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Humanized antivodies against the beta-amyloid peptide
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26

PatentIn version 3.3

1

10

PRT

Mus musculus

1

Arg Ala Ser Ser Ser val Asn Tyr Met His
1 5 10

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

<400>

2

7

PRT

Mus musculus

2

Ala Thr Ser Asn %eu Ala Sser
1

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

<400>

3

9

PRT

Mus musculus

3

GIn GIn Trp Arg Thr Asn Pro Pro Thr
1 5

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

<400>
1

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

<400>
1

Gly

4
5

PRT

Mus musculus

4

Glu Tyr Thr Met His
5

5

17

PRT

Mus musculus

5

Gly val Asn Pro Tyr Asn Asp Asn Thr ?_Sr Tyr Ile Ara Lys lig.u GIn
5
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<210> 6

<211> 13

<212> PRT

<213> Mus musculus

<400> 6
Tyr Gly Gly Leu érg Pro Tyr Tyr Phe iro Met Asp Phe
1 e 0

<210> 7

<211> 108

<212> PRT

<213> Artificial

<220>
<223> VL of ESBAZ1Z

<400> 7
Ala Asp Ile val Leu Thr GIn Ser Pro Ser Ser Leu Ser Ala Ser val
1 5 10 15

Gly asp Arg val Thr Leu Thr Cys Arg Ala Ser Ser Ser val Asn Tyr
20 25 30

Met His ;rp Tyr GIn Gln Arg Zgo Gly Lys Pro Pro Lys Ala Leu Ile
5 435

Tyr an Thr Ser Asn Leu é}a ser Gly val Pro Ser Arg Phe Ser Gly
60

ser Gly ser Gly Thr Glu Phe Thr Leu Thr Ile Ser Ser Leu GIn Pro
65 70 75 80

Glu Asp val Ala \é'g‘l TYr Tyr Cys GlIn Gln Trp Arg Thr Asn ggo Pro
90

Thr Phe 61y G61n Gly Thr Lys Leu Glu val Lys Arg
100 105

<210> 8

<211> 108

<212> PRT

<213> Artificial

<220
<223> vL of Framework 2.3

<400> 8

Ala GTu I1e val Leu Thr Gln Ser Pro Ser Ser Leuw Ser Ala ser val
1 5 10 15

Gly Asp Arg XST Thr Leu Thr Cys %gg Ala ser GIn Gly %ée Arg Asn
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PoT/cH 2008700 0382 .

GTu Leu Ala Trp Tyr GIn Gln Arg Pro Gly Lys Ala Pro Lys Arg lLeu
35 40 45

Ile gﬁr Ala Gly ser Ile geu Gln ser Gly val gro ser Phe Ser Gly
5 0

ser Gly Ser Gly Thr Glu Phe Thr Leu Thr Ile Ser Ser Leu Gin Pro
65 70 75 80

Glu Asp val Ala g%1 Tyr Tyr Cys GIn Gln Tyr Tyr Ser Leu Sgo Tyr
30

met Phe Gly Eég Gly Thr Lys val Asp Ile Lys Arg

<210> 9

<211> 107

<212> PRT

<213> Mus musculus

<400> 9
Asp Ile val Leu Ehr GIn Ser Pro Ala ige Leu Ser Ala Ser Ego Gly
1

Glu Lys val ;gr Leu Thr Cys Arg A}a Ser Ser Ser Val égn TYr Met
2

His Trp ;gr GIn GIn Lys Pro Gly Ser Pro Pro Lys ﬁ1a Trp Ile Tyr
40 5

Ala Thr Ser Asn Leu Ala Ser Gly val Pro Asp Arg Phe Ser Ala Ser
50 55 60

Gly ser Gly Thr ser Tyr Ser Leu Thr Ile Ser Arg val Glu Ala Glu
65 70 75 80

Asp Ala Ala Thr gyr Tyr Ccys GIn GlIn ggp Arg Thr Asn Pro ggo Thr
5

Phe Gly Ala Gly Thr Lys Leu Glu Leu Lys Arg
100 105

<210> 10

<211> 107

<212> PRT

<213> Artificial

<220>
<223> VL A

<400> 10

Glu ITe val Met Thr GIn Ser Pro Ser Thr Leu Ser Ala Ser val Gly
1 5 10 15
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Asp Arg val Tle Ile Thr Cys Arg éga ser Gln Ser Ile ggr ser Trp
20

