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DAKO Corporation, Carpinteria, CA) U DO O0ODOODOODOODOODODOODOOORO
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I o o o o A A o R R W R O
oooooao
Oooooooooo
OooOoooooooooooao
sue Northern blots(Clontech)O
OooOooOoooooooooo

[a *?P]dCTPDO O PCRO O O O Human multiple-tis
0000000000000 O0O0D0O0DO0O0O0n
0000000000000 O0O0D0O0DO0OD0O00

O 0Oooo
O 0Oooo
O 0Oooo

oooooooooo-sobooso
gooooan
psiU6BXO0 O OO0 O OO0

oooooooooooao

OsiRNAOD O OO DOODNAOODODDODOOODOODODDODO(@OoObODO28)0()0D0D0DDOO

OO0oO0oo0ogOogo48s049000000DODDODDODO0OO

GACGGATCGGGAGATCTCCCGATCCCCTATGGTGCACTCTCAGTACAATCTGCTCTGGAT
CCACTAGTAACGGCCGCCAGTGTGCTGGAATTCGGCTTGGGGATCAGCGTTTGAGTAAGA
GCCCGCGTCTGAACCCTCCGCGCCGCCCCGGCCCCAGTGGAAAGACGCGCAGGCAAAACG
CACCACGTGACGGAGCGTGACCGCGCGCCGAGCGCGCGCCAAGGTCGGGCAGGAAGAGGG
CCTATTTCCCATGATTCCTTCATATTTGCATATACGATACAAGGCTGTTAGAGAGATAAT
TAGAATTAATTTGACTGTAAACACAAAGATATTAGTACAAAATACGTGACGTAGAAAGTA
ATAATTTCTTGGGTAGTTTGCAGTTTTAAAATTATGTTTTAAAATGGACTATCATATGCT
TACCGTAACTTGAAAGTATTTCGATTTCTTGGCTTTATATATCTTGTGGAAAGGACGAAA
CACC------ TTTTTACATCAGGTTGTTTTTCTGTTTGGTTTTTTTTTTACACCACGTTT
ATACGCCGGTGCACGGTTTACCACTGAAAACACCTTTCATCTACAGGTGATATCTTTTAA
CACAAATAAAATGTAGTAGTCCTAGGAGACGGAATAGAAGGAGGTGGGGCCTAAAGCCGA
ATTCTGCAGATATCCATCACACTGGCGGCCGCTCGAGTGAGGCGGAAAGAACCAGCTGGG
GCTCTAGGGGGTATCCCCACGCGCCCTGTAGCGGCGCATTAAGCGCGGCGGGTGTGGTGG
TTACGCGCAGCGTGACCGCTACACTTGCCAGCGCCCTAGCGCCCGCTCCTTTCGCTTTCT
TCCCTTCCTTTCTCGCCACGTTCGCCGGCTTTCCCCGTCAAGCTCTAAATCGGGGGCTCC
CTTTAGGGTTCCGATTTAGTGCTTTACGGCACCTCGACCCCAAAAAACTTGATTAGGGTG
ATGGTTCACGTAGTGGGCCATCGCCCTGATAGACGGTTTTTCGCCCTTTGACGTTGGAGT
CCACGTTCTTTAATAGTGGACTCTTGTTCCAAACTGGAACAACACTCAACCCTATCTCGG
TCTATTCTTTTGATTTATAAGGGATTTTGCCGATTTCGGCCTATTGGTTAAAAAATGAGC
TGATTTAACAAAAATTTAACGCGAATTAATTCTGTGGAATGTGTGTCAGTTAGGGTGTGG
AAAGTCCCCAGGCTCCCCAGCAGGCAGAAGTATGCAAAGCATGCATCTCAATTAGTCAGC
AACCAGGTGTGGAAAGTCCCCAGGCTCCCCAGCAGGCAGAAGTATGCAAAGCATGCATCT
CAATTAGTCAGCAACCATAGTCCCGCCCCTAACTCCGCCCATCCCGCCCCTAACTCCGCC
CAGTTCCGCCCATTCTCCGCCCCATGGCTGACTAATTTTTTTTATTTATGCAGAGGCCGA
GGCCGCCTCTGCCTCTGAGCTATTCCAGAAGTAGTGAGGAGGCTTTTTTGGAGGCCTAGG
CTTTTGCAAAAAGCTCCCGGGAGCTTGTATATCCATTTTCGGATCTGATCAAGAGACAGG
ATGAGGATCGTTTCGCATGATTGAACAAGATGGATTGCACGCAGGTTCTCCGGCCGCTTG
GGTGGAGAGGCTATTCGGCTATGACTGGGCACAACAGACAATCGGCTGCTCTGATGCCGC
CGTGTTCCGGCTGTCAGCGCAGGGGCGCCCGGTTCTTTTTGTCAAGACCGACCTGTCCGG
TGCCCTGAATGAACTGCAGGACGAGGCAGCGCGGCTATCGTGGCTGGCCACGACGGGCGT
TCCTTGCGCAGCTGTGCTCGACGTTGTCACTGAAGCGGGAAGGGACTGGCTGCTATTGGG
CGAAGTGCCGGGGCAGGATCTCCTGTCATCTCACCTTGCTCCTGCCGAGAAAGTATCCAT
CATGGCTGATGCAATGCGGCGGCTGCATACGCTTGATCCGGCTACCTGCCCATTCGACCA
CCAAGCGAAACATCGCATCGAGCGAGCACGTACTCGGATGGAAGCCGGTCTTGTCGATCA
GGATGATCTGGACGAAGAGCATCAGGGGCTCGCGCCAGCCGAACTGTTCGCCAGGCTCAA
GGCGCGCATGCCCGACGGCGAGGATCTCGTCGTGACCCATGGCGATGCCTGCTTGCCGAA
