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0Dooo
®1
~HEYODOHR [95 % CI]
EFN N B X 4 ol cHm - _IQR - 2 DAL
SAPS 1I 235 24 55.11 3 <0.001 0.876 , o0 % o
SOFA 235 24 41.78 3 <0.001 0.866  ° 551‘3.[25:]33“’
H2B 235 24 20.31 3 <0.001 0.793 [ 278 . b4
Ha 235 24 28.24 3 <0.001 0.786 [ .19, o o0 oo
H2A 235 24 28.14 3 <0.001 o.787 [ 24 . LA
H4 IA 228 23  26.61 3 <0.001 0.779 % 3653'[135;]25"" 1'391_[616]15“"
MR-proADM 235 24 24.99 3 <0.001 0.78 o, %2 0 &0
H3 235 24 19.68 3 <0.000 0.740 o A4 L2
TAKRT—¥B 235 24 14.65 3 0002 0.721 [ (&9 o o 18,
PCT 235 24 1208 3 0.007 0.705 o er¥) o0 1o o1 ] 5o
H2B + SAPS II 235 24 61.95 4 <0.001 0.885
H4 + SAPS II 235 24 61.83 4 <0.001 0.884
H2A + SAPS II 235 24  61.70 4 <0.001 0.884
H4 IA + SAPS II 228 23 61.51 4 <0.001 0.898
H3 + SAPS II 235 24  57.02 4 <0.001 0.878
NEopEOLUS 235 24  56.79 4 <0.001 0.884
PCT + SAPS II 234 24 55.10 4 <0.001 0.875
Sjﬁ;,'g 'I!i""? B ¥ 234 24  54.97 4 <0.001 0.876
o 235 24  36.15 4 <0.001 0.828
H4 IA + SOFA 228 23 50.05 4 <0.001 0.887
H2B + SOFA 235 24  47.98 4 <0.001 0.876
H4 + SOFA 235 24  47.56 4 <0.001 0.876
H2A + SOFA 235 24 47.30 4 <0.001 0.874
H3 + SOFA 235 24  43.63 4 <0.001 0.863
MR-proADM+ SOFA 235 24 42.27 4 <0.001 0.872
PCT + SOFA 234 24 42.04 4 <0.001 0.866
FA KRS —¥B+SOFA 234 24  41.60 4 <0.001 0.865
- 235 24 35.29 4 <0.001 0.826
E%;pr°50“ * 235 24  35.16 4 <0.001 0.825
i 228 23 32.60 4 <0.001 0.809
gg—proﬁDH * 235 24 29.15 4 <0.001 0.806
L G 234 24 31.35 4 <0.001 0.799
PCT + H2B 234 24 29.29 4 <0.001 0.791
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oDooo
*2
M9 D HR [95 % CI]
EFN N W Lkg' df pi CcHE¥% -+ IQR - 2 OB
