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Tnterpational Application No: PCT/ /

MICROORGANISMS

Optional Sheet in connection with the microorganism referred 1o on page B7-68 , lines 1-30; 1-18 of the description !

A. IDENTIFICATION OF DEPOSIT -
Furlher deposits are identified on an additionzl sheet *

Name of depositary institution *
Ametrican Type Culture Collection

Address of depositary institution (including postal code and country) +

10801 University Blvd.
Manassas, VA 20110-2209
us

Date of deposit* _August7,2002  Accession Number+ PTA4572

B. ADDITIONAL INDICATIONS  (eave blonk if not applicable). This information is continucd on a separate attached sheet

C. DESIGNATED STATES FOR WHICH INDICATIONS ARE MADE * giress insiestions s notl desigancd Stakes)

D. SEPARATE FURNISHING OF INDICATIONS - {leave biank if not applicablc)

The indications Ssled below will be subnilted to the Intemalionzl Bureau laler * {Specify the general nature of the indications e.g.,
*Accession Number of Deposil”)

E. Bﬁs sheet was received with the International application when filed {to be checked by the receiving Office}

= Slsyacl

Tuthotized Officer)

O The date of receipt (from the applicant) by the International Bureau »

was

(Authorized Cifficer)

Form PCT/RO/134 (January 1981)
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International Application No: PCT/

Form PCT/RO/134 (cont.}

American Type Culture Collection

10801 Universily Blvd.,
Manassas, VA 20110-2209
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Accession No.

PTA-4573
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PTA-
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SEQUENCE LISTING

2110> MedTmmune, Ind.
Kinch, Michael
Carles-Kinch, Kelly
Kiener, Peter
Langermann, Solomon
<120>
<130> 10271-087-228
<140>
<i41>
<150> 60/3%9,322
«<151> 2002-05-1C
<150 &0/418,213
«<1l51= 2002-10-14
<150> 6&0/418,213
<151> 2003-04-03
<160> 48
<170> PatentlIn version 3.2
<210> 1
«<211> 106
=212> PRT
<213> Homo sapiens
<400=> 1
@Gln Ile Val Leu Thr Gln Ser
1 5
@lu Lys Val Thr Met Thr Cys
20
Tyr Trp Tyr Glm Gln Lys Pro
35
Leu Thr Thr Asn Leu Ala Ser
50 55
Gly Ser Gly Thr Ser Tyr Ser
65 70
Zsp Ala Ala Thr Tyr Tyr Cys
85
Phe Gly Ser Gly Thr Lys Leu
100

Pro

Ser

Arg

40

Qly

Leu

Gln

Glu

Ala

ala

25

Ser

Val

Thr

Gln

Ile
105

Leu

10

Ser

Ser

Pro

Tle

Trp

20

Arg

Met

Sexr

Pro

Ala

Ser

75

Ser

Serx

Ser

Lys

Arg

60

Ser

Ser

Ala

Val

Pro

45

Phe

Met

Asn

Ser

Ser

30

Trp

Ser

Glu

Pro

Prao

15

Tyr

Tle

aly

Ala

Phe
95
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Met
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Glu

80

Thr

10

20

30

40



O — ™ M M Mmoo 1 1 e

<210=> 2
<211= 10
<212» PRT

<213» Homo

<d00> 2

Ser Ala Ser
1

<210> 3
<211 7
<212> PRT

«<213> Homo

<400> 3

Lew Thr Thr
3

<210> 4
<211» 9
<212> BPRT

<213> Homo
<400> 4
Gin Gln Trp

1

<210> 5
<211l> 118
<212» PRT
213> Homo

<400> 5

Gln val Gla

.1

Ser Val Lys

Trp Met His
35

Gly Met Ile
50

Lys 8er Lys
65

sapiens

Ser

Ser

sapiens

Asn

Leu
5

saplens

Ser

Ser
S

saplens

Leu

Leu
20

Trp

Ala

G@ln

Ser

val

Pro

Thr

val Ser Tyr Met Tyr

Ala Ser

Asn Pro Phe Thr

Gln

Cys

Lys

Aszn

Leu
70

Pro

Lys

Gln

Sexr

55

Thx

aly Ala

Ala Ser
25

Arg Pro
40

Gly Ser

val Asp

10

Glu

10

Gly

aly

Thr

Lvs

(89)

Leu

Tyxr

Gl

Asn

Ser
75

Val Lys

Thr Phe

Gly Leu
45

Tyr Asn
60

Ser Ser

Pro

Thr

30

Glu

Glu

Thr
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Gly

15

Ser

Trp

Lys

Ala

Ala

TYY

Ile

Phe

TYY
80
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Met Arg Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala val Tyr Tyr Cvys
B5 90 95

