WO 03/040122 A1l

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

(19) World Intellectual Property Organization
International Bureau

(43) International Publication Date
15 May 2003 (15.05.2003)

PCT

(10) International Publication Number

WO 03/040122 A1l

(51) International Patent Classification”>  C07D 307/93,

A61K 31/343, A61P 9/00, 25/18
(21) International Application Number: PCT/EP02/11136
(22) International Filing Date:
8 November 2002 (08.11.2002)

(25) Filing Language: English

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

01204465.7 9 November 2001 (09.11.2001) EP

(71) Applicant (for all designated States except US):

JANSSEN PHARMACEUTICA N.V. [BE/BE]; Turn-
houtseweg 30, B-2340 Beerse (BE).

(72) Inventors; and

(75) Inventors/Applicants (for US only): MEDAER, Bart,
Petrus, Anna, Maria, Jozef [BE/BE]; Janssen Phar-
maceutica N.V., Turnhoutseweg 30, B-2340 Beerse
(BE). STOKBROEKX, Sigrid, Carl, Maria [BE/BE];
Janssen Pharmaceutica N.V., Turnhoutseweg 30, B-2340
Beerse (BE). RUYSSCHAERT, Yves, Georges [BE/BE];
Janssen Pharmaceutica N.V., Turnhoutseweg 30, B-2340
Beerse (BE). WILLEMS, Joannes, Josephus, Maria
[BE/BE]; Janssen Pharmaceutica N.V., Turnhoutseweg 30,
B-2340 Beerse (BE). WEERTS, Johan, Erwin, Edmond
[BE/BE]; Janssen Pharmaceutica N.V., Turnhoutseweg 30,
B-2340 Beerse (BE).

(74) Common Representative: JANSSEN PHARMACEU-

TICA N.V.; Turnhoutseweg 30, B-2340 Beerse (BE).

(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, NO, NZ, OM, PH, PL, PT, RO, RU, SD, SE, SG,
SI, SK, SL, 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),
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, IE, IT, LU, MC, NL, PT, SE, SK,
TR), OAPI patent (BF, BJ, CF, CG, CI, CM, GA, GN, GQ,
GW, ML, MR, NE, SN, TD, TG).

Declarations under Rule 4.17:

— 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, FlI,
GB, GD, GE, GH, GM, HR, HU, ID, IL, IN, 1S, JP, KE, KG,
KP. KR, K7, LC, LK, LR, LS, LT, LU, LV, MA, MD, MG, MK,
MN, MW, MX, MZ, NO, NZ, OM, PH, PL, PT, RO, RU, SD,
SE, SG, SI, SK, SL, TJ, TM, TN, TR, TT, TZ, U4, 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, IE, IT, LU, MC, NL, PT. SE, SK, TR), OAPI patent (BF,
BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, SN,
D, 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

[Continued on next page]

(54) Title: NOVEL MANDELATE SALTS OF SUBSTITUTED TETRACYCLIC TETRAHYDROFURAN DERIVATIVES

"
R2

0

(57) Abstract: The object of the present invention is a novel mandelate salt
of a substituted tetracyclic tetrahydrofuran derivative according to Formula (I)
the N-oxide forms and the stereochemically isomeric forms thereof, wherein
R! and R? each independently are hydrogen or C¢alkyl and R and R* each
independently are hydrogen or halogen. In the foregoing definitions C; ¢alkyl
defines straight and branched saturated hydrocarbon radicals having from 1 to
6 carbon atoms such as, for example, methyl, ethyl, propyl, butyl, 1-methyl-
propyl, 1,1-dimethylethyl, pentyl or hexyl. The novel mandelate salt is not
light-sensitive and is far more stable than the prior art salts at room tempera-
ture, enhanced temperature and at relative high humidities and in aqueous me-
dia. Also disclosed are pharmaceutical compositions comprising mandelate
salts according to the invention, mandelate salts according to the invention for
use as a medicine, a process for preparing the mandelate salts according to the
invention and the use of the mandelate salts and pharmaceutical compositions

comprising mandelate salts according to the invention for the treatment or the prevention of CNS disorders, cardiovascular disorders

and gastrointestinal disorders.
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