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Figure 4

1 2 3 4 5 6 7 8 9 10 11 12




WO 2004/066933 PCT/US20047002044 --

Figure 5

A B C D E T X W GH19 GH17

NT NT NTNT NT NTNTNT NT NT+ -




WO 2004/066933
Figure 6

Patient A Patient B Patient C  Patient D Patient E

N T NTNTNTNT +

PCT/US2004002044. ..



WO 2004/066933 PCT/US2004/002044 -

Figure 7
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Tumor Cell Line
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Figure 9

(A) Short form soluble IGSF9-Ig nucleotide sequence

atggtpteptgccicggectggecgiccicagectggicatcagecaggggectgacggtcgagggaagectgaggteg
tatcgglggtgggccggactgaggagagtotogtactggacigtgacctgeigecceeggecgpecggoccecceigea
igicatcgagtggetgegottiggaticetgeticecateticatccagticggeotctactetceccogaattgaceetgattacg
tgggacgagtccggoigeagaagggpeccictcteccagatigaggeicicegggtggaagaccagggoetggtacgagly
cegegtgticticetiggaccageacatcectgaagacgatitigetaacggeteetgggtgeatetgacagicaattcacece
ctcaattccaggagacaccicetgetgigtiggaagigcaggaactggagecigigaceetgegttgigtggecegtggea
geeecetgectcatgtgacgiggaagotcegaggaaaggaccitggecagggecagggecaggtgeaagtgoagaacg
ggacgetgeggatcogecgpgtagagegaggeagetetggggtetacaccigecaagectccageactgagggeageg
ccacccacgecacccagetgetagtgetaggacceccagteatcgtggisccoecccaagaacageacagicaatgecice
caggatgtticattggectgecatgetgaggcataccotgetaaccicacctacagetggticcaggacaacateaatgicitc
cacattagecgecigeageccegggtgoagaicetggtggacgggagectgeggetpetggecacccagectgatgatg
ceggcetgetacacctgtgtgcceageaatggecteetgeatecaceeteagecetetgectacceteactgtgetetgeatgee
gggggtgatccgctgcccggttcgtgccfaccccccactgctctttgtcagctggaccaaggatggaaaggccctgcagc
tggacaagttcectggetggtcccagggeacagaaggctcactgatcatcgecctggggaacgaggatgeeetgggaga
atactccigeacccecctacaacagieiiggtaccgecgggeccicicetgtgaccegegigetgetcaaggeteccecaget
titatagagegpeccaaggaagaatatitceaagaagtagggeggpagetigeicatececcctgetecgececaaggggacee
tectectgtigictetiggaccaaggtggecegepgectigcaaggccaggeccaggtggacageaacageagectcate
ctgegaccattgaccaaggaggceccacggecactgggaatgecagigecageaatgeigtggecegagtggccacctee
acgaacgictacgtgetgggcactageecteatgttgtcaccaatgtgteegtggtgeotitgeccaagggtgecaaigicte
ctgggagectgpctttgatggtgotiatctgecagagaitcagigtctggtacaccccactggecaagegicetgaccgaatg
caccatgactgggtgteettggeagtgectatggggectgeteacetectagtgecagggetgeageeceacacccagta
ccagttcagcgtgctagetcagaacaagetggggagiggicecticagegaaategteitgteigetecggaagggcttcct
accacgccagetgeacccgggceticceccaacagagataccgectccectgteecctecgeggggictgetggeagiga
ggacaccccggggggtacteetgeattgggatcecccagagetggtcectaagagactggatggetacgtictiggaagge
cggcaaggceteccecagggetgggaggigetggaccegectgtggcaggeacagaaacagagetgeiggtgccaggect
catcaaggatgttcictacgagticcgectegtggccticgegggeageticgtcagegaccccageaacacggecaacgt
ctecacttcoggtetggaggtctacecitegegeacgeagetgecgggecteetgecicagecectctagecaggageccaa
aagctctgacaaaactcacacatcecccaccgiccecageacctigaacteetggggggaccegicagtcttcoteticeccee
aaaacccaaggacaccctcatgatctceceggaccectgaggicacatgegtggiggtggacgtgagecacgaagaccot
gaggtcaagttcaactggtacgiggacggegtggaggtgcataatgecaagacaaageegegggaggageagtacaac
agcacgtaccgtgiggtcagegicctcacegicetgeaccaggactggeigaatggeaaggagtacaagigeaaggtcic
caacaaagccctcccageccecalcgagaaaaccaiciccaaagecaaagggeageccegagaaccacaggtigtacac
cctgeccceatcococgggatgageigaccaagaaccaggtcagectgacctgectggtcaaaggetictatcccagegaca
tcgecgtgeagtgegagageaatgpgcagecggagaacaactacaagaccacgectecegtgetggacteegacggot
cottettectetacageaageicacegiggacaagageaggtggeageaggggaacgtcticteaigeteegigatgeatg
aggcetetgeacaaccactacacgcagaagagectetcectgictcecggaiaaatga
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Figure 9

