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SEQUENCE LISTING
<110> Neuralab Limited, Wyeth et al.

<120> HUMANIZED ANTIBODIES THAT RECOGNIZE BETA
AMYLOID PEPTIDE

<2130> ELN-028PC

<150> 60/474654
<151> 2003-05-30

«160> 35
<170> FastSEQ for Windows Version 4.0

<210> 1
<211> 383
<212> DNA
<213> Murine

<220>

<221> CDS
<222> {1)...(393)

<220>

<221> sig peptide
<222> (1) ...(57)

<400> 1
atg aag ttg cct gtt agg ctg ttg gtg ctg atg ttc tgg att cct gct 48
Met Lys Leu Pro Val Arg Leu Leu Val Leu Met Phe Trp Ile Pro Ala

-15 -10 -5

tce age agt gat gtt ttg atg acc caa act éca cte tee ctg cect gte 96
Ser Ser Ser Asp Val Leu Met Thr Gln Thr Pro Leu Ser Leu Pro Val
1 5 10

agt ctt gga gat caa gece tec atc tct tge aga tct'agt cag age att 144
Ser Leu Gly Asp Gln Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser Ile
15 20 25

gta cat agt aat gga aac acc tac tta gaa tgg tac ctg cag aaa cca 182
Val His Ser Asn Gly Asn Thr Tyr Leu Glu Trp Tyr bheu Gln Lys Pro
30 35 40 45

gge cag tet cca aag cte ctg ate tac aaa gtt tec aac cga ttt tet 240
Gly @ln Ser Pro Lys Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser

ggg gtec cca gac agg ttc agt ggc agt gga tca ggg aca gat ttc aca 288
Gly val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
€5 70 75

cte aag atc age aga gtg gag gcot gag gat ctg gga att tat tac tgc 336
Leu Lys Tle Ser Arg Val Glu Ala Glu Asp Leu Gly Ile Tyr Tyr Cys
80 85 90
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st caa agt teca cat gtt cct ctc acg tte ggt get ggg acc aag ctg 384
Phe Gln Ser Ser His Val Pro Leu Thr Phe @ly Ala Gly Thr Lys Leu
95 100 105

gag ctg aaa 383
@glu Leu Lys
110

<210> 2
«211> 131
<212> PRT
«213> Murine

<220>
«221> SIGNAL
<222 (1)...(19)

<400> 2

Met Lys Leu Pro Val Arg Leu Leu val Leu Met Phe Trp Ile Pro Ala
-15 -10 -5

Ser Ser Ser Asp Val Leu Met Thr Gln Thr Pro Leu Ser Leu Pro Val

Ser Leu Gly Asp Gln Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser Ile
15 20 25

val His Ser Asn Gly Asn Thr Tyr Leu Glu Trp Tyr Leu Gln Lys Pro

30 35 40 45

Gly @Gln Ser Pro Lys Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser

50 55 60
@ly val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
65 70 75
Leu Lys Ile Ser Arg Val Glu Ala Glu Asp Leu Gly Ile Tyr Tyr Cys
80 85 90

Phe Gln Ser Ser His Val Pro Leu Thr Phe @gly Ala Gly Thr Lys Leu
95 100 105

Glu Leu Lys

110

<210> 3
<211> 417
<212> DNA
<213> Murine

<220>
<221> CDS
<222 (1) ...(417)

<220>

<221> sig_peptide
«222> (1) ...(B7)
<400> 3

atg gac agg ctt act act tca tte ctg ctg ctg att gtc cct geca tat 48
Met Asp Arg Leu Thr Thr Ser Phe Leu Leu Leu Ile Val Pro Ala Tyr
~-15 -10 -5

gte ttg tce caa gtt act cta aaa gag tet gge cct ggg ata ttg aag 96
val Leu Ser Gln val Thr Leu Lys Glu Ser dly Pro Gly Ile Leu Lys
1 5 10

).
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ccc tca cag ace cte agt ctg act tgt tect tte tet ggg ttt teca ctg 144
pro Ser Gln Thr Leu Ser Leu Thr Cys Ser Phe Ser Gly Phe Ser Leu
15 20 : 25

agc act tct ggt atg agt gta ggc tgg att cgt cag cct tca ggg aag 182
Ser Thr Ser Gly Met Ser Val Gly Txp Ile Arg Gln Pro Ser Gly Lys
30 35 40 45

ggt ctg gag tgg ctg geca cac att tgg tgg gat gat gat aag tac tat 240
Gly Leu Glu Trp Leu Ala His Ile Trp Trp Asp Asp Asp Lys Tyr Tyr
50 55 . 60

aac cca tec ctg aag age cgg cte aca atc tca aag gat acc tce aga 288
Asn Pro Ser Leu Lys Ser Arg Leu Thr Ile Ser Lys Asp Thr Ser Arg
65 70 75

aac cag gta ttc ctc aag atc acc agt gtg gac act gca gat act gcc 338
Asn Glp Val Phe Leu Lys Ile Thr Ser Val Asp Thr Ala Asp Thr Ala
80 85 90

act tac tac tgt gct cga aga act act acg get gac tac ttt gece tac 384
Thr Tyr Tyr Cys Ala Arg Arg Thr Thr Thr Ala Asp Tyr Phe Ala Tyxr
95 100 105

tgg ggc caa ggce acc act cte aca gtc tee tea ' 417
Trp Gly Gln Gly Thr Thr Leu Thr Val Sex Sexr

110 115 120

<210> 4
<211l> 138
«<212> PRT
<213> Murine

<220>
<2215 SIGNAL
<222 (1) ...{(19)