SAPS II 25 49  68.07 3 <0.001 0.809 g 5018 0
SOFA 235 49 50.64 3 <0.001 0.778 8% L& 9™
MR-proADM 235 49 45.88 3 <0.001 0.769 o, 453 [ él-.ggggr
H2B 235 49  45.33 3 <0.001 0.768 [1.753\‘}3_28] [il_'g"ff]ﬁ. 10
H4 235 49  42.81 3 <0.001 0.761 [1.65'-3%. 18] [{1%}
H2A 235 49  40.91 3 <0.001 0.755 [1.5%’—33.731 [:l_'gaiw
H3 235 49  38.22 3 <0.001 0.742 [, 302 . [}l.':lf?]‘v
He IA 208 48 365.98 3 <0.000 0.741 > °l 1240~ 123 LLJI~
TAEI—¥ B 205 49 26.66 3 <0.001 0.697 3% .o [}l.'glg}
PCT 235 49 23.57 3 <0.001 0.698 o 3% o [}l.'glgzr 20
H2B + SAPS II 235 49  83.39 4 <0.001 0.839 '
H4 + SAPS II 235 49 82,29 4 <0.001 0.834
H2A + SAPS II 235 49  80.74 4 <0.001 0.830
H3 + SAPS II 235 49  79.27 4 <0.001 0.835
e prolN 235 49 76.75 4 <0.001 0.832
H4 IA + SAPS II 228 48  75.64 4 <0.001 0.834
Ty e 234 49 70.32 4 <0.001 0.809
PCT + SAPS II 234 49 68.47 4 <0.001 0.811 30
H2B + SOFA 235 49  61.45 4 <0.001 0.810
H4 + SOFA 235 49  60.08 4 <0.001 0.804
H4 IA + SOFA 228 48  59.58 4 <0.001 0.803
MR-proADM + H2B 235 49  59.50 4 <0.001 0.804
H2A + SOFA 235 49  58.66 4 <0.001 0.800
H3 + SOFA 235 49  58.44 4 <0.001 0.800
MR-proADM + Ha 235 49  57.83 4 <0.001 0.80]
MR-proADM + SOFA 235 49  57.26 4 <0.001 0.800
MR-proADM + H2A 235 49  56.25 4 <0.001 0.796
MR-proADM + H3 235 49  55.10 4 <0.001 0.795 40
MR-proADM + H4 IA 228 48  52.66 4 <0.001 0.780
7AMEF—¥ B + SOFA 234 49  51.39 4 <0.001 0,781
PCT + SOFA 234 49 50.77 4 <0.001 0.778
MR-proADM+7 L KJ—+¥ B 234 49  49.84 4 <0.001 0.780
PCT + H2B 234 49  46.55 4 <0.001 0.769
MR-proADM + PCT 234 49 46.37 4 <0.001 0.768
HB + 7ARI—¥ B 234 49  46.13 4 <0.001 0.765
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20

