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<110>

<120>
<130

«140>
<141>

<150>
<1B1>

TANG, Y. Tom

YUE, Henry

<l&60> 4

<170>

<210> 1

<211>
<212>
<213>

<220

<221>
<223>

400> 1

Met

1
Leu
cys
Leu
Glu
YL
val
Ile
Tyr
His
Pro
Pro
Pro
Ser
Asp

Pro

Arg
Phe
Fhe
Pro
Gly
Asp
AxQg
Glu
Phe
Leu
Ser
Val
Gly
Val
Pro

Gly

<210> 2

<211>
<212>
<213>

234
PRT
Bome saplens

Ser
Leu
Ala
Asn
Glu
Asp
Ile
Leau
Ela
Ala
Ser
Leu
Glu
Val
Lys

Leau

388
PRT
Heme sapilens

60/142,678
1999-07-07

Pro
Leu
Glu
Ser
Glu
Cys
ASN
His
Gln
Pro
Pra
Asn
Lys
Val
Thr

Pro

PF-0711 PCT

Te Be Assigned
Herewith

PERL Program

misc_feature
Incyts ID No:

Gly
5

Cy¥'s

20
Glua

35
Leu

50
Ser

&5
Val

8o
Phe

a5
Glu
1io
Val
125
Pro
140
Fro
155
TYY
170
Tyr
18%
His
200
Ser
215
Pro
230

INCYTE GENOMICE,

INC.

HUMAN PROTEINS INVOLVED

(106)

SEQUENCE LISTING

3751586CD1

Gln
Cys
Ala
Phe
Lys
Thr
Ser
Thr
Gin
Gln
Val
Esp
Glu
Val
Pro

Ser

Gln
Lie
Phe
Ala
Glu
Phe
Asn
Gln
Thr
Pro
Gly
Leu
Leu
Cys
Lys

Val

Gly
AsSpP
Gln
Cys
Lys
Gln
Pro
Phe
Pro
Ala
Trp
Leu
His
ASD
Pro

Ser

His
Arg
Rla
Asn
Pha
Leu
Lys
Arg
Glu
Lys
Gln
Tyr
Ala
Ser
Lys

AsSn

Val
10
Asp
25
Ilie
40
Val
55
Glu

Fhe

85
Ser
100
Gly
115
Thr
130
Gln
145
Pro
160G
Ala
175
Gly
150
ASD
205
Ile
220

Pro
Trp
Thr
His
Gly
Lys
Als
Lys
Asp
Phe
Ile
Val
Thr
Ile

Ile

IN DETCXIFICATION

Glu
Ala
Asp
Gln
Leu
Ser
Ala
Lys
Gly
Leu
Asn
Ala
Glu
Gln

Gln

Asp
Val
Phe
Ser
Phe
Phe
Arg
Leu
Asp
Ile

Asp

ser
Glu

Thr

Gly
Thr
han
Val
Arg
Arg
Ala
Lys
Lys
Ser
Ala

Leu

Glu

ATy

ugbobooobooboodabod

Gly

15
Arg

30
Asp

4%
Fhe

60
Thr

75
Aryg

g0
Arg
105
Leu
120
Leu
135
Pro
150
Thr
165
Gy
180
Pro
195
Glu
216
Aryg
225
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<220>
<221> misc_feature
<Z23> Incyte 1D No: 4363745CPL

