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TABLE 5
itk BK 7 MRIzpELSHAG (Wml)

7F12 7 '

4A3 9

16F9 10

8C12 28

8Al1 195
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SEQUENCE LISTING
<110> Medarex, Inc. et al.

<120> HUMAN MONOCLONAL ANTIBODIES TO PROSTATE
SPECIFIC MEMBRANE ANTIGEN (PSMA)

<130> MXI-163CPPC

<150> 10/05998%
<151> 2002-01-28

<150> PCT/US00/20247
<151> 2000-07-26

<150> 60/146285
<151> 19%%9-07-2%

<150> 60/158759
<151> 158%-10-12

<150> 60/188087
<l51> 2000-03-09

<160> 58

<170> FastSEQ for Windows Version 4.0
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[

<210> 1

<211> 357

<212> DHA

<213> Bomo sapiens

<400> 1

gaggtgcagt tggtgcagtc tggagcagag gtgaaaaagce ccggggagto tctgaagate 60
teccbgtaagg gttoctggata cagttttacce agectactgga teggetggge gogecagatg 120
cceogggaaag gectggagtyg gatggggatce atctatccty gtgactectga taccagatac 180
ageccgtoct tcecaaggcca ggtcaccate tcagocgaca agtccateag caccgectac 240
ctgeagtgga gcagoctgaa ggocctoggac accgecatgt attactgttc ggecgctaat 300
tcttotcact ggtacttcga tctctgggge cgbggcaccee tggtcactgt ctoctea 357
<210> 2

<211> 325

<212> DNA

<213> Homo sapiens

<4Q0> 2

gaaattgtgt tgacacagtc teccageccacc ctgtetttgt ctocagggga aagagccacco 60
ctetectgea gggeocagtcea gagtgttage agcectacttag cctggttcca acagaaacct 120
ggccaggeote ccaggetoct catctatgat geatccaaca gggcecactgyg catcccagec 180
aggttcagtg gecagtgggtc tgggacagac ttcactctca ccatcagcag cctagagect 2490
gaagattttg cagtttatta ctgtcagcag cgtagcaact ggctcatgta cacttttgge 300
caggggacca agctggagatbt caaac 325
<210> 3

<211>» 357

<212> DNA

<213> Homo sapilens
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<400> 3

caggtgcagce
tocctgtaagyg
ccegggaaag
agcccgteet
ctgcagtgga
toetetttet

<210> 4
<Z11> 325
<Z212> DNA
<213> Homo

<400> 4

gaaattgtgt
ctctecotgea
ggccaggetc
aggttcagkyg
gaagatttty
caggggacca

<210> 5
<21i> 357
<212> DNA
<213> Homo

<400> 5

gaggtgcage
tectgtaagy
cecocgggaaay
agcccgtcect
ctgcagtgga
ccctettatt

<210> 6
<211> 325
<212> DNA
<213> Homo

<400> 6

gaaattgtgt
ctetceoctgea
ggccaggcete
aggtteagtyg
gaagattittyg
caggggacca

<Z210> 7
<21l1> 341
<212> DNA
<213> Heomo

<400> 7

agtctggage
gatacacctt
agtggatggg
gccaggtcac
tgaagaccte
tcgatctetg

tgcaggagtc
gttcitggata
gcetggagtg
tccaaggcca
gtagcctgaa
ggaatttcga

sapiens

tgacacagtc
gggecagtca
ccaggotoct
gcagtgggtce
cagtttatta
agctggagat

sapiens

tggtgcagtc
getoctggata
gcecoggagty
tccaaggeca
acagcctgaa
ggtatttcga

saplens

tgacacagtc
gggccagtca
ccaggctcct
gcagtgggte
cagtttatta
agctggagat

sapiens

agaggtgaaa
taccaactac
gatcatectat
cttcetecageo
ggacaccgcc

gggccgtgge

tggagcagag
tagttttacc
gatggggatc
ggtcaccatec
ggcctcoggac
tcteoctgggge

tecagecacce
gagtgttage
catctatgat
tgggacagac
ctgtcagcag
caaac

tggagcagag
cacctttacc
gatggggatc
ggtecaccttc
gacctocggac
tectetgggge

toccagccace
gagtgttagc
catctatgat
tgggacagac
ctgtoageag
caaac

acgcecgygy
tggatcgget
cctggtgact
gacaagtcca
atgtattact
accctggtca

(62)

gtgaaaaagc
agcttctgga
atctatcctyg
tcagceccogaca
accgccatgt
cgtggcaccec

ctgtctttgt
agctacttag
geatccaaca
ttcactctea
cgtagcaact

gtgaaaacgc
agctactgga
atctatcectg
tcagecgaca
accgeocatgt
cgitggcacce

ctgtetttgt
agctacttag
geatccaaca
ttcactctca
cgtagcgact

agtctectgaa
gggtgcgcca
ctgataccag
tcagcaccgce
gtgocgacage
ctgtctecte

ceggggagtce
teggetggge
gtgactctga
agtccatcag
attactagtgce
tggtcactgt

ctccagggga
cctggtacea
gggccactgg
ccatcagcag
ggctceatgta

ccggggagtco
tcggetgggt
gtgactetga
agtccatcag
attactgtgc
tggtcactgt

ctccagggga
cctggtacca
gggccactgy
ccatcagcag
ggcteatgta

gatctcctgt
gatgcccggy
atacagceoog
ctacctgeag
taaceccctet
a

JP 2005-518789 A 2005.6.30

tctgaagatce
gcgecagatg
taccagatac
cacocgoctac
gaccgetaac
ctecctea

aagageccaco
acagaaacct
catcccagec
coctagagect
cacttttggce

tctgaagate
gocgccagatg
taccagatac
caccgectac
gacecgctaac
ctcctca

aagagccacc
acagaaacct
catcccageo
cctagageet
cacttttgge

aagggctctyg
aaaggcccgg
tccttecaag
tggagcagcec
tattggtatt

&0

120
180
240
300
357

60

120
180
240
300
325

60

120
180
240
300
357

60

120
180
240
300
325

60

120
180
240
300
341

10

20

30

40
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<210> 8
<211> 302
<212> DNA
<213> Homo