Rla Arg Gly Giy Asn Met Val Gly Gly Gly Tyr Trp Gly Gln Gly Thr
100 105 110

Thr Leu Thr Val Ser Ser
115

<210> &

<211l= 10

<212> PRT

«213> Homo sapiens

<400> 6

@ly Tyr Thr Fhe Thr Ser Tyr Trp Met His

1 5 10
<210> 7

<211= 17

«212» PRT

<213 Homo sapiens
<400> 7

Met Ile His Pro Asn Ser Gly Ser Thr Asn Tyr Asn Glu Lys Phe Lys

1 5 10 15
Ser

«210> 8

<211l> 9

<212> PRT

<213> Home sapiens
<400> 8

@Gly Gly Asn Met val @ly Gly Gly Tyr

1 5
<210> 9

<211>= 318

<212> DNA

«213> Home sapilens

<4Q00> @
caaattgtte tcacccagte btccagcactc atgtctgcat ctocagggga gaaggtcace

atgacctgea gtaccagete aagtgtaagt tacatgtact ggtaccagea gaagecaaga

tecteoocceoa aaccetggat ttatctcaca accaacctgg cttetggagt coctgotoge

10

20

30

60
120

180
40



«210> 10
<211l= 27
<212> DNA
<213>

«400> 10

210> 11
<21ll> 21
<212> DNA
<213

<4&00= 11

<210> 12
<211> 27
<212> DNA
<213>

<400> 12

<400 14
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[

<210> 13
<211> 354
<212> DNA
<213>
<400> 13
caggtccaac
tactgoaagy
cotggacaag
aatgagaagt
atgcgactca
aacatggtag
<210> 14
<211> 30
<212> DNA
<21i3>

acaaagttgg aaataaga

Homo sapiens

Home saplens

Home sapiens

Homo saplens

tgcagcagoc
cttctggeta
gcocttgagtg
tcaagagcaa
gcagcckgac

ggggyggeta

Homo sapiens

gocagotcaa gtgtaagtta catgtac

steacaacca acctggette t

cagcagtgga gtagtaacee attcacg

tggggctgag
cactttcacec
gattgggatg
ggccacactyg
atctgaggac

ctguggccaa

ggctacactt tcaccagcta ctggatgeac

Gy

ctggtaaagc
agctbactgga
attcatcecta
actgtagaca
tctgoggtet

ggcaccacte

ctggggette
tgcactgggt
atagtggtag
aatgctccag
attactgtge

teacagtcte

JP 2005-538701 A 2005.12.22

ttocagtggea gtgggtctgg gacctettac tctctcacaa tcageageat ggaggotgaa

gatgctgeca cttattactg ccageagtgg agtagtaacc catteacgtt cggetegggg

agtgaagttg
gaaacaaadd
tactaactac
cacagectac

aagagggygt

ctoa

240

300

318

27

21

27

60

120

180

240

300

354

30

10

20

30

40



—m —m —m ~—@ ~@ @ ~@ ™~—@ @ @ @ @ @ @ @ @ ™@ o™@ ™@P & & & & /s /s /s /e /e /e /e /e e /e e e

O

<210> 15

<211> 5%

«212>= DMNA

«213> Homo sapiens

<400> 15

atgattcate ctaatagtgg tagtactaac tacaatgaga agttcaagag ¢

<210» 16
<211 30
<212> DHA

£213> Homo sapiens

<400> 16
agagggggba acatggtagg ggggggetac

<210> 17

<211s 107

<212 PRT

<213> Homc sapiens

<400> 17
Agp Ile Val Leu Thr Gln Ser Pro

1 5

Asp Ser Val Asn Leu Ser Cys Arg
20

Leu His Trp Tyr Gln Gln Lys Ser
35 40

Lys Tyr Val Phe Gln Ser Ile Ser
50 55

Ser Gly Ser Gly Thr Asp Phe Thr
55 70

Glu Asp Phe Glv Met Tyr Phe Cys
85

Thr Phe Gly Ala Gly Thr Lys Leu
100

<«210> 18
<211> 11
<212> PRT

«213> Homo sapilens

400> 18

Ala

Ala

25

His

Gly

Leu

Gln

clu
105

Thr
10

Ser

Glu

Ile

Ser

Gln

S0

Leu

(92)

