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1985, 82, 3940). On the other hand, NPY may play a role in cognitive function
regulation, e. g. memory (Flood J. F. et. al. Brain Res. 1987, 421, 280; Redrobe J. P.
et. Al. Brain Res. 1999, 848, 153), and be active in anxiety (Heilig M. et. al. Reg.
Peptides 1992, 41, 61) and depression (Heilig M. et. al. Eur. J. Pharmacol. 1988,
147, 465) processes.

NPY is also distributed in the peripheral system. Some studies suggest that it might
be involved in hypertensive (Michal M. C: et. al. J. Hypertens. 1995, 13, 153), and
analgesic (Gehlert D. R. Life Sci. 1994, 55, 551) processes, among others.

The endogenous proteins that constitute NPY-binding receptors have been widely
studied. Several have been cloned and expressed. At present, six different receptor
subtypes, named Y1 to Y6, are recognized (Hispkind P. A. et. al. Annu. Rep. Med.
Chem. 1996, 31, 1; Grunemar L. et. al. TIPS Reviews., 15, 1563). Each NPY receptor
subtype is generally associated to a different biological activity. For example, Y2



receptor is involved in the induction of convulsions in rats (Dunont Y. et.
al. Brit. J. Pharmacol. 2000 129, 1075). The nost recently identified
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Ltd)], N-aralkyl-2-tetralinamines [PCT Int. Appl. WO 0020376, 2000 (Ortho McNeil
Pharmaceutical Inc.)], several amides [PCT Int. Appl. WO 9835957, 1998 (Bayer
Corp.)], pyridine and pyrimidine derivatives [PCT Int. Appl. WO 9940091, 1999 (
Amgen Inc.)], carbazoles [PCT Int. Appl. WO 0107409, 2001 (Astra Zeneca AB.)},
and spiroisoquinolinones [PCT Int. Appl. WO 0113917, 2001 (Bristol-Myers Squibb
Co.)], have been prepared.

Benzoxazinone derivatives having biological activity related to NPY receptors are not
disclosed in the state of the art. The only background of benzoxazinone derivatives
with biological activity refer to P2X7-receptor antagonists, useful for the treatment of
inflammatory, immune or cardiovascular diseases [PCT Int. Appl. WO 01044213,
2001 (Astrazeneca AB)], to oxytocin receptor antagonists, useful in tocology [PCT Int.
Appl. WO 9725992, 1997 (Merck Co., Inc.)], to o 1c adrenergic receptor antagonists
[PCT Int. Appl. WO 9528397, 1955 (Merck Co., Inc.)], or to
pharnesilproteintransferase enzyme inhibitors [PCT Int. Appl. WO 9738665, 1997
(Merck Co., Inc.)].
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Said object was achieved by providing benzoxazinone-derived compounds of general
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cycloaliphatic radical, a cyano and a -COOR'” moiety,
A represents a bridge member ~CHR'8- or -CHR8-CH,-,

R'0 represents hydrogen, an unbranched or branched, saturated or unsaturated,
optionally at least mono-substituted aliphatic radical, a saturated or unsaturated,
optionally at least mono-substituted, optionally at least one heteroatom as ring
member containing cycloaliphatic radical or an optionally at least mono-substituted
aryl- or heteroaryl radical, which may be bonded via an optionally at least mono-
substituted alkylene group and/or may be condensed with an optionally at least
mono-substituted mono- or polycyclic ring-system,
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R'? represents hydrogen, an unbranched or branched, saturated or unsaturated,
optionally at least mono-substituted aliphatic radical, a saturated or unsaturated,
optionally at least mono-substituted, optionally at least one heteroatom as ring
member containing cycloaliphatic radical, which may be bonded via an optionally at
least mono-substituted alkylene group and/or may be condensed with an optionally at
least mono-substituted mono- or polycyclic ring-system, or an optionally at least
mono-substituted aryl- or heteroaryl radical, which may be bonded via an optionally
at least mono-substituted alkylene group and/or may be condensed with an optionally
at least mono-substituted mono- or polycyclic ring-system,
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R represents hydrogen, an unbranched or branched, saturated or unsaturated,
optionally at least mono-substituted aliphatic radical, a saturated or unsaturated,
optionally at least mono-substituted, optionally at least one heteroatom as ring
member containing cycloaliphatic radical or an optionally at least mono-substituted
aryl- or heteroaryl radical, which may be bonded via an optionally at least mono-
substituted alkylene group and/or may be condensed with an optionally at least
mono-substituted mono- or polycyclic ring-system,
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mono- or polycyclic ring-sytem are prefarably 5- or 6-membered.

If one or more of the residues R'-R'® represents an aliphatic radical, which is
substituted by one or more substituents, unless defined otherwise, each of these
substituents may preferably be selected from the group consisting of hydroxy,
halogen, branched or unbranched C,_4-alkoxy, branched or unbranched
C,4-perfluoroalkoxy, branched or unbranched C,4-perfluoroalkyl, amino, carboxy,
amido, cyano, nitro, -SO,NH,, -CO-C, 4-alkyl, -SO-C,4-alkyl, -SO,-C,4-alkyl,
-NH-SO,-C,4-alkyl , wherein the C;_4-alkyl may in each case be branched or
unbranched, an unsubstituted or at least mono-substituted phenyl or naphthyl radical
and an unsubstituted or at least mono-substituted furanyl-, thienyl-, pyrrolyl-,
imidazolyl-, pyrazolyl-, pyridinyl-, pyrimidinyl-, quinolinyl- and isoquinolinyl radical,



substituted by one or nore substituents, unless defined otherw se, each of
these substituents nay preferably be selected fromthe group consisting of
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met hoxyCyclohexyl, -CF3, -CO-CHjs, -CO-OCHj,, -NRARB wherein R?, RB are each
independently selected from the group consisting of H, a branched or unbranched
C4-alkyl-radical, -CH,-CH,-OH and phenyl, and an unsubstituted phenyl radical. If
any one of the above mentioned substitutents itself is at least mono-substituted, said
substituents may preferably be selected from the group consisting of F, Cl, methyl

and methoxy.

If one or more of the residues R'-R* and R'%-R"® comprises an alkylene group, which
is substituted by one or more substituents, unless defined otherwise, each of these
substituents may preferably be selected from the group consisting of hydroxy,
halogen, branched or unbranched C,_4-alkoxy, branched or unbranched
C,4-perfluoroalkoxy, branched or unbranched C,_-perfluoroalkyl, amino, carboxy,
amido, cyano, nitro, -SO,NH,, -CO-C,-alkyl, -SO-C,_4-alkyl, -SO,-C,_4-alkyl,
-NH-80,-C, 4-alkyl, wherein C,_4-alkyl may be branched or unbranched, an
unsubstituted or at least mono-substituted phenyl or naphthyl! radical and an



et hoxy, CF3 and unsubstituted phenyl. If any one of the above nentioned
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one of the above mentioned substitutents itself is at least mono-substituted, said
substituents may preferably be selected from the group consisting of F, Cl, methyl
and methoxy.

If one or more of the residues R'-R* and R'°-R"® represents or comprises an aryl
radical, which is substituted by one or more substituents, unless defined otherwise,
each of these substituents may preferably be selected from the group consisting of
hydroxy, halogen, branched or unbranched C_4-alkoxy, branched or unbranched
C,4-alkyl, branched or unbranched C,4-perfluoroalkoxy, unsubstituted or at least
mono-substituted phenoxy, unsubstituted or at least mono-substituted benzoyl,
cyclohexyl, branched or unbranched C,-perflucroalkyl, NR*RB wherein R, R® are
each independently selected from the groupv consisting of H, a branched or
unbranched C,4-alkyl-radical, -CH,-CH,-OH and phenyl, carboxy, amido, cyano,
-CH(OH)(phenyl), nitro, -SO,NH,, -CO-C,_4-alkyl, -CO-OC-alkyl, -SO-C,_4-alkyl, -
S0,-C4-alkyl, -NH-SO,-C, 4-alkyl, wherein C,4-alkyl may be branched or
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carboxy, am do, cyano, nitro, -CH(OH) (phenyl), -SO2NH2, -CO Cl-4-alkyl,
-CO OC1- 4-al kyl, SO Cl4-al kyl, SO2-C1-4-al kyl, -NH S02-Cl1-4-alkyl, wherein

CL4- al Kybna®y e o #7€ Rasid s Rwﬂf"ra'#ﬂquch“’%pk%‘é‘ﬁ§6# ééﬁ'ngﬂség aat |east
mono- substituted phenyl or naphthyl radical "and an unsubstituted or at

| east rhisteroany sadical, avhichuisssibstituted by opie-qr morer substityents, rnrdmdqfined
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F, d, c@n,smtmglbjlhydrtﬁiyhhblog@habmnchéﬂ b@&hbra@fdh@&}CMUﬂRUbﬁtbrén&r%H@f at
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substi t#‘; gpet gac';r;[ s%epenaer%y seeiectedrﬁ')nothseugt;)rsotulpt (l:Jotnes?stlnSgaéfq-i, a branched or
unbranched C,_4-alkyl-radical, -CH,-CH,-OH and phenyl, carboxy, amido, cyano,
nitro, -CH(OH)(phenyl), -SO,NH,, -CO-C, 4-alkyl, -CO-OC,_4-alkyl, SO-C,4-alkyl,
S0,-C44-alkyl, -NH-SO,-C, 4-alkyl, wherein C,_4-alkyl may be branched or
unbranched, an unsubstituted or at least mono-substituted phenyl or naphthyl radical
and an unsubstituted or at least mono-substituted furanyl-, thienyi-, pyrrolyl-,
imidazolyl-, pyrazolyl-, pyridinyl-, pyrimidinyl-, quinolinyl- and isoquinolinyl radical,
more preferably be selected from the group consisting of hydroxy, F, Cl, Br, methyl,
ethyl, cyano, methoxy, ethoxy, unsubstituted or at least mono-substituted benzoyl,
unsubstituted or at least mono-substituted phenoxy, cyclohexyl, CF3, -
CH(OH)(phenyl), -CO-CH,, -CO-OCH;, -NR”*R®B wherein R, R® are each
independently selected from the group consisting of H, a branched or unbranched
C,4-alkyl-radical, -CH,-CH,-OH and phenyl, and an unsubstituted phenyl radical. If
any one of the above mentioned substitutents itself is at least mono-substituted, said
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WO 03/ 084952 PCT/ EP03/ 03629 substituents may preferably be selected from
the group consisting of F, d, nethyl and nethoxy. If RLO and R' and/or
R15 and RY® Bos4ysa heterocyclic ring, which is substituteddnErosess2or nore
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If R' and R and/or R'® and R'® form a heterocyclic ring, which contains one or
more further heteroatoms as ring members, unless defined otherwise, each of these
heteroatoms may preferably be selected from the group consisting of N, O and S,
more preferably from the group consisting of N and O.

If one or more of the residues R'-R'® represents a cycloaliphatic radical, which
contains one or more heteroatoms as ring members, unless defined otherwise, each
of these heteroatoms may preferably be selected from the group consisting of N, O,
S and P, more preferably from the group consisting of N, O and S.

If one or more of the residues R'-R* and R'°-R"® represents or comprises an
heteroaryl radical, which contains one or more heteroatoms as ring members, unless
defined otherwise, each of these heteroatoms may preferably be selected from the
group consisting of N, O, S and P, more preferably from the group consisting of N, O
and S.
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Preferred conpounds of general fornula (I) are those, wherein R, R2, R3,
R4 are each independently selected fromthe group consisting of H F, d,
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PCT/ EPO3/ 03629
R® R’, R8, R® are each independently selected from the group consisting of
hydrogen, an unbranched or branched, saturated or unsaturated, optionally at least
mono-substituted C,_¢-aliphatic radical, a saturated or unsaturated, optionally at least
mono-substituted, optionally at least one heteroatom as ring member containing C;_5-
cycloaliphatic radical, a cyano and a COOR'” moiety,

A represents a bridge member —~CHR'é- or -CHR'8-CH,-,

R'® represents hydrogen, an unbranched or branched, saturated or unsaturated,
optionally at least mono-substituted C,_g-aliphatic radical, a saturated or unsaturated,
optionally at least mono-substituted, optionally at least one heteroatom as ring
member containing C;.g-cycloaliphatic radical or an optionally at least mono-
substituted, 5- or 6-membered aryl- or heteroaryl radical, which may be bonded via
an optionally at least mono-substituted C,_s-alkylene group and/or may be condensed

with an optionally at least mono-substituted mono- or polycyclic ring-system,
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R' represents an unbranched or branched, saturated or unsaturated,
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nono substituted 5- or 6-nenbered aryl- or heteroaryl radical, which may

be bon S e group
and/ orq:Sﬁl r¥%%s%g%sd€rﬁggg%ch¥ﬁ%;rp rgﬁeﬂgﬁﬁvﬁgé% Cfreas%ﬁ%%no sggé [ ed nono-
or pol yeastlmonm4subsMetm1 _paliptidticvadidal, 4 sgetdted onnuhbatub@teurodmmwatt rogen
atomforman optionally at |east nono-substituted, saturat ed unsat ur at ed

or ar or@ast d“°®° sybstgutachoptietallyatdeashrne keterqaigm FhiiRg MayberrataiAINg

I t R d th
o opt 1 rYSphall rdieat WPy /o itk SrEbinallpyt 138t fdfipe 1> Ct
R12 r erauénshtuted E,udfaﬂgéene groupnamdioc may b candensieddyithsan optiorallyaat least

st Sy St 8 S RS S S B, '

opt i onajuhétifted 828F GQﬁémbéPéH V\ﬁ-QfF‘ r?é?@ﬁo%'rﬁ'raalcaﬁ wHéH”'&aVQj@S‘énded via an
C38cyc|oallphat|c radi cal bonded via an optional ly at

| east raptionsly st least wneiswsatutqd &ae-ajkyia@e graypoandiey may bspeendanseédwi t h an

opt | onatityaR opiBaaly ANRRSCARG L Baftie Bong? br BRI b b o R 3L et s oar y1
r adi caIR1°vdndcm"rtageb@r mbmrtﬂedmdlgmgamtr@gén @r@hlfwmfanlm@hamyoaoteasbst i tuted

Cl_6-al kyl ene,  group. and/ or may be condensed with an opti onal | east
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via an rglgcsly fe) y at |east nono-substituted Cl_6-al kyl ene group and/ or may
be condensed with an 13 WD 03/ 084952 PCT/ EP03/ 03629 optionally at | east
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represents hydrogen, an unbranched or branched, saturated or unsaturated,

optionally at least mono-substituted C,_g-aliphatic radical, a saturated or unsaturated,
optionally at least mono-substituted, optionally at least one heteroatom containing as
ring member C, g-cycloaliphatic radical, which may be bonded via an optionally at
least mono-substituted C,_g-alkylene group and/or may be condensed with an
optionally at least mono-substituted mono- or polycyclic ring-system, or an optionally
at least mono-substituted, 5- or 6-membered aryl- or heteroaryl radical, which may be
bonded via an optionally at least mono-substituted C,_¢-alkylene group and/or may be
condensed with an optionally at least mono-substituted mono- or polycyclic ring-
system,

R'3 represents hydrogen, an unbranched or branched, saturated or unsaturated,
optionally at least mono-substituted C,_g-aliphatic radical, a saturated or unsaturated,
optionally at least mono-substituted, optionally at least one heteroatom as ring
member containing Cj g-cycloaliphatic radical, which may be bonded via an optionally
at least mono-substituted C,¢-alkylene group and/or may be condensed with an

13



at | east nono-substituted, 5- or 6-nenbered aryl- or heteroaryl radical,
whi ch may be bonded via an optionally at | east nono-substituted

Cl_6-al kyWe)rlB/og49smp and/ or may be condensed with an opti eaaliprp3/ate2d east
nono- sub t|t

_ y be con
by andibahel & ARh Benolsubatiadmanal oe BolRYdlisiMassvstai or §haptopglly
NDNO- S Hptddst Ertb-SdhstitalddP Babt 6-rhémberdd a@'I Sc#matéfbaﬁyl Padibals dhidHainay.be

optionally at |east nono-substituted, t'i onal é : | east one heteroat om

as ri ndongdedeata apmpiirnatyat I@asiamegz@m@rstl ted Cao eng gromp; ad/emmaydenonded
via an %th 084 Wthaén Bﬁgﬁfﬁaug‘%ﬂ??eastﬂ? d- %bﬁs?‘?ut@& n‘?%r?z% ‘i%f Lﬁ%;g;y%flé’HRga“d’ or may

be con&ense W th nono- su

pol ycy®ystem, ng- system or an optlonally at | east nono- substituted, 5- or
6- nenbered aryl- or heteroaryl radical, which my be bonded via an
optionally at |east nono-substituted Cl_6-al kyl ene group and/ or may be

d d t - | | i
COnSCL Y roplesBo bt BhbRIRHEN i brdRl, BaRaGHI Sl ek P Bty éﬁ{f '
consi stléast méndn-y_dbstgeted Ca@ahpﬂmtmmﬂmal @ satueatedt ed unsatucatededptionally at
R e e e e
opti onaty. eﬁcﬁﬂoél%&hc @@@icalew&aﬁ@mb@bdﬁdw ﬂsréh%ptman@bme@gt ond:

cycl oal i phatic radi cal %/4 be bonded via an optionally at | east
2]

nono- $ybstituted Qde@ikxbem QSﬂU@n%n pmaydeicandensed vdthcam aptierallyvatieastin

an opt 1o RYbs ARl mBRA 0 BOT by iy B . BE PR BRYENE S affndig: =™ '
het er oa;u]obtmm@tl Glar eMmedfnbéﬁad agl- bﬁﬂ@d’otary‘-l raditalp whichmialy \betbondatbvia
nono-substifuted Cl1 6-al kyl ene group_and/or nmay be condensed wth an

opt i ondN §Ptianally A ieast menq substituted Craalkylepe g[ﬁ%ﬂ‘@/é?@’iqr 3y bgcendersad or
R15 an%{?il%n to@ﬂ@ﬁﬁ'l at"l’bé?t @Bﬁo Qﬁggﬁh%iemo BOngolgagérb fétéﬁ‘lt urat ed,

unsat urate r ar |ng, whi ch may be
at | east nobno- substltuted and/or contain at | east one further heteroatom
rese unbr anched..or anche

oot o iR Al R sach drelGBeral AU Seidr e oatihe Gaua colesting gf hiiroosh:
Cl- 6- a'drpuh%r*aﬁchédib?BPancfl\\eﬂaéé'tﬁ?étég d?rungaﬁﬁéféﬂabﬁﬁbna"?@t'IéHbQ'ann@t | east

mono-substituted, optionally at |east one heteroatomas ring
03/ 084 gBpstituted-Baz/aligbatic r e samfatadmmg\sam_rateqfopbanaItheastrraqn@m or
an opt is%@liiu’fe&todtﬁ)ﬂghy 2P[83st one heteroatom as ring member containing C; g
cycloaliphatic radical, which may be bonded via an optionally at least mono-
substituted C,_¢-alkylene group and/or may be condensed with an optionally at least
mono-substituted mono- or polycyclic ring-system, or an optionally at least mono-
substituted, 5- or 6-membered aryl- or heteroaryl radical, which may be bonded via
an optionally at least mono-substituted C,_s-alkylene group and/or may be condensed

with an optionally at least mono-substituted mono- or polycyclic ring-system,

or R' and R'® together with the bridging nitrogen atom form a saturated, unsaturated
or aromatic, 5- or 6-membered heterocyclic ring, which may be at least mono-
substituted and/or contain at least one further heteroatom as a ring member,

R' represents hydrogen, an unbranched or branched, saturated or unsaturated,

optionally at least mono-substituted C,_¢-aliphatic radical, a saturated or unsaturated,
optionally at least mono-substituted, optionally at least one heteroatom as ring
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substituted, 5- or 6- nenbered aryl- or heteroaryl radical, which may be
bonded via an optionally at |east nono-substituted Cl1_6-al kyl ene group
and/ or mawobs/eeseiensed wth an optional I y at Ieast NoNO-PEUEHBN322d NDNO-

or polycyclic ri.n rese unbr hed or

br anc héﬂg t’ﬁf ﬁ?%?%%%ﬁ%&ﬁ@?g{]% PBﬁ "31 @g?swﬁggsubst i tuted
Cl1_6- algupBtuted, @@rmlmembém@r-%i h@lerﬁaﬁﬁ?é’dlééled/hlcmby%&ldn\de@twé east
nmono- subst i t ut ed, optionally at '| east one "heteroatomas ring nenber

cogt ai ramepticmally ey laashmanesubstituted Gale-alkylane gpeupandioy rrlbay b%ﬁ@'tr\]dﬁ?ﬂﬁﬁ?@b
bonaed tEén oRiofiinarTBRRhBfo 3Bbet Rl MERG: BB AT syliher e oY oup

and/ or may be condensed with an optionally at |east nono- substltut ed nono-
or poly rm of one . of th

| | f
st er eoi Fgﬁﬁﬁéésgb%@aé‘%n %!hﬁ'%'!aggg?g oblppa'lﬁ?‘ﬁgt satumted or uf‘ﬁ@’iufat?gc emat es or
in for rar@tmai Oi%ﬁbﬁé@m%o%ub‘sﬁﬁﬁéd % aﬁ)héﬁé radi¢fl! & %ﬁf?ﬁ?éﬁsor lﬂ{ssﬁﬁét%@'

enanti o | ast ereoners In a Xl ng rati O or ySI 0ogl cal | Yy
accept aiptionglly atleabemead;substitibéd,aiptionaliyeapleast o hetePaatoncas dngy preferred

ds _of wh R3,. R4 h
e perHenBEy cSupliRg 65 eryRloiaRai taicl Rt Bbtmlignall at 188t fonog; © 3¢
sat ur atsebstifated) G5 omeritirad diddor ﬁ@l’ek&ﬂ?ﬂ radici, WisieR imaPPe boHAEd iaut ed

Cl-3- aliphatic radical, a saturated, optionall y at | east npno-substituted,
opt i onaN gptianally a4 leas monesubsituterhGus-alkylgnewndin andier may beycendensiedos-

oro. Sl bpuAdh A atlingfe BYIORDARAE Y b BEbICBERIAA 55 ! o
- OC( =O)®1ibnaH)SIRJférmrtIf oriéR:thEE&@tmbsbmer@rmémrablyxerhatuomlrseot ed f rom the

group nsi stin cl opentyl,

cycl ohéﬁﬁter%"ﬁ '8, tWa’ﬁSeﬁ'l?&es WOHH@%'ﬁlHﬁeﬂfrﬂtrlﬂfﬁt&?G%g% R5-R18 and A
have ”h‘ier"é%%rﬁ&s%r‘é?&a? ¥fantRRheraR didstbibonfdlrd) MlarhRinftlq tHt8) b

stereoi soners, preferably enantioners or di astereone s, therr facemat es or
in for rphysfolczglmlbytmptﬂblatsalte#mreoﬁmreblvates sespectivelgner s, preferably
enantioners or diastereoners, in any mxing ratio, or physiologically
acceptabl e salts thereof, or solvates, respectively. Also particularly

prefer rwéhuanany@?@fe%d%refco n%ls offg@nwaa férula a»ﬁéﬂ&uﬁw REREFENts H or
a branched or unbranched Cl1_3-al radi cal, preferab CH3 or 15 WD
03/ 084 9e each/ingepyrstently selected from the group consnstmg of H CI Br, a

saturated, branched or unbranched, optionally at least mono-substituted C,_5-

aliphatic radical, a saturated, optionally at least mono-substituted, optionally at least

one heteroatom as ring member containing Cs- or Cg- cycloaliphatic radical, which

may be bonded via an optionally at least mono-substituted C,- or C,-alkylene group,

a nitro, cyano, -OR'2, -OC(=0)R", -SR'* and -NR'°R'¢ moiety, preferably be

selected from the group consisting of H, F, Cl, CH3;, CH,CH,3, CF;, CF,CF3,

cyclopentyl, cyclohexyl, nitro, cyano and -OR'2 and the remaining residues R5-R"8

and A have the meaning given above, optionally in form of one of their

stereoisomers, preferably enantiomers or diastereomers, their racemates or in form

of a mixture of at least two of its stereoisomers, preferably enantiomers or

diastereomers, in any mixing ratio, or physiologically acceptable salts thereof, or

solvates, respectively.

Also particularly preferred are compounds of general formula (1), wherein R®
represents H or a branched or unbranched C,_s-alkyl radical, preferably H, CH; or
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CH2CH3, and the remaining residues R6-R18 and A have the neaning given

above, optionally in formof one of their stereoisoners, preferably

enant i omew® mrsdisast ereoners, their racemates or in form @CTaEPIBRIAY e of at
st er eqi soner ably enantioners, or di aségfe)r eoners,

| f
oy R Hay, 4k thg e B A sig et RS P RndiA Bava LI mEaning gien ebpven:
sol vat ecﬁat.ohamrﬁpform%ﬂbne%ﬁﬁeﬁéﬁérbegb%éry pggrérssry%@hsmgempunds of

general for , Wherein R6 are-eac ependent | y
sel ect etﬂastetsmmer@ gweuufacemajesor mjorm ofia mixturerafrat deast twambitanched

Cl_3-al f er abl lected f
the or UFeolReEd, pitebl Sodioes andisifectids B Fufoind i@, Bfe O
remai ni piysiol@gicallyeacdaplalitd Gants therebh \of sbiVatese aedpittigelyen above, Opt ional l'y

in formof one of their stereoisomers, preferably enantiomers or
di astereoners, their racemates or in formof a mxture of at |east two of

Its st eAI§8 Baﬂi@ﬂ% A Ca%ﬁé&%#é/ c&%ﬁ@{:ﬁ@%{ gerﬁ{rﬁl A fﬂae{)f(\)fv%rém 8! @NReM Xi ng

ratio, S1 0 'y accept e sa ereo orvat és,
res pectR arteyeach lﬂdependemtly saelé(ytemfmfnetheeg'oaup&mmmgnﬂﬂ cf b@anbe@brf ormul a

i ool RERHRCHSELC! s BT FAdicalr & Syate anie CRUR Ao RO RATOTIRY REBRI gi ven
above, ﬁ%ﬂﬁ'tﬁé‘gl'ddb béhglﬁ'idryeﬁ Hoéﬁigl rHt({?F’I bndLERMNR )‘? any tﬁE%ﬁQan

enantioners o d| astereo 2emated or in orm of a m Xt u?e of
at | eadesidwes ®'%R'8 apde bevedmm,anmgegleemlabgave coptionabyrir formrof one of

her cortebPaapbRree, MelorBy Gharfomire Br listerdlinify phof ebmalpsdrd ' °

conpourfdémef aganaire! offatnéaatawbldf 1ts\&fb?é6isﬂrﬂ%1=§ préferéslwﬁaemoﬁfe@m he group
consi sting of an unsubstituted phenyl radical, a phenyl radical optionally

at | easdiasigrRommessin any eixingratio, asphaysivingically aosentabie salts theseady pr r adi cal |

a brancg}ﬁja EE {i\ d Cl4-al koxy-radical, a branched or unbranched
Cl- 4- pe uor'oal kyT-radi cal, a branched or unbranched

Cl14- perf | uor oal koxy radical, F, d, Br, cyclohexyl, phenyl phenoxy,
phenyl t ben OrY %{ano C(=0 C1_2- a kyl , - —O oC1 aI kyl . -carboxy,
-CH( m&'ﬁﬂ@ﬁmua WNRLE Be%é‘? EPMPRIANdS0f Qﬁfteféb@ﬁmul% bb‘é’?ﬁ!@'ﬁtﬁy sel ect ed

CL 4 ol ChreEnts o3 3% Bianthed o AR G TR 8k e, nd ey ot | 16 wo
03/ 084%mahmm FesiduesRIS-R'™ and A have the meaning given above optlonally in form
of one of their stereoisomers, preferably enantiomers or diastereomers, their
racemates or in form of a mixture of at least two of its stereoisomers, preferably
enantiomers or diastereomers, in any mixing ratio, or physiologically acceptable salts
thereof, or solvates, respectively.

Also particularly preferred are compounds of general formula (1), wherein R is
selected from the group consisting of an unsubstituted phenyl radical, a phenyl
radical optionally at least mono-substituted with a branched or unbranched C,_4-alkyl-
radical, a branched or unbranched C,_4-alkoxy-radical, a branched or unbranched
C,4-perfluoroalkyl-radical, a branched or unbranched C,4-perfluoroalkoxy-radical, F,
Cl, Br, cyclohexyl, phenyl, phenoxy, phenylthio, benzoyl, cyano, -C(=0)C,-alkyl, -
C(=0)0C,.,-alkyl, -carboxy, -CH(OH)(phenyl), -NR*RB wherein R*, RB are each
independently selected from the group consisting of H, a branched or unbranched
C,4-alkyl-radical, -CH,-CH,-OH and an unsubstituted phenyl radical,
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an unsubstituted thiazole radical, a group of general formula (A (CH2)n |
XY (A, whereinnis 1 or 2, Xrepresents CHor N, Y represents CH2, O,
N-Rc, CHwWHdwns6x0), Rc is H or a branched or unbranched pCI/Erabksoko

radi cal . ormul ), N (B) a group of formula (C, cxi> 17
WO 03/ ﬂhﬁ@%ﬁ@@?%%ﬁ&% a group of general formula (D), N\ R S
(D) wherein RDis Hor a branched or unbranched Cl4-al kyl radical and a

group of general formula (E(), REWI I Z (E) wherein RE represents H, a
br anc hed9Bun pfigenecaldarmaula-@A) kyl radical or a branched or

/I(CHz)n
< L

Y

(A),
wherein
nis1or2,
X represents CH or N,
Y represents CH,, O, N-R€, CH-OH or C(=0),
RCis H or a branched or unbranched C,4-alkyl radical,

a group of formula (B),

(B)

a group of formula (C),
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unbranched Cl14-al koxy radical, Wrepresents a bond between the two aromatic
rings, CH2, CHOH or C(=0, Z represents CH2, 0, S, CHOH C(=O or NRF
where RF wepBes#sts H or a branched or unbranched Cl4- al lpgir/rpasinssad , and
the remaining residues R12-R18 and A have the neani ng gi ven above,
optionally in formof one of their st oi soners, preferably enantioners
or diastereoners, their racemates or in formof a mxture of at |east two
of its stereoisoners, preferably enantionmers or diastereoners, in any

m xi ng ratio, or physiologically acceptable salts thereof, or solvates,
respect, 9 PCT/ EPO3/ 03629 Also particularly preferred
are coﬁ%éﬁ% s°€§%@§%#3§Q8§¢Uiﬁn|a (1), wherein RIO and R' together with the
bridging nitrogen atomform a saturated, 6-nmenbered heterocyclic ring,
which is at |east nono-substituted hyl radi cal and/or condensed

with an unsubstituted or at |eas ubsm§tuted phenyl - or
cycl ohexyl -radi cal, said phenyl-lor cyg| ohe RPcal preferably being at
, d the remaining residues

| east nono-substituted with F an
R12- R18 and A have the neaning give ove,"Soptionally in formof one of

their stereoisoners, preferably enantioners or diastereoners, their
racemates or in formof a m xture of &é | east two of its stereoisoners,
preferably enantioners or diastereone ) in any mxing ratio, or

physi ol ogi cal |y acceptable salts thereof, or solvates, respectively. Al so
particularly preferred are conpounds of general fornmula (1), wherein R12
r epr esedbere) Ra i ar-a brancheddramibranchedcC phabkyl radigéil cal or a phenyl

radi cal %f r %a ﬁ;%i C@S or a phenyl radical, and the remaining
resi dueasn% r&iggtlﬁ%in l‘] / uﬁ‘n ’meani ng given above, optionally in form of
one of their stereoisonmers, preferably enantioners or diastereoners, their
racemates or in formof a mxture of at least two of its stereoisoners,

preferably enantiomers or diagtereoners, in any mixing ratio, or
physi ol ogi cal | y acceptabl e SB|I;S/ at es, respectively. Al so

particularly preferred are co S ~Nagmula (1), wherein R13
represents H, a Cl-4-al kyl radical, jgycl ohejlyl 4 phenyl radical,
preferably H CH3, C2H5 or phenyl,
A have the nmeaning given abovaxaopti vral Ly
stereoi somers, preferably enantiofrers orZ di ast
in formof a mxture of at least two of its

(E)

of one of their
2reoners, their racemates or

wherein

RE represents H, a branched or unbranched C,_4-alkyl radical or a branched or
unbranched C,4-alkoxy radical,

W represents a bond between the two aromatic rings, CH,, CH-OH or C(=0),

Z represents CH,, O, S, CH-OH, C(=0) or N-RF where R represents H or a
branched or unbranched C,_-alkyl-radical, and the remaining residues R'?-R' and A
have the meaning given above, optionally in form of one of their sterecisomers,
preferably enantiomers or diastereomers, their racemates or in form of a mixture of at
least two of its stereoisomers, preferably enantiomers or diastereomers, in any
mixing ratio, or physiologically acceptable salts thereof, or solvates, respectively.
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stereoi soners, preferably enantionmers or diastereoners, in any m xing
rati o, or physiologically acceptable salts thereof, or solvates,

respecti veioyw3/oddssp particularly preferred are compounds ofpcgerres/ate2é or mul a
(I'), wherein R14 represents H, a Cl-4-alkyl radical, cyclohexyl or a
phenyl radical, preferably H CH3, C2H5 or phenyl, and the renaining

resi dues R15-R18 and A have the neani ng given above, optionally in form of
one of their stereoisoners, preferably enantionmers or diastereoners, their
r acenmatAdeo partichlarlyrprefarred aﬁemmréow’dea@f ganesel forpular(l), whetgin )’ e8dd3% 952

PCT/ EPQS, 4}&?19?\?/“%% Bﬂhgﬁﬁu Wa%@f&% eQimBr mbeqé@ﬁlaférsgﬁ&s in

any m Xi g| ca y accepta e sa thereo
sol vat eihg, whigheistat Vedst madc sulpstitttedwithy & yngthglf radicatland/er congensatswith

e e habafd B or Bl ot eSS BT S
phenyl p’h@ﬂgp%hcyabﬁ&wﬁahaéaf5%&?@@.9% %%?an ik Béftltdfe Witk F SAtor and

phenyl , emal ni ng resi due ave t e neani ng given
above, CMDHb,cfmd the nemafnmngweﬂdues: RI?-R'hand Ashmreathesmeanmg gweﬁ abavg,y
enanti g

R fd| as er eoner Fr{??elr racena f: @ ﬁo mof a m xture of
at | eaP 'PU\B Yol fofra of angy %'B coISpMef% BIEa X&H?P PLs Bf

di ast erdrastBfedmers, el ratéimated Gt indorrA'of alfikaire!cTGt fedlst ivaee et abl e sal ts
t hereof, or solvates, respectively. Al so particularly preferred are

conpouriierepisomare, preferabiy gnantiomersios digsterromers dpasydnixingatia, o1 - 4- al ky|

pheny PrYRERG AceBhidbi® BaRY Indh @6 B saBleR: RbBelYM.mani ng given above,

optionally in formof one of their stereoisoners, preferably enantlorrers or

di astereoners, their racemates or in formof a m xture of at gast two of
its st pRE prsfeémar@ GorapeyRdopfgenasal ferraglaé.')emmr%'nﬁn any ni xi ng

ratio, reeresemssﬁom Ikgyrlaafe%ﬂae,twqe%gya%.éél%rr% he Sra%ﬁédageral bly

respecti Al'so arl are conpoun ormul a
(1), \Mtd;r@lrlg Gty orraaphemdmamcal aad@he fermblnyng resiues| RBRE @@Ayiaveaue cal ,
t he remai resi.due A has, t ni ng

f bl
G ven dBevn0 ganoAinVR, SpHonsliiRdpm GEORG ! AT stelRaisBe S, PESTETaLY of or ably

enant | gfhsoflers bPalRIaebRcss, thEiP racdrSRERIr®S fét of A niiure 6f afleBbiwy € of
at least two of its stereoi SONers, preferably enantioners or

di ast eradeterecisomers, preferablyrenantiomers ongiasteregmess. in anyospingiatiosar t s

ther eOfphygfologically acceptable salts thereof, or solvates, respectively.

Also particularly preferred are compounds of general formula (1), wherein R'3
represents H, a C;-4-alkyl radical, cyclohexyl or a phenyl radical, preferably H, CHs,
C,Hs or phenyl, and the remaining residues R'*-R'® and A have the meaning given
above, optionally in form of one of their sterecisomers, preferably enantiomers or
diastereomers, their racemates or in form of a mixture of at least two of its
stereoisomers, preferably enantiomers or diastereomers, in any mixing ratio, or

physiologically acceptable salts thereof, or solvates, respectively.

Also particularly preferred are compounds of general formula (1), wherein R
represents H, a C4-4-alkyl radical, cyclohexyl or a phenyl radical, preferably H, CH,,
C,Hs or phenyl, and the remaining residues R'5-R'® and A have the meaning given
above, optionally in form of one of their stereoisomers, preferably enantiomers or
diastereomers, their racemates or in form of a mixture of at least two of its
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sol vates, respectively. Mire particularly preferred are conpounds of
general fornmula (I), wherein at least two of the residues R, R2, R3, R4,
pr ef er abl woR3/0s4yd2 R3, do not repr esent hydrogen, and the Pcermndnveaszsi romthe

e notyepBoriRisdoREaaly SartRolith of ARG EAMARY 2T nEa 0. oF, onal 1
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its 20 AD panwmwgnrp@n@:w/mwnc&@fmﬂeg@lrf@rrguladﬂ)emea@nﬁ r?é'ﬁtﬁzo%rrer s
or di a?atrg 3§8H‘?ﬁ<§e£én’aeﬁﬂg sg?e)éké}pfr{.:)ﬁ\tth%tgrréup g&ﬂ%@ﬂuﬁd&ﬂﬁ-ﬁQ'dg@gg@%ﬂ:@l e salts

t hereo sol'v Spective pre are

conpoungelobbxgearel alphienylrruuma( Ip)refendilﬁy éiom e gmuﬁlﬁnscstmgﬁﬂfﬁ-l Gig Ghiy
e nmeani iven, above,

o onnshany. it e remeang resinves et e BT and A hive: BeeanBaaNS e & or
i st 08 Sotc Al in IAFPORORS oPhoi MRS, o idbly Balorhdt 1Yo of

its stereol soners, p enanti omers or di astereoners, in any mixing
ratio, diasterdoysers| tb'@lrcrabemaaer.,erpmafbrm osﬁal mixtureef ablgasb twa of itat es,
respectjvel enzoxazi n- deri ved conmpounds

d
P SOl LIl aitardiomert o1 diastTHORIS N AT A By o)

-yl d 2
2L T s et ot st oo (2

-N-(9-o0x0-9H-fl uoren-3- yl)-acetamde), [3]

%4 5%'96(@& P"ﬁé’z‘ﬁ’%gér re éﬂﬁb&frﬁ&%f)ge%qgﬁo%ﬂralayWhe’}bﬁqﬁxo OH-fluore
4- beep:asbnmldnaIO1-42a|k9Fr(aarcaxo:yéldhmwzm[aibhénﬁmﬁeai prefferdbly pii, @, di n- 1-y

(

E acm de&h@&W{/laﬁdﬂhFde@@’B&%fﬂﬁlﬂmB& #nq A havedhsimeaning gjveR peri di n- 1
|
[]4 (oo 4%@@“?%6& @?( gg ﬁ]nelrlste e)msomers areferfb )X Tn?\pt%Oénergoqr& 67 8-
t
-[
|

ZZFEI VL

y

etr ah|diasieremtnensatfmrerazema)esaoeinafmrd®f Ia;ndmb.arlelojrat ttEast ftwd of its

f |(\j_2 %ﬁ%@%? 6@&&%&;&@5’4%‘%%&31or-d¥as)te|peo ers |n any mixing ratio, or
physiologically acceptable salts thereof, or solvates, respectively.

INF"NI

y

Also particularly preferred are compounds of general formula (1), wherein R*8
represents H, a C4-4-alkyl radical or a phenyl radical, preferably H, CH3 or phenyl,
and the remaining residue A has the meaning given above, optionally in form of one
of their stereoisomers, preferably enantiomers or diastereomers, their racemates or
in form of a mixture of at least two of its stereoisomers, preferably enantiomers or
diastereomers, in any mixing ratio, or physiologically acceptable salts thereof, or
solvates, respectively.

