gly

Tyr Leu Gin
15

Cys Ala Arg
30

Pro Gly Gly
15



10289w001_ST25

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser
20

25 30
<210> 16
<211> 14
<212» PRT
<213> Artificial Sequence
<220>

<223> VH3-21/31H6 FRZ heavy chain acceptor sequence
<400> 16

Tre val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp val Ser
i 5 10

<210> 17

<211> 32

<212> PRT

<213> Artificial Ssequence
<220>

<223> WVH3-21/3H6 FR3 heavy chain acceptor seguence
<400> 17

Arg Phe Thr Tle Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr Leu GIn
1 5 106 15

Met Asn Ser Leu Arg Ala Glu Asp Thr Ala val Tyr Tyr Cys Ala Arg
20 25 30

<210> 18

<211> 30

<212> PRT

<213> aArtificial Sequence

<220>
<223> VHI-69/3H6 FR1 heavy chain acceptor sequence

<400> 18

Glu val Gln Leu val GIn Ser Gly Ala Glu val Lys Lys Pro Gly Ser
1 5 10 15

ser val Lys val Ser Cys Lys Ala Ser Gly Gly Thr Phe Ser
20

25 30
<210> 19
<21i> 14
<212> PRT

<213> Artificial Seguence

<220>
<223> VH1-69/JH6 FR2 heavy chain acceptor seguence

<400> 19

Trp val Arg GIn Ala Pro Gly Glin Gly Leu Glu Trp Met Gly
1 5 10

Page 8



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

<220>
<223>

<400>

1

10289W001_ST25
20 |
32

PRT
Artificial Sequence

VH1-69/3H6 FR3 heavy chain acceptor sequence

20

Arg val Thr Ile Thr Ala Asp Lys Ser Thr ser Thr Ala Tyr Met Glu
10

5 15

Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala val Tyr Tyr Cys Ala Arg
20 30

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

<220>
<223>

<400>

1

Ser val Lys val Ser Cys Lys Ala Ser Gly Tyr Thr phe Thr
20 25

<210>
<211>
<212>
<Z213>

<220>
<223>

<400>

25

21
30
PRT
Artificial Seguence

VH1-18/3H6 FR1 heavy chain acceptor sequence
21

Glu val GIn Leu val Gln Ser Gly Ala GTu val Lys Lys Pro Gly Ala
5 10 15

30

22

32

PRT

Aartificial Sequence

VH1-18/1H6 FR3 heavy chain acceptor seguence
22

Arg val Thr Met Thr Thr Asp Thr Ser Thr Ser Thr Ala Tyr Met Glu
1 15

5 10

Leu Arg Ser Leu Arg Ser Asp Asp Thr Ala val Tyr Tyr Cys Ala Arg
20 25 30

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

<220>
<223>

<400>

23

23

PRT

Artificial sequence

B83/1k4 Fr1 light chain acceptor sequence
23

Asp Ile val Met Thr Gln Ser Pro Asp Ser Leu Ala val Ser Leu Gly

1

5 10 15

Page 9
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Glu Arg Ala Egr Ile Asn Cys

<210> 24

<211> 15

<212> PRT

<213> Artificial Seguence

<220>

<223> RB3/1k4 £R2 Tight chain acceptor sequence

<400> 24

Trp Tyr Gln Gin Lys Pro Gly Gin Pro Pro Lys Leu Leu Ile Tyr
1 5 10 is
<210> 25

<211> 32

<212> PRT

<213> Artificial Sequence

<220>

<223> B3/1K4 FR3 Tight chain acceptor sequence

<400> 25

Gly val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
1 5 10 15

Leu Thr Ile Ser Ser Leu GIn Ala Glu Asp val Ala val Tyr Tyr Cys
30

25
<210> 26
<211> 11
<212> PRT
<213> Artificial Sequence
<22(>
<223> B3/3K4 FR4 light chain acceptor sequence
<400> 26
Phe Gly Gly Gly Thr Lys val Glu Ile Lys Arg
1 5 10
<210> 27
<211> 23
<212> PRT
<213> Artificial sequence
<220>
<223> L2/3K4 FR1 1ight chain acceptor sequence
<400> 27

Glu Ile val Met Thr GIn Ser Pro Ala Thr Leu Ser val Ser Pro Gly
1 5 10 15

Glu Arg Ala Thr Leu Ser Cys
20

Page 10



10289w001_ST25

<210> 28

<211> 15

<212> PRT

<213> Artificial Sequence

<220>

<223> L.2/3K4 FrR2 Tight chain acceptor seguence
<400> 28

Trp Tyr Gin Gin Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile Tyr
1 5 10 15

<210> 29

<211> 32

<212> PRT

<213> Artificial sequence

<220>

<223> L2/3K4 FrR3 Tight chain acceptor sequence
<400> 29

%iy Ile Pro Ala ?rg Phe Ser Gly Ser Ggy Ser Gly Thr Glu Phe Thr
1 1

Leu Thr Ile Ser Ser Leu Gin Ser Glu Asp Phe Ala val Tyr Tyr Cys
25 30

<210> 30

<21i> 23

<212> PRT

«213> Artificial Seguence
<220>

<223> L15/3k4 FR1 Tlight chain acceptor sequence
<400> 30

Asp Ile GIn Met Thr GlIn Ser Pro Ser Ser Leu Ser Ala Ser val Gly
1 5 15

Asp Arg val ggr Ile Thr Cys

<210> 31

<211> 15

<212> PRT

<213> Artificial sequence
<220>

<223> L15/1K4 FRZ2 Tight chain acceptor sequence
<400> 31

Irp Tyr Gln GIn Lys Pro Glu Lys Ala Pro Lys Ser Leu Ile Tyr

5 10 15
<210> 32
<211> 32
<212> PRT

Page 11



10289W001_ST25
<213> Artificial Sequence

<220>
<223> L15/3K4 FR3 Tlight chain acceptor seguence

<400> 32

Gly val Pro Ser Arg Phe Ser Gly Ser Gly 3er Gly Thr Asp Phe Thr
1 5 10 15

Leu Thr Ile Ser Ser Leu GIn Pro Glu Asp Phe Ala Thr Tyr Tyr Cys
30

20 25
<210> 33
<211> 23
<212> PRT
<213> Artificial Ssequence
<220>
<223> L5/3k4 FR1 Tlight chain acceptor sequence
<400> 33

Asp ITe GlIn Met Thr GIn Ser Pro Ser Ser val Ser Ala Ser val Gly
1 5 10 15

Asp Arg val Thr ITe Thr Cys

20
<210> 34
<211> 15
<212> PRT
<213> Artificial sequence
<220>
<223> L5/3k4 FR2 Tight chain acceptor sequence
<400> 34
Trp Tyr Gin Gin Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile Tyr
1 5 10 15
<210> 35
<211> 30
<212> PRT
<213> aArtificial Seguence
<220>

<223> IGHV4-59 FR1 heavy chain acceptor seguence
<400> 35

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

Thr Leu Ser Leu Thr Cys Thr val ser Gly Gly Ser 1le Ser
20 25

30
<210> 36
<211> 14
<212> PRT

Page 12



10289w001_5725
<213> Artificial Sequence

<220>
<223> IGHv4-59 FRZ2 heavy chain acceptor sequence

<400> 36

Trp Ite Arg Gin Pro Pro Gly Lys Giy Leu Glu Trp Ile Gly
1 5 10

<210> 37

<21i> 32

<212> PRT

<213> Artificial Sequence
<220>

<223> IGHV4-59 FR3 heavy chain acceptor seguence
<400> 37

Arg val Thr Ile ser val Asp Thr Ser Lys Asn Gin Phe Ser Leu Lys
1 5 10 15

Leu Ser Ser val Thr Ala Ala Asp Thr ala val Tyr Tyr Cys Ala Arg
30

20 25
<210> 38
<21%> 11
<212> PRY
<213> Artificial sequence
<220>

<223> 1IGHV4-59/JH FR4 heavy chain acceptor sequence
<400> 38

Trp Gly Gin Gly Thr Leu val Thr val Ser Ser
1 5

10
<210> 39
<211> 30
<212> PRT
<213> Artificial seguence
<220>

<223> 1IGHV3-66 Fwl heavy chain acceptor seguence
<400> 39

Glu val Gln Leu val Glu Ser Gly Gly Gly Leu val Gln Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala val ger Gly Gly Ser Ile Ser
20 5

30
<210> 40
<21l> 14
<212> PRT
<213> Artificial Sequence
<220>

<223> IGHV3-66 FW2 heavy chain acceptor seguence
Page 13
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<400> 40

Trp Ile Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Ile Gly
1 5 10

<210> 41

<211> 32

<Z12> PRT

<213> Artificial Seguence

<220>
<223> IGHV3-66 Fw3 heavy chain acceptor sequence

<400> 41

Arg val Thr ITe Ser val Asp Thr Ser Lys Asn Ser Phe Tyr Leu Gln
1 5 10 15

Met Asn Ser Leu Arg Ala Glu Asp Thr Ala val Tyr Tyr Cys Ala Arg
20 25 30

<210> 42

<211> 11

<21Z2> PRT

<213> Artificial Sequence
<220>

<223> IGHV3-66/IJH Fw4 heavy chain acceptor sequence
<400> 42

Trp Gly GIn Gly Thr Leu val Thr val Ser Ser
1 5

<210> 43

<211> 30

<212> PRT

<213> artificial sequence

<220>
<223> IGHV4-59 FR1 heavy chain acceptor seqguence

<400> 43

Glu val GIn Leu GlIn Glu Ser Gly Pro Gly Leu Vval Lys Pro Gly Glu
1 5 10 15

Thr Leu Ser Leu Thr Cys Thr val Ser Gly Gly Ser Ile Ser
20 25 30

<210> 44

<211> 14

<212> PRT

<213> Artificial sequence

<220>
<223> IGHV4-59 FRZ heavy chain acceptor sequence

<400> 44

Trp Ile Arg Gin Ala Pro Gly Lys Gly Leu GIu Trp Ile Gly
rPage 14



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

<220>
<223>

<400>

1

10289wW001_ST25
10

45

32

PRT

Artificial sequence

IGHV4-59 FR3 heavy chain acceptor sequence
45

Arg val Thr Ile Ser val Asp Thr Ser Lys Asn GIn Phe Tyr Leu Lys
15

5 10

Leu Ser Ser val Arg Ala Glu Asp Thr Ala val Tyr Tyr Cys Ala Arg
30

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

<220>
<223>

<400

20 25

46
11
PRT
Artificial Sequence

IGHV4-53/18 FR4 heavy chain acceptor sequence
46

Trp Gly Gin Gly Thr teu val Thr val Ser Ser
1 5

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

<220>
<223>

<400>

10

47

30

PRT

Artificial sequence

IGHV5-51 FR1 heavy chain acceptor sequence
47

Gilu val GIn Leu val GIn Ser Gly Thr GTu val Lys Lys Pro Gly Glu

1

Ser Leu Lys %1@ Ser Cys Lys val Ser Gly Gly Ser Ile ser
0 25

<2310>
<21l
<212>
<213>

<220>
<223>

<400

5 10 15

30

48

14

PRT

Artificial Sequence

IGHV5-51 FRZ2 heavy chain acceptor sequence

48

{r‘p Ile Arg Gln Met Pro Gly Lys Gly Leu Glu Trp Ile Gly
5 10

<210>

49
Page 15
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<211l> 32

<212> PRT

<213> Artificial sequence
<220>

<223> IGHV5-51 FR3 heavy chain acceptor seguence
<400> 49

G1n val thr Ile Ser val Asp Thr Ser Phe Asn Thr Phe Phe Leu Gln
1 5 10 15

Trp Ser Ser Leu Lys Ala Ser Asp Thr Ala Met Tyr Tyr Cys Ala Arg
30

20 25
<210> 50
<211> 11
<21Z2> PRT
<213> Artificial sequence
<220>
<223> IGHV5~51/3H FR4 heavy chain acceptor seguence
<400> 50
Trp Gly GIn Gly Thr Met val Thr val Ser Ser
1 5 10
<210> 51
<211> 30
<212> PRT
<213> Artificial Sequence
<220>

<223> 1IGHV2-70 FR1 heavy chain acceptor sequence
<400> 51

Glu val Thr Leu Arg Glu Ser Gly Pro Ala Leu val Lys Pro Thr Gln
1 5 10 15

Thr Leu Thr ESU Thr Cys Thr val Ser Gly Gly Ser 1le Ser
25 3

<210> 52

<211> 14

<212> PRT

<213> Artificial Sequence
<220>

<223> IGHV2-70 FR2 heavy chain acceptor sequence
<400> 52

Trp Ite Arg Gln Pro Pro Gly Lys Gly Leu Glu Trp Ile Gly
1 5 10

<2310> 53
<23il> 32
<212> PRT

<213> Artificial Sequence
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<220>
<223> IGHVZ-70 FR3 heavy chain acceptor seqguence
<400> 53

Arg val Thr 1le Ser val Asp Thr Ser Lys Asn Gin Phe val Leu Thr
1 5 10 15

Met Thr Asn Met Asp Pro val Asp Thr Ala Thr Tyr Tyr Cys Ala Arg
30

20 25
<210> 54
<211> 11
<212> PRT

<213> Artificial sequence

<220>
<223> IGHV2-70/3H FR4 heavy chain acceptor sequence

<400> 54
Trp Gly GIn Gly Thr Thr val Thr val Ser Ser
1

5 10
<210> 55
<211> 30
<212> PRT

<213> Artificial sequence

<220>
<223> IGHV3-15 FR1 heavy chain acceptor sequence

<400> 55
Glu val GIn Leu Leu Glu Ser Gly Gly Gly Leu val Lys Ser Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Arg
20

25 30
<210> 56
<211> 14
<212> PRT
<213> Artificial sequence
<220>
<223> 1IGHV3-15 FRZ heavy chain acceptor sequence
<400> 56
Trp val Arg GIn Ala Pro Gly Lys Gly teu Glu Trp val Ala
1 5 10
<210> 57
211> 32
<21Z> PRT
<213> Artificial Sequence
<220>

<223> 1IGHV3-15 FR3 heavy chain acceptor seguence

<400> 57
Page 17
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Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr Leu Gln
1 5 10

15

Leu Asn Ser Leu Arg Ala Glu Asp Thr Ala val Tyr Tyr Cys Ala Lys
20 30

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

<220>
<223>

<400>

25

58

11

PRT

Artificial Seguence

IGHV3-15/3H FR4 heavy chain acceptor sequence
58

Trp Gly GIn Gly Thr Met va'l Thr val Ser Ser
1 5

<210
<211>
<212>
<213>

<220>
<223>

<400>

59

30

PRT

Artificial Sequence

IGHV3-43 FR1 heavy chain acceptor seguence
59

Glu val Gln Leu val Glu Ser Gly Gly Gly val val 61n Pro Gly Gly
1 5 10 i5

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Gly
20

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

<220>
<223>

<400>

25 30

60
14
PRT
Artificial Sequence

IGHV3-43 FRZ heavy chain acceptor seguence
60

Trp val Arg GIn Ala Pro Gly Lys Gly teu Glu Trp val Ala
1 5 10

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

<220>
<223>

<400>

61

32

PRT

Artificial Sequence

IGHV3-43 FR3 heavy chain acceptor sequence
61

Arg Phe Thr Ile Ser Arg Asp Asn $er Lys Asn Thr Leu Tyr lLeu GIn
1

5 10 15
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Leu Asn Ser Leu Arg Ala Glu Asp Thr Ala val Tyr Tyr g%s Ala Lys

20 25
<210> 62
<211> 11
<212> PRT
<213> Artificial Seguence
<220>

«223> IGHV3~-43/1H FR4 heavy chain acceptor sequence
<400> 62

Trp Gly GIn Gly Thr Met val Thr val Ser Ser
1 5

<210> 63

<211> 22

<212> PRT

<213> Artificial Sequence

<220>
<223> IGLV3-1 FR1 Tight chain acceptor seqguence

<400> 63

Ser Tyr Glu teu Tthr G¢In rro Pro Ser val Ser val Ser Pro Gly Gln
1 5 15

Thr Ala Ser Ile Thr Cys

20
<210> 64
<211> 15
<Z212> PRT
<213> Artificial sequence
<220>

<223> 1GLV3-1 FR2 Tight chain acceptor sequence
<400> 064

Trp Tyr GIn Gln Lys Pro Gly GlIn Ser Pro val Leu val Ile Tyr
1 5

10 15
<210> 65
<211> 32
<212> PRT
<213> Artificial Ssequence
<220>

«223> IGLV3-1 FR3 light chain acceptor sequence
<400> 65

Gly I1e Pro Glu Arg Phe Ser Gly Ser Asn Ser Gly Asp Thr Ala Thr
1 5 10 15

Leu Thr Ile Ser Gly Thr GIn Pro Met Asp Glu Ala Asp Tyr Tyr Cys
20 25 30
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<210> 66

<211> 10

<212> PRT

<213> Artificial Sequence
<220>

<223> IGLV3-1/1L FR4 light chain acceptor seguence
<400> 606

ihe Gly Tyr Gly Thr Lys val Thr val Leu
5

<210> 67

<211> 22

<212> PRT

<213> Artificial Seguence
<220>

<223> IGLV3-1 FR1 Tight chain acceptor sequence
<400> 67

Ser Tyr Glu Leu Thr GIn Pro Pro Ser val Ser val Ser Pro Gly Gln
1 5 10 15

Thr Ala Ser Ile Thr Cys
20

<210> 68

<211> 15

<212> PRT

<213> Artificial Sequence
<220>

<223> IGLV3-1 FRZ Tight chain acceptor sequence
<400> 68

Trp Tyr Gln Gln Lys Pro Gly Gin Ser Pro val Leu val Ile Tyr
1 5 1

15
<210> 69
<211> 32
<212> PRT
<213> Artificial Sequence
<220>

<223> I6LV3-1 FR3 light chain acceptor seguence
<400> 69

Gly Ile Pro Glu Arg Phe Ser Gly Ser Asn Ser Gly Asp Thr Ala Thr
1 5 10 15

Leu Thr Ile ggr Gly Thr GIn Pro Met Asp Glu Ala Asp Tyr Tyr Cys
30

25
<210> 70
<211> 10
<212> PRT
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<213> Artificial Sequence

<220>
<223> IGLV3-1/]1L FR4 Tight chain acceptor sequence

<400> 70

g1y Gly Gly Thr Eys Leu Thr val Leu Gly

10
<210> 71
<211> 21
<212> PRT
<213> Artificial sequence
<220>

<223> IGLV3-1 FR1 light chain acceptor sequence
<400> 71

Tyr Glu Leu Thr Gin Pro Pro Ser val Ser val Ser Pro Gly GlIn Thr
1 5 10 15

Ala Ser Ile Thr Cys
20

<210> 72

<211> 15

<212> PRT

<213> Artificial sSequence
<220>

<223> IGLV3-1 FRZ Tight chain acceptor sequence
<400> 72

Trp Tyr Gin GIn Lys Pro Gly Glin Ser Pro val Leu val Ile Tyr
1 5 15

10
<210> 73
<211> 32
<212> PRT
<213> Artvificial Sequence
<220>

<223> IGLv3-1 FR3 1ight chain acceptor sequence
<400> 73

Gly Ite Pro Glu Arg Phe Ser Gly Ser Asn Ser Gly Asp Thr Ala Thr
i 5 10 i5

teu Thr Ile Ser Gly Thr Gln Pro Met Asp Glu Ala Asp Tyr Tyr Cys
20 25 30

<210> 74

<211> 10

<212> PRT

<213> Artificial Sequence
<220>

<223> IGLV3-1/0L FR4 light chain acceptor sequence
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<400>

Gly Gly Gly Thr Lys Leu Thr val Leu Gly
1 5

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

<220>
<223>

<400>

10289w001_ST25
74

10

75

22

PRT

Artificial Sequence

IGLV3-1 FRL Tight chain acceptor seguence
75

Leu Tyr val Leu Thr GIn Pro Pro Ser val Ser val Ser Pro Gly Gln
1 5

15

Thr Ala Ser Ilte Thr Cys
20

<210>
<211>
<21Z>
<213>

<220>
<223>

<400>

76

15

PRT

artificial Sequence

IGLV3-1 FrR2 light chain acceptor sequence
76

Irp Tyr Gln GIn Lys Pro Gly Gln Ser Pro val Leu val Ile Tyr
5

<210>
<21l>
<21i2>
<213>

<220>
<223>

<400>

10 13

77

32

PRT

Artificial Sequence

IGLV3-1 FR3 1light chain acceptor sequence
77

Gily ITe Pro Glu Arg Phe Ser Gly Ser Asn Ser Gly Asp Thr Ala Thr
1

5 10 15

Leu Thr Ile Ser Gly Thr Gin Thr Met Asp Glu Ala Asp ggr Leu Cys

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

<220>
<223>

<4G0>

20 25
78
11
PRT
Artificial Sequence

IGLV3-1/3L FrR4 Tight chain acceptor seguence
78

rhe Gly Gly Gly Thr Lys val Thr val Leu @ly
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1 5 10
<210> 79

<211> 23

<212> PRT

<213> Artificial Sequence

<220>
<223> IGKVED-21 FR1 Tlight chain acceptor sequence

<400> 79

Giu Tyr val Leu Thr Gln Ser Pro Asp Phe Gln Ser val Thr Pro Lys
1 5 10 15

Glu Lys val Thr Ile Thr Cys
20

<210> &0
<211> 15
<212> PRT

<213> Artificial Sequence

<220>
<223> IGKV6D-21 FRZ2 Tight chain acceptor sequence

<400> 80

Trp Tyr Gin Gln Lys Pro Asp Gln Ser Pro Lys Leu val Ile Tyr
1 5 10 15

<210> 81
<211> 32
<212> PRT

<213> Artificial Sequence

<220>
<223> IGKVED-21 FR3 Tight chain acceptor seguence

<400> 81

Gly val Pro Ser Arg Phe Ser Gly Ser Asn Ser Gly Asp Asp Ala Thr
1 5 10 15

Leu Thr Ite Asn Ser Leu Glu Ala Glu Asp Ala Ala Thr Tyr Tyr Cys
30

20 25
<210> 82
<21i> 11
«2172> PRT
<213> Artificial seguence
<220>

<223> IGKVED-21/3K FR4 1ight chain acceptor sequence
<400> &2

Phe Gly GIn Gly Thr Lys val Glu Ile Lys Arg
1 5 10

<210> 83
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<211> 23
<212> PRT
<213> Artificial Sequence

<220>
<223> 1IGKV3p-15 FR1 Tight chain acceptor seguence

<400> 83

Giu Tyr val Leu Thr Gin Ser Pro Ala Thr Leu Ser val Ser Pro Gly
1 5 10 15

Glu Arg Ala Thr Leu Ser Cys

<210> 84
<21l> 15
<212> PRT

<213> Artificial Sequence

<220>
<223> IGKV3D-15 FRZ Tlight chain acceptor seqguence

<400> 84

Trp Tyr Gln Gln Lys Pro Gly Gln Ser Pro Arg Leu val Ile Tyr
1 5 10 15

<210> 85
<211> 32
<212> PRT

<213> Artificial Sequence

<220>
<223> IGKV3D-15 FR3 light chain acceptor segquence

<400> 85

Asp Ile Pro Ala Arg Phe Ser Gly Ser Asn Ser Gly Asp Glu Ala Thr
1 5 10 15

Leu Thr Ile Ser Ser Leu GlIn Ser Glu Asp Phe Ala val gyr Tyr Cys
0

20 25
<210> 86
<211> 11
<21Z2> PRT
<213> Artificial Sequence
<220>

<223> IGKV3D-15/3K FR4 Tlight chain acceptor sequence
<400> 86

Phe Gly Gln Gly Thr Arg Leu Glu Iie 555 Arg
5

1

<210> 87
<211> 23
<212> PRT

<213> Artificial Sequence
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<220>
<223>

<400>

10289wW001_5T25
IGKv4-1 FRL light chain acceptor sequence
87

Asp Tyr val Leu Thr GIn Ser Pro Asp Ser Leu Ala val Ser Leu Gly
1 5 10 15

Glu Arg Ala Thr Ile Asn Cys
20

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

<220>
<223>

<400>

88

15

PRT

Artificial sequence

IGKv4-1 FRZ Tight chain acceptor seguence
88

Trp Tyr Gln GIn Lys Pro Gly GIn Ser Pro Lys Leu val Ile Tyr
1 5 1 15

<210>
<211>
<217>
<213>

<220>
<223>

<400>

89

32

PRT

Artificial Sequence

IGKv4-1 FR3 Tight chain acceptor seguence
89

Gly Ile Pro Asp Arg Phe Ser Gly Ser Agn Ser Gly Asp Asp Ala Thr
1 5 1 15

Leu Thr Iie Ser Ser Leu Gln Ala Glu Asp val Ala val Tyr Tyr Cys
30

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

<220>
<223>

<400>

25

90

11

PRT

Artificial Sequence

IGKv4-1/IK FR4 Tight chain acceptor sequence
90

Phe Gly Gly Gly Thr Ltys val Glu Ile Lys Arg
1 5 10

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

<220>
<223>

<400>

91

22

PRT

Artificial Sequence

IGLV3-1 FR1 Tight chain acceptor sequence

91
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ey Pro val teu Thr Gln Pro Pro Ser val Ser val Ser Pro Gly Gin
1 5

