005/012296 A 1|00 0 0 00 O O O 0

Leukotri ene A4 hydrol ase (LTA4H)

conpositions containing them and their

i nhi bitors of fornul a
use for the

i nhibition of LTAAH enzyne activity and the treatnent,
(1) NIEBNATIONAI APHLACHTION PIN.ISHEDIUNDER THE PATIINT OGP DRATION TREATY (PCT)

group cg
wi th RSB Re of the |

the group consisting of

%&ﬁ@%&%ﬁ;ﬁ%o%%eof A

SN Hitagn ue%§ fﬁ'ogérsd er i

PCT

Iarrmatlon vvherein X i s

II|||I|IH| I|I||I5HI||IHIHIIIIHIHHIIIHHIIII‘IIHIHHIHIIIIII LT

O R4 is selected from

‘ ’ ’(IOE Int&hatiohal Pg)_l'ication Number
WO 2005/012296 Al

(51) International Patent Classification”s  C07D 417/12,
417114, 277/68, 263/58, 471/10, 491/10, 235/26, 401/12,
A61K 31/423, 31/428, 31/4184, 31/4535, A61P 29/00

(21) International Application Number:

PCT/US2004/024050
(22) International Filing Date: 27 July 2004 (27.07.2004)
(25) Filing Language: English
(26) Publication Language: English

(30) Priority Data:

60/490,710 28 July 2003 (28.07.2003) US
(71) Applicant (for all designated States except US):
JANSSEN PHARMACEUTICA N.V. [BE/BE]; Turn-

houtseweg 30, B-B02340 Beerse (BE).

(72) Inventors; and

(75) Inventors/Applicants (for US only): AXE, Frank, U.
[US/US]; 1250 Birch Avenue, Escondido, CA 92027
(US). BEMBENEK, Scott, D. [US/US]; 12942 Carmel
Creek Road #67, San Diego, CA 92130 (US). BUTLER,
Christopher, R. [US/US]; 1209 Cole Place, Urbana,
IL 61801 (US). EDWARDS, James, P. [US/US]; 8723
Hesby Court, San Diego, CA 92129 (US). FOURIE,
Anne, M. [ZA/US]; 13060 Callcott Way, San Diego, CA
92130 (US). GRICE, Cheryl, A. [US/US]; 3449 Camino
Corte, Carlsbad, CA 92009 (US). SAVALL, Brad, M.
[US/US]; 9512 Ronda Avenue, San Diego, CA 92123
(US). TAYS, Kevin, L. [CA/US]; 1435 Big Canyon Ter-
race, Cardiff-By-The-Sea, CA 92007 (US). WEI, Jianmei

[US/US]; 12516 Senda Panacea, San Diego, CA 92129
(US).

Agents: JOHNSON, Philip, S. et al.; Johnson & Johnson,
One Johnson & Johnson Plaza, New Brunswick, NJ 08933
(US).

(74)

(81) Designated States (unless otherwise indicated, for every
kind of national protection available): AE, AG, AL, AM,
AT, AU, AZ, BA, BB, BG, BR, BW, BY, BZ, CA, CH, CN,
CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, EG, 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, NA, 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 (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, HU, IE, IT, LU, MC, NL, PL, PT, RO, SE, SI,
SK, TR), OAPI (BF, BJ, CF, CG, CI, CM, GA, GN, GQ,
GW, ML, MR, NE, SN, TD, TG).

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

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: BENZIMIDAZOLE, BENZTHIAZOLE AND BENZOXAZOLE DERIVATIVES AND THEIR USE AS LTA4H MOD-

ULATORS

AN X
R4——=- P />—Y
S/

(1)

o (57) Abstract: Leukotriene A4 hydrolase (LTA4H) inhibitors of formula I, compositions containing them, and their use for the
inhibition of LTA4H enzyme activity and the treatment, prevention or inhibition of inflammation and/or conditions associated with
inflammation, wherein X is selected from the group consisting of NR5, O, and S, with R5 being one of the H and CH3; Y is selected
from the group consisting of CH2 and O; R4 is selected from the group consisting of H, OCH3, Cl, F, Br, I, OH, NH2, CN, CF3.



