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Intemational application No
PCT/US2006/049424
A, CLASSIFIGATION OF SUBJECT MATTER

INV. GOIN33/68 A61K31/00 A61K31/085 A61K31/09

Acoording to International Palent Classificatlon [IPC} orto both national classfcation and IPG

B, FIELDS SEARCHED
Minimum documentalion ssarched (classification sysiem followad by classification symbols)

GOIN A61K

Documentation seatched other than minlmum documentation 1o tha exdent that such decuments ane Includad in the fields searched

Electronic deta base consulted during the intemational search (name of data base and, where practical, search terms usad)

EPO-Internal, Sequence Search, WPI Data, PAJ, BIOSIS, EMBASE, INSPEC, COMPENDEX,
FSTA ‘ '

C. DOCUMENTS CONSIDERED TO BE RELEVANT
Category” | Citatlon of document, with indicatlon, where appropriate, of the ralevant passages . ‘ Relevant ta claim Ne.

X FURST ROBERT ET AL: "Atrial natriuretic 1
) peptide induces mitogen-activated protein
kinase phosphatase-1 in human endothelial
cells via Racl and NAD{P)H oxidase/
Nox2-activation™

CIRCULATION RESEARCH,

vol. 96, no. 1,

7 January 2005 (2005-01-07), pages 43-53,
XP002450607

ISSN: 0009-7330

Relevant for non unity

abstract
figure 3
- /__
m Further documemé are listad In the contlnuation of Bax C. IE See patent family annax,

- categorl f cited documents :
Speckal s of dita *T* later doument publishad aflsr the intemational fiing e

—nn . or priority date and not in corfilct with the application but
'A" document defining the general state ot the art which Is not -
" conskistad to be of particular relsvance ﬁve;' {'i_-; ;mdarstnd the principle or theery undstiying the
"E" earfior documant but published on or efter the intemational "X* document of partlcular relevanca; the claimad invention
fillng date : . cannol be considarad novel or cannot Be conslierad o
“L* document which may throw doubie on priority caimis) or : Involva an inventlve step when the document is taken alone
which is cited to establish the publication date of anather "¥v* document of particular relevanice; the clalmed invention

citatlon or other special reason (as specilad) cannot ba considered to involve an Inventive etep when the

"O" document refaring 1o an oral disclosurs, use, exhibilion ot document is combined with one or more other such docu—
olher means ' ments, such combination being obvicua to a person skilled
“P* document published pricr to the International filing date but ] In the an.
later than the priority date claimed ' *&" document member of the same patent famlly
Date of the actual completion of the Intarnational search . Date of maling of the intemational search repart
9 November 2007 26/11/2007
Name and maillng address of the 154/ Authorizad officer

European Patant Office, P.B. 5818 Palentlaan 2
NL — 229) HV Rijswijk
Tel, (+31-70) 310-2040, Tx. 31 651 eponl,

Fax: (+31-70) 340-3016 B VAN DER KOOIJ, M

Fetm PCT/ISA/210 (ssccnd eheet) (April 2005)
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C{Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT

Category* { Citation of document, with indication, where appropriate, of the relevant passages

Relavant to claim No.

