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(110)

SEQUENCE LISTING

<110> INCYTE GENCOMICS, INC.
YUE, EBenry
TANG, Y. Tom
AZIMZAL, Yalda
<120> SORTING NEXINS
<130> PF-0706 PCT
<140> To Be Asszigned
<141> Herewith
«<150> 60/136,740
<151> 1988-05-27
<150> 60/139,568
<151> 1999-06-16
<160> 4
<170> PERL Program
<210> 1
<211> 465
<212> PRT
<213> Homo sapiens
<220>
<221> misc_feature
<223> Incyte ID No: 2224842CDL
<d00> 1
Met Tyr Leu Ile His Phe Cys Leu
1 5
Arg Gly Glu Ser Phe Gly Ile Ser
20
Gly Val Phe Lys Ser Thr Thr Met
35
T™vr Gly Val Ala Glu Gly Glu Asp
50
Val Val Met Glu Asp Asp Ser Pro
&5
Asn Thr Pro Arg Asn Leu 2la Ala
8¢
Val Asp Phe Phe Glu Asp Pro Ser
85
Glu Arg Ile Pro Val Phe Cys Ile
110
Arg Ala Val Gly His Glu Pro Glu
125
Tyr Leu Glu Phe Tyr Val Leu Glu
140
Gly Ala Phe Pro Asp Ala GIn Leu
155
Pro Lys &sn Tyr Glu Phe Leu Lys
176
Glu Tyr Leu Giln Lys Leu Leu Gln
185
Gln Leu Leu Ala Asp Phe Leu Ser

200

Ile
Arg
Glu
Asp
Val
Trp
Ser
ASD
His
Ser
Pro
Ser
His

Pro

Phe

Ile
25
Gly
40
Phe
55
Glu
70
Lys

Glu
100
Val
115
Trp
130
Lys
145
Ser
1690
Lys
175
Pro
190
AST
205

Arg
Gly
Ala
Iie
Ala
Ile
Arg
Glu
Ser
Leu
Lys
Arg
Glu

Gly

Asn
Ser
Met
Glu
val
Ser
Lys
Arg
Val
Thr
Arg
Glu
Leu

Gly

Thr
Lys
Leu
Glu
Ser
Ile
Glu
Asn
Ty
Glu
Ile
Glu
Ser

Glu

Gln
Ile
Pro
Gly
Thr
Pro
Lys
AsSp
Arg
Phe
Ile
FPhe
Azsn

Thr

ugbobooobooboodabod

Lys
15
Lys
30
Asn
45
Ile

Pro

75
Tyr

90
Lys
105
Arg
120
Arg
135
His
150
Gly
165
Gln
180
Ser
185
Gln
210



Phe
Lys
Gia
Pro
Glu
Asn
Met
Val
Leu
Thr
His
Cys
Ala
Leu
Leu
Thr

Leu

Leu
Ser
Pro
Lys
Asn
Arg
Glu
Gly
Met
Asp
Arg
Glu
Lys
Val
Leu
Tyr

Asn

<210> 2

<211i>
<212>

Asp
val
Fhe
Pro
Asn
Ala
Val
Arg
Gly
Tvr
Leu
Asn
Gln
Lys
FPhe
Val

Lye

450
PRT

Lys
Pro
Tle
Ser
Lys
Glu
Met
Val
Thr
Tyr
Val
Thr
Thr
Cys
Asp
Leu

Val

Ile
215
Gly
230
Met
245
Arg
260
Lys
275
Asn
290
Thr
305
val
320
Arg
335
Leu
350
Ser
365
Glu
380
Phe
395
Ile
410
Gly
425
Leu
440
Gln
4&55

<213> Home saplens

<220=

<221>
<223>

<400> 2

Met

1
Pro
Val
Asp
Ser
Met

Glu

Arg

3lu
Leu
Gly
Thr
Val
Gln
His

Tyr

Gln
Giu
Lys
Met
Ser
Glu
Thr

Ser

Ala
Pro
Glu
Thr
Glu
Thr
Asp

Glu

misc_feature
Incyte ID No:

Leu
Lys
Asn
Pro
Leu
Thr
Val
Phe
Ile
Gln
Leu
Preo
Glu
Gly
Leu
Asp

Lys

(111)

Pro Asp Val

Leu
Phe
Giu
Phe
Glu
Glu
Gln
Leu
Cys
Ile
Arg
Glu
Glu
Gln
Ile

Glu

Met
Ile
Leu
Asn
Arg
Gly
Val
Phe
Lys
Thr
Ser
Mot
Glu
Gln
val

Val

5215680CD1

Pro
Gly
Glu
Asn
Glu
Thr
Gln

Glu

Asp
Ser
Gly
Asn
Lys
Ala
Ser

Leu

Pro
Pro
Ala
FPhe
Arg
Tyx
Val

Leu

Lys
Asn
Thr
Asp
Lys
val
Pro
Lys
Leu
Leu
Leu
et
Thr
Pro
Ile

Thr

Glu
Asp
Gly
Trp
Thr
Leu
Leu

Aryg

Asn
220
Giu
235
Ser
250
Ile
265
Leu
280
Gin
295
TyY
310
Asp
325
Asn
340
Glu
355%
Leu
370
Gln
385
Asn
400
Lys
415
Val
430
Gln
445
Ser
460

Leu
Lys
Cys
Leu
Phe
Asn
Asp
Trp
Thx
Gln
Arg
Asp
Ty
Tyr
Leu
Giu

val

Gln
Gly
Gln
Lys
Arg
Glu
Asp

Ty

Gly
Gly
Glu
Ser
Lys
Gln
Ty
Leu
Leu
Leu
Asp
Lys
Ile
Glu
Asn
Leu

Thr

Leu
Leu
Ser
Lys
AEN
Thr
Ser

Leu

Lys
Gln
Ser
Pro
Asn
Asn
Leu
His
Glu
Phe
Ala
Gln
Pro
Ser
Lys
Phe

Ser

Gln
Gly
Ser
Ile
Al
Arg
Leu

Leu

Iie
His
Pro
Thr
Asn
Ty
Met
His
Met
Gln
Ile
Lys
Asp
Ile
Gln
Pro

Trp

Fro
Ala
Gly
Glu
Met
Ser
TrR

val

ugbobooobooboodabod

Ile
225
Leu
zZ40
Lys
255
Ser
270
Ala
285
Phe
300
TyY
315
Leu
330
Tyr
345
Glu
360
Phe
375
Gly
390
Leu
a05
Arg
4290
Leu
435
Glu
450
Met
465



