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SEQUENCE LISTING

L T e T e T e T e T e B |
O —m —m —m ™~ @ @ @ @ @ @ ™@ ™@ ™@ o™@ & & & & & s s /s s /s o/ o/ /o
—/

<110> Pharmacia

£120> DIFFERENTIALLY EXPRESSED GENES INVOLVED TN ANGIOGENESLS, THE
PROTETING ENCODED THERERY, AND METHODS OF USING THE SAME

«130> Q1055/2/PCT

<150> 60/372,173

<151> 2002-04-12

<160> 24

<170> PatentIn version 3.2

<210> 1

<Z211= 1172

<212> DNA

<213> Homo sapiens

<400> 1

gattcecgata aageacatygg tctaatcetgt tacgtaacag caagacageg teacctcacd al

togttctegee ctcaaatggy aacgctggoe tgggactaaa geabagacca coaggctgay 120

tatcekgace tgagtceateo ccagggatea ggagectoca geagggaaco tLocattata 180

ttottcaage aacttacage tgcaccegaca gttgegatga aagttctaat ctetteceto 240

ctoctgttge tgccactaat gctgatgteo atggtcteota geagectgaa tecaggggte 300

gacagaggece acagggacceg aggecagget totaggagat ggctcocagga aggoggooad 360

gaatgtgagh geaaagattyg gtbtoctgaga gecccgagaa gaaaattceat gacagtglol 420

gggctgocas agaagoeaghby cccctghbgat catttcaagg gecaatgtgaa gaaaacaaga 480

caccaaagge accacagada gocaaacaag cattecagag cotgocagea atttecteaaa 540

caatgtoage taagasgott tgcotcetgoct ttgtaggagao totgagecgoe cactctteca 600

attaaacath ctcagcocaag aagacagbgs goacacctac cagacactct tocttaotececa 660

cctcactete coactgtacce cacccctaaa tcatteccagt getctcoaaaa agcatgttitt 720

teaagabcat tttgtttgti gotetoteta ghghetbett ctetegteag tcottagoety 780

tgcocctecce ttacccagge ttaggettaa ttacectgaaa gattccagga aachgtbaget 840

toctagetag tgtcatttaa ccttaaatge aatcaggana gtagcazaca gaagtcaata 900

aatatttitta aatgtcacag atcaaaattg tttocttcaa atggggtcty ccaatteaca 960

accagatgac ccattttace ctatteactg cagactgaat ccagattcta cacatactta 1020

tocooeacecaa gaccctcact ctgtotccat tggectactt gttecatcttb cacteatteg 1080

acaaatcttit ctgaggtaag agcgagytgg gacaasaasa aaaaageata cdaatgaaca 11440
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[

agacacggtc ttattaaaga taatataggh Gt

<210> 2
<211> 119
<212> PRT

<213> Homo
<400> 2
Met Lys Val

1

Met Ser Met

Arg Asp Arg
35

Glu Cys Glﬁ
50

Met Thr vVal
65

Lys Gly Asn

2Asn Liys His

Arg Ser Phe
115
<210= 3
<311l= 97
<212> PRT

<213> Homo
<400> 3

Ser Leu Asn
1

Ser Arg Arg

Trp Phe Leu
35

sapiens

Leu Ile

Vel Ser
20

Gly Gln

Cys Lys

Ser Gly

Val Iwys
85

Ser Arg
100

Ala Leu

sapiens

Pro Glv
5

Trp Leu
20

Arg Ala

Ser Ser

Ser Ser

Ala Ser

Asp Trp

55

Leu Pro

70

Lys Thr

Ala Cys

Pro Leu

Val ala

Gln Glu

Len

Leu

Arg

40

Phe

Lys

Arg

Gln

Arg

Gl

Pro Arg Arg

40

Asn

25

ATrg

Leu

Lys

Hisg

Gln
105

Leu

10

Pro

Trp

Arg

Gln

Gln

Phe

(86)

