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Category™ | Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
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therapeutic targets and proliferative
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the whole document
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X WO 02/068690 Al (ISIS PHARMACEUTICALS INC 1
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the whole document

claims 1,2,14-18

Further documents are listed in the continuation of Box C. See patent family annex.
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filing date considered novel or cannot be considered to involve an inventive
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"O" document referring to an oral disclosure, use, exhibition or other combined with one or more other such documents, such combination
means being obvious to a person skilled in the art
"P" document published prior to the international filing date but later than
the priority date claimed "&" document member of the same patent family
Date of the actual completion of the international search Date of mailing of the international search report
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Name and mailing address of the ISA/ Authorized officer

European Patent Office, P.B. 5818 Patentlaan 2
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10 January 2011 (2011-01-10), pages
1525-1530, XP055618576,
Us
ISSN: 0027-8424, DOI:
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the whole document
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page 28, paragraph 1
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page 38, line 14; table 3
X R. MOLES ET AL: "WRN-targeted therapy 1-4,
using inhibitors NSC 19630 and NSC 617145 33-50,
induce apoptosis in HTLV-1-transformed 52-67,
adult T-cell leukemia cells", 76-78,
JOURNAL OF HEMATOLOGY & ONCOLOGY, 99-102,
vol. 9, no. 1, 131-143,
9 November 2016 (2016-11-09), XP055618606, 145
DOI: 10.1186/s13045-016-0352-4
the whole document
tables 1,2
page 9, column 2, paragraph 3 - page 10,
column 1, paragraph 1
X VLADIMIR J. N. BYKOV ET AL: "Reactivation 1-4,
of Mutant p53 and Induction of Apoptosis 33-50,
in Human Tumor Cells by Maleimide 52-67,
Analogs", 76-78,
JOURNAL OF BIOLOGICAL CHEMISTRY, 99-102,
vol. 280, no. 34, 1 July 2005 (2005-07-01) 131-143,
, pages 30384-30391, XP055618503, 145
Us
ISSN: 0021-9258, DOI:
10.1074/jbc.M501664200
the whole document
figures la,2; table II
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X WO 02/24692 Al (KAROLINSKA INNOVATIONS AB 1-4,
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28 March 2002 (2002-03-28) 52-67,
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the whole document
claims 3-7
X WO 037070250 A1l (KAROLINSKA INNOVATIONS AB 1-4,
[SE]; BYKOV VLADIMIR [SE] ET AL.) 33-67,
28 August 2003 (2003-08-28) 76-78,
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131-145
the whole document
page 19, line 25 - page 22, line 2;
figures la, 2d
X M N SAHA ET AL: "Small molecule MIRA-1 1-4,
induces in vitro and in vivo anti-myeloma 33-50,
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BRITISH JOURNAL OF CANCER, 99-102,
vol. 110, no. 9, 1 April 2014 (2014-04-01) 131-143,
, pages 2224-2231, XP055618599, 145
GB
ISSN: 0007-0920, DOI: 10.1038/bjc.2014.164
the whole document
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145
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Box No.ll Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

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

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

2. I:' Claims Nos.:
because they relate to parts of the international application that do not comply with the prescribed requirements to such
an extent that no meaningful international search can be carried out, specifically:

3. |:| Claims Nos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. lll Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

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

see additional sheet

-

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

2. I:' As all searchable claims could be searched without effort justifying an additional fees, this Authority did not invite payment of
additional fees.

3. 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 were paid, specifically claims Nos.:

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

3, 4, 101, 102(completely); 1, 2, 33-67, 76-78, 99, 100, 131-145(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:' No protest accompanied the payment of additional search fees.
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FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210

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

1. claims: 3, 4, 101, 102(completely); 1, 2, 33-67, 76-78, 99, 100,
131-145(partially)

a pharmaceutical agent for use in a method for treating a
proliferative disease in an individual in need thereof, the
proliferative disease being characterized by proliferating
cells having a high microsatellite instability (MSI-H), said
method comprising administering to the individual said
pharmaceutical agent, wherein said pharmaceutical agent is
effective for decreasing the helicase activity of WRN in the
proliferative cells, wherein the pharmaceutical agent is an
inhibitor of WRN, wherein the inhibitor of WRN is a small
molecule inhibitor, in particular a molecule of the formula
of claim 4

2. claims: 5-9, 31, 32, 103-105(completely); 1, 2, 33-67, 76-78,
99, 100, 106, 107, 125-145(partially)

a pharmaceutical agent for use in a method for treating a
proliferative disease in an individual in need thereof, the
proliferative disease being characterized by proliferating
cells having a high microsatellite instability (MSI-H), said
method comprising administering to the individual said
pharmaceutical agent, wherein said pharmaceutical agent is
effective for decreasing the helicase activity of WRN in the
proliferative cells, wherein the pharmaceutical agent is an
inhibitor of WRN, wherein the inhibitor of WRN is a ADC
comprising an antibody conjugated to a WRN inhibitor, an
inhibitory nucleic acid targeting WRN mRNA, a nuclease
capable of modifying the helicase activity of WRN, a nucleic
acid construct according to claim 27, a proteolysis
targeting chimera according to claim 31; and compositions
comprising a gRNA and a RNA-guided endonuclease according to
claim 79; and a composition according to claim 95 comprising
same.

3. claims: 68-75(completely); 76-78(partially)

An in vitro method for detecting a high microsatellite
instability (MSI-H) or a marker associated with high
microsatelite instability and the helicase activity of WRN
in an individual diagnosed with or thought to have a
proliferative disease, the method comprising: (a)
contacting a biological sample from the individual with one
or more reagents for detecting the presence of an MSI and
the helicase activity of WRN; and (b) detecting (i) the
presence of an MSI-H; and (ii) the helicase activity of WRN.

4. claims: 10-30, 79-94, 108-124(completely); 1, 2, 33-67, 76-78,
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FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210

99, 106, 107, 125-145(partially)

compositions comprising a gRNA and a RNA-guided endonuclease
according to claim 79; and a composition according to claim
95 comprising.

5. claims: 95-98(completely); 1, 2, 33-67, 76-78, 106, 107,
131-145(partially)

A composition comprising a nucleic acid construct comprising
a donor nucleic acid, wherein the nucleic acid construct is
configured such that insertion of the donor nucleic acid
into the genome of a proliferative cell by homologous
recombination decreases the helicase activity of WRN in the
proliferative cell.
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