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ABSTRACT

A liquid aqueous pharmaceutical formulation 1s described which has a high protein

concentration, a pH of between about 4 and about 8, and enhanced stability.
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SEQUENCE LISTING

<110> AbbVie Biotechnology Ltd.

<120> ANTI-TNF-ALPHA ANTIBODIES IN SOLUTION AND USES THEREOF

<130> 36656-2277

<140> Divisional of CA2,494,756
<141> 2003-08-15

<150> US10/222,140
<151> 2002-08-16

<160> 34

<170> PatentIn version 3.5

<210> 1

<211l> 107

<212> PRT

<213> Artificial Sequence

<220>
<223> Description of Artificial Sequence: Synthetic

polypeptide

<220>
<223> Mutated human antibody

<400> 1
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

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

Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
33 40 45

Tyr Ala Ala Ser Thr Leu Gln Ser Gly Val Pro Sexr Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80
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Glu Asp Val Ala Thr Tyr Tyr Cys Gln Arg Tyr Asn Arg Ala Pro Tyr

85

S0

Thy Phe Gly Gln Gly Thr Lys Val Glu Ile Lys

<210> 2

<211>
<212>
<213 >

<220>

<223>

121
PRT
Artificial Sequence

100

polypeptide

<220>
<223> Mutated human

<400> 2
Glu Val Gln Leu Val

1

Ser

Ala

Ser

Glu

65

Leu

Ala

Gln

Leu

Met

Ala
50

Gly

Gln

Lys

Gly

His
35

Ile

Met

Val

Thr
115

Leu
20

Trp

Thr

Phe

AsSn

Ser

100

Leu

5

Ser

Val

Trp

Thr

sSerxr
85

Val

105

antibody

Glu

Cys

Arg

Asn

Ile

70

Leu

Leu

Thr

Ser Gly Gly Gly Leu

Ala

Gln

Ser
55

Ser

Arg

Serxr

Val

10

Ala Ser Gly Phe

25

Ala Pro
40

Gly His

Arg Asp

Ala Glu

Thr Ala
105

Ser Ser
120

Gly Lys

Ile Asp

Asn Ala

75

Ser Serxr

Val

Thr

Description of Artificial Sequence: Synthetic

Gln

Phe

GLy Leu

Asp Thr Ala
90

Leu

45

Ala

Asn

val

Asp

Pro

ASD

30

Glu

ASpP

ser

95

Gly Arg

15

AsSp

Trp

sSer

Leu

95

1Trp

Val

Val

Tyr
80

Cys

Gly



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

<220>
<223>

<220>
<223>

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

<4 00>
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3

S

PRT

Artificial Segquence

Description of Artificial Sequence: Synthetic
peptide

Mutated human antibody

MOD RES

(9)..(9)
Thr or Ala

3

Gln Arg Tyr Asn Arg Ala Pro Tyr Xaa

1

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

<220>
<223>

<220>
<223>

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

<400>

5

4

12

PRT

Artificial Sequence

Description of Artificial Sequence: Synthetic
peptide

Mutated human antibody

MOD RES
(12) ..(12)
Tyr or Asn

4

Val Ser Tyr Leu Ser Thr Ala Ser Ser Leu Asp Xaa

1

<210>
<211>
<212>

5 10

5
7

PRT

<213> Artificial Seqguence

<220>
<223>

Description of Artificial Sequence: Synthetic

peptide



CA 02854798 2014-06-20

<220>
<223> Mutated human antibody

<400> 5
Ala Ala Ser Thr Leu Gln Ser
1 5

<210> 6

<211> 17

<212> PRT

<213> Artificial Sequence

<220>
<223> Description of Artificial Sequence: Synthetic
peptide

<220>
<223> Mutated human antibody

<400> 6
Ala Ile Thr Trp Asn Ser Gly His Ile Asp Tyr Ala Asp Ser Val Glu
1 5 10 15

Gly

<210> 7

<211> 11

<212> PRT

<213> Artificial Sequence

<220>
<223> Description of Artificial Sequence: Synthetic
peptide

<220>
<223> Mutated human antibody

<400> 7
Arg Ala Ser Gln Gly Ile Arg Asn Tyr Leu Ala
1 5 10

<210> 8

<211> b

<212> PRT

<213> Artificial Sequence
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<220>
<223> Description of Artificial Sequence: Synthetic
peptide