More particularly preferred are compounds of general formula (1), wherein at least
two of the residues R', R?, R?, R*, preferably R? and R3, do not represent hydrogen,
and the residues from the group R', R%, R? and R* that do not represent hydrogen as
well as the remaining residues R®-R'® and A have the meaning given above,
optionally in form of one of their stereocisomers, preferably enantiomers or
diastereomers, their racemates or in form of a mixture of at least two of its
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yl)-acetam de hydrochl oride, 21 WO 03/ 084952 PCT/ EP03/ 03629 [ 8]
N-(3- benzoyl - phenyl ) - 2- [ 4- (2- oxo0- 4H benzo[ d] [ 1, 3] oxazin-1 -yl )-piperidin-1
-yl ]- acewamsde49sydr ochl oride, [9] 2-[4-(2-o0x0-4H benzo[ d]Fch/Posnzz9 n- 1

21 {Sieb et BISterpDY S ionTiie Br s diaofiaih dfhy mixig rtio, or
-yI]- M si@lﬁ@d:é! méptdt)le saR€ tirb o oh seNaty), %sp&twélg«ll
N- I ndan- 5-yl -2-[ 4- (2- oxo- 4H benzo[ d] [1, 3] oxazin-1-yl)-piperidin-l-yl]-

acet am de hydrochl oride, [12]

0 \or o derfibiang Bleteifa hrd chifrioufial 5T BERRRITARTIAR (A Witerdi i34 BH, Y1) -

N- (4- CyriCyhigxahd fHeershainthd res{dies R\-RHahd RORH 4rid A]hawezhe niearing piveer i di n-
1- yl]- acetam de hydr ochl ride
1-{1- [;ebpge4o qnayyén af ere pf]th@rys;tsategajz~*f5:55’eer‘§»E H;ﬁf?r@bb@enantnomers or

d d 15
1 e b g g 19
-yl ] - N-stereoisonsais f preferablydenantionserp los ajdstereersars de awdnomg atioder [ 16]

2- g4 )(“2% O)élr%bcfﬂH &nrﬂ?‘if%%?é%ﬁ?gﬁrﬁ% ohéllvgleoerrésdde%tl\}elyl] N (9- oxo-9H-fl uore

n-
N-(9- Et hyl - 9H- car bazol - 3- yI) 2 [ 4- (2- oxo-4H benzo[ d] [ 1, 3] oxazi n-1-yl) -

pi peridin-1-yi]-acetam de,

N- (9- EtMgst- meﬁefadoar@dheéowmgI{engzam&emme@@ﬁmqumpi ofpereral fomuja) -

pi peri c{|)n 1-yl]-acetam de hydrochl oride, 22 WO 03/084952 PCT/ EP03/ 03629

[ 19]

2-[ 4- (6-net hyl - 2- oxo- 4H-benzo[ d] [ 1, 3] oxazi n-1-yl)-pi peridin-1-yl]-N(9-0xo0-
9H fl uoren-3-yl)-aceta m 20] .

o 1 ( dffet BB SR Sorelal B loraBoahmiparidiny -y Def-axar S 4greRe2ro- oxo-
OH fI uoren-g&yée)t kg am de hydrochl oride, [21]

N ( 9- Et hyl - car%azo -3-yl)-2-[4-(6-nethyl - 2- oxo- 4H benzo[ d] [ |

, 3] oxazin- 1-

[2] 2-[4-(2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl}-N-(9-ox0-9H-fluoren-3-
yl)-acetamide),

[38] 2-[4-(2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(9-oxo-9H-fluoren-3-
yl)-acetamide hydrochloride,

[4]  N-(4-benzoyl-phenyl)-2-[4-(2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-
acetamide,

[6] N-(4-benzoyl-phenyl)-2-[4-(2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-
acetamide hydrochloride,

[6] 2-[4-(2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(5-0x0-5,6,7,8-
tetrahidro-naphthalene-2-yl)-acetamide hydrochloride,

[7]  2-[4-(2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl}-N-(9-oxo-9H-fluoren-4-
yl)-acetamide hydrochloride,
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yl)-piperidin-1-yl]-acetam de hydrochl oride, [22]
N- (4- Cycl ohexyl - phenyl ) - 2-[ 4- (6- met hyl - 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n-1-yl ) -
pi peri di nwbtym}umet am de, [23] PCT/EP03/03629

N (& Ofe] onSetLs BREON. hdif i e et s asel (b b RRE A Y1)
N- (4- benzoylgcethide) hydirbdhlbfideret hyl - 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n-1-yl) -
pi peridin-1-yl]- acetam de hydrochl oride, [25]

N (9- Met hyI 9H- car bazol - 3-yl ) -2-[ 4- (2- oxo0- 4H benzo[ d] [ 1, 3] oxazi n-1-yl ) -

i peri :
N (5, 10051 oZHs ORI IR iBaridin. Y- qgrindan-5-y)-
benzo[ d] [ 1, &]cetamde- 1 yl)-pi peridin-1-yl]-acetam de hydrochl ori de, [27]
N-[ 4- (Et hyl - phenyl - ani no) - phenyl ] - 2- [ 4- (2- oxo- 4H benzo[ d] [

3] oxazin-1-yl)- piperidin-1-yl]-acetam de hydrochl ori de, [28]

2-[4- (g1t - haesH ¢ il4 .
-yl ] - I\ﬁ[dszerrl?%q!rﬁ1 ﬁ%aﬁgﬁﬁ am %ﬁh g%iy T@cﬂ?é’ndlﬁeﬂ ¥||§/) @C?ﬂ or |d;?n > y29]
2- [ 4- ( 2- oxo-atetarsidediydirpahlatide,azi n- 1- yl ) - pi peri di n- 1-yl ] - N-[ 4- phenoxy- pheny
| )- acetam de hydrochl oride, 23 WO 03/084952 PCT/ EP03/ 03629 [ 30]

[4- (I sopropyl - phenyl - am no) - phenyl ] - 2- [ 4- (2- oxo- 4H benzo[ d] [ 1, 3] oxazi n- 1-
yl) - pi ge1) diNuridan-b-ao - dserzod)[1, Slexakir H-yl)-pi er|d|n 1-yl
3-[4- (g &o 4H benzo[de[Fi(lz]é] oxazi n- td]g %]Pperl di %)fp y] - 0x0-9H-fl uore
n-3- yl) - pr @setamml gehlotde.or | de [ 32]

2-[ 4- (6-Chl or o- 2- oxo- 4H-benzo[d][1 3] oxazin-1-yl)-piperidin-1-yl]-N(9-ethy
| - 9H car bazol - 3-yl ) -acet am de hydrochl ori de, [33]

N- (4- Ot 2y owwmeiy-hfbe(nzomrana&ilper[u([zdiwmwnaa[d]ﬂJs]oxéz)mnl Peridin-1

-yl']- acetam de, hydrochl ori de

2-[ 4- (6-Chl &'Rﬁ’ﬂ'é}i‘oﬂct lS{ed{)[dI ehlghid®hn-1 -yl )-piperidin-1

-yl ]-N-(4-chl oro- phenyl)-acetam de hydrochl ori de, [35]

2-[ 4- (8- Met hyl - 2- oxo- 4H-benzo[ d] [ 1, 3] oxazi n-1-yl)-pi peridin-1-yl]-N(9-0x0-
OH 1 J88n-N{(4-Qyclatenyhpbienyi)2H{4¢2oxoi4te-beh26[d][1,3]oxazin-1-yl)- plperidin-1-

SHH (6-Chl OI] acet%)ér%délﬁl_y (raocﬁcgr%]e[ 1, 3] oxazin-1-yl)-piperidin-1-yl]-N(9-0xo0

[14] 1-{1-[2-(3,4-Dihidro-2H-quinolin-1-yl)-2-oxo-ethyl]piperidin-4-yl}-1,4-dihydro-
benzo[d][1,3]oxazin-2-one hydrochloride,

[15] 2-[4-(2-ox0-4H-benzo[d][1,3]Joxazin-1-yi)-piperidin-1-yl]-N-(9-ox0-9H-fluoren-3-
yl)-2-phenyl-acetamide hydrochloride,

[16] 2-[4-(2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(9-oxo0-9H-fluoren-3-
yl)-propionamide hydrochloride,

[17] N-(9-Ethyl-9H-carbazol-3-yl)-2-[4-(2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yl]-acetamide,

[18] N-(9-Ethyl-9H-carbazol-3-yl)-2-[4-(2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yl]-acetamide hydrochloride,
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fluoren-3-yl)-acetam de hydrochl oride, [37]
N-(9 Hydr oxy- 9H f [ uor en- 3-yl ) - 2-[ 4- (8- net hyl - 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n-1
I )- pi pwoi 3ios49%2 yl | - acet am de hydrochl ori de, [38] PCT/EP03/03629

r| Hy[(iéﬁ 3@ étl_@f m@gﬁ?ﬁ%bﬁ??ﬁ%@% ?E}%]agﬁ Pzp%grul% 13}Ifﬁa(79|-oxo 9%' )-pipe
2- [4 (6-Chl qrugrg}rg -AestBpide[ d] [ 1, 3] oxazi n-1-yl) - pi peridin-1-yl]-N(9-hydr
oxy- 9H fluoren-3-yl)-acetam de hydrochl oride, [40]

N ( 9- Et hyl - 9H car bazol - 3-yl ) - 2-[ 4- ( 8- net hyl - 2- oxo- 4H benzo[ d] [ |

B e T L e s

-yl)-pi pe riudrén-8-yl)lacethinide bydiochfdrider onet hyl - phenyl ) - acet ami de
hydr ochl ori de, [42]
2-[ 4- (8- Met hyl - 2- ox0- 4H-benzo[ d] [ 1, 3] oxazi n-1-yl)-pi peridi n-1-yl]-Nphenyl -

aceta

2-[ 4- (JQ?LO 4I—€Elﬂl'rg§[mﬁ£ él o-galzf% [‘1( In)]eth}llpze-rolx -|4r|1-| ?Qﬁ[dm (31% r}-I‘lhor onet h
yl - phenyl) W)empanldldd-w%cetdmldelhwroc{maﬂde

2-[4-(6-Cnhl oro-2-oxo-4Hbenzo[d] [1, 3] oxazin-1 -yl)-piperidin-1

-yl ] - N-phenyl - acetam de hydrochl oride, [45]

2-[4- Mobreik Bﬁ\éﬁ!ﬂ J 4-
tr |[ fl t(Jorz?mst hyl-ity:;nyl -acet aimglc;‘{é (ﬁiﬂé%gﬂ@?‘%ﬁ beﬁtdi{%ﬁ[ﬂ @]6‘xa1zer|11ylﬂ\“(

2- [ 4- ( 2- oxo-Piper] oyltacatag)idgazi n- 1- yl ) - pi peri di n 1 yl ] - N-phenyl - acet ami de
hydr ochl ori de, [47]
N-(4- Chl oro- phenyl ) - 2-[ 4- (8- Met hyl - 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n-1-yl)-

i peri dea} 14 RihexyFh 6métayl-2-4%b-4H-benzo[d xazin-1-yl
Rl-(p4 Qc/{an}o pNhJ((a%\% 2- £_4 QZ%L%H(benzo d?[ 1b ]ogam n[- F’;?]O-apl perl)dl n-1-yl]
- acet ani de RigRIidR+Irl-peetanidehydrochloride,
N- (4- Cyano- phenyl ) - 2-[ 4- ( 8- net hyl - 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n-1-yl) -
pi peridin-1-yl]-acetam de hydrochl oride, [50]
2 [4- ( 426! N-¢4-benzoylghamyD{41G-InhghBioxodk-banzoldf heodizin-1-y1)-

-yl ]-N-(4- cyano cet chl oride, [51]
N- (4- Acet hy|P'lb€H ﬁ%%?? @x‘@lcﬁﬂf% [d][1 3l oxazin-1 -yl)-piperidin-1
-yl]-
[25] N-(9-Methyl-9H-carbazol-3-yl)-2-[4-(2-0x0-4H-benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yl]-acetamide hydrochloride,

[26] N-(9,10-Dioxo-9,10-dihydro-anthracene-2-yl)-2-[4-(2-oxo-4H-
benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-acetamide hydrochloride,

[27]  N-[4-(Ethyl-phenyl-amino)-phenyi]-2-[4-(2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yl]-acetamide hydrochloride,

[28] 2-[4-(6-Methyl-2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-[4-methyl-
phenyl-amino)-phenyl]-acetamide hydrochloride,

[29] 2-[4-(2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl}-N-[4-phenoxy-phenyl)-
acetamide hydrochloride,
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acet am de hydrochl oride, 25 WO 03/084952 PCT/ EP03/ 03629 [52]
2-[4-(8-Methyl -2-oxo-4H benzo[d][| , 3] oxazin-1-yl)-piperidin-1-yl]-N(4
phenoxy- pwenglop49az et am de hydrochl ori de, [53] PCT/EP03/03629

oi per | 4L LN TEberoRS ey sronl Bheadl 24 556 Dehzol foxant )
N- (4- Acet hy lyt)pbigandih-12yll-dcetmile ydrachioriie? H- benzo[ d] [ 1, 3] oxazi n-1-yl) -
pi peridin-1-yl]-acetam de hydrochl'oride, [55]

2-[4-(6-Chl oro-2-oxo-4Hbenzo[d] [1, 3] oxazin-1 -yl)-piperidin-1 -yl]-N(4-

R (- Dy P ZROR A BB IORE T e by O srassHorerydy

pi peri di n- 1yy)gropickiaanidd dytpsbhiordegr i de, [ 57]
N- (4- Benzoyl - phenyl) - 2- [ 4- (6- chl or 0- 2- oxo-4H-benzo[d][| , 3] oxazin-1-yl)-
pi peridin-1-yl]-acetam de hydrochl oride, [58]

N-(2- Cg 9f 020 (@ld:hr&b%%&-ztﬁéwo{&n%ﬁxéﬂnbﬁ%%H&rﬁcﬁn 3LaxREQPethy ! ) -

pi peri din-1-yl]-acetam de

2- [ 4- ( 6- Met 19H-earbazol-3tyl eacetamitld Aydpoklarde; 1 -yl ) -piperidin-1 -yl ]-N(2-
trifluoronethyl-phenyl)-acetam de, [60]

2-[4-(6- Met hyl - 2- oxo-4H benzo[d] [ 1, 3] oxazi n-1-yl)-pi peridin-1-yl]-N phenyl -

acet amdg} [NtlM4-Chioro-phen 1242- -4Hb d)f1,3 -1-yl din-1-yl]-
N- (4 Qjc?}ohexﬁ orospheny-Z i4-{2-ox0 hy| RS RIS el e L APV

pi peri di n- 13,673}3?&!6& r@l@ﬂﬂWﬁ.ochl or| de, [62]
2-[4-(6-Chl or o- 2- oxo-4H benzo[d] [ 1, 3] oxazin-1-yl)-piperidin-1-yl]-N(4-
cycl ohexyl - phenyl ) - acet am de hydrochl ori de, 26 WD 03/ 084952 PCT/ EP03/ 03629
[63] [34] 2-[4-(6- Chloro-2-oxo-4H benzo[d]y ,3]Joxazin- 1-y|32 piperidin-1-yl]-N-(4-chloro-
N- (2- Benzoyl - phenyl) 2-[4- (2-0x0-4H benzo[d] [ 1, 3] oxazi n-1-yl)-piperidin-1-y
11- acet am dPoeRyhasetamidedaydroehiprid
N- ( 2- Benzoyl - phenyl ) - 2-[ 4- ( 8- net hyl - 2 0x0-4H benzo[ d] [ 1, 3] oxazi n-1-yl) -
pi peridin-1-yl]-acetam de hydrochloride, 9
[35] 2-[4-(8-Methyl-2-0x0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]}-N-(9-oxo-9H-

fluoren-3-yl)-acetamide hydrochloride,

[36] 2-[4-(6-Chloro-2-oxo-4H-benzo[d][1,3]Joxazin-1-yl)-piperidin-1-yl]-N-(9-oxo-9H-
fluoren-3-yl)-acetamide hydrochloride,

[37] N-(9-Hydroxy-9H-fluoren-3-yl)-2-[4-(8-methyl-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yl]-acetamide hydrochloride,

[38] N-(9-Hydroxy-9H-fluoren-2-yl)-2-[4-(2-oxo-4H-benzo[d][1,3]Joxazin-1-yl)-piperidin-
1-yl}-acetamide hydrochloride,

[39] 2-[4-(6-Chloro-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(9-hydroxy-
9H-fluoren-3-yl)-acetamide hydrochloride,

[40] N-(9-Ethyl-O9H-carbazol-3-yl)-2-[4-(8-methyl-2-ox0-4H-benzo[d][1,3]oxazin-1-
yl)-piperidin-1-yl]-acetamide hydrochloride,
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[ 65] N-(2-Benzoyl -phenyl)-2-[4-(6-chl oro-2-o0xo0-4H benzo[d] [
, 3] oxazin-1-yl)- piperidin-1-yl]-acetam de hydrochl oride, [66]
N- (2- Benzeyl o3phenyl ) - 2- [4 (6-met hyl - 2- oxo- 4H benzo[d] [ , PlonErdm3c29 yl ) -

D P BT A R S B anzolalr, 3lexaziny-yh-pisrisinay kN4 1 - (4.

phenoxy- phemyfijoraffet Hcetdhide! ¢Hidrde,
N-(4- Acet hyl - phoernyl )WZFP([ﬁgn?% nmet hyl - ZM?;% 4H— benzo[d][l , 3] oxazin-1-yl)-

pi peri din-1- yI ]- acet am de hydrochl ori de,

N (9- Ftaspxs B ARD: Sl OCqu‘b;gcﬁlffd%?(F%‘P?l%‘?;{éjrldl&n?\}l?iﬁaﬁﬁé}iy’r' y1)-

2-[4-(6-Chl @C@ta?mdéd‘ry@i‘bctmdmdéd][l 3] oxazin-1-yl)-piperidin-1-yl]-N(9-o0xo-
9H fluoren-2-yl)-acetam de hydrochl oride, [71]
2-[ 4- (6- Met hyl - 2- oxo- 4H-benzo[d][1 3]oxazin-1 -yl)-piperidin-1

-yl o] 9 I -

2! (SRt gl G- S 4 PR eI SRASLAC D AR TR iSlomot, 0. oxo-
9H fl uor en-pbeylyb)-%:etamldedwdlnqmmomm oride, [73]

2-[ 4- (6-Chl or o- 2- 0x0- 4H-benzo[ d] [ 1, 3] oxazi n-1-yl ) -pi peridin-1-yl]-N-(9-hydr
oxy- 9H-fluoren-2-yl)-acetam de hydrochl oride, 27 WO 03/ 084952

PCT/ EPQ34P362 d@ﬁioro-Z-oxo-4H benzo[d]Q 3]oxazm -1-yl)-piperidin-1-yl}-N-
N- (9- Hydroxy- quoren 2-yl)- | - 2= 0X0- 4H benzo] ][1 3]oxa2|n 1

yl ) - pi per i diagetanide-hygeechioride, hydr ochl or| de [ 75]

N-(9- Hydr oxy-9Hfl uoren-2-yl)-2-[4- (8- et hyl - 2- oxo- 4Hbenzo[ d] [ 1, 3] oxazi n-1
- yl)-piperidin-1-yl]-acetam de hydrochl oride, [76]

N-(9- despxw-gh(e‘cuwrw&xww&ed d)6t,81ixaYin- Qy?sm%mwpml 3] oxazin-1
- yl)-pi per| acet am de rochl oride

N- (4- Cycl oh '5! Qrﬁﬁéﬁ’&f' DVQWQ’T‘ hydsoehleride.- benzo[d] [ 1, 3] oxazi n-1-yl)-

p| peridin-1-yl]-acetam de hydrochl orlde [ 78] .
N ( 9- Et hyl - 9H car bazol - 3-yl ) -2-[ 4- (5-f | uor o- 2- oxo- 4H benzo[ d] [ |

, 3] oxa4#46} 1 2,«[4)-&2-pxmél~li-lubrmold]{/1 B}caaaetramyﬂqalpqmﬁmdhyle-phen){I-wptamlde
N-(9 Et hyl - E?_&I—car l?az -3-yl)-2-[4-(6-net oxy- 2- oxo- 4Hbenzo[ d] [ 1, 3] oxazi n- 1-
yl) - pi peridi et am de hydrochl ori de,

[47] N-(4-Chloro-phenyl)-2-[4-(8-Methyl-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yl]-acetamide hydrochloride,

[48] N-(4-Cyano-phenyl)-2-[4-(2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-
acetamide hydrochloride,

[49] N-(4-Cyano-phenyl)-2-[4-(8-methyl-2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yl]-acetamide hydrochloride,

[60] 2-[4-(6-Chloro-2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(4-cyano-
phenyl)-acetamide hydrochloride,

[51] N-(4-Acethyl-phenyl)-2-[4-(2-0x0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-
acetamide hydrochloride,
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8

—

]
9- Et hyl - 9H car bazol - 3-yl ) -2-[ 4-(7- net hyl - 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n- 1-
| ) - pi perwaia3/%49¢2 | - acet am de hydrochl ori de, [81] PCT/EP03/03629

(
2 - ot o it 2 Sam Sl Rt o ol iy
- [e4- ( 5- Fl uphendxppheryh-bestmide (Wydideh@ride)- 1- yl ) - pi peridin-1-yl - N-(4-

2
phenoxy- phenyl ) - acet am de hydrochl ori de, [83]
2-[ 4- (6- et oxy- 2- oxo- 4H-benzo[d] [ 1, 3] oxazin-1 -yl )-piperidin-1

-vl]- 0 _ ) .

/D bolSoF uraie BeslmiPhERyEa GXIRGRR SRaut Eiknzoldll Pl 1 ).

pi peri di n- 1-pjpdridimdeylpacetami@s hydroeBIlovidéd52 PCT/ EP03/ 03629 [ 85]

2-[4-(7-Chl oro-2-o0x0-4H-benzo[d] [ 1, 3] oxazin-1-yl)-piperidin-1-yl]-Nd i b e
nzof uran-2 -yl -acetamde , [86]

2-[ 4- (G54 UN—%-&c@ﬁ@l-ﬂh’eﬁﬂMo[hfkgh%eﬁ‘]yﬂéaéﬂﬁPl:dén)zofa]ﬁ%]bﬁbﬂnlf-wb-] - N (9- oxo-
9H fl uoren-3- yrlgll- acet am de, L 7]

2- [ 4- ( 7- Fl ugiperitindcylkacetemidg bydrochlosidezi n- 1- yl ) - pi peri di n-1-yl ] - N- (9- hydr
oxy- 9H-fluoren-3-yl)-acetam de,. [88]

N- (9H Car bazol - 3-yl ) -2-[ 4- (5- net hyl - 2- oxo- 4H benzo[d][I , 3] oxazin-1-yl)-

pi peri C[BBL1-2&“4]-(6&Cﬁt0@45ﬁ2d©(0-{48|%enzo[d]£1 ,3Joxazin-1-yl)-piperidin-1-yl]-N-(4-

N (9H- Car bazol - 3-yl ) - 2- &é (5-fluoro-2-oxo0-4H benzo[d] [ 1, 3{ oxazin-1-yl)-
pi peri di n- 1_ghepp§1—@}|§nyl cefagpifle hydrochloride,

N- (9H car bazol - 3-yl ) - 2-[ 4- (6- met oxy- 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n-1-yl) -
pi peridin-1-yl]-acetam de, [91]

N- ( 9- Et[66] - N 4-Benzoylpinyl )} 2-M-{8Hnidthyie2-oxg-4M-benze{tl b8ioazii- 4yl)-

, 3] oxazi n-1- .yl ) - pi i di,n-1- -acet am de, [92

2- ][ 4- (5- Met &l@%@"gﬂgﬁﬁwﬂéﬁ%‘%’HT’WQ@EQSB?&Zi n- [1 y} )-piperidin-1-yl]-N-(4-
phenoxy- phenyl ) - acet am de, [ 93]

N (9- Hydr oxy-9H-f | uor en- 3- yiﬁ% - 2-% 4- (7- et hyl - 2- oxo- 4H- benzo[ d] [ 1, 3] oxazin-1
- yl) - dbPkr iNH4rBengpyl-phanyir2-{fe-(6-cblpyo-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-

"5 oxazi n- 1P RUFRertaitids Fyedblentue e P

[68] N-(2-Chloro-phenyl)-2-[4-(6-methyl-2-oxo0-4H-benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yll-acetamide,

I\J‘<Z

[59] 2-[4-(6-Methyl-2-0x0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(2-
trifluoromethyl-phenyl)-acetamide,

[60] 2-[4-(6-Methyl-2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-phenyl-
acetamide,

[61] N-(4-Cyclohexyl-phenyl)-2-[4-(8-methyl-2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yl}-acetamide hydrochloride,

[62] 2-[4-(6-Chloro-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(4-
cyclohexyl-phenyl)-acetamide hydrochloride,
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[95] N-Di benzofuran-2-yl-2-[4-(5-nethyl -2-oxo-4H benzo[d][1, 3] oxazin-1-yl)-
pi peridin-1-yl]- acetam de, 29 WO 03/084952 PCT/ EP03/ 03629 [96]
N- [ 4- ( Et hwio-@zlvesgd - ami no) - phenyl | - 2-[ 4- ( 7- net hyl - 2 oxo 4HPCT/EP03/03629

N (ot Eba R Beprevishen Bt Bhidpie SHbhen el S Lo S eansin- ool )
pi peri di n- 1a¢biamidetdréhlofids]

N-[ 4- (Et hyl - phenyl - am no) - phenyl] 2-[ 4- (8- met oxi - 2- ox0- 4H

benzo[ d] [ 1, 3] oxa2| n-1-yl)-piperidin-1-yl]-acetam de, [99]

N-(9- HYghOK BHBEBnStichy ML 1 1d P B REBARYEHY icikairatyy L)) -pi pe

ridin

N-[ 4- (HydrOwermyLylpacétahind@hmbhbnbé (2- oxo-4H
benzo[d][ 1, 3]oxazin-l-yl)-piperidin-1-yi]-acetam de, [101]
N[ 4- or o- 2- (2-chl or o- benzoyl ) - phenyl ] - 2-[ 4- ( 6- net hyl - 2- oxo- 4H

benzo 1, hBa- A !

N[ 4- [C#%]r oﬂz%gépg?%lr%ﬂ%] z?(; ;éjbﬁrony%] ‘l’%’aﬁ b"égizgﬁdd[ %]3:8%%{201[ é'])[ 1, 3] oxazin
- 1-yl) - pi ppipetidin-1-yl]-heetantiderhydrochtbridehl or i de [ 103]

N-[ 4- Chl or 0- 2- (2- chl or o- benzoyl ) - phenyl | - 2- [ 4- (8- et hyI 2- 0X0- 4H

benzo[d] [ 1, 3] oxazin-1-yl)-piperidin-1-yl]-acetam de hydrochl oride, [104]

N-[ 4- r o LShetfNZ L4 - A2

beLzo[d(]??ll é\fg???%b‘f-@h)- pi %glir g%ﬁr}ﬁquj ]O?oa-[gﬁ g%’?g E;‘/?i; ochl or| e, [ 105]
2- [ 4- (7- Met Wjperdinsloylkiacktamipd] [ 1, 3] oxazin-1 -yl )-pi peridin-1

-yl ]-N-thiazol e-2- yl-acetam de, [106]

2-[4-(6-Fl uoro-2-oxo0-4H benzo[d][ 1, 3]oxazin-1 -yl )-piperidin-1

-yl ] - N{6T amMe(GZMe&ﬂyIQG@t@ean@enz@Pd]I/’mWé P§0- ﬂ?@iﬁdﬁ?ﬂ%lf [107] N-Di
benzot hi ophene 2-yl - H£’4 (5-ne - 2- 0X0- 4H benzo[ d] [ | oxazin-1-yl)-
pi peridin-1 ppoéy;-@hg racet ay[@gja hydrochlorlde
2-[4-(7-Chl oro-2-ox0-4H benzo[d][ 1, 3]oxazin-1 -yl)-piperidin-1 -yl]-N
di benzot hi ophene- 2-yl - acet am de,
[68] N-(4-Acethyl-phenyl)-2-[4-(6-methyl-2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-

piperidin-1-yl]-acetamide hydrochloride,

[69] N-(9-Hydroxy-9H-fluoren-3-yl)-2-[4-(2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yl}-acetamide hydrochloride,

[70] 2-[4-(6-Chloro-2-oxo0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(9-oxo-9H-
fluoren-2-yl)-acetamide hydrochloride,

[71] 2-[4-(6-Methyl-2-o0x0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl}-N-(9-oxo-9H-
fluoren-2-yl)-acetamide hydrochloride,

[72] 2-[4-(8-Methyl-2-0x0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(9-oxo0-9H-
fluoren-2-yl)-acetamide hydrochloride,

[73] 2-[4-(6-Chloro-2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(9-hydroxy-
9H-fluoren-2-yl)-acetamide hydrochloride,

27



[ 109] 2-[4-(5-Hydroxy-2-oxo-4H benzo[d][1, 3] oxazin-1 -yl)-piperidin-1
-yl ]-N(4- phenoxy-phenyl)-acetam de, [110] 1-{1-[2-(3,4-D hydro-1
H i soqui nwloi3@sBs5y| ) - 2- oxo-et hyl | - pi peridin-4-yl}-1, 4- PCT/EP03/03629

2. (1R BRSO 25 4 Bemrallt et ot
ne-6- yl - glmbéﬁdm{ﬂ-h%catdrﬂldé hyiRddmeidel - 0X0- 4H- benzo[ d] [ 1, 3] oxazi n-1

-yl)-piperidin-1 -yl] qui nol i ne- 6-yl -acetam de, [113]
2- [4 (6 ChI or o- 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n-1-yl ) -pi peridin-1-yl]-N quinoli

") < ot SRt R e SR E S Aok AT BRI Sl Ae
2-[ 4- (6 Chl (yi)eplaeﬂdm-ﬂ-yﬂ-laeamiudb[hwﬁ}mm? 1-yl)-piperidin-1-yl]-N(2-neth

yl - benzoth iazole-5-yl)-aceta md e, [116
2-[ 4- (6- Met hoxy- 2- oxo- 4H benzo[d] [ 1, 3]oxazin-1 -yl)-piperidin-1 yI] N (2-

t hyl | L - -
YT oy St e bRl 2 ot bl St

pi peri di n- 1 Wypiperidiot bryi] deetapidebydssddardd PCT/ EP03/ 03629 [ 118]

N- (4- Di net hyl am no- phenyl) - 2- [ 4- (2- oxo- 4H benzo[ d] [ 1, 3] oxazi n-1-yl)-

pi peridin-1-yl]-acetam de, [119]

N- ( 3- Di[yey hwmw&{&pvbhe@lié- 4g7mabh¥!2 :ck0%19-tEnzBRI)AC8kaZin - @xazi n- 1-
yl)-piperidin-1 -acetam

N- (4- Di et hyﬂ“&@ﬁ&iﬁ'bﬂkm]ﬁ)ﬁnﬂd? hyd 1@l - 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n- 1-

yl)-piperidin-1-yl]-acetamde, [121]
N- ( 3- Di net hyl am no- phenyl ) - 2-[ 4- ( 6- net hyl - 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n- 1-
yl) - pi [{#8]. diN-(9-Ethyl- 9&%9&1&2693— -+4-(5-fluoro-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-

N- (4- Di net hyl am, met hyl - 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n- 1-
yl § pi peri d?'mp¢r'<§)]n11:£\iat¥ﬁﬁm hyémﬁlo" e, L], 3]

N- (4- Di et hyl am no- phenyl )-2-[4 (2- oxo-4H benzo[ d] [ 1, 3] oxazi n-1-yl) - pi peri di
n- 1-yl]-acetam de,
[79] N-(9-Ethyl-9H-carbazol-3-yl)-2-[4-(6-metoxy-2-ox0-4H-benzo[d][1,3]oxazin-1-

yl)-piperidin-1-yl]-acetamide hydrochloride,

[80] N-(9-Ethyl-9H-carbazol-3-yl)-2-[4-(7-methyl-2-ox0-4H-benzo[d][1,3]oxazin-1-
yl)-piperidin-1-yl}-acetamide hydrochloride,

[81] 2-[4-(5-Chloro-2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(9-ethyl-
9H-carbazol-3-yl)acetamide hydrochloride,

[82] 2-[4-(5-Fluoro-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(4-
phenoxy-phenyl)-acetamide hydrochloride,

[83] 2-[4-(6-metoxy-2-0x0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(9-oxo-9H-
fluoren-3-yl)-acetamide,

[84] N-Dibenzofuran-2-yl-2-[4-(8-metoxy-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yl]- acetamide,

28



[ 124] 2-{2-[4-(2-Ox0-4H benzo[d][1, 3] oxazin-1
-yl)-piperidin-1-yl]-acethylam no}- benzoic acid nethyl ester, [125]
2-{2-[ 4- (WOMBloBYs2 2- 0x0- 4H benzo[d][I , 3] oxazin-I -yl) - pipoavErds/n3629 yl | -

B o o et oAl M - 1)

pi peri di n- 1githdnefgranR-Jrabeanfgd) ori de, [127]
N- 2-[ 4- (6- Chl or 0- 2- ox0- 4I—I—benzo[d][1 3] oxazin-1-yl)-piperidin-1-yl]-N(2-

met hoxy- di benzof ur an- 3-yl -acet am de hydrochl oride, [128]

acet myit28f nc LIPS 2-640- IERiGh-Alant LR8Py e el ¥t oo

[ 129] 2-{2- [fliotén-BRyti 2 Acetdiniden- 4H— benzo[d] [ 1, 3] oxazi n-1-yl)-piperidin-1-yl]
acet hyl am no}-benzoic acid nethyl ester, [130]
2-[4-(6-Cnhl oro 2- 0XO0- 4H-benzo[d][1 3]oxazin-1 -yl)-piperidin-1 -yl]- N (4-

di et hyl ne:. de. |p1§e]r _

2-[ 4- (()Ieglln oro- %i)t%)rm—l- enzoeoAH @ P@B%?%h(liﬁg;ll)) pi Ldm 1d¥q1N Sy h)jdroxy

N-{ 4- [ et hy| SH-flubnede-3ryi)- andtgﬂn)daam no] - phenyl }acet ani de di hydrochl ori de,
[132] N-{4-[Ethyl-(2-hydroxy-ethyl)-am no]-phenyl}-2-[4-(6-nethyl-2-oxo-4H
benzo[d] [ 1, 3] oxazin-1-yl)-piperidin-1-yl]-acetam de di hydrochl oride, [133]
N-(4- D[SB]"Y'M(@H@&IBQENI'-Q-}!B d-f- (B oQo-QH%ér\‘ioT&]‘[“FQIdib&ﬂmﬁ}yBXaZ' n-1-yl)
- piperidin-1-y ’Jmacet am de di hydrochl ori de,

N- (4- Di et hyIPRRridinndhacetamide. ( 8- met hyl - 2- oxo 4H- benzo[ d] [ 1, 3] oxazi n-1-yl)
- piperidin-1-yl]-acetam de di hydrochl oride, [135]

N-{4-[ et hyl - (2- hydr oxy- et hyl ) - am no] - phenyl } - 2-[ 4- ( 8- net hyl - 2- oxo0- 4H
benzo[ dBYL, 3\]-(Bd-d£aTbéqul-3-ryp+z;[at (3luerd- %bka%ﬁbéﬁt@{d]{@lm&mhlw))ﬂ de, [136]

N-Benzo[ 1, 3] di ox 4- (2- oxo- 4H benzo[ d] [ 1, 3] oxazi n- 1-yl') - pi peri di n-
1- yl]- acet aPr‘R?f@o IﬁlgfcetaLmdé

N-Benzo[ 1, 3] di oxol - 5-yl - 2-[ 4- (6- et hyl - 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n-1-yl)-
pi peridin-1-yl]-acetam de, [138]

N- Benzdpﬁl] B]M(QH@IarEa;dl-(izylM (@6 6erhbtoxg-20x0-d Hibemzo]d]i1 B]dxazdF dxdzi n- 1-yl ) -
pi peridin-1- poelrloan -ﬁfnacefamlde

[91] N-(9-Ethyl-9H-carbazol-3-yl)-2-[4-(5-metoxy-2-oxo-4H-benzo[d][1,3]oxazin-1-
yl)-piperidin-1-yl]-acetamide,

[92] 2-[4-(5-Metoxy-2-o0x0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yi]-N-(4-
phenoxy-phenyl)-acetamide,

[93] N-(9-Hydroxy-9H-fluoren-3-yl)-2-[4-(7-methyl-2-oxo-4H-benzo[d][1,3]oxazin-1-
yl)-piperidin-1-yl]-acetamide,

[94] N-(9-Hydroxy-9H-fluoren-3-yl)-2-[4-(8-metoxy-2-oxo-4H-benzo[d][1,3]oxazin-1-
yl)-piperidin-1-yl]-acetamide,

[95] N-Dibenzofuran-2-yl-2-[4-(5-methyl-2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yl]- acetamide,
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[ 139]
N-Benzo[ 1, 3] di oxol - 5-yl - 2-[ 4- (8- et hyl - 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n-1-yl ) -
pi peri di nwD-oglop49azet am de, 33 WO 03/ 084952 PCT/ EP03/ 03629 P(TIEF0}/03629

Btaggo% g};FK éﬁ&rﬁ&wp&x?wh%?'@@?% %'hguﬁ]wdﬁ Lré‘ Szjfgchl oride, [141]

2-[4-(6-Cnhl Qfefhza[@N%]ﬁkbﬁﬂ%?ﬁ%]ﬂéudﬁi-@xyﬂ,ﬁéébténﬁdé pi pfrl din-1-yl]-N(4-
oC

di met hyl am no- phenyl ) - acet am de di hydr | oride
N-(9- Hydroxy-9H-f | uoren-3-yl)-2-[4-(4-net hyl - 2- oxo 4H-benzo[d][1 3] oxazin-1

- vl i .
N- {9) EﬂE?F r m@ag‘%ﬁé’?]@ﬁ%&ﬁ g£ & E'ﬂ*ﬁﬂn%t%ﬂ““i 5%8° m%gﬁﬁf'ﬂﬂ['wé] oxazi n- 1-
yl) - pi peri dipipdrigin{1-yj-atetantide, [144]

2-[ 4- (4- Met hyl - 2- ox0- 4H-benzo[ d] [ 1, 3] oxazi n-1-yl)-piperidin-1-yl]-N(4-
phenoxy- phenyl ) - acet am de, [ 145] _ _ o _

2-{2- 20?312 24j(‘l‘:‘l‘h‘?ﬁBE&B)qlén’rin%}-%@ﬁ§/|]12-3[45(b)m8f099él&'o&[ﬂ:y' I -acetam no} - benz
1-{1-[2-(6- FHQMON][Z-,IBﬂBXG&ih-ByIé-pdhéTW-G-yl]-acptamidé,ne- 1-yl)-2-oxo-ethyl]-

pi peridin-4-yl}-1,4-di hydro-benzo[d][1, 3] oxazin-2-one, [147]

6- Chl oro-1-{1-[2-(6-fluoro-2-nethyl -3, 4-di hydr o- 2H qui nol i ne- 1-yl ) - 2- oxo- et

hyl = 2 -
1 PISRL SN0 it sl hanadeablasimen ypgasn. i B

pi peri di n- 4-Yyl-agetagide] - 1, 4- di hydro benzo[ d] [ 1, 3] oxazi n- 2-one, [149]
1-{1-[ 2- (6-Fl uoro-2-net hyl - 3, 4-di hydr o- 2H qui nollne 1-yl)-2-oxo0-ethyl]-
pi peri di n-4-yl }-8-nethyl -1, 4-di hydro-benzo[ d] [ 1, 3] oxazi n-2-one, [150] 1-{lI

-[ 2- (6- Met hc[XQG]Z w[mlﬂydmviiﬂienahmemyn phienydid-[auinend-98=1 -yl ) - 2- oxo- et hyl ]
pi peri di n-4- i hydro- b nzo[ d 3]] oxazin-2-one; 34 WO 03/084952
PCT/ EPO3/ 03 oxazm 1-y plperl n -1-yl]-acetamide,

6- Chl oro-1-{1- [2 (6 met hoxy- 2, 2, 4-tri met hyl - 3, 4- di hydr o- 2H qui nol i ne- 1-yl) -
2- oxo-ethyl]-piperid in-4-yl }- 1, 4-di hyd ro-benzo[d] [ 1, 3]oxazi n-2-one,
[152] 1401} [M{{-@hlmn%@-cblcﬂo-sbenzoyﬁ}ph9hyl]3244€(6h;adthql—2+¢mu4lfhoI i ne-1
-yl')-2-oxo

pi peri di n- 4%"% hﬂwﬁ?]ﬁgﬁ"z'f ~TrYPiRgTidin-dadl-3s&ipMmidey) oxazi n- 2- one,

[102] N-[4-Chloro-2-(2-chloro-benzoyl)-phenyl]-2-[4-(2-oxo0-4H-benzo[d][1,3]oxazin-
1-yl)-piperidin-1-yl]-acetamide hydrochloride,

[103] N-[4-Chloro-2-(2-chloro-benzoyl)-phenyl}-2-[4-(8-methyl-2-oxo-4H-
benzo[d][1,3]Joxazin-1-yl)-piperidin-1-yl]-acetamide hydrochloride,

[104] N-[4-Chloro-2-(2-chloro-benzoyl)-phenyl]-2-[4-(6-chloro-2-ox0-4H-
benzo[d][1,3]Joxazin-1-yl)-piperidin-1-yl]-acetamide hydrochloride,

[105] 2-[4-(7-Methyl-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yi]-N-thiazole-2-
yl-acetamide,

[106] 2-[4-(6-Fluoro-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-thiazole-2-
yl-acetamide,
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[ 153]
1-{1-[2- (6- Met hoxy-2, 2, 4-trinet hyl -3, 4-di hydr o- 2H qui nol i ne- 1-yl ) -2-oxo0-eth
yl] pi perwaias/odsot } - 6- net hyl - 1, 4- di hydr o- benzo[ d] [ 1, 3] oxazior/Erosns29 [ 154]

benzof d1P A ST DRATHOGRSAE PR e i 2 ticrarhBeFIgl Hbkazin-1-v)
N- (9H- car baﬁﬁber%idh)-yl?a{:étahﬁd@,xo‘ 7-trifluornethyl-4H-benzo[d][ 1, 3] oxazin-1 -

yl)- piperidin-l-yl]-acetam de, [156]
2-[4-(2-Oxo-7-trifluornethyl -4H benzo[d][1, 3]oxazin-1 -yl)-piperidin-1

-vl1-N- n - i . . -

(o R GRPEE LS MoNg RREbGRB, 30 1 npiperising YN

benzo[ d] [ 1, Jilwerezitihiophehe-2pyjlaeetatide] - vl | - acet ani de, [ 158]

2-4-(6,7-Di fluoro-2-oxo0-4H benzo[d][1, 3]oxazin-1-yl)-piperidin-1 -yl]-N(9
h yd roxy-9 H-fl uore n-3-y |)-acetamde, [159

]
N (9 qa00R a0k - Mybechsy okBanfr ehbotal P sforish- AinRspaRil L. pxazi n-1 -y -

pi peridin-1-y

2- 4- (6, 7- Di fgheoory-pherg)-4ideteanide] d] [ 1, 3] oxazin-1 -yl )-piperidin-1-yl]-N-(4-
phenoxy- phenyl ) - acet am de, [161]

2-4-(6,7-D fluoro-2-oxo-4H benzo[d][1, 3] oxazin-1-yl)-piperidin-1-yl]-N-(9-e

thyl - gt gproszpl-($4:10ihydrBCH MBdfnolife-2) FRORSSRRA-SiEAGIRORLHAELS [ 162]
2-[ 4-(%— I\/b?h FIZ? gxo- 4H benzo[ d] [ 1, 3] ox%?i)n- 1-dyl ?-ﬁ‘gi 'gégi di ﬂ-yl ]-N-(9-o0xo0-
9H f | uor en-dihydrp-henzokdlf1d@loxaziph-one hydrochloride,

2-[4-(6-Chl or o- 2- oxo-4H benzo[d] [ 1, 3] oxazin-1-yl)-piperidin-1-yl]-N(3-

di met hyl am no- phenyl )-acetanide. In a further aspect the present invention
al so pr[o¥iHes[4a(6F uoes-2-6xu-4 Hitse rizofdlpr, 3joxasin- 1) peperitiaa LyiPNequlR6 line=6-
conpounds of general formula (1), wherein R1-R11 and A have the neaning

gi ven above,Y-2688NId8g to which at | east one conpound of general fornmula
(1), H I Rlo/R11 (I1)

[112] 2-[4-(6-Methoxy-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-
quinoline-6-yl-acetamide,

[113] 2-[4-(6-Chloro-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-quinoline-
6-yl-acetamide,

[114] 2-[4-(6-Fluoro-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(2-methyl-
benzothiazole-5-yl)-acetamide,

[115] 2-[4-(6-Chloro-2-oxo0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(2-methyl-
benzothiazole-5-yl)-acetamide,

[116] 2-[4-(6-Methoxy-2-oxo0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl}-N-(2-
methyl-benzothiazole-5-yl)-acetamide,

[117] N-(3-Dimethylamino-pheny!)-2-[4-(2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yl]-acetamide,
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wherein R10 and R11 have the neaning given above, is reacted with at |east
one conpound of general formula (Il1), OG F (111) wherein A has the
meani ng gweoas/oadeye, F represents hal ogen, hydroxy or an @campo3/ogeoup and

G repr hal fe L 08, 4¢d ' -eachy.on medi um
and | niite prCEeRE R erbad et 2Rt Pefedtin BRBARINEL ary
agent, and pj in19yi}-8€etami@dt ai ned conpound of general (IV) 36 WO
03/084952 PCIT/EP03/03629 O 10 RG 111 (1V), wherein A, G R10 and R’
have the above defined neaning, with at | east one piperidin conmpound of

oo (0 TRI(E OipyRRaRlo- Araf 2 BRI 2 REMBESHAST ARl R ™

nmeani ng as difpipdadinabyll-@cetamidesui t abl e reaction nedium optionally in
t he presence of at |east one base and/or at |east one auxiliary agent.

