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*HAQ DI, @EREEMEICLIKEBEE (Health Assessment
Questionnaire Disease Index);*VAS, iRHN7 I
JRE (Visual Analog Scale)
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Imternation al application No.
INTERNATIONAL SEARCH REPORT PCT/EP2015/069363
BoxNo.ll Observations where certaln clalms were found unsearchable {(Continuation cf Item 2 of first sheat)

This international search report has not been established in respect of cedain claims under Aricle 17(2){a) for the following reasons:

1. D Claims Nos.:
because they relate to subject matter not required to be searched by this Authority, namely:

2. I:l Claims MNos.:

bacausa thay relata to parts of tha intarnational application that do not eomply with the prescribed requiremants to such
an extent that no meaningful international search can be camied out, specifically:

3. I:I Claims Nos.:

bacausa thay are dapandant claims and are nat drafted in accardance with the sasond and third sentences of Rula 6.4(a).

Box No. lll Observations where unity of Inventlon Is lacking (Continuation of tem 3 of first sheet)

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

see additional sheet

1. As all required acditional search fees were timely paid by the applicant, this intematienal search report covers all searchable
claims,

2. |:| As all searchable claims could be searched without effort justifying an additional fees, this Autharity did not invite payment of
additional tees.

3. As only soms of the recuired additional search fees were timely paid by the applicant, this internaticnal search report covers
only thoss claims for which fess wara paid, specifically claims Nas.:

33, 57(completely); 1-32, 34-50, 53, 54(partially)

4. D No required additional search fees were timely paid by the applicant. Consedguently, this international search report is
restricted to the invention first mentioned in the olaims; it is covered by elaims Nos.:

Remark on Protest The additional search fees were accompanied by the applicant's protest and, where applicable, the
payment of a protest fse.

The additional search fees were accompanied by the applicant's protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

m No protest accompanied the payment of additicnal search fees.

Form PCTASA/210 {continuation of first sheet (2)) (April 2005)
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INTERNATIONAL SEARCH REPORT

International application No

PCT/EP2015/069369

A. CLASSIFICATION OF SUBJECT MATTER

INV. A61K38/09 AB1P29/00
ADD.

GO1N33/68

Aocvarding to Intermational Patent Classifioation {(IPC) or to both national olassification and IPC

B. FIELDS SEARCHED
Minimum cocumsntation searchaed (classification aystam followed by classification saymbaole)

AGLK A61P GOIN

Documentation searched cther than minimum documentation to the extent that such documents are included in the fiskds searched

Electronic data base

Ited during the intematicnal searsh {name of data base and, where prasticable, search terms used)

EPO-Internal, BIOSIS, EMBASE, WPI Data

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* | Gitation of dosument, with indication, where appropniate, of the relevant passages Relevant to claim Na.
X AS KASS ET AL: "Short-term treatment with 1-32,
a gonadotropin-releasing hormone 34-37,
antagonist, cetrorelix, in rheumatoid 39-50,
arthritis (AGRA): a randomized, 53,54,57
double-blind, placebo-controlled study",
SCANDINAVIAN JOURNAL OF RHEUMATOLOGY,
vol. 43, no. 1,
1 January 2014 (2014-01-01), pages 22-27,
XP055218284,
ISSN: 0300-9742, DOI:
10.3109/03009742.2013.825007
Y abstract 1-32,
pages 22-26 34-37,
39-50,
53.54,57
-/--

Further documents are listed in the oontinuation of Box G.

See patent family annex.

* Special categories of cited documents :

"A" decument defining the general state of the art which is not considered
to be of particular relevancs

"E" eatlier application or patent but publishad on or after the intarnational
filing date

"L* doaument whioh may throw doubts on priority olaimi(s) or which is
cited to blish the publication date of anather citation ar other

special reason [as ap‘eci‘lied)
"O" gooument referring to an oral disclosure, use, exhibition or other

'T* later dooument published after the intemationalfiling date ar prionty
date and not in confliot with the applioation but cited to understand
the prinoiple or theory underlying the invention

"X" document of particular relevance; the claimed invention cannot ba
oonzidered novel or cannct be considered to involve an inventive
step when the document is taken akine

Y* dosument of particu lar relevance; the claimed imvention cannot be
considarad to invelve an inventive atep when the decument ia
oombined with one or more cther such doouments, suoh oombination