Leu

Gln

Ser

Pro

Ile

75

Ser

Lys=

Ser

Ser

Pro

Ser

&0

Asn

Agn

Val

Ile

Arg

45

Arg

Ser

Sexr

Thr

Ser

30

Leu

Phe

Val

Trp

JP 2005-538701 A 2005.12.22

Pro

15

Asn

Lieu

Ser

Glu

PO
95

Gly

Asn

Tle

Gly

Thr

BO

Leu

51

30
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30
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Arg Ala Ser
1

<210> 19
<21ll> 7
«212> PRT
<213> Homo
<400= 15

TYT Val Phe
ki

<210 20
<21il> 9
<212> PRT
<213> Homo
<400> 20

GIn GIn Ser
1

<210» 21
<21l» 120
<212 PRT
<213> Homo
<400> 21

Glu Vval Lys
1

Ser Leu Ser

Met Asn

35

Ser

Gly Phe Ile

Ser Val

65

Lys

Leu Leu

Tyr

Tyr Cys Val

(93)

Gln Ser Ile Ser Asn Asn Leu His

5

sapiens

Gln

Ser
5

sapiens

Asn

Ser

sapiens

Leu

Leu

249

Trp

Arg

Gly

Gln

Aryg
100

Val

Ala

Ser Cys

VYal Arg Gln

Ala
55

Asn Live

Arg Phe Thr

Met Asn Ala
g5

Tyr Fro Arg

Ile Ser

Glu Ser Gly

Ala

Pro

40

Asn

Ile

Leu

Tyx

Trp Proc Leu Thr

Gly

Ser

25

Pro

hsp

Ser

Arg

His
105

10

Gly

1¢

Gly

aly

Tyr

Arg

Ala

80

Ala

Leu

Phe

Lys

Thr

Asp

75

Glu

Met

Val

Thr

Ala

Thi

60

Asn

Asp

Asp

Gln Pro

Phe Thr
30

Leu Glu

45

Glu Tyr

Ser Gln

Ser Ala

Ser Trp

110
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Gly Gly
15

Asp Tyr

Len

Trp

Sar Ala

Ile
80

Ser

Thr
95

Tyr

Gly Gln

10

20

30

40



L s T e T e Y e R e |
L T e T e T e T e T e T e T e T e T e R e N e T e, TR e, T e T e, IO e, TR e, T e TR e TR e IO e T e TR e T e T e B s Y e B O s e |

[

Gly Thr Ser val Thr Val Ser Ser

115
<210 22
«211l> 10
<212> PRT

<213> Homo zaplens

<400> 22

120

(94)

@ly Phe Thr Phe Thr Asp Tyr Ser Met Rsn

1 5
<210 23

<211 19

212> PRT

«213> Homo gapilens

<400> 23

1¢

JP 2005-538701 A 2005.12.22

Phe Ile Arg ZAsn Lys Ala Asn Asp Tyr Thr Thr Glu Tyr Ser Ala Ser

1 5

Val Lys Gly

<210> 24

<211> 39

<212>» PRT

<213> Howmo saplens

<400=> 24

10

Tyr Pro Arg Tyr His Ala Met Asp Ser

i 5
<210> 25

«211> 321

<212> DNA

«213> Home sapilens

<400> 25

gatattgtge
ctttactgea
catgagicto
aggttecagtg
gaagattttg

gggaccaagc

taactcagtc
gygccageca
caaggcettot
geagtggata
gaatgtattt

tggagctgaa

tocageraco
aagtattage
cateaagtat
agggacagat
ctgteaacayg

a

ctgtctgtga
aacaacctac
gttttecoagt
ttcactectea

agtaacaget

ctcecaggaga
actggtatca
ceatctotgg
gtatcaacag

ggccgcteac

15

tagegteaat
acaaaaatca
gatcceocteo
togtggagact

gtteggtget

60

120

180

240

300

321

10

20

30

40



L T e T e T e T e T e T e T e |
L s T s T e T e T e O e O e T e T e O e O e T e O e T e T e T e e T e O e T e T e, T e T e IO e, IO e, T e T e B e B e |

O

(95)

