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on of the epitope recognized by two monoclonal antibodies. Nucl Acid Res 19(3):5
25-531, 1991.
gooooao
0 I e e e B A B A W R W R W R
O

O O
O O
O O
[ |
|
O O
O O
O O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
(]

OOoooooog
Ooooooog
Ooooooog
Ooooooog
Ooooooog
OooOoooooog
Oooooooog
Ooooooog
Ooooooog
Ooooooog
Ooooooog
O 0Ooo0ooooao
O 0Ooo0oo0oooao
O 0Ooo0ooooao
I [ |

I [y |

I [ |

I [y |

I [y |

Oooooooogooogogood
OooOo0oooogoo

OO0 oOoDoDoogogooooogd
OO0 oDoDoogogooooogd
OO0 oDoDoo4gogooooogd
OO0 oDoDoogogooooogd

Oooooooggogg
Oooooooggogg
Oooooooggogog
Oooooooggogog
OoooooogoggogoQg

OJ
OJ
OJ
OJ
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O

Ooooooooooooooogogooooao
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O

Oooooocoooooooogogooooao
Ooooooooooooooogogooooao
Ooooooooooooooogogogoao
Oooooooooooooooogogogoao
Oooooooooooooooogoogooao
OO0 o0ooooogg4gogooooodogogao

O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O

O O0Oo0ooo
O O0Oo0ooOoo
OO o0goo
O OoOgoo
OO oOgooo
OO oOgooo
O OoOooo
O OoOooo
O OooOooo
O OooOooo
O OooOooo
O Ooooo
O Ooooo
O Ooooo
O Ooooo
O Ooooo
O Ooooo
O Ooooo
O Ooooo
O Ooooo
O Ooooo
O Ooooo
O Ooooo
O Ooooo
O Ooooo
O Ooooo
O Ooooo
O 0Oooo

O 0Oooo

O 0Oooo

O 0Oooo

O 0Oooo

O 0Oooo

O 0Oooo
OO oo
O Oooo
OO oo
O Oooo
O Oooo
O Oooo
O Oooo
O Oooo
O Oooo
O Oooo
O Oooo
O Oooo
O Oooo
O Oooo
O Oooo
O Oooo
O Oooo
O Oooo
O Oooo
O Oooo
O Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O 0Oooo

OoooooooogoooOoao
O 0Oooo
O 0Oooo

OoooooooogoooOoao

O 0Oo0ooOoo
O 0Oo0ooOoo
O 0OoOooo

e e [ e [ ) [ I Iy
e [ ) sy [ Y Iy
O 0OoOooo

Ooo0oooooooOo0 oo o oo o o0 oo oD oo o0 oo ooooQgooo

OooooooooQgogooao
Ooo0ooooooogogooao



g — ™ ™ M M M@ .o e

<110>

<120>

<130>

<140>
<141>

<150>
<1b1>

<160>
<170>
<210
<211>
<212>
<213>
<220>
<223>

<400>

an

SEQUENCE LISTING

DE SANTIS, RITA
ANASTASI, ANNA MARIA

ANTI-HUMAN TENASCIN MONOCLONAL ANTIBODY

2818-141

60/353,299
2002-02-2¢

22

PatentIn Ver. 2.1
1

142

PRT
Artificial Sequence

Description of Artificial Seguence: Synthetic
§T2146 light chain variable reglecn preotein sequence

1

Met Arg Cvs Leu Ala Glu Phe Leu Gly Leu Leu Val

1

5 10

Gly Ala Ile Gly Asp Ile vVal Met Thr Gln Ala Ala

20 25

val Thr Pro Gly Glu Ser Val Ser Ile Ser Cys Arg

Leu Leu His Ser fsn Gly Asn Thr Tyr Leu Tyr Trp

50 55 60

Pro Gly Gln Ser Pro Gln Leu Leu Ile Tyr Arg Met

70 75

Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser

85 9q

Thr Leu Arg Ile Ser Arg Val Glu Ala Glu Asp Val

100 105

Cys Met Gln His Leu Glu Tyr Pro Leu Thr Fhe Gly

115 120

Leu Glu Leu Lys Arg Ala Asp Ala Ala Pro Thr Val
130 135 146

Lew

Pro

Ser

45

Phe

Ser

Gly

Gly

Lla

125

Ser

Trp

Ser

Ser

Leu

Asn

Thr

val

110

Gly

Ile

Ile

15

val

Lys

Gln

Leu

Ala
a5

Tyr

Thr

JP 2005-534615 A 2005.11.17

Pro

Pro

Ser

Arg

Ala

80

Phe

Tyr

Lys

10

20

30
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<210> 2

<211> 120

<212> PRT

<213> Artificial Seguence

<220>

<223> Degcoription of Artificial Sequence:

(18)