Leu

Gly

el

Ala

Cvs

75

Arg

Liey

Leu

Val

Gln

Pro

G0

Pro

His

Livs

Gly His Axg Asp

10

Gly Gin Glu Cys

25

Lys

Phe Met Thr

Pro

Ala

Glu

Arg

His

Gln

Arg

Glu

Val

Len

AYg

30

Gly

Arg

Asp

Arg

Cys
110

Gly

Cys
30

Ser

JP 2006-506043 A 2006.2.23

Met Len
15

Gly His

Gly Gln

Lys Phe

His The
840

Lys Pro
95

Gln Leu

Gln Ala
15

Lys Asp

Gly Leu

1172
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(87)
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Pro Lys Livs Gln Cys Pro Cys Bgp His Phe Liys Gly Asn val Lys Lys

50

55

Thr Arg His Gln Arg His His Arg Lys Pro Asn

65

70

75

Cyg Gln Gln Phe Leu Lys Gln Cys Gln Leu Arg

Ley

<210> 4

<211l> 829
<212> DNA
<213>

<4G0> 4
gtaggattaa

agctggtgac
cototooott
acccaggggt
aaggtggoca
cagcagkgct
aaaaazacayg
aatttctcaa
ctoctetagt
ctcceccaacc
gtgtatctat
ctgtttaccce
cagaaaactt
cttcacacca
<210> 5

<211> 119
<212> PRY

85

Musca sp.

attgtagaca
aatccacaca
cotbctgttg
cgocagaagc
agaatgtgaa
ggggccacoa
acaccaaaag
acgatgtoac
tagacktctet
cceatectcac
gactgtgccc
tacaaagatg
geatgaacat

ccataaacte

<213> Musca sp.

<400> b5

ctactecaca
geoctttanga
cttecagiga
cacgygggaca
Ltgcaaagatt
aggaagcaght
caccacagga
ctyggeaaget
cagtggaaag
caagagcacdc
ctagtgecgg
caggacacec
acttaatecac

aacacaaaag

29

tgageagtta
accaacagac
tgeteatgto
aacacctage
ggttcctgea
gtooctgtyga
agtogcaaag
ttgegoctgoo
gaggtgacea
ccagtogctet
cbgcacttga
teggactooe
atagtgeckta

ggagogooas

50

Lyvs His Ser Arg Ala

g0

Ser Phe Ala Leu Pro

caagaaatca
agccacaatg
catggtctta
toctaggagy
agccocaaay
tcacgtcaag
accotocaga
cttatagtac
gocectageac
ctgaaggcac
ccaactetgt
tgtgggecte
cgtgacacca

taaacacedg

95

gaagcctceta
aagetitctag
agcagacega
tggeteottgy
agaaaagcca
ggcagyggaga
gectgocaga
tgagactetg
ggttettatt
tgcotoaaca
cttatgcctt
acattgoaat

acacaktcaca

Met Lys Leu Leu Ala Ser Pro Phe Leu Leu Leu Leu Pro Val Met Leu

&0

120

180

240

300

360

420

480

540

600

6860

720

780

829
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[

Met Ser

Gly Asp

Glu Cys

50

Thr Ala

Lys Gly

Gln Arg

Ala Ser

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

<400>

G
9
P

Met

Gln

35

Glu

Val

Arg

Pro

Phe
115

7
RT

Val Phe
20

His Leu

Cyvs Lys

Leu Gly

Glu Lvs
85

Sexr Arg
100

Ala Leu

Musca =p.

3

Ser Pro Asn

1

Pro Arg

Trp Phe

Pro aArg
50

Asn Arg
65

Cys Gln

Arg

Leu

35

Lys

His

Gln

Pro Gly

Trp Leu

Gln Ala

Gin Cvg

Gln Lvys

Phe Leu
85

Ser Ser

Ala Pro

Asp Trp

Pro Pro

70

Lve Asn

Ala Cys

Pro Leu

Val Ala

Leu Glu

Pro Lys

Prc Cys
55

His Hisg
70

Lvs Arg

Pro

ATy

Phe

Arg

Arg

Gln

Arg

Gly

Arg

49

Asp

Arg

Qys

Asn

25

Arg

Leu

Liys

His

Gln
105

Ser

Gly

25

Isyrs

His

Lys

His

10

Pro

Trp

Gln

Gln

Ein

Phe

His

10

Gln

Ala

Val

Sax

Len
940

(88)

