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ATGGAGTTTG
CCAGTGTCAG
GAGGGTCCCT
TACTATATGA
TTCATACATT
AGGGCCGATT
CAAATGAACA
AGATGGAGTG
GGGGCCAAGG
TCGGTCTTCC
GGCCCTGGGC
CGTGGAACTC
CTACAGTCCT
CAGCAACTTC
GCAACACCAA
CCACCGTGCC
CCCAAAALCCC
GCGTGGTGGT
TACGTGGACG
GCAGTTCAAC
AGGACTGGCT
CTCCCAGCCC
AGAACCACAG
ACCAGGTCAG
GCCGTGGAGT
ACCTCCCATG
CCGTGGACAA
ATGCATGAGG
TCCGGGTAAA

GGCTGAGCTG
GTGCAGCTGG
GAGACTCTCC
GCTGGATCCG
AGTAGTAGTG
CACCATCTCC
GCCTGAGAGC
GAAACTACTT
GACCACGGTC
CCCTGGCGCC
TGCCTGGTCA
AGGCGCTCTG
CAGGACTCTA
GGCACCCAGA
GGTGGACAAG
CAGCACCACC
AAGGACACCC
GGACGTGAGC
GCGTGGAGGT
AGCACGTTCC
GAACGGCAAG
CCATCGAGAA
GTGTACACCC
CCTGACCTGC
GGGAGAGCAA
CTGGACTCCG
GAGCAGGTGG
CTCTGCACAA
TGA
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GGTTTTCCTT
TGGAGTCCGG
TGTGCAGCCT
CCAGGCTCCA
GTAGTACCAG
AGGGACAACG
CGAGGACACG
TTTACTACTA
ACCGTCTCCT
CTGCTCCAGG
AGGACTACTT
ACCAGCGGCG
CTCCCTCAGC
CCTACACCTG
ACAGTTGAGC
TGTGGCAGGA
TCATGATCTC
CACGAAGACC
GCATAATGCC
GTGTGGTCAG
GAGTACAAGT
AACCATCTCC
TGCCCCCATC
CTGGTCAAAG
TGGGCAGCCG
ACGGCTCCTT
CAGCAGGGGA
CCACTACACG

GTTGCTATTA
GGGAGGCTTG
CTGGATTCAC
GGGAAGGGGC
AGACTACGCA
CCAAGAACTC
GCCGTGTATT
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TAAAAGGTGT
GTCAAGCCTG
TTTCAGTGAC
TGGAATGGGT
GACTCTGTGA
ACTGTATCTG
ACTGTGTGAG

CTACTACGGT ATGGACGTCT

CAGCCTCCAC
AGCACCTCCG
CCCCGAACCG
TGCACACCTT
AGCGTGGTGA
CAACGTAGAT
GCAAATGTTG
CCGTCAGTCT
CCGGACCCCT
CCGAGGTCCA
AAGACAAAGC
CGTCCTCACC
GCAAGGTCTC
AAAACCAAAG
CCGGGAGGAG
GCTTCTACCC
GAGAACAACT
CTTCCTCTAC
ACGTCTTCTC
CAGAAGAGCC

CAAGGGCCCA
AGAGCACAGC
GTGACGGTGT
CCCAGCTGTC
CCGTGCCCTC
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ATGGACATGA
CCCAGGTGCC
CTGCATCTGT
ATTAGACGTG
GCGCCTGATC
TCAGCGGCAG
CAGCCTGAAG
TCGGACGTTC
CACCATCTGT
ACTGCCTCTG
AGTACAGTGG
GTGTCACAGA
CTGACGCTGA
AGTCACCCAT
GAGAGTGTTA

GGGTCCCCGC
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AGGAGACAGA
ATTTAGGCTG
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TGGATCTGGG
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CTTCATCTTC
TTGTGTGCCT
AAGGTGGATA
GCAGGACAGC
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CAGGGCCTGA
GTGACCCGGG
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<110>
<120>
<130>
<160> ©
<170>
<210> 1