Synthetic

JP 2005-534615 A 2005.11.17

8T2146 heavy chain variable region protein sedquence

<400> 2
Lys Val Lys Leu Gln Gln Ser Gly Pro Glu Leu Val Lys Pro Gly
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Ala Phe Thr Ser
20 25 30
Asn Mel Tyr Trp Val Lys Gln Ser His Gly Lys Ser Leu Glu Trp
35 40 45
Gly Tyr Ile Asp Pro Tyr Asn Gly Val Thr Ser Tyr Asn Gln Lys
50 55 60
Lys Gly Lys Ala Thr Leu Thr Val Asp Lys Ser Ser Ser Thr Ala
653 70 75
Met His Leu Asn Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr
85 S0 95
Ala Arg Gly Gly Gly Ser Ile Tyr Tyr Ala Met Asp Tyr Trp Gly
100 105 110
Giy Thr Thr Val Thr Val Ser Sex
115 120
<210> 3
<211> 426
<212> DNA
<213> Artificial ZSequence
<220>
<223> Description of Artificial Seguence: Synthetic
53T2146 light chaln variable regiocn cDNA sequence
<220>
<221> CDS
<222> {(1l}..(426)
<400> 3
atg agg tgce cta get gag tte ctg ggg ctg ctt gtg cte tgg atc
Met Arg Cys Leu Ala Glu Phe Leu Gly Leu Leu Val Leu Trp Ile
1 5 10 15
gga goc att ggg gat att gtg atg act cag goct gea cece tet gta
Gly Ala Ile Gly Asp Ile Val Met Thr Gln Ala Ala Pro Ser Val

20 25

30

Ala

Tyr

Ile

FPhe

Tyr

80

Cys

Gln

cct
Pro

cct
Pro

48

986

10

20

30
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gtc
val

ctc
Leu

cca
Pro
65

tca
Ser

aca
Thr

tgt
Cys

ctyg
Leu

act
Thr

cty
Leu

ggc
Gly

gg=
Gly

ctg
Leu

atg
Met

gag
Giu
130

<210> 4

<211>
<212>
<213>

<220>

<223>

cct
Pro

cat
His

cag
Gln

gtc
val

aga
Arg

caa
Gln
115

ctyg
Leu

360
DA
Artificial Sequence

gga
Gly

agt
Ser

tet
Ser

cca
Pro

atc
Ile
100

cat

His

aaa
Lys

gag
Glu

aat
Asn

cct
Pro

gac
Asp
85

agt

sSer

cta
Leu

cgg
Arg

tca
Ser

ggc
Gly

cag
Gln
70

agg
Arg

aga
Arg

gaa
Glu

gct
Ala

gta
Val

aac
Azn
55

cte
Leu

ttc
Phe

gtg
Val

tat
Tyr

gat
Asp
135

tce
Ser
40

act
Thx

cta
Teu

aght
Ser

gag
Glu

ccg
Fro
120

get
Ala

atec
Ile

tac
Tyr

ata
Ile

gge
Gly

gct
Ala
105

ctc
Leun

gca
Ala

tco
Ser

ttg
Leu

tat
Tyr

agt
Ser
20

gag
Glu

acqg
Thr

cca
Fro

tge
Cys

tat
Tyr

cgg
Arg
75

gag
Gly

gat
Asp

ttc
FPhe

act
Thr

(19)