Gly

Leu

Ala

Cys

75

Lys

Leu

Gly

Glu

Thr

Lys

Gln

Ala

val

Leu

Pro

60

Pro

Hig

Lvs

Asp

Cys

Ala

Gly

60

Arg

Ser

Ala

Glu

45

Lys

Cys

Hig

Arg

Gln

Glu

Val

45

Arg

Pro

Phie

Arg

30

Gly

Arg

Asp

Arg

Cys
110

His

Cys

30

Leu

Glu

Ser

Ala
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15

Ser

Gly

Liys

His

Lys

95

His

Leu

15

Lys

Gly

Liys

Arg

Leu

His

Gln

Ala

Val

30

Ser

Leu

Ala

Asp

Pro

Lys

Ala

80

Pro
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Leu

<210> 7

<211> 524
<212> DNA
<213>

<dQQ0> 7
gbbcctgaga

cooctgbgat
gocaaacaag
rgctotgeat
aagacagtoga
caccactaaa
gectectocteta
taggcttaat
aaatgcatca
<310> 8

<211= 373
<212> DNA
<213>

<400> 8
cteagatgte

ggtgaceaga
cagactgagg
gcagcaatag
cgtcacagct
tttattecctt
attgagaacyg
<210> 9

<211> 24
<212> DNA

Homo sapiens

gccocogagaa
catbttcaagyg
cattoocagag
tbgtaggaga
gcacacctac
toattocagt
gtgtottott
tacctgaaad

ggaagtagoa

Rattus sp.

cetgecagget
totooatgglt
agtggcataca
agacaggage
cetattgtge
gtteocctttt

gaa

<213> Homeo sapiens

<400> 9

gasaattcat
geaatgtgaa
cotgecagea
tctgagocgec
cagacactct
gotcetcaaaa
ctetogtoag
attocaggaa

acagagkcaa

tococteoage
taaactgcag
gacacctgtg
cocaceatayg
ttctgoectyy

ctttttgtaa

atgaaagttc taatctcttc cote

(89)

gacagtgtct
gaaaacaaga
atttctcasa
cactcticca
tcticteoeoea
agcatgtttt
tottagetgth
actgtagttc

taatattttt

acgaggaggt
tgatactttt
goctocggga
ctctgagete
cooecaagac

gaaacagtca

gggctgcecaa
caccaaaggc
caatgtoage
attaaacatt
ccocacteta
tcaagatcat
geecteccct
ctagtagtgt

aatyg

ggcagggoat
aggtggggty
cacactaagc
aggtigcecct
tgoctctgte

cagaaaaaas
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agaagcagtyg
accacagaaa
taagaagctt
cteagecaay
ccactgtacc
tttgtttgtt
tacceagget

catttacctt

gecetgggagh
ggctcaagac
ttggaaggag
gactgcaaec
atggtcacta

aaaccaaaac

60

120

180

240

300

360

420

480

h24

60

1290

180

240

300

360

373

24
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<210>
<211>
<212>
<233>

<400>

ctacaaaggs agagcaaagce ttce

<210>
<211>
<21Z2>
<Z13>

<400>

caaaggcaga gcaaagottc ttage

<210>
<411>
<212=>
<213>

<400>

atgaagctte tagcetetee c

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

<4 00>

catataaggge agcgoaaagoe ttge

<Z2L10>
<211>
<212>
<213>

<400>

taagggeage goaaagettg o

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

<400>
gattc

210>
<Z1l>
<212>
<213>

10

23

DNA

Homo gapiens

ig

il
25
DNA
Heme sapiens

11

1z

21

DNA
Musca sp.

12

13

24

DNA
Musca sp.

