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INTERNATIONAL SEARCH REPORT Intemationa! appiication No
PCT/GB2008/003856

A. CLASSIFICATION ECT MATTER
INV. ABlFll 00 AB1K31/00 AB1K31/18 AB61K31/341 A61K31/405

A61K31/415  A61K31/42 A61K49/00 GOIN33/88

According ta Intemnational Palent Classificatian {IPC) crto both nalional classification and IPC
B. FIiEL.DS SEARCHED )

AG1K

hed (dlassification system followed by classification symboils)

Documentalion searched other than minimum documeniation to the exient that such documents are included in the fields searched

Elactronic data base sonsulted during the intemational search {name of data base and, where praciical, search tenms used)

EPQ-Internal, CHEM ABS Data, WPI Data, BIOSIS, EMBASE, SCISEARCH, INSPEC,
COMPENDEX, FSTA, PAJ

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Catagory® | Gitation of documend, with indication, where appropriate, of tha rekavent passages Helavant to claim No.

P,X WO 2008/067532 A (UNIV JOHNS HOPKINS ([US]; 1-3
DORE SYLVAIN [US]; AHMAD ABDULLAH [US])
5_June 2008 (2008-06-05}

paragraphs [0007) - [C009], [0018]
paragraph [0021]

E WO 2008/156550 A (VIVUS INC [US]; NAJARIAN 1,8-10,
THOMAS [US]; TAM PETER [US]; WILSON LELAND 14,15,20
[U) 24 December 2008 (2008-12-24)
paragraph [0021]

claims 1,3-5

—fmm

m Furtiver decurments are listed i tire cominuation of Box G. E See patant family annex.

* Special categories of cited documents : i .
"T* jater document published after the intemational filing date
of priority date and not In conflict wilh the application but

"A" gocurmnent defining the genaral stale of the an which is not il K
cansidered to be of particutar rskevance ﬁ:}?ﬂ};:nﬂemand the principle of theory underlying the
'E" a:lrlwr document bul published on or after the international *%* dooument of parficular r : the
D cannol be considerad novel or ﬂl‘lﬂUl ba uunsldarsd ia
L do:#mmt whe‘I’:h mayiS{g;Ldouhtﬁ Ion pm:n'clgl claim{s) r?er involva an invantive step when the documenl is taken alone
ich is ciled fo establish the publicalion dals of anather V" documant of paricular relevance; the ¢laimed inverfion
* citavlon or ather spedial reason (as speckied) cannol be conskdered 10 involve an inventive slep when tha
'O document referring fo ah oral dsclosure, use, exhibitlon or document is combined wilh one or more other such docu-
other means ments, such combinalion baing obvicus lo 2 person skilled
'P* gocument published prior to the international filing daie bul inthe arl.
later than the priority data claimed *8" documant mamber of the same patest family
Dale o1 The aciual compledion of the intemarional saarch Dale of mailing of tha ntemational search repon
10 Novemper 2009 18/11/2009
Name and mailing address of the 1S4/ Autharized officer
Europoan Palent Offica, P.B. 5818 Patenttaan 2
NL — 2280 HV Bliswiik
Tel. (+31-71 2040,
o 1700 240-a018 Herdemann, Matthias