<400> 4

Met Asp Arg Leu Thr Thr Ser Phe Leu Leu Leu Ile Val Pro Ala Tyr
-15 ~-10 -5

val Leu Ser Gln Val Thr Leu Lys Glu Ser Gly Pro Gly Ile Leu Lys

Pro Ser Gln Thr Leu Ser Leu Thr Cys Ser Phe Ser Gly Phe Ser Leu
15 20 25

Ser Thr Ser Gly Met Ser Val Gly Trp Ile Arg Gln Pro Ser Gly Lys

30 35 40 45

@ly Leu Glu Trp Leu Ala His Ile Trp Trp Asp Asp Asp Lys Tyr Tyr

50 55 60
Asn Pro Ser Leu Lys Ser Arg Leu Thr Ile Ser Lys Asp Thr Ser Arg
65 70 75
Asn Gln Val Phe Leu Lys Ile Thr Ser Val Asp Thr Ala Asp Thr Ala
80 85 . 20

Thr Tyr Tyr Cys Ala Arg Arg Thr Thr Thr Ala Asp Tyr Phe Ala Tyr
95 100 105

Trp Gly Gln Gly Thr Thr Leu Thr Val Ser Ser

110 115 120
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<210>
<211>
«212>
<213>

5
429
DNA

<220>
<223>

<400> 5

cmgmaagctt
ractgettee
tggagatcaa
cacctactta
agtttccaac
tttcacactc
aagttcacat
gatecctmgr

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

6
445
DNA

<220>
«223> synth

<400> 6

aagcttgeeg
tatgtcttgt
accctcagte
ggctggattc
gatgataagt
agaaaccagg
tgtgetcegaa
acagtcteet

«210> 7
«211> 112
«212> PRT

synthetic ,

gecegecacca
agcagtgatyg
gectecatet
gaatggtacc
cgattttctg
aagatcagca
gttectctca

etic

ccaccatgga
ccecaagttac
tgacttgttc
gtcagectte
actataaccc
tattcctcaa
gaactactac

caggtgagtg

Artificial Sequence

tgaagttgec
ttttgatgac
cttgcagatc
tgcagaaacce
gggtcccaga
gagtggaggce
cgttecggtge

Artificial Sequence

caggcttact
tctaaaagad
tttcoctctggy
agggaagggt
atccctgaag
gatcaccagt
ggctgactac
gatcce

«213> Artificial Sequence

<220>
<223> gynth

<400> 7
asp Val
1
Glu

val

Pro Ala

Asn Gly

35
Gln Leu
50

ATy

Pro
Asp Phe
65

Ser

Arg Val

Ser His Val

Asn

etic

Met Thr
5
Ser Ile
20
Thr Tyr

Len Ile

Ser Gly

Glu Ala
85
Pro Leu

100

Gln
Ser
Leu
Tyr
Ser
70

Glu

Thr

Ser Pro

Cys Arg

Glu Trp
40
Lys Val
55
Gly Ser

Asp Val

Phe Gly

tgttaggetyg
ccaaacteca
tagtcagagc
aggccagtct
caggttcagt
tgaggatctg
tgggaccaag

acttcattcc
tetggecctg
ttttcactga
ctggagtggce
agcecggctca
gtggacactg
tttgeoctact

hizalivl - VL reglon

Leu Ser Leu
10

Ser Ser Gln

25
Tyr

Leu Gln

Ser Asn Arg

Gly Thr Asp
75
val Tyr
90

Gly

Gly

Gln
105

Thr

ttggtgctga
ctctcectge
attgtacata
ccaaagctcce
ggcagtggat
ggaatttatt
ctggagctga

tgctgetgat
ggatattgaa
gcacttctgy
tggcacacat
caatctccaa
cagatactgc

ggggccaadgd

Pro Val

Ser Ile
30
Pro
45
Ser

Lys

Phe
60
Phe Thr

Tyr Cys

Lys Leu

Thr
Val
Gly
Gly
Leu
Phe

Glu
110

PCT/US2004/017514

tgttotggat
ctgtcagtet
gtaatggaaa
tgatctacaa
cagggacaga
actgctttea
aacgtgagtyg

tgtccectgea
gceetecacag
tatgagtgta
ttggtgggat
ggatacctee
cacttactac
caccactcte

Pro
15
His

Gly
Ser

Gln Ser

Val Pro
Ile
80

Sexr

Lys

Gln
95

Ile Lys

60

120
180
240
300
360
420
429

60

120
180
240
300
360
420
445



WO 2004/108895

<210> 8

<211>
<212>
<213>

<220>

<221>
<222>

<400> 8

Met
Ala
Leu
Gln
Gln
Axg
ASD
75

Tyx

Thr

Lys
Gln
-5

Pro
Ser
Lys
Ala
60

Phe
Tyr

Lys

<210> 9

<211>
<212>
<213>

<220>

<221>
<222>

<400> 9

Met
-20
Gly
vVal
Leu
Pro
45

Ser

Thr

Cys

Arg

Ser

Thr

Leu

30

Gly
Gly

Leu

Met

134
PRT
Homo sapiens

Tyr
-20
Pro
Val
Leu
Pro
45

Ser
Thr
Cys

Leu

120
PRT
Homo sapilens

Leu
Ser
Pro
15

His
Gln
val
Lys

Gln
95

SIGNAL
(1) ...(22)

Leu
Ala
Thr
Leu
30

Gly
Gly
Leu

Met

Glu
110

SIGNAL
(1) ...(20)

