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[GACGGATCGGGAGATCTCCCGATCCCCTATGGTGCACTCTCAGTACAATCTGCTCTGGATCC
EACTAGTAACGGCCGCCAGTGTGCTGGAATTCGGCTTGGTAGCCAAGTGCAGGTTATAGGGA
[ GCTGAAGGGAAGGGGGTCACAGTAGGTGGCATCGTTCCTTTCTGACTGCCCGCCCCCCGCAT
[GCCGTCCCGCGATATTGAGCTCCGAACCTCTCGCCCTGCCGCCGCCGGTGCTCCGTCGCCGC
ECGCGCCGCCATGGAATTCGAACGCTGACGTCATCAACCCGCTCCAAGGAATCGCGGGCCCA
t GTGTCACTAGGCGGGAACACCCAGCGCGCGTGCGCCCTGGCAGGAAGATGGCTGTGAGGGA
[ CAGGGGAGTGGCGCCCTGCAATATTTGCATGTCGCTATGTGTTCTGGGAAATCACCATAAAC
EGTGAAATGTCTTTGGATTTGGGAATCTTATAAGTTCTGTATGAGACCACTCTTTCCCnnTTTT
: TGGGAAAAAAAAAAAAAAAAAAAAAACGAAACCGGGCCGGGCGCGGTGGTTCACGCCTAT
[ AATCCCAGCACTTTGGGAGGCCGAGGCGGGCGGATCACAAGGTCAGGAGGTCGAGACCATC
' CAGGCTAACACGGTGAAACCCCCCCCCATCTCTACTAAAAAAAAAAAATACAAAAAATTAG
ECCATTAGCCGGGCGTGGTGGCGGGCGCCTATAATCCCAGCTACTTGGGAGGCTGAAGCAGA
[ ATGGCGTGAACCCGGGAGGCGGACGTTGCAGTGAGCCGAGATCGCGCCGACTGCATTCCAG
[ CCTGGGCGACAGAGCGAGTCTCAAAAAAAAAACCGAGTGGAATGTGAAAAGCTCCGTGAAA
ECTGCAGAAACCCAAGCCGAATTCTGCAGATATCCATCACACTGGCGGCCGCTCGAGTGAGG
[ CGGAAAGAACCAGCTGGGGCTCTAGGGGGTATCCCCACGCGCCCTGTAGCGGCGCATTAAG
[ CGCGGCGGGTGTGGTGGTTACGCGCAGCGTGACCGCTACACTTGCCAGCGCCCTAGCGCCCG
ECTCCTTTCGCTTTCTTCCCTTCCTTTCTCGCCACGTTCGCCGGCTTTCCCCGTCAAGCTCTAAA
[ TCGGGGGCTCCCTTTAGGGTTCCGATTTAGTGCTTTACGGCACCTCGACCCCAAAAAACTTG
L ATTAGGGTGATGGTTCACGTAGTGGGCCATCGCCCTGATAGACGGTTTTTCGCCCTTTGACGT
ETGGAGTCCACGTTCTTTAATAGTGGACTCTTGTTCCAAACTGGAACAACACTCAACCCTATCT
t CGGTCTATTCTTTTGATTTATAAGGGATTTTGCCGATTTCGGCCTATTGGTTAAAAAATGAGC
[ TGATTTAACAAAAATTTAACGCGAATTAATTCTGTGGAATGTGTGTCAGTTAGGGTGTGGAA
' AGTCCCCAGGCTCCCCAGCAGGCAGAAGTATGCAAAGCATGCATCTCAATTAGTCAGCAAC
ECAGGTGTGGAAAGTCCCCAGGCTCCCCAGCAGGCAGAAGTATGCAAAGCATGCATCTCAAT
[ TAGTCAGCAACCATAGTCCCGCCCCTAACTCCGCCCATCCCGCCCCTAACTCCGCCCAGTTCC
' GCCCATTCTCCGCCCCATGGCTGACTAATTTTTTTTATTTATGCAGAGGCCGAGGCCGCCTCT
EGCCTCTGAGCTATTCCAGAAGTAGTGAGGAGGCTTTTTTGGAGGCCTAGGCTTTTGCAAAAA
[ GCTCCCGGGAGCTTGTATATCCATTTTCGGATCTGATCAAGAGACAGGATGAGGATCGTTTC
{ GCATGATTGAACAAGATGGATTGCACGCAGGTTCTCCGGCCGCTTGGGTGGAGAGGCTATTC
EGGCTATGACTGGGCACAACAGACAATCGGCTGCTCTGATGCCGCCGTGTTCCGGCTGTCAGC
[ GCAGGGGCGCCCGGTTCTTTTTGTCAAGACCGACCTGTCCGGTGCCCTGAATGAACTGCAGG
[ ACGAGGCAGCGCGGCTATCGTGGCTGGCCACGACGGGCGTTCCTTGCGCAGCTGTGCTCGAC
EGTTGTCACTGAAGCGGGAAGGGACTGGCTGCTATTGGGCGAAGTGCCGGGGCAGGATCTCC

