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ctactactac taaattcgeg gecggtegac getggtgcac aggaaggaty aggaagacca 60 Met Arg Lys Thr Arg Leu Trp Gly Leu Leu Trp Met Leu Phe Val Ser
ggctetgggg getgetgtgg atgetctttg tetcagaact cegagetgea actaaattaa 120 1 5 10 15
3 agaccetgga tgtgasatgt gactacacge 180 Glu Ieu Arg Ala Ala Thr Lys Leu Thr Glu Glu Lys Tyr Glu Leu Lys
t t t ggcagataat gagatgccca 240 20 25 30

agaccctgge atgcacagag aggecttcaa agaattccea tecagtecaa gtggggagga 300

tcatactaga agactaccat gatcatggtt tactgegegt ccgaatggtc aaccttcaag 360 Glu Gly Gln Thr Leu Asp Val Lys Cys Asp Tyr Thr Leu Glu Lys Phe

¢ 35 40 45
tggaagattc tgoactgtat cagtgtgtga tctaccagec teccaaggag cetcacatge 420
tgttegateg catcegettg t agggttttt ggctccaatg 480 Ala Ser Ser Gln Lys Ala Trp Gln Ile Ile Arg Asp Gly Glu Met Pro
agaattctac ccegaatgtg tataagattc ctcctaccac cactaaggee ttgtgeccac 540 50 55 60
tetataccag g gtcaactgee gatgtetoea 600 Lys Thr Leu Ala Cys Thr Glu Arg Pro Ser Lys Asn Ser His Pro Val
ctoctgactc tgaaatcaac cttacaaatg t tat catcagggtt ccogtgttca 660 65 70 75 80
acattgtcat tctectgget ggtggattce tgagtaagag cctggtette:tetgtectgt 120 Gln Val Gly Arg Ile Ile Leu Glu Asp Tyr His Asp His Gly Leu Leu
ttgetgtcac getgaggtca atgtectetg 780 85 90 95
acttceagee acatccatct ggcagttgty t . Arg Val Arg Met Val Asn Leu Gln Val Glu Asp Ser Gly Leu Tyr Gln
ggagttaata acatgaatta aatctgtaat caccagctat ttet 884 100 105 110
Cys Val Ile Tyr Gln Pro Pro Lys Glu Pro His Met Leu Phe Asp Arg
[SEQID No: 1] 115 120 125
Fig. 1 Ile Arg Leu Val Val Thr Lys Gly Phe Ser Gly Thr Pro Gly Ser Asn

130 135 140

Glu Asn Ser Thr Gln Asn Val Tyr Lys Ile Pro Pro Thr Thr Thr Lys
1145 150 155 160

Ala Leu Cys Pro Leu Tyr Thr Ser Pro Arg Thr Val Thr Gln Ala Pro
165 170 175
Pro Lys Ser Thr Ala Asp Val Ser Thr Pro Asp Ser Glu Ile Asn Leu
180 185 130

Thr Asn Val Thr Asp Ile Ile Arg Val Pro Val Phe Asn Ile Val Ile
195 200 205

Leu Leu Ala Gly Gly Phe Leu Ser Lys Ser Leu Val Phe Ser Val Leu
210 215 220

Phe Ala Val Thr Leu Arg Ser Phe Val Pro
225 230

[SEQID No: 2]
Fig. 2

Ooo0oo0oao
1007,
a
> a
_ “
£ R
E=1
T 5 . N
g Z
2
K 25 N ,.a..;;:u_
A o
v NP 'CAP
Fig. 3

gooad

[ BEAPIIICUARRLEBE: n=181 ]
[ AR CRAEOMEMELORE: n—98 ]
T
1 1
[éﬁﬁ(aa&nma: r\=79 BASNLEE: n=22
< ARt 1 285BI LN
[CR®LZ: n=86