(112) gooooooooooon
Tyr Pro His Ile val Val Pro Pro Leu Pro Glu Lys Arg Ala Glu
125 130 135
Phe Val Trp His Lys Leu Ser Ala Asp Asn Met Asp Pro Asp Fhe
140 145 150
val Glu Arg Arg Arg Ile Gly Leu Glu Asn Phe Leu Leu Arg Ile
155 160 185
Ala Ser His Pro Ile Leu Cys Arg Asp Lys Ile Phe Tyr Leu Phe
170 175 180
Leu Thr Gln Glu Gly Asn Trp Lys Glu Thr vVal Asn Glu Thr Gly
185 150 195
Phe Gln Leu Lys Ala Asp Ser Arg Leu Lys ala Leu Asn Ala Thr
200 205 210
Phe Arg Val Lys Asn Pro Asp Lys Arg Phe Thr Asp Leu Lys His
215 220 225
Tyr Ser Asp Glu Leu Gln Ser Val Ile Ser His Leu Leu Arg Val
230 235 2449
Arg adla Arg val Ala Asp Arg Leu Tyr Gly Val Tyr Lys Val His
245 250 255
Gly asn Tyr Gly Arg Val Phe Ser Glu Trp Ser Ala Ile Glu Lys
260 265 270
Glu Met Gly Asp Gly Leu Gln Ser Ala Gly His His Met Asp val
275 280 285
Tvr ala Ser Ser Ile Asp asp Ile Leu Glu asp Glu Glu His Tyr
2920 285 300
Ala Asp Gln Leu Lys Glu Tvr Leu Phe Tyr Ala Glu Ala Leu Arg
305 310 315
Ala vVal Cys Arg Lys His Glu Leu Met Glo Tyr Asp Leu Glu Met
320 325 330
Ala Alas Gln Asp Leu Ala Ser Lys Lys Gln Gln Cys Glu Glu Leu
335 340 345
val Thr Gly Thr Val Arg Thr Phe Ser Leu Lys Gly Met Thr Thr
350 355 360
Lys Leu Phe Gly Gln Glu Thr Pro Glu Gln Arg Glu ala Arg Ile
365 370 375
Lys Val Leu Glu Glu Gln Ile Asn Glu Gly Glu Gln Gln Leu Lys
380 385 390
Ser Lys Asn Leu Glu Gly Arg Glu Phe Val Lys Asn Ala Trp Ala
395 400 a0s
Asp Ile Glu Arg Phe Lys Glu Gln Lys Asn Arg Asp Leu Lys Glu
410 415 420
Ala Leu Ile Ser Tyr Ala Val Met Gln Ile Ser Met Cys Lys Lys
425 430 435
Gly Ile Gln Val Trp Thr Asn Ala Lys Glu Cys Phe Ser Lys Met
440 445 450
<210> 3
<211> 1952
«<212> DNA
<213> Homo sapiens
<220
<221> misc_feature
<223> Incyte ID No: 2124842CB1
<400> 3
gtatgaaaac tccaaaagtt atgttageta tacctttagt ttatcattbtt caaaactgtt 60
tttctitttt tttaataatg tttttcaata sactagactg ttgbgataat tfgctatgta 120
cttgatacat ttttgtttaa tattcaggas cacacagaaa aggggagaat catttggaat 180
cagcagaata ggtagcaaaa ttaaaggagt attcazasagt accaceatgg agggagotat 240
gttgoctaat tatggtgtag ctgaaggtga agatgatttt attgaagaag gtattgttgt 300
aatggaagat gattotccag tggaggctgbt gageacacct aatactocce gaaaccttge 360



tgcatggaaa
ggagaaaaasa
agttggacac
tgaatcaaaa
gatcattggce
tctacagaaa
ttecoctaat
gaaaattata
ttttatcatg
actgaccatt
aaataatgca
ggtgatgact
ggttoctgac
ggaaatgtat
tttggtctca
ctectctocaa
tccagatetg
gtttgatggc
tgtgatacag
atcttggatg
agggtggtag
tgaaatttta
gattgagtct
cacttgttat
gactgataaa
gaataagatc
’ttttgtaca
taaraaaaaa

<210> 4

<211> 2587
<212> DNA
<213> Homo

<220>
<221>
<223>

<400> 4

cgogecgaac
cgcecttgga
cggagggggc
tgaagaagat
acatgcaaga
gtcagagtgt
gotacetttt
aatttgttty
ggattggttt
aaatcttcta
ggtttcagct
acccagacaa
cacatct.tct
atgggaatta
gactgecagay
aagatgaaga
gggctgtgtg
tagcatocaa
tgaadggaat
taaaggtgct
aaggcagaga
accgagactt

attagcattce
gaaagaattc
gagoctgaac
ctaacagaat
cocaaaaatt
cttoctgeage
ggtogggaasa
saatctgtte
aatttcatta
ctcageocta
aaccgtgcotyg
gtagaaggag
tggcttcate
actgattact
ctcataacac
gataagraas
ttagtcaagt
Ctacagcaac
gaactgttteo
taaacacttg
gaattiactt
gbtatttttt
catagtbcttt
tgccattttt
cttegtattg
tgattttett
tagttaactg
aa

sapiens

nisc_feature
Incyte ID No:

tgcagecaty
gecgotggge
cggagaagag
agaaatcagt
aacatatact
sctaacagac
agtttactat
gcataaactc
agaaaacttt
tctgttttta
gaaggcagac
gagatttact
tcgagtcaga
tggtcgagtt
tgctggteat
acattatgca
caggaaacat
gaagcagoag
gactaccaayg
agaagaacasa
atttgtgaaa
aaaggaggcesc

catatgtaga
ctgtgttttg
attggtetgt
ttcatggtac
atgaattctt
atccagaact
cacaatttct
ctggaaaact
attcttgtga
cttcagaaaa
aaaatacaga
tctatgatta
atctecttaat
atcttcagtg
ttcbcagaga
aaggagoaaa
gtattggtgs
cagtactcas
cagagctcaa
gatttggtat
ttttgggtat
gtttttaata
catttgetag
aaaagagaaa
tatagctttg
agagttaata
tgtatctata

