WO 2007/056021 A3 ||II|II|||I|I|||I|I||I||I||II|||II||||II|||||||II|I|I|||II||||II||I||II|||I|I|I|I|||III|||||II|

Descri bed herein are conpounds and pharnaceuti ca
conposi tions containing such conpounds, which nodul ate
the activity of 5-1ipoxygenase-activating protein
(12) INTARYATIONSIOA RRE SCYTI(re PURESHFIDIUNRER THE PAIONNS CODPBRATIQN TREATY (PCT)

such FLAP nodul ators,
(19) World Intellectual Property Organization
International Bureau

(43) International Publication Date
18 May 2007 (18.05.2007)

fﬂb A0 0O O

(10) International Publication Number

WO 2007/056021 A3

(51) International Patent Classification:
CO7D 209/00 (2006.01) AGIK 31/415 (2006.01)

(21) International Application Number:

PCT/US2006/042690
(22) International Filing Date: 30 October 2006 (30.10.2006)
(25) Filing Language: English
(26) Publication Language: English
(30) Priority Data:
60/734,030 4 November 2005 (04.11.2005) US
60/747,174 12 May 2006 (12.05.2006) US
60/823,344 23 August 2006 (23.08.2006) US
11/553, 946 27 October 2006 (27.10.2006) US

(71) Applicant (for all designated States except US): AMIRA
PHARMACEUTICALS, INC. [US/US]; 9535 Waples
Street, Suite 100, San Diego, CA 92121 (US).

(72) Inventors; and

(75) Inventors/Applicants (for US only): HUTCHINSON,
John, H. [US/US]; 5948 Via Zurita, La Jolla, CA 92037
(US). PRASIT, Petpiboon, Peppi [CA/US]; 9535 Waples

Street, Suite 100, San Diego, CA 92121 (US). MORAN,
Mark [US/US]J; 55 Orinda View Road, Orinda, CA 94563
(US). EVANS, lJillian, F. [CA/US]; 7025 Estrella De
Mar, Calsbad, CA 92009 (US). STEARNS, Brian, An-
drew [US/US]; 3339 32nd Street, San Diego, CA 92104
(US). ROPPE, Jeftrey, Roger [US/US]; 32182 Camono
Guarda, Temecula, CA 92592 (US). LI, Yiwei [CA/US];
11632 Miro Circle, San Diego, CA 92131 (US). ZUNIC,
Jasmine, Eleanor [CA/US]; 14650 Via Fiesta, #3, San
Diego, CA 92127 (US). ARRUDA, Jeannie, M. [US/US];
1125 Skylark Drive, La Jolla, CA 92037 (US). STOCK,
Nicholas, Simon [GB/US]; 7087 Camino DeGrazia, No.
150, San Diego, CA 92111 (US). HADDACH, Mustapha
[US/US]; 14744 Via Mantova, San Diego, CA 92127 (US).

(74) Agents: HOSTETLER, Michael, J. et al.; Wilson Sonsini

Goodrich & Rosati, 650 Page Mill Road, Palo Alto, CA
94304-1050 (US).

(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,

[Continued on next page]

(54) Title: 5-LIPOXYGENASE-ACTIVATING PROTEIN (FLAP) INHIBITORS

Scheme |

O

@ @ I,
e
NH, NH-NH, L3

Tisher indolization

X

mR7 LS mR7 (Z=Me0)
N X =Cl, Br, 1, OMs, OTs N
base, THF @)\Ru
14 J/~F L6

HO. ¥X
N R base, THF
T e
N
N R O/L
/ &
* R
R 7 18
Re
x. R metal mediated YZ
N R, coupling A\ R,
N . N
] R Rz . G)\Rn
=
b /
X =Br,1, Cl, OTf
B 6 -

(57) Abstract: Described herein are compounds and pharma-
ceutical compositions containing such compounds, which mod-
ulate the activity of 5-lipoxygenase-activating protein (FLAP).
Also described herein are methods of using such FLLAP mod-
ulators, alone and in combination with other compounds, for
treating respiratory, cardiovascular, and other leukotriene-de-
pendent or leukotriene mediated conditions or diseases.



al one and in conbination with other conpounds, for
treating respiratory, cardiovascul ar, and ot her
| eukot ri ene-dependent or | eukotriene ned

i at ed
condi ti on¥yegd 20072656021 A3 |l I 10000000010 O T O 0 10 0

(84)

CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, EG, ES, FI, RO, SE, S, SK, TR), OAPI (BE, BJ, CF, CG, CL CM, GA,
GB, GD, GE, GH, GM, GT, HN, HR, HU, ID, IL, IN, IS, GN, GQ, GW, ML, MR, NE, SN, TD, TG).

JP, KE, KG, KM, KN, KP, KR, KZ, LA, LC, LK, LR, LS,

LT, LU, LV, LY, MA, MD, MG, MK, MN, MW, MX, MY, Tublished:

MZ, NA, NG, NI, NO, NZ, OM, PG, PH, PL, PT, RO, RS, - with international search repoﬂ

RU, SC, SD, SE, SG, SK, SL, SM, SV, SY, TJ, TM, TN, - before the expiration Of the time limit fOV amending the

TR, TT, TZ, UA, UG, US, UZ, VC, VN, ZA, ZM, 7ZW. claims and to be republished in the event Of receipt Of
amendments

Designated States (unless otherwise indicated, for every g8y pate of publication of the international search report:
kind of regional protection available): ARIPO (BW, GH, 12 July 2007

GM, KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM,

7ZW), Burasian (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM),  For two-letter codes and other abbreviations, refer to the "Guid-
European (AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI, ance Notes on Codes and Abbreviations" appearing at the begin-
FR, GB, GR, HU, IE, IS, IT, LT, LU, LV, MC, NL,, PL, PT,  ning of each regular issue of the PCT Gazette.