<400> 2
Met Lys Ile Arg Thr Glu Ala Pro Gly Asn Leu Arg Leu Tyr Ser
1 5 10 15
Gly Ser Pro Thr Arg Ser Glu Lys Glu Gln Val Ser Ils Ser Ser
20 25 30
Phe Tyr Tyr Lys Glu Arg Lys Ser Arg Ard Trp Lys Ser Lys Ard
35 40 45
Glu Gly Ser Asp Ser Gly Asn Arg Gln Ile Lys Ala Ala Gly Lys
50 55 8¢
Val Ile Ile Gln Asp Ile Ala Cys Leu Leu Pro Val His Lys Ser
&5 740 75
Leu Gly Glu Leu Tyr Ile Leun Asn Val Asn Asp Ile Glmn Glu Thr
80 85 9c
Cys Gln Lys Asn Ela Ala Ser ala Leu Leu Val Cly Arg Lys Asp
45 100 105
Leu Val Gln val Trp Ser Leu &la Thr Val Als Thr asp Leu Cys
110 115 120
Lou Gly Pro Lys Ser Asp Pro Asp Leu Glu Thr Pre Trp Ala Arg
125 130 135
His Pro Phe Gly Arg Gln Len Leu Glu Ser Leu Lew aAla His Tyx
14c 145 150
Cys Arg Leu Arg Asp Val Gln Thr Leu Ala Met Leu Cys Ser Val
155 160 165
Phe Glu Ala Gln Ser Arg Pro Gln Gly Leu Pro Asn Pro Phe Gly
170 175 180
Pro Phe Pro Bsn Arg Ser Ser Asn Len Val Val Ser His Ser Arg
185 150 19%
Tyr Pro Sex Phe Thr Ser Ser Gly Ser (ys Ser Ser Met Ser Asp
200 205 210
Pro Gly Leu Asn Thr Gly Gly Trp Asn lle Ala Gly Arg Glu Ala
215 220 225
Glu His Leu Ser Sexr Pro Trp Gly Glu Ser fer Pro Glu Glu Leu
230 235 240
Arg Phe Gly Ser Leu Thr Tyr Ser Asp Pro Arg Glu Arg Glu Arg
245 250 258
Asp Gln His Asp Lys Asn Lys Arg Leu Leu Asp Pro Ala Asn Thr
260 265 270
Gln Gln Phe Asp Asp Phe Lys Lys Cys Tyr Gly Glu Ile Leu Tyr
275 280 285
Arg Trp Gly Leu Arg Glu Lys Arg Ala Glu Val Leu Lys Phe Val
290 295 300
Ser Cys Pro Pre Asp Pro His Lys Gly Ile Glu Phe Gly Val Tvr
305 310 315
Cys Ser His Cys Arg Ser Glu Val Arg Gly Thr @in Cys Ala Ile
320 325 330
Cys Lys Gly Phe Thr Phe Gln Cys ala Ile Cys His Val Ala Val
335 340 345
Arg Gly Ser Ser Asn Phe Cys Leu Thr Cys Gly His Gly Gly His
350 355 360
Thr Ser His Met Met Glu Trp Phe Arg Thr Gln Glu Val Cys Pro
385 370 375
Thr Gly Cvs &ly Cys Bis Cys Leu Leu Glu Ser Thr Phe
380 385

<210> 3

<211> 934

<212> DHNB

<213> Homo sapiens

<220>
<221> misc_£feature
<223> Inoyte ID No: 3751586CBl



<400> 3

agaatecatac
aggacttttc
agaageottt
tgttcaccag
gacttatgat
cttcageaat
agggazasaa
actgcacttg
acctygttygygc
tgctygtyggec
cecaagtgte
ttoccocaaayg
ctgagetgeco
gttgtttygte
cettgttate
atcatacceea

<210
<Z211>
<212>
<213>

4
1890
DNA
Homoe

<220>
<221
<223

<400> 4

ctcccacaga
tegegecacat
ccactegeay
caagacgatg
ctgggazragt
agctgtacat
cocttgetegt
atctttgect
tigggcggca
cactggegat
cetttgggoc
getttaccte
ggaacatage
aagagcteog
atgataaaaa
aatgctatgg
agtitgrtete
actgooggayg
gtgoecatotyg
gtggecacac
grgggtgeca
aaatcccaga
acctgggtte
tettggtogg
agataaggac
aggtggaagt
tgtaaggtygt
agtcagatgce
ggctttagaa
ttaaattgta
cchtecagotyg
agaaagttaa

ttcatecggaa
ttactgtget
caagcaatca
tcagtgtttyg
gactgtgtga
cctaaatctg
ttaaagetot
getocecaccoe
tggcagoooa
aaactaggac
gtcgtgecacyg
ccaazaatca
tgocteocktek
azzaaaaaltt
aagccteteg
ttaagtataa

