O 2004/011439 A3 | I I 00 0 0 A0 0 000 0 0

ARYL SUBSTI TUTED BENZI M DAZOLES AND THEI R USE AS

SODI UM CHANNEL BLOCKERS
invention relates aryl

[err]

substituted benzi m dazol es

Abstract: This

of

(15 OYIERNSTIONAL SPPLECATINGY PIERI SAHEDGADER THE EAFNA IIOOPERATION TREATY (PCT)

prodrug or solvate thereof,
RL%B WoklaaR@nduwar Brop@iyl ned | et
i nvent ioepanizati@ so di rect oK
For muh@mdtiopal Batau t he tred
foll owi ng gl obal and foca

wherein Rerr],
e speci fication.

A i hwRGERER A

SMRADI 50
"IE}Q\" em a

Rlerr],
The

A

for the

B aatcFRAtnabPubiéE¥E DAt ON Of neur odeg&tve had¢rnaidnal Publication Number
COHRetirtiangr2004 (05022604my ot r oPIGCE | at er aW€r |2004/031 1439 A3

(ALS), and for the treatnent

prevent [on

(51) RkibR PRl QihssieatiBPL N AOD LSS/ B!
2308, IAbIRMKIsMS agent s,

anti mani c depressants, as

di abeti ¢ neur opat Hy[/US2003/023828

(22) International Filing Date: 31 July 2003 (31.07.2003)

(25) Filing Language: English

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

60/399,458 31 July 2002 (31.07.2002) US
(71) Applicant (for all designated States except US): EURO-
CELTIQUE S.A. [LU/LU]J; 122 Boulevard de la Petrusse,

1.-2330 Luxembourg (I.U).

(72) Inventors; and

(75) Inventors/Applicants (for US only): SUN, Qun [US/US];
19 Aldgate Court, Princeton, NJ 08540 (US). ZHOU,
Xiaoming [CN/US]; 22 Dogwood Drive, Plainsboro, NJ
08536 (US). KYLE, Donald, J. [US/US]; 29 Weatherfield
Drive, Newtown, PA 18940 (US).

(74) Agents: COVERT, John M. et al.; Sterne, Kessler, Gold-

stein & Fox, P.L.I..C., 1100 New York Avenue, Washing-

ton, DC 20005 (US).

(81) Designated States (national): AE, AG, AL, AM, AT, AU,

AZ,BA,BB, BG,BR, BY,BZ, CA, CH, CN, CO, CR, CU,

CZ, DE, DK, DM, DZ, EC, EE, ES, FI, GB, GD, GE, GH,

GM, HR, HU, ID, IL,, IN, IS, JP, KE, KG, KP, KR, KZ, L.C,

LK, LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, MW,

MX, MZ, NI, NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC,

SD, SE, SG, SK, SL, SY, TJ, TM, TN, TR, TT, TZ, UA,

UG, US,UZ, VC, VN, YU, ZA, ZM, ZW.

(84) Designated States (regional): ARIPO patent (GH, GM,

KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZM, ZW),

chrgnkis pRal (I&M, BBBY,KG, KZ, MD, RU, TJ, TM),

as anti convitepa@fgasnt (ANEBE, BS, CH, CY, CZ, DE, DK, EE,
| ocal
(21) Intgmafiopek Appliatin Membatd f or t he treat Sr’ﬁeﬂt SKgR)

alfiseHt IRe GB.C3R, HRJE, IT, LU, MC, NL, PT, RO,
PP BB, CC. CL e

N, GQ, GW, ML, MR, NE, SN, TD, TG).

Declarations under Rule 4.17:

as to the identity of the inventor (Rule 4.17(i)) for all des-
ignations

as to applicant’s entitlement to apply for and be granted
a patent (Rule 4.17(ii)) for the following designations AE,
AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, BZ, CA,
CH, CN, CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, ES,
Fl, GB, GD, GE, GH, GM, HR, HU, ID, IL, IN, IS, JF, KE,
KG, KP, KR, K7, LC, LK, LR, LS, LT, LU, LV, MA, MD,
MG, MK, MN, MW, MX, MZ, NI, NO, NZ, OM, PG, PH,
PL, PT, RO, RU, SC, SD, SE, SG, SK, SL, SY, TJ, TM, TN,
TR, TT, TZ, UA, UG, UZ, VC, VN, YU, ZA, ZM, ZW, ARIPO
patent (GH, GM, KE, LS, MW, MZ, SD, SL, SZ, TZ, UG,
ZM, ZW), Eurasian patent (AM, AZ, BY, KG, KZ, MD, RU,
TJ, TM), European patent (AT, BE, BG, CH, CY, CZ, DE,
DK, EE, ES, FI, FR, GB, GR, HU, IE, IT, LU, MC, NL, PT,
RO, SE, 81, SK, TR), OAPI patent (BF, BJ, CF, CG, CI, CM,
GA, GN, GQ, GW, ML, MR, NE, SN, TD, TG)

as to the applicant’s entitlement to claim the priority of the
earlier application (Rule 4.17(iii)) for all designations

of inventorship (Rule 4.17(iv)) for US only

Published:

with international search report

before the expiration of the time limit for amending the
claims and to be republished in the event of receipt of
amendments

(88) Date of publication of the international search report:
1 April 2004

For two-letter codes and other abbreviations, refer to the "Guid-
ance Notes on Codes and Abbreviations” appearing at the begin-
ning of each regular issue of the PCT Gazette.

(54) Title: ARYL SUBSTITUTED BENZIMIDAZOLES AND THEIR USE AS SODIUM CHANNEL BLOCKERS

(57) Abstract: This invention relates aryl substituted benzimidazoles

(R10)n_—}—_

N
A
-

of Formula (I) or a pharmaceutically acceptable salt, prodrug or solvate
thereof, wherein R, Ry, Rjp and n are defined in the specification. The
invention is also directed to the use of compounds of Formula (I) for
the treatment of neuronal damage following global and focal ischemia,

for the treatment or prevention of neurodegenerative conditions such as

R4

amyotrophic lateral sclerosis (ALS), and for the treatment, prevention
or amelioration of both acute or chronic pain, as antitinnitus agents,

as anticonvulsants, and as antimanic depressants, as local anesthetics, as antiarrhythmics and for the treatment or prevention of

diabetic neuropathy.