[ TGTCATCTCACCTTGCTCCTGCCGAGAAAGTATCCATCATGGCTGATGCAATGCGGCGGCTG
g
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[ CATACGCTTGATCCGGCTACCTGCCCATTCGACCACCAAGCGAAACATCGCATCGAGCGAGC
' ACGTACTCGGATGGAAGCCGGTCTTGTCGATCAGGATGATCTGGACGAAGAGCATCAGGGG
ECTCGCGCCAGCCGAACTGTTCGCCAGGCTCAAGGCGCGCATGCCCGACGGCGAGGATCTCGT
[ CGTGACCCATGGCGATGCCTGCTTGCCGAATATCATGGTGGAAAATGGCCGCTTTTCTGGAT
' TCATCGACTGTGGCCGGCTGGGTGTGGCGGACCGCTATCAGGACATAGCGTTGGCTACCCGT
EGATATTGCTGAAGAGCTTGGCGGCGAATGGGCTGACCGCTTCCTCGTGCTTTACGGTATCGC
[ CGCTCCCGATTCGCAGCGCATCGCCTTCTATCGCCTTCTTGACGAGTTCTTCTGAGCGGGACT
[ CTGGGGTTCGAAATGACCGACCAAGCGACGCCCAACCTGCCATCACGAGATTTCGATTCCAC
ECGCCGCCTTCTATGAAAGGTTGGGCTTCGGAATCGTTTTCCGGGACGCCGGCTGGATGATCC
[ TCCAGCGCGGGGATCTCATGCTGGAGTTCTTCGCCCACCCCAACTTGTTTATTGCAGCTTATA
[ ATGGTTACAAATAAAGCAATAGCATCACAAATTTCACAAATAAAGCATTTTTTTCACTGCAT
ETCTAGTTGTGGTTTGTCCAAACTCATCAATGTATCTTATCATGTCTGTATACCGTCGACCTCT
[ AGCTAGAGCTTGGCGTAATCATGGTCATAGCTGTTTCCTGTGTGAAATTGTTATCCGCTCACA
[ ATTCCACACAACATACGAGCCGGAAGCATAAAGTGTAAAGCCTGGGGTGCCTAATGAGTGA
| GCTAACTCACATTAATTGCGTTGCGCTCACTGCCCGCTTTCCAGTCGGGAAACCTGTCGTGCC
EAGCTGCATTAATGAATCGGCCAACGCGCGGGGAGAGGCGGTTTGCGTATTGGGCGCTCTTCC
[ GCTTCCTCGCTCACTGACTCGCTGCGCTCGGTCGTTCGGCTGCGGCGAGCGGTATCAGCTCA
" CTCAAAGGCGGTAATACGGTTATCCACAGAATCAGGGGATAACGCAGGAAAGAACATGTGA
EGCAAAAGGCCA(KH&&AAGGCCAGGAACCGTAAAAAGGCCGCGTTGCTGGCGTTTTTCCATA
[ GGCTCCGCCCCCCTGACGAGCATCACAAAAATCGACGCTCAAGTCAGAGGTGGCGAAACCC
[ GACAGGACTATAAAGATACCAGGCGTTTCCCCCTGGAAGCTCCCTCGTGCGCTCTCCTGTTC
ECGACCCTGCCGCTTACCGGATACCTGTCCGCCTTTCTCCCTTCGGGAAGCGTGGCGCTTTCTC
[ ATAGCTCACGCTGTAGGTATCTCAGTTCGGTGTAGGTCGTTCGCTCCAAGCTGGGCTGTGTG
[ CACGAACCCCCCGTTCAGCCCGACCGCTGCGCCTTATCCGGTAACTATCGTCTTGAGTCCAA
ECCCGGTAAGACACGACTTATCGCCACTGGCAGCAGCCACTGGTAACAGGATTAGCAGAGCG
 AGGTATGTAGGCGGTGCTACAGAGTTCTTGAAGTGGTGGCCTAACTACGGCTACACTAGAAG
L AACAGTATTTGGTATCTGCGCTCTGCTGAAGCCAGTTACCTTCGGAAAAAGAGTTGGTAGCT
ECTTGATCCGGCAAACAAACCACCGCTGGTAGCGGTTTTTTTGTTTGCAAGCAGCAGATTACG
 CGCAGAAAAAAAGGATCTCAAGAAGATCCTTTGATCTTTTCTACGGGGTCTGACGCTCAGTG
[ GAACGAAAACTCACGTTAAGGGATTTTGGTCATGAGATTATCAAAAAGGATCTTCACCTAGA
" TCCTTTTAAATTAAAAATGAAGTTTTAAATCAATCTAAAGTATATATGAGTAAACTTGGTCTG
EACAGTTACCAATGCTTAATCAGTGAGGCACCTATCTCAGCGATCTGTCTATTTCGTTCATCCA
[ TAGTTGCCTGACTCCCCGTCGTGTAGATAACTACGATACGGGAGGGCTTACCATCTGGCCCC
[ AGTGCTGCAATGATACCGCGAGACCCACGCTCACCGGCTCCAGATTTATCAGCAATAAACCA
EGCCAGCCGGAAGGGCCGAGCGCAGAAGTGGTCCTGCAACTTTATCCGCCTCCATCCAGTCTA

[ TTAATTGTTGCCGGGAAGCTAGAGTAAGTAGTTCGCCAGTTAATAGTTTGCGCAACGTTGTT
]
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[ GCCATTGCTACAGGCATCGTGGTGTCACGCTCGTCGTTTGGTATGGCTTCATTCAGCTCCGGT
E TCCCAACGATCAAGGCGAGTTACATGATCCCCCATGTTGTGCAAAAAAGCGGTTAGCTCCTT
[ CGGTCCTCCGATCGTTGTCAGAAGTAAGTTGGCCGCAGTGTTATCACTCATGGTTATGGCAG
[CACTGCATAATTCTCTTACTGTCATGCCATCCGTAAGATGCTTTTCTGTGACTGGTGAGTACT
| CAACCAAGTCATTCTGAGAATAGTGTATGCGGCGACCGAGTTGCTCTTGCCCGGCGTCAATA
E CGGGATAATACCGCGCCACATAGCAGAACTTTAAAAGTGCTCATCATTGGAAAACGTTCTTC
[ GGGGCGAAAACTCTCAAGGATCTTACCGCTGTTGAGATCCAGTTCGATGTAACCCACTCGTG
'CACCCAACTGATCTTCAGCATCTTTTACTTTCACCAGCGTTTCTGGGTGAGCAAAAACAGGA
E AGGCAAAATGCCGCAAAAAAGGGAATAAGGGCGACACGGAAATGTTGAATACTCATACTCT
[TCCTTTTTCAATATTATTGAAGCATTTATCAGGGTTATTGTCTCATGAGCGGATACATATTTG
L AATGTATTTAGAAAAATAAACAAATAGGGGTTCCGCGCACATTTCCCCGAAAAGTGCCACCT
E GACGTC