Thr Ala Ser Ile Thr Cys

20
<210> 92
<211> 15
<212> PRT

<213> Artificial Sequence

<220>
<223> 1IGLv3-1 FR2 light chain acceptor sequence

<400> 92

Trp Tyr 61n Gln Lys Pro Gly Gln Ser Pro val Leu val Ile Tyr
1 |

5 10 15
<210> 93
<211> 32
<212> PRT
<213> Artificial Sequence
<220>

<223> 1IGLV3-1 FR3 light chain acceptor sequence
<400> 93

Gly Ite Pro Glu Arg Phe Ser Gly Ser Asn Ser Gly Asn Thr Ala Thr
1 5 10 1

Leu Thir Ile Ser Gly Thr GIn Thr Met Asp Glu Ala Asp Tyr Leu Cys
30

20 25
<210> 94
<211> 10
<Z212> PRT
<213> Artificial seguence
<220>

<223> IGLV3-1/JL FR4 Tight chain acceptor sequence
<400> 94

Phe Gly Gly aly ghr Lys val Thr val Leu
1

10
<210> 95
<211> 22
<Z212> PRT
<213> Artificial sequence
<220>

<223> IGLv3-1 FR1 ldight chain acceptor sequence
<400> 95

Ser Tyr Glu Leu Thr Gln Pro Pro Ser val Ser val Ser Pro Gly Gln
1 5 10 15
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Thr Ala Ser Ile Thr Cys

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

<220>
<223>

<400>

20
96
15
PRT
Artificial sequence

IGLV3-1 FR2 light chain acceptor sequence
96

Trp Tyr GIn GIn Lys Pro Gly Gln Ser Pro val Leu val Ile Tyr
1 5

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

<220>
<223>

<400>

10 15

97

32

PRT

Artificial sequence

IGLV3-1 FR3 Tight chain acceptor sequence
97

Gly ITe Pro Glu Arg Phe Ser Gly Ser Asn Ser Gly Asn Thr Ala Thr
1 5

10 15

Leu Thr Ile %Sr Gly Thr GIn Thr met Asp Glu Ala Asp Tyr Leu Cys
30

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

<220>
<223>

<400>

Phe Gly Gly Gly Thr Lys teu Thr val Leu
1 5

<210>
<21l>
<212>
<213>

<220>
<223>

<220>
<221>
222>
<223>

<220>
<221>
<222>

25

98

10

PRT

Artificial sequence

IGLV3-1/J1L FrR4 Tight chain acceptor sequence
98

10

99

7

PRT

Artificial Sequence

DLL4 antibody CDR-H1 consensus sequence

MISC_FEATYURE

(1).-. (D
X 18 S or N

MISC_FEATURE
(2)..(2)
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<223> X is S, G or N

<220>

<221> MISC_FEATURE

<222> (3)..(3)

<223> X is S, N, T, G or R

<220>

<221> MISC_FEATURE
222> (5)..(5)
<223> X is Y or H

<400> 99

Xaa Xaa Xaa Tyr Xaa Trp Gly
1 5

<210> 100

<21l> 16

<212> PRT

<213> Artvificial seqguence

<220>
<223> DLL4 antibody CDR-H2 consensus seqguence

<220>

<Z2Z21> MISC_FEATURE
<222> (3)..(3)

<223> X is Y, N or S

<220>

<221> MISC_FEATURE

<222> (5)..()

<223> X is T, N, A, I, S orR

<220>

<223> MISC_FEATURE
<222> (..

<223> X i5 $, N, Tor G

<220>

<221> MISC_FEATURE
<222> (16)..(16)

<223> X is S, N, Dor G

<400> 100

Asp ITe Xaa Tyr Xaa Gly Xaa Thr Tyr Tyr Asn Pro Ser Leu Lys Xaa
1 5 10 15
<210> 101

<2il> 1l

<212> PRT

<213> Artificial sequence

<220>

<223> DLL4 antibody CDR-H3 consensus sequence

<220>

<221> MISC_FEATURE

<222> (1)..{(D

<223> X is E, Y, F, Q, W, L or A

<220>
Page 28



<221>
<222>
<223>

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

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

<220>
<221>
222>
<223>

<220>
<221>
<222>
223>

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

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

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

<400>

1

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

<220>
<Z2723>

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

<220>
<221>
222>
<223>

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

10289w001_ST25

MISC_FEATURE
(2)..(2)
X 1s b, A, §, G, V, E or N

MISC_FEATURE
(3)..03)

X is v, M, L, P or A

MISC_FEATURE
(4)..(4

X is I, A, P, R, S, K, Q, V, G, M, or E

MISC_FEATURE
(53..(5)
X is L, ¥, Form

MISC_FEATURE
(6).-(6)
X 18 R, G, 5, Qor A

MISC_FEATURE
(8)..(8)
X 15 G, Aor s

MISC_FEATURE

(9).-(9)
X 1s S, A, L, V, Ror G

MISC_FEATURE
(11)..(11D
X is ¥, D, S, N, H, E, R, L,

101

102
11
PRT
Artificial Seguence

P, C, I, M, T, Qor K

Xaa Xaa Xaa Xaa Xaa Xaa Gly Xaa Xaa Asp Xaa
10

DLL4 antibody CDR-L1 consensus sequence

MISC_FEATURE
(3).°(3)
X 1s Q, Eor b

MEISC_FEATURE
OMG)
X 1s R, 5, G, M, K, Lor 7T

MISC_FEATURE
(7). (D)
X i8S b or E
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<220>
<2Z21>
<222>
<223>

<400>

10289w001,.5T25

MISC_FEATURE
(10).. (1%)
X is A or v

102

Ser Gly Xaa Xaa Leu Gly Xaa Lys Tyr Xaa Ser
1 5 10

<210>
<21i>
<212>
<213>

<220>
<223>

<220>
<221>
<222
<223>

<220>
<221>
<222>
<Z223>

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

<400>

103

7

PRT

Artificial Sequence

DLL4 antibody CDR-1L2 consensus sequence

MISC_FEATURE
(1).. (1)

X is E or Q

MISC_FEATURE
(3).7(3)
X 1s 5, L, T, A, Eor F

MISC_FEATURE

(4).2(4)
X 1s K, T, E, N, Q, 5, or M
103

Xaa Asp Xaa Xaa Arg Pro Ser
i 5

<210>
<21i>
<212>
<213>

<220>
<223>

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

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

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

<220>
<221>

104

g

PRT

Artificial 3Seguence

DLL4 antibody CDR-L3 consensus seguence

MISC_FEATURE
(5).-(5)
X 18 R, S5, M, E, N, G or K

MISC _FEATURE
(6).7(6)
X 15 D or E

MISC_FEATURE
(7). (D)
X 1s T, V, A, 5 0r M

MISC_FEATURE
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<222> (8)..(8)
<223> X 1is G, A or C

<400> 104

GIn Ala Trp Asp Xaa Xaa Xaa Xaa Vval
1 5

<210> 105

<211> 5§

<212> PRT

<213> Artificial sequence

<220>

«223> DLL4 antibody CDR-HL consensus sequence

<220>

<221> MISC_FEATURE
<222> (1)..(L

<223> X is 5, Nor b

<220>

<221> MISC_FEATURE
<222> (2)..(2)
<223> X is Hory

<220

<221> MISC_FEATURE
<222> {5)..(%)
<223> X is S or H

<400> 105

Xaa Xaa Trp Met Xaa
1 5

<210> 106

<211> 17

<212> PRT

<213> Artificial Sequence

<220>
<223> DLL4 antibody CDR-HZ consensus sequence

<220

<221> MISC_FEATURE
222> (..

<223> X is I, b, Mor T

<220>

<221> MISC_FEATURE

<222> {(4)..(4

<223> X is Y, N, S, Q, vV, T, Hor D

<220>

<221> MISC_FEATURE

<222> (7)..(7)

<223> X is S, R, I, T, G, K, Har N

<220>

<221> MISC_FEATURE

<222> (8)..(8

<223> X is N, ¥, S, I or T
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<220>
<221> MISC_FEATURE
222> (9)..(9)
<223> X is K, M, N, Q, E, T, R, S, Aor L

<220>

<221> MISC_FEATURE
<222> (10)..(1D
<223> X is Y, D or E

<220>

<221> MISC_FEATURE
<222> (11..(1D
<223> X is s ory

<400> 106

Xaa Ile Ser Xaa Asp Gly Xaa Xaa Xaa Xaa Xaa Ala Asp Ser val Lys
1 5 10 15

Gly

<210> 107

<211l> 10

<212> PRT

<213> Artificial Sequence

<220>

<223> DLL4 antibody CDR-H3 consensus seguence

<220>

<221> MISC_FEATURE
<222> (2)..(2)

<223> X is G, A or R

<220>

<221> MISC_FEATURE
222> (4)..(4)

<223> X is G, S or A

<220>

<221> MISC_FEATURE
<222> (B)..(B)
<223> X is Vor M

<220>

<221> MISC_FEATURE
<222> (8)..(8)

<223> X is F, L, Y or M

<220>

<221> MISC_FEATURE
<222> (10)..(10)
<223> X is I, S or L

<400> 107

Ala Xaa Gly Xaa Asn Xaa Gly Xaa Asp Xaa
1 5 0

<210> 108
<211> 11
<21Z2> PRT
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<213>

<220>
<223>

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

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

<220>
<223>
<222>
«223>

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

<220>
<Z21>
<222>
<223>

<400>

<210>
<211>

o 16289wW001_5T25
Artificial Sequence

DLL4 antibody CDR-L1 consensus seguence

MISC_FEATURE
(2).2(2
X 1s A or G

MISC_FEATURE
(4).7(4)
X 1s K, N, L, Q, M, E, §, T, Gor D

MISC_FEATURE
(7). (D
X1i1s T, S, N, A, G or E

MISC_FEATURE
(8).7(8)
X is K, Q, N or R

MISC_FEATURE

(10 .. (10

XisVvoriI

108
Ser Xaa Asp Xaa Lteu Gly Xaa Xaa Tyr Xaa Ser
1 5 10

109

7

PRT

<212>
<213>

<220>
<223>

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

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

<400>

Artificial Sequence

DLL4 antibody CDR-L2 consensus seguence

MISC_FEATURE
(3).-(3)
X 15 A, G, W, Sorb

MISC_FEATURE

(4).7(4)
X 1s K, M, @, N, L, T, I or E
109

GlIn Asp Xaa Xaa Arg Pro Ser
1 5

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

<220>

110

9

PRT

artificial Sequence
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<223>

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

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

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

<220>
<221>
<222>
<223>
<220>
<221>
<222>
<223>
<400>

Gln ser
1

<210>
<211>
<21Z>
<Z213>
<400>

Ser Tyr
1

Thr Ala
ser Trp

Giu Asp
50

Asn Ser
65

Asp Glu

Phe Gly

] 16289wo0l_ST25
DLL4 antibody CDR-L3 consensus sequence

MISC_FEATURE
().
X 15 S or A

MISC_FEATURE
(5)..(5)
X 18 R, S5, @, P, A, V, WoOorwm

MISC_FEATURE
(6)..(6)
X 1s 5, G, I, N, Ror T

MISC_FEATURE
(7). (D)
X 1s D or G

MISC_FEATURE
(8)..(8)

X 1s V, A, Por E
110

Trp Asp Xaa Xaa Xaa Xaa val
5

i1l
106
PRT
Homo sapiens

111
Giu Leu Thr Gln Pro Pro Ser val Ser val
5 10

Ser Ile Thr Cys Ser Gly Gln Arg Leu Gly
20 25

Tyr GIn Gln Lys Pro Gly GIn Ser pro val
35 40

Ser Lys Arg Pro Ser Gly Ile Pro Glu Arg
55 60

Gly Asp Thr Ala Thr Leu Thr Ile Ser Gly
70 75

Ala Asp Tyr Tyr Cys Gln Ala Trp Asp Arg
85 90

Tyr Gly Thr arg val Thr val Leu
100 105

Page 34

Ser

ASp

Leu

45

Phe

Thr

ASp

Pro

Ser

Gln

Thr

Gly

15

Tyr

Ile

Gly

Pro

Gly
95

Gin

Ala

Tyr

ser

Met

80

val



10289w001_ST725

<210> 112
<211> 119
<212> PRT
<213> Homo sapiens
<400> 112

Glu val GIn Leu Leu Glu Ser Gly Gly Gly Leu val Lys Ser Gly Gly
1 5 10 15

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

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

Ala Ile Ile Ser Tyr Asp Gly Ser Asn Lys Tyr Ser 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 GIn Leu Asn Ser Leu Arg Ala Glu Asp Thr Ala val Tyr Tyr Cys
85 90 95

Ala Lys Ala Gly Gly Gly Asn val Gly Phe Asp Ile Trp Gly GIn Gly
160 105 110

Thr Met val Thr val ser Ser

115
<210> 113
<211> 106
<212> PRT
<213> Homo sapiens
<400> 113

Leu Pro vVal Leu Thr Gln Pro Pro Ser val Ser val Ser Pro Gly Gln
1 5 10 15

Thr Ala Ser Ile Thr Cys Ser Ala Asp Lys Leu Giy Thr Lys Tyr vail
20 25 30

Ser Trp Tyr GIn GIn Lys Pro Gly Gln Ser Pro val lLeu val Ile Tyr
35 40 45

Gln Asp Ala Lys Arg Pro Ser Gly Ile Pro Glu ggg Phe Ser Gly Ser
50 55

Asn Ser Gly Asn Thr Ala Thr Leu Thr Ile Ser Gly Thr GIn Thr Met
65 70 75 80

Asp Glu Ala Asp Tyr Leu Cys Gln Ser Trp Asp Arg Ser Asp val val
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&5 90

Phe Gly Gly Gég Thr Lys val Thr val Leu
1

105
<210> 114
<211l> 121
<212> PRT
<213> Artificial Sequence
<220>

<223> mutations of antibody #9 VH sequence

<220>

<221> MISC_FEATURE
<222> (300..030)

<223> X is S, N, G or R

<220>

<221> MISC_FEATURE
<222> (31)..031)
<223> X is S or N

<220>

<221> MISC_FEATURE
<222> (32)..(032)
<223> X is S, G or N

<220>

<221> MISC_FEATURE

<222> (33)..(33)

<223> X is S, N, T, Gor R

<220>

<Z221> MISC_FEATURE
<222> (42)..{42)
<223> X is P, S or L

<220>

<221> MISC_FEATURE
<222> (54)..(54)
<223> X 1s Y or N

<220>

<2231> MISC_FEATURE

<222> (56)..(56)

<223> X is T, N, A, I, Sor R

<220>

<221> MISC_FEATURE
<222> (58}..(58)

<223> X is S, N, T or G

<220>

<221> MISC_FEATURE
<222> (67)..(67)

<223> X is §, N, D or G

<220>

<221> MISC_FEATURE
<222> (90)..(90)
<223> X is A or E

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

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

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

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

<2205
<221>
<222>
<223>

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

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

<220>
<221>
<222>
<223>
<220>
<221>
<222>
<223>
<400>

Glu val
1

Thr ieu
Xaa Tyr

Trp Ile
50

Leu Lys
65

Ser Leu

(100) .. (100D

X 1is E, Y,

MISC, FEATURLE
(101)..(101)
X 15 D, A, 5, G, V, E or N

MISC_FEATURE
(102)..(102)

X is v, M,

MISC_FEATURE
(103). . (103)
X 15 I, A, P, R, 5, K, Q, V, G, Mor E

MISC_FEATURE
(104)..(104)

X is L, Y, ForM

MESC_FEATURE
(105).. (105
X is R, G, S, Q or A

MISC _FEATURE
(107 . . (107)
X is G, S or A

MISC_FEATURE
(108)..(108)
X is S, A, L, VorRr

MISC_FEATURE
110) .. (110
X is Y, D, S, N,

134

Gln

Ser

Xaa

LYS

feu

Leu

20

Trp

ASp

Arg

Leu

Glin
5
Thr

Gly

val

Ser
85

F,

Q,

L or P

Glu

Cys

Trp

Xaa

Thr

70

Ser

10289w001, 5125

W, L or A

sSer

Thr

Ite

Tyr

55

Ile

val

Gly

val

Arg

40

Xaa

ser

Thr

Pro

Ser

25

Gln

Gly

val

Ala

Gly Leu val'l
10

Gly Gly Ser

Xaa Pro Gly

Xaa Thr Tyr
60

Asp Thr Ser
75

Xaa Asp Thr
30

Page 37

Lys

Ite

Lys

Tyr

Lys

Pro

Xaa

30

Gly

ASn

Asn

val

ser

15

Xaa

Leu

Pro

Gln

TYr
95

Glu

Xaa

Glu

Ser

Phe

80

Tyr



10289001 _ST25

Cys Ala Arg Xaa Xaa Xaa Xaa Xaa Xaa Gly Xaa Xaa Asp Xaa Trp Gly
100 105 110

Gin Gly Thr Leu val Thr val Ser Ser
115 120

<210> 115
<211> 106
<212> PRT
<213> Artificial Sequence

<220> ) )
<223> mutations of antibody EY9 VL seguence

<220>

<221> MISC_FEATURE
<222> (25)..(25)
<223> X 1s Q, E or D

<220>

<221> MISC_FEATURE

<222> (26)..(26)

<223> X is R, S, G, M, K, Lor T

<220>

<221> MISC_FEATURE
<222> (29)..029
<223> X is D or E

<220> .
<221> MISC_FEATURE
<222> (32)..(32)
<223> X is A or V

<220>

<221> MISC_FEATURE
<222> (49)..(49)
<223> X s E or Q

<220>

<221> MISC_FEATURE

<222> (51)..(51)

<223> X is S, L, T, A, Eor F

<220>

<221> MISC_FEATURE

<222> (52)..(52)

<223> X is K, T, E, N, Q, S or M

<220>

<221> MISC_FEATURE
<222> (79)..(79)
<223> X is P or A

<220>

<221> MISC_FEATURE

<222> (92)..(92)

<223> X is R, 5, M, E, Nor K

<220>

<221> MISC_FEATURE
<222> (93)..093)
<223> X is D or E
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<220>
<221> MISC_FEATURE
<222> (94)..(0(94)
<223> X is T, V, A, S or M

<220>

<221> MISC_FEATURE
<222  (95)..(95)
<223> X is G, A or C

<220>

<221> MISC_FEATURE
<222> (99)..099
<223> X is Y or s

<220>

<221> MISC_FEATURE
<222> (102)..(102>
<223> X is R or K

<400> 115

Ser Tyr Glu Leu Thr Gin Pro Pro Ser val Ser val Ser Pro Gly Gin
1 5 10 15

Thr Ala Ser %ée Thr Cys ser Gly éaa Xaa Leu Gly Xaa %gs Tyr Xaa
5

Ser Trp Tyr GIn GIn Lys Pro Gly Gln Ser Pro val Leu val Ile Tyr
35 40 45

Xaa AsSp Xaa Xaa Arg Pro Ser Gly Ile pro Glu Arg pPhe Ser Gly Ser
50 55 60

Asn Ser Gly Asp Thr Ala Thr Leu Thr Ile Ser Gly Thr Gin Xaa Met
65 70 75 80

Asp Glu Ala Asp Tyr Tyr Cys Gln Ala Trp Asp Xaa Xaa Xaa Xaa val
85 a0 95

Phe Gly Xaa Gly Thr Xaa val Thr val Leu
160 105

<210> 116
<211> 121
<212> PRT
<213> Artificial Sequence

<220>
<223> affinity matured DLL4 antibody E9.4 VH region

<400> 116

Glu val GIn Leu GIn Glu Ser Gly Pro Gly Leu val Lys Pro Ser Glu
1 5 10 15

Thr Leu Ser Leu Thr Cys Thr val Ser Gly Gly Ser Ile Ser Ser Ser
20 25 30
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Ser Tyr Tyr Trp Gly Trp Ile Arg Gln Pre Pro Gly Lys Gly Leu Glu
35 40 45

Trp Ilte Gly Asp Ile Tyr Tyr Thr Gly Ser Thr Tyr Tyr Asn Pro Ser
50 55 60

Leu Lys Ser Arg val Thr Ile Ser val Asp Thr Ser Lys Asn Gln Phe
65 70 75 80

Ser Leu Lys Leu Ser Ser val Thr Ala Ala Asp Thr Ala val Tyr Tyr
85 90 95

Cys Ala Arg Tyr Asp val Ser bLeu Gly Gly Ser Ser Asp His Trp Gly
100 105 110

GIn Gly Thr Leu val Thr val Ser Ser

115 120
<210> 117
<211> 7
<212» PRT
<213> Artificial sequence
<220>
<223> DLL4 antibody E9.4 CDR-HL
<400> 117
Ser Ser Ser Tyr Tyr Trp Gly
1 5
«<210> 118
<211> 16
<212> PRT
<213> Artificial sequence
<220>
<223> DLL4 antibody E9.4 CDR-H2
<400> 118
Asp Ile Tyr Tyr Thr Gly Ser Thr Tyr Tyr Asn Pro Ser Leu Lys Ser
1 5 10 15
<210> 119
<211> 11
<212> PRT
<213> Artificial Sequence
<220
«223> DLL4 antibody E9.4 CDR-H3
<400> 119

Tyr Asp val Ser Leu Gly Gly Ser Ser Asp His
1 5 10

<210= 120
<211> 121
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<212> PRT

<213>

<220>

<223>

<400> 120

Glu val Gln

1

Thr Leu Ser

Ser Tyr Tyr

35

Trp Ile Gly

50

Leu Lys Ser
65

Ser Leu Lys

Leu

Leu

20

Trp

Asp

Arg

Ley

Glu

100

Leu

Gln

5

Thr

Gly

Ile

val

Ser

85

Ala

val

Glu

Cys

Trp

Tyr

Thr

70

Ser

val

Thr

Artificial Sequence

10289wW001_ST25

DLI.4 antibody E9.11 VH region

ser Gly Pro

Thr

Ile

TYr

55

ITe

val

Pro

val

Artificial Seguence

Ser Ser Ser Tyr Tyr Trp Gly

Cys Ala Arg

GIn Gly Thr
115

<210> 121

<21l> 7

<212> PRT

<213>

<220>

<223>

<400> 121

1

<210> 122

<211> 16

<212> PRT

<213>

<220>

<223>

<400> 122

5

Artificial sequence

val

Arg

40

Thr

Ser

Thr

Leu

Ser
120

Ser

25

Gin

Gly

val

Ala

Gly

Ser

b4 antibody ES9.11 CDR-H1

DLL4 antibody E9.11 CDR-HZ

Gly

10

Gly

Pro

Ser

ASp

Ala

90

Gly

leu

Gly

Pro

Thr

Thr

75

ASp

Gly

val

Ser

Gly

Tyr

60

Ser

Thr

Ser

LysS

Ile

Lys

Tyr

Lys

Ala

Asp

Pro

Ser

30

Gly

ASnh

Asn

val

Tyr
110

Ser

15

Ser

Leu

Pro

Gln

TYr

95

Trp

Gluy

Ser

Glu

sSer

Phe

80

Tyr

Gly

Asp Ite Tyr Tyr Thr Gly Ser Thr Tyr Tyr Asn Pro Ser Leu Lys Ser
1 5 10 15
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Artificial Sequence

