<110>

<120>

<130>

<150>
<151>

<160>
<170>
<210>
<211>
<212>
<213>

<220>
<223>

<400>

eolf-seql
SEQUENCE LISTING

F. Hoffmann-La Roche AG
Genentech, Inc.

Method for the reduction of host cell proteins in affinity
chromatography

P32999

US 62/208,523
2015-08-21

12
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1

123

PRT

Artificial

variable heavy chain domain VH of <VEGF> bevacizumab

1

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

1

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Tyr Thr Phe Thr Asn Tyr

20 25 30

Gly Met Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val

35 40 45

Gly Trp Ile Asn Thr Tyr Thr Gly Glu Pro Thr Tyr Ala Ala Asp Phe

50

55 60

Lys Arg Arg Phe Thr Phe Ser Leu Asp Thr Ser Lys Ser Thr Ala Tyr

65

70 75 80

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

eolf-seql
90

95

Ala Lys Tyr Pro His Tyr Tyr Gly Ser Ser His Trp Tyr Phe Asp Val

100

105

Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
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<211>
<212>
<213>

<220>
<223>

<400>

115

2
107
PRT

Artificial

variable light chain

2

Asp Ile Gln

1

Asp

Leu

Tyr

Ser

65

Glu

Thr

Arg

Asn

Phe

50

Gly

Asp

Phe

Val

Trp

35

Thr

Ser

Phe

Gly

Met

Thr

20

Tyr

Ser

Gly

Ala

Gln
100

Thr

Ile

Gln

Ser

Thr

Thr

85

Gly

Gln

Thr

Gln

Leu

Asp

70

Thr

Ser

Cys

Lys

His

55

Phe

Tyr

Lys

120

domain VL of <VEGF>

Pro

Ser

Pro

40

Ser

Thr

Cys

Val

Ser

Ala

25

Gly

Leu

Gln

Glu
105

Ser Leu Ser
10

Ser Gln Asp

Lys Ala Pro

Val Pro Ser
60

Thr Ile Ser
75

Gln Tyr Ser
90

Ile Lys
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110

bevacizumab

Ala

Ile

Lys

45

Arg

Ser

Thr

Ser

Ser

30

Val

Phe

Leu

Val

Val

15

Asn

Leu

Ser

Gln

Pro
95

Gly

Tyr

Ile

Gly

Pro
80



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

<220>
<223>

<400>

3
128
PRT

Artificial

variable heavy chain

3

Gln Val Gln Leu

1

Ser

Tyr

Gly

Gln

65

Met

Ala

Pro

Val

Met

Trp

50

Gly

Glu

Arg

Gly

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

Lys Val
20

His Trp
35

Ile Asn

Arg Val

Leu Ser

Ser Pro
100

Ala Phe
115

4
108
PRT

Val

5

Ser

Val

Pro

Thr

Arg

85

Asn

Asp

Artificial

Gln

Cys

Arg

Asn

Met

70

Leu

Pro

Ile

Ser

Lys

Gln

Ser

55

Thr

Arg

Tyr

Trp

domain VH of <ANG-2> E6Q

Gly

Ala

Ala

40

Gly

Arg

Ser

Tyr

Gly
120

Ala

Ser

25

Pro

Gly

Asp

Asp

Tyr

105

Gln

eolf-seql

Glu

10

Gly

Gly

Thr

Thr

Asp

90

Asp

Gly

Val Lys

Tyr Thr

Gln Gly

Asn Tyr

60

Ser Ile

75

Thr Ala

Ser Ser

Thr Met
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Lys

Phe

Leu

45

Ala

Ser

Val

Gly

Val
125

Pro

Thr

30

Glu

Gln

Thr

Tyr

Tyr

110

Thr

Gly

15

Gly

Trp

Lys

Ala

Tyr

95

Val

Ala

Tyr

Met

Phe

Tyr

80

Cys

Tyr

Ser



<220>
<223>

<400>

variable

4

Gln Pro Gly Leu Thr Gln

1

Thr

His

Asp

Asn

65

Asp

Tyr

Ala

Trp

Asp

50

Ser

Glu

Val

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

<400>

5
1
p
H

5

Arg

Tyr

35

Ser

Gly

Ala

Phe

26
RT
omo

Gln Val Glu

1

Ser Leu Arg

Ile Thr Cys
20

Gln Gln Lys

Asp Arg Pro

Asn Thr Ala
70

Asp Tyr Tyr
85

Gly Thr Gly
100

sapiens

light chain

Pro

Gly

Pro

Ser

55

Thr

Cys

Thr

eolf-seql