oooooad

I 0
220 0000002100000 DODODDODDODDODODOOOOCOOUOUOOOOOOooOooOooOooOooOoaon
0000000000000 o0oDoDoDo0DDDD0DD0D0D0DODODpPsiHIBX3.00 OO O OBbslOO
0000000000000 o0n0n0onOanpsiHIBX-EGFPO OO OO O

O 5"-CACCGAAGCAGCACGACTTCTTCTTCAAGAGAGAAGAAGTCGTGCTGCTTC-3"0 0D OO O 170 0 0O O
O 5"-AAAAGAAGCAGCACGACTTCTTCTCTCTTGAAGAAGAAGTCGTGCTGCTTC-3" O O O O O :180
psiHIBX3.00 00O O0ODO0OO0OO0ODO0ODU0ODODUODUODODOOUOODODODOODODODORDORDORDOC100rf3-siRNAO
0000000 ooooooooOociderf3-siRNAD D DD OO ODODODODODDDDDOOODO
oooooogad

O 5"-TCCCGGAGAGACTGAAAACAGAGTTCAAGAGACTCTGTTTTCAGTCTCTCC-3"0 0 OO O 190 0 0O O
0O 5"-AAAAGGAGAGACTGAAAACAGAGTCTCTTGAACTCTGTTTTCAGTCTCTCC-3"0 0O O O O :200 O psiH
1BX-C1l0orf3-GO

oooooag

Ooooooogoaod

0 sw4800 O O O O HCT1160 O O psiH1BX-C10o0rf3EQ psiH1BX-Cl0orf36O OO0 OO0 0O OO
ODOOPpsiHIBX-EGFPO D OO0 DO OODOOODO45%4pog/mMiDO0O0CDOOOCDODOO
ooooooooooooooooboobobooboboDbDboDbooOoOobOi1o0D 0D 0oO0oOooOooOoogowTT
I o o A A B A 3 Y O I o1 | R R I W A W A A R W o 0
OnmOOOO0OO0OO0OOO0OO0OO0OO0O0O0O000RO0DROspectrophoto plate reader0D 0 D0D00OOAD0O
ocoooooOoooooOoooobooooooooboboooooOoOd

oooooao

ooo2

OCoOoo0oooDO0oO0oo0oODO0O0oooODO0OO0ooDOO0OOoaOCcioorf3d OO

ODODO0O0OD0ODO0OO0OD0OD2304000000000cNADDODDODOODODODODODOODODDDOON
looooooooebDbDbDOOOODODDODODDODU0OU0DUODODOoOooOooDooboobDDbDDbDDDOO
OCoO0oo0oo0O0O0O0DO0O0O00Ob0O0O0O0ODbOO0O0ob0DOO0OO0OO0DODO0OOD0DOOUnIGeneD ODOO

OO http://www.ncbi.nlm.nih.gov/UniGene/0 O EST Hs. 145590 0 0 0 0 0000000
OCOoOO0OOoooOBS9040 00 D0O00ODODOOSBO0OCRCOODODO400OOODOOO30OO0OO

coooooboooooooobooooboooobobooooboobDoooboooDbDbooooboo
Ol1ad0OBS9040 000000000000 OODODODODODOODODDODDDDDOGODRDOAOBS94
OOO0O0O0D0O054 kDOOD4640 000000000 0O0ODO0O0O26240 000000000
Cl0orf30 GenBankD 0 O O D0 O OO O0AB0913430 00000 O00OCDOOODOODODODOO
OooOdcDNAOOOOOOOOOOOODDDDDDODOOODODOSODDODODDDDDODODODRO

10

20

30

40



(30) JP 2007-522791 A 2007.8.16

OD0D00D0D0D01009230 033 kbkO O OODODODODDODODODODODODODDODOOOODOI1bOOSimp
le Modular Architecture Research ToolO SMARTO http://smart_embl-heidelberg.del
0000000000000 0DD0D0000D00Q0D0D0DO0OO0DOOAMADODCDODOODODOO

OoOO0oOooDOCcloorf30 0D OO0ODOO

Cloorf30 DO DO ODOCI00rf3000D000ODODOODODOODOODOCI00rf30 000
O0o0oo0ooooooooooocesyrbDODDDOODODSw4800 HCT1160 HT290 SNUC4O O O
SNuCsO0 0 0o0ooboOooOoOoODOO0oO0OO0OO0O0Oooououooooooooooonoanaocioor
f3A0 000054 kbaUOOOOOOODODO3bOODODODOCI0orf300000ODODODO0O0OAO
OcCloorf30 DO DOOOODOTflagDOOCIOOr 30000000 OOODOOO4O00DODODOO
ooooooooooooooboboooboobobooooobobooooooooooooooao
oooo400D0030000000DODODDDDODDODOOOOOOODO0ODO0OUOOOOOOOOaS
o