10289w001_5S725

DLL4 antibody E9.11 CDR-H3

Artificial Seguence

DLL4 antibody £9.14 VH region

Leu

Leu

20

Trp

Asp

Arg

ey

Glu

100

Leu

Gln

5

Thr

Gly

ITe

val

Ser

85

ASp

val

Glu

cys

Trp

TY"r

Thr

70

Ser

val

Thr

Ser

Thr

Ile

Tyr

55

Ile

val

Ite

val

Artificial seguence

Glu Ala val pPro teu Gly Gly Gly Ser Asp Tyr
5 10

Gly pro Gly Leu val
10

val

Arg

40

Thr

ser

Thr

Leu

ser
120

Ser

25

Gln

Gly

vai

Ala

pLL4 antibody ES.14 CDR-HL

<210> 123

<211> 11

<212> PRT

<213>

<220>

<223>

<400> 123

1

<210> 124

<211> 121

<212> PRT

<213>

<220>

<223>

<400> 124

Glu val Gln

1

Thr lLeuy Ser

Arg Tyr His
35

Trp Ile Gly

50

Leu Lys Ser

65

Ser Leu Lys

Cys Ala Arg

Gln Gly Thr
115

<210> 125

<2il> 7

<212> PRT

<213>

<220>

<223>

<400> 125

ASn Ser Arg Tyr His Trp Gly
1 5

Gly Gly

Ser Pro

Ser

Gly

Ser Thr Tyr

Asp Thr
75

Glu Asp
30

Gly Gly

Page 42

60

ser

Thr

ser

Lys

Ite

LYS

Tyr

LYS

Ala

AsSp

Pro

Ser

30

Gly

Asn

Asn

val

TYr
110

ser

15

Asn

t.eu

Pro

Glin

Tyr

95

Trp

Glu

Ser

Glu

Ser

Phe

80

Tyr

Gly



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

<220>
<223>

<400>

126
16
PRT

Artificial Seguence

10289wW001_5T25

DLL4 antibody E9.14 CDR-H2

126

Asp Ile Tyr Tyr Thr Gly Ser Thr Tyr Tyr Asn Pro Ser Leu Lys Ser
1 5

<210>
<211>
212>

127
i1
PRT

<213> Artificial Seguence

<220>
<223>

<A00>

DLL4 antibody ES$.14 CDR-H3

127

10

Glu Asp val Ile Leu Arg Gly Gly Ser Asp Tyr
1 5 10

<210>
<21l>
<212>
<213>

<220>
<223>

<400>
Glu val
1

Thr Leu

Ser Tyr

Trp Ile
50

Leu Lys
65

Ser Leu

Cys Ala

128
121
PRT

DLE4 antibody E9.17 VH region

128
Gln

Ser

Ser

Lys

Arg

Leu

ieu

20

Trp

ASp

Arg

Leu

Glu
160

GIn

5

Thr

Gly

Ile

val

ser

85

Glu

Glu

Cys

Trp

Tyr

Thr

70

ser

Ala

Artificial Sequence

Ser

Thr

Ile

Tyr

55

Ile

val

Ile

Gly Pro
val Sser

25
Arg Gln
40
Thr Gly
ser val

Thr Ala

Leu Gly

Gly Leu val
10

Gly Gly ser

Pro Pro Gly

Ser Thr Tyr
60

Asp Thr Ser
75

Ala Asp Thr
90

Gly Gly Ser

Page 43

LYS

Ile

Lys

45

TyYr

LyS

Ala

ASp

Pro

Ser

30

Gly

Ash

ASnH

va'l

Tyr
110

15

Ser

15

Ser

Leu

Pro

Gln

TYr

95

Trp

Glu

Ser

Glu

ser

Phe

80

Tyr

Gly



10289wW001_ST25

Gln Gly Thr Leu val Thr val Ser Ser

<210>
<21il>
<2172>
<213>

<220>
<223>

<400

1

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

<220>
«223>

<400>

<210>
<211>
<2i7>
<213>

130
Asp Ile Tyr Tyr Thr Gly Ser Thr Tyr Tyr Asn Pro Ser Leu Lys Ser
1 5 10

131

11

PRT

<220>
<223>

<400>

1

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

<220>
<223>

<400>

Glu val 6&'ln Leu Gln Glu Ser Gly Pro Ggy Leu val Lys Pro Ser Gilu

1 1

Thr Leu Ser Leu Thr Cys Thr val Ser Gly Gly Ser Ile Ser Ser Ser
3

Gly Tyr Tyr Trp Gly Trp fle arg GlIn Pro Pro Gly Lys Gly Leu Glu
35 40 45

1i5 120

129

7

PRT

Artificial Sequence

pLL4 antibody ES$.17 CDR-HI1
129

ser Ser Ser Tyr Tyr Trp Gly
5

130

i6

PRT

artificial Sequence

bLL4 antibody E9.17 CDR-H2

Artificial Sequence

DLL4 antibody E9.17 CDR-H3
131

Glu Glu Ala ITe Leu Gly Gly Gly Ser Agp Tyr
5 1

132
121
PRT
Artificial Seguence

DLL4 antibody E9.18 VH region
132

5

20 25
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Trp Ile Gly Asp ITe Asn Tyr Ala Gly Ser Thr Tyr Tyr Asn Pro Ser
50 55 60

Leu Lys Ser Arg val Thr Ile Ser val Asp Thr Ser Lys Ash Gin Phe
65 70 75 80

Ser Leu Lys Leu Ser Ser val Thr aAla ala aAsp Thr Ala val Tyr Tyr
85 90 95

Cys Ala Arg Glu Asp val ITe Leu Arg Gly Gly Ser Asp Tyr Trp Gly
100 105 110

Gin Gly Thr Leu val Thr val Ser Ser
115 120

<210> 133

<211> 7

<212> PRYT

<213> Artificial Seguence

<220>
<Z223> DLL4 antibody ES.18 CDR-HIL

<400> 133

Ser Ser Gly Tyr Tyr Trp Gly
1 5

<210> 134

<21%> 16

<212> PRT

<213> Artificial Sequence

<220>
<223> DLL4 antibody E9.18 CDR-H2

<400> 134

Asp Ile Asn Tyr Ala Gly Ser Thr Tyr Tyr Asn Pro Ser Leu Lys Ser
1 5 10 15

<210> 135
<211> 11
<212> PRT
<213> Artificial Sequence

<220>
<223> DLL4 antibody £9.18 CDR-H3

<400> 135

Glu Asp val Ile Leu Arg Gly Gly Ser Asp Tyr
i 5 10

<210> 136
<Z1i> 121
<212> PRT
<213> Artiticial Segquence

<220>
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<223> DLL4 antibody E9.19 vH region

<400> 136

Glu val Gin Leu GIn Glu Ser Gly Pro Gly Leu val Lys Pro Ser Glu
1 5 10 15

Thr Leu Ser Leu Thr Cys Thr val ser Gly Gly Ser 1le Ser Ser Ser
20 25 30

Ser Tyr gyr Trp Gly Trp Ile Arg GIn Pro Pro Gly Lys Gly Leu Glu
5 40 45

Trp ITe Gly Asp Ile Tyr Tyr Thr Gly Ser Thr Tyr Tyr Asn Pro Ser
50 55 60

Leu Lys Ser Arg val Tthr 1le Ser val Asp Thr Ser Lys Asn GIn Phe
65 70 75 80

ser Leu Lys lLeu Ser Ser val Thr Ala Ala Asp Thr ala val Tyr Tyr
85 90 95

Cys Ala Arg Phe Asp val Ser Leu Gly Gly Gly Ser Asp Thr Trp Gly
100 105 110

GIn Gly Thr Leu val Thr val Ser Ser

115 120
<210> 137
<211> 7
<212> PRT
<213> artificial Sequence
<220>
<223> DLL4 antibody E9.19 CDR-H1
<400> 137
Ser Ser Ser Tyr Tyr Trp Gly
1 5
<210> 138
<211> 16
<212> PRT
<213> Artificial sequence
<220>
<223> DLi4 antibody E9.19 CDR-H2
<400> 138
Asp ITe Tyr Tyr Thr Gly Ser Thr Tyr Tyr Asn Pro Ser Leu Lys Ser
1 5 10 15
<210> 139
<211> 11
<212> PRT

<213> Artificial Sequence
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<220>
<223> DLL4 antibody E9.19 CDR-H3

<400> 139
Phe Asp val Ser Leu Gly Gly Gly Ser Asp Thr
1 5 10

<210> 140
211> 121
<212> PRT
<213> Artificial Sequence

<220>
<223> DLL4 antibody E9.22 vH region

<400> 140

Glu val Gin Leu GIn Glu Ser Gly Pro Gly Leu val Lys Pro Ser Glu
1 5 10 15

Thr Leu Ser Leu Thr Cys Thr val Ser Gly Gly Ser Ile Ser Asn Ser
20 25 30

Arg Tyr His Trp Gly Trp ITe Arg GIn Pro Pro Giy Lys Gly Leu Glu
35 40 45

Trp Ile Gly Asp I'le Tyr Tyr Thr Gly Ser Thr Tyr Tyr Asn Pro Ser
50 55 60

Leu Lys Gly Arg val Thr Ile ser val Asp Thr Ser Lys Asn GlIn pPhe
65 70 75 30

Ser Leu Lys Leu Ser Ser val Thr Ala gga Asp Thr Ala val Tyr Tyr
85 95

Cys Ala Arg Glu Asp val Ile Leu Arg Gly Gly Ser Asp Tyr Trp Gly
100 105 110

Gin Gly Thr teu val Thr val Ser Ser
115 120

<210> 141

<211> 7

<212> PRT

<213> Artificial Sequence

<220>
<223> DLL4 antibody E9.22 (DR-H1

<400> 141

Asn Ser Arg Tyr His Trp Gly
1 5

<210> 142
<211> 16
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<212> PRT
<213>
<220>
<223>
<400> 142

artificial Sequence

10289wW001_ST25

bLL4 antibody E9.22 (DR-HZ2

Asp Ile Tyr Tyr Thr Gly Ser Thr Tyr Tyr Asn Pro Ser Leu Lys Gly
1 5 15

<210> 143
<211> 11
<212> PRT
<213>
<220>
<223>
<400> 143

artificial Sequence

bLLd antibody E9.22 CDR-H3

10

Glu Asp val Ile Leu Arg Gly Gly Ser Asp Tyr
1 5 10

<210> 144
<Z211> 121
<212> PRT
<213>
<220>
<223>
<400> 144

Gtu val Gln
1
Thr Leu Ser

Gly Tyr Tyr
35

Trp Ile Gly
50

Leu Lys Ser
65

Ser Leu Lys

Cys Ala Arg

Gin Gly Thr
115

Leu

l.eu

20

Trp

ASp

Arg

Lau

Glu

100

Leu

Glin
5
Thr
Gly
Ile
val
Ser
85

ASp

val

Glu

cys

Trp

Asn

Thr

70

Ser

val

Thr

Artificial Sequence

DLL4 antibody E9.48 VH region

Ser Gly Pro

Thr

Iile

Tyr

55

Ile

val

ITe

val

val

Arg

40

Arg

Ser

Thr

Leu

Ser
120

Ser
25
Gin

Gly

val

Gly Leu val

10

Gly Gly

Pro Pro

Ser

Gly

Ser Thr Tyr

Asp Thr
75

Ala Asp
90

Gly Gly

Page 48

60

Ser

Thr

Ser

LYS

Ite

Lys

Tyr

Lys

Ala

Asp

Pro

ser

30

Gly

Asn

ASn

val

Tyr
110

ser

15

Ser

L.eu

Pro

Gin

TYF

95

Trp

Glu

sSer

Glu

Ser

Phe

80

Tyr

Gly



10289wW001_5T25

<210> 145

<211> 7

<212> PRT

<213> Artificial Seguence

<220>

<223> DiLlL4 antibody £9.48 CDR-H1
<400> 145

ser Ser Gly Tyr Tyr Trp Gly
1 5

<210> 146

<211> 16

<212> PRT

<213> Artificial Sequence

<220>

<223> DLL4 antibody E9.48 CDR-H2

<400> 146

Asp Ile Asn Tyr Arg Gly Ser Thr Tyr Tyr Asn Pro Ser Leu Lys Ser
1 5 10 15
<210> 147

<211> 11

<212> PRT

<213> Artificial Seguence

<220>

<223> DLL4 antibody E9.48 CDR-H3

<400> 147

Glu Asp val Ile Leu Arg Gly Gly Ser Asp Tyr
1 5 10

<210> 148

<211> 121

<212> PRT

<213> Artificial Sequence

<220>

<223> DLL4 antibody E9.65 VH region
<400> 148

Glu val Gln teu GIn Glu Ser Gly Pro Gly teu val Lys Pro Ser Glu
1 5 10 15

Thr Leu Ser Leu Thr Cys Thr val Ser Gly Gly Ser Ile Arg Asn Ser
25 30

Arg Tyr ggs Trp Gly Trp Ile Agg Gln Pro Pro Gly Lys Gly Leu Glu
4 45

Trp Ile Gly Asp fle Tyr Tyr Thr Gly Ser Thr Tyr Tyr Asn Pro Ser
50 55 60
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Leu Lys Gly Arg

65

Ser Leu Lys Leu

Cys Ala Arg Glu
100

Gln Gty Thr Leu
115

<210>
<21l>
<212>
<213>

<220>
<223>

<400>

149
7
PRT

val Thr ITe Ser
70

Ser Ser val Thr
85

Asp val Ile Leu

val Thr val Ser
120

Artificial Sequence

10289w001_5T25

va'l Asp Thr Ser Lys Asn
75

Ala Aga Asp Thr Ala val
9

Arg Gly Gly Ser Asp Tyr

105

Ser

DLL4 antibody E9.65 CDR-HL

149

Asn Ser Arg Tyr His Trp Gly
1 5

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

<220>
<223>

<400>

150
16
PRT

Artificial Sequence

DLL4 antibody E9.65 CDR-HZ

150

110

Gin Phe
80

Tyr Tyr
95

Trp Gly

Asp I'le Tyr Tyr Thr Gly Ser Thr Tyr Tgr Asn Pro Ser Leuy %gs Gly
1 5 1

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

<220>
<223>

<400>

151
i1
PRT

Artificial Sequence

DLLL4 antibody £9.65 CDR-H3

151

Glu Asp val Ile Leu Arg Gly Gly Ser Asp Tyr
1 5 10

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

<220>
<223>

<400>

152
121
PRT

Artificial Sequence

DLL4 antibody E9.66 VH region

152
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Glu val

The Leu

Ser Tyr

Trp Ile
50

Leu Lys
65

Ser Leu

Cys Ala

Glin Gly

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

<220>
223>

<40Q0>

Gin

Ser

Tyr

35

Gly

ser

LysS

Arg

Thr

115

153
7
PRT

Leu

Leu

20

Trp

ASD

Arg

L.eu

Glu

100

Leu

Glin

Thr

Gly

Ile

val

Ser

85

Gly

val

Glu

Cys

Trp

Tyr

Thr

70

Ser

val

Thr

Ser

Thr

Tyr

55

Ile

vatl

Pro

val

Artificial Sequence

Gly

val

Arg

40

Thr

Ser

Thr

Leu

Ser
120

10289W001_5T25

Pro Gly Leu val Lys

Ser

25

Gln

Gly

val

Ala

Dl.L4 antibody E9.66 CDR-HI1

153

Ser ser ser Tyr Tyr Trp Gly
1 5

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

<220>
<223>

<400>

154
16
PRT

Artificial Sequence

DLL4A antibody E9.66 CDR-H2Z

154

10

Gly Gly ser

Pro Pro Gly

Ser Thr Tyr
60

Asp Thr Ser
75

Ala Asp Thr
390

Gly Gly Ala

Ile

Lys

45

Tyr

Lys

Ala

ASD

Pro

Ser

30

Gly

Asn

Asn

val

Lys
110

Ser

15

Ser

Leu

Pro

Gin

Tyr

95

Trp

Glu

Ser

Glu

Ser

Phe

80

Tyr

Gly

Asp Ile Tyr Tyr Thr Gly Ser Thr Tyr Tyr Asn Pro Ser Leu Lys Ser
1 5 10 15

<2 10>
<21l>
<2312>
<213>

<220>
<223>

155
11
PRT

Artificial Sequence

DiL4 antibody E9.66 CDR-H3
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10289wW001_sT25

<400> 155

Glu Gly val Pro Leu Gly Gly Gly Ala Asp Lys
1 5 10
«210> 156

<211> 121

<212> PRT

<213> Artificial sequence

<220>

<223> DLL4 antibody £9.71 VvH region

<400> 156

Glu val GIn Leu GIn Glu Ser Gly Pro Gly Leu val Lys Pro Ser Glu
1 5 10 15

Thr Leu Ser Leu Thr Cys Thr val Ser Gly Gly Ser Ile Ser Ser Ser
20 25 30

ser Tyr Tyr Trp Gly Trp Ile Arg GlIn Pro Pro Gly Lys Gly Leu Glu
35 40 45

Trp Ile Gly Asp Ile Tyr Tyr Thr Gly Ser Thr Tyr Tyr Asn Pro Ser
50 53 60

Leu Lys Ser Arg val Thr Ile Ser val Asp Thr Ser Lys Asn Gln Phe
65 70 75 80

Ser Leu Lys teu Ser Ser val Thr Ala Ala Asp Thr ala val Tyr Tyr
85 90 95

Cys Ala Arg Gln Ala Leu Ala Met Gly Gly Gly Ser Asp Lys Trp Gly
100 105 110

GIn Gly Thr Leu val Thr val ser Ser

115 120
<210> 157
<211l> 7
<212> PRT
<213> Artificial Seguence
<220>
<223> DLL4 antibody E9.71 CDR-H1
<400> 157

ser Ser Ser Tyr Tyr Trp Gly
1 5

<210> 158

<211> 16

<212> PRT

<213> Artificial sequence
<220>
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<223>
<400>

10289w001_5T725

DLL4 antibody E9.71 CDR-HZ

158

?Sp Ile Tyr Tyr Ehr Gly Ser Thr Tyr Tyr Asn Pro Ser Leu Lys Ser

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

<220>
<223>

<400>

i

<210>
<211>
<2172>
<213>

<220>
<223>

<400>
Glu val
1

Thr Leu

Ser Tyr

Trp Ile
50

Leu Lys
65

Ser Leu

Cys Ala

Gln Gly

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

159
i1
PRT

Artificial Sequence

DLL4 antibody ES.71 CDR-H3

159

160
121
PRT

Arvificial Sequence

DLL4 antibody E%.13 vH region

160
GIn

Ser
Tyr
35

Gly
Ser
Lys
Arg
Thr

115

is6l
7

PRT

Ley

Leu

20

Trp

ASp

Arg

Leu

Glu

100

Leu

Gin

5

Thr

Gly

Ite

val

ser

85

ASp

val

Glu

Cys

Trp

Tyr

Thr

70

Ser

val

Thr

Ser

Thr

Ile

vai

Iie

val

Artificial sequence

Gly

val

Arg

40

Thr

Ser

Thr

Leu

Ser
120

Pro

Ser

25

Gin

Gly

val

Ala

i0

GIn Ala Leu Ala Met Gly Gly Gly Ser Asp Lys
5 10

Gly Leu
10

Gly Gly

Pro Pro

ser Thr

Asp Thr

75

Ala Asp
90

Gly Gly

Page 53

val

Ser

Gly

Tyr

60

Ser

Thr

Ser

Lys

Ile

Lys

Tyr

Lys

Ala

AsSp

Pro

ser

30

Gly

Asn

Asn

val'l

TYr
110

15

Ser

15

Ser

Leu

Prao

Gln

Tyr

95

Trp

Glu

Ser

Glu

Ser

Phe

80

TYr

Gly



<220>
<223>

<400>

10289w001..5725

DLL4 antibody E9.13 CDR-HIL
161

Ser Ser Ser Tyr Tyr Trp Gly
1 5

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

<220>
<223>

<400>

162

16

PRT

Artificial Seguence

DiLL4 antibody E9.13 CDR-H2
162

Asp Ile Tyr Tyr Thr Gly Ser Thr Tyr Tyr Asn Pro Ser Leu Lys Ser
1 5 10 15

<210>
<211
<212>
<213>

<220>
<223>

<400>

163
11
PRT
Artificial Sequence

pLL4 antibody E9.13 CDR-H3
163

Glu Asp val Ile Leu Arg Gly Gly Ser Asp Tyr
1 5 10

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

<220>
<223>

<400>

i

164
121
PRYT
Artificial Sequence

ptL4 antibody E9.16 VH region

164

Glu val GIn Leu Gin Glu Ser Gly Pro %gy Leu val

5

Thr Leu Ser Leu Thr Cys Thr val Ser Gly Gly Ser

20 25

Ser Tyr Tyr Trp Gly Trp Ile Arg Gln Pro Pro Gly
35

Trp Ile Gly Asp Ile Tyr Tyr Thr Gly Ser Thr Tyr
50 5%

40

60

ey Lys Ser Arg val Thr Ile Ser val Asp Thr Ser

65

70 75

Page 54

Glu

Ser

Glu

Ser

Phe
80



10289wW001_5725
Ser Leu Lys Leu Ser Ser val Thr Ala Ala Asp Thr Ala val gyr Tyr
85 90 5

Cys Ala Arg Glu Asp val Ile teu Arg Gly Gly Ser Asp Tyr Trp Gly
100 105 110

Gin Gly Thr Leu val thr val Ser Ser
115 120

<210> 165

<21ll> 7

<212> PRT

<213> Artificial sequence

<220>
<223> DLL4 antibody E9.16 CpR-HL

<400> 165

Ser Ser Ser Tyr Tyr Trp Gly
1 5

<210> 166

<211> 16

<212> PRT

<213> Artificial Sequence

<220>
<223> DLL4 antibody E9.16 CDR-HZ

<400> 166

Asp Ile Tyr Tyr Thr Gly Ser Thr Tyr Tgr Asn Pro Ser Leu Lys Ser
1 5 1 15

<210> 167

<211> 11

<212> PRT

<213> Artificial sequence

<220>
<223> DLL4 antibody ES.16 CDR-H3

<400> 167

Giu Asp val Ile Leu Arg Gly Gly Ser Asp Tyr
1 5 i0

<210> 168
<211> 121
<212> PRT
<213> Artificial Seguence

<220> )
<223> DLL4 antibody E9.38 VvH region

<400> 168
Glu val GIn Leu GIn GIu Ser Gly Pro Gly Leu val Lys Pro Ser Glu
1 5 10 15
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Thr Leu

Ser Tyr

Trp Tle
50

Ley Lys
65

Ser Leu

Cys Ala

Gin Gly

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

<220>
<223>

<400

Ser Ser Ser Tyr Tyr Trp Gly
1 5

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

<220>
<223>

<400>

Ser

Tyr
35

Gly

Ser

Lys

Arg

Thr

115

169
7
PRY

Ley

20

Trp

ASp

Arg

Leu

Glu

100

Leu

Thr

Gly

Tle

Val

Ser

85

ASD

val

Cys

Trp

Tyr

Thr

70

Ser

val

Thr

Thr

Ile

TYr

55

Ile

val

Ile

val

Artificial Sequenhce

val

Arg

40

Thr

Ser

Thr

Leu

Ser
120

10289wW001_ST25

ger Gly Gly Ser Ile
5

Gin

Gly

val

Ala

Arg

Ser

DLL4 antibody E9.38 CDR-H1

169

170
16
PRT

Aartificial Sequence

DLL4 antibody E9.38 CDR-HZ

170

Asp Ite Tyr Tyr Thr Gly Ser Thr Tyr
1 5

<210>
<Z211l>
<212>
<213>

<220>
<223>

<400

Glu Asp val Ile Leu Arg Gly Gly Ser Asp Tyr
1 5 10

171
11
PRT

Artificial Sequence

pLL4 antibody E9.38 CDR-H3

71

Pro

ser

ASp

Ala

90

Gly

Pro

Thr

Thr

75

ASp

Gly

Gly

Tyr

60

sSer

Thr

ser

Lys

45

Tyr

Lys

Ala

ASD

Ser

30

Gly

Asn

Asn

va'l

Tyr
110

Ser

Leu

Pro

GIn

Tyr

95

Trp

Ser

Glu

ser

Phe

80

Tyr

Gly

TYr AsSn Pro Ser Leu Lys Ser

10

Page 56
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<210>
<211>
<212>
<213>