<211> 1413
<212> DNA
<213> 2.12

<400> 1
atggagttty

PC25

gtgcagctgg
tgtgcagect
gggaaggggc
gactctgtga
caaatgaaca
gaaactactt
accgtctect
agcacctccg
gtgacggtgt
ctacagtcct

' ggcacccaga

acagttgagc
ccgtcagtct
gaggtcacgt
tacgtggacg
agcacgttcc
gagtacaagt
aaaaccaaag
atgaccaaga
gccgtggagt
ctggactccg

cagcagggga
cagaagagcc

<210> 2

231A

1 FX

ggctgagctg
tggagtccgg
ctggattcac
tggaatggogt
agggccgatt
gcctgagagce
tttactacta
cagccteccac
agagcacagc
cgtggaactc
caggactcta
cctacacctg
gcaaatgttg
tcctettecc
gcgtggtggr
gcgtggagor
gtgtggtcag
gcaaggtctc
ggcagccccg
accaggtcag
gggagagcaa
acggctcctt
acgtrcrrctc

tctccctgte
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ggrtttcctt
gggaggcettg
tttcagtgac
ttcatacatt
caccatctec
cgaggacacg
ctactacggt
caagggccca
ggccctgggc
aggcgcetety
ctecccteagce
caacgtagat
tgtcgagtge
cccaaaaccce
ggacgtgagc
gcataatgcc
cgtccteacc
caacaaaggyc
agaaccacag
cctgacctge
tgggcagceg
cttcctctac
atgctccgtg
tccgggtaaa

PC25231A.5T25.txt
SEQUENCE LISTING

MODIFIED HUMAN IGF-1R ANTIRODIES

gttgctatta
gtcaagcctg
tactatatga
agtagtagtg
agggacaacg
gccgtgtaty
atggacgtct
tcggtcttec
tgcctggtca
accagcggcg
agcgtggtga
cacaagccca
ccaccgtgec
aaggacaccc
cacgaagacc
aagacaaagc
gttgtgcacc
ctcccagecc
gtgtacaccc
ctgotcaaag
gagaacaact
agcaagctca
atgcatgagg
tga

taaaaggtgt
gagygtccct
gctggatecy
gtagtaccag
ccaagaactc
actgtgtgag
99g9gccaagg
ccctggegece
aggactactt
tgcacacctt
ccgtgeectce
gcaacaccaa
cagcaccacc
tcatgatcic
ccgaggtcca
cacgggagga
aggactggct
ccatcgagaa
tgcceccate
gcttctacece
acaagacééc
ccgtggacaé

ctctgcacaa
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ccagtgtcag
gagactctcc
ccaggctcca
agactacgca
actgtatctg
agatggagtg
gaccacggtc
ctgctccagg
ccccgaaccyg
cccagetogtc
cagcaacttc
ggtggacaag
tgtggcagga
ccggaccect
grtcaactgg
gcagttcaac
gaacggcaag
aaccatctcc
ccgggaggay
cagcgacatc
acctcccatg
gagcaggtgg

ccactacacg
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240
300
360
420
480
540
600
660
720
780
840
900
960

1020
1080
1140
1200
1260
1320
1380
1413
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<211> 728

<212> DNA
<213> 2.12

<400> 2
atggacatga

aggtgtgaca
gtcaccatca
aaaccaggga
ccatcaaggt
cagcctgaag
ggccaaggga
ccgecatctg
ttctatccca
tcccaggaga
ctgacgctga
cagggcectga
aacgaccg
<210> 3
S Rt
<213> 2.12
<400> 3
Tet Glu phe

val GIn Cys

Pro Gly Gly
35
ser

Asp Tyr
50

Glu
65

Trp val
Asp Ser val
ser

Leu Tyr

TYyr Tyr Cys

.1 FX

gggtccccge
tccagatgac
cttgccgggc
aagctcctaa
tcagcggcag
attttgcaac
ccaaggtgga
atgagcagtt
gagaggccaa
gtgtcacaga
gcaaagcaga

gctcgeeegt

.1 FX

Gly Leu

Gln val

20

Ser Leu

Tyr Met

ser Tyr

Ser

Gin

Arg

ser

Ile

tcagctectg
ccagtctcca
aagtcaggac
gcgectgatc
tggatctggg
ttattactgt
aatcaaacga
gaaatctgga
agtacagtgg
gcaggacagc
ctacgagaaa

