wo 2005/067933 A1 |10 0 00 0O A0

The invention relates to substituted qui nazolinone

conpunds of formula (1) or a pharmaceutically

acceptable salt thereof, wherein Yis Cor S; mis 1
(I2MMNIRNATIONA). SPRILICATIGN PUBMISHEDYNDER SHE PATENT COOPERATIQN TREATY (PCT)

fromO to 3; qis fromlto 3' Zis -(CRaRb)r- or

_(mvoaldvm@n@tuali pmir,]@gfrom and each of Ra and Rb

isin s roge f,;. . i AN

S ey 1 1 ot ‘, o o o

substituted heteroaryl; dxably R2 is aryl, and

@By IRtefiafbRI BdMivatipPiy|  opt i onal |y swies hitérudtdeal Pyblizagon Number

or 28l 2005 (28.0m2@set hyl , hRGST cyano, WO Q005067933 Al

Cl-C6 alkoxy; Aijis -NR3- or -O wherein R3 is:

(51) IAYEhGESGERient@akMcatioRC Y [A61RBI/SOA! KW Desibiili SXYAMNI 0hvise indicated, for every
3d4ks0xysad, Kyrb23dishes s ves/18subet | t uentra oak@nd gbidiedydilbid: s, AG, AL, AM,
A@ﬂPaﬁlr&s The conpounds are nodul at4¥AJ.of. BAHRS. BG, BR,BW, BY, BZ, CA, CH. CN,

21n I ern nal %%ﬁca%’tgy ne receptor and &b glfjlféJG(F%PEﬁ)grDM% El(i FEII::T’ IEZS’JII:)S’KFlg’
n[ at Se%ﬁ%PﬁBS/JO&@S Centg%ﬁp %%%jé‘%@{%]ﬁ%ﬂ% LU, LV, MA, MD,

such as psychoses, schi zophreni SNL NO, NZ, OM, PG,

(22) Imwlmiala@lggaéte gv ng eﬂoicm Frepasy yddl ﬁpﬂdﬁ[fﬁo RAsE QBLSE% SK, SL, SY, TJ, T,

deficit alsorder ar Kl nso | SBasE IT,anyal U@ pRIUE, VC, VN, YU, ZA, ZM,

25 F'?‘%gt%'r’ggf‘ “sclerosis, A zhe|SE rLrsh s di%®ease, food uptake

26) paii&@sdRAgGageand Hunt i ngt ondngisidi sease.

(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),

(30) Priority Data:

60/537,080 16 January 2004 (16.01.2004) US

(1)

Applicant (for all designated States except US): F. HOFF-
MANN-LA ROCHE AG [CH/CH]; Grenzacherstrasse
124, CH-4070 Basel (CH).

European (AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI,
FR, GB, GR, HU, IE, IS, IT, LT, 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).
(72)
(75)

Inventors; and

Inventors/Applicants (for US only): SUI, Meng
[CN/US]; 35580 Monterra Terrace, Apt. 204, Union City,
CA 94587 (US). ZHAO, Shu-Hai [US/US]; 426 Ositos
Avenue, Sunnyvale, CA 94086 (US).

Published:
with international search report

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.

(74) Agent: BRAUN, Axel; Grenzacherstrasse 124, CH-4070

Basel (CH).

(54) Title: 1-BENZYL-5-PIPERAZIN-1-YL-3,4 DIHYDRO-1H-QUINAZOLIN-2-ONE DERIVATIVES AND THE RESPEC-
TIVE 1H-BENZO(1,2,6)THIADIAZINE-2,2-DIOXIDE AND 1,4-DIHYDRO-BENZO(D) (1,3)OXAZIN-2-ONE DERIVATIVES
AS MODULATORS OF THE 5-HYDROXYTRYPTAMINE RECEPTOR (5-HT) FOR THE TREATMENT OF DISEASES OF
THE CENTRAL NERVOUS SYSTEM

(57) Abstract: The invention relates to substituted quinazolinone compunds of for-
mula (I) or a pharmaceutically acceptable salt thereof, wherein Y is C or S; mis 1
when Y is C and m is 2 when Y is S;nis 1 or 2; pis from 0 to 3; q is from 1 to 3; Z is
-(CR?RY),- or -SO,-, wherein r is from 0 to 2 and each of R* and R is independently
hydrogen or alkyl; X is CH or N; R? is optionally substituted aryl or optionally sub-
stituted heteroaryl; preferably R? is aryl, and more preferably phenyl optionally sub-

) stituted by one or more trifluoromethyl, halo, cyano, C;-Cg alkyl or C;-C¢ alkoxy;
A is -NR3- or -O- wherein R? is: hydrogen; alkyl, acyl, amidoalkyl, hydroxyalkyl or
alkoxyalkyl; the other substituents are defined in the claims. The compounds are
modulators of the 5-hydroxytryptamine receptor and are useful for the treatment
of diseases of the central nervous system such as psychoses, schizophrenia, manic
depressions, neurological disorders, memory disorders, attention deficit disorder,
Parkinson’s disease, amyotrophic lateral sclerosis, Alzheimer’s disease, food up-
take disorders, and Huntington’s disease.
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