TATCATGGTGGAAAATGGCCGCTTTTCTGGATTCATCGACTGTGGCCGGCTGGGTGTGGC
GGACCGCTATCAGGACATAGCGTTGGCTACCCGTGATATTGCTGAAGAGCTTGGCGGCGA
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ATGGGCTGACCGCTTCCTCGTGCTTTACGGTATCGCCGCTCCCGATTCGCAGCGCATCGC
CTTCTATCGCCTTCTTGACGAGTTCTTCTGAGCGGGACTCTGGGGTTCGAAATGACCGAC
CAAGCGACGCCCAACCTGCCATCACGAGATTTCGATTCCACCGCCGCCTTCTATGAAAGG
TTGGGCTTCGGAATCGTTTTCCGGGACGCCGGCTGGATGATCCTCCAGCGCGGGGATCTC
ATGCTGGAGTTCTTCGCCCACCCCAACTTGTTTATTGCAGCTTATAATGGTTACAAATAA
AGCAATAGCATCACAAATTTCACAAATAAAGCATTTTTTTCACTGCATTCTAGTTGTGGT
TTGTCCAAACTCATCAATGTATCTTATCATGTCTGTATACCGTCGACCTCTAGCTAGAGC
TTGGCGTAATCATGGTCATAGCTGTTTCCTGTGTGAAATTGTTATCCGCTCACAATTCCA
CACAACATACGAGCCGGAAGCATAAAGTGTAAAGCCTGGGGTGCCTAATGAGTGAGCTAA
CTCACATTAATTGCGTTGCGCTCACTGCCCGCTTTCCAGTCGGGAAACCTGTCGTGCCAG
CTGCATTAATGAATCGGCCAACGCGCGGGGAGAGGCGGTTTGCGTATTGGGCGCTCTTCC
GCTTCCTCGCTCACTGACTCGCTGCGCTCGGTCGTTCGGCTGCGGCGAGCGGTATCAGCT
CACTCAAAGGCGGTAATACGGTTATCCACAGAATCAGGGGATAACGCAGGAAAGAACATG
TGAGCAAAAGGCCAGCAAAAGGCCAGGAACCGTAAAAAGGCCGCGTTGCTGGCGTTTTTC
CATAGGCTCCGCCCCCCTGACGAGCATCACAAAAATCGACGCTCAAGTCAGAGGTGGCGA
AACCCGACAGGACTATAAAGATACCAGGCGTTTCCCCCTGGAAGCTCCCTCGTGCGCTCT
CCTGTTCCGACCCTGCCGCTTACCGGATACCTGTCCGCCTTTCTCCCTTCGGGAAGCGTG
GCGCTTTCTCATAGCTCACGCTGTAGGTATCTCAGTTCGGTGTAGGTCGTTCGCTCCAAG
CTGGGCTGTGTGCACGAACCCCCCGTTCAGCCCGACCGCTGCGCCTTATCCGGTAACTAT
CGTCTTGAGTCCAACCCGGTAAGACACGACTTATCGCCACTGGCAGCAGCCACTGGTAAC
AGGATTAGCAGAGCGAGGTATGTAGGCGGTGCTACAGAGTTCTTGAAGTGGTGGCCTAAC
TACGGCTACACTAGAAGAACAGTATTTGGTATCTGCGCTCTGCTGAAGCCAGTTACCTTC
GGAAAAAGAGTTGGTAGCTCTTGATCCGGCAAACAAACCACCGCTGGTAGCGGTTTTTTT
GTTTGCAAGCAGCAGATTACGCGCAGAAAAAAAGGATCTCAAGAAGATCCTTTGATCTTT
TCTACGGGGTCTGACGCTCAGTGGAACGAAAACTCACGTTAAGGGATTTTGGTCATGAGA
TTATCAAAAAGGATCTTCACCTAGATCCTTTTAAATTAAAAATGAAGTTTTAAATCAATC
TAAAGTATATATGAGTAAACTTGGTCTGACAGTTACCAATGCTTAATCAGTGAGGCACCT
ATCTCAGCGATCTGTCTATTTCGTTCATCCATAGTTGCCTGACTCCCCGTCGTGTAGATA
ACTACGATACGGGAGGGCTTACCATCTGGCCCCAGTGCTGCAATGATACCGCGAGACCCA
CGCTCACCGGCTCCAGATTTATCAGCAATAAACCAGCCAGCCGGAAGGGCCGAGCGCAGA
AGTGGTCCTGCAACTTTATCCGCCTCCATCCAGTCTATTAATTGTTGCCGGGAAGCTAGA
GTAAGTAGTTCGCCAGTTAATAGTTTGCGCAACGTTGTTGCCATTGCTACAGGCATCGTG
GTGTCACGCTCGTCGTTTGGTATGGCTTCATTCAGCTCCGGTTCCCAACGATCAAGGCGA
GTTACATGATCCCCCATGTTGTGCAAAAAAGCGGTTAGCTCCTTCGGTCCTCCGATCGTT
GTCAGAAGTAAGTTGGCCGCAGTGTTATCACTCATGGTTATGGCAGCACTGCATAATTCT
CTTACTGTCATGCCATCCGTAAGATGCTTTTCTGTGACTGGTGAGTACTCAACCAAGTCA
TTCTGAGAATAGTGTATGCGGCGACCGAGTTGCTCTTGCCCGGCGTCAATACGGGATAAT
ACCGCGCCACATAGCAGAACTTTAAAAGTGCTCATCATTGGAAAACGTTCTTCGGGGCGA
AAACTCTCAAGGATCTTACCGCTGTTGAGATCCAGTTCGATGTAACCCACTCGTGCACCC
AACTGATCTTCAGCATCTTTTACTTTCACCAGCGTTTCTGGGTGAGCAAAAACAGGAAGG
CAAAATGCCGCAAAAAAGGGAATAAGGGCGACACGGAAATGTTGAATACTCATACTCTTC
CTTTTTCAATATTATTGAAGCATTTATCAGGGTTATTGTCTCATGAGCGGATACATATTT
GAATGTATTTAGAAAAATAAACAAATAGGGGTTCCGCGCACATTTCCCCGAAAAGTGCCA
CCTGACGTC
oooogood

