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0000000000000 D0ODDO0ODO0OO0DDO0OODDO0ODDODOODOODDOoOOaD
0000000000000 O0D0D0DO00DO0O0DO0D0DDO0DDO0OOoDO0OOoODoDOoOOo0DoOoOOaD
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0000000000000 0D000D00O00D0D00Do0D00DoD0o0DoOo0oDoOo0DooOoao
0000000000000 D0D0DO00DO0O0DO0ODDO0DDO0OOoDOOoODoDOoOOoDoOoOOaD
0000000000000 0D00D0000D0D00D0D00DDO0o0DO0OOoOoDoOo0DooOoaD
0000000000000 0D00o0D00O00D0D000D00DD0o0Do0OOooDoOo0DooOoaD
0000000000000 D0OD0DDO0OO0DO0OO0ODO0ODDO0ODDOODOODOODDOOD
0000000000000 0D00DDO00O0O0D0DO0O0DD0DO0D0DDO0o0DO0OOoOoDOoOOoDooOoaD
oooooooooooopogooooooo?®PPgoOoooOoO0oOoOOO
Oo0o0o

CT-noCa CT-plus Ca ACS IHD ANOVA

n=30 n=30 n=30 n=30 p &
i (FE) 60.2 60.3 64 .5%% 59.7 0.0001

[59.8; [60.0-60.6] [56.0; [56.8;

60.7] 73.0] 62.6]
RUXYyt1y) R* | 1.57 1.49 1.30 1.48 0.52
(mmol/L) [0.85; [1.00; 2.21] | [0.78; [0.92;

2.93] 2.19] 2.30]
HDL JL X500 |1.28 1.36 1.13 1.30 0.14
— )L * [0.93; [0.98; 1.89] [0.83; [0.90;1.87]
(mmol/L) 1.75] 1.52]

DL I L X500 |3.14 3.26 2.93 2.41% 0.02
—)l (mmol/L) [2.13; [2.29; 4.22] [1.74; [1.27;

4.16] 4.11] 3.55]
oL Z250— |5.25 5.47 4.74 4.45%* 0.007
)V (mmol/L) [4.06; [4.29; 6.64] | [3.44; [3.20;

6.43] 6.04] 5.71]

A5 328 1fn FE 145 147 159* 145 0.04
(mmHg) [131; [128; 167] [132; [123; 168]
159] 187]
HE3E 8 M 86 85 88 83 0.56
(mmHg) [76; 95] [75; 96] [72; [74; 92]
103]
Agatston A1 | O 1299 - - -
7 # [717; 2352]
DEgZa7 6.33 8.30 - - 0.3
[2.23; [3.10;12.42]
8.92]
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ooooo
ROC i ; Avc [HE#ERZE ] p
INTA—% CT-plus Ca &t ACS ¥ CT-no Ca | IHD ¥ CT-no Ca
CT-no Ca
VCAN-3306 0.748 0.775 0.669
[0.068] [0.062] [0.077]
0.0003 <0.0001 0.03

gogobooooooooooooboobooooobboooobbooooobooooobobooogaao
ooocooOoOO0oo0oooooan

ooooao
AT HEER 8 CT-plus ACS IHD
5 r & Ca
p fH
£ 0.1675 -0.0147 - 0.0769
0.4038 0.9386 0.1387 0.7027
0.4647
NI AERD RS -0.1011 0.3281 0.1409 | -0.0806
0.6160 0.0767 0.4577 0.6895
LDL -0.2291 0.4665 0.3186 | -0.1394
0.2503 0.0094%** 0.0862 0.4880
HDL -0.0501 0.1945 0.0309 0.2688
0.8041 0.3030 0.8714 0.1752
BaLzso—) -0.2062 0.5993 0.3187 0.0504
0.3022 0.0005*** | 0 0860 0.8028
BP - IHE 0.2745 0.0982 0.1953 | -0.0527
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INTERNATIONAL SEARCH REPORT

International application No

PCT/EP2012 /064090

A. CLASSIFICATION OF SUBJECT MATTER

INV. CO7K14/78 GOIN33/53 GOIN33/68 Co7K7 /00
ADD.

