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INTERNATIONAL SEARCH REPORT

PCTIUS2014/064432

Box No. I Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

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

1. I:I Claims Nos.:

because they relate to subject matter not required to be searched by this Authority, namely:

2. D Claims Nos.:

because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3. g Claims Nos.; 24-45
. because they are dependent ¢laims and are not drafted in accordance wnh the second and third sentences of Ru]e 5.4(a).

Box No. HII  Observations where unity of invention is Jacking (Continuation of item 3 of first sheet)

.| This International Searching Autherity found multiple inventions in this international application, as follows:

See Extra Sheet

1. D As all required addmonal search fees were timely paid by the applicant, this international search report covers all searchable
claitns.

2. D As all searchab!c claims could be searched without effort Jusnfymg addmonal fees, this Authonty did not invite payment of
+ additional fees.

3. D As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those ctaims for which fees were paid, specifically claims Nos.:

4. g No required additional search fees were nmely paid by the applicant. Consequently, this international search report is
" restricted to the invention first mentioned in the claims; it is covered by claims Nos.:

1,2,5,8

Remark on Protest . D The additional search fees were accompamed by the applicant’s protest and, where apphcable the
- payment of a protest fee.

I:I The additional search fees were accompanied by the applicant’s protest but lhe appl:cable protest
fee was not paid within the time limit specified in the invitation.

D No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet {2)) (July 2009)
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A. CLASSIFICATION OF SUBJECT MATTER
IPC(8) - AB1K 31/167 (2015.01)
CPC - ABIK 31/167 (2015.01)

According te International Patent Classification (IPC) or to both national classification and IPC

B.  FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)

IPC(8) - AB1K 31/67; AB1P 25/00, 25/14, 25/28 (2015.01)
CPC - AB1K 317187, 31/24, 45/06 (2015.01) {keyword delimited)

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched

USPC - 514/108, 617,628 (keyword dalimited)

Electronic data base consulted during the international search {name of data base and, where practicable, search terms used)

PatBase, Google Patents, Google Schofar. .

Search term's used: aquaporin inhibitor phenylbenzamide salicylanilide

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category*

Citation of document, with indication, where apprt;priate, of the relevant passages

Relavant to claim No.

entire document

US 20080221169 A1(FLYNN et al) 11 September 2008 (11.09.2008) entire document
US 2012/0183600 A1 (CHEN) 19 July 2012 (19.07.2012) entire document

WO 20121150857 A1 (VERENIGING VOOR CHRISTELIJK HOGER ONDERWIIS
WETENSCHAPPELIJK ONDERZOEK EN PATIENTENZORG) 08 November 2012 {08.11.2012)

1,2,58
1.2,5.8

1,2,5.8

D Further documents are listed in the continuation of Box C.

[l

. Special categorics of cited documents:
“A”  document defining the general stite of the art which is not considered
to be of particular relevance -

carlier application or patent byt published on or after the international
filing date .

ugm

“L”  document which may throw doubts on priority claim(s) or which is
«cited to establish the publication date of another citation or other
special reason {as specificd)

“0" document referring to an oral disclosure, ase, exhibition or other
mcans

“P”  document published prior to the international filing date but later than

the pricrity date claimed :

“T*  Inter document published after the international filing date or priority
date and not in conflict with the ap;gliqatinn but cited to understand
the principle or theery underlying the invention

“%” document of particular relevance; the claimed invention cannot be
considered novel or cannot be considercd to involve an inventive
step when the document is taken alone .

“¥" document of particular relevance; the claimed invention cannot be

considered to involve an inventive step when the document is
combined with one or morc other such documents, such combination
being obvious to a person skilled in the art:

“&" document member of the same patent family

Date of the actual completion of the intemational search

18 March 2015

Date of mailing of the international search report

13APR 2015

Name and mailing address of the ISA/US

Mail Stop PCT, Aftn: ISA/US, Commissianer far Patents
P.Q. Box 1450, Alexandria, Virginia 22313-1450 .

Facsimile No.  571-273-3201

Authorized officer:
Blaine R. Copenheaver

PCT Helpdesk: 571-272-4300
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This application contains the followlng inventions or groups of inventions which are not so linked as to form a single gehe_ral inventive:
concept under PCT Rule 13.1. In arder for all inventions to be examined, the appropriate additional examination fees need to be paid,

Group |+: Claims 1-23 are drawn to & method of treating or controlling a disease or condition mediated by ah aquaporin.