<220>
<223>

<400
Glu val
1

Thr Leu

Asn Tyr

Trp Ile
50

Leu Lys
65

Ser Leu

Cys Ala

GIn Gly

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

«<220>
<223>

<400>
sSer Ser
1

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

<220>
<223>

<400

10289W001_sT725

172
121
PRT
Artificial Sequence

pLL4 antibody E9.2B VvH region
172
Gin Leu GIn Glu Ser Gly Pro

5

Ser Leu Thr Cys Thr val ser
20 25

Tyr Trp Gly Trp Ile Arg Gln
3

Gly Asp Ile Asn Tyr Asn Gly
55

Ser Arg val Thr Ile Ser val
70

Lys Leu Ser Ser val Thr Ala
85

Arg Glu Ala val Ala Leu Gly
100 105

Thr Leu val Thr val Ser Ser
115 120

173

7

PRT

Artificial Sequence

DLL4 antibody E9.2B CDR-HL
173

Asn Tyr Tyr Trp Gly
5

174

16

PRT

Artificial Sequence

DLL4 antibody E9.2B CDR-H2
174

Gly

10

Gly

Pro

ASn

Asp

Ala

90

Gly

[.eu

Gly

Pro

Thr

Thr

75

ASp

Gly

va'l

Ser

Gly

Tyr

60

Ser

Thr

Ala

Page 57

Lys

LyS

TYr

LYyS

Ala

Asp

Pro

Ser

30

Gly

Asn

Asnh

val

Asp
110

Ser

15

Ser

L.eu

Pro

Gin

Tyr

a5

Trp

Glu

Ser

Glu

ser

Phe

80

Tyr

Gly



10289w001_5T25

Asp Ile Asn Tyr Asn Gly Asn Thr Tyr Tyr Asn Pro Ser Leu Lys Ser
1 5

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

<220>
<223>

<400>

1

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

<220>
<223>

<400>

175
11
PRT

Artificial Sequence

DLL4 antibody E£9.2B CDR-H3

175

176
121
PRT

Artificial Sequence

Di.L4 antibody E9.1F VH region

176

Glu val GlIn

1

Thr

Ser

Trp

L.ey

65

Ser

Cys

Gln

Leu

Tyr

Ile

50

Lys

Leu

Gly

<210>
<211>
<21i2>
<213>

<220>
<223>

Ser
Tyr
35

Gly
Ser
LysS
Arg
Thr
115

177
7

PRT

Leu

Leu

20

Trp

Asp

Arg

Leu

Glu

100

Leuy

Gin

5

Thr

Gly

Ile

val

Ser

85

Ala

val

Glu

Cys

Trp

Asn

Thr

70

Ser

val

Thr

ser

Thr

Ile

Tyr

55

Ile

va'l

Ser

val

Artificial sequence

Gly

val

Arg

40

Ile

ser

Thr

Phe

ser
120

Pro

Ser

25

Glin

Gly

val

Ala

DLL4 antibody E$.1F CDR-H1

10

Glu Ala val Ala teu Gly Gly Gly Ala Asp Asp
5 10

Gly Leu
10
Gly Gly

Pro Pro

Ser Thr

Asp Thr

75

Ala Asp
90

Gly Gly

page 58

val

ser

Gly

Tyr

60

sSer

Thr

Alta

Lys

Ile

Tyr

LYyS

ASp

Pro

Ser

30

Gly

Asn

AsSn

val

Ser
110

15

Ser

15

Ser

Leu

Pro

Gln

Tyr

95

Trp

Glu

Gly

Giu

ser

phe

80

Tyr

Gly



<400>

1

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

<220>
<223>

<400>

1

<210>
<21l>
<212>
<213>

<220>
<223>

<400>

177

178
16
PRT

Ser Gly Ser Tyr Tyr Trp Gly
5

Artificial sequence

10289wW001_8T25

DLL4 antibody E9.1F CDR-HZ

178

179
1l
PRT

Artificial Sequence

bLL4 antibody E9.1F CDR-H3

179

10

Glu Ala val ser phe Gly Gly Gly Ala Asp Ser
1

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

<220>
<223>

<400>
Glu val
1

Thr Leu
Gly Tyr

Trp Ile
50

Led Lys
65

Ser Leu

180
121
PRT

5

Artificial Sequence

DLL4 antibody ES.10H

180

Gin Leu

ser Leu
20

Tyr Trp
35
Gly Asp

Asn Arg

Lys Leu

Gin

5

Thr

Gly

Ile

val

Ser
85

Glu

Cys

Trp

Tyr

Thr

70

Ser

Ser

Thr

Ile

Tyr

55

Ile

val

10

VH region

Gly

val

Arg

40

Thr

Ser

Thr

Pro

Ser

25

Glin

Gly

val

Ala

Gly Leu
10

Gly Gly

Pro Pro

Asn Thr

Asp Thr
75

Ala Asp
90

Page 59

val

Ser

Gly

Tyr

Ser

Thr

Lys

Iie

Tyr

Lys

Ala

Pro

ser

30

Gly

Asn

Asnh

val

15

Ser

15

Ser

Leu

Pro

Gln

Tyr
95

Asp Ite Asn Tyr Ile Gly Ser Thr Tyr Tyr Asn Pro Ser Leu Lys Ser
5

Glu

ser

Glu

Ser

Phe

80

Tyr



Cys Ala Arg Glu Glu val Ile
100

Gln Gly Thr Leu val Thr val

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

<220>
<223>

<400>

115

181

7

PRT

Artificial Sequence

DLL4 antibody E9.10H4
181

Ser Ser Gly Tyr Tyr Trp Gly
1 5

<210>
<211>
<2172>
<213>

«<220>
<223>

<400

182

16

PRT

Artificial Sequence

DLL4 antibody £9.10H
182

Asp Ile Tyr Tyr Thr Gly Asn
1 5

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

<220>
<223>

<400>

1

<210
<211>
<212>
<Z213>

<220>
<223>

<400>

1

183
11
PRT
Artificial Sequence

DLL4 antibody ES.10H
183

Glu Glu val Ile Leu Gly Gly
5

184
121
PRT
Artificial Sequence

10289wW001_ST25
Leu Gly Gly Gly Ala Asp Gin Trp Gly
105 110

Ser Ser
120

CPR-H1

CDR-HZ

Thr Tyr Tyr Asn Pro Ser Leu LyS Asn
10 15

COR-H3

Gly Ala Asp Glin
10

DLL4 antibody EY9.5E vH region

184

Glu val GIn Leu Gin Glu Ser Gly Pro %gy Leu val Lys Pro Ser Glu
5

15

Thr Leu Ser iteu Thr Cys Thr val Ser Gly Gly Ser Ile Ser Ser Ser
20 25 3
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10289w001_ST25
Ser Tyr Tyr Trp Gly Trp Ile Agg GIn Pro Pro Gly Lys Gly Leu Glu
35 4 45

Trp Ige Gly Asp Ile Asn Tyr Ile Gly Ser Thr ggr Tyr Asn Pro Ser
5 55

Leu Lys Ser Arg val Thr Ile Ser val Asp Thr Ser Lys Asn Gln Phe
65 70 75 80

Ser Leu tys teu Ser Ser val Thr Ala Ala Asp Thr Ala val Tyr Tyr
85 90 95

Cys Ala Arg Glu Ser val Pro Leu Gly Gly Gly Ala Asp Glu Trp Gly
100 105 110

Gln Gly Thr Leu val Thr val Ser Ser
115 120

<210> 185

<211l> 7

<212> PRT

<213> aArtificial Sequence

<220>

<223> DLL4 antibody E9.5E CDR-HL

<400> 185

Ser Ser Ser Tyr Tyr Trp Gly

1 5

<210> 186

<211l> 16

<212> PRT

<213> Artificial Seguence

<220>

<223> DLL4 antibody E9.5E CDR-H2

<400> 186

Asp Ile Asn Tyr Ile Gly Ser Thr Tyr Tyr Asn Pro Ser Leu Lys Ser
i 5 10 15
<210> 187

<211> 11

<212> PRT

<213> Artificial seguence

<220>

<223> DLL4 antibody E9.5E CDR-H3

<400> 187

Glu Ser val Pro Leu Gly Gly Gly Ala Asp Glu
1 5 10
<210> 188

<211> 121
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<212>
<213>

<220>
<223>

<400
Glu val
1

Thr Leu

Ser Tyr

Trp Ile
50

Leu Lys
65

Ser Leu

Cys Ala

Gln Gly

<210>
<211>
<2172>
<213>

<220>
<223>

<400>

PRT

Artificial Sequence

DLL4 antibody E9.10C

i88

GIn
Ser
Tyr
35

Gly
ser
Lys
Arg
Thr

115

189
7
PRT

leu

Leu

20

Trp

Asp

Arg

L.eu

Gln

100

Leu

Gln

5

Thr

Gly

ITe

val

Ser

85

Ala

val

Glu

Cys

Trp

Tyr

Thr

70

Ser

val

Thr

Ser

Thr

Ile

Tyr

55

Ile

val

Met

va'l

Artificial Sequence

DLL4 antibody E9.10C

189

ser Gly Ser Tyr Tyr Trp Gly
1 5

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

<220>
<223>

<400>

190
16
PRT

artificial Sequence

10289W001._$T25

VH region

Gly Pro Gly
10

val

Arg

40

Thr

ser

Thr

Tyr

Ser
120

CDR-

ser

25

Gin

Gly

val

Ala

Gly

ser

H1

DLL4 antibody E9.10C CDR-H2

190

Gly

Pro

Ser

Asp

Ala

90

Gly

Leu val

Gly ser

Pro Gly

Thr Tyr

60

Thr Ser
75

Asp Thr

Gly Ser

Lys

Ite

Lys

45

Tyr

Lys

Ala

ASp

Pro

Ser

30

Gly

Asn

Asn

val

Asn
110

Ser

15

Ser

Leu

Pro

GIn

Tyr

95

Trp

Glu

Gly

Glu

Ser

Phe

80

Tyr

Gly

Asp Ite Tyr Tyr Thr Gly Ser Thr Tyr Tyr Asn Pro Ser lLeu Lys Ser
1 5 10

Page b2

15



1028940015725

<210> 191

<211> 11

<212> PRT

<213> Artificial Seguence

<220>

<223> DLL4 antibody E9.10C CDR-H3
<400> 191

GIn Ala val Met Tyr Gly Gly Gly Ser Asp Asn
1 5 10
<210> 192

<211l> 121

<212> PRT

<213> Artificial sequence

<220>

<223> DLL4 antibody E9.7E VvH region

<400> 192

Glu val Gln Leu GIn GIu Ser Gily Pro Gly teu val Lys Pro Ser Glu
1 5 10 15

Thr Leu Ser Leu Thr Cys Thr val ger Gly Gly Ser Ile %gr Ser Ser
20 5

Ser Tyr Tyr Trp Gly Trp Ile Arg Gln Pro Pro Gly Lys Gly Leu Glu
35 40 45

Trp Ile Giy Asp Ile Tyr Tyr Ala Gly Ser Thr Tyr Tyr Asn Pro Ser
50 55 60

teu Lys Asp Arg val Thr Ile Ser val Asp Thr Ser Lys Asn Gin pPhe
65 70 75 30

Ser leu Lys Leu Ser Ser val Thr ala Ala Asp Thr ala val gyr Tyr
85 90 5

Cys Ala Arg Glu Asp Met Ile teu Gly Gly Gly Ala Asp Asn Trp Gly
100 105 110

Gln Gly Thr Leu val Thr val Ser Ser
115 120

<210> 193

<21i> 7

<212> PRT

<213> Artificial Sequence
<220>

<223> DLL4 antibody E9.7E CDR-H1
<400> 193
Ser Ser Ser Tyr Tyr Trp Gly

5

1
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<Z210> 194
<211> 16
<212> PRT
<213>
<220>
<Z223>

<400> 194

Artificial Sequence

16289wW001_ST25

DLL4 antibody E9.7E CDR-HZ

Asp Ile Tyr Tyr Ala Gly Ser Thr Tyr T%r Asn Pro Ser Leu Lys Asp
1 5 1 15

<210> 1985
<211> 11
<212> PRT

<213> Artificial Sequence

<220>
<223>

<400> 195

DLL4 antibody E9.7E CDR-H3

Glu Asp Met Ile Leu Gly Gly Gly Ala Asp Asn
1 5 10

<210> 196
<211> 121
<212> PRT
<213>
<220>
<223>

<400> 196

Glu val GlIn
i
Thr Leu Ser

Asn Tyr Tyr
35

Trp Ile Gly
50

Leu Lys Ser
65

Ser Leu Lys

cys Ala Arg

Leu Gln
5

Leu Thr
20

Trp Gly

Asp Ile

Arg val

Leu Ser

85

Glu Ala
100

Glu

Cys

Trp

Tyr

Thr

70

Ser

val

Artificial Sequence

DLL4 antibody E9.12B

ser

Thr

Ile

Tyr

55

Ile

val

Ser

VH region

Gly

val

Arg

40

Thr

Ser

Thr

Phe

Pro

Ser

25

Gin

Gly

val

Ala

Gly

Gly

10

Gly

Pro

Ser

Asp

Ala

90

Gly

Leu val

Gly Ser

Pro Gly

Thr Tyr

Thr Ser

75

Asp Thr

Gly Ala

rPage 64

LYS

Ile

Lys

Ala

Asp

Pro

Ser

30

Gly

Asn

AsSnh

val

Ser
110

Ser

15

Ser

Leu

Pro

Gln

TYP

95

Trp

Glu

ser

Glu

ser

Phe

80

Tyr

Gly



10289wW001_ST25

Gin Gly Thr reu val Thr val Ser Ser

<210>
<211>
<212>
«<213>

<220>
<223>

<400>

115 120

197

7

PRT

Artificial Seguence

DLL4 antibody E9.12B CDR-H1
197

Ser Ser Asn Tyr Tyr Trp Gly
1 5

<210>
<21i>
<212>
<213>

<220>
<223>

<400

198

16

PRT

Artificial Sequence

DiLL4 antibody E9.12B CDR-HZ
198

Asp Ile Tyr Tyr Thr Gly Ser Thr Tyr Tyr Asn Pro Ser Leu Lys Ser
1 5

<210>
<Z211>
<212>
<Z213>

<220>
<223>

<400

1

<210
<211>
<212>
<213>

<220>
<223>

<400>

10 15

199
11
PRT
Artificial seguence

DLL4 antibody £9.12B CDR-H3
199

Gilu Ala val Ser ?he Gly Gly Gly Ala ?gp ser

200
121
PRT
Artificial Sequence

pLL4 antibody ES.10E VH region
200

Glu val Gin Leu GIn Glu Ser Gty Pro Gly Leu val Lys Pro Ser Glu

1

5 10 15

Thr Leu Ser Leu Thr Cys Thr val %er Gly Gly Ser Ile ggﬂ Ser Gly
20 5

Asn Tyr Tyr Trp Gly Trp Ile Arg Gln Pro Pro Gly Lys Gly teu Glu
35 40 45
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Trp Iée Gly Asp Ile Ser Tyr
5

55

Leu Lys Ser Arg val Thr Ile

65

70

Ser Leu Lys Leu Ser Ser val

85

Cys Ala Arg Glu Asp val Met

100

Gln Gty Thr Leu val Thr val

<230>
<2il>
<212>
<213>

<220>
<223>

<400

1

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

<220>
<223>

<400>

1

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

<220>
<223>

<4005

1

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

<220>

115
201
7

PRT. L
Artificial Sequence

DLL4 antibody ES.10E
201

Ser Gly Asn Tyr Tyr Trp Gly
5

202
16
PRT
Artificial Sequence

DLL4 antibody E9.10E
202

Asp Tle ser Tyr Thr Gly Ser
5

203
11
PRT
Artificial Seguence

DLL4 antibody E9.10E
203

Glu Asp val Met Tyr Gly Gly
5

204
121
PRY
Artificial sequence

10289wW001._ST25
Thr Gly Ser Thr Tyr Tyr Asn Pro Ser
60

Ser val Asp Thr Ser Lys Asn GIn Phe
75 80
Thr aATa Ala Asp Thr Ala val Tyr Tyr
90 95
Tyr Gly Gly Gly Gly Asp Ser Trp Gly

105 i10

ser Ser
120

COR~H1

CDR-HZ2

Thr Tyr Tyr Asn Pro Ser Leu Lys Ser
10 15

CDR-H3

Gly Gly Asp Ser
10

Page 06



10289w001_ST25
<223> DLL4 antibody E9.6A VH region

<400> 204

Glu val GIn Leu Gln Giu Ser Gly Pro Gly Leu val Lys Pro Ser Glu
1 5 i0 15

Thr Leu Ser Leu Thr Cys Thr val Ser Gly Gly Ser Ile Sar Ser Ser
20 25 30

Ser Tyr Tyr Trp Gly Trp Ile Arg GIn Pro Pro Gly Lys Gly Leu Glu
35 40 45

Trp Ile Gly Asp Ile Asn Tyr Ala Gly Ser Thr Tyr Tyr Asn Pro Ser
50 55 60

Leu Lys Asn Arg val Thr Ile Ser val Asp Thr Ser Lys Asn Gln Phe
65 70 75 B0

Ser teu Lys Leu Ser Ser val Thr Ala Ala Asp Thr Ala val Tyr Tyr
85 90 95

Cys Ala Arg Ghu Ala val Ala teu Gly Gly Gly Ala Asp Ser Trp Gly
100 105 110

Gln Gly Thr teu val Thr val Ser Sser

115 120
<210> 205
<211> 7
<212> PRT
<213> Artificial Sequence
<220>
<223> DLL4 antibody E9.6A CDR-HI1
<400> 205
Ser Ser Ser Tyr Tyr Trp Gly
1 5
<210> 206
<211> 16
<212> PRT
<213> Artificial Sequence
<220>
<223> DLL4 antibody E9.B6A CDR-H2
<400> 206
Asp Ile Asn Tyr Ala Gly Ser Thr Tyr Tyr Asn Pro Ser Leu LysS Asn
1 5 10 15
<210> 207
<21%1> 11
<212> PRT

<213> Artificial Sequence
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10289wW001_ST25

<220>
<223> DLL4 antibody ES.6A CDR-H3

<400> 207

Glu Ala val Ala lLeu Gly Gly Gly Ala Asp Ser
1 5 10

<210> 208
<211> 121
<212> PRT
<213> Artificial Sequence

<220>
<223> DLL4 antibody E9.7A Vv# region

<400> 208
Glu val Gin Lteu GIn Glu Ser Gly Pro Gly Leu val
1 5 i0

Thr Leu Ser Leu Thr Cys Thr val ser Gly Gly Ser
20 25

Ser Tyr Tyr Trp Gly Trp Ile Arg Gin Pro Pro Gly
35 40

Trp Ile Gly Asp Ite Asn Tyr Ala Gly Ser Thr Tyr
50 55 60

Leu Lys Ser Arg val Thr Ite Ser val Asp Thr Ser
65 70 75

Ser Leu Lys teu Ser Ser val Thr Ala Ala Asp Thr
85 90

Cys Ala Arg Glu Asp val Lys Phe Gly Gly Gly Ala
100 105

Gln Gly Thr Leu val Thr val Ser Ser

115 120
<210= 209
<211l> 7
<212> PRT
<213> Artificial Sequence
<220>
<223> DLL4 antibody E9.7A CDR-HL
<400> 209

Ser Ser Ser Tyr Tyr Trp Gly
1 5

<210> 210
<211> 16

Page 68

Lys

Ie

Lys

Tyr

Lys

Ala

ASD

Pro

ser

30

Gly

AsSn

Asn

val

Leu
110

Ser

i5

Ser

Leu

Pro

Gin

Tyr

95

Trp

Glu

Ser

Ser
Phe
80

TYr

Gly



<212> PRT

<213> Artificial sequence

<220>

10289wW00Q1..5T25

<223> DLL4 antibody E9.7A CDR-HZ

<400> 210

Asp Ile Asn Tyr Ala Gly Ser Thr Tyr T%r Asn Pro Ser Leu Lys Ser
1 5 1 15

<213> Artificial Sequence

<223> DLL4 antibody E9.7A CDR-H3

<213> Artificial Sequence

<223> DLL4 antibody ES.84 VH region

<210> 211

<211> 11

<212> PRT

<220>

<400> 211

1

<210> 212

<211> 121

<212> PRT

<220>

<400> 212

Glu val Gln

1

Thr Leu Ser

Ser Tyr Tyr
35

Trp 1le Gly

50

Leu Lys Asn
65

Ser Leu Lys

Cys Ala Arg

Gin Gly Thr
115

Leu

leu

20

Trp

ASD

Arg

Leu

Glu

100

lLeu

Gin Glu
5

Thr Cys

Gly Trp

Ile Tyr

val Thr

70

ser ser
85

ser val

val Thr

Ser

Thr

Ile

Tyr

55

val

Pro

val

Gly Pro
val Ser

25

Arg Gin

40

The Gly

Sar val

Thr Ala

Leu Gly

ser ser
120

Glu Asp val Lys zhe Gly Gly Gly Ala Agp Leu
1

Gly Leu
10

Gly Gly

Pro Pro

Ser Thr

Asp Thr
75

Ala Asp
90

Gly Gly

val

Ser

Gly

Tyr

60

Ser

Thr

Ala

Page 69

LYS

Ile

Tyr

Lys

Ala

ASp

Pro

Ser

30

Gly

Asn

AsSn

val

Asn
1190

Ser

15

Ser

l.eu

Pro

Gin

TYyr

95

Trp

Gluy

Gly

Glu

Ser

Phe

80

Tyr

Gly



<210> 213
<211> 7
<212> PRT

<213> Artificial Seguence

<220>

10289w001_ST25

<223> DLL4 antibody ES.8H CDR-HL

<400> 213

Ser Gly Ser Tyr Tyr Trp Gly
1 5

<210> 214
<211> 16
<212> PRT

<213> Artificial Ssequence

<220>

<223> DLL4 antibody E9.8H CDR-H2

<400> 214

Asp Ile Tyr Tyr Thr Gly Ser Thr Tyr Tyr Asn Pro Ser Leu Lys Asn
1 5 10

<210> 215
<213i> 11
<212> PRT

<213> Artificial sequence

<220>

15

<223> DLL4 antibody E9.8H CDR-H3

<400> 215

Glu Ser val Pro Leu Gly Gly Gly Ala Asp Asn
1 5 10

<210> 216
<211> 106
<212> PRY

<213> Artificial Sequence

<220>

<223> DLL4A antibody E9.13 vi region

<400> 216

Ser Tyr Glu Leu Thr Gln

1 5

Thr Ala $er ITe Thr Cys

Ser Trp Tyr Gln GIn Lys
35

Glu Asp Ser Glu Arg Pro
50

Pro

Ser

Pro

Ser
55

Pro Ser val Ser val Ser Pro Gly Gln
15
Gly Asp Thr Leu Gly Asp Lys Tyr val
25 30
Gly Gin Ser Pro val Leu val Ile Tyr
40 45

Gly rle Pro Glu Arg pPhe Ser Gly Ser
60
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10289w001_ST25
Asn Ser Gly Asp Thr Ala Thr Leu Thr Ile Ser Gly Thr Gln Pro mMet
65 70 75 80

Asp Glu Ala Asp Tyr Tyr Cys Gln Ala Trp Asp Ser Glu Thr g1y val
85 90 )

phe Gly Ser Gly Thr Lys val Thr val Leu
100

105
<210> 217
<Z213> 11
<212> PRT
<213> artificial Sequence
<220>
<223> DLL4 antibody E9.13 CDR-L1
<400> 217
Ser Gly Asp Thr Leu Gly Asp Lys Tyr val Ser
1 5 10
<210> 218
<211> 7
<212> PRT
<213> Artificial Sequence
<220>
<223> DLL4 antibody E9.13 CDR-L2
<400> 218

Glu Asp Ser Glu Arg Pro Ser
1 5

<210> 219

<211> 9

<212> PRT

<213> Artificial sequence

<220>
<223> DLL4 antibody E9.13 CDR-L3

<400> 219

Gln Ala Trp Asp Ser Glu Thr Gly val
1 5

<210> 220

<211> 106

<212> PRT

<213> Artificial Sequence

<220>

<223> DLL4 antibody E9.16 viL region
<400> 220

Ser Tyr Glu teu Thr Gin Pro Pro Ser val Ser val Ser Pro Gly GlIn
1 5 10 15
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Thr

ser

Glu

Asn

65

Asp

Phe

Ala

Trp

Asp

50

ser

Glu

Gly

<210>
<21l>
<212>
<213>

<220>
<223>

<40{>

Ser Ile
20

Tyr Gln
35

phe Lys
Gly Asp
Ala Asp

Tyr Gly
1

221
11
PRT

Thr

Gin

Arg

Thr

Tyr

85

Thr

Cys

LYS

Pro

Ala

70

Tyr

Lys

ser

Pro

Ser

55

Thr

Cys

val

Artificial Sequence

Gly

Gty

40

Gly

Leu

Gln

Thr

10289wW001_ST25

Glu

25

Glin

Ilea

Thr

Ala

val
105

DLL4 antibody E9.16 CDbR-L1

221

Arg Leu Gly Asp

Ser Pro val Leu
45

Pro Glu Arg phe
ile ser Gly Thr
75

Trp Asp Arg Asp
90

leu

ser Gly Glu Arg teu Gly Asp Lys Tyr val Ser
1 5 10

<210>
<21l>
<212>
<213>

<220>
<223>

<400>

222
7
PRT

Artificial sequence

DLL4 antibody E9.16 CDR-LZ

222

Glu Asp Phe Lys Arg Pro Ser
1 5

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

<220>
<223>

<400>

223
9
PRT

Artificial Sequence

DLI4 antibody ES.16 CDR-13

223

Gln Ala Trp Asp Arg Asp Thr Gly val
1 5

<210>
«<Z211>

224
106
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Ser

Gin

Thr

Tyr

Ile

Gly

Pro

Gly
95

val

Tyr

Ser

Met

&0

val



Artificial sequence

DLL4 antibody £9.38 VL region

Leu

Ile

20

Gln

Lys

ASD

ASD

The

5

Thr

Gln

Arg

Thr

Tyr

85

Thr

Gin

Cys

Lys

Pro

Ala

70

Tyr

LYs

10289wW001_ST25

Pro Pro Ser val

Ser

Pro

ser

55

Thr

Cys

vai

Artificial Sequence

Gly

Gly

40

Gly

Leu

GlIn

Thr

Gin

25

Gin

Ile

Thr

Ala

val
105

DLL4 antibody E9.38 CDR-L1

Artificial Sequence

DLL4 antibody £9.38 Cbr-L2

<212> PRT

<213>

<220>

<223>

<400> 224

Ser Tyr Glu

1

Thr Ala Ser

ser Trp Tyr

35

Glu Asp Ser
50

Asn Ser Gly

65

Asp Glu Ala

Phe Gly Ser

<210> 225

<211> 11

<212> PRT

<213>

<220>

<223>

<400> 225

1

<210> 226

211> 7

<212> PRT

<213>

<220>

<223>

<400> 226

1

<210> 227

<211> 9

<212> PRT

<213>

Glu Asp Ser Lys Arg Pro Ser
5

Artificial Sequence

10

Arg

Ser

Pro

Ile

Trp

90

Leu

Ser val Ser

Leu Gly Asp

Pro val Leu

45

Glu Arg phe

60

ser Thr

75

Gly

Asp Arg Asp

ser Gly GIn Arg Leu Gly Asp Lys Tyr val Ser
5 10
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Pro

