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GIn Asn, Glu, His

Glu Asp, GIn, His

Gly Ala

His Asn, Arg, GlIn, Glu
e Leu, Val
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Lys Arg, GIn, Glu
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gobbbbogguboooodmbboooggubboooguboood

00000000000 0DO0DSambrook OO 0O 001989, Molecular Cloning

- A Laboratory Manual, [12[1[J1-300, Cold Spring Harbor Press, Plainview

NY; DO200000000000000000
gooood
gboodbodgbudgbouogbogbouodbuogbuogbuogbooboon
googboodpbgo.2x SsCOUd1wwuspsbudbodestoigoodnogd
gboodgbodgoogoestbeodusstjbu420dgooggoassctbdn
goo.xpososudougdouo.ldzx sSschudnudgnoudoogoogod



24) uoboooboooboaobod

bbb boooggoubbooogouboood
0000001000200 o/mlO00O0OOOODNAOD OO OO O350 50%v/v O
gobbbboodubbobooogubbOOaRrRNADDNAD DO OO oog
gubbbboggubboboooguonbboooguubboooguboood
gobbbbogguboboogoubnbboooguoubbooogubood
gobbbbogdubobooogoubnbboooguonbbooogubood
gobbbbogoubobooogubboooguonbbooogubood
gobboboogoobooogon
gooood
gboodbodgbudgbouogbogbouodbuogbuogbuogbooboon
gboodbdudz2bogbogboobooboobooboboboobon
goudgbuodbudgbugbodgbuogbogoctuuRrtbugnoogogd
goudgbuodgbudbugbuodgbudgbuogbogbogbogbogodgd
gouodbuodgbuodbudgbodgbudgbuoobogbooboogbogod
gbouodboogbuodbudgbogbodgbogbogoad
guooog
gbodbddbdodboobolwguz2dbooboobooboobooo
bbbt bboooggoubboooguboood
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SEQUENCE LISTING

<110> INCYTE PHARMACEUTICALS, INC.
HILLMAN, Jennifer L.
TANG, ¥. Tom
LU, Dyung Aina M.
AZTMZAI, Yalda

<120> PROTEINS ASSOCIATED WITH CIRCADIAN REYTHMS
<130> PF~QGR9 PCT

<140> To Be Assigned
<141> Herewith

<150> 09/231,160; unassigned
<151> 199%-01-15

<160> 6
<170> PERL Program

<210> 1

<2L1l> 251

<212> PRT

<213> Homo sapiens

<220>
<221> misc_feature
«223> Incyte ID No: 1581473001

<400> 1
Met Ala His Arg Leu Gln Ile Arg Leu Leu Thr Trp Asp Val Lys
1 5 10 15
Agp Thr Leu Leu Arg Leu Arg His Pro Leu Gly &lu Ala Tyr Ala
20 25 30
Thr Lys Ala Arg Ala His Gly Leu Glu Val Glu Pro Ser Ala Leu
35 40 43
Glu GIn Gly Phe Arg Gln Ala Tyr Arg Ala @ln Sexr His Ser Phe
50 55 g0
Pro Asn Tyr Gly Leuw Ser His Gly Leu Thxy Ser Arg @Gln Trxrp Trp
65 70 75
Leu Asp Val Val Leu Gln Thr Phe His Leu Ala Gly Val Gln Asp
BO 85 S0
Ala Gln Ala val Ala Pro Ile Ala Glu Gln Leu Tyr Lys Asp Fhe
85 i00 105
Ser His Pro Cys Thr Trp Gla Val Leu Asp Gly Ala Glu Asp Thr
1140 115 120
Leu Arg Glu Cys Arg Thr Arg Gly Leu Arg Leu 3la Val Ile Ser
128 130 135
Asn Phe Asp Arg Arg Leun Glu Gly Ile Leu Gly Gly Leu Gly Leu
144Q 145 150
Arg Glu His Phe Asp Phe Val Leu Thr Ser Glu Ala Ala Gly Trp
155 160 155