X TOUYZ RHIAN M ET AL: T™Expression of a
functionally active gp9lphox-containing
neutrophil-type NAD(P)H oxidase in smooth
muscle cells from human resistance
arteries: Regulation by angiotensin II"
CIRCULATION RESEARCH,
vol. 90, no. 11,
14 June 2002 (2002-06-14), pages
1205-1213, XP002450608
ISSN: 0009-7330
Relevant for non unity
abstract
figure 8
X W0 03/006990 A (EXELIXIS INC [USI;
FRIEDMAN LORI [US]; PLOWMAN GREGORY D
[US]; BELVIN) 23 January 2003 (2003-01-23)
page 76 — page 77; sequence 38
X - US 2002/137017 Al (ARONHEIM AMI [IL])
26 September 2002 (2002-09-26)
sequence 24
X J US 6 083 713 A (MANLY SUSAN P [US] ET AL)
4 July 2000 (2000-07-04)
column 30, Tine 20 — Tine 51
column 31, Tine 7 - 1ine 19
A WO 2005/119251 A {UNIV GENEVE [CHI: KRAUSE
KARL-HEINZ [CH]; BANFI BOTOND [US])
15 December 2005 (2005-12-15)
claims 1-3,6-9,14
A WO 03/087399 A (BIOVITRUM AB [SET;
GROENBERG ALVAR [SE]; WIKSTROEM PER [SE])
23 October 2003 (2003—10 ~23) .
claims 1,2,5,8
page 8,'1ine 26 - line 28
page 8, line 29 - page 9, Tine 19
page 10, line 13 - line 16
X WU D ET AL: "NMADPH - oxidase in a
. + | transgenic mouse model of familial
amyctrophic lateral sclerosis.” ‘
SOCIETY FOR NEUROSCIENCE ABSTRACT VIEWER
AND ITINERARY PLANMER,
vol. 2003, 2003, pages Abstract No. 528.13
URL-http://sf, XPOOS085727 .
& 33RD ANNUAL MEETING OF THE SOCIETY OF
MEUROSCIENCE; NEW ORLEANS, LA, USA;
NOVEMBER 08=12, 2003 :
abstract

1

30-32

30-35

36-40
1-40

1-40

41,43

Ferm PGTASA/21¢ (contlnuation of second sheet) (Aprll 2006)
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C(Continugtion), DOCUMENTS CONSIDERED 10 BE RELEVANT

Galegory* | CHation of document, with Indication, where appropriate, of the relevant passagas

Relevant to cleim No.

X GAO HUI-MING ET AL: "Critical role of
microgliial NADPH oxidase-derived free
radicals in the in vitro MPTP model of
Parkinson’s disease."

THE FASEB JOURNAL : OFFICIAL PUBLICATION
OF THE FEDERATION OF AMERICAN SOCIETIES
FOR EXPERIMENTAL BIOLOGY OCT 2003,

vol. 17, no. 13, October 2003 (2003-10),
pages 1954-1956, XP002458040

ISSN: 1530-6860

abstract

conclusions and significance

X GAO H-M ET AL: "Critical Role for
Microglial NADPH Oxidase in
Rotenone-Induced Degeneration of
Dopaminergic Neurons"

vol. 23, no. 15,
16 July 2003 (2003-07-16), pages
6181-6187, XP003005597
ISSN: 0270-6474
abstract
page 6183, column 2, paragraph 3 — page
6184, column 1, paragraph 1
figures 4,5
page 6185, column 2
A VAN DEN WORM EDWIN ET AL: “Effects of
methoxylation of apocynin and analogs on
the inhibition of reactive oxygen species
production by stimulated human
neutrophils”
: EUROPEAN JOURNAL OF PHARMACOLOGY
vaol. 433, no. 2-3,
21 December 2001 (2001 12-21), pages
225-230, XP002458041
IS3N: 0014 2999
abstract
table 1
page 228, column 2, paragraph B
1A US 2004/235947 Al (PAQUIN JOAMNE [CA] ET
© AL) 25 November 2004 (2004-11-25)
paragraphs [0010], [00161]
A WO 2004/064844 A (NEURCTECH €0 LTD [KRI;
GWAG BYOUNG-JOO [KR1: YOON SUNG-HWA [KR];
KIM S} B August 2004 (2004-08-05)
clains 1,2,9

[ R

fo

JOURNAL OF NEUROSCIENCE, NEW YORK, NY, US,

41

41,42

41-50

41-50

41-50

Fost PCTASA/210 {eontinuation of escond shast) (April 2005)
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C(conﬂnuatlnrl). DOCUMENTS CONSIDERED TO BE RELEVANT
Categery™ | Citetlon of docunent, with Indication, where apprapriate, of the refevant passages Relevant io olaim Na.
P,X WO 2006/009975 A (MAXIM PHARM INC [usl; 41-50

GEHESEN KURT R [US])

26 January 2006 (2006-01-26)

example 6

claims 1,2,4-7
P,X WU DU-CHU ET AL: "The inflammatory NADPH 41

oxidase enzyme modulates motor meuron
degeneration in amyotrophic Tateral
sclerosis mice."

