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% 1. MitoCheck BHIBETFIZDVTOCKGF 1T F DAL
aET AR THE CoGTATEDER ~  CpGTAIVED  CpGFAT2Fh CpGOMMIE/ Go&ft
£ (bp) [o1+e]8 - 3] CpGOMITHE (%)
PLK1 chr16:23,590,521-23,616,371 (16p12.1) 23597103 - 23598423 1320 a8 0.768 60.6
TPX2 chr20:29,751,378-29,892,452 (20q11.2) 29790413 - 29791269 856 48 0.823 55.0
KIF111 chr10:94,327,431-94,420,670 (10q23.3) 94341250 - 94341728 478 EL) 1.052 55.0 20
KIF112 chr10:94,327,431-94,420,670 (10g23.3) 94341912 - 94343451 1539 89 0.793 54.3
PAPP-A chr9:117,893,759-118,266,552 (9q33.1) 117955868 - 117957241 1373 115 0.852 64.5
SGOL1  chr3:20,177,087-20,202,687 (3p24.3) 20176596 - 20177594 998 65 0.876 55.0
PSMDE chr19:43,557,030-43,566,304 (19q13.2) 43556706 - 43558018 1312 81 0.747 59.4
TuBB2C chr9:139,255,532-139,257,980 (9q34) 139254197 - 139256673 2476 225 0.817 67.3
a ERY /LRI T4
b DNAREH ILgenome ucsc.edu ALVC -, CpGF 17 FOEEIL, cpgislands.usc.eduf ALVCEIELE.
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A CLASSIFICATION OF SUBJECT MATTER
INV. GOLIN33/574 AB1K38/17
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Co7K14/47 C12Q1/68

Accarding to International Patent Clagsification {IFC) or to both national classification and |IPC

B. FIELDS SEARCHED
Minimum documentation eearched (classification aystem followed by classification symbola})

GOIN A61K Co7K Cl20Q

Documentation aearched other than minimum documentation to the extent that such documents are included in the fields searched

Electronic data base consulted during the intemational search (name of data base and, where practicable, search terms used)

EPO-Internal, WPI Data

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category™ | Citalion of dooument, with indivation, where apprepriate, of the relevant passages Relevant to olaim No,
X US 20057009136 Al (NIXON ANDREW [US] ET 1-14,
AL) 13 January 2005 (2005-01-13) 16-22,25

the whole document
paragraphs [0081] - [0690],
[0109], [©243] - [0249],
[0260]: claims 16-29

[0107] -
[0253] -

_/__

Further decuments are listed in the continuation of Box C.

8ee patent family annex.

* Speoial vategeties of oited doournerts :

A" document defining the general state of the art which is not considered
to be of partioular relevanoe

'E" eartier application or patent but published an or after the intemational
filing date

'L* dooument whish may throw doubta on pricnty olairng)torwhbh ig
oited to establish the publication date of ancther oftetian or ather

epecial reason {as sprec'rlied)

'O" dooument referring to an oral disclosure, use, exhbition or other
means

*P* document published priar ta the intematianal filing date but later than
the priority date olaimed

"T" later doournent published after the international filing date or priorty
date and natin conflict with the application but cited to understand
the principle or thecry underlying the invertion

"X" decument of partioular relevance; the olaimed invention sannoct be
considered novel or cannot be considered to invaolve an inventive
step when the dooument is taken akone

" decument of partioular relevance; the olaimed invention cannot be
cohsidered ta involve an invantive etap whan the dosumant is
combined with cne or more other such documents, such ocmbination
being cbvious to a perean skilled in the art

"&" doourment member of the same patent family

Date of the actual campletian of the imtamational search

12 June 2013

Data of mailing of the intematienal search report

27/06/2013

Name and mailing addresa of the ISA/

European Patent Office, P.B. 5818 Patentlaan 2
ML - 2280 HV Rijewik

Tel. {(+31-70) 340-2040,

Fax: (+31-70) 340-301&

Autharized officer

Boiangiu, Clara

Fom PCT/SA/210 {second shest) (April 2005)
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protease-resistant insulin-like growth
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PUBLISHERS,

vol. 161, no. 2, 16 June 2609 (2009-06-16)
, pages 278-286, XPO02601322,

ISSN: 0007-0920, DOI:
10.1038/SJ.BJC.6605141

[retrieved on 2009-06-16]

the whole document

abstract

page 280, right-hand columm, last
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pages 2283,284
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SHIN CHANG HO [KR]: UNIV SUNGKYUNKWAN
FOUND [KR]) 11 August 2011 (2011-08-11)
the whole document

paragraphs [6066], [0013], [06014],
[op22] - [@032], [0G46], [0058] -
[0e67]; claims 1-16

X W0 2008/018642 A2 (ONCOTHERAPY SCIENCE INC 15
[JP]: UNIV TOKYO [JP]: NAKAMURA YUSUKE
[JP]; K} 14 February 2008 (2008-02-14)
Y the whole document 5-11
page 25, line 31 - page 26, line 19;
figures 8,9

pages 18,19:; figures 14,15

page 154, line 15 - page 156, line 2
claims 1-1@9

X W0 20117143665 Al (GENENTECH INC [US]; 23
HOFFMANN LA ROCHE [CH]: PATEL PREMAL H
[US]: PETER) 17 November 2611 (2011-11-17)
Y the whole document 24,25
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Y the whole document 24,25
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Y the whole document 24,25
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US 2006/205651 Al (HARMEY JUDITH [IE])