Eurcpean Patent Offioe, P.B. 5818 Patentlaan 2
NL - 2280 HV Rijswijk

Tel. (+31-70) 340-2040,

Fax: (+31-70) 340-3016

Means baing obvious to a parsan skillad in the art
"P* document published prior to the intemational filing date but later than
the priority date claimed '&" dooument member of the same patent family
Date of the actual completicn of the int tional search Date of mailing of the intemational search repart
5 February 2016 19/02/2016
Name and mailing addreas of the [SA/ Autharized officer

Camilleri, Alain

Form PCTASA210 (second eheet] {(April 2005)
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INTERNATIONAL SEARCH REPORT emational appiioation N
PCT/EP2015/069369
C{Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT
Category® | Gitation of dooument, with indication, where appropriate, of the rel it p g Relevant {o claim No.
X ANITA KASS ET AL: "Cetrorelix, a 1-32,
Gonadotropin-Releasing Hormone Antagonist, 34-37,
Demonstrates Efficacy and Significantly 39-50,
Reduces Proinflammatory Cytokines in 53,54,57
Patients with Active Longstanding
Rheumatoid Arthritis with High
Gonadotropin Levels: A Proof-of-Concept,
Double-Blind, Randomized Trial",
77TH ANNUAL MEETING OF THE
AMERICAN-COLLEGE-OF-RHEUMATOLOGY (ACR) /
48TH ANNUAL MEETING OF THE ASSOCIATION,
1 December 2013 (2013-12-01), XP055218127,
Y pages 1-3 1-32,
34-37,
39-50,
53,54,57
X ANITA KASS ET AL: "Cetrorelix, a 1-32,
Gonadotropin-Releasing Hormone Antagonist, 34-37,
Significantly Reduces 39-50,
Tumour-Necrosis-Factor-Alpha and 53,54,57
Demonstrates Efficacy in Patients with
Active Rheumatoid Arthritis: A
Proof-of-Concept, Double-B1ind, Randomised
Trial",
ARTHRITIS & RHEUMATISM,
vol. 64, no. 10, Suppl. S,
1 October 2012 (2012-10-01), pages
$363-3364, XP055218145,
ISSN: 0004-3591
Y page 1 1-32,
34-37,
39-50,
53,54,57
X FERENC G. RICK ET AL: "LHRH antagonist 1-32,
Cetrorelix reduces prostate size and gene 34-37,
expression of proinflammatory cytokines 39-50,
and growth factors in a rat model of 53.54,57
benign prostatic hyperplasia”,
THE PROSTATE,
vol. 71, no. 7,
13 October 2010 (2010-10-13), pages
736-747, XP055218297,
ISSN: 0270-4137, DOI: 10.1002/pros.21289
Y abstract 1-32,
pages 737-746 34-37,
39-50,
53,54,57
_/_ -
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C{Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT
Category® | Gitation of dooument, with indication, where appropriate, of the rel it p g Relevant {o claim No.
Y Anonymous: "Sifasi-HP", 1-32,
. 34-37,
1 February 2001 (2001-02-81), XP055218289, 39-50,
Retrieved from the Internet: 53,54,57
URL:http://www.seruminstitute.com/content/
products/pdf/setrosil.pdf
[retrieved on 2015-10-05]
the whole document
X US 2004/138138 Al (ENGEL JURGEN [DE] ET 1-32,
AL) 15 July 2004 (2004-07-15) 34-37,
39-50,
53,54,57
Y abstract 1-32,
claims 34-37,
39-50,
53,54,57
X W0 20117144756 A1l (XL PROTEIN GMBH [DE]; 1-32,
UNIV MUENCHEN TECH [DE]; SKERRA ARNE [DE]; 34-37,
BINDE) 24 November 2011 (2011-11-24) 39-50,
53,54,57
Y abstract 1-32,
claims 34-37,
39-50,
53,54,57
Y US 7 569 688 B2 (HIRAND MASAAKI [JP] ET 1-32,34,
AL) 4 August 2009 (2009-08-04) 35,
cited in the application 37-50,
53,54
the whole document
Y US 8 076 367 B2 (HIRAND MASAAKI [JP] ET 1-32,34,
AL) 13 December 2011 (2011-12-13) 35,
cited in the application 37-50,
53,54
the whole document
X WO 2009/106597 Al (AETERNA ZENTARIS GMBH 1-32,34,
[DE]} 3 September 2009 (2009-09-03) 35,
37-50,
53,54
Y the whole document 1-32,34,
35,
37-50,
53,54
- / -
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This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 57 (completely); 1-32, 34-37, 39-50, 53, 54(partially)

A GnRH antagonist which is cetrorelix, alone, or in
combination with an additional active agent, for use in the
treatment of an inflammatory condition selected from an
inflammatory disease, chronic inflammation, age-related
inflammation or inflammatory peripheral GnRH, wherein said
GnRH antagonist is for long-term administration for a period
of at Teast 12 weeks; or an agent capable of disclosing
peripheral GnRH level and/or activity for use in diagnosing
an inflammatory condition in a subject.