Form PGTASAZ10 {sacond sheet) (Aprl 2008)
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C(Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT
Calegory* | Citation of document, with indication, where appropniate, of the p | Relevant to claim No.
X W0 2007/047372 A (UNIY ILLINOIS [US]: 1-4,
CARLEY DAVID W [US]; RADULOVACKI MIODRAG 14-25
[US]) 26 April 2007 (2007-04-26)
page 1, line 27 - page 4, 1ine 21
page 8, lines 27-29
page 9, lines 11-26
page 15, lines 1-9
page 16, 1ines 24-27
examples 2,3
figure 1
claim 1
A HOCH B ET AL: "Central apnoea and 1-4,
endogenous prostaglandins in neonates™ 14-25
ACTA PAEDIATRICA,
vol. B9, no. 11, November 2000 (2000-11),
pages 1364-1368, XP002542713
ISSN: 0803-5253
cited in the application
Y . 11-21,
23-25,
46,47,
49~-51
abstract
page 1367, left-hand column, last
paragraph - right-hand column, last
paragraph
X HOFSTETTER ANNIKA O ET AL: "The induced 1,57,
prostaglandin E-2 pathway is a key 14-25
regulator of the respiratory response to
infection and hypoxia in neonates"
PROCEEDINGS OF THE NATIONAL ACADEMY OF
SCIENCES OF THE UNITED STATES OF AMERICA,
vol. 104, no. 23, June 2007 {2007-06),
pages 9894-9899, XP002542714
ISSN: D027-8424
cited in the application
Y ‘ 1,8,9,
14-25
the whole document
X WO 2005/053669 A (PF MEDICAMENT [FRI; 1,5,6,
FABRE PIERRE [FR]; PRZYBYLSKI CHRISTOPHE 14-23
[FR]; GAR) 16 June 2005 (2005-06-16)
claims 1-3
examples 1,2
Sy

Fom RCTASAZ10 {eontinualion of sacand shest) (April 2008
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INTERNATIONAL SEARCH REPORT Intemational application Ho
PCT/GB2008/003856
C(Cel'ﬂinudlun). DOCUMENTS CONSIDERED TGO BE RELEVANT
Calegory* { Cuation of document, with inclcation, where approprigte, of he relevant passagas Ralavant to elalm Mo.
X WO 2004/078113 A (PHARMACIA CORP [US]; 1,8-10,
BRIGGS MICHAEL [US]; ORNBERG RICHARD [US] 14,15,
HAUSER) 16 September 2004 (2004-09-16) 18-20,
24,25
paragraph [0019]
paragraph [0036]
paragraph [0286]
examples 1,2
X WO 02/05799 A (PHARMACIA CORP [US]; HASSAN 1,8,9,
FRED [US]; FORBES JAMES C [US1) 14,15,
24 January 2002 (2002-01-24) 18-20,
24,25
page 91, lines 15-17
page 130, line 26 - page 132, 1ine 17
X WO 2006/033965 A (UNIV PENNSYLVANIA [US]; 1,8,9,
VEASEY SIGRID ¢ [US]) 14,15,
30 March 2006 (2006-03-30) 18-20,
24,25
paragraphs [0039], [0040]
claims 1,9
X FRIEDMAN BETH S ET AL: "Oral leukotriene 1,5-7,
inhibitor (MK-886) blocks allergen-induced 20,24
airway responses"
AMERICAN REVIEW OF RESPIRATORY DISEASE,
vol. 147, no. 4, 1993, pages 839-844,
XP008113657
ISSN: 0003-0805
abstract -
page 839, right-hand column, paragraph 2 -
X EP 1 629 850 A (NUTRICIA NY [NLD) 1,5,6,
1 March 2006 (2006-03-01) 16,17,
20,21
paragraphs [00013, [0013]
example 3 ’
X WO 02/00175 A (GEN HOSPITAL CORP [US]; 1,5-7,20
BLOCH KENNETH [US]; ICHINOSE FUMITO [US] -
ZAPO) 3 January 2002 (2002-01-03)
page 12, Tines 9-19
figure 13; example 3
claims 5,6
-f—

Farmn PCTASA/210 [continuation of sacond sheet) (April 2005)
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C(Conﬂnumon). DOCUMENTS CONSIDERED TO BE RELEVANT
Category* | Ciatlon of documant, with indication, where appropriate, of the relevant passages Relavant to claim No.
X CAIRONI PLETRO ET AL: "b-l1ipoxygenase 1,5-7,20

deficiency prevents respiratory failure
during ventilator-induced Tung injury"
AMERICAN JOURNAL OF RESPIRATORY AND
CRITICAL CARE MEDICINE,

vol. 172, no. 3, August 2005 (2005-08},
pages 334-343, XP002551951

ISSN: 1073-449X

abstract :

page 334, left-hand column, paragraph 1 -
right-hand coiumn, paragraph 4

figure 1

b US 2006/194840 Al (GOZAL DAVID [US]) 1,6-7,
31 August 2006 (2006-08-31) 14-25
claim 1
paragraphs [0012] - [0015]

X WO 2005/009340 A (PHARMACIA CORP [US]: 1,8-10,
SEIBERT KAREN [USI1) 20

3 February 2005 {2005-D2-03)
claims 1,3-6.

claim 11

Y LT RICHARD € ET AL: "Cyclooxygenase 2 and 1,8,9,
intermittent hypoxia-induced spatial 14-25
deficits in the rat.”