ooooogoado

goos

Cloorf30 O OO OODO

OcCloorf30 D00 COCOO0OO0OO0OUODODODUODODOOODOODOODODODODOCIOOrF30O0DODOD0OO
O0OO0O0OO00OO0O0O00O0O00O0O00OpFLAG-CMV-5a-Cloorf30 0 0000 O0O0ODOOODOCO
STO000D00OFlagDO0OO0O0OOCI00rf300000000O0O0ODO0OOODOOODODOODO
OO0OFlag OOCil0orf30 0000000000 ODODODODODOODODODODDDDGDDRDA4ab
OO0oo0oo0ooooonoosw4asooHCTIIGD O O OSNUCSOD D D D oOoOoooooooooano
oobODOoooDbO0oOocoorf30 0 00DO0DODDODODODODDODOODODODODOODODDDOO
3goooooooOoOoocloorf3a 00D OODOODODOODODOODODODOODOA4bO

ODOO0OO0OOATPase0 OO0 O0O0OOODODDDOOOOOOOIDOD0O0O0OoOoOooooOO
O200CRCOOOCDOOOODOOORT-PCREOODDOOODOCI00rf300O000OODODOOODOGO
oooooooooooz2obobobbODbOw7yOOO0OOOOOOO0OUOOOoOooooooooOoan
ogobodilchO O

ugoodaogano

oogas

O0OO0O0OO0O0O0O0O0AO0CcC100rf30 00O
OoOOoOoooOO0OOgcioorf30PCROODODODODODOODODODODODODODDODODODDDODOODOGO
oooooboobogobogobogobooboobooboobbobboboboooboonon
ODO2.7kb00 0000000 DOO0O200

oooooao

ogoo4

u

O

a

O

I [y |

gooogad

ooode

Cl0orf3 siRNAD O OO DO ODODOODOD

Oo0oooogogogocicerf30 00000 0O0OOODOOODODODODOGDOCI00rf30 000 si
RNAD OO OOOooooooswsso o oooHCTIIS D DD ODODODODODODODDDODDODODOODAO
ODO0OO0ODODOORT-PCRO OO psiH1IBX-C10o0rf3-60 00 0 OO O O O psiHIBX-EGFPO O
OCoO0OOcioorf3a0 000000 DODODODODODODODOODOOS®D0OOCDOOODODOO
OD00OD0100 00 psiH1IBX-Cl0orf3-60 0000000000 DOOO0ODOOO0ODOAOpsi
HIBX-EGFPO 0 0000 O0O0O0ODODODODODDDDOOOOOOOOOOOOOSO0cOO
uoboboobooboobouoboobooobooooooobooobooboooboooboaoaoan

ocoooooOO0OOgcloorf3000O0DDOO0DODODODOOOODDODODODODODODOV/ODDDOOODOGO
oooboooboobooboobnn

ugoodaogano

ooooooooao

ooboobooboobogobocbNAODO DO OODODOOOOOODODOODDODODDOODODRDO

10

20

30

40

50



(31) JP 2007-522791 A 2007.8.16

OoODO0oO0oO0oDODO0O0OO0O0O0OCcCiloorf30 00 00DO0OODODODOOODOCI0rI3000DO0OO0O
OoO0O0ooO0O0ooO0OoooOoOooooDOoOooDoOCcloorB3B0 OO0 OODOOCRCODOO
oooooooooooooboboboooboooobon

oooogoao
boooooooooooooocrRCcODDDooooooooooboboDbDDbODDbDDOOOnO
ooooooooooooooooobobobooboODbDDboOOoOOoOOOoOOoOCcCRCOODDODDODDODOODODRO
goobooobooboobogobogobooboooobooboobobobobooboboobooanb
boooootooooooooooboboboobODbDDbODOoOOoOO0OOOOO0OO0OO0OoOooOooOooaocren
ooooooooooooooboobooboobboooooboboboooooooooooooao
goooaoano
oooooooooooooooboobooboobobooooobobooooooooooooooao
oooooboobogobogobogobooboobooboobbobboboboooboonon
uoboboobooboobouoboobooobooooooobooobooboooboooboaoaoan
oooooooooooooobooao

oooooao

gooad

[E=Y

Murthy, R. S., Bertolote, J. M., Epping-Jordan, J., Funk, M., Prentice, T., S
araceno, B., and Saxena, S. The World Health Report 2001. A. Haden and B. Campan
ini (eds.), pp- 144-149. Basel, Switzerland: World Health Organization, 2001.

2. Nishisho, I., Nakamura, Y., Miyoshi, Y., Miki, Y., Ando, H., Horii, A., Koyam
a, K., Utsunomiya, J., Baba, S., and Hedge, P. Mutation of chromosome 5q21 genes
in FAP and colorectal cancer patients. Science (Wash. DC), 2530 665-669, 1991.
3. Baker, S. J., Fearon, E. R., Nigro, J. M., Hamilton, S. R., Preisinger, A. C.
, Jessup, J. M., vanTuinen, P., Ledbetter, D. H., Barker, D. F., Nakamura, Y., W
hite, R., and Vogelstein, B. Chromosome 17 deletions and p53 gene mutations in c

olorectal carcinomas. Science (Wash. DC), 2440 217-221, 1989.

4. Morin, P. J., Sparks, A. B., Korinek, V., Barker, N., Clevers, H., Vogelstein
, B., and Kinzler, K. W. Activation of beta-catenin-Tcf signaling in colon cance
r by mutations in beta-catenin or APC. Science (Wash. DC), 2750 1787-1790, 1997.
5. Forrester, K., Almoguera, C., Han, K., Grizzle, W. E., and Perucho, M. Detect
ion of high incidence of K-ras oncogenes during human colon tumorigenesis. Natur
e (Lond.), 3270 298-303, 1987.

