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ctactactac
ggctetgggg
ctgaggaaaa
tagagaagtt
agaccctgge
tcatactaga
tggaagattce
tgttegateg
agaattctac
tctataccag
cteetgactc
acattgtcat
ttgctgtcac
acttccagce

ggagttaata

[SEQ ID NO:1] -

taaattegeg gecggtegac
getgetgtgg atgetetttg
gtatgaactg aaagagggge
tgccagcage cagaaagett
atgcacagag aggccttcaa
agactaccat gatcatggtt
tggactgtat cagtgtgtga
catcecgettg gtggtgacca
ccagaatgtg tataagattc
cceccagaact gtgacccaag
tgaaatcaac cttacaaatg
tetectgget ggtggattec
gctgaggtea tttgtaccct
acatccatect ggcagttgtg
acatgaatta

aatctgtaat
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gcetggtgcac aggaaggatg
tctcagaact ccgagetgea
agaccctgga tgtgaaatgt
ggcagataat aagggacgga
agaattceca tecagtccaa
tactgegegt ccogaatggtce
tctaccagec teccaaggag
agggtttttc agggacccet
ctectaccac cactaaggece
ctccacccaa gtcaactgee
tgacagatat catcagggtt
tgagtaagag cctggtcttce
aggcccacga acccacgaga

cca a g9

aggaagacca
actaaattaa
gactacacge
gagatgccca
gtggggagga
aaccttcaag
ccteacatge
ggctecaatyg
ttgtgcccac
gatgtcteca
ceggtgttea
tetgtectgt
atgtectetg

taaaaggcag

caccagctat ttect
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S.aureus E.coli Klebsiella

P. aeruginosa

5. epidermidis

LPS ( £ cok)
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Hgiaa

5.

S.preumoniae

. glabrata

C. albicans

goooao

Met
1

Glu

Ala

Lys

65

cys

Phe
225

[sEQ ID

arg Lys
Leu Arg Ala
20

Gly Gln Thr
Ser Ser Gln
50

Thr

Leu Ala

val cly Arg

val Arg Met

Ile Tyr

Leu val

Ser Thr

Cys Pro

Lys Ser Thr

Asn Val Thr

Ala Gly

Val Thr

NO:2] -

Thr Arg

5

ala

Leu

Lys

cys

Ile

85

Vval

Gln

val

Gln

Leu

Ala

asp

aly

Leu

b

Leu Trp Gly Leu

Thr Lys Leu Thr

Asp

Ala

Thx

70

Ile

Asn

Pro

Thr

Asp

Ile

Phe

Arg
230

val

Trp

55

Glu

Leu

Leu

Pro

Val

Ile

Leu
215

ser

Lys

Gln

2rg

Glu

Gln

Lys

Gly

Tyr

Sexr

Ser

arg

Ser

Phe

25

cys

Ile

Pro

Asp

val

Glu

Phe

Lys

Pro

Thr

185

Vval

Lys

val

TREM-1- 79—

Leu

Asp

Ile

Ser

S0

Glu

Pro

Ser

Ile

Arg

Pro

Pro

Pro

Txp

Glu

Tyr

Asp

His

aly

Pro

Thr

asp

Val

r Leu

Met

Lys

Thr

Asp

60

Asn

asp

Ser

Ser

Phe

val

TV B

Leu

Tyr

Leu

45

Gly

Ser

His

cly

Leu

Thr

Glu

Asn

Phe

huTREM - 1/IgM

Phe

Glu

Glu

His

aly

Leu

Phe

cly

Thr

Gln

Ile

Ile

Ser

aeruginosa

P

S. epidermidis

LPS € coli)

val Ser
1s

Leu Lys

Lys Phe

Met Pro

Pro val

80

Leu Leu

35

Tyr Gln

Asp Arg

Ser Asn

Thr Lys

160

Ala Pro

175

Asn. Leu

val Ile

Val Leu

TOr'-h

Jun

huTREM-1/IgM
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Met Arg Lys Thr Arg Leu Trp Gly Leu Leu Trp Met Leu Phe Val Ser Glu Leu Arg Ala Ala Thr Lys Leu Thr Glu Glu Lys Tyr Glu Leu Lys

1 5 10 15 1 5 10 15

[SEQ ID NO:3] - kb TREM-1- Lb74— (V7PN ~N7°FN) 73B BRS Glu Gly Gln Thr Leu Asp Val Lys Cys Asp Tyr Thr Leu Glu Lys Phe
20 25 30