Bro
His
Cys
Val
Pro

Leu

Lys
Met
Asp
Val

Lys

Asp

<23i0> 2

<21I>
<212>
<213>

<220>

<ZZ21>
<223>

<400> 2

Met
1
arg

Sexr

Ala
Asn
Glu

His

Ile

Ser
Pxo
val
Ala
Gly
Thr
Asp
Arg
Leu
Cys
Gln
Leu
His
Ala

Tyr

Pro
Glu
Tyr
Gly
Glu

Cys

217
PRT
Homo sapiens

Cys
Gly
Arg
Ala
Ala
Ser
His
Pro
Gly
Thr
Ile
Leu
Asp
Val

Leu

Asp
Pro
GIn
Pro
His

Leu

Ala
Ala
Phe
val
Asn
Val
Leu
Thxr
Ala

val

Gln

Ile

Leu

Ser

Pre
170
Val
185
Gly
200
Gln
215
Ile
230
Glu
245

misc feature
Incyte ID Ne:

Gly
5
Arg
20
Arg
35
Asp
50
Arg
65
Gly
B0
Lys
S5
Val
110
Gly
125
Ala
140
Thx
155
Leu
170
Gly
1B5
Lys
200
Glu
215

Arg
Val
Pro
Ala
Leu

Gly

Ile
Ala
Arg
Leu
Pro

Ser

(82)

Phe
Ala
Ala
Asp
Ser

Thr

2287502C01

Ala
Arg
Ser
Arg
Ile
Pro
Lys
Leu
Thr
Val
Leu
Ile
Leu
Ser

Arg

Ala
Ser
Sexr
Ile
Tyr
val
Phe
Met
Ala
Glu
Met
Lys
Asp
Ile

Leu

ala
Leu
Gly
Ile
Ala
Ile
Asn
Pro
Leu
Glu
Glu
Lys
His

Ils

Gln
His
val
Pro
Leu

Proc

Ala
Ser
Met
Arg
Gly
Gln
Glu
Leu
Leu
Ser
Glu
Phe
Asp

Gln

Glu
175
Vval
184
Gly
205
val
220
Ala
235
Gly
250

Pro
10
hla
25
Thr
40
Val
55
Gln
70
Lys

Leu
100
Trp
113
Gly
130
Ile
145
Asp
160
Axg
175
Ala
150
Ala
2058

Ala
Gly
Met
Val
His

Leu

Arg
Tyxr
Leu
Asp
Met
Met
Met
Asn
Lys
Ala
Pro
Asp
Glu

Gly

Leu
Asp
His
Arg

Leyu

Leu
Gly
Asp
His
Ala
Trp
Val
val
Glu
His
Glu
Glu
Leu

Cys

Brg
Asn
Ser
Asp

Leu

TYp
Arg
Asn
Ala
Val
Asp
Met
Lau
Gly
Eis
Lys
Glu
ala

Arg

Leu
Tyr
Phe
Ser

Pro

Arg
Aryg
Ile
Gly
Leu
Gln
Phe
Gly
Ala
Tyr
Tyr
Leu
Exo

Val

uoboooboooboaobod

Ala
180
Leu
1395
Len
210
Val
225
Ala
240

Leu

is
Thx

30
Ser

45
Gla

&0
Gly

75
Glu

90
Arg
105
Phe
120
Met
135
Asn
150
Glu
165
Glu
180
Ala
195
Ala
210



<210> 3

<211> 1294
<212> DNA
<213> Homo

<220>
<221>
<223>

<400> 3

ttectgegtea
aaggttcace
agagtctgyga
tottgtgcecty
ggcctggaaa
ctgggaccca
accggctgca
accocttagy
cagcocctgga
acggectgag
toccacctgge
aagacttcag
agtgocgoac
gcatcectggg
ctggetggec
aacaagkagt
ctgtgggeat
attetgtacc
gcctagaggg
catggagaaa
ggacctttec
ctgagctectce