14 September 2006 (2606-09-14)

the whole document

paragraphs [0047] - [0850]; claims 1-21
HARISH CHANDER ET AL: "Skp2B
Overexpression Alters a Prohibitin-p53
Axis and the Transcription of PAPP-A, the
Protease of Insulin-Like Growth Factor
Binding Protein 4",

PLOS ONE,

vol. 6, no. 8, 4 August 2011 (2011-08-04},
page e22456, XPO55659001,

ISSN: 1932-6203, DOI:
10.1371/journal.pone. 0022456

the whole document

WD 2009/092806 A2 (UNIV AARHUS [DK]:; OXVIG
CLAUS [DK]:; MIKKELSEN JAKOB HAUGE [DK]:
NIELSE) 30 July 2089 (2009-07-30)

the whole document

claims 1-223

claims 208,212-214

W0 94/21686 Al (NORTH SYDNEY AREA HEALTH
SERV [AU]; SINOSICH MICHAEL JOSEPH [AU])
29 September 1994 (1994-09-29)

the whole document

page 1; claim 24

W0 20047022163 Al (UNIV MANITOBA [CA]:
BRANDES LORNE J [CA])

18 March 2604 (2004-03-18)

the whole document

page 6 - page 26

WO 20097089548 A2 (H LEE MOFFITT CANCER &
RES INS [US]; UNIV SOUTH FLORIDA [US];
CHEN DUN) 16 July 2009 (2009-07-16)
claims 1-12,22,36,37

US 2009/197259 Al (GUD NANCY LAN [US])

6 August 2009 (2009-08-06)

claims 11-25

US 20187317533 Al (LOU YUANMEI [CA] ET AL)
16 December 2010 (2010-12-16)

claims 5-10
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BoxNo.ll  Observations where certaln claims were found unsearchable (Continuation of ltem 2 of first sheet)

This intemational eearch report has not besen established in respect of certain claims under Article 17(2)(a) for the following reasans:

1. D Claims Mos.:
because they relate te subject matter not required te be searched by thie Autherity, namely:

2. D Claims Mos.:

because they relate to parts of the international epplication that do not comply with the preacribed requirements to such
an extent that no meaningtul intemational eearch can be carried out, specifically:

3. D Claime Moe.:
because they are dependent ¢laime and are nct drafted in accordance with the second and third sentences of Rule &.4(a).

BoxNo.lll Observations where unity of invention is lacking {(Continuation of item 3 of firet 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 international search report covers all searchable
claims.

2. |:| 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 intemational search repart covers
only those claims for which fees were paid, specifically claims Nos.:

4. D Ne required additional search fees were timely paid by the applicant. Consequently, this international search report is
restricted to the invention first mentioned in the claimea; it is covered by olaima Nos.:

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

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

m Na protest accompanied the payment of additional search fees.

Farm PCT/ISA/210 {continuation of first shest {2)) (April 2005)
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FURTHER INFORMATION CONTINUED FROM PCT/ASA/ 210

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

1. claims: 1-4, 12-14(completely); 5-11, 16-22, 25(partially)

Therapeutic regimen for treating /preventing breast cancer
and Method for determining the risk of progression of a
proliferative lesion to invasive breast cancer and/or the
risk of recurrent non-invasive disease in a patient,
relating to PAPPA gene and/or protein

2. claims: 5-11(partially)

A method for determining the risk of progression of a
proliferative lesion to invasive breast cancer and/or the
risk of recurrent non-invasive disease in a patient, not
relating to to PAPPA gene and/or protein

3. claim: 15

Use of H3S10ph immuno-detection to determine the risk of
progression from precursor lesions to invasive breast cancer
and/or risk of recurrent disease.

4, claims: 23, 24(completely); 25(partially)

A chemotherapeutic agent that targets molecular events
during cell division, for use in the treatment or prevention
of breast cancer.
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1. MitoCheck BHEFIZ 2L\ TOCHGT ATV RO

AfF

MR

COTATFOE | CoTAIUED CoGTATUR CoCORMA/ CoSR

$i (bp) DCG(R) CoGOME (%)
KL chrl623,590,521-23,616,371 (16p121)  23597103- 23598423 1320 88 0768 606
MR ch029751378-20,892,452 (20q11.2) 29790413 - 29791269 856 8 083 550
WEIL chri094327,031:98420,670 (10023.3) 94341250 94341728 an B 1052 550
KFLD chrl0:94327,431:94,420670(10q233)  94341912- 94343451 1539 8 0799 543
PAPA  chrd:117,893,750-118,266,552(9g33.1)  117955868- 117957241 1373 115 0852 645
SGOLL  chrd20,177,087-20,202687 (3p243) 20176596 20177534 998 [ 0876 550
PSMDB  chr19:43,567,030-43,566,304 (19q13.2) 43556706 43558018 B2 81 0741 594
TUBBIC  chrd:139,256,532-139,257,980 9g34) 139254107 139256673 2476 0 087 673
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b DNARAIEgenome uosc.eduf VTR, CpGT 47K DI EIL, cppistands usc.cdud ALV CRIRLE,