(B) Short form soluble IGSF9-Ig protein sequence

mvwelglavlslvisqgadgrgkpevvsvvgraecesvvigedllppagrpplhviewlfgflipifigfglyspridpd
yvgrvrlgkgaslgiegirvedqgwyecrvffldqhipeddfangswvhltvnsppgfqetppavievqgelepvtircv
argsplphvtwklrgkdigqgqgqvaqvangtlrirrvergssgvytcqassiegsathatqlivigppvivvppknstvn
asqdvslachacaypanltyswiqdninvfhisrlgprvqilvdgslriatqgpddageytcvpsngllhppsasayltvl

cmpgvircpvranpplifvswtkdgkalgldkfpgwsqgtegshiialgnedalgeysctpynslgtagpspvtrvilka
ppafierpkeeyfgevgrellipcsaqgdpppvvswikvgrglqgqaqvdsnsslilrpltkeahghwecsasnavar

vatstnvyvlgtsphvvtnvsvvalpkganvswepgfdggylgrfsvwytplakrpdrmhhdwvslavpvgaahll
vpglgphtqygfsviagnklgsgpfseivlsapeglpttpaapglppteippplspprglvavrtprgvilhwdppelvp
krldgyvlegrqggsqgwevldpavagtetellvpglikdvlyefrlvafagsfvsdpsntanvstsglevypsriglpgll

papssqepkssdkthisppspapellggpsvilfppkpkdtimisripevtevvvdvshedpevkfnwyvdgvevh

naktkpreeqynstyrvvsvltvlhgdwlngkeykckvsnkalpapiektiskakgqprepqvytlppsrdeltkngv

sttclvkgfypsdiavewesnggpennykitppvidsdgsfilysklivdksrwqqgnviscsvmheathnhytgksl
slspgk* # :
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Figure 9