agyg
Ang

tyy
Trp
60

atg
Met

tea
Ser

gty
Val

ggt
Gly

gta
Val
140

tct
Ser
45

tte
Phe

tee
ser

Jgga
Gly

ggt
Gly

got
Ala
125

tec
Ser

Description of Artificial Sequence: Synthetic

agt
Sar

cta
Leu

aac
Asn

act
Thr

gtt
val
110

efee)
Gly

atc
Ile

§T2146 heavy chain variable region ¢DNA sequence

<220>

221>
<222>

<400> 24

aag
Lys
1

teca
Sex

aac
Asn

gga
Gly

gty
Val

gtg
Val

atg
Met

tat
Tyr

CDs
(1)..(360)}

aaa
Lys

aag
Lys

tac
Tyr
.38

att
Ile

ctg
Leu

gta
Val
20

tgyg
Trp

gat
Asp

cag
Gln

toao
Ser

gtg
Val

cct
Pro

cag
Gln

tgc
Cys

aag
Lys

tac
Tyr

tot
Ser

aayg
Lys

cag
Gln

aat
Asn

gga
Gly

gct
Ala

age
Ser
40

ggt
Gly

cct
Pro

tet
Ser
25

cat

His

gttt
Val

gag
Glu
10

ggt
Gly

gga
Gly

act
Thr

ctg
Leu

tat
Tyr

aag
Lys

agc
Ser

gtg
Val

gca
Ala

age
Ser

tac
Tyr

aag
Lys

tte
Phe

ctt
Leu

aac
Asn

oot
Fro

act
Thr

gag
Glu

cag
Gln

aag
Lys

cag
Gln

ctt
Leu

gct
Ala
95

tat
Tyr

ace
Thr

jerels)
Gly
15

aga

Ser

tgy
Trp

aag
Lys

JP 2005-534615 A 2005.11.17

agt
Ser

agyg
Arg

gcc
Ala
80

tte
Fhe

tac
Tyr

aaqg
Lys

gct
Ala

tac
Tyx

att
Ile

ttc
Phe

144

240

2848

336

48

26

144

192

10

20

30



(20) JP 2005-534615 A 2005.11.17

50 55 60

aag ggce aag goo aca ttg act gtt gac aag tee tee age aca gee tac 240
Lys Gly Lys Ala Thr Leu Thr Val Asp Lys Ser Ser Ser Thr Ala Tyr
65 70 75 80

atg cat ctc aac agc ctg aca tet gag gac tet gea gtc tat tac tgt 288
Met His Leu Asn Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys
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C

85 20 95
gca aga ggg gge gyt agt ate tac tat geot atg gac tac tgg ggo caa 336
Ala Arg Gly Gly Gly Ser Ile Tyr Tyr Ala Met Asp Tyr Trp Gly Gln
100 105 110
ggy acc acg gtc acc gte tce tca 360
Gly Thr Thr Val Thr Val Ser Ser
115 120
<210> 5
<23ii> 2Q
<21Z2> DNA
<213> Artificial Sequence
<220>
<223> Description of Artificial Seqguence: Primer
<400> 5
tgtcaagage ttcaacagga 20
<210> 6
<211> 20
<212> DNA
<213> Artificial Seguence
<220
<223> Description of Artificial Sequence: Primer
<400> 8
aagatggata cagtiggtge 20
<210> 7
<211> 23
<212> DA
<213> Artificial Segquence
<220>
<223> Description of Artificial Sequence: Primer
<400> 7
23

gtcactgact cagggaagta gec

<210> 8
<211> 23

10

20

30
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(21) JP 2005-534615 A 2005.11.17

<212> DHNA
<213> Artificial Sequence

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

<400> 8
gecaacgtygag acacgaggghk ctyg 23

<210> &

<211> 16

<212> PRT

<213> Artificial Sequence

<220>
<223> Description of Artificial Sequence: Synthetic
8T2146 light chaln variable region CDRL peptide sequence

<400> 9
Arg Ser Ser Lys Ser Leu Leu His S8er Asn Gly Asn Thr Tyr Leu Tyr
1 5 190 15

<210»> 10

<211> 4B

<212> DNA

<213> Artificial Sequence

<220>
<223> Description of Artificial Sequence: Synthetic
ST2146 light chain varilable region CDR1 nuclecotide seguence

<220
<221> CDS
<2225 (1)..(48)

<400> 10
agg tet agt aag agt cte ctg cat agt aat ggc aac act tac ttg tat 48
Arg Ser Ser Lys Ser Leu Leu His Ser Asn Gly Asn Thr Tyr Leu Tyr

1 5 10 15

<210> 11

<211> 7

«<212> FRT

<213> Artificial Sequence

<220>
<223> Description of Artificial Sequence: Synthetic
872146 light chain variable region CDR2 peptide sequence

<400> 11
Arg Met Ser Asn Leu Ala Ser
1 5

10

20

30
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<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222

<400>

12

21

DHA

Artificial Sequence

Description of Artificial Sequence:

(22) JP 2005-534615 A 2005.11.17

Synthetic

8T2146 light chain wvariable region CDR2 nuclectide sequence

CDS
(1y..(21)

12

cgg atg tce aac ctt goc tea 21
Arg Met Ser Asn Leu Ala Sar

1 s]
<210> 13
<211> 9
<212> PRT
<213> Artificial Sequence
<220
<223> Description of Artificial Sequence: Synthetic

8T2146 light chain variable region CDR3 peptide sequence

<400> 13
Met Gln His Leu Glu Tyr Pro Leu Thr

1 5
<210> 14
<211> 27
<212> DMA
<213> Artificial Sequence
<220>
<223> Description of Artificial Sequence: Synthetic

ST2146 light chain variable region CDR3 nucleotide sequence

<220>
<221> CDS
<222> (1).. (27}
<400> 14
atg caa cat cta gaa tat cog cho acg 27

Met Gln His Leu Glu Tyr Pro Leu Thr

1

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

<220>

5

15

5

PRT

Artificial Sequence

10

20

30
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(23) JP 2005-534615 A 2005.11.17

<223> Description of Artificial Sequence: Synthetic
8T2146 heawvy chaln variable region CDR1 peptide sequence

