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<110>

Cosman,

<120>
<130>

<140
<141l

<150>
<i51>

<1l60> 9
<170>
<210> 1

<211= 782
«213> DNA
<213>

<400=> 1
atgcgaagaa

ctaatagect
tcattgteca
ttccttcagt
gtatatgeca
ctcaggatge
caagtcgaga
gocaccaatg
aatcatgaag
tteaggaage
gaggcaatge
tetagtotac
attgttctca
aggacgtett
<210> 2

<211l> 283

<212> PRT
213>

3205-W0

Us 60/327,252
2001-10-04

Homo sapiens

tatccctgac
tggagatcat
gacctggaca
acaacaghbga
ceageactbyg
toctktgtga
tgttttgtea
gagagaaatc
ccagtaagat
toctcaaagyy
cagaaccgac
cagatagaltby
tetgtogbetyg

ag

Homo sapiens

(43)

SEQUENCE LISTING

TMMUNEX CORPORATION
David J.

UL1l6é BINDING PROTEIN 4

--to be assigned-- :
2002-310-04

PatentIn version 3.1

ttetageecet
ggttggtggt
geectggtgt
caacaacatg
gggagaattg
catcaaaccc
acgcogaagca
cctecctettt
caaggagaca
agactgcgat
agtgtcacca
gatcatcctyg

gtggeaaaat

gtgcgeotte
cactctcttt
gaagoegeagy
gtoaaacota
acccaaacgc
cagataaaga
gaacggkbygca
gacgcaatga
tggaagaaag
cactggctca
gtaaatgett
ggggcatteca

ggtgagtgge

ttttgtttet
gcttecaactktt
tattottogaa
tgggcctect
tgggagaagt
ccagtgatco
ctggtgeate
acatgacctg
acagagggeht
gggaattctt
cagatatcca
tectgttagt

aggcetggtcet

JP 2005-523681 A 2005.8.11

gctgttygcta 60
cactataaaa 120
taaaaatctt 180
ggggaagaag 240
ggggegagac 300
ttccactectg 360
ctggeagtta 420
gacagtaatt 480
ggaaaagtat 540
agggcactgg 600
ctoggtcttet 660
tittaatggga 720
ctggecetty 780
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<400>

2

Met Arg Arg

1

Leu

Leu

Trp

Asn

65

val

Val

Lys

Glu

Glu

145

Asn

Leu

Leu

Sexr

ASD
225

Leu

Cys

Cys

50

Ser

TYr

Gly

Thr

Ala

130

Lys

His

Glu

Arg

Pro

210

Arg

Teu

Phe

35

Glu

Asp

Ala

Arg

Ser

115

Glu

Ser

Glu

Lys

Glu

185

val

Trp

Ile

Leu

20

Asn

Ala

Asn

Thr

Asp

100

Asp

Arg

Leu

Ala

Tyx

180

Phe

Agn

Tle

Ser

Leu

Phe

Gln

Agsn

Ser

85

Leu

Pro

cys

Leu

Ser

165

Phe

Leu

Ala

Ile

Leu

Ile

Thr

val

Mat

70

Thr

Arg

Ser

Thr

Phe

150

Lys

Arg

Gly

Ser

Leu
230

Thr

Ala

Ile

Phe

5h

Val

Trp

Met

Thr

Gly

135

Asp

Ile

Lys

His

Asp

215

Gly

Ser

Leu

Lvs

40

Leu

Lys

Gly

Leu

Leu

120

Ala

Ala

Lys

Leu

Trp

200

Ile

Ala

Ser

Glu

25

Ser

Asn

Pro

Glu

Leu

105

Gln

Ser

Met

Glu

Ser

1385

Glu

His

Phe

Pro

Ile

Leu

Lys

Leu

Leu

Cys

Val

Trp

Asn

Thr

170

Lys

Ala

Trp

Ile

(44)