<210> 28
<21ts 27
<212> DNA

<213> Homo sapiens

<400>= 26
agccaaagta ttagcaacaa cctacac

<210> 27
<Z11l> 21
<Z12> DNA

<213> Homo sapiens

<400> 27
tatgttttec agteccateto t

<210> 28

«211= 27

<212> DNA

<213> Homo sapiens

<400> 28
caacagagta acagcbggce gecteacy

«210> 29
«<211> 3260
<212> DNA

<213> Home sapiens

<400> 29
gaggtgaage tggtyggagtce tggaggagge ttggtacage

tectgtgeag cttctggatt caccttecact gattactoca
coagggaagyg cacttgagtg gttgggtttt attagaaaca
gagtacagtg catctgtgaa gggteggtte accatctcoa
ctetatetbc aaatgaatge cctgagaget gaggacagty

taccetaggt ateatgetat ggacteotygyg ggtcaaggaa

<210= 30
<211> 30
<212> DNA

<213> Homo sapiens

<400> 30
ggattcacct teactgatta etccatgaac

<210> 31
<211l> 57
<212> DNA

<213> Homo sgapiens

<400> 31

ctgggggttc
tgaactggat
aagctaatga
gagataattc
ccacttatta

cctcagtcoac

JP 2005-538701 A 2005.12.22

27
21
27
totgagtetco 60
gdogooagocot 120
ttacacaaca 180
c¢caaagoatc 240

ctgtgtaaga 300

cgteotoctea 360
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tttattagas acaaagctaa tgattacaca acagagtaca gtgeatctgt gaagggt

<210> 32
<211l= 27
<212» DNA

<213> Homo

<400> 32

sapiens

tacoctaggt atcatgetat ggactoce

«210> 33
<211= 107
<212> PRT
<213> Homo
<400> 33
Asp Ile Lys
1

Glu Arg Val

Leu Zer Trp
35

Tyr Arg Ala
50

Ser Gly Ser
65

Glu Asp Met

Thr Phe Gly

<210> 34
<211> 11
<212> PRT

<213> Homo
<400> 34

Lys Ala Sex
1

<210> 35
<211> 7
<212> PRT

Sapiens

Met Thr

Thr Ile

20

Phe Gln

Asn Arg

Gly Gln

Gly Ile

85

Gly Gly
100

Saplens

Gln Asp
5

dlin 3er

Thr Cys

Gln Lys

Leu Val
55

Asp Tyr

Tyr Tyr

Thr Lys

Pro

Liyy

Pro

40

ASD

Ser

Cys

Leu

5exr

Ala

a
“

Gly

Gly

Leu

Leu

Glu
105

Ser
10

Ser

Lys

Val

Thr

Lys

20

Ile

Met Tyr Ala Ser

Gin Asp Tle Asn
30

Ser Pro Lys Thr
45

Pro Ser Arg Phe
60

Ile Ser Ser Te=u
75

Tyr Asp Glu Phe

Lys

Ile Asn Asn Tyr leu Ser

1¢

Leu Gly
15

Asn Tyr

Leu Ile

Ser Gly

Glu Tyr

80

Pro Tyr
95

57

27

10

20

30

40
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<213> Homo Sspiens
<400> 35

Arg Ala Asn Arg Leu Val Asp

1 5
«210> 36

<211l 9

<212> PRT

<213> Homo Sapiens
<400> 36

Leu Lys Tyr Asp Glu Phe Pro Tyr Thr

1 5
«<210> 37
<211l> 115

<212> PRT
<213> Howmo Sapiens

<400> 37
Asp Val Lys Leu Val Glu Ser Gly Gly Gly Leu val Liys

1 5 10

Ser Leu Lys Leu Ser Cys Ala Ala Ser G@ly Phe Thr Phe
20 25

Thr Met Ser Trp Val Arg Gln Thr Pro Glu Lys Arg Leu
35 40 45

Ala Thr Ile Ser Ser Gly Gly Thx Tyr Thr Tyr Tyr Pro
50 55 50

Lys Gly Arg Phe Thr Ile Ser Arg Asp BAsn Ala Lys Asn
&5 70 75

Leu Gln Met Ser Ser Leu Lys Ser Glu Asp Thr Ala Met
85 20

Thr Arg Glu Ala Tle Phe Thr Tyr Trp Gly Gln Gly Thr
100 105

Val Ser Ala

115
<210> 238
<21%i= 10
«21Z> PRT

JP 2005-538701 A 2005.12.22

Pro Gly Gly
15

Ser Ser Tyr
30

Glu Trp Val

Aszsp Ser Val

Thr Leu Tyr
80

Tyr Tyr Cys
S5

Leu Val Thx
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<213> Homo Sapiens

