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I 7Y eS|
(C)DAEEDD 119-125 NT-MRPENK
(C)EEDDSLANSSDLLK 121-134 NM-MRPENK
(CQ)LKELLETG 133-140 MR-MRPENK
(C)TGDNRERSHHQDGSDNE | 139-155 MC-MRPENK
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fiik |DAEEDD |EEDDSLANSSD |LKELLETG [ TGDNRERSH |SDNEEEVS |MRPENK
LLK HQDGSDNE (WHES
RIFE ®)
NT- 121 10 <1 <1 <1 100
MRPENK
NM- <1 98 <1 <1 <1 100
MRPENK
MR- <1 <1 105 <1 <1 100
MRPENK
MC- <1 <1 <1 115 <1 100
MRPENK
CT- <1 <1 <1 <1 95 100
MRPENK
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itk | NT- NM- MR- MC-MRPENK | CT-

MRPENK | MRPENK MRPENK MRPENK

EEh&
NT- / 27 212 232 <1
MRPENK
NM- 36 / 451 487 <1
MRPENK
MR- 175 306 / 536 1050
MRPENK
MC- 329 577 542 / <1
MRPENK
CT- <1 615 1117 516 /
MRPENK
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LR #EET

N Fiy BERE
MDCSR 7 1) —=— 2 B D &R 2559 57.554 5. 9403
UNGEHAME (mmHg) 2559 140. 50 19. 311
VrsERAME (mmHg) 2559 85. 65 9117
RTFARRLA T YO R (KE kg xkg) | 2559 25.5196 | 4.19083
Ak (cm) 2559 76.99 10. 245
)ILa—X (mmol. 1) 2559 5.0418 1.21798
thEfERF (mmol. /1) 2559 1.2245 | .58404
BEEYRE NI E (mmol /) 2559 1.5123 . 36949
BEEYRE /28 (mmol 1) 2559 4.2016 1.04762
P—a 2R 2512 7.223 5. 4223
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FERBTHTH
Exp (B} [ZDLVT D 95. 0%C1
B 8E Vyald df Sig. Exp@B) Lower Upper
R 007 016 228 1 533 1,007 877 1,039
31 g4
gmi_B 028 025 1,139 1 ,286 1,027 978 1,077
DM_B -,242 407 352 1 553 ,785 354 1,744
HOL_B D44 252 031 1 860 1,045 538 1,714
LDL_B -,0¢1 080 000 1 888 589 837 1,191
BEOEEE 330 185 2,886 1 089 1,392 950 2,037
HER_CANCER_0 034 176 038 1 848 1,035 733 1,461
LNINS -,288 197 2127 1 145 ,750 509 1,104
ZsCorelLNPENK_ -337 082
females_noCa 16,858 1 000 T14 608 838
00000
000
*x7
2L
HR per & MG 4 | Mo E  [mof2 | mosik1 [P for
18D trend

1 |1.40 <0.001 [1.0(ref) [1.50 2.7(1.73.4) |36 <0.001
(2140/ |(13-1.6) (0.81-2.1) (2.7-4.9)
13%)
R=RSA42TA—I 05 T7) DRABOREREIZODVTHDZER Cox HHINF—FK
ETIL
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#10b :
HERITHEITHER
B St Waid df Sig. Exp(B})
8 ,045 ,040 1,251 1 263 1,046
BREOEEEO 1,897 A27 19,761 1 000 6,667
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GFR_CG_BSAcorr -, 024 018 1,582 1 207 976
T_PENK_females rev 6,698 2 035
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International application No.

INTERNATIONAL SEARCH REPORT PCT/EP2013/070471

Box No. | Nucleotide and/or amino acld sequence(s) (Continuation of Rem 1.c of the first sheet)

1. With regard to any nuclectide and/or amine acid sequence disclosed in the international application and necessary to the claimed
inventich, the international search was carried out on the basis of:

a. (means)

on paper

in alectronic form

in the international application as filed
together with the intem ational application in electranic farm

subseguently to this Authorily for the pLrpose of search

OEC3 &0

2. D In addition, in the case that more than one version or copy of asequence listing and/or table relating thereto has been filed
or fumished, the required statements that the information in the subsequent or additional copies is identical to that in the
application as filed or does not go beyond the application as filed, as appropriate, were fumished.

3. Additional comments:

Farm PCT/ISA/210 (continuation of first shast {1)) (July 2009)
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International application No

PCT/EP2013/070471

A. CLASSIFICATION OF SUBJECT MATTER

INV. GOIN33/574
ADD.

