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J1w AT
ROC T F4 0.627 0,729 0,762 0.943 0.65
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92, BRAFIIE L 14.9% 46, 7% 26. 8% 92.1% (2. 2%

BB R

BETE (R 7 8. 7% 9. 6% 11.0% 3. 0% 7.7%

goooobooo
goooao

8, BNV ESEHFLTWDSEDT & 28 HETRZELULZEDT &2
SHET B IO ARE LI N, SHEOT—h—

71D W =72
MMP-9 1014. 25 0. 46
[1-8 433. 62 0.55
[L-1ra 15163.51 0.46
D~ 21.45 0. 57
CK-BB 3.94 0. 51
skasl 2.32 0.45
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Box No. 11 Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)
This intemnational search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

L EI Claims Nos.:

because they retate 1o subject matter not required to be searched by this Authority, namely:

2, D Claims Nos.:
because they welate to parts of the intemational application that do not comply with the prescribed requirements ta such
an extent that ne meaningful international seerch can be carried out, specifically:

3. D Claims Nos.:

because they are dependent claims and are not drafted in aceordance with the second and third sentences of Rule &.4(a).

BoxNo. Il Observations where unity of invention is lacking (Continuation of iem 3 of first sheet)

This International Searching Authority found multiple inventions in this intsmational application, as follows:
Please Sez Continuation Sheet

As all required additional search fees were timely paid by the applicent, this international seareh: report covers all
searchable claims.

As all searchable claims couild be scarched without effort justifying edditicnal fees, this Autherity did nol invite payment
of any additional fees.

As only some of the required additional search fees were timely paid by the applicant, this intemnational szarch report
covers only those claims for which fees were paid, specifically claims Nos.: 1-6, 8-9, 12-15, 17, 20, 23 (in part)

X OO

L

4. D No required additional search fees were timely paid by the epplicant. Consequently, this international search report is
restricted 10 the invention first mentioned in the claims; it is covered by claims Nos.:

Remark on Protest }E The additional search fees were panied by the applicant’s protest and, where applicable, the
payment of 3 protest fee.
I:' The odditional search fees were accompanied by the applicant’s protest but the applicable pratest fee
was not paid within the time limit specified in the invitation,
D No protest acoompanied the payment of additional search fees.
Form PCT/ISA/210 (continuation of first sheet(2)) (April 2005)

15.11.2007
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PCTAUS03/45711

A, CLASSIFICATION OF SUBJECT MATTER
iPC: GOIN 33/53( 2006.01).33/543( 2006.01)

USPC: 435/7.1:436/318,172

According to International Patemt Clussification (IPC) or to both narional classifieation and IPC

B. FIELDS SEARCHED

U.8. 1 435/7.1,436/518,173;

Minimum documentation searched (classification sysiem followed by classification symbols}

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched

Please See Coniinuation Sheet

‘Electronic data base consulted during the international search (name of data base and, where practicable, seerch terms used)

€.  DOCUMENTS CONSIDERED TO BE RELEVANT

spesilicd)
document referring to an oral disclosure, use, exhibition or other mcans
f fding date but later than the:

g

ihed prioe to the

o ;
priority dié claimed

Catepory * Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim Ne.
X MACIAS. W.L, Severe protein C deficlency predicts early death in severe sepais, Crit Care i-6, 8-9, 12-14, 17, 20
— Med May 2004, Vol. 32, No. 5 (Suppd.), 5223-5228, the entire document. —_—
Y 15,23
Y US 6,344,197 B2 (FISHER ct al) § February 2002 (05.02.2002), the entire document, 23
X KINASEWITZ. G.T. Universal changes in biomarkers of coagulation end infl ation occur | 1-6, 8-9, 12-14, 17, 20
—_ in patients with severe sepsis, regardiess of causative micro-organism. Critical Care April ——
Y 2004 {online 10 February 2004), Vol, ¥ Ne. 2, p. R82-R90, the entire documen. 15,23
Y US 20010019829 Al (IWNELSON et al) 6 September 2001 (05.09,200T), the entire document. 15
AP 1JS 2005/0063958 AJ (MILLS et al), 31 March 2005 (31.03.2005), especially at pargraph 1-6,89,12-15, 17, 20,
{0321 and ctaim 30. 23
& Further documents are listed in the continuation of Box C. D See patent family annex.
. Special categocis oF cited documenis: T Tater & published after the i ious) filing date of priotity
date and not in coallict with the application but clved to understand the
“A"  document defining the gencral sintc of the art which is nov considered @ be off principle or theory undertying the invention
pasticular relevance
X of particui the cluimed i ion canaot be
“E"  eatlier app or patent published on or after the & ing date sonsidered movel or comuot be coasidered to invalve an lnventive step
when the document is taken afonc
“E"  docutitént sdvich may theow doubw an pricrity claim{s) or which is cied to
establith the publication datc of another citation er other special reasom {as uy" d of p the claimed i cannat be
idered to involve an inventive siep when the L]

combined with owe or more other such docwmeaty, sich combination
being obvious to a persan skilled i the an.