PROCEEDINGS OF THE NATIONAL ACADEMY OF
SCIENCES OF THE UNITED STATES OF AMERICA 8
AUG 2006,

vol. 103, no. 32,

B August 2006 (2006-08-08), pages
12132-12137, XPD02458042

ISSN: 0027-8424

the whole document

Fom PCTASA/210 {continuatian of second shest) (Aprll 2005)
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FURTHER INFORMATION CONTINUED FROM  PCTASA/ 210

Continuation of Box II.1

Although claims 41-50 are directed to a method of freatment of the
human/animal body, the search has been carried out and based on the
alleged effects of the compound/composition.

Continuation of Box II.2

Claims Nos.: 29 and 41-50 (partially)

The present claim 29 encompasses compounds defined only by their desired
function, i.e. compounds that inhibit the binding of as &TPase to SOD
(see claim 1), contrary to the requirements of clarity of Article 6 PCT,
because the resuli-to-be-achieved type of definition does not allow the
scope of the claim to be ascertained. The fact that any compound could
be screened deoes not overcome this objection, as the skilled person
would not have knowledge beforehand as to whether it would fall within
the scope claimed, except for the compounds disclosed in the
description, namely the compounds according to formula (I). However,
nowhere in the description or in the examples is indicated that said
compounds truely inhibit GTPase-S0D binding. 0n1y general references to
NADPH oxidase inhibition or Nox inhibition are given (see page 5, lines
12-13 and 11nes 18-25 and see examples)

Undue experimentation would be required to screen compounds randomly.
This non—compliiance with the substantive provisions is te such an
extent, that no search can be performed

Present claim 41 and 43—50 relate to compounds which has a given desired
_property or effect, namely "an NADPH oxidase inhibiting activity”®
(claims 41, 43-45, 47 and 40-50) or "an inhibiting activity on the
binding of SOD to a GTPase". (claim 46) or "p47phox inhibiting act1v1ty
(claim 48). The description does not provide support and disclosure in
the sense of Article 6. and 5 PCT for any such compound having the said
property or effect and there is no common general knowledge of this kind
available to the person skilled in the art. This non-compliance with the
substantive provisions is to such an extent, that the search was
performed taking into consideration the non—compliance in determining
the extent of the search of the ¢laim (PCT Guidelines 9.19 and 9.20).

In addition, the present claim 42 relates to an extremely large number
of possible compounds. Support and disclosure in the sense of Article 6
and 5 PCT is to be found however for only a very small proportion of the
compounds claimed, see page 44 referring to formula (Ia) and in
particular page 46 referring to compound according to formuia (II) and
page 47 referring to the specified compounds on that page. The
non-compliance with the substantive provisions is to such an extent,
that the search was performed taking into consideration the
non-compliance in determining the extent of the search of claim 42 (PCT
" Guidelines 9.12 and 2.23).

- The search of claim 41-50 was consequently restricted to the
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FURTHER INFORMATION CONTINUED FROM  PCTASA/ 210

specifically disclosed compounds having the desired property or effect,
see description page 44 referring to formula (Ia) and in particular page
46 refering to compound according to formula (II) and page 47 referring
to the specified compounds on that page, and to the broad concept of a
having the desired property or effect.

The applicant’s attention is drawn to the fact that claims relating to
inventions in respect of which no international search repert has been
established need not be the subject of an international preliminary
examination (Rule 66.1(e) PCT). The applicant is advised that the EPO
policy when acting as an International Preliminary Examining Authority is
normally not to carry out a preliminary examination on matter which has
not been searched. This is the case irrespective of whether or not the
claims are amerded following receipt of the search report or during any

- Chapter II procedure. If the application proceeds into the regicnal phase
before the EPO, the applicant is reminded that a search may be carried
out during examination before the EPO (see EPO Guideline C-VI, 8.5),
should the problems which Ted to the Article 17(2) declaration be
overcome. . .
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Box II' Observations where certain claims were found unsearchable (Continuation of Hem 2 of first sheet)

This International Search Report has not been established In respect of certaln clalms under Article 17(2)(a) for the following reasons:

1. m Claims Nos.: : i
because they relate to subject matier not reguired to be searchead by this Autthoilty, namely:
Although claims 41-50 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/compasition.