[120] N-(4-Dimethylamino-phenyl)-2-[4-(8-methyl-2-oxo0-4H-benzo[d][1,3]oxazin-1-
yl)-piperidin-1-yl]-acetamide,

[121] N-(3-Dimethylamino-phenyl)-2-[4-(6-methyl-2-ox0-4H-benzo[d][1,3]oxazin-1-
yl)-piperidin-1-yl]-acetamide,

[122] N-(4-Dimethylamino-phenyl)-2-[4-(6-methyl-2-ox0-4H-benzo[d][1,3]oxazin-1-
yl)-piperidin-1-yl]-acetamide,

[123] N-(4-Diethylamino-phenyl)-2-[4-(2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-
1-yl]-acetamide,

[124] 2-{2-[4-(2-Oxo0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-acethylamino}-
benzoic acid methyl ester,

[125] 2-{2-[4-(8-Methyl- 2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-
acethylamino}-benzoic acid methyl ester,

[126] N-(2-Methoxy-dibenzofuran-3-yl)-2-[4-(2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yl]-acetamide hydrochloride,

[127] N-2-[4-(6-Chloro-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(2-
methoxy-dibenzofuran-3-yl -acetamide hydrochloride,

[128] 2-{2-[4-(6-Chloro-2-oxo0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-
acethylamino}-benzoic acid methyl ester,
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According to the invention, the process may be illustrated as an exanpl e by
the follow ng reaction schene 1: 37 WO 03/084952 PCT/ EP03/ 03629 Schene 1:
0 HO Riwo®3/0RIwtR11 F AGiIi A RL 1 (11) (I111) (IV) Rl RET/HRO3BRS2R2 R z O

R “oltd) SR 2o Pl Ao Rkt oot Wl oo given
g9
above. Sui t%bﬂ]y]é}ﬂﬁ-g}%nﬁgﬂ!étidiﬁ%tﬁw%sté}r gani c solvents, such as ethers,

pref erably dietHhyl her, di oxane, tetrahydrofurane, dinmethyl glycol
ether, or alcohols, e.g. nethanol, ethanol, propanol, isopropanol,

but anol;, 44 t - r . f ly benzene,

t ol uen 41 3@; %gﬁé(%jﬁb!%é?'}%@%f_@ﬂ%@&@h ’3@?2&%’%@%@'@6% r ﬁiﬂi’l(%'g enat ed
hydr ocar bonsgiietaylamido-phepyaeetanide dihydrbtloadet hane, tetrachl or onet hane,
di chl oroet hyl ene, trichl oroethyl ene, chlorobenzene or/and ot her

[131] 2-[4-(6-Chloro-2-oxo0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]- N-{4-[ethyl-
(2-hydroxy-ethyl)-amino]-phenyl}acetamide dihydrochloride,

[132] N-{4-[Ethyl-(2-hydroxy-ethyl)-amino]-phenyl}-2-[4-(6-methyl-2-ox0-4H-
benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-acetamide dihydrochloride,

[133] N-(4-Diethylamino-phenyl)-2-[4-(6-methyl-2-oxo0-4H-benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yl]-acetamide dihydrochloride,

[134] N-(4-Diethylamino-phenyl)-2-[4-(8-methyl-2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yl]-acetamide dihydrochloride,

[135] N-{4-[ethyl-(2-hydroxy-ethyl)-amino]-phenyl}-2-[4-(8-methyl-2-ox0-4H-
benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-acetamide dihydrochloride,

[136] N-Benzo[1,3]dioxol-5-yl-2-[4-(2-0x0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-
yl]-acetamide,

[137] N-Benzo[1,3]dioxol-5-yl-2-[4-(6-methyl-2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yl}-acetamide,

[138] N-Benzo[1,3]dioxol-5-yl-2-[4-(6-chloro-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yl]-acetamide,

[139] N-Benzo[1,3]dioxol-5-yl-2-[4-(8-methyl-2-0x0-4H-benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yl]-acetamide,
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solvents, preferably ethyl acetate, triethylam ne, pyridine,
di net hyl sul f oxi de, di ent hyl f or mam de, hexanet hyl phosphor am de,
acet oni t rwio,03a8e5one or nitronet hane, are included. M xtpCasEHas&dI one or

nor e of e afore nentioned sql yents al be use 38 WO 03/ 084952
PCT/ EPdé%@Sé‘%?’@Qwé@‘W&PXYT‘&& IS “Vﬁ%‘%’@b@%‘g@' according to the
present i nvepin BHALHoxSARS-A)-p AL KothARIOAR GrokARfRe, Pr ef erabl y

al kali metal hydroxi des, e.g. so roxyde or potassium hydroxyde, or
obt ai ned fromother netals such as barium hydroxyde or different

car bondt 411 SR EARR PO R PR B e b R RPN ot e,
sodi um et hoxdimiethyarhimdsphenyipadeamitis dibgirsehiotidect hoxi de or pot assi um

tert-butoxide, or organic am nes, preferably triethylam ne,
di i sopropyethyl am ne or heterocycles, e.g. 1,4-d iazabicyclo[2.2.2]

oct ane, N1 a-SHebAl UWA8Ga 7€ oy, di 1€ 4 AL Al jdisne,
i ot o 22} TGO fcheled P2 A HEn R At bR AR IBRAAE ", o1
as sodi um oryl)pipetigidr1-gBacetangidesodi um hydri de, may al so be used. M xtures
based one or nore of the afore nentioned bases may al so be used. The above
ment i oned bases may be used for the process as auxiliary agents, hen

appr opr[i 48 -N- ! -2-24. N |AH1¢d

oact | oS N By B A oR I 2 ARl 2 0RO, A BRI oM

di i sopr opy! ¢hrpiparidin:tyl]-acetarhideexy! car bodi i mi de or

N- ( 3- di met hyl am nopropyl )-N -et hyl carbodii m de hydrochl oride, or
carbonylic conpounds, e.g. carbonyl diim dazol or conpounds |ike

i sobut yfh 44y czr-ptf-pr-Memﬁ)a-zobxdeh@é\w[amsjoxébinmJygq:ipéﬁmng -fil-Re@as. These
reagents are_ generally used in amounts fromO0.5 to 5 nol” versus 1 nol of
t he correspdh@nQyy-pheayb-acetamitieese bases are general ly used in anounts
fromO0.05 to 10 nol versus 1 nol of the correspondi ng reactands. During
sone of the synthetic reactions described or while preparing the conpounds
of gendidb] fB{2+4-60xb)4H-behzo[d][! |3]dxaZin-1}yl rpipetidin-1-yl]eaadetarhimolibenzeic
sensitive grougs or of reagents nmay be necessary and/or desirable. This
can be perf d by using conventional protective groups |like those
described in the literature [Protective groups in Oganic Chem stry, ed.
J. FFW MOme, PlenumPress, 1973; T.W Geene & P.GMWts, Protective
G oups [i146]01géh[2:(6ehere2rmethybB-tihydro-&Hsquisoline-1-yl)-2-oxo-ethyl}-

piperidin-4-yl}-1,4-dihydro-benzo[d][1,3]oxazin-2-one,

[147] 6-Chloro-1-{1-[2-(6-fluoro-2-methyl-3,4-dihydro-2H-quinoline-1-yl)-2-oxo-ethyl]-
piperidin-4-yl}-1,4-dihydro-benzo[d][1,3]oxazin-2-one,

[148] 1-{1-[2-(6-Fluoro-2-methyl-3,4-dihydro-2H-quinoline-1-yl)-2-oxo-ethyl]-
piperidin-4-yl}-6-methyl-1,4-dihydro-benzo[d][1,3]Joxazin-2-one,

[149] 1-{1-[2-(6-Fluoro-2-methyl-3,4-dihydro-2H-quinoline-1-yl)-2-oxo-ethyi]-
piperidin-4-yl}-8-methyl-1,4-dihydro-benzo[d][1,3]Joxazin-2-one,

[150] 1-{1-[2-(6-Methoxy-2,2,4-trimethyl-3,4-dihydro-2H-quinoline-1-yl)-2-oxo-ethyl]-
piperidin-4-yl}-1,4-dihydro-benzo[d][1,3]oxazin-2-one;
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1991. Said literature description is hereby incorporated by reference as
part of the disclosure. The protective groups may al so be elimnated as
conveni enwog/osmans wel | - known to those skilled in the armCT/IZ3/0€929

O B B e M SO iy BB T bt a2
according t igeHNAL4L -4 A0g; I j o he reaction of
conmpounds o?xggé}ltrei?lg?ﬂ@gr mul a)g} ‘(1P\/?Iﬁé%%%%t@%?@?g%ge%g(r)%ézi none- derived
conpounds of general formula (1) may also be facilitated by conventi onal

ConpoundsZbr LRl 2 2% piRetiiE 3 dimd B SR P SRRSO HIRIE o
synt hesi zed riipieﬁdiMbﬁ}-Btméﬁﬂ'I-am-hmdid-bénﬁﬂd}p,@]o@zirpzfdnfé?pondi ng ester via

t he correspondi ng substituted benzyl al cohol (see schene 2, nethod A). By
reductive amnation with 1-Boc-(tert.-Butyl carbonyl oxy) the Boc-

pi peri di LBty _teSn ¢ ] ¢4 LRe | 4yt zy| alL£oho he
Denzoxar aonst 1 {EMMG B3 byl GHIG 2 dERE VB£8R Rt
el i m nat i on piperidie-4Bg}-6pmethst-tl (4:dihydrosbenza{d)f hBiox@dineRionky treatnment in
acidic nmedia according to the nethod described in Wllianms et al., J. Med.
Chem 1995 38, 4634 and later by Bell et al., J. Med. Chem, 1998, 41,

2146 Wi sl a«-@ng%?&w-éﬂw&eﬁ@tﬂ82Q4-(2$>§tﬁm&%1ﬁrﬁmm-part of ~the

di scl osure. By reéacting such a substituted benzoxazirone conmpound of
general f ohemzaldli)3laxazind -yidpipgridin-d¢/laacetamide,general formula (1V)
benzoxazi none derived conpounds of general forrmula (1) are obtained. By
reducti on of the correspondi ng ketones via conventional methods known to

those [4B5] IN(OH TatthezoM3: |)-e-[g-(ztbxo_tmimidrmé_twlm-aeﬁtd{a](;b,@q&@zﬁf-n%-( see
schene 2, nethod B, R5=Z) benzoxazi none derived conpounds oOf general

formul a (1) PiRgidinilnylReceteapidesent s an unbranched or branched, saturated or
unsaturated, optionally at |east nono-substituted aliphatic radical or a
saturated or unsaturated, optionally at |east nono-substituted, optionally
at | eadtl 56 &-He{2:Onat birifawrmiethyl-dbhvenzofdiit,3]oxanin-1-y)pipedidipragll-pl-(4adi cal
(denoted by % in mehhod I? i:an. be obtai ned. 40 WD 03/084952 PCT/ EP03/ 03629
schene 2: _ Phenoxy-phenyl)-acetamide,

[157] N-(9-Ethyl-9H-carbazol-3-yl)-2-[4-(2-oxo-7-trifluormethyl-4H-
benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-acetamide,

[158] 2-4-(6,7-Difluoro-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(9-
hydroxy-9H-fluoren-3-yl)-acetamide,

[159] N-(9H-carbazol-3-yl)-2-[4-(6,7-difluoro-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yl]-acetamide,

[160] 2-4-(6,7-Difluoro-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(4-
phenoxy-phenyl)-acetamide,

[161] 2-4-(6,7-Difluoro-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(9-ethyl-
9H-carbazol-3-yl)-acetamide,
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R ORRR R R RBR RRI 2R ~cR”PROR LIAIH4A OHOH R3 NH2 THE
R3 NH2 R3 NH Toluene R4 R4 NaCNBH3 R4 R6 nethod A (R5=H) AcOH Rs R8 6N R7
R 0 Bi owoR3/RBsNaBH4 R3 MeOH | / NH2 R4 4 Tnphosgene PCT/EP03/03629

R2 O AR el g R A BRI Hexia yy RrbieS A e Py - Ra

Re IVEO—| R4 Raordm38fiPadetaimiee,HCl Rs 6 RO ~~ R NR7 8 NR7 RB N R7 R o NyA
H Boc O (1) (V) The ‘conpounds of general fornula (1V) are comercially
avai l abl e or may be produced according to schene | by conventional nethods

gener all T3 adeaore o 2-Prot Al SERbe Bl b ARIENSR- e ™

respective cimpthytainb-gitered)eacdtamidg.a (111) in the presence of an organic
reacti on nedium preferably dichloronethane and a base, preferably

triethylam ne and/ or diisopropyl ethylam ne. 41
In a further aspect the present invention also provides a process for the preparation

of benzoxazinone-derived compounds of general formula (1), wherein R'-R'! and A
have the meaning given above, according to which at least one compound of general
formula (1),

H

N
R10/ \R11

(1)

wherein R'? and R'! have the meaning given above, is reacted with at least one

J s

F A

compound of general formula (ill),

an)

wherein A has the meaning given above, F represents halogen, hydroxy or an O-acyl
group and G represents halogen, preferably chlorine, in a suitable reaction medium
and in the presence of at least one base and/or at least one auxiliary agent, and
reacting the so obtained compound of general (IV)
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WO 03/ 084952 PCT/ EPO3/ 03629 The present invention also provides for novel
internedi ates, nanely the following conpounds of general fornmula (V): [1]

6- Met hyl -wo-3pspszi di n-4-yl ) -1, 4-di hydr o- 2H 3, 1- benzoxazi mCaYEP0&)3629 2]
7- Met hyl - 1-(piperidin-4-yl)-1,4-di hydro-2H 3, 1- benzoxazi n-2-one, [3]
8-Met hyl - 1-(piperidin-4-yl)-1,4-di hydgqo-2H 3, 1- benzoxazi n- 2-one, [4]
5-Chloro-1 -(piperidin-4-yl)-1,4-di hyafo-2H 3,1 -benzoxazi n-2-one, [5]
6-Chloro-1 -(piperidin-4-yl)-1,4-dihydfo-2H 3, 1 -benzoxazin-2-one, [6]
8- Chl or o- 1- ( pi peri di n-4- yI)-ﬂR4>dLhy 2Ft§/@ benzoxazi n-2-one, [7]

6- Fl uoro- 1- (pi peridin-4-yl)-1,4-di Ny 3, 1- benzoxazi n- 2-one, [ 8]
7-Fluoro-1 -(piperidin-4-yl)-1,4-dijhydro-2H 3,1 -benzoxazin-2-one, [9]
5- Met hoxy-1 - (piperidin-4-yl)-1,4-githydro-2H 3, 1- benzoxazi n-2-one, [10]
6- Met hoxy- 1- (pi peridi n-4-yl)-1, 4-di hydr o- 2H 3, 1- benzoxazi n- 2-one, [ 11]
5- Hydr oxy-1- (pi peridin-4-yl)-1, 4-di hydr o- 2H 3, 1- benzoxazi n- 2-one, [12]
6- Hydroxy-1 -(piperidin-4-yl)-1,4- di KM o- 2H 3, 1 -benzoxazi n-2-one, [13]

1)-1

)
8- Hydroxy-1 -(piperidin-4-yl)-1,4-dihydro-2H 3, 1- benzoxazi n- 2-one, [14]

6, 7- Di fl uor o- 1- pi peridi n-4-yl -1, 4-di hydr o- benzo[ d] [ 1, 3] oxazi n- 2-one and

[ 15] 1-wherein Alj G; R'Yand Rt have theoabtvey definett shiebyitigo withratdgalt(ohe3]
oxazin-2-one, optionally in formof their salts. 42 WO 03/ 084952

PCT/ EPW@%@QOMWUHdMBPHGFalé@%@? (Vh@”%’é@eﬁ" PFﬁf@Fﬁh'th@'@B'%‘Fij des a
processp %,%r gthe preparation of salts of benzoxazi none-derived conpounds of
general fornmula (1), wherein at |east one conpound of general formula (1)
havi ng at | east one basic group is reacted with an inorganic or organic
acid, preferably in the presence of a suitable reaction medium Suitable
reaction media are the ones given above. Suitable inorganic acids are for
exanpl e hydrochl oric acid, hydRobronf acid, phosphoric acid, sulfuric
acid, nitric acid, SU|tabIe ofganic pcids are e.g. citric aC|d, mal ei c

aci d, fumari c aci d, t aR? derivatives thereof, such as

p-tol uenesul fonic acid, ne oni c™@cid or canpher sul fonic acid. In
yet a further aspect the prlesent |Inventi ¢n al so provides a process for the
preparation of salts of be i Hone- deli ved conpounds of general formula
(. R N o

R® R

8
R N R’
H

V)
wherein R' to R® have the meaning as definded above, in a suitable reaction
medium, optionally in the presence of at least one base and/or at least one auxiliary

agent.

According to the invention, the process may be illustrated as an example by the
following reaction scheme 1:
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wherein at | east one conmpound of general formula (1) having at | east one
acidic group is reacted with one or nore suitable bases, preferably in the
presence wb 0a/08®82 t abl e reacti on medium Suitabl e bases aPeTa&Pg3/03629

hydr oxi]éi SmS§ bonates or al koxi des, which include suitable cations,
derive .é’.‘efrom al kaline netals, alkaline earth nmetals or organic
cations, e.g. [NHhR4_ "]+, wherein nis O, 1, 2, 3 or 4 and R represents a
branched or unbranched C, 4-al kyl -radi cal. Sol vates, preferably hydrates, of
t he Benzoxazi none-derived conpounds of general formul (1) may al so be
obt ai ned by Bkt andard proa@dures known to those skilled [in the art. If the

Benzoxazi nong- deri ved conpounds of general forRﬂLgs(l) re obtgined in form
of a nixturehpf st eseoi s rs, partrcutart® enanti S On,diast ereoners,
sai d Lxd.ure ¥ be ted” Dy standard proceduijes known to those
skilled®i n the t, E.g. chfbnatographic met hods oﬂ1prystallization W th
chiral reagents. The purification and isolation of Rhe
Benzoxazinoqﬁ-derived conp&&rds of general forrmula (I) ,or a corresponding
stereoisonef, or salt, or vate respectively, if re M)red, may be
carried out by conventional nethods known to those skilled in the art,

e.g. chromatographic nethods or recrystallization. 43 WD 03(0849?2

PCT/ EPO3/ 03629 The Benzoxazi none-derived conpounds of gerfRral Rornula (1),
their stereoisomers or the respggtivegsalts or solv
toxi col ogically acceptable and arje thefefore suita
active substances for the ghepardti on

esent
v ol at )%st one
eneral | fornul a (1IR3 optyonal Ny i NOf or m
3 3 antioners or diRbteromers, its
B xt ur 4of | ea§t t1wo of yits i__{tgereo somehs,

preferably htio or diast&eomefs, in any mixing r
physi ol ogi caé‘ljy accept able salt Pb solvate, respdctively, and
i

tlcal

optionally opgor nore pharnaceu eptabl e adjuvansg
t he present vention al so provides |for phar maceuti cal cOnposNiti onR
conprising at | east one benzoxazi ved conpound of general fornuR#¥

(I')y, optionally in form of one i t SNSt er&i soners, pr ef er abl N/
enanti omers or H \u/ NRH
O
(V) (V) )

wherein R to R'" and A have the meaning as given above.

Suitable reaction media are e.g. organic solvents, such as ethers, preferably diethyl
ether, dioxane, tetrahydrofurane, dimethyl glycol ether, or alcohols, e.g. methanol,
ethanol, propanol, isopropanol, butanol, isobutanol, tert-butanol, or hydrocarbons,
preferably benzene, toluene, xylene, hexane, cyclohexane, petroleum ether, or
halogenated hydrocarbons, e.g. dichloromethane, trichloromethane,
tetrachloromethane, dichloroethylene, trichloroethylene, chlorobenzene or/and other
solvents, preferably ethyl acetate, triethylamine, pyridine, dimethylsulfoxide,
diemthylformamide, hexamethylphosphoramide, acetonitril, acetone or nitromethane,
are included. Mixtures based one or more of the afore mentioned solvents may also
be used.
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di astereoners, its racemate or in formof a mxture of at |least two of its
stereoi somers in any mxing ratio, or a physiologically acceptable salt
t her eof , WO ms/08pbYat e, respect ively, and opt i onal | y one ®CTVEP0&03629

h ut t apl t f | at ed t
el 5 Tl R SeBeR acoSlied s o s BB Bl e @
neur opedriedall Yoﬂ’g%ﬁﬁ%ﬂhérgariﬂf Bé@ésﬁlﬂré‘fe%blj?%"{aﬂﬁﬁ&ﬁal Rdréxieles NE P sodig@ept or

for the regulatlon of od ingestion, preferably for the prophylaxis

and/ or hydesaxyesor mtasslym lysirexysie, fos olbtaingd Somveather pratalsrsushyasobariimy |

the. porsREoR riiiferer? colttiaRébegiofibE el cERRMER el cyeiom
di abet earbeats| célcmm eattorate, orAlRoxides, e(tfrsroe&ﬁn oethexige] potaesidnsor der's,
pr ef er abl %“oﬁmarmry di sorders, cardi ovascul ar di seases, pain, hyperten3| ve

syndr orfPethoxidea spgius gthexdde, petassium methexides patassiumrathoxjdeseipotassiem i on
al so prigyi tﬂ{i@x:&@ Fof aHﬁ?alﬂ ne% {’é?@r%tbh?f?%tméﬁméaﬁh ki gyé’lﬂ&fa\‘ﬁﬂe%‘?”po“nd

of general tornula orm’f oné o St er eol soners,
pr ef er didtgroeyeles| e:genstt-d razdbm:ytle[ZaE@ lostanet 9 8-dlaeah|t:yclof5 4 Q)dradec-biene

m xture_of,. at Jeast twp, of er eoi sqQ eraJ enant i oners or
AR R S A e e e e e o S
t her eof Alkal nfbtél@'é@h%s é&dlM@&%tQWi@%sP&B/ 5583 ORRHRe, MeaPSISbibelsed. f or

the manufacture of a nedi cament for the reégulation of neuropeptide Y

r ecept dMidurgsdrasediong @fmn@eﬁbepﬁfo&menaomwwyes vy @ise befusedt he

regul ation of food ingestion, preferably for the prophyl axis and/or
treatment of disorders of food ingestion, preferably obesity, anorexia or

bul i m arhd abovémemtionByl Ibaxses neydb® Uséd fritRB Proce¥s 48 awXikiayagents, hn@n
peri pheral nervous sy ster&ﬁpdl sorders of the central nervous syste

di abet e2PPraprigte; Other syitablg,ayxiliany,agens fardhe éQ@YQ) mentigged TeaGHONSATP Y or .
f
g;ﬁ dreg%*a} ¥x eﬁgapartgp enfiid 8%%58%?& ﬁ%ﬁ%ﬁfﬁ@?’@ dbcm{,ﬂ%% ensi ve

ases or 1 nmune I canent’ may be
in any dyn:tohaylcaatbrbcmnﬁme drmb(:hnphethylanmnopmplyl)nﬂreihydoavbodunwdn mal s and can

be pro t andar rocedure nown tq th killed in the rt. The
conposi IXERCIPidRon aPRAME OTRRLNAS, & Sl EABRTMAITRaEel o comho s IRe
adm ni ﬁhbﬁﬁtyléﬂlorfmﬁniﬁg'd?@ﬁ@tﬁhn@ulfdﬁ%cﬁlbﬁaénémbﬁg Mr8THEYe fedhenifare
adm ni stered parentally in
generally used in amounts from 0.5 to 5 mol versus 1 mol of the corresponding
reactands. These bases are generally used in amounts from 0.05 to 10 mol versus 1

mol of the corresponding reactands.

During some of the synthetic reactions described or while preparing the compounds
of general formulas (1), (1), (Ill), (IV) and (V), the protection of sensitive groups or of
reagents may be necessary and/or desirable. This can be performed by using
conventional protective groups like those described in the literature [Protective
groups in Organic Chemistry, ed. J. F.W. McOmie, Plenum Press, 1973; T.W.
Greene & P.G.M.Wuts, Protective Groups in Organic Chemistry, John Wiley & sons,
1991. Said literature description is hereby incorporated by reference as part of the
disclosure. The protective groups may also be eliminated as convenient by means
well-known to those skilled in the art.

39



conbi nation with conventional injectable liquid carriers, such as water or
suitable al cohols. Conventional pharmaceutical adjuvants for injection,
such as swahislos®sng agents, solubilizing agents, and buf fremsEPose3s2pe

i ramis FarPP6indd b4 RaFirBaT: G ) BARTV IR, SO ot s o
accor dImub@letd}esdhr@éFf&ddcau@&bﬂmgrwﬁ@tﬁwdomdm Bihise Gkilledan ehé bty
adm ni strabl e conpositions containing one or nore gm ysi ol ogi cal |y

conpat i Bieereastipniof compouads oppenexs| quﬁ\léaﬁ (IV) and (Vita viekddpenzoxagigene-

11T or SRR R Yrben Pl Gt mpy BREUEBESEE b brbeiond e 5
t ake amethoadedmosuni tofthose skilledhimthetanbl et s, pellets, capsules, |ozenges,

aqueous or oily solutions, suspensions, errul sions, or dry powdered form
suitable for reconstitution with water or other suitable |liquid nedium

bef or e Tge ut@ﬁftuﬂeﬂ‘ﬂﬁ'ﬂz@&&z 6n&€8ﬁfg%hh8€of g& él%?forﬂﬁjlé/@/)()w&?éﬁ@

PCT/ EPOS/ 03629 The |1 qU| or al or a mnistration nay al so contain
cer t ai reptatients/ Hs aspteferablyssynthesized frofrl swhatitutgd apthrasilicacidesa and

| sif t No - I t f I
i ni SBRPOHaRgestPEYaiEE BB Rapdnttng suBRTHRH bl ik schamied: 11 qui d
conposirhefhivd ARByredaeieainittion ifte JBdd- @éﬂdBUch%rﬁonyI@b@J)Qﬁé Bogapsul es in
a unit dos%%e anount . The conpositions of present nvention may al so be

adni ni RBe ntragieaeqsuptrwuqﬁdalnm ﬂﬁﬁ}thﬁltlttetﬂ penwlelcab@l/é’ hgdienzoxaginone-
9 f th
Fone o IR ToHREd M BRERRRIAY brbSaBfle 1R ooy B ROBoBIoro BB o L1

of one grbupuscarcrredmtstwrtmaimqmt m‘amdicl me@laeaﬁcbcdmg 190 ﬂTe memﬁdedmmw its
racematervg in form turg east ﬁ ereqi soners in

any ni »nAYilliams pBaI ﬁgi @6%66‘55%31 @Y§§|tetla ed-d¥ed. or a
sol vat eghéfis PrRYs! Y¢! 1%@%#&&%@1 ?Bycﬁé&\‘péﬁ% éH‘B Péfeféh%e an| nﬁs oty vary

phar maceut| cal véhic osage unans an
dependithg dmlcbmreoBy reactingrsuch a shmmuﬂedsbemzonazlhene esmpound of geaerats or

A L s S A C AN LS
subst ac(ﬁ)mpblhﬂjsa@hgéﬁeﬁﬁbﬁﬁugqq)im dhigined. several intakes.
By reduction of the corresponding ketones via conventional methods known to those
skilled in the art, e.g. by reduction with sodium borohydride (see scheme 2, method
B, R5=Z) benzoxazinone derived compounds of general formula (1), wherein R®
represents an unbranched or branched, saturated or unsaturated, optionally at least
mono-substituted aliphatic radical or a saturated or unsaturated, optionally at least
mono-substituted, optionally at least one heteroatom as ring member containing
cycloaliphatic radical (denoted by Z in method B) can be obtained.
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46 WD 03/ 084952 PCT/ EP03/ 03629 Phar macol ogi cal Met hods: Neuropeptide Y5
Receptor binding studies: Mthod (1) The experinental protocol follows the
met hod bywklos@sbisz et al. as decribed in M Gobbi, T. MrmUIvEPRI3A362¥ezzani :
Aut or ad] Qdr a 2’i c Reevaluation of the Binding Properties of [1251][Leu31,

Pr 034] %2‘%('?&8 “YY and [ 1251] Peptide YY3.36t0 Neuropeptide Y Receptor
Subtypes in Rat Forebrain, The Journal of Neurochem stry, 1999, 72,
1663-1670, which is hereby incorporated by reference and is part of the

di scl osure,gt whth nodificationg Mle Wstiar,rats are sacpifipged by

decapi tatioh, Mheir brainsgare| rapidly rlenoved and the cqrtex is

di ssect ed)] Fyho@&hi zatj on i sYpexforared Fnicdid conditi fnaethe buffer:
120 mv W, MAREr, 2 2 el 2, —1—2—mKH2PO4, |, 1 MSH, 25 nv
NaHCCB, 5. 5%nM gl ucds®, pH 7. 4ls by freangdghea U tra- Tur r dx oq{ageni zer for
15 seco,qg%d?tms;,%, 500 rpm The ratio betwe@n fresh tissue g and buffer
volunme Is of twenty tinmes. The nbrane is centrifuged folg ;n at
48,000 g. The supernatant is dis$carded and the pellet is wasfed,

resuspeﬂge recentrifuged three nore tines. The final nefbr ane
resuspensi ’sRper Nefitaed in the buffer: 120 MM NaCl, 4.7 M KCl, 2.2 nM
CaCl 2, 1, KH2PQg o 2 MV VgSO4, 25 mM NaHCCB, 5.5 nM gl ucose, 0.1 %
BSA, 0. 085% bacttzr acin; pH 7.4, at a 20 m/g ratio of freshrhisshe. The
radi ol i ganaR used is [125 11-PYY3-36 at the concentration of Did&rophdthylamine

| ncubat P& BR°eFre: 500 pl. A 1 pM concentration of BIBP 3286 is added to
the incubation nmediumin order to saturate receptor Y1. Imcubation 1is
performed at 25 C for 120 mnutes and ended by rapid filtration in a
Harvester Brandel .Cell through fiber glass filters of the brand Schleicher
& Schuel | G, 33p2 Tpretreated with a,0.%% ol yethyl eni i n8 sBlution. The
filters areR ed thrge ti meSwth -ty mllilifersa e sane
buffer used j deni zatd 82 The fgl e transferfed tolyvials and 5
m of Ecoscfnt W IfquPd scinrillati&n c%:k ai P ar#dded Yo Nealh vial. The
vials are all ov@e Rr eachissprapridy st at e'; f ewMilr s b%? Rounting in
a Wl lac WnspBcilra ;.414et%y@f"f’|"€i | | a0 clount er . Non-spe(ﬁg( 8 iinding is

f
Boc

determ ned knm the) pResence of 1 pM of E‘NPY (ﬁ(leuropepti deR Fﬁorci ne
origin). TheR1as'%\ﬂ>ﬁ are performed in tripficate.

°m V)

The compounds of general formula (IV) are commercially available or may be
produced according to scheme | by conventional methods known to those skilled in
the art. Essentially the respective compound of general formula (11) is reacted with
chloroacetyl chloride or the respective compound of general formula (lll) in the
presence of an organic reaction medium, preferably dichloromethane and a base,
preferably triethylamine and/or diisopropylethylamine.
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47 WO 03/ 084952 PCT/ EP03/ 03629 Method (11) The nethods used for nenbrane
preparation and binding are simlar to those described by Y. Hu, B. T.
Bl oonmui sWoeB/oad952i nY. Hu, B. T. Bloonguist et al., The pdamEPaD3cS

Bi ol ogi | 271, 26315-26319 th di f Sai d
I : ? e?glt & rﬁ}l‘Hﬂn @%%@P@W%OT ﬂ%@%ﬁ%gﬂ‘aﬁﬁm@h@gﬁ&% ﬁW'nglr ns part

of the cdi‘hé@urﬂﬁ% erte?hl b V(g,ge transfected with the rat Y5 receptor. The
cells were grown under stan ard culture conditions in 150 cn?2 di shes and

they were harvested using a rubber scraper and 10 ml PBS. The cells from

pel et bibs ey BpPELaEEN E4H ”f#PF%ﬁ?qS%%x%wE’% e 10 md pH 7. 4).

honogeni zed using a Potter- S honogeni zer, strokes at 600 rpm and
centrifuged 48.000 r 20 min 4C) The IIet was resuspended in 8 m
menbr anld bu?-l\/@thh(lﬂ-?@pe@nzbylm -sifedro-2bi- gﬂrbe@oxgmm@-onmzpozx 1,2 v
Cdd2 2,5 nmvM MSHA 1,2 mM BSA 0,15 ng/nm, Bacitracine 0,5 ng/m pH 7, 4)
and rehonogeni zed using the Potter S, 10 strokes at 600 rpm The protein
concent[3at | &Methylt hépipeddihat-yip  4vaihydto-R61-8]1-bairoxazidi 2bhgand was

[ 1251]-PYY (100 pM in a total incubation volune of 200 pl. Foll ow ng

i ncubation at 25C for 2 h, the reaction was stopped by addition of 5 nl

ice-col@b I- Uﬁgd AV HPO4 1,2 nv
CaC12 Mtl: %t?ﬂwgrg&xﬁpbmm%gW{M aﬂ%%‘r)gmie tar§lgt| Oﬂgl n a Harvester

Brandel | Cell using f| I ters (Schl e| cher & Schuell G- 3362) pretreated for

tvvo ho 520 e rs were hed one tinme wwth 5
i ceulrgi \é%??\"‘%? ‘{&'53 ‘%@'B/%b? g&ée‘ t?ﬁ'?f'%‘?é PN€cintilation vials

and 5 mM scintilati on cockt ail Ecoscint H were added. The quantity of

radioactivity present was determned in a Wallac Wnspectral 1414 counter.

Non spe[@ﬂf|%—Omlwgrh@plpm@md%vléﬂrﬁﬁe‘wdertha 1pbenzxgeginsd-onepM de pNPY. Al |

bi ndi ng assays were done in triplicate. 48 WO 03/084952 PCT/ EP03/ 03629

Met hod (111) Binding to Neuropeptide Y2 The experinental protocol follows

the netf@dd &Fivdrobu(piperidin-dayl)-1sdithydro-2He3 1ibentoxazin-2-one,
[8] 7-Fluoro-1-(piperidin-4-yl)-1,4-dihydro-2H-3,1-benzoxazin-2-one,
[9] 5-Methoxy-1-(piperidin-4-yl)-1,4-dihydro-2H-3,1-benzoxazin-2-one,
[10] 6-Methoxy-1-(piperidin-4-yl)-1,4-dihydro-2H-3,1-benzoxazin-2-one,
[11] 5-Hydroxy-1-(piperidin-4-yl)-1,4-dihydro-2H-3,1-benzoxazin-2-one,
[12] 6-Hydroxy-1-(piperidin-4-yl)-1,4-dihydro-2H-3,1-benzoxazin-2-one,
[13] 8-Hydroxy-1-(piperidin-4-yl)-1,4-dihydro-2H-3,1-benzoxazin-2-one,
[14] 6,7-Difluoro-1-piperidin-4-yl-1,4-dihydro-benzo[d][1,3]oxazin-2-one and
[15] 1-Piperidin-4-yl-7-trifluoromethyl-1,4-dihydro-benzo[d][1,3] oxazin-2-one,
optionally in form of their salts.
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Dunont, A. Fournier, S. St-Pierre, R Qirion: Characterization of
Neur opeptide Y Binding Sites in Rat Brain Preparations Using [1251][Leu3],
Pro 34 ] Paptaz@e+49%y and [ 1251] Peptide YY3. 36 as Sel ecti ve PCI/EP08/03629

Radi ol i The J | of ..Phar. I d Ex ' tal Th tics,
To95, 39 fugtner Seecthe Arestny VeRNER A C v BlRS 2 BEeSF T PR IPER AR 1 pt | on
| s her eyfidalts lof BEhAMHARShebefRIPESNPBURIYOf gééﬁéfﬁl fofrhblofl), Whréinstesstr e.

Mal e Wstar rats are sacrificed bslbdecaplta ion, their brains are rapidly

r enovedngnepmpaenhobaeneraplesmula () Bawoe &l leash apg dasicgroon is seanted withed i n

cold candi ti ' : fer: J 4 ; CaC12, 1.2
1\ KHZIﬁ‘thé)%ﬁ%bFR/{;%%ﬁc 9&956{5\%@&(}%}] g@%erﬂl\tﬁeg?fl%@m%&#ﬂ , by neans of
a U tr amédiurmSuiablmaction média ateé tiseonesigiveh abdve08uitabie indrganiztaciddet ween
fresh tissue wei ght and huffer, voggr is,of ten times. The nenbrane is

cent ri fAI§dar xamile W%O%tﬁoa@?@é@h FRMICARIBrRNASRAPTIC SCif, SUliIeaCdnd t he
pel I et digicasd edsi RS9 L LELg : TR e 1 ) ~f 1 nal
menbr anrgﬁ'rcesus'géebr'ltglbon | gﬁper %g;lﬁl%dé%ﬁe%%bégf ﬁ%}en&%@@%ﬁkﬁ%@@ B,a-Fgﬁlr%\/l KCl ,
2. 2 mVi acad;ior detrivatived tieréwd) sudh as pMoltedesulf@iic mibid, NzethaBeswfonicdtidloncose,
0.1 % BSA, 0.05% bacitracin, pH 7.4, at a 90 m/g ratio of fresh issue.
The r adfBPREISHTQNGACHs [ 12511 - PYY3.36 at the concentration of 28 pM

| ncubation volune: 500 pl. Incubation is performed at 25 C for 150 m nutes
and ended by rapid filtration in a Harvester Brandel Cell through fiber

gl ass flniyesaduaher agpeat thepresent iivention alssqirawides @pregess fardbeecated with a

i th ¢ ireBeriofitrEls of BehY oA hont Sied fTiadifi o s The
filterswiaerein atieastesriedompoundlof gandrabfarmutd (1) havingiattiedstlongdidic
scintillation cocktail are added to each vial.The vials are allowed to

reach <3TeHRAyS Eaagted with aner@matr puitahle bases Araferak]yimthe pwseaee of Aspect r al
1414 i ki ek i - i £ Lol ' ) in the
or asenci aple felgial el Sy B RES drb & OGS SRbGAESBE " oays
ar e perdlkoxides,iwhich indludeseitable célivns/desited 2.d>TonER(KiA8 tastalsBalialineur al
nodel s (Fqod i ntake neasurenents othh test, aninals.rats ( W
200- 27 RETTOELAIA 88 Orgin Pl & & N Rent. 1B8esin An 0. 15268 67 4 AALR: mat i ze
to the Rptégentd dGrandhed &F uribrah8fed c§4s$mowrézﬁé&re being subjected to any
experinmental procedure. During this period, aninmals were housed in
Solvates, preferably hydrates, of the Benzoxazinone-derived compounds of general
formula (1) may also be obtained by standard procedures known to those skilled in
the art.

If the Benzoxazinone-derived compounds of general formula (1) are obtained in form
of a mixture of stereoisomers, particularly enantiomers or diastereomers, said
mixtures may be separated by standard procedures known to those skilled in the art,
e.g. chromatographic methods or crystallization with chiral reagents.

The purification and isolation of the Benzoxazinone-derived compounds of general
formula (1) or a corresponding stereoisomer, or salt, or solvate respectively, if
required, may be carried out by conventional methods known to those skilled in the
art, e.g. chromatographic methods or recrystallization.
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groups of five in translucid cages and provided with food and water ad
libitum At |east 24 hours before the tests, animals are adapted to
si ngl e- howsim@soendi ti ons. Nocturnal feeding: Food intakedrEpmwasayed in

honme cages,in order to, mnimze non-specific Stir ffe | nt ake
Fesal ¢ 1 1B Belzrernged e rd s s Ol s feiefeR e Ao e

ad | i bithe respettivsl salts b sblvbfscareiteritslobitally atteptablesad arethicgdforte

random zed and dosed (orally or intraperitoneally), either with vehicle or

sel ect SYitablerasoRRarmaceutigplAntive sybstpagses for themreparation of madieaments, rats
are returned to home cages and food left on top covers is neasured.

Remai ni ng food and animal's weight 1is neasured next norning. The above
ment i orlde presentiavantiorithecefobe disorprévities farsk meidicdmentaonaprising etileast  of

Phar macol o 414 (2001) 215-224 and Turnbull et al , D.abetes, Vol 51,
August OPSORRZOKAF BANG HeriER SOy RANDS: S GEREER TonyIRHb; aRSAl IS Phar ¢ of
the di giledstifsSsteretfistinfierd! bRE BEMRINGS SrURRLRDINGS, ROPSLS3R i !
fasted rats: SRa?rs wer e fééted%‘byGZ?mrs in' ome cages, and after lthis
per i od fas of a(ixtire of at leashtwaptits stenecisomers, girefesablyienantiemiecs er or
benzoxag) ne- conpound_ of general formyla.(l). . One hour | r_or i_.ghed
Food | Hndpieoiia.p el ahins e chaRniBidedivalaepiatie s3h el Bt or
1, 2, %Wﬂe,@eb@é&t&elﬂ%d@dt@h@ﬂ%@hé &W@Wnﬂa@e%dﬂy@%&p@bl@' ., Europan
Journal of Pharnmacol ogy 414 (2001) 215-224 and Turnbull et al., D abetes,
Vol . 5P,dM(ﬂjl!ﬁr,t 2002, , which are hereby incorporated by reference and form
part of the disclosure. The follow ng exanples are given to illustrate the

present invention, but they do not |imt the scope of the present
I nvent iFurthebMor) tA8/phégeii InventiorRlsd prvitfes fox amiaemaceébtical cbmposifioat es of

general formlas, (I an were prepared by nmeans of conventj onal
or gani COMMYIRING ?Vgﬁg{ %geﬁﬁmﬁft%‘% dedsggm %‘dﬁ‘fﬂfsgfh@fa'r g (')'
prepar ggdt ; f it | S if lgs (1'V) and (V)
S shm?érfJ B@éﬁ)ﬁ@a%ﬁgkﬁdsgﬁ{ eS|r§ér§f pgf%%%n%%ﬁécp g?ﬁégpgner al formula (1V)
diastereomers, its racemate or in form of a mixture of at least two of its stereoisomers
in any mixing ratio, or a physiologically acceptable salt thereof, or a solvate,
respectively, and optionally one or more pharmaceutically acceptable adjuvants,

which is not yet formulated into a medicament.

Preferably the medicament is suitable for the regulation of neuropeptide Y receptors,
preferably of neuropeptide Y 5 (NPY5) receptor, for the regulation of food ingestion,
preferably for the prophylaxis and/or treatment of disorders of food ingestion,
preferably obesity, anorexia or bulimia, for the prophylaxis and/or treatment of
disorders of the peripheral nervous system, disorders of the central nervous system,
diabetes, arthritis, epilepsy, anxiety, depression, cognitive disorders, preferably
memory disorders, cardiovascular diseases, pain, hypertensive syndrom,

inflammatory diseases or immune diseases.

The present invention also provides for the use of at least one benzoxazinone-
derived compound of general formula (1), optionally in form of one of its
stereoisomers, preferably enantiomers or diastereomers, its racemate or in form of a
mixture of at least two of its stereoisomers, preferably enantiomers or diastereomers,

in any mixing ratio, or a physiologically acceptable salt thereof, or a solvate,
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2-chl oro- N- (4- phenoxyphenyl )acetamde 2 CI~HN \ / I N&t, € O_ - Q /
O\ CHZCZ N\ / OTo a solution of 4-phenoxyaniline (1,85g, 10 mmles) and
triethyl awnmsm(;@sﬂ? m, 15 mmoles) in 25 m dry di chl or orretrERo®p362¢ added

Gy ot SEPAeUhLatIng U RGBRY B mecditBh By i hsfarbhuot RG] 10,

at room tee;@p&rrat eferablyt sfrsuresestiiedY IFEMRY S)rebeptorfer the regatdtion ofi t h 2x30
m  HCl N WO ?ﬂ'r vvateytr dri e‘(sje‘\sit\nth sodi un?sul fgte and theeg@sol ven

evapor &@%mg,@stagng)re(eraewcfogﬁieo@roehyl@xmrm/@r ireqtment oh disprtrrs\Af feR%Et ani de

51 vo (HHRBearetePibet shordel o ffle. ot piipds AR foayheft ©T

gener alof disomiéms df\the Beapheml nervous system dlsorders of the central nervous

6- Chl or o- 1- erldn4 , 4- di hydr o- 2H 3, 1- benzoxazi p- 2-.0ne
hydrocﬁwaﬁn&eé BSetes. dhas. £ sy Sty SEpressIam CNRE S RTBR Nz () 6N
(b) N (fre 'n‘l'é F?Rje(' ) hypertensive syndrom,
1-(tert But y carpm ?/ car \(;?%CU ar ﬂ?%ars&syreg{nhyyghengs“ém ¥1e)]

pi peri mﬂmmaﬁvy@seasesforimmm@aew@(ycar bonyl ) - 4- pi peri di none (20 g,

0.10 nol), 2-am no-5- chlorobenzylic alcohol (17.34 g, 0.11 nol) and acetic
acid (14 nL, 0.22 nol) in dry toluene (500 nL) was heated at refl ux

t enper athymedlcdatﬂhmm? b&in ahy fdrnPsuitibléRiRe applicaivpttotimmansand/foat i on
wi th Dean-Stark, for hours. The m xture was then cool ed

animals and can be produced by standard procedures known to those skilled in the

art. The composition of the medicament may vary depending on the route of

administration.

The medicament of the present invention may e.g. be administered parentally in
combination with conventional injectable liquid carriers, such as water or suitable
alcohols. Conventional pharmaceutical adjuvants for injection, such as stabilizing
agents, solubilizing agents, and buffers, may be included in such injectable
compositions. These medicaments may be injected intramuscularly, intraperitoneally,
or intravenously.

Medicaments according to the present invention may also be formulated into orally
administrable compositions containing one or more physiologically compatible
carriers or excipients, in solid or liquid form. These compositions may contain
conventional ingredients such as binding agents, fillers, lubricants, and acceptable
wetting agents. The compositions may take any convenient form, such as tablets,
pellets, capsules, lozenges, aqueous or oily solutions, suspensions, emulsions, or dry
powdered form suitable for reconstitution with water or other suitable liquid medium
before use, for immediate or controlled release.
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and vacuum concentrated up to half volunme. NaBH3CN (20 g, 0.32 nol) and dry
THE (300 nL) were added to the resulting solution. Acetic acid (10 ni,
0. 17 nol )weas/st9sen dri pped for one hour. The reacti on wa®CItEPOs/@xt2@t room

+ oot aud 18, fodift oo ot ot agnliifuah i, 485 cHREI BeRERCERIfLSucgS e
NaHCO3-svadatenérsd flavorinig, pres(efrvatn%Oanﬂ)ermnsifmg bgéhtss Nonraquedusdiquid on (250

m.), dried and evaporat ed to dryness. eS| due urified by nmeans of
flash m'w%sﬁy@asﬂmn@tw@n "é?)h’r’ﬁP OHf‘U ?&%‘&@B@Q@d'b'ﬁﬁ'ﬁol eum

‘i‘}_'h ELR(%E%W %ﬁﬂ'@b{t?ﬂs %%Hgtcomén}léﬁﬂﬂ? EH@%@A{%@SW efﬁl‘ géilb%nﬁ %af)gul%s 96% .
SIS . e SR P DAY NG acs
: : , 4. S, : : S, , 6. , ] = 8. : , 6.