<400> 15
Ser Tyr Asn Met Tyr
1 5

<210> 16

<211> 15

<212> DMA

<213> Artificial Sequence

<220>
<223> Description of Artificial Sequence: Synthetic
5T2146 heavy chain variable reglion CDR1 nucleotide sequence

<220>
<221> CDS3
«222> (1y..{1h}

<400> 16
agc tac aac atg tac 15
Ser Tyr Asn Met Tyzxr

1 5

<210> 17

<211> 17

<212> PRT

<213> Artificial Segquance

<220>
<223> Description of Artificilal Sequence: Svnthetic
872146 heavy chain variable region CDRZ peptide sequence

<400> 17
Tyr Ile Asp Pro Tyr Asn Gly Val Thr Ser Tyr Asn Gln Lys Phe Lys
1 5 10 15

Gly

<210> 18

<211> 51

<212> DNA

<213> Artificlal Sequence

<220>
«223> Description of Artificial Sequence: Synthetic
8T2146 heavy chain variable region CDRZ nucleotide seguence

<220>
<221> CDS
<222> {1)..(51}

<400> 18

10

20

30
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(24) JP 2005-534615 A 2005.11.17

tat att gat cct tac aat ggt gtt act agc tac aac cag aag tic aag 48
Tyr Ile Asp Pro Tyr Asn Gly Val Thr Ser Tyr Asn Gln Lys Fhe DLys
1 5 10 15

ggc 51
Gly

<210> 18

211> 11

<212> PRT

<213> Artificial Sequence

<220>
<223> Description of Artificial Sequence: Synthetic
872146 heavy chazin variable region CDR3 peptide seguence

<400> 18
Gly Gly Gly Ser Ile Tyr Tyr Ala Met Asp Tyr
1 5 10

<210> 20

<211> 33

<212> DNA

<213> Artificial Sequence

<220>
<223» Description of Artificial Sequence: Synthetic
8T2146 heavy chain variable reglon CDR3 nucleotide seguence

<220
<221> CDS
<222> (1)..{33)

<400> 20
ggg gagc gyt agt atc tac tat gect atg gac tac 33
Gly Gly Gly Ser Tle Tyr Tyr Ala Met Asp Tyr

1 5 10

<210> 21

<211l> 773

<212> DNA

<213> Artificial Sequence

<220>
<223> Description of Artificial Sequence: Synthetic
8T2146 light chain wariable regicn nuclectide sequence

<220>
221> CDS
<222> (292).. (717}

<4Q00> 21
cgaggatcce ctgtcaagaqg chttcaacagg aatgagtgtt agagacaaag gtoctgagac 60

10

20

30
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(25) JP 2005-534615 A 2005.11.17

geceaccacca gotcocccage tocatcectat cttoeettet aaggtettgg aggettecce 120
acaagegace taccactgtt geggtgetce aaacctecte cecacetect toctcecoctecte 180
ctecectttee ttggotttta tcatgetaat atttgcagaa aatatteaat aaagtgagte 240

tctgcaaaaa aazazaaaaa aaaataacce cttgataagy aagttctcag a atg agg 297
Met Arg
1

tgce cta get gag tte ctg ggg ctg ctt gty cte tgg ate ect gga geo 345
Cys Leu Ala Glu Phe Lsu Gly Leu Leu Val Teu Trp Ile Pro Gly Ala

att qgy gat att gtg atg act cag gct geoa cce toct gta cct gte act 393
Ile Gly Asp Ile Val Met Thr Gln Ala Ala Pro Ser Val Pro Val Thr
20 25 30

cct gga gag tca gta tec atc tec tge agg tcet agt aag agt cte ctg 441
Pre Gly Glu Ser Val Ser Ile Ser Cys Arg Ser Ser Lys Ser Leu Leu
35 40 45 50

cat agt aat gge aac act tac ttg tat tgg tte cta cag agyg cca gge 489
His Ser Asn Gly Asn Thr Tyr Leu Tyr Trp Phe Leu Gln Arg Fro Gly
55 60 65

cag tct cct cag ctce ctg ata tat cgg atg tec aac ctt geoc teoa gga 537
Gln Ser Pro Gln Leu Leu ITle Tyr Arg Met Ser Asn Leu Ala Ser Gly
70 75 80

gtc cca gac agg ttc agt gge agt ggg tca gga act got tte aca ctg 585
Val Pro Asp Axrg Phe Ser Gly Ser Gly Ser Gly Thr Ala Phe Thr Leu
85 90 a5

aga atc agt aga gty gag get gag gat gtg ggt gtt tat tac tgt atg 533
Arg Ile Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Met
100 105 110

caa cat cta gaa tat ccg cte acg tte ggt gect ggg acce aag ctg gag 681
Gln His Leu Glu Tyr Pro Leu Thr Phe Gly Ala Gly Thr Lys Leu Glu