Leu ATa Trp Tyr GIn GIn Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 45

TYr g%s Ala Ser Ser Leu ggu ser Giy val Pro ger Arg Phe Ser Gly
0

ser Gly ser Gly Ala Glu Phe Thr Leu Thr Ile Ser Ser Leu Gin Pro
65 70 75 80

Asp Asp Phe Ala Thr Tyr Tyr Cys GIn ggn Tyr Lys Ser Tyr ggp Thr
85

phe Gly GIn Gly Thr Lys Leu Thr val Leu Gly
100 105

<210> 11
<211> 108
<212> PRT
<213> artificial

<220>
<223> VL B

<400> 11

Glu Ile val Leu Thr GIn Ser Pro Ser Ser Leu Ser Ala Ser val Gly
1 5 10 i5

Asp Arg val Thr Leu Thr Cys Arg Ala Ser GIn Gly Ile Arg Asn Glu
20 25 30

Leu Ala ;rp Tyr GIn GIn Arg Pro Gly Lys Ala Pro kgs Arg Leu Ile
5 4D

Tyr ?ga Gly ser Ile Leu g}n ser Gly val Pro ggr Arg Phe Ser Gly

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

Glu Asp val Ala val Tyr Tyr Cys Gln ggn Tyr Tyr Ser leu Sgo Tyr
85

Met Phe Gly GIn Gly Thr Lys val Asp Ile Lys Arg
100 105

<210> 12

<211> 109

<212> PRT

<213> Artificial

<220>
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<223> VL C

<400> 12

§1u Ile val Met ghr Gin Ser Pro Ala TBr Leu Ser val Ser ;EO Gly
1

Glu ser Ala gga Leu Ser Cys Arg éga ser Gin Gly val ggr Thr Asn

val Ala Trp Tyr GIn 6ln Lys Pro Gly Gln Ala Pro Arg Leu Leu Iile
35 40 45

TYr ggy Ala Thr Thr Arg A;a ser Gly val Pro géa Arg Phe Ser Gly
5

ser Gly ser Gly Thr Glu Phe Thr Leu Thr Ile Asn Ser Leu GIln Ser
65 70 75 80

Glu Asp Phe Ala Ala Tyr Tyr Cys GIn GIn Tyr Lys His Trp Pro Pro
85 a0 95

Trp Thr phe Gly Gin Gly Thr Lys val Glu Ile Lys Arg
100 105

<210> 13

<211= 111

<212> PRT

<213> Artificial

<220>
<223> VL D

<400> 13
GIn ser val Leu Thr GIn Pro Pro Ser val ser Ala Ala Pro Gly Gin
1 5 10 15

Lys val Thr %ge Ser Cys Ser Gly ger Thr ser Asn Ile ggy Asp Asn
5

Tyr val ggr Trp Tyr Gln GIn hgu Pro Gly Thr Ala Pgo Gln Leu Leu
4

Ile E%r Asp Asn Thr Lys Agg Pro Ser Gly Ile Pro Asp Arg Phe Ser
5 60

Gly ser Lys Ser Gly Thr Ser Ala Thr Leu Gly Tle Thr Gly Leu Gln
65 70 75 80

Thr Gly Asp Glu Ala Asp Tyr Tyr Cys Gly Thr Trp Asp Ser Ser Leu
85 90 a5

ser Gly val val phe Gly Gly Gly Thr Lys rLeu Thr val Leu Gly
100 105 110
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<210> 14

<211> 108

<212> PRT

<213> Artificial

<220>
<223> VL E

<400> 14
Glu Tle val Leu Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
1 5 10 15