<210= 4
<211> 944
<Z1lZ> DNA
«213> Homo

<220>
<221>
<223>

<400> 4
ceccacgogtc
cgocggggeg
ctoageottat
tatcagtegg
aaaccgcatc
tcagaaaatg
gttcagggtc
ggeggggace
gagratagca
- atacgaggaa
cataggecte

sapiens

misc_feature
Incyte ID Na:

ggteceggget
agtttttaaa
agtttgggct
tgaagacatt
gaggtgattg
cogtgggace
gatacgactg
ggaggeotat
acaaggotte
ccacggocta
gggtgtocag
ccaccoctge
aeggggtetg
gagcctbgge
caagcoggac
ggCageccat
gcacagcttco
taaagaacac
cteaacktoca
accttaaaca
cocctctooct
acccttoces

saplens

misc_feature
Incyte ID No:

cggttocgtt
gcggeggcetc
ggaagaagaa
gocagctgtgg
tatgeegggc
tgggatcaag
CggCoaacag
goecttgeotcg
catcactaca
cttottecage
gaccatgatg

(83)

1581473CB1

cotggactto
atccaaatat
ctggteotgo
tcccaagtgc
ttaggrtgcg
tgaggoagaa
ctgacgtggg
gccagcaagg
aggraggeat
accteooegoo
gatgotcagy
acctggcagyg
agactggcag
ctgocgtgaac
coocogeattt
gttggggata
ctggtggttg
atcctcooct
gggctttgag
aaccciggag
gcggectttg
cactaaaaaa

2267%05CB1

caacgaagtg
coogoctihy
ccagtgtcag
atocgaataat
agatggetgt
RABRGPACLA
ttcoctgatgece
ggaaggaaygyy
acaaccagat
tgataaagaa
cagaattggc

gcotttoooy
atctcatggt
ctgtgccact
ttcatgttag
cagaggtggt
ctggggtgga
atgtgaagga
coogggroca
acagggctca
agtggtggct
ctgtagocco
tgttggatgg
tgatctecaa
acttegactt
teocaggagge
attacctctg
goooacagyge
ctctggooca
gccagtgagg
acagggagce
teacctactg
azaa

gttgottttt
geggetgege
atttcgeagt
cogggtaggat
coctgggtegg
tttgaaaaag
cttgtggaac
tgceatggec
caggacgetg
atttcgggat
tccagcctat

ageccctggag
acagtggaayg
gactcactgt
ceagcoaaatc
cttatccage
cttggccteo
cacgctgete
tgggctggag
gageccacago
ggatgtggtc
catcgotgaa
ggctgaggac
ctttgaccga
tgtgctgacc
cttgecggett
cgattaccag
actggaccce
totocectgect
gaagtggctyg
cekhetttot
tgataataaa

ttagttccgg
ccaggggecc
tcaggaatga
catgcaggcg
accagcgteg
ttcaatgagt
gtgctggggt
tgcaccgtag
atggaggagg
gaagagcttg
gcocgtoctga

uoboooboooboaobod

grggggagasa
aactggecag
gaccttggga
tgaccoacasa
tcagcttece
toccatggoac
aggcteoogoo
gtggagcest
ttcococaact
ctgcagacot
cagctttata
accctgaggg
cggctagagg
tcogaggetyg
geheatatgg
gggccteggg
gtggtcaggg
gocehtgact
ggcectagge
ccacagotct

gcagrgagtg

caatgagttg
ggcggteocet
ctttagacaa
aatatggagce
ggceeagtcat
tgatggttat
ttgcactggg
cggtggaaga
accohogaaaa
agcaccatga
agagceattat

60
120
180
240
300
360
420
480
540
600
660
720
7BQ
840
200
960
1020
1080
1140
1200
1260
1294

60
120
1g¢
240
3Q0
360
420
480
540
600
660



(84) uoboooboooboaobod

cocaggoocgga tgoagagbgg cgatatattt atcagaaaga ttataaagtg tgtccagttt 720
tgcectgteta taaaagatga tagtaattta ccocaagbgaca ttbygeagaga aacaggtgta 780
cagttategt tgtacttttg tacaatgtga attttgttaa taaattataa ggtbtgbitt 840
tttttttitta aactctgeag tgttgatttt tetetgggtt gttttttotg ccatgagacc 200
aacaggtcac cagecttgtt caagttacag caaacgaagce Lggg 244