<400> 8
tocatectce
gggcattage
gatctatagt
tgggacagat
cggtcaacgyg
ac

<210> 9
<211> 341
<212> DNA
<213> Homo

<400> 8

agtctggage
gatacagttt
agtggatyggg
gccaggtcac
tgaaggecctc
tcgatetetg

<210> 10

<211> 302
<212> DNA
<213> Homo

<400> 10
tocoatootoeo
gggcattage
gatgtatagt
tgggacagat
cggtcaacgy
ac

<210> 11

<211l> 119
<212> PRT
<213>» Homo

<400> 11

Glu Val Gln
1

Ser Leu Lys

Trp Ile Gly
35
Gly Ile Ile
50
Gln Gly Gln
65
Leu Gln Trp

Ser Ala Ala

Thr Leu Val

sapiens

ctgtctgeat
agttatttaa
gcatccaatt
ttcactcteca
acttacaatg

sapiens

agaactgaaa
taccaactac
gatcatctat
catctctgee
ggacaccgcce

gggeegtgge

sapiens

ctgtetgeat
agttatttaa
gecatccaatt
ttcactetca
acttacaatg

sapiens

Leu Val Gl
5

ctgtaggaga
attggtatcg
tgcaacctyg
ctatcaacayg
cceccattcac

aagocogggyg
tggatcgget
cctyggtgact
gacaagtccy
atgtattact
accctggtea

ctgtaggaga
attggtateg
tgeaatctqg
ctatcagecag
cccocattcac

n Ser Gly

Ile Ser Cys Lys Gly

20
Trp Ala Ar

Tyr Pro G1

Val Thr Il
70
3er Ser Le
8h
Asn Ser Se
100
Thr Val Se

g Gln Met
40
y Asp Ser
e Ser Ala
u Lys Ala

r His Trp

r Ser

(63)

cagcgtcacc
gcagaaacca
agtcccatct
cctgcagecet
tttcggeect

agtctctgaa
gggegegeca
ctgataccag
trcagcaccgc
gtgcgaccge
ctgtctecte

cagagtcacc
gcagaaacca
agtcceatcet
cctgecagect
ttteggeocct

Ala Glu val
10

Ser Gly Tyr

25

Pro Gly Lys

Asp Thr Arg

Asp Lys Ser
75
Ser Asp Thr
a0
Tyr Phe Asp
105

atcacttgcc
gggaaagttc
cggttcagtyg
gaagatgttg
gggaccaaaqg

gatctoctgt
gatgcccgdyg
atacagtccyg
ctacctgcag
taactcctct
a

atcacttgcc
gggaaagttc
cggttcagtg
gaagatgttg
gggaccaaag

JP 2005-518789 A 2005.6.30

gggigagtca
ctaagctcct
gcagtggatce
caacttatta
tggatatcaa

aagggttctg
aaaggcctygyg
tccotibccaaqg
tggaacagtc
ttctggaact

gggtgagtca
ctaagctcecet
gcagtggatce
caacttatta
tggatatcaa

Lys Lys Pro Gly Glu

15

Ser Phe Thr Ser Tyr

30

Gly Leu Glu Trp Met

45

Tyr Ser Pro Ser Phe

60
Ile Ser Thr

Ala Tyr
80

Ala Met Tyr Tyr Cys

95

Leu Trp Gly Arg Gly

110

60

120
180
240
300
302

&0

120
180
240
300
341

60

120
180
240
300
302

10

20

30

40
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<210> 12
<211> 11

<212>
<213

<400> 12

Ala
1
Ser
Trp
Gly
Gln
65
Leun

Ala

Thr

Val
Leu
Ile
Ile
50

Gly
Gln

Thr

Legu

<210> 13
<211> 11

<212>
<213>

<400> 13

Glu
1
Serxr
Trp
Gly
Gln
653
Leu

Ala

Thr

Val
Leu
Ile
Ile
=14]

Gly
Gin

Thx

Leu

<210> 14
<211> 11

<212>
<213>

<400> 14
Ser Gly Ala Glu Val Lys Thr Pro Gly Glu Ser Leu Lys Ile Ser Cys

1

9

PRT
Homo sapiens

Gln
Lys
Gly
35

Ile
Gln
Trp

Ala

Val
115

9

PRT
Homo sapiens

Gln
Lys
Gly
35

Ile
Gln
Trp

Ala

val
115

3

PRT
Homo sapiens

Leu
Ile
20

Trp
Tyx
Val
Ser
Asn

100
Thr

Len

Ile
20

Trp
Tyr
Val
Asn
Asn

100
Thr

Val
Sexr
Ala
Pro
Thr
Ser
85

Ser

Val

Val
5
Ser
Val
Pro
Thr
Ser

85

Pro

Val

5

Gln
Cys
Arg
Gly
Ile
70

Len

Ser

Ser

Gln
Cys
Arqg
Gly
FPhe
70

Leu

Ser

Ser

Ser
Lys
Gln
Asp
55

Ser
Lys
Phe

Ser

Ser
Lys
Gln
Asp
Ser
Lys
Tyr

Ser

Gly
Gly
Met
490

Ser
Ala

Ala

Trp

Gly
Gly
Met
Ser
Ala
Thr

Trp

Ala
Ser
25

Fro
Asp
ASD

Ser

Asn
105

Ala
Ser
25

Pro
Asp
Asp

Ser

Tyr
105

Glu
10

Gly
Gly
Thr
Lys
Asp

Fhe

Glu
10

Gly
Gly
Thr
Lys
Asp

90
Phe

10

(64)

