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x2:
PTAPY 5341 3
21K 1 2 3 4 pf&
<52.0 52.0-65.19 | 65.19-89.1 | >89.1
pmol /L pmol /L pmol/L pmol /L
n=1148 n=288 n=286 n=288 n=286
PTA (pmol/L) 77.2 + 42.2 + 58.4 + 75.6 = 132.9 =+ <0. 0005
55.7 7.43 4.0 7.1 87.4
NTproBNP (pmo /L) 1849 + 891.3 &= 1339 + 1874 + 3300 + <0. 0005 10
2108 1062 1641 2030 2569
A0
Fi (&%) 66.2 58.3 + 63.1 = 68.1 = 75.4 = <0. 001
12.8 11.2 11.0 11.9 10.3
BE &) 825 (72) | 235 (82) 214 (75) 208 (72) 168 (58) <0. 001
ST ER M 545 (47) | 144 (50) 132 (46) 149 (52) 120 (42) NS
BE1E
IHD 379 (33) | 67 (23) 80 (28) 91 (31) 141 (49) <0. 001
DAL 46 (4) 3 (N 8 (3) 10 (3) 19 (D) <0.003
aiE 596 (52) | 125 (44) 134 (47) 152 (53) 185 (65) <0. 001
BIRB 266 (23) | 53 (18) 71 (25) 61 (21) 81 (28) 0.032 20
Killipy 35 Z>1 426 (40) | 61 (24) 92 (35) 121 (45) 152 (56) <0. 001
ha—Zx (mmol/L) | 8.9 + 8.5 + 8.7 % 8.4 + 9.9 + <0.001
4.2 3.9 3.9 3.5 5.4
FOoAR=> 1 (hg/mL) | 13.1 %= 13.2 = 12.0 =+ 15.0 = 12.1 = NS
25.8 26.7 24.4 27.9 24.2
eGFR (m!/min/1.73m?) | 65.6 = 717.9 = .4 = 64.4 + 48.9 = <0.001
20.1 17.7 15.5 16.6 17.9
BERIZH T B fEbRE
X—Hh—
DT 3— LVSD [n=893]
LVE:EEhiE 1.47 = 1.38 =+ 1.46 + 1.46 1.60 = <0. 001
0.42 0.37 0.42 0.4 0.43 30
LVER H 53 & 42.1 = 44.8 = 43.8 + 41.4 + 38.3 = <0.001
14.5 13.8 14.3 13.8 15.2
GRACERa 7 1200 = 1 99.7 = 109.6 =+ 125.6 =+ 144.5 + <0. 001
32.7 26.6 26.9 28.4 29.9
niE
FAEYY 963 (84) 255 (89) 255(89) 238 (82) 215 (75) <0. 001
B—Jovh— 920 (80) | 256 (89) 238 (83) 230 (80) 196 (69) <0. 001
ACEREE#HIX I& ARBx 940 (82) | 249 (87) 234 (82) 245 (85) 212 (14) <0. 001
RIAF 1002 (87) | 270 (94) 258 (90) 260 (90) 214 (75) <0. 001
I—TRIRE 289 (25) |39 (14) 59 (21) 69 (24) 122 (43) <0. 001
IVERAF(2%F) 40
FELDLDEBEEER 324 (28) 145 (16) 53 (18) 17 (27) 149 (52) <0. 001
T 140 (12) |11 4) 11 (4) 31 (11) 87 (30) <0. 001
E3 &0 pANE YA 230 (200 |41 (18 46 (16) 56 (19) 87 (30) <0. 001
FEEZGL
DAL 112 (9.8) | 13 (b) 19 (1) 28 (10) 52 (18) <0. 001
Re-AMI 149 (13) |29 (10) 35 (12) 33 (1) 52 (18) <0. 021
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[HDOD BR 1 FE 217 10. 112 .002
Killip 252X . 176 8.198 . 004
WNSI (BHEBHRX O 7) .19 5.554 .019
E§ES .12 5.242 . 022
YL5R3R BP . 100 4.649 . 031
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International application No.

INTERNATIONAL SEARCH REPORT PCT/EP2014/070962

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/EP2014/070962

A. CLASSIFICATION OF SUBJECT MATTER

INV. GOIN33/68
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

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

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

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* | Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.

[DE]; HARTMANN 0)

11 November 2010 (2010-11-11)
examples 1, 2

claims 1-16

3 November 2005 (2005-11-03)
figure 10; example 10
claims 1-30

X WO 20107128071 Al (BRAHMS AG [DE]: 1-14
BERGMANN ANDREAS [DE]; STRUCK JOACHIM

Y WO 2005/103712 A2 (SPHINGOTEC GMBH [DE]; 1-14
BERGMANN ANDREAS [DE]; ERNST ANDREA [DE])

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
means

"P* documesnt publishad prior ta the intemational filing dats but later than
the priority date olaimed

*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
bsing obvious to a persan skilled in the art

& dooument member of the same patent family

Date of the actual carnplstion of the ink tional search

2 December 2014

Dats of mailing of the intsmational saarch repart

11/12/2014

Name and mailing address of the ISA/
European Patent Offioe, P.B. 5818 Patentlaan 2
ML - 2280 HV Rijswijk
Tel. (+31-70) 340-2040,
Fax: {(+31-70) 340-3016

Authorized officer

Bayer, Martin

Femn PCT/ASA210 (secand aheet) {(April 2005)
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C{Continualion). DOCUMENTS CONSIDERED TO BE RELEYANT

Category® | Citation of dooument, with indioation, where appropriate, of the relevant passages Relevant to alaim No.

Y G. C. MELENDEZ ET AL: "Substance P 1-14
induces adverse myocardial remodelling via
a mechanism involving cardiac mast cells",
CARDIOYASCULAR RESEARCH,

vol, 92, no. 3,

9 September 2011 (2011-09-09), pages
420-429, XP055103403,

ISSN: 0008-6363, DOI: 10.1093/cvr/cvr2dd
the whole document

Y S. VALDEMARSSON ET AL: "Increased plasma 1-14
level of substance P in patients with
severe congestive heart failure treated
with ACE inhibitors",

JOURNAL OF INTERNAL MEDICINE,

vol. 230, no. 4,

1 October 1991 (1991-10-01), pages
325-331, XP055103405,

1SSN: 0954-6820, DOI:
10.1111/j.1365-2796.1991.th00452 . x

the whole document

Femn PCT/ASA210 {continuation of aecond aheet) (April 2005)
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2518510 Al
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