(s, 1 H, 7.07 (d, ,j=8.6 Hz, 1 H. 52 WO 03/084952 JPCT/EP03/03629 b.)
1-(1-ter ﬁé%'émbeéméﬁé BPthe péséhﬂﬂ%ﬁﬁd??’ Jﬁay%é‘&b@ %@ﬂnét&éb!@ﬁu@al@)‘bﬁméa
benzoxazi n-2-one N, N-diisopropyl ethyl am ne

tri phossyppesitaryss g, 29.2 mmol) were added to a soI ution of

1-(tert-Butyl oxycarbonyl)-4-[(4- chloro-(2-hydroxynethyl)

phenyl -am no) ] pi peridine (27.0 g, 79 mmol) in dry THE (250 m-) cool ed at

0C. TheTheabovedomentionéd coimpdsiiondhdiade prdferaty anto BO%baﬁ\ﬁﬁghf 6f ofieof or 72
h. Ethyl ether was added and the m xture was cool ed at h and the

DI EA hyap&ﬂﬂ beibenzaxazinpeerderived cempovpd of igpnefaéaorgwlm(t)owﬂm‘@"y@apor at ed
to drynggg o%ﬂet&?f&gs?éﬂeﬁ%rﬁ@é B@é@bgg%»ér{ﬂofﬁ%@é@ﬁ%%me} OtdrL),  washed

with 5% solutio critic acrd and NaHCO3-
sat ur atradesaiteior mn‘o('rﬁ of sDdixture) of dtheastttvglof asesitereelssmersum anyxmxﬂgl ed

S t d t duced
br ougnt*afe: @1 PhiPIOka 2BRpIa0la Hf MeHEeh Of A ONAUR.Jo2bps o endi 4L vod

and th i ound in crystalline
form(S%‘Q%’9*%ﬁ“w‘g?Fﬂ*gf’%ﬁt’ﬁa’ﬁ%&‘%‘Sﬁ' R CCbai 3): 1 a6 (s, o)

1.79 (d, j=10.1 Hz, 1H), 2.54 (m 2H), 2.78 (m 2H), 3.96 (m 1 H), 4.28

(7m2 82|(_D'5h§ ngﬁééésqgél_%‘r hgTai.' f_&d ‘Jinlr_rﬂals7 g%zyva]ry 'dlapgn&:)ﬁg(o% fa‘z‘,forg thatITlFave 1 H,
6- chl ortheir-tiasisinrthe réspective speéiedi dnotiiérfattos, lsuehsage, iweightasredegree

of iliness and so forth. The daily dosage for humans usally ranges from 1 milligram to

500 milligram of substace to be administered during one or several intakes.
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hydr ochl ori de A sol ution of

1-[(1-tertButyl oxycarbonyl)-4-piperidinyl]-6-chloro-1, 4-di hydro-2H 3, 1-
benzoxazi wodsme®st 24 g, 65 mml) in ethyl acetate (500 m PcviEres3/osed ed at
0C. A M sol ui | pgen chloride in ethyl ether (500 nlL) was then
added ?mrpiﬁcoqbé%'ﬁ%@%ﬁskture was stirred at OC for 4 h. The precipitate
formed was collected by filtration, washed with ether and vacuumdried to
yield the desired product as a solid (16. 95 g, 97% . Melting point:

254- 25 NeuiropeptidesY 9 Regeptorhirtiog stadies: ' H NVR (CD3OD): 2.13 (d, j= 12.2
Hz, 2H), 2.88 (m 2H), 3.20 (m 2H), 3.53 (d, j_ 12.8 Hz, 2H), 4.24 (m 1
H, 5.16 (s, 2H), 7.31 (m 2H), 7.41 (dd,j=8.8Hz,j=2.6Hz, 1 H). Several
subst i tMethdd3(l)L- benzoxazi n- 2- one conpounds were prepared via the

respectively substituted benzyl al cohols by reducing the respectively
substituted anthranilic acids with |ithium alum nium hydride and ot her

known mﬁ?m‘?&‘ﬁaf Srdtdcol ’F&H%tﬁg‘_’iﬁét‘hoﬁm. Bobbiass:. a&idebhifled th fe art

(see schene e.g. por ejenp
met hy| -Golghij PeMiednimi,4A W ezzanit-Alitosatliagraphis, Redatrationzofrth@ Bimding

6. ot nytroRe et el Fro%T Benide VARG Homi U uith Netrgeptide

5- net hox Reeptor IBRibtghes ift- Rét)Fdreﬂra(i'r'\ W%&HaﬁoﬂNe@%ﬁ@ﬁﬁ&M1@99n¢2
6f|uorol{§7ﬁd)er| I'n-4-yl)-1, 4-d|h dr o- 2H- 3, 1- benzoxazi n-"2- one,

8- met hohB@3 ;ymlclmmw)eby lmqrp«n@aﬂedabzFefgre_nqeeamise;zarhofzﬂwsclesm hyl - 1-

P PooritTbdioationd MBRAUISar e ate SRRRAATY décBiBton sneir brajpg are
5 f | uorrapithy rremwediam theybdrtéx - diséw@cb %ma énuzb@dﬂ@mfdm%dqnecold
6- met hoxy 4-dj hédro -benzoxazi n- 2-0

o b1 orohations b fherbHllEy 20 Mo 0-b A KT 2,8 ot Spiea 1B M KHAR G 0. 1.
6 chi or 52 P A O NENIC 0y S TP REAS TN Do SR UM o1 hers.
The r ea?Eur'ra)mcmhogeelzeeﬁqwd(& semanﬁs at 13,500 rpm. The ratio between fresh tissue
T IR LU Yt e Wit e RaERATE s crHleaor R Y- 1
6- met haxtwglodmy PEheé dLp¥natdntds d%bbbﬂiafooar?d"tl{é pélrel@waéﬁéd tedusikhdeanipy nds
according to conventional methods, e.g. In an 1 nert organi c sol vent
yi el ds repentrifiigeedhree mere fimas« The-final p‘tﬁmllmangelr)asuspensmn is performed in

the buffer: 120 mM NaCl, 4.7 mM KCl, 2.2 mM CaCl,, 1.2 mM KH,PO,, 1.2 mM

MgSO,, 25 mM NaHCO;, 5.5 mM glucose, 0.1% BSA, 0.05% bacitracin, pH 7.4, at a

20 ml/g ratio of fresh tissue. The radioligand used is ['?I]-PYY .3 at the

concentration of 28 pM. Incubation volume: 500 pl. A 1 uM concentration of BIBP

3226 is added to the incubation medium in order to saturate receptor Y;. Incubation

is performed at 25 °C for 120 minutes and ended by rapid filtration in a Harvester

Brandel Cell through fiber glass filters of the brand Schleicher & Schuell GF 3362

pretreated with a 0.5% polyethylenimine solution. The filters are cold-washed three

times with two milliliters of the same buffer used in homogenization. The filters are

transferred to vials and 5 ml of Ecoscint H liquid scintillation cocktail are added to

each vial. The vials are allowed to reach steady state for a few hours before counting

in a Wallac Winspectral 1414 scintillation counter. Non-specific binding is determined

in the presence of 1 yM of pNPY (Neuropeptide Y of porcine origin). The assays are

performed in triplicate.
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1, 4-di hydro- 2H 3, 1- benzoxazi n- 2- one,

8- hydr oxy- 1- (pi peridinyl)-1, 4-di hydro-2H 3, 1- benzoxazi n-2-one and

6- hydr oxywo-3pspeszi di nyl ) - 1, 4- di hydr o- 2H 3, 1- benzoxazi n- 2PCaveros/osspeounds.
The un bﬁ%ﬁ{(dbed benzoxazi n- 2- one 1-(piperidin-4-yl)-1,4-di hydro-

2H 3, 1- I n-2-one is prepared according the nethod described in J.
Med. Chem 1995, 38, 4634 and J. Med. Chem 1998, 41, 2146, which are hereby
i ncorporated by reference and form part of the disclosure. 54 WD 03/084952
PCT/ EP031e0Beiimdsiuaedsion membrase piaparationland bioding acesimilardodbasdy

convent %I I t art t he use of
Li AYMdziegea{%%g?& q-zlbg 6@'5'99&#%59? E@ng ;I' Qﬁ"%’%‘?'f‘t %I%g Q%ﬁosphere
e.g. armmarofrauélbgmenc:hémngtryomgge§271 S26315¢263 19 itk Modificktions. SBRE cases
t he reﬁI ective am_ nobenzyl al cohol s are obtained in very good vyields.

Gener al q:rﬁgt{rfa@&spgﬁthrms WQT@WFtEdF‘tRﬁrPQWt% by sigterenca ard tormspatt of theaci ds: To

th I f or
Gaseoysitiosure, 88fls CRWLRPESHAILCO TP HeTal ¥ reSaplol St BaisAfloig ighur, O
gi ven amder standaed nuumneg:mmmssndrﬁoam? dishes afid they\vees hah/estedﬁumngla of
58, 3 f th b t t lic acid,in 150 nL
o hoar dHb6a Eerapaand SATEITAS “TRAEeNS o TN fishes wese Related PBgm
&g{ne)rer aﬁe‘ﬁtrﬁugéé 25800 gw ph./ﬁm ?ﬁeg)@uét wé’é'%r he8 9! reBGspéhdity fn $mi ML

- %

fin water are ' care uIIy added
to the huffer (Fes- HﬁHélOr@MJIﬂH M)slnmpegemzad |U§|n‘g a PettetSshaimogsartizet, 40t h

cvapor SsheS ot 608 BPAR Eepfised. 36 G Torad thut Ty 1A bR s how: > "

f ur t herrepuspérideatin @ml E?@ﬁ@’eﬁebuf@f@'pﬁé RICI 25 rﬂM NaCI 120 mM, KCIi 5 mM,
1-{1- [N (9; 0x0- 9H f | uoren- 2-yl ) am nocar bonyl met hyl | - 4-
(pi per ifRPY 1.21mM, frafyla 2ed MM M8 Qachz sz BSA0.d Rangil s Basitracingd,5A

thur%afnlu 947@ 9&@%&%&% @ﬁqﬂgig&heﬂﬁé% Fo%%&%%%a 5%0'"' oride

(2.68 or oacetam g, 11
nmol ) aJTdteHKEGm%r(tEa:gg ig thélﬁwcmbatlion wasd- Mﬁld'ﬂ’rhe éa!aehgandwasl [@ﬂpPMtht gt
room t ed and the preci or me
was coe(qggtpgbu'ﬂ)? t@?'l'@?‘&?qq . &BS\MQQ ‘§|°é"§%@ V&B‘Ig Hom géclt’u&?r 2aé!et at e,

washed the rbaMiirilvas @pr’b%% addltlon of 5 ml ice-cold buffer (Tris-HCI 25 mM, NaCl
120 mM, KCI 56 mM, KH,PO, 1,2 mM, CaCl, 2,5 mM, MgSO, 1,2 mM, pH 7,4) and
rapid filtration in a Harvester Brandell Cell using filters (Schleicher & Schuell GF
3362) pretreated for two hours with 0,5% polyethyleneimine. Filters were washed
one time with 5 ml ice-cold buffer. The filters were placed into plastic scintilation vials
and 5 ml scintilation cocktail Ecoscint H were added. The quantity of radioactivity
present was determined in a Wallac Winspectral 1414 counter. Non specific binding
was determined in the presence of 1 yM de pNPY. All binding assays were done in
triplicate.
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dried and evaporated to dryness. The residue dissolved in EtOH was brought
to pH=3 with a 1 Msolution of hydrogen chloride in EtOH and filtered to
yield thewd)esms@dz hydrochl oride in crystalline form (3. 7®cg/EP0499629 55 WO
03/ 0843& / P03/ 03629 Exanple 104: Preparation of

N-[4-c eﬂmdz -chl or o- benzoyl ) - phenyl ] - 2-[ 4- (6- chl or 0- 2- oxo0- 4H

benzo[d] [ 1, 3] oxazi n-1-yl]-piperidin-1-yl]-acetam de hydrochloride cl ~ o /
cl \ o I/ NO6 +C~N1 DW K2C03/ p 2) HCO / EEOHN 60O\ HC H I
HCl N @inding to Neuxopeptidesy of

1- (4-piperidinyl)-1,4-di hydro 2H- 3, 1- benzoxazi none hydrochl oride (161 ng,
0,60 mmol ), 2-(2- chI oroacet am de) - 2, 5- di chl or obenzophenone (226 ng, 0, 66

nol ) artk ExXsedin é&&p?mcéi féfoweTHe) mbfhoBNﬁ/ Y1Bufont et 8l. &siddselbéd i vom
t enperature overni Afterwards H20 (15 °'m -) is added and the forned

preci piPement, %;E&uam@a &‘bySHF’lerneaR &wnqmé:lwapt@nzatl@n ekdeveapeptidetthy|
acet at g t &2550| enp e so
obt ai nedJ %e%rj? sso ﬁrﬁﬁ%ﬁigg@bq 5ﬁ@'e}ép0n rgﬁﬁp%t@tﬁ% 5322 m of a
2,8 M s[bq5=]f’eph|de)YY9_yéia®Sfelenftwle Yalcalglid Nadlﬁéimeﬁgfnchb§he Johenahmr ochl ori Ioledsal t
is cr allize | ed an rye ite soli
wer o oHtBATREAEOd rafgxpe/gmente H8r3Paules, 2%%6@7 2W' Alght 1295,

1246 ml,gga,f,cg@&% f%‘ft?hte?él?rezdégt%n]%ﬂe‘é%tﬂzm% p}) 5@9{1 By }@fﬂ)%ng %ﬂ? 2 H)

7 3 (mfozranavtdthmilscIdQuré 5(m 2H 7.5 (m .6 (dd, ,/=8

Mei ti ngb'ﬁlﬁ \S/txs(ta%ﬂé gbnﬂsgf:l_llffice%] b'SD decapzta{loﬁ t?‘\elH)brams aré réplélyl_%m%uvg andd6)
the hypoccampus is dissected. Homogenization is performed in cold conditions in the
buffer: 120 mM NaCl, 4.7 mM KCI, 2.2 mM CaCl,, 1.2 mM KH,PO,4, 1.2 mM MgSO,,
25 mM NaHCO;, 5.5 mM glucose, pH 7.4, by means of a Ultra-Turrax homogenizer
for 15 seconds at 13,500 rpm. The ratio between fresh tissue weight and buffer
volume is of ten times. The membrane is centrifuged for 10 min at 48,000 g. The
supernatant is discarded and the pellet is washed, resuspended and recentrifuged
two more times. The final membrane resuspension is performed in the buffer; 120
mM NaCl, 4.7 mM KCI, 2.2 mM CaCl,, 1.2 mM KH,PO,, 1.2 mM MgSOQ,, 25 mM
NaHCO; 5.5 mM glucose, 0.1% BSA, 0.05% bacitracin, pH 7.4, at a 90 ml/g ratio of
fresh issue. The radioligand used is ['?°1]-PYY ;.3 at the concentration of 28 pM.
Incubation volume: 500 pl. Incubation is performed at 25 °C for 150 minutes and
ended by rapid filtration in a Harvester Brandel Cell through fiber glass filters of the
brand Schleicher & Schuell GF 3362 pretreated with a 0.5% polyethylenimine
solution. The filters are cold-washed three times with three milliliters of the same
buffer used in homogenization. The filters are transferred to vials and 5 mi of
Ecoscint H liquid scintillation cocktail are added to each vial.The vials are allowed to
reach steady state for a few hours before counting in a Wallac Winspectral 1414
scintillation counter. Non-specific binding is determined in the presence of 1 uM of
pNPY (Neuropeptide Y of porcine origin). The assays are performed in triplicate.
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The melting point and the spectroscopic data for the identification of sone
of the benzoxazi none-derived conpounds of general forrmula (1) prepared
anal ogouswy oBos495he net hods described in Exanples 1 and 1@41/ER0®oxhowWn in
the follow ng tables: 3(084952 PCT/ EPO3/ 03629 In the conpounds
accordi%ﬁh?‘ﬂgﬂérfﬂpgglsiapﬂ%rﬂﬁgg MmPASYEMeMNS! i t utents Rl, R2, R3 and R4
as well as the substituents R5 to RO all represent H Thus, the general

formula (1) may be witten in the sinplified form(la) given bel ow,
wher ei in/doth tertcanimals rais (M@@%tzoﬁéﬁgmhtame@from HaganF8.ApwelgusedN R2 |

Fo N ore s pre dpdfndinzed o hE eaiacly 5P Bt 1d8l's Hays Hefe ting- "y ¢ |

a, h msubjeécted to any experimental procedure. During this period, animals were housed in

groups of five in translucid cages and provided with food and water ad libitum. At
least 24 hours before the tests, animals are adapted to single-housing conditions.

Nocturnal feeding:

Food intake is measured in home cages in order to minimize non-specific stress
effects on food intake resulting from changes in housing conditions. Food and water
is available ad libitum. Immediately before lights turn off, rats are weighed,
randomized and dosed (orally or intraperitoneally), either with vehicle or selected
benzoxacine-compounds of general formula (). Thereafter, rats are returned to home
cages and food left on top covers is measured. Remaining food and animal's weight
is measured next morning.

The above mentioned methods are described in Ants Kask et al., Europan Journal of
Pharmacology 414 (2001) 215-224 and Turnbull et al., Diabetes, Vol. 51, August
2002, which are hereby incorporated by reference and form part of the disclosure.

Acute effects of selected compounds on food intake in fasted rats:

Rats were fasted for 23 hours in home cages, and after this period dosed (orally or
intraperitoneally), either with vehicle or benzoxacine-compound of general formula (1).
One hour later preweighed food is left on top covers, and cumulative food intake is
measured after 1, 2, 4 and 6 hours.

The methods are described in Ants Kask et al., Europan Journal of Pharmacology
414 (2001) 215-224 and Turnbull et al., Diabetes, Vol. 51, August 2002, , which are
hereby incorporated by reference and form part of the disclosure.

The following examples are given to illustrate the present invention, but they do not
limit the scope of the present invention.
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Examples:

The intermediates of general formulas (V) and (V) were prepared by means of
conventional organic chemistry methods known to those skilled in the art. The
preparation of some of the intermediates of general formulas (IV) and (V) is shown
below:

Example A:
Synthesis of a compound of general formula (1V)

2-chloro-N-(4-phenoxyphenyl)acetamide

i HN NEt, 0 Q
Cl + — (l
\/U\CI \©\O /© CH,Cl, \)J\N—@—o

To a solution of 4-phenoxyaniline (1,85g, 10 mmoles) and triethylamine (2,07 ml, 15
mmoles) in 25 ml dry dichloromethane, is added stepwise a solution of chloroacetyl
chloride (1,18g, 10,5 mmoles) in 10 ml dry dichloromethane. The resulting reaction

mixture is stirred for 1 hour at room temperature. Afterwards said reaction mixture is

washed with 2x30 ml HCI (2 N) 1x30 ml water, dried with sodium sulfate and the solvent

evaporated. 2,48 g. (Yield 95 %) of 2-chloro-N-(4-phenoxyphenyl)acetamide were
obtained.

IR cm™(KBr) :3270,1660, 1506, 1490, 1236, 843, 752, 691.
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Preparation of 6-Chloro-1-(piperidin-4-yl)-1,4-dihydro-2H-3,1-benzoxazin-2-one

hydrochloride

e Cl cl Cl
OH 0 fo)
o OO O, OO
\©f\0|-| R NH N/&O N’J*o
NH, - —_— —_—
(@ () (©)
N N

h ) N CH
Boc Boc

v)

a) 1-(tert-Butyloxycarbonyl)-4-[4-chloro-(2-hydroxymethylphenylamine)]
piperidine

A solution of 1-(ter-butyloxycarbonyl)-4-piperidinone (20 g, 0.10 mol), 2-amino-5-
chlorobenzylic alcohol (17.34 g, 0.11 mol) and acetic acid (14 mL, 0.22 mol) in dry
toluene (500 mL) was heated at reflux temperature, with water elimination by means
of azeotrope distillation with Dean-Stark, for 6 hours. The mixture was then cooled
and vacuum concentrated up to half volume. NaBH3;CN (20 g, 0.32 mol) and dry THF
(300 mL) were added to the resulting solution. Acetic acid (10 mL, 0.17 mol) was
then dripped for one hour. The reaction was stirred at room temperature for 24 hours.
The mixture was vacuum concentrated and the residue was dissolved in ethyl
acetate (750 mL), washed with a NaHCO;-saturated solution (4 x 250 mL) and a
NaCl-saturated solution (250 mL), dried and evaporated to dryness. The residue was
purified by means of flash chromatography eluting with a mixture of ethyl acetate:
petroleum ether (1:3). The desired product was thus obtained as an oil (32.7 g, 96%).
'H NMR (CDCl3): 1.32 (d, y=11.2 Hz, 2H), 1.41 (s, 9H), 1.92 (d, yj=11.2 Hz, 2H), 2.92
(t, ,=12.0 Hz, 1H), 3.10 (s, 1H), 3.37 (m, 1H), 3.88 (d, J= 13.7 Hz, 2H), 4.49 (s, 2H),
4.75 (s, 1H), 6.52 (d, J= 8.6 Hz, 1H), 6.96 (s, 1H), 7.07 (d, y= 8.6 Hz, 1H).
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N, N-diisopropylethylamine (DIEA) (43 mL, 0.25 mol) and triphosgene

(8.65 g, 29.2 mmol) were added to a solution of 1-(tert-Butyloxycarbonyl)-4-[(4-
chloro-(2-hydroxymethyl) phenyl-amino)]piperidine (27.0 g, 79 mmol) in dry THF
(250 mL) cooled at 0°C. The reaction was stirred at 0°C for 1 h and at room
temperature for 72 h. Ethyl ether was added and the mixture was cooled at 0°C for
3 h and the DIEA hydrochloride was then filtered. The filtered solution was
evaporated to dryness and the residue was dissolved in ethyl acetate (750 mL),
washed with 5% solution of critic acid (2 x 500 mL), water (250 mL) and NaHCO;-
saturated solution (2 x 500 mL). The ethyl acetate solution was dried (MgSO,),
filtered and evaporated under reduced pressure. The residue was brought to the boil
with ethyl ether until the whole solid was dissolved and then cooled overnight to yield
the desired compound in crystalline form (28.9 g, 67%).

Meiting point: 177-179 °C

"H NMR (CDCly): 1.46 (s, 9H), 1.79 (d, J= 10.1 Hz, 1H), 2.54 (m, 2H), 2.78 (m, 2H),
3.96 (m, 1H), 4.28 (m, 2H), 5.02 (s, 2H), 6.98 (d, = 8.7 Hz, 1H) 7.13 (d, J= 2.4 Hz,
1H), 7.28 (dd, y= 8.7 Hz, J= 2.4 Hz, 1H).

c.)  6-chloro-1-(piperidin-4-yl)-1,4-dihydro-2H-3,1-benzoxazin-2-one
hydrochloride

A solution of 1-[(1-ter+-Butyloxycarbonyl)-4-piperidinyl]-6-chloro-1,4-dihydro-2H-3,1-
benzoxazin-2-one (24 g, 65 mmol) in ethyl acetate (500 mL) was cooled at 0°C. A 5
M solution of hydrogen chloride in ethyl ether (500 mL) was then added and the
resulting mixture was stirred at 0°C for 4 h. The precipitate formed was collected by
filtration, washed with ether and vacuum dried to yield the desired product as a solid
(16.95 g, 97%).

Melting point: 254-257 °C
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1H).

Several substituted 3,1-benzoxazin-2-one compounds were prepared via the
respectively substituted benzyl alcohols by reducing the respectively substituted
anthranilic acids with lithium aluminium hydride and other known reducing agents by
methods well known to those skilled in the art (see scheme 2), e.g. por ejemplo 6-
methyl-1-(piperidin-4-yl)-1,4-dihydro-2H-3,1-benzoxazin-2-one, 7-methyl-1-(piperidin-
4-y1)-1,4-dihydro-2H-3,1-benzoxazin-2-one, 8-methyl-1-(piperidin-4-yl)-1,4-dihydro-
2H-3,1-benzoxazin-2-one , 5-methoxy-1-(piperidin-4-yl)-1,4-dihydro-2H-3,1-
benzoxazin-2-one, 6-fluoro-1-(piperidin-4-yl)-1,4-dihydro-2H-3,1-benzoxazin-2-one,
8-methoxy-1-(piperidinyl)-1,4-dihydro-2H-3,1-benzoxazin-2-one, 5-methyl-1-
(piperidin-4-yl)-1,4-dihydro-2H-3,1-benzoxazin-2-one, 7-fluoro-1-(piperidin-4-yl)-1,4-
dihydro-2H-3,1-benzoxazin-2-one, 5-fluoro-1-(piperidin-4-yl)-1,4-dihydro-2H-3,1-
benzoxazin-2-one, 6-methoxy-1-(piperidinyl)-1,4-dihydro-2H-3,1-benzoxazin-2-one,
5-chloro-1-(piperidinyl)-1,4-dihydro-2H-3,1-benzoxazin-2-one, 7-chloro-1-
(piperidinyl)-1,4-dihydro-2H-3,1-benzoxazin-2-one, 8-chloro-1-(piperidinyl)-1,4-
dihydro-2H-3,1-benzoxazin-2-one and others. The reaction of the respective 5-
methoxy-1-(piperidinyl)-1,4-dihydro-2H-3,1-benzoxazin-2-one, 8-methoxy-1-
(piperidinyl)-1,4-dihydro-2H-3,1-benzoxazin-2-one and 6-methoxy-1-(piperidinyl)-1,4-
dihydro-2H-3,1-benzoxazin-2-one compounds according to conventional methods,
e.g. BBrj in an inert organic solvent yields the respective 5-hydroxy-1-(piperidinyl)-
1,4-dihydro-2H-3,1-benzoxazin-2-one, 8-hydroxy-1-(piperidinyl)-1,4-dihydro-2H-3,1-
benzoxazin-2-one and 6-hydroxy-1-(piperidinyl)-1,4-dihydro-2H-3,1-benzoxazin-2-
one compounds. The unsubstituted benzoxazin-2-one 1-(piperidin-4-yl)-1,4-dihydro-
2H-3,1-benzoxazin-2-one is prepared according the method described in J. Med.
Chem. 1995, 38, 4634 and J.Med.Chem. 1998, 41, 2146, which are hereby
incorporated by reference and form part of the disclosure.

54



Ef Er ly N4 COr.Ti Ao ~~0 ~v~ "dNN~~~ N) In-WOW00 G~ v I ~A en 00 ~:
06 NynO i ~0 NON, lep G NNZ -,'"~+i "=~ 4 M N1 '~t M .r .. .r VY
IN fV 00W(M3N84&>52 CN ~N Otl ~~ 1] MOMN .~~ X 7 ViPFOTtER03/0829 " NoO
I\/DlNN 7 N%- % EE NVINnNGE'6rx NC4r-- 00 M» 00 ~-r
; +d@mubsﬁltutegan eomeacm/wecmreﬂgc%@vcgqnue%lonajmﬁbgd@ kn@wr toovN- O

Nbl M | <O
NPk elsd In 48 gk 20, ok Sse/eLiNgh g bt Qoghoh Bholkge TG-S
under an inert-gas atmosphere, e.g. argon or nitrogen. This process is very efficient
and in most cases the respective 2-aminobenzylalcohols are obtained in very good

yields.
General instruction for the reduction of substituted anthranilic acids:

To a three neck flask, equipped with a mechanical stirrer and an inlet for gaseous
nitrogen, 100 mL anhydrous THF and 116,6 mmoles of LiAlH, were given and the
resulting suspension cooled to 0 °C. After the addition of 58,3 mmoles of the
respective substituted anthranilic acid in 150 mL anhydrous THF, the resulting
reaction mixture is warmed to room temperature and stirred or about an hour. Under
cooling to 0° C 4,7 mL water, 4,7 mL NaOH 15 wt.-%, and finally 14 mL water are
carefully added to the mixture. The resulting suspension is filtered and washed with
ethylacetate.

The organic phase is washed with water, dried and the solvent evaporated. In most
cases the resulting product may be used without further purification.

Example 1:

Preparation of 1-{1-[N-(9-ox0-9H-fluoren-2-yl)aminocarbonylmethyl]-4-
(piperidinyl)}-1,4-dihydro-2H-3, 1-benzoxazin-2-one hydrochloride.

A mixture of 1-(4-piperidinyl)-1,4-dihydro-2H-3,1-benzoxazinone hydrochloride (2.68
g, 10 mmol), N-(9-oxo-9H-fluoren-2-yl)-2-chloroacetamide (2.99 g, 11 mmol) and
K.CO; (5.53 g, 40 mmol) in DMF (40 mL) was stirred overnight at room temperature.
H,O (100 mL) was then added and the precipitate formed was collected by
filtration. The solid was dissolved in hot ethyl acetate, washed with water, decanted,
dried and evaporated to dryness. The residue dissolved in EtOH was brought to
pH=3 with a 1M solution of hydrogen chloride in EtOH and filtered to yield the desired
hydrochloride in crystalline form (3.73 g, 74%).
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+ G /\n,N Cl 1) DMF/K,CO, (Ij O
o} 2) HCl/ EtOH N o
Her N c HC HrN O cl
© cl

A mixture of 1-(4-piperidinyl)-1,4-dihydro-2H-3,1-benzoxazinone hydrochloride (161
mg, 0,60 mmol), 2-(2-chloroacetamide)-2’,5-dichlorobenzophenone (226 mg, 0,66
mmol) and K,CO3; (330 mg, 2,40 mmol) in DMF (10 mL) is stirred at room

temperature overnight. Afterwards H,O (15 mL) is added and the formed precipitate
separated by filtration. The solid is dissolved in ethyl acetate, washed with water,

dryed and the solvent evaporated. The so obtained resiude is dissolved in ethanol
and upon addition of 0,22 ml of a 2,8 M solution of hydrochloric acid in ethanol abs.
the hydrochloride salt is crystallized, which was filtered and dryed. 209 mg of a white
solid were obtained (Yield 61%).

IR (cm™) KBr: 3398, 2860, 1702, 1493, 1295, 1246, 1202, 1042, 946, 758.
"H-NMR: 1.9 (d, J=12.9 Hz, 2 H) 2.9 (m; 2 H) 3.2 (m, 2 H) 3.5 (d, J=11.2 Hz, 2 H) 4.0
(s,2H)4.2(m, 1 H)5.0 (s, 2H) 7.3 (m, 4 H) 7.4 (m, 1 H) 7.5 (m, 2 H) 7.5 (m, 1 H)
7.6 (dd, J=8.5, 2.4 Hz, 1 H) 7.8 (d, J=8.5 Hz, 1 H) 10.2 (s, 1 H) 10.9 (s, 1 H) (DMSO-
ds).

Melting point: 201-204 °C

The melting point and the spectroscopic data for the identification of some of the
benzoxazinone-derived compounds of general formula (I) prepared analogously to
the methods described in Examples 1 and 104, are shown in the following tables:

56



It 0001 Nh 001 al 0001 00 \O NO1 NCOst (NNVIN-~t 10N ~0~ O'.NN o
ON MVNL1 tn cVNNNNoA NP. (O, NNNN O0O0x"' xx z~ 00z~ ~ X X
X X x UwoMBisesM M X x w 00 01 O N WNNN62 WO 03/ 08¢95203/03629

PCT/ EPQ3/ 3629|\/| | . hlod ~.‘I‘N
ro N NRARRCRMPaUTEs dseRiding o sxamPies §-100 tifef ofesibreiteis R &% R T
111 N énd RGQSN/éﬂééﬂieVsubsthxéﬁts R® t@Rg*all r@pres‘éntHVITﬁust the'geriepal fonﬁul’d V7 "
Nh NaNO MNOV.NNDO Nc 1 9 El, c6,y NfOO NN ~r N-O

v.. 11 ®may b@dﬁrﬂmrynthe@mphﬁed fornMI@)gglven below, wherein RX indicates the
respective substituent R'-R*.

R1
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t ~O "~ |IN X[T=—YF = rJ TH-NMR

1.8 (d, /=11.9Hz, 2 H) 2.1 (s, 3 H) 2.5 (t, /~11.8 Hz, 2 H) 2.8 (m, 2 H) 3.1

(d, J=11.0 Hz, 2 H) 3.3 (s, 2 H) 4.4 (t, J=12.6 Hz, 1 H) 5.0 (5, 2 H) 6.4 (d,

J=8.4Hz, 1 H) 6.9 (s, 1 H) 7.5 (m, 6 H) 7.6 (d, /~8.2 Hz, 1 H) 8.9 (d, J=8.8

Ex. Hz, 1 H) 12.7 (s, 1 H) (CDCL;-d)
101

IR (KBr)

1705, 1648, 1561, 1500, 1284, 1220, 1093, 1041, 961, 821, 753 -

M.P.: 228-232°C
N-[4-Chloro-2-(2-chloro-benzoyl)-phenyl]-2-{4-(2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yl]-acetamide hydrochloride.

R TH-NMR
@:\* 2.0(d,=13.7Hz, 2 H) 2.9 (m, 2 H) 3.3 (m, 2 H) 3.5 (m, 2 H) 4.1 (s, 2 H) 4.2
o no (m, 1H)5.1(s,2H) 7.1 (s, 1H) 7.2(d, J=7.0 Hz, 1 H) 7.3 (s, 3 H) 7.5 (m, 1
O Cj H)7.6(m,3H)7.7(d,J=8.2Hz, 1 H)7.8(m, 1 H)10.2(s, 1 H) 11.0 (s, | H)
Ex. o\, (DMSO-d6)
102 N\")
(J7 TR (KE)
“ 3386, 1702, 1686, 1523, 1288, 1238, 1041, 960, 761

M.P.. 175-184 °C
N-]4-Chloro-2-(2-chloro-benzoyl)-phenyl]-2-[4-(8-methyl-2-oxo-4H-benzo[d]{1,3]oxazin-
1-yl)-piperidin-1-yl]-acetamide hydrochloride.

R TH-NMR
2.1(d,/~13.4Hz,2H)2.3(s,3 H)2.9 (m, 2 H) 3.2 (m, 2 H) 3.5 (m, 2 H) 3.8
o No (m, 1 H)4.0(s,2 H) 5.0 (s,2H) 7.0 (m, 2 H) 7.2 (d, J<7.5Hz, 1 H) 7.3 (s, 1
Ex. O ﬁj H) 7.4 (m, 1 H) 7.5 (m, 3 H) 7.6 (d, /8.8 Hz, 1 H) 7.8 (d, J-8.4 Hz, 1 H)
103 o K, 10.1 (s, 1 H) 10.9 (s, 1 H) (DMSO-d6)
N
® 1‘) " TRREN
¢ 3398, 2864, 1701, 1670, 1477, 1288, 1236, 852, 748

M.P..177-185°C
N-{4-Chloro-2-(2-chloro-benzoyl)-phenyl}-2-[4-(6-chloro-2-oxo-4H-benzol[d][1,3]oxazin-
1-yl)-piperidin-1-yl]-acetamide hydrochioride.

TH-NMR

1.9(d,/~12.9Hz,2 H) 2.9 (m, 2 H) 3.2 (m, 2 H) 3.5 (d, /<11.2 Hz, 2 H) 4.0

(s,2H)4.2 (m, 1 H)5.0(s,2H) 7.3 (m, 4 H) 7.4 (m, 1 H) 7.5 (m, 2 H) 7.5

Ex. (m, 1 H) 7.6 (dd, J=8.5, 2.4 Hz, 1 H) 7.8 (d, /=8.5 Hz, 1 H) 10.2 (s, 1 H) 10.9
104 (s, 1 H) (DMS0-d6)

IR (KBr)
3398, 2860, 1702, 1675, 1493, 1295, 1246, 1202, 1042, 946, 758

M.P.: 201-204 °C
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VA N NSMLH VY Yy v Q= C 1 ==l 1 =N Zr N il N re NNV COO0V
=t} cl 2[4t(.§r""efPV't?o‘a°o‘H"1bRB%PT6161 @%ﬁ%%ﬂ)‘%e"ﬁtﬂ‘ ’L¥'Tﬂ‘th'aﬁﬂ'|\ﬁt‘ v c| ooomN
Open \f~vi ,q_ceﬁnﬂpebo % 00 O NOO OO '"OO- NNOQOO 00 vnh 00 O 00]0 00
NVlegn NN -~o NV NHNMR Oen 10 I-t MNM en cr) .ter rr -|- -
0- N|OO P, - N/@ r- | LN, 602.6 Hy, 2H) 2.4 f5, 3 HIR.5 (@,(; H) 2.9 (m, J=12.5,4.0 Hz, 2
H)3.1(d, /=11.6 Hz, 2 H) 3.3 (5,2 H) 3.9'(m, 1 H) 5.0 (s, 2H) 6.9 (s, 1 H)
Ex 6.9 (d, J=7.6 Hz, 1 H) 7.0 (d, J/=3.5 Hz, 1 H) 7.0 (d, /<7.6 Hz, 1 H) 7.5 (d,
; J=3.5Hz, 1 H) 10.4 (s, 1 H) (CDCl;-d)
105 N
QNf'/N IR (KBr)
\_s o 2920,1718, 1618, 1528, 1458, 1383, 1294, 1208, 1143, 1045
M.P.: 193°C
2-]4-(6-Fluoro-2-oxo-4H-benzo[d][1,3]oxazin-1-yl}-piperidin-1-yl]-N-thiazol-2-yl-
acetamide.
F R TH-NMR
\(D\/\ P 1.9 (d, /~13.6 Hz, 2 H) 2.5 (td, /=12.1, 2.0 Hz, 2 H) 2.8 (qd, J=12.6, 3.8
N” 70  |Hz 2H)3.1(d,J=11.6 Hz,2H) 3.3 (5,2 H) 3.9 (m, 1 H) 5.1 (5,2 H) 6.9
Ex. {j (d,J=7.1Hz, 1 H) 7.0 (d, J=3.5Hz, 1 H) 7.1 (m, 2 H) 7.5 (d, /=3.5 Hz, 1
106 . H) 10.3 (s, 1 H) (CDCl;-d)
S N IR (KB
s 2935, 1701, 1528, 1500, 1458, 1271, 1207, 1145, 1045, 730
M.P.: 67°C
N-Dibenzothiophen-2-yl-2-[4-(5-methoxy-2-oxo-4H-benzo{d][1,3]Joxazin-1-yl)-
piperidin-1-yl]-acetamide.
~o TH-NMR
1.9 (d, /=12.1 Hz, 2 H) 2.4 (m, 2 H) 3.0 (m, 2 H) 3.1 (d, /=11.6 Hz, 2 H)
CCL 3.2(s,2H)3.8(m, 4 H)5.2(s,2 H) 6.7 (t, J/=8.3 Hz, 2 H) 7.3 (t, J/=8.3 Hz,
Ex. N“So | 1H)7.5(m,2H)7.6(dd, /=8.6,2.0 Hz, 1 H) 7.8 (m, 2 H) 8.2 (m, 1 H) 8.6
107 L)j (d,J=2.0 Hz, 1 H) 9.3 (s, 1 H) (CDCls-d)
O "WHN IR(KBN)
. O ) 2935, 1719, 1605, 1509, 1477, 1257, 1141, 1084, 766, 733
M.P.: 210°C
2-]4-(7-Chloro-2-oxo-4H-benzo[d][1,3]oxazin-1-yl}-piperidin-1-yl]-N-dibenzothiophen-
2-yl-acetamide.
o TH-NMR
J@(\ A [1.9(d,/=11.1 Hz, 2 H) 2.5 (t, /=11.1 Hz, 2 H) 2.9 (qd, J=12.4, 3.8 Hz, 2
a " ° [H)3.1(d,/=11.6 Hz, 2 H) 3.2 (s, 2 H) 3.8 (ddd, J=12.1, 8.1, 4.0 Hz, 1 H)
Ex. ('j 5.1(s,2H) 7.1 (m, 3 H) 7.5 (dd, J=6.1, 3.0 Hz, 2 H) 7.6 (d, J=8.6 Hz, 1 H)
108 Q N 7.8 (m, 2 H) 8.2 (dd, J=5.8,3.3 Hz, 1 H) 8.6 (s, 1 H) 9.3 (s, 1 H) (CDCl;-d)
N
VOH IR (KEN)
3300, 1718, 1682, 1509, 1472, 1431, 1293, 1199, 1043, 806, 760, 726
M.P.: 236 °C
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Ex.
109

phenyl)-acetamide.

2-[4-(5-Hydroxy-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl-N-(4-phenoxy-

o,
®
QY

TH-NMR

2.1 (m, 2 H) 3.0 (d, /=12.1 Hz, 2 H) 3.5 (m, 2 H) 3.7 (d, J=10.1 Hz, 2 H)
4.2(s,2H) 43 (m, 1 H) 5.2 (s, 2 H) 6.7 (d, J=8.1 Hz, 1 H) 6.9 (m, 1 H) 7.1
(d, J=8.6 Hz, 2 H) 7.1 (d, J=9.1 Hz, 2 H) 7.2 (m, 2 H) 7.5 (¢, J=8.1 Hz, 2
H) 7.7 (d, J=8.6 Hz, 2 H) 10.2 (s, 1 H) 10.2 (s, 1 H) 10.9 (s, 1 H) (DMSO-
d6)

IR {KBn)
3192, 1701, 1609, 1560, 1508, 1476, 1229, 1071, 954, 779, 696

M.P.: 256 °C

Ex.
110

1-{1-[2-(3,4-Dihydro-1H-isoquinolin-2-yl)-2-oxo-ethyl]-piperidin-4-y[}-1,4-dihydro-
benzo[d][1,3]oxazin-2-one hydrochloride.

CCA,

SVl

TH-NMR

2.0 (d, J=12.7 Hz, 2 H) 2.8 (t, J=6.0 Hz, 1 H) 2.9 (m, 3 H) 3.3 (m, 2 H) 3.6
(m, 3 H) 3.7 (t, /<6.0 Hz, 1 H) 4.3 (m, 1 H) 4.4 (s, 2 H) 4.6 (m, 2 H) 5.2 (s,
2 H) 7.1 (t, /7.4 Hz, 1 H) 7.2 (m, 4 H) 7.3 (d, /=7.1 Hz, 1 H) 7.4 (m, 2 H)
10.0 (s, 1 H) (DMSO-d6)

IR (KBM)
3048, 2878, 1687, 1658,1606, 1464, 1397, 1043, 771

M.P. :226-230 °C

Ex.
111

acetamide.

2-{4-(b-Fluoro-2-oxo-4H-benzo[d][1, 3]Joxazin-1-yI}-piperidin-1-yl]-N-quinolin-6-yl-

TH-NMR

1.9 (d, /=12.1 Hz, 2 H) 2.5 (t, J=11.1 Hz, 2 H) 2.9 (qd, J=12.5, 4.0 Hz, 2
H) 3.1 (d, J=11.6 Hz, 2 H) 3.3 (s, 2H) 3.8 (m, 1 H) 5.1 (s, 2 H) 6.9 (dd,
J=1.6,2.5 Hz, 1 H) 7.0 (m, 2 H) 7.4 (dd, J=8.1, 4.0 Hz, 1 H) 7.8 (dd, J=8.8,
2.3 Hz, 1 H) 8.1 (d, J=9.1 Hz, 1 H) 8.1 (d, /=8.6 Hz, 1 H) 8.3 (d, /=2.0 Hz,
1 H) 8.8 (m, 1 H) 9.4 (s, 1 H). (CDCl;-d)

IR (KBN)
1701, 1500, 1458, 1272, 1205, 1044, 768

M.P.: 84°C

Ex.
112

acetamide.