Val
Tyr
Lys
Arg
Ser
Thx

Asp

Val
Tyxr
Lys
Arg
Ser
75

Thr

Asp

Lys
Ser
Gly
Tyr
&0

Ile

Ala

Leu

Lys
Thr
Gly
Tyr
e0

Ile
Ala

Leu

Lys
Phe
Leu
45

Ser
oDl

Met

Trp

Thr
Phe
Pro
45

Ser
Ser

Met

Trp

Bro
Thr
30

Glu
Prao
Thr
Tyr

Gly
110

Fro
Thr
30

Glu
Pro
Thr

Tyr

Gly
110

Gly
15

Ser
Trp
Ser
Ala
Tyr

Arg

Gly
15

Ser
Trp
Ser
Ala
Tyr

95
Arg

15

JP 2005-518789 A 2005.6.30

Glu
Phe
Met
Phe
Tyr
80

Cys

Gly

Glu
Tyxr
Met
Phe
Tyr
80

Cys

Gly

Lys Gly Ser Gly Tyr Thr Phe Thr Asn Tyr Trp Ile Gly Trp Val Arg

10

20

30

40
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Gln
Asp
Ser
%

Lys

Tyr

Ser

Met
Ser
50

Ala
Thr

Trp

<210> 15
<z11> 11

<212>
<Z213>

<400> 15
Ser Gly Ala Glu

1
Lys

Gln
AspD
Ser
65

Lys

Phe

Ser

Gly
Met
Ser
L0

Ala

Rla

Trp

<210> 16
<211> 10

<212>
<213>

<400> 16

Glu
1
Glu
Leu
Tyr
Ser
65
Glu

Tyr

Ile
Arg
Ala
Asp
50

Gly

Asp

Thr

Pro
35

Asp
Asp

Sexr

Tyx

3

BRT
Homo sapiens

Ser
Pro
35

Asp
AsSp

Ser

Asn

8

PRT
Home sapiens

Val
Ala
Trp
35

Ala
Ser

Phe

Fhe

20
Gly

Thr
Lys
Asp

Phe
100

Gly
20

Gly
Thr
Lys

Asp

Phe
100

Leu
Thr
20

Fhe
Ser
Gly
Ala

Gly
100

Lys
Arg
Ser
Thr

85
Asp

Leu
Tvr
Lys
Arg
Ser
Thr

83
Asp

Thr
5
Len
Gln
Asn

Thr

val
85
Gln

Gly
Tyr

Ile
70

Ala

Leu

Lys
Ser
Gly
Tyr
Val
70

Ala

Leu

Gln
Ser
Gln
Arg
Asp
Tyr

Gly

Pro
Ser
55

Ser

Met

Trp

Lys
Phe
Leu
Ser
55

Sex

Met

Trp

Ser
Cys
Lys
Ala
55

Phe
Tyr

Thr

Glu
40

Pro
Thr
Tyr

Gly

Pro
Thi
Glu
44

Pro
Thr

Tyr

Gly

Pro
Arg
Pro
40

Thr
Thr

Cys

Lys

25
Trp

Ser
hla
Tyr

Arg
105

Gly
Asn
25

Trp
Ser
Ala

Tyr

Arg
105

Rla
Ala
Gly
Gly
Leu
Gln

Leu
105

Met
Phe
Tyr
Cys

a0
Gly

Glu
10

Tyxr
Met
Phe
Tyr
Cys

90
Gly

Thr
Ser
Gln
Ile
Thr
Gln

90
Glu

(65)

Gly
Gln
Leu
Ala

Thr

Ser
Trp
Gly
Gln
Len
75

Ala

Thr

Leu
Gln
Ala
Pro
Tie
75

Axrg

Iie

Ile
Gly
Gln
Thr

Leu

Leau
Ile
Ile
Gly
60

Gln

Thr

Leu

Ser
Ser
Pro
Ala
&0

Ser

Ser

Lys

Ile
Gln
Trp
Ala

val

Lys
Gly
Ile
45

Gln
Trp

Ala

Val

Leu
val
Arg
Arg
Ser

Asn

30
Tvr

Val
Ser
Asn

Thr
110

Ile
Trp
30

Tyr
Val
4Asn

Asn

Thr
110

Ser
Ser
Leu
Phe
Leu

Trp

Pro

Thr

Ser

Pro

val

Ser
15

bla
Pro
Thr
Ser
Ser

95
Val

Pro

Ser

Leu

Ser

Glu

Leu
95

JP 2005-518789 A 2005.6.30

Gly
FPhe
Leu
BO

Ser

Ser

Cys
Arg
Gly
Ile
Leu
80

Ser

Ser

Gly
Tyr
Ile
Gly
Pro

80
Met

10

20

30
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(66) JP 2005-518789 A 2005.6.30

<210> 17

«<211> 108

<212> PRT

<213> Homo sapiens

<400> 17
Glu Tle Val Leu Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
1 5 10 15
Glu Arg Ala Thr Leu Ser Cys Arg ARla Ser Gln Ser Val Ser Ser Tyr
20 25 30
Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile
35 40 45
Tyr Asp Ala Ser Asn Arg Ala Thr Gly Ile Pro Ala Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu Pro
65 70 75 g0
Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Arg Ser Asn Trp Leu Met
85 90 95
Tyr Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys
100 ‘ 185

<210> 18

<211> 108

<212> FRT

<213> Homo sapiens

<400> 18
Glu Tle Val Leu Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
1 5 10 15
Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser Val Ser Ser Tyr
20 25 30
Leu Ala Trp Tyr Gln Gln Lys Proc Gly Gln Ala Pro Arg Leu Leu Ile
35 40 45
Tyr Asp Ala Ser Asn Arg Ala Thr Gly Ile Pro Ala Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu Pro
1 70 75 80
Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Arg Ser Asp Trp Leu Met
g5 20 95
Tyr Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys
100 105

<210> 19

<211> 100

<212> PRT

<213> Homo sapiens

<400> 19
Prc Ser Ser Leu Ser Ala Ser Val Gly Asp Ser vVal Thr Ile Thr Cys
1 5 10 15
Arg Val Ser Gln Gly Ile Ser Ser Tyr Leu Asn Trp Tyr Arg Gln Lys
20 25 30 N
Pro Gly Lys Val Pro Lys Leu Leu Ile Tyr Ser Ala Ser Asn Leu Gln
35 40 45
Ser Gly val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe
50 55 60