<£00> 38

Gly Phe Thr Phe Ser Ser Tyr Thr Met SYSer

1

<210> 39

«211> 17

<212> PRT

5 10

<213> Homo Sapiens

<4£00> 39

Thr Ile Ser Ser Gly Gly Thr Tyr Thr Tyr Tyr Pro Asp Ser Val Lys

1

Gly

<210> 40
<211> &
<212> PRT

5 10

<213> Homo Sapiens

<400> 40

Glu Ala Ile Phe Thr Tyr

1
=<210> 41
<211> 321

<212> DNA

5

<213> Homo sapiensg

<400> 41
gacatcaaga

atecacttgea
gggaaatckte
aggttcagtyg
gaagatatgyg
gaggaccaagco
<210> 42

<211> 30
<212> DNA

Cgacccagte tccatettce atgtatgeat
aggcgagtca ggacattaat aactatttaa
ctaagaccct gatctatcgt geaaacagat
gcagtggate tgggcaagat tattcteteoa
gaatttatta ttgtctgaaa tatgatgagt

tggaaataaa a

<213> Homo sapiens

<400> 42

gcgagteagg acattaataa ctatttaage

15

ctetaggaga gagagtcact
gotaggtteoca gragaaacca
tggtagatgg ggteceatea
cecatcagcag cotggagtat

tteegtacac gtteggaggy

JP 2005-538701 A 2005.12.22

50

120

180

240

300

3321

30

10

20

30

40



L T e T e T e T e T e T e T T T s T e O e T e T e, T e, TR s T e, T e T e T e, IO e, T e, T e, IO e, O e IO e, TR e T e T e T e T s TR e T s R s B O e T e T e T e T e T s T s T e T e T e B

O

<210> 43
<211> 21
<212> DNA
<213

<400> 43

Homo capiens

cgtgeaaaca gattggtaga t

<210> 44
<211> 21
<2312> DNA
<213

<400> 44

Homo sapiens

aaatatgatyg agtttcegta c

<210> 45

<211> 345
«212> DHNA
<213

<400> 45
gacgtgaage

tocctgtgecag
cocggagaaga
ccagacagtg
ctgcaaatga
atctttactt
<210> 46

<211l> 30

<212> DNA

<«213>

<400> 46

Homo sapiens

tggtggagtc
cctotggatt
ggctggagtg
tgaagggeayg
gcagtctgaa

actggggcca

Home sapiens

tgugygaggc
cactttcoagt
ggtcgcaacc
attcaccatc
gtctgaggac

agggactotg

ggattcactt teagtagota taccatgtet

<210> 47
<211> 51
<212> DNA
<213>

<400> 47

Homo sapiens

(99)

ttagtgaage
agctakacca
attagtagtg
tocagagaca
acagccatgt

gtcactgtet

ctggagggtc
tgtcttgggt
gtggtactta
atgucaagaa
attactgtac

ctgrca

JP 2005-538701 A 2005.12.22

cetgaaacteo
togecagact
caceotactat
caccctgtac

aagagaagct

accattagta gtggtggtac ttacaccetac tatcocagaca gtgtgaaggg o

«210> 48
<211> 21
<212> DNA
«213>

<400> 48
agagaagcta tctttactta ¢

Homo sapiens

21
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17A 18A

17D
0700 30 100 300 1000
HEPE (ng/ml)
18B
Ooooooao oooooaod
208 AR 208 ARER
caa att gtt ctc acc cag tet cca gea ctc atg tct gea tet cca 999 48 cag gtc caa ctg cag cag cct ggg gct gag ctg gta aag cct ggg get 48
Gin Ile Val Leu Thr GIn Ser Pro Ala Leu Met Ser Ala Ser Pro Gly GIn Val Gin Leu CIn GIn Pro Gly Ala Glu Leu Val Lys Pro Gly Ala
1 5 10 15 1 5 10 15
COR1 CDRL '
gag aag gtc acc atg acc tgc agt gec age tea agt gta agt tac atg % tca gtg aag ttg tcc tgc aag get tct gge tac act tte acc age tac 96
Glu Lys val Thr Met Thr Cys Ser Ala Ser Ser Ser Val Ser Tyr Met . Ser Val Lys Leu Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Ser Tyr
20 25 30 20 25 30
tac tgg tac cag cag aag cca aga tcc tec cec aaa ccc tgg att tat 144 ‘tgg atg cac tgg gig aaa caa agg cct gga caa ggc ctt gag tgg att 144
Tyr Trp Tyr GIn GIn Lys Pro Arg Ser Ser Pro Lys Pro Trp Ile Tyr Trp Met His Trp Val Lys Gin Arg Pro Gly Gln Gly Leu Glu Trp Ile
35 40 45 35 40 45
CDR2 CDR2
ctc aca acc aac ctg get tct gga gtc cct get cge tte agt ggc agt 192 999 atg att cat cct aat agt ggt agt act aac tac aat gag aag ttc 192
Leu Thr Thr Asn Leu Ala Ser Gly Val Pro Ala Arg Phe Ser Gly Ser Gly Met Ile His Pro Asn Ser Gly Ser Thr Asn Tyr Asn Glu Lys Phe
50 55 60 50 55 60
ggg tct ggg acc tct tac tct cte aca atc age age atg gag gct gaa 249 aag agc aag gec aca ctg act gta gac aaa tec tee age aca gec tac 240
Gly Ser Gly Thr Ser Tyr Ser Leu Thr Ile Ser Ser Met Glu Ala Glu Lys Ser Lys Ala Thr Leu Thr Val Asp Lys Ser Ser Ser Thr Ala Tyr
65 70 75 80 65 70 75 ’ 80
CDR3
gat gct gec act tat tac tgc cag cag tgg agt agt aac cca ttc acg 288 atg cga cte age age ctg aca tet gag gac tct geg gte tat tac tgt 288
Asp Ala Ala Thr Tyr Tyr Cys GIn GIn Trp Ser Ser Asn Pro Phe Thr Met Arg Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys
85 o0 a5 85 90 95
CDR3
ttc gac tcg gag aca aag ttg gas ata aga 318 gca aga ggg ggt aac atg gta ggg ggg gge tac tgg gge cea ggc acc 336
Phe Gly Ser Gly Thr Lys Leu Glu Ile Arg Ala Arg Gly Gly Asn Met Val Gly Gly Gly Tyr Trp Gly GIn Gly Thr
100 105 100 105 110
act ctc aca gte tec tca 354