2-[4-(6-Methoxy-2-oxo-4H-benzo[d][ 1, 3]oxazin-1-yl}-piperidin-1-y]-N-quinolin-6-yI-

TH-NMR

1.9 (d, J/=12.1 Hz, 2 H) 2.5 (m, 2 H) 2.9 (qd, /~12.5, 4.0 Hz, 2 H) 3.1 (4,
J=11.6 Hz, 2 H) 3.2 (s, 2 H) 3.8 (m, 4 H) 5.1 (s, 2 H) 6.7 (d, J=2.5 Hz, 1 H)
6.9 (m, 1 H) 7.0 (d, J=9.1 Hz, 1 H) 7.4 (dd, J=8.3, 4.3 Hz, 1 H) 7.8 (dd,
J=9.1,2.0 Hz, 1 H) 8.1 (d, J=9.1 Hz, 1 H) 8.1 (d, J=7.6 Hz, 1 H) 8.4 (d,
J=2.5Hz, 1 H) 8.8 (m, 1 H) 9.4 (s, 1 H). (CDCl;-d)

IR (KBr)
3385, 1701, 1560, 1501, 1459, 1278, 1215, 1042

M.P.:73°C
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1H)7.8(d, /=8.6 Hz, 1 H) 8.3 (d, /=2.0 Hz, 1 H) 9.3 (s, 1 H). (CDCl;-d)

IR (KB
1701, 1501, 1459, 1271, 1206, 1045

M.P.. 99°C

Ex.
115

2-]4-(6-Chloro-2-oxo-

benzothiazol-5-yl)-acetamide.

H-benzo[d][1,3]oxazin-1-yl}-piperidin-1-yl]-N-(2-methyl-

TH-NMR

1.9 (d, J=11.6 Hz, 2 H) 2.5 (td, J=12.1, 2.5 Hz, 2 H) 2.8 (s, 3 H) 2.9 (qd,
J=12.5,4.0 Hz, 2 H) 3.1 (d, J=11.6 Hz, 2 H) 3.2 (s, 2 H) 3.8 (m, 1 H) 5.1
(s,2H) 7.0 (s, 1 H) 7.1 (m, 2 H) 7.5 (dd, J=8.6, 2.0 Hz, 1 H) 7.8 (d, J=8.6
Hz, 1 H) 8.4 (s, 1 H) 9.3 (5, 1 H). (CDCl;-d)

IR (KBF)
1718, 1605, 1509, 1465, 1379, 1292, 1200, 1043

M.P.:97°C

Ex.
116

2-[4-(6-Methoxy-2-ox0-4H-benzold][1,3]oxazin-1-yI)-piperidin-T-ylFN-(2-methyl-
benzothiazol-5-yl)-acetamide

TH-NMR

1.9 (d, J=11.6 Hz, 2 H) 2.5 (m, 2 H) 2.8 (s, 3 H) 2.9 (qd, J=12.5, 4.3 Hz, 2
H) 3.1 (d,J=11.1Hz,2H) 3.2 (s, 2 H) 3.8 (5, 3 H) 3.8 (m, 1 H) 5.1 (s, 2 H)
6.7 (d, J=2.5 Hz, 1 H) 6.9 (m, 1 H) 7.0 (d, /=9.1 Hz, 1 H) 7.6 (dd, J=8.6,
2.0 Hz, 1 H) 7.8 (d, /=8.6 Hz, 1 H) 8.3 (d, J=2.0 Hz, 1 H) 9.3 (s, 1 H).
(CDCl;-d)

IR (KBr)
1701, 1505, 1464, 1279, 1214, 1043

M.P.:91°C
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2. 1W()3),3/:Bkzb9225 (t,J11. 8Hz, 2H)2 8(m2H) 3.1 N O (d,J= ]?i:T(EP03/03629
- l 2 _H) ! Hz, 1
&SP G ATP ez Al SIoXaZ: T PIRET)™ &8 -aumg-s- Ex| Hz, 1
|d%CDCL3 d 101 N N~r G/ o 1705, 1648, 1561, 1500, |1284,
104 821TH-NIAR M P.. 228-232 *C oro-- -C oro-enzoy|-p eny
-enz algm -y9(d {mlpelﬂ’z,cﬁmzjsmuqmaw&ﬁdamms 401, oER3. D dg. / No
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1 H 5. S, 2 641”1291 ¢ J=931=2.5 bz, HiA) (4%[2 s, 3
L H 78 (m 3 @*&Wﬁ@?@@%d@ﬁﬁz#@s@rﬁfﬁ 12 (s,
a Ex. 102 N HCl cl o (KBr) 3486,
11 2288 1{_>QQ 11)}41, vvv, 761 MP__175-184 OC oro -C
-p eny - - - -ne i
ridin-1-yl]-acet 3‘Moomshvi(ﬁg‘?oc 10?P§ﬁ6 1%9 84, 1 (d,J13.4 Hz, |2 H)
H) 2.9 (m 2 H) [BB:fMC2 H 3.5 (m 2 H 3 cl (m 1H]l40
D4S-Flgorpp2-gxoch ﬁpn@[mozaz;m-yﬂ}:ﬁmemdmﬂm -Bé®yl-T Ex| | o
bengpthiazgl- -Mh)agetannldrea (d, J=8.8 Hz, 1 H 7.8 (d, J=8.4 Hz,| 1 H)
F ; TH-NMR
\CC)% 1.9 (dd, J=12.4, 1.8 Hz, 2 H) 2.4 (td, /<12.1, 2.0 Hz, 2 H) 2.8 (s, 3 H) 2.9
Ex. " ° |(m,2H)3.1(d,/=12.1Hz,2H) 3.2 (s, 2 H) 3.8 (qd, J=12.1, 3.8 Hz, 1 H)
114 é 5.1 (s, 2H) 6.9 (dd, J=7.6, 2.5 Hz, 1 H) 7.0 (m, 2 H) 7.5 (dd, /=8.6, 2.0 Hz,



103 ;+ 10.1 (s, 1 H) 10.9 (s, 1 H (DVSO-d6) I'J HG C 0 (KBr) 3398, 2864,

1701, 1670, 1477, 1288, 1236, 852, 748 MP.: 177-185 II1C oro- - -cC

Or 0- ENZOYWO3@BYS2 - - -C Oro- -OXO0 -enzo oxazin- PCT/EP03/03629
1-yl)- p| peri di n-1- yI ]- acet am de hydr ochl ori de G/ N Lo

1.9(d, i) 2 00 d - :

(s, 2H)B. < . 7.6
(dd, J (d J85Hz 1H) 102(s H) 10.9] 104 o

IN (s,| 1 H (DVBo~g®Y, Nu HOF-NMIR /1O r 3398, 2860, 1702, 1675, 1493,
1295, {1246} 12028 AQ4, 9469@76‘819H|zr2H)22@@10%@@}9@9%@8&@82%2

PCT/ EFPBL0B629 et M- - oxdiD) 3Qe-6H )o’>xla(§rvfr117w le}nz A-H)38 @ L) Slaz6 - -y -
tan gez| 1.9 (d, (0312.6 Hz, 79n‘?z H}§16n6H
R bt F S H?%Z M) §3<3<s% 2 (m 1
5 Hz,
H)

H 5.0 (s, @p 7.0 (d 33
| 71 0 6°Hz, s, |1
(Clli_)DC13-d)(L"r) r 2920, 1718 ?&?’h’( g?%z‘é&S %&%@g@q%{%@ﬁ? 1&“3 ! 4( 1143, 1045
MP.: 193 [oC uoro- -oxo - ¢NED: 348ABA°C- y pipenin- -y - -t Taz0 - y

acet anfde
Hz, 2H)R. 8(

o TH-NMR
Q;\,g 1.9 (d, J=13.7 Hz, 2 H) 2.4 (t, /=12.1 Hz, 2 H) 2.9 (m, 2 H) 2.9 (s, 6 H)

Ex. ° 3.1(d, J=11.5Hz, 2 H) 3.2 (s,2 H) 3.8 (m, 1 H) 5.1 (s, 2 H) 6.7 (m, 2
118 (‘j H) 7.1 (m, 3 H) 7.4 (m, 1 H) 7.5 (m, 2 H) 8.9 (s, 1 H) (CDCl;-d)
N
Nm) IR (KBr)
\N,[::j/ o 3392, 1718, 1525, 1499, 1292, 1205, 1134, 1046, 813, 768, 753

! M.P.: 128°C

N-(3-Dimethylamino-phenyl)-2-[4-(8-methyl-2-oxo-4H-benzo[d]| 1,3]oxazin-1-yl)-
piperidin-1-yl]-acetamide.

o TH-NMR
2.0(d, J=11.5 Hz, 2 H) 2.3 (t, J=11.4 Hz, 2 H) 2.4 (s, 3 H) 2.9 (m, 2 H)
N0 3.0(s, 6 H) 3.1 (m, 2 H) 3.1 (s, 2 H) 3.4 (m, 1 H) 5.0 (s, 2 H) 6.5 (m, 1
Ex. é H) 6.9 (d, J=8.1 Hz, 1 H) 7.0 (m, 2 H) 7.2 (m, 3 H) 9.0 (s, 1 H)
1ol y (CDCL-d)
Y

IR (KBr)
3346, 1719, 1677, 1611, 1500, 1474, 1283, 1217, 1036, 775

M.P.: 166 °C

N-(4-Dimethylamino-phenyl)-2-[4-(8-methyl-2-oxo-4H-benzo[d][1,3]oxazin-1-yI)-
piperidin-1-yl]-acetamide.

o TH-NMR
2.0(d, J=11.9 Hz, 2 H) 2.3 (t, /=11.6 Hz, 2 H) 2.4 (s, 3 H) 2.9 (m, 2 H)
N0 2.9 (s, 6 H) 3.1(d, J<11.7 Hz, 2 H) 3.1 (s, 2 H) 3.4 (tt, /<117, 3.7 Hz,
Ex. 1H) 5.0 (s, 2 H) 6.7 (d, J~8.8 Hz, 2 H) 7.0 (m, 2 H) 7.2 (d, J=6.0 Hz, 1
120 " H) 7.5 (d, J=9.0 Hz, 2 H) 8.9 (s, 1 H) (CDCl;-d)

Y R
|

3346, 1719, 1672, 1524, 1283, 1219, 1036, 813
M.P.: 152°C
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JCDP cet ami de
146117?& lé ‘ée 3 1394&213 10‘52 §°6I—@° 2 H

9 Ex.

5 Hz, 1

(KBr S 0 2935, 170PCTIEF8/362500,

prsny%zaﬁ%m@hvﬁws-wm@am@zw )

N- 1-vyi) -
0(m

N LO
J=2.0
1477,

zin- -y

J=12.T, 8.1, 4.0 Hz, T H

2H)76(d J=8.6 Hy

e Y 15 T 662, ,
MP - 236 OC__ 81 \WD 0’2[ 084952 Dr“T/ EPQ3/.

Ex.
122

TH-NMR

1.9(d, /=119 Hz, 2 H) 2.3 (s, 3 H) 2.4 (s, 2 H) 2.8 (5, 2 H) 2.9 (s, 6 H)
3.1(d,2H)3.2(s,2H) 3.8 (s, 1 H) 5.0 (s, 2 H) 6.7 (d, /=8.9 Hz, 2 H)
7.0 (m, 2 H) 7.1 (d, /= 8.4 Hz, 1 H) 7.5 (d, /=8.9 Hz, 2 H) 8.9 (s, 1 H)
(CDCl;-d)

R (KBN
3278, 1719, 1523, 1509, 1214, 1045, 811, 763

M.P.: 120 °C

yl]-acetamide.

N-(4-Diethylamino-phenyl)-2-[4-(2-ox0-4H-benzo[d][1,3]oxazin-1-yl)- plpendln -1-

Ex.
123

(8]

L
0

TH-NMR

1.1 (t, /=7.0 Hz, 6 H) 1.9 (d, /=12.3 Hz, 2 H) 2.4 (td, J=11.9, 2.0 Hz, 2
H) 2.9 (m, 2 H) 3.1 (d, J=11.7 Hz, 2 H) 3.2 (s, 2 H) 3.3 (q, J=7.1 Hz, 4
H) 3.8 (m, 1 H) 5.1 (s, 2 H) 6.7 (d, /=9.0 Hz, 2 H) 7.1 (m, 3 H) 7.4 (d,
J=9.0 Hz, 1 H) 7.4 (d, /=9.0 Hz, 2 H) 8.9 (s, 1 H) (CDCl;-d)

Neont
J

IR (KBN)
3338, 1720, 1677, 1523, 1499, 1261, 1203, 1049, 817, 753

M.P.: 129°C

Ex.
124

2-{2-{4-(2-Oxo-4H-ben
acid methyl ester.

zo[d]{1,3]oxazin-1-yl)-piperidin-1-yl}-acetylamino}-benzoic

TH-NMR

1.9 (d,J=11.7 Hz, 2 H) 2.4 (td, /~11.6, 1.8 Hz, 2 H) 3.0 (qd, J=12.4,
3.9 Hz, 2 H) 3.1(d, J=11.3 Hz, 2 H) 3.2 (s, 2 H) 4.0 (s, 3 H) 4.2 (qd,
J=12.3,3.8 Hz, 1 H) 5.1 (s, 2 H) 7.1 (q, J=7.1 Hz, 2 H) 7.2 (t, J=6.1
Hz, 1 H) 7.3 (m, 1 H) 7.5 (d, J=8.2 Hz, 1 H) 7.5 (m, 1 H) 8.0 (dd,
J=8.0, 1.6 Hz, 1 H) 8.8 (m, 1 H) 12.1 (s, 1 H) (CDCl;-d)

TR (KBr)
3232,1702, 1583, 1521, 1450, 1385, 1262, 1204, 1090, 1045, 772, 749

M.P.: 180 °C
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2--[4--WHydroxy-2-oxo-4H Benzo[d][1, 3] oxazin-1 -yi)-piperidin-1 -y - - -p
enoxy- phenyl)-acetam de.

(m 2 H ®o703(0d4952] 10.1 Hz,

o HNVR 2.1 (m 2 H 3.0
2H)i

(d, J=12.1 Hz,

PCT/EP03/03629

2 H 3.5

4.2(s,2H ]=8.6 Hz,
2 H 711 (& o4 ‘ 7.7
(d, J=B.6 "Z%Fﬁ'di't?t'zy'(3§ef1 H) 10 2 (s, 1 H 10.9 (s 1 H (Dvso| N de)
N 1fJ Oi/ O _KBr) 3192, [IFB 954,
779, 696 @ ,Q oC - i 139(dd—123|f&02]1i)21b(tl1ﬁ1—27+§z 2H}20¢>(s;-3&t)3y(m,pﬂ pén in- -y
-, - ro- ofd][1, 3fbﬁéta,hmzs@mwydn(:schH)cer(d@Hﬂ1(m3H)72
2.0(d, JEﬂ,z 7H, 2@ 8(t, J=64d 91&&3114;&2)?9%@3 @gm—Q-Pi)lg.PB,IH)&S(d,
(m 3H) p12§( 1H) 4. 3(Jn%41¥54 6%2(2H)H1) H5.2(s, Ex. 2 H|7.1 (t,
J=7_4Hz,ﬁjg2(m4/7? Hz, 1 H) 7.4 (m_ 2 H) N 10.0
(s, 1 H ( ) 110 \ NREPo ¢ 3 2878 1687, 1658 1606, 1364,
1397, ho4d, 771 MP. :226-3%%2017&:”05 158%%49 1249 4215, 108% 4033745 n- -y | pi pen m
_y__quiroin- -y-acet /1Q(r‘| 1191|—|7 9|—|)9'-_\ t,
J=11. 1 Hz,| 2 H) 2.9 (qd, J=
3.1(d, p=11. 6Hz. 2H) 3. 3(s. 2H) 3. 8 : .9(dd, Ex. “nJ J=7.6, 2.5
Hz, 1 H "\b(ZfM?thQ ibgnzpbfyraa-3- -ax enZo[¢)] T, O@Zénidl-yl)J =8.8,| 111 N
2.3 Hzf 1 |ppegdin-y]-acetamitetydrochiefids. 1 (d J=8.6 Hz, 1 H 8.3 (d, |J=2.0
Hz, \ T H 88 (m I HHANR
o |21(d,J=139 Hz 2H)24(s,3H)29(m,2H)3.3(m,2H)3.6(d,
@(\/g J=11.2Hz,2H)3.8(m, 1H)40(m,3H)4.2(s,2H)5.1(s,2H) 7.1
Ex. " ° I(m,2H)7.3(d,J=7.5Hz, 1 H) 7.4 (t,J=7.6 Hz, 1 H) 7.5 (t, /=7.8 Hz,
126 fj 1H)7.7(d,/=8.1Hz, 1H)7.9(s, 1 H) 8.1 (d, /=6.8 Hz, 1 H) 8.4 (s, 1
N H) 10.2 (s, 1 H) (DMSO-d6)
[o] N\ﬂ)
QXX Y . RKeD
] 3423, 1701, 1678, 1534, 1474, 1200, 1171, 1035, 760
M.P.: 272°C
N-2-[4-(6-Chloro-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-y[]N-(2-methoxy-
dibenzofuran-3-yl -acetamide hydrochloride
cl o 1H-NMR
\(:C,g 2.0(d, /=12.6 Hz, 2 H) 2.9 (m, 2 H) 3.3 (m, 2 H) 3.5 (m, 1 H) 3.7 (d,
N 7O 1U=10.1Hz, 2 H) 4.0 (s,3 H) 4.3 (s,2H) 5.2 (s, 2H) 7.4 (m, 5 H) 7.7
Ex. (ﬁ (d, /=8.1 Hz, 1 H) 7.9 (s, 1 H) 8.1 (d, /=7.7 Hz, 1 H) 8.4 (s, 1 H) 10.2
N (s, 1 H) (DMSO-d6)
127 o N\“)
o T . [R{RBN
1 3422, 1701, 1541, 1459, 1299, 1196, 1166, 1036, 764
M.P.: 197°C
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1701, 1500, 1458, 1272, 1205, 1044, 768 MR 84 OC et oxy- -0X0- -enzo
oxazin- -y -pipenin- - - -quno in- -y - acetam de. | \' 1.9 (d, J=12.1
Hz, 2H) 2. 5%vm @ldpR59( gd, J=12. 5, 4.0 Hz, 2 H) 3.1 (d, / N O PCT/EP03/03629

J=11. 6Hz, 2H) 3. 2( s, 2H)3 8(m4H)5 1(s, 2H)6 7(d,J=2.5Hz,1H Ex. 6.9 (m 1 H)
70(dq—J- 3 : 1= A Ty A C1J

Jo0. 1] 2, QR THE-ToR-2-cxg AF T Banzp Tl Soxagy- Gy PP 8”g'ﬂﬁ7yi?%§'arﬁ'"#' 8.4 (d, N
J=2.5 he. |peMrica F}ﬁth”ig%? 9.4 (s, 1 H)FU](CDC;g d) i\ \ NN ouBr)(

3385, 701, J1501, 1498-NNR78 1215, 1042 MP.: 73 OC 82 WO p3/ 084952
PCT/ EPDP3/ 3362 -A- - orgd 9J(d»(ﬁll4ii;n7zk§)2o‘o«az=rlﬁ4ﬂzg 2;95(111,211)3 L - }quino
i dcet am'](:ci%d%; | N|UO1P Ry 1 H) 32433 H) 404

>
[
1
<<
m
Q

4.0 Hz {428 (mé 3 §4( % g‘&‘ -_1&23'?(3

2 H 7 ’m '{gfd) :‘ﬁybgg%% %‘.@z‘% #3 H’a(jd,' ’

J=0.1.[2.4 ‘.h) 1 (d lNHz 1H 8.2 (d J=8.1H, 1H 84 (d

fEﬁf’ 5o, 1718 (1264J 1%%} 3 1“; ”90 %5 Toas R 8\7m“ DN
r , oC

u2-[ 4-{ 6- -j{FFu- or o- 2-oxo-4|- hy ?3%}8 %17 Fe 1 "{56-v pipers in- -y t - -ney

- benzpt hilazol -5-yi )- acet|aht Ct 1+ NIVR

2-{2-[4-(6-Methyl -2-oxo0-4H-benzo[d]| 1,3]oxazin-1-yl)-piperidin-1-yll-acetylamino}-
benzoic acid methyl ester

S TH-NMR
\©\AA 1.9 (d, /~11.4 Hz, 2 H) 2.3 (s, 3 H) 2.4 (m, 2 H) 2.9 (qd, /=12.4, 3.8
e Hz, 2 H) 3.1(d, /=114 Hz,2 H) 3.2 (s, 2 H) 4.0 (s, 3 H) 4.2 (m, 1 H)
Ex. | 1 5.0(s,2H)7.0(s, 1 H) 7.1 (m, 2 H) 7.3 (d, /=8.4 Hz, 1 H) 7.6 (¢,

129] °¢° J=7.0Hz, 1 H) 8.1 (dd, J=8.1, 1.6 Hz, 1 H) 8.8 (m, 1 H) 12.1 (s, 1 H)

é/nm) (CDCl;-d)
[o]

IR (KBr)

1701, 1509, 1448, 1265, 1219, 1091, 756

M.P.: 153 °C

2-[4-(6-Chloro2-oxo-4H-benzo[d][1,3]oxazin-1-yl}-piperidin-1-yl]- N-(4-
diethylamino-phenyl)-acetamide dihydrochloride

o TH-NMR
\CC Y 1.0 (t, J=7.0 Hz, 6 H) 2.0 (d, J=13.7 Hz, 2 H) 2.9 (m, 2 H) 3.4 (m, 6

E N H) 3.6 (d, J/=13.0 Hz, 2 H) 4.3 (m, 3 H) 5.2 (s, 2 H) 7.4 (s, 3 H) 7.8 (s,
1:;‘0 ﬁj 4 H) 10.3 (s, 1 H) 11.5 (s, 1 H) 12.9 (s, 1 H) (DMSO-d6)
‘n) IR (KBr)
/\NQ/ o 3427, 2980, 2423, 1708, 1515, 1494, 1373, 1317, 1297, 1200
2HCI M P

2-[4-(6-Chloro-2-oxo-4H-benzo[d][1,3Joxazin-1-yl}-piperidin-1-yl]- N-{4-[ethyl-(2-
hydroxy-ethyl)-amino]-phenyl}acetamide dihydrochloride
c'\c(\o TH-NMR
WSo 1.0 (t,J=7.1 Hz, 3 H) 2.0 (d, /=13.0 Hz, 2 H) 2.9 (m, 2 H) 3.4 (m, 2
H)3.5(m, 6 H)3.6(d,/~11.9Hz,2 H)4.2 (s,2H)4.3 (m, 1 H) 5.2

Ex. u Y (s,2H) 7.4 (s, 3 H) 7.6 (m, 4 H) 10.3 (s, 1 H) 11.4 (s, 1 H) (DMSO-
131] v I Y dé)
) 2HCH
IR (KB")
3392, 2958, 1701, 1515, 1493, 1376, 1316, 1201, 1039
M.P.
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.9 (ddJ=12.4, 1.8
Ex. " o (m 2 H
Hz, 1wig)03/0840425. 1

d, J=12.1, 2.0 Hz, 2 H 2.8 (s, 3 H
, d

(dd, J=8.6, 2.0 Hz, I N
2 D] .

Hz, 2 H 3.2 (s, 2 H 3.8 (qd, J=12.1,

d 7.6, 2.5 Hz, 1 HWCTER3/(3%9 2 H)

=8.6Hz,1H)8.3(d,J20Hzl
i 501 1450 1 1206,

be

h : ) S :
Hp.5(td, J= 12, ZH)IM%(S,3H)2.9(gd d a
s} 4. qrez, 2H) 3. WalgAar. e%zJ—?;o 3 1) 20 (/=124 23)33(smH)2H)(@,21H) Ex. (s,
H 740 (s, 1 H 7.1 3|4)(d 7= 3( H)B-H 6H3 dy710.§. Hy4.3 J=8.6
N

: o 60 53 Pl Fy g ,
ST l’?ﬁ%, 112%58 i%g‘j%Zgg})gqgﬁog{)l ? %?(y- - 0XO- HS)enzo mizi?n

B Al T e st 2
ST sact o b Palers s g gy o o, Bt

H) 3. 2( s2'2H)

8.3 (d, J=2.0 Hz, 1 H 9.3 (s, 1 H. 1i6 N
KB—t L/

N- (4 Diethylamino-phenyl)-2-[4-(6-methyl-2-oxo-4H-benzo{d][1,3]oxazin-1-yl)-
piperidin-1-yl]-acetamide dihydrochloride

o 1H-NMR
\©:N\,g 1.0 (t, /=7.0 Hz, 6 H) 2.0 (d, J=12.1 Hz, 2 H) 2.3 (s, 3 H) 2.9 (m, 2 H)

Ex. °  |3.5(m, 6H)3.6(d,J~11.0Hz, 2 H) 4.3 (m, 3 H) 5.1 (s, 2H) 7.1 (s, 1
133 fj H) 7.2 (d, J=8.6 Hz, 1 H) 7.3 (m, J=8.6 Hz, 1 H) 7.8 (m, 4 H) 10.3 (s,
N 1H) 11.4 (s, 1 H) 12.9 (s, 1 H) (DMSO-d6)

/\NO/N\Q) IR (KBr)
/

2HCI 3423, 2982, 1701, 1618, 1561, 1509, 1459, 1318, 1294, 1215, 1039
M.P.:

N-(4-Diethylamino-phenyl)-2-[4-(8-methyl-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yl]-acetamide dihydrochloride

o TH-NMR
1.0 (t, /7.0 Hz, 6 H) 2.1 (d, /~13.5 Hz,2 H) 2.4 (s, 3 H) 2.9 (m, 2 H)
Mo 33(m,4H)3.5(m,4H)3.8(t,J~11.6Hz, 1 H)4.2(s,2H) 5.1 (s, 2
Ex. ﬁj H)7.1 (m,2H) 7.3 (d, J/=6.6 Hz, 1 H) 7.8 (s, 4H)102(slH)114
134 N (s, 1 H) 12.8 (s, 1 H) (DMSO-d6)

AT v IR (KB)
)

2HC 3412, 2804, 1693, 1622, 1577, 1519, 1473, 1382, 1289, 1261, 1224,
1021

M.P.

N-{4-[ethyl-(2-hydroxy-ethyl)-amino]-phenyl}-2-[4-(8-methyl-2-oxo-4H-
benzol[d][1,3]oxazin-1-yl)-piperidin-1-yl]-acetamide dihydrochloride

— [THNMR
E:CN 1.0 (t, J=7.0 Hz, 3 H) 2.1 (d, J=12.5 Hz, 2 H) 2.4 (s, 3 H) 2.9 (m, 2 H)

Ex. © 13.3(m,2H)3.6 (m,9H)4.1(s,2H)5.1(s, 2H) 7.1 (m, 2 H) 7.3 (d,
135 I\)j J=7.1Hz, 1 H) 7.7 (s, 4 H) 10.2 (s, 1 H) 11.3 (s, 1 H) (DMSO0-d6)
N
"Y‘ IR (KBr)
o\/\N,Q/ o) 3387, 2983, 2624, 1701, 1566, 1515, 1383, 1320, 1281, 1219

MP.:
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1701, 1505, 1464, 1279, 1214, 1043 MP.
PCT/ EPO3/ 03629
yl]-acet awods/0sd92) 1.9 (d,J=11.9
J=12.4,3.9 Hz, '
S 2L0 2 Q9

2H) 3. 2
(s, 2H)
Hz,
1498

- OXO-
2.4 (t
3.1(d,
7.4 (
1525,
am no-
N~-o 2.
3.0(s,
H) 6. 9(

rol

ime y amn

0213

91 OC 83 WD 03/084952

0-p eny - - -0XO- -enzo oxazm -y -pipes

0 (s,

6 H 3.1 (d, J=1 1.7 Hz,

in- -

Hz, 2H) 2. 4(t, J=11. 8 Hz, PCH)EPR3/0560¢ q,

6. 5
1

o)

Ry

LR

1 H (CDC13-d)

PR b o A T P 0 e Sl T )
O r 3410, 2913, 1719, 1686

NN) |

t, J=7.8
b, 1528,

1466
- N4
ExX
Ur3b].

1
499,
er

52

Ll ()

(&

03, 10

/’%'_D p|2

3)2(s, 2r

, 128
0 oxa
12.1 Hz,
S5Hz, 2

A4&-NVB4 M P.: 148-153 ICine y am no-p
P (=134 Hel 3 Hpoltdasri121e, 2. 0112 B) 9m, 2131 7
gd(/— ™.5 Bz, mﬁ)m K) 3.8gtt412.054.0 HK 1) 5.1 (s, 2 H)
? ? F? JBRH L.

%1 H)(Q@QCdrpe13-d) NN NI 0 3392,

’InAR 813 768 753 | MP - 128 QC

)ny - -
H, 2 H

B)71@g3H)79m2(;n 3 H)

1718,

(
@21.4]205 1134
L- - -fet y - -

=11. 5Hz, 2H) 2. 3(|t

A3 T o, PG S Lo 1

H 2.9 (m 2

me 'y
bt am de.

H)

1(m2H)3 1(s, 2HMP4(183849) 5. 0(s, 2H) 6. 5(m 1 Ex.

8. 1Hz, 1H) 7. O(m 2

H 7.2(m 3H) 9. 0(s, | H 119 N (CDC13-d) ~N

N 110 O

3346, 1719, 1677/,

1611,

1500, 1474, 1285, 1217, 1036, /775
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-MP.:

I N-(4- D et hyl am no- phenyl ) - 2- 1478- net gyl

166 I C

- 2- 0X0--4Hbenzo[ d] [ 1, 3] oxazi n-1

-y - pi pewiodizsdsyl | -acetamde. o N ~o 2.0(d, J=11. 9Hz, 2HPEZTAP3/03%24. 6 Hz,
2H)2.4(s,3H)2.9(m2H) 2.9 (s, 6H) 3.1 (d,J=11.7 Hz, 2H)3. 1
(s,2H)3.4(ttJ117 37HzExIH)50(s,2H)6 (d, J=8.8 Hz, 2 H)
7.0 ( 2 Hz, 1 6120INI 7. d, J=9.0 Hz, H 8.9
(s, | i : ' 04K ) 3 8B, 1219,
1036, B13 piD'Bﬂdln 133&5]2:\@@48% 03/ 084952 PCT/ EPO3/ 03629 I met y am po-p eny
t oy QXY EMZ0 O No 1.9
(OI 342, %) 2.3 (s, 13(d‘!)—184‘ﬂ1z(2fﬁ)2% ?29 (1911421{;!")1{?29( 6 Ex.
3.1 (d)o= 12 3. 2( $/2b1R 3. B D B(d,ll—s Hyb S(Szﬁﬁﬂs&% 9 (d,
J=19.00Ex] 3 H 7 2(m 3 H=1980.11,1 m):H)(s(zGD@st,d}l) BB (d, J81Y HzKEBH) o0 3346
1727, 1S71, 1610, ~4501, 12949 (215 7.114) 43,9 BHGH) 775, /=kM0 Hz,:1 H)34(1 38) OC i net
amo- p| eny y - -oxtFD&@do oxazin- -y - piperidin-1-yl]-acetanide
| / No 1.5( =110 9Hz, 2H) 2.[3( s, 3H)2 4(s 2H) 2. 8(s,.2H) 2. 9(s,6H a 3}1 (d, 2
H 3.2 (s| 2°H) 3.8 (s, 1 HR 2 H 67 (d J=80H 2H B 7.0
(m 2H 1.1 (d, J= 8.4 Hz, 4;98H)709715§1(1d8 PIBIOB0? 2 H) 8.9 (s, 1 H 122
ry (COC134d) N, ~ N~ r M.P.: 123.0
N-Benzo[1,3]dioxol-5-yl-2-[4-(6-chloro-2-oxo-4H-benzo[d]{ 1, 3]Joxazin-1-yl}-
piperidin-1-yl]-acetamide
c o 1H-NMR
\©\A,J§ 1.9 (d, /=12.6 Hz, 2 H) 2.4 (m, 2 H) 2.9 (qd, J=12.3, 3.7 Hz, 2 H) 3.1
Ex. Mo (d, J=11.5Hz,2 H) 3.2 (s, 2 H) 3.8 (tt, /=11.9, 3.8 Hz, 1 H) 5.1 (s, 2
138 fj H) 6.0 (s,2H) 6.8 (d, /~8.2Hz, 1 H) 6.9 (m, 1 H) 7.0 (d, /=8.6 Hz, 1
N H) 7.2 (d, /=2.4 Hz, 1 H) 7.3 (m, 2 H) 9.0 (s, 1 H) (CDCl;-d)
N
o@/ \'o') IR (KBr)
Y 3300, 1719, 1686, 1529, 1490, 1241, 1199, 1035
M.P..185.7-187.3
N-Benzo[1,3]dioxol-5-yl-2-[4-(8-methyl-2-oxo0-4H-benzo[d][1,3]oxazin-1-yl)
piperidin-1-yl]-acetamide
TH-NMR
,g 2.0(d, /~13.0Hz,2H) 2.3 (m,2 H) 2.4 (s, 3 H) 2.9 (qd, /=12.2, 3.6
Hz, 2 H) 3.1 (d, /=2.4 Hz, 2 H) 3.1 (s, 2 H) 3.4 (tt, /=11.7,3.7Hz, 1
Ex. H)5.0(s,2H)6.0(s,2H) 6.8 (d, /~8.2Hz,1 H) 6.9 (m, 1 H) 7.0 (n,
139 2H)7.2(d,J=1.1Hz, 1 H) 7.4 (d,/=2.2 Hz, 1 H) 9.0 (s, 1 H)
’Q m) (CDCl;-d)
IR (KBr)
3316, 1711, 1686, 1534, 1490, 1242, 1212, 1033
MP.: 1735
N-{4-|ethyl-(2-hydroxy-ethyl)-amino]-phenyl}-2-[4-(2-oxo-4H-benzo|[d][1,3]oxazin-1-
yl)-piperidin-1-ylj-acetamide dihydrochloride
o TH-NMR"
©\/\/g 1.0 (t,/=7.0Hz,3 H)2.0(d, /~13.4 Hz,2 H) 2.9 (m, 2 H) 3.5 (m, 9
Ex. Y0 |H)4.2(,2 H) 4.3 (m, 1 H)5.2(s,2 H)7.1 (m, 1 H) 7.3 (d, /=7.3 Hz,
140 ﬁj 1H)7.4(s,2H)7.7(m,4H) 10.3 (s, 1 H) 11.5 (s, 1 H) (DMSO-d6)
N
HO N IR (KBr)
v/\,N’Q \!,(l 2nc | 3342, 2943, 2501, 1702, 1515, 1467, 1316, 1260, 1204, 1043, 770
M.P.:
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N/ O 3278, 1719, 1523, 1509, 1214, 1045, 811, 763 MP.:
amo-p eny - - - -0X0- -€enzZo oXazm
J=7.0 Hz, 6 H) 1.9 (d, J=12. 3 Mda/Em3ide22. 4 (td,
2 H) 2.9 (m2H)3.1(d, J=11. 7 Hz, 2H) 3. 2(s, 2H) 3. 3(q, J=7. 1Hz, 4

N- (4- Di et hyl
yl]-acet awiods/os49sNo 1.1 (t,
J-11.9, 2.0 Hz,

120 CC
-y -pipers in- -

Ex. nJH)38(m H)51(s,2H)6 7(ngon 2H)71(m3H)74(d 123 N
: Nr /]
D OC xo-
ster. 1.9
. T Hz, 2ﬁ) ’d 4 3.9
Hz, 2 @X_i.l (d, Hz, m 5%(3 4 Ek.
J=12. 3431 $Hz, 1H) 5. 1§, 2H) 7| b )Jmaé;w,)g 3 24°N Hz, 1|H 7.3
(mll—l)’.5(d,J§2Hz,1 NJ J=8.0,1.6]{Hz, 1 H
8.8 ( I Fi)T@,’LNf 1 WWL 1450,
1385, |126%, . 5090 106248, 7068, 24004 9716 MPo1, 151804830186 VO 03/ 08495
PCT/ EH03/ 3629 2-{2-f3-(8%¢h%——2—-9*9——enz-9—9*az—Hk—+—pi—peﬂ— n- -y
ace y lam *o - benzoi c acid| nmethyl ester. 1.9 (d, J=12.3 Hz, 2 H|2.3 (t,
J=12. 7 H 2 4 (s 3 3.0 (m 4 -~fe' N
H) 3. 2( 2‘%&'3 ,&31%04 1(s, 3H)5.0(s,2H) 7. 1(m3H 7.2 (d, J=7.3 Hz, 1 H 7.5
(m 1 ] 8.0, 1.7 Hz, | H 8.8 (d, Ex. oo

N-(9-Hydroxy-9H-fluoren-3-yl)-2-[4-(4-methyl-2-oxo0-4H-benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yl]-acetamide.

Example 143:

N-(9-Ethyl-9H-carbazol-3-yl)-2-[4-(4-methyl-2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yl]-acetamide.

Example 144:

2-[4-(4-Methyl-2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(4-phenoxy-

phenyl)-acetamide.

Example 145:

2-{2-[4-(2-Ox0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-acetamino}-benzoic acid.

Example 146:

1-{1-[2-(6-Fluoro-2-methyl-3,4-dihydro-2H-quinoline-1-yl)-2-oxo-ethyl}-piperidin-4-yl}-
1,4-dihydro-benzo[d][1,3]oxazin-2-one.

Example 147:
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6 J=8.4 Hz, 1 H 12.2 (s, 1 H (CDC13-d) N 125 o r 3202, 1727, 1705, 1508,
1449, 1270, 1215, 1089, 1033, 765 et oxy- enzo uran- -y - - - -0XO0 -enzo

oxazi n- -wo-03p84982i di n-1-yl]-acetam de hydrochloride 2.1 @dI/EP83/05829 Hz, 2
H 2.4 (s, 3H 2.9 (m 2H 3.3 (m 2H 3.6 (d, I No

J=11.2Hz,2H) 3. 8(m 1H) 4. 0(m 3H) 4. 2(s,2H)5. 1(s,2H)7.1 6 (m 2 H) 7.3 (d,

J=7.5 P&Chlbrbih Z1-§-‘é€-ﬂudr672-ﬁ1é‘thyl -3,4kdihydro-ZH-quileling-1-2)-2-dwo-ethyll) 7.7 (d,
J=8.1 Hz, HL d, . J=6.8 Hz, 1H)84(S|126NH)102

(s, 1 rﬂ)lp?m&)ﬁlbﬂ -Riyyiro-penzeldil1 Sloxazin-27ane. 1678, 1534, 1474, 1200,
1171, 1035, 760 - - - - oro- -0OXO0 -enzo oxazin- -y -pipers in- -y - -me
oxy- di benzofuran-3-yl -acetam de hydrochloride 1HNVR <ci | N

2.0(d, BExd#mpler1489) 2. 9(m 2H) 3. 3(m 2H) 3. 5(m 1H) 3. 7(d, o0 J=10.1 Hz, 2 H) 4.0
(s, 3H 4.3 (s, 2H 52 (s, 2H 7.4 (m 5H 7.7 ex. (d, J=8.1 Hz, 1 H)
7.9 (s, I H 8.1 (d, J77Hz 1H 84 (s, 1 H 10.2 127 N (s, 1 H

( DMSO- d)1-¢d- ro-2 3 4 ro-2H-%umoI|ne- -yQZoxo-etr&!j-git?eridinA-yI-
3422, 1701, 1541, 1459, 1299 1196 1166, 1036, 764 M 197 WO 03/°084952
PCT/ Ep@mmq 4zi4mzir{31be(nao[(ﬂ[ﬂo3]oxazéo-2a-eneo oxazm -y -pipen in- -y -acety
am no - benzoic acid nethyl ester 1.9(d J=11.4 Hz, 2H)2.5(t,J=11.4

Hz, 2H)2.9(m 2H) 3.1 (d, "~ J11.5Hz, 2H)3.2(s, 2H) 4. 0(s, 3H 4. 2(gd, J=12.6, 3.9
Hz, 1H) Example 149:

1-{1-[2-(6-Fluoro-2-methyl-3,4-dihydro-2H-quinoline-1-yl)-2-oxo-ethyl]-piperidin-4-yi}-
8-methyl-1,4-dihydro-benzo[d][1,3]oxazin-2-one.

Example 150:

1-{1-[2-(6-Methoxy-2,2 4-trimethyl-3,4-dihydro-2H-quinoline-1-yl)-2-oxo-ethyl]-
piperidin-4-yl}-1,4-dihydro-benzo[d][1,3]oxazin-2-one.

Example 151:

6-Chloro-1-{1-[2-(6-methoxy-2,2,4-trimethyl-3,4-dihydro-2H-quinoline-1-yl)-2-oxo-
ethyl]-piperidin-4-yl}-1,4-dihydro-benzo[d][1,3]oxazin-2-one.

Example 152:

1-{1-[2-(6-Methoxy-2,2,4-trimethyl-3,4-dihydro-2H-quinoline-1-yl)-2-oxo-ethyl]-
piperidin-4-yl}-8-methyl-1,4-dihydro-benzo[d][1,3]oxazin-2-one.

Example 153:

1-{1-[2-(6-Methoxy-2,2 4-trimethyl-3,4-dihydro-2H-quinoline-1-yl)-2-oxo-ethyl]-
piperidin-4-yl}-6-methyl-1,4-dihydro-benzo[d][1,3]oxazin-2-one.
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Ex. 5.1 (s, 2 H 7.1 (m 2H 7.3 (m 1H 7.4(d, J=8.8 H, 1 H 7.6 (m 1
128 NH 81 (dd, J=7.9,1.6 Hz, 1 H 8.8 (d, J=8.4 Hz, 1 H 12.1 (s, 1 H)
IN J (CDOV®-djpsd9sD (KBr) 1702, 1508, 1448, 1259, 1201, 10eG/EP0563629
2-{2-[4-(6-Methyl -2-o0xo0- -enzo oxazin- -y -pipers m -y -acety amno -
benzoic acid nmethyl ester N O

1. 9(d,mnﬁ|dz15>4;|)2.3(s,3H)2.4(m2H)2.9(gd,J:12.4,3.8
Hz, 2H) 3. 1(d, J=11. 4Hz, 2H) 3. 2(s, 2H) 4. O( s, 3H)4 2(m1H) Ex. 15.0 (s, 2 H 7.0
(s. | H 7.1 (m 2H 7.3 (d, J=8.4 Hz, (t, 129 '&N N

15 ol oticled ikl S S oA )

oxazi n-yl)ipipgridinpbyl}-acetamide: N- - di et hyl am no- phenyl ) - acet am de

di hydrochloride C | 1.0 (t, J=7.0 Hz, 6 H) 2.0 (d, J=13.7 Hz, 2 H 2.9 (m
2 H 3.4 (m 6 ") Ex. H 3.6 (d, J=13.0 Hz, 2 H 4.3 (m 3H)5.2(s, 2 H
7.4 (s.Exarhble’1%5:(s, 130 6 4 H 10.3 (s, 1 H 11.5 (s, 1 H 12.9 (s, 1 H
( DVBO- db6) H/ Nr ~N1 0 3427, 2980, 2423, 1708, 1515, 1494, 1373, 1317,
1297 1200 J 2HCI MP. 2- - - oro- -0Xx0- -enzo oxazin- 1 -y pipers in- -y

(t 3= Noreatb s gl IR e Bl B8hegiofls SR RP- 5% © 0
H) 3. 5 pifeficin AL} dcdtandts, 2H) 4. 2(s, 2H) 4. 3(m 1H) 5. 2

Example 156:

2-[4-(2-Oxo-7-trifluormethyl-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(4-
phenoxy-phenyl)-acetamide.

Example 157:

N-(9-Ethyl-9H-carbazol-3-yl)-2-[4-(2-oxo-7-trifluormethyl-4H-benzo[d][1,3]oxazin-1-
yl)-piperidin-1-yl]-acetamide.

Example 158:

2-4-(6,7-Difluoro-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl}-N-(9-hydroxy-9H-
fluoren-3-yl)-acetamide.

Example 159:

N-(9H-carbazol-3-yl)-2-[4-(6,7-difluoro-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-
1-yl]-acetamide.
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x. ~NN(s,) H 7.4 (s, 3H 7.6 (m 4H 10.3 (s, 1 H 11.4 (s, 1 H
(DVMBO- 1 a d6) 2HC (KBr) 3392, 2958, 1701, 1515, 1493, 1376, 1316, 1201,
1039 M WO B0sidee 03/ 084952 PCT/ EP03/ 03629 - et y - - y mPOAYERB/03629 ammi no
-p eny i@z - 0X0
benzo[cF]’TaI“Bﬂeo in-1- yl } pi peri di n 1- yI ] acet ami de di hydr ochioride 1.0 (t,
J=7.0 H, 20(d J134Hz 3(s 3H)2 (m2H)
34(dJ::123 2 H) q) rl—{i)ﬂ43(m3Ex
. 124-(67- Doﬂqu2(@<0-4H|-benzow][ d3]oxaan11 vﬁ plmndyn# ~vi]-Nrff-phenoxy- 7 (m 4

132H 11.4 (s, 1 H (DVSO-d6) N HOB*N\ | Or J 2HG
3366, 2%‘?‘%@%&?&@6’3‘? 1619 1563, 1509, 1318, 1294, 1261, 1217, 1039 iet vy

amno-p eny - - - -ne - -0X0 -enzo oxazin- -y - piperidin-1-yl]-acetam de
dlhydr h|or|d 10(t J=7.0 Hz, 6 H 2.0 (d, J=12.1 Hz, 2 H 2.3 (s, 3 H
29(m*£m§’e 0 3.5 (m 6H)3.6(d, J=1 1.OHz, 2 H 4.3 (m 3 H 5.1
(s, 2H 7.2 (s, 1 133 CIJH 7.2 (d, J=8.6 Hz, 1 H 7.3 (m J=8.6 Hz, 1
H 7.8 (m 4H 10.3 (s, N1H 11.4 (s, 1 H 12.9 (s, 1 H (DwOd6) H N
r ~ O MM(67-Diflusn2-0:2088); bekm1d][113]b8azum5’ﬁyl) -plperizlin-148PN-(93#Byl-a1204, 1215,
1039 g me y - -0X0- -enzo oxazin- -y -

pi peri ik 312@]3@&58‘?%'88 d| hydrochl oride

Example 162:

2-[4-(4-Methyl-2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl}-N-(9-ox0-9H-
fluoren-3-yl)-acetamide.

