| > 8 BB
Titl e: BENZOXAZI NONE DERI VATI VES;” R PREPARATI ON AND USE [err]

Abstract: The present invention relates to novel conpounds of formula (1)
or a pharmaceutically acceptable sa2t5 tAPR B00B. wherein Ar is phenyl,
napht hyl , a nonocyclic heteroaromatic group or a bicyclic heteroaronatic
group. saih) ANregkaugnAairAgconbN evEisHEDIBDER TARMAEENTDYOIPERAE 0N SREATY eRUTS ,

whi ch may be the sanme or different, and whi ch are selected fromthe

COTT o ooyt gusbine | GBS hocesu ons INIRNIUR
LA I koxy, d err] al.ky{shi o,

pent af | uor oet hyII"‘efq‘@?al‘ HRoxy, aryl \'
C err]al koxy(err] al k C[Ierr] cycl oal&s( err | % %mn umgé/r
Qerrlal koxyRurtmts o AR

(51) International Patent Classification’: C07D 498/00, Geoffrey [GB/GB]. GlaxoSmithKline Pharmaceuticals.
413/14,413/12, A61K 31/445, A61P 25/24 New Frontiers Science Park South, Third Avenue, Harlow,

. Essex CMI19 SAW (GB). THEWLIS, Kevin [GB/GB].

(21) International Application Number: PCT/EP01/12344 GlaxoSmithKline Pharmaceuticals. New Frontiers Science
Park South, Third Avenue. Harlow, Essex CM19 SAW

(22) International Filing Date: 22 October 2001 (22.10.2001) (GB). THOMPSON, Mervyn [GB/GBJ: GlaxoSmithK-
line Pharmaceuticals, New Frontiers Science Park South,

(25) Filing Language: English Third Avenue, Harlow, Essex CM 19 SAW (GB). VONG,

Antonio, Kuok, Keong [GB/GB]: SmithKline Beecham
Pharmaceuticals. New Frontiers Science Park South, Third

(26) Publication Language: English Avenue. Harlow, Essex CM19 SAW (GB).

(30) PriOf‘Y Data: . (74) Agent: FILLER, Wendy, Anne: SwithKline Beecham,
0026224.6 26 October 2000 (26.10.2000)  GB Corporate Intellectual Property. 980 Great West Road,
0111858.7 15 May 2001 (15.05.2001) ~ GB Brentford, Middlesex TW8 9GS (GB).

(71) Applicant (for all designated States except US): (81) Designated States (rational): AE, AG, AL, AM, AT, AU,
SMITHKLINE BEECHAM PL.C. [GB/GB]. New AZ,BA.BB.BG.BR,BY.BZ,CA.CH, CN,CO,CR.CU,

. Horizons Court, Brentford, Middlesex TW8 9EP (GB). CZ. DE. DK, DM. DZ. EC, EE, LS. F1, GB. GD, GE, GH,

: GM.HR.HU,ID.IL,IN, IS, JP.KE, KG.KP. KR, KZ, LC.

: (72) Inventors; and LK. LR, LS, LT. LU, LV. MA, MD, MG. MK. MN, MW,

' (75) Inventors/Applicants (for US only): JOHNSON, MX, MZ, NO, NZ, PH, PL, PT, RO, RU, SD. SE. SG, SI,
Christopher, Norbert [GB/GB]: GlaxoSmithKline SK.SL, TJ, TM, TR. TT. TZ. UA, UG, US, UZ, VN, YU,
Pharmaceuticals, New Frontiers Science Park South, ZA,ZW.

Third Avenue, Harlow, Essex CM19 5AW (GB). RAMI,

Harshad, Kantilal [GB/GB]. SmithKline Beecham (84) Designated States (regional): ARIPO patent (GH, GM.
Pharmaceuticals, New Frontiers Science Park South, KE, LS. MW, MZ. SD, SL. SZ, TZ. UG, ZW), Eurasian
Third Avenue, Harlow, Essex CM19 5AW (GB). STEMP, patent (AM, AZ, BY. KG. KZ, MD, RU, TJ, TM), European

[Continued on next page]

(54) Title: BENZOXAZINONE DERIVATIVES, THEIR PREPARATION AND USE

(57) Abstract: The present invention relates to novel

1 compounds ol formula (1) or a pharmaceutically
acceptable salt thereof. wherein Ar is phenyl. naphthyl,

Ar—o a monocyclic heteroaromatic group or a bicyclic
\(\7/ \@[ T heteroaromatic group. said Ar group being optionally

substituted by 1-4 substituents, which may be the same or

different, and which are selected from the group consisting

(Rz of: halogen, hydroxy, cyano. nitro, trifluoromethyl,

trifluoromethoxy, C,.calkyl, trifluoromethanesulfonyloxy.