<210> &

<211l> 260

<212> PRT

<213> Drosophila melanogaster

<300>
<308> GenBank ID No: gl561732

<400> 3

Met Arg Ser Leu Ser Arg Phe Arg Leu Ile Thr Phe Asp Val Thr
1 ] 10 15
Asn Thr Leu Leu Gln Phe Arg Thr Thr Pro Gly Lys Gln Tyr Gly
20 25 3Q
Glu Ile Gly Ala Len Phe Gly Ala Arg Cys Asp Asn Asn Glu Leu
35 40 45
Ala Lys Asn Phe Lys Ala Asn Trp Tyr Lys Met Asn Axg Asp Tyr
50 55 &0
Proc Asn Phe @iy Arg Asp Thr Asn Pro Gln Met Glu Trp Gln Gin
&5 70 75
Trp Trp Arg Lys Leu Ile Ala Gly Thr Phe Ala Glu Ser Gly Ala
80 a5 50
Ala Ile Pro Asp Glu Lys Leu His Asn Phe Ser Asn His Leu Ile
95 1Q0 105
Glu Leu Tyr Lys Thr Ser Ile Cys Trp Gln Pro Cys Asn Gly Ser
110 115 120
Val Glu Leu Leu Gln Gln Leu Arg Lys Glu Leu Lys Pro Giu Lys
125 130 135
Cys Lys Leu Gly Val Ile Ala Asn Phe Asp Pro Arg Leu Pro Thr
140 145 150
Leu Leu Gln Asn Thr Lys Leu Asp Gln Tyr Leu Asp Phe Ala Ile
155 160 165
Asn Ser Tyr Glu Val Gln Ala Glu Lys Pro Asp Pro Gln Ile FPhe
170 175 180
Gln Lys Ala Met Glu Lys Ser Gly Leu Lys Asn Leu Lys Pro Glu
- 1BS 120 195
Glu Cys Leu His Ile Gly Rsp Gly Pro Thr Thr Asp Tyr Leu Ala
200 205 21¢
Bla Lys Glu Leu Gly Trp His Ser Ala Leu Val His Glu Lys Ser
215 220 225
Tyr Ala Tyr Leu Val Lys Lys Tyr Gly Glu Asp Ile Asp Arg Asp
230 235 240
His Val Fhe Pro Ser Leu Tyr Asp Phe His Lys Lys Ile Sexr Asp
245 250 255

Gly Ala Val val Txp

260
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<210> &

<211> 217

<212> PRT

<213> Mus musculus

<300>
<308> GenmBank ID No: 3415017

<400> &
Met Ser Rla Ala Gly Ala Ile Ala Ala Ala Ser Val Gly Arg Leu
1 5 10 15
Axg Thr Gly Val Arg Ary Pro Phe Ser Glu Tyr Gly Arg Gly Leu
20 25 a0
Ile Ile Arg Cys His Ser Ser Gly Met Thr Leu Asp Asn Ile Asn
35 40 45
Arg Ala Ala Val Asp Arg Ile Ile Arg Val Asp His Ala Gly Glu
50 55 60
Tyr Gly 8la Asn Arg Ile Tyr Ala Gly Gln Met Ala Val Leu Gly
&5 70 75
Arg Thr Ser Val Gly Pro Val Ile Gln Lys Met Trp Asp Gla Glu
80 85 3Q
Lys Asn His Leu Lys Lys Phe Asn Glu Leu Met Ile Ala Phe Arg
95 100 105
Val Arg Pro Thr Val Leu Met Pro Leu Trp Asn Val Ala Gly Phe
110 115 120
Ala Leu Gly Ala Gly Thr Ala Leu Leu Gly Lys Glu Gly Ala Met
125 130 135
Ala Cys Thr Val Ala Val Glu Glu Ser Ile Ala Asn His Tyr Asn
140 145 150
Asn Gin Ile Arg Met Leu Met Glu Glu Asp Pro Glu Lys Tyr Glu
158 160 165
Glu Leu Leu @ln Val Ile Lys Gln Phe Arg Asp Glu Glu Lew Glu
170 175 180
His His Asp Thr Gly Lew Asp His Asp Ala Glu Leu Ala Pro Ala
18% 130 135
Tyr Ala Leu Leu Lys Arg Ile Ile Gln Ala Gly Cys Ser Ala Ala
200 205 210
Ile Tyr Leu Ser Glu Arg Phe
218