o RETERE: n=2

¢ 80muLE: n=7

* EEORMXI
JOFILER: n=7

o BlfE VYD n=25



(33) JP 2007-519916 A 2007.7.19

O0o0o0oad Ooo0oOoad
& 500 M
g » . 1001
- -
£ 250 : * —o— STREM-1
;\\ * - —— JOALY Y
# —e— CEMAVIIDE
HI
S w507
th
1000.00 0 T ; : v
- . 0 25 50 75 100
E 10000 T 1- BHRE
= e
< 1000
1] M
5 10 v
R\ .
| 010
IS
0.01
SRS mumwsE  BmsEvayy
5000
g 4000 . v
§=2
£ 3000 . .
5 2000 el
o . S e
S 1000 . i i
ol 4 i
SIRS  gfmsE RRmsEVavh
Ooo0oo0oao Ooo0ooOooao
— 500 .
@ - . 0.9
kS 08
S 20y _F : 0.7 —
2 —_— 06 =
b . u T 05
O i PR 0.4 s
EHE FEFE 0.3 P
02
o™
1000.00 04
. 1 . R 0.0
E 10000 e 3 00 05 10 15 20 25 30 35 40
5\ 10,00 i “ huTrem-11gG
U 100 = ’
;',A\ ':-' -
7 0.10 . o
~  0014=
S EEE EFE
5000
£ 400+ :
£ 3000
E 2000 \
% 1000 e
. .

£FE FEFE



gooaoad
e .\
— o L
o0 < L
] *
B /{/‘ _ -
& N o =
) L
g 5
2 \\r I P <
T < T
S R e e w e 8 8 8 8 8 8
[T I T N =]
&-b 4 2
Q -
i~ <4 =<
- e -
= L
[}
g [s T
g - o
(723 o |-
L -
o Jr =1
BRR]Eaw-e 8888 8 8
©w < o3 o~ - o
(jwibu) JNTHL T [ (oner JNOM < LAL-NFHL
Oooaoao
<0.0007
5 p=0.0001
e
i L
=4
&3 5
'n_c [
S .
& N :
B -
0
BmEYay)  FROE RENEE
O00oaogao
p=0.83
3 p=0.81
i
=
z 2 : :
& " M
8 e
& 1 I .
.E. *
®
0
BumEYaYY  FEMIUE EREE
oooaoao
30
~ p=0.53 p=0.02
Ié: 25 —[ {
% 20 % _________ —— FEFE  (n=7)
m. el T e - ftﬁ% (n=18)
A . ~ - xR (n=7)

(34)

JP 2007-519916 A 2007.7.19

goooad

STREM-1 (pg/mL)

300

0.2 p=<0.001

p=0.02

0+ T —T
[ 7 14

B (B %0

++  —e— STREM-1>180 pg/mL

st STREM-1<180 pg/ml




m — —m ™~ ~—m ~— = @ @ @ @ @ @ @ @ ™@ ™@ ™@ & & /& & /& /& /s /e, /s /e /e, /e /e /e e /e e e e e e e e e e e e

(35)

oooooboagd

INTERNATIONAL SEARCH REPORT

JP 2007-519916 A 2007.7.19

Inte nzl Application No

PCT/GB2005/000273

CLASSIFIGATION OF SSJECT MATTER
IPC G0IN33/53

i q to Inter

| Patent Classification {IPC} or to both naficnal classifteation and IPC

B, FIELDS SEARCHED

IPC 7 GOIN

Minimum documantetion eearchad ({clagsiication systam foillowed by classification symirols)

Documentation searched other than minimum documeniation 1o the extant that such

documents are incladed In the flslds searched

=

ic data base «

EPO-Internal,

BIOSIS, WPI Data, EMBASE, PAJ

ted during the Intematlonat search (name of data base and, where pradtical, search terms used)

C. DCCUMENTS CONSIDERED TO BE RELEVANT

Calegory * | Ciaiion of document, With indicatlon, where appropriate, of 1he relevant passages Relevant fo dJaim No.
X Wo 02/058721 A (BAYLOR COLLEGE OF 1-4.7.8,