<220>
<223> Mutated human antibody

<400> 8
Asp Tyr Ala Met His
1 5

<210> O

<400> O
000

<210> 10

<400> 10
OO0

<210> 11

<211> 9

<212> PRT

<213> Artificial Sequence

<220>
<223> Description of Artificial Sequence: Synthetic

peptide

<220>
<223> Mutated human antibody

<400> 11
Gln Lys Tyr Asn Ser Ala Pro Tyr Ala

1 5

<210> 12

<211> 9

<212> PRT

<213> Artificial Sequence

<220>
<223> Description of Artificial Sequence: Synthetic

peptide
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<220>
<223> Mutated human antibody

<400> 12
Gln Lys Tyr Asn Arg Ala Pro Tyr Ala

1 5

<210> 13

<211> O

<212> PRT

<213> Artificial Sequence

<220>

<223> Description of Artificial Sequence:

peptide

<220>
<223> Mutated human antibody

<400> 13
Gln Lys Tyr Gln Arg Ala Pro Tyr Thr

1 5

<210> 14

<211> O

<212> PRT

<213> Artificial Sequence

<220>

<223> Description of Artificial Seguence:

peptide

<220>
<223> Mutated human antibody

<400> 14
Gln Lys Tyr Ser Ser Ala Pro Tyr Thr

1 5

<210> 15

<211> O

<212> PRT

<213> Artificial Sequence

<220>

<223> Description of Artificial Sequence:

peptide

Synthetic

Synthetic

Synthetic
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<220>
<223> Mutated human antibody

<400> 15
Gln Lys Tyr Asn Ser Ala Pro Tyr Thr

1 5

<210> 16

<211> 9

<212> PRT

<213> Artificial Sequence

<220>

<223> Description of Artificial Sequence:

peptide

<220>
<223> Mutated human antibody

<400> 16
Gln Lys Tyr Asn Arg Ala Pro Tyr Thr

1 5

<210> 17

<211l> 9

<212> PRT

<213> Artificial Sequence

<220>

<223> Description of Artificial Sequence:

peptide

<220>
<223> Mutated human antibody

<400> 17
Gln Lys Tyr Asn Ser Ala Pro Tyr Tyr
1 5

<210> 18

<211> 9

<212> PRT

<213> Artificial Sequence

<220>

<223> Description of Artificial Sequence:

peptide

Synthetic

Synthetic

Synthetic



CA 02854798 2014-06-20

<220>
<223> Mutated human antibody

<400> 18
Gln Lys Tyr Asn Ser Ala Pro Tyr Asn

1 5

<210> 19

<211> 9

<212> PRT

<213> Artificial Seqguence

<220>

<223> Description of Artificial Sequence:

peptide

<220>
<223> Mutated human antibody

<400> 19
Gln Lys Tyr Thr Ser Ala Pro Tyr Thr
1 5

<210> 20

<211> 9

<212> PRT

<213> Artificial Sequence

<220>

<223> Description of Artificial Sequence:

peptide

<220>
<223> Mutated human antibody

<400> 20
Gln Lys Tyr Asn Arg Ala Pro Tyr Asn
1 5

<210> 21

<211> 9

<212> PRT

<213> Artificial Seqguence

<220>

<223> Description of Artificial Sequence:

peptide

Synthetic

Synthetic

Synthetic
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<220>
<223> Mutated human antibody

<400> 21
Gln Lys Tyr Asn Ser Ala Ala Tyr Ser

1 5

<210> 22

<211l> O

<212> PRT

<213> Artificial Sequence

<220>

<223> Description of Artificial Sequence:

peptide

<220>
<223> Mutated human antibody

<400> 22
Gln Gln Tyr Asn Ser Ala Pro Asp Thr
1 5

<210> 23

<211> 9

<212> PRT

<213> Artificial Sequence

<220>

<223> Description of Artificial Sequence:

peptide

<220>
<223> Mutated human antibody

<400> 23
Gln Lys Tyr Asn Ser Asp Pro Tyr Thr
1 5

<210> 24

<211> 9

<212> PRT

<213> Artificial Sequence

<220>

<223> Description of Artificial Sequence:

peptide

Synthetic

Synthetic

Synthetic
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<220>
<223> Mutated human antibody