Ala Ser Ser Gln Lys Ala Trp Gln Ile Ile Arg Asp Gly Glu Met Pro
35 40 45

Lys Thr Leu Ala Cys Thr Glu Arg Pro Ser Lys Asn Ser His Pro Val

Gln Val Gly Arg Ile Ile Leu Glu Asp Tyr His Asp His Gly Leu Leu
65 70 75 80
Arg Val Arg Met Val Asn Leu Gln Val Glu Asp Ser Gly Leu Tyr Gln
85 90 85
Cys Val Ile Tyr Glan Pro Pro Lys Glu Pro His Met Leu Phe Asp Arg
100 105 110
Ile Arg Leu Val Val Thr Lys Gly Phe Ser Gly Thr Pro Gly Ser Asn
115 120 125
Glu Asn Ser Thr Gln Asn Val Tyr Lys Ile Pro Pro Thr Thr Thr Lys
130 135 140

Ala Leu Cys Pro Leu Tyr Thr Ser Pro Arg Thr Val Thr Gln Ala Pro
Pro Lys Ser Thr Ala Asp Val Ser Thr Pro Asp Ser Glu Ile Asn Leu

Thx Asn Val Thr Asp Ile Ile Arg
180 184

[SEQ ID NO:4] - ) TREM-1- L¥7°%— (HRERSMEEIR) 738 BR5(

goooad goooao

Glu Leu Arg Ala ala Thr Lys Leu Thr Glu Glu Lys Tyr Glu Leu Lys
1

Asn Ser Thr Gln 5 10 is

1

. . N N Glu Gly Gln Thr Leu Asp Val Lys s Asp Tyr Thr Leu Glu Lys Phe
[SEQ ID WO:5] ~ L} TREM-1- Lb7°f— (N-7'YayLERGL) 738 BL Y ys Cy: D Ty: © y
20 25 30

Ala Ser Ser Gln Lys Ala Trp Gln Ile Ile Arg Asp Gly Glu Met Pro

l;sn Leu Thr Asn 35 40 45

- o s g Py ps Lys Thr Leu Ala Cys Thr Glu Arg Pro Ser Lys Asn Ser His Pro val
[SEQ ID No:6] - b TREM-1- L7§— (N-7')3yMEERAD) 73/ FFI &l - ¥ 9 v

50 55 60
Gln val Gly Arg Ile Ile Leu Glu Asp Tyr His Asp His Gly Leu Leu

Asn Val Thr Asp
1

65 70 75 80

Arg Val Axg Met Val Asn Leu Gln Val Glu Asp Ser Gly Leu Tyr Gln

[SEQ ID NO:7} - L} TREM-1- L¥7°% (N-7'VavLEjfn) 738 B

Cys Vval Ile Tyr Gln Pro Pro Lys Glu Pro His Met Leu Phe Asp Arg

Val Pro Val Phe Asn Ile Val Ile Leu Leu Ala Gly Gly Phe Leu Ser 100 105 110

B 5 10 5 Ile Arg Leu Val Val Thr Lys Gly Phe Ser Gly Thr Pro Gly Ser Asn

Lys Ser Leu Val Phe Ser Val Leu Phe Ala Val Thr Leu
20 25

[SEQ ID NO:8] - b} TREM-1- Ly7¥— (BRGEIR) 738 51

115 120 125

Glu 2sn Ser Thr Gln Asn Val Tyr Lys Ile Pro Pro Thr Thr Thr Lys

Ala Leu Cys Pro Leu Tyr Thr Ser Pro Arg Thr Val Thr Gln Ala Pro

S P.
I;rg er Phe Val Pro 145 150 155 160

5
Pro Lys Ser Thr Ala Asp Val Ser Thr Pro Asp Ser Glu Ile Asn Leu

[SEQ ID NO:9) - bh  TREM-1- L+7°%4— (MERRERER) 738 5|

Thr Asn Val Thr Asp Ile Ile Arg Val Pro Val Phe Asn Ile Val Ile

Leu Leu Ala Gly Gly Phe Leu Ser Lys Ser Leu Val Phe Ser Val Leu

Phe Ala Val Thr Leu Arg Ser Phe Val Pro
210 215

[SEQ ID NO:10] - kb TREM-1- Lg7%— (REZL/OE) 7B KF
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1 gagcttgaag gatgaggaag gctgggctcet ggggactget gtgegtgttce tttgtctcag Fig. 19