Thr Leu Thr Tle Asn Ser Leu Gln Pro Glu Asp Val Ala Thr Tyr Tyr
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<213> Homo saplens

<4Q0> 21

Ser
1

Tyr Trp Ile Gly
5

<210> 22
<z11> 17
<212> PRT
<213> Homo sapiens

<400> 22
Ile Ile Tyr Pro Gly Asp Ser Asp Thr Arg Tyr Ser Proc Sexr Phe Gln

1
Gly

5

<210> 23

<211> 10

<212> PRT

<213> Homo saplens

<400> 23
Ala Asn Ser Ser His Trp Tyr Phe Asp Leu

1

5

1C

10

(67)

JP 2005-518789 A 2005.6.30

15

&5 70 7% 30
Gly Gln Arg Thr Tyr Asn Ala Pro Phe Thr Phe Gly Pro Gly Thr Lys
85 90 95
Val Asp Ile Lys
100
<210> 20
<211> 100
<212> PRT
f213> Homo sapiens
<400> 20
Pro Ser Ser Leu Ser Ala Ser Val Gly Asp Arg Val Thr Ile Thr Cys
1 5 10 15
Arg Val Ser Gln Gly Ile Ser Ser Tyr Leu Asn Trp Tyr Arg Gln Lys
20 25 30
Pro Gly Lys Val Pro Lys Leu Leu Met Tyr Ser Ala Ser Asn Leu Gln
35 40 45
Ser Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe
50 35 6Q
Thr Leu Thr Ile Ser Ser Leu Gin Pro Glu Asp Val Ala Thr Tyr Tyr
65 790 15 80
Gly Gln Arg Thr Tyr Asn Ala Pro Phe Thr Phe Gly Pro Gly Thr Lys
85 90 95
Val Asp Ile Lys
100
<210> 21
<211> 5
<212> PRT

10

20

30

40
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(68) JP 2005-518789 A 2005.6.30

<210> 24

<211> 5

<212> PRT

<213> Homo szapiens

<400> 24
Ser Phe Trp Ile Gly
1 5

<210> 25
<211> 17
<212> PRT
<213> Homo sapiens
10

<4Q0> 25

Ile Ile Tyr Pro Gly Asp Ser Asp Thr Arg Tyr Ser Pro Ser Phe Gln

1 5 10 15
Gly

<210> 26

<211> 9

<212> PRT

<213> Homo saplens

<400> 286
Ala Asn Ser Phe Trp Asn Phe Asp Leu

1 5 20

<230> 27

<21il1> 5

<212> PRT

<213> Bomo sapiens

<400> 27
Ser Tyr Trp Ile Gly
1 5

<210> 28

<211> 17

<212> PRT

<213> Homo sapiens 30

<400> 28

Ile Ile Tyr Pro Gly Asp Ser Rsp Thr Arg Tyr Ser Pro Ser Phe Gln
1 5 10 15

Gly

<210> 29
<211> 10
<212> PRT
<213> Homo sapiens
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(69) JP 2005-518789 A 2005.6.30

<400> 29
Bla Asn Pro Ser Tyr Trp Tyr Phe Asp Leu
1 5 10

<210> 30

<211> &

<212> PRT

<213> Homo sapiens

<400> 30
Asn Tyr Trp Ile Gly
1 5

<210> 31

<211> 17

<212> PRT

<213> Homo sapiens

<400> 31

Ile Ile Tyr Pro Gly Asp Ser Asp Thr Arg Tyr Ser Pro Ser Phe Gln
1 5 10 15

Gly

<210> 32

<211> 10

«212> PRT

<213> Homo sapiens

<400> 32
Ala Asn Pro Ser Tyr Trp Tyr Fhe Asp Leu
1 5 10

<210> 33

<211> 5

<212> PRT

<213> Homo sapiens

<400> 33
Asn Tyr Trp Ile Gly
1 5

<210> 34

<211> 17

<212> FRT

<213> Homo sapiens

<400> 34

Iie Ile Tyr Pro Gly Asp Ser Asp Thr Arg Tyr Ser Pro Ser Phe Gln
1 5 10 i5

Gly

<210> 35

10

20

30

40
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(70)

<211> 10
<212> PRT
<213> Homo sapiens

<400> 35
ARla Asn Ser Ser Phe Trp Asn Phe Asp Leu
1 5 10

<210> 36

<211» 11

<212> PRT

<213> Homo sapiens

<400> 36
Arg Ala Ser Glin Ser Val Ser Ser Tyr Leu Ala
1 5 10

<210> 37

<211> 7

<Z21Z> PRT

<213> Homo sapiens

<4Q0> 37
Asp Ala Ser Asn Arg Ala Thr
1 5

<210> 38

<211> 10

<212> PRT

<213> Homo sapiens

<4Q0> 38
Gln Gln Arg Ser Asn Trp Leu Met Tyr Thr
1 5 10

<210> 39
<2i1> 11
<212> PRT
<213> Homo sapiens

<400> 39
Arg Ala Ser Gln Ser Val Ser Ser Tyr Leu Ala
1 5 10

<210> 40

<211> 7

<212> PRT

<213> Homo sapiens

<400> 40

Asp Ala Ser Asn Arg Ala Thr
1 5

<210> 41

JP

2005-518789 A 2005.6.30

10

20

30

40
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O

(71)

<211> 10
<212> PRT
<213> Homo sapiens

<400> 41
Gln Gln Arg Ser Asn Trp Leu Met Tyr Thr
1 5 10

<210> 42

<211> 11

<212> PRT

<213> Homo sapiens

<400> 42
Rrg Ala Ser Gln Ser Val Ser Ser Tyr Leu RAla
1 5 10

<210> 43

<211> 7

<212> PRT

<213> Homo sapiens

<400> 43
Asp Ala Ser Asn Arg Ala Thr
1 5

<210> 44

<211> 10

<21Z2> PRT

<213> Homo sapiens

<400> 44
Gin Gln Arg Ser Asp Trp Leu Met Tyr Thr
1 5 10

<210> 45

<211>» 11

<Z212> PRT

<213> Homo sapilens

<400> 45
Arg vVal Ser Gln Gly Ile Ser Ser Tyr Lau Asn
1 5 10

<210> 46

<23i1» 7

<212» PRT

<213> Homo sapiens

<400> 46

Sar RAla Ser Asn Leu Gln Ser
1 5

<210> 47

JP

2005-518789 A 2005.6.30
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40
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<211>
<212
<213>

<400>

(72)

9
PRT
Homo saplens

47

Gin Arg Thr Tyr Asn Ala Pro Phe Thr

1

<210>
<21ll>
<zlz>
<Z213>

<400>

5

48
11
PRT
Homo sapiens

48

Arg Val Ser Gln Gly Tle Ser Ser Tyr Leu Asn

1

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

<400>

5 10

49

.

