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WO 03084952 PCT/EP03/03629

Benzoxazinone-derived compounds, their preparation and use ss medicaments

The presant Invention relates to Benzoxazinone-derivad compounds of general
formula (1), methods for thelr preparation, medicaments comprising these compounds

aa well as their use for the preparation of a medicament for the treatment of humane '

or animals.

Neuropeptide Y (NPY), firet lsolated In porcine brain exiracts (Tatemoto et. al. Nature
1982, 208, 650), Is a 38-aminocacid peptide balonging to the family of pancreatic
polypeptides, and is one of the moet abundant peptides In the brain and in the central
nervous system. in addition, NPY Is aleo distributed in several parts of the peripheral
nervous system. '

Several studies suggest a significant role of NPY in food ingestion regulation and
particularly In food dysfunctions ke obeaslty, anorexia and bufimia. Specifically, NPY
is a powerful stimulant of food ingeetion. Thus, appetite is significantly Increased
when NPY ls injected directly Into the CNS of satiated mice (Clark J. T. et. al.
Endocrinology 1084, 115, 427; Levine A. 8. et. al. Peptides 1884, 5, 1025; Stanley B.
G. ot. al. Life Sci. 1684, 35, 2635; Stanley B. G. et. al. Proc, Nat. Acad. Scl. USA
1985, 82, 3640). On the cther hand, NPY may play a role in cognitive function
reguiation, 8. g. memory (Flood J. F. et. al. Brain Res. 1867, 421, 280; Redrobe J. P,
et Al. Brain Res. 1989, 848, 153), and be active in anxiety (Hellig M. et. al. Reg.
Peptides 1992, 41, 61) and depression (Hellig M. et. al. Eur. J. Pharmacol. 1888,
147, 465) processes.

NPY Is also distributed In the peripheral system. Some studiss suggest that it might
be Involved in hypertensive (Michal M. C: et. al. J. Hypertens. 1986, 13, 153), and
anaigesic (Gehlert D. R. Life Sci. 1994, 55, 551) processes, among others.

The endogenous proteins that constitute NPY-binding recepinrs have been widely
studied. Several have been cloned and expressed. At present, six differert receptor
subtypes, named Y1 to Y8, are recognizad (Hispkind P. A, et al. Annu. Rep. Med.
Chem. 19986, 31, 1; Grunemer L. et. al. TIPS Reviews., 15, 153). Each NPY recaptor
subtype is generally associated to a different biological ectivity. For example, Y2
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receptor Is involved In the induction of convulsions In rets (Dumont Y. et. al. Brit. J. -
Pharmacol. 2000, 128, 1075).

The most recently identifiad receptor Is Y5 (Hu et. al. J. Blol. Chem. 1866, 271,
208315). There Is evidence that Y5 receptor has a unique pharmacological profile
related to food ingestion as compared to the other receptor subtypes. The fact that
[D-Trp™INPY peptide, a selective Y5-receptor agonist with no affinlty for Y1 receptor,
stimulates food Ingestion In rats (Gerald C. et. al. Nature, 1886, 382, 168), supports
the hypothesis that Y5 receptor Ia related to exaggersted food consumption.
Consequently, compounds antagonizing Y5 receptor should be effective to inhibit
food Ingestion and very useful to control diseases like obesity or disorders of food
ingestion, preferably anorexia or bulimia, or diabetes, artritls or epilepay.

Several NPY5 non-peptidic antagonists have been described. Thus, 2-
aminoquinazoline derivatives [PCT Int. Appl. WO 9720823, 1997 (Novartis AG)],
sulfonamides [PCT Int. Appl. WO 8718682, 1997 (Synaplic Pharmaceutical cbrp.)].
pyrazoles [PCT Int. Appl. WO 9824768, 1098 (Banyu Pharmaceutical Co., Lid)],
aminopyridines [PCT Int. Appl. WO 8840356, 1008 (Banyu Pharmaceutical Co.,
Lid)], N-aralkyl-2-tetralinamines [PCT Int. Appl. WO 0020378, 2000 (Ortho McNeil
Pharmaceutical inc.)], several amides [PCT Int. Appl. WO 8835957, 1608 (Bayer
Corp.)), pyridine and pyrimidine derivatives [PCT Int. Appl. WO 8840091, 1909 (
Amgen Inc.}], carbaznles [PCT Int. Appl. WO 0107400, 2001 (Astra Zeneca AB.}],
and spircisoquinotincnes [PCT Int. Appl. WO 0113917, 2001 (Bristol-Myers Squibb
Co.)], have been prepared.

Benzoxazinone derivatives having blological activity related to NPY recepiors are not
disclosed in the atate 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 ABY)], to oxytocin recaptor antegonists, useful In tocology [PCT Int.
Appl. WO 9725002, 1887 (Merck Co., Inc.)], tp o1c adrenergic recaptor antagonists
[PCT Int. Appl. WO 8528397, 19565 (Merck Co., Inc.)], or fo
phemesiiproteintransferase enzyme inhibitors [PCT Int. Appl. WO 0738685, 1997
(Merck Co., Inc.)].
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Thus, it was an object of the presant invention o provide novel compounds thet are
sultable in perticular as active substances in medicaments, preferably In
medicaments for the regulation of neuropeptide Y recepiors, particularly preforably of
neuropaptide 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, bulimia or diabetes, for the prophylaxds and/or treatment of disorders of the
petipheral nervous system, disorders of the central nervous system, anxlety,
depression, cognitive disorders, prefarably memory disorders, cardiovascular
diesases, pain, epllepey, arthritls, hypertensive syndrom, Inflammatoty disesses,
immune diseasses and other NPY5 mediated disorders in mammals, Including man.

