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g 2R SEQ FoFEVR SEQ ID

NM ID NO:

001430 NO:

842 | ATGGCGACATGATCTTTCT |1 AGAAAGATCATGTCGCCAT | 20
2802 | AAATGTACCCAATGATAAG |2 CTTATCATTGGGTACATTT | 21
3040 | GAACTGACCAGATATGACT | 3 AGTCATATCTGGTCAGTTC | 22
3304 | AGATGCTCACTTTATTATC |4 GATAATAAAGTGAGCATCT | 23
3310 | TCACTTTATTATCCCTATT 5 AATAGGGATAATAAAGTGA | 24
3345 | GTTTTACCTGTTCTGAAAT | © ATTTCAGAACAGGTAAAAC | 25
3354 | GTTCTGAAATGTTCTTARA | 7 TTTAAGAACATTTCAGAAC | 26
3735 | ACTCCAACGTATGTGGTTA | 8 TAACCACATACGTTGGAGT | 27
3739 | CAACGTATGTGGTTATCTG | 9 CAGATAACCACATACGTTG | 28
3875 | TGGGTTAAGTGTTTATCAT 10 ATGATAAACACTTAACCCA | 29
4153 | CATTCTCTATGTACTATGT 11 ACATAGTACATAGAGAATG | 30
4157 | CTCTATGTACTATGTATCT | 12 ACATACATAGTACATAGAG | 31
5049 | CAACGTAACGATTTCATGA | 13 TCATGAAATCGTTACGTTG | 32
5057 | CGATTTCATGAACGTTATT | 14 AATAACGTTCATGAAATCG | 33
5058 | GATTTCATGAACGTTATTA |15 TAATAACGTTCATGAAATC | 34
5059 | ATTTCATGAACGTTATTAT 16 ATAATAACGTTCATGAAAT | 35
5108 | CTGTATGGGAGCTTAACTT 17 AAGTTAAGCTCCCATACAG | 36
5144 | TGACACTGGTATCTTATTA |18 TAATAAGATACCAGTGTCA | 37
5149 | CTGGTATCTTATTAAAGTA | 19 TACTTTAATAAGATACCAG | 38
ODo0ooo
00 O O EPASL RNAIO O O O

g SEQ SEQ ID

NM ID NO:

001430 | &YX NO: FUFEVR

842 | AUGGCGACAUGAUCUUUCU | 39 AGAAAGAUCAUGUCGCCAU | 58

2802 | AAAUGUACCCAAUGAUAAG | 40 CUUAUCAUUGGGUACAUUU | 59
3040 | GAACUGACCAGAUAUGACU | 41 AGUCAUAUCUGGUCAGUUC | 60
3304 | AGAUGCUCACUUUAUUAUC | 42 GAUAAUAAAGUGAGCAUCU | 61
3310 | UCACUUUAUUAUCCCUAUU | 43 AAUAGGGAUAAUAAAGUGA | 62
3345 | GUUUUACCUGUUCUGAAAU | 44 AUUUCAGAACAGGUAAAAC | 63
3354 | GUUCUGAAAUGUUCUUAAA | 45 UUUAAGAACAUUUCAGAAC | 64
3735 | ACUCCAACGUAUGUGGUUA | 46 UAACCACAUACGUUGGAGU | 65
3739 | CAACGUAUGUGGUUAUCUG | 47 CAGAUAACCACAUACGUUG | 66
3875 | UGGGUUAAGUGUUUAUCAU | 48 AUGAUAAACACUUAACCCA | 67
4153 | CAUUCUCUAUGUACUAUGU | 49 ACAUAGUACAUAGAGAAUG | 68
4157 | CUCUAUGUACUAUGUAUGU | 50 ACAUACAUAGUACAUAGAG | 69
5049 | CAACGUAACGAUUUCAUGA | 51 UCAUGAAAUCGUUACGUUG | 70
5057 | CGAUUUCAUGAACGUUAUU | 52 AAUAACGUUCAUGAAAUCG | 71
5058 | GAUUUCAUGAACGUUAUUA | 53 UAAUAACGUUCAUGAAAUC | 72
5059 | AUUUCAUGAACGUUAUUAU | 54 AUAAUAACGUUCAUGAAAU | 73
5108 | CUGUAUGGGAGCUUAACUU | 55 AAGUUAAGCUCCCAUACAG | 74
5144 | UGACACUGGUAUCUUAUUA | 56 UAAUAAGAUACCAGUGUCA | 75
5149 | CUGGUAUCUUAUUAAAGUA | 27 UACUUUAAUAAGAUACCAG | 76
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A CLASSIFIOA'HO u JEGT MATTER
INV. C12N15 / AB1K31/7088
ADD.

