woO 2009/016514 A3 |00 00 OO0 0 O O O

(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)

(19) World Intellectual Property Organization Vd”Ij

) IO O T O S 0O O

International Bureau

(43) International Publication Date
5 February 2009 (05.02.2009)

(10) International Publication Number

WO 2009/016514 A3

(51) International Patent Classification:
CO7D 403/10 (2006.01) AGIK 31/4178 (2006.01)
CO7D 233/00 (2006.01) AGIP 9/12 (2006.01)

(21) International Application Number:
PCT/IB2008/002796

(22) International Filing Date: 25 July 2008 (25.07.2008)

(25) Filing Language: English

(26) Publication Language: English
(30) Priority Data:
0714995.8

20070100650

1 August 2007 (01.08.2007)
24 October 2007 (24.10.2007)

GB
GR

(71) Applicant (for all designated States except US): ELDRUG
S.A. [GR/GR]; Patras Science Park, Stadiou Str, Patras
(GR).

(72) Inventors; and

(75) Inventors/Applicants (for US only): MATSOUKAS,
John [GR/GR]; Zisimopoulou 2, Ag Basileios, Patras
(GR). GAVRAS, Charalambos [GR/GR]; Fokionos 22,
Oreokastro, Thessaloniki (GR). VLAXAKOS, Dimitrios
[GR/GR]; Omirou and Stratigi 9, Neo Psixiko, Athens
(GR). MARAGOUDAKIS, Michael [GR/GR]; Iroon
Polutexniou 52, Patras (GR).

(74) Agents: CLYDE-WATSON, Zoe et al.; D. Young & Co.,
120 Holborn, London EC1IN 2DY (GB).

(81) Designated States (unless otherwise indicated, for every
kind of national protection available): AE, AG, AL, AM,
AOQ, AT, AU, AZ,BA, BB, BG, BH, BR, BW, BY, BZ, CA,
CH, CN, CO, CR, CU, CZ, DE, DK, DM, DO, DZ, EC, EE,
EG, ES, FI, GB, GD, GE, GH, GM, GT, HN, HR, HU, ID,
1L, IN, IS, JP, KE, KG, KM, KN, KP, KR, KZ, LA, LC, LK,
LR, LS, LT, LU, LY, MA, MD, ME, MG, MK, MN, MW,
MX, MY, MZ, NA, NG, NI, NO, NZ, OM, PG, PH, PL, PT,
RO, RS, RU, SC, SD, SE, SG, SK, SL, SM, ST, SV, SY, TJ,
™™, TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, ZA, ZM,
ZW.

(84) Designated States (unless otherwise indicated, for every
kind of regional protection available): ARIPO (BW, GH,
GM, KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM,
ZW), Eurasian (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM),
European (AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI,
FR, GB,GR, HR, HU, IE, IS, IT, LT, LU, LV, MC, MT, NL,
NO, PL, PT, RO, SE, SI, SK, TR), OAPI (BF, BJ, CF, CG,
CIL, CM, GA, GN, GQ, GW, ML, MR, NE, SN, TD, TG).

Published:
with international search report

(88) Date of publication of the international search report:
4 June 2009

(54) Title: 1,3 AND 1, 3, 5 SUBSTITUTED IMIDAZOLES AS ANTIHYPERTENSIVA

R, X R
NE

Y

U]

2——=(
Y

(l1a)

N—W,

X X R

T——

Y

Y

or N—W,

(Ib)

(57) Abstract: The present invention provides novel 1,5 and 1,3, 5 -substituted imidazole compounds of formulas (1), (ITa), (IIIb) in
hydrophilic or lipophilic form, which are useful as angiotensin I AT1 receptor antagonists with sympathetic suppressant properties.
In particular, the invention provides pharmaceutical compositions containing the pharmacophoric groups of Losartan and Clonidine
as well compounds, processes and intermediates for preparing compounds and their use in methods of treating hypertension and
cardiovascular diseases through Renin Angiotensin System (RAS) and Sympathetic System (SS). Alkylated histamine based double
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This intemational search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

1. Claims Nos.:
beacgl.usse gwsey relate to subject matter not required to be searched by this Authority, namely:
Although claims 44, 45 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/composition.

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

3. D Claims Nos.:

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

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

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

1. D As all required additional search fees were timely paid by the applicant, this international search report covers allsearchable
claims.

2. D As all searchable claims could be searched without effort justifying an additional fees, this Autherity 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 reportcovers
only those claims for which fees were paid, specifically claims Nos.:

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

Remark on Protest DThe additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.

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

[:] No protest accompanied the payment of additional search fees.
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