Ser

GlIn

val

Gly

15

Tyr

Ile

Gly

Pro

Gly
95

val

Tyr

ser

Met

80

val



<220>
<223>

<400>

10289w001,.5T25

bLL4 antibody E9.38 CDR-L3

227

Gln Ala Trp Asp Arg Asp val Gly val
1 5

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

<220>
<223

<400>

ser Tyr
1

Thr Ala
Ser Trp

Glu Asp
50

Asn Ser
65

Asp Glu
Phe Gly

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

<220>
<223>

<400>
1

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

<220>

228
106
PRT

Artificial sequence

DLL4 antibody E9.4 VL region

228

Glu Leu
Ser Ile

20
Tyr Gin
Ser Lys
Gly Asp
Ala Asp

Tyr Gly
1

229
11
PRT

Thr
5

Thr
Gln
Arg
Thr
Tyr

85

Thr

GlIn

Cys

Lys

Pro

Ala

70

Tyr

Lys

Pro Pro Ser

sSer

Pro

Ser

55

Thr

Cys

val

Aartificial Sequence

Gly

Gly

40

Gly

Leu

Glin

Thr

Gin

25

Gin

Ite

Thr

Ala

val
105

DLE4 antibody E9.4 CDR-LL

229

230
7
PRT

Artificial Segquence

val ser
10

Arg Leu

ser Pro

Pro Glu

Ile ser
75

Trp Asp
90

Leu

Ser Gly GIn Arg Leu Gly Asp Lys Tyr Ala Ser
5

10

Page 74

va'l

Gly

val

Arg

60

Gly

Arg

sSer

ASp

Leu

45

Phe

Thr

Asp

Pro

Ser

Glin

Thr

Gly

15

Tyr

Ile

Gly

Pro

Gly
95

Glin

Ala

Tyr

Ser

Met

80

val



<223>
<400>

Glu Asp
1

<210>
<Z211>
<212>
<213>

<220>
<223>

<400>
GIn Ala
1

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

<220>
<223>

<400
ser Tyr
1

Thr Ala
Ser Trp

Glu Asp
50

Asn Ser
65

Asp Glu
Phe Gly

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

<220>
<223>

10289wW001_ST25

pLL4 antibody £9.4 CDR-L2
230

Ser Lys Arg Pro Ser
5

231

9

PRT

Artificial Sequence

DLL4 antibody E9.4 CDR-L3

231

Trp Asp ?rg Asp Thr Gly val

232
106
PRT
Artificial Ssequence

DLL4 antibody ES.11 VL region
232
Giu Leu Thr GIn Pro Pro Ser

5

Ser Ile Thr Cys Ser Gly Glin
20 25

TYr GIn Gln Lys Pro Gly Glin
35 40

Ser Lys Arg Pro Ser Gly Ile
55

Gty Asp Thr ala Thr Leu Thr
70

Ala Asp Tyr Tyr Cys Gln aAla
85

Tyr Gly Thr Lys val Thr val
100 105

233
11
PRT
Artificial Sequence

DLL4 antibody £9.11 CbR-L1

val ser
10

Arg Leu

Ser Pro

Pro Glu

Ile ser

75

Trp Asp
90

Leu

Page 75

val

Gly

val

Arg

60

Gly

Arg

Ser

Asp

Leu

45

Phe

Thr

ASp

Pro

ser

Gin

Thr

Gly

15

Tyr

Ile

Gly

Pro

Gly
95

Gln

Tyr

Ser

Met

80

val



10289W001._5T25
<400> 233

Ser Gly Gln Arg Leu Gly Asp Lys Tyr Ala Ser
1 5 10

<210> 234

<21li> 7

<Z212> PRT

<213> Artificial sequence

<220

<223> DLL4 antibody E9.11 Cbr-1L2
<400> 234

Glu Asp Ser Lys Arg Pro Ser

1 5

<210> 235

<Z21l> 9

<212> PRT

<213> Artificial Sequence

<220>

<223> DLL4 antibody E9.11 CDR-L3
<400> 235

GIn Ala Trp Asp Arg Asp Thr Gly val
1 5

«Z210> 236

<211> 106

<212> PRT

<213> Artificial Seauence

<220>
<223> DLL4 antibody E9.14 vi region

<400> 236

Ser Tyr Glu teu Thr GIn Pro Pro Ser val Ser val
1 10

Thr Ala Ser gge Thr Cys Ser Gly g;n Arg Leu Gly

Ser Trp Tyr Gin GIn Lys Pro Gly Gln Ser pro val
35 40

Glu Asp Ser Lys Arg Pro Ser Gly Tle Pro Glu Arg
50 55 60

Asn Ser Gly Asp Thr Ala Thr Leu Thr Ile Ser Gly
65 70 75

Asp Glu Ala Asp Tyr Tyr Cys GIn Ala Trp Asp Arg
85 a0

Page 76

ser

ASp

Leu

45

Phe

Thr

Asp

Pro

ser

Gin

Thr

Gly

i5

Tyr

Ile

Gly

Pro

Gly
95

TYr

Ser

Met

80

val



10289w001_5T725
phe Gly Tyr Gly Thr Lys val Thr val Leu
100 105

<210> 237
<211> 11
<212> PRT
<213> Artificial Seguence

<220>
<223> DLL4 antibody £9.14 Cbr-L1

<400> 237

ier Gly GIn Arg Leu Gly Asp Lys Tyr Ala Ser
5 10

<210> 238

<211> 7

<212> PRT

<213> Artificial Sequence

<220>
<223> DLL4 antibody E9.14 CDR-LZ

<400> 238

Giu Asp Ser Lys Arg Pro ser
1 5

<210> 239

<211> 9

<212> PRT

<213> Artificial Sequence

<220>
<223> DLL4 antibody E9.14 CDR-L3

<400> 239
Gin Ala Trp Asp Arg Asp Thr Gly val
1 5

<210> 240
<211> 106
<212> PRT
<213> Artificial Seguence

<220>
<223> DLL4 antibody E9.17 VL region

<400> 240
Ser Tyr Glu Leu Thr Gln Pro Pro Ser val Ser val Ser Pro Gly Gln
1 5 15

Thr Ala Ser Ile Thr Cys Ser Gly Gln Arg Leu Gly Asp Lys Tyr Ala
20 25 30

Ser Trp gyr Gin GIn Lys Pro Gly GIn Ser Pro val Leu val Ile Tyr
5 40 45
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Glu Asp Ser Lys Arg Pro Ser Gly ITe Pro Glu Arg Phe Ser Gly Ser
50 55

Asn Ser Gly Asp Thr Ala Thr Leu Thr Ile Ser Gly Thr Gin Pro Met
65 70 75 80

Asp Glu Ala Asp Tyr Tyr Cys Gln Ala Trp Asp Arg Asp Thr Gly val
85 90 95

Phe Gly Tyr Gly Thr Lys val Thr val Leu
100 i05

<210> 241

<211> 11

<212> PRT

<213> Artificial Sequence

<220>
<223» DLL4 antibody E9.17 CDR-L1

<400> 241
Ser Gly GIn Arg Leu Gly Asp Lys Tyr Ala Ser
1 5 10

<210> 242

<211> 7

<212> PRT

<213> Artificial Sequence

<220>
«223> DLL4 antibody E9.17 CDR-LZ

<400> 242

Glu Asp Ser Lys Arg Pro Ser
1 5

<210> 243
<211> 9
<212> PRT

<213> Artificial Seguence

<220
<223> DLL4 antibody £9.17 CDR-L3

<400> 243
Gln Ala Trp Asp Arg Asp Thr Gly val
1 5

<210> 244
<21l> 106
<212> PRT
<213> Artificial sequence

<220>
<223> DLL4 antibody E9.18 VL region

<400> 244
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Ser Tyr

Thr Ala

Ser Trp

Glu Asp
50

Asn Ser
65

Asp Glu

Phe Gly

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

<220>
<223>

<400
1

<210>
<Z211>
<212>
<213>

<220>
<223>

<400>
1

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

<220>
<223>

<400

1

Giu Leu

sar Ile
20

Tyr Gln

35

ser Lys

Gly Asp

Ala Asp

Tyr Gly

245
11
PRT

Thr

Thr

Gln

Arg

Thr

Tyr

85

Thr

Gin

Cys

Lys

Pro

Ala

70

Tyr

Lys

Pro

Ser

Pro

Ser

55

Thr

Cys

val

Artificial Seguence

Pro

Gly

Gly

40

Gly

leu

GIn

Thr

10289W001_5T25

ser val Ser val Ser

Gin

25

Gln

TIle

Thr

Ala

val
105

DLL4 antibody £9.18 Cpr-L1

245

246
7

PRT

Artificial Sequence

DLi4 antibody E9.18 CDR~-£2

246

247
9
PRT

Glu Asp Ser Lys Arg Pro Ser
5

Artificial Sequence

DLL4 antibody £9.18 Chr-L3

247

Gln Ala Trp Asp Arg Asp Thr Gly val
5

10

Arg Leu Gly

Ser Pro val

Pro Glu Arg
60

Ite Ser Gly
75

Trp Asp Arg
90

Leu

Ser Gly GIn Arg Leu Gly Asp Lys Tyr Ala Ser
5 10

page 79

Asp

Leu

45

Phe

Thr

AsSp

Pro

ser

Gln

Thr

Gly

15

Tyr

Ile

Gly

Pro

Gly
95

Gln

Ala

Tyr

ser

Met

80

val



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

220>
<223>

<400>

248
106
PRT

Artificial Sequence

DLL4 antibody E9.19 VL region

248

Ser Tyr Giu

1

Thr

Ser

Glu

Asn

65

Asp

Phe

Ala

Trp

Asp

50

Ser

Glu

Gly

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

<220>
<223>

<400>

1

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

<220>
<223>

<400>

i

Ser

Tyr

35

Ser

Gy

Ala

Tyr

249
11
PRT

Leu

Ile

20

Gln

Lys

Asp

Asp

Gly

Thr

5

Thr

Glin

Arg

Thr

Tyr

85

Thr

GIn

cys

Lys

Pro

Ala

70

Tyr

Lys

Pro

Ser

Pro

Ser

55

Thr

Cys

va'l

Artificial Seguence

10289W001_ST25

Pro Ser val

Gly

Gly

40

Gly

L.eu

Gin

Thr

Gln

25

Gln

Ile

Thr

Ala

val
105

bti4 antibody E9.19 CDR-L1

249

250
7

PRT

Artificial Sequence

DLL4 antibody E9.19 CDR-LZ

250

Glu Asp Ser Lys Arg Pro Ser
5

10

Arg

Ser

Pro

Ile

Tep

90

Leu

ser Gly GIn Arg Leu Gly Asp Lys Tyr éga
5

Ser

Leu

Pro

Glu

Ser

75

ASp

Ser

val

Gly

val

Arg

60

Gly

Arg

rage 80

Ser

ASD

L.eu

45

Phe

Thr

ASD

Pro

Ser

Gln

Thr

Gly

15

Tyr

Ile

Gly

Pro

Gly
95

Gln

Tyr

ser

Met

80

val



10289wW001_ST25
<210> 251
<211> ©
<212> PRT
<213> Artificial Ssequence

<220>
<223> DLL4 antibody E9.19 CDR-L3

<400> 251

GIn ATa Trp Asp Arg Asp Thr Gly val
1 5

<210> 252
<211> 106
<212> PRT
<213> Artificial Sequence

<220>
<223> DLL4 antibody E9.22 VL region

<400> 252

ser Tyr Glu Leu Thr GIn Pro Pro Ser val Ser val
1 5 10

Thr Ala Ser gée Thr Cys Ser Gly %1n Arg Leu Gly
5

Ser Trp Tyr Gln GlIn Lys Pro Gly Gln Ser pro val
35 40

GTu Asp Ser Lys Arg Pro Ser Gly ITe Pro Glu Arg
50 55 60

Asn Ser Gly Asp Thr Ala Thr Leu Thr Iie Ser Gly
65 70 75

Asp Glu Ala Asp Tyr Tyr Cys Gin Ala Trp Asp Arg
85 90

Phe Gly Tyr Gly Thr Lys val Thr val Leu
100 105

<210> 253
<211> 11
<212> PRT
<213> Artvificial sequence

<220>
<223> DLL4 antibody E9.22 CDR-L1

<400> 253
Ser Gly GIn Arg Leu Gly Asp Lys Tyr Ala Ser
1 5 10

<210> 254
<211> 7 _
Page 81

Ser

Asp

ey

45

Phe

Thr

ASp

Pro

ser

Gn

Thr

Gly

15

Tyr

Ile

Gly

Pro

Gly
95

Gin

Tyr

sSer

Met

80

val



<212>
<213>

<220
<223>

<400>
Glu Asp
1

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

<220>
223>

<400>
Gln Ala
1

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

<220>
<Z223>

<400>

Ser Tyr
1

Thr Ala
Ser Trp

Glu Asp
50

Asn Ser
65

Asp Glu
Phe Gly

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

10289wW001_ST25

PRT

Artificial Sequence

DLL4 antibody E9.22 (DR-L2
254

ser Lys Arg Pro ser
5

255

9

PRT

Artificial Sequence

DLL4 antibody E9.22 CDR-L3

255

Trp Asp Arg Asp Thr Gly val
5

256
106
PRT
Artificial Seguence

DLL4 antibody E9.48 VL region
256
Glu teu Thr &ln Pro Pro Ser

5

Ser Ite Thr Cys Ser Gly Gln
20 25

Tyr Gln GIn Lys Pro Gly Gln
35 4Q

Ser Lys Arg Pro Ser Gly Ile

Gly Asp Thr Aga Thr teu Thr
7

Ala Asp Tyr Tyr Cys GlIn Ala
85

Tyr Gly Thr Lys val Thr val
100 105

257
11
PRT
Artificial Sequence

val Ser val

10

Arg Leu

Ser Pro

Pro Glu

Ile ser

75

Trp Asp
90

Ley

Page 82

Gly

va'l

Arg

60

Gly

Arg

ser

ASp

Leu

45

Phe

Thr

ASP

Pro

LyS

va't

Ser

Gln

Thr

Gly

15

Tyr

Ile

Gly

Pro

Gly
a5

Gin

Ala

Tyr

Ser

Met

80

val



10289w001_5T25

<220>
<223> DLL4 antibody E9.48 CDR-L1

<400> 257

Ser Gly Gln Arg Leu Gly Asp Lys Tyr Ala Ser
1 5 10

<210> 258

<211l> 7

<212> PRT

<213> Artificial Sequence

<220>
<223> DPLL4 antibody E9.48 CDR-L2

<400> 258

Glu Asp Ser Lys Arg Pro Ser
1 5

<210> 259

<211> 9

<212> PRT

<213> Artificial Sequence

<220>
<223> DLL4 antibody ES.48 CDR-L3

<400> 259

Gln Ala Trp Asp Arg Asp Thr Gly val
1 5

<210> 260
<213i> 106
<212> PRT
<213> Artificial sequence

<220>
<223> DLL4 antibody E9.65 VL region

<400> 260

Ser Tyr Giu Led Thr Gln Pro Pro Ser val Ser
1 5 10

Thr Ala ser %1@ Thr Cys Ser Gly Gln Arg Leu
0 25

Ser Trp gyr GIn Gln Lys Pro Gly GIn Ser Pro
5 40

Glu Asp Ser Lys Arg Pro Ser Gly Ile Pro Glu
50 55

Asn Ser Gly Asp Thr ala Thr Leu Thr Ile Ser
65 70 75

Page 83

val

Gly

val

Arg

60

Gly

ser

Asp

l.eu

45

Phe

Thr

Pro

Ser

Glin

Gly

i5

TYF

Ile

Gly

Pro

Glin

Ala

Tyr

Ser

Met
80



10289w001_5T725

Asp Glu Ala Asp Tyr Tyr Cys GIn Ala Trp Asp Arg Asp Thr Gly val
85 90 a5

Phe Gly Tyr gg% Thr Lys val Thr val Leu

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

<220>
<223>

<400>

1

<210
<21i>
<21Z>
<213>

<220
<223>

<400>

1

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

<220>
<223>

<400>

1

<210>
<Z211>
<212>
<213>

<220
<223>

<400>

1

105

261
11
PRT
Artificial sequence

DLL4 antibody E9.65 CDR-L1
261

Ser Gly GIn Arg Leu Gly Asp Lys Tyr éga Sar
5

262

7

PRT

Artificial Sequence

DLL4 antibody E9.65 CDR-L2
262

Glu Asp Ser Lys Arg Pro Ser
5

263

9

PRT

Artificial Sequence

PLL4 antibody E9.65 CDR-L3
263

Gln Ala Trp Asp Arg Asp Thr Gly val
5

264
106
PRT
Aartificial Sequence

DLL4 antibody ES.66 VL region
264

Ser Tyr Glu Leu Thr Gln Pro Pro Ser val Ser val Ser Pro Gly Gln
15

5

Thr Ala Ser Ile Thr Cys Ser Gly Gln Arg Leu Gly Asp %gs Tyr Ala
25

20

Page 84



10289W001_ST25
Ser Trp Tyr GlIn GIn Lys Pro Gly GIn Ser Pro val Leu val Ite Tyr
35 40 45