6. Jones, P. A., and Laird, P. W. Cancer epigenetics comes of age. Nat. Genet.,
210 163-167, 1999.

7. Cui, H., Horon, I. L., Ohlsson, R., Hamilton, S. R., and Feinberg, A. P. Loss
of imprinting in normal tissue of colorectal cancer patients with microsatellit
e instability. Nat. Med., 40 1276-1280, 1998.

8. Molina, M. A., Codony-Servat, J., Albanell, J., Rojo, F., Arribas, J., andO
Baselga, J. Trastuzumab (herceptin), a humanized anti-Her2 receptor monoclonal a
ntibody, inhibits basal and activated Her2 ectodomain cleavage in breast cancer
cells. Cancer Res., 610 4744-4749, 2001.

9. 0"Dwyer, M. E., and Druker, B. J. Status of bcr-abl tyrosine kinase inhibitor
s in chronic myelogenous leukemia. Curr. Opin. Oncol., 120 594-597, 2000.

10. Afshari CA, Nuwaysir EF and Barrett JC. (1999). Cancer Res., 59, 4759-4760.
11. Kallioniemi OP. (2001). Ann. Med., 33, 142-147.

12. Ono K, Tanaka T, Tsunoda T, Kitahara 0, Kihara C, Okamoto A, Ochiai K, Takag
i T and Nakamura Y. (2000). Cancer Res ., 60, 5007-5011.

13. Kitahara 0, Furukawa Y, Tanaka T, Kihara C, Ono K, Yanagawa R, Nita, M, Taka
gi T, Nakamura Y and Tsunoda T. (2001). Cancer Res ., 61, 3544-3549.

14. Okabe H, Satoh S, Kato T, Kitahara 0, Yanagawa R, Yamaoka Y, Tsunoda T, Furu

10

20

30

40

50



(32) JP 2007-522791 A 2007.8.16

kawa Y and Nakamura. (2001). Cancer Res ., 61, 2129-2137.

OoDooooooo

ooood

O001(a)JdcDNAOD D DD ODDODDDODDDDDODDDODODOCRC 110000 OO9O0ODO

O 0Ooo0oo0ooao
O 0Oooo

Clicorf30 00O OOODO/00000O0O0DOODOOOODOOOODOOOOGDOOSODOCRC
0004000000030 00000000000000D0OCy3/Ccy5000020 00
OoO0oOgcy3spoDoOoOOO0OO0OcysODbDboODoDDDDOODOR20,00000000001)OOCI
dorf30 0 00DOO0OOCDOOODOODODODOODODDODUODODODODODODODOODODOOO
ODOOAAODODDDODODODDODOODOOATPase DD O0OODOODI1(c) DOODOO
200 CRCOODOOOOCI00rf30OODOORT-PCREODDCODOOODOODOTOODOOOSN 10

O0DO0OO0ODOGAPDHO OO ODOOOOOOOO

OO0OCloorf30 0 0000000000000 0OO000O0OO00O

000D 3(a)0 0 SW4800 HCT1160 HT290 SNUC4O 0 O O SNUCS0 0O O OO O O O COS7
00O000C100rf30 0000000000000 O00OpFlag-CMV-5a-C100rf30 O O
00D0D00D0D00D0COS7TOOOODOOflagd0O0C100rf30 0000000000003
()ID04000000000000000000000O0C100rf30000000000
0Do0O0oOoDO0O0o

000004000 ()D0C100rf30 0000000000000 00O04Ca)000pF
lag-CMV-5a-C100rf30 00 000000000 O0COSTOODOODOFlagD 00000000
OO0O0D0Cl0orf3A0 00 0000000000000 0O0OO0O0OO0O0FlagD0O00OOO 20
OOFITC0O0DODODODOODOIg60 000000000000 DOODOIge000000nOnan
00000000000 O00ODAPIDODOOODODO4) 0000000 O0DO0OOD0O0O0C100
rf3A0 0 0000000000000 000O000O000O000O000DAPIDOOOOD
0D0O0D005(a)0 (c)0O0C100rf30 0000 D0OSWAS00 000 OKHCTII60 00 OO0 OODO
0 O C100rf3-siRNAD O 0O O OO O 5(a)0 O C100rf3-siRNAD OO O siRNAD OO O OO
0000000000000 O000O000000000O000O000ORNADDOODOOD
OORT-PCRODDOODODOODODOOOSMLIO0(c)D000O0O00()IOOMNTTOODO
O() 00000000 OSWAS00 00O DOHCTII6D 0O OO0 00O OC100rf3-siRNAD
000000

OO0O0Oo0oo0oooao



(33) JP 2007-522791 A 2007.8.16

ooogag

1 (5/5) W8 (377)
oot
o
oo
o _ —
" NTNTNTXTNINTNTNTNXORNINTNBNPNPRS NP ND NP NP KD
aawop
O e e e | HH-H {
~ 294 1685 <2624
mRNA ATG B o
[ TPRrs AAA
7 310
c

C100rf3

Ctoorf3

aaro IR

C10ort3

caror IR

b
°
<
2 2 O
k0 N T NTNTNTY
250- -~
150-
100- e
75-
50- - . - -
. - -
37-
COos7
SwW4s0 HCT116 SNUCSs
DAPI Hillag
DAPI
DAP)
-
HiCl0ort3 Birtag
+
HiC10ort3