Anocording to Intemnational Patent Classifieation (IPC) or to both national olassifioation and IPC

B. AELDS SEARCHED
Minimum desumentation searshed (classfisation system followed by classifisation symbols)

CO7K GOIN

Documentation eearched other than minimum decumentation to the extent that such dorurnents are indluded in the fields searched

Electronio daia bhase consulted during the international search {name cof data base and, whera practicable, search terme ueed)

EPO-Internal, BIOSIS, EMBASE, WPI Data

G, DOCUMENTS CONSIDERED TO EE RELEVANT

Category” | Citation of document, with indication, where apprepriate, of the relevant passagss Relevart o claim Na.

Y Us 2010/209940 Al (VEIDAL SANNE S [DK] ET 1,3-8
AL) 19 August 2010 (2010-08-19)
claim 1; abstract; p. 7-31; Tab. 14
Y WO 2009/059972 A2 (NORDIC BIOSCIENCE AS 1,3-8
[DK]; KARSDAL MORTEN [DK]; QYIST PER [DK];
BARASC) 14 May 2009 (2009-85-14)

abstract; p. 39-48

Y WO 2010/031822 Al (MOSAIQUES DIAGNOSTICS & 1,3-8
THERAP [DE]; MISCHAK HARALD [DE])

25 March 2010 (2010-03-25)

abstract: Example, p. 33, sequence 467;

claim 5
Further decuments are ligted inthe oentinuetion of Bex C. See patent family ennex.
* Speoial categories of oited dooumenta : . .
*T" later d it lished after the ints tionalfiling date or prlontr
date and ncﬂ \n cunfllutwﬂh the application but cited to

"A" document defining the genaral state of the art which ia not coneiderad
1o be of particular relevance

"E" earlier application or petent but published on or aftar the international X" document of particular relevance; the =Ia|mad invention aannoi be
filing dete vonsidered novel or cannotbe i ta imvol
N documentwhlglh Ena\ﬁrhrtml doub‘bzon ;:’r;onty :Ialm(s) orwhlchhls step when the document is taken alone
to establish the publication date of ancther citation or other ¥* dooumsnt of partioular relevanse; the olaimed invention cannct be
spacialraason (as apacFiad) considered ko involve an inventive step when the dooument is

the principle or theary underlying the |nvent|un

"O" dooument referring to an oral diselosure, use, exhibition or other oombined with ohe ar mare cther such dosuments, sush sombsination
means being obvious to & person skilled in the art
"P" document published prior to the intemational filing date but later than
the priority date elaimed "&" documant mamber of the sama patant family
Date of the actual sompletion of the international search Date of mailing f the intemnational searsh report
17 January 2013 3070172013
Narme and mailing addraas ofthe ISAS Authorized officar

European Patent Office, P.B, 5818 Fatentlaan 2
NL - 2280 HV Rijawil

Tel. {+31-70) 340-2040,
8 F:x (+31-70) 340- 3018 HUhW_Y, Morten

Form PCT/SA/210 {aecond aheet) (April 2005)
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International application Na

PCT/EP2012 /064090

C{Continuation). DCOCUMENTS CONSIDERED TO BE RELEVANT

Category"

Cltation of with I whera approy of the relavant passages

Rekvant to ¢lalim No.

Y

WO 2008/021290 A2 (HOMESTEAD CLINICAL CORP
[US]; INST SYSTEMS BIOLQGY [US]: HOOD
LEROY [U) 21 February 2008 (2008-02-21)
abstract; SEQ. ID. NO.:40720

BARASCUK MATASHA ET AL: "QUANTIFICATION
OF MATRIX METALLOPROTEINASE - MEDIATED
DEGRADATION OF BIGLYCAN IN BILE DUCT
LIGATION RAT MODEL OF LIYER FIBROSIS",
HEPATOLOGY,

vol. 52, no. 4, supp

1 October 2010 (2010 10 01), page B69A,
XPD02690181,

abstract

LEEMING D J ET AL: "INVESTIGATING THE
TISSUE TURNOYER PROFILE IN LIVER FIBROSIS
BY NOVEL BIOCHEMICAL MARKERS OF
EXTRACELLULAR MATRIX REMODELING",
JOURNAL OF HEPATOLOGY

vol. 54, no. Suppl.