AMERICAN JOURNAL OF RESPIRATORY AND

CRITICAL CARE MEDICINE,

vol. 168, no. 4,

15 August 2003 (2003-08-15), pages

469-475, XP002551952

ISSN: 1073-449X _

abstract

page 469, right-hand column, paragraph 4
"~ figure 2 .

A JUTEAU H ET AL: "Structure-activity . 1-4,
retationship of cinnamic acylsulfonamide . 14-25
analogues on the human EP3 prostanoid
receptor.”

BICORGANIC 3 MEDICINAL CHEMISTRY AUG 2001,
vol. 9, no. B, August 2001 (2001-08),
pages 1977-1984, XP002542141

* ISSN: 0968-0896
abstract
table 3

Fomn PCTASA/210 (continuaticn of second shaat) (April 2005)
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C{Continuation). DOCUMENTS CONSIOERED TQ BE RELEVANT

Category™

Cilation of document, with indicaficn, where appropriate, of the relevant passages

Relevant 10 ckaim No.

A

OLIVA P ET AL: "Role of periaqueductal
grey prostaglandin receptors in
~fermatin~induced hyperaigesia®

EUROPEAN JOURNAL OF PHARMACOLOGY, ELSEVIER
BY, NL,

vol. 530, no. 1-2,

13 January 2006 (2006-01-13), pages 40-47,
XP025169450

ISSN: 0014-2999 [retrieved on 2006-01-13]
abstract i
page 42, right-hand column, last paragraph
- page 43, left-hand column, paragraph 1
WO 2007/038705 A (MEDTRONIC INC [US]; CHO
YONG KYUN [US]; BENNETT TOMMY D [US];
KJELLSTR) & April 2007 (2007-04-05}

claims 16-20

page 1, paragraph 3

GOLDBART A D ET AL: "Inflammatory
mediators in exhaled breath condensate of
children with obstructive sleep apnea
syndrome"

CHEST 200607 US,,

vol. 130, ne. 1, 1 July 2006 (2006-07-01),
pages 143-148 XP002553182

abstract .

figure 2

page 145, column 2, paragraph 2

WO 2006/019984 A {(UNIV YALE [US];
GOLDSTEIN STEYE A N [US]; BOWERS PETER N
[us]) 23 February 2006 (2006 02—23)
claims 1-9,15-21

page 1, 11nes 17-20

page 1, lines 26-28

POURCYROUS M ET AL: “Postasphyxial
increases in prostanoids in cerebrospinal
fluid of piglets™

PEDIATRIC RESEARCH AUG 1988, ,

vol. 24, no. 2,

1 August 1988 (1988 08 01) pages 229-232,
XP002553183

abstract

11-21,
23~25,
46,47,
43-51

11-25,
46,47,
49-51

11-25

11-14,
18-21,
23,28-34

Fama PCTASA/210 (cordinustion of sasond sheal) (Apri 2005)
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G{Continuation), DOCUMENTS CONSIDERED TO BE RELEVANT
Category” | Cltation of documenl, with indication, where appropriate, of the relevant passages . Relevant to claim No.
A VILANOVA J M ET AL: “Arachidonic acid 26,27,
metabolites in CSF in hypoxic-ischaemic 30-34

encephalopathy of newborn infants"