13

14

21

DNA
Misca sp.

i4

15

5

DNA

homo sapien

15

16

10

TNA

home saplen
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24
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Gy

<400> ia
gacaggggtc
<210> 17
<211l> 10
<212> LNA

<213> homo sapilen

<400> 17
teocagattgg
«<210> 18
<211> 10
<212> DNA

<213> homo sapien

<400> 18
cotaggacac
<210> 19
<21l> 10

<212> DNA
<213> homo sapien

<400> 19
tocaggtaaa
<310> 20
<211> 10
<21Z> DNA

«213> homo sapien

<400> 20
caaaggtcag
<210> 21
<211> 10
<212> DNA

<213> homo saplen

<400> 21
aacaagtaaq
<210> 22
<211» &

<212> DNA
«213> homo gapien

<400> 22
gyttt

<210> 23
<211> 92
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Ile

Thr

Arg

Ile

65

AsSpP
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O

Thr

Pro

Leu

50

Ile

AspD

<212> PRT
<213> homo
 <400> 23
Met Ala Pro
1

Gln His Ile
Leun Glu Tvyr

35
Tyr Gln Thr
50

Val Gln Gly
65

Asn Ala Val
<210> 24
<211> 120
<212>» PRT
<213> Thaomo
<A00> 24

Met Lys Val

Ser
Ser
35

V%l

Phe

Trp

sapien

Leu

His

20

Phe

Ser

Arg

Lys

Met

Ala

Lys

Glu

Ala

Tyr
85

saplen

Ser

Ala

Thr

Val

Val

val

Glu

Ser

Cys

Gly

Thxr

Gln
85

100

Gln Pro Gln Leu

115

Leu

Ala

Gly

Asp

Ile

70

Lieu

Ala

Arg

Cys

Tvr

Lys

70

Glu

Leu

Arg

Ala

Cys

55

Cys

G1ln

Ala

Ser

Leu

Arg

Arg

Tyr

Val

Gly

Ile

40

Ser

Ser

Ser

Leu

Gln

ivs

40

Lys

Asn

Ile

Thr

Thr

25

Pro

Arg

Asp

Leu

Sexr

Pro

Tyr

Ala

Aryg

ILys

Leu

i0

Asn

Leu

Asp

Pro

Glu
50

Leu

10

Lys

Tvr

Leu

Glu

Asp
S0

105

Leu Asn Ser Gln

120

(92)

Leu

Val

Aryg

Ala

Asn

75

Arg

Leu

Val

Glu

AsSn

vVal

75

Pro

Leu

Gly

Lys

Ile

Asn

Ser

Val

Pra

Lys

Cys

60

Cys

Asn

Gly

Arg

Leu

45

Val

Lys

Leu

Glu

Val

45

His

Thr

Leu

Ala

Glu

30

Leu

Phe

Arg

Ile

Trp

30

Leu

Leu

Asn

Pro
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Ser

15

Cys

Thr

Val

Val

Leu

15

Val

Pro

Pre

Pro

Leu
25

110

Leu

Cys

Trp

Thr

Lys
80

Tle

Asn

Arg

Ala

Asn

80

Leu

Pro Thr Arg Asn Leu Ser Thr Val Lvs Ile Ile Thr Ala Lys Asn Gly
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1. D Glaims Mos.:
hecause they relate to subject matter nat reguired to be searched by this Authacily, namely:

2. ]II Clalms Nos.: 42

because they relats to parts of the International Application thai do not comply with the prescribed requirements 1o such
an exient that no meaningful Inemational Search can be carriad out, specificaly:

see FURTHER INFORMATION sheet PCT/ISA/21D

a. D Claims Mos.:
berause they are dependent claims and are not diafied in accordance with the secend and third sentences of Rule d.4(a).

Box Il Observations where unity of invontion is lacking {Continuation of item 2 of first sheet)

This International Searching Authority found multiple inventions in this International application, as follows:

see additional sheet

1. D As all rsguired additional search fees weie timely paid by the applicant, his International Search Report covers all
searchakle dlaime.