Said object was achleved by providing benzuazinone-derived compounds of general
formula (1),
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R', R2, 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, opticnally at least one hetercatom as ring member contalning
cycioaliphatic 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'2, -OC(=0)R",
-SR%, SORY, -SO,R™, -NH-S0,R", -SO,NH, and -NR'*R'® molety,

R® represents hydrogen, an unbranched or branched, saturated or unsaturated,
optionally at least mono-substituted allphatic radical or a saturated or unsaturated,
optionally at lsast mono-substituted, optionally at least one heteroatom as ring
member containing cycloaliphatic radical,

R%, R?, R®, R are each indepsndently selectad from the group conaisting 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 contalning
cycloaliphatic radical, a cyano and a -COOR'” moiety,

A represents a bridge member ~CHR"- or -CHR'"-CH-,

R"™ represents hydrogen, an unbranched or branched, saturated or unsaturated,
optionally at least mono-subetituted aliphatic radical, a saturated or unsaturated,
optionally at least mono-subastituted, optionally at least one heteroatom as ring
member containing cycloaliphatic redical or an optionally at least mono-substituted
aryl- or hetercaryl radical, which may be bonded via an optionally at least mono-
substituted alkylene group and/or may be condensad with an optionally at least
mono-substitited mono- or palycydic ring-system,
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R" represants an unbranched or branched, saturated or unsaturated, optionally at
least mono-substituted aliphatic radical, a saturated or unsaturated, optionally at least
mono-subsiituted, optionally at least one heteroatom as ring member contalning
cycloaliphatic radicel, which may be bonded via an optionally at least mono-
substihrted alkylene group and/or may be condensed with an optionally at least
mono-substituted mono- or polycydiic ringsystem, or an optionally at least mono
substituted ary}- or heteroaryl radical, which may be bonded via an optionally at least
mono-substituted atkylene group and/or may be condensed with an optionally at least
mono-substiiuted mono- or polycycic ringsystem, or

R'% and R" tngether with the bridging nitrogen atom form an optionally at least
mano-substituted, saturated, unsaturated or eromatic haterocyclic ring thet may
contain at least one further heteroatom as a ring member and/or may be condensed
with an optionally at least mono-substituted mono- or polycyclic ringsystemn,

R'2 represents hydrogen, an unbranched or branched, saturated or unsaturated,
optionally at least mono-substituted aliphatic radical, a saturated or unseturated,
optionally at least mono-substituted, optionally at least one hetaroatom 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 polycydiic ring-syatem, or an optionally at least
mono-substituted aryl- or heteroaryl redical, which mey be bonded via an optionally
at least mono-substituted alkytene group and/or mey be condensed with an optionally
at least mano-substitutad mono- or polycycdic ring-sysism,

R" reprasents hydrogen, an unbranched or branched, saturated or unsaturated,
optionally at least mono-substituted aliphatic radical, a saturated or unsaturated,
optionally at {aast mono-substituted, optionally at least one hetercatom as ring
member contalning 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-gystem, or an optionally at least
mono-substituted aryl- or hetercaryl 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-gubstituted mono- or polycycdic ring-system,
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R" represents an unbranched or branched, saturated or unaaturated, optionally at
laast mono-substitind afiphatic radical, a saturated or unsaturated, optionally at least
mono-substituted, optionally at least one heteroatom as ring member contalning
cycioaliphatic radical, which may be bonded via an optionally at least mono-
subetituted akylene group and/or may be condensed with an optionally at least
mono-substituted mono- or polycydic 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' and R'* gre each Independently sslectad from the group conelsting of hydrogen,
an unbranched or branched, saturated or unsaturated, optionally at ieast mono-
substituted aliphatic radical, a saturatad or unsaturatad, optionally at laast mono-
substituted, optionally at least one hetsroatom 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 condensad with an optionally at least
mono-substitutad mono- or polycydiic ring-gystem,

or R and R'® together with the bridging nitrogen atom form a saturated, uneaturated

or aromatic heterocydiic ring, which may be at least mono-substitiied and/or contain
at least one further hetaroatom as ring member,

RY rapresants hydrogen, an unbranched or branched, saturated or unsaturated,
optionally at least mono-substituted allphatic radical, a saturated or unsaturated,
optionally at least mono-substituted, optionally at least one heteroatom as ring
member containing cycioaliphatic radical or an optionalty at least mono-substituted
aryl- or heteroaryl radical, which may ba bonded via an optionally at least mono-
substituted alkylene group and/or may be condansed with an optionally at least
mano-substituted mono- or polycyciic ring-system,
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R'® represants hydrogen, an unbranched or branched, saturated or unsaturatad,
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 hetervaryl radical, which may be bonded via an optionally at least mono- .
subatituted alkylene group and/or may be condensed with an optionally at least
mono-substituted mono- or polycycdlic ring-system,

optionally in form of one of their sterecisomers, preferably enantiomers or
diastereomers, their racemates or in form of a mbdure of at least two of Its
stereoisomers, preferably enantiomers or diastereomers, in any mbdng ratio, or
physiologically acceptable salts thereof, or solvates, respactively.

A mono- or polycyciic ring-systam according fo the present Invention means a mono-
or polycyciic hydrocarbon ring-system that may be saturated, unsaturated or
aromatic. i the ring eystem is polycyciic, each of its different rings may show a
different degree of saturation, i.e. it may be saturated, unsaturated or aromatic.
Optionally each of the rings of the mono- or polycyclic ring system may contain one
or more hetercatoms as ring members, which may be identical or different and which
can preferably be selected from the group conslsting of N, O, 8 and P, more
preferably be salected from the group consisting of N, O and S. Preferably the
polycyclic ring-system may comprise two rings that are condensed. The rings of the
mono- or polycyclic ring-sytem are prefarably 5- or 8-membered.