5215690CEL

gagoagdoac
tceoccagacy
agoetoetgagy
gtttcagaag
gecttacctea
tractatgge
ccacatattg
tctgetgaca
ctettgagga
acacaggaag
toccaggttaa
gaccttaagc
gctagagtag
titcagtgaat
catatggatg
gatcagttaa
gaacttatgce
tgtgaggaac
ctctttggte
ataaatgaag
aacgeatgad
ctcataaget

(113)

cttttttgag
tattgatgtt
ctatagaaga
atttcocctgat
aaagtcaaag
gagtaatagt
tgataagata
aatgaaagad
gtctccaaag
caacaagaay
gagaaagcaa
cctgatgtat
gggaactcga
taaactagaa
tgctatattc
acagactttt
agaaaccaay
caagcagcty
taaggracaa
agaataacco
attcttatat
aagactaaca
ctgtgatcca
attcataatg
zaaaataatta
cattttagta
aataaagcat

cteeggaccee
ctgogetggy
tcgacacgat
cagaaaaacg
ttgaaacaag
ggcgatatag
ttgtgcecacc
acatggatce
ttgettcaca
gtaactggaa
aagocgettaa
actatagtga
cagatcgact
ggagrgecat
tgtatgcatce
aagagtatct
agtatgactt
tggtaactyg
aagaaactec
gagaacaaca
ctgatattga
atgcagtcatc

gatccoccteck
gaaagaaatyg
tatcttgaat
goocagette
agggaagagt
caacttetgg
ctaccagatyg
aaaggtcage
cctaaaccaa
cttittcaatg
aatcagaatt
gtaggacggyg
atcctottta
cagcktatttce
tgtgaaaaca
gaagaaatga
tatgaaagea
acttatgttt
aaggaagtta
attgarattt
atattatgta
caaacttaat
aattttatta
atgtcarggco
tgcctagtat
gattggttte
cctatatgag

cgagoggeayg
ggctgeggteo
gacacacaat
aactggaaga
gtcagttgaa
tgaatttgag
tctgccagaa
agatttitgtg
tcccatectt
ggagactgtyg
tgcaacattce
tgaactgcaqg
ctatggtgta
agazaaagas
trtctattgat
thtkttatgea
ggagatggct
gactgtgaga
agagcagaga
gotaaagtot
acgcttcaaa
goagatcagt
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ctgaaaggaa
atagaagagc
tctatgtact
cttctaagag
Locaagaata
cagacttict
taaatcttogy
atttggaacc
gtagaccaga
atctgtttaa
attttatgga
tagtitttcca
aaaacaccct
aggagcaccyg
ctgaaccteg
tgaattacat
tcagacttct
tattggacat
cctetgtgac
ctgectgtgeg
categetgto
gattaaaagt
gaacataagt
aaacagataa
ggagaaacag
cetttttttt
tttttaataa

cteocagoagyg
ggcaaggaayg
aattLttggt
aatgocatga
cataccgatyg
ttgttgagaa
aaacgggeag
gagaggegac
tgtagagaca
aatgaaactyg
agagtgaaaa
tctgtcatet
tataaagtac
atgggrgatg
gatattttgg
gaagcatitge
goctcaggact
acattcktcoctt
gaagccadas
zaaaatctog
gaacaaaaga
atgtgcaaaa