0000
#*3
%79 DHR [95 % CI]

EFN N mE e ar pi  CHEX% .. IQR 2 DB
SAPS II 235 T4 76.19 3 <0.001 0.776 , co-'2 .

MR-proADM 235 74 66.81 3 <0.001 0.765 g =89 . . 208,
SOFA 235 74 59.04 3 <0.001 0.753 >33 EET™

H2B 235 74 58.04 3 <0.001 0.752 [ 243 . . B8
H4 235 74 53.89 3 <0.001 0.742 [, .28 oo .3
H2A 235, 74 53.09 3 <0.001 0.742 [ 21 o LS
H4 TA 228 70 48.71 3 <0.001 0.734 ° 0‘;2}%‘.‘,&]’7” 1'251.l316314~
H3 235 74 45.95 3 <0.001 0.720 [, &3 0 o 2.
PCT 235 74 33.87 3 <0.001 0.689 [, .%) c 11 o7d) op
TAETF—¥ B 255 74 26.91 3 <0.001 o.667 , 47 . . L%
H2B + SAPS II 235 74 100.75 4 <0.001 0.811

H4 + SAPS II 235 74  98.37 4 <0.001 0.806

H2A + SAPS TI 235 74 97.64 4 <0.001 0.805

el 235 74 97.47 4 <0.001 0.810

H3 + SAPS II 235 74  93.05 4 <0.001 0.801

H4 IA + SAPS II 228 70 90.73 4 <0.001 0.804

MR-proADM + H2B 235 74 83.70 4 <0.001 0.795

PCT + SAPS II 234 74 81.63 4 <0.001 0.786

MR-proADM + H4 235 74 81.25 4 <0.001 0.792

MRproADM + H2A 235 74  80.39 4 <0.001 0.789

H2B + SOFA 235 74 77.41 4 <0.001 0.785

MR-proADM + SOFA 235 74 77.32 4 <0.001 0.783

g FZ7—=¥ B +SAPS 934 74 7724 4 <0.001 0.774

MR-proADM + H3 235 74 76.68 4 <0.001 0.786

MR-proADM + H4 IA 228 70 76.13 4 <0.001 0.784

H4 + SOFA 235 74 74.89 4 <0.001 0.778

H2A + SOFA 235 74 74.08 4 <0.001 0.776

H4 IA + SOFA 228 70 72.78 4 <0.001 0.778

H3 + SOFA 235 74 71.09 4 <0.001 0.770

- e R F7= 234 74 6819 4 <0.001 0.771

MR-proADM + PCT 234 74 66.57 4 <0.001 0.766

PCT + SOFA 234 74 62.80 4 <0.001 0.756

PCT + H2B 234 74 62.73 4 <0.001 0.757

H2B + 7AK5—+¥ B 234 74 62.54 4 <0.001 0.753

TNVFZ—¥ B+ SOFA 234 74  59.13 4 <0.001 0.753
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x4

%479 DHR [95 % CI]

L.R.
ETNV N _ ¥% X2 df pfi CH¥ -+ IQR - 2 DOEAL
SAPS 11 100 27 20.14 3 <0000 07738  S4T o
H2B 109 27  27.70 3 <0.001 0.785 206 1.39

; : : [1.59~4. 12] [1.18~1. 64]
Ha 109 27  26.36 3 <0.001 0.778 [ o i [ A
H2A 109 27 25.40 3 <0.001 0.774 [ =10 i e il
H4 1A 1056 26  22.06 3 <0.001 0.752 5.64 [1.66~19.13] 1.23 [1.06~1.41]
SOFA 100 27 21.84 3 <0.001 0.742 2.72 [1.38~5.36] 1.05 [1.02~1.09]
MR-proADM 109 27 2154 3 <0.001 0.752 4 5700 o .
H3 109 27 2148 3 <0.001 0.760 [ &5 . B b6,
FARS—¥ B 109 271 1716 3 0.001 0.721 [ oo 5o 4 ot 40
PCT 109 27 14.81 3 0002 0.716 o .4 oo, Loy 83
DDoDDO0O00
DODDD0D00C0O0D0D0D000O0D0D0D00000000000000000000000
DoooOo
D0DD0D000O0DDDO0O0O0O0DODDO0O00O0D0DD0000000D000000D0D
D0DD0D0O00O0DDDO0O00O0DDDO0O00O0DDD000000D0000000D
D0DDDO00C0O0D0DD000O0O0DDO000O0D00D00000000000000DN
D0DDO0DO000O0DDDO0O0O0O0DODDO0O00O0D0DD000000ND0N00000D0D
D0DDDO000x °0000000x°0000000000000000000000
D0DDO0D00C0O0D0D0D0000O00D0D00000000000000000000000
D0DDDO00C0O0DDD0O0OO0O0DODDO0O00O0D00D0000000D0D000000DN
D0DD0D000O0DDDO0O0O0O0DODDO0O00O0D0DD0000000D000000D0D
DO0DDO0D00C0O0D0D0D0000O0D0D0D00000000000000000000000
D0DDDO00C0O0DDDO0OO00O0O0DDO000O0D00DO0000000D0D000000DN
D0DDDO00C0O0DDDO0O00O0DDDO0O00O0DDD0000DN0DD0N00000D0D
D0DDO0D000O0DD0DO000O0D00D00O00
DooO0O00
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0000
x5