2. [X] ciaime Nos.: 29 and 41-50 (partially)

becausa thay relate to parts of the International Application that do not comply with the prescribed regulrsments to such
an exten! that no meaningful Intarnational Search can be carried out, specifically:

see FURTHER INFORMATION sheet PCT/ISA/210

3. ]:I Claims Nos.: : ‘ .
because they are depandent claims and are not drafted In accordance with the sacond and third sentences of Rule 6.4(a).

Box Il Observations where unity of invention Is lacking (Contiuation of item 3 of first sheet)

This International Searching Authority found multipla inventions In this Intemational application, as follows:

see additional sheet o

1. m As all required additional search foes were tmely pald by the applicant, this Intemational Search Feport covers all
searchable claims. . . .

2. D As all sgarchable claims could be searched without stfort justifying an additional fee, this Authority did not invite payment
of any addifonal fee. - .

3. D As.only some of the required addliional search fees were imsly pald by the applicant, this Intemational Search Report
covers only those claims for which fees were pald, specifically ¢lalms Nos.:

4, D No requirad additional search fees were timely paid by the applicant. Consequently, this Intemational Search Repori ls
restrictad to the Invention first mentioned in the claims; It Is covered by clalms Nos.:

Remark on Protest |:| The additional search faes were accompanied by the applicant’s protest.

IE No protest accompanisd the payment of additional search fees.

Form PCTASA/210 (continuation of first sheet (2)) (January 2004)
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FURTHER INFORMATION CONTINUED FROM  PCTASA! 21(

This International Searching Authority found multiple (groups of)
Tnventions in this international appiication, as follows:

1. ¢laims: 1-40

Method of screening for compounds that interferes with the
GTPase~SOD interaction. An isolated peptide having 90%
identity with SEQ.ID.No:1 which binds S0D. Kit comprising
fusion protein comprising a GTPase having a S0D binding
region or a fusion protein comprising SOD having a GTPase
binding region or combinations thereof.

2. claims: 41-50

Method of treéting or preventing -a neuronal degenerative
disease comprising administering an inhibitor of NADPH -
oxidase, ,
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Patent documant Publication Patent family Publication
ched in search raport date membet{s) date
WO 03006990 A 23~01-2003 CA 2453871 Al 23-01-2003
EP 1412746 Al 28-04-2004
JP 2004534955 T 18-11-2004
Wo 03006614 A2 23-01-2003
Wo 03006991 Al 23-01-2003
US 2002137017 Al 26-09-2002 AU 4927499 A 14-02-2000
DE 62918123 D1 22-07-2004
DE 69918123 T2 20-01-2005
EP 1098967 A2 16—-05-2001
WO 0005410 A2 03-02-2000
UuS 6083713 A 04-07-2000 AT 252636 T 15-11-2003
CA 2143325 Al 17-03~1994
DE 69333261 D1 27-11-2003
DE 69333261 T2 05-08-2004
EP 0659217 Al 28-06-1995
ES 2208643 T3 16-06-2004
FI 950883 A 28-04-1995
HU 70456 A2 30-10-1995
JP 8500401 T 23-01-1996
NZ 256188 A 29-01-1997
W0 2005119261 A 15-12-2006 EP 1602926 Al 07-12-2005
WO 03087399 A 23-10-2003 AU 2003224549 Al 27-10-2003
EP 1499742 Al 26—01-2005
. JP 2008523004 T 04-08-2005
US 2004235947 Al 25-11-2004  NONE
WO 2004064844 A 05-08-2004 AU 2004206187 Al 05-08-2004
CA 2518888 Al 05-08-2004
EP 1592429 Al 09-11-2005
WO 2006009975 A 26-01-2006

NONE

Forn PCT/ASa/210 (patant famlly annex) {Apil 2095)
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