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uggoao

(27

ESES1 (EFEX FH4D 7 = / BEERSI, uniprot 1D P62805.2, BHD A FHF =it

FEEATVEL)
1 SGRGKGGKGL: GKGGAKRHRK VLRDNIQGIT KPAIRRLARR GGVKRISGLI

51 YEETRGVLKV FLENVIRDAV TYTEHAKRKT VTAMDVVYAL KRQGRTLYGF

101 GG

RNES2 EINFS10RE-10207 = / BEH)

1 ISGLIYEETR GVLKVFLENV IRDAVTYTEH AKRKTVTAMD VVYALKRQGR

51 TLYGFGG

S ESI (EINES1DERIL6-5507F = / BRES)

1 ISGLIYEETR

EHNES4 (BEAFS10OZRELC0-6707 = / BERT)

1 VFLENVIR

BENESS KINHTEFIEEShi-RINES1ORE-NOTF I / BES)

1 TVTAMDVVYAL K

EHES6 ELINHFS10OHL24-3507 = / BRES)

1 DNIQGITKPA IR
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0000

EHEST (RINESI1OXRES-TTO7 = / BER5)

1 DAVTYTEHAK

EHESE (HA-CR-17, BEIFSID2-1TELOT 3 / BEF)

1 GRGKGGKGLG KGGAKR 10

EHESI HA-GH-18, EERMFEFS1D2-18ZD7 = / BEIH)

1 GRGKGGKGLG KGGAKRH

EHES10 (HA-LI-9, EANFS1022-3060D7 = / BBe5)

1 LRDNIQGIT 20

E#ES11 (H4-LR-15, EEFIFEZ1M22-3BLI1D7 = / FREHI)

1 LRDNIQGITK PAIR

BAEFES12 H-LL-17, BREFS1022-37407 = / BERS) 30

1 LRDNIQGITK PAIRRL

BEHIEFS13 (H4-PR-15, EESIFES 1245607 = / BREH)

1 PATRRLARRG GVEKR 40

BOES14 (H-PS-17, BIFS 102410 T = / BEEFI)

1 PATRRLARRG GVKRIS
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oDooo

Eo5i#-=15 (H4-EE-13, ERIFRZ1M62-634LD 7 = / BEH)

1 EETRGVLKVF LE

ESHS16 (H4-EN-14, ERIIHESI1D52-64IDT = / BERS)

1 EETRGVLEKVF LEN

BHIES17 (HA-RR-18, ERHIBS1D67-18ML0D 7 = / BMEH))

1 RDAVTYTEHA KR

BEEAES18 (HA-RK-14, BHES1D6T-79RID 7 = / ELEF)

1 RDAVTYTEHA KRK

EHES19 (H4-TK-13, EFNFES1D80-91GID7 = / BERF)

1 TVTAMDVVYA LK

EHES20 (H-TR-14, BRHFEZ1080-926I10D7 = / BLERS)

1 TVTAMDVVYA LKR

EANES2 (H4-R6-9, BRSIHFS1092-99ED T = / EAEHI)
2 RQGRTLYG
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0000

BEENES22 (H4-RG-12, BAUFS102-102(507 = / E&EEHI)

3 ROGRTLYGFG G

EBAES23 (EFER FUHAS A F1OF7 S /7 BERSI, uniprot 1D Q06QV6, B#I0D # F
F=olkEEATIELY) 10

1 SGRGRQGGKA RAKSKSRSSR AGLQFPVGRI HRLLRKGNYA ERIGAGAPVY
51 LAAVLEYLTA EILELAGNAS RDNKKTRIIP RHLQLAIRND EELNKLLGGV

101 TIAQGGVLPN IQAVLLPKKT ESHHHKAQSK

EHES24 HA-AR-10, ERHIFES23M21-29{EDF = / ERERH)
20

1 AGLOFPVGR

EHHFS25 (HA-AH-12, BHIIFS28021-31{E07 = / BEN)
1  AGLQFPVGRI H
30

EAFES26 (HA-IL-23, BEHES2BDOI0-51ELOT = / BEF)

1 THRLLRKGNY AERIGAGAPV YL

FeAlHES27 (HA-1A-25, EESIHB23M30-53(LD7 = / BELSH)

1 THRLLRKGNY AERIGAGAPV YLAA 40

m5ES28 (ENHFS230ZHEL2-880D7 = / BEF)

1 HLOLATR
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0000
BHES29 (EIFS230EIEL9-950D7 = / BEH)

1 NDEELNK

EAEFSI0 ENES20OEEE100-11807 = / BERH)

1 VTIAQGGVLP NIQAVLLPK

BEHHFSI (EMER FUHBO 7 = / BiERSI, uniprot 1D P62807)