sapiens

nisc_feature
Incyte ID No:

gooctactooyg
gaagatccge
cgagaaagad
gaaaagtaag
catcatccayg
attgaatgtg
tggaagaaay
tggtecgaaa
gotgctggay
gotetgtage
tttroctaac
ttctggttoo
gggaagagag
ctttgggagt
taaaaggotc
ggaaatoectc
ctgtestect
tgaggtcodt
tcacgtgget
cagecacaty
ctgectgett
ggacccataa
gtocccagty
cetectgectt
agaagtgcay
ttteatogay
tagocttaaa
cogagdgacag
getgghacat
aatatgecact
ctatceocttg
acaacaaaaa

tgaggagece
geatagacay
ctgactteaa
aaggagaaga
cgttocaget
cagcccgagae
actttgcacs
agoeotgecas
tcaacgatgc
caggagagaa
tgtgegacag
tcecaaacteg
cgataatage
gectttaaat
gacaaaaggy
cccattattt

4369745C81

agatctetct
acagaggeee
caggtcteoa
cgtgaggygat
gatattgcott
aatgatatte
gatcocttgtee
tetgacccoag
tecctgttgg
gtgtttgaay
cgttctteta
tgctecagta
gcagageact
ctggoctaca
ctyggaccocyg
taccgttgogy
gacoctcaca
ggcacygcagt
gtgcggggat
atggagtggt
gaaagcactt
gtgccggtga
agaccgdagy
ctotteotgtt
agetgegett
aaaagcacet
ccaccgagea
tgggtaggaa
ttactgaget
gtacttaagy
getaatazaa
EEEEEEEEET:Y

(108)

agggcageaqg
ggactgggct
tgacctccec
gagcaagygaa
atttaagagt
taggatagag
ggttcagact
acagtthceto
cacgccagte
gtatgagcte
tgacatagag
gegtoctygge
cgtcteotet
tcectgggtgt
ctaggazaayg
agaa

cagcckttgte
ctgggaacct
tcagcteoctt
cagactctgyg
gecteotgec
aggaaacatyg
aggtttggte
atttggasac
ctocactatty
coceagteteg
atcttgtggt
tgtecagacec
tgtectcococe
gtgatccooog
ccaataccca
gtcetgagaga
aagggatcga
gtgccatety
cgtocaattt
ttoggaccea
tctgaaccta
caagetgtet
atgatcccec
tggcecacctg
tgtgtgttgt
ggctecaggyg
gogtietett
ttteatcaac
gatggacadgt
attcttaaga
ttetagtaat

ggacacgtoe
gtcactegtt
aactogttgt
aaatttgagyg
ttcagacgty
cttcatgaaa
ccagadacag
atctocgccoeoce
ctocaactatg
catygcaggga
gaagaadagy
ctgeccaccot
ttatecatgct
ttggttgttt
gtgatatgte

tgcttatcac
tcgtttatac
ctactacaary
caatcgacag
tgtteocacaaa
tcagaagaat
gotggctacy
accctgygot
coggcetboogy
gceteagggyg
gtececatagt
agggcrtoaac
ttggggagaa
tgagcgagaa
gocaatttgat
gaagcgaget
gtteggegty
caaadgette
ctygcotgacc
dgaggtgtgt
cagaagttgg
greaggggay
aaggactgcyg
gtgtggatgt
ctatgtogge
ccagtgttac
gatgccagtyg
azatggacct
gogoccttctaa
tgtatttett
ttgaagaaaa

ugbobooobooboodabod

ctgaagatgyg
gttttgcaga
ttgegtgcaa
gactgtttcyg
tccgtataaa
cocaattcay
atggagacaa
ctteccteoocoo
acctecetata
ctgagtecac
acccaaagac
cogtgtccaa
ttttococcect
gqagattectt
tcctgatecat

actggecttga
agtgggagec
gageggaaal
atcaaggetyg
tcgcotgggag
gocgeotony
gtagctacag
cgacatccat
gatgttcaga
ctaccaaacc
cgatatecta
actggcgget
tocteaccay
cgtgaceage
gactttaaga
gaagtgttoga
tactygeagoe
acgttacagt
tgtgggcacy
cacaccygggt
gtattgtcty
aggctccaga
cagcatcadgc
cactgtatga
tgagctacca
agtgttaces
cagagaccayg
atggratcat
aatatgacac
tgttatttct
aaaaaaagag