“B" docuntent member of the same patznt family

Date of the actual completicn of the intemational search
26 September 2006 (26.09.2006)

Name and mailing address of the ISA/US
Meil Stop PCT, Arn: ISA/US
Commissioner for Patents
P.O. Box 1450
Alexandtia, Virginia 123131450

Facsimile No. (571) 273-3201

Telephone No. (571)272-1600

Form PCT/ISA21 (second sheet) (April 2005)
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C. (Continuation) DOCUMENTS CONSIDERED TO BE RELEVANT

Caregory * Citation of document, with indication, where appropriate, of the relevant passage Relevan to claim No.
Xp US 2005/0196817 (KINGSMORE et al) 8 September 2005 (08.09.2005), especially at 1-6, 8-9, 12-15, 17,
paragraphs 83 and 112 20, and 23

Form PCTASA/ZID (continuation of second sheet) {April 2005)
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BOX III. QBSERVATIONS WHERE UNITY OF INVENTION IS LACKING
Thig application contding claims directed to more than one spesics of the generic invention. These species are deemed to lack unity of
invention because they are not 5o linked ¢ to form a single general inventive concept wnder PCT Rule 13.1.

[n order for more than one species to be examined, the appropriate additional examination fees must be paid. The species are as follaws:

Subject-derived markers;

1 MMP-% (se2 clalins 6, 20, 22)

2 IL-1b {see claims 6, 17, 20)

3 IL-6 (see claims 6, 17, 20)

4, IL-R {see claims 6, 17, 20)

5. IL-86-77 (zee claims 6 and 17)

6. IL-10 (se= claim 6)

7 IL-27 {se= claim &)

8. IL~Ira (see claims 6, 17, 20, 22)

9. CXCL6 (see claim &)

10. CXCLI3 {see claim 6)

11 CXCL16 (see claim 6)

12. CCLSE (see claim 6)

13. CCL20 (sec claim 6)

i4. CCL23 (see claim 6)

15. CCL26 (see claim 6)

16. D-dimer (see claims 6, 19, 22)

17. HMG-1 (see claims §, 17, 20, 22)

18. TNF-a (see claims 6, 17, 20, 22)

19. BNP (see claims 6, 16, 20}

20. ANP (see claims 6 and 16)

21. CNP (zee daims 6, 16, 20)

22, CRP (see claims 6, 17, 20, 22)

23, Caspase-3 (sce claims 6, 17, 20, 22)

24. Calcitonin (see claim 6)

25, Procalcitonin3-1 16 (see ctaim 6)

26. Soluble DPP-IV (see claim 6)

27 sFasL (see claims 6, 22)

23, CK-BB (see claims 6, 20, 22}

29, VEGF (set claims 6 and 17)

30. MPO (see claims 6, 22)

31 sICAM-1 (se claims 6, 22)

32. NT-proBNF (sce claims 7, 20)

33. ProBNP (see claims 7, 20)
L34 BNPTO-108 {ses-olaim-T}

Form PCT/ISA/210 (extra sheet) (April 2005)
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35, BNP3-108 (see claim 7)
36. A marker related to BNP (note: 3 specific marker must be specified) (see claim 16)

37, Urotensin I {sce claim 16)

38. Arginine Vasopressin {see cloim 16)
39 Aldosterone {see claim 16)

40, Angiotensin I (see claim 16)

41. Angiotensin Il (see claim 16)

42 Angiotensin T (see claim 16)

43 Bradykinin {see claim 16)

4. Calcitonin gene related peptie {see claim 16}
45, Adrenomeduliin (see claim 16}

46. Calcyphosine (see claim 16)

47. Endothelin-2 (sec claim 16)

48, Endathelin-3 (see claim 16)

49, Renin (see claim 16)
50. Urodilatin {see claim 16)
51. vascular cell adhesion molecule (see claim 17)

52. ICAM-1 (zee claim 17)

53. ICAM-2 (ste claim 17)

54, ICAM-3 (see claim 1T}

55. MCP-I (see claims 17, 18, 20, 22)

56. Lipecalin-type prostaglandin D synthase (see claim 17)
57. mast cell ryptase {see claim 17}

53, eosinophil cationic protein (see claim 17)