61 aagtcaaagc tgccattgtt ctagaggaag aaaggtatga cctagtggag ggccagactt
121 tgacagtgaa gtgtcccttc aacatcatga agtatgccaa cagccagaag gcttggeaga
181 gactaccaga cgggaaggaa cccttgacce tggtggtcac acagaggccc tttacaagac
241 ccagtgaagt ccacatgggyg aagttcaccec tgaaacatga ccetagtgag gecatgetac
301 aagttcaaat gactgacctt caagtgacag actctggatt gtategttgt gtgatttacce
361 atcctecegaa tgaccctgtt gtgctcttec atcctgteeg cetggtggty accaagggtt
421 cttcagatgt gttcactcet gtcatcatte ctattacaag gctgacagag cgtcecatcc
481 ttattaccac aaaatactca cccagtgaca caactacaac ccgatcccta cccaagocca
541 ctgcggttgt ttcctctcct ggtettggag teactatcat aaatgggaca gatgetgaca
601 gtgtctccac atccagtgtt actatttcag tcatctgtgg acttctcage aagagcctgg
661 ttttcatcat cttattcatt gtcacaaaga ggacatttgg atgacagaac ttgaagctat
721 acaatagtga cctteagegg tgtctattte acaggaggag ctgaggtggt ggggctgagg
781 aggagctatg acatgaattg aacctgtaat caceggtgac gtctaaggct caggatatcc
841 tcagctgace ctgtccacte tccteatttt ateccatcate ttggggatgt gectctgeace
901 cttagaaaag gggaaaccat tcccagaaca ctctggccat tccccctaaa tagttgggtt
961 ggcctgaaat aaagagaaac tccagagcett

gooaoaao

[SEQ ID NO:11] - X2 TREM-1- L+¥7°#— cDNA ~JTVA (Genbank
Accession No. NM_021406)

goood

il CLPRSR
BRI E M ER pa=TukeS

104
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Fig. 21
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Fig. 22
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€12a1/68 CO7K14/705  GOLN33/53

According to Inlamational Patent Classification (IPC) or 1o bath national classification and IPG

E. FIELDS SEARCHED

IFC 7 Cl20 CO7K GO1W

Winirmum dooumentation searched (clessification system followed by classification symbols)

Documentatien searched olhar than minimum documaniation 1o the exlen) that such documents are included in the fislds searched

Elecironic data base consuilad during the international search (name aof dala base and, where practicel, search terms used)

EPQ-Internal, EMBASE, WPI Data, PAJ, MEDLINE, BIOSIS, Sequence Search

€. DOCUMENTS CONSIDERER TO BE RELEVANT

Category » | Giiation of document, with indication, where appropriate, of the relevant passages

page 3

page &, paragraph 4
page 8

page 20, paragraph 3
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page 37
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"L* documen! which may throw doubls on priafity claimis) of
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citation ar eihar specia reason (as specified)

*Cr document refering ko ah oral disclosure, use, exhibition or
other means

*P* document published prior 10 the international flling date bus
later than the pricrity date claimed

*T* Kaler document publishad afier the International filihg date
or pricrily date and not o gonflict with the epplication but
cited 1o Understand the principle or theory underking the
invantion

X decument of particular relevance; the claimed invention
cannot be considersd novel or cannal be considered to
involve afr irvenlive step when the document is taken alone

“¥* document of particular relevance; the clsimed invention
cannot be considered to involve an inventive step whan the
document is combined with one or mere other soch docu—
ments, such combinatian belng obvioba o a parsaon skiled
in the art.

“&" document member of the sarne patent Tamily

Dzte of the actual complation of the international search Date of mailing of the intzmalional search repon
13 August 2004 30/08/2004
Name and rmaikng address of the ISA Authorized officer
European Fatant Cifice, P.B. 5818 Pajenttaan 2
ML — 2280 1V Fijswik
Tel. (+31~70) 340-2040, Tx. 31 851 epo n),
Fae: (+31-70) 340-3016 Reuter, U

Fomrm PCTASA/210 (saconi sheet] [January 2004)

Relevant to cisim No.




(35) JP 2006-520593 A 2006.9.14

international Application Ne

INTERNATIONAL SEARCH REPORT

r

PCT/GB2004/001020
C.{Continustion) DDGUMENTS CONSIDERED TQO BE RELEVANT
Category * | Citailon of dacument, with indication, where approprigts, of the relevant passagus Ralevani to claim No.
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NATURE MEDICINE 2001 UNITED STATES,
vol. 7, no. b, 2001, pages 530-532,
XP0O02291851
I5SN: 1078-89b6
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International application No.,

INTERNATIONAL SEARCH REPORT T/ GB2004001020

Box No. | Nuecleotide andfor amino acid sequence(s) (Continuation of item 1.k of the first sheet)

1. With regard o any ruclectide and/or amine acid sequence disclosed in the internatianal application and necessarny to the claimed
Invention, the intsrnational search was carried cut on the basis of:

a.  type of material

D a seguence listing

D table(s) related to the sequence listing

k. format of material

in wrltten format

in computer readakie form

<. Hme of filing/urmishing
D containad in the international application as filed
I:I filed together with the international application in computer readable form

furnisfred sulrsequently to this Authorlty for the purpose of search

In addition, in the case thal more than one version or copy of a sequence (Issing and/or while relating thereto has been filed
ar furnished, the required statements that the lnfarmatian in the subsequent or addltonal coples Is ldenticat to that in the
application as filet pr does not ge beyond the application as filed, as appropriate, wers furnished.