Anocording to Intemational Patent Classifioation IPC) or to both national olassification and IPC

B. FIELDS SEARCHED

GO1N

Minimum documentation searched (classification system followed by classification symbals)

Documentation searched other than minimum doecumentation to the extent that such documents are included in the fiskle searched

Electronic data base

Sequence Search

Ited during the intematicnal search {name of data basa and, where practicable, search terms used)

EPO-Internal, CHEM ABS Data, INSPEC, BIOSIS, COMPENDEX, EMBASE, FSTA, WPI Data,

C. DOCUMENTS CONSIDERED TO BE RELEVANT

3 July 2008 (2008-07-03)
claims 1,2

Category* | Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X EP 2 293 079 A2 (BRAHMS GMBH [DE]) 16-18,20

9 March 2011 (2011-03-09)

paragraph [0013]

example 5

figures 1,5,6

claim 10
X US 2008/160557 A1l (CADY ROGER K [US]) 16

_/__

Further documents are listed in the oontinuation of Box C.

See patent family annex.

* Special categories of cited documents :

"A" document defining the general state of the art which is not considered
to be of particular relevance

"E" eatlier application or patent but publishad on ot after the international
filing date

"L" dooument whioh may throw doubts on priority olaim({s) or whioh is
ciled to blish the publication of anather citation or other

special reasoh (as ap'ec'rliad)
"O" gooument referring to an oral disclosure, use, exhibition or other

*T* later deoument published after the intemational filing date or priornity
date and not in oontilict with the applioation but aited 1o understand
the principle or theory undlerlying the invention

"X" document of paricular relevance; tha claimed invention cannot be
oonsidered novel or cannct be considered to involve an inventive
step when the dooument is taken alone

*¥" document of particular relevance; tha claimed invention cannat be
conaidered to invalva an invertive etep when the document ia
combined with one or more other suoh dosurments, such combination

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

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

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

mMeans bsing obvious to a persan skilled in the art
"P* documesnt publishad prior ta the intemational filing dats but later than
the priority date olaimed & dooument member of the same patent family
Date of the actual carnplstion of the ink tional search Dats of mailing of the intsmational saarch repart
20 Novemher 2013 0471272013
Name and mailing address of the ISA/ Authorized officer

Adida, Anne

Femn PCT/ASA210 (secand aheet) {(April 2005)

page 1 of 2
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INTERNATIONAL SEARCH REPORT tomational sppication No
PCT/EP2013/070471
C{Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT
Category® | Citation of dooument, with indioation, where appropriate, of the relevant passages Relevant to alaim No.
A J. F. DORGAN ET AL: "Prospective 1-20
Case-Control Study of Serum Mullerian
Inhibiting Substance and Breast Cancer
Risk",
JNCI JOURNAL OF THE NATIONAL CANCER
INSTITUTE,
vol, 101, no. 21,
9 October 2009 (2009-10-09), pages
1501-1509, XP055052900,
ISSN: 0027-8874, DOI: 10.1093/inci/djp33l
abstract
A SMITH J P ET AL: "“Methionine enkephalin: 1-20
A new tumor marker for pancreatic
cancer?",
PANCREAS, RAVEN PRESS, NEW YORK, NY, US,
vol. 15, no. 4,
1 November 1997 (1997-11-01), page 456,
XPO08160009,
ISSN: 0885-3177
abstract
A LINNOILA R I ET AL: '"Decreased expression 1-20
of neuropeptides in malignant
paragangliomas: An immunohistochemical
study",
HUMAN PATHOLOGY, SAUNDERS, PHILADELPHIA,
PA, US,
vol. 19, no. 1,
1 January 1988 (1988-01-01), pages 41-50,
XPO26443064,
ISSN: 0046-8177
[retrieved on 1988-01-01]
abstract
tables 1,3
A US 20057181375 Al (AZIZ NATASHA [US] ET 1-20
AL) 18 August 2005 (2005-08-18)
page 37; table 1A
page 80; table 6A

Femn PCT/ASA210 {continuation of aecond aheet) (April 2005)

page 2 of 2
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Information on patant tamlly membars

JP 2015-532423 A 2015.11.9

International application No

PCT/EP2013/070471
Patent dooument Publication Patent family Publication
oited in search report date member(s} date

EP 2293079 A2 09-03-2011 AT 502305 T 15-04-2011
EP 1745297 Al 24-01-2007
EP 2293079 A2 09-03-2011
ES 2363156 T3 22-07-2011
ES 2431288 T3 25-11-2013
JP 4976282 B2 18-07-2012
JP 2007537430 A 20-12-2007
US 2008261232 Al 23-16-2008
WO 2005114222 Al 01-12-2005
US 2008160557 Al 03-07-2008 US 2008160557 Al 03-07-2008
US 20810216158 Al 26-08-2010
US 2005181375 Al 18-08-2005 US 2005181375 Al 18-08-2005
WO 2004063355 AZ 29-07-2004

Femn PCTASA210 {patent family annex) (April 2005)
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