ACTA PAEDIATRICA, INTERNATIONAL JOURNAL OF
PAEDIATRICS 1998 NO,,

vol. 87, no. 5,

1 January 1998 (1998-01-01), pages
583-592, XP002553184

abstract
page 589, column 2, paragraph 4
table 3 ‘
A YONEDA SATOSHI ET AL: "Low adjusted serum 26,27,
jonized calcium concentration shortly “30-34

after birth predicts poor outcome in
neonatal hypoxic—ischemic encephalopathy”
THE JOURNAL OF OBSTETRICS AND GYNAECOLOGY
RESEARCH FEB 2005, ,

vel. 31, no. 1,

1 February 2005 (2005-02-01), pages 57-64,
XP002553185

abstract; figures 3,4

A FLORIO PASQUALE ET AL: "High urinary 28-34
concentrations of activin A in asphyxiated
fult-term newborns with moderate or severe
hypoxic ischemic encephalopathy”

CLINICAL CHEMISTRY MAR 2007,,

vol. 53, no. 3, 1 March 2007 (2007-03-01),
pages 520-522, XPD02553186

abstract

table 1

A GUCUYENER K ET AL: "Biochemical 26-34
alterations in neonatal hypoxic ischaemic
brain damage"

PROSTAGLANDINS, LEUKOTRIENES, AND
ESSENTIAL FATTY ACIDS DEC 1997,,

vol. 57, no. 6,

1 December 1997 (1997-12-01), pages
567-570, XP002553187

abstract

page 567, column 2, paragraph 4

figure 2

page 569, column 1, paragraph 1

A WO 2004/011613 A (EPIGENESIS 36,38-45
PHARMACEUTICALS INC [US]; NYCE JONATHAN W
[US]; TANG LEI [L)

5 February 2004 (2004-02-05)

claims 87-94

page 2, paragraph 1

Farm PCTASA210 {continuation of second sheet) (April 2005)
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, Intemational apptication No.
INTERNATIONAL SEARCH REPORT PCT/6B2008/003856
Box No.ll Observations where certain claims were found L hable (Continuation of ltem 2 of firat sheet)

This international search report has nat been established In respect of certain claims under Article 17(2){a) for the following reasons:

1. D Claims Nos.:
because they relate to subjsct mattar not required to ba ssarched by this Authority, namely:

2 D Claims Nos.:
becauss they relaie to parts of the international applicalion that do not comply with the prescribed requirements o such
an extent that no meaningful internasonal search can be carmied out, specifically:

3 D Claims Nos -
because they are dependent claims and are not drafiad in accordance with the second and third sentances of Rule 6.4(a).

Box No. lil  Observations where unity of invention Is lacking {Continuation of item 3 of first sheet)

This Intarnational Searching Authoerlty found multiple Inventions in this international application, as follows:

see additional sheet

1. I:l As all required additional search fees were fimely paid by the applicant, this intarnational search report covars all searchable
claims.

2. D As all searchable claims could be searchad without effort justifving an additienal fees, this Authority dic not invile payment of
additional fees.

w

3 n As only some of the required additional search fags wers ttimaly paid by the applicant, this intematianal search report covers
&l only those cladms for which figés were paid, specifically daims NOs.:

1-34 (entirely), 35 (partially), 38-39 (entirely), 42-45 (part1a1ly)
46-47 (entirely) and 49-51 {entirely) .

4, |:| No requirad addltional search fees wara timely paid by the applicant. Consequently, this International search raport is
resiricted to the invention first mentioned in the claims; It Is covered by claims Nos.:

Remark on Protest DThe additional search tses were accompanied by the applicant's protest and, whare applicable, the.
payment of a2 protest feg.

The additicnal search fegs were accompanled by the applicant's protast but the applicable protest
fae was not paid within the time limit specified in the invitation.

No protest accompaniad the paymant of additional search fees.

Form PCT/ASA/210 (continuation of firgt sheat (2)) (Aprif 2005)
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FURTHER INFORMATION CONTINUED FROM PCTASA/ 210

This International Searching Authority found multiple (groups of}
inventions in this international application, as follows:

1. ctaims: 2-4 (entirely); 1, 14-25 (partially)

An inhibitor of E-prostanaid receptor subtype 3 (EP3R) for
treating a breathing disorder in a mammalian subject.

2. claims: 5-7 {entirely); 1, 14-25 {partially)

An inhibitor of microsomal prostaglandin E synthase-1
{mPGES-1) for treating a breathing disorder 1n a mammalia
subject. :

3. claims: 8-10 (entirely); 1, 14-25 (partially)

A selective inhibitor of cyclooxygenase-2 (COX-2) for
treating a breathing disorder in a mammalian subject.