115 120 125 130
ctg aaa ©gg got gat get gea cca act gta tocc atc ttgggtaceg 727
Leu Lys Arg Ala Asp Ala Ala Pro Thr val Ser Ile
135 140
agectegaatt cgtaatcatg teatageotgt ttectgtgbg aaattg 773
<210> 22
<211> 360
<Z12> DMNA

<213>» Artificial Sequence

<220
<223» Description of Artificial Sequence: Synthetic
STZ146 heavy chain variable region nucleotide sequence
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<220>

<221> CDS

<222>

<400> 22

aag gtg

Lys Vel
1

tea gta
Ser Val

aac atg
Asn Met

gga tat
Gly Tyr
50

aayg ggc
Lys Gly
65

atg cat

Met His

gca aga
Ala Ary

ggg acc
Gly Thr

aaa
Lys

asg
Lys

tac
Tyr
35

att
Tle

aag
Lys

ctec
Leu

ggg
Gly

acyg
Thr
115

(1)..(360)

ctg
Leu

gta
Val
20

tgyg
Trp

gat
Asp

goc
Ala

aac
Asn

g9c
Gly
100

gtc
val

cag
Gln

tco
Ser

gtg
val

cct
Pro

aca
Thr

agc
Ser
85

ggt
Gly

acc
Thr

cag
Gln

tge
Cys

aag
Lys

tac
Tyr

ttg
Leu
70

ctg
Leu

agt
Ser

gtc
Val

tct
Ser

aag
Lys

cag
Gln

aat
Asn
55

act

Thr

aca
Thr

atc
Ile

teoo
Ser

gga
Gly

got
Ala

ago
Ser

ggt
Gly

gtt
Val

tct
Ser

tac
Tyr

tca
Ser
120

cot
Pro

tet
Ser
25

cat
His

gtt
Val

gac
Asp

gag
Glu

tat
Tyr
105

gag
Glu
10

ggt
Gly

gga
Gly

act
Thr

aag
Lys

gac
Asp
S0

get
Ala

(26)

ctg
Leu

tat
Tyr

aag
Lys

age
Ser

teco
Ser
75

tet

Ser

atg
Met

gtg
Val

gca
Ala

age
Ser

tac
Tyr
&0

tce
Ser

gca
Ala

gac
Asp

aag
Lys

tte
Fhe

ctt
Leu
45

aac
Asgn

age
Ser

gtc
Val

tac
Tyr

cct
Pro

act
Thr
30

gag
Glu

cag
Gln

aca
Thx

tat
Tyxr

tag
Trp
110

ggd
Gly
15

agc
Ser

tgg
Trp

aaqg
Lys

gcc
Ala

tac
Tyr
25

agc
Gly

JP 2005-534615 A 2005.11.17

gct
Ala

tac
Tyr

att
Ile

ttc
The

tac
Tyr
80

tgt
Cys

caa
Gln

48

96

144

192

240

288

336

360

10

20



JP 2005-534615 A 2005.11.17

27)

gooad

ooogag

e PI—NCA AL N L— 2

—GRIBENL ULNGZIERBSBNL L YA SLNOGLNYEBZ L RALAH =N
WSy 220, L €2 (BUBIS) F—XK (1 LAQ W /NG "L “WET) W Bw |Gy
FEHLC P (940dl| | I OOMNOOO ‘00 L (SU0D[JIUI) ~ZE(Y<FRAEBN
CYNWES (¥ 9HI "BE 108N WWOG L) —LLAVTLHYLHEAN
WWO | 2—4 £ 4)/2CFT) (BI0BUIBYJ-WRYSIAWY) 7 < (LE dedLIH 2OV 1L 2LlS

BE

W
& ¥
(2 )

VHOBEHBULZQOOV L 21S :wgomdy

LrRT— NG QT 2—d (1L IO 2LICT|R4 ok LIGE

9

VpwENEma— Lo STULE  Fteo—

N

 EEEEE OO =

NG L 1 r C

5 —ANEH-—N

S—ANE—49T v

HEOWH O — v AN FLEEFHO -5 kL4 A [ ounByy

704
% Yw.up.uw mmw
e 8TNLd D N .
i ™'y g T
Sl MINH Y
. s
vdaoa i
voq _ 9p1ITLS
Ll ey

4 ad 9 V

O vda oa d
O
O
o BEA COLAELTLOYGAA b kLY pomdy
@ U]
HOE 4—A YO aLHWFITE "YU UMY D DR HEREEEGE -
¢dd U d
As s s
sE ot ST T (44
_H_ N
O HIZIS B e
[ —+CCL42064 b6V LN4AXO0]A0O Y L 2LSNPLrOETYLLA BINAA kLY
[ :g axngy