The ﬂr_s.l_ Inventiqn_ of Group I+ Is restricted a method of treating or controlling a disease or condition mediatad by an aquaporin
comprising administering to a patient in need thereof an effactiva amount of a phenylbenzamide inhibitor of aguaporin, wherein the
oondrtlc.m to be treated or controlled is glicbastoma, ovarian hyperstimulation syndrome, pulmenary edema, fibromyalgia, or multiple
sclem'sm, where the phenylbenzamide is a compound of Formula |: wherein the compound of Formula | is a compound of formula la:
wherein R1, R2, R3, R4, and R5 are H, and R6 Is H; in free or pharmacsutically acceptable salt form. It is believed that claims 1, 2, 5,
ande t;’lead on this first named inventlon and thus these claims will be searched without fes to the extent that they read on the above
embodiment.

App_l'i_canl is invitad to elact additional formula(e) for each additional compound to be searched in a specific combination by paying an
addl!»onall fee for each set of election. An exemplary electlon would ba a mathed of treating or controlling a disease or condition
mediated by an aquaporin comprising administering te a patient in need thereof an effectiva amount of a phenylbenzamide inhibitor of
aguaporin, wherein the condition to be treated or controlled is gliobastoma, ovarian hyperstimulation syndrome, pulmanary edema,
fibramyalgia, or multiple sclerasis, where the phenylbenzamide is a compound of Formula I: wherein the compound of Formula | is a
compeund of formula la: wherein R1 is halo, R2, R3, R4, and R5 are H, and R6 is H; in free or pharmaceutically accepiable salt form.
Additional formula(e} will be searched upon the payment of additional fees. Applicants must specify the claims that read on any
additional elected inventions. Applicants must further indicate, it applicable, the claims which read on the first named invention if
diffarent than what was indicated above for this group. Failure to clearly identlfy how any paid additional invention fees are to be applied
1o the "+" group(s} will result in only the first claimed invention to be searched/examined.

The inventions listed in Groups I+ do not relate to a single general inventive concapt under PCT Rule 13.1, because under PCT Rule
13.2 they lack the same or carresponding special technical features for the following reasons: ’

Th: Groups I+ formulae do not share a signiﬁi:anl structural element, requiring the selection of aiternatives for the compound variables
X, A E.andring Z. : .

The Groups I+ share the technical features of a method of treating or controlling 8 disease or condition mediated by an ag uaporin
comprising administering 1o a patient in need thereof an effective amount of a phenylbenzamide inhibitor of aguaporin, wherein the
condition to be treated or controlled is gliobastoma, ovarian hyperstimulation syndrome, pulmonary edema, fibromyalgia, or multiple
sclerosls. However, these shared technical features do not represent a confribution over the prior art.

Specifically, US 2008/0221169 A1 te Flynn et al. teach a method of treating or controllirig a disease or condition mediated by an
aquaporin {see Para. [0005], Compounds that modulate water transport by aquaporin channels in cell membranes and methods of using
these compound to treat diseases and disorders associated with aguaporin activity.} comprising administering to a patient in need
thereof an effactive amount of an inhibltor of aquaporin, whergin the condition to be treated or controlled is gliobastoma, ovatian
hyperstimulation syndrome, pulmonary edema, fibromyalgia, or multiple sclerosis. (see Para. [0080], Aquaporin modulators of the
invention, such as the compounds-of general formula {1} may be administered to subjects having brain trauma to reduce or control
etiema or intracranial pressure. Aguaporin antagonists, €.9., an AQP4 anlagonist, may be administered to reduce the effects of
increased expression of AQP4 that results in edema associated with stroke or head trauma_; Para. (0081], The methods and compounds
disclosed in this invention medulate aguaporin water channels...may be used to treat patients suffering from various conditions mediated
by edema...Such conditions treatable by this invention..pulmonary edema).

Additionally, WO 2012/150857 A1 to Vereniging Voor Christelijk Hoger Onderwisjs, Wetenschappelijk Onderzoek En Patientenzorg
teaches a method of treating or controliing a disease or condition (Abstract; Pg. 3, Lns. 27-30,...a method for the treatment of an
individual suffering from or at risk of suffering from inflammatory edema comprising administering an inhibitor of Abl-related gene {ARG)
function...; Pg. 33, Ln. 28 through Pg. 34, Ln. 8, Example 7. Treatment of Post-radiation Pulmonary Edema with ARG inhibitor...)
comprising administering to a patientin need thereof an effective amount af an phenylbenzamide wherein the condition to be treated or
controlled Is pulmanary edema {Pg. 8, Lns. 8-28, Preferably, an inhibitor of ARG function inhibits the tyrosine kinase activity of the
protein encoded by ARG. Preferable examples of such inhibitors include. ..imatinib or a pharmaceutically acceptable salt thereof...
Imatinib is chemically described as 4-[(4-methyl-1- piperazinyl} methyl]-N-[4—methyI—3—[[(4—(3-pyridinyl)-Z-pyﬁmIdinyl]amino]- phenyi]
benzamide methane sulfenate). . . )

The inventions listed in Groups I+ therefore lack unity under Rule 13 because they do not share a same or correspending special
technical feature,
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