Aocvarding to Intermational Patent Classifioation {(IPC) or to both national olassification and IPC

B. FIELDS SEARCHED

Cl12N A61K

Minimum cocumsntation searchaed (classification aystam followed by clasaification symbaole)

Documentation searched cther than minimum documentation to the extent that such documents are included in the fiskds searched

Elapty

ic data base

EPO-Internal,

Ited during the intematicnal searsh {name of data base and, where prasticable, search terms used)

EMBASE, BIOSIS, WPI Data

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category™

Gitation of document, with indication, where appropriate, of the relevant passages

Relevant to claim No.

INC [US]; DAVIS MARK E [US];
claims 1, 11, 27, 52, 56

YUKI [JP];
sequence FW923680

JP 2006 507841 A (DHARMACON 1
9 March 2006 (2006-03-09)
sequence GB572412

4 August 2010 (2010-08-04)
sequence HH258106

WO 2009/123764 A2 (CALANDO PHARMACEUTICALS
D [) 8 October 2009 (2069-16-

WO 2005/116204 Al (RNAI CO LTD [JP];
FUJINO MASATO [JP];
SHINOBU) 8 December 2005 (2005-12-08)

EP 2 213 738 A2 (DHARMACON INC [US])

1-34
HEIDEL JEREMY
08)

NAITO 1,3-5,15

OGUCHI
NC) 1,3-5,15

1,3-5,15

Further doocuments are listed inthe oontinuation of Box C.

See patent family annax.

* Special categories of cited documents :

"A" decument defining the general state of the art which is not considered
to be of particular relevancs

"E" earlier application or patent but published on or after tha international
filing date

Lt dooumentwhmh me.ythrow toubts on pnonty olalm(s) or whioh is
cited to h the 1 date of citation ar other

special reason [as apecrhed)
"O" gooument referring to an oral disclosure, use, exhibition or other

'T* later dooument published after the intemationalfiling date ar prionty
date and not in confliot with the applioation but cited to understand
the prinoiple or theory underlying the invention

" document of particu lar relevance; the claimed invention cannot ba
oonzidered novel or cannct be considered to involve an inventive
step when the document is taken akine

" document of particu lar relevance; the claimed invention cannot be
considarad to invelve an inventive atep when the decument ia
oombined with one or more cther such doouments, suoh oombination

means baing cbvious to a parsan skilled in the art
"P* document published prior to the intemational filing date but later than
the priority date claimed '&" dooument member of the same patent family
Date of the actual completicn of the int tional search Date of mailing of the intemational search repart
22 July 2014 21/10/2014
Name and mailing addreas of the [SA/ Autharized officer

Eurcpean Patent Offioe, P.B. 5818 Patentlaan 2
NL - 2280 HV Rijswijk

Tel. (+31-70) 340-204Q,

Fax: {(+31-70) 340-3016

Faber, Cerstin

Form PCTASA210 (second eheet] {(April 2005)
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A RODA JULIE M ET AL: "Hypoxia-inducible 1-34
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soluble vascular endothelial growth factor
receptor 1 production from macrophages and
inhibits tumor growth and angiogenesis.",
JOURNAL OF IMMUNOLOGY (BALTIMORE, MD. :
1950) 15 AUG 2011,

vol. 187, no. 4,

15 August 2011 (2011-08-15), pages
1970-1976, XP0Q2727541,

ISSN: 1550-6606

the whole document

A WO 2009/114836 Al (GENOMIC HEALTH INC 1-34
[US]; NSABP FOUNDATION INC [US]; BAKER
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the whole document
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BoxNo.ll Observations where certaln clalms were found unsearchable {(Continuation cf Item 2 of first sheat)

This international search report has not been established in respect of cedain claims under Aricle 17(2){a) for the following reasons:

1. D Claims Nos.:
because they relate to subject matter not required to be searched by this Authority, namely:

2 IE Glaims Nos.. 1-34(partially)

bacausa thay relata to parts of tha intarnational application that do not eomply with the prescribed requiremants to such
an extent that no meaningful international search can be camied out, specifically:

see FURTHER INFORMATION sheet PCT/ISA/210

3. I:I Claims Nos.:

bacausa thay are dapandant claims and are nat drafted in accardance with the sasond and third sentences of Rula 6.4(a).