val

Met

Ser

Asn

Gly

75

Thr

Asp

Glu

Gln

Met

155

Trp

Gly

Met

Ser

Leu
235h

Arg

Val

Arg

Leu

60

Leu

Gln

Ile

Met

Fhe

140

Thr

Lys

Asp

Pro

Ser

220

Leu

Leu

Gly

Pro

45

FPhe

Leu

Thr

Lys

Phe

125

Ala

Trp

Lys

Cys

Glu

205

Ser

val

Lieu

Gly

30

Gly

Lieu

Gly

Leu

Pro

110

Cys

Thr

Thr

Asp

Asp

190

Pro

Ser

Leu

JP 2005-523681 A 2005.8.11

Leu

15

His

Gln

Gln

Lys

Gly

35

Gln

Gln

Asn

val

Ary

175

His

Thr

Leu

Met

Phe

Ser

Pro

Ty

Lys

80

Glu

Tla

Ary

cly

Ile

160

Gly

Trp

Val

Pro

Cly
240
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[

Ile val Leu

Leu Tryp Pro

<210>
<21i>
<212>
<213>

<400

2

44

PRT
Homo

3

Met Ala Ala

1

His Leu
Leu Cys
Trp Cys
: 50

Asp Cys
Val Asn
val val
Leu Ile
His Glu

130

Gly Gln
145

Leu His

Lieu

Tvr
35

Glu

Val

Val

Asp

Pro

115

Ala

Lys

Pro

Tle Cyg
245

Leu Arg
260

zapiens

Ala Ala

Ser Gly

20

Asp Phe

val Gln

Asn His

Thr Lys

85

Phe Leu

100

Ile Glu

His Gly

Phe Leu

Gly Ala
165

(45)

JP 2005-523681 A 2005.8.11

Val Trp Trp Gln Asn Gly Glu Trp Gln Ala Gly

Thr

Ser

Trp

Ile

Gly

Lys

70

Thr

Lys

Pro

His

Leu

150

Lys

Ser

Pro

Ser

Ile

Leu

55

Ala

Trp

Gly

Leu

Gly

135

Phe

Lys

Ala

Arg

Thr

40

val

Liys

Glu

Gln

Thr

120

Arg

ABD

Met

Phe

Ala

25

Fro

Agsp

Ala

Glu

Leu

105

Leu

Gly

Ser

Thr

250

Leu

10

Gly

Lys

Glu

Phe

Gln

90

Leu

Gln

Ser

AS

Glu
170

Leu

Trp

Ser

Arg

Ala

75

Thr

Asp

Ala

Trp

Agn

155

Liys

Cys

al

Arg

Pro

G0

Ser

Glu

Tle

Arg

Gln

140

Arg

Trp

Leu

Asp

Pro

45

Phe

Leu

Thr

Gln

Met

125

Phe

Lys

Glu

Pro

Thr

30

Glu

Leu

Gly

Leu

Val

110

Ser

Leu

Trp

Tiys

255

Leu

15

His

Pro

His

Lys

Arg

Glu

Cys

Phe

Thr

Asn
175

Leu

Cys

‘Gln

Lys

80

AsSp

Asn

Glu

Asn

Ala

160

Arg
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ABD

Trp

Lys

Thr

225

Leu

val

Leu

Pro

210

Thr

Ala

<210>
211>
<212>
<213>

<400>

Thr

Glu
3195

Pro

Leu

Gly

4
244
PRT
Homo

4

Met Ala Ala

1

Leu

Len

Trp

Agp

65

Leu

val

Tyr

Gln

L.eu

Cys

Cys

20

Cys

Asn

Val

Thi

Lys
130

Leu

Ty

35

Ala

Gly

Val

Asp

Fro

115

Ala

et

180

Glu

Ser

Ser

Arg

Phe

Phe

Leu

Pro

gapiens

Ala

Ser

20

Asp

val

Asn

Thr

Ile

100

Lvs

Glu

Ala

Gly

Ile

Gln

Livs

Thr

85

Leu

Giu

Gly

Phe

Leu

Ala

Trp
230

ala

Trp

Thr

Gly

Thr

70

Ala

Thr

Pro

His

Gln

Met

Pro

215

Ser

Thr

Ser

val

Gln

55

val

Trp

Glu

Leu

Ser
135

Lvs

Tyt

200

Gly

Leu

Lys

Arg

Ile

40

vVal

Thr

Lys

Gln

Thr

120

Ser

Ile
185

Trp

Thi

Len

Il=

Ala

25

Pro

Asp

Pro

Ala

Leu

105

Leu

Gly

Ser

Glu

Thr

Ile

Leu

10

Gly

Lve

Glu

val

Gln

90

Arg

Gln

Ser

(46)