1 MPEPAKSAPA PKKGSKKAVT KAQKKDGKKR KRSRKESYSV YVYKVLKQVH
51 PDTGISSKAM GIMNSFVNDI FERIAGEASR LAHYNKRSTI TSREIQTAVR

101 LLLPGELAKH AVSEGTKAVT KYTSSK

ES&S32 (BEIARSINDZRENMN-10007 = / BEII)

1 EIQTAVR

E5IEFSI3 (EIFSINOEEI01-10907 = / BEEH)

1 LLLPGELAK

BEAEHFESM (E PR FH2BO 7 = /BB, uniprot ID Q6DNO3.3, BHIDOAFA =
[TEFERTUNGLY)

1 MPEPAKFAPA PKKGSKKAVT KAQKKDGKKR KRSRKESYSTI YVYKVLKRVH
51 PDTGIWCKAM GIMNSFLNDI FERTIAGEASR LAHYNKRSTI TSRRSRRPCA
101 CCCPASWPST PCPRAPRRSP STPAPSESLP GPGARSLPPS LPPRVAGCFV

151 SKGSFQGHLT TSVKESFLCC QSQLMFLASR LVNFRRAHNT KHR

RIS (EHBESUOBEISI-19307 S / BES)

1 LVNFRRAHNTKHR
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ooono

EEHESI6 (E FEXFUH 107 = / BEERHI, uniprot ID P68431.2, BEIDAFA4 =
VIEEFEhTLVELY

1 ARTKQTARKS TGGKAPRKQL ATKAARKSAP ATGGVKKPHR YRPGTVALRE

51 IRRYQKSTEL LIRKLPFQRL VREIAQDFKT DLRFQSSAVM ALQEACEAYL

101 VGLFEDTINLC ATHAKRVTIM PKDIQLARRI RGERA

EENESI] (EINFESI6OREST-630D7 = / BEH)

1 STELLIR

ESIHS38 (BHNEFSOOZREIT-122007 = / BEEH)

1 VTIMPK

EeFIESI0 (EINFSIOOHZRIEN-4907 3 / BEH)

1 YRPGTVALR

EF#FES40 (E FER FUH2AZ A 3O F 2/ BEESI, uniprot ID Q7L7L0.3, BHID A
FAZEEFENTIVGELY), Sigmafa+RZH2A SRP0406

1 SGRGKQGGKA RAKAKSRSSR AGLOFPVGRV HRLLRKGNYS ERVGAGAPVY
51 LAAVLEYLTA EILELAGNAA RDNKKTRIIP RHLQLAIRND EELNKLLGRV

101 TIAQGGVLPN IQAVLLPKKT ESHHKAKGK

EESES4 (E FEX FOHIOF =/ BLERSI, uniprot ID PO7305, B8 AFA =it
EERTLVELY

1 TENSTSAPAS KPKRAKASKK STDHPKYSDM IVAAIQAEKN RAGSSRQSIO
51 KYTKSHYKVG ENADSQIKLS IKRLVTTGVIL KQTKGVGASG SFRLAKSDEP
101 EKKSVAFKKTK KEIKKVATPK KASKPKKAAS KAPTKKPKAT PVKKAKKKLA

151 ATPKKAKKPK TVKAKPVKAS KPKKAKPVKP KAKSSAKRAG KKK
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FALHUZODNWTEZA—SNE=RTFFRUE LSO 3 v OF

RFES RIFF EIEES IITAUE ﬁﬁ%ﬁi_ﬂk FSTAVE ISTAVE
ikl m/z m/z FrERE AR 14547
3 ISGLIYEETR 590.814 6§97.315 2 1 y5
3 ISGLIYEETR 590.814 810.399 2 1 y6
3 ISGLIYEETR 590.814 980.504 2 1 v8
3 ISGLIYEETR 590.814 |1067.536 2 1 v9
3 ISGLIYEETR 590.814 |534.251 2 1 v4
4 VFLENVIR 495.293 |387.271 2 1 y3
4 VFLENVIR 495293 501.314 2 1 ¥4
4 VFLENVIR 495.293 630.356 2 1 ¥5
4 VFLENVIR 495,293 743.441 2 1 y6
4 VELENVIR 495,293 890.509 2 1 y7
5 TVTAMDVVYALK | 655.855 807.461 2 1 y7
5 TVTAMDVVYALK | 655.855 938.501 2 1 v8
5 TVTAMDVVYALK | 655.855 1009.538 2 1 yS
5 TVTAMDVVYALK | 655.855 1110.586 2 1 y10
6 DNIQGITKPAIR  (442.589 (456.292 3 1 v4
6 DNIQGITKPAIR | 442.589 584.387 3 1 y5
6 DNIQGITKPAIR | 442.589 685.435 3 i y6
6 DNIQGITKPAIR |442.589 428.274 3 2 y8
7 DAVTYTEHAK 567.775 |585.299 2 1 ¥5
7 DAVTYTEHAK 567.775 748.362 2 1 y6
7 DAVTYTEHAK 567.775 |849.410 2 1 y7
7 DAVTYTEHAK 567.775 474,743 2 2 v8
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29 | NDEELNK 431201 |632.325 2 1 Y5
29 | NDEELNK 431201 |747.351 2 1 v6
29 NDEELNK 431,201 601.246 2 1 b4
VTIAQGGVLPNIQAVLLP
30 |K 644394 |470.333 3 1 va
VTIAQGGVLPNIQAVLLP
30 |k 644.394 |1205.761 3 1 yil
VTIAQGGVLPNIQAVLLP
30 |k 644391 |1361.851 3 1 yi3
VTIAQGGVLPNIQAVLLP
30 |k 644394 |435.615 3 3 y12
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INTERNATIONAL SEARCH REPORT