godoooooon
googo
CIRYP-1O0 DD DOOOOSEQ ID NO:1O OO OO O OOSEQ ID NO:3O O OO
O0000000000ODOOMACDNASIS PRO softwarel] Hitachi Software Enginee
ring, South San Francisco CAO OO OOOO
goggo
CIRYP-1O0 O DD OOOOSEQ ID NO:1O O OO OO OOSEQ ID NO:30 OO
0000000000 DODOMACDNASIS PRO softwared OO 0O 0O O
gogogo
CIRYP-10 DO UOOOODOSEQ ID NO:1O OO OO DO OOSEQ ID NO:3L I OO
O00000000000D0OMACDNASIS PRO softwared 0 OO 0O
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goooo
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00000000000 OMACDNASIS PRO softwared O OO 0O O
goooo
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p,X

WO 99 47548 A (HUMAN GENOME SCIENCES INC)
23 September 1999 (1999-09-23)
page 135 -page 136; claims 1,7-17
page 343
NC1-CGAP: “Natiomal Cancer Institute,
Cancer Genome Anatomy Project (CGAP),
Tumer Gene Index
http://www.ncbi.nlm.nih.gov/ncicgap;
owd1d05.x1
Soares_fetal_liver_spleen_lNFLSHSl Homo
sapiens cDNA clone IMAGE:1654185 3'similar
to TR:(94915 Q94915 DREG-2 PROTEIN.;, mRRA
sequence. "

EMBL DATABASE ENTRY AlG22747; ACCESSION
NO. AIG22747,19 June 1998 {1998-06—19},
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VAN GELDER R.M. ET AL.: "Extent and
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Drosophila melanogaster: jdentification of
twenty oscillating mRNAs in the fly head"
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1 December 1995 {1995-12-01), pages
1424-1436, XPDOOB6ASS7
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the whole document
C A SMITH ET AL: "A receptor for tumor
necrosis factor defines an unusual family
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wol. 248, no. 248,
25 May 1990 (1990-05-25}, pages 1019-1822,
XPOA2107350
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NOPHAR Y ET AL: "SOLUBLE FORMS OF TUMOR
NECROSIS FACTOR RECEFTORS (TNF-RS). THE
CDNA FOR THE TYPE 1 TNF-R, CLONED USING
AMING ACID SEQUENCE DATA OF ITS SOLUBLE
FORM, ENCODES BOTH THE CELL SURFACE AND A
SOLUBLE FORM OF THE RECEPTOR"
EMBO JOURMAL,
vel, 9, no. 10,
1 October 1990 (1998-10-81), pages
3769-3278, XPABZ20Z5930
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HBox| Observations where certain claims wers found unsearchable {Continuation of item { of frst sheet)

This infemaiicnal Search Report has not been establishad in respect of certain claims arcler Aricle 17(23a} for the lallowing reasona:

5. Claims Nas.:

because they relate fo supject matter not reguired ta be searched by this Authonty, namely:

Although ctaim 16 is directed 1o a method of treatment of the human/animal
body, the search has been carried out and based on the alleged effects of the
compound/compesition.

2. E] Claims Nos.: 1& v ]-9 }21 922

besausa they relate to parts of the International Application that do not comply with the mescribed requirements to suzh
an extent that ne mearingful Jatermational Search can be camaad out, spewficaly:

see FURTHER INFORMATION sheet PCT/1SA/210

3. Claima Mes.:
because they are dependent claims and are not drafted in ascardance with #e second and third seniences of Fule 6.4(a).

Box il Observations where unity of invention is lacking (Continuation of item 2 of first sheet)

This Intemational Searching Authority feurd multiple invertions in this intemational appication. as follows:

1. D As all requirad additional search fees were timeiy paid by the appiicant, this International Search Report covers aif
searchable claims.

. Az all searchable olams could be searched withoul effort justifying an additional lee, this Authority did ot invite payment
of any additiona) fee.

(18]

3. D A5 ority sorme of the required adctitional search fees were timely paid by the applicant, this international Search Repent
cavers oniy thosa glaims far which fees were paid, specifically claims Nos.:

4. . Ne recuired additional search feas were imely paid by the appiicant. Cansequenity, this (nterrational Searcs S
restricled ta the invention first mentiened in the claims: it is covered by ciaims Nes .