4. claims: 11-13, 26-34, 46-47, 49-51 (entirely); 14-25 (partially)

The assessment of susceptibility to, or presence of, a
breathing disorder or hypoxic ischemic encephalopathy in a
mammalian subject, comprising detecting the level of
prostaglandin-E2 (PGE2) or a metabolite thereof.

5. claims: 36-37 (entirely); 35, 42-45 (partially)

Identification of a substance for use in treating a
breathing disorder in a mammal, comprising assaying a test
substance for the ability to inhibit COX-2-mediated
synthesis of PGH2 or administering a test substance to a
test mammal, wherein the test substance is a selective
inhibitor of COX-2.

6. claims: 38-39 (entirely); 35, 42-45 (partially)

Identification of a substance for use in treating a
breathing disorder in a mammal, comprising assaying a test
substance for the abitity to inhibit mPGES-1-mediated
conversion of a cyclic endoperoxide substrate of mPGES-1 or
administering a test substance to a test mammal, wherein the
test substance is an inhibitor of mPGES-1.

7. claims: 40-41 (entirely); 35, 42-45 (partially)
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FURTHER INFORMATION CONTINUED FROM  PCTASA/ 210

Identification of a substance for use in treating a
breathing disorder in a mammal, comprising assaying a test
substance for the ability to inhibit EP3R agonist-mediated
activation of EP3R or administering a test substance to a
test mammal, wherein the test substance is an inhibitor of
EP3R. ‘
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\rformatio tort fami . Internationat application No
'ormation on b
priom famly members PCT/GB2008/003856
Patent document Publication Patent family Pubiication
cited in search report date member(s) date
WO 2008067532 A 05-06-2008  NONE
Wo 2008156550 A 24-12-2008 US 2008312163 Al 18-12-2008
WO 2007047372 - A 26-04-2007 US 2008261922 Al 23-10-2008
W0 2005053669 A 16-06-2005 FR 2862873 Al 03-06-2005
WO 2004078113 A 16-09-2004  NONE
WO 0205799 A 24-01-2002 Al 8288601 A 30-01-2002
CA 2415697 Al 24-01-2002
EP 1299122 A2 09-04-2003
JP 2004503588 T 05-02-2004
WO 2006033965 A 30-03-2006 US 2006154856‘A1 13-07-2006
EP 1629850 A 01-03-2006 AT 361101 71 15-05-2007
AU 2005275576 Al 02-03-2006
AU 2005275577 Al 02-03-2006
BR PIC514536 A 17-06-2008
CA 2576562 Al 02-03-2006
CA 2577926 Al 02-03-2006
CN 131094687 A 26-12-2007
CN 1016433904 A 26-09-2007
DE 602004006258 T2 10-01-2008
DK 1629850 T3 10-09-2007
ES 2286558 T3 01-12-2007
JP 2008510803 T- 10-04-2008
WO 2006022542 Al 02-03-2006
W0 2006022543 Al 02-03-2006
- PT 1629850 E 14-08-2007
us 2007274983 Al 29-11-2007
us 2008124323 Al 29-05-2008
WO 0200175 A 03-01-2002 AU 7362201 A 08-01-2002
. CA . 2414409 Al 03-01-2002
CN 1635923 A 06-07-2005
EP 1301076 A2 16-04-2003
JP 2004509850 T 02-04-2004
MX PAO3000182 A 26—-02-2004
US 2003202969 Al 30-10-2003
Us - 6601580 Bl 05-08-2003
Us 2006194840 Al 31-08-2006  NONE ' .
WO 2005009340 A -03-02—2005‘ NONE -
W0 2007038705 A 05-04-2007 US 2007073171 Al 29-03-2007
: : Us = 2009171220 Al 02-07-2009
WO 2006019984 A 23-02-2006 NONE
WO 2004011613 A 05-02-2004 AU 2003268032 Al 16-02-2004

Fomm PGT/ISA/210 (palerd family anneax] {&pril 2005)
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