R ~ YD D HR [95 % CI]
EF IV N W& x: df pil CcHEX - IGR 2 DEL
H2B 94 34 25.79 3 <0.001 0.764 (L H5eos 8] L 6]
Ha 94 34 25.46 3 <0.001 0.761 0 o &) s B e 58]
H3 94 34 24.98 3 <0.001 0.756 9586 2 8.715] K (i)
H2A 94 34 24.65 3 <0.001 0.759 . g5t 28] " 507 50]
SAPS I 94 34 23.69 3 <0.001 0.737 LBl 80)
H4 1A 90 31 22.52 3 <0.001 0.751 8.43 [2.79~25.45]  1.29 [1.13~1.47)]
SOFA 94 34 16.07 3 0.001 0.696 2.28 [1.39~3.76]  1.05 [1.02~1.08]
MR-proADM 94 34 14.93 3 0.002 0.689 [ =% oo (A p. 8]
FARS—+¥ B 94 34 11.96 3 0.008 0.679 . N il [ Pl 3]
PCT 94 34 5.54 3 0.136 0.594 o N ot
000000
0000000000000 00D00D0O0D0D0D00D0DNDNDNDNDNDNDN0NDN0NDDONDOO0DO
00D
0000000000000 D0O0DO0DD0DDDDDDODDDNDONDNONDN0NONDDOOO0O
0000000000000 0O0D0O0D0O0DONDONDNONDNDNONDNDNDNDNDNONDDNDOOND
0000000000000 D0O0DO0D0O0DD0DDDDNDNDNDNDNDNDN0NDNONDNDNDOO0D
0000000000000 D0O0DO0DO0DD0D0DDD0DDNONDN0NDN0N0N0N0NODDOO0O
00000 0000000 °0000000000000000000000000
0000000000000 D00D0O0D0O0DD0DD0D0DNDNDNDNDNONDNONDNDNDNDDOO0D
0000000000000 D0O0DO0DO0DD0DDD0DN0DONDNDNDN0N0N0N0NDONDOO0D
0000000000000 00D00D00D0D0D0DDDNDDNDNDNDNDN0N0DONDDDOO0D
0000000000000 00D00D0O0D0D0D00D0DNDNDNDNDNDNDN0NDN0NDDONDOO0DO
0000000000000 D0O0DO0D0O0DDDDNDDNDNDNDNDNDNDNDNDNONDNDNDDOO0D
0000000000000 D0O0DO0DD0DDDDDDODDDNDONDNONDN0NONDDOOO0O
0000000000000 D00D0O000
000000
0000
* 6

<% DHR [95 % CI]
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EPO-Internal, BIOSIS, CHEM ABS Data, EMBASE, WPl Data

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* | Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X MATTHEW E. KUTCHER ET AL: ‘"Extracellular 1-15
histone release in response to traumatic

injury",

JOURNAL OF TRAUMA AND ACUTE CARE SURGERY,
vol. 73, no. 6,
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1389-1394, XP055311367,
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1SSN: 2163-0755, DOI:
10.1097/TA.0b013e318270d595

abstract

Further documents are listed in the oontinuation of Box C. See patent family annex.

* Special categories of cited documents :

*T* later deoument published after the intemational filing date or priornity
date and not in oonflict with the applioation but oited 10 understand

"A" decument defining the general state of the art which is not considered 1he prinoiple or theory underlying the invention

to be of particular relevancs
"E" earfier application or petent but published on or after the international " document of particular relevance; the claimed invention cannot ba
filing date oonsidered novel or cannot be oonsidered to involve an inventive
"Lt duuugentwhioh mngthruw doubte on porfiaril'y olaim{s) DrWhigIril‘liE step when the dooument is taken alone
ciled to blish the publication date ather citation or other w " . ; f "
. Pe Y" document of particular relevance; tha claimed invention cannat be
spscial raason (ae specifiec) eonaidered to invalve an invertive atep when the document ia

"O" gooument referring to an oral disclosure, use, exhibition or other combined with one or more other such dosuments, such combination
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
12 October 2017 10/01/2018
Name and mailing address of the ISA/ Authorized officer

Eurcpean Patent Offioe, P.E. 5813 Patentlaan 2
NL - 2280 HY Riswik

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

4 Fax: (+31-70) 340-3016 Behrens, Ralf
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24 September 2014 (2014-09-24), page 543,
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ISSN: 1364-8535, DOI:
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X SIMON T. ABRAMS ET AL: "Circulating 1-15
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Trauma-associated Lung Injury",
AMERICAN JOURNAL OF RESPIRATORY AND
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15 January 2013 (2013-01-15), pages
160-169, XP055288777,