JP 2005-534615 A 2005.11.17

(28)

gooad

ooogag

= - 993218 —— €403
718+ -
_\Nuﬁwum.év ki e iy <l ~ _ 24-ay08-+ T4—Ab28-» A—£ $08-=
- /B
(L . . - ‘.
ot 1 10 100 1000 10000
ot 1 t'o 100 1000 1000°0

50v°q°0

w/bi LG kL

W/t G 7R )kt

gov'Q 0

FHUHHBHOYOENPLOY L 2L S 19aandyy

"YAFURL—4 AT YO SINGHEL—4 ATE

‘hRLHUY LEER L~ ATOR ~A (Y~ 4030 4 kLPLLOZLS

UM AP BOEGNFREBY LEMEN PR ALI LN Y

—dUHEBH YUY —NLHYNL4A b L—CA4 )L “NBBIOVLZLS
BYRLLOZLS “YOHOLNF—§ b Ly COEHLL BT Y OANA LKA

[u0t15 ~+— omzis —o= vos =]

B
o000t 000t 0oro oo 1000
o
o1
RIIEN - L oz
% |
o -~ 2 ol o
el et
- oy
M ©
08
]
3 09
R RS e N{N] B /o/
NS oL
= o8
] 08
"

VSI'TA GUSEE 9PI7LS 1§ iy

gooao

oooao

Yorgd — oviZiSw yoa—+| | [BPT Yirmam — 9vizlS— voa—|
r'o g0 xowmwm o1 1 1o g0 X2 o
. . 000 . . 00’0
. it
N s % o g
] oo’or 3 00'e
00'st 00"
By L]
._MMH YCEET = 9pieis = poa— _@mu YOrgT Lyoﬁw.rm.-.«um.?“ _wmn YG2ET -~ 9pI2LS = ¢wm.?4
, . i, -
10 gor @2 or vo g0 %% o : N
. o ) ) t'o g'o 2 or
co'o 000
*
00't £ T ooz = 00’2
£ ST IS N wvh
r 00'2 3 / ors S NN 00'9°
 — . N .
== el 1 00's oo’s
. 1 . Dt 00'01
o'y 008 00’21
g LU HE

BEMPOABNY<L KAV OGNFLOV L 2 LSQHYTY G2 — X3 1R HFHE 8 2mBLy

Y62 31950 T 0L
Pru Al L6 101 DITAN
%08 UI 69 1014 $D9
%08 A1 9°L 1019 9pIZLS
W ~Tser

WEST my

WYY 43 6TIH

U—EN OLO¥HRELE MY
QACNWRR£EAY0aNTROV | 2LSOY L2 —X= R WARE] <L owmdy




JP 2005-534615 A 2005.11.17

(29)

DL =G L AR AL SOFPETOPITLS

€40 DLLYYVDI9191331 L1913DYIVILOLVILVYIDILLYYIILIDYIIOVLDD
. 3100
S|} 455 DA L O4d O DIy dsy bl 6y [8AT né7 nig na AT Ay Aj9 I Al SU[TGL T O0g TR T

VACGEE (£ . .

sky 241 JAC 18R A9 on dsy g o nig' oA Bay Jes it By ney ) 8yd By ) Ay o5 Ajg Jag Al o8 BUd buy day o1y
369 1812VL1V11191999191v99¥91I99Y991DVIVLBYILYYOYDLIVIVILLLIDLIVYIOYILISSLIY IDDLIVILLETYIVIVID

. 5

1op AIB[TES BV i1 UsY 395 TR DY AL ff e ne’ ug 0.gJag ufg Ajg oud Buy ug no sygd.y [IRT BT,

ks 2L9v95Y 213391193V L¥IIILVLYLYOLIILIOYILIDLI LYIIDOYIDIDYOY IVLII L 19T LLYLDL LIVL
TR .

Usy 185 sijf na] ne Jeg A isg 45 BaysA) g o) Jeg Iop 485 MY AI 01d Yy (D) 0Jd (DA JOS 0L DY DY U1 Y1 1B

266| LY¥19V1¥291931319VOYY LBV ILD9VIT 1031 1¥IDL VIV 15YIVEDL 33 L0V ILDLIIY 1811 99IvITLIIOVILIVELY -
a0 o .

oA a1t dsy[A19 aif By A;9 01d 811 dJf ne [op ne1naT Ajg ne Bud RjY by e SAY By 8

20¢ BL9L1V1YIPIDLIVIIDVEDLIIILYIILILI0LL 1991999991 IIL1IVDLIDVLIIOLIDVY LYY ILILLIOVYADYYIVELLD

dELNN£G6%
0Lz DD VYAV YVYYY VWYYV VYYYY YY1 0001 9YDLOVYYLYYILLY LYYYYIYIOLLIVIVYLIOLYILIVLLL1999119914119921)