Example 163:

2-[4-(6-Chloro-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(3-dimethylamino-
phenyl)-acetamide.
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I\ No ~o 1.0(t,J=7.0Hz,6H)2.1(d,J=13.5 Hz, 2 H 2.4 (s, 3 H 29 (m 2 H
3.3(m4H) 3. 5(m 4H) 3. 8(t,J==11.6 Hz, 1 H4.2(s,2H)5.1 (s,2 Ex. 6 H 7.1 (m
2 H 7.3 vo0308856 Hz, 1 H 7.8 (s, 4 H 10.2 (s, 1 H 11r€T/EP84 0339 (s, 1
H 12. S %%_(DI\/BOdG) ~N\ I 0 (KBr) J 2HC 3412, 2804, 1693, 1622,
1577, %5’%3"9 AT 1382, 1289, 1261, 1224, 1021 M P. - ey - - y roxy-et y
-amno -peny - - - -Mey - -0X0 -
benzo[g[l 3 oxazin-1-yl }piperidin-1-yl]-acetam de di hydrochioride N~o 1.0
le of fgrnuilapestablety 5 Hz, 2 H) 2.4 (s, 3 H 2.9 (m 2 H Ex. \
3 3(m2H)3.6(m9H) 4. 1(s,2H) 5. 1(s,2H) 7.1(m 2H) 7.3(d, 135 6 J=7.1 Hz, 1 H)
\

7.7 (s, 4 H 10.2 (s, 1 H 11.3 (s, 1 H (DVMsO-d6) NNr O N 01’%387
2983, 2Xoovh oaﬂd)éccdraﬁ@to%nplb% 13g 1281, 1219 2HCI 88 WO 03/084952
PCT/ EPQ3/ 03629 N- enzo ioxo -5-y - - -0X0 -enzo oxazin- -y piper in- -y -

acetaml@&qseg(d J134Hz 2H)2430(rtns J=12.0,2.0 Hz, 2 H) 2.9 (m 2 H

H)3 (s 3.8 (tt, J=12.0,4.0 Hz, 1 H 5.1
(s 2%'&@@' 898'%0%9 2'H 6.8 gézTH)Hz, 1H 6.9(m 1H 7.1 (m 3 H
7.4 (mP®|d¢me+)(%o (s 1 H (CDC 3-d)5eng OS 0 3417, 1719, 1686, 1542,
1491, 2t Jf MP.: 183.8 89
regélan ized sarch 3mg
Colloidal silica dioxide 1mg
Magnesium stearate 1mg
Total weight per tablet 100 mg

The above mentioned ingredients were mixed and compressed into a tablet by
conventional methods known to those skilled in the art.
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H) 6.8 (d, J=8.2
(d, J=2.0 Hz,
3408, 118D, 1531, 1484, 1211,
oro- -o0Xx0 -enzo oxazin- -y piperidi
J=12.6 Hz, 2H)2.4(m 2H) 2. 9(gd, J=12.3, 3.7 Hz,

(d, J=17AcddrdiRgitS nitithods) 3n6(1|11 Nelirdgeflidé. \%Fﬁnd YblBﬁwdlng G)f ﬂ1e ﬂé}&oxazme-

H)G 0 pﬁeri?eg cpﬁﬁp@
1686 Jaﬁagwaﬁ%qhe%afoum%%&ae {035 MP.:

- -y piperid in-1-yi]-acetam de o
2 O(d J=13. OHz 2H)2 3(m2H) 2.4(s,3H) 2.9(gd, J=12.2,3.6 Hz,2H)3.1 (d, J=2.4

H),5 O(SH‘)%%‘ 0(s,

WO 03/ 084952 PCT/ EPO3/ 03629
N-Benzol[ 1, 3] di oxol -
p| peri di nwio 03yBJ9sacet am de

) 55 Rflamia ﬁs'os':g"*ﬁ%%m o 99 1‘2
\

5-yl -

H)

1H 9.1 (s,

82Hzl

X0 -enzo oxazl

2H) 6. 8(d, J

nfp & ggneks

2H)34(tt,

fqrﬂ%l%?éﬂj@

J=1 1.7, 3.7 Hz,

2 H

2-9: (6-nmet Ryl - 2- oxo: 4R-benzo[d] [ 1, 3]oxazi'n-1 -y

o | N LO 1.9 (d, J=10.4 Hz pCa/iih3/a3639 (S,
12.3,4.1 Hz, 2 H 3.1 (d, J= 11.9 Hz,
8, 3.7 H, 1 H 51¢(s, 2H 6.0 (s,

137 N6 6.9 (m 3 H 7.1 (d, J=9.9 Hz, 1 H 7.3

1H N (CDC13-d) 0 ~ 0 Lo (KBr)

1029, 809 M.P.: 123.0 -enzo iox0o - -y - - -C
n-1-yl]-acetamde C I NO 1.9 (d,

3.1 Ex.

q8 J=2.4
eterrwnefi Sem @éb@ va&lﬁfg
185 7-187. 3

-enzo i oxo -
N~o

1 Ex.
=8. 2Hz, 1H) 6. 9(m 1H) 7. 0(m

139 N 6

Compound according to

Neuropeptide Y, Binding

Neuropeptide Y, Binding

Example
["ZTPYY 526 [TPYY a0
BIBP 3226 sat. Rat hypoccampus
Rat cortex
K; (nM) Ki (nM)
3 6.4 > 1000
4 7.3 > 1000
5 8.3 > 1000
6 18.4 > 1000
18 3.4 > 1000
20 0.87 > 1000
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2H) 7. 2(d, J=1. 1Hz, 1H) 7. 4(d, J=2. 2Hz, 1H) 9. 0(s,IH \ N J (CDC13-d) 1( 1 O ~
0 Lor 3316, 1711, 1686, 1534, 1490, 1242, 1212, 1033 MP.: 173.5 - ey -
-y roxy-woop/0s#8eno -p eny - - - -0X0- -enzo oxazin- -  PCT/EP03/03629

yl) - pi peridi n-1-yl]-acetam de di hydrochioride | |

10(t, =7.0Hz,3H) 2.0(d,J=13.4 Hz, 2 H 229 (m 2 H 3.5(m 9 Ex. NOH

4. (sb§e|—|) 4.3 (m 1 H 52¢(s, 2H 7.1 (m 1H 7.3 (d, J=7.3 Hz, 140
1 H 74( , 2H 7.7 (m 4H 10.3 (s, 1 H 11.5 (s, 1 H (DVMSO-d6) INJ
HO"/ N (KBr) J - 0 2HG 3342, 2943, 2501, 1702, 1515, 1467, 1316, 1260,
04,

yiyp é‘%%aﬁ* S rAnt R R O W e il 2L

2. (dbrﬂmitﬂwcﬁl'@‘ gféﬂ)e?al%ﬂmﬂbl)(ﬁ Hi{sshedn) detétinbd]l Softdzofthealues are
H) 3. 6(m 2H) 4. 3(m 1H) 5. 2(s,2H)7.4(m4H) 7.6 141 (m 3 H 10.2 (s, 1
H 11. E'\(%n 'nlthﬂ)fOUWB@ta@')eﬁl\U r 0 2HCL 3448, 2958, 2400, 1716, 1701, 1518,
1495, 1200 MR Exanple 142: N-(9-Hydroxy-9
H fluoren-3-yl)-2-[4-(4-nethyl -2-o0xo-4H benzo[d] [ 1, 3] oxazi n-1-yl) -
pi peri diable 2:yl ] - acet ani de. Exanpl e 143:
N- ( 9- Et hyl - 9H- car bazol - 3-yl ) - 2-[ 4- (4- met hyl - 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n-1 -
yl )-

Compound according to | Neuropeptide Y, Binding
Example
[ TFPYY
Ys Rat Recombinant
Receptor Cell C6
ICs0(nM)
107 235
111 7.7
112 418
114 40.7
116 106.0
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pi peridin-1-yl]-acetam de. Exanple 144:

2-[4- (4- Met hyl - 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n-1-yl)-pi peridin-1-yl]-N(4-phen

xy- phenwio)osmsesam de. Exanpl e 145: PCT/EP03/03629

[Ak 2- Ox0- 4H benzo[ d] [ 1, 3] oxazi n-|

-pirtperidin-1-yl]-acetam no}-benzoic acid. Exanple 146:

-[2- (6- Fl uoro- 2- met hyl - 3, 4 di hydr o- 2H-qui nol i ne-1

2 oxo et hyl %@pl peridin } 1, 4-di hydr o- benzo[ d {
cf@iidmgio Dbres feeditie festeissodbed above, 1hé ffects of

or ) - 2- 0X0- et
p?l% 8(%%{( z?% V%H}"Bﬁfbg% HHE %gggagfwgé?gégéﬂw @ofr?%eprégﬂz‘atrrpl e 148:
[ 2m(efnt5hLmTﬁDo2l mtﬁkleWas&)ebrddmdnmeﬂHSqmmoﬁ theaesulis are’giveoiretheyl ] - pi pe

be 3 niet yl -1, 4-di hydr o- benzo[ d] [ 1, 3] oxazi n-2-one. Exanple 149:
1 % P jabls- -nethyl-3,4-dihydro-ZFLquinoIine-l-yl)-2-oxo-ethy|]-pipe
i n- 4 yl }- 8-nethyl -1, 4-di hydro-benzo[d][ 1, 3] oxazi n-2-one. Exanple 150:
1- [2 6- Met hoxy- 2, 2, 4 trlrrethyl 3, 4-di hydr o- 2H qui nol i ne- 1-yl ) - 2- oxo-et h
pilgdle din-4-yl }-1, 4-di hydro-benzo[d] [1, 3] oxazi n-2-one. Exanple 151:
-Chl oro-1-{1-[2-(6- rrethoxy 2,2,4-trinmethyl -3, 4-di hydro- 2H- qui nol i ne-1-yl ) -
-0xo- ethyl]-piperidin-4-yl}-1,4-dihydro- benzo[d][l 3] oxazi n- 2- one.

a”D' eCompound accordin to Dose img _ “Effect
2- (6- Met hoxy-2, 2, met hyl - 3 gdro 24 qui nol i ne-1-yl ) - 2- 0qo- et h
i perl di Exanple. g’ rret h,/l 1i. n--a#myustra ©Rzo[ ] [ 1, 3] oxazi n- 2- one.

4-tr{ met hyl - 3, ﬂpdi hydr o- ZIP(?ﬁfgﬁﬁelsrfgganQ%Q Eggxo- eth
met hyl - |, 4-di hydr o- benzo[ fHdutes|bodgaveight ohe.

treated animals vs. control
group

18 40 Decreases tood intake and

= I\JO
—

1
—

oxazin-2-one.

_,<
Hfg“’

_,_
‘—'F“—AD_FHQ_F“—A—

—

P
[[2- (6- Met hoXy - , 2
pii peri din-4-yl}-6-

<HQE'TEE'NC”< RIRIRZom,

{1-
]-
anpl e
{1-
]_

reduces body weight of
treated animals vs. control

group
35 20 Decreases food intake and

reduces body weight of
treated animals vs. control

group
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92 WD 03/084952 PCT/ EP03/ 03629 Exanple 154:

N- (9- Hydr oxy-9H-fl uoren-3-yl)-2-[4-(2-o0xo0-7-trifluornethyl-4H benzo[d] [

, 3] oxazi nwio 03/0;149)52 pi peridin-1 -yl]-acetam de. Exanpl e 155:PCT/EP03/03629

N—(9H— #@g -3-yl)-2-[4-(2-0x0-7-trifl uornethyl-4H benzo[d][ 1, 3] oxazi n-|
-yl ?‘g Tdin-1-yl]-acetam de. Exanple 156:

2- [4 (2-Oxo-7-trifluornethyl - 4H-benzo[d][1 3] oxazin-1l-yl)-piperidin-1

-yl ] - N-(4 phenoxy- phenyl ) - acet am de. 157:

N- (9- Etlhy| - SHhenzoxaziens-darived. qomqmgewalffpuawﬁe@)hyl 4H benzo[d][1, 3] o
xazin-1- yl)-piperidin-1 -yl]-acetam de. Exanple 158:

2-4-(6,7-Di fluoro-2-oxo-4H benzo[d][1, 3] oxazin-| -yl)-piperidin-|
-yl]-N-(9-hydroxy-9H fl u o re p43-yl)-a ceta mi d e. Exanple 159:

N- (9H- carbazol - 3-yl)-2-[4-(6, 7- dRif 1 uorf- 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n- |
-yl)-piperid in- 1-yl]-acefam de. { 03/ 084952 PCT/ EP03/ 03629 Exanpl e
160: 2-4-(6, 7-Di fl uoro-2-B Q AtpA : i i i di
-yl ]-N-(4-phenoxy- phenyl)-acgtan dg” Exanl e 161:

2-4-(6,7-Di fluoro-2-oxo-4H be zo[d]l 3]oxt2|n 1-yl)-piperidin-1-yl]-N-(9-e

in-

thyl -9H ca rbazol - 3-yl)-acetL?3 | e 162:
2-[4- (4- Met hyl - 2- oxo- 4H bR , q Ovyl)-piperidin-1
-yIT-N-(9-0x0-9H flu o re n-3-yRp-a cefa mi d e. Exanple 163:

R R®

8
R N R’
R10

A N/
\”/ \R11
O

(1)

wherein

R, R?, R?, R* are each independently selected from the group consisting of
hydrogen, halogen, an unbranched or branched, saturated or unsaturated,
optionally at least mono-substituted aliphatic radical, a saturated or
unsaturated, optionally at least mono-substituted, optionally at least one
heteroatom as ring member containing cycloaliphatic radical, which may be
bonded via an optionally at least mono-substituted alkylene group and/or may
be condensed with an optionally at least mono-substituted mono- or polycyclic
ring-system, an optionally at least mono-substituted aryl- or heteroaryl radical,
which may be bonded via an optionally at least mono-substituted alkylene
group and/or may be condensed with an optionally at least mono-substituted
mono- or polycyclic ringsystem, a nitro, cyano, -OR'?, -OC(=0)R", -SRY,
-SOR™, -SO,R", -NH-SO,R"™, -SO,NH, and -NR'°R'® moiety,
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2-[4-(6-Chl or o- 2- ox0- 4H-benzo[d] [ 1, 3] oxazi n-1-yl)-piperidin-1-yl]-N(3-dine
t hyl am no- phenyl)-acetam de. 94 WO 03/084952 PCT/ EP03/ 03629 Exanple 164:
Exanpl e oWwofersassa per tablet: Conpound accordi ng to Exanmoa/Er®3/b3cay

L 60 Crystal li [ 1 ul 2 Povi d 9
P egel ani L JEeOISRe BYHEPIER, ph bt br pran g saL B R gnesi um
stearate 1 rm\saﬁnéfﬁd,w'tighé||Cy89tr|ea§%sﬁo%99smteﬁgiﬁipm%@aaieaiér%_ed

i ngredi ents were m xed and npressed into a tablet by conventional

net hods knowaturetachesensaturated, optionally at leasbmono-adystisted, optionalyel/ 03629

and v B nai et ste ietelhont SEAh i Bl cucktphats REHEAT Or i 2 (1)

has been determ ned. Sonme of the values are given in the follow ng table

1. Table 1: oupd _according to europep i e Y. Binding Neuropeptide Y2
Bi ndi ng Ex:ﬁr%@ f@ B%?fq ga@syndspspdgztgesedaﬁted eam g geaupgansistingtofcor t ex

Ki ("M 3 ydircge % urtbranéned 4PBRnched, saturated or unsaturated, optionally at
least mono-substituted aliphatic radical, a saturated or unsaturated, optionally

at least mono-substituted, optionally at least one heteroatom as ring member
containing cycloaliphatic radical, a cyano and a COOR'” moiety,

A represents a bridge member —CHR'8. or -CHR'®-CH,-,

R0 represents hydrogen, an unbranched or branched, saturated or
unsaturated, optionally at least mono-substituted aliphatic radical, a saturated
or unsaturated, optionally at least mono-substituted, optionally at least one
heteroatom as ring member containing cycloaliphatic radical or an optionally at
least mono-substituted aryl- or heteroaryl radical, which may be bonded via an
optionally at least mono-substituted alkylene group and/or may be condensed
with an optionally at least mono-substituted mono- or polycyclic ring-system,

R represents an unbranched or branched, saturated or unsaturated,
optionally at least mono-substituted aliphatic radical, a saturated or
unsaturated, optionally at least mono-substituted, optionally at least one
heteroatom as ring member containing cycloaliphatic radical, which may be
bonded via an optionally at least mono-substituted alkylene group and/or may
be condensed with an optionally at least mono-substituted mono- or polycyclic
ringsystem, or an optionally at least mono substituted aryl- or heteroaryl
radical, which may be bonded via an optionally at least mono-substituted
alkylene group and/or may be condensed with an optionally at least mono-
substituted mono- or polycyclic ringsystem, or

100



6 18.4 > 1000 18 3.4 > 1000 20 0.87 > 1000 96 WD 03/084952
PCT/ EPO3/ 03629 (b) According to nethod Il Neuropeptide Y5 Binding of the
benzoxaziwe-ddmsissed conpounds of general formnmula (1) has Poa@posieiees m ned.

S f th | i oL the follow bl 2. Tab] : d
Sotor i g AR Bogfet Wi felidolamPacy ke foms ap ARRRAR aHBBRh: or
Cell C6 soO moAd-éuBstithted, Whilirdted! LRs4tlrated of lardméfic Eretne;r%@@igﬁin% thgt! WO

03/ 084952 PCT/ EP03/ 03629 (c) According to the noct eedl Ng test
descri bed abB@ycontqin afleast enefurthes heteroatoma as eering: menbercandioumay bef

beon det er muysontss BRERT ofordlyidtfedts G aub st eH Ronrorstifry i @ 3°°

Tabl e 3: Commgsysteag,cording to Dose (ng/kg) Effect Exanple i.p.

adm ni stration 40 ecreases food intake and reduces body wei ght of
R'2 represents hydrogen, an unbranched or branched, saturated or
unsaturated, optionally at least mono-substituted aliphatic radical, a saturated
or unsaturated, optionally at least mono-substituted, optionally at least one
heteroatom as ring member containing cycloaliphatic radical, which may be
bonded via an optionally at least mono-substituted alkylene group and/or may
be condensed with an optionally at least mono-substituted mono- or polycyclic
ring-system, or an optionally at least mono-substituted aryl- or heteroaryl
radical, which may be bonded via an optionally at least mono-substituted
alkylene group and/or may be condensed with an optionally at least mono-
substituted mono- or polycyclic ring-system,

R represents hydrogen, an unbranched or branched, saturated or
unsaturated, optionally at least mono-substituted aliphatic radical, a saturated
or unsaturated, optionally at least mono-substituted, optionally at least one
heteroatom as ring member containing cycloaliphatic radical, which may be
bonded via an optionally at least mono-substituted alkylene group and/or may
be condensed with an optionally at least mono-substituted mono- or polycyclic
ring-system, or an optionally at least mono-substituted aryl- or heteroaryl
radical, which may be bonded via an optionally at least mono-substituted
alkylene group and/or may be condensed with an optionally at least mono-
substituted mono- or polycyclic ring-system,

R4 represents an unbranched or branched, saturated or unsaturated,
optionally at least mono-substituted aliphatic radical, a saturated or
unsaturated, optionally at least mono-substituted, optionally at least one
heteroatom as ring member containing cycloaliphatic radical, which may be
bonded via an optionally at least mono-substituted alkylene group and/or may
be condensed with an optionally at least mono-substituted mono- or polycyclic
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treated animals vs. control group ecreases 00 inta a an reduces body
wei ght of treated animals vs. control group 35 20 Decreases food intake
an reducw® i3edypsaei ght of treated aninmals vs. control gacamoslﬁﬁszy\o

03/ 084952 PCI/ EPO [/ 03629 : A b de nd of
general for Hi9sS 3(51 §m, %anggﬂgngﬁy ?éeﬁﬁtdggégé?{és% eeq:\aré( Qr tﬂowx Y N-R11
O (1) wher qagicBlL wHeh ni3d béBoRdEd ORCdh bpStsmy deedst nfsHaRshisditdtegm t he

group conS|st|ng of hydrogen, hal ogen, an ungranched or granc hed
saturated oralkyierg graupeand/oppiaydreicondensedenith amoptiosallysati leastationd- phati c

opt i onal 1y SPoLHEAE o’ PR Pt g SR ey containing

cycloali phatic radical, which may be bonded via an optionally at |east

nmono-substituted al k Iene rooup and/ or
SUbSH Fg‘ts and R each ar% mdleppendently sele%ted from the group consisting of

hydrogen, an unbranched or branched, saturated or unsaturated, optionally at
least mono-substituted aliphatic radical, a saturated or unsaturated, optionally
at least mono-substituted, optionally at least one heteroatom as ring member
containing cycloaliphatic radical, which may be bonded via an optionally at
least mono-substituted alkylene group and/or may be condensed with an
optionally at least mono-substituted mono- or polycyclic ring-system, or an
optionally at least mono-substituted aryl- or heteroaryl radical, which may be
bonded via an optionally at least mono-substituted alkylene group and/or may
be condensed with an optionally at least mono—substitutéd mono- or polycyclic
ring-system,

or R" and R'6 together with the bridging nitrogen atom form a saturated,
unsaturated or aromatic heterocyclic ring, which may be at least mono-
substituted and/or contain at least one further heteroatom as a ring member,

R' represents hydrogen, an unbranched or branched, saturated or
unsaturated, optionally at least mono-substituted aliphatic radical, a saturated
or unsaturated, optionally at least mono-substituted, optionally at least one
heteroatom as ring member containing cycloaliphatic radical or an optionally at
least mono-substituted aryl- or heteroaryl radical, which may be bonded via an
optionally at least mono-substituted alkylene group and/or may be condensed

with an optionally at least mono-substituted mono- or polycyclic ring-system,

R'8 represents hydrogen, an unbranched or branched, saturated or
unsaturated, optionally at least mono-substituted aliphatic radical, a saturated
or unsaturated, optionally at least mono-substituted, optionally at least one
heteroatom as ring member containing cycloaliphatic radical or an optionally at
least mono-substituted aryl- or heteroaryl radical, which may be bonded via an
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be condensed with an optionally at |east nono-substituted nono- or
polycyclic ring-system an optionally at |east nono-substituted aryl- or
het er oar yWors@seat, which nmay be bonded via an optional | ycatEHogasR9

nmono- substituted al kyl ene rou nd/ or may be condepsed wjth an optjonally
at | east rmr%’-'@ﬂ%'i)t?¥IG?§W°ﬁ9‘ﬁHBS&”?%£PW¥V\éPigfo‘l’ﬁ’ ﬁﬂg&ét’w%ﬁcﬂpa?%gedcyano,
- OR12, - OO 3 opi B ot 1e5XPRdno-S0AIRbd mbhb Gt doycliSTRIR sl - NR
15R16 noiety, 99 03/ 084952 PCT/ EP03/ 03629 R5 represents hydrogen, an

unbranched or branched, saturated or unsaturated, optionally at |east
nono- substi tut.ed ali phatic¢ radiccal .or a saturage r_unsaturated,
optionally &P 'P@ﬁ@f 'nﬁgﬂg- g&f}gﬂfﬂtﬁﬁ %[9058{'?%%1;1?%6‘?3’%?@ ?r@é@'?hb%g et eroatom
as ring mengistéRionfars] fgrasepaalormsritof Aehigtale of 6t leb8t twadof ifs9 are each
i ndependent|ly selected fromthe group consisting of hydrogen, an

unbranched &ferBRBREIRSE, Preferablytenantiomars o diastergomess.i ib @alyi pixig ratigast
jplrivedt ! . ol " ontional |
ot Penst - o o BABRANF adciAeBll st tiBfelt st ibptpbal): o) el 1Y

menber containing cycloaliphatic radical, a cyano and a COORL7 noiety, A
represents bri dge, nenber - 8- or -CHR18- - nts hydrogen,
an unbréanch ’BPOL%?%%WS’ ngggﬁ%’t“eﬁ ‘Eﬂara‘ifﬁg%ﬁ(a;‘%‘a*é@%qdéf%ﬁggﬁez?@\éﬁeast
nono- subst i ' ' j n rahed, optionally
at | east m?n%q%l@t |hp t§ g!??t%ﬁ?@ﬁgﬁ@og’?wgﬂéﬁoggn' ’etegisgétéﬁom as ring
menber cont ainbranchegdodrderbnghied, isaturatéd-ar unsatunateghtaptionally atieast mano-

nono- substi tute ryl- or. heteroaryl radical,, whic be,.bonded,via an
optionally %Bﬁgtggﬁa/hﬁﬁ@i'%% qa[d;fﬁai,oa 3%@%”&"36@%%/ 8Pt'9Rﬂr}€'t?g I%%ﬁdensed
with an opt irﬁ@%-be@tﬁtuie@@&Ftiéﬁh’l&eﬁ%ﬂdﬂét%iefﬂélm R rirkPhemtsdri ¢
ring-system RI11 rregiesen s an unbranched or branched, saturated or

unsat ur at ed containing fad &+ §ycigalipbatie ragieal, whish maybedandeghda iap aplienaly , a
q _ . . . o
saturat ed Ory |¢;H§??ﬁdﬂ -E%tlttﬂ%'(ﬂ%lk%lgﬁ& égﬁ@é%n%?%a;&?éogﬁag%a Idcxﬁii’l’i' onaly

at | east one eroatomas ring nrng c radi cal ,
whi ch may bean dptiohadly vt keash mapio-sutsstituted morerir poiyeyckicisg-systeet am kyl ene

group and/or na be condensed W th an optionally at |east nono-substituted
mono- or polaplpBRIat BARGEPRoaMPSHIlteh & Cmemterad andeat ABIRAMDSt | ¢ ut od

aryl - or hetggiar, Which may be bonded via an optionally at least mono-substituted C.¢-
alkylene group and/or may be condensed with an optionally at least mono-
substituted mono- or polycyclic ringsystem, a nitro, cyano, -OR'?, -OC(=0)R"3,
-SR™, -SOR™, -SO,R"™, -NH-SO,R", -SO,NH, and -NR'*R'® moiety,

RS represents hydrogen, an unbranched or branched, saturated or
unsaturated, optionally at least mono-substituted C,_s-aliphatic radical or a
saturated or unsaturated, optionally at least mono-substituted, optionally at
least one heteroatom as ring member containing C;_g-cycloaliphatic radical,

RE, R, R8, R® are each independently selected from the group consisting of
hydrogen, an unbranched or branched, saturated or unsaturated, optionally at
least mono-substituted C,_g-aliphatic radical, a saturated or unsaturated,
optionally at least mono-substituted, optionally at least one heteroatom as ring

member containing C,_g-cycloaliphatic radical, a cyano and COOR'” moiety,
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radi cal, which nmay be bonded via an optionally at |east nono-substituted
al kyl ene group and/or nmay be condensed with an optionally at |east nono-
subst i t ut web sme®s2 or pol ycyclic ringsystem or 100 WO 03/ (P@A%FD3/03629

PCT/ EPO3/ 03 R10 P r_ A {3 hgdging nitrogen atom form an
optionally %Pqpégg?ntg%o%@%eu@gﬁﬁt—%ksé E?%'tqu,gtﬁsm urated or aromatic
heterocyclic ring that nay contain at |east one further heteroatomas a
ring menber and/or ma condensed with an optionally at | east

be
nmono- subst i it éePresabts dregen.@ncynkranched e Branshesy satuealed 96nt s hydr ogen,

b h t eg ' t | t
mono- subst i e ainrafet BBfthall Xiédet ot s OGN € Patipthltie BFala 0 1 Onal 1y
at rrLeaSt norsaturatest ot Tmsa]ﬂgraﬁqa:,iambhgyy aT Iebsmbﬂombstgm%miogaﬁwat i ng
menper contal ni.n Cl oal | atl.Cc radl cal , 1 C nae | an
opt 1 onal 1y JeadteheHelgmatabis e memiasantong G kienihatayedsa
condensed wigiogorlly P EHst oo 4 ARHEANS: GrRdrhbe8 dRI0GY hBerbayCYC i ¢

ring-system or an optionally at least nono-substituted aryl- or heteroaryl
radi cal , whiradicahwhieh maydeibendediviact opticnially ahteast manorsutstituted (Giteat ed

al kyl ene graoyp,and/or may be condensed w th .an_optj.ong | I nono-
Subat 1t ut od HBAERE BBuRRRAGE e e Raidenset itRagBpigRalat Ssty i ien: an
unbranched @ubbtitfsdAfbnos of pbRERElicHing-Systaimyr at ed, optionally at | east
nono- substituted aliphatic radical, a saturated or unsaturated, optionally

at | east nono-substituted, optionally at |east one heteroatomas ring

reber SoNt RirBgrekAkOm LABACAeh iAo sl of unshRlMGRM, Vi 2 an

optionally at | east nono- ehe group and be
condensed wdgtioaallyat ieastimonoaublstiitéd O galiphétic radicatda satuvatedrorpol ycycl i c

adbcal . wh e gk OpBRRRlY 3 BaskTmape SRR oPI R SbRRtaNSs 1t ut od
Cubat Tt oo TR s T e LRt G SRITPL g adodl whitthal e
or branched,besbendedt vd avr opticraily ahteast manetsubstitutgd &4 stalidene group
mono- subst | tauntd%jr r%lagl %%ac}cgn%ernggé (\:Aﬁtlh’ arf' ors)t?cgnuarll§ta?ﬁjea()srt mono-substituted mono-

or polycyclic ringsystem or an optionally at least mono substituted 5- or 6-

membered aryl- or heteroary! radical, which may be bonded via an optionally

at least mono-substituted C,_g-alkylene group and/or may be condensed with

an optionally at least mono-substituted mono- or polycyclic ringsystem, or

R'% and R together with the bridging nitrogen atom form an optionally at least
mono-substituted, saturated, unsaturated or aromatic, 5- or 6-membered
heterocyclic ring, which may contain at least one further heteroatom as a ring
member and/or be condensed with an optionally at least mono-substituted
mono- or polycyclic ringsystem,

R'2 represents hydrogen, an unbranched or branched, saturated or
unsaturated, optionally at least mono-substituted C,_¢-aliphatic radical, a
saturated or unsaturated, optionally at least mono-substituted, optionally at
least one heteroatom as ring member containing C; g-cycloaliphatic radical,
which may be bonded via an optionally at least mono-substituted C_¢-alkylene
group and/or may be condensed with an optionally at least mono-substituted
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unsaturated, optionally at |east nono-substituted, optionally at |east one
het eroatom as ring nmenber containing cycloaliphatic radical, which may be
bonded viwoan/epseonal |y at | east nono-substituted al kyl erreTgErOBp3@Nd/ Or

may be condensed w ionally at | east -S | 1 X Oz OF

pol ycyclic "i?il“ﬁ%%ﬁ%gggﬁ&#@ﬁ/%%%“%"?:j?g?es%?gﬁ‘ﬁﬂ“gﬁabesg'ﬁ”rfggt ‘lé'onal ly
at | east norpEsimeaibared edyladl hetepdaryeradicaiwhich nedl 6&lbondbd via amy be bonded
via an optionally at |east nono-substituted alkylene group and/or nay be

condensed wioptopallbak Ipaskimepopubstituted Goadlikyienssgiouptangd/eomay bsr pol ycyclic
ri ng-system

consi sting (():P ﬁ&ﬁgﬁa@ﬁ%rﬁ%ﬁ@@?lgﬁg%%%PW%J&%@@%&%%—; r%\){)cpaicgr P

unsat ur at ed ringedyisteral | y at | east nono-substituted aliphatic radical, a
saturated or unsaturated, optionally at |east nono-substituted, optionally
at | east one heteroatom as ring nenber containing cycloaliphatic radical,

whi ch may bebogsiadokishiitoq i dirindhed bPBRInCRBACsRREH bRt ed al kyl ene

group and/or nmay be cond option y a’t_ east nono-substituted
nmono- or polupsatiirated; optiorsliyt atriieastrmaemo-substituted| Cye-aliphatisgadical, a

oot Lonal 1y seniatd] Standutied ablan: AlleR8 molbisibs e oridpaRce ' @ "
condensed WiédstdhediteAAbMYasiin ﬁ%ﬁbmﬁhh‘g%ﬁéﬁﬂomﬁc%di@@ﬂ,ycycl ic

ring-system or R15 and R16 together with the ing nitrogen atomforma
saturated, Whighmayeehopded vigan petienallyra dsastingonq-gebstitutiedCragkplenat

| east nono- ' / i f omas a
ri ng menber ,&Hﬁ%hgtﬁﬁﬂ%’gﬁgggh%ﬁﬁ%@,ﬂh %‘r? A n@?‘tglrll ﬁglgaz# H@F‘éﬁ%ﬁ’tesg{lﬂsat ur at ed
or unsat ur aheub- anpolyeyalit yingtsylsters,t omamoptiorizilyiat ldast nedngpbabstituteddbcal , a

saturated or unsaturated, optionall t | east nono-substituted, optionally

at | east onérf %@P&Qﬂ?grﬂrﬂéo%ﬁ@rﬁ‘ﬁ% icah whichimay E?%PBQP?M%@’FC radi cal

or an opti oo t le@86in  BuL s . radi cal ,

whi ch may bewltolon?i%avi a an°ﬁgﬁ$‘?’§ﬁ*§'ﬁibﬂeﬂ%&'¥é %dr?rgégﬁﬂ‘g{?@ziﬂeed al kyl ene

group and/ orcomdensed withdameptibnally tah least opinocssubdtijutad nhercstorpohywyslibst i t ut ed

nono- or pol WCI LC ring-system R18 represents hydrogen, an unbranched or
r

br anched, sé. %Msé%fnor

R represents an unbranched or branched, saturated or unsaturated,
optionally at least mono-substituted C,_g-aliphatic radical, a saturated or
'unsaturated, optionally at least mono-substituted, optionally at least one
heteroatom as ring member containing C, s-cycloaliphatic radical, which may
be bonded via an optionally at least mono-substituted C,_-alkylene group
and/or may be condensed with an optionally at least mono-substituted mono-
or polycyclic ring-system, or an optionally at least mono-substituted, 5- or 6-
membered aryl- or heteroaryl radical, which may be bonded via an optionally
at least mono-substituted C,_s-alkylene group and/or may be condensed with
an optionally at least mono-substituted mono- or polycyclic ring-system,

RS and R'® each are independently selected from the group consisting of
hydrogen, an unbranched or branched, saturated or unsaturated, optionally at
least mono-substituted C,_¢-aliphatic radical, a saturated or unsaturated,
optionally at least mono-substituted, optionally at least one heteroatom as ring
member containing C; g-cycloaliphatic radical, which may be bonded via an
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unsaturated, optionally at |east nono-substituted aliphatic radical, a
saturated or unsaturated, optionally at |east nono-substituted, optionally
at | east wos3/oheser oat om as ring nenber contai ni ng cycl oalrqaherosesmadi cal

or an optional.l t . least nono:substijiute ryl - or heteroaryl radical,
whi ch may bé’ph8ﬁﬂg’da'\)?32§rﬂ°"9ﬁt‘b9@“§%4 é&ﬁ'@ﬂ‘)’? ’@BB@’\S%Z’Q"‘YX’& i onal Iy at
| east nDNo- gyhaEhsad Rfth AnoptRNaIIY afItashRYNRCsUBRYItUIEd BRIHER b Pdlycythid an
optionally at |east nono-substituted nono- or polycyclic ring-syste

optional | 'y irngfsysternf obar optionally atdeasianerersubstityiest 6r abbynembaiedbadt-s or

di ast er eoner ' e i r ) . of its
st er eoi sone PZ ,*‘%‘*f’é?@ﬁ%ﬁ?é'e}‘%’ﬁﬁhi @ﬁ&%&%ﬁd&%a\g% éb;ggﬁgﬂéllf%tnlleggﬁh%}\% ng

ratio, or gubbitated Coi-ailylehegrotptamd/sr mal betdiridented withaars opticriatly at
respectively. 2. Conpounds according to claim1, characterized in that R1,
R2, R3, R4 i?@té%ﬂp'sﬂhﬂéﬁé@ﬁ’dﬁﬁmwfs@|m@ ripngeRystand. group consisting of H,
F, d, Br, an unbranched or branched, saturated or unsaturated, optionally
at | east nono- substituted Cl1_6-aliphatic radical, a saturated or

unsat ur at ed or &P mod®R °ogetherwith therbridgingbtrogert atbm g asaturgtest, | east one

het er oat om as rjng, nenber ontai nin 8- | oal i phatic r.adi cal i ch
may b bondasal e G APBIR] 5 ont HermBerarge &RyLH fha duEh ifkpg  ene
group and/ olled8nAfo-SABSIRIERCaNE/dfcorftlinOftllé Adtdneuithet RétoatBRPas B t ut ed
nmono- or polycyclic ring-system an optionally at |east nono-substituted,

5- or 6-menteembearyl - or heteroaryl radical, which may be bonded via an
optionally at |east nono-substituted Cl1_6- al kyl ene group and/ or may be
condensed with an optionally at |east nono- substituted nono- or polycyclic

ringsystem Ri7mépresentsyliyirogerfiPunbrafthéd Bi Branch8Rldaturdt€iRbf, - SO2R14,
- NH- SO2R14, -SO2NH2 and - NR15R16 noiety, R5 represents hydrogen, an

unbr anched é&”%ﬂﬁﬁ@‘i’eQPtiS'afi'er%tt'%@ﬁtdﬁonQnﬁEQ%@P@Lde@ye'@'dﬁh%ﬁd?ﬂ&ﬁahta | east
mono- subst i ts%ﬁl.ﬁ'gte(aloﬁﬂﬁédtt? d,?opﬁi%ﬂéﬁ?ﬁt I%%sf"mlofig:‘s‘gl,'[b@{i@@ed), rod‘l'iﬂﬁgﬁy’eéﬁt ed,

optionally at ast nono- subst’i tut opt1ona east one teroatom
as ring nenteastonet ketaroaioB3astring mevathé rdontainingaCy geycloaliphati®Fadieal orR9 ar e

each i ndependent| elected fromthe grqup consistin f hydrqgen, an

cnbr anched din SUANEL AT e aonOestpitrdein At daembBteb A heterdact

mono- subst i tydiedl, Which AMdybEbbrddPGEat optforify 4t iRt niInous\sytiHital €l
alkylene group and/or may be condensed with an optionally at least mono-
substituted mono- or polycyclic ring-system,

R'8 represents hydrogen, an unbranched or branched, saturated or
unsaturated, optionally at least mono-substituted C,_-aliphatic radical, a
saturated or unsaturated, optionally at least mono-substituted, optionally at
least one heteroatom as ring member containing C;_g-cycloaliphatic radical or
an optionally at least mono-substituted, 5- or 6-membered aryl- or heteroaryl
radical, which may be bonded via an optionally at least mono-substituted C, ¢-
alkylene group and/or may be condensed with an optionally at least mono-
substituted mono- or polycyclic ring-system.
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optionally at |east nono-substituted, optionally at |east one heteroatom as
ring nenber containing C3 _8-cycloaliphatic radical, a cyano and COORLl7

noi ety, WOI3NEBB/ 084952 PCT/ EPO3/ 03629 A represents a pOrdpes/mmaber
-CHR18- or -CHR18-CH2-, R10 represents hydrogen, an unbranched or branched,
saturated or unsaturated, optionally at |east nono-substituted

CL_6- al3.phat@&nbam@sabcc@dilngqg;wﬁﬁﬁﬂ oPR, ER&akiize8n tPRIRORR! RY R4 glreeast

mono-substituted, optional | east one heteroatom as ring menb
cont ai ni ng &3Ach-ingenaendenty selestedifroouihegroup coosistiog af Hy FaCl,| Brast

nono- substit - | - .or_heteroarvl radi I ch may
be bonded viséhg'%teéghr%i‘gﬁwrgggr?émg-gQﬁlg's%tiqf’agte'ﬁoﬁ‘i'_s@gsﬁﬁ%ﬁ Q’?ré' group
and/ or may ladiphaticlexttieal, aishturatedo pptiomdlly! at Iedst mosd-substituted Bptibhallyest nono-
or polycyclic ring-system Rl1 represents an unbranched or branched,
saturat ed oreagtone heleratom:As fing mambercantainingfestdr Sem sy cloalirhatic

Cl_6-ali phfitrhﬁicgﬁ‘wggﬁ g'r'ﬁl tfé;[')gfti@%c?giacﬁn obﬁb?%fll ot tn?&ﬂd-é’ur@éti'téieﬁbt%lr-ea“

nono- substi t uted, east one heteroatom as ring ne

cont ai ni ng @8 Gy-aliylenalgralmta nitnoadyard, -ORI?,OGED )RS, bSRIL dnd FHRAIR
optionally at | east -subpstijuted, CL 6-al kyl.ene u /[or may be
condensed wi'TH€ pB?féF%ﬂ)ﬁst cgqéﬁgrﬁher%%p Qﬂk?ﬁ'Q%g{e@' Eoﬁgra&r pol yeyclic
ringsyst em @HATHQIBE OO, CF , adydigtt |,@%&oﬁé&§&tdiﬁw nerarff -GR12mENbeEr ed
aryl - or het er%@l radi czal,3 V\%i ch rr)éy e bonded vi(gﬂian optionally at

| east nono-substituted Cl_6-al kyl ene group and/or may be condensed with an

and Rt oS EPORNT BRI b ST RIgme Ledm, PRl B ot
| east  nono-rephssentsiHast.a Brainghed & unbrfwhed T ealkyl radiRaRpreferably ®1, CH,
6-membered heterocyclic ring, which may contain at |east one further

het er oat om & GG menber and/ or be condensed with an optionally at
| east nono-substituted nono- or polycyclic ringsystem R12 represents
hydr ogen, an unbranched or branched, saturated or unsaturated, optionally
at | easi. nor@orapbundg acextding t6-amlyi grieaof dainsdi t@l, clarasterizedtiethatR®, R7,

unsat ur at ed,opfoi onal | y .at | east nono-supstituted, optionall t | east one
ot or oat om £ FE 0P sash drdeRsiiantl sg e b ey e aroupaonSsRaa b a

branched or unbranched C,_;-alkyl radical, cyano and a COOR"’ group

preferably from the group consisting of H, CH;, CH,CH; and cyano.

6. Compounds according to any one of claims 1 to 5, characterized in that R
represents hydrogen or a branched or unbranched C,4-alkyl radical.