If one or more of the residues R'-R™® represents an aliphatic radical, which Is
substituted by one or more subsfituents, uniess defined otherwise, each of these
substituents may preferably be selected from the group conalsting of hydraxy,
halogen, branched or unbranched C,-alkoxy, branched or unbranched
Cs.parfiuoroalkoxy, branched or unbranched C,-perflucroatkyl, amino, carboxy,
amido, cyano, nitro, -SO,NH,, -CO-C,_c-alkyl, -SO-Cy.-alkyl, -SO-C,.,-alkyl,
-NH-S0,-C_4-alkyl , wherein the C,-alkyl may in each case be branched or
unbranched, an unsubstituted or et least mono-substituted phenyl or naphthyl radical
and an unaubstituted or at least mono-substituted furanyl-, thienyl-, pyrrolyi-,
imidazolyl-, pyrazolyl-, pyridinyl-, pyrimidinyl-, quinolinyl- and isoquinolinyl radical,



220

WO 03084952 PCT/EP0/03629
more preferably be selected from the group consisting of hydroxy, F, Cl, Br, methoxy,
ethoxy, CF; and an unsubstituted pheny! radical. if any one of the above mentioned
subsiitutents itsalf Is at least mono-substituted, sald substituents may preferably be
selected from the group consisting of F, Cl, metiyl and methoxy.

If one or more of the residues R'-R'® reprasents a cycloallphatic radical, which is
substituted by one or more substituents, uniess defined otherwlse, each of these
substituents may preferably be seleciad from the group consisting of hydraxy,
halogen, branched or unbranched C,_-alkyl, branched or unbranched C,_,-alkoxy,
branched or unbranched C,-peifiucroalkoxy, phenoxy, banzoyl, cyclohexyl,
branched or unbranched C,.,-perfluorcalkyl, -NR*R® wherein R*, R® are each
independently selected from the group consleting of H, a branchad or unbranched C,.
+~alkyl-radical, -CHy-CH-OH and phenyl, carboxy, amido, cyano, nitro, -SO;NH,, -
CO-Cy.4-talkyl, -CO-OC-aliyl, -80-C,.-alkyl, -807-Cy4-alkyl, -NH-807Cyp-alkyl,
wherein C4_-alkyl may In each case be branched or unbranched, unsubstituted or at
least mono-subatitted phanyl or naphthyl and unsubstituted or at least mono-
substituted furanyi-, thienyl-, pyrrolyl-, imidazolyl-, pyrazolyl-, pyridinyl-, pyrimidinyt-,
quinolinyl- and Isoquinolinyl radical, more preferably be selacted from the group
consisting of hydroxy, F, Cl, Br, methyl, ethyl, methoxy, ethoxy, benzoyl, phenaxy,
cyclohexyl, -CFy, ~CO-CH;, -CO-OCH,, -NR*R® wherein R, R® are each
independently selected from the group consisting of H, a branched or unbranched
Cy-alkyl-radical, -CH-CH,-OH and phenyl, and an unsubstituted phenyl radical. if
any one of the abova mentioned substitutents itse!f is at leaat mono-substituted, said
substituents may preferably be selactad 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
ls substituted by one or more substituents, uniess defined ctherwise, each of these
substituents may preferably be selected from the group consisting of hydroxy,
halogen, branched or unbranched C..-alkoxy, branched or unbranched
Cy+-perfluoroalkoxy, branched or unbranched C,.-perflucroalkyl, amino, carbaxy,
amido, cyano, nitro, -SOzNH,, -CO-Cy_.-aliyl, -SO-Cy-alkyl, -SO,-C,4-alkyl,
-NH-80,C,_-alkyl, wherein C,_alkyl may be branched or unbranched, an
uneubstituted or at least monc-substituted phenyl or naphthyl radical and an
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unsubstituted or at least mono-substituted furanyl-, thienyl-, pyrrolyl-, imidazolyl-,
pymazolyl-, pyridinyt-, pyrimiiinyl-, quinolinyl- and leoquinolinyl radical, more
preferably be selected from the group consleting of hydroxy, F, Cl, Br, methoxy,
ethoxy, CF, and unsubstituted phenyl. if any cne of the above mentioned
substihutents ltself is at laast mono-substituted, sald substituents may preferably be
selactad from the group coneisting of F, Cl, methyl and methoxy.

If one or more of the residues R'-R* and R¥-R' comprises a mono- or polycydic
ringsystem, which Is substituted by one or more substituents, uniess defined
otherwise, each of these substituents may preferably be selectad from the group
conalsting of hydroxy, halogen, branched or unbranched C,_,-alkyl, branched or
unbranched C, .-alkoxy, branched or unbranched C,,-perflucroalkoxy, branched or
unbranched C,_-perflucroalkyl, amino, carboxy, amido, cyano, keto, nitro, -SO;NH,,
~CO-Cy4-ailkyl, -S§0-Cy-8lkyl, -SO7Cy r-alkyl, -NH-SO0-Cy-alkyl, wherein C_calkyl
may be branched or unbranched, an unsubsiituted or at least mono-substituted
phenyl or naphthyl radical and unsubstituted or at least mono-aubstituted furanyt-,
thienyl-, pyrolyl-, Imidazolyl-, pyrazolyl-, pyridinyl-, pyrimidinyl-, quinoling- and
isoquinolinyl, more preferably from the group conasisting of hydroxy, F, Cl, Br, methyl,
ethyl, methoxy, ethoxy, CF,, ksto, cyano and an unsubstituted phenyl radical. If any
one of the above mentioned substitutents iteelf is at least mono-substituted, sald
substituents may preferably be selectad from the group consisting of F, Cl, methyl
and methoxy.