domain VL of < ANG-2> E6Q

Pro

Gly

Gly

40

Gly

Leu

Gln

Lys

Ser Val
10

Asn Asn
25

Gln Ala

Ile Pro

Thr Ile

Val Trp

90

Val Thr
105

Ser

Ile

Pro

Glu

Ser

75

Asp

Val

Val

Gly

Val

Arg

60

Arg

Ser

Leu

Ala

Ser

Leu

45

Phe

Val

Ser

Pro

Lys

30

Val

Ser

Glu

Ser

Gly

15

Ser

Val

Gly

Ala

Asp
95

Gln

Val

Tyr

Ser

Gly

80

His

Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

5

10

15

Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr

20

25
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30



Ala

Ser

Lys

65

Leu

Ala

Phe

Met

Ala

50

Gly

Gln

Arg

Asp

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

<400>

Ser
35

Ile

Arg

Met

Gly

Val
115

108
PRT
Homo

6

Asp Ile Val

1

Glu Arg Ala

Tyr Leu Ala

35

Ile Tyr Gly

50

Gly Ser Gly

Trp

Asn

Phe

Asn

Lys

100

Trp

Val

Ala

Thr

Ser

85

Gly

Gly

sapiens

Leu

Thr

20

Trp

Ala

Ser

Thr

Leu

Tyr

Ser

Gly

Arg

Ser

Ile

70

Leu

Asn

Gln

Gln

Ser

Gln

Ser

Thr

Gln

Gly

55

Ser

Arg

Thr

Gly

Ser

Cys

Gln

Arg

55

Asp

Ala

40

Thr

Arg

Ala

His

Thr
120

Pro

Arg

Lys

40

Ala

Phe

Pro

Arg

Asp

Glu

Lys

105

Leu

Ala

Ala

25

Pro

Thr

Thr

eolf-seql
Gly Lys Gly

Thr

Asn

Asp

90

Pro

Val

Thr

10

Ser

Gly

Gly

Tyr

Ser

75

Thr

Tyr

Thr

Leu

Gln

Gln

Val

Tyr

60

Lys

Ala

Gly

Val

Ser

Ser

Ala

Pro
60

Leu Thr Ile
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Leu

45

Ala

Asn

Val

Tyr

Ser
125

Leu

Val

Pro

45

Ala

Ser

Glu

Asp

Thr

Tyr

Val

110

Ser

Ser

Ser

30

Arg

Arg

Ser

Trp

Ser

Leu

Tyr

95

Arg

Pro

15

Ser

Leu

Phe

Leu

Val

Val

Tyr

80

Cys

Tyr

Gly

Ser

Leu

Ser

Glu



65

Pro Glu Asp

Ile Thr Phe

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

<400>

7
1
p
H

7

24
RT
omo

Glu Val Gln

1

Ser

Asp

Ser

Gly

65

Gln

Arg

Pro

Leu

Met

Gly

50

Arg

Met

Gly

Trp

Arg

His

35

Ile

Phe

Asn

Arg

Gly
115

70

eolf-seql

75

80

Phe Ala Thr Tyr Tyr Cys Leu Gln Ile Tyr Asn Met Pro

85

90

Gly Gln Gly Thr Lys Val Glu Ile Lys

100

sapiens

Leu

Leu

20

Trp

Thr

Thr

Ser

Ile

100

Gln

Val

Ser

Val

Thr

Ile

Leu

85

Ser

Gly

Glu

Cys

Arg

Ala

Ser

70

Arg

Met

Thr

Ser

Ala

Gln

Gly

55

Arg

Ala

Asp

Leu

Gly

Ala

Ala

40

Asp

Glu

Gly

Arg

Val
120

105

Gly

Ser

25

Thr

Thr

Asn

Asp

Gly

105

Thr

Gly Leu
10

Gly Phe

Gly Lys

Tyr Tyr

Ala Lys

75

Thr Ala
90

Val Lys

Val Ser

Val

Thr

Gly

Pro

60

Asn

Val

Asn

Ser
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Gln

Phe

Leu

45

Gly

Ser

Tyr

Asn

Pro

Ser

30

Glu

Ser

Leu

Tyr

Trp
110

95

Gly

15

Ser

Trp

Val

Tyr

Cys

95

Phe

Gly

Tyr

Val

Lys

Leu

80

Ala

Asp



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

<400>

124
PRT
Homo

8

Glu Val Gln

1

Ser

Asp

Ser

Gly

65

Gln

Arg

Pro

Leu

Met

Ala

50

Arg

Met

Gly

Trp

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

<400>

Arg

His
35

Ile

Phe

Asn

Arg

Gly
115

9
124
PRT
Homo

sapiens

Leu Val

Leu Ser

20

Trp Val

Thr Ala

Thr Ile

Ser Leu

85

Tyr Ser
100

Gln Gly

sapiens

Glu

Cys

Ala

Ser
70

Gly

Thr

Ser

Ala

Gln

Gly

55

Arg

Ala

Ser

Leu

Gly

Ala

Ala

40

Asp

Glu

Gly

Gly

Val
120

Gly

Ser

25

Thr

Ile

Asn

Asp

Ser