59, KL-6 {see claim 17)

60. haptoglobin {sse clsim 17)

61. TNF-b (see claims 17 and 18}

62, TREM-1 (see claim 17)

63. fibronectin (see claim 17)

64, macrophage migration inhibitory factor (see claim 17)
65. hepeidin {see claim 1§)

66. HSP-60 (see claims 18, 22)

67, HSP-65 (see claim 18)

15 HSP-70 (see claim 18)

69, sFasL. (sez claim 18)

70 asymmetric dimethylarginine (sec claim 18)
71. matrix metalloprotein: 11 (ssa claicn 18)

72, matrix metalloprotein 3 (see claim 18)

73. matrix metalloprotein 9 (see claim 18)

74. defensin HBD | (sce claim 18)

75 defensin FBD 2 (see claim 18)

76. serum amyloid A (see claim 18)

77. oxidized LDL (see claim 18)

74. insulin-like growth factor (see claim 13)

9. an inter-a-inhibitor {note: a specific inhibitor must be specified) (sec claim 18)
30. e-selectin (see claim 13)

81 glutathione-S-transierase {see claim 18)

82 HIF-1 & {52 claitn [8)

83, inducibie nitric oxide synthase a (see claim 1%8)

84, ICAM (ses claim 18)

85. lactate dehydrogenase (see daim 18)

86, TNF receplor superfamily member EA (see claim 18)
87. cystatin C (see claim 18)

83 n-acetyl aspartate {see claim 18)

29 prostaglandin E2 {see claim 18}

90. recepior activator of nuclear factor ligand (see claim 15)
91. plasmin {see cfaim 19)

92. fibrinogen (see claim 19)

93, b-thromboglobulin (see claim 19}

94, platelel factor 4 (see claim 19)

o5, fibrinopeptide A (see claisn 19)

96. platelet-derived growth factor (see claim 19)

97. prothrombin Fapment 1-+2 (see claim 19)

Form PCTASA/210 (exira sheet) (April 2005)
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98, plasmin-a2-antiplasmin complex (see claim 19)
99. thrombin-antithrombin T complex (see claim 19}

100. P-selectin (see claim 19}
101. thrombin (see claim 19)

102. von Willebrand factor (see claims 19, 20)

103, tissue factor (see claims 19, 20, 22)

104, thrombus precursor protein (see claim 19)

1035, MIF (see claim 20)

106. pro-CNP (see claim 20)

107, vWF-Al (see claim 20)

108.  vWF-integrin binding domain (see claim 20)

109 ¥WF-A3 (see claim 20)

110, &n interlenkin (note: a specific interleukin must be specified) (see claim 22)
111 A marker related to one ofthe sbove (note: a specific marker must be specified}

The claims are deemed to correspond to the species listed above as indicated. The following claim{s) are generic claims 1-5, 12-15, and
23, Claims 6-11 and 16-22 are subject 1o specics election. Note that examination of clajms requiring more than one marker (for example
claim 22) would require the election of multiple species from the list above (with payment of the appropriate additional examination fees).

The species listed sbove do not relate (o a single general inventive concept under PCT Rule 13.1 because, under PCT Rule 13.2, the
specics lack the same or corresponding special technical features for the following reasons:

According (o PCT Rule 13.2 and to the puidelines in Section (f)(iXA) of Anaex B ofthe PCT Administrative Instructions, all allernatives
of a Markush Group must have & common property or aclivity and a common sticture that is a significant structural element. The subject-
derived are not regarded as being of similar nature because they do not possess 2 common property or activity and do not share a commeon
structure that is a significant structural element. Each marker represents a digtinet protein that pOssesses & unique aming acid sequence md
which is structurally and functionally distinet from the other markers. The markers differ with respect to patterns of expression and
biolagical function. Furthermore, assay methods to detect the different subject-derived markers would involve diFerent Teagents in order w0
specifically detect the different markers; for example, antibodies specific for one marker would not recognize detect the other markers,

Continuation of B, FIELDS SEARCHED ltem 3:

. EAST (USPAT, USPGPUB, EFQ, JPO, DERWENT), search terms: (il-6 (il adj "6*) il6 interleukin-6 (interleukin adj *6")), {(protein adj c)
protein-c), (sepsis (severe adj inflammat$3) septic mods {multiple adj organ)). PubMed, search terms: sepsis OR septic OR mods OR. sirs

OR "systemic inflammatory” OR “multiple organ®; (il~6 OR "interleukin-6" OR “interfeukin 6") AND "protein c®.

Form PCT/ASA/210 {extra sheet) (April 2005)
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