WL USY
1aVaY 389

O 08 %<»uup<uuhuw<uuuu.—.uo<uu<uu<uuwu<u<w5Swu<<<u<w<v<:w5<m_

YrI9YIYVIL103YIVVIIDI2091¥9IV9D

O o bang % YGrEnk T
O I6P8% 7 = L 2PN PSR (678 YNG© I E [ FEE 9p 1218 01 sandig
O
[ v iisaw OpT21E -2 e [ f1  vooam —- 91215 —m- R |
“To o G fo 2 o o o Tﬁ\m«_m o
: . 00'0 . e . "
. 00’0
e 00'r
o P 00’z
I / oo'e : \-\ ao't
l/ll\l\\\\-\\\\\v.hu a.a.t \ L oo'9
00's oo's
Wi ) EE B/ wE
[0t vosmom - ortaiem e 90 ciwd mem SvIZiS - ¥ou ——
<P:,r\m1 Loz B8
o g0 - 2 _— T'o g'o 2 ot
000 00’0
e — o0t — ——— =3 os'o
o'z \l\ oot
. oo'e \l\ ost
— —— o'y — S‘N
00's om.m
b 00°'E
0 i / EE P/ %E
O
- HEBHE / HEO NP <L KA T 09 NFPHLOV L 2 LSHLTIY G2 —X 3 U HEKE 6 9m31y
O

goooad

VIL—VNELELABE2Y WITIS

J98 495 I0A YL JOA Y3 W) Aj9 g Ajg duy i)
6g¢ [VI1IIIII53IVII99IVIIVIDIVY 3I99991pY L Y99 LVLIS,

AL AL ST 9 A5 AIG[bY DI SAD JAL JAL oA Dl Jog
1YLV D1V19Y.195099999WaYYIBLO1IVLIVE DIDYI1 Y
—FCTEAEGE [008)

dsy nig g Jy| neT Jog USY NS SIH Jely JAL DIy Ju Jeg oG &

I9g 847 dsy [Dp Jy) neay) oy s41[Alg sk 84 uj
0LZ ._.u<mw<w5+<u<w50w<u<<u.—u:uu.—«uﬁuuuﬁgwseuuS<<u<wCu;.u«ui«u«uuw@« Y uaw<<wﬁ_hu<«2_\uu%<

| AL Jes 1y oA Al usy JAL oagdsy ey Lﬁzw a1} dJi niy ne
3G 847 A9 SIH Jag Uy sAY 1op da [2A] 18] Usy A Jo
Qm_TU‘Q.Ew<.-u«.:o._.wu._.<<u<hhuuh<ut.<._.< 99.L1V9L5Y91 1339V OYYVIILIYIIIVIYIDYYDL 895 <._.w_.au<“u<._....uam
. Han

@Lﬁ Bud DIy JAL A9 Jog bly 5474 Jag [op S oy 2
06

A7 OA J65 DIy A9 0.9 SA7 Iop N5 NIY 0 A1g Jos Ug Uy ne sk
&7 SAT [op $A
LIV3LLVIO1Y 11991 311999¥VID1IILY L99YYDLIYD 11299931 IYYIL99LIBYDL 1Dy uwZ.GsuﬁuBi.,_\m%wu«,_

Ay THA Efi

6088 /7 S LZYUNPLEWYNAPPERLESE OvIZL S s1peamdyy



(30) JP 2005-534615 A 2005.11.17

ooooooad

OO0OO0O0OD0D0OO0O1160 100 220 (2004.10.22)
ooooooao

oooboooboobogno
goboooboobogan
oooooooao

ooooobao

goodad

2005534615000001.app




(31) JP 2005-534615 A 2005.11.17

oooooboagd

L s T e T e T e T e R |
— L s T e T e Y e R e |
— = /= L T e T e T e T e T e B |
L T e T e T e T e T e T e B e
L T s T e T e T e T e O s Y s B e, O s R e

O

INTERNATIONAL SEARCH REPORT

PCT/IT 03/00098
CLASSIFICATION OF SUBJECT MATTER

TPC 7 CO7K16/18 AGIK47/48 C12N5/29 AB1K39/395  GOIN33/574
C12N15/13

According fo Intarnational Patent Glassification (IPC) or to both national classification and IPG

B. FIELDS SEARCHED

IPC 7

Minimum documentation searchad (classificalion system foltowed by clagsification symbols)

Documentation searched ether than minimum documentation to the extent that such dosuments ere neluded in the fields searched

Efecironic data base consulied during the inlernational search (name of data base and, where practical, search terms used)

SEQUENCE SEARCH, BIOSIS, MEDLINE, EPO-Internal, EMBASE, WPI Data, PAJ

C. DOCEIMENTS CONSIDERED TO BE RELEVANT

Categety ° | Citation of document, with indication, where appropriate, of the relevant passages Relevant to olaim No.