MEDICINE; MARGOLIN, JUDITH, F; GINGRAS, 10-14,

MARIE-CLAUDE} 1 August 2002 (2002-08-01) 16-20,22
Y abstract 3

paragraph ‘0082! - paragraph ‘0087!

paragraph “0097! - paragraph ‘0107!

examples 7,9,10

claims 31,32
Y US 2003/165875 Al (COLONNA MARCO ET AL) 5

4 September 2003 (2003-09-04)

abstract

paragraphs 00231, ‘00311, ‘0032!,

‘0035!

paragraph ‘01881

—f

m Further documents are Esled inthe conlinuation of box C.

E Petart Jamlly members ara listed in annex.

* Spaclal categories of Gited documents ; -
"A? docurment dafining tha general state of the art which |s not
tonsidered to be of particuiar relavarice
"E" aatfier decument bt published on or after the: Inlerational
fiing date
"L document which may throw doubls on priotity cleimis) or
which 1s citad to estzhilsh the publication date of another
Chtetion or cther spadial reaecn {as spacified)
"O* decument refarring to an oral disclosurs, use, axhibition or
other means
“P* document published prior to the tmernallnnal fiiing deta bet
later than'the priority date claim

"

-t

w5y

later documsant published after the: internalional ﬁllng date

or priarity date and not In conflict with the application but

;lted n:io understand the pringiple ar thecty underiying tha
ventioh

document of particular relevance; tha claimed Invention
cannot be consl novel or cannot be considered 1o
nvolve an Invsniive step whan the document ks taken alone

ol p : the claimed inventlon

cahnct be oonaidered tn involve an lvantive

documant is combined with one or more other sich donu—

m?hms. 9Fruch combination being obvicus 1o a person skilled

=]

document membar of the sama pafant iamily

Date of the actual completion of the internattonal search

21 June 2005

Data of malling of the Intemational search repon

01/07/2005

Name and malling eddress of the 1SA
European Patent Oﬂk:e P.B. 5818 Petentlaan 2
NL — 2230 HV A
Tel (+31-70) 54-0-2040 T« 91651 epo nl,
Fal: (+31-70) 3403016

Authorizad officer

Yanhalst, K

Fomn FCTABA210 [second shest) (Januarny 2004)

page I of 3



L T e T e T e T e T e T e T T T s T e O e T e T e, T e, TR s T e, T e T e T e, IO e, T e, T e, IO e, O e IO e, TR e T e T e T e T s TR e T s R s B O e T e T e T e T e T s T s T e T e T e B

(36)

INTERNATIONAL SEARCH REPORT

JP 2007-519916 A 2007.7.19

inte  nal Applicaiion No

PCT/GB2005/000273

C.{Continuation) POCUMENTS CONSIDERED TO BE RELEVANT

Catagory

Citation of document, with indicafion, where appropriate, of the relevant passages

Ralevant to claim No.

X

US 6 420 526 Bl (RUBEN STEVEN M ET AL)

16 July 2002 (2002-07~16)

protein #1569

abstract

column 139, line 14 - column 140, Tine 25
column 212, 1ine 9 - column 213, Tine 25
column 214, 1ine 38 - line 45

BOUCHON A ET AL: "CUTTING EDGE:
INFLAMMATORY RESPONSES CAN BE TRIGBERED BY
TREM-1, A NOVEL RECEPTOR EXPRESSER ON
NEUTROPHILS AND MONOCYTES"

JOURNAL OF IMMUNOLOBY, THE WILLIAMS AND
WILKINS CO. BALTIMORE, US,

val. 164, 2000, pages 4991-4995,
XPD02951620

ISSN: 0022-1767

abstract
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vol. 7, no. b, 2001, pages 530-h32,
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ISSN: 1078-8956

abstract

BOUCHCN A ET AL: "TREM-1 amplifies
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septic shock™
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val. 410, no. 6832,