If ona or more of the resldues R'-R* and RY-R'® represents or comprises an aryl
radical, which Is substituted by one or more substituents, uniesas defined otherwise,
each of these substituents may preferably be salacted from the group consilsting of
hydraxy, halogen, branched or unbranched Cy_-alkoxy, branched or unbranched
Cysalkyl, branched or unbranched G, -peifluoroatikoxy, unsubstituted or at least
mono-substifuted phenaxy, unsubstituted or at least mono-substituted benzoyl,
cycichexyl, branched or unbranched Cy-perfiuoroalkyl, NR*R? wherein R*, R® are
each Independently salected from the group conalsting of H, a branched or
unbranched C,_-alkyl-radical, -CH,-CH-OH and phenyl, carboxy, amido, cyano,
-CH(OH)(phanyl), nitro, -SO;NH;, -CO-C,-alkyl, -CO-OC, s-alkyl, -SO-Cy_,-alkyl, -
80,Cy-alkyl, -NH-SO,-C,_,-akyl, wherein C,_,-alkyl may be branched or
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unbranched, an uneubstituted or at least mono-substituted phenyl or naphthyl radical
and unsubstituted or at least mono-substituted furanyl-, thienyl-, pyrrolyl-, imidazolyt-,
pyrazolyl-, pyridinyl-, pyrimidinyl-, quinolinyl- and lsoquinolinyl radical, more
preferably be selected from the group conaisting of hydroxy, F, Cl, Br, methyl, ethyl,
cyano, -CH(OH)phenyl), methaxy, ethaxy, unsubstituted or at least mono-substituted
benzoyl, unsubstituted or at least mono-subsiituted phenoxy, cyclohexyl, CF,, -CO-
CH;, -CO-OCH;, -NR"R® whereln 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 ary of the above mentioned
substitutents iself ls at laast mono-substituted, said substituents may preferably be
eelected from the group consisting of F, Cl, methyl and methoxy.

If one or more of the residues R'-R* and R'*-R'® represants or comprises a
heteroaryl radical, which Is substitutsd by one or more substituents, uniess defined
otherwise, each of these substituents may preferably be salected from the group
conaisting of hydroxy, halogen, branched or unbranched C,_-alkoxy, branched or
unbranched C,_-alkyl, branched or unbranched C,.sperfluoroalkoxy, unsubstituted or
at least mono-substituted phenoxy, unsubstituted or at least mono-substituted
benzoyl, cyciohexyl, branched or unbranched C,..-perfluoroalkyl, NR*R® wherein R*,
R® are each independently selected from the group conslsting of H, a branched or
unbranched C,_s-alkyl-radical, -CHz-CHx-OH and phenyl, carbaxy, amido, cyano,
nitro, -CH(OH)(phenyl), -SO;NH;, -CO-Cy-alkyl, -CO-OCy-alkyl, SO-C,.,-alkyl,
80,Coalkyl, -NH-SO,C,_;-alkyl, wherein C,_-alkyl may be branched or
unbranched, an unsubatituted or at least mono-substitited phenyl or naphthyl radical
and an unsubstituted or at least mono-substituted furanyl-, thisnyl-, pymolyl-,
imidazolyl-, pyrazolyl-, pyridinyk-, pyrimidinyl-, quinolinyl- and lsoquinolinyl radical,
more preferably be selected from the group consisting of hydroxy, F, Cl, Br, mathyl,
ethyl, cyano, methoxy, ethoxy, unsubstituted or at least mono-substituted benzoyl,
unsubstituted or at least mono-subetituted phenoxy, cyclohexyl, CF,, -
CH(OH)(phenyl), -CO-CH,, -CO-OCH,, -NRAR® wherein R*, R® are each
independently selectad from the group conslsting of H, a branched or unbranched
Cyralkyl-radical, -CHx-CH,-OH and phenyl, and an unsubstituted pheryl radical. If
any one of the above mentionad substitutents Itself is at least mono-substituted, saki
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substituents may preferably be selected from the group consisting of F, Cl, methyl
and methoxy.

if R™ and R" and/or R™ and R'® form a hetarocyclic ring, which ls substituted by one
or more substiluants, uniess defined otherwise, each of these substituents may
preferably be selecied from the group consisting of hydroxy, halogen, branched or
unbranched Cy.¢-alkoxy, branched or unbranched C; -alkyl, branched or unbranched
Cy+-perfiuoroalkoxy, branched or unbranched C,_.-perflucroalkyl, amino, carboxy,
amido, cyano, nitro, -80;NH,, -CO-C,.-alkyl, -SO-C, s-alkyl, S0-C,.,-alkyl,
NH-80,C,.(-alkyl, wherein C,-alkyl may be branched or unbranched, an
unsubstituted or at lsast mono-substituted phenyl or naphthyl radical and an
unsubstituted or at least mono-substituted furanyl-, thienyl-, pyrrolyl, imidazolyl-,
pyrazolyl-, pyridinyl-, pyrimidiny}-, quinolinyl- and Isoquinoliny! radical, more
preferably be selected from the group conslisting of hydroxy, F, Cl, Br, methoxy,
athoxy, methyl, CF, and an unsubstituted phenyl redical. If any of the above
mentioned substihients itaelf Is at iaast mono-substituted, salkd substituents may
preferably be selected from the group consisting of F, Cl, methy! and methaxy.

If R' and R"! and/or R'® and R'® form a heterocyclic ring, which contains one or
more further hatercatoms as ring members, uniess defined otherwise, each of these
heteroatoms may preferably be selacted from the group conaisting of N, O and 8,
more preferably from the group conalsting of N and O.

If one or more of the residues R'-R*® represents a cydioallphatic radical, which
contains one or more heteroatoms ae ring members, uniess defined otherwise, eech
of these heteroatoms may preferably be selectad from the group conalsting of N, O,
S and P, more preferably from the group conalsting of N, O and 8.

