2005/0191779 A3 IV 0 00 0 0 010 0O 0 0

WO

The present

I nvention provides processes and

internmedi ates for the preparation of 3-benzazepi nes

and salts thereof which can be usef ul

as serotonin

(1%) BNTHRNATIOB £Ip A PRLIGTOPN RIYAS.ISHED UNDER THE PATENT COOPERATION TREATY (PCT)

(19) World Intellectual Property
Organization
International Bureau

(43) International Publication Date

(10) International Publication Number

3 March 2005 (03.03.2005) PCT WO 2005/019179 A3
(51) International Patent Classification”:  C07D 223/16, (US). ESTRADA, Scott, A. [US/US]; 7575 Eads Avenue,
A61K 31/55, A61P 25/00, CO7C 233/13 Apt. E, La Jolla, CA 92037 (US). SENGUPTA, Dipan-
. Lo Jjan [IN/US]; 9121 Togan Avenue, San Diego, CA 92129
(21) International Application Number: (US). SMITH, Brian [US/US]; 13182 Mesa Crest Place,
PCT/US2004/019279 San Diego, CA 92129 (US). REY, Max [CH/CH]; Rieden-
(22) International Filing Date: 16 June 2004 (16.06.2004) erstrasse 69, CH-8304 Wallisellan (CH). WEIGL, Ulrich
[DE/DE]; Staufenstrasse 30, 78247 Hilzingen (DE).
25) Filing L : English

(25) Filing Language N8I (74) Agents: GODDARD, Christine, A., et al.; Cozen OCon-

(26) Publication Language: English nor, 1900 Market Street, Philadelphia, PA 19103 (US).
(30) Priority Data: (81) Designated States (unless otherwise indicated, for every
60/479,280 17 June 2003 (17.06.2003)  US kind of national protection available): AE, AG, AL, AM,
60/512,967 21 October 2003 (21.10.2003)  US AT, AU, AZ, BA, BB, BG, BR, BW, BY, BZ, CA, CH, CN,

(71) Applicant (for all designated States except US): ARENA
PHARMACEUTICALS, INC. [US/US]; 6166 Nancy
Ridge Drive, San Diego, CA 92121 (US).

(72) Inventors; and

(75) Inventors/Applicants (for US only): BURBAUM, Bev-
erly, W. [US/US]; 12761 Jordan Ridge Court, San Diego,
CA 92130 (US). GILSON, Charles, A, II1 [US/US]; 7176
Salizar Street, San Diego, CA 92111 (US). AYTES, Shel-
ley [US/US]; 4518 Patria Drive, San Diego, CA 92115

(34)

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, LC, 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.

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,

[Continued on next page]

(54) Title: BENZAZEPINE DERIVATIVES USEFUL FOR THE TREATMENT OF 5HT2C RECEPTOR ASSOCIATED DIS-

EASES

R7S 78

RS

coupling
RS NHR!
L
RS RED REe o \
v RrZ
reduction
RS
R, ™
R7h Rh
p2
N ]
Rs / NR‘/\’/
b’ 83
RO R R L

Hla

cyclization R®

AN

s
8 RES

1

\

Réa

Raa

Rab
11 L

l cyclization

I

%duction

NR?

R7®
R72

(57) Abstract: The present invention provides processes and intermediates for the preparation of 3-benzazepines and salts thereof
which can be useful as serotonin (5-HT) receptor agonists for the treatment of , for example, central nervous system disorders such
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