$HiCl0or (3

HiCl0orf3




ooogag

(a)RT-PCR

swas0

S-EGFP siRNA-G

C100rf3 TS

GAFPDH [ A st

(b)=¢ 1 Yuts

S-EGFP SIRNA-G

(COMTTT &1

p<0.05

goooad

2007522791000001.app

O

OoooocooooooooogogQgog
Oo0ooooooooooooogogg

O

O

O

Oooooooooooooogogogodg

O

oooad

0

OoooooooQgodg

1

Ooooooooooooooao
o

Oooooooeooooooogoao

O0Ooo0oo0ooao

O
100000 :

H

(2

(34)

CT116

Si~EGFP siRNA-G

100rf3 RGeS

GAPDH R S

p<0.05

190 20 160 (2007.2.16)

g

O
gooboobogobano
gooaoad
O
O
u

(a) C100rf30 mRNAD O O O

(b) Cloorf30 00 COO0OO0OO0DOUOUDOOOOOODODOOODOO

JP

2007-522791 A 2007.8.16

OCRCODODDOCRCOOOODODODODOOOODODDODDDDODOOOODODODODODOOO
orf30 0 0000CDO0OODODODOODODDODOODODDODODODODDODOODODDOODOGO
gobooboobogbogobogcercocobgobooobooobobDobDDbDO
goooobogano

gobobooboobogoboikobboobooboi1ocoooboodnn

tooooooooooooilcooooooooooooooooooao

(c) Cloorf30 0D DODO0O0ODOODODDODOODODDODODODODOODOGO

O
O

O
O

O

ooad

OooooooooooooooooboDbocicorf3 00 00ooooobDDbDDDOOO



I e [ e e [ [y Iy

O

(35) JP 2007-522791 A 2007.8.16

oooooouoooooooboobiloooooa

oooooooooNAOOOOOOOUooouoo4nonDOoOOO

uoobooobooboolgoogoban

CRCOODOODODOODODODbO1IODDODO0ODbODOO

CRCOOOooooobOobODODODDOODOO4000000

Ooooooooogoogooao
OooooooooQgoogooao
Ooooooooogoogooao
Ooooooooogoogooo
OoooooooogoogooOoao

oooocRCcOODODOOOOOOOOOUODUOUUOOOOOoOoooooooOooOoan:
a) JO0O0O00O0OC10orf3 0 0000000 bOODODDOOOOODOODODOOOOOg;
b) o ooooooooooooogoooboooooooooogoo;ooao

c) 0 JoooooobooobDOooobDoooooono

goooogao

I e A A A
a) Oo0O0O0ooO0ODOCcCloorf3 000 O0O00ODOODOODOODODO;ODOO

b) Cloorf30 D0 D0 OODODOOODODODOODOODODOODO

oooooao

oobooboobogobogoboolloboboOon

gooaoano
A A A
a) JO0O0O0O0O0OCcC1oorf30 00000000 ODODDDODDODOODODODODODOOOOOO;
b) O O0(a0 00000 oboooooooooooo;ooao

c) 0 0J0oo0O0OO0DO0oO0ODbOO0DO0ooODbOO0oOooODDO0oOooODODOOooOOOCI00rf30DO0ODODODOO
goboboobooboobooobobooobobooboboooan

gobooboobogobogogboobbi1120000000

OO0OO0OO0OO0OOATP-ase0 0D 0O00OOCOOOO120000000

OoOoo0oo0oooao
OoOoo0oo0oooao
OoOoo0oo0oooao
O0Ooo0oo0oo0ooao
OOoo0oo0oo0ooao

g
O
g
g
O
O
u

O0OCRCODOODODODOODODOODDOONONDOOONDOOODDONODOOOODOO:
a) 0000O000C10orf30 0000000000000 000O0O00O0O00O00O00O
0000000000000 O0O00D0O00OO0O0DO0OO0OoOOoO0OooOoOaon;

b) 00D DOO0O0DOO0ODDOO0ODOOOOOOD;0000

¢) 00000000000 OD0DOODDOODDOODODOONDOONODOONOONONOoOOao
00

00O0ooao

Cloorf30 000 0D0O00OODODODODODODODODODODONOODODOODOOOOOO
0oo0ooo0ao

00O0D00O0D00C100rf30 0000000000000 00000000000OO
DO0O0OODOOORNAOOOOCOOOCOOOCOODOOODOOODOCOODOCOODOOCRCOODO
0000000000000

0Do0o0oOoao

SiRNAD 00000000000 D0:210000000000000000000000¢0
170000000

000000

SiRNAO O O O 5"-[A]-[B]-[A"]1-3'00O000 OO

[AJOOO0OO0OO0:2120000000000000CDOO0O0O0ODOOODOODODODOO
[plO03C 2300000000 ODO0O0DO0CDODO0OooODOoOooDOoOoooOd



(36) JP 2007-522791 A 2007.8.16

[A*]JO[A]JO0O0DO0O0O0DOO0OO0OO0ODODO0O0OODODODOODODODbOOD

oo0o018000000a0

ooooooao
ooooooogogcicor30 000000 ODODODOODDODODODDDDDDOOGO
oooooooooooooooooobooDbDDbDDbODboOOoOOoOOOOoOOooOocrRCcODODDDOOOO
oooooooooao

ooooobao

Cloorf30 000 O0O0O0DOOOODODODOODODODOOODODOOODODOOODOOOOOOD
t0ogogoogogogogooooooooooooooooocfofocooogogogogd
oooooobao
ooooootogooo:210000oo0oo0oo0oooooooooooobobobobDDbODbODbOOnn
oooooboobogobogobogobooboobooboobbobboboboooboonon
OCoooooO0oOoooOO0O0oooOoboOooooDOooooDOoOoooOCcloorf3 D0 OODODOO
ooooooooooooooboboooboobobooooobobooooooooooooooao
ooobooobooboobog