X PAGANELLT G ET AL: “Antibody-guided 3-11,
three-step therapy for high grade gtioma 14-32,34

with yttrium-90 biotin"

EUROPEAN JOURNAL OF NUCLEAR MEDICINE 1999

GERMANY,

vol. 26, no. 4, 1999, pages 348-357,

XP008019281

ISSN: 0340-6997

cited in the application

abstract
age 349, right-hand column, paragraph 1
?
A 1,2,12,
13,33
- / ——
Furher documents are |isted in the continuation of box G. Patent family members are listed in annex.
X X

° Speclal categories of cited documents :
P g T later document published after the international filing date

. . . or priority date and net in conflict with the applicaticn but
A" document defining Ihe: general state of the art which is not ‘ gk
considered to be of particular relevance %:::II_' {ﬁ; :rnderstand the principle or theoty underlying the
‘E* earlier documtent but published on or afiet the ntermational *X* document of paniicuiar relevance; the claimed invention
filing date cannot be considered novel or cannot ba considered to
't ducumeim whlgl;l ma)'r 1lgfow doublsb on prior(iity clafim(s) or Involve an inventive slep when the document Is taken alone
which Is cited 1o establlsh the publication date of another *¥* document of particular relevance; the claimed invention
citation or cther special veason (as specified) cannol be cansidered to involve: an inventive step when the
0" decument referring te an oral disclosure, use, exhibifion or document is combined with one or more other such docu—
other means ments, slich combination being obvious to a persen skilled
“P* document published pricr 1o the international {iling date but inthe art.
later than the priority date claimed "&" document member of the same palent family
Date of the actual completion of the international search Dale of malling of the international search report
10 July 2003 16/07/2003
Name and mailing address of the |SA, Autherized officer

Eurepean Patent Office, P.B. 5818 Patentiaan 2
TNII_ ? faﬁso HY Rijswijk

al. =70} 3402040, Tx. 31 651 epo nl,
Faot: (431 10) o oo P COVONE-VAN HEES, M
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US 6 335 014 B1 (KUSAKABE MORIAKI)
1 January 2002 (2002-01-01)

column 3, line 1-b
cotumn 4, 1ine 30-53

SHRESTHA PRASHANTA ET AL: "Tenascin in
human neoplasia: Immunohistochemical
observations using seven different clones
of monocional antibodies.”

INTERNATIONAL JOURNAL OF ONCOLOGY,

vol. 8, no. 4, 1996, pages 741-755,
XP00301928%5

ISSN: 1019-6439

page 743, right-hand column, paragraph 5
-page 744, left-hand column, paragraph 1
DE SANTIS R ET AL: "Novel antitenascin
antibody with increased tumour
localisation for Pretargeted
Antibody—&uided RadiolmmunoTherapy
{PAGRIT)."

BRITISH JOURNAL OF CAMCER. ENGLAND 7 APR
2003,

vol. 88, no. 7, 7 April 2003 (2003-04~07),
pages 996-1C03, XP008019208

ISSN: 00Q7-0920

the whole document
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Box! Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet)

This International Search Report has not been established in respect of certaln claims under Article 17(2){a)} for the following reascns:

1. Claims Nos.:

because they relate to subject matter not required to be searched by this Authority, namely:

Although claims 14-17 are directed to a method of treatment of the
human/animal body, the search has been carried out and based on the alleged

affects of the compound/composition.

2. D Claims Nos.:
hecause they relate to parts of the International Application that do not comply with the prescribed requirements to such

an extent that no meaningful Infernational Search can be carried out, specificaty:

3. D Claims Mos.:
because they are dependent clalms and are niot drafted in accordance with the second and third sentences of Rule 8.4{a).

Box!! Observations where unity of invention is lacking {Continuation of item 2 of first sheet)

This Internatienal Searching Authority found multiple inventlons in this iniernational apnlication, as follows:

1. D As alf required additional search fees were timsly paid by the applicant, this Internationa) Search Report covers all
gearchable claims.

2. D As ail searchable claims could be searched without effort [ustifying an additional fee, this Authoriy did not invite payment
of any additional iee.

3. I:I As only some of the regulred additional search fees were timely paid by the applicant, this International Search Report
covers anly these claims for which fees were paid, specifically claims Nos.:

4. Mo required additicnal search fees were timély paid by the applicant. Gonsaguently, this Intemational Search Report is
restricted to the Invention first mentioned in the claims; it is Govered by olaims Nos.:

Remark on Protest D The addlional search fees were accompanied by the applicant’s protest.

I:' Ne protest accompanied the payment of addiional search fees.
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