7. Compounds according to any one of claims 1 to 6, characterized in that R'' is
selected from the group consisting of unsubstituted phenyl, pheny} optionally
at least mono-substituted with a branched or unbranched C,4-alkyl-radical, a
branched or unbranched C,_-alkoxy-radical, a branched or unbranched C;,-
perfluoroalkyl-radical, a branched or unbranched C,4-perfluoroalkoxy-radical,
F, Cl, Br, cyclohexyl, phenyl, phenoxy, phenylthio, benzoyl, cyano,
-C(=0)C;.o-alkyl, -C(=0)OC,.,-alkyl, carboxy, -CH(OH)(phenyl), -NRAR®
wherein RA, RB are each independently selected from the group consisting of
H, a branched or unbranched C,_-alkyl-radical, -CH,-CH,-OH and an
unsubstituted phenyl radical,
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whi ch may be bonded via an optionally at |east nono-substituted

Cl 6-al kyl ene group and/or nmay be condensed with an optionally at | east
nono- subswiotwstoesds2 104 WO 03/ 084952 PCT/ EP03/ 03629 npno- @CTEHOY/6362 i C
ring-system_or_an ionally at |east nono-substituted, 5- or 6-nenbered
aryl - or het@%‘&pﬁﬂﬁ‘iﬁ@ﬂ??&%?@ﬁa y be bonded via an optionally at |east
nono- substituted Cl_6-al kyl ene group and/or nmay be condensed with an
optionally at |east nono-substituted nono- or polycyclic ring-system R13
represents agrouget geagralforrawle{dd or branched, saturated or unsaturated,
optionally at |east nono-substituted Cl_6-aliphatic radical, a saturated

or unsaturated, optionally at |easi nono- @pﬁ}l tuted, optionally at |east
one heteroatom as ring nenber c i " 8"cycl oal i phatic radical,

ith an optionally at |east
nono- substituted nono- or pol tem or an optionally at

| east nono-substituted, 5- or ered ¥ryl - or heteroaryl radical, which
may be bonded via an optionally at |east nono-substituted Cl1_6-al kyl ene
group and/or may be condensed with an tionally at |east nono-substituted
nono- or polycyclic ring-system Rl4 rggkesents an unbranched or branched,
saturated or unsaturated, optionally at |east nono-substituted
Cl_6-aliphatic radical, a saturated or unsaturated, optionally at |east
nono- subst i tWhesdin optionally at | east one heteroatom as ring nenber

contai ning C3_8-cycloaliphatic radical, which may be bonded via an
optionally at |east nono-substituted ClL_6-al kyl ene group and/or may be
condensed wiriig taor 2ptional ly at | east nono-substituted nono- or polycyclic
ring-system or an optionally at |east nono-substituted, 5- or 6- nenbered
aryl- or heteroaryl radical, which my be bonded via an optionally at

| east nono- %%ﬁi&éﬁt@‘t‘ﬁ& al kyl ene group and/or may be condensed with an
optionally at l'east nono-substituted nono- or polycyclic ring-system RI15
and R16 each are independently selected fromthe group consisting of

2¥dr ogen, an, Penpbrcres?é]r(\:tg gro’bt\rl_zﬁgfr&ﬁ_(li_o %F &r(__qb?’d or unsaturated, optionally

Cl_6-al kyl ene group and/ or W“‘bye ensed
6-

RC is H or a branched or unbranched C,4-alkyl radical,

a group of formula (B),

= NF
AN Ny
(B)
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| east nmono-substituted Cl.6-aliphatic radical, a saturated or unsaturated,
optionally at |east nono-substituted, optionally at |east one heteroatom as
ring nmenwero3msssai ni ng C3_8-cycl oal i phatic radical, whiclrorapobesshonded
via an 105 WO 03/ Q84 PCY/ EPO3/ 03629 optionally at |east

nono- subst i tqﬂré’(ﬁ'%(f’%ig%iﬁw ne group and/or may be condensed with an
optionally at |east nono-substituted nono- or polycyclic ring-system or
an optionally at |east nono-substituted, 5- or 6-nenbered aryl- or

het eroaryl radical, which may be bopged via agn optionally at | east nono-
substituted Cl_6-al kyl ene group arfd/ or n® be}ondensed with an optionally

at | east nono-substituted nono i ng-system or R15 and R16
together with the bridging nitroge saturated, unsaturated or
aromatic, 5- or 6-nmenbered heterocy O which may be at | east

nmono- substituted and/or contain at |east one further heteroatomas a ring
menber, RL17 represents hydrogen, an unbrapnched or branched, saturated or
unsaturated, optionally at | east nono-s&égtituted Cl.6-aliphatic radical, a
saturated or unsaturated, optionally at |east nono-substituted, optionally
at | east one heteroatom as ring nenber containing C3_8-cycloaliphatic

radi cal or agrogptof@genieral farmulagBy), nono- substituted, 5- or 6- nenbered
aryl- or heteroaryl radical, which nay be bonded via an optionally at

| east nono-substituted Cl.6- al kyle nd/ or may be condensed with an
optionally at |east nmono- substit r polycyclic ring-system R18
represents hydrogen, an unbranchgd or b sahnrated or unsatur at ed,
optionally at |east nono-substityfed Cl atic radical, a saturated
or unsaturated, optionally at |ea tituted, optionally at | east
one heteroatom as ring nenber contai _8-cycloaliphatic radical or an
optionally at |east nono-substituted, 5- or 6-nenbered aryl- or heteroaryl
radi cal, which may be bonded via an opti(Dpally at |east nono-substituted
Cl_6- al kyl ene group and/or may be condensed with an optionally at | east
nono- substituted nono- or polycyclic ring-system 106

wherein Rp is H or a branched or unbranched C,_4-alkyl radical

and a group of general formula (E),

wherein

RE represents H, a branched or unbranched C,_4-alkyl radical or a branched or
unbranched C,4-alkoxy radical,

W represents a bond between the two aromatic rings, CH,, CH-OH or C(=0),
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WO 03/ 084952 PCT/ EP03/ 03629 3. Conpounds according to claim1l or 2,
characterized in that Rl, R2, R3, R4 are each independently selected from
t he groupwoassssstng of H F, O, Br, a saturated, branchedTmprosindseanched,

opt i onal 1y o Sasiniee; RyRSIhAICHIOTor RIAPHABIER dhEAbnisH B pur 2t o

optionally RrONC® SUbS ) ronall one heteroatom

as ring nentganched of imbranthed @, &kyleadicakl i phatic radical, which may be
bonded via an optionally at |east nono-substituted Cl- or C2-al kyl ene
group, a nitro, cyano, -OR12, -0OC(=0O) R13, -SRl14 and -NR15R16 nviety,

preferably rﬂ*b Y St BCH3,
CF3, 2@3%@@{’%{%%r&®§éﬁo xyrfé,jaﬁ??%?g(t:@ghgh%rﬁgte-qasg?ﬁﬁ‘ft%rrpounds
accor di ng t anant''dongetbier wlithi the bridgingnitropen atdre forned saturatted, 6R5 r epresent s

branched branched .C1_3-alkyl radical , preferably
Goors. 5. CORBRIRILRER A eoWRRD S ALleRe: BoRorRuoR o] Wiy A MR, 7 oo

in that R6, ridical &%d/oREordénsdohith BARRRIBSHRULed GroAta6AStindAGSUbSRUBIOUP
consisting of H a branched or unbranched Cl1_3-al kyl radical, cyano and a

COOR17 gr oupphepyleioscyelohexylgadicab sgidpperydnen eyciohexyl-radicatigefe@dlyHs and

that Rio r R g AR A B Ay B Ancned Lo a-alkyl
radical. 7. Conpounds according to any one of clains 1 to 6, characterized

in that R11 |s selc?ct ed fromthe group consisting of unsubstituted phenyl,
phenyl .9-opt i©MBPPYNdSpCEArding tacy. ang,et ¢laimsed tab: haragtesizedda that Rinbr anched

L L s, Gl e T s o
unbr anched QHs, gHslarphealykoxy-radical, F, d, Br, cyclohexyl, phenyl,

phenoxy, phenylthio, benzoyl, cyano, -C(=0) Cl_2-al kyl, -C(=0 OC1_2-al kyl,
carboxy, -CH(OH)(phenyl), -NR ARB wherein RA, RB are each independently

sel ect erh.f r%mbsuﬂd@aéb&am@itatédwoﬁ of ¢tain®s PRGOCEkaralerizBRNARRAIGRNS -
Cl-4-al kyl -radi cal, -CH2-CHZ-OH and an unsubstituted phenE/I radi cal , 107
»

WO 03/ 084957epesentol/ a$h2oalkyradicalinyclahexgloriehphenyl sadigdl, pegferably H,
CHg, C,H5 or phenyl.

11.  Compounds according to any one of claims 1 to 10, characterized in that R'
represents H, a C;-4-alkyl radical, cyclohexyl or a phenyl radical, preferably H,
CHj, C,Hs or phenyl.

12.  Compounds according to any one of claims 1 to 11, characterized in that R®
and R'® are each independently selected from the group consisting of H, a
C4-4-alkyl radical, cyclohexyl and a phenyl radical, preferably selected from the
group consisting of H, CH3, C,H5 and phenyl.

13. Compounds according to any one of claims 1 to 12, characterized in that R"’

represents H, a C;-4-alkyl radical, cyclohexyl or a phenyl radical, preferably H,
CHg, C,;H5 or phenyl.
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a group of general formula (A (CH2)n | XY (A, whereinnis | or 2, X
represents CHor N, Y represents CH2, 0, NFRc, CHOHor C(=0, Rcis Hor a
branched wo wnbsanched Cl4-al kyl radical, a group of formarErOB)3Ic2N ( B)

108 V0 (3 084, o EEORARRAR Syt 8HBalls $16 1YL b i 4R 1® O OV

unbranched @3dregektd Hf 8@ cRalkylaadical 6F aphenll radial, Prefepablyli-h GHor R E \ ~ W
Il Z (E) vvheéreef%n RE repr1esen¥s H a brgﬁchgd or uzr?brancﬂzd Cl4- al kyl
radi cal or ®heP¥hched or unbranched Cl-4-al koxy radical,

15. Compounds according to any one of claims 1 to 14, characterized in that at
least two of the residues R', R?, R®, R*, preferably R? and R?, do not represent

hydrogen.

16. ‘Compounds according to any one of claims 1 to 15, characterized in that R® is
CH; or C,Hs.

17. Compounds according to one or more of claims 1 to 16:

[11  2-[4-(2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(9-0xo-9H-
fluoren-2-yl)-acetamide,

[2]  2-[4-(2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(9-0x0-9H-
fluoren-3-yl)-acetamide),

[B] 2-[4-(2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yI]-N-(9-oxo-9H-
fluoren-3-yl)-acetamide hydrochloride,

[4]  N-(4-benzoyl-phenyl)-2-[4-(2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yl]- acetamide,

[5] N-(4-benzoyl-phenyl)-2-[4-(2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yl]- acetamide hydrochloride,

[6] 2-[4-(2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(5-oxo-
5,6,7,8-tetrahidro-naphthalene-2-yl)-acetamide hydrochloride,

[7]  2-[4-(2-oxo0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(9-ox0-9H-
fluoren-4-yl)-acetamide hydrochloride,
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Wrepresents a bond between the two aromatic rings, CH2, CH OH or C(=0,
109 WO 03/ 084952 PCT/ EP03/03629 Z represents CH2, 0, S, CHOH C(=0 or
N RF wherworB/sesz esents H or a branched or unbranched Crétatdoyhieadi cal .

Rio and R1I81 codbebene o Hikas e Hhreertogmld brknerin 1ot ur at cq, 6
menber ed hetel’OC)fﬁ'])éﬁdeDQ] é@‘é'té?ﬁldesl"lhﬁfroérﬁéﬁ& mono-substituted with a

met hyl radi cal and/or condensed wt unsubstituted or at |east
nono- substituted phenyl- or cycl ohexyl-radical, said phenyl- or

Cy oo O A A e AR Bk T RS A Gt

characteri zed |n5.YI§1.th£h2mdeepresents H, a Cl-4-al kyl radical, cycl ohexyl
or a phenyl radical, preferably H CH3, C2H5 or phenyl. 10. Corrpounds
according to any one of clains 1 to 9, characterized in that R13

brof erabl y OF HIAEPEY aHHBeER SN AbeMBNEIN: ek Eldar. ,
clains 1 to 10, dhy)-acetamidedydrodhiariddil4 represents H, a Cl 4- al kyl

radi cal , cycl ohexyl or a phenyl radical, preferably H CH3, C2H5 or
phenyl . 12. Conpounds according to any one of claims 1 to 11, characterized

in that RI5] wﬂd NRIdH-8-y297-( QWW&&szlc/d]Flei]%ﬁéﬁﬁ A yw;}}é}@m

consi sting of a Cl-4-al kyl radi cal I"'ohexyl and enyl r-adical,
preferably sel ect&é‘@tammhw@c’d@m consisting of H CH3, C2H5 and phenyl
13. Conpounds according to any one of clains 1 to 12, characterized in that
R17 represents H, a Cl-4-al kyl radical, cyclohexyl or a phenyl radical,

preferably H12] CH(2-88éthoRy- dmwfuraa_aoym@[@qambeﬁ%ﬁjmnaﬁ@aﬁ 1-14.

Compounds accordi ng to any one of clains to 13, characterized in that R18
represents H, a dﬂmpﬁf'ﬂ'yﬂ'b"ﬂm@‘?%ﬂ"‘dﬁe EY‘Hﬁéh'?ﬂde)idl cal, preferably H, CH3
or phenyl.

[13] N-(4-Cyclohexyl-phenyl)-2-[4-(2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yl}- acetamide hydrochloride,

[14] 1-{1-[2-(3,4-Dihidro-2H-quinolin-1-yl)-2-oxo-ethyllpiperidin-4-yi}-1,4-
dihydro-benzo[d][1,3]oxazin-2-one hydrochloride,

[15] 2-[4-(2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(9-ox0-9H-
fluoren-3-yl)-2-phenyl-acetamide hydrochloride,

[16] 2-[4-(2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(9-ox0-9H-
fluoren-3-yl)-propionamide hydrochloride,

[17] N-(9-Ethyl-9H-carbazol-3-yl)-2-[4-(2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yl]-acetamide,

[18] N-(9-Ethyl-O9H-carbazol-3-yl)-2-[4-(2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yl]-acetamide hydrochloride,
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15. Conmpounds according to any one of clains 1 to 14, characterized in that
at least two of the residues RlL, R2, R3, R4, preferably R2 and R3, do not
representwonp@sogen. 16. Conpounds according to any one ofpcalerosm3c2oto 15,
char act er! 2qde] 1 2 Bl Rt 2 SIE4PLo SR T 0 @MY Spdi S TR0 One O

nore of cla

2- [ 4- (2- oxo- 4H beyxpQtHfudret-axazadetamide,- Pi peri di n-1-yl] - N-(9- oxo- 9H
fluoren-2-yl)-acetam de, [2] 2Z-]4-(2-o0x0-4H benzo[d][1, 3]oxazin-1
-yl)-piperidin-1 -yl]-N(9-0x0-9H flu o re n-3-yl)-a ceta mi d e ), [3]
2-[ 4- (2- oxo- benmofedietn ' vl i Ldin- 4 - . - OH-
fl Lor fan- 3- yl[?@-;cg!@ﬁ'{bge hQg]rfééﬁtf-!g&%%q%ﬂ%}ﬂﬁﬁ?‘éﬁﬂ-P—yﬁ-pleférldlhh()ﬂ}ﬂ)-(@-

N- (4- benzoyl - pheroxo)Si-fludrdr 3oppadatainide hydibchlo8texazi n- 1- yl ) -

pi peridin-1-yl]- acetam de, [5]

N- (4- benzoyl - phenyl ) - 2-[ 4- ( 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n-1-yl) -

i peridin-1- - ] _Hl@a ¢ o -
I[2)- F4- (2- oxo-[gf4| bgﬁg%[ d Iﬁ?g%@?ﬁb?ﬂjgﬁ (éﬁ)ﬁ)eetwl I r?z(?-‘t-Hyl ] - N- (5- oxo-
5,6,7,8-tetrabhi drb@nzaidli 1h3josazin2-yl)-pipecidiratiylleadetamidenhydrodelorifi €]
2-[4- (2-0x0-4H benzo[d] [ 1, 3] oxazi n-1-yl)-piperidin-1-yl]-N(9-o0x0-9H

fluoren-4-yl)-acetanm de hydrochloride, ill WO 03/084952 PCT/ EP03/03629 [8]
N- ( 3- benzoyl[2phe N I-Crclohelki-phidnyh-2 M &h}ll@%k@ﬂb@nio[lﬂ][i ,3]Joxazin-
pi peridin-1-yl]- acetam de hydrochloride, [9

2- [ 4- ( 2- oxo- 4H bénybpingridinflodlacetamidg,) - pi peri di n- 1-yl ] - N- (1- oxo- i ndan-
5-yl)-acetam de, [10]
2-[4-(2-o0x0-4H benzo[d] [ 1, 3] oxazi n-1-yl)-piperidin-1-yl]-N(1-o0xo-indan-
il: ?/I 31 acgt a:{ﬂg}s Zi/-(ﬁ-('));/It:Ioﬂufli(z,iﬁphériy’l](;IZ-[4-((?))—me'rhyl_-2-o>1<o-4|H-benzo[d][(1]I ,_3]ox1azir|1-

ndan- 5-yl - 2-[ 4- (2- 0X0- 4 nzo : xazin-1- - pi peri din-1- -
acet ani de Kydr Ogﬁrgﬁpwndrrﬂ]ﬁ]-ac taMdle h;dorochlorlde, yb)-pip vt
N- ( 2- Met hoxy- di benzof uran- 3-yi)-2-[4-(2-o0xo-4H benzo[d] [ 1, 3] oxazi n-1-
yl)-piperidin-1-yl]- acetam de hydrochl oride),

[24] N-(4-benzoyl-phenyl)-2-[4-(6-methyl-2-oxo-4H-benzo[d][1,3]oxazin-1-

yl)-piperidin-1-yl]- acetamide hydrochloride,

[25] N-(9-Methyl-9H-carbazol-3-yl)-2-{4-(2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yl]-acetamide hydrochloride,

[26] N-(9,10-Dioxo-9,10-dihydro-anthracene-2-yl)-2-[4-(2-oxo-4H-
benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-acetamide hydrochloride,

[27]  N-[4-(Ethyl-phenyl-amino)-phenyl]-2-[4-(2-oxo-4H-benzo[d][1,3]oxazin-
1-yl)-piperidin-1-yl]-acetamide hydrochloride,

[28] 2-[4-(6-Methyl-2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl}-N-[4-
methyl-phenyl-amino)-phenyl]-acetamide hydrochloride,

[29] 2-[4-(2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-[4-phenoxy-
phenyl)-acetamide hydrochloride,
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[ 13] N-(4-Cycl ohexyl - phenyl)-2-[4-(2-oxo0-4H benzo[d][1, 3] oxazin-1-yl)-
piperidin-1-yl]- acetam de hydrochloride, [14]

1-{1-[ 2- (Wod3Dsdwszlr o- 2H- qui nol i n- 1-yl ) - 2- oxo- et hyl ] pi peri diaryEPoghI6c2d, 4-
di hydro-b d] 2: hy.d 15

2[4 2- oo 190 bORHEHEPPERY} BREBaning FRRERBLA TR0 n (0- oxo- ot
fluoren-3-yi)-2- maw[d]-]?c:qbswz.ﬁq ﬁy?rﬁéﬁlhirpﬂlﬂeacétéﬂde hydrochloride,
2-[4-(2- oxo-4H benzo[ d][ 1, 3] oxazi n- -plperldln -yl ]-N(9-oxo-9H

fl uoren- 3- y| ) - pr opi onam de hydrochl ori de

N-(9- Et hyl - lfa?b@t %oﬂl—ﬂ }Eép%l[d [% 3?&3&2% Rﬁ)”&BEP'JjM -:))’li] %?&-oxo H ) -

pi peri di n-1-'y

N-(9- Et hyl - 9H calﬂluazeﬁ 33 ybropioratidé hgdfochibrivenzo[ d] [ 1, 3] oxazin-1-yl) -
pi peridin-1-yl]-acetam de hydrochloride, 112 WO 03/084952 PCT/ EP03/ 03629

[19] 2-[4-(6- rrethyl 2- 0X0- 4H benzo[ d] [ |

, 3 in-1 . 5 [LON3s agetmgi de, [ 20
214 (6 met IO 2 2o r DG 2 P st stpha s P g RSP 2, (67
0x0- 9H f | uor en- 36}h})l—9tt-ead)azdé3#w)da¢mallnhié bigdroghibtide,

N-(9- Et hyl - 9K car bazol - 3-yl ) - 2- [ 4- (6- et hyl - 2- oxo0- 4H

benzo[d] [ 1, 3] oxazin-1-yl)-piperidin-1-yl]-acetam de hydrochl oride, [22]

N- (4- Cycl ohgxy - INI erﬂor% ;Bri’er( ?bx&%@eﬂi‘b[&ﬁ%}l{&hinh%l Qipéfidhin-

1-yl)-piperidin-1 ] -acet'am :z

N- (4- Cycl ohexyl - ﬁhsdhgcytazmgawe cmdle12 ox0- 4H benzo[ d] [ 1, 3] oxazi n-
1-yl)-piperidin-1-yl]-acetam de hydrochl oride, [24]

N- (4- benzoyl - phenyl) - 2- [ 4- (6- et hyl - 2- oxo- 4H-benzo[ d] [ 1, 3] oxazi n- 1-

yl') - pi peri di[84]L- P[4~ (&Chmmﬂexdmﬂtwo{d ﬂs}oxbiiﬁh-y? plpendm 1-yl)-N-(4-
N-(9- Met hyl - 9H- car bazol [ 4- (2- 0x0-4H-benzo[d] [ 1, 3] oxazi n-1-yl)-
pi peridin-1-yl]- rﬁrﬁ"l?é‘)/ﬁyaﬁe@ﬁmld&rm@éoc'[ lodge,

N- (9, 10- Di oxo-9, 10 di hydr o- ant hracene- 2-yl)-2-[4-(2-oxo0-4H

benzo[ d] [ 1, 3] oxazi n-1-yl)-pi peridin-1-yl]-acetam de hydrochl oride, [27]

N-[4- (Et hyl {85kny2- Haﬂﬁ-mlhsﬂ%oxd-ﬁ%émdﬂ{m}wéﬂﬂbﬁﬂbﬂ péridin-3}yikNz(9A-
1-yt)-piperidin- 1x¥>'§lH ?l%%}éin -hgqur%%]e hyérochlorlde

[36] 2-[4-(6-Chloro-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(9-
oxo-9H-fluoren-3-yl)-acetamide hydrochloride,

[37] N-(9-Hydroxy-9H-fluoren-3-yl)-2-[4-(8-methyl-2-ox0-4H-
benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl}-acetamide hydrochloride,

[38] N-(9-Hydroxy-9H-fluoren-2-yl)-2-[4-(2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yl]-acetamide hydrochloride,

[39] 2-[4-(6-Chloro-2-oxo0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(9-
hydroxy-9H-fluoren-3-yl)-acetamide hydrochloride,

[40] N-(9-Ethyl-O9H-carbazol-3-yl)-2-[4-(8-methyl-2-ox0-4H-
benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl}-acetamide hydrochloride,
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[28] 2-[4-(6-Methyl-2-0x0-4H benzo[d][1, 3]oxazin-1 -yl)-piperidin-1
-yl ]-N-[4- nethyl -phenyl -am no) - phenyl ] - acet am de hydrochl ori de, [29]
2-[ 4- (2- owo-08ki8d¥snzo[ d] [ 1, 3] oxazin-1 -yl )-piperidin-1 -yl Jpchir§pd3/pdsenoxy -

h 1) - i d | ot,i d 3 WO 95 / EP03(.036 30
TV o BB et BT B3R RIS
benzo[ d] [ 1, 3] oxaziffuctoiiethyM ]pnehy Yatetariide- r@@eécém@rﬂﬁ hydrochl oride, [31]
3-[4-(2- Oxo- 4H benzo[ d] [ 1, 3] oxazi n-1-yl)-piperidin-1-yl]-N(9-oxo-9H

fl uoren-3-yl)-propi onam de hydrochl oride, [32]

2-[4-(6-Chl 2 v ' i di-n- 11-N-(9-
et Lyl S9I—|— ca %%rzol 3 ?@Weg{yl? aén)‘gJ djéll‘h@écf%ﬁcm ]i%ég%l'h%gg?%%érﬂilﬂ'1lyll'N'] (
N- (4- Chl or o- phenyhpni-dcktédidexhydridchiende] d] [ 1, 3] oxazi n-1-yl ) - pi peri di n-
1-yl]-acetam de hydrochl oride, [34]

2-[ 4- (6-Chl or o- 2- ox0- 4H-benzo[d][1 3] oxazin-1-yl)-piperidin-1-yl]-N(4-

chl or o- phen e .

2-[ 4- (8- Met ﬁh?T 5 2 RNt 13’?&3%5%? YR RG'H'%ér’('h.Nn“‘l yI]-N-(9-
ox0- 9H- f | uor en- 31|yﬂt)orameﬂwhpnenwmoetamldeutw;oq

2-[ 4- (6-Chl or o- 2- 0x0- 4H-benzo[ d] [ 1, 3] oxazi n-1-yl) - plperidin-l-yl]-N-(9-
ox0-9H f |l uoren- 3-yl ) -acetam de hydrochl oride, [37]

N- (9- Hyd . - -
penzol 0 [ixé??’;?fﬁq?@“@f"%%ﬁ“ i G hre

N- (9- Hydr oxy- 9H ﬂh@avleapezaml e lzycpmcblpndsao 4H benzo[ d] [ 1, 3] oxazi n-1-yl ) -

pi peridi n-1-yl]-acetam de hydrochl oride, [39]

2-[4-(6-Chl oro- 2- oxo-4H benzo[d] [ 1, 3]oxazin-1 -yl )-piperidin-1 -yl]-N(9-
hy?r oxyhng flasr nga(elfcmoaﬁzt@m-dbl ernho{xﬂ[ﬂ B}dean Hl)ipiperidin-1-y|]-N-(4-

N- (9- Et hyl - 9H-carbhazo - 2- 4H-

benzo[ d] [ 1, 3] oxad® °I°Eﬂef 3ﬂ1pﬁ‘§P£’BTa§?eia'9\dF 'H/@é? réﬂfv’hydr ochloride, 114 WO
03/ 084952 PCT/ EP03/ 03629 [41]

2-[4- (8- Met hyl - 2- oxo0- 4H-benzo[d] [ 1, 3] oxazin-|-yl)-piperidin-1-yl]-N(4-
trifluoronet[#§) - ZhEA2-oxed Bt kenabéd i1, dloxakinet-ytiqiperidin-1-yl]-N-phenyl-

acetamide hydrochloride,

[47] N-(4-Chloro-phenyl)-2-[4-(8-Methyl-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yl]-acetamide hydrochloride,

[48] N-(4-Cyano-phenyl)-2-[4-(2-oxo-4H-benzo[d][1,3]Joxazin-1-yl)-piperidin-
1-yl]-acetamide hydrochloride,

[49] N-(4-Cyano-phenyl)-2-[4-(8-methyl-2-0x0-4H-benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yl]-acetamide hydrochloride,

[50] 2-[4-(6-Chloro-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(4-
cyano-phenyl)-acetamide hydrochloride,

[51] N-(4-Acethyl-phenyl)-2-[4-(2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-
1-yl]-acetamide hydrochloride,
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[42] 2-[4-(8-Methyl-2-0x0-4H benzo[d][1, 3] oxazin-1-yl)-piperidin-1 -yl]-N
phenyl - acet am de hydrochl oride, [43] 2-[4-(2-o0x0-4H benzo[d][1, 3]oxazin-1
-yl) - pi pewiodizsds2 yl |- N-(4- trifluoromethyl - phenyl) -acet alCcd&EP03/03629

hyd hl ori . o

2[4 (6 onl 0% 2 2B Za e DALl AIoxgrin- sy ainegidin-- YNy,
phenyl - acet ani de phgdbREphenyliacelafiitie hydrochloride,

2-[4-(6-Cnhl oro-2-oxo-4Hbenzo[d] [ I, 3] oxazin-1 -yl)-piperidin-1 -yl]-N(4-

trifluoronethyl -phenyl)-acetam de hydr ochl oride, [46]

2-[4-(2- OXOJ g3 Oc?s{‘gpkgl;{hbt gb}aﬁw}l} -DaX6-oHidroR-BREati-Bedzo U]} 3)6RIFRY Ly1)-

acetam de h

N- ( 4- Chl or o- phenyiperidiin-4-yBadétamide Bydnochlbridesnzol d] [ 1, 3] oxazi n- 1-yl ) -

pi peridin-1-yl]-acetam de hydrochl oride, (48]

N- (4- Cyano- phenyl ) - 2-[ 4- ( 2- ox0- 4H-benzo[d] [ 1, 3] oxazin-1 -yl)-pi peridin-
1-yl]-acet af[ﬁdje N QY- ﬂfé@h@d bﬁén%lgég[h -(8-methyl- -oxo-4H benzo d][13loxazin-1- 351)

N- (4- Cyano- phenyl ) - 2- -2-0x0- 4H benzo| oxazin-1-yl

pi peri di n- 1-yl | - pipearisgin-deylhgcetaotide hydrechlosdg,

2-[4-(6-Cnhl oro-2-oxo-4H-benzo[d] [1, 3] oxazin-1 -yl)-piperidin-1 -yl]-N(4-
cyano- phenyl ) -acet am de hydrochl ori de, [51]

N- (4- Acet hyl[55jhe )mh%&%wm%m@y 193 Jokadihot ridityi1)yl[PNp@« i di n-
1-yl]-acet ar[n hmyﬂgr(ochl oride, 115 WD 03/ E) 4]952 PCT?%g%/ 03629 p[ E(Z]

2-[ 4- (8- Met hyl - 2 ﬁaonwbenylm?pmlgfmamhﬂmqﬂ ) - pi peridin-1-yi]-N(4-
phenoxy- phenyl ) - acet am de hydrochl ori de, [53]

N- (4- Acet hyl - phenyl ) - 2-[ 4- (6- chl or o- 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n-1-yl )-
pi peri di n- 1{§6] - &:E4-Bendeyliphenyt)-2-pt-(8tethyd4-oxo-4H-benzo[d][1,3]Joxazin-1-

N- (4- Acet hyl - phen - 0 benzo[d][I , 3] oxazin-1-yl)-
i pert i eyl AbeRagHdia-yrcerY pﬁ&aérq%ﬁ ide,

2-[4-(6-Cnhl oro-2-oxo-4H benzo[d] [ 1, 3] oxazi n-1-yl)-piperidin-1-yl]-N(4-
phenoxy- phen gf" acet am de hydrochl ori de, [56]

N- (4- BenzoyI[S eM(‘)-BEnFayI(mleﬂyﬂ)h&M- -ohloror@-axerddihsrizo[dl] oXlexazinat-yl)-

yl)-piperidin-1- Bblrleria rﬁ JEetINiS hclil%rch%rlde

[68] N-(2-Chloro-phenyl)-2-[4-(6-methyl-2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yl]-acetamide,

[59] 2-[4-(6-Methyl-2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(2-
trifluoromethyl-phenyl)-acetamide,

[60] 2-[4-(6-Methyl-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-
phenyl-acetamide,

[61] N-(4-Cyclohexyl-phenyl)-2-[4-(8-methyl-2-0x0-4H-benzo[d][1,3]oxazin-
1-yl)-piperidin-1-yl}-acetamide hydrochloride,

[62] 2-[4-(6-Chloro-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl}-N-(4-
cyclohexyl-phenyl)-acetamide hydrochloride,
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[57]

N- (4- Benzoyl - phenyl ) - 2-[ 4- (6- chl or 0- 2- oxo0- 4Hbenzo[ d] [ 1, 3] oxazi n-1-yl) -
pi peri di nwb-oglop49azet am de hydrochl ori de, [58] PCT/EP03/03629
N-(2- Chl or o5 6- et hy. enz 30xzn1y|)
pi perid in- {é’%] \(L@eﬁ hgcaé pﬂ [42 (é) oxo-ﬁ'l_-'l' genzo%ﬁ| 5]1dx 'I)

2-[4- (6- Met hyl - 2 pihefidiiH Bapacdtainide ﬁ%d%@ﬁldﬁdé -yl)-piperidin-1 -yl]-N(2-
trifluoromnethyl -phenyl)-acet am de, 0]
2-[4-(6-I\/Ethy| 2 0x0- 4H benzo[ d] [ 1, 3] oxazi n- 1-yl ) - pi peri di n- 1- yI] N-

phenyl - acet N -2_[4-(8- -2- -1-

(2 Oyl ondea - PBenzavheeryl 2 methyk2-gre-Abenzsldl Aloxeaint;

1-yl) - pi peri d| n M)sﬁabemﬁﬂtﬁyﬂ-deeﬂamdeﬂyﬂmdmmide[, 62]

2-[4-(6-Cnhl oro-2-oxo-4H benzo[ d] [ 1, 3] oxazi n-1-yl)-piperidin-1-yl]-N(4-

cycl ohexyl - phenyl ) - acet am de hydrochl oride, 116 WO 03/084952 PCT/ EP03/ 03629

[63] N-(2- BT@‘]?;]]OWN ?B@Yagéylﬁﬂ%ﬁg 3hg-gﬁf%éﬁfof&%z&{odiMﬂbe%halbﬁﬁi,ﬁnbiaﬁhh-yl)-

pi peridin-1

N- ( 2- Benzoyl - phepjgeridin- ﬂAyIKSsetamm hgdrachlotidebenzo[ d] [ 1, 3] oxazi n- 1-

yl)-pi peridin-1-yl]-acetam de hydrochl oride, [65]

N- (2- Benzoyl - phenyl ) - 2-[ 4- (6- chl or 0- 2- oxo0- 4Hbenzo[ d] [ 1, 3] oxazi n-1-yl) -
pi peri di n- 1{gé]l - ¢ -B@hs |tpﬁér Ip-p1-(Blehethfif-oxo-4H-benzo[d][1,3]oxazin-1-

N (2- Benzoyl1 p]]hen?/ 6y rrrg{) yE 5-oxo gl—l— benzo[d] [ [ ]\l; o!<a2| n-1-
yl)-piperidin-1 y)jplaer larf'i wk-aqetlﬂrplde

2-[4-(6-Methyl - 2-oxo-4H benzo[d] [1, 3] oxazin-1 -yl)-piperidin-1 -yl]-N(4-
phenoxy- phenyl ) - acet am de hydrochl ori de, [68]

N- (4- Acet hyI[GD]heM}(&M%w-@-m-hwbéhz@{’d][ﬂﬁldxaﬂm{ dl){piperiliotayl]-N-@-~y! ) -

pi peridin-1-yl]-acetam de hydrochl ori de,

N- (9- Hydr oxy- 9H- P! GBPéYTPQEQ}")'aQePJ[ﬂ'(’QJ'tYQ "lﬂ@nzo[ d] [ 1, 3] oxazin-1-yl)-

pi peridin-1-yl]-acetam de hydrochl oride, [70]

2-[4- (6-Chl oro- 2- oxo- 4H-benzo[d] [ 1, 3] oxazin-1 -yl)-piperidin-1 -yl]-N(9-
0x0- 9H-f | uof€d} 2-NHA-AzethtykphepryllRelde(6hmethytd;oxo4Hi-benzo[d][1,3]oxazin-1-yl)-

oxo- 01 11 vor en- 2 RSarTRAGuayde Biiofiaiige, * )P Per o YL

[69] N-(9-Hydroxy-9H-fluoren-3-yl)-2-[4-(2-oxo0-4H-benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yl}-acetamide hydrochloride,

[70] 2-[4-(6-Chloro-2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(9-
oxo-9H-fluoren-2-yl)-acetamide hydrochloride,

[71] 2-[4-(6-Methyl-2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(9-
oxo-9H-fluoren-2-yl)-acetamide hydrochloride,

[72] 2-[4-(8-Methyl-2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(9-
oxo-9H-fluoren-2-yl)-acetamide hydrochloride,

[73] 2-[4-(6-Chloro-2-oxo0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(9-
hydroxy-9H-fluoren-2-yl)-acetamide hydrochloride,
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[ 72]
2-[4-(8-Met hyl - 2-0x0-4H benzo[ d] [ 1, 3] oxazin-1-yl)-piperidin-1-yl]-N(9-

0X0- 9H- f I(;glo)msms@syl ) - ace'lcoam de hydrochl oride, [73] PCT/EPO|3/03629
2-[4-(6- in-1-yl]-N-(9-
hy([j; o§<y ?H- Ardbr éﬁ@*b’% ené@m@%ﬁﬁéﬁﬂé %@92 {)g/ 08)4/9]52 (

PCT/ EP03/ 03629 -2- 4H
benzo[ d] [ 1, 3] oxa[zblé?l‘]z?m;]/ll(19§]g?(§ielﬁfq)éylz{mé y‘dﬁ-g[cyé %mﬁ]élg)( ge Fég]

N (9- Hydr oxy-9H-fl uoren-2-yl)-2-[4- (8 rrethyl 2- 0X0- 4H-

b d[1 = 1r Vi h hlorid 76
N (o rycr o7 8hs AT doppRkiastz ki I AR EE e O e L7
benzo[d][1, 3] OXaibelhzéFd]!1)3]§k@ﬁﬁlﬂYI0Lpipefid]n-Q%té’détﬁlmdé’H @reBhleridde, [ 77]
N- (4- Cycl ohexyl - phenyl) -(7-fluoro-2-o0x0-4H benzo[ d] [ 1, 3] oxazi n- 1-

yl)-pi peridin-1-yl]-acetam de hydrochl oride, [78].

N- (9- Et hyl -
beElzo[d] )[/1 grb Z;r‘!lilﬁé.f-l wpié%gﬂrl{oﬁ?élélﬁb?]%gg%p%& la;?a‘%chl oride, [79]
N- (9- Et hyl - 9H cartimzo[d]ﬁ .3|bxaZn{4yl)-piperidinct-y¥}-acetarhide hydrochloride,

benzo[ d] [ 1, 3] oxazi n-1-yl)-pi peridin-1-yl]-acetam de hydrochl oride, [80]
N- (9- Et hyl - 9H car bazol - 3-yl ) -2-[4-(7- net hyl - 2- oxo- 4H

benzo[d] [ 1, qmaum Hhe&%;?ﬁ?rﬁ){ﬁz-k-iﬂﬂuéﬁﬁéﬁ:{%odﬁiw&gfdgh%]bgfzmlﬁ1]

2- [ 4- (5- Chl or 0- 2- 0x0- 4H- ben 3] oxazin-1-y pi peri

et hyl - 9H- car bazolyl)spipelidioet-jilacetamidedyidrastilaride, [ 82]
2-[4-(5-Fluoro-2-oxo-4H benzo[ d] [ 1, 3] oxazi n-1-yl)-piperidin-1-yl]-N(4-
phenoxy- phenyl ) - acet am de hydrochl ori de, [83]

2-[4-(6-net qxa} 2mﬁ4hylmafbﬂzbﬂ-3§]|mﬁ5tﬂ&ow -2-gxoPgi di n-1-yl]-N-(9-

0x0-9 H -fl re n -3-

N- Di benzof ur an 2-banzo[d]if. Q]QXME‘&XW'PJRQ(@JMF«FM?WC[QLNB}r@%ﬁ'@rlﬂe& yl) -

pi peridin-1-yl]- acetam de, 118 WO 03/084952 PCT/ EP03/ 03629 [ 85]
2-[4-(7-Chl oro-2-0x0-4H-benzo[d] [ 1, 3]oxazin-1-yl)-piperidin-1-yi]-N d i
benzof u ran-[29y| -Ne¢@EAYlBH-carbazol-3-yl)-2-[4-(6-metoxy-2-oxo-4H-

benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl}-acetamide hydrochloride,

[80] N-(9-Ethyl-9H-carbazol-3-yl)-2-[4-(7-methyl-2-ox0-4H-
benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-acetamide hydrochloride,

[81] 2-[4-(5-Chloro-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(9-
ethyl-9H-carbazol-3-yl)acetamide hydrochloride,

[82] 2-[4-(5-Fluoro-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(4-
phenoxy-phenyl)-acetamide hydrochloride,

[83] 2-[4-(6-metoxy-2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(9-
oxo-9H-fluoren-3-yl)-acetamide,

[84] N-Dibenzofuran-2-yl-2-[4-(8-metoxy-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yl]- acetamide,
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[ 86]
2-[4-(6-Fluoro-2-oxo-4H benzo[d] [1, 3] oxazi n-1-yl)-piperidin-1-yi]-N(9-
0x0- 9H- f | warmsrs®syl ) - acet am de, [87] PCT/EP03/03629

iy oxy- ot APl 2y ISR -de:0en gl slonatind Shisperdin- 1y ki)~
N- (9H Car bazol - 3wﬁén2%flﬁ,@n(§ Béetiide, 0X0- 4H benzo[ d] [ 1, 3] oxazi n- 1-
yl)-piperidin-1-yl]- acetamde [ 89]

N (9H Car bazol - 3-yl ) -2-[4-(5- quoro 2- 0x0- 4H benzo[ d] [ 1, 3] oxazi n-1-yl) -

R (ort car badgtl s B AR 2 Mordipenzalalli dlonariosr iy ploesein vkN S
yl') - pi peri di n- 1- yixb-Gt4fluareri8.yl} Atbtamide,
N-(9- Et hyl - 9K car bazol - 3-yi ) - 2-[ 4- (5- met oxy- 2- oxo- 4H

benzo[ d] [ 1, 3] oxazi n 1-yl)-piperidin-1-yl]-acetamde, [92]

2-[4- ( 5- Mt 97]; Hg’%%‘-?‘?c%ﬁ-ﬂ-l 2R 113 1b3dkin= Ry RPideHdih-A-pif-= - (4-

phenoxy- phe m
N- (9- Hydr oxy- 9H hydmmﬂ-ﬂuo)e%{)d)-adetmdql 2- 0X0- 4H
benzo[d] [ 1, 3] oxazi n-1-yl)-piperidin-1-yl]-acetam de, [94]
N- (9- Hydr oxy- 9H-fl uoren- 3-yl)-2-[ 4- (8- net oxy- 2- oxo- 4H

benzo[d] [ 1, 3BgKan- @H—Uérbaﬂd)l ?!)Q -[-(5- H&M%%%Feﬁ’ ﬂog(ﬂg Sloxazin-1-

N- Di benzofuran 2- 2- 0X0- Xazi n-1-yl)
pi peridin-1-yl]- yi)d@pamilae%yliwe idg/ 084952 PCT/ EP03/ 03629 [ 96]

N-[4- (Et hyl - phenyl - am no) - phenyl ] - 2- [ 4- (7- met hyl - 2- oxo- 4H

benzo[ d] [ 1, 3] oxazin-1-yl)-piperidin-l-yl]-acetam de, [97]

N- (9H- Car ba8b} BNA(QHZ)eiréai(& 3- 1)@= G-xsrodoke- AP benzdld ] BiB&izin-1-W)- ) -

pi peridin-1-yl]-acetam de,

N-[ 4- ( Et hyl - phenﬂ'P%ﬂfﬁ"Prd)'YlbﬁéﬁﬁF]'dQ [ 4- (8- net oxi - 2- 0x0- 4H

benzo[ d] [ 1, 3] oxazin-1-yl)-piperidin-1-yl]-acetam de, [99]

N (9- Hydr oxy-9H-fl uoren-4-yl)-2-[4-(2-o0xo0-4H benzo[d][1, 3] oxazin-l -yl)-
pi peri di n- 1{90] - A€t +rdadmazdl-Bog}-2-[4-(6-metoxy-2-oxo-4H-benzo[d][1,3]oxazin-1-

N-[ 4- d -ph h | -2-[4-(2- 4H
be%zof I(;%/[ rl?é}/ogag'ﬂyrp'ﬁewt"j‘y{)g/gp e rwdp yI ] (acg;(gm de,

[91] N-(9-Ethyl-9H-carbazol-3-yl)-2-[4-(5-metoxy-2-ox0-4H-
benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-acetamide,

[92] 2-[4-(5-Metoxy-2-ox0-4H-benzo[d][1,3]Joxazin-1-yl)-piperidin-1-yl]-N-(4-
phenoxy-phenyl)-acetamide,

[93] N-(9-Hydroxy-9H-fluoren-3-yl)-2-[4-(7-methyl-2-ox0-4H-
benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-acetamide,

[94] N-(9-Hydroxy-9H-fluoren-3-yl)-2-[4-(8-metoxy-2-ox0-4H-
benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-acetamide,

[95] N-Dibenzofuran-2-yl-2-[4-(5-methyl-2-oxo0-4H-benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yl]- acetamide,
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[ 101] N-[4-Chl oro-2-(2-chl oro-benzoyl)-phenyl]-2-[4-(6-nethyl -2-oxo0-4H
benzo[d] [ 1, 3] oxazin-1-yl)-piperidin-1-yl]-acetamde, [102]
N-[ 4- Chl owo@/8dszhl or o- benzoyl ) - phenyl ] - 2-[ 4- (2- 0x0- 4H  PCT/EP03/03629

b d[1 di n: 1- d | oride, [103

N4 cnl or o 98] 2 NRHEYLeRe R pRLAD L2 (e e o s
benzo[ d] [ 1, 3] oxaajerhzé[d]h)s]sk@aﬁndyl pilpéﬁd]n-ar;@té’détdmdydr Ochl oride, [104]
N- [ 4- Chl or o- 2- ( 2- chl or o- benzoy) peny ['4- (6- chl or o- 2- oxo- 4H

benzo[ d] [ 1, 3] oxazi n-1-yl)-piperidin-1-yl]-acetam de hydrochl oride, [105]