OsnRNA UGOD OO ORNAOD OO OOOININICOOO0OOOOOoOo3soooooooboDoODOOan
ooooooooooobobobobObODoOOoOO0OCOCO0OO0OO0oO0ooOoo0ooooOdsnRNAUGDODODOODO

oooooooooooooao
5"-GGGGATCAGCGTTTGAGTAA-3" (0 OO DOO27)y 00O
5"-TAGGCCCCACCTCCTTCTAT-3" (O O O O O 28)
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Oo0o0oooao

siRNAO O OGO OQ0aGQ:
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OCOO0O0OO00O00OTuschlOOOS" 000300000 W@WRM) D ODOCOOOOCDOODOODOC(TS
coooo)oooooooooooooooboOOoooboooobobooooboboooboDbOoo
OO0OOOsiRNAOOOOOOOOOOoOoOooooouiRODO0ooooooo/o0oood
OCoOO0OOO0OO0OsiRNAODOOOOOOODODODOOOOOODODODODDODDODODODOGO
oooooad
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uboboobooboobooboobooboooboaoadd
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METERNATIONAL SEARUH REPUH |

JP 2007-530431 A 2007.11.1

Intemational Application Ne

PCT/JP2005/005613

A, CLASSIFICATION OF SUBJBECT MATTI

ER
CLZN15/11 A61K31/7088

According to Internationsd Patent Classificefion (IPC} or to both national classitication and IPC

B, FIELDE SEARCHED

Mintmum documentation ssétched (dlassification system fotowed by classifization symbaois)

Documentation searched cther than minimum decumentation to the axtent that such documents are Includad In the flakds searched

Elactronlc tata base consulted during the Internatlonal search {name of data base and, where praciical, search terms used)

EPO-Internal, BIOSIS, EMBASE, CHEM ABS Data, PAJ, WPI Data, Sequence Ssarch

C. DOCUMENTS CONSIDERED TG BE RELEVANT

Catagoty © | Citation of document, wiih Indication, where appropriate, of the relevant passages Rejevant to clalm Ne.
X MAYERLE JULIA ET AL: "Up-regulation, 1-3,6,
nuclear import, and tumor growth 16-19,21

stimulation of the adhesion protein
pi20ctn in pancreatic cancer."