Box No. lll Observations where unity of Inventlon Is lacking (Continuation of tem 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

see additional sheet

1. As all required additional search fees were timely paid by the applicant, this intemational search report covers all searchable
claims,

2. |:| As all searchable claims could be searched without effort justifying an additional fees, this Autharity did not invite payment of
additional tees.

3. As only some of the required additional search fees were timely paid by the applicant, this international search report covars
only thoss claims for which fess wara paid, specifically claims Naos.:

4. m No required additional search fees were timely paid by the applicant. Consedguently, this international search report is
restricted to the invention first mentioned in the olaims; it is covered by elaims Nos.:

1-34(partially)

Remark on Protest The additional search fees were accompanied by the applicant's protest and, where applicable, the
payment of a protest fee.

The additional search fees were accompanied by the applicant's protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

I:l No protest accompanied the payment of additicnal search fees.

Form PCTASA/210 {continuation of first sheet (2)) (April 2005)
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This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 1-34(partially)

Composition comprising an $1RNA agent comprising a sense and
an antisense strand wherein the antisense strand comprises
at least 15 contiguous nucleotides differing by 0, 1, 2, or
3 nucleotides from the antisense strand of an RNAi agent to
EPAS1 at position 842 as defined by SEQ ID NO#s 1, 20, 39,
58, 145, 126, 77, 96; a method of inhibiting the expression
of EPAS1 in an individual employing said RNAi agents; the
use of said composition in the manufacture of a medicament
for treatment of an EPASl-related disease.

2. claims: 1-34(partially)

Composition comprising an siRNA agent comprising a sense and
an antisense strand wherein the antisense strand comprises
at least 15 contiguous nucleotides differing by 0, 1, 2, or
3 nucleotides from the antisense strand of an RNAi agent to
EPAS] at position 2802 as defined by SEQ ID NO#s 2, 21, 40,
59, 146, 127, 78, 97; a method of inhibiting the expression
of EPAS] in an individual employing said RNAi agents; the
use of said composition in the manufacture of a medicament
for treatment of an EPASl-related disease.

3. claims: 1-34(partially)

Composition comprising an siRNA agent comprising a sense and
an antisense strand wherein the antisense strand comprises
at least 15 contiguous nucleotides differing by 0, 1, 2, or
3 nucleotides from the antisense strand of an RNAi agent to
EPAS] at position 3040 as defined by SEQ ID NO#s 3, 22, 41,
60, 147, 128, 79, 98; a method of inhibiting the expression
of EPAS] in an individual employing said RNAi agents; the
use of said composition in the manufacture of a medicament
for treatment of an EPASl-related disease.

4. claims: 1-34(partially)

Composition comprising an siRNA agent comprising a sense and
an antisense strand wherein the antisense strand comprises
at least 15 contiguous nucleotides differing by 0, 1, 2, or
3 nucleotides from the antisense strand of an RNAi agent to
EPASL at position 3304 as defined by SEQ ID NO#s 4, 23, 42,
61, 148, 129, 80, 99; a method of inhibiting the expression
of EPAS] in an individual employing said RNAi agents; the
use of said composition in the manufacture of a medicament
for treatment of an EPASl-related disease.
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5. claims: 1-34(partially)

Composition comprising an $iRNA agent comprising a sense and
an antisense strand wherein the antisense strand comprises
at least 15 contiguous nucleotides differing by 0, 1, 2, or
3 nucleotides from the antisense strand of an RNAi agent to
EPAS1 at position 3310 as defined by SEQ ID NO#s5, 24, 43,
62, 149, 130, 81, 100; a method of inhibiting the expression
of EPASL in an individual employing said RNAi agents; the
use of said composition in the manufacture of a medicament
for treatment of an EPASl-related disease.