Leu

Gln

Gln

Ile
235

Leu

Arg

Phe

Lysg

Ser

75

Asn

Asgp

Ala

Trp

Gly

Meat

Pro

220

Phe

Cysa

Ala

Arg

Thr

60

Pro

Pro

Ile

Aryg

Gin
140

Asp

Lieu

205

Lys

Leu

Leu

Asp

Pro

45

Phe

Leu

val

Gln

Met

125

Phe

Cys

180

Asp

Ala

Cys

Pro

Pro

Gly

Leu

Gly

Leu

Leu

110

Ser

Ser

Lvs

Pro

Met

Phe

Leﬁ

15

His

Pro

His

Lys

Arg

S5

Glu

Cya

Phe
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Met

Thr

aAla

Ile
240

Len

Ser

Arg

Tvr

Lys

80

Glu

ABn

Glu

Azp
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Gly Gln Ile Phe Leu Leu Phe Asp Ser Glu Lys Arg Met Trp Thr Thr
145 150 155 160

val His Pro Gly Ala Arg Lys Met Lvs Glu Lys Trp Glu Asn Asp Lvs
165 170 175

val vVal Ala Met Ser Phe His Tyr Phe Ser Met Gly Asp Cys Ile Gly
180 185 190

Trp Leu Glu Asp Phe Leu Met Gly Met Asp Ser Thr Leu Glu Pro Ser
185 200 205

Ala Gly Ala Pro Leu Ala Met Ser Ser Gly Thr Thr Gln Leu Arg Ala
210 215 220

Thr Ala Thr Thr Leu Ile Leu Cys Cys Leu Leu Ile Ile Leu Pro Cys
225 230 235 . 240

Phe Ile Leu Pro Gly Ile
245

<210> 5
<211> 244
<212> PRT

<213> Home saplens
<400> 5
Met Ala Ala Ala Ala Ser Pro Ala Ile Leu Pro Arg Leu Ala Tle Leu

1 5 10 15

Pro Tyr Leu Leu Phe Asp Trp Ser Gly Thr Gly Arg Ala Asp Ala His
20 25 30

Ser Leu Trp Tyr Asn Phe Thr Ile Ile His Leu Pro Arg His Gly Gln
35 40 45

@Gln Trp Cys Glu val Gln Ser Gln Val Asp GIln YLys Asn Phe Leu Ser
50 55 60

Tyr Asp Cyvs Gly Ser Asp Lys vVal Leu Ser Met Gly His Leu Glu Glu
65 70 75 20

Gln Leu Tyr Ala Thr Asp Ala Trp Gly Lys Gln Leu Glu Met Leu Arg
85 20 95



145

225

<210
<211>
<21 2>
<213>

<220>
<221>
<223
<223 >

<220>
<221>
<222
<223>

<220
<221>
<222>
<223>
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Glu val

Glu Cvs
130

Val Val

Gly

Asp Phe Thr

115

Glu

Asp Gly Arg

His

Ser Gly Leu

Ser Trp Leu

195

Thr Ala Pro
210

Ala Thr Thr

Leu Pro Gly

257
PRT
Homo

Gln Arg Leu
100

Pro Ser Gly

Ala Asp Glv

Iyg Phe Leu
150

Ala Gly 2la
165

Thr Thr Phe
180

Arg Asp Phe

Pro Thr Met

Leu Ser Pro

230

Ile

gaplens

MISC_FEATURE

{16).
"Xaa

. (16)
is unknown"

MISC_FEATURE

{i23)
"Xaa

L. {124)
is unknown®

MISC_FEATURE

{166}
"Xaa

.. (1686)
is unknown"