uobooaooad
oooouoooooo:1ooobibo20000000000000000002200
oooooobao

ooooooao
goooooboobo:210b0ogbo0ogobogoboobobooboboobbobz2220000
gooaoad

ooooooao
goobooobooboobogobogobooboooobooboobobobobooboboobooanb
uobooboobouobouoobouoobooobooooboboooboobobooboooboooan
22000000000

oooooobao

ooooz22000000000000000C0CO0OC0AO

ooooobao
uoboboobooboobouoboobooobooooooobooobooboooboooboaoaoan
oooooz200000000

ooooobao
uobooboobouobouoobouoobooobooooboboooboobobooboooboooan
oooooz200000000



m — —m ™~ ~—m ~— = @ @ @ @ @ @ @ @ ™@ ™@ ™@ & & /& & /& /& /s /e, /s /e /e, /e /e /e e /e e e e e e e e e e e e

(37) JP 2007-522791 A 2007.8.16

oooooboagd

INTERNATIONAL SEARCH REPORT

interremonal Application No

PCT/JP2004/002145

A, CLASSIFICATIDN OF StIBJECT MATTER

TPC 7 C12Q1/68  GOIN33/574
AB1K39/00

GO1N33/68 C12N15/11  A61K38/17

According to Intarnational Patent Classtfication (IPC} o to both natonal céaseification and IPC

B. FIELDS SEARCHED

Minimum documentaticn seasched (clessificaticn systam followsd by classification symbols)

iPC 7 (120 GOIN

Dacur i hed other than mini d on to the extent tha? euch decuments are Inoludad in the fislds searched

Elsatronic dala base consulied during the International saarch (name of data basa and, whare practical, search tams usad}

EPO-Internal, Sequence Search, WPI Data, BIOSIS, EMBASE

€. DOCUMENTS CONSIDERED TG BE RELEVANT

Category © | Cltatlon of document, with indication, where appropiiats, of the relevent passages Relevant to claim Na.

X W0 01760860 A (MILLENNIUM PREDICTIVE 16,25,
' MEDICINE} 23 August 2001 (2001-08-23) . 28,30,
31,33-36

see SEQ ID NO:21355 and SEQ 1D NO:27197:
said SEQs show 99,9%identity to SEQ ID
NO:1, respecively Cl@orf3 in 2616nt
overlap

abstract

page 24, line 6 - line 26

page 35, 1ine 14 - page 37. line 28;
‘claims 8,46-48; tables 1-9

¥ WO 2804/001072 A {ONCOTHERAPY SCIENCE INC 1-15,

: FURUKAWA YOICHI (JP): NAKAMURA YUSUKE - 17-23,
{(JP):) 31 December 2003 (2003-12-31) 26,27,32
the whole document ;

Furthar documants ara listed in the continuation ofbox C, Palent tamily members ara listed in annex.

s : . 3 n
Special categaries of ciled dotumenis : “T" |ater docyrment publishad aftar the interationaf flling date

*A" document defining the general state of the art which is net
considered to ba of particular relavanca
E" earﬁerducument butpubﬂsheri onor aftar the Intemational
ling dati
L docurnantwhnd'l ma; ruwduubts on prigety clam(s) or
which Is cited to es¥ab| ggn date of another
citation ar other spactal masnn (a.s speciiied}
"0" documant referrng to an aral disclosura, use, exhizition or
cther means
i dncumanlpuhllshad prior lo tha intemationat fiing date but
than the priority date cleimad

or priority date and not in confliot with the appfication but
ﬂ&ed élh uncerstand the principle or theory underlying the
sntion

K dncumamui panicular relevancs; the cleimed Invention
nrot ba considersd ioval df cannot ba conskderad ka

|nvalve an inventive step when the documentis taken elone

"Y" decument of particular ralevance; the claimed invenfion
cannot ba considared to involve an invantive step when the
decumentis combinad with one or mona other such docu-
m?;lnts aﬁum combination being obvious Io a person skiled

6 ait.

"&" document member of the sama pateat jamily

Data of tha actual compietion of the intemational search

27 October 2004

Date of mailing o the Intemational search report

08 11 2004

Narnw and mailing address of the ISA
Europezn PatantOffice, P.B. 5818 Patentlaan 2
NL - 2280 HY Rijswijk
Tel {+31-70) 340-2040, Tx. 31 651 epanl,
Fa: (+31-70) 240-3016

Authorized officer

Mcssier, B

Form PCTASAR210 {second aheat) {January 2004)



L T e T e T e T e T e T e T T T s T e O e T e T e, T e, TR s T e, T e T e T e, IO e, T e, T e, IO e, O e IO e, TR e T e T e T e T s TR e T s R s B O e T e T e T e T e T s T s T e T e T e B

(38)

INTERNATIONAL SEARCH REPORT

JP 2007-522791 A 2007.8.16

Internationa? Applisation Na

PCT/JP2004/002145

C.(Continuation) DOCUMENTS CONSIDERED TO BE RELEVANT

Catagory *

Citation of documant, with indicaticn, wher appropriale, of the rolevant passages

Pielavant to caim Ne.