<400> 24
Gln Lys Tyr Ile Ser Ala Pro Tyr Thr

1 5

<210> 25

<211> 9

<212> PRT

<213> Artificial Seqguence

<220>

<223> Description of Artificial Sequence:

peptide

<220>
<223> Mutated human antibody

<400> 25
Gln Lys Tyr Asn Arg Pro Pro Tyr Thr
1 5

<210> 26

<211> 9

<212> PRT

<213> Artificial Seqguence

<220>

<223> Description of Artificial Sequence:

peptide

<220>
<223> Mutated human antibody

<400> 26
Gln Arg Tyr Asn Arg Ala Pro Tyr Ala
1 5

<210> 27

<211> 12

<212> PRT

<213> Artificial Sequence

<220>

<223> Description of Artificial Seguence:

peptide

10

Synthetic

Synthetic

Synthetic
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<220>
<223> Mutated human antibody

<400> 27
Ala Ser Tyr Leu Ser Thr Ser Ser Ser Leu Asp Asn

1 5 10

<210> 28

<211> 12

<212> PRT

<213> Artificial Seqguence

<220>
<223> Description of Artificial Sequence: Synthetic

peptide

<220>
<223> Mutated human antibody

<400> 28
Ala Ser Tyr Leu Ser Thr Ser Ser Ser Leu Asp Lys

1 5 10

<210> 29

<211> 12

<212> PRT

<213> Artificial Sequence

<220>
<223> Description of Artificial Sequence: Synthetic

peptide

<220>
<223> Mutated human antibody

<400> 29
Ala Ser Tyr Leu Ser Thr Ser Ser Ser Leu Asp Tyr
1 5 10

<210> 30

<211> 12

<212> PRT

<213> Artificial Sequence

<220>
<223> Description of Artificial Sequence: Synthetic

peptide

11
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<220>
<223> Mutated human antibody

<400> 30
Ala Ser Tyr Leu Ser Thr Ser Ser Ser Leu Asp Asp

1 5 10

<210> 31

<211> 12

<212> PRT

<213> Artificial Sequence

<220>
<223> Description of Artificial Sequence: Synthetic

peptide

<220>
<223> Mutated human antibody

<400> 31
Ala Ser Tyr Leu Ser Thr Ser Phe Ser Leu Asp Tyr
1 5 10

<210> 32

<211> 172

<212> PRT

<213> Artificial Sequence

<220>
<223> Description of Artificial Sequence: Synthetic

peptide

<220>
<223> Mutated human antibody

<400> 32
Ala Ser Tyr Leu Ser Thr Ser Ser Ser Leu His Tyr
1 5 10

<210> 33

<211> 12

<212> PRT

<213> Artificial Seqguence

<220>
<223> Description of Artificial Sequence: Synthetic

peptide

12
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<220>
<223> Mutated human antibody

<400> 33
Ala Ser Phe Leu Ser Thr Ser Ser Ser Leu Glu Tyr

1 5 10

<210> 34

<211> 12

<212> PRT

<213> Artificial Seqguence

<220>
<223> Description of Artificial Sequence: Synthetic

peptide

<220>
<223> Mutated human antibody

<400> 34
Ala Ser Tyr Leu Ser Thr Ala Ser Ser Leu Glu Tyr
1 5 10

13
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-3 -
CLAIMS
We claim:
]. A liquid aqueous pharmaceutical formulation comprising a human anti-Tumor

Necrosis Factor alpha (TNFa) IgG antibody, or an antigen-binding portion thereof, at a

concentration from 20 to 150 mg/ml, a polyol, a polysorbate at a concentration from 0.1 to 10

mg/ml, and a buffer system comprising histidine,
wherein said formulation has a pH from 4 to 8, and

wherein the antibody comprises a light chain variable region and a heavy chain

variable region of antibody D2E7.



	Page 1 - abstract
	Page 2 - abstract
	Page 3 - description
	Page 4 - description
	Page 5 - description
	Page 6 - description
	Page 7 - description
	Page 8 - description
	Page 9 - description
	Page 10 - description
	Page 11 - description
	Page 12 - description
	Page 13 - description
	Page 14 - description
	Page 15 - description
	Page 16 - description
	Page 17 - description
	Page 18 - claims