International application No

PCT/EP2016/052697

A. CLASSIFICATION OF SUBJECT MATTER

INV. GOIN33/68
ADD.

Aovarding to Intermational Patent Classifioation {IPC) or to both national slassification and IPC

B. FIELDS SEARCHED
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, 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.
X US 20147294843 Al (MERALI SALIM [US] ET 1,2,7,
AL) 2 October 2014 (2014-10-02) 10-12,
14,15
A the whole document 3,4,9

In particular: Figs. 1-6; paragraphs
10-22, 50-65; Examples 1-7; Claims 1-41.

_/__

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
6 April 2016 27/06/2016
Name and mailing address of the ISA/ Authorized officer

Eurcpean Patent Offioe, P.E. 5813 Patentlaan 2
NL - 2280 HV Rijswijk

Tel. (+31-70) 340-2040, . .
2 Fax: (+31-70) 340-3016 C.F. Aﬂg'l oni

Femn PCT/ASA210 (secand aheet) {(April 2005)
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International application No

PCT/EP2016/052697
C{Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT
Category® | Citation of dooument, with indioation, where appropriate, of the relevant passages Relevant to alaim No.
X MICHAEL LIEMBO EKANEY ET AL: "“Impact of 1,2.7,
plasma histones in human sepsis and their 10-12,
contribution to cellular injury and 14,15
inflammation",
CRITICAL CARE, BIOMED CENTRAL LTD.,
LONDON, GB,
vol. 18, no. 5,
24 September 2014 (2014-09-24), page 543,
XP021201659,
ISSN: 1364-8535, DOI:
10.1186/513054-014-0543-8
A the whole document 3.4.9

In particular: Title; Abstract; Materials
and methods section; Figs. 1-6.

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

page 2 of 2



(54) JP 2018-510358 A 2018.4.12

INTERNATIONAL SEARCH REPORT

International application No
Information on patant tamlly members

PCT/EP2016/052697
Patent dooument Publication Patent family Publication
oited in search report date member(s} date
US 2014294843 Al p2-10-2014 EP 2710384 Al 26-03-2014
US 2614294843 Al 62-16-2014
WO 2012155039 Al 15-11-2012

Femn PCTASA210 {patent family annex) (April 2005)
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International application No.

INTERNATIONAL SEARCH REPORT PCT/EP2016/052597

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

1. With regard to any nucleatids andfor amino acid sequence disclosed in the intemational application, the international search was
carried out on the basis of a sequencs listing:

a. farming part of the international application as filed:
in the form of an Annex G/ST.25 text file.

D on paper cr in the form of an image file.

b. D fumished together with the international application under PGT Rule 13far.1{a) for the purposes of international search
only in the form of an Annex C/ST.25 text fila.

c. D fumished subsequent to the international filing date for the purposes of international search only:

|:| in the form of an Annex C/ST.25 text file (Rule 13%r.1(a)).
D on paper or in the form of an image file (Aule 13fer.1(b) and Administrative Instructions, Section 713).

2. I:l In addition, in the ease that mare than ene versioh ar copy of a sequence listing has been filed ar fumished, the required
statements that the infoermation in the subsequent or additional copies is identical to that forming part of the applieation as
filad or doas nat go beycnd the application as filad, as appropriate, ware furnished.

3. Additional comments:

Form PCT/ISA/210 {continuation of first sheet (1)) {(January 2015)
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International application No.

INTERNATIONAL SEARCH REPORT PCT/EP2016/052657

BoxMeo.ll Observatlons where certain clalms were found unsearchable {Continuation of Rem 2 of flrst sheat)

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

1. [] ctaime nos.:

because they relate to subject matter net required to be searched by this Authority, namely:

2. D Claims Nes.:
because they relate to paris of the intemational application that do net comply with the preseribed requirements to such
an extent that no meaningful international =earch can be carried out, specifically:

3. [] ctaims Nes.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No.lll Observatlons where unity of Inventlon Is lacking {Gontinuation of item 3 of first sheef)

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