Arg

Pro

Tvr

135

Leu

Arg

Phe

Leu

Ala

218

Trp

Leu

Len

120

Ile

Fhe

Arg

Lys

Metl

200

Pro

Ser

Glu

105

Thr

Arg

Asp

Met

Met

185

His

Gly

Phe

Leu

Leu

Sl

Ser

Liys

170

Val

Arg

Leu

Leu

(48)

Ala

Gln

Ser

Asn

155

Glu

Ser

Lys

Ala

Ile
235

Asp

val

Trp

149

Asn

Liys

Met

Lys

Gln

220

Ile

Thr

Brg

125

Gln

Arg

Txrp

Bryg

Arg

205

Pro

Leu

Glu

110

Met

Bhe

Lys

Glu

Asp

180

Leu

Lys

Cvs

Leu

Ser

ser

Trp

Lyvs

175

Cys

Glu

Ala

Phe
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Glu

Cys

Phe

Thr

160

Asp

Liys

Pro

ile

Iie
240
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<220>
<221>
<222>
<223>

<220>
<221>
222>
<223>

<220>
<221
<222>
<223>

<220>
<d21l>
<232
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223

<2Z20=>
<221>
<R22>
<223>

<220
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

MISC_FEATURE
{176) ..{176}
"Xaa is unknown®

MiSC_FEATURE
(179)..(179)
"Yaa is unknown"

MISC_FEATURE
{205)..{205)
"Xaa is unknown”

MISC_FEATURE
{207} ..(207)
"¥Yaa is unknown"

MISC_FEATURE
(211} ..(211}
"¥aa is unknown"

MISC_FEATURE
(215) ..{215)
"Xaa is unkncwn"

MISC_FEATURE
{222}, .(222)
"¥aa is unknown'

MISC FEATURE
{(225)..(228)
"Xaa i1g unknown"

MISC_FEATURE
(237)..(237)
"Xaa i1s unknown"

MISC_FEATURE
(252)..{(253)
"¥aa is unknown"

(49)
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<220>
<221>
<222>
<223 >

<400>

MISC_FEATURE

(256)..(257)
"¥aa 1s unknown"

&

Met Arg ATg

1

Leu

Leu

Trp

Asn

65

Val

val

Lys

Glu

Glu

145

Aan

Leu

Leu

Leu

Cys

Cys

50

Ser

Tyr

Gly

Thr

aAla

130

Lis

His

Glu

Arg

Leu

Phe

35

Glu

Asp

Ala

Arg

Ser

1i5

Glu

Ser

Glu

Xaa

Glu
185

Ile

Leu

20

Asn

Ala

Asn

Thr

AsSp

1¢0

Asp

Arg

Leu

Ala

Tyx

180

Phe

Ser Leu Thr

Leu

Phe

His

Asn

Ser

85

Leu

Pro

Cysa

Leu

Ser

185

Phe

Lau

Ile

Thr

Val

Met

70

Thr

Arg

Ser

Thr

Fhe

150

Xaa

Arg

Gly

Ala

Ile

FPhe

55

val

Trp

Met

Thr

Gly

135

Asp

Ile

Lyvs

His

Ser

Leu

Lys

40

Leu

1vs

Gly

Leu

Leu

izo

Ala

Ala

Lys

Leu

Trp
200

Ser

Glu

23

Ser

Asn

Pro

Glu

Leu

105

Gln

Ser

Met

Glu

Ser

185

Glu

Pro

Ile

Leu

Lys

Len

Leu

g0

Cys

Val

Trp

Asn

Thr

170

Lys

Ala

(50)

val

Met

Ser

Asn

Gly

Thr

Bep

Xaa

Gln

Met

155

Trp

Gly

Met

Arg

Val

Arg

Leu

60

Leu

Gln

Ile

Xaa

Fhe
140

"Thr

Lys

ASD

Pro

Lew

Gly

Pro

45

Phe

Lieu

Thr

Lys

Phe

125

Ala

Trp

Lys

Cys

Xaa
205

Len

Gly

30

Gly

Leu

Gly

Leu

Pro

110

Cys

Thr

Thr

Rep

Asp

190

Pro

Leu

15

His

Gln

Gln

Liys

Gly

95

Gln

Gln

Asn

Val

Arg

175

Hisz

Xaa
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Xaa

Ser

Pro

Tyr

Lys

80

Glu

Ile

Arg

Gly

Ile

160

Xaa

Trp

vVal
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Ser Pro Xaa Asn Ala Ser Xaa Ile His Trp Ser Ser Ser Xaa Leu Pra
210 215 220