Thr Leu Thr Val Ser Ser
115



ocooooao
233 WEEH

gat att gtg cta act cag tct cca gee acc ctg tect gtg act cca gga
Asp I1e Val Leu Thr GIn Ser Pro Ala Thr Leu Ser Val Thr Pro Gly

1 5

10

15

CDR1

gat agc gtc aat ctt tec tgec agg gec age caa agt att agc aac aac
Asp Ser Val Asn Leu Ser Cys Arg Ala Ser Gln Ser Ile Ser Asn Asn

20 25

30

cta cac tgg tat caa caa aaa tca cat gag tct cca agg ctt ctc ate
Leu His Trp Tyr Gin GIn Lys Ser His Glu Ser Pro Arg Leu Leu Ile

35 40
CDR2

45

aag tat gtt ttc cag tcc atc tct ggg atc ccc tec agg ttc agt gge

Lys Tyr Val
50 55

Phe GIn Ser Ile Ser Gly I[1e Pro Ser Arg Phe Ser Gly

60

agt gga tca ggg aca gat ttc act ctc agt atc aac agt gtg gag act
Ser Gly Ser Gly Thr Asp Phe Thr Leu Ser Ile Asn Ser Val Glu Thr

65 70

75 80

CDR3
gaa gat ttt gga atg tat tic tgt caa cag agt aac agc tgg ccg ctc
Glu Asp Phe Gly Met Tyr Phe Cys GIn Gin Ser Asn Ser Trp Pro Leu
85 90 95

acg ttc ggt gct ggg acc aag ctg gag ctg aas
Thr Phe Gly Ala Gly Thr Lys Leu Glu Leu Lys
100 105

Ooooooao
EA2 TIEE
gac atc aag atg acc cag tct cca tct

Asp Ile Lys Met Thr GIn Ser Pro Ser
1 5

tce
Ser
10

atg tat gca tct cta gga
Met Tyr Ala Ser Leu Gly

15
CDR1

gag aga gtc act atc act tgc aag gcg
Glu Arg Val Thr Ile Thr Cys Lys Ala
20 25

tta agc tgg ttc cag cag aaa cca 999
Leu Ser Trp Phe GIn Gin Lys Pro Gly
35 40
CDR2
tat cgt gca aac aga ttg gta gat ggg
Tyr Arg Ala Asn Arg Leu Val Asp Gly
50 55

agt gga tct ggg caa gat tat tct cic
Ser Gly Ser Gly GIn Asp Tyr Ser Leu
65 70

agt
Ser

2aa
Lys

gtc
Val

acce
Thr

cag gac att aat aac tat
GIn Asp Ile Asn Asn Tyr
30

tct cct aag acc ctg atc
Ser Pro Lys Thr Leu Ile
45

cce tca agg tic agt gge
Pro Ser Arg Phe Ser Gly
60

atc age age ctg gag tat

Ile Ser Ser Leu Glu Tyr

75 80
COR3

gaa gat atg gga att tat tat tgt ctg
Glu Asp Met Gly Ile Tyr Tyr Cys Leu
85

acg TiC gga 999 999 acc aag ctg gaa
Thr Phe Gly Gly Gly Thr Lys Leu Glu
100 105

aaa
Lys
90

ata
Ie

tat gat gag ttt ccg tac
Tyr Asp Glu Phe Pro Tyr
95

aaa
Lys

(106)