Pro
Gly
Gly
Ser
Ser
Pro
Ile

80
ala

Leu
Met
Pro
15

His

Gln

Val P

Lys
Gln

95
Ile

Ala
Asp
Glu
Asn
Pro
Asp
65

Ser

Leu

Pro
Ala
Gly
Ser

Ser

Ile
80
Ala

Lys

Gln
-15
Ile
Pro
Gly
Gln
50

Arg

Gln

Thr
Asp
Glu
Asn
Pro
Asp
€5

Ser

Leu

Leu
val
Ala
Tyr
Leu
Phe
Val

Thr

Ala
~15
Val
Pro
Gly
Gln
50

Arg
Arg

Gln

Leu
Met
Ser
20

Asn
Leu
Ser

Glu

Pro
100

Ala
val
Ala
Tyr
35

Leu
Phe

Val

Thr

Gly
Thr
Ile
Tyr
Ile
Gly

Ala
85

Ala
Met
Ser
20

Asn
Leu
Ser

Glu

Pro
100

Leu
Gln
Ser
Leu
TyY
Ser

70
Glu

Gly
Thr
Ile
Tyr
Ile
Gly
Ala

85
Tyr

Leu
-10
Ser
Cys
Asp
Leu
535)

Gly

Asp

Leu
Gln
Ser
Leu
Ty
Ser
70

Glu

Thr

Met
Pro
Arg
Trp
40

Gly

Sex

vVal

Leu
-10
Ser
Cys
Asp
Leu
55

Gly
Asp

Phe

Leu
vLeu
ser
25

Tyr
Ser

Gly

Gly

Leu
Pro
Arg
Trp
40

Gly
Ser

Val

Gly

Trp
Ser
10

Ser
Leu
Asn

Thr

Val
90

Leu
Leu
Ser
25

Tyx
Ser
Gly

Gly

Gln
105

val
Leu
Gln
Gln
Arg
Asp

75
Tyr

PCT/US2004/017514

Ala
Ser
10

Ser
Leu
Asn
Thr
val

90
Gly

Ser
-5

Pro
Ser
Lys
Ala
60

Phe

Tyr



WO 2004/108895

<210> 10
<211> 12

<212>
<213>

<220>

<223>

<400> 10
Gln val Gln

1

0

PRT
Artificial Sequence

Ser Leu Arg

Gly
Trp
Leu
65

Tyr
Cys

Gly

«<210>

Met
Leu
50

Lys
Leu

Ala

Thxr

sSer
35

Ala
Ser
Gln
Arg

Thxr

115

«211> 14

<212>
<213>

<220>

<221>
<222>

<400> 11

Met
Val
Pro
Ser
30

Glu
Asp
Thr
Tyr

Asp
110

Glu
Gln
Gly
15

Ser
Trp
Ser
Leu
Tyr

95
val

11

1

DPRT
Homo sapiens

Phe
Cys
Arg
Tyr
val
Val
Tyr
80

cys

Trp

hi12A11vl

Leu
Leu
20

Val
His
Arg
Met
Arg

100
Val

SIGNAL
(1) ...(19)