2 D As all searchable claims could be szarched without effori justifying an additioral fee, this Authority did not invite payment
of any additional fos,

3. D As only some of the required additional search feas were timely paid by the applicant, this Infemational Search Report
covers only those claims for which fees ware pald, speciically claims Nos:

4, m Ne reuired addiiional search fees were imely pald by the applicant, Gonsequently, this International Search Report ts
restricted 1o the invention first mentioned In the claima; it s covared by clgims Nos.:

1-30, 33-35, 37 and 42-47 (all partially)

Remark on Protest D The addtional search feas were accompanied by the applicant's proiast.

D Ne profest accompanied the payment of additional search fees,

Farm PCT/ISA/210 {continuation of first sheet (1)) (uly 1998)
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FURTHER INFORMATION CONTINUED FROM  PCTASA/ 210

Continuation of Box I.2

Claims Nos.: 42

Present claim 4Z relates to an extremely Targe number of possibie
antagonists. Support within the meaning of Article 6 PCT and disclosure
within the meaning of Article 5 PCT is to be found, however, for onty a
very smail propartion of the antagonists claimed. In the present case,
the claims so lack support, and the application sa Tacks disclasure, that
a meaningful search over the whole of the claimed scope is fmpassible.
Consequently, the search has been carried out for those parts of the
claims which appear to be supported and disclosed, namely those parts
refating to antisense molecules of the VCC-1 nucleic acid having SEQ ID
NO:1.

The applicant’s attention is drawn to the fact that claims, or parts of
claims, retating teo inventions in respect of which no internatianal
search report has been established need not be the subject of an
international preliminary examination (Rule 66.1(e) PCT). The applicant
1s advised that the EPO policy when acting as an International
Preliminary Examining Authority 1s normally not to carry out a
preliminary examination on matter which has not been searched. This is
the case irrespective of whether or not the c¢laims are amended following
receipt of the search report or during any Chapter II procedure.
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This International Searching Autherity found multipie {groups of)
inventions in this international application, as folltows:

1. Claims: 1-30, 33-35, 37 and 42-47 (all partially)

Inventien 1 concerns a human YCC~1 polypeptide having SEQ ID
NOs:2 or 3 and being encoded by a nucleic acid having SEQ ID
NO:1. Invention 1 further concerns a vecfor, a host cell,
antibodies, pharmaceutical compositions, a Kit, a microarray
and a transgenic non-human mammal, all related to saild
patypeptide/nucieic acid and several general methods of
detection of said polypeptide/nuclei acid or of
jdentification of binding/modulating agents of said
poylpeptide.

2. Claims: 1-30, 33-35, 37 and 42-47 (a71 partially)

Invention 2 concerns a mouse VYCC-1 polypeptide having SEQ ID
NOs:5 or 6 and being encoded by a nucleic acid having SEQ ID
NO:4. Invention 2 further concerns a vector, a host cell,
antibodies, pharmaceutical compositions, a kit, a microarray
and a transgenic non-human mammal, all related to said
polypeptide/nucleic acid and several general methods of
detection of said polypeptide/nuciei acid or of
identification of binding/moduiating agents of said
poylpeptide.

3. Claims: 31, 32 and 38-41]

Invention 3 concerns a method of treating or preventing an
angiogenesis associated disorder by using the VCC-1
polypeptides having SEQ ID NOs:2, 3, § or 6, or antiboedies
against said pelypeptides. Invention 3 futher concerns
metheds of selecting a composition for inhibiting
angiogenesis, of assessing the efficacy of a test compound
for innibiting angiogenesis, of monitoring the progression
of an angisgenic disorder and of assessing the efficacy of a
therapy for inhibiting angiogenesis, all comprising the use
sald polypeptides.

4. Claim : 36
Invention 4 concerns a method of detecting differentially
expressed genas carrelated with a cancerous state of a

mammalian cell comprising the use of the VCC-1 nucleic acid
molecules having SEQ ID NOs:1 or 4.

L. Ciaims: 48-b2

Invention & concerps several biemarkers correlated with the
modulation of VCC-1 expressien or activity. Invention b

page 1 of 2
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FURTHER INFORMATION CONTINUED FROM  PCTASA/ 210

further concerns a method of detecting a differentially
expressed biomarker and a method of using said biomarker to

diagnose a VCC-1 associated disorder.

page 2 of 2
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