3. Additional comments:

Form PCTASAS210 (continuation of first sheet (111 (January 20604}
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Internationat application No.

INTERNATIONAL SEARCH REPORT PCT/&B2004/001020

Box il Obrservations where certain ¢laims were found unsearchable (Continuation of item 2 of first sheet)

This International Ssarch Report has not been established in respect of certain claims under Articla 17{2){(a) for the failowing reasons:

1. Claims Nos.:

because they relaie t¢ subject matter not required to be searched by this Auihaority, namely:

ATthough claims 12 and 32 are directed to a methad of treatment of the
human/fanimal body, the search has been carried out and based on the alleged
effacts of the compound.

2. m Claims Nes.; 16,18

because they relate to pacts of the International Application that do net comply with the prescribed requirements e auch
an extent that no meaningful (ntarnabonat Search can be carried out, specifically:

see FURTHER INFORMATION sheet PCT/ISA/210

3. Claims 8es.:

because they are dependant claims and are not drafted in accordance with the second and third sentences of Rule .4{a).

Box Il Observations where unity of invention is lacking {Continuation ot item 3 of first sheet)

This intarnational Searching Authority found muitiple inventions in this international applcation, as foliows:

1. L—_‘ As all raquired agditional search fees were timely paid by the appficant, this Intemational Search Report covers all
searchable claims.

[
2 As all searchabla cliaims cowld he ssarchad withaut effart justifying an additional tee, this Autharity did not invite payment
of any additianat iee,

a. D As only 5ame of the required additional search fess ware timely paid by the applicant, this International Ssarch Report
covers only those claims for which fers were paid, specifically claims Nos.:

4, D ha raquired additional search fees were timely paid by the applicant. Consegquently, this International Search Report is
restrictad to the invention first mentioned in the claims; it is covered by claims Nos.:

Remark on Protest I:] The addtienal search fees were accampanied by the applizant's protest.

I:I No protast accompanied the payment of additional search fees.
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Form PCTASA/210 (continuation af first sheel (2)) (January 2004)
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FURTHER INFORMATION CONTINUED FROM PCTASA/ 210

Cantinuatiaon of Box II.1

Although cliaims 12 and 32 are directed to a method of treatment of the
human/animal body, the search has been carried out and based on the
alleged effects of the compound.

Continuation of Box II.2

Claims Nos.: 16,18

Present claims 16 and 18 relate te products that are defined by
reference to a destrable charactertistic or property, namely being a
agonist or antagonist of a TREMI-Tigand, or a nucleic acid that is
specific for a TREM1-ligand nucteic acid. The ctaims cover all products
having this characteristic or property, whereas the application
provides support within the meaning of Article & PCT and/or disclosure
within the meaning of Articie § PCT for none of such products. The
application does not disclose an antagonist, aganist or nucleic acid
that is specific fer a TREM1 ligand. The appiication does not disclose
a TREML Tigand or a TREML Vigand nucleic acid. In the present case, the
cTaims so lack suppart, and the appifcation so lacks disclesure, that a
meaningful search over the whole of the claimed scope is impossible.
Independent of the ahove reasoning, the claims alse Tack clarity
{Article & PCT}. An attempt is made to define the products by reference
to & resuit to be achieved. Again, this Jack of clarity in the present
case is such as fo render a meaningful search over the whoie of the
claimed scope impossible. Conseguently na search has been performed for
claims 16 and 18.

The appiicant’s attention is drawn to the fact that <¢laims relating to
inventions in respect of which no international search repart has been
established need not be the subject of an fnternational preliminary
examination (Rule 66.1(e) PCT). The applicant is advised that the EPC
policy when acting as an International Preliminary Examining Authority is
normally not to carry out a preliminary examination on matter which has
nat been searched. This is the case irrespective of whether aor not the
claims are amended following receipt of the search report or during any
Chapter II procedure. If the application proceeds into the regional phase
before the EPQ, the applicant is reminded that a search may be carried
out during examination before the EFQ (see EPO Guideline C-¥I, 8.5),
should the problems which led to the Article 17(2) declaration be
overcame.
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