GTu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Thr Leu Thr His Tyr
20 25 30

Leu Ala Trp Tyr Gln Gln Lys 250 Gly Gln Ala Pro zgg teu Leu Ile
35

Tyr Asp Thr Ser Lys Arg éga Thr Gly val Pro gga Arg Phe ser Gly
50

ser gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser sSer Leu Glu Pro
65 70 - 75 80

Glu Asp Ser Ala ggu Tyr Tyr Cys Gln Gln Arg Asn Ser Trp Pro His
90 95

Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys Arg
100 105

<210> 15

<231> 109

<212> PRT

<213> Artificial

<220>
<223> VL F

<400> 15

ser Tyr val Leu Thr G1n Pro Pro Ser val ser val Ala Pro Gly Glin
1 5 10 15

Thr Ala Thr ¥31 Thr Cys Gly Gly égn aAsn Ile Gly Ser Lgs ser val
3

His Trp ggr Gln GIn Lys Pro g%y ¢1n Ala Pro val Leu val val Tyr
45

Asp Asp Ser Asp 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 Arg Arg val Glu Ala Gly
65 70 75 80
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Asp Glu Ala Asp Tyr Tyr Cys Gln val Trp Asp Ser Ser 5er Asp His
85 90 95
Asn val phe Gly ser Gly Thr Lys val Glu Ile Lys Arg
100 105

<210> 16

<211> 109

<212> PRT

<213> Artificial

<220>
<223> VL G

<400> 16

Leu Pro val Leu Thr Gln Pro Pro Ser val ser val Ala Pro Gly GlIn
1

Thr Ala Arg Ile ser Cys Gly Gly ggn Asn Ile Glu Thr gge ser val
20 :

Bis Trp Tyr GIn GIn Lys Pro Gly Gln Ala Pro val Leu val val ser
35 40 45

ASp ggp Ser val Arg Pro ggr Gly I7e Pro Glu ggg Phe ser Gly Ser

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

Asp Glu Ala Asp Tyr Tyr Cys Gln val Trp Asp Ser Ser Ser Asp Tyr

85 90 95

val val pPhe Gly Gly Gly Thr Lys Leu Thr val Leu Gly

100 105
<210> 17
<211> 122
<212> PRT
<213> Artificial
<220>
<223> VvH of ESBAZ21Z2
<400> 17

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

Ser val Lys ¥81 Sser Cys Thr Ala ggr Gly Tyr Thr Phe ggr Glu Tyr

Thr Met His Trp val Arg Gln Ala Pro Gly GIn Gly Leu Glu Trp Met
35 40 45

Gly Gly val Asn Pro Tyr Asn Asp Asn Thr Ser Tyr Ile Arg Lys Leu
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50