(C) Long form soluble IGSF9-Ig aucleotide sequence

atggtgtgetpecteggectggeegtecteagectggtcatcagecagggegcigacggtcgagggaagectgagetgp
tatcggtggteggccgggctgaggagagtotggtactggactgteacctgetgeccocggoeggeeggececeectgea
tgtcatogagtggctgegettiggaticetgeticecateticatccagticggectetaciciceccgaattgaccetgatiacg !
tgggacgagiceggctgcagaaggggocctctctccagatigagggicicegggiggaagaccagggctggtacgagts
ccgegtgttcticetggaccageacatcectgaagacgatittgctaacggeicetgggtgcatetgacagteaaticaccee
ctcaaticcaggagacaccteetgotgtgtiggaagtgeaggaactggagectgtgaceetgegtigtgtggccegtggea
gecceetgectcatgigacgtggaagetfccgaggaaaggaccitggecagggccagggecaggtecaagtgcagaacg
ggacgetgeggatecgeegggtagagegaggcageiciggggtctacacetgecaagectccageactgaggeeageg
ccacccacgecacccagetgetagigetaggacceecagtecatcgtggtgecceccaagaacageacagicaatgecice
caggatgtitcattggcctgecatgetgaggeatacectgefaacetcacctacagetggitccaggacaacatcaatgictic
cacattagccgectgeagececggptgcagateetggtggacggpagectgeggctgetggecacceagecigatgatg
ceggetgctacacctgigtgeccageaatggectcetgeatccacectecagectetgectaccteactgtgetctacecage
ccaggtgacagctatgectcetgagacaeccetgeccataggeatgeegggggtegatecgetgeccggticgtgccaace
ccecactgeicttigtcagetggaccaaggatggaaaggecctgeagetggacaagticeetggetggtecccagggeaca
gaaggctcactgatcategecctggggaacgaggatgecctgggagaatactectgeacceectacaacagtetiggtac
cgeegggccctotectgtgaccegegtgctgetcaaggetcccccagetittatagageggeccaaggaagaatatticea
agaagtagggcgggagetgeteatccectgetecgeccaaggggacectectectgtigtctettggaccaaggtgegee
geepgoctgcaaggecaggeccaggtggacageaacageagectcatcctgegaccattgaccaaggaggeccacggg
cactgggaatgcagigecageaatgetgtggeecgaglggecacctecacgaacgictacgigetgggcactagececica
tgitgtcaccaatgtgtccgiggtgpctitgeccaagggtgecaatgtetectgggagectggettigatgptggttateigea
gagattcagigtctggtacaccccactggecaagegtectgaccgaatgeaccatgactgggtgtoctiggeagtgcctgty
geggctgeteacciectagtgecagggetgeageccecacacceagtaccagticagegtgetagetcagaacaagetgg
geagtggicecticagegaaategicttgtctgetecggaaggecticctaccacgecagetgeacecgggeticececaa
cagagataccgcctececigtceccteccgeggggtetggtgpcagtgaggacacceegggggetactectgeattgggat
cceccagagetggtecctaagagactggatggetacgtetiggaaggecggeaaggetcecaggectgggaggtpcteg
acccggetgtggcaggeacagaaacagagetgetggtgecaggecicatcaaggatgttetctacgagticegectegty
gecttegegggcagettcgtcagegaccecageaacacggecaacgtetccacticcggtetggaggteiaceeticgeg
cacgcagetgeecgggectectgectcageeetctagecaggageccaaaagetetgacaaaactcacacatceecacegt
ccccageacctgaactectgggggoaccgteagteticeiciiccceeccaaaacccaaggacaccetcatgaictcecgga
cccctgaggtcacatgcgtggtggtggacgtgagccac gaagaccctgaggtcaagticaactggtacgtggacggegt
goaggtgcataatgccaagacaaagecgegggaggageaglacaacageacgtaccgtgtggteagegtectcacegt
cctgecaccaggactggctgaatggeaaggagtacaagigeaaggiciccaacaaagecctcecageccecaicgagaaa
accatctccaaagccaaagggeageceegagaaccacaggtgtacacectgececcalccegggatgagetgaccaag
aaccaggicagectgacctgectggicaaaggotictatcccagegacategeegtggagigggagagcaatggpcage
cggagaacaactacaagaccacgectecegtgetggactecgacggeiccticticeictacageaageicaccgiggaca
agagcaggtggcageaggggaacgictictcatectecgigatgeatgaggctetgecacaaccactacacgeagaagag
ceicicectgicteccgggtanatga :
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Figure 9
(D) Long form soluble IGSF9-Ig protein sequence

mvwclglavlslvisqgadgrgkpevvsvvgraeesvvlgedlippagrpplhviewlfgflipifigfelyspridpd
yvgrvrlgkgaslgieglrvedqgwyecrvifldghipeddfangswvhltvnsppqfgetppavlevgelepvtirev
argsplphvtwkirgkdligggqeqvqvangtirirrvergssgvytcqasstegsathatgllvigppvivvppknstvn
asqdvslachaeaypanltyswfqdninvthisrlgprvgilvdgslrilatgpddagcytcvpsnglihppsasaylivl
ypaqvtamppetplpigmpgvircpvranppllfvswikdgkalqldkfpgwsqgtegsliialgnedalgeysctpy
nslgtagpspvirviikappafierpkeeyfgevgrellipcsagedpppvvswikvegrglggqagvdsnssliirpltke
ahghwecsasnavarvatstnvyvlgisphvvinvsvvalpkganvswepgfdgeylqrisvwytplalapdrmhh
dwvslavpvgaahllvpglgphtqyqfsvlagnklgsgpfseivlsapeglpttpaapglppteippplspprglvavrt
prgvilhwdppelvpkrldgyvlegrqgsqgwevldpavagietellvpglikdvlyefrlvafagsfvsdpsntanvst
sglevypsriqlpgllpgpssqepkssdkthtsppspapellggpsvlippkpkdtlmisripevtcvvvdvshedpev
kfowyvdgvevhnaktkpreeqynstyrvvsvltvihqdwingkeykckvsnkalpapiektiskakggprepqvy
tlppsrdeltknqultclvkgfypsdlavewesngqpennykttppvldsdgsfﬂyskltvdksrwqqgnvfscsvm
healhnhytqkslslsp gk €
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Figure 9