26 April 2001 (2001-04-26), padges
1103-1107, ¥P0O0228k055

ISSN: 0028-0836

abstract
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IL, US,
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Box il Qbservations where certain claims were found unsearchabis (Confinuation of Hem 2 of first sheel)

Thia intemational Search Aeport has not baen estabiishad in respact of certain claims under Article 17(2)(a} for the following reasons:

1. |:| Clalms Nos.:
because they ralaks 1o subject matter net required to be searched by this Authority, namely:

2. m Claims Nos.: 15,21
because they relats to parts of the Intemational Application that do not comply with the prascribed raquirements to such
an extent that no meaningiul Intemetional Search can be camed out, specifically:

see FURTHER INFORMATION sheet PCT/ISA/210

3. |:| Claims Nos.:
because they are dapendant clalms and are not dratted In accordance with the second and third sentences of Rule 6.4(a).

Box lll Observations where unity of inventlon is lacking (Continuation of item 3 of first sheet)

This Intemational Searching Autharity fourd multiple Inveations In this intemational application, a5 follows:

1. ]:l As all required additional search fees were timely peid by the applicant, this intemational Seerch Report covers all
searchable claime,

2, D Ag all searchable claims could be ssarched without effort justifying an additional fes, this Authority did not invits payment
of any acklitional fas,

3. ]:l Ag only some of the required additional search fees were imely paid by the applicant, thls International Search Report
sovars only those claims for which fees were paid, specifically claima Nos.:

4. I:I No required additional search feas were timely paid by the applicant. Gongaguantly, thie Intemational Search Report Is
restrictad to the Invention firet mentioned in the claims; it is covered by claims Nos.:

FAemark on Protest |:| The addiiional search fees were accompanied by the applicant's protest.

D No protest accompanied the payment of additional saarch feas.
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Continuation of Box II.2

Claims Nos.: 15,21

Present claim 15 relates to a compound defined by reference to 2
desirable characteristic or property, namely being identified by the
method of claim 14. The claims cover all compounds having this
characteristic or property, whereas the apptication provides support
within the meaning of Article 6 PCT and/or disclosure within the meaning
of Article 5 PCT for no such compounds. In the present case, the claims
so lack support, and the application so lacks dl1sclosure, that a
meaningful search over the whole of the claimed scope is impassible.
Independent of the above reasoning, the claims also lack clarity
(Article 6 PCT). An attempt is made to define the compound by reference
to a result to be achieved. Again, this lack of clarity in the present
case 1s such as to render a meaningful search over the whole of the
claimed scope impossible. Consequently, the search has been carried out
for those parts of the claims which appear to be clear, supported and
disclosed, namely those parts relating to the screening method of claim
14. Claim 15 as such has thus not been searched further.

Fresent claim 21 relates to an extremely large number of possible
methods, compounds and kits for diagnosis, prognosis or monitoring the
treatment of a disease. In fact, the claims contain so many options that
a lack of clarity (and conciseness) within the meaning of Article 6 PCT
arises to such an extent as to render a meaningful search of the claim
impossible. Consequently, the search has been carried out for those
parts of the application which do appear to be clear (and concise),
namely the parts referring to claims 1 (method), 12 compound), 16 (kit)
for diagnosis of diseases caused by bacteria or fungi. Claim 21 as such
has thus not been searched further.

The applicant’s attention is drawn to the fact that claims relating to
inventions in respect of which no international search report has been
established need not be the subject of an international preliminary
examination (Rule 66.1(e) PCT). The applicant is advised that the EPD
policy when acting as an International Preliminary Examining Authority is
normaliy not to carry out a preliminary examination on matter which has
not been searched. This is the case jrrespective of whether or not the
claims are amended following receipt of the search report or during any
Chapter II procedure. If the application proceeds into the reglonal phase
before the EPO, the applicant 1s reminded that a search may be carried
out during examination before the £P0 (see EPO Guideline C-VI, B.5),
should the problems which Jed o the Article 17(2) declaration be
overcome.
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