6. claims: 1-34(partially)

Composition comprising an siRNA agent comprising a sense and
an antisense strand wherein the antisense strand comprises
at least 15 contiguous nucleotides differing by 0, 1, 2, or
3 nucleotides from the antisense strand of an RNAi agent to
EPAS]1 at position 3345 as defined by SEQ ID NO#s 6, 25, 44,
63, 150, 131, 82, 101; a method of inhibiting the expression
of EPAS] in an individual employing said RNAi agents; the
use of said composition in the manufacture of a medicament
for treatment of an EPASl-related disease.

7. claims: 1-34(partially)

Composition comprising an siRNA agent comprising a sense and
an antisense strand wherein the antisense strand comprises
at least 15 contiguous nucleotides differing by 0, 1, 2, or
3 nucleotides from the antisense strand of an RNAi agent to
EPAS] at position 3354 as defined by SEQ ID NO#s 7, 26, 45,
64, 151, 132, 83, 102; a method of inhibiting the expression
of EPAS] in an individual employing said RNAi agents; the
use of said composition in the manufacture of a medicament
for treatment of an EPASl-related disease.

8. claims: 1-34(partially)

Composition comprising an siRNA agent comprising a sense and
an antisense strand wherein the antisense strand comprises
at least 15 contiguous nucleotides differing by 0, 1, 2, or
3 nucleotides from the antisense strand of an RNAi agent to
EPASL at position 3735 as defined by SEQ ID NO#s 8, 27, 46,
65, 152, 133, 84, 103; a method of inhibiting the expression
of EPAS] in an individual employing said RNAi agents; the
use of said composition in the manufacture of a medicament
for treatment of an EPASl-related disease.

9. claims: 1-34(partially)

Composition comprising an siRNA agent comprising a sense and
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an antisense strand wherein the antisense strand comprises
at least 15 contiguous nucleotides differing by 0, 1, 2, or
3 nucleotides from the antisense strand of an RNAi agent to
EPAS] at position 3739 as defined by SEQ ID NQ#s 9, 28, 47,
66, 153, 134, 85, 104; a method of inhibiting the expression
of EPAS] in an individual employing said RNAi agents; the
use of said composition in the manufacture of a medicament
for treatment of an EPASl-related disease.

10, claims: 1-34(partially)

Composition comprising an siRNA agent comprising a sense and
an antisense strand wherein the antisense strand comprises
at least 15 contiguous nucleotides differing by 0, 1, 2, or
3 nucleotides from the antisense strand of an RNAi agent to
EPAS1 at position 3875 as defined by SEQ ID NO#s 10, 29, 48,
67, 154, 135, 86, 105; a method of inhibiting the expression
of EPAS1 in an individual employing said RNAi agents; the
use of said composition in the manufacture of a medicament
for treatment of an EPASl-related disease.

11. claims: 1-34(partially)

Composition comprising an siRNA agent comprising a sense and
an antisense strand wherein the antisense strand comprises
at least 15 contiguous nucleotides differing by 0, 1, 2, or
3 nucleotides from the antisense strand of an RNAi agent to
EPAS] at position 4153 as defined by SEQ ID NO#s 11, 30, 49,
68, 155, 136, 87, 106; a method of inhibiting the expression
of EPAS] in an individual employing said RNAi agents; the
use of said composition in the manufacture of a medicament
for treatment of an EPASl-related disease.

12. claims: 1-34(partially)

Composition comprising an siRNA agent comprising a sense and
an antisense strand wherein the antisense strand comprises
at least 15 contiguous nucleotides differing by 0, 1, 2, or
3 nucleotides from the antisense strand of an RNAi agent to
EPAS]L at position 4157 as defined by SEQ ID NO#s 12, 31, 50,
69, 156, 137, 88, 107; a method of inhibiting the expression
of EPAS] in an individual employing said RNAi agents; the
use of said composition in the manufacture of a medicament
for treatment of an EPASl-related disease.

13. claims: 1-34(partially)

Composition comprising an $iRNA agent comprising a sense and
an antisense strand wherein the antisense strand comprises

at least 15 contiguocus nucleotides differing by 0, 1, 2, or
3 nucleotides from the antisense strand of an RNAi agent to
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EPAS1 at position 5049 as defined by SEQ ID NO#s 13, 32, 51,
70, 157, 138, 89, 108; a method of inhibiting the expression
of EPAS] in an individual employing said RNAi agents; the
use of said composition in the manufacture of a medicament
for treatment of an EPASl-related disease.