Glu Asp Ser Lys Arg Pro Ser Gly Ile Pro Glu Arg pPhe Ser Gly Ser
50 55 60

Asn Ser Giy Asp Thr Ala Thr Leu Thr Ile Ser Gly Thr GIn Pro Met
65 70 75 80

Asp Glu Ala Asp Tyr Tyr Cys Gin Ala ggp Asp Arg Asp Thr g?y val
5

phe Gly Tyr Gly Thr Lys val Thr val rteu
100 105

<210> 265

<21l> 11

<212> PRT

<213> Artificial Seguence

<220>
<223> DLL4 antibody F9.66 CDR-L1

<400> 265

ser Gly GIn Arg Leu Gly Asp Lys Tyr Ala Ser
1 5 10

<210> 266

<21l> 7

<212> PRT

<213» Artificial Sequence

<220>
<223> DLL4 antibody E9.66 CDR-LZ

<400> 266

Glu Asp Ser Lys Arg Pro Ser
1 5

<210> 267

<211l> 9

<212> PRT

<213> Artificial Seguence

<220>
<223> DLL4 antibody E9.66 CDR-L3

<400> 267

Gln Ala Trp Asp Arg Asp Thr Gly val
1 5

<210> 268
<211> 106
<212> PRT
<213> Artificial Sequence

<220>
Page 85



<223>
<400>
Ser Tyr
1

Thr Ala

Ser Trp

Glu Asp
50

Asn Ser
65

Asp Glu

Phe Gly

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

<220>
<223>

<400>

10289wW001_ST25

DLL4 antibody ES.71 Vi region
268

Glu Leu Thr GIn Pro Pro Ser
5

Ser ite Thr Cys Ser Gly Gin
20 25

Tyr Gin Gin Lys Pro Gly Gln
35 40

Ser Lys Arg Pro Ser Gly Ile
55

Gly Asp Thr Ala Thr Leu Thr
70

Ala Asp Tyr Tyr Cys Gln Ala
- 85

Tyr Gly Thr Lys val Thr val
100 105

269
11
PRT
Artificial seqguence

DLL4 antibody E9.71 CDR-L1L
269

val Ser val
10

Arg Leu Gly

Ser Pro val

Pro Glu Arg
60

¥le ser Gly
75

Trp Asp Arg
90

Leu

Ser Gly GIn Arg Leu Gly Asp Lys Tyr Ala Ser
1 5 10

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

<220>
<223>

<400

Glu Asp
1

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

<220>
<223>

270

7

PRT

Artificial seqguence

pLL4 antibody E9.71 CDR-1.2
270

Ser Lys Arg Pro Ser
5

271

9

PRT

Artificial sequence

pLL4 antibody E9.71 CDR-L3

Page 86

Ser

Asp

beu

45

Phe

Thr

Asp

Pro

ser

Gln

Thr

Gly

15

TYr

Ile

Gly

Pro

Gly
95

Glin

Ala

Tyr

Ser

Met

80

val



<400>

271

10289w001_5T25

Gln Ala Trp Asp Arg Asp Thr Gly val
1 5

Artificial sequence

Dil4 antibody E9.2B VL region

Leu

Ile

20

Gin

Thr

ASD

Asp

Thr

5

Thr

Gin

Arg

Thr

Tyr

85

Thr

Gin Pro Pro Ser

Cys Ser

Lys Pro

Pro Ser
55

Ata Thr
70

Tyr Cys

Lys val

Artificial Seguence

Gly

Gly

40

Gly

Leu

Gln

Thr

Glu
25

Gln

Thr

Ala

val
105

bLL4 antibody E9.2B CDR-L1

Artificial Sequence

DLL4 antibody E9.2B CDR-LZ

<210> 272

<211> 106

<212> PRT

<213>

<220>

<223>

<400> 272

Ser Tyr Glu

1

Thr Ala Ser

Ser Trp Tyr

35

Glu Asp Ser
50

Asn Ser Gly

65

Asp Glu Ala

Phe Gly Ser

<210> 273

<211> 11

<212> PRT

<213>

<220>

<223>

<400> 273

1

<210> 274

<211> 7

<212> PRT

<213>

<220>

<223>

<400> 274

val ser
10

Gly Leu

Ser Pro

Pro Glu

Ile ser
75

Trp Asp
90

Leu

Ser Gly Glu Gly Leu Gly Asp Lys Tyr val Ser
5 10

Page 87

va'l

Gly

val

Arg

60

Gly

Ser

Ser

ASp

Leu

45

Phe

Thr

Glu

Pro

Ser

GIn

Thr

Gly

15

Tyr

Ile

Gly

Pro

Gly
g5

Gln

val

Tyr

Ser

Met

80

val



Giu Asp Ser Thr Arg Pro Ser
1 5

Artificial Sequence

10289w001_5T25

bLi4 antibody E9.2B CDR-L3

Artificial sequence

DLL4 antibody E9.1F VL region

Thr

5

Thr

Gin

Arg

Thr

Tyr

&5

Thr

Gin

Cys

Lys

Pro

Ala

70

Tyr

Lys

Pro

Ser

Pro

ser

55

Thr

cys

val

Artificial Sequence

GIn Ala Trp Asp ?er Glu Thr Gly val

Pro Ser val

Gly

Gly

40

Gly

Leu

Gin

Thr

ASp

25

Gln

Ile

Thr

Ala

val
105

DLL4 antibody E9.1F CDR-L1

<210> 275

<211> 9

<212> PRY

<213>

<220>

<223>

<400> 275

1

<210> 276

<211> 106

<212> PRT

<213>

<220>

<223>

<400> 276

ser Tyr Glu Leu

1

Thr Ala Ser Ile

20

Sser Trp Tyr Gin
35

Glu Asp ser Gln

50

Asn Ser Gly Asp

65

Asp Glu Ala Asp

Phe Gly Ser Gly

100

<2iQ> 277

<211> 11

<212> PRT

<213>

<220>

<223>

<400> 277

10

Arg

ser

Pro

Ile

Trp

90

Leu

Ser

Leu

Pro

Glu

Ser

75

Asp

ser Giy Asp Arg Leu Gly Asp Lys Tyr val Ser
1 5 10

val

Gly

val

Arg

60

Gly

Met

Page 88

Ser

Asp

Leu

45

Phe

Thr

Glu

Pro

Ser

GIn

Ala

Gly

15

Tyr

Ile

Gly

Ala

Gly
95

Gln

val

Tyr

Ser

Met

80

val



<210
<211>
<212>
<213>

<220>
<223>

<400>
Glu Asp
1

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

<220>
<223>

<400>
Gin Ala
i

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

<220>
<223

<400>
Ser Tyr
i

Thr Ala

Ser Trp

Glu Asp
50

Asn Ser
65

Asp Glu

phe Gly

10289wW001_5T725

278

7

PRT

Artificial Sequence

piLL4 antibody E9.1F CDR-L2
278

Ser Gln Arg Pro Ser
5

27%

9

PRT

artificial Sequence

DLE4 antibody E9.1F CDR-L3

279

Trp Asp get Glu Ala Gly val

280
104
PRT
Artificial Sequence

DLL4 antibody E9.10C vi region
280

Glu Leu Thr GIn Pro Pro Ser val Ser val
5 i0

Ser Ile Thr Cys Ser Gly Asp Ser Leu Gly

20 25

Tyr Gln Gln Lys Pro Gly GIn Ser Pro val

35 40

Ser Glu Arg Pro Ser Gly Ite Pro Glu Arg

55

60

Gly Asp Thr Ala Thr Leu Thr Ile Ser Gly

70

75

Ala Asp Tyr Tyr Cys Gin Ala Trp Asp Ser
85 90

Ser Gly Thr Lys val Thr
100

Page 89

Ser

Asp

lLeu

45

Phe

Thr

Glu

Pro

Ser

GlIn

Thr

Gly

15

Tyr

ITe

Gly

Ala

Gly
95

val

Tyr

Ser

Met

80

va'l



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

<220>
<223>

<400>

281
11
PRT
Artificial Sequence

Pi.L4 antibody E9.10C
281

Ser Gly Asp Ser Leu Gly Asp
i3 5

<210> 282

<Z11l> 7

<212> PRT

<213> Artificial Seguence

<220>
<223> DLL4 antibody £9.10C

<400> 282
Glu Asp Ser Glu Arg Pro Ser
1 5

<210> 283

<211> 9

<212> PRT

<213> Artificial Sequence

<220>
<223> DLL4 antibody E9.10C

<400> 283
GIn Ala Trp Asp Ser Glu Thr
1 5

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

284
104
PRT
Artificial sequence

<220>
<223> bLL4 antibody E9.10E

<400> 284

Ser Tyr Glu Leu Thr Gln Pro

1 5

Thr Ala Ser Ile Thr Cys Ser
20

Ser Trp Tyr Gin GIn Lys
35

Pro

ser

Glu Asp Ser Glu Arg Pro
50 55

10289wW001_5T25

CDR-LL

Lys Tyr val Ser
10

CDR-L2

CDR~1.3

Gly val

VL region

Pro Ser val Ser val ser
10

Pro Gly Gln
i5

Gly Glu Gly Leu Gly Asp Lys Tyr val
25 30

Gly 6lIn Ser Pro val Leu

val Ile Tyr
40 45

Gly Ile Pro Glu Arg Phe
60

Ser Gly Ser

Page 90



Asn Ser Gly Asp Thr Ala Thr

65

70

Asp Glu Ala Asp gyr Tyr Cys
5

Phe Giy Ser Gly Thr Lys val
100

<210>
<2311>
<212>
<213>

<220>
<223>

<400

285
11
PRT
Artificial Sequence

pLL4 antibody ES.10E
285

Ser Gly Glu Gly Leu Gly Asp
1 5

<210>
<211
<212>
<213>

<220>
<223>

<4060>

286

7

PRT

Artificial sSequence

DLIL4 antibody E9.10E
286

Glu Asp Ser Glu Arg Pro Ser
1 5

<210
<211
<212>
<213>

<220>
<223>

<400>

287
9
PRT

Artificial sequence

pi.i4 antibody £9.10E
287

10289w001_S725
Leu Thr Ile Ser Gly Thr Gln Ala Met
75 80

Gln Ala Trp Asp Ser GHu Ala Gly val
90 95

Thr

CDR-L1

Lys Tyr val Ser
10

CDR~L2

CDR-L3

GIn Ala Trp Asp Ser Giu Ala Gly val
1 5

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

<220>
<223>

<400>

288
104
PRT
Artificial Sequence

DLL4 antibody E9.7E VL region

288

%er Tyr Glu Leu Thr GIn Pro Pro Ser val Ser val Ser pro Gly Gln
5 15

rage 91



10289w001_5ST25
Thr Ala Ser Ile Thr Cys Ser Gly ésp Arg Leu Gly Asp Lys Tyr val
20 5 30

Ser Trp Tyr Gln Gln Lys Pro Gly Gln Ser Pro val Leu val Ile Tyr
35 40 45

Glu Asp Ser Glu Arg Pro Ser Gly Ile Pro Glu Arg Phe Ser Gly Ser
50 55 60

Asn Ser Gly Asp Thr Ala Thr Leu Thr Ile Ser Gly Thr Gln Ala Met
65 70 75 &0

Asp Glu Ala Asp Tyr Tyr Cys Gln Ala Trp Asp Ser Glu Ala Gly val
85 90 95

pPhe Gly Ser Gly Thr Lys val Thr
1

<210> 289

211> 11

<212> PRT

<213> Artificial sequence

<220>
<223> DLL4 antibody E9.7E CDR-L1

<400> 289

Ser Gly Asp Arg Leu Gly Asp Lys Tyr val Ser
1 5 106

<210> 290

<211> 7

<212> PRT

<213> Artvificial Seguence

<220>
<223> bLL4 antibody E9.7E CDR-L2

<400> 280

Glu Asp Ser Glu Arg Pro Ser
1 5

<210> 291

<211> 9

<212> PRT

<213> Artificial sequence

<220>
<223> DLL4 antibody ES.7E CDR-L3

<400> 291

Gln Ala Trp Asp Ser Glu Ala Gly val
1 5

<210> 292
<211> 104
Page 92



<212>
<213>

<220>
<223>

<400
Ser Tyr
1

Thr Ala

ser Trp

Gluy Asp
50

Asn Ser
65

Asp Glu

rhe Gly

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

<220>
<223>

<400>

10289w00L_ST25

PRT
Artificial Sequence
DLL4 antibody E9.5E VL region
292
Glu lLeu Thr GIn Pro Pro Ser
5

Ser Ile Thr Cys Ser Gly Asp
20 25

Tyr Gln G1n Lys Pro Gly Gln
35 40

Ser Gln Arg Pro Ser Gly Ile
55

Gly Asp Thr Ala Thr Leu Thr
70

Ala Asp Tyr Tyr Cys GIn Ala
85

Ser Gly Thr Lys val Thr
1

293
11
PRT
Artificial Sequence

pLL4 antibody E9.5E CDR-L1L
293

val Ser val
10

Met Leu Gly

Ser Pro val

Pro Giu Arg
60

Ile ser Gly
75

Trp Asp ser
a0

ier Gly Asp Met Leu Giy Asp Lys Tyr val Ser
5 10

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

<220>
<223>

<400>

Glu Asp
1

<210
<211>
<212>
<213>

294

7

PRT

Artificial Seqguence

DLL4 antibody E9.5E CDR-1.2

294

Ser Gin Arg Pro Ser
5

295

9

PRT

Artificial Seguence

Page 93

Ser

ASp

Leu

45

rhe

Thr

Giu

Pro

Ser

Gln

Thr

Gly

15

Tyr

1le

Gly

Pro

Gly
95

Gin

val

Tyr

Ser

Met

80

val



<220>
<223>

<400>
1

<210>
<21i>
<212>
<213>

<220>
<223>

<400>

Ser Tyr
1

10289wW001L_STZ5

DLL4 antibody E9.5E CDR-L3

295

296
104
PRT

Gln Ala Trp Asp Ser Glu Thr
5

artificial Sequence

DLL4 antibody E9.12B

296

Glu Leu

Thr Ala ser Ile

Ser Trp

Glu Asp
50

Asn Ser
65

ASp Giu

Phe Gly

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

<220>
«223>

<400>

20

Tyr Gln
35

ser Thr

Gly Asp

Ala Asp

ser Gly
100

297
i1
PRT

Thr
5

Thr
Gln
Arg
Thr
Tyr

85

Thr

Gin

Cys

Lys

Pro

Ala

70

Tyr

LYS

Pro

Ser

Pro

Ser

55%

Thr

Cys

val

Artificial sequence

DLL4 antibedy E9.128

297

Ser Gly Asp Gly Leu Gly Asp
1 5

<210>
<21l>
<212>
<213>

<220>

298
7
PRT

Artificial sSeguence

Gly val

VL region

Pro Ser
Gly Asp

25

Gly GlIn

40

Gly Ile

Leu Thr

Gln Ala

Thr

CbR~L1

val

10

Gly

Ser

Pro

Ile

Trp
90

Ser

lLeu

Pro

Glu

ser

75

Asp

Lys Tyr val Ser
10

val

Gly

val

Arg

60

Gly

Ser

page 94

Ser

ASD

Leu

45

Phe

Thr

Glu

Pro

ser

Gin

Ser

Gly

15

Tyr

Ile

Gly

Pro

Gly
95

Gin

val

Tyr

Ser

Met

80

val



<223>
<400>

1

<210>
<Z211>
<212>
<213>

<220>
<223>

<400>
1

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

<220>
<223>

<400>
Ser Tyr
1

Thr Ala
Ser Trp

Glu Asp
50

Asn Ser
65

Asp Glu
phe Gly

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

<220>
<223>

10289W001..5T25

pLL4 antibody E9.12B CDR-L2

298

299
9
PRT

Glu Asp Ser Thr Arg Pro Ser
5

artificial Sequence

DLL4 antibody E9.128B

299

300
104
PRT

Gln Ala Trp Asp Ser Glu Ser
5

Artificial Sequence

DLL4 antibody E9.10H

300

Glu Leu

ser Ile
20

Tyr Gin
35

ser Lys
Gly Asp
Ala Asp

Ser Gly
1

301
11
PRT

Thr

5

Thr

Gln

Arg

Thr

Tyr

85

Thr

GIn

Cys

Lys

Pro

Ala

70

TY"r

Lys

Pro

Ser

Pro

ser

55

Thr

Cys

val

artificial Sequence

DLL4 antibody E9.10H

CDR~L3

Gly val

VL region

Pro Ser
Gly Glu

25

Gly Gln

40

Gly Ile

Leu Thr

Gin Ala

Thr

CDR-L1

val Ser
10

Ser Leu

Ser Pro

Pro Glu

ITe ser

75

Trp Asp
90

Page 95

val

Gly

va'l

Arg

60

Gly

Gly

Ser

ASp

Leu

45

phe

Thr

Giu

Pro

LysS

val

Ser

Gin

Thr

Gly

15

Tyr

1le

Gly

Ala

Gly
g5

val

Tyr

Ser

Met

80

val



10289W001..5T25
<400> 301

Ser Gly Glu Ser Leu Gly Asp Lys Tyr val Ser
1 5 10

<210> 302

<21i> 7

<212> PRT

<213> Artificial Segquence

<220>

<223> DLL4 antibody E9.10H CDR-L2Z
<400> 302

Glu Asp Ser Lys Arg Pro Ser

1 5

<210> 303

<211> 9

<212> PRT

<213> Artificial Seguence

<220>

<223> DLL4 antibody E9.10H CDR-L3
<400> 303

Gin Ala Trp Asp Gly Glu Thr Gly val
1 5

<210> 304

<211> 104

<212> PRT

<213> Artificial Seguence

<220>

<223> DLL4 antibody £9.6A VL region
<400> 304

ser Tyr Glu Leu Thr Gin Pro Pro Ser val ser val
1 5 10

Thr Ala Ser Ile Thr Cys Ser Gly Asp Met Leu Gly
20 25

Ser Trp Tyr Gln GlIn Lys Pro Gly Gln Ser Pro val
35 40

Glu Asp Thr Asn Arg Pro Ser Giy Ile Pro Glu Arg
50 55 60

Asn Ser Gly Asp Thr Ala Thr Leu thr Ile Ser Gly
65 70 75

Asp Glu Ala Asp Tyr Tyr Cys GIn Ala Trp Asp Ser
85 90

Page 96

Ser

Asp

lL.eu

45

Phe

Thr

Glu

Pro

ser

Gln

Thr

Gly

15

Tyr

Ile

Gly

Ala

Gly
95

val

Tyr

Ser

Met

80

val



10289wW001_ST25
Phe Gly Ser Gly Thr Lys val Thr
100

<210> 305

<211> 1l

<212> PRT

<213> Artificial Seguence

<220>

<223> DLL4 antibody EY9.6A CDR-L1
<400> 305

Ser Gly Asp Met Leu Gly Asp Lys Tyr val ser
1 5 10

<210> 306

<21l> 7

<212> PRT

<213> Artificial Sequence

<220>

<223> DLL4 antibody E9.6A CDR-L2
<400> 306

Glu Asp Thr Asn Arg Pro Ser

1 5

<210> 307

<211> 9

<212> PRT

<213> Artificial segquence

<220>

<223> DLL4 antibody E9.6A CDR-L3
<400> 307

Gln Ala Trp Asp Ser Glu Thr Gly val
1 5

<210> 308

<211> 104

<212> PRT

<213> Artificial seguence

<220>
<223> DLL4 antibody E9.7A VL region

<400> 308

Ser Tyr Glu Leu Thr Gln Pro Pro Ser V81 Ser val Ser Pro Gly Gln
1 5 1 15

Thr Ala Ser Ile Thr Cys Ser Gly Glu Ser Leu Gly Asp Lys Tyr val
20 25 30

Ser Trp Tyr Gin Gln Lys Pro Gly Gin Ser Pro val teu val Ile Tyr
35 40 45

Page 97



10289wW001_5T725
Gln Asp Ala Met Arg Pro Ser Gly Ile Pro Glu Arg Phe Ser Gly Ser
50 55 60

Asn Ser Gly Asp Thr Ala Thr Leu Thr Iie Ser Gly Thr Gln Ala Met
65 70 75 80

Asp Glu Ala Asp gyr Tyr Cys Gln Ala ggp Asp Met Glu Thr g1y val
5 5

Phe Gly Ser Gly Thr Lys val Thr
100

<210> 309

<211> 11

<212> PRT

<213> Artificial Seguence

<220>

<223> DLL4 antibody E9.7A CDR-L1
<400> 309

ser Gly Glu Ser Leu Gly Asp Lys Tyr val Ser
i 5 10

<210> 310

<211> 7

<212> PRT

<213> Artificial Sequence

<220>

<223> DLL4 antibody E9.7A CDR-1.2
<400> 310

Gln Asp Ala Met Arg Pro Ser
1 5

<210> 311

<211> 9

<212> PRT

<213> Artificial Sequence

<220>

<223> DLL4 antibody E9.7A CDR-L.3
<400> 311

Gln Ala Trp Asp Met Glu Thr Gly val
1 5

<210> 312

<211> 104

<212> PRT

<213> Artificial Sequence

<220

<223> DlL.L4 antibody E9.8H VI region
<400> 312
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Ser Tyr

Thr Ala

ser Trp

Gliu Asp
50

Asn Ser
65

Asp Glu

Phe Gly

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

<220>
<223>

<400>

1

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

<220>
<223>

<400>
Glu Asp
1

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

<220>
<223>

<400>

1

Glu Leu Thr G1n Pro

Ser Ile Thr Cys Ser
20

;yr Gln GIn Lys Pro
5

Ser Met Arg Pro Ser
55

Gly Asp Thr Ala Thr
70

Ala Asp Tyr Tyr Cys
85

ser Gly Thr Lys val

313
11
PRT
artificial sequence

Pro

Gly

Gly

40

Gly

Leu

Gln

Thr

10289W001_ST25

Ser val ser val ser

Glu

25

Gin

Tle

Thr

Ala

DLt 4 antibody E9.8H CDR-L1L

313

314

7

PRT

Artificial Sequence

DLL4 antibody E9.8H CDR-LZ

314

Ser Met Arg Pro Ser
5

315

9

PRT

Artificial Sequence

DLL4 antibody E9.8H CDR-L3

315

GIn Ala Trp Asp Ser Glu val Gly val
5

Ser Leu Gly

Ser Pro val

Pro Glu Arg
60

Ile ser Gly

75

Trp Asp
90

ser Gly Glu Ser Leu Gly Asp Lys Tyr val Ser
5 10

Page 99

ser

AsSp

Leu

45

Phe

Thr

Glu

Pro

Ser

Gln

val

Gly

15

Tyr

Ile

Gly

Pro

Gly
95

Gin

val

Tyr

Ser

Met

80

val



<210> 316
<211> 119
<212> PRT

<213> Artificial Sequence

<220>

10289W001_5T25

<223> DLL4 antibody A10.3 vH region

<400> 316
Glu val GlIn
1

Ser Leu Arg

Trp Met Ser
35

Ala Ile Ile
50

Lys Gly Arg

Leu GTn Leu

Ala Lys Ala

Thr Met val
115

<210> 317
<211> 119
<212> PRT

Leu

Leu

20

Trp

Ser

Phe

Asn

Gly

Thr

val

5

Ser

val

Tyr

Thr

ser

85

Gly

val

Glu ser Gly Gly Gly Leu val
10

Cys

Arg

Asp

Ile

70

Leu

Gly

Ser

Ala

Gln

Gly

55

Ser

Arg

AsSn

Ser

<213> Artificial Sequence

<220>

Ala

Ala

40

Ser

Arg

Ala

val

<223> DLL4 antibody AlQ.K30 vH

<400> 317

Glu val GIn Leu val Glu Ser Gly

1

5

Ser Leu Arg Leu Ser Cys Ala Ala
20

Trp Met Ser Trp val Arg GIn Ala
35

40

Ala Asp Ile Ser Ser Asp Gly Arg
50 55

Ser Gly phe Thr
25

Pro Gly Lys Gly

Asn Lys Tyr Ser
60

ASp ASn Ser Lys
75

Glu Asp Thr Ala
90

Gly phe Asp Ile

region

Gly Gly val val
10

ser Gly Phe Thr
25

Pro Gly Lys Gly

Tyr Lys Tyr Tyr
60
Page 100

LYS

Phe

Leu

45

Ala

Asn

va’l

Trp

Gln

Phe

Leu

45

Ala

sSer

Arg

30

Glu

Asp

Thr

Tyr

Gly
110

Pro
Gly
30

Glu

Asp

Gly

15

Ser

Trp

sSer

Leu

Tyr

95

GIn

Gly
15
Asn

Trp

ser

Gly

His

val

val

Tyr

80

Cys

Gly

Gly

val

val



%gs Gly Arg Phe Thr Ile Ser Arg

70

Leu Gln Leu Asn Ser Leu Arg Ala
85

Ala Lys Ala Gly Gly Gly Asn val
100

Thr Met val Thr val Ser Ser

<210
<211>
<212>
<213>

<220>
<223>

<400>

Glu val
1

Ser Leu

Trp Met

Ala Met
30

Lys Gly
65

Leu Gln

Ala Lys

Thr Met

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

<220>
<223>

115

318
119
PRT

Artificial Sequence

DLL4 antibody A10.K42 vH

318

Gin

Arg

Ser

35

Ile

Arg

teu

Ala

val

115

319
119
PRT

Leu

Leu

20

Trp

ser

Phe

ASn

Gly

Thr

val

5

Ser

val

Tyr

Thr

Ser

85

Gly

val

Glu

Cys

Arg

ASD

Ile

70

lLeu

Gly

Ser

Ser

Ala

Gin

Gly

55

Ser

Arg

Asn

ser

Artificial Sequence

Gly

Ala

Ala

40

Thr

Arg

Ala

val

10289W001_5T25

Asp Asn Ser Lys Asn
75

Glu Asp
90

Gly pPhe
105

region
Gly Gly
10
Ser Gly
25
Pro Gly
Ile Lys
ASp Asn
Glu Asp
90

Gly phe

DLL4 antibody Al0.9%A vH region

Thr Ala val

Asp Ile Trp

Leu

Phe

LYS

TYr

Ser

75

Thr

ASp

val

Thr

Gly

Tyr

60

Lys

Ala

I'te
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GlIn

Phe

lLeu

45

ala

Asn

val

Trp

Thr
Ty!"

Gly
110

£ro
Gln
30

Glu
Asp
Thr

Tyr

Gly
1

Leu
Tyr

95

GIn

Gly

15

Ser

Trp

Ser

Leu

Tyr

95

GIn

Tyr
80
Cys

Gly

Gly

His

val

val

Tyr

80

Cys

Gly



1028%w001, ST25
<400> 318

Glu val GIn Leu val Glu Ser Gly Gly Ggy val val GIn Pro Gly Arg
1 1 15

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

Trp Met Ser Trp val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp val
35 40 45

Ala Thr I'le Ser Tyr Asp Gly Arg Asn Lys Asp E%r Ala Asp Ser val
50 55

LYys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr

Leu GIn Leu Asn Ser Leu Arg Ala Glu Asp Thr Ala val Tyr Tyr Cys
85 90 95

Ala Lys Aala Gly Gly Gly Asn val Gly pPhe Asp Ile Trp Gly Glin Gly
100 105 110

Thr Met val Thr val Ser Ser

115
<210> 320
<211> 119
<212> PRT
<213> Artificial sequence
<220>
<223> DLL4 antibody Al10.8A VH region
<400> 320

GIu vail Gin Leu val Glu Ser Gly Gly Gly val val Gln Pro Gly Gly
1 5 10 15

Ser bLeu Arg Leu Ser Cys Ala Ala ger Gly Phe Thr Phe §1y ASn His
20 5 0

Trp Met Ser Trp val Arg GIn Ala pro Gly Lys Gly Leu Glu Trp val
35 40 45

Ala Asp Ile Ser Ser Asp Gly Arg Tyr Lys Tyr Tyr Ala Asp Ser val
50 55 60

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

Leu GIn Leu Asn Ser Leu Arg Ala Glu Asp Thr Ala val Tyr Tyr Cys
85 90 a5
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Ala Lys aAla Gly Gly Gly Asn val Gly Phe Asp Ile Trp Gly Gin Gly
100 105 110

Thr Met val Thr val Ser Ser

115
<210> 321
<211> 119
<212> PRT
<213> Artificial Sequence
<220>
<223> DLL4 antibody A10.1A VH region
<400> 321

Glu val GIn Leu val Giu Ser Gly Gly Gly val val GIn Pro Gly Gly
1 5 10 15

Ser Leu Arg Egu Ser Cys Ala Ala ger Gly Phe Thr Phe ggs Ser His
5

Trp Met Ser Trp val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp val
35 40 45

Ala Met Ile Ser Asp Asp Gly Arg Asn Lys Asp Tyr Ala Asp Ser val
50 55 60

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

Leu GIn Leu Asn Ser Leu Arg Ala Glu égp Thr Ala val Tyr gyr Cys
85 5

Ala Arg Ala Ala Gly Gly Asn val Gly Leu Asp Ile Trp Gly GIn Gly
100 105 110

Thr Met val Thr val Ser Ser

115
<210> 322
<211> 119
<212> PRT
<213> Artificial Sequence

<220>
<223> DLL4 antibody Al0.5D VH region

<400> 322

Glu val GIn Leu val Glu Ser Gly Gly Gly val val GlIn ser Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly phe Thr Phe Gly Ser His
20 25 30
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Trp Met

Ala Asp
50

Lys Gly
65

Leu Gin
Ala Arg
Thr Met

<210>
<211>
<212>
<2313>

<220>
<223>

<400>
Glu val
1
Ser Leu
Trp Met
Ala Asp
50
Lys Gly
Leu GlIn
Ala Lys

Thr met

<210>
<211>

Ser
35

ITe

Arg

Met

Ala

val

115

323
119
PRT

Trp

Ser

Phe

Asn

Ala

100

Thr

val

val

Thr

Ser

85

Gly

val

Arg

Asp

Ile

70

Leu

Gly

Ser

Gln

Gly

55

ser

Arg

Asn

Ser

Artificial sequence

DLL4 antibody Al0.3A

323
Gln

Arg

Ser

35

Ile

Arg

Leu

va'l
115

324
119

Leu

Leu

20

Trp

Ser

Phe

Asn

Gly

Thr

val Glu Ser

5

Ser

vai

Ser

Thr

Ser

85

Gly

val

Cys

Arg

ASD

Ile

70

Leu

Gly

Ser

Ala

Gln

Gly

55

Ser

ATg

Ash

Ser

Ala

40

Ser

Arg

Ala

va'l

10289w001_ST25

Pro Gly Lys Gly Leu
45

Asn

ASp

Glu

Gly
105

Lys

Asn

Asp

90

Leu

VH region

Gly

Ala

Ala

40

Arg

Arg

Ala

val

Gly

ser

25

Pro

TYr

Asp

Glu

Gly
10

Gly
Gly
Lys
Asn
ASp

20

Phe

Tyr

Ser

75

Thr

ASD

val

Phe

Lys

Tyr

Ser

75

Thr

Asp

Ser
60
Lys

Ala

Ser

val

Thr

Gly

Tyr

60

Lys

Ala

Iie
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Ala

AsSn

val

Trp

Gln

Phe

Leu

45

Ala

Asn

val

Trp

Glu

AsSp

Thr

Tyr

Gly

Pro

Gly

30

Glu

ASD

Thr

Tyr

Gly
1106

Trp

sSer

Leu

Tyr

95

Gln

Gly

15

Asn

Trp

Ser

Leu

Tyr

95

Gln

val

val

Tyr

Cys

Gly

Gly

val

val

Tyr

Cys

Gly



10289wW001_ST25

<212> PRT

<213> Artificial Sequence

<220>

<223> DLL4 antibody A10.6B VH region
<400> 324

Glu val GTn Leu val Giu 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 pPhe ggy Asn His
20 25