420
480
540
600
6560
T20
T8C
84Q
800
2690
1020
1680
1140
1200
1260
1320
1380
144¢
1500
1560
1620
1680
17440
1800
1860
1520
1980
1592

el
120
180
240
300
380
420
480
540
600
660
720
780
840
00
960
102¢
1080
1140
1200
l260
1320



agggaattca
tgaatttcectc
agtcactace
cttaattgatg
taatttbgagg
acagabtbgtt
agatgtttgt
attgaattcc
ttgoottata
ctacgatttt
cettcaattt
agaagactca
atagaaagtt
aacctcagta
ataagatgta
atcattaaca
gttttttigt
ctttgcagaa
tocctgtttag
gccaaactta

agtotggace
ttcaatcaaa
tagtatacat
gtegtgttaa
ttttguggac
tgtcacgectt
titcaagacca
tatatttact
gttgagctat
cttctacatt
gtgttttacc
acttctcaga
ttaactyaat
atgagcctaa
geatttcoaat
il oled ol ol of o it i o4
atgtgtgttt
tettasaatyg
catttgactt
tacaataaat

aatgctaagg
gtgcooocaaa
aaacatatac
tgtagcacaa
tggtgetgat
ctgaaccaat
getgtttcag
tggtaagatc
ttggtttgac
cattgatgeg
agaattttga
tctataatgg
atgttacata
atttactctg
gtgtaagata
ctattgettg
gtagtatatg
tgtactegtt
ttttatatgt
aaatgaaata
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aatgotttag
acagaagcac
aataagttaa
azgaatatatt
tocaaaaagt
gactgaatgt
atctattaat
cactaatctg
aaagctcage
ccttgtaaty
tactggtcag
gatacactgt
taagaattaa
cttggctctc
tatgtactaa
gctgtaattt
ttcagaaggc
atttctaatg
tttaaatgtt
ttgtgctgaa

ceagatgtaa
aagtaaataa
ataaattcay
ttaatgaaga
taatttaata
caagatgttc
gtagggaatt
ttatagggag
agaaacttga
tttgeataca
azattttata
catectetag
attcttoteca
tacacatggce
acatatgtgt
Ltgtaaagat
aageatctte
atgtezaaaa
geotggattth
azaaaaa
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tocetgtgaalt
aagaaattta
ctttectttaa
Ctaaatatta
atatatacca
gttaatttct
tttooctaag
ttgttttete
tgtgaaaaat
ctagaaaatg
ctgccaacaa
caactcctat
aataattctt
atttoaggyt
tgetatette
aaattatatt
attttgctag
agatccccag
tgtgetgttt

1380
1440
1500
1560
1620
1680
1740
1800
1860
1820
1980
2040
2100
2160
2220
2280
2340
2400
24680
2507
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snational application No.
INTERNATIONAL SEARCH REPORT PCT/US 00714831

- Box1 Observations where certain claims were found unsearchable (Gontinuation of item 1 of first sheatl}

Ttis international Saarch Repon has nof been established in respact of centain cialms undar Arficle 17(2)(a) for the following reasons:

1. [g:l Claims MNos.
because they relete ta subject matter not reruired 1o be searchad by this. Authority, namely:

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

2 m Clairms Mos_: 2@ 21 23 and 24

because they elate 1o parts of the Intemalional Application that do not comply with the prescribed requirentents te such
an extent that no meaningiul imternation al Search can be carried out, spacifically:

see FURTHER INFORMATION sheet PCT/ISA/210

3. D Claims MNos.:

because they are dependsni claims and are not drafted in ascordance with the second and thirt senterces of Rule 6.4(a).

Box (I Observations where unity of invention is [acking (Continuation of item 2 of first sheet)

This International. Seanchimg Autharity found multiple inventions in this intermational spplication, as follews:

1. As all recuired additional search fees were timely paid by the applicant, this International Search Report covers all
searchable claims.

2. I:l As sl searchable claims could be seamhex) without effort jUS‘ny‘!nQ an additional fee, this Authority did nat Invite payreent
ofany adgditional fee.

3, l [ As only soma of the reguired acdifional Search fses were fimely paid by the applicamt, this International Search Report
covers only those claims for which fees were paid, specifically claims Nos.:

4. Neo requitsd additional search fees ware timely paid by the applicant. Consetuently, this Intemational Search Report is
restricted 10 the invention first mentoned i the claims; it is coverad by olaimes Nos..

1-10, 16-1%, 22, 25-27 completely and 11-~15 partially

Remark on Protest D The addiional search fees were accompanied by the applicant's protest.