Us

ISSN: 1073-449X, DOI:
10.1164/rccm.201206-10370C

abstract

X MIHAEL POTOCKI ET AL: "Mid-Regional 1-15
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CURRENT HEART FAILURE REPORTS, CURRENT
SCIENCE INC, NEW YORK,

vol. 9, no. 3, 26 June 2012 (2012-D6-26),
pages 244-251, XP035091322,

ISSN: 1546-9549, DOI:
10.1007/511897-012-0096-6

abstract

X FERRUH ARTUNC ET AL: "Plasma 1-15
Concentrations of the Vasoactive Peptide
Fragments Mid-Regional Pro-Adrenomedullin,
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in Hemodialysis Patients: Associated
Factors and Prediction of Mortality",

PLOS ONE,

vol. 9, no. 1,

22 January 2014 (2014-01-22), page e86148,
XPO55312685,
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PRESS, GB,

vol. 33, no. Suppl. 1,

1 August 2012 (2012-08-01), page 130,
XP009192208,

ISSN: 0195-668X

abstract

X KARIN C.A.A. WILDHAGEN ET AL: 1-15
"Extracellular histone H3 Tevels are
inversely correlated with antithrombin
levels and platelet counts and are
associated with mortality in sepsis
patients",

THROMBOSIS RESEARCH,
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1 September 2015 (2015-09-01), pages
542-547, XP055312885,

us

ISSN: 0049-3848, DOI:
10.1016/].thromres.2015.06.035
abstract

X DE LA TORRE-PRADOS MARIA V ET AL: 1-15
"Mid-regional pro-adrenomedullin as
prognostic biomarker in septic shock",
MINERVA ANESTESIOLOGICA : GIORNALE
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SOCIETA ITALIANA DI ANESTESIOLOGIA, IT,
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ISSN: 1827-1596

abstract

X WO 2012/059477 Al (BRAHMS GMBH [DE]; 1-15
STRUCK JOACHIM [DE]; GIERSDORF SYEN [DE];
HARTMANN 0) 10 May 2012 (2012-05-10)
claims, pp.22-23

X EP 1 619 505 A2 (BRAHMS AG [DE]) 1-15
25 January 2006 (2006-01-25)
claims, par.8l, 87-88

X WO 2010/009965 Al (BRAHMS AG [DE]; 1-15
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BoxNo.ll Observatlons where certaln claims were found unsearchable (Continuation of ltem 2 of first shest)

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

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

2. |:| Claims Nos.:

bacausa thay relate to parts of the intaernational applicaticn that do not comply with the preseribed requiremants ta such
an extent that ne meaningful international search can be camied out, specifically:

3. I:l Claims Nos.:

bacausa they ara depandant claims and ara nat drafted in accardance with tha sacand and third sentences of Rula 6.4{a).

BoxNo. Il Observations where unlty of Invention Is lacking (Continuation of Hem 3 of flrst sheet)

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

see additional sheet

1. As all required aciditional search fees were timely paid by the applicant, this intemational search repott covers all searchable
claims.

2. |:| As all searchable claims could be searched without effort justifying an additional fees, this Authority did net invite payment of
additional fees.

3. As only some of the required additional search fees were timaly paid by the applicant, this intsrnational search report covers
only thass claims far which fess wara paid, spacifically claims Nos.:

4. Ne required additional search fees were timely paid by the applicant. Genseguently, this international search repeort is
restricted te the invention first mentioned in the claims; it is covered by claims Nos.:
1-15(partially)
Remark on Protest The additional search fees were accompanied by the applieant’s protest and, where applicable, the
payment of a protest fee.

The additional search fees were accompanied by the applicant's pratest but the applicable protest
foe was not paid within the time limit specified in the invitation.

D No protest accompanied the payment of additional search fees.
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This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 1-15(partially)

Method of claim 1 wherein at least one histone and proADM
are analysed. Kit therefor.

2. claims: 1-15(partially)

Method of c¢laim 1 wherein at least one histone is analysed.
Kit therefor.

3. claims: 1-13, 15(all partially)

Method of claim 1 wherein proADM is analysed. Kit therefor.
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