1 March 2011 (2011- 03 01] page 5135,
XPD02690173,

46TH ANNUAL MEETING OF THE
EUROPEAN-ASSOCIATION-FOR-THE-STUDY-0F-THE-
LIVER (EASL); BERLIN, GERMANY; MARCH 30
-APRIL 03, 2011

ISSN: 0168-8278

abstract

B. HOGEMANN ET AL: "Expression of
Biglycan, Decorin and
Proteoglycan-100/CSF-1 in Normal and
Fibrotic Human Liver",

PATHOLOGY, RESEARCH AND PRACTICE,

yol, 193, no. 11-12,

1 January 1997 (1997-01-01), pages
747-751, XPhh049024,

ISSN: 0344-0338, DOI:
10.1016/56344-0338(97)800652-0

abstract

WO 2010/046443 A2 (BIOMARKER DESIGN
FORSCHUNGS GM [AT]; WOLOSZCZUK WOLFGANG
[AT]; HAWA GE) 29 April 2010 (2010-04-29)
Abstract; SEQ. ID. NO.:184, par. 80, claim
12

-/--

1,3-8

1,3-8

1,3-8

1,3-8

1,3-8

Form PCT/I84/210 {zontinuation of second aheet) [April 2008}
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International application Na

PCT/EP2012 /064090

C{Continuation). DCOCUMENTS CONSIDERED TO BE RELEVANT

Category* | Citation of with I whera approy of the relavant passages Relovant to claim No.

Y MARIAN AJ ET AL: "BIOMARKERS OF CARDIAC 1,3-8
DISEASE",

EXPERT REVIEW OF MOLECULAR DIAGNOSTICS,
FUTURE DRUGS, LONDON, GB,

vol. 4, 1 January 2004 (2004-01-01), pages
805-820, XPo01246855,

ISSN: 1473-7159, DOI:
10.1586/14737159.4.6.805

Tab. 1, p. 807

Y EP 1 676 602 A1 (INST NAT SANTE RECH MED 1,3-8
[FR]) 5 July 2006 (2006-07-05)
claim 4

Y ZHENG P-S ET AL: "Versican G3 domain 1,3-8
promotes blood coagulation through
suppressing the activity of tissue factor
pathway inhibitor-1",

JOURNAL OF BIOLOGICAL CHEMISTRY, AMERICAN
SOCIETY FOR BIOCHEMISTRY AND MOLECULAR
BIOLOGY,

vol, 281, no. 12,

24 March 2006 (2006-03-24), pages
8175-8182, XPOBR3021626,

ISSN: 0021-9258, DOI:
10.1074/JBC.M509182200

Abstract

Y SANDY JOHN D ET AL: "VWersican V1 1,3-8
proteolysis in human aorta in vivo occurs
at the Gludd41-AladdZ bond, a site that is
cleaved by recombinant ADAMTS-1 and
ADAMTS-4",

JOURNAL OF BIOLOGICAL CHEMISTRY, AMERICAN
SOCIETY FOR BIOCHEMISTRY AND MOLECULAR
BIOLOGY,

vol. 276, no. 16,

20 April 2001 (2001-04-20), pages
13372-13378, XP0O24%6446,

1SSN: 0021-9258, DOI:
10.1074/JBC.MO09737200
Abstract, Tab. 1, Fig. 2

Y W0 2007/089303 A2 (ABBOTT BIOTECH LTD; 1,3-8
MAKSYMOWYCH WALTER P [CA]; WONG ROBERT L
[US]) 9 August 2007 (2007-88-09)

par. 13

-/--

Form PCT/I84/210 {zontinuation of second aheet) [April 2008}
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C{Continuation). DCOCUMENTS CONSIDERED TO BE RELEVANT
Category* | Cltation of Wih Ir Whera appinoy of tha relevant passages Rekvant to clalm No.
X, P YEIDAL S S ET AL: "MMP mediated type V 1,3-8

collagen degradation (C5M) is elevated in

ankylosing spondylitis",

CLINICAL BIOCHEMISTRY, ELSEVIER INC, US,

CA,

vol. 45, no. 7,

9 February 2012 (2012-02-09), pages

541-546, XPO28416577,

ISSN: 0009-9120, DOI:

10.1016/J.CLINBIOCHEM.2812.02.007

[retrieved on 2012-02-21]

the whole document
Y P. MYDEL ET AL: "Neutrophil Elastase 1-8

Cleaves Laminin-332 (Laminin-5) Generating

Peptides That Are Chemotactic for

Neutrophils",

JOURNAL OF BIOLOGICAL CHEMISTRY,

vol. 283, no. 15,

1 January 2008 (2008-01-01), pages

9513-9522, XP055049319,

ISSN: ©O21-9258, DOI:

10.1074/jbc .M706239200

Abstract
Y US 5 811 268 A (GERL MARTIN [DE] ET AL) 1-8

22 September 1998 (1998-09-22)
col. 1

Form PCT/I84/210 {zontinuation of second aheet) [April 2008}
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Intemational application No.

INTERNATIONAL SEARCH REPORT PCT/EP2012/064090

Box No. 1 Nucleotide and/or amlne acld sequence{s) (Continuation of Rem 1.¢ of the first sheet)

1. With regard ta any nuclectide andfor amino acid sequence disclosed in the international application and necessary to the claimed
invention, the intemational eearch was carried out on the basis of:

a.  (means)

D on paper
E in electronic form

E in the international application as filed
D together with the intemational applieation in electronic form
D subsequently to this Authority for the purpose of search

2. D In addition, in the case that mora than one version or copy of 2 sequenca listing andfor tabla relating therato has been filed
or furnighad, the required statemaents that the information in the subsequent or additional copies ig identical to that in the
application as filed or does not go beyond the application as filed, as appropriate, were fumished.

3. Additicnal comments:

Form PCTASA/R10 (continuation of first shast (1)) {July 2008)
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Intemational application No.
INTERNATIONAL SEARCH REPORT PCT/EP2012/064090
BoxMNo.ll Observatlons where certaln clalms were found unsearchable (Continuation of Item 2 of flrst sheat)

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

1. I:l Claims Nos.:

becausa thay relate to subject matter not requirad to be searshad by this Authority, namely:

2. |:| Claims Nos..:

because they relate to parta of the international application that de net comply with the presenbed requirements to such
an extent that ne meaningiul intemational search ean be carred out, specifically:

a D Claims Nas.:

because they are dependent claims and are nct drafted in accordance with the second and third sentences of Rule §.4(a).

BoxNo.lll Observations whete unity of Invention Is lacking (Gontinuation of Item 3 of first sheel)

This Internaticnal Searching Autherity found multiple inventions in thig internaticnal applieation, as follows:

see additional sheet

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

2 D As all zearchable olaims oould be zearohed without effort justifying an additional fees, this Authority did not invite payment of
additional faes.

3 As only some of the required additional aearch fees were timely paid by the applicant, this intemational search report covers
enly thase claima for which feea were paid, specifically claims Nes.:

1-8(partially)

4. D No required additional aearch feea were timely paid by the applicant. Conaequently, thia intemational aearch report ia
restricted to the invention first mentioned in the daims; it is coversd by claims Nos.:

Remark on Protest The additional ssarch fees were accomparnied by the applicant’s protest and, where applicable, the
paymerit of a protest fee.

The additional search fees were accompanied by the applicant's protest but the applicable protest
fee was net paid within the time limit specffied in the invitation.

m No pretest aceompanied the payment of additional search fees.

Form PCTASAR1D (continuation of firet shest (2)) {(April 2005)
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International Applisation No. PCT/ EP2012/ 0640590

FURTHER INFORMATION CONTINUED FROM PCT/ISA! 21p

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

1. elaims: 1, 3-8(all partially)

A method of bicassay comprising the detection of a naturally
occurring polypeptide fragment in a biofluid sample using an
imunologic binding assay, wherein the polypeptide contains
a "neo-epitope" formed by cleavage of a protein by a
proteinase, wherein the "nec-epitope" is created by cleavage
of the two cleavage sites in the sequence given by SEQ. ID.
NO:1 in the tables of claim 1.