105

Thr

eolf-seql

Gly

10

Gly

Gly

Tyr

Ala

Thr

90

Tyr

Val

Leu

Phe

Lys

Tyr

Lys

75

Ala

Tyr

Ser

Val

Thr

Gly

Pro

60

Asn

Val

Asn

Ser
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Arg

Phe

Leu

45

Gly

Ser

Tyr

Asp

Pro

Ser

30

Glu

Ser

Leu

Tyr

Trp
110

Gly

15

Asn

Trp

Val

Tyr

Cys

95

Phe

Gly

Tyr

Val

Lys

Leu

80

Ala

Asp



Gln

Ser

Ser

Gly

Gln

65

Met

Ala

Val

Pro

Val

Met

Gly

50

Gly

Asp

Thr

Trp

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

<400>

Gln

Lys

His
35

Phe

Arg

Leu

Asp

Gly
115

10
107
PRT
Homo

10

Glu Ile val

1

Glu Arg Ala

Leu Ala Trp

Leu

Val

20

Trp

Asp

Val

Ser

Leu

100

Gln

Val

Ser

Val

Pro

Thr

Ser

85

Ala

Gly

sapiens

Gln

Cys

Arg

Glu

Met

70

Leu

Gly

Thr

Ser

Lys

Gln

Asn

55

Thr

Arg

Gly

Thr

Gly

Val

Ala

40

Gly

Ala

Ser

Ser

Val
120

Leu Thr Gln Ser Pro

5

Thr Leu Ser Cys Arg

20

Ala

Ser

25

Pro

Glu

Asp

Glu

Asp

105

Thr

Ala

eolf-seql
Glu Vval Lys
10

Gly Asn Thr

Gly Lys Gly

Ala Ile Tyr
60

Thr Ser Thr
75

Asp Thr Ala
90

Phe Tyr Tyr

Val Ser Ser

Thr Leu Ser
10

Lys

Leu

Leu

45

Ala

Asp

Val

Tyr

Leu

Ala Ser Gln Ser Val

25

Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg
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Pro Gly
15

Thr Glu
30

Glu Trp

Gln Lys

Thr Ala

Tyr Tyr
95

Gly Leu
110

Ser Pro
15

Ser Ser
30

Leu Leu

Ala

Leu

Met

Phe

Tyr

80

Cys

Asp

Gly

Tyr

Ile



35

Tyr Asp Ala
50

Ser Gly Ser
65

Glu Asp Phe

Thr Phe Gly

<210> 11
211> 107
<212> PRT
<213> Homo
<400> 11
Glu Ile Vval
1

Glu Arg Ala

Leu Ala Trp
35

Tyr Asp Ala
50

Ser Gly Ser
65

Glu Asp Phe

Ser

Gly

Ala

Gly
100

Asn

Thr

Val

85

Gly

sapiens

Leu

Thr

20

Tyr

Ser

Gly

Ala

Thr

Leu

Gln

Asn

Thr

Val
85

Arg

Asp

70

Tyr

Thr

Gln

Ser

Gln

Arg

Asp

70

Tyr

Ala

55

Phe

Tyr

Lys

Ser

Cys

Lys

Ala

55

Phe

Tyr

40

Thr

Thr

Cys

Val

Pro

Arg

Pro

40

Thr

Thr

Cys

Gly

Leu

Gln

Glu
105

Ala

Ala

25

Gly

Gly

Leu

Gln

eolf-seql

Ile Pro Ala
60

Thr Ile Ser
75

Gln Arg Asn
90

Ile Lys

Thr Leu Ser
10

Ser Gln Ser

Gln Ala Pro

Ile Pro Ala
60

Thr Ile Ser
75

Gln Arg Ser
90
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45

Arg Phe Ser

Ser Leu Glu

Asn Trp Pro

Leu

Val

Arg

45

Arg

Ser

Asn

Ser

Ser

30

Leu

Phe

Leu

Trp

95

Pro

15

Ser

Leu

Ser

Glu

Pro
95

Gly

Pro

80

Leu

Gly

Tyr

Ile

Gly

Pro

80

Leu



Thr Phe Gly

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

<400>

12
107
PRT
Homo

12

Ala Ile Gln

1

Asp

Leu

Tyr

Ser

65

Glu

Thr

Arg

Ala

Asp

50

Gly

Asp

Phe

Val

Trp

35

Ala

Ser

Phe

Gly

eolf-seql

Gly Gly Thr Lys Val Glu Ile Lys

100

sapiens

Leu

Thr

20

Tyr

Ser

Gly

Ala

Gln
100

Thr

Ile

Gln

Ser

Thr

Thr

85

Gly

Gln

Thr

Gln

Leu

Asp

70

Tyr

Thr

Ser

Cys

Lys

Glu

55

Phe

Tyr

Lys

Pro

Arg

Pro

40

Ser

Thr

Cys

Leu

105

Ser

Ala

25

Gly

Gly

Leu

Gln

Glu
105

Ser

10

Ser

Lys

Val

Thr

Gln

90

Ile

Leu

Gln

Ala

Pro

Ile

75

Phe

Lys

Ser

Gly

Pro

Ser

60

Ser

Asn
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Ala

Ile

Lys

45

Arg

Ser

Ser

Ser

Ser

30

Leu

Phe

Leu

Tyr

Val

15

Ser

Leu

Ser

Gln

Pro
95

Gly

Ala

Ile

Gly

Pro

80

Tyr