PRT

Homo sapiens

49

Ser Ala Ser Asn Leu Gln Ser

1

<210>
<211>
<212>
<213>»

<400>

5

50

9

PRT

Homo sapiens

20

Gln Arg Thr Tyr Asn Ala Pro Phe Thr

1

<210z
<211
<Z12>
<Z213>

<400>

5

51

a8

PRT

Homo sapiens

51

Glu Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys

1

5 10

Ser Leu Lys Ile Ser Cys Lys Gly Ser Gly Tyr Ser

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

35 490

Gly Ile Ile Tyr Pro Gly Asp Ser Asp Thr Arg Tyr
50 55 60
Gln Gly Gln Val Thr Ile Ser Ala Asp Lys Ser Ile

65

70 75

Lau Gln Trp Ser Ser Leu Lys Ala Ser Asp Thr Als

85 90

Ala Arg

Lys
Phe
Leu
45

Ser

Ser

Met

Pro
Thr
30

Glu
Pro

Thr

Tyr

Gly
15

Ser
Trp
Ser

Ala

Tyr
a5

JP

Glu
Tyr
Met
Phe
Tyr

80
Cys

2005-518789 A 2005.6.30
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(73)

Ser
Ser
Pro
Ala
Ser

Ser

Ser
Gly
Pro
Ser
Ser

Tyr

Leu
val
Arg
Arg
Ser

Asn

Ala
Ile
Lvys
45

Arg

Ser

Asn

Ser
Ser
Leu
Phe
Leu

Trp

Ser
Ser
30

Leu
Phe

Leu

Ala

JP 2005-518789 A 2005.6.30

Bro
15

Ser
Leu

Ser

Glu

Val
15

Ser
Leu
Ser

Gln

Pro
95

Gly
TYT
ile
Gly

Prao
BQ

Gly
Tyr
Ile
Cly
Fro

80
Phe

<210> 52
<211> 94
<212> PRT
<213> Homo sapiens
<400> 52
Glu Ile Val Leu Thr Gln Ser Pro Ala Thr Leun
1 5 10
Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln
20 23
Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala
35 40
Tyr Asp Ala Ser Asn Arg Ala Thr Gly Ile Pro
50 55
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile
65 70 75
Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Arg
B85 20
<210> 53
<211> 103
<212> PRT
<213>» Homo sapiens
<400> 53
Asp Ile Gln Leu Thr Gln Ser Pro Ser Ser Leu
1 5 10
Asp Arg Val Thr Ile Thr Cys Arg Val Ser Gin
20 25
Leu Asn Trp Tyr Arg Gln Lys Pro Gly Lys Val
35 40
Tyr Ser Ala Ser Asn Leu Gln Ser Gly Val Pro
50 55
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile
65 70 75
Glu Asp Val Ala Thr Tyr Tyr Gly Gln Arg Thr
a5 20
Thr Thr Lys Val Asp Ile Lys
100
<210> 54
<211> 343
<212> DNA
<213> Homo sapiens
<400> 54
gaggtgcage tggtgcagtc tggagcagag gtgaaaaagce
tectgtaagg gttotggata cagetttacc agctactgga
cecgggaaag gectggagtg gatggggatc atctatectg
agecegtect tccaaggeca ggtcaccate tcagocdaca
ctgoagtgga gcagcctgaa ggoctoggace accgecabgt
cttcgatete tggggecgtg gcaccctggt cactgtctee
<210> 55
<211> 283
<212> DNA
<213> Homo sapiens

ccgggaagte
teggotgggt
gtgactctga
agteccatcag
attactgtge
tca

tctgaagatc
gcgecagatyg
taccagatac
caccgeotac
gatactggta

60

120
180
240
300
343

10

20

30

40
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<400> 55

gaaattgtgt
ctctectgea
ggoccaggete
aggttcagtg
gaagattttg

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

56
322
DNA
Hoemo

<400> 56

gacatccagt
atcacttgcce
gggaaagttc
cggttcagtg
gaagatgttyg
gggaccaaag

<210>
<Z21i>
<212>
<21l3>

57
21
DNA
Homo

<400> bH7
tgccaggggg

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

58
20
DNA
Homo

<400> S8
cgggaagatg

tgacacagtc
gggccagtca
ccaggetoect
gcagtgggtc
cagtttatta

sapiens

tgacccagtc
qugtgagtca
ctaagctcct

gragtggatc
caacttatta
tggatatcaa

sapiens

aagaccgatg

sapiens

aagacagatg

tccagceace
gagtgttage
catctatgat
tgggacagac
ctgtcageag

tccatectee
gggcatiagce
gatctatagt
tgggacagat
cggtcaacygg
ac

(74)