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, uniess
defined ctherwise, each of these hetarcatoms may preferably be selactad from the
group consisting of N, O, S and P, more preferably from the group conelsting of N, O
and 8.
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Preferred compounds of general formula (1) are thase, wherein R*, R?, R?, R* are
each independently salected from the group conslsting of H, F, Cl, Br, 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 ieast one heteroatom as ring member containing C, s-cycloaliphatic
radical, which may be bonded via an optionally at least mono-substituted
Cyg-alkylene group and/or may be condensed with an optionally at least mono-
substituted mono- or polycydlic ring-systam, an optionally at least mono-substituted,
§- or 6-membered aryl- or heteroaryl radical, which may be bonded via an optionally
at least mono-substituted C, 4-alkylene group and/or may be condensed with an
optionally at least mono-substituted mono- or polycyciic ringsystem, a nitro, cyano, -
OR'2, .OC(=O)R", -SR¥, -SORY, -SO,R¥, -NH-80,R", -80,NH; and -NR'"R"
molety,

R°® represents hydrogen, an unbranched or branched, saturatad or unsaturated,
optionally at least mono-subatituted C,.g-aliphatic radicel or a satureted or
unsaturated, opionatly at lsast mono-substituted, optionaily at least one hetercatom
a8 ring member containing C, s-Cycloaliphatic radical,

R, R, R®, R? are each Independently selected from the group consisting of
hydrogen, an unbranched or branched, saturated or unseturated, optionally at least
mono-subatiiuted C,_g-aliphatic radical, a saturated or unsaturated, optionally at least
monc-substituted, optionally at least one hetsroatom as ring member containing Cy.4-
cycloaliphatic radical, 4 cyano and a COOR" moiety,

A represents a bridge member ~CHR™- or -CHR'-CHg-,

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 lsast mono-substituted, optionally at least one hetsroatom as ring
member containing C, ¢-Cycloaliphatic radical or an optionally at least mono-
subetitited, 5- or 6-membered aryl- or hetsroaryl radical, which may be bonded via
an optionally at least mono-substituted C, s-alkylane group and/or may be condensed
with an optionally at least mono-substituted mono- or polycyciic ring-system,
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R" represents an unbranched or branched, saturated or unsaturated, optionally at
least mono-substituied C, g-aliphatic radical, a saturated or unsaturated, optionally at
least mono-subatituted, optionally at least one heteroatom as ring member containing
Cy.g-cycloaliphatic radical, which may be bonded via an optionally at least mono-
substituted C, s-alkylena group and/or may be condensed with an optionally at least
mono-substituted mono- or polycyclic ringsystem, or an optionally at isast mono
substituted 5- or 8-membered aryl- or heteroaryl radical, which may be bonded via an
optionally at least mono-substituted C,.4-alkylene group and/or may be condensed
with an optionally at least mono-substituted mono- or polycyciic ringsystem, or

R'® and R together with the briiging nitrogen atom form an optionally at least
mono-substituted, saturated, unsaturated or aromatic, 5- or 8-membered heterocyclic
ring, which may contain at least one further heteroatom as a ring member and/or may
be condensed with an optionally at least mono-substituted mono- or polycydic
ringeystem,

R'2 repreasnts 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 hetsroatom containing as
fing member C, g-cycloaliphatic radical, which may be bonded via an optionally at
least mono-substirted C, -alkylene group and/or may be condensed with an
optionally at least mono-substituted mono- or polycydlic ring-aystem, 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-substitluted C,_s-alkylene group and/or may be
condensad 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 C,.,-aliphatic radical, a saturated or unsaturated,
optionally at least mono-substituted, optionally at least one hetercatom as ring
member contalning C, -cycloaliphatic radical, which may be bonded via an opticnally
at least mono-substituted C, s-alkylene group and/or may be condensed with an
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optionally at least mono-substituted mono- or polycydic ring-eystem, or an optionally
at least mono-substituted, 5- or 8-membearad aryl- or hetsroaryl radical, which may be
bonded via an optionally at least mono-substituted C,.g-alkylense group and/or may be
condansed with an optionally at lsast mono-substituted mono- or polycydiic ring-
system,

R™ represents an unbranched or branched, saturated or unsaturated, optionally at
least mono-substituted C, s-afiphatic radical, a saturated or unsaturated, optionally at
least mono-substituted, optionally at least one hataroatom as ring member containing
Cs.ecydoaliphatic radical, which may be bonded via an optionally at least mono-
substituted C,_s-alkylene group and/or may be condenaad with an optionally at least
mono-substihsted mono- or polycyclic ring-system, or an optionally at least mono-
substituted, 5- or 8- 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 polycyciic ring-system,

R' and R each are Independently selected from the group conslsting of hydrogen,
an unbranched or branched, saturated or unsaturated, optionally at least mono-
substituted Cy.g-aliphatic radical, a saturated or unsaturated, optionally at least mono-
subatituted, optionslly at least one heteroatom as ring member contalning Cy -
cycioaliphatic radical, which may be bonded via an optionally at lsast mono-
substituted Cy o-glkylene group and/or may be condensed with an optionally at least
mono-substituted mono- or polycyciic ring-systam, or an optionally at least mono-
substituted, 5- or 8-membered aryl- or heteroaryl radical, which may be bonded via
an optionally at least mono-substituted C, -alkylans 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 8-membered heterocyclic ring, which may be at lsast mono-
substituted and/or contain at least one further heteroatom as a ring member,

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

optionally at least mono-subsiituted C, s-aliphatic dicel, a saturatad or unsaturated,
optionally at least mono-substitited, optionally at least one heteroatom as ring

L)