Gly
Gln
1
Ser
Ala
Ala
Lys
65
Leu

Ala

Gly

VH

Val
Ser
Gly
Ile
Leu
Asn
85

Thr

Thr

Leu
-15
Val
Leu
Met
Val
50

Gly
Gln
Arg

Gln

region

Glu
Cys
Trp
Trp
Thr
70

Ser

Thr

Val

ser
Gln
Arg
His
35

Ile
Arg
Met

Asp

Gly
115

Ser
Ala
Ile
Trp
55

Ile
Leu

Thr

Ser

Trp
Leu

Leu
20

Trp
Ser
Phe
Asn
Arg

100
Thr

Gly
Phe
Arg
40

Asp
Ser
Arg

Ala

Ser
120

val
val
Ser
Val
Tyx
Thr
Ser
85

His

Thr

Gly
Ser
25

Gln
Asp
Lys

Ala

Asp
105

Phe
Glu
Cys
Arg
Asp
Ile
70

Leu

Ser

Val

Gly
10

Gly
Ala
Asp
Asp
Glu

a0
Tyr

Leu
-10
Ser
Ala
Gln
Gly
55

Ser
Arg

Sexr

Thr

Val
Phe
Pro
Lys
Thr
75

Asp

Phe

val

Gly

Ala
40

Ser
Arg
Ala
Ser

Val
120

val
Ser
Gly
Tvyr
60

Ser

Thr

Ala

Ala
Gly
Ser
25

Pro
Asn
Asp
Glu
Trp

105
Ser

Gln
Leu
Lys
45

Tyr
Lys
Ala

VY

Leu
Gly
10

Gly
Gly
Lys
Asn
Asp
90

Tyx

Ser

Pro
Ser
30

Gly
Asn
Asn

val

Trp
110

Leu
Val
Phe
Lys
TyE
Ser

75
Thr

Tyr

Gly
15

Thr
Leu
Pro
Thr
Tyr

95
Gly

Arg
-5

Val
Thr
Gly
Tyr
60

Lys
Ala

Gly

PCT/US2004/017514

Arg
Ser
Glu
Ser
Val
80

Tyr

Gln

Gly
Gln
Phe
Leu
45

Ala
Asn

val

Met



WO 2004/108895

PCT/US2004/017514
<210> 12
<211> 137
<212> PRT
«213> Homo sapiens
<220>
<221> SIGNAL
<222> (1)...(19)
<400> 12
Met Glu Phe Gly Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arg Gly
-15 -10 -5
val Gln Cys Gln Val Gln Leu Val Glu Ser Gly CGly Gly Val Vval Gln
1 5 10
Pro Gly Arg Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe
15 20 25
Ser Ser Tyr Ala Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu
30 35 40 45
Glu Trp Val Ala Val Ile Ser Tyxr Asp Gly Ser Asn Lys Tyr Tyr Ala
50 55 &0
Asp Ser Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn
65 70 75
Thr Leu Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val
80 85 S0
Tyr Tyr Cys Ala Arg Asp Ala Lys Leu Leu Met Leu Leu Ile Ser Gly
95 100 105
Ala Lys Gly Glmn Trp Ser Pro Ser Leu
110 115
<210> 13
<211> 120
<212> PRT
<213> Artificial Sequence
<220>
<223> gynthetic hl2A11v2
<4£00> 13
@Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Phe Ser Gly Phe Thr Leu Ser Thr Ser
20 25 30
aly Met Ser Val Gly Trp Ile Arg Gln Ala Pro Gly Lys Gly Leu Glu
3B 40 45
Trp Val Ala His Ile Trp Trp Asp Asp Asp Lys Tyr Tyr Asn Pro Ser
50 55 60
Leu Lys Ser Arg Phe Thr Ile Ser Lys Asp Thr Ser Lys Asn Thr Leu
65 70 75 80
Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr
85 90 95

Cys Ala Arg Arg Thr Thr Thr Ala Asp Tyr Phe Ala Tyr Trp Gly Gln
100 105 110
Gly Thr Thr val Thr Val Ser Ser
115 120