GASTROENTEROLOGY,

ISSN: 0016-5085

vol. 124, no. 4, April 2003 (2003-04),
pages 949-960, XP002331611

abstract

page 951, right-hand column, Tast
paragraph .

page 954 - page 0956

figure 6

=

Further documants are listed In the continuation of box G,

Iﬂ Fatam famnily members are listed in annex.

* Spadial categories of tled documania -

"A" decumant defining the general siata of the art whioh Is not
congldered to be of partlcular relevance

*E* eatler document but published on or aflerthe International
filing date

"L* documen! which may throw doubis on priotity clakn(s) or
which s ciled to astablish tha publication date of anciher
cliation or cther spaclal reason (as specified)

"0" documert referring 1o an oral disclosure, use, exhibltion or
other means

P document published prlor to the Intarnallensl filing date but
later than the prioty date claimad

'T* later document published after tha International filing date
or priarity date and not in conlict with the application bul
clied 1o itnderstand the principle or theory underlying the
nvantion

*X' document of parlcular relevancs; the claimed inventlon
cannot he considered novel or cannot be conslderad 1o
involve an Inventlve step when the decument is taken alone

'¥* document of particular relevanca; he claimed inventicn
cannot be considered lo Involve an Inventive step when the
documant I3 eombinad with one or mara cther such docu-—
:-m?“!saiudl combination belng obvicusto a person skilled
nthe art.

"& document tnémber of the same palant farmily

Date of the actual complatien of the interatlonal search

23 June 2005

Date of malling of the Intemational esarch raport

10 01. 2008

Mama and malfing address of the |3A
European Palenl Office, P.B. 5518 Patenttean 2
NI = 2280 HY Rijswik
Te!, (+31-70) 3402040, Tx. 31 651 epe nl,
Fax: (+31-70) 340-3016

Authorized officer

Surdej, P

Form PCTASA/210 (sacond shest) (January 2004)

nage 1 of 3
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ernational Application No

[TERNATIONAL SEARCH REPORT -
l1:;T/JP2005/005619

C.[Cortirualion) DOGUMENTS GONSADERED TO BE RELEVANT
Categery * | Ghaton of dosument, wih Indicatlon, whete approptiate, of the ralavant passages Relavan! to clalmNe.

X DUXBURY MARK $ ET AL: "CEACAMS gene 1-3,6,

silencing impairs anoikis resistance and 16-19,2]

in vive metastatic ability of pancreatic

adenocarcinoma cells.”

ONCOGENE,

val. 23, no. 2,

15 January 2004 (2004-01-15), pages

465-473, XPO02331612

ISSN: 0950-9232

abstract

page 466 - page 468

tables 1,3

figures 3-6

X DUXBURY MARK S ET AL: “EphA2: A 1-3,86,
determinant of malignant cellular behavior - 16-19,21

and a potential therapeutic target in

pancreatic adenocarcinoma."”

ONCOGENE,

vol. 23, no. 7,

19 February 2004 (2004-02-19), pages

1448-1456, XPD02331613.

ISSN: 0950-9232

abstract

page 1450 - page 1452

table 1

figures 1,2,4,5,7

—

X SANO X ET AL: "Protocadherins: a large 1-3,6,
family of cadherin-related molecules in 16-19,21
central nervous system"

EMBO JOURNAL, OXFORD UNIVERSITY PRESS,
SURREY, GB,

vol, 12, no. 6, 1993, pages 2249-2256,
XP002087750

ISSN: 0261-4189

abstract

figure 2

X WO 03/070970 A (RIBOZYME PHARMACEUTICALS, 1-3,6,
INC, MCSWIGGEM, JAMES; BEIGELMAN, LEONID) 16-19,21
28 August 2003 (2003-08-28)
the whole document

-f—

Fom PGTASA/Z 10 [entinuation of second sheet) (Jaruary 2004)
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ANTERNATIONAL SEARCH REPORT
laternational Application No
| PCT/JP2005/005619