48

96

144

192

240

288

321

48

96

144

192

240

288

321
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gooooao

233 WEEH

gag gtg aag ctg gtg gag tet gga gga ggc ttg gta cag cct gog ggt

1

Glu Val Lys Leu Val Glu Ser Gly Gly Gly Leu Val GIn Pro Gly Gly
1 10

5 15

CDR1

tct ctg agt ctec tec tgt gea get tet gga tte acc ttc act gat tac
Ser Leu Ser lLeu Ser Cys Ala Ala Ser Gly Phe Thr Phe Thr Asp Tyr

20

25 30

tcc atg aac tgg gtc cgc cag cct cca ggg aag gea ctt gag tgg tig
Ser Met Asn Trp Val Arg Gin Pro Pro Gly Lys Ala Leu Glu Trp Leu

35

40 45
CDR?

ggt ttt att aga aac aaa gct aat gat tac aca aca gag tac agt gca
Gly Phe Ile Arg Asn Lys Ala Asn Asp Tyr Thr Thr Glu Tyr Ser Ala

50

55 60

tct gtg aag ggt cgg tic acc atc tcc aga gat aat tcc caa age atc
Ser Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Gln Ser Ile

65 70 75

80

ctc tat ctt caa atg aat gcc ctg aga gct gag gac agt gec act tat
Leu Tyr Leu GIn Met Asn Ala Leu Arg Ala Glu Asp Ser Ala Thr Tyr

85 90
CDR3

95

tac tgt gta aga tac cct agg tat cat got atg gac tce tgg got caa
Tyr. Cys Val Arg Tyr Pro Arg Tyr His Ala Met Asp Ser Trp Gly GIn

100 105

110

gga acc tca gtc
Gly Thr Ser Val
115

googd
EA? WZESH

acc gtc tee tea
Thr Val Ser Ser
120

O

gac gtg aag ctg gtg gag tct gog gga ggc tta gtg aag cct gga 999

Asp Val Lys Leu

L

tee ctg aaa cte
Ser Leu Lys Leu
20

acc atg tet tog
Thr Met Ser Trp
35

Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly
5 10 15
CDR1
tce tgt gea gee tect gga ttc act tic agt age tat
Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
25 30

gtt cgc cag act ccg gag aag agg ctg gag tgg gtc
Val Arg GIn Thr Pro Glu Lys Arg Leu Glu Trp Val
40 45
CDR2

gca acc att agt
Ala Thr Ile Ser
50

aag ggc cga ttc
Lys Gly Arg Phe
65

ctg caa atg agc
Leu GIn Met Ser

agt ggt ggt act tac acc tac tat cca gac agt gtg
Ser Gly Gly Thr Tyr Thr Tyr Tyr Pro Asp Ser Val
55 60

acc atc tcc aga gac aat gcc aag aac acc ctg tac
Thr 11e Ser Arg Asp Asn Ala Lys Asn Thr Leu Tyr
70 75 80

agt ctg aag tct gag gac aca gce atg tat tac tgt
Ser Leu Lys Ser Glu Asp Thr Ala Met Tyr Tyr Cys
85 90 95
CDR3

-aca aga gaa gct
Thr Arg G1u Ala
100

gtc tct gea
Val Ser Ala
115

atc ttt act tac tgg ggc caa ggg act ctg gte act
Ile Phe Thr Tyr Trp Gly GIn Gly Thr Leu Val Thr
105 110

48

96

144

192

240

288

336

360

48

96

144

192

240

288

336

345
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covers only those claims for which fees were paid, specifically claims Nos.:

4. @ Mo required additional search fees were timely paid by the applicant. Consequently, this international search report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: Pleage See Continuation: Sheet

Remark on Protest D The additional search fees were aceompanied by the applicant’s protest.

Na protest accompanied the payment of additional search fees.
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BOX II. OBSERVATIONS WHERE UNITY OF INVENTION IS LACKING

This application contains the following inventions or groups of inventions which are not so linked as to form a single general nventive
concept nnder PCT Rule 13.1. In order for 21l inventions to be examined, the appropriate additionai examination fees must be paid.
Group I, elaim(sy 1-17, 19, 20, 24-30, 33-40, 42-64, 73-76, and 78-89, drawn to an antibody, a nucleic acid molecule encoding the Jight
pr heavy chain of said antibody, a host cell comprising said nucleic acid molecule, a hybridoma or cell line producing said antibody, and
a method for treating cancer or a nop-cancer hyperproliferative disease or disorder comprising administering to a patient an antibody.