ctgtctttgt
agctacttag
gcatccaaca
ttcactctca
cgtageaact

ctgtctgeat
agttatttaa
gcatccaatt
ttcactetea
acttacaatg

cteccagggga
cetggtacca
gggccactgyg
ccatcagcaqg

g99c

ctgtaggaga
attggtatcg
tgcaatetqgqg
ctatcagcag
ceccattcac

JP 2005-518789 A 2005.6.30

aagagccacc
acagaaaccth
catcccagcece
cctagagect

cagagtcace
gcagaaacca
agtcccatcet
cctgeagect
tttecggecect

60

120
180
240
283

60

120
180
240
300
322

10

21

20

20
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Figure 17a
E . LNGCaP PEMANGES 4A3 VH
ks —— 12 GAGGTGCAGT TGETGCAGTCTGGAGCAGAGGTGARARAGCCCGGGGACT CTCTGARG
5 e any ATCTCCTGTARGGGT TCTGGATACAGTTTTACCAGCTACTGGRTCGGCTEGECGCGE
H A CAGATGCCCGGGARMGGCCTGEAGTGGATGGGGATCATCTATCCTGGTGACTCTGAT
£ rome s ACCRAGATACAGGCCETECTICCARGGCCAGGTCACCATC TCAGCCGACARGTCCATE
! AGCACCGCCTACCTGCAGTGGAGCAGCCTGARGELC TCGGACACCGCCAT GTATTAC
5 TGTTCGGCCGCTAATTCTTCTCACTGGTACT TCGATCTC TGGGGCOETGECACCCTG
5 GTCACTGTCTCOTCA
BRET 4n3 Vi
- . GARATTGTGTTGACACAGTCTCCAGLCACCCTGTCT T TGTCTCCAGGCGARAGAGCT
ACCCTCTCCTHCAGGGCCAGTCAGAGTGTTAGCAGCTACT TAGCC TEGTTUCRACAG
ARRCCTGGCCAGGE TCCCAGGCTCCTCATCTRATGATGCAT CCARC AGGGCCACTGGE
ATCCCAGCCAGETTCAGTGGUAGTGEGTCTGGGACAGAC T TCACTC TCACCATE AGE
AGCCTAGAGCCTGAAGATTITGCAGT TTAT TACTGTCAGCAGCGTAGCAACTGGCTC
ATGTACACTTTTGGCCAGGGGACCAAGCTGGACATCANRL
JFiZ2 Vi
Fieare 15 CRAGGTECAGC TGCAGGAGTC TGGAGCAGAGS FGAARRAGCCCGGGGAGTC TCTGARG
hd ATCTCCTGTARGGGTTCTGGATATAGTTTTACCAGCTTCTGGATCEGCTGEGEGCGC
CRGATGCCCGGGAAAGGCCTGGAGTGGATGGGGATCATCTATCCTGETGACTCTGAT
ACCAGATACAGCCCGTCCTTCCARGGCCAGETCACCATCTCAGCCGACARGTCCATC
Oooooan AGCACCGLCTACCTGCAGTGGAGTAGCCTGAAGGCCTCGGACACCGCCATGTATTAC
TGTGCGACCGCTRACTCCTCTTTCTGGAATTTCGATCTCTGECGCCGTEGCACCCTG
GTCACTGTCTCCTCA
e [p—— IF1Z VK
o - - e GABATTGTGTTGACACAGTCTCCAGCCACCC TETCTTTGTCTCCAGGGEAARGAGLE
e e // Rt ACCCTCTCCTGCAGGGEUAGTCAGAGTGTTAGCAGCTACTTAGCCTGGTACCAACRG
BABCCTGGCCAGGCTCCCAGGCTCCTCATCTATGATGCATCCARCAGGEGCCACTGGE

ATCCCAGCCAGGTTCAGTGGCAGTGGGTCTGGGACAGACTTCACTCTCACCATCAGT
o AGCCTRGAGCCTGRAGATTT TGCAGTTTAT TACTGTCAGCAGCETAGCAACTGGCTC
i e ATGTACRCTTTTGECCAGGGGACCARGCTGGAGATCARAS

8C12 vH
GAGGTGCAGCTGGETGCAGTCTGGAGCAGAGGTGRAARCGCCCRGGGRGTCTCTGARG
ATCTCCTGTAAGGGCTCTGGATACACET TTACCAGCTACTGGATCGGCTGGETGCGT
CAGATGCCCGGGARAGGCCCGGAGTGGATGGGGATCATCTATCCTGGTGRCTCTGAT

Figure L ACCAGATACAGCCCGTCCTTCCARGGCCAGGTCACCTTCTCAGCCGACAAGTCCATC
AGCACCGCCTACCTGCAGTGGARCAGCCTGAARGACCTCGGACACCGLCATGTATTAC
TGTGCGACCGCTARCCCCTCTTATTGGTATT TCGATCTCTGGGGCCGTGGCACCCTG
GTCACTGTCTCLTCA
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Figure 17B .

8C12 VK
GARATTGTGTTGACACAGTCTCCAGCCACCCTGTCTTTGTCTCCAGGGGARAGRGCT
ACCCTCTCCTGCAGGGCCAGTCAGAGTGTTAGCAGCTACTTAGCCTGGTACCAACAS
RAARCCTGGCCAGGCTCCCAGGCTCCTCATC TATGATGCATCCAACAGGGCCACTGGE
ATCCCAGCCAGGTTCAGTGGCAGTGGETCTGGGACAGRCTTCACTCTCACCATCAGT
AGCCTAGAGCCTGAASATTTTGCAGTTTATTACTGTCAGCAGCGTAGCGACTGGCTE
ATGTACACT TTTGGCCAGGGGACCAAGCTGGAGATCAART

8Aa11L VH

AGTCTGGAGCAGRGGTGAAAACGCCCGLGGAGTCTCTGAAGATCTCCTGTAAGGGCT
CTGGATACACCTTTACCAACTACTGGATCOGCTGGGTGCGCCAGATGCCCGGGARAAG
GCCOGGAGTGGATGGGGATCATCTATCCTGGTGACTC TGATACCAGATACAGCCCGT
CCTTCCARGGCCAGGTCACCTTCTCRGCCGACAAGTCCATCAGUACCGCCTACCTG
AGTGGAGCAGCCTGARAGACCTCGGACACCGCCATCTATTACTCTGCGACCGUTAARCT
CCTCTTATTGGTATTTCGATCTCTGGGGC CGTGGCACCC TGGTCACTGTCTOCTCA