WO 2004/108895

<210> 14
«<211> 120
<212» PRT

<213> Artificial Sequence

<220>

«<223> syunthetic

<400> 14

Gln Val Gln
1

Ser Leu Arg

Gly Met Ser
35
Trp Val Ala
50
Leu Lys Ser
65
Tyr Leu Gln

Cys Ala Arg

Gly Thr Thr
115

<210> 15
«211> 120
<212> PRT

Leu
Leu

20
val

Arg
Met
Arg

100
vVal

h1l2A11v2.1

Val Glu Ser
Ser Cys Ala
Gly Trp Ile

Ile Txp Trp
55
Phe Thr Ile
70
Asn Ser Leu
85
Thr Thr Thr

Thr vVal Ser

<213> Artificial Sequence

«220>

<223> synthetic

<400> 15
Gln val Gln
L

Ser Leu Arg

Gly Met Ser
35
Trp Val Ala
50
Leu Lys Ser
65
Tyr Leu Gln

Cys Ala Arg
Gly Thr Thr

115

<210> 16
<211> 120
<212> PRT

Leu
Leu
20

Val
His
Arg
Met
Arg

100
Val

hl1l2A11v3

Vval Glu Ser
Ser Cys Ala
Gly Trp Ile

Ile Trp Trp
55
Phe Thr Ile
70
Asn Ser Leu
85
Thr Thr Thr

Thr Val Ser

<213> Artificial Sequence

<220>

«223> synthetic hl2A1l1v4.1

Gly
Phe
Arg
40

Lsp
Ser
Arg

Ala

Sexr
120

Gly
Phe
Arg
40

Asp
Ser
Arg

Ala

Ser
120

Gly
Ser
25

Gln
Asp
Lys
Ala

AsSp
105

Gly
Ser
25

Gln
Asp
Arg
Ala

ASp
105

Gly
Gly
Ala
Asp
Asp
Glu

90
Tyr

Gly
10

Gly
Ala
Asp
Asp
Glu

S0
Tyr

Val
Phe
Pro
Lys
Asn
75

Asp

Phe

Val
Phe
Pro
Lys
Asn
75

Asp

Phe

val
Thr

Gly

;Tyr

60
Ser

Thr

Ala

val
Thr
Gly
Tyr
60

Ser

Thr

Ala

Gln
Leu
Lys
45

Tyr
Lys

Ala

Tyr

Gln
Leu

Lys

45

TYY
Lys
Ala

Tyr

Pro
Ser
30

Gly
Asn
Asn

val

Trp
110

Pro
Ser
30

Gly
Asn
Asn

Val

Trp
110

Gly
15

Thr
Leu
Pro
Thr
Tyx

85
Gly

Gly
15

Thr
Leu

Pro

Thr

Tyr
95
Gly

PCT/US2004/017514

Arg
Ser
Glu
Ser
Leu
80

TYyTY

Gln

Arg
Ser
Glu
Ser
Leu
80

Tyr

Gln



WO 2004/108895

<400> 16

Gin
1
Ser
Gly
Trp
Leu
65
Tyr
Cys

Gly

Val
Leu
Met
Leu
50

Lys
Leu

Ala

Thr

<210> 17
«211l> 12

<212>
<213>

<220>

<223>

<400> 17

Gln
1
Ser
Gly
TLp
Leu
65
Tyr
Cys

Gly

val
Leu
Met
val
50

Lys
Leu

Ala

Gln

Ser
35

Ala
Ser
Gln
Arg

Thr
115

0

PRT
Artificial Sequence

Gln
Arg
Ser
35

Ala
Ser

Gln

Arg

Leu
Leu

20
val

Arg
Met
Arg

100
val

Leu
Leu
20

vVal
His
Arg

Met

Arg
100

val
Ser
Gly
Ile
Leu
Asn
85

Thr

Thr

Glu
Cys
Trp
Trp
Thr
70

Sexr

Thr

Val

Ser
Ala
Ile
Trp
55

Ile
Lieu
Thr

Ser

synthetic hi2A11v4.2

val Glu Ser

5
Ser

Gly
Ile
Leu
Asn

85
Thr

Thr Thy Val Thr

<210> 18
<211l> 12

<212>
<213>

<220>

<223>

<400> 18
@ln Val Gln Leu vVal Glu Ser Gly Gly Gly Val Vval Gln Pro Gly Arg

1

115

0

PRT
Artificial Sequence

5

Cys
Trp
Trp
Thr
70

Ser

Thr

Val

Ala
Ile
Trp
55

Ile
Leu

Thr

ser

gynthetic h12A11v4.3

Gly
Phe
Arg
40

Asp
Ser
Arg

Ala

Ser
120

Gly
Phe
Arg
40

Asp
Ser
Arg

Ala

Ser
120

Gly
Ser
25

Gln
Asp
Lys

Ala

Asp
105

Gly
Ser
25

Gln
Asp
Lys

Ala

Agp
105

Gly
10

Gly
Ala
Asp
Asp
Glu

90
TyT

Gly
10

Gly
Ala
Asp
Asp
Glu

90
TYyr

10

vVal
Phe
Pro
Lys
Thr
75

Asp

Phe

Val
Phe
Pro
Lys
Thr
75

Asp

Phe

val
Thr
Gly
Tyr
60

Ser

Thr

Ala

Val
Ser
Gly
Tyr
60

Ser

Thr

Ala

Gln
Leu
Lys
45

Tyx
Lys

Ala

Tyr

Gln
Leu
Lys
TYyr
Lys
Ala

Tyr

Pro
Sex
30

Gly
Asn
Asn

Val

Trp
110

Pro
Ser
30

Gly
Asn
Asn

Val

Trp
110

Gly
Thr
Leu
Pro
Thr
TyL

95
Gly

Gly
15

Thr
Leu
Pro
Thr
Tyr

95
aly

15

PCT/US2004/017514

Arg

Ser

Glu '
Ser

Val

80

Ty

Gln

Arg
Ser
Glu
Ser
val
80

Tyr

Gln

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

20

25

30



WO 2004/108895

Gly Me

Trp Le
50

t Ser val Gly Trp Ile
35
u Ala His Ile Trp Trp
55

neuw Lys Ser Arg Phe Thr Ile

65
Tyr Le

Cys Al

70
1 Gln Met Asn Ser Leu
85
a Arg Arg Thr Thr Thr
100

Gly Thr Thr val Thr Val Ser

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

<220>
<223>

<400>

115

19

120

PRT

Artificial Sequence

synthetic hl2A11v4.4

19

gln val Gln Leu Val Glu Ser

1
Ser Le

5
u Arg Leu Ser Cys Ala
20

Gly Met Ser Val Gly Trp Ile

35

Trp Leu Ala Hig Ile Trp Trp

50

55

Leu Lys Ser Arg Leu Thr Ile

65

70

Tyr Leu Gln Met Asn Ser Leu

85

Cys Ala Arg Arg Thr Thr Thr

100

Gly Thr Thr Val Thr Val Ser

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

<220>
<223>

<400>

115

20

120

BRT

Artificial Sequence

synthetic hl2Al1v5.1

20

@Gln Val Gln Leu Val GIu Ser

1

5

Ser Leu Arg Leu Ser Cys Ala

20