1-17.,20,23 partially

Hemark on Protest ' The adctional search fees wers accompanied by the aopiicant s protsst.

D o protest accompaned ine payment ef additionat search fess.

Form PCTAGAIZE 0 feontinuation of firet sheat (1)} {July 1358)
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intemational Appicatien No. PGT/US 060/01086

FURTHER INFORMATION CONTINUED FROM  PCT/SA/ 210

1. Claims; 1-17,2Q,23 fpartially)

An isolated poiypeptide comprising: a) an aming acid
sequence of SEQ ID NO:1, b] a naturally cccurring amino acid
sequence having at least 20% sequence identity to SEQ 1D
NO:1. c] a biologically active fragment cf SEQ ID NO:i, or
d) an jmmunogenic fragment of SEQ 1D N0:1; an isolated
polynucleotide enceding said polypeptide; a recombinant
polynucieatide comprising a promoter seguence pperably
linked to said pelynucleotide; a cell transformed with said
recombinant polynucleotice; a transgenic grganism comprising
said poltynucieotide; a methad for producing above mentioned
polypeptide; an isolated antibady which specifically binds
to said polypeptide; an isclated polynucleotide comprising:
a) a polynucleotide sequence of SEQ ID NO:3, b} a naturally
pecurting polynucieotide sequence having at least 70%
sequence identity to SEQ ID NO:3, ¢) a polynucleotide
sequence complementary to 2], or d] a polynuciectide
sequence complemetary to b); an isolated polynucieotide
comprising at Teast 60 contiguous nucleptides of said
polynucleotide; a methed for detecting a target
poiynucteotide in a sample, said target poiynuclectide
having a seguence of above mentioned polynucizotide; a
pharmaceutical compositien comprising an effective amount of
above mentioned polypetide; a method of treating 3 disease
or condition comprising the administration of said
pharmaceutical composition to a patient; methods for
screening of a compound comprising inter alia exposing a
sample comprising said polypepiide to a compound; & method
for screerming of a compound for effectiveness in altering
sxpression of a target polynucleotide comprising inter alia
exposing & sample comprising said target polynucieatide to a
compound.

2. Claims: 1-17,20,23 (partially)

Invention 11 relates to subject-matier as defined above for
wipvention 1", with the exception, that invention 11 refers
to the palypeptide seguence SEQ IO NG:Z and the respective

nucleotide sequence SEQ 10 NO:4.
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Imematienal Appieation Mo FCT/US 00 /B1086

FURTHER INFORMATION CONTINUED FROM PCTASA/ 210

Continuation of Box 1.2

Claims Nes.: 18,18,21,22

Claims 18 and 21 refer to a pharmaceutical composition comprising inter
aiia an agonist compound or an antagonist compound, respectively, whereby
said agonist and antagonist compounds were identified in a certain
sereening method. Further claims 19 and 22 refer io methods of treating 2
disease or condition comprising the administration of said pharmaceutical
compositions to a patient.

o true technical characterization of such agonist and antagonist
compounds is given and no such agonist and antagenist compounds are
defined in the appiication. In consequence, the scope of said claims is
ambiguous and vague and their subject-matter is not sufficiently
disclosed and supported. No search can be carried out for such purely
speculative claims whase wording is a mere recitation of the result fo he

achieved.

The applicant‘s attention is drawn €O 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 appiicant
ic advised that the EPQ policy when acting as an International
prelimipary Examining Authority is 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 claims are amended follawingd
receipt of the search report or during any Chapter 11 procedure.
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livmrr nat Applicatian NG

tetioemation on gatent famity members PCT/’US G@f@lﬂaﬁ
- Patant document Fublication Paternt family Publication
cited in seanch repot date member{s) dale
W0 9940189 A 12-98-1999 Al 10493199 A 37-06-19599
AU 1503899 A 05-97-1999
A 2294499 A 23-08-1999
EP 13296045 A 23-g3-2008
Wo 5925825 A 27-05-1599
WO 9931236 A 24-04-199%
WO 9947540 A 23-09%-1999 AU 3451790 A 11-16-199¢
Al 3072799 A 11-16-1999
W{ 4947538 A 23-05-1993
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