8AY] VK

TCCATCCTCCCTGTCTGOATC TG TAGGRGALRGLGTUACCATUACTTGCCOGETGAG
TCAGCGCATTAGCAGTTATTTAAATTGGTATCGGCCAGAAACCAGGGAAAGTTCCTAA
GCTCCTGATCTATAGTGCATCCARTTTGCAACCTGGAGTCCCATUTCGGTTCACTGG
CAGTGGATCTGGGACAGATTTCACTCTCACTATCAACAGCCTGCAGCCTGAAGATGT
TGCAACTTATTRACGGTCARCGGACTTACARTGCCCCATTCACTTTCSGCCCTGGGAT

CAAAGTGGATATCAARC

438 AAG BEC KT ASC AEC GCE TAZ £TG €A

16FS VI

AGTCTGGAGCAGRACTGAMMAGCCCGGHGAGTCTCTGARGATCTCCTGTAAGGGTT
CTGGATACAGTTTTACCAACTACTGGATCGGC TGGGCGCGCCAGATCCCCGGGRAAG
GCCTGGAGTGGATGGGGATCATC TATCC TGGTGACTCTGATACCAGATACAGTCCGT
CCTTCCARGGCCAGGTCACCATCTCTGCCGACARGTCCGTCAGCACCGLCTACTTGE
RGTGGARCAGTCTGAAGGCCTCGGACACCGCCATGTATTACTGTGCGACCGCTRACT
CCTCTTTCTGGAACTTCGATC TCTGGGGLCGTGGUACCCTGGTCACTGTCTCCTCA

Figure 18
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16F9 VK

TCCATCCTCCCTGTC TGCATCTGTAGGAGRCAGAGTCACCATCACTTGCCGGGTGAG
TCAGGGCATTAGCAGTTATTTARATTGGTAT CGGCAGARACCAGGGAAAGTTCCTAR
GCTCCTGATGTATAGTGCATCCAATTTGCAATCTGGAGTCCCATCTCGGTTCAGTGG
CAGTGGATCTGGGACAGATTTCACTCTCACTATCAGCAGCCTGCAGCCTGAAGATGT
TGCAACTTATTACGGTCARCGGAC TTACAATGCCCCATTCACTT TCGGCCCTEGGAC
CARAGTGGATATCAMAC
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Int tional lication Ng.
INTERNATIONAL SEARCH REPORT crnationa’ appiication To
PCT/US05/02448
A CLASSIFICATION OF SUBFECT MATTER
O i AGIK 30/42; 39/395; COTK 14/00, 16/00
USCL T 424/133.1, 142.1,'1'?4.15 53ﬂ!350, 387.3, 387.7, 38R.15, 388.8

According 1o International Patent Classification (IPC) or 1o both national classification and IPC

B.  FIELDS SEARCHED

Minimom documentation searched {classification system fallowed by classification symbals)
U.S. : 424/133.1, 142.1, 174.%; 530/350, 387.3, 387.7, 388,15, 383.8

Documentation searched other than minimum documentation to the extent that such documents ate included in the fields searched

Elecironic data base consulted during the international search (name of data base and, where practicable, search terms used)
Please See Continuation Sheet

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category * Citation of dotument, with indication, where appropriate, of the relevant passages Relevant to claim No,

Y GREEN, L.L. etal. Antibody engineering via genetic engineering of the meuse: 1-3,7, 8, and 10
XenoMouse strains are a vehicle for the facile generation of therapeutic human monoclonal
antihodies.  J. Inmounol. Methods. 1989, Vol. 231, pages 11-23, see entire document.

Y GONG, M.C. etal. Prostate-specific membrane antigen (PMSA)-specific monaclonal 1-3, 7, 8, and 10
antibodies in the treatment of prostate and other cancers. Cancer Metastasis Rev. 1959,
Vol. 18, No. 4, pages 483-490, see entire document.

D Further decuments are listed in the continuation of Box C. D See patent family ammex.

* Speisl catcgories of ciled documents: e Jater document published afier the international Tiling date ar priority
date and not in conflict with the application, but cited 10 the
“A™  document defining the general siate of the art which is not considered 1o be principle or theory ungerlying the mvention
of particular relevance
X document of particular relevance; the claimed invention cannot be
“E™  esrlier application or paient published on or after the imernational filing date considered povet or cannat be considered 1o invoive an inventive siep

when the doenment is taken slons
“L"  gocurpent which may throw Goubls on priority elaita(s) or which is cited to

establish the publication date: of anoher citation or other special reason (as & doqument of particular relevance: the claimed invention cannet be
specified) constdered 1o Mvolve an inventive step when the document is
rombined with one or more other such documents, soch combination
"0"  documenl referring Lo an oral disclosure, use, exhibition or other aeans being abvious ra a person skdlled in the art
*P* docuren, published prior to ihe intemstiana) filing date el Jater than the & Socument member of the same patent family
priority date cleimed
Date of the actual completion of the international search }?6 fma.l;IEinéofztﬁ:d ernational search report
24 September 2004 (24.09.2004) T

E.D. Bax 1450
Alexandria, Virginia 225131450 Telephone No. (571) 272-1600

Facsimile No. (703) 305-3230

. i
Name and mailing address of the ISA/US thoriged o
Mail Stop PCT, Atin: ISA/US -
Commissioner for Patents / - hawliess . 1 Ay

Form PCT/ISA/210 (second sheet) (July 1998)
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INTERNATIONAL SEARCH REPORT nternationst application No.

PCT/USO3/02448

Box I Ohservations where certain claims were found unsearchable (Continuation of Item 1 of first sheef)

This mternational repert has not been established in respect of certain claims under Article 17(2)(a} for the following reasons:

1. D Claim Nos.:

because they relate to subject matber not required to be searched by this Avthority, namely:

2. D Claim Nos.:

because they relate to parts of the international application that do not comply with the prescribed requirements to such
an extent that no meaningful international search ¢an be carried out, specifically:

3. @ Claim Nos.: 4-6 and 15-36
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(2).