35

GiIn Gly Arg val Thr Leu Thr
65 70

Met GIu Leu Thr ger Leu Thyr
5

Ala Arg Tyr Gly Gly Leu Arg
100

Gly GIn Gly Thr Leu val Thr
115

<210> 18

<211> 123

<212> PRT

<213> Artificial

<220

<223> VvH of Framework 2.3

<400> 18

GIn val GIn Leu val GIn Ser

1 5

ser val Lys val Ser Cys Thr

20
Phe Leu g;s Trp val Arg Gln
Gly Arg Ile Asn Pro Asp Ser
50 55

Asp Arg val Thr Leu Thr Arg

65 70

Glu Leu Thr Ser ggu Thr ser

Arg val pro Arg Gly Thr Tyr

100

Trp Gly GIn Gly Thr Leu val
115

<210> 19

<211 122

<212> PRT

<213> Mus musculus

<400> 19

Gin val GIn Leu GIn GIn Ser

val

Ser

Pro

val
120

Gly

Ala

Ala

40

Gly

Asp

AsSp

Leu

Thr
120

Gly

Asp

Asp

Tyr

105

Ser

Ala

Ser

25

Pro

ASp

Thr

AsSp

Pro

PCT/CH 200 8/ 00 0382

60

Arg Ser Ser Ser Thr Ala Tyr
75 80

Asp Thr Ala val Tyr Tyr Cys
90 95

Tyr Phe Pro Met Asp Phe Trp
110

Ser

Glu val Lys Lys Pro Gly Ala
10 15

Gly Tyr Ser Phe ggr Gly Tyr

Gly Gln Gly hgu Glu Trp Met

Thr Tyr %ga GIn Lys Phe Gln

ser Ile Gly Thr val Tyr Met
75 80

Thr Ala val Tyr Tyr Cyé Ala
90 95

Pro Trp Asp Tyr Phe Asp Tyr
110

Ser Ser

Glu Ley val Lys Pro Gly Ala
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1 5 10 i5

Sser val Lys Ile Ser Cys Lys Thr %gr Gly Tyr Thr Phe ggr Glu Tyr
20

Thr Met His Trp val Lys GIn Ser His Gly Lys Ser Leu Glu Trp Ile
35 40 45

Gly Ggy val Asn Pro Tyr §§n Asp Asn Thr Ser g%r Ile Arg Lys Leu
5

g1n Gly Lys val Thr Lgu Thr val Asp Arg Sgr ser Ser Thr Ala Tyr
5 7 7

o]
o

Met Glu Leu Arg Ser Leu Thr Ser Glu Asp Ser Ala val Tyr Phe Cys
g5 20 95

Ala Arg Tyr Gly Gly Leu Arg Pro Tyr Tyr Phe Pro Met Asp Phe Trp
100 105 110

Gly GIn Glg Thr ser val Thr val Ser Ser
1

120
<210> 20
<211> 124
<212> PRT
<213> Artificial
<220>
<223> VH H
<400> 20

Gln val G1In Leu val Gln Ser Gly Gly Gly Leu val GIn Pro Gly Gly
1 5 10 15

Ser Leu Arg Eeu Ser Cys Ala Ala Ser Gly Phe Thr Phe Sgr ser Tyr
0 25 3

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

ser gga Ile ser Gly Ser g1y Gly Ser Thr Tyr Tyr Ala Asp Ser val
5 60

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

Leu GIn Met Asn Ser Leu Arg Ala Glu ggp Thr ala val Tyr gﬁr Cys
85

Ala Ala Wis val Leu Arg Phe Leu Glu Trp Leu pro Asp Ala Phe Asp
100 105 110
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I1e Trp Gly GIn Gly Thr Leu Val Thr val ser Ser
1is 120

<210> 21
<211> 108
<212> PRT
<213> artificial

<220>
<223> WVHTI

<400> 21
c¢lu Tle val Leu Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Leu Gly
1 5 10 15

Asp Arg val Thr Ile Thr Cys Arg Ala ser Gln Ser ITe Ser Ser Tyr
20 25 30

Leu Asn Trp Tyr GIn Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ite
35 40 45

Tyr éga Ala Ser ser Ser g}n ser Gly val Pro . e Phe Arg Gly
0

ser Glu Ser Gly Thr Asp Phe Thr Leu Thr Tle Ser Asn Leu Gln Pro
65 70 75 80

Glu Asp Phe Ala T?r Tyr Tyr Cys GlIn gén ser Tyr Arg Thr ggo Phe
8

Thr pPhe Gly Pro Gly Thr Lys val Glu Ile Lys Arg
100 105

<210> 22

<211> 123

<212> PRT

<213 artificial

<220>
<223> VH I

<400> 22
val GIn Leu val GIn Ser Gly Ala Glu val Lys Lys Pro Gly Ala Ser
1 5 10 15

val Lys val ggr cys Thr ala Ser g;y Tyr Ser Phe Thr ggy Tyr Phe

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

Arg :gg)e Asn Pro Asp ser (Sa“fliy Asp Thr Ile Tyr Ala Gln Lys Phe Gin
60

Asp Arg val Thr Leu Thr Arg Asp Thr Ser Ile Gly Thr val Tyr Met
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65 70 75 80