2. claims: 1-32, 34, 35, 37-50, 53, 54(all partially)

A GnRH antagonist which is elagelix, alone, or in
combination with an additional active agent, for use in the
treatment of an inflammatory condition selected from an
inflammatory disease, chronic inflammation, age-related
inflammation or inflammatory peripheral GnRH, wherein said
GnRH antagonist is for long-term administration for a period
of at least 12 weeks.

3. claims: 1-32, 34-37, 39-50, 53, 54(all partially)

A GnRH antagonist which is ganirelix, alone, or in
combination with an additional active agent, for use in the
treatment of an inflammatory condition selected from an
inflammatory disease, chronic inflammation, age-related
inflammation or inflammatory peripheral GnRH, wherein said
GnRH antagonist is for long-term administration for a period
of at least 12 weeks.

4. claims: 1-32, 34, 35, 37, 39-50, 53, 54(all partially)

A GnRH antagonist which is abarelix, alone, or in
combination with an additional active agent, for use in the
treatment of an inflammatory condition selected from an
inflammatory disease, chronic inflammation, age-related
inflammation or inflammatory peripheral GnRH, wherein said
GnRH antagonist is for long-term administration for a period
of at Teast 12 weeks.

(L]

. claims: 1-32, 34, 35, 37-50, 53, 54(all partially)

A GnRH antagonist which is ASP1707, alone, or in combination
with an additional active agent, for use in the treatment of
an inflammatory condition selected from an inflammatory
disease, chronic inflammation, age-related inflammation or
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inflammatory peripheral GnRH, wherein said GnRH antagonist
is for long-term administration for a period of at least 12
weeks,

6. claims: 1-32, 34, 35, 37-50, 53, 54(all partially)

A GnRH antagonist which is relugolix, alone, or in
combination with an additional active agent, for use in the
treatment of an inflammatory condition selected from an
inflammatory disease, chronic inflammation, age-related
inflammation or inflammatory peripheral GnRH, wherein said
GnRH antagonist is for long-term administration for a period
of at Teast 12 weeks.

7. claims: 33(completely); 1-32, 34, 35, 37, 39-50, 53,
S54(partially)

A GnRH antagonist which is degarelix, alone, or in
combination with an additional active agent, for use in the
treatment of an inflammatory condition selected from an
inflammatory disease, chronic inflammation, age-related
inflammation or inflammatory peripheral GnRH, wherein said
GnRH antagonist is for long-term administration for a period
of at least 12 weeks.

8-13. claims: 1-32, 34, 35, 37, 39-50, 54(all partially)

A GnRH antagonist which is respectively, detirelix,
iturelix, ozarelix, prazarelix, ramorelix, teverelix, alone,
or in combination with an additional active agent, for use
in the treatment of an inflammatory condition selected from
an inflammatory disease, chronic inflammation, age-related
inflammation or inflammatory peripheral GnRH, wherein said
GnRH antagonist is for long-term administration for a period
of at least 12 weeks.

14-31. claims: 1-32, 34, 35, 37-50, 53, 54(all partially)

A GnRH antagonist which is respectively, a spircindoline
derivative, pyrrole derivative, pyrazole derivative,
pyridinone derivative, pyrimidinone derivative, pyrrolidine
derivative, imidazole derivative, imidazoline derivative,
quinolinone derivative, quinoline derivative, quinazonline
derivative, indole derivative, furamide derivative, oxazole
derivative, triazine-triole derivative, pyrazincne
derivative, thiazole derivative, carbazole derivative,
alone, or in combination with an additional active agent,
for use in the treatment of an inflammatory condition
selected from an inflammatory disease, chronic inflammation,
age-related inflammation or inflammatory peripheral GnRH,
wherein said GnRH antagonist is for long-term administration
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for a period of at Teast 12 weeks.

32. claims: 51, 52

A conjugate comprising a GnRH antagonist linked to a polymer
or a pharmaceutical composition comprising said conjugate.

33. claims: 55, 56

A diagnostic method for detecting or determining an
inflammatory condition by measuring the level of peripheral
GnRH in a subject.
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