pentafluoroethyl, C, qalkoxy, arylC, salkoxy, C,.calkylthio,

Cl.salkoxyC.salkyl, CjscycloalkylC, ¢alkoxy, C,galkanoyl, C;.calkoxycarbonyl, C\salkylsulfonyl. C, salkylsulfinyl. C,.salkylsul-
fonyloxy, C,.salkylsulfonylC,galkyl, arylsulfonyl, arylsulfonyloxy, arylsulfonylC;ealkyl, C;.calkylsulfonamido, C,..alkylamido,
C,.galkylsulfonamidoC,¢alkyl,  C,g¢alkylamidoC,.¢alkyl,  arylsulfonamido, arylcarboxamido, arylsulfonamidoC, calkyl,
arylcarboxamidoC galkyl, aroyl. aroylCyealkyl, arylCj.calkanoyl, a group R30OCO(CH,),, R*CON(R*)(CH),, R3R*NCO(CH,)

;) or R?R*NSO,(CH,) where each of R? and R? independently represents a hydrogen atom or C,4alkyl or R® and R* form part of a
U~ C;.6azacyloalkane or C;.¢(2-ox0)azacycloalkane ring and s represents zero or an integer from 1 to 4, and a group Ar' Z, wherein
Z represents a single bond, O, S or CH, and Ar' represents a pheyl or a monocyclic heteroaromatic group, said Ar' group being
- optionally substituted by 1-3 substituents, which may be the same or different, and which are selected from the group consisting
~= of a halogen, hydroxy, cyano, trifluoromethyl, Cjealkyl, Cj.ealkoxy or C,ealkanoyl; when Ar js a phenyl or a monocyclic
heteroaromatic group, substitutens positioned ortho to onc another may be linked to form a 5- or 6-membered ring; R! is hydrogen,
C,.¢alkyl, Cy.galkenyl, Csqalkynyl or arylC, salkyl; R? is halogen, C,.calkyl, cyano, CF. C,ealkanoyl, C,ealkoxy or hydroxy: X is

CH or N; Y is a single bond, O, or C=0; pis 0. 1 or 2; ris 0, 1. 2 or 3; m is 2. 3 or 4: n and q are independently 1 or 2. Processes for

3 preparing the compounds, pharmaceutical compositions containing them and their use as medicaments for various CNS disorders,
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fonyl oxy, C[err]al kylsulfonyl([err]al kyl, arylsulfonyl, arylsulfonyl oxy,
arylsul fonylC[err]al kyl, Cerr]al kyl sul fonam do, { err]al kyl am do,

C err]al kyl sul fonam doC[ err]al kyl, Cerr]al kylam do([ err]al kyl,

aryl sul fonam do, aryl carboxam do, aryl sul fonam do( err]al kyl,

aryl car boxam doCf err] al k ro err]tal kyl, aryl [ err]al kanoyl, a
grgup R[errlcxx§{}{e1r1\§¥€¥ﬁ 9&#59@*&%£‘ [prl]\((lﬂgrr)?ef?} ] Y
Rlerr]RRerr] NCO(CH err])[err] or R[err]R[err]NSC{err](CH[err]) wher e each
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CH[ err Jpuminda:Ar [err] represents a pheyl ﬁ}ﬂf:ﬂp @pxglgge Cafpar omat 1 ¢
group, -saiid itgrjagmelea Temp beln op thonally su stltuted by 1-3

subst i tTef, el ﬁﬁg e i % ;$ 25 0f different, and which are selected

claims and to_be repub, n the

fromthe gfoup,consisting a hal ogen, hydroxy, cyano, trifluoronethyl,
Cerr]al kyl, Cerr]al koxy or C[err]alkanoyl when Ar is a phenyl or a
nonocyclic heteroaromatic group, substitutens positioned ortho to one
another may be linked to forma 5- or 6-nenbered ring; R err] is hydrogen.
Cerr]alkyl, Cerr]al kenyl, Cerr]al kynyl or arylCerr]Jalkyl; Rerr] is
hal ogen, C[err]al kyl, cyano, CFlerr], Cerr]al kanoyl, C[err]al koxy or
hydroxy; Xis OCHor N, Yis a single bond, 0, or CCG pis 0. 1 or 2; r
is 0, 1, 2or 3; mis 2, 3 or 4, n and g are independently 1 or 2.
Processes for preparing the conpounds, pharnaceutical conpositions
containing themand their use as nmedi canents for various CNS di sorders,

i ncludi ng deression and/or anxiety, are also disclosed.