&0

120
180
240
300
360
420
480
540
600
660
720
780
840
$00C
834

&0
120
180
24¢
300
360
420
480
540
600
660
720
780
840
300
960
1620
1680
1140
1200
1260
132q
1380
1440
1500
1560
lez20
1680
1740
1gao
1860
1880
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INTERNATIONAL SEARCH REFORT -
Inte.  onal Application Na
l PCT/US 6B/18509

CLASSIFICATIGN OF SUBJECT MATTER

IPC 7 CIONIB 12 CaTK14/47
C12N15/11  CO7K16/18

ABLK38/006
AR1KG7 f027

GBIN33/68 CizQ1/68

According to Internalional Patert Glassification ((PC) or 10 bath national diassification and IPG

B. FIELDS SEARCHED

Minimyum tox icn searched (C] ion syster foilowed by classification symbols)

IPC 7 CO7K

Docunentation searched other than minimum docurmsiriation to the extert tha such documents are included in the fields searched

Electrenic data base consuited during the imlernational search (name of daia base and, whers practical, search ferms wsed)

EPQ-Internal, WPI Data, PAJ. BIOSIS, STRAND

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category © | Citation of document, with indication, where apprapriats, of tha ralevant passages Relevant dalm Na
X MIYAZAKI TAKASHI ET AL: ‘"Molecular 1,3,6,7
cloning of a novel thyroid 5218 = °
hormone-responsive gene, ZAKI-4, in human
skin fibrobiasts.®
JOURNAL OF BIOLOGICAL CHEMISTRY,
vol. 271, no. 24, 1996, pages 14567-14571,
XPERZ1520960
ISSN: 0021-9258
the whole document
A US 5 874 248 A (CORLEY NEIL C ET AL) 1-1%,22,
23 February 19399 (1999-02-23) 25-28
the whole document
- / -

Further documnants are listad in the continuation of box C. Patent family members are §sted inannex,

= Special categaries of dted documents :

"A~ document defining the genaral stato of the artwhich is nat
sonsidered to be of pastisuiar relevarnce

T later document pubished fierthe intemationat fling date
¢ priarity date ard notin cordlict with the application but
cited 1o understand the principle or theory underlying the

N, YT

“E*"parker dacumart tuk published onor aiter ha imemasonal
filing date

"L decument which masga?[uw daubts on prigdity claim(s) o
which is cited to establish the publication date of ancther
citation or other special reason (as specified}

"0* documeni referring to an oral disclosure, use, exhibition or
other meeans

P decument published priar 1o the inlemational filing date bul
Imter thon the priority date ciaimed

"X document of pasticubr relevance: the claimed invertion
cannal be consicdered novel or cannol ba considered to
Invoive an inventive step when the docurment is taken alona

" decumsrgof pamge.lhr relevance; the claimed invantion
cannot be consicerad fo involve an inventiva step when the
document i camibined with ane ar moze other suck docu-
;n%!ls, ﬁfm cormbination being chvicus 1o & person skiled

nte a

“& dogument member af the same palent family

Date of the acwial completion of the injemational search

7 November 20600

Cate of mailing of the intemnational search report

t3 02 01

Name and maling address of the ISA
European Fatent Office, P.B. 5818 Patentlaan 2
NL - 2280 HY Rijswijk
Tel. (+31-T0) 340-2040, Tx. 31 651 epoe nk,
Fax: (+31-70) 340-3016

Authorized officer

Oderwald, H

Fam PCTASAZZED (second sheat) (July 1992)
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A
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1994, pages 575-%8Q, XPOG2152091

ISSN: 1058-1524
cited in the application
the whole document
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I-wsrnational application Ma.