Box IT Ohscrvations where unity of invention is lacking (Continnation of Yem 2 of first sheet)

This International Searching Awtherity found multiple inventions in this international application, as follows:
Please See Continuation Sheet

As all required additional search fees were timely paid by the applicant, this international search report covers all
searchable ¢laims.

Ag all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite
payment of any additional fee.

o

As only some of the required additional search fees were timely paid by the appticant, this international search report
eovers only those claims for which fees were paid, specifically claims Nos.:

4, E Nu required additional search fees were timely paid by the applicant. Censequently, this internasional search report is

restricted to the invention first mentioned in the claims; it is covered by claims Nos.: Please See Continuation Sheet

Remark on Protest D The additfonal search fees were accompanied by the applicant®s protest,
No protest accompanied the payment of additional search fees,

Form PCT/ISA/218 (continuation of first sheet(1)} Quly 1398}
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PCT/US(3/12448
INTERNATIONAL SEARCH REFORT

BOX II. OBSERVATIONS WHERE UNITY OF INVENTION IS LACKING
This application comntains the foliowing tnventions ar groups of inventions which are not so linked as to form a single general inventive
concept under PCT Rule 13.1. In order for ail inventions to be examined, the appropriate additional examination fees must be paid.

Group 1, elaim(s) 1-3, 7, 8, and 10, insofar as the elaims are drawn to a monoclonal antibody comprising at least the CDR3 of the heavy
chain varisble region of SEQ ID NO: 11 and at Jeast the CDR3 of the light chain variable region of SEQ ID NO: 16, or comprising
heavy and light chain variable regions baving at least 80% homolagy to SEQ ID NO: 11 and SEQ ID NO: 16, respectively, wherein said
antibady binds buman PSMA and is capable of mediating ADCC,

Group I, claim(s) 1-3, 7-9, and 11, insefar as the claims are drawn (o 2 monoclonal antibody comprising at feast the CDR3 of the heavy
chain variable region of SEQ ID NO: 12 and at least the CDR3 of the light chain variabie region of SEQ ID NO: 17, or comprising
heavy and light chain variable regions having i least 80% homology to SEQ ID NO: 12 and SEQ ID NO: 17, respectively, or
comprising a human heavy aed lght chain variable region derived frem SEQ ID NO: 54 and SEQ ID NOs: 55 or 56, respectively,
wherein said antibody birds human PSMA and is capable of mediating ADCC,

Group 101, claim{s) 1-3, 7, 8, and 12, insofar as the claims are drawn to a menoclonal antibody comprising at least the CDR3 of the
heavy chain variable region of SEQ ID NO: 13 and at least the CDR3 of the light chain varfable region of SEQ ID NO: 18, or
comprising heavy and light chain variable regions having at least 80% homology to SEQ ID NO: 13 and SEQ ID NO: 18, respectively,
wherein said antibody binds human PSMA and is capable of mediating ADCC.

Grroup IV, claim(s) 1-3, 7, 8, and 13, insofar as the claims are drawn to 2 monocional antihody comprising at least the CDR3 of the
heavy chain varisble region of SEQ ID NO: 14 and at least the CDR3 of the light chain variable region of SEQ ID NO: 19, or
comprising heavy and light chain variable regions having at Jeast 80% homelogy to SEQ ID NO: 14 and SEQ ID NO: 19, respectively,
wherein said antibody binds human PSMA. and is capable of mediating ADCC.

Group V, claim(s) 1-3, 7, 8, and 14, insofar as the claims are drawn 1o a menoclopal antibody comprising at least the CDR3 of the
heavy chain variable region of SEQ ID NO: 15 and at least the CDR3 of the lght chatn variable region of SEQ ID NO: 20, or
comprising heavy and light chain variable regions having at least 80 % homology to SEQ JD NO: 15 and SEQ ID NO: 20, respectively,
wherein said antibody binds human PSMA and is capable of mediating ADCC.

The inventions listed as Groups I-V do not relate to 2 single general inveative concept under PCT Rule 13.1 because, wnder PCT Rule
13.2, they lack the same or corresponding special technical features for the following reasons:

The special technical feature of group I is monoclonal antibody 443 having heavy and Tight chain variable regions encoded by SEQ 1D
NOs: 1 and 2, respectively, or a derivative thereof,

The special technical feature of group II is monoclonal antibody 7F12 having heavy and light chain variable regions encoded by SEQ 1D
NOs: 3 and 4, respectively, or a derivative thereof.

The special technical feature of group TN is movoclonal antibedy 8A11 having heavy and light ehain variable regions encoded by SEQ ID
NOs: § and 6, respectively, or a derivative thereof,

The special technical feature of group IV is monoclanal antibody 8C12 having heavy and light chain variable regions encoded by SEQ ID
NOs: 7 and &, respectively, or a derivative thereof,

The special technical feature of group V is moneclonal antibody 16F9 having heavy and Jight chain varishle regions encoded by SEQ 1D
NOs: 2 and 10, respectively, or a derivative thereof.

Accordingly, groups I-V do not share the same or corresponding special technical feature so as to form a single generaf inventive concept
under PCT Rules 13.1 and 13.2.

Form PCF/ISA/210 {second sheet) (July 1598)
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PCT/US03/02448
INTERNATIONAL SEARCH REPORT

Continuation of Box Il Rem 4:

1-3, 7, 8, and 10, insofar as the claims are drawn 10 a monoclonal antibody comprising at least the CDR3 of the heavy chain variable
region of SEQ D NO: 11 and at Jeast the CDR3 of he light chain variable region of SEQ ID NO: 16, or comprising heavy and light
chain variable regions having at least 80% homology to SEQ ID NO: 11 and SEQ ID NO: 16, respectively.

Continnation of B. FIELDS SEARCHED liem 3:
GENSEQ), GEMEMBL, ISSUED PATENTS, $WISS PROTEIN, SPTREMBL, MEDLINE, WEST: SEQ ID NO: 11; SEQ ID NQ: 16;
human monoclonal antibody; prostate-specific membrane artigen (PMSA); ADCC; high-affinity.
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