22€

X



z?.‘-lz?(

WO 03084952 PCT/EPOIN3ISY
member containing C, 5-cycloaliphatic radical or an optionally at least mono-
subetituted, 5- or 8- membered aryl- or hetsroary! radical, which may be bonded vis
an oplionally at least mono-substituted C, s-alkylene group and/or may be condensed
with an optionally at least mono-substitluted mono- or polycydlic ring-system,

R'® represents hydrogen, an unbranched or branched, saturated or unsaturated,
optionally at ieast mono-substituted C, s-aliphatic radical, a saturated or unsaturated,
optionally at least mono-substituted, optionally at least one hetaroatom as ring
member containing C,.s-cycloaliphatic radicsl or an oplionally at least mono-
substitited, 5- or 6-membered aryl- or heteroary! radical, which may be bonded via
an optionally at least mono-aubsitiuted C, s-alkylene group and/or may be condensed
with an optionally et lsast mono-substituted mono- or polycyclic ring-eystam,
optionaily in form of one of their sterecisomers, preferably enantiomers or
diastareomars, thelr racemates or In form of a mixture of at least two of its
sterecisomers, preferably enantiomers or diasteraomers, in any mbdng ratio, or
physiologically acceptable salts thereof, or solvates, respectively.

Particularly preferred are compounds of general formula (1), wherein R', R?, R?, R*
are sach independently selected from the group coneisting of H, F, C1, Br, a
safurated, branched or unbranched, opiionally at least mono-substituted C,. -
aliphatic redical, a saturated, optionally at least mono-substituted, optionally at least
one hetaroatom as ring member containing Cy- or Gy~ cycloaliphatic redical, which
may be bonded via an optionafly at least mono-substituted C,- or C-alkylene group,
a nito, cyano, -OR'2, -OC{=0)R'3, -SR™ and -NR'®R'® malety, preferably be
selacted from the group consisting of H, F, Cl, CH;, CH;CH,, CF5, CF.CF3,
cyclopentyl, cyclohexyl, nitro, cyano and -OR™ and the remalning residues R*-R*®
and A have the meaning given above, optionaily In form of one of their
sterecisomers, preferably anantiomers or diastsreomers, thelr racemates or In form
of a mbdure of at least two of its stereclsomers, praferably enantiomers or
diastersomers, in any mbxdng ratio, or physiologically acceptable salts thereof, or
solvates, respectively.

Also particutarly preferred are compounds of ganeral formula (1), whereln R®
represents H or a branched or unbranched C,-alkyl radical, preferably H, CH, or
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CH,CH,, and the remaining residues R°-R"® and A have the meaning given above,
optionally in form of one of their sterecisomers, preferably enantiomers or
diastereomaers, thelr racemates or [n form of a mbdure of at least two of its
stersoisomers, preferably enantiomers or diastereomers, In any mhdng ratio, or
physiclogically acceptable satts thereof, or soivates, respectively.

Alzo particularly preferred are compounds of general formula (1), wherein RS, RY, R®,
R are each Independently selected from the group consisting of H, a branched or
unbranched C,.s-alkyl radical, a cyano and a COOR™ molety, preferably selected
from the group consisting of H, CH,, CHCH; and a cyano molety, and the remaining
residues R'°-R'® and A have the meaning given above, optionally In form of one of
their sterecieomers, preferably enantiomers or diastereomers, their racematss or in
form of a mbdure of at least two of its sterecisomers, preferably enantiomers or
diastersomers, In any mbdng ratio, or physlologically acceptable salts thereof, or
solvates, respactively,

Also particularly preferred are compounds of general formula (1), whereln R0
repressnts hydrogen or a branched or unbranched Cy-alkyl radical, and the
remalning realdues R1-R'® and A have the meening given above, optionally in form
of one of their sterecisomers, preferably enantiomers or diastarecmers, thelr
racemates or In form of a mixture of et least two of its stereoisomers, preferably
anantiomers or diastereomers, In any mbdng retio, or physiologically acceptabie salte
therect, or sclvates, respectively.

Also particularty preferred are compounds of general formula (1), wherein RY s
selected from the group conslsting of an unsubstituted phenyl radical, a phenyl
radical optionally at least mono-substitutsd with a branched or unbranched C, -alkyl-
radical, & branched or unbranched C,.,-alkoxy-radical, a branched or unbranched
Ci«perfluoroalkyl-radical, a branched or unbranched C,_-perfluoroalkoxy-radical, F,
Cl, Br, cyciohexyl, phenyl, phenoxy, phenyithlo, benzoy, cyano, -C(=0)Cy.-alkyl, -
C(=0)0C,.z-alkyl, -carboxy, -CH(OH)(phenyl), -NR*R® wherein R*, RP are each
independently selected from the group conelsting of H, a branched or unbranched
C,-8lky-radical, -CH,-CH-OH and an unsubstituted phenyl redical,
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an unsubstituted thiazole radical,

. a group of general formula (A)

wherein

nisior2,

X represents CH or N,

Y reprasents CH,, O, N-R€, CH-OH or C(=0),

R®is H or a branched or unbranched Cy.-alkyl radical,

@ group of formuia (8),
" |
NN,
®)
a group of formula (C),
7

17

PCT/EPO3N36D

229



WO 03084952 PCT/EPOIN3ED

©)

a group of g'enoml formula (D),

)

wherein Ry Is H or a branched or unbranched C-alkyl radical
and a group of general formula (E),

wherein

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

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

Z represents CH,, O, 8, CH-OH, C{=0) or N-R" where RF repreeents Hor a
branched or unbranched C._-alkyl-radical, and the remalning residues R'>-R'® and A
have the meaning given above, optionally in form of one of thelr stereclsomers,
preferably enantiomers or diasterecmere, thelr racemates or In form of a8 mbdure of at
least two of s sterecisomers, preferably enantiomers or diastereomers, in any
mbdng ratio, or physiologically acceptable salts thereof, or solvates, respectively.

z3=
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Aleo particularly preferred are compounds of general formula (1), whereln R'® and R"!
together with the bridging nitrogen atom form a saturated, 8-membered heterocyclic
ring, which Is at least mono-substituted with a methy! redical and/or condensed with
an unsubstituted or at least mono-substituted phenyl- or cyciohaxyl-radical, sald
phenyl- or cyclohexyl-radical prefarably being at least mono-substituted with F and/or
OCHj, 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
sterecisomere, preferably anantiomers or diastereomers, In any mixing ratio, or
physlologically acceptable salta thereof, or solvates, respactively.