D No protest accompanied the payment of acditional search fees.

Form PCT/SA/210 (sontinuation of first sheet (1)) (July 1998)
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Infernational Application No. PCT/US 06 /14831

FURTHER INFORMATION CONTINUED FROM  PCTASA/ 210

Continuation of Box 1.2

Claims Nos.: 20, 21, 23 and 24

(laims 20, 21, 23 and 24 refer to an agonist and an antagonist of a
polypeptide of claim 1 without giving a true technical characterization.
Moreover, no such compounds are defined in the application. In
consequence, the scope of said claims is ambiguous and vague, and their
su??ect matter is not sufficiently disclosed and supported (Art. 5 and 6
PCT).

No search can be carried out for such purely speculative ¢laims whose
wording is, in fact, a mere recitation of the result to be achieved.

The applicant's attention is drawn to the fact that claims, or parts of
ctaims, relating to inventions in respect of which no international
search repert 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 International
Preliminary Examining Authority is pormally 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 following
receipt of the search report or during any Chapter II procedure.
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Inernationai Appiication Mo, PGT/ US 00714831

FURTHER INFORMATION CONTINUED FROM  PUT/ISA/ 210

“This International Searching Authority found multiple {(groups of)
inventions in this international application, as follows:

1. Claims: 1~10, 16-19, 22,
25-27 completely and 11-15 partially

An isolated polypetide comprising an amino acid sequence
selected from the group consisting of: a) an amino acid
sequence having the SEQ ID NO: 1, b) a naturally eccurring
amine acid sequence having at least 90% sequence identity to
SEQ ID NO: 1, c) a biologically active fragment of SEQ ID
NO: 1, d) an immunegenic fragment of SEQ ID NOQ: 1, an
isolated polynucleotide encoding said polypeptide; a
recombinant polynucleotide comprising satd polynucileotide; a
cell transformed with sald recombinant polynuclieotide; a
transgenic organism comprising said recombinant
pelynuctectide; a method for producing said polypeptide; an
isplated antibody which specifically binds te said
polypeptide; an isclated polynuciectide comprising a
polynucleotide sequence selected from the group consisting
of: a) a polynucieoiide sequence having the SEQ ID NO: 3, b)
g2 naturally occurring polynucleotide sequence having at
teast 70% sequence identity to SEQ ID NO: 3, ¢) a
polynucieotide sequence complementary te a); d) a
potynuclectide sequence complementary to b); an RNA
equivalent of a)-d}; a method for detecting a target
polynucieotide in a sample having the sequence of said
polynucleotide by hybridizing with a probe or by PCR; a
pharmaceutical composition comprising an effective amount of
safd polypeptide; a method for treating a disease or
condition associated with decreased expression of functional
SNEXN, comprising administering to a patient said
pharmaceutical compoesition: a wmethod for screening a
compound for effectiveness as an agenist or antagenist of
said polypeptide; a method for screening for a compound that
specifically binds to said polypeptide or that modulates the
activity of said polypeptide; a method for screening a
compound for effectiveness in altering expression of a
pelynucieotide sequence having the SEOQ ID NO: 3;

2. Claims: 28-33 completely and 11-15 partially

&n isolated polynucleotide comprising a2 polynucleotide
sequence selected from the group consisting of: a) a
pelynuclectide sequence having the SEQ 1D NO: 3, b) a
naturally occurring polynucleotide sequence having at Teast
70% sequence identity to SEQ ID NO: 4, ¢} & polynucleotide
sequence complementary to a); d) a polynucleotide sequence
complementary to b}; an RNA equivalent of a)~d); a method
for detecting a target polynuclectide in a sample having the
sequence of said polynucleotide by hybridizing with a probe
or by PCR:; a recembinant polynucieotide comprising the
pelynucleotide sequence SEQ ID NO: 4; a cell transformed |
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imerraticral Application No. PGT/ US 0D /14831

FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210

with said recombinant polynucleotide; a transgenic organism
comprising said recombinant polynucleotide; a method for
producing said polypeptide; a method for screening a
compound for effectivenass in altering expression of a
polynucleotide sequence having the SEG ID HO: 4.
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