Glu Leu Thr Ser Leu Thr Ser Asp Asp Thr Ala val Tyr Tyr Cys Ala
85 90 95
Arg val Pro Arg Gly Thr Tyr Leu Asp Pro Trp Asp Tyr Pphe Asp Tyr
100 105 110

Trp Gly G1n Gly Thr Leu val Thr val Ser ser
115 120

<210> 23

<211> 122

<212> PRT

<213> Artificial

<220>
<223> VH K

<400> 23

Glu val GIn Leu val Glu ser Gly Gly Gly Leu val GIn Pro Gly Gly
1 5 10 15

Ser Leu Arg Egu ser Cys Ala Ala Ser Gly Phe Thr Phe SSr ser Tyr
25 3

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

ser QAa Ile Ser Gly Ser ggy Gly ser Thr Tyr Tyr Ala Asp Ser val
60

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

Leu G1n Met Asn Ser Leu Arg Ala Glu Asp Thr Ala val Tyr Tyr Cys
85 90 95

Ala Lys Asp Ala Gly Ile Ala val Ala Gly Thr Gly Phe Asp Tyr Trp
100 105 110

Gly GIn Gly Thr Leu val Thr val Ser Ser
115 120

<210> 24

<211> 250

<212> PRT

<213> Artificial

<220>
<223> ESBAZ12

<400> 24

Ala Asp Ile val Leu Thr GIn Ser Pro Ser Ser Leu Ser Ala Ser val
1 5 10 15
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Gly Asp Arg val Thr Leu Thr Cys Arg Ala ser Ser ser val Asn Tyr
20 25 30

Met His Trp Tyr Gln Gin Arg Pro Gly Lys Pro Pro Lys Ala Leu Ile
35 40 45

Tyr Aga Thr Ser Asn Leu %}a ser Gly val Pro ggr Arg Phe Ser Gly
5 .

ser Gly Ser Gly Thr Glu Phe Thr Leu Thr Tle Ser Ser Leu GIn Pro
65 70 75 80

Glu Asp val Ala ga1 Tyr Tyr Cys Gin ggn Trp Arg Thr Asn Sgo Pro
5 .

Thr phe Gly GIn Gly Thr Lys Leu Glu val Lys Arg Gly Gly Gly Gly
100 105 110

ser Gly Gly Gly Gly ser Gly Gly Gly Gly ser Gly Gly Gly Gly Ser

Gln val GIn Leu val GIn Ser Gly Pro Glu val Lys Lys Pro Gly Ala
130 135 140

ser val Lys val Ser Cys Thr Ala Ser Gly Tyr Thr Phe Thr Glu Tyr
145 150 155 160

Thr Met His Trp val Arg G1n Ala Pro Gly GIn Gly Leu Glu Trp Met
165 170 175

Gly Gly val Asn Pro Tyr Asn Asp Asnh Thr ser Tyr Tle Arg Lys Leu
180 185 190

Gin Gly Arg val Thr Leu Thr val Asp Arg Ser Sey Ser Thr Ala Tyr
195 200 205

Met Glu Leu Thr Ser Leu Thr Ser Asp Asp Thr Ala val Tyr Tyr Cys
210 215 220

Ala Arg Tyr Gly Gly Leu Arg Pro Tyr Tyr Phe Pro Met Asp Phe Trp
225 230 235 240

Gly GIn Gly Thr Leu val Thr val ser Ser

245 250
<210> 25
<211> 20
<212> PRT
<213> Artificial
<220>

<223> Tinker
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<40Q0> 25
Gly Gly Gly Gly ser Gly Gly Gly Gly Ser Gly Gly Gly Gly ser Gly
1 5 10 15

Gly Gly Gly Ser
20

<210~ 26

<21l> 11

<212> PRT

<213> Homo sapiens

<400> 26

Ala 1le Ile Gly Leu Met val Gly Gly val val
1 5 10
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