(E) Long form full length IGSF9 nucleotide sequence

atggtgtggtgccteggeetggoegiceicagectggtcatcagecagggggctgacggicgaggpaagectgaggteg
tatcggtegtggecogeactggggagagtatgotgeiggactgtgacctgetgeccceggeeggeeggecceccetge
atgtcatcgagtggcigogetitggaticctgeticecateticatcecagiteggeetctactcteccegaatigaccetgattac
gigggacgagtccggetgcagaagggggcctictetccagatigagggletcegggtggaagaccagggcetggtacgagt
geegegtgticttcetggaccageacatcccigaagacgattitgetaacggcetectgggtecaictgacagteaatteacee
cctcaattccaggagacacctectgetgigtigpaagigeaggaactggagectgtgacectgegttetgtpgccegtgge
agceccctgectcatgtgacgiggaagetcegaggaaaggacetiggecagggecagggecaggtgeaagtgecagaac
gggacgeigeggatcegecgggtagagegaggeagetetpggptetacacetgecaageciccageactgagggcage
gccacccacgecacccagetgetagigetaggaceeccagteategtggtgecceccaagaacageacagicaatgect
cccaggatgtticattggectgecatgetgaggeataceeigetaaccicacctacagetggticcaggacaacatcaatgic
ttccacattageegectgecageececegggtgeggatectggtggacgpgapgecigeggetgetggecacceagectgatg
atgccggctgctag:acctgtgtgccbagcaatggcctcctgcatccaccctcagcctctgcctacctcactgtgctctaccca
geccaggtgacagetatgectectgagaeacceotgeecataggeatgeeggeggteateegetgeceggticgtegccaa
cccoccactgetetitgtcageigoaccaaggatggaaaggecctgeagetggacaagticeetggetggteccaggeea
cagaaggctcactgatcatcgecctggggaacgaggatgecctgggagaatactectgeaccecctacaacagicttggl
accgecgggecectctectgtgaccegegtgetgeteaaggcteceecagetittatagagegseccaaggaagaatattic
caagaaglagggegggagctgeteatccectgetecgeccaaggggacceotcctectgitgictiettggaccaaggtggye
ccggeggctgcaaggccaggeccaggtggacageaacageagectcatectgegaccatigaccaaggaggeccacg
gecactgggaatgeagtgccageaatgetgtggecegagtggecacciceacgaacgtctacgtgetggecactagecet
catgtigtcaccaatgtgicegiggtgecttitgeccaagggtgecaatgictectgggagectggctitgatgetogttatetg
cagagaticagtgtctggtacaccccactggecaagegtectgacecgaatgeaccatgacigggtgtecttggeagigect
gtegaooctgctcaccicctagtgecagggetgeagecccacacceagiaccagticagegtectagetcagaacaaget
geggagtggteccttcagegaaategictigtetgeteceggaagggeticctaccacgecagetgeaccegggettecece
aacagagataccgcecicecctgiccectecgeggggtetgatggeagtgaggacaccecggggpetacicetgeattgg

gatcceccagagetggtecclaagagactggatggctacgictiggaaggecggeaaggeteccagggctigggagatge
tggacccggeigtggeaggeacagaaacagagetgetggtgecaggectcatcaaggaigticictacgagttcegecte

giggecttegegggeageitegicagegaccecageaacacggecaacgictecacticeggictggaggtctacectteg
cgcacgcagctgccgggcctcctgcctcagcccgtgctggccggcgtggtgggcggagtctgctttptgggagtggccg