. claims: 1, 3-B{all partially)

Method of bicassay comprising the detection of a naturally
occurring polypeptide fragment in a biofluid sample using an
immunologic binding assay, wherein the polypeptide sequence
is SEQ. ID. NQ:119 in the tables of claim 1, which is
KTFGKMKPRY.

. claims: 1, 3-8(all partially)

Method of bicassay comprising the detection of a naturally
occurring polypeptide fragment in a biofluid sample using an
immunologic binding assay, wherein the polypeptide sequence
is SEQ. ID. NO:93 in the tables of claim 1, which is
HMGREGREGE.

. claims: 1, 3-8(all partially)

Method of bicassay comprising the detection of a naturally
occurring polypeptide fragment in a biofluid sample using an
immunologic binding assay, wherein the polypeptide sequence
is SEQ. ID. NO:113 in the tables of claim 1, which is
YWEVQPATFR.

. claims: 1-8(partially)

Method of bicassay comprising the detection of a naturally
eceurring polypeptide fragment in a biofluid sample using an
immunologic binding assay, wherein the polypeptide sequence
is SEQ, ID. NO:137 in the tables of claim 1, which is
DLELADAYYL.

. claims: 1-8(partially)

Method of bicassay comprising the detection of a naturally
occurring polypeptide fragment in a biofluid sample using an
immunologic hinding assay, wherein the polypeptide is
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FURTHER INFORMATION CONTINUED FROM PCT/ISA! 21p

different from those covered by Inventions 1-5.

This is a group of inventions, too large to enumerate
because of the large number of combinatorial possibilities
of choosing the polypeptide fragment.
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Information on patent family members PCT/EP2012/054099
Patent document Publication Patent family Publication

cited in search report date membar(a) date

US 2010209940 Al 19-08-2010 EP 2414844 A2 08-02-2012
JP 2012522233 A 20-09-2012
KR 20110137823 A 23-12-2011
USs 2010209940 Al 19-08-2010
W0 2010115749 A2 14-10-2010

W0 2009059972 A2 14-05-2009 CN 101918846 A 15-12-2010
EP 2208073 A2 21-07-2010
EP 2538218 A2 26-12-2012
EP 2538221 A2 26-12-2012
EP 2538222 A2 26-12-2012
EP 2538223 A2 26-12-2012
JP 2011503564 A 27-01-2011
Us 2010323377 Al 23-12-2010
WO 2009059972 A2 14-05-2009

W0 2010031822 Al 25-03-2010 EP 2338054 Al 29-06-2011
USs 2011214950 Al 08-09-2011
W0 2010031822 Al 25-03-2010

W0 2008021290 A2 21-02-2088 AU 2007284651 Al 21-02-2008
CA 2660286 Al 21-02-2008
EP 2057465 A2 13-05-2009
EP 2520935 A2 07-11-2012
JP 2010500568 A 07-01-2010
Us 2012087862 Al 12-04-2012
W0 2008021290 A2 21-02-2008

WO 2010046443 A2 29-04-2010 CA 2739159 Al 29-04-2010
CN 102203617 A 28-09-2011
EP 2359145 A2 24-08-2011
JP 2012506551 A 15-03-2012
US 2011189694 Al 04-08-2011
WO 2010046443 A2 29-04-2010

EP 1676602 Al 05-07-2006 CA 2594363 Al 13-07-2006
EP 1676602 Al 05-07-2006
EP 1833569 A2 19-09-2007
JP 2008526727 A 24-a7-2008
Us 2009215697 Al 27-08-2009
U3 2012321650 Al 20-12-2012
W0 2006072888 A2 13-07-2006

W0 2007089303 A2 09-08-2007 AU 2006337105 Al 09-08-2007
BR PID61BGBS A2 16-08-2011
CA 2626804 Al 09-08-2007
CN 101663048 A 03-03-2010
EP 1948235 A2 30-07-2008
EP 2357479 Al 17-08-2011
JP 2009523226 A 18-06-2009
JP 2012093361 A 17-05-2012
KR 20080D72643 A 06-08-2008
NZ 567286 A 30-03-2012
saG 169361 Al 30-03-2011
US 2087172897 Al 26-07-2007
Us 2012129185 Al 24-05-2012
WO 2007089303 A2 09-08-2007

Form PCT/SA/210 {patent family annex} {April 2005}
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