INTERNATIONAL SEARCH REPORT PCT/US 06/18509

Box| Observatlons where certain claims were found unsearchable (Continuation of temn 1 of first sheet)

Thiz International Search Report has not been established in respect of certain claime under Aticle 17(2}(a} far the following reasons;

i E Claims Nos.: .
because they relate to subject matter not required to be searched by this Authority, ramely:

Although claim 18 is directed to a method of treatment of the human/animal
body, the search has been carried gut and based on the alleged effects of the
compound / composition.

2, m Claims Nos.: 203 2lr 23! 24

bacause they relate to parts of the International Application that do not camply with the prescrbed reguirements to such
an extent that no meaningil Intematonal Search can be carried aut, specifically:

see FURTHER INFORMATION sheet PCT/ISA/210

3 D Clairns Nas.:

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

Box [l Obsarvations where unity of invention is lacking (Continuation of item 2 of first sheet}

This Interrational Searching Autharlty found mutiple inventiers in this international appication, as Tollows:

see additional sheet

1, D As ali required additional search fees wers timely peid by the applicant, this Internationat Search Report covers al
searchable clajms,

2 Asall searchabia ciaims could be searched without effort justifying an additional fee, thia Authority did not iovite payment
of any agditional fee.

3. D As only some of the reguired additional search fees were timely paid by the apphicant, this international Seareh Report
covers only thase claims for which fees were paig, specifically claims Nos.:

4. IQ No required addHienal search fees were fimely paid by the applicant. Conseguently, this International Search Repert is
restricied i the invention first mentioned in the claims; itis covered by claims Nbs.:

1-28 all partialiy

Remark an Protest D The additional search fees were accompanied by the appiicant's protest.

D No protest accompanied the payment of additicnal sesrch fess.

Form PCT/SA/210 (continuation of first sheet (7)) {July 1888)
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Intarnational Application No. PCT/US 00 /1 8509

FURTHER INFORMATION CONTINUED FROM PCTASA/ 21

This Internaticnal Searching Authority found multiple (groups of)
inventions in this international appiication, as follows:

1. Claims: {1-28 all partially}

An isolated polypeptide comprising amino acid sequence SEQ
ID NO: 1 (DETX-1}, an isolated polynucleotide encoding said
polypeptide (SEQ ID NO: 3). A cell, a transgenic organism,
an antihody, a pharmaceutical composition, metheds for
producing a polypeptide, for detecting a target
polynucleotide, for treating a disease and for screening
compounds.

2. Claims: {1-28 all partially}

same as fnvention 1 but comprising SEQ ID NO: 2 and &
(DETX-2).




(113) ugbobooobooboodabod

Internationat Application Na, PCT/US 80 /18509

FURTHER INFORMATION CONTINUED FROM  PCTASA/ 210

Continuation of Box I.2
Claims Nos.: 20, 21, 23, 24

Claims 20, 21, 23 and 24 refer to an agonist or antagonist of the
polypeptide without giving a true technical characterization. Moreaver
no such compounds are defined in the application. In consequence, the '
scope of said claims is ambiguous and vague, and their subject-matter is
rot sufficiently disciosed and supported (Art. § and 6 PCT),

No search can he earried out for such purely speculative claims whose
wording is, in fact, a mere recitation of the resuTts to he achieved.

The applicant's attention is drawn to the fact that claims, or parts of
claims, relating to inventions in respect of which no international
search report has_been established need not be the subject of an
international preliminary examination {Rule 66.1(e} PCT). The applicant
is advised that the EPO policy when acting as an Intermational
Preliminary Examining Authority is normally net to carry out a
preliminary examination on matter which has not been searched. This is
“the case irrespective of whether or not the claims are amended follawing
receipt of the search report or during any Chapter I! procedure.
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Infar  snal Applieation Re

adormation on patent family mambers PCT/US BO[ISSBQ

INTERNATIONAL SEARCH REPORT l

Patent document Publization Patent family ; Publcation
cited in search repont data member(s) date
US 5874248 A 23-92-1599 us 5915458 A 06-07-1999

-----------------------------------------------------------------------

Form PGTASAZIT (patent family annesd {Jury 1992)
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