Also particularly preferred are compounda of general formula (1), wherein R™2
represents H, a C,-~,-alkyl radical, a cyciohexyl radical or a pheny! radical, preferably
H, CH,, C;H; or a phenyl 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 dlastereomers, their racernates or In form of a mbdure of at least two
of its sterecisomers, prafarably enantiomers or diastereomers, in any mbdng ratio, or
physiologically acceptable salts thereof, or solvates, respectively.

Also particularty preferred are compounds of general formula (1), wherein R"?
represents H, a C,-~¢-alkyl radical, cyclohexyl or a phenyl radical, preferably H, CH,,
C;H; 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, thelr racemates or in form of a mixture of at least two of its
sterecisomers, preferably enantiomers or diastereomers, in any mixing ratio, or
physiologically acceptable saits thereof, or solvates, respectively.

Also particularly preferred are compounds of general formula {1), wherain R™
represents H, a C,-4-alkyl radical, cyciohexyl or a phenyl radical, preferably H, CH,,
CyH; or phenyl, and the remalining residues R'*-R'® and A have the meaning given
above, optionally in form of one of thelr stereclsomers, preferably enantiomers or
diastereomers, their racemates or In form of a mixture of at least two of Ita
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starecisomers, praferably enantiomers or diastereomers, in any mixing ratio, or
phyaiologically acceptable salts thereof, or soivates, respectively.

Alao parficularly preferred are compounds of gensral formula (1), wherein R* and R'®
are each independently selected from the group consisting of H, a Cy-¢-alkyl radical,
cyciohexyl and a phenyl radical, preferably from the group consisting of H, CHy, C3Hs
and phenyl, and the remalning residues R'” and R and A have the msaning 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 lts
stereoisomers, preferably enantiomers or diastsreomers, in any mbdng ratio, or
physiologically acceptable salts therecf, or solvates, respectively.

Also particularly preferred are compounds of genaral formula (1), wherein R
represents H, a Cy-calkyl radical, cyciohexyl or a phenyl radical, preferably H, CHj,
C,H5 or phenys, and the remaining residues R and A have the meaning given
above, optionally in form of one of their sterecisomers, preferably enantiomers or
disstersomers, their racemates or in form of a mbdure of at least two of its
sterscisomers, preferably enantiomers or diastereomers, In any mbdng ratio, or
physiclogically acceptable salts thereof, or soivates, respectivaly.

Also particulerly preferred are compounds of general formula (1), wherein R
represents H, a Cy-,alkyl radical or 8 phenyl radical, preferably H, CH, or phenyl,
and the remaining residue A hae the meaning given above, optionally in form of one
of their sterecisomers, preferably enantiomers or diastareomars, their racemates or
in form of a mixture of at loast two of its stsrecisomers, preferably anantiomers or
diastereomers, in any mixing ratio, or physioiogically accepiable salta thereof, or
solvates, respectively.

More particularty preferred are compounds of general formula (1), wherein at least
two of the realdues R', R?, R?, R, preferably R* and R?, 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 sterecisomers, preferably enantiomers or
diastereomers, thelr racemates or In form of a mbdure of at least two of ita
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siereoisomers, preferably enantiomers or diastereomers, in any mbdng ratio, or

physiovlogically acceptable saits thereof, or solvates, respectively.

Mare particularly prefemed are compounds of general formula (1), wherein R® is CH,
or C;Hg, and the remaining residues R'-R* and R®-R" and A hava the meaning given
above, optionally In form of one of their atereoisomers, preferably enantiomers or
diastareomenrs, their racematas or In form of a mbdure of at least two of its
sterecisomers, preferably enantiomers or diastereomers, in any mixing ratio, or
physiologically acceptabie saits thereof, or solvates, respectively.

Most preferred are the following benzoxazin-derived compounds of general formula
()

1] 244(2-oxo0-4H-benzojd][1,3joxazin-1-yi)-piperidin-1-yi}N-(B-ox0-6H-fluoren-2-
yl)-acetamide,

[2] 2{4-(2-ox0-4H-benzo|d][1,3]joxazin-1-yi)}-piperidin-1-y{}-N-{8-0x0-0H-fluoren-3-
yi)-acetamide),

B 244-(2-0x0-4H-benzo[d][1,3]oxazin-1-yi)-piperkiin-1-y{]-N-(8-0x0-8H-fluoren-3-
yl)-acetamide hydrochloride,

4]  N-{4-benzoyl-phenyl)-2-{4-(2-oxo-4H-benzo[d][1,3]oxazin-1-yI)-piperidin-1-y}-
acetamide,

5] N-{4-benzoyl-phenyl)-2-{4-(2-0x0-4H-benzo[d][1,3)0xazin-1-y)-piperidin-1-yi}-
acetamide hydrochioride,

B 2-4(2-0x0-4H-benzn[d][1,3]joxazin-1-yi}-piperidin-1-yi-N-(5-0x0-5,6,7,8-
tetrahidro-naphthalene-2-yl)-acetamide hydrochioride,