Gly Met Ser Val Gly Trp Ile

35

Trp Val Ala His Ile Trp Trp

50

55

Leu Lys Ser Arg Leu Thr Ile

55

70

Arg
40

Asp
Sexr
Arg
Ala

Ser
120

Gly
Phe
Arg
40

AspP
Ser
Arg

Ala

Ser
120

Gly
Phe
Arg
40

Asp

Ser

Gln
Asp
Lys
Ala

Asp
105

Gly
Sexr
25

Gln
Asp
Liys
Ala

Asp
105

Gly
Ser
25

Gln
Asp

Lys

Ala
Asp
Asp
Glu

90
Tyr

Gly
10

Gly
Ala
Asp
Asp
Glu

90
Tyr

Gly
10

Gly
Ala
Asp

Asp

Pro
Lys
Thr
75

AsSp

Phe

val
Phe
Pro
Lys
Thr
75

Asp

Phe

val
Phe
Pro
Lys

Thr
75

- 10 -

aly
Tyr
60

Ser

Thr

Ala

Val
Ser
Gly
TYT
Ser
Thr

Ala

val
Thr
Gly
Tyr

60
Ser

Lys
45

Tyr
Lys
Ala

Tyr

Gln
Leu
Lys
Tyx
Lys
Ala

Tyr

Gln
Leu
Lys
45

Tyr

Lys

Gly
Asn
Asn
Val

Trp
110

Pro
Ser
30

Gly
Asn
Asn

val

Trp
110

Pro
Ser
30

Gly

Asn

Asn

Leu
Pro
Thr

TyY
25
Gly

Gly
15

Thr
Lau
Pro
Thr
Tyr

95
Gly

Gly
15

Thr
Leu

Pro

Thr

PCT/US2004/017514

Glu
Ser
Val
80

Tyr

Gln

Arg
Ser
Glu
Ser
Leu
80

Tyr

Gln

Arg
Ser
Glu
Ser

Val
80



WO 2004/108895

Tyr Leu Gln Met Asn Ser Leu Arg

85

cys Ala Arg Arg Thr Thr Thr Ala

100

@ly Thr Thr Val Thr Val Ser Ser

<210> 21
<211l> 12

<212>
<213>

<220>

«<223>

<400>

Gln
1
Ser
Gly
Trp
Leu
65
Tyr
Cys

Gly

val
Leu
Met
Leu
50

Lys
Leu

Ala

Thr

<210> 22
«<211l> 12

<212>
<213>

<220>

<223 >

«400> 22
Gln vVal Gln Leu

1
Ser
Gly
Txrp
Leu
65
Tyr
Cys

Gly

Leu
Met
Leu
50

Lys
Leu

Ala

Thr

115

0

PRT
Artificial Seguence

21

Gln
Arg
Ser
35

Ala
Ser
Gln

Arg

Thr
115

1

PRT
Artificial Segquence

Arg
Ser
35

Ala
Ser
Gln

Arg

Thr
115

gynthetic

Leu
Leu
20

Val
His
Arg
Met
Arg

100
Val

Leu
20

Val
His
Arg
Met
Arg

100
Val

h12A11v5.2

val
5
Ser
Gly
Ile
Phe
Asn
85
Thx

Thr

Val
5

Ser
Gly
Ile
Leu
Asn
85

Thr

Thx

Glu
Cys
Trp
Trp
Thr
70

Ser

Thr

Val

Glu

Cys
Trp
Trp
Thr
70

Ser

Thr

val

Ser
Ala
Ile
Trp
55

Ile
Leu

Thr

Ser

synthetic hl2Allv5.3

Ser

Ala
Ile
Trp
55

Ile
Leu

Thi

Ser

120

Gly
Phe
Arg
40

Asp
Ser
Arg

Ala

Ser
120

Gly

Phe
Arg
40

Asp
Ser
Arg
Ala

Ser
120

PCT/US2004/017514

Ala &lu Asp Thr Ala Val Tyr Tyr

90

o5

Asp Tyr Phe Ala Tyr Trp Gly Gln

105

Gly
Sexr
25

Gln
Asp
Lys

Ala

Asp
105

Gly

Ser
25

Gln
Asp
Lys
Ala
Asp

105
val

Gly
10

Gly
Ala
Asp
Asp
Glu

90
Tyr

Gly
10

Gly
Ala
Asp
Asp
Glu

80
Tyr

val
Phe
Pro
Lys
Thr
75

Asp

Phe

val

Phe
Pro
Lys
Thr
75

Asp

Phe

-11-

val
Thr
Gly
Tyr
60

Ser

Thr

Ala

Val

Thr
Gly
Tyt
60

Ser

Thr

Ala

Gln
Leu
Lys
45

Tyr
Lys
Ala

Tyr

Gln

Leu
Lys
45

Tyr
Lys
Ala

Tyr

110

Pro
Ser
30

Gly
Asn
Asn

val

Trp
110

Pro

Ser
30

Gly
Asn

Asn

Val

Trp
110

Gly
15

Thr
Leu
Pro
Thr
Tyr

95
Gly

Gly
15

Thr
Leu
Pro
Thx
Tyxr

95
Gly

Arg
Ser
Glu
Ser

val
80

Tyr

Gln

Arg

Ser
Glu
Ser
Leu
80

Tyr

Gin



WO 2004/108895 PCT/US2004/017514

<210> 23

«211> 121

<212> PRT

<213> Artificial Sequence

<220>
«223> synthetic h12Allv5.4

<400> 23
Gln val Gln Leu Val Glu Ser Gly Gly Gly Val val Gln Pro Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Phe Ser Gly Phe Ser Leu Ser Thr Serxr
20 25 30
@ly Met Ser Val Gly Trp Ile Arg Glm Ala Pro Gly Lys Gly Leu Glu
35 40 45
Trp Val Ala His Ile Trp Trp Asp Asp Asp Lys Tyr Tyr Asn Pro Ser
50 55 60
Leu Lys Ser Arg Phe Thr Ile Ser Lys Asp Thr Ser Lys Asn Thr Val
65 70 75 80
Tyr Leu Gln Met Asn Ser Leu Arg Ala @lu Asp Thr Ala Val Tyr Tyx
85 20 95
Cys Ala Arg Arg Thr Thr Thr Ala Asp Tyr Phe Ala Tyr Trp Gly Gln
100 105 110
@ly Thr Thr Val Thr Val Ser Ser Val
1158 120

<210> 24

<211l> 120

<212> PRT

<213> Artificial Sequence

<220>
<223> synthetic hl2A11v5.5

<400> 24
Gln Val Gln Leu val Glu Ser Gly Gly Gly Vval Val Gln Pro Gly Arg
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Phe Ser Gly Phe Ser Leu Ser Thr Ser
20 25 - 30
Gly Met Ser Val Gly Trp Ile Arg Glm Ala Pro Gly Lys Gly Leu Glu
35 40 45
Trp Val Ala His Ile Trp Trp Asp Asp Asp Lys Tyr Tyr Asn Pro Ser
50 55 60
Leu Lys Ser Arg Leu Thr Ile Ser Lys Asp Thr Ser Lys Asn Thr Leu
65 70 75 80
Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr
85 ' 90 95
Cys Ala Arg Arg Thr Thr Thr Ala Asp Tyr Phe Ala Tyr Trp Gly Gln
100 108 110
Gly Thyr Thr Val Thr Val Ser Ser
115 120

<210> 25

<211l> 120

<212> PRT

<213> Artificial Sequence

-17-



WO 2004/108895

<220>
<223> synthetic

<400> 25

Gln
1
Ser
Gly
Trp
Leu
65
TvY
Cys

Gly

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

Val
Leu
Met
Leu
50

Liys
Leu

Ala

Thr

<220>

<223>

Gln
Arg
Sexr
35

Ala
Sexr
Gln

Arg

Thr
115

26
120
PRT
Artificial Sequence

<400> 26
Gln Val Gln Leu

1
Ser

Gly
Trp
Leu
65

Tyr

cys

Gly

Leu
Met
val
50

Lys
Leu

Ala

Thr

Arg
Ser
35

Ala
Ser
Gln
Arg

Thx
115

<210> 27

<211> 120
<212> PRT
<213> Artificial Sequence

<220>
<223> synthetic hl2A11vé6.2

<400> 27
Gln Val Gln Leu Val Glu Ser Gly Gly Gly val Val Gln Pro Gly Arg

1

Leu
Leu

20
val

Arg
Met
Arg

100
Val

Leu
20
Val

Arg
Met
Arg

100
val

h1l2A11v5.6

val
Ser
Gly
Ile
Phe
Asn
85

Thr

Thr

Val
5
Ser
Gly
Ile
Phe
Asn
85
Thr

Thr

5

Glu
Cys
Trp
Trp
Thr
70

Ser

Thr

Val

Glu
Cys
Trp
Trp
Thr
70

Ser

Thr

Val

Ser
Ala
Ile
Trp
55

Ile
Leu

Thr

Ser

synthetic hi2All6.1

Ser
Ala

Ile

Trp
55

Ile
Leu

Thr

Ser

Gly
Phe
Arg
40

Asp
Ser
Arg

Ala

Ser
120

Gly
Phe
Arg
40

Asp
Ser
Arg

Ala

Ser
120

Gly
Ser
25

Gln
Asp
Lys

Ala

Asp
105

Gly
Ser
25

Gln
Asp
Lys

Ala

Asp
105

Gly
10

Gly
Ala
Asp
Asp
Glu

S0
Tyr

Gly
10

Gly
Ala
Asp
Asp
Glu

20
Tyr

10

Val
Phe
Pro
Lys
Thr
75

Asp

Phe

Val
Phe
Pro
Lys
Thr
75

Asp

Phe

-13 -

Val
Ser
Gly
Tyxr
60

Sexr

Thr

Ala

val
Thr
Gly
Tyr

60
Ser

Thr

Ala

Gln
Leu
Lys
45

Tyr
Lys
Ala

Tyr

Gln
Leu
Lys
45

Ty
Lys
Ala

TYY

Pro
Ser
30

Gly
Asn
Asn

val

Trp
110

Pro
Ser
30

Gly
Asn
Asn

Val

Trp
110

Gly
15

Thr
Leu
Pro
Thr

Tyr

Gly

Gly
15

Thr
Leu
Pro
Thr
Tyr

95
Gly

15

PCT/US2004/017514

Arg
Ser
Glu
Ser
Leu
80

Tyr

Gln

Arg
ser
Glu
Ser
vVal
80

TyY

Gln



WO 2004/108895 PCT/US2004/017514

Ser Leu Arg Leu Ser Cys Ala Phe Ser Gly Phe Thr Leu Ser Thr Ser
20 25 30
Gly Met Ser Val Gly Trp Ile Arg Gln Ala Pro Gly Lys Gly Leu Glu
35 40 45
Trp Val Ala His Ile Trp Trp Asp Asp Asp Lys Tyr Tyr Asn Pro Ser
50 55 60
Leu Lys Ser Arg Leu Thr Ile Ser Lys Asp Thr Ser Lys Asn Thr Leu
65 70 75 80
Tyr Leu Gln Met Asn Ser Leu Avry Ala Glu Asp Thr Ala Val Tyr Tyr
85 90 95
Cys Ala Arg Arg Thr Thr Thr Ala Asp Tyr Phe Ala Tyr Trp Gly Gln
100 105 110
@ly Thr Thr val Thr Val Ser Ser
115 120

<210> 28

<211l> 120

<212> PRT

<213> Artificial Sequence

<220>
<223> gynthetic hl2A11lvé6.3

<400> 28
Gln Val Gln Leu Val Glu Ser Gly Gly Gly val Val Gln Pro Gly Arg
1 5 ‘ 10 15
Ser Leu Arg Leu Ser Cys Ala Phe Ser Gly Phe Thr Leu Ser Thr Ser
20 25 30
Gly Met Ser Val Gly Trp Ile Arg Gln Ala Pro Gly Lys Gly Leu Glu
35 40 45
Trp Leu Ala His Ile Trp Trp Asp Asp Asp Lys Tyr Tyr Asn Pro Ser
50 55 60
Leu Lys Ser Arg Phe Thr Ile Ser Lys Asp Thr Ser Lys Asn Thr Leu
65 70" 75 80
Tyr Leu Gln Met Asn Ser Leu Arg Ala @lu Asp Thr Ala Val Tyr Tyr
85 90 95
Cys Ala Arg Arg Thr Thr Thr Ala Asp Tyr Phe Ala Tyr Trp Gly Gln
100 1058 110
@Gly Thr Thr val Thr Val Ser Ser
115 120

<210> 29

<211> 120

<212> PRT

<213> Artificial Seguence

<220>
<223> gynthetic hl2A11ve.4

<400> 29
@ln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val @Gln Pro Gly Arg
1 5 - 10 15
Ser Leu Arg Leu Ser Cys Ala Phe Ber Gly Phe Ser Leu Ser Thr Ser
20 258 30
Gly Met Ser Val Gly Trp Ile Arg Gln Ala Pro Gly Lys Gly Leu Glu
35 40 45
Trp Val Ala His Ile Txp Trp Asp Asp Asp Lys Tyr Tyr Asn Pro Ser
50 55 60

-14 -



Leu
65
Tyr

cys

Gly

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

WO 2004/108895

Lys
Leu
Ala

Thr

<220>

<223>

<400> 30

30

120
PRT
Artificial Sequence

Ser
Gln
Arg

Thr
115

Gln Val Gln

kY

A

Ser
Gly
Trp
Leu
&5

Tyr

Cys

Gly

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

Leu
Met
Leu
50

Lys
Leu

Ala

Thr

<220>

<223>

Arg
Ser
35

Ala
Ser
Gln

Arg

Thr
115

31
120
PRT
Artificial Sequence

<400> 31

Gln
1

Sexr
Gly
Trp

Leu
65

Tyr

Cys

Val
Leu
Met
Leu
50

Liys

Leu

Ala

Gln
Arg
Sexr
35

Ala
Ser

Gln

Arg

Arg
Met
Arg

100
Val

Leu

Leu
20

Val!

ATrg
Met

Arg
100

Val T

Leu
Leu
20

Val
Hisg
Arg

Met

Arg
100

Phe
Asn
85

Thr

Thr

Lieu
Asn

85
Thr

val
5
Ser
aly
Ile
Leu
Asn

85
Thr

Thr
70

ser
Thr

Val

synthetic h12A11v7

Trp
Thr
70

Ser

Thr

val

Thr
70
Ser

Thr

Ile
Leu
Thr

Ser

la
Val
Trp
55
Ile
Leu

Thr

Ser

synthetic hl2A11vs

Trp
55

Ile
Leu

Thr

Ser
Arg
Ala

Ser
120

Gly
Phe
Arg
40

Asp

Ser

Gly
Phe
Arg
40

Asp
Ser

Arg

Ala

Lys

Ala

Asp
105

Ser
25

Gln
Asp
Lys
Ala

Asp
165

Gly
Ser
25

Gln
Asp
Lys

hla

Asp
105

Asp Thr Ser Lys Asn

75

@lu Asp Thr Ala Val

20

Tyr Phe Ala Tyr Trp

Gly Val
10
Gly Phe

Ala Pro
Asp Lys
Agp Thr
75
Glu Asp

90
Tyr Phe

Gly Vval
Gly Phe
Ala Pro
Asp Lys
Asp Asn
75
Glu Asp

S0
Tyr Phe

-15 -

Val
Thr
Gly
Tvr
60

Ser

Thr

Ala

vVal
Ser
Gly
Tyr
60

Ser

Thr

Ala

Gln
Leu
Lys
45

Tyr
Lys

Ala

Tyr

Gln
Leu
Lys
45

Tvr
Lys
Ala

Tyr

110

Pro
Ser
30

Gly
Asn
Asn

Val

Trp
110

Pro
Ser
30

Gly
Asn
Asn

val

Trp
110

Thr

Tyx
95
Gly

Tyx
95
Gly

Gly
15

Thr
Leu
Pro
Thr
Tyr

95
Gly

PCT/US2004/017514

Leu
80
Tyr

Gln

Arg
Ser
Glu
Ser
Val
80

Tyxr

Gln

Ser
Val
80

Tyr

Gln



Gly Thr

<210> 32
<211> 5

<212> PRT
<213>

<220>
<223>

<400> 32
Leu Leu G1
1

<210> 33
<211> 5
<212> PRT

y Gly Pro
5

Ser Ser
120

Artificial Sequence

synthetic igg hinge region

<213> Artificial Sequence

<220>

<223> synthetic igg hinge region

<400> 33
Leu Glu Gl
1

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

34
396
DNA

<220>
<223> huma
<220>

<221> s
<222> |

<400> 34

atgaggctee
gatgttgtga
atctecttgea
tacctgcaga
tctggggtcece
agcagagtgg
ctcaccttcg

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

35
417
DNA

<220>
<223>

y Gly Pro
5

nized 12211

ctgctcaget
tgacccaatc
gatctagtca
aaccaggcca
cagacaggtt
aggctgagga
gtcaggggac

Artificial Sequence

vl VL seqguence

cctggggcetg
tccactcectee
gagcattgtg
gtctceccacag
cagtggcagt
Tgtgggagtt
caagctggag

Artificial Sequence

ctgatgctct
ctgectgtea
catagtaatg
ctcctgatct
ggatcaggga
tattactgcet
atcaaa

humanized 12A11 vl VH sequence

-16 -

gggtctctgy
ctccectggaga
gaaacaccta
acaaagtttc
cagatttcac
ttcaaagttc

acatgttcct

&0

120
180
240
300
360
396



WO 2004/108895

<220>

«221> sig peptide

<222>

<400> 35

atggagtttg
gttcagctgyg
tgtgetttct
gctocaggga
aagccatcec
ctccagatga
actaccgety

(1) ..

. (B7)

ggctgagetyg
tggagtctgg
ctgggtttte
agggtectgga
tgaagagecg
acagtctgey
actactttge

ggttttecte
cggeggggty
actgagcact
gtggctggea
gctecacaatc
ggctgaagat
ctactggggc

gttgetette
gtgcagcecyg
tctggtatga
cacatttggt
tccaaggata
actgecegtgt
caaggcacca

-17 -

tgagaggtgt
gacggtecct
gtgtgggety
gggatgatga
cetcocaaaaa
actactgtge
ctgtcacagt

PCT/US2004/017514

ccagtgtcaa
caggetgtet
gattegteag
taagtactat
caccgtgtac
tcgaagaact
ctcctea

60

120
180
240
300
360
417