C.(Contineation) DOCUMENTS COMSIDERED TO BE RELEVANT

Calegoty * | Citation of document, with Indicatlon, where appropriate, of the relevant passagas Relevant to clalm Na.
P.X NAKAMURA TORU ET AL: "Genome-wide cDNA 1-3,6,
microarray analysis of gene expression 15-19,21

profiles in pancreatic cancers uUsing
populations of tumor cells and normal
ductal epitheltal cells selected for
purity by laser microdissection.”
ONCOGENE. 25 MAR 2004,

vol. 23, no. 13,

25 March 2004 (2004-03-25), pages
2385-2400, XP0G2331614

ISSN: 0950-9232

abstract

table 1

Form PCT/ISA%Z10 {eanlinuation of secend sheet) {January 2004)
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inlernaticnal application No

INTERNATIONAL SEARCH REPORT PCT/JP2005/005619

Box Il Observations where certain claims were found unsearchable {Continuetion of it=m 2 of first aheet)

This Intemational Search Repor! hag not been established i respact of certain cleims under Article 17(2)(a) for the following reasons:

i Claims Nos.:
hecause they relate to sublact mattar not requirad to be searched by thls Authorlty, namely:
Although claims 1-6 are directed to a method of treatment of the human/animatl
body, the search has been carried out and based on the alleged effects of the
compound/composition.

2. D Clalme Nos.:
becausa thay relats to parts of the International Application thed do not comply with the prescribed requirements to anch
an exient that no meaningful International Search cen be carrled out, specifically:

3. D Claims Nos.:
becauss they are depandant clalms and are not drated In accordance with the second and third ssntences of Fule .4(a).

Box Il Observations where unity of inventlon Is lacking (Continuation of item $ of first sheet)

This International Seerching Authority found multipie inventiors in thie International applicatian, as Rilkows:

see additional sheet

1. D As all required additional ssarch feas wara tmely pald by the applicant, this Intematlonal Search Repost covers all
earchable dalms.

2 D As al searchable ¢lalms could be searched without sffert justifying an additional fee, this Autherity did not invite payment
of any additionat fse.

3 D As only some of the required additional ssarch fees were imely pald by the applicant, this Intemational Search Report
covers only those claims for which fees were pald, spectiically ciaims Nos.:

4, LX_-| No required additional ssarch fees were imely paid by the applicant. Gansequently, this Intemational Sgarch Report is
restricted to the Inventlon fArst mentioned in the dalms; [t 1s covered by claims Nos.:

1-23 (a1l partially)

RAemark on Pratest |:] The additional cearch faes ware accompanied by the epplieant's protest,

D No protest accompanied the payment of additional search feas.

Form PCT/ISA/210 (continuation of first sheet (2)} (January 2004)
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International Application No. PCT/JP2005 /005619

FURTHER INFORMATION CONTINUED FROM  PCTASA/ 210

This International Searching Autherity found multiple (groups of)
inventions inp this internatioral application, as follows:

1. claims: claims 1-23(al11 partialiy)

a method for treating or preventing pancreatic cancer in a
subject comprising administering to a subject a composition
comprising a small interfering RNA (s1RMA) that 1nhibits the
expression of PCDH1, a doubie strand molecule comprising a
sense and an antisense strand, wherein the sense strand
comprises a ribonucleotide seguence corresponding to SEQ 1D
No.22, and wherein said double-stranded molecule, when
introduced into a cell expressing PCDHL, inhibits the
expression of said gene and products derived thereof.

2. claims: claims 1-23(all partially)

a method for treating or preventing pancreatic cancer in a
subject comprising administering to a subject a composition
comprising a small interfering RNA (siRNA) that inhibits the
expression of CDH3, a double strand molecule comprising a
sense and an antisense strand, wherein the sense strand
comprises a ribonucleotide sequence corresponding te SEQ ID
No.23, and wherein sald double-stranded molecule, when
introduced into a cell expressing CDH3, inhibits the
expression of said gene and products derived thereof.

3. claims: claims 1-23{a171 partially)

a method for treating or preventing pancreatic cancer in a
subject comprising administering to a subject a composition
comprising a small interfering RNA (siRNA) that inhibits the
expressfon of GPR107, a double strand molecule comprising a
sense and an antisense strand, wherein the sense strand
comprises a ribonucleotide sequence corresponding fo SEQ ID
No.24, and wherein said double-stranded molecule, whan
introduced inte a cell expressing GPR107, 1nhibits the
expression of sald gene and products derived thereof.
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