1 244-<(2-ox0-4H-benzofd][1,3joxazin-1-yi)-piperidin-1-yl]-N-{8-0x0-8H-fluoren-4-
yl)>-acetamide hydrochioride,
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(0]

(1]

[12)

(3]

(14

(15]

[16)

17

[16]

N-(3-benzoyi-phenyl)-2-{4-(2-ox0-4H-benzo[d][1 3joxazin-1-yi)-piperidin-1-y}-
acetamide hydrochloride,

2-{4-(2-0x0-4H-benzo[d][1,3]oxazin-1-yi)-piperidin-1-yi]-N-{1-oxo-Indan-5-yi}-
acetamide,

244-{2-ox0-4H-benzo[d][1,3]oxazin-1-y)-piperkiin-1-y{]-N-{1-oxo-indan-5-yi)-
acetamide hydrochloride,

N-indan-5-y1-2-{4-(2-ox0-4H-benzo[d][1,3]oxazin-1-yi)-piperidin-1-yi}-
acetamide hydrochioride,

N-{2-Methoxy-dibenzofuran-3-yi)-2-]4-(2-oxo-4H-benzojd]1,3joxazin-1-yl)-
piperidin-1-yi}- acetamide hydrochioride),

N-{4-Cyclohexyl-phenyi)-2-{4-(2-0xo-4H-benzo[d]{1,3]oxazin-1-yi)-plperidin-1-
yil- acetamkde hydrochioride,

1{1{2-(3,4-Dihidro-2H-quinolin-1-yi)-2-oxo-ethyl]piperidin-4-y1}-1,4-dihydro-
benzo{d][1,3]oxazin-2-one hydrochioride,

244-{2-oxo-4H-benzo[d][1,3]oxazin-1-yi)-piperidin-1-yl}-N-(8-0x0-8H-fluoren-3-
yi)-2-phenyl-acetamide hydrochioride,

2{4-(2-oxo-4H-benzo{d][1,3]oxazin-1-yi)-piperidin-1-yl}-N-{8-cx0-8H-fluoren-3-
yi)-progionamide hydrochioride,

N-(8-Ethyl-8H-carbazol-3-y1)-2-{4-{2-oxo-4H-benzo[d}{1,3joxazin-1-yi)-
piperidin-1-yl}-acetamide,

N-(8-Ethyl-8H-carbazol-3-yi)-2-{4-(2-0x0-4H-benzo[d][1, 3jcxazin-1-yi)-
piperidin-1-yll-acetamide hydrochioride,
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(18}

[21]

[24]

2{4-{8-methyl-2-0x0-4H-beren{d][1,3joxazin-1-y}-piperidin-1-yl}-N-(8-00-8H-
flucren-3-yl)-acetamide,

2{4-(6-mathyl-2-oxo-4H-benzo{d][1, 3joxazin- 1-yi)-piperidin.1 -yf}-N-(8-cxo-8H-
fluoren-3-yi)-acetamide hydrochioride,

N-{8-Ethyl-8H-carbazni-3-yi)-2-{4-(8-methyl-2-ox0-4H-benzo{d}{1, Sjoxazin-1-
yi)-piperidin-1-yl-acetamide hydrochioride,

N-{4-Cycichexyl-phenyl)-2-j4-(8-methyl-2-oxo-4H-benen{d][1  Sjcxazin-1-yi)-
piperidin-1-yl-acetamide,

N-{4-Cyciohexyl-phenyl)-2-{4-(8-methy}-2-axo-4H-benzo[d][1,3joxazin-1-yi)-
piperidin-1-yll-acetemide hydrochioride,

N-{4-benzoyt-phenyl)-2-{4-(B-matiyl-2-ox0-4H-benzojd][1,3joxazin-1-y)-
piperkiin-1-yi]- acetamide hydrochloride,

N-{8-Methyl-0H-carbazol-3-yl)-2-{4-{2-0x0-4H-benzo|d][t ,Sjorazin-1-yi)-
plperidin-1-yl|-acetamide hydrochloride,

N-{9, 10-Dioxo-9, 10-dihydro-anthracens-2-y1)- 2-{4-(2-cxo-4H-
berzofd)1,3joxazin-1-yi}-piperidin-1-yi}-acetamide hydrochloride,

N-{4-(Ethyl-phenyl-amina)-phenyl}-2-{4-(2-oxo-4H-benzo{d][ 1 3joxazin-1-yi)-
piperdin-1-yi}-acetamide hydrochloride,

24{4-(6-Methyl-2-0x0-4H-benzo[d][1,3joxazin-1-yi)-piperidin-1-yi}-N-{4-methyl-
phenyl-amino)-phenyl}-acetamide hydrochioride,

2-{4-(2-0x0-4H-benzo[d]|1,3joxazin-1-yi}-piperidin-1-y}-N-{4-phenoxy-phenyl)-
acetamide hydrochioride,
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31

B4

B

NH4-(1sopropyl-phenyt-amina)-phenyl]-2-{4-{2-axo-4H-benzofd][1 3jaxazin-1-
vi}-piperidin-1-yi}-acatamide hydrochioride,

344-(2-Oxo-4H-benzo{d][1,3joxazin-1-yl)-plperidin-1-y}-N-(8-cxo-5H-fuoren-3-
yi)}-proplonamide hydrochloride,

2{4-(8-Chioro-2-ox0-4H-berzofd][1,3joxazin-1-yl)-piperidin-1-yi}-N-(-ethyl-
9H-carbazol-3-yl)-acetamide hydrochicride,

N-{4-Chioro-phenyi)-2-[4-{2-axo-4H-benzo]d][1 . 3joxazin-1-yi)-piperidin-1-yi}-
acetamide hydrochioride,

244-{8-Chioro-2-oxo-4H-benzo[d][1, 3)ooazin-1-yl)-piperidin-1-yl}-