Trp Met Ser Trp val Arg Glin Aéa Pro Gly Lys Gly Leu Glu Trp val
35 4 45

Ala Asp Ile Ser Ser Asp Gly Arg Tyr Lys Tyr Tyr Ala Asp Ser val
50 55 60

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

Leu GIn Leu Asn Ser Leu Arg Ala Glu Asp Thr aAla val Tyr gyr Cys
85 90 5

Ala Lys Ala Gly Gly Gly Asn val Gly Phe Asp Ile Trp Giy GIn Gly
100 105 110

Thr Met val Thr val Ser Ser

115
<210> 325
<211> 119
<212> PRT
<213> Artificial Seguence

<220>
<223> DLL4 antibody Al0.3D VH region

<400> 325
Glu val GIn Leu val glu Ser Gly Gly Gly val val Gln Pro Gly Arg
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Giy Phe Thr Phe Arg Ser His
20 25 30

Trp Met Ser Trp val arg Gin Ala Pro Gly Lys Gly Leu Glu Trp val
35 40 45

Ala Agp Ite Ser Gin Asp g;y Ser Tyr Lys Tyr E%r Ala Asp Ser val
5

gys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
5 75
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teu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala val Tyr Tyr Cys
85 9 95

Ala arg Ala Ala Gly Gly Asn val Gly Phe Asp Ile Trp Gly Gln Gly
100 105 110

Thr Met val Thr val Ser Ser
115

<210> 326
<211> 119
<212> PRT
<213> Artificial Sequence

<220>
<223> DLL4 antibody A10.4C VH region

<400> 326

Glu val GIn 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 Gly Ser His
20 25 30

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

Ala Asp Ile Ser Asn Asp Gly Arg Tyr Ala Tyr Ser 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

teu Gln Leu Asn Ser Leu Arg Ala Glu Asp Thr ala val Tyr Tyr Cys
85 S0 95

Ala Lys Ala ¢ly Gly Gly Asn val Gly rhe Asp 1le Trp Gly Gln Gly
100 105 110

Thr Met val Thr val Ser Ser
115

<210> 327
<21il> 106
<212> PRT
<213> Artificial Seguence

<220> )
<223> DLL4 antibody AlQ.3 VL region

<400> 327

Ser Tyr Glu Leu Thr Gln Pro Pro Ser val Ser val Ser Pro Gly GlIn
1 5 10 15
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Thr Ala Ser Ile Thr Cys Ser Ala Asp Lys Leu Gly Thr Lys Tyr val
20 25 30

Ser Trp gyr GIn GIn Lys Pro Gly Gln Ser Pro val Leu val Ile Tyr
5 40 45

Gin égp Ala Lys Arg Pro Ser Gly Ile Pro Glu Arg Phe ser Gly Ser
55 60

Asn Ser Gly Asn Thr Ata Thr Leu Thr Ile Ser &ly Thr Gin Thr Met
65 70 75 80

Asp Glu Ala Asp Tyr Leu Cys GIn Ser Trp Asp Arg Ser Asp ga1 val
85 90 5

Phe Gly Gly Gly Thr Lys Leu Thr val Leu
100 105

<210> 328
<211> 106
<212> PRT
<213> Artificial Sequence

<220>
<223> DLL4 antibody Al0.145 VL region

<400> 328

Ser Tyr Giu Leu Thr Gin Pro Pro Ser val Ser val Ser Pro Gly GlIn
1 5 10 15

Thr Ala Ser Ite Thr Cys Ser Ala Asp Glu Leu Gly Thr GIn Tyr val
20 25 30

Ser Trp Tyr Gln GIn Lys Pro Gly GIn Ser Pro val Leu val Ile Tyr
35 40 45

Gln Asp Ala Thr Arg Pro Ser Gly Ile Pro Glu Arg Phe Ser Gly Ser
50 55 60

Asn Ser Gly Asn Thr Ala Thr Leu Thr Ile Ser Gly Thr Gin Ala Met
65 70 75 80

Asp Glu Ala Asp gyr Tyr Cys Gin Ala Trp Asp Arg Ser Giy val val
5 90 95

rhe Gly Gly Gly Thr Lys Leu Thr val teu

100 105
<210> 329
<211> 106
<212> PRT

<213> Artificial Sequence
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<220>
<223> DLL4

<400> 329

Ser Tyr Glu
1

Thr Ala Ser
ser Trp Tyr

GIn Asp Ala
50

Asn Ser Gly
65

Asp Glu Ala
pPhe Gly Gly

<210> 330
<21il> 106
<212> PRT

antibody Al10.L73 VL

Leu Thr
5

Ile Thr
20

Gln Gln
Gln Arg
Asn Thr
Asp Tyr
35

Gty Thr
1

Glin

Cys

Lys

Pro

Ala

70

Tyr

Lys

Pro

Ser

Pro

sSer

55

Thr

Cys

Leu

<213> Artificial Sequence

<220>

<223> DLL4 antibody ALQ.3A

<400> 330

Ser Tyr Glu
1
Thr Ala ser

Ser Trp Tyr
35

GIn Asp Ala
50

Asn Ser Gly
65

Asp Glu Ala

Leu Thr
5

Ile Thr

20

Gin Gin

Thr Arg

Asn Thr

Asp Tyr
85

GIn

Cys

Lys

Pro

Ala

70

Tyr

Pro

Ser

Pro

Ser

55

Thr

Cys

10289w001_5T725

Pro Ser

Gly Asp
25

Gly GIn

40

Gly Ile

Lteu Thr

Gin Ala

Thr val
105

ragion

val

10

Asn

Ser

Pro

Ile

irp

90

Leu

VL region

Pro ser

Ala aAsp
25

Gly Gin
40
Gly Ile

Leu Thr

Gln Ser

val

10

AsSh

Ser

Pro

Ile

Trp
90

Ser val

Leu Gly

Pro val

Glu Arg
60

Ser Gly
75

Asp Arg

Ser val

Leu Gly

Pro val

Glu Arg
60

ser Gly
75

Asp Ser
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Ser

Ser

Leu

45

Phe

Thr

ser

ser

Glu

Leu

45

Phe

Thr

Ser

Pro

Gln

30

val

Ser

Gin

Gly

Pro

Ser

GIn

Gly

Gly

15

Tyr

Ile

Gly

Ala

val
95

Gly

15

Tyr

Ile

Gly

Ala

Ala
95

val

Tyr

Ser

Met

80

val

Gin

val

Tyr

Ser

Met

80

val



10289wW001_ST25
Phe Gly Gly gg% Thr Lys Leu Thr val Leu

105
<210> 331
<211> 106
<212» PRT
<213> artificial Sequence
<220>
<223> DLL4 antibody A10.6B VL region
<400> 331

Ser Tyr Glu Leu Thr Gln Pro Pro Ser val Ser val Ser Pro Gly Gln
1 5 10 15

Thr Ala ser Ile Thr Cys Ser Ala Asp Asn Leu Gly Asn Gin Tyr val
20 25 30

Ser Trp Tyr GlIn Gln Lys Pro Gly GIn Ser Pro val Leu val Ile Tyr
35 40 45

GIn Asp Gly Met Arg Pro Ser Gly Ile Pro Glu Arg Phe Ser Gly Ser
50 55 60

Asn Ser Gly Asn Thr Ala Thr Leu Thr Ile Ser Gly Thr ¢ln Ala Met
65 70 75 80

Asp Glu Ala Asp Tyr Tyr Cys GlIn Ala Trp Asp Trp Ser Gly Glu val
&5 90 95

rhe Gly Gly Gly Thr Lys Leu Thr val Leu

100 105
<210> 332
<211> 106
<212> PRT

<213> Artificial Sequence

<220>
<223> DLL4 antibody Al10.3D VL region

<400> 332

Ser Tyr Glu Leu Thr Gln Pro Pro Ser val Ser val Ser Pro Gly Gin
1 5 10 15

Thr Ala Ser gge Thr Cys Ser Ala ésp Lys Leu Gly Thr Lys Tyr val
5

ser Trp Tyr GIn G1n Lys Pro Gly Gln Ser Pro val teu val Ile Tyr
35 40 45

Gln Asp Gly Asn Arg Pro Ser Gly Ile Pro Glu Arg Phe Ser Gly Ser
50 55 60
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Asn Ser Gly Asn Thr Ala Thr Leu Thr Ile Ser Gly Thr GIn Ala Met
65 70 75

Asp Glu Ala Asp Tyr Tyr Cys GIn Ser Trp Asp Gln Ser Gly g?a val
85 90 5

Phe Gly Gty Gly Thr Lys Leu Thr val Leu
100 105

<210> 333
<211> 106
<212> PRT
<213> Artificial Sequence

<220>
<223> DLL4 antibody A10.4C VL regicn

<400> 333

Ser Tyr Glu Leu Thr GIn Pro Pro Ser val Ser val Ser Pro Gly Gln
1 5 10 15

Thr Ala Ser Ile Thr Cys Ser Ala Asp Asn Leu Gly Asn ggn Tyr val
20 25

Ser Trp Tyr GIn GIn Lys Pro Gly GlIn Ser Pro val Leu val Ile Tyr
35 40 45

GIn Asp Gly Met Arg Pro Ser Gly Ile Pro Glu Arg Phe Ser Gly Ser
50 55 60

Asn Ser Gly Asn Thr Ata Thr Leu Thr Ilte Ser Gly Thr Glan Ala Met
65 70 75 80

asp Glu Ala Asp ggr Tyr €ys Glin Ala ggp Asp Ser Ser Gly Séa val

rhe Gly Gly Gly Thr Lys Leu Thr val Leu

100 105
<210> 334
<211> 121
<21Z2> PRT
<213> Artificial Sequence
<220>
<223> DLL4 antibody E9.1 VH region
<400> 334

Glu val GIn Leu GIn Glu Ser Gly Pro Gly Leu val Lys Pro Ser Glu
1 5 10 15

Thr Leu Ser Leu Thr Cys Thr val %er Gly Gly Ser I1le %er Ser Ser
20 5
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ser Tyr

Trp Ile
50

Leu Lys
65

Ser Leu
Cys Ala
Gln Gly

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

<220>
<223>

<400>

Ser Tyr
1

Thr Ala
Ser Trp

Glu Asp
50

Asn Ser
65

Asp Glu
Phe Gly

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

<220>

Tyr
35

Gly

Ser

LyS

Arg

Thr

115

335
107
PRT

Trp

Asp

Arg

Leu

Glu

100

L.eu

Gly

Ile

val

ser

85

ASD

vai

Trp

Tyr

Thr

70

Ser

val

Thr

Ite

TYr

55

Ile

va'

Ile

va'l

Artificial sequence

Arg

40

Thr

Ser

Thr

Leu

Ser
120

10289wW001_5T25

Gin Pro Pro Gly Lys

Gly

val

Ala

DLL4 antibody E9.1 viL region

335
Glu

Ser

TYr

35

Ser

Gly

Ala

Tyr

336
121
PRT

Leu
Ile
20

GIn
Lys
ASD

AsSp

Gly
1

Thr

5

Thr

Gin

Arg

Thr

TVYr

85

Thr

GlIn

Cys

Lys

Pro

Ala

70

TYr

Arg

Pro

Ser

Pro

Ser

55

Thr

Cys

val

Artificial Seguence

PTro

Gly

Gly

40

Gly

Leu

Gin

Thr

Ser

Gin

25

GlIn

Ile

Thr

Ala

va'l
105

ser

ASD

Ala

90

Gly

val

10

Arg

ser

Pro

Ile

Trp

90

Leu

Thr
Thr
75

Asp

Gly

ser

Leu

Pro

Glu

Ser

75

AsSp

Gly

Tyr
60
Ser

Thr

s5er

val

Gly

val

Arg

60

Gly

Arg
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45

TYr

Lys

Ala

Asp

Ser

Asp

Ley

45

Phe

Thr

AsSp

Gly

ASH

ASnN

vai

TYr
110

Pro

LYS

val

Ser

Gln

Thr

L.eu

Pro

Gln

Tyr

95

Trp

Gly

15

TYr

Ite

Gly

Pro

Gly
95

Ser
rhe
80

Tyr

Gly

Gin

Ala

Tyr

ser

Met

80

val



10289w001_5ST25
<223> DLL4 antibody E9-SELl VH region

<400> 336

Glu val GIn Leu val Glu Ser Gly Gly Gly Leu val GIn Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala val Ser Gly Gly Ser 1le Ser Ser Ser
20 25 30

Ser Tyr ggr Trp Gly Trp Ile Agg Gin Ala Pro Gly Lys Gly Leu Glu
4 45

Trp Ile Gly Asp Ile Tyr Tyr Thr Gly Ser Thr Tyr Tyr Asn Pro Ser
50 55 60

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

Tyr Leu Gln Met gsn Ser Leu Arg Ala Glu Asp Thr ala val Tyr Tyr
5 90 95

Cys Ala Arg Glu Asp val Ile Leu Arg Gly Gly Ser Asp Tyr Trp Gly
100 105 110

Gin Gly Thr teu val Thr val Ser Ser

115 120
<210> 337
<211> 107
<212> PRT
<213> Artificial Sequence
<220>
<223> DLL4 antibody E9-SE1 VL region
<4Q0> 337

Leu Tyr val Leu Thr G1n Pro Pro Ser val Ser val Ser pro Gly GlIn
1 5 10 15

Thr Ala Ser ITe Thr Cys Ser Gly Gln Arg Leu Gly Asp Lys Tyr Ala
20 25 30

Ser Trp Tyr Gln Gln Lys Pro Gly GIn Ser pPro val rLeu val Ile Tyr
35 40 45

Glu Asp Ser Lys Arg Pro Ser Gly Ile Pro Giu Arg Phe Ser Gly Ser
50 55 60

Asn Ser Gly Asp Thr Ala Thr Leu Thr Ite Ser Gly Thr Gin Thr Met
65 70 75 80

Asp GTu Ala Asp Tyr Leu Cys Gin Ala Trp Asp Arg Asp Thr Gly val
85 90 95
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Phe Gly Gly Gly Thr Lys val
100

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

<220>
<223>

<400>

Glu val
1

ser Leu
Ser Tyr

Trp Ite
50

Leu Lys
65

Tyr Leu
Cys Ala
GIn Gly

<210>
<231>
<212>
<213>

<220>
<22723>

<400

338
121
PRT

Artificial Sequence

DLL4 antibody E9-SE2

338

Gin

Arg

Tyr

35

Gly

Ser

Gln

Arg

Thr

115

339
107
PRT

Ley

Leu

20

Trp

Asp

Arg

Met

Glu

160

Leu

ga? Glu ser

Ser

Gly

Ile

val

Asn

85

Asp

val

Cys

Trp

Tyr

Thr

70

Ser

val

Thr

Ala

Ile

Tyr

Tle

Leu

Ile

val

Artificial Sequence

pit4 antibody E9-SEZ2

339

Ser Tyr Glu Leu Thr Gln Pro
1

5

Thr Ala Ser Ile Thr Cys Ser
20

Ser Trp Tyr GIn Gln Lys Pro
35

10289wW001_S5T25

Thr val teu Gly
105

VH region
Gly Gly Gly Leu val
10

val ser Gly Gly Ser
25

Arg Gin Ala Pro Gly
40

Thr Gly Ser Thr Tyr

Ser val Asp Thr Ser
75

Arg Ala Glu Asp Thr
90

Leu Arg Gly Gly Ser
105

Ser Ser
120

VL region

Pro Ser val Ser val

Gly Gln Arg Leu Gly
25

Gly Gln Ser Pro val
40
Page 113

Gln

Ile

LyS

45

Tyr

LYS

Ala

ASD

Ser

Asp

Pro

Ser

30

Gly

Asn

AsSn

val

Tyr
110

Pro

Gly
15

Ser
Leu
Pro
Ser
Tyr
95

Trp

Gly
i5

Gly

Ser

ser
rhe
80

Tyr

Gly

Gin

Lys Tyr Ala
30

Leu val Ile Tyr

45



10289wW0Q01L,.5T25

Glu Asp Ser Lys Arg Pro Ser Gly Ile pro Glu Agg Phe Ser Gly Ser
50 55 6

Asnh Ser Gly Asp Thr Ala Thr Leu Thr ITe Ser Gly Thr Gln Pro Met
65 70 75

Asp GHu Ala Asp ggr Tyr Cys GlIn Ala ggp AsSp Arg Asp Thr g%y val

phe Gly Tyr Gly Thr arg val Thr val Leu Gly
100 105

<210> 340
<211> 121
<212> PRT
<213> Artificiatl Sequence

<220>
<223> DLL4 antibody E9-SE3 VH regiocn

<400> 340

Glu val Gin Leu Gln Glu Ser Gly Pro Gly Leu val Lys Pro Gly Glu
1 5 16 15

Thr Leu Ser Leu Thr Cys Thr val Ser Gly Gly Ser Ile Ser 3er Ser
20 25 30

Ser Tyr Tyr Trp Gly Trp Ile Arg GIn Ala Pro Gly Lys Gly Leu Glu
35 40 45

Trp Ile Gly Asp Ite Tyr Tyr Thr Gly Ser Thr Tyr Tyr Asn Pro Ser
50 55 60

Leu Lys Ser Arg val Thr Ile Ser val Asp Thr Ser Lys Asn GlIn Phe
65 70 75 80

Tyr Leu Lys teu Ser Ser val Arg Ala Glu Asp Thr aAla val Tyr Tyr
85 90 95

Cys Ala arg Glu Asp val Ile Leu Arg Gly Gly Ser Asp Tyr Trp Gly
100 105 110

Gln Gly Thr Leu val Thr val Ser Ser
115 120

<210> 341
<211> 107
<212> PRT
<213> Artificial Sequence

<220>
<223> DLL4 antibody E9-SE3 VL region
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<4(0> 341

Ser Tyr Glu
1
Thr Ala ser

ser Trp Tyr
35

Glu Asp ser
50

Asn Ser Gly
65

Asp Glu Ala

pPhe Gly Tyr
<210> 342

<211> 121

<2312> PRT

<213>

<220>

<223>

<40Q0> 342

Glu val Gin
1
Thr Leu Ser

Ser Tyr Tyr
35

Trp Ile Gly
50

Leu Lys Ser
65

Ser Leu Lys

Cys Ala Arg

teu

Ile

20

Gin

Lys

ASD

Asp

Gly

ey

leu

20

Trp

ASp

Arg

Leu

Glu
106

Thr

Thr

Gin

Arg

Thr

Tyr

85

Thr

Gln

Cys

Lys

Pro

Ala

70

Tyr

Arg

Pro

Ser

Pro

Ser

55

The

Cys

val

Artificial Seqguence

pLLA antibody E9-SE4

Gln Glu Ser
5

Thr

Gly

Ile

val

Ser

85

ASD

Cys

Trp

Tyr

Thr

70

Ser

val

Thr

Ile

TYr

55

Ile

val

Ile

Pro

Gly

Gly

40

Gly

Leu

Gln

Thr

10289wW001,.5T25

Ser

Glin

25

Glin

Ile

Thr

Ala

val
105

val ser val Ser

Arg

sSer

Pro

Ile

Trp

90

Leuy

VH region

Gly

val

Arg

40

Thr

Ser

Thr

ifeu

Pro

Sar

25

Glin

Gly

va'l

Ala

Gly

190

Gly

Pro

Ser

Asp

Ala

90

Gly

Leu

Pro

Glu

ser

75

ASp

Gly

Leu

Gly

Pro

Thr

Thr

75

Asp

Gly

Gly

val

Arg

60

Gly

Arg

val

Ser

Gly

TYyTr

Ser

Thr

Ser

page 115

AsSp

Leu

45

Phe

Thr

Asp

Lys

Ile

Lys

Tyr

Lys

Ala

ASD

Pro

LYyS

val

Ser

GlIn

Thr

Pro

Ser

30

Gly

Asn

Asn

val

Tyr
110

Gly
15

Tyr

Gly

Pro

Gly
95

ser

15

sSer

Leu

Pro

GIn

TYyr

95

Trp

Ala

Tyr

Ser

Met

&0

val

ser

ser
Phe
80

Tyr

Gly



Gin Gly Thr rLeu val Thr val
115

<210> 343
<211> 107
<212> PRT
<213>
<220>
<223>

<400> 343

Leu Tyr val
1

Thr Ala ser
ser Trp Tyr

Glu Asp ser
50

Asn Ser Gly
65

Asp Glu Ala

Phe Gly Gly
<210> 344
<211> 121
<212> PRT
<213>
<220>
<223>

<400> 344

Artificial Sequence

DI.L4 antibody E9-SE4

Leu Thr Gln Pro
5

Ile

20

GIn

LysS

ASp

ASp

Gly
100

Thr

GlIn

Arg

Thr

Tyr

85

Thr

Cys

LYS

Pro

Ala

70

Leu

LYS

Ser

Pro

Ser

55

Thr

Cys

val

Artificial Sequence

DLL4 antibody E9-SES

Gtu val GIn Leu GIn Glu Ser

1

5

Thr Leu Ser Leu Thr Cys Thr

20

ser Tyr Tyr Trp Gly Trp Ile
35

Trp Tle Gly Asp Iie Tyr
50

TYT
55

Ser
120

10289W001_ST25

Ser

Vi. regioen

Pro

Gly

Gly

40

Gly

Leu

Gln

Thr

Ser

Glin

25

GIn

ile

Thr

Ala

val
105

val

10

Arg

Ser

Pro

Tle

Trp

90

Leu

VH region

Gly pro Gly
10

val ser Gly

25

Arg Gln Pro

40

Thr Gly Ser

ser

Leu

Pro

Glu

Ser

75

ASp

Gly

Leu

Gly

Pro

Thr

va'l

Gly

val

Arg

60

Gly

Arg

va'l

ser

Gly

Tyr
60

Page 116

ser

ASp

Leu

45

Phe

Thr

ASD

LYS

Ile

Pro

Ser

Gln

Thr

Pro
Ser
30

Gly

Ash

Gly

15

TYr

Ile

Gly

Thr

Gly
95

Ser
15
ser

Leu

Pro

Gin

Ala

Tyr

Ser

Met

80

val

Ser

Glu

Ser



teu Lys Ser
65

Ser Leu Lys

Cys Ala Arg

GIn Gly Thr
115

<210> 345

<211> 108

<212> PRT

<213>

<220>

<223>

<400> 345

Glu Tyr val
1
Glu Lys val

Ala ser Trp
35

Tyr Glu Asp
50

ser Asn Ser
65

Glu Asp Ala

val Phe Gly
<210> 346
<211> 121
<232> PRT
<213>
<220>
<223>

<400> 346

Arg

[Leu

Glu

100

Leu

Ley

Thr

20

Tyr

Ser

Gly

Ala

Gln
100

val Thr Ile

70

Ser Ser val

85

Asp val Ile

val thr val

Thr
5

Ile
Gln
Lys
AsSp
Thr

85

Gly

Gln

Thr

Gln

Arg

Asp

70

Tyr

Thr

Artificial Sequence

DLL4 antibody E9-SES

Ser

Cys

Lys

Pro

55

Ala

TYr

Lys

Artificial Sequence

DLL4 antibody £9-SE6

Glu val GIn Leu G1n Glu ser

1

5

10289w001_5T25
ser val Asp Thr Ser Lys
75

Thr Ala géa Asp Thr Ala

Leu Arg Gly Gly Ser Asp
105

ser
120

Ser

VL region

Pro

Ser

Pro

40

Ser

Thr

Cys

Va'l

Asp

Gly

25

Asp

Gly

Leu

Glin

Glu
105

Phe

10

Gln

G1n

val

Thr

Ala

a0

Ile

VH region

Gin

Arg

Ser

Pro

Ile

75

Trp

Lys

Ser val

Leu Gly

Pro Lys

Ser Arg

60

Asn Ser

ASp Arg

Arg

Asn

val

Tyr
110

Thr

Asp

30

Leu

Phe

Leu

Asp

GIn
TYr

95

Trp

Pro

15

Lys

va'l

Ser

Glu

Thr
95

Phe
80

Tyr

Gly

Lys

Tyr

Gly

Ala
80

Gly

Gly Pro Ggy Leu val Lys Pro Gly Glu
1

page 117

15



Thr

Ser

Trp

Leu

65

Tyr

Cys

Gin

Leu

Tyr

Ile

50

Lys

Leu

Gly

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

<220>
<223>

<400>

Ser

Tyr
35

Gly

Ser

Lys

ATrg

Thr

115

347
107
PRT

Leu

20

Trp

ASp

Arg

Leu

Glu

100

Ley

Thr

Gly

Ile

val

ser

85

Asp

val

Cys

Trp

Tyr

Thr

70

Ser

val

Thr

Thr

Ile

Tyt

55

Tle

val

Ile

val

Artificial sequence

DLL4 antibody E9-SEG

347

Leu Tyr val
1

Thr

Ser

Glu

Ash

65

Asp

Phe

Ala

Trp

AsSp

50

ser

Glu

Gly

<210>
<211>

Ser

Tyr

35

Ser

Gly

Ala

Giy

348
121

Leu

Tle

20

Gln

Lys

Asp

Asp

Gly
100

Thr Gln Pro
5

Thr

Gin

Arg

Thr

TYyr

85

Thr

Cys

Lys

Pro

Ala

70

Leu

Lys

ser

Pro

ser

55

Thr

Cys

val

val

Arg

40

Thr

Ser

Arg

Leu

Ser
120

10289W001_5T25

Ser Gly Gly Ser Ile
25

Gin

Gly

val

ata

Ala

ser

Asp

Glu

90

Gly

VL region

Pro

Gly

Gly

40

Gly

Leu

Gln

Thr

Ser

Gln

25

Gln

Ile

Thr

Ala

val
105

val
i0

Arg

Ser

Pro

Trp
90

Leu

Pro

Thr

Thr

75

ASD

Gly

Ser

Leu

Pro

Glu

Ser

75

ASp

Gly

Gly

Tyr

60

Ser

Thr

ser

val

Gly

va'l

Arg

60

Gly

Arg

Page 118

Lys

45

Tyr

Lys

Ala

Asp

Ser

Asp

Leu

45

Phe

Thr

Asp

Ser

30

Gly

Asn

Asn

val

Tyr
110

Pro

Ser

Glin

Thr

ser

Leu

Pro

Gin

Tyr

95

Trp

Gly
15
Tyr

Ile

Gly

Thr

Gly
94

ser

Glu

Ser

Phe

80

Tyr

Gly

Gln

Ala

Tyr

Ser

Met

80

val



10289w001_5T25
<212> PRT
<213> Artificial seguence

<220>
<223> DLL4 antibody E9-SE7 VH region

<400> 348

Glu val GIn Leu val Glu Ser Gly Gly Gly Leu val GIn Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala val ger Gly Gly Ser 1le Ser Ser Ser
20 5 30