14, claims: 1-34(partially)

Composition comprising an siRNA agent comprising a sense and
an antisense strand wherein the antisense strand comprises
at least 15 contiguous nucleotides differing by 0, 1, 2, or
3 nucleotides from the antisense strand of an RNAi agent to
EPASL at position 5057 as defined by SEQ ID NO#s 14, 33, 52,
71, 158, 139, 90, 109; a method of inhibiting the expression
of EPAS1 in an individual employing said RNAi agents; the
use of said composition in the manufacture of a medicament
for treatment of an EPASl-related disease.

15. claims: 1-34(partially)

Composition comprising an siRNA agent comprising a sense and
an antisense strand wherein the antisense strand comprises
at least 15 contiguous nucleotides differing by 0, 1, 2, or
3 nucleotides from the antisense strand of an RNAi agent to
EPAS] at position 5058 as defined by SEQ ID NO#s 15, 34, 53,
72, 159, 140, 91, 110; a method of inhibiting the expression
of EPAS] in an individual employing said RNAi agents; the
use of said composition in the manufacture of a medicament
for treatment of an EPASl-related disease.

16. claims: 1-34(partially)

Composition comprising an siRNA agent comprising a sense and
an antisense strand wherein the antisense strand comprises
at least 15 contiguous nucleotides differing by 0, 1, 2, or
3 nucleotides from the antisense strand of an RNAi agent to
EPAS] at position 5059 as defined by SEQ ID NO#s 16, 35, 54,
73, 160, 141, 92, 111; a method of inhibiting the expression
of EPAS] in an individual employing said RNAi agents; the
use of said composition in the manufacture of a medicament
for treatment of an EPASl-related disease.

17. claims: 1-34(partially)

Composition comprising an $iRNA agent comprising a sense and
an antisense strand wherein the antisense strand comprises

at least 15 contiguous nucleotides differing by 0, 1, 2, or
3 nucleotides from the antisense strand of an RNAi agent to
EPAS] at position 5108 as defined by SEQ ID NO#s 17, 36, 55,
74, 161, 142, 93, 112; a method of inhibiting the expression
of EPAS] in an individual employing said RNAi agents; the
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use of said composition in the manufacture of a medicament
for treatment of an EPASl-related disease.

18. claims: 1-34(partially)

Composition comprising an siRNA agent comprising a sense and
an antisense strand wherein the antisense strand comprises
at least 15 contiguous nucleotides differing by 0, 1, 2, or
3 nucleotides from the antisense strand of an RNAi agent to
EPASL at position 5144 as defined by SEQ ID NO#s 18, 37, 56,
75, 162, 143, 94, 113; a method of inhibiting the expression
of EPAS1 in an individual employing said RNAi agents; the
use of said composition in the manufacture of a medicament
for treatment of an EPASl-related disease.

19. claims: 1-34(partially)

Composition comprising an siRNA agent comprising a sense and
an antisense strand wherein the antisense strand comprises
at least 15 contiguous nucleotides differing by 0, 1, 2, or
3 nucleotides from the antisense strand of an RNAi agent to
EPAS] at position 5149 as defined by SEQ ID NO#s 19, 38, 57,
76, 163, 144, 95, 114; a method of inhibiting the expression
of EPAS1 in an individual employing said RNAi agents; the
use of said composition in the manufacture of a medicament
for treatment of an EPASl-related disease.
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Continuation of Box II.2

Claims Nos.: 1-34({partially)

Present claims 1-34 relate to an undeterminable number of compositions
comprising an RNAi wherein the antisense strand comprises at least 15
contiguous nucleotides directed to EPAS] and use thereof and methods
employing such for inhibiting expression of EPAS1 in an individual. In
fact, the claims contain so many options that a lack of clarity within
the meaning of Article & PCT arises to such an extend as to render a
meaningful search of the subject-matter claimed impossible. Furthermore,
not all possible compositions are disclosed and supported according to
the requirements of Articles 5 and 6 PCT.

Consequently, the search was

limited to those parts of the application which do appear to be clear and
which are disclosed and supported, namely the 1% sets of siRNA sequences
designed to specific positions in the human EPAS]1 gene sequence as listed
in table 1.

The applicant's attention is drawn to the fact that 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 applicant is advised that the EPO
policy when acting as an Internaticnal 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 EPD Guidelines C-1V, 7.2),
should the problems which led to the Article 17(2) declaration be
overcome.
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