fecttgigageatectggecggetgecicetgaaccggegeagggetgeccgecgecgeocgeaagegecicegecaaga
tecacctettatetictetccgaccgggaagtcagetgeaccetctgetetgggetcaggcagicetgacagegiggegaag
ctgaageiccagggatccccagiceccagectgegeeagagtictgeteiggggggatecctgecggaacteccageccee

acccggatcctccatctagecggggaccecttaccictggageccatitgecgggeeccagacgggegotitgtgatggeg

cceactgtggcggoecccccaggaaaggicaggccgggageaggeagaaccicggactcecageccagegtotggeccg
gtecttigactgtageageagcagecccagiggggeacceccagecccicigeattgaagacatcagecctgtggeacece

ctecageagecccacecagteccettgecaggtoectggaceectgetccagtaccigagectgeocticticocgagagatga

atgtggatggogactgocceccgetigaggageccageccigeigeacececagattacatggatacecggegetgicoe
acctcatctttecttcgtictccagaaacecctectgtatecccecagggaatcacticcigggectgtggtaggggctagope
cactgcagageccccttacacagecctggeigactggacactgaggpageggetgetgecaggoecticteoctgetgece
cicgaggcagectcaccagecagageagigggcgagecagegcticgticetgeggecceactecacageccectetge
aggaggcagctacctcageectgeiccaggagacaccageagetgggecagigecectgagagatggececgaageg

agcatgtgetgacagtcagcaagaggagoaacacaictgiggacgagaactatgagigegactcagaaticectgggga

catggaattgctggagactttgeacctgggettggecageteccggetcagacetgaagetgagecagagetaggtgigaa
gactccagaggagggcigectcetgaacactgeccatgttactggecctgaggeecgetgtgctgeecticgggaggaatt
celggocttecgeegeegeegagatectactaggecteggetaccagectategacagecagteeceecaccccgaacag

gecactetgetgtga
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Figure 9
(F) Long form full length IGS¥9 protein sequence

mvweclglavislvisqgadgrgkpevvsvvgragesvvlgedilppagrpplthviewirfgfllpifiqfelyspridpd
yvgrvilgkgaslgieglrvedqgwyecrvifldghipeddfangswvhltvnsppqfgetppavlevgelepviirev
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pagvtamppetplpigmpgvircpvranppllfvswikdgkalqldkfpgwsqgtegslitalgnedalgeysctpyn
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Figure 9

(G)Protein sequence comparison of long and shert form IGSF9
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Figure 9

(H) Nucleotide sequences of alternate splice forms of IGSF9 in the region of
exons 5-11 sequenced from tumor xenograft samples

NCI-H69 IGSF9 fragment - clone 1

caggaactggagecigtgaccetgegtigtgtgpecegtggeageocectgectcatgtgacgtggaagetccgaggaaa
ggacctiggecagggecagggecaggtgcaagtecagaacgggacgetgeggatcegecgggtagagegaggeage
tetggggictacaccigecaagectcecageactgagggeagegecacccacgecaccecagetgetagtgetaggaceee
cagicatcgtggtgccccccaagaacageacagicaatgeciceccaggatgtticatiggectgecatgetgagpgceatace
ctgctaacctcacctacagetggticcaggacaacatcaatgicttccacattageegectgeageceegggtgeggatect
getgaacggeagccigeggctgetggecacccagecigatgatgeeggetgetacacctgtgtgeccageaatggccic
ctgcatccaccetcagectetgectaceteactgtgetictgtaagectgacctecageticicectcagectgcteccttececty
ggccaggecaagecccictcccccaacttgecactattticececagaceccageccaggtgacagetatgecteetgagac

" acccctgeccataggeatgecgggggteaicegeigeceggtticgigccaaceecccactgetetitgtcagetgpaccaa

ggatggaaaggcccigeageiggacaagaggagagatgatctetggggaaaatgatggeaaagagicaagaaggagaa
clgaagiticittcgtgtgatgactgggaaaligtgigtccecgggggaatacacacticttaccagticectggetggicecag
ggeacagaaggctcactgatcategecctggggaacgaggatgecectgggagaatacicetgeacccoctacaacagtet
tggtaccgecgggecctctectgtgaccegegigetgetcaaggetceececagettitatagag