-& LIN Y-M ET AL: “MOLECULAR DIAGNOSIS OF

- COLORECTAL TUMORS BY EXPRESSION PROFILES

OF 50 GENES EXPRESSED DIFFERENTIALLY IN
ADENOMAS AND CARCINOMAS" ONCOGENE,
BASINGSTOKE, HANTS, GB,

vol. 21, no. 26,

13 June 2002 {2002-B6-13), pages
4120-4128, XPOO1157022

I5SN: 0850-9232

the whole document

W0 02721996 A (EQS BIDTECHNOLOGY INC ;
GISH KURT € (US); MACK DAVID H (VS);
WILSON KE) 21 March 2082 (2002-03-21)
page 2, line 30 - page 5, line 25

page 20, line 5 - line 11

page 58, line 30 - page 59, line 21

WO BO/50588 A (INCYTE PHARMA INC ;
KLINGLER TOD M {US); LAL PREETI (US);
VOLKMUTH WAY) 31 August 2000 (2000-08-31)
page 1, line 4 - page 3, line 4

ﬁage 11, 1ine 4 - page 14, line 33; table

KITAHARA O ET AL: 'ALTERATIONS OF GENE
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Box 1l Observations where certain claims were found unsaarchable (Continuation of item 2 of first sheet)

This Intemational Search Report has not been established in respect of certain claims under Adicle 17(2)(a} for the following reasens;

1. m Claims Nog.: 24. 29
because they relata to subject matier not requirad 1o be searched by this Authority, namely:

see FURTHER INFORMATION sheet PCT/ISA/210

2. m Claima Nas.:

bacausa they ralata to parts of the International Application that do not comply with the prescribed requiremeants to such
an extent that no meaningful International Search can be carried out, speclfically:

see FURTHER INFORMATION sheet PCT/ISA/21D

3, |:| Claims Nos.:

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

Box Il Observatlons where unity of Invention Is lacking (Continuation of item 3 of first shect)

This Intamational Searching Authority found multiple inventians in thls intemational application, as follows:

1. As all required edciional search fees were timely pald by the applicant, this International Search Report covers all
searchable claims.

2. D As all searchable clalms could be searched without etfort justifylng an additional fee, this Authority did not invite payment
of any additional fes.

a. As only some of the required additional search fees were timely paid by the applicant, this International Search Report
covers only those claims for which fees ware paid, specifically Slalms Nos.:

4. D Nuo required adcitional search feas were timely paid by the applicant. Consequently, this International Search Report Is
restrieted to the Invention first mentioned in the claims; It |s coverad by clalme Nos.:

Remark on Protest D The acfitional search fees were accompanied by the applcant’s protest.

|:| No protest accompanied the payment of additional search fees.
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FURTHER INFORMATION CONTINUED FROM PCTASA/ 210

Continuation of Box II.1

Although claims 1 - 8 are directed to a diagnostic method practised on
the human/animal body, the search has been carried out and based on the
alleged effects of the compound/composition.

Although ¢laims 17 - 23 are directed to a method of treatment of the
human/animal body, the search has been carried out and based on the
alleged effects of the compound/composition.

Continuation of Box II.2

Present claims 24 and 29 relate to an extremely large number of possible
compounds or formulations comprising the same. No support within the
meaning of Article 6 PCT and/or disclosure within the meaning of Article
5 PCT is to be found, however, for any compound identifiable by methods
according to claims 9 - 15. The compounds recited in claims 24 and 29
are therefare purely hypothetical. In the present case, the claims so
lack support, and the application so tacks dis¢losure, that a meaningful
search 1s impossible. Consequently, no search has been carried out.

The applicant’s attention 15 drawn to the fact that claims relating to
inventions 1n 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 International Preliminary 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 following receipt of the search report or during any
Chapter II procedure. If the application proceeds into the regional phase
before the EPO, the applicant is reminded that a search may be carried
out during examination before the EPO (see EPO Guideline C-VI, 8.5),
should the problems which led to the Article 17(2) declaration be
overcome .
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GO1N33/50 GO1N33/15 A61K38/17 C12N15/11 GO1N33/574 GO1N33/68

A61K39/0011 A61P1/00 C12Q1/6886 C12Q2600/136 GO1N33/57419 GO1N2500/10 A61K2039/82

C12N15/00.ZNA.A C12Q1/02 C12Q1/68.A A61K48/00 A61K31/7088 A61K39/00.H GO1N33/53.D
GO01N33/53.M GO1N37/00.102 GO1N33/50.Z GO1N33/15.Z

2G045/AA40 2G045/CB01 2G045/DA36 2G045/FA11 2G045/FA18 2G045/FB03 2G045/FB05 2G045
/GC12 4B024/AA01 4B024/AA11 4B024/BA80 4B024/CA04 4B024/CA11 4B024/CA20 4B024/DA02
4B024/EA04 4B024/HA11 4B063/QA01 4B063/QA05 4B063/QA18 4B063/QA19 4B063/QQ42 4B063
/QR32 4B063/QR66 4B063/QR82 4B063/QS34 4B063/QS36 4B063/QX01 4B063/QX02 4C084/AA02
4C084/AA03 4C084/AA07 4C084/AA13 4C084/BA22 4C084/BA23 4C084/BA35 4C084/BA50 4C084
/CA18 4C084/MA17 4C084/MA22 4C084/MA23 4C084/MA31 4C084/MA35 4C084/MA37 4C084/MA41
4C084/MA43 4C084/MAS52 4C084/MAS56 4C084/MAS59 4C084/MAGO 4C084/MAGG 4C084/NA14 4C084
/ZA662 4C084/ZB052 4C084/ZB092 4C084/2B262 4C085/AA03 4C085/BB01 4C085/BB11 4C085
/BB23 4C085/DD62 4C085/EE01 4C085/GG02 4C086/AA01 4C086/AA02 4C086/AA03 4CO86/EA16
4C086/MA01 4C086/MA04 4C086/NA14 4C086/ZA66 4C086/ZB05 4C086/ZB09 4C086/ZB26
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