Xaa Xaa Trp Ile Ile Leu Gly Ala Phe Tle Leu Leu Xaa Leu Met Gly
225 230 235 240

Tle Val Leu Ile Cys Val Trp Trp Gin Asn Gly Xaa Xaa Ser Thr Xaa
245 250 255

Xaa
<210> 7
<211> 36

<212> DNA
<213> Artificial Seguence

<220>
<223> primer

<400> 7 .
tatgtegace tecacagtat gcogaagaata tcectg

<210> 8
<211= 30
<212> DNA

<213> Artificial Sequence

<220>
<223> primer

<400> 8
ataggcggeoe gcagactaag acgtoctcaa

<210> 39
<211> 39
<212> DNA

<213> Artificial Seguence

<220>
<223> probe

<dQ0> 9
gagtggcagy ctggtetcectg gececttgagg acgtettag

10
36

20
30

30
39
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Internarional application No.

INTERNATIONAL SEARCH REPORT
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This international report has not been established in respect of certain claims under Article 142)(a) for the following reasons:

L. B Claim Nos.:

because they retate to subject matter not required to be searched by this Authority, 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 can be carried out, specifically:

3 D Claim Nos.;

because they are dependent claims and are not drafied in accordance with the second and third sentences of Rule 6.4(z).

Box II Qbservations where anity of invention is lacking (Continuation of Item 2 of first sheef)

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

As all required additional search fees were timely paid by the appticant, this international search report covers all
searchable claims.

As all searchable claims could be scarched without effort justifying an additional fee, this Authority did nat invite
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As oily some of the required additional search fees wers timely paid by the applicanr, this international search report
covers only those claims for which fees were paid, specifically claims Nos.:

4. E No required additional search fees were timely paid by the applicant. Consequently, this intemational search report is
restricted to the invention first mentioned in the clatms; it is covered by claims Nos.: 1-28

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

Mo protest agcompanied the payment of additional search fees.
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BOX II. OBSERVATIONS WHERE UNITY OF INVENTION IS LACKING
This application contains the following inveniions or groups of inventions which are not so linked as to form a single generzl inventive
concept under PCT Rule 13.1. In order for all inventions to be examined, the appropriate additional examination fees must be paid.

Group I, claim(s) 1-28, drawn to polynucleotides and polypeptides, vectors, host cells and a method of making the polypeptide.

Group I, claim(s) 28-33, drawn to an antibody.

Group I, claim(s) 34-38, drawn o 2 method for activating cells thar express NKG2D.

Group IV, claim(s} 39-40, drawn to a methed of down-modulating an immune response using the antibody.

Group V, claim(s) 41, drawn to a method of detecting or quantitating a protein.

Group VI, claim{s} 42, drawn to a method of ighibiting tumor growth using the polypeptide.

Group VII, claim(s) 43-45, drawn to 2 method of inhibiting growth of tumor cells.

Group VII, claim(s) 46-47, drawn to a method of treating an infection using the polypeptide.

The inventions listed as Groups I-VIIT do not relate to a single general inventive concept under PCT Rule 13.1 because, under PCT Rule
13.2, they lack the same or corresponding special technica! features for the following reasons: Pursuant to 37 CF.R. 01,475 (d), the
ISA/US considers that where multiple products and processes are claimed, the main '

invention shall consist of the first invention of the category first meniioned in the claims and the first recited invention of each of the
other categories related thereto. Accordingly, the main invention (Group I) comprises the first-recited product, a polypepride a
polynucleotide enceding the polypeptide, a vector, & host cedl, 2 method

for producing the pelypeptide. Further pursuant to 37 C.F.R. 0 1.475 (d), the ISA/US considers that any feature which the subsequently
recited products and methods share with the main invention does not constitute & special technical feature within

the meaning of PCT Rule 13.2 and that each of such products and
methods accordingly defines a separate jnvention.
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