NCI-H69 IGSF9 fragment - clone 2

caggaactggagecigtgacectgegtigtgtgaceegtggeageecectgecteatgtgacgiggaageicegaggaaa
ggaccitggecagggccagggecaggtgcaagtgcagaacgggacgetgeggatecgecgggtagagegaggeage
tciggggictacacctgecaagectccageactgagggcagegecacccacgecacceagetgetagtgetaggaccee
cagtcatcgtggigecceccaagaacageacagicaatgecicecaggatgiticatiggectgecatgetgaggeatace

ctgctaaccicacctacagetggttccaggacaacatcaatgteitccacattageogectgeageecegggtgeggatect
ggtgpacggeagectgeggotgeiggecacceagectgatgatgeecggetgetacacctgigtgeccageaatggectc

ctgcatccacccicagecictgectacetcactgtgetetacceageceaggigacagetatgecteetgagacacceetge
ccataggcatgececgggggtgatcegetgeccggticgtgecaaceccecactgeictttgtcagetggaccaaggatgga

aaggccctgeagetggacaagaagagagatgatctceggggaaaatgatpgeaaagagicaagaaggagaactgaagt
tetttcgtetgatgactgggaaaitgtgtgteccgggggaacacacacticttaccagiicectggetggicecagggeaca
gaaggctoactgatcatcgeeciggggaacgaggatgecctgggagaatacteetgeacececctacaacagicttggla

cegecgggeccteicetgigaccegegtgetgetcaaggetececeagettitatagag

Ovcar-3 IGSF9 fragment - clone 1
caggaactggagcectgtgacectgegttgtgiggeecgtggeageccectgecteatgigacgiggaageticegaggaaa
ggaccitggecagggecagggecaggtgeaagtgcagaacgggacgetgeggatecgeegggtagagegaggeage
tctggggtetacacctgecaagectccageactgagggeagegecacccacgecacceagetgetagigetaggaccee
cagtcategtggteccecccaagaacageacagicaatgecteccaggatgtticattggectgecatgetgaggcatace
ctgctaacctcacctacagetggticcaggacaacatcaatgicticcacatiagecgoctgeagocccgggigeggatect
getggacgggagectgeggactgeiggecacceageetgatgatgecggctgetacacetgtgtgeccageaatggecic
ctgeatccaccctcagecteigectacetcactgigetetctggaccaaggatggaaaggeecigeageiggacaagaaga
gagatgatcictggggaaaatgatggcaaagagtcaagaaggagaactgaagiticittcgtgtgatgactgggaaatigte
tgtccegggggaacacacacticttaccagticecetggeiggtcccagggcacagaaggcfeactgalcatcgeociggeg
aacgaggatgcceigggagaataciceigeaccecctacaacagtetiggtaccgecgggecctctectgtgaccegegt
getgetcaaggetcceccagettttatagag
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Ovcear-3 IGSF9 fragment - clones 2-4
caggaactggagectgigacectgegtigigtggeecgtggeagecccctgectcatgtgacgtggaagetcecgaggaaa
ggaccitggecagggecagggecaggtgcaagigeagaacgggacgetpeggalecegeegggtagagegaggeage
tetggggtctacacctgecaagectccageactgagggeagegecacccacgecacccagetgcetagtgetaggacece
cagicatcgtggtgecceccaagaacageacagicaatgecteccaggaigtitcattggectgecatgetgaggeatace
ctgctaacctcacctacagetggticcaggacaacatcaatgtoticcacattagecgecigeageccegggtgeggatect
ggtgsacgggagectgeggetgetggecacccagectgatgatgecggetgetacaccigtgtgcceageaatggecic
ctgcatccaccetcagectetgectaccicactgtgetetacccageccaggtgacagetatgectectgagacaceeeige
ccataggcatgecgggggtgatcegeigeceggitcgtgccaaccecccactgetetitgicagetggaccaaggatgga
aaggcecctgeagetggacaagticectggetggicccagggeacagaaggceicactgatcatcgeociggggaacgagg
atgccetgggapaatactcetfgeaceecetacaacagtettggtaccgecgggecctetectgtgaccegegigetgetea
aggctcceccagettttatagag
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