Groug I1, claim(s) 63, drawn to a methed for identifying an EpkAZ2 agonistic antibody comprising determining the phosphotyrosine
content of EphA2.

Group I, claim(s) 66, drawn to a method for identifying an EphA2 agonistic antibody comprising determining the expression level of
EphAZ.

Group IV, elaim(s) 67 and 68, drawn to 2 method for identifying an EphAZ2 antibody that inhibits a cancer cell phenotype comprising
determining the ability of cefi to form colonies in soft agar or tubular network formation.

Group V, claim(s)-63-and 70, drawn t¢ a-method for identifying an EphA2 antibody that binds an EphAZ epitope exposed on cancer cells.
comprising determining the ability of an antibody to bind EphaA2.

Grouap VI, claim(s) 71 and 72, drawn to 2 method for treating cancer comprising administering to & patient an antisense nucleic acid
molecule. '

Group VII, clatm(sy 90-95, drawn t¢ a methed for diagnosing, prognosing, or monitering the efficacy of therapy comprising measuring
binding of an antibody. ’

This application contains claimy directed ro mare than ane species of the generic invention. These species are deemed to lack unity of
invention hecanse they are not so linked s to form a single general inveative concept under PCT Rule 13.1.

In erder for more than one species to be examined, the appropriate additional examination fees must be paid.

The species of the invention of group I aze as follows: the method, pharmaceutical uumpnéition. or zntibody of claims 1-17, 1%, 20, 24-
30, 33-40, 4246, 48, 53-64, 73-76, and 78-89, wherein the antibody, or kumanized version thereof, is sefected from the group
consisting of (a) Eph099B-102.147, (b) Eph(Q99B-208.261, (¢) Eph029B-210.248, and (d) Eph099B.233.152.

The following claim(s) of group I are directed in the alternative to one or more species: 47 and 49-54,

The following claim(s) of group I are generic: 1, 24, 33, 35, 39, 40, 73, and 78.

‘The inventions listed as Groups I-¥II do not relate to a single general inventive coneept under PCT Rule 13.1 because, under PCT Rule
13.2, they lack the same or corresponding special technical features for the following reasons:

The special technical featre of group I is administering o a patieat an antibody to treat a disease.
The special technical feature of group I is determining the phosphotyrosine content of EphA2 to identify an antibody.
The special technica} feature of group HI is determining the expression level of BphA2 1o identify an antibody.

The spectal technical feature of group TV is determining the ability of cell to form colonies in soft agar or tubular network formation to
identify an antibody.

‘The special technical feature of group V is determining the ability of an antibody to bind EphA?2 to identify an antibody.

The special technical feature of grouy VI is administering to a patient an antisense nucleic acid molgcule to treat cancer,

Form PCTYISAL21Q (second sheet) (July 1998)
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-humanized version thereof.

The special techmical feature of group VI is measuring birding of an antihody to render & diagnosis or prognosis, or to maniter
therapeutic effeci.

Accordingly, groups I-VII do not share the same or corresponding speclal techaical feature so as to form a single general inventive
concept under PCT Rules 13.1 and 13.2.

The species listed above do not relate 1o a single general inventive cancept under PCT Rule 13.1 because, under PCT Rule 13.2, the
species lack the same or corresponding speciai technical features for the following reasons:

The special technical feature of species (2) is Eph099B-102.147.
The speciat technical feature of species (b) is EphQ89B-208.261.
The special technical feature of species (c) is EphQS98-210.245.
The special technical feature of species (d) is EphO99B-233.152.

Accordingly, species (a)-{d) do not share the same or corresponding special technical feature so as to form a single general inventive
concept under PCT Rules 13.1 and 3.2,

Continuation of Bex IT Item 4:
[-17, 19, 20, 24-30, 33-40, 42-64, 73-76, and 78-89, to the extent that claims are drawn to species (a), namely Eph099B-102.147, or a

Cantinnation of B. FIELDS SEARCHED Item 3:
WEST, MEDLINE, GENESEQ, GENEMBL, SWISS PROTEIN; ISSUED PATENTS; PUBLISHRD APPLICATIONS: EphA2;
antibody; agonist; antagonist; inkibitor; cancer; apoptosis

Form PCT/ISA/210 (second sheet) (Tuly 1998)
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