2-4- (7 Met iy 210400458 gl oty heelala-bbLAn S5l dath -

t hi azol e- 2-

2- [ 4- ( 6- Fl uor o- 2-piperidittibgpacétdiiide,3] oxazin-1 -yl )-piperidin-1-yi]-N th
i azol e- 2-yl -acetam de, 120 WD 03/ 084952 PCT/ EP03/ 03629 [ 107]

N-Di benzot hi ophene- 2-yl - 2-[ 4- (5- met hoxy- 2- oxo 4H

benzol d] [ 1, 368K an u-teifly)-o S ﬁnﬁhaéfm%l &%XI-zio%

2-[4-(7-Chloro-2-0 oxa - pl perl |n1yI] N

di benzot hi ophene-@ngblddel]axazin;1-y}-ptderidin- 1-yI]-acetam|de

2-[ 4- (5- Hydr oxy- 2- oxo- 4H benzo[ d] [ 1, 3] oxazin-1-yl)-piperidin-1-yl]-N(4-
phenoxy-phenyl)-acetamde, [110] 1 -{1 -[2-(3,4-Dihydro-1

H-i soqui nol i[gg} 2. 9 Qﬂmdo}empﬁLquqsz&H benzo[ﬂ[]1 ,3Joxazin-1-yl)-

1, 4- di hydr o- benzo 3] oxazi n- 2- one rochl ori de

2-[ 4- (6-Fl uor o- ZWMM%!@}':Q@?@]T[IQGB] oxazin-1 -yl)-piperidin-1 -yl]-N- qu i
nol i n e-6-yl-aceta mid e, [112]

2-[ 4- (6- Met hoxy- 2- oxo- 4H benzo[d] [ 1, 3] oxazin-1 -yl)-piperidin-1 -yl]-N qu
i nol i n[ﬁae@} W-{4+(ld pdraxyaphed Iemelhlyl)3;bhenyI2[4ﬁ -0x0-4H-

2-[ 4- (6-Chl or o- 2- 0x0- 4H-benzo[ oxazin-1 -yl)-piperidin-1 -yl]-N qu i
nol i n e-6-yl- henzgldii1 |,%10§a2|[|-111)4lp P'Pe”d'n 1-yl]-acetamide,

2-[4-(6-Fl uoro-2-oxo0-4H benzo[d][ 1, 3]oxazin-1 -yl)-piperidin-1 -yl]-N(2-
nmet hyl - benzot h i azol e-5-yl )-acetam de, [115]

2- [ 4- ( 6- Chl ¢101P-Nri4-Chilbroedrf2>chipfd-behaey phenyl}-24[3-(Gimpethyd21oxb-4HH | - N- ( 2-
met hyl - benzot hi azbol o?d]f‘l :)o]oxazm -yl(f| -piperidin-1-yl]-acetamide,

[102] N-[4-Chloro-2-(2-chloro-benzoyl)-phenyl]-2-[4-(2-oxo0-4H-
benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl}-acetamide hydrochloride,

[103] N-[4-Chloro-2-(2-chloro-benzoyl)-phenyl]-2-[4-(8-methyl-2-ox0-4H-
benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-acetamide hydrochloride,

[104] N-[4-Chloro-2-(2-chloro-benzoyl)-phenyl]-2-[4-(6-chloro-2-oxo-4H-
benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-acetamide hydrochloride,

[105] 2-[4-(7-Methyl-2-ox0-4H-benzo[d][1,3]Joxazin-1-yl)-piperidin-1-yl]-N-
thiazole-2-yl-acetamide,

[106] 2-[4-(6-Fluoro-2-oxo-4H-benzo[d][1,3]Joxazin-1-yl)-piperidin-1-yl]-N-
thiazole-2-yl-acetamide,
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[ 116] 2-[4-(6- Met hoxy-2-o0xo0-4H benzo[d][1, 3] oxazin-1 -yl)-piperidin-1
-yl ]-N-(2 net hyl -benzot hi azol e-5-yl)-acetam de, [117]
N- ( 3- D newloyizasiasp- phenyl ) - 2- [ 4- ( 2- oxo- 4H benzo[ d] [ 1, 3] ox@TvEPD3/036129 -

R (4D et ny 14 NEER @R ontere- ¢33 AR RRAP I M o n- 101 ) -
piperidin-1-yl]- @@ﬁtz@m][d%]o{(éé@-h-yl) -piperidin-1-yl]-acetamide,

N- ( 3- Di net hyl am no- phenyl ) - 2-[ 4- ( 8- net hyl - 2- oxo- 4H
benzo[ d][ 1, 3] oxazi n-1-yl)-piperidin-1-yl]-acetam de, [120]

N- (4- Di et h

begzo[ d][ 1, ﬁ@éja?ol;] Q%M&%%L%Jéﬁn@ﬂ‘i][ gﬁ%ﬂdﬁéyl) p[l%ei’ﬂln 1-yi}-N-

N- ( 3- Di net hyl am dibgrizethibphénd-2-y-acetanhige; 2- oxo- 4H

benzo[ d] [ 1, 3] oxazi n-1-yl)-piperidin-1-yl]-acetam de, [122]

N- (4- D net hyl am no- phenyl ) - 2-[ 4- (6- net hyl - 2- oxo- 4H

benzo[ d] [ 1, a i -N-(4-
N (4D e hyﬂ%?“&h%f’n“%’f%?‘f’ﬁé’z@ﬁ%efzﬂdf%@ﬁ PR gy
pi peri di n- 1-yl ] - pbenaxy-pbenyl}-aggtamide,

2-{2-[4-(2- Oxo-4H benzo[ d] [ 1, 3] oxazi n-1-yl)-piperidin-1-yl]-

acet hyl am no} - benzoic acid nethyl ester, [125] 2-{2-[4-(8-Methyl-

2- 0x0- 4H bernzmdh[-{h,-m%&w-uuﬁydkoyﬂl-)-rsajqnﬁfdhderlz-ﬂd) 2Pl dxo-atsi)ipiperidinalylpenzoi ¢

acid nmet hyl ester

N- (2- Met hoxy- di bér&'@f"lMd]eﬁQrb@nW[ﬁ][i Jlaxazin-gxenabydrenblefide] 1, 3] oxazi n- 1-

yl ) -pi peridin-1-yl]-acetam de hydrochl oride, [127]
N-2-[ 4- (6-Chl oro- 2- oxo-4H benzo[d] [ 1, 3]oxazin-1 -yl )-piperidin-1 -yl]-N
2- et hoxy- qi b1a]n2@[f4u¢6aﬁlu3fq42-emﬁﬂ&mrﬂe[d}MoB]oxdimmﬂ-ylgxplr{etﬂﬁﬁ 1-yl]-N-

(

2-{2-[4-(6-Chl oro- 2- 0X0 4 [ 1, 3] oxazin-1-yl)-piperidin-1-yl]-

acet hyl ami no} - beﬂﬂmfgm&c‘?" - Laj ster, 122 WD 03/084952 PCT/ EP03/ 03629
[129] 2-{2-[4-(6-Methyl -2- oxo 4H-benzo[d] [ 1, 3] oxazi n-1-yl)-piperidin-1-yl]
acet hyl am no}-benzoic acid nethyl ester,

[112] 2-[4-(6-Methoxy-2-ox0-4H- benzo[d][1 ,3Joxazin-1-yl)-piperidin-1-yl]-N-

quinoline-6-yl-acetamide,

[113] 2-[4-(6-Chloro-2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-
quinoline-6-yl-acetamide,

[114] 2-[4-(6-Fluoro-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(2-
methyl-benzothiazole-5-yl)-acetamide,

[115] 2-[4-(6-Chloro-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(2-
methyl-benzothiazole-5-yl)-acetamide,

[116] 2-[4-(6-Methoxy-2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(2-
methyl-benzothiazole-5-yl)-acetamide,

[117] N-(3-Dimethylamino-phenyl)-2-[4-(2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yl]-acetamide,
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[ 130] 2-[4-(6-Chl oro-2-oxo-4H benzo[d][1, 3] oxazin-1-yl)-piperidin-1-yl]-
N-(4- diethylam no-phenyl)-acetam de di hydrochl oride, [131]
2-[4-(6- Obvkxmms@smxo 4H benzo[ d] [ 1, 3] oxazi n- 1-yl ) - pi per i diPCTIEPPBH3I62N- { 4-

L AN S St o

benzo[d] [ 1, 3] oxay.mr@ry.mylpamanﬁtue] 1-yl]-acetam de di hydrochl oride, [133]
N-(4-D iethyl am no-phenyl) - 2-[4-(6-net hyl - 2- oxo- 4H
benzo[ d] [ 1, 3] oxazin- 1- yI ) - pi peridin-1- yI ] - acet am de di hydrochl ori de, [134]

N-(4-Dieth d[1,3 1

- yl()- pi Serly ﬂ;@ 2%@1 ace hg?arﬁ%oﬁhé@ oc zf-ger-lﬂﬁé?hﬂf%?gg-ﬁw[ J[L. 3} oxazin-
N-{4-[ethyl-(2- hma&w[etﬁykaamwpbmdwﬂ-}yI]Qadeflammemt hyl - 2- oxo- 4H
benzo[ d] [ 1, 3] oxazi n-1-yl)-piperidin-1-yl]-acetam de di hydrochl oride, [136]
N-Benzo[ 1, 3] di oxol - 5-yl - 2-[ 4- (2- oxo- 4H-benzo[ d] [1, 3] oxazin-1 -yl )-

pi peri di n- 1150] Gﬁtﬁ?ﬁbﬂﬁdarﬁ%zﬂhenyl) 2- £4 (8- meth -2-ox0-4H-

N-Benzol[ 1, 3] di oxol - 5-y| - 2- 0x0-4H benzo[ d] [ 1, 3] oxazi n- 1-
yl ) - pi peri di n- 1- jaleng t1a'ﬁomm-[11ﬂ8plpendm 1-yl]-acetamide,

N- Benzo[ 1, 3] di oxol - 5-yl -2-[ 4- (6-chl or o- 2- oxo- 4H- benzo[ d] [ 1, 3] oxazi n- 1-
yl)- plperldlnlyl] acetam de, [139]

N-Benzol[ 1, 3][¢#2 t]x N-{S-Din dmin®- hylkeozels-[ 1, 3] oxazi n- 1-
yl) - pi perldl[n ¥ |]( ace?gpr'nﬂde 1%? '24 84952 PCT/ EP03/ 03629 [ 140]

N-{4-[ethyl-(2-h Ldlﬁtﬂg)xa)z"aﬁrvlbplqﬂﬁ@ﬁyﬂ}yllzaqeiami%xo 4H

benzo[d] [ 1, 3] oxazin-1-yl)-piperidin-1-yi]-acetam de di hydrochl oride, [141]
2-[4- (6-Chl oro- 2- oxo-4H benzo[ d] [ 1, 3] oxazin-1-yl)-piperidin-1-yl]-N(4-

di met hyl am §22jh dNv(4-Dimethtydamine-phényil 24 &metbyl-2-oXE@4H-

N- ( 9- Hydr oxy- 9H-f | uor 4- net hyl - 2- 0x0- 4

begzol[_%] [1, %1 oxaﬂeﬁ‘zﬁﬁc 1)31é¥%€ 1%ﬁh£’?%\"]"‘iﬁ@f%ﬁﬁ)§%@! €,[ 143]

N ( 9- Et hyl - 9H car bazol - 3-yl ) - 2-[ 4- (4- net hyl - 2- oxo- 4H

benzo[ d] [ 1, 3] oxazi n-1-yl)-piperidin-1-yl]-acetam de, &144]
2- [ 4- (4- Met 552312%%41%&'@"20@@@%2@% oxa4bikhenzopdiit, aJoxazingl YN ( 4-

phenoxy- phenyl ) - %?Sér?cm\-q-yl]-acetamlde,

[124] 2-{2-[4-(2-Oxo-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-
acethylamino}-benzoic acid methyl ester,

[125] 2-{2-[4-(8-Methyl- 2-0x0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-
acethylamino}-benzoic acid methyl ester,

[126] N-(2-Methoxy-dibenzofuran-3-yl)-2-[4-(2-ox0-4H-benzo[d][1,3]oxazin-1-
yl)-piperidin-1-yl]-acetamide hydrochloride,

[127] N-2-[4-(6-Chloro-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-
(2-methoxy-dibenzofuran-3-yl -acetamide hydrochloride,

[128] 2-{2-[4-(6-Chloro-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yi}-
acethylamino}-benzoic acid methyl ester,
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[ 145] 2-{2-[4-(2-Ox0-4H benzo[d][1, 3]oxazin-1 -yi)-piperidin-1
-yl ]-acetam no}- benzoic acid, [146]
1-{1-[ 2- (wOHI3084982 2- et hyl - 3, 4- di hydr o- 2H qui nol i ne- 1- yl ) P2TRP03/0360Y| | -

6. O or o 1. 1124 2@ G B RGP Bare et o S bR Bbin: 199

oxo- et hyl | - pi per igdethyfariinb}-befiz6ic e #ealal] [ 1, 3] oxazi n-2-one, [148]
1-{1-[ 2- (6- Fl uoro-2-net hyl - 3, 4-di hydro- 2 qU|noI|ne 1-yl)-2-oxo0-ethyl]-

pi peri di n-4- yI} 6- met hyl - 1, 4- di hydr o- benzo[ d] [ 1, 3] oxazi n- 2- one, [149]

oi per | i - 4110 & HaBrgoro-2- R R ot S Btk pincr P S
1-{1-[2-(6- Met _hOn}etlylanﬂncb-lphSWIMbe&rﬁiddidiiyyﬂroerﬂbhdw,! nol i ne- 1 yl)-2- oxo
et hyl]-piperidin-4-yl}-1, 4-di hydro-benzo[d][ 1, 3] oxazi n-2-one; 124 WO
03/ 084952 PCT/ EP03/ 03629 [ 151]

1) 2 oxo- et 2oL o Z i e R Slonda N

[ 152] [ethyl-(2-hydroxy-ethyl)-amino]-phenyl}acetamide dihydrochloride,
1-{1-[2-(6- Met hoxy-2, 2, 4-trimethyl -3, 4-di hydr o- 2H qui nol i ne- 1-yl ) - 2- oxo-
et hyl ] -pi peridin-4-yl}-8-nethyl-1, 4-di hydro-benzo[d][ 1, 3] oxazi n-2-one,

[ 153] 1- { 1- [#32]6 N4 -{Ethyt2-Rydtroky- et Painird] oHéngh - - B-reth ol bxse 4 M-

I 0XO0-
ot b1 T - pr per i di nbengpIId. exagn-1sylkpineriin-s-yikasespaiderdibydsashlonce, one.
[ 154] N-(9-Hydroxy-9H fluoren-3-yl)-2-[4-(2-o0xo0-7-trifluormethyl-4H
benzo[ d] [ 1, 3] oxazi n-1-yl)-piperidin-1-yi]- acet am de, [155]
N- (9H car ba2[®$3]3-Nﬁ(4-meth§1|ahﬂn®meﬁylt)-tz- (4l (@omeseiyin2loxo-4 H-

benzo[ d] [ 1, 3] oxazi erd t am de, 15 )

2-[ ézl E 2]- [Q<o- ]7 ;(I’I “ﬁ@ﬁ]&‘ 'PTI-1b\I€| 'Fh??ﬁcﬁ&.?ﬁ'ﬁldf é‘fl‘ygéﬂcﬁlﬂrﬁdﬁi n-1 -yl]
N- (4- phenoxy- phenyl ) -acetam de, | 157]

N ( 9- Et hyl - 9H car bazol - 3-yl ) -2-[4-(2-0oxo0-7-trifluornethyl-4H

benzo[d] [ 1, $134aN- tA-D%gthMamnpe-phénylr)-ZlMyﬁB]-mﬂwﬂ-ﬁmMHf 158]

2-4-(6,7-Dif|uor l3ox eridip-1 -yi]-N
(9-hyd roxy-9 H eﬁ‘&?éﬂ“%ﬁ“&'ﬁéﬂihﬁ% |r1— aceté’m}de'O dlﬂydroclnn)n e,
N- (9H- carbazol - 3-yl)-2-[4-(6, 7-di f | uor o- 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n- 1-
yl)-piperidin-1 I]{ acet am de,

[135] N-{4-[ethyl-(2- hydroxy-ethyl)-amlno] phenyl}-2-[4-(8-methyl-2-0x0-4H-

benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-acetamide dihydrochloride,

[136] N-Benzo[1,3]dioxol-5-yl-2-[4-(2-ox0-4H-benzo[d][1,3]Joxazin-1-yi)-
piperidin-1-yl]-acetamide,

[137] N-Benzo[1,3]dioxol-5-yl-2-[4-(6-methyl-2-ox0-4H-benzo[d][1,3]oxazin-1-
yl)-piperidin-1-yl]-acetamide,

[138] N-Benzo[1,3]dioxol-5-yi-2-[4-(6-chloro-2-0x0-4H-benzo[d][1,3]oxazin-1-
yl)-piperidin-1-yl]-acetamide,

[139] N-Benzo[1,3]dioxol-5-yl-2-[4-(8-methyl-2-ox0-4H-benzo[d][1,3]oxazin-1-
yl)-piperidin-1-yl]-acetamide,
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[ 160] 2-4-(6,7-D fluoro-2-o0xo-4H benzo[d][1, 3] oxazin-1-yl)-piperidin-1
-yl ]-N (4-phenoxy-phenyl)-acetam de, [161]
2-4-(6, 7- mdsmmszz 0x0- 4H benzo[ d] [ 1, 3] oxa2| n-1-yl) - pi pemicdiEro/036gd | - N-

E i};g} hy! - Oh £ 28 1PRE -1ty 2y Sk A Tl R-arhira- hRedut}- 3349 %naA EP03/ 03629
2-[ 4- (4- Methyl - 2meo@wmﬁzé>iumﬂwz % ggﬁﬂm-mw:aﬂe\amm@d,hgdmﬁwidb: N- ( 9-

0x0-9H-f| wuoren- acet am de
2-[4- (6-Chl oro- 2- ox0-4H-benzo[d] [ 1, 3] oxazin-1 -yl)-piperidin-1 -yl]-N(3-

di net hyl am henwyl Jx- 406, ation
benzoxazi nomg{ge%n e@ @ﬁ%@?n%é@%nﬁ@ﬁfgﬁé%gﬁntpqWgrggﬂeel zed in
that at |east ondimethytamidogiheggtieacetamidedihgdrochloyideH 1 RIORL1 (11)
wherein R10 and R11 have the nmeaning according to claiml is reacted with

at | east one compound of general formula (I1l), O F J---"A~ G (I11)

wherein A h { EX nt s hal ogen,
hydroxy or 11;4% acy FQH 3 ?uélrér“elgryg)sﬁerﬁémﬁ?thg'é%% erably chl ori ne,
in a suitable r@@ﬂzo[diﬂrﬂidxazmdﬁyi) piperidin- pryf]sacetamiste, at | east one base

and/or at |east one auxiliary agent, and reacting the so obtained conpound
of general (1V) 126 WO 03/ 084952 PCT/EP03/03629 ORL \ G N

[143] N-(9-Ethyl-9H-carbazol-3-yl)-2-[4-(4-methyl-2-0x0-4H-
benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-acetamide,

[144] 2-[4-(4-Methyl-2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(4-
phenoxy-phenyl)-acetamide,

[145] 2-{2-[4-(2-Oxo0-4H-benzo[d][1,3]Joxazin-1-yl)-piperidin-1-yl]-acetamino}-
benzoic acid,

[146] 1-{1-[2-(6-Fluoro-2-methyl-3,4-dihydro-2H-quinoline-1-yl)-2-oxo-ethyl]-
piperidin-4-yl}-1,4-dihydro-benzo[d][1,3]oxazin-2-one,

[147] 6-Chloro-1-{1-[2-(6-fluoro-2-methyl-3,4-dihydro-2H-quinoline-1-yl)-2-
oxo-ethyl]-piperidin-4-yl}-1,4-dihydro-benzo[d][1,3]oxazin-2-one,

[148] 1-{1-[2-(6-Fluoro-2-methyl-3,4-dihydro-2H-quinoline-1-yl)-2-oxo-ethyl]-
piperidin-4-yl}-6-methyl-1,4-dihydro-benzo[d][1,3]oxazin-2-one,

[149] 1-{1-[2-(6-Fluoro-2-methyl-3,4-dihydro-2H-quinoline-1-yl)-2-oxo-ethyl]-
piperidin-4-yl}-8-methyl-1,4-dihydro-benzo[d][1,3]oxazin-2-one,

[160] 1-{1-[2-(6-Methoxy-2,2,4-trimethyl-3,4-dihydro-2H-quinoline-1-yl)-2-oxo-
ethyl]-piperidin-4-yl}-1,4-dihydro-benzo[d][1,3]oxazin-2-one;
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111 (1V), wherein A, G R10 and R11 have the above defined neaning, with
at | east one piperidin conpound of general fornmula (V) and/or a salt,
pr ef er abl wo d3ydsoszhl oride, thereof, RLR5 R2 O R3 N O RETAPBR6362R 7 N R

sut t 3bl e r edE8 o ChREP A oS BRLIPY-2 -k RS AR froR HabindiPenk pase
and/or at | east q,nez-oausetwlpp?beﬁaWa-yj}lﬂZ-dm&almaﬁﬁpE’ﬁ&EﬂH&-Qﬁéﬁ9h 19.

Process for the preparation of a physiologically acceptable salt of the
benzoxazi none-deri ved conpounds according to clains 1-17, characterized in

oroup 1 s odeo g il PERRMRIR by E R e BVER arubldrel A g  £952, 008, 020 ¢
aci d, pref erabl wethyl]-piperidineégi}8nudthyl- S4idimfire-benaold][dB]oRakiHR-0RS),

Process for the preparation of a physiologically acceptable salt of the
benzoxazi none-deri ved conpounds according to clains 1-17, characterized in

that at | eaqi5one-oRmR@INRRxyIE DA HméMiIT34adikdrd idishdiinel £§i2-646:

acidic group isr at" Teast o ase, pre y in"the presence
of a suitable r«doyl]-pipendin-4Hyl}-62inetitylrdédiidrobenzofel][dl 3]orazini 2016/
according to claim18: [1] 6-Methyl-1 -(piperidin-4-yl)-1,4-dihydro-2H 3,1
- benzoxazi n- 2- one,

[154] N-(9-Hydroxy-9H-fluoren-3-yl)-2-[4-(2-0x0-7-trifluormethyl-4H-

benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl}-acetamide,

[155] N-(9H-carbazol-3-yl)-2-[4-(2-oxo-7-trifluormethyl-4H-
benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-acetamide,

[156] 2-[4-(2-Oxo-7-trifluormethyl-4H-benzo[d][1,3]Joxazin-1-yl)-piperidin-1-yl]-
N-(4-phenoxy-phenyl)-acetamide,

[157] N-(9-Ethyl-9H-carbazol-3-yl)-2-[4-(2-oxo-7-trifluormethyl-4H-
benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-acetamide,

[158] 2-4-(6,7-Difluoro-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yi}-N-
(9-hydroxy-9H-fluoren-3-yl)-acetamide,

[159] N-(9H-carbazol-3-yl)-2-[4-(6,7-difluoro-2-oxo-4H-benzo[d][1,3]oxazin-1-
yl)-piperidin-1-yl]-acetamide,

[160] 2-4-(6,7-Difluoro-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-
(4-phenoxy-phenyl)-acetamide,

[161] 2-4-(6,7-Difluoro-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-
(9-ethyl-9H-carbazol-3-yl)-acetamide,
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2] 7-Methyl-1-(piperidin-4-yl)-1,4-di hydro-2H 3, 1- benzoxazi n-2-one, [3]
Met hyl -1 - (pi peridin-4-yl)-1,4-di hydro-2H 3, 1- benzoxazi n-2-one, [4]
Chl or o- wo(giopes2 di n- 4-yl ) - 1, 4-di hydr o- 2H 3, 1- benzoxazi n-PZIEP3/03629]

o anl or - 1- (SRR UMM 2o ARSI Sorcan et g N
6- Fl uor o- 1- ( pi pergxaloH4uoren-3. y_Q&é}gQﬁdb,ZH 3, 1- benzoxazi n- 2-one, [8]

7-Fluoro-1 -(piperidin-4-yl)-1I,4-di hydro-2H 3, 1-benzoxazi n-2-one, [9]
5- Met hoxy-1 - (piperidin-4-yl)-1,4-di hydro-2H 3, 1- benzoxazi n- 2-one, [10]

o) ooaony POSELESIEOh Roto IR Sipketin: PENATSRIR GupRE - 125 10
hyd ro-2 H 3,1 - himzthyamine-gh acdtariide.

6- Hydr oxy- 1- (pi peri di n-4-yl)-1, 4-di hydr o- 2H 3, 1- benzoxazi n- 2-one, [13]
8- Hydroxy-1 -(piperidin-4-yl)-1,4-di hydro-2H 3,1 -benzoxazi n-2-one, [14]

6, 7- Di f{gior =~ d e & IR s Y = i - hen [ I N2 and
18] 115 periraras e bfedtrtliod of e ohEichyeH bl dbcerdig 2. .
one, opti ondodiclains T-07 nchEratiecized srathiat at Bast bhdicompaundafgeniesalfgrnadlal east
one benzoxaih?one-derived conpound according to any one of clains 1-17,
optionally i‘hform of one of its stereoisoners, preferably enantioners or
di astereoners, its racemate or in formof a mxture of at least two of its
stereoisonmers in any mxing ratio, or a physiologically acceptable salt
thereof, or a solvate, respectively, a optionally one or nore

phar maceutical |y acceptabl e adjuvants.l 3. Medi canent according to claim 22
for the regulation of neuropeptide Y rleceptors, preferably of neuropeptide
Y 5 (NPY5) receptor, for the regul ‘LQN%H Jood i ngestion, preferably for
the prophyl axis and/or treatnent Bf disord8rs of food ingestion,
preferably obesity, anorexia or bulima, for the prophylaxis and/or
treatment of disorders of the peripheﬂﬁl nervous system disorders of the
central nervous system diabetes, arthritis, epilepsy, anxiety, depression,
cognitive disorders, preferably nenory disorders, cardiovascul ar di seases,

ain, hypertensive nd i nf] anmat o di segses or .i mune di seases.
P YPer \Wherein RY. né &m have {he meanlrn% according to claim 1 is reacted with at

least one compound of general formula (111),

[
8
5

0O

J e

F A

an)

wherein A has the meaning according to claim 1, F represents halogen,
hydroxy or an O-acyl group and G represents halogen, preferably chlorine, in
a suitable reaction medium and in the presence of at least one base and/or at

least one auxiliary agent, and reacting the so obtained compound of general
(IV)
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129 WD 03/ 084952 PCT/ EPO3/ 03629 24. Use of at |east one

benzoxazi none-deri ved conpound according to any one of clainms 1-17,

opti onal | woias/oBesm of one of its stereoisomers, preferabl ycrarsbicoers or
di astereoners, its racemate or in formof a mxture of at least two of its
stereoi soners in any mxing ratio, or a physiologically acceptable salt
thereof, or a solvate, respectively, for the manufacture of a nedi canent
for the regulation of neuropeptide Y receptors, preferably of neuropeptide
Y 5 (NPY5) receptor. 25. Use of at |eastnone benzoxazi none-derived
conpound according to any one of <clains }-17, optionally in formof one of
its stereoisoners, preferably engptionerig or diastereoners, its racemate
or in formof a m xture of at Ie@st\\t i t S-St er eoi soners in any m xi ng
ratio, or a physiologically acceptabl N salt hereof, or a solvate,
respectively, for the manufacture of medi cament with antagonistic
properties for the neuropeptide Y 5 ( 5) receptor. 26. Use of at |east
one benzoxazi none-derived conpound accofi¢yng to any one of clains 1-17,
optionally in formof one of its stereolsonmers, preferably enantioners or
di astereoners, its racemate or in formof a mxture of at least two of its
st er eoi SONBLS,dR: 2Ry NRX0 1] ' i : al t
her eof . or "SITAYGTRI AR haye He Sy abicetineahing, AR IGeEnT
for f t hebI pr W&ﬁl') cfnxbenmouhdeﬁgeaatagalf)nnﬂlawyiand/oob s‘a:ippiréf«law;i on,
preferably esity, ., anorexia or bulima. 27. Use of at |east one
benzoxazinogaﬁﬂgﬁmvgﬁiéwﬁﬁ86nd according to any one of <clains 1-17,
optionally in formof one of its stereoisonmers, preferably enantioners or
di astereoners, its racemate or in formof a mxture of at least two of its
stereoi soners in any mxing ratio, or a physiologically acceptable salt

t hereof, or a solvate, respectRVely, Rbr the manufacture of a nedi canent
for the prophylaxis and/or trgatnment|of disorders of the peripheral
nervous system 130 WXRQ3/ 084952 PCT/EP03/03629 28. Use of at |east one

benzoxazi none-deri ved compQg »wdi gt 0 any one of clains 1-17,
optionally in formof one g Ht er eoi §oners, preferably
R® N 0
R® R®
8
R N R’
H
V),

wherein R' to R® have the meaning according to claim 1, in a suitable reaction
medium, optionally in the presence of at least one base and/or at least one

auxiliary agent.
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enantionmers or diastereoners, its racemate or in formof a mxture of at

|l east two of its stereoisoners in any mxing ratio, or a physiologically
accept abl wosmlos49st her eof , or a sol vate, respectively, for POdTEPOBN3sRACt Ure
of a medi canent for the prophylaxis and/or treatnment of disorders of the
central nervous system 29. Use of at |east one benzoxazi none-derived
conpourtd. ac FebeesHfor thepsepanrstictf of & physislogicklly acpéptabid $ait oftheor m of one of
its stereoi sonmers, preferabl enantloners or di ster its, rgcemate
or in form Bengoxazinenesdsrived cpmpeunds aecerding to ge ﬁaar@ctewzsﬁynm Xi ng

ratio, or ayphysiehddfAldpaGiEet diciaPRhuid (PkAfg ag[?g@taﬁéb%@axi .

respectively, for the manufacture proph
and/ or tr eaigneup isofeaated witly at R@st bbe acid, prefesably anmmor‘genixxmargamneadﬂari ved
conmpound ac [ one of tionally in formof one of

t
its stereoi Eg‘lreﬁd?:r ,VH? o rgsegce Qhﬁﬁf’e%ﬁprl&r@a%qdqj {Ué?eorrers its racemate

or in formof a mxture of at least tw of its stereoisoners in any m xing
ratio, or a physiologically acceptable salt thereof, or a solvate,
r espectdOvel fﬂocms fonherprapasatian ef a physinlegicsdijnasceptable sait ofthephy! axi s

benzoxazi o aerEy R EHRRR Bomplupdt Redrala 6 FRine 17, phpragterized in

optionally Itlmaﬁaﬂlemﬁommimmﬁdmﬁ?&ml fopmialzs(l) aehg atldast one aridiomer s or
di astereoners, its racemate or in a m xture of at Ieast two of its

st er eoi somelIEOUR ISFRACIRAWIR af ﬁassonerbaaepwmrabb/gném Pleserce R fol e salt

t hereof, or v ively, for the manufacture of a nedi canent
for the prggﬁépigx@l-saeg%'fi/or reat ment of cognitive disorders, preferably
menory disorders. 131 WO 03/084952 PCT/ EP03/03629 32. Use of at |east one

benzoxaggi none-deri ved ou acco a one qof clainms 1-17,

opt i on?‘ irEPmB?‘rW oﬁgé}‘)ed?ﬁ%f@ %M %Qﬁﬁ%g clgii& ably enantioners or
di astereoners, its racerrate or in formof a mxture of at least two of its
stereoi soners in m xing ratio, or Rhy5| ol ogi cally acceptable salt

t hereof , or [& solﬁr yl~r1e(<pmtdm~ékxl )-1fedihydro-edrdi 1 -henzoxazin-2aomneadi canent
for the prophylaxis and/or treatnent of cardiovascul ar di seases. 33. Use
of at |east one benzoxazi none-derived conpound according to any one of

[2]  7-Methyl-1-(piperidin-4-yl)-1,4-dihydro-2H-3,1-benzoxazin-2-one,
[8] 8-Methyl-1-(piperidin-4-yl)-1,4-dihydro-2H-3,1-benzoxazin-2-one,
[4]  5-Chloro-1-(piperidin-4-yl)-1,4-dihydro-2H-3,1-benzoxazin-2-one,
[5] 6-Chloro-1-(piperidin-4-yl)-1,4-dihydro-2H-3,1-benzoxazin-2-one,
[6]  8-Chloro-1-(piperidin-4-yl)-1,4-dihydro-2H-3,1-benzoxazin-2-one,
[71  6-Fluoro-1-(piperidin-4-yl)-1,4-dihydro-2H-3,1-benzoxazin-2-one,
[8]  7-Fluoro-1-(piperidin-4-yl)-1,4-dihydro-2H-3,1-benzoxazin-2-one,
[9] 5-Methoxy-1-(piperidin-4-yl)-1,4-dihydro-2H-3,1-benzoxazin-2-one,

[10] 6-Methoxy-1-(piperidin-4-yl)-1,4-dihydro-2H-3,1-benzoxazin-2-one,
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clainms 1-17, optionally in formof one of its stereoisoners, preferably
enantiomers or diastereoners, its racemate or in formof a mxture of at

| east twWOOB/0849S2 St er eoi soners in any mxing ratio, or arPomEPo®bwee cally
acceptable salt thereof, or a solvate, respectively, for the manufacture
of a nmedicanment for the prophylaxis and/or treatnment of pain. 34. Use of
at | east onqq H’Fn@H?@id?@nﬁ$p1§éﬁid4ﬁdl-yl?-ﬂpﬁun'@dmwsi,i1Elsbﬁz@xéﬁm-zlbﬂepf cl ai ms
1-17, optionally in formof one of Its stereoisoners, preferably
enantiomers or diastereoners, its racemate or in formof a mxture of at

| east two [t P N N Hai4Q, hyvsi.al ogi cal |y
accept abl e giﬂ %tﬁl&gfaoo ,‘F r %ﬁdsllalrhv ?ﬁ:@?ﬁ&?ﬁ%’ﬁy‘?%&?‘a@ﬁ?Pg’ﬁm acture
of a nmedicanment for the prophylaxis and/or treatnent of hypertensive
syndrom 35. e of, at |l east one benzoxazinone-derived conpound accordi ng
to any one dﬂg]s cI%P%@"%ﬂﬁ?"'%‘i“%BTﬁV'ﬁﬂ v‘?ﬁ'r‘fygmf’?gﬂ’éﬂr'ﬁe’lﬂox? ©-50BPeoi soners,
preferably enantioners or diastereoners, its racemate or in formof a

m xture of at least two of its stereoisonmers in any mxing ratio, or a
physi ol ogi cdl#) & édifladrioe! -pigeridin-Aaef-d #-dihydraxbeozo[dl[ ¢,3]oxazpetonacaing f or

t he manufacture of a nedicanment for the prophylaxis and/or treatnent of

i nflammatory di seases. 132 WD 03/ 084952 PCT/ EP03/ 03629 36. Use of at | east
one benzoxazi §pnet-Piieridatl4 SATPeiR06ronsataydi ,agdihpdr@rbemﬁﬂpf,spdwzﬁml- 17,
optionally in formof one of its stereoisoners, preferably enantioners or
di astereoners, it¥&acemate or in formof a mxture of at least two of its
stereoisoners in any mxing ratio, or a physiologically acceptable salt
thereof, or a solvate, respectively, for the manufacture of a nedi canent
for the praptionalty in foml afrthéir saltsrent of i nmune di seases. 37. Use of at

| east one benzoxazi none-derived conpound according to any one of clains
1-17, optionally in formof one of its stereoi soners, preferably

enant i o2er s Medihiit CBRBRS AtlISasiAiRBezoRbzinBnbemvel Bnfatindr © of at

|l east two of Its stereorsoners 1n any mxing ratio, or a physiologically
accept abl e sadoordingde aoy onerofxlaimisvid &, optnally in farin/of dne ot ikee nanuf act ure

of a nedi cam%nt for the Hggro W/I axits or trg’aésréent of diabetes. 38. Use of
at |east one BEIRRATSnBIRHRY Giantiomeys Al AaRietsoReTs: B ragamyRer i
form of a mixture of at least two of its stereocisomers in any mixing ratio, or a
physiologically acceptable salt thereof, or a solvate, respectively, and

optionally one or more pharmaceutically acceptable adjuvants.

23. Medicament according to claim 22 for the regulation of neuropeptide Y
receptors, preferably of neuropeptide Y 5 (NPY5) receptor, for the regulation of
food ingestion, preferably for the prophylaxis and/or treatment of disorders of
food ingestion, preferably obesity, anorexia or bulimia, for the prophylaxis
and/or treatment of disorders of the peripheral nervous system, disorders of
the central nervous system, diabetes, arthritis, epilepsy, anxiety, depression,
cognitive disorders, preferably memory disorders, cardiovascular diseases,
pain, hypertensive syndrom, inflammatory diseases or immune diseases.
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clainms 1-17, optionally in formof one of its stereoisoners, preferably
enantiomers or diastereoners, its racemate or in formof a mxture of at
| east twWOOB/0849S2 St er eoi soners in any mxing ratio, or arPomEPo®bwee cally
acceptable salt thereof, or a solvate, respectively, for the manufacture
of a nmedicanment for the prophylaxis or treatnent of epilepsy. 39. Use of

at | easiq onquREeprMNeaLBHEEDEIRZ0xaethonelidRstived cErsduHd d@cdobdingito @ng cMe ofc! ai ms
1-17, optionally in formof one of its stereoisoners, preferably

enant i oner s &aims kdiepptionally in fersn phoweraf s stereeispmens.¢reterablyt ure of at

acoopt abl e SAOpTLS BEpleRELMeD. bacBlEE e torfiory mia ST IBRC L

of a nedi canentoffitgrstefeeisamenstin lamyimixing ratio pdomz physidlogidaily idcceptabissalt
thereof, or a solvate, respectively, for the manufacture of a medicament for the
regulation of neuropeptide Y receptors, preferably of neuropeptide Y 5 (NPY5)
receptor.

25. Use of at least one benzoxazinone-derived compound according to any one of
claims 1-17, optionally in form of one of its stereoisomers, preferably
enantiomers or diastereomers, its racemate or in form of a mixture of at least
two of its stereocisomers in any mixing ratio, or a physiologically acceptable salt
thereof, or a solvate, respectively, for the manufacture of a medicament with
antagonistic properties for the neuropeptide Y 5 (NPY5) receptor.

26. Use of at least one benzoxazinone-derived compound according to any one of
claims 1-17, optionally in form of one of its sterecisomers, preferably
enantiomers or diastereomers, its racemate or in form of a mixture of at least
two of its stereoisomers in any mixing ratio, or a physiologically acceptable salt
thereof, or a solvate, respectively, for the manufacture of a medicament for the
prophylaxis or treatment of disorders of food ingestion, preferably obesity,
anorexia or bulimia.

27. Use of at least one benzoxazinone-derived compound according to any one of
claims 1-17, optionally in form of one of its stereoisomers, preferably
enantiomers or diastereomers, its racemate or in form of a mixture of at least
two of its stereoisomers in any mixing ratio, or a physiologically acceptable salt
thereof, or a solvate, respectively, for the manufacture of a medicament for the
prophylaxis and/or treatment of disorders of the peripheral nervous system.
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WO 03/084952 PCT/EP03/03629

28.

29.

30.

31.

Use of at least one benzoxazinone-derived compound according to any one of
claims 1-17, optionally in form of one of its sterecisomers, preferably
enantiomers or diastereomers, its racemate or in form of a mixture of at least
two of its stereoisomers in any mixing ratio, or a physiologically acceptable salt
thereof, or a solvate, respectively, for the manufacture of a medicament for the
prophylaxis and/or treatment of disorders of the central nervous system.

Use of at least one benzoxazinone-derived compound according to any one of
claims 1-17, optionally in form of one of its stereocisomers, preferably
enantiomers or diastereomers, its racemate or in form of a mixture of at least
two of its stereoisomers in any mixing ratio, or a physiologically acceptable salt
thereof, or a solvate, respectively, for the manufacture of a medicament for the
prophylaxis and/or treatment of anxiety.

Use of at least one benzoxazinone-derived compound according to any one of
claims 1-17, optionally in form of one of its stereocisomers, preferably
enantiomers or diastereomers, its racemate or in form of a mixture of at least
two of its stereoisomers in any mixing ratio, or a physiologically acceptable salt
thereof, or a solvate, respectively, for the manufacture of a medicament for the
prophylaxis and/or treatment of depression.

Use of at least one benzoxazinone-derived compound according to any one of
claims 1-17, optionally in form of one of its stereoisomers, preferably
enantiomers or diastereomers, its racemate or in form of a mixture of at least
two of its stereoisomers in any mixing ratio, or a physiologically acceptable salt
thereof, or a solvate, respectively, for the manufacture of a medicament for the
prophylaxis and/or treatment of cognitive disorders, preferably memory
disorders.
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32.

33.

34.

35.

WO 03/084952 PCT/EP03/03629

Use of at least one benzoxazinone-derived compound according to any one of
claims 1-17, optionally in form of one of its stereoisomers, preferably
enantiomers or diastereomers, its racemate or in form of a mixture of at least
two of its stereoisomers in any mixing ratio, or a physiologically acceptable salt
thereof, or a solvate, respectively, for the manufacture of a medicament for the
prophylaxis and/or treatment of cardiovascular diseases.

Use of at least one benzoxazinone-derived compound according to any one of
claims 1-17, optionally in form of one of its sterecisomers, preferably
enantiomers or diastereomers, its racemate or in form of a mixture of at least
two of its stereoisomers in any mixing ratio, or a physiologically acceptable salt
thereof, or a solvate, respectively, for the manufacture of a medicament for the
prophylaxis and/or treatment of pain.

Use of at least one benzoxazinone-derived compound according to any one of
claims 1-17, optionally in form of one of its sterecisomers, preferably
enantiomers or diastereomers, its racemate or in form of a mixture of at least
two of its stereoisomers in any mixing ratio, or a physiologically acceptable salt
thereof, or a solvate, respectively, for the manufacture of a medicament for the
prophylaxis and/or treatment of hypertensive syndrom.

Use of at least one benzoxazinone-derived compound according to any one of
claims 1-17, optionally in form of one of its stereoisomers, preferably
enantiomers or diastereomers, its racemate or in form of a mixture of at least
two of its stereoisomers in any mixing ratio, or a physiologically acceptable salt
thereof, or a solvate, respectively, for the manufacture of a medicament for the
prophylaxis and/or treatment of inflammatory diseases.
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36.

37.

38.

39.

WO 03/084952 PCT/EP03/03629

Use of at least one benzoxazinone-derived compound according to any one of
claims 1-17, optionally in form of one of its stereoisomers, preferably
enantiomers or diastereomers, its racemate or in form of a mixture of at least
two of its stereoisomers in any mixing ratio, or a physiologically acceptable salt
thereof, or a solvate, respectively, for the manufacture of a medicament for the

prophylaxis and/or treatment of immune diseases.

Use of at least one benzoxazinone-derived compound according to any one of
claims 1-17, optionally in form of one of its stereoisomers, preferably
enantiomers or diastereomers, its racemate or in form of a mixture of at least
two of its stereoisomers in any mixing ratio, or a physiologically acceptable salt
thereof, or a solvate, respectively, for the manufacture of a medicament for the
prophylaxis or treatment of diabetes.

Use of at least one benzoxazinone-derived compound according to any one of
claims 1-17, optionally in form of one of its stereocisomers, preferably
enantiomers or diastereomers, its racemate or in form of a mixture of at least
two of its stereoisomers in any mixing ratio, or a physiologically acceptable salt
thereof, or a solvate, respectively, for the manufacture of a medicament for the
prophylaxis or treatment of epilepsy.

Use of at least one benzoxazinone-derived compound according to any one of
claims 1-17, optionally in form of one of its stereoisomers, preferably
enantiomers or diastereomers, its racemate or in form of a mixture of at least
two of its stereoisomers in any mixing ratio, or a physiologically acceptable salt
thereof, or a solvate, respectively, for the manufacture of a medicament for the
prophylaxis or treatment of arthritis.
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