Ser Tyr Tyr Trp Gly Trp 1le Agg GIn Ala Pro Gly Lys Gly Leu Glu
35 4 45

Trp Ige Gly Asp Ile Tyr Tyr Thr Gly Ser Thr Tyr Tyr Asn Pro Ser
5 55 60

Leu Lys Ser Arg val Thr Iie Ser val Asp Thr Ser Lys Ashn Ser Phe
65 70 75 80

Tyr Leu Glin Met Asn Ser Leu Arg Ala Glu Asp Thr Ala val Tyr Tyr
85 a0 95

Cys Ala Arg Glu Asp val ITe Leu Arg Gly Gly ser Asp Tyr Trp Gly
100 105 110

Gin Gly Thr Leu val Thr val Ser Ser

115 120
<210> 349
<211> 108
<212> PRT
<213> Artificial Seqguence
<220>
<223> DLL4 antibody £E9-SE7 VL region
<400> 349

Glu Tyr val teu Thr Gln Ser Pro Asp Phe Gln Ser val Thr Pro Lys
1 5 10 15

Glu Lys val ;Br Ile Thr Cys Ser Gly Gin Arg Leu Gly %sp Lys Tyr
25 0

Ala Ser Trp Tyr GlIn GIn Lys Pro Asp Gln Ser Pro Lys teu val Ile
35 40 45

Tyr Glu Asp Ser Lys Arg Pro Ser Gly val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Asn Ser Gly Asp Asp Ala Thr Leu Thr Ile Asn Ser Leu Glu Ala
65 70 75 80
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Glu Asp Ala Ala Thr Tyr Tyr
85

val Phe Gly GIn Gly Thr Lys

<210> 350

<2311> 121

<212> PRT

<213>

<220>

<223>

<400> 350

GTu val Gln

1

Thr Leu Ser

Ser Tyr Tyr

35

Trp Ile Gly

50

Leu Lys Ser
65

Tyr Leu Lys

Cys Ala Arg

Gln Gly Thr
115

<210> 351

<211> 108

<212> PRT

<213>

<220>

<223>

<400> 351

Glu Tyr val Leu Thr Gln Ser
1

100

Leu

Leu

20

Trp

ASD

Arg

Leu

Glu

100

Leu

Artificial Seguence

DLL4 antibody E9-SES8

Gln Glu ser

5

Thr

Gly

Ile

val

ser

85

Asp

val

5

Cys

Trp

TYnr

Thr

70

Ser

val

Thr

Thr

Ile

Tyr

55

val

Iie

va'l

Artificial Sequence

DLL4 antibody E9-SE8

Glu Lys val Thr 1le Thr Cys

20

10289wW001_85725

Cys Gln Ala Trp Asp Arg Asp Thr Gly
90 95

val Glu Ile Lys Arg

105

VH region

Gly

val

Arg

40

Thr

Ser

Arg

Leu

ser
120

Pro

Ser

25

Gin

Gly

val

Ala

Arg

Ser

Gly

10

Gly

Ala

Ser

Asp

Giu

90

Gly

VL region

Leu

Gly

Pro

Thr

Thr

75

ASp

Gly

val

Ser

Gly

Tyr

60

Ser

Thr

Ser

Lys

Ile

Lys

TYr

Lys

Ata

Asp

Pro

Ser

30

Gly

Asn

Asn

val

TYyr
110

Gly

15

Ser

Leu

Pro

Gln

Tyr

a5

Trp

Glu

Ser

Glu

ser

Phe

80

Tyr

Gly

Pro Asp Phe GlIn Ser val Thr Pro Lys
15

10

ser Gly GIn Arg Leu Gly Asp Lys Tyr
25 30
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Ala Ser Trp
35

Tyr Giu Asp
50

Ser Asn Ser
65

Giu Asp Ala

Tyr Gln

Ser Lys

Gly Asp

Ala Thr

85

Gln Gly
100

Gln

Arg

Asp

70

Tyr

Thr

Lys

Pro

55

Ala

Tyr

LysS

<213> Artificial Sequence

val phe Gly
<210> 352

<211> 121

<212> PRT

<220>

<223>

<400> 352

Glu val GlIn
1
Ser Leu Lys

Ser Tyr Tyr
35

Trp Ile Gly
50

Leu Lys Ser
65

Phe Leu Gln

Cys Ala Arg
GIn Gly Thr
115
<210> 353
<211> 108
<212> PRT

Leu val
5

Ilte Ser
20

Trp Gly
Asp Ile
Gin val

Trp Ser
85

Giu Asp
100

Met val

Gln

Cys

Trp

Tyr

Thr

70

Ser

val

Thr

pLLA antibody E9-FRL

Ser

Lys

Ile

TYr

55

Iie

Leu

Ile

val

<213> artificial seqguence

Pro

40

Ser

Thr

Cys

val

10289W001_ST25

Asp Gln Ser Pro Lys

Gty val

Leu Thr

Gin Ala
30

Glu Tle
105

VH region

Gly

val

Arg

40

Thr

Ser

Lys

L.eu

Ser
120

Thr Glu
10

Ser Gly
25

Gln Met

Gly Ser

val Asp

Ala Ser

90

Arg Gly

Pro
Ile
75

Trp

Lys

va'i

Gly

Pro

Thr

Thr

75

Asp

Gty

Ser
60
Asn

Asp

Arg

Lys

Ser

Gly

Tyr

60

Ser

Thr

Ser

Page 121

45

Arg

Ser

Arg

LyS

Tle

LYS

Tyr

Phe

Ala

AsSp

Leu

Phe

Leu

Asp

Pro

Ser

30

Gly

AsSn

Asn

Met

Tyr
110

val

Ser

Glu

Thr
95

Gly

15

Ser

Leu

Pro

Thr

Tyr

95

Trp

Ile

Gly

Ala

80

Gly

Glu

ser

ser
Phe
80

Tyr

Gly



<220>
<223> DLL4
<400> 353

Glu Tyr val
1

Glu Arg Ala

Ala Ser Trp
35

Tyr Glu Asp
50

Ser Asn Ser
65

Glu Asp pPhe
val phe Gly
<210> 3354

<211> 121

<212> PRT

<213>

<220>

<223>

<400> 354

Glu val Thr
1

Thr Leu Thr

Ser Tyr Tyr
35

Trp Ile Gly
50

Leu Lys Ser
65

val Leu Thr

antibody E9-FR1

Leu

Thr

20

Tyr

Ser

Gly

Ala

G1in
100

Leu

Leu

20

Trp

ASp

Arg

Met

Thr

L.eu

Gin

Lys

ASp

val

85

Gly

Arg
5

Thr

Gly

Iile

val

Thr
85

Gin

ser

Gin

Arg

Glu

70

Tyr

Thr

Glu

Cys

Trp

Tyr

Thr

70

Asn

Ser

Cys

Lys

Pro

55

Ala

Tyr

Arg

Artificial Sequence

pDLL4 antibody E9-FR2

Ser

Thr

Ile

Tyr

Ile

Met

10289001 8725

VL region

Pro Ala

Ser Gly
25

Pro Gly

40

Ser Asp

Thr Leu

Cys Gln

Leu Glu
105

Thr

10

Gin

Gln

Ile

Thr

Ala

90

Ile

VH region

Gly Pro

val ser
25

Arg Gln
40
Thr Gly

Ser val

AsSp Pro

Ala

10

Gly

Pro

Ser

Asp

Leu

Arg

ser

Pro

Ile

75

Trp

Lys

Leu

Gly

Pro

Thr

Thr
75

Ser

Leu

Pro

Ala

60

ser

ASp

ATg

val

ser

Gly

Tyr

60

Ser

val Asp Thr

90
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val

Gly

Arg

45

Arg

Ser

Arg

Lys

Ile

Lys

Tyr

Lys

Ala

Ser

ASD

30

Leu

Phe

Leu

Asp

Pro

ser

30

Gly

AsSn

Asn

Thr

Pro

15

LYS

val

Ser

Gin

Thr
95

Thr

i5

ser

Leu

Pro

Glin

TYyr
95

Gly

TvYr

Ile

Gly

Ser

80

Gly

Gln

ser

Ser

Phe
80

Tyr



Cys Ala Arg Glu Asp val Tle

100

Gin Gly Thr Thr val Thr val
115

<210> 355
<211> 108
<212> PRT

<213> Artificial Segquence

<220>

<223> DLL4 antibody E9-FR2

<400> 355

Asp Tyr val
1
Glu Arg Ala

Ala Ser Trp
35

Tyr Glu Asp
50

Ser Asn ser
65

Glu Asp val
val pPhe Gly

<210> 356
<211> 121
<212> PRT

Leu

Thr

20

TYr

ser

Gly

Ala

Gly
106

Thr

5

Ile

Gin

Lys

Asp

val

85

Gly

Gin

Asn

Gln

ATQg

Asp

70

Tyr

Thr

Ser

Cys

LysS

Pro

55

Ala

Tyr

Lys

<213> Artificial Sequence

<2Z20>

10289wW001_ST25
Leu Arg Gly Gly Ser Asp Tyr Trp Gly
105 110

Ser Ser
120

Vi region

Pro Asp Ser Leu Ala val Ser lLeu Gly
19 15

ser Gly Gln Arg Leu Gly Asp Lys Tyr
25 30

Pro Gly Gln Ser Pro Lys Leu val Ile
40 45

Ser Gly Ile Pro égp Arg Phe Ser Gly

Thr teu Thr Ile Ser Ser teau GIn Ala
75 80

Cys Glin Ala Trp Asp Arg Asp Thr Gly
90 g5

val Glu Ite Lys Arg
105

<223> DLL4 antibody E9.71 VH region

<400> 356

Glu val Gln Leu GIn Glu Ser Gly Pro Gly Leu val Lys Pro Ser Glu
1 5 10

15

Thr Leu Ser Leu Thr Cys Thr val Ser Gly Gly Ser Ile Ser Ser Ser
25

20

30

ser Tyr Tyr Trp Gly Trp Ile Arg Gln Pro Pro Gly Lys Gly Leu Glu
35 40 4
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Trp Ile
50

Leu Lys
65

Ser Leu
Cys Ala
Gln Gly

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

<220>
<223>

<400>
ser Tyr
1

Thr Ala
Ser Trp

Glu Asp
50

Asn Ser
65

Asp Glu
phe Gly

<210>
«<211>
<212>
<213>

<220>
<223>

<400>

Gly

Ser

Lys

Arg

Thr

115

357
107
PRT

ASp

Arg

ey

Gln

100

Leu

Ile

val

Ser

&5

Ala

val

Tyr

Thr

70

ser

Leu

Thr

Tyr

55

Ile

val

Ala

val

Artificial Sequence

DLL4 antibody E9.71 VL region

357

Glu

Ser

Tyr

35

ser

Gly

Tyr

358
121
PRT

Leu
Ile
20

Gln
Lys
Asp

ASD

Gly
1

Thr

Thr

Glin

Arg

Thr

TYyr

85

Thr

Gln

Cys

Lys

Pro

Ala

70

Tyr

Lys

Thr

Ser

Thr

Met

Ser
120

10289wW001_5725

Gly

val

Ala

Pro Pro Ser

Ser

Pro

ser

55

The

Cys

val

Artificial sequence

Gly

Gly

40

Gly

Leu

Gln

Thr

Gln

25

Gln

Ile

Thr

Ala

val
105

Ser Thr Tyr Tyr
60
Asp Thr Ser Lys
75

Ala Asp Thr Ala
90

Gly Gly ser Asp

val ser val Ser
i0

Arg Leu Gly Asp

Ser Pro val Leu
45

Pro Glu Arg phe
60

Ile ser Gly Thr
75

Trp Asp Arg Asp
90

Leu Gly

DLL4 antibody E9.71(M) VH region

358
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Asn

Asn

val

Lys
110

Pro

Lys

val

ser

Gln

Thr

Pro

Gln

Tyr

95

Trp

Gly

15

Tyr

Ile

Gly

Pro

Gly
95

Ser
Phe
80

Tyr

Gly

Ala

Tyr

Ser

Met

80

va'l



Glu

Thr

Ser

Tro

Leu

65

ser

Cys

Gln

val

Leu

Tyr

Ile

50

Lys

teu

Ala

Gly

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

<220>
<223>

<400>

Gln

Ser

Tyr

35

Gly

sSer

Lys

Arg

Thr

115

359
107
PRT

Leu

Leu

20

Trp

Asp

Arg

Leu

Gin

160

L.eu

Gln

Thr

Gly

Ile

val

Ser

85

Ala

val

Glu

Cys

Trp

Tyr

Thr

70

ser

teu

Thr

Ser

Thr

Ile

Tyr

55

Ile

val

Ala

vai

artificial Sequence

Gly

val

Arg

40

Thr

ser

Thr

Met

Ser
120

10289w001 _ST25

Pro Gly Leu val Lys
10

Ser

25

Gln

Gly

val

Ala

Gly

Pro

Ser

Asp

Ala

30

Gly

bLL4 antibody ES.71(M) VL region

359

Ser Tyr Glu

1

Thr

Ser

Glu

Asn

65

ASp

Phe

Ala

Trp

Asp

50

Ser

Glu

Gly

ser

TYyr

35

ser

Gly

Ala

Gly

Leu
Ile
20

Gin
Lys
Asp

ASD

Gly
1

Thr

5

Thr

Gin

Arg

Thr

Tyr

85

Thr

Gln

Cys

Lys

Pro

Ala

70

Tyr

1Lys

Pro

ser

Pro

Ser

55

Thr

Cys

l.eu

Pro Ser val

Gly

Gly

40

Gly

Leu

Gin

Thr

Gin

25

Gin

Ile

Thr

Ala

val
105

10

Arg
ser
Pro
Ite
Trp

90

lLeu

Gly

Pro

Thr

Thr

75

Asp

Gly

Ser

Leu

Pro

Glu

Ser

75

Asp

Gly

ser

Gly

TYyr

60

Ser

Thr

Ser

val

Gly

val

Arg

60

Gly

Arg
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Ile

Tyr

Lys

Ala

ASp

Ser

ASp

Leu

45

Phe

Thr

ASp

Pro

Ser

30

Gly

AsSn

AsSnh

val

Lys
110

Pro

Ser

Gln

Thr

Ser

15

Ser

Leu

Pro

Gin

Tyr

95

Trp

Gly

15

Tyr

Tle

Gly

Pro

Gly
95

Glu

Ser

Ser
Phe
80

Tyr

Gly

GIn

Ala

Tyr

Ser

Met

80

val



<210> 360
<211> 121
<212> PRT
<213>
<220>
<223> DLL4
<400> 360
Glu val Gln
1
Thr Leu Ser
Ser Tyr Tyr
35
Trp Ile Gly
50
Leu Lys Ser
65
Ser Leu Lys
Cys Ala Arg
Gin Gly 7Thr
115
<210> 361
<211> 107
<212> PRT
<213>
<220>
<223> DLLE
<400> 361
Ser Tyr Glu
Thr Ala Ser
Ser Trp Tyr
35
Glu Asp Ser
50

10289wW001._5725

Artificial Sequence

antibedy E9.71(L) VH region

Leu Gin Glu Ser Gly Pro Gly teu val
5 10

Leu Thr Cys Thr val Ser Gly Gly Sser
20 25

Trp Gly Trp Ile Arg Gln Pro pro Gly
40

Asp Ile Tyr Tyr Thr Gly Ser Thr Tyr
55 60

Arg val Thr Ile Ser val Asp Thr Ser
70 75

Leu Ser Ser val Thr ala Ala Asp Thr
85 90

Gin Ala Leu Ala Leu Gly Gly Gly Ser
100 105

teu val Thr val Ser Ser
120

Artificial Sequence

antibody E9.71(L) VL region

Leu Thr Gln Pro Pro Ser val Ser val
5

Ile Thr Cys Ser Gly Gln Arg Leu Gly
20 25

Gln GIn Lys Pro Gly Gin Ser Pro val
43¢

Lys Arg Pro Ser Gly Ile Pro Glu Arg
55 60
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Lys

Lys

Tyr

Lys

Ala

ASp

Ser

ASP

Leuy

45

Phe

Pro

Ser

30

Gly

Asn

Asn

val

Lys
110

Pro

LYS

val

Ser

Ser

15

Ser

teu

Pro

GlIn

TYr

95

Trp

Gly
15
Tyr

Ile

Gly

Glu

Ser

Glu

Ser

Phe

80

Tyr

Gly

Gin

Ala

Tyr

Ser



Asn Ser Gly

65

Asp Glu Ala

Phe Gly Gly

<210>
<211
<212>
<213>

<400>

362
19
PRT
Homo

362

Met Ala Trp

i

Ser Trp Ala

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

<400>

363
15
PRT
Homo

363

Met Ala Trp
1

val Trp Ala

<210>
<2311>
<212>
<213>

<400>

364
19
PRT
Homo

364

Met Ala Trp
1

ser Glu Ala

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

<400>

365
19
PRT
Homo

365

Met Ala Trp

1

10289wW001_sT725

Asp Thr Ala Thr teu Thr Ile Ser Gly Thr GIn Pro Met
70 75 80

Asp Tyr Tyr Cys GlIn Ala Trp Asp Arg Asp Thr Gly val
&5 30 95

Gly Thr Lys teu Thr val Leu Gly
100 05

sapiens

Ser Pro Leu Phe Leu Thr iLeu Ile Thr His Cys Ala Gly
5 10 15

sapiens

Ser Pro Leu Phe Leu Thr Leu Ile Thr His Cys Ala Arg
5 15

sapiens

Thr Pro Leu Leu Leu Pro bLeu Leu Thr Phe Cys Thr val
5 10 15

sapiens

Thr Pro teu Leu Leu Pra Leu Leu Thr Phe Cys Thr val
5 10 15
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10289w001_ST25

Ser Glu Ala

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

<400>

1

366

22

PRT

Homo sapiens

366

Met Asp Met Arg val Pro Ala Gin Arg Leu Gly Leu Leu ifeu teu Trp
10 15

5

Phe Pro Gly Ala Arg Cys
20

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

<400>

367

22

PRT

Homo sapiens

367

Met Asp Met Arg val Pro Ala GIn Arg Leu Gly Leu Leu Leu Leu Trp

1

5 10 15

Phe Pro Gly Ala Arg Cys

<210>
<211
<21Z2>
<213>

<220>
<223>

<400>

1

20

368

30

PRT

Artificial Sequence

EQ.71(M) antibody cleavage site
368

Met Ala Trp Ser Pro Leu Phe Leu Thr Leu Ile Thr His Cys Ala Gly
5

15

Ser Trp Ala Ser Tyr Glu Leu Thr Gin Pro Pro Ser val Ser
20

<210>
<211>
<21Z2>
<213>

<220>
<223>

<400>

25 30

369

30

PRT

Artificial Sequence

E9.71(M)}-1 antibody cleavage site
369

Met Ala Trp Ser Pro Leu Phe teu Thr Leu Tle Thr His Cys Ala Arg
1 5 15

19

rPage 128



val Trp Ala ggr Tyr Glu Leu Thr Gln Pro Pro Ser val Ser

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

<220>
<223>

<400>

10289w001_ST25

25

370
30
PRT
Artificial Sequence

£9.71(M)~2 antibody cleavage
370

Met Ala Trp Thr Pro Leu Leu fLeu Pro

1

Ser Glu Ala Ser Tyr Glu Leu Thr GlIn
20

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

<220>
<223>

<400>

5

25

371

29

PRT

Artificial Seguence

E9.71(M)-3 antibody cleavage
371

mMet Ala Trp Thr Pro Leu Leu Leu Pro
1 5

ser Glu Ala Tyr Glu Leu Thr Gln Pro
20

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

<220>
<223>

<400>

1

Phe pPro Gly Ala Arg Cys Ser Tyr Glu
20

Ser

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

<220>

25

372

33

PRT

Artificial Segquence

E9.71(M)-4 antibody cleavage
372

Met Asp Met Arg val Pro Ala Gln Arg
5

25

373

32

PRT

Aartificial Sequence

30

site

Leu Leu Thr Phe Cys Thr val
10 15

Pro Pro Ser val Ser
30

site

Leu Leu Thr Phe Cys Thr val
10 15

Pro Ser val Ser

site

Leu Gly Leu Leu Leu Leu Trp
10 15

Lteu Thr Gin Pro Pro Ser val
30
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) 10289w001_8T25
<223> £9.71{M)-5 antibody cleavage site

<400> 373

Met Asp Met Arg val Pro Ala GIn Arg Leu Gly Leu Leu Leu Leu Trp
1 5 10 15

Phe Pro Gly Ala Arg Cys Tyr Glu Leu Thr GIn Pro Pro Ser val Ser
20 25

<210> 374

<21il> 4

<212> PRT

<213> Artificial sSequence

<220>
<223> CDR localization peptide

<220>

<221> MISC_FEATURE

<222> (3)..(3)

<223> X can be any amino acid

<400> 374

phe Gly Xaa Gly
i

<210> 375

<211> 9

<212> PRT

<213>  Artificial sSequence
<220>

<223> (DR TocaTlization peptide

<220>

<221> misc_Teature

<222> (2)..(%

<223> X can be any amino acid, positions 2-9

<400> 375

Cys Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa
1 5

<210> 376

<211> 5

<212> PRT

<213> Artificial seguence

<220>

<223> (DR localization peptide
<400> 376

Lteu Glu Trp Ile Gly
1 5

<210> 377
<211> 4
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<212>
<213>

<220>
<223>

«220>
<221>
<222>
<223>

<400>

PRT_ L.
Artificial Sequence

CDhR Tocalization peptide

MISC_FEATURE
(3)..(3

X can be any amino acid

377

Trp Gly Xaa Gly
1

10289W001,_ST25
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