cacadagagc

Trp val

val

Leu

Ser
40

Leu

Trp Ile

55

Ser Ser

70

Gly
85

Lys

Leu GIn

100

Ala Arg

Arg

Met

Asp

Phe Thr

Ser

Asn

Gly val

Phe

Glu

25

Cys

Arg

Ser

Ile

Leu

105

Glu

PC25231A.8T25.txt

gggctcctgce
tcctcectgt
attagacgtg
tatgctgcat
acagaattca
ctacagcata
actgtggctg
actgcctctg
aaggtggata
aaggacagca
cacaaagtct

ttcaacaggg

Leu val

10

ser Gly

Ala Ala

Glin Ala

Gly Sser

75

Ser
90

Arg

Arg Ala

Page 2

Thr Thr

tgctctggtt
ctgcatctgt
atttaggctg
cccgtttaca
ctctcacaat
ataattatcc
caccatctgt
ttgtgtocct
acgccctcca
cctacagect
acgcctgega

gagagtgtta

Ala Ile 1le

Gly Gly Leu

30

Ser Gly Phe

45

Pro

Gly
60

Lys

Thr Arg Asp

Asp Asn Ala

Thr
110

Glu Asp

pPhe Tyr Tyr

PCT/IB2004/002555

cccaggtgec
aggagacaga
gtatcagcag
aagtggagtc
cagcagcctg
tcggacgtic
ctreatcrtc
gctgaataac
atcgggtaac
cagcagcacc

agtcacccat

gtgacccggg

Gly
Lys
Thr Phe
Gly

Leu

Ala
80

Tyr

Asn

val

Tyr Tyr

60
120
180
240
300
360
420
480
540
600
660
720
728



Tyr
Ala
145
ser
Phe
Gly
Leu
Tyr
225
Thr
Pro
Thr
val
val
305
ser
Leu
Ala

Pro

Glin

WO 2005/016967

Thr

Pro

val

ser

210

Thr

val

val

Leu

Ser

290

Glu

Thr

Asn

Pro

Gln

370

val

115

Met

Thr

Ser

Glu

His

195

Ser

Cys

Glu

Ala

Met

275

His

val

Phe

Gly

Ile

355

val

ser

Asp

Lys

Glu

Pro

180

Thr

val

ASn

Arg

Gly

Ile

Glu

His

Arg

TYyr

Leu

val

Gly

ser

165

val

Phe

val

val

Lys

245

Pro

ser

AsSp

Asn

val

325

Glu

Lys

Thr

Thr

Trp

Pro

150

Thr

Thr

Pro

Thr

230

Cys

Ser

Arg

Pro

Ala

310

val

Tyr

Thr

Leu

cys

Gly

ser

Ala

val

Ala

val

215

His

Cys

val

Thr

Glu

295

Lys

ser

Lys

Ile

Pro

375

Leu

120

Gln

val

Ala

Ser

val

200

Pro

Lys

val

Phe

Pro

280

val

Thr

vai

cys

ser

360

Pro

val

PC25231A.5T25. txt

125

Gly Thr Thr val Thr val

Phe

Leu

Ser

Pro

Glu

Leu

265

Glu

GIn

LysS

Leu

Lys

345

Lys

Ser

Lys

Pro

Gln

ser

Ser

Cys

250

Phe

val

Phe

Pro

Thr

330

val

Thr

Arg

Gly

Page 3

Leu

155

Cys

Ser

Ser

Asn

Asn

235

Pro

Pro

Thr

Asn

Arg

315

val

Ser

Lys

Glu

Phe

140

Ala

Leu

Gly

Ser

Phe

220

Thr

Pro

Pro

Cys

300

Glu

vai

AsSn

Gly

Glu

380

Tyr

Pro

val

Ala

Gly

Gly

Lys

Cys

LyS

val

285

TYr

Glu

His

Lys

Gln

365

Met

Pro

Cys

LyS

Leu

190

Leu

Thr

val

Pro

Pro

270

val

val

GIn

GIn

Thr

Ser

Ser
Ser
AS
17
Thr
Tyr
GlIn
Asp
Ala
255
Lys
val
ASp
Phe
Asp
335
Leu
Arg

Lys

ASp

PCT/IB2004AM2535

ser

Arg

Tyr

Ser

Ser

Thr

Lys

240

Pro

Asp

Asp

Gly

AsSn

320

Trp

Pro

Glu

Asn

Ile



a

385

Ala

Thr

Leu

WO 2005/116967

val

Pro

Thr

Glu

Pro

val
435

Ser val Met

ser
465

450

Leu

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

<400>

Met Glu phe

1

val

Pro

Ser

Glu

65

Asp

Ser

Tyr

val
145

GIn

Gly

Asp

50

Trp

Ser

Leu

Tyr

Tyr

130

Ser

Ser

4
473

PRT

2.12.

4

Cys
Gly
35

Tyr
val
val
Tyr
Cys

115

ser

Trp
Met
420
ASp

His

Pro

Gly
GIn
20

Ser
Tyr
ser
Lys
Ley
100
Ala

Tyr

Ala

Glu
405
Leu
Lys

Glu

Gly

Leu

val

lL.eu

Met

Tyr

Gly

85

GIn

Arg

Gly

ser

390

Ser

ASp

ser

Ala

LysS

Ser

GIn

Arg

ser

Ile

70

Arg

Met

val

Met

Thr
150

Asn
ser
Arg

Leu
455

Trp
Leu
Leu
55
ser
Phe
ASN
Leu
As

13

Lys

Gly

Asp

Trp

His

val
val
ser
40

Ile
Ser
Thr
Ser
Ar

12

val

Gly

PC25231A.5T25.txt
395

Gln

Gly

Gln

Asn

Phe

Glu

25

Cys

Arg

Ser

Ile

Leu

105

Phe

Trp

Pro

Pro
410
Sef

Gln

His

Leu

10

ser

Ala

GIn

Gly

ser

90

Arg

Leu

Gly

Ser

Glu Asn Asn

Phe

Gly

Tyr

val

Gly

Ala

Ala

Ser

75

Arg

Ala

Glu

Gln

val
155

Page 4

Phe

Asn

Thr
460

Ala

Gly

Ser

Pro

60

Thr

Asp

Glu

Trp

Leu
val

445

GIn

Ile

Gly

Gly

45

Gly

Ile

Asn

Asp

Leu

125

Thr

Pro

TYP

TYr

430

Phe

Lys

Ile

Leu

30

Phe

Lys

Tyr

Ala

Thr

110

Leu

Thr

Leu

LysS
415
Ser

Ser

Ser

Lys
i

val
Thr

Gly

Tyr

Tyr
val

Ala

PCTAB2004/002555

400

Thr

Lys

Cys

Leu

Gly

Lys

Phe

Leu

Ala

80

Asn

val

Tyr

Thr

Pro
160



Cys

Lys

Leu

Leu Ty

Thr

225

val

Pro

Pro

val

val

305

Gin

Glin

Gly

Pro

Thr

385

Ser

Tyr

WO 2005/016967

Ser

Asp

Thr

ASp

Ala

Lys

val

290

Asp

Phe

ASp

Leu

Ar

37

Lys

Asp

Lys

Arg

Tyr

ser

195

ser

Thr

Lys

Pro

ASp

Asp

Gly

Asn

Trp

Pro

355

Glu

Asn

Ile

Thr

Ser

Phe

180

Gly

Leu

TYr

Thr

Pro

260

Thr

val

val

Ser

Leu

340

Ala

Pro

GlIn

Ala

Thr
420

Thr
165
Pro
val
ser
Thr
val
245
val
Leu
ser
Glu
Thr
325
Asn
Pro
GIn
val
val

405

Pro

Ser

Glu

His

Ser

Cys

230

Glu

Ala

Met

His

val

310

Phe

Gly

Ile

val

ser

390

Glu

Pro

Glu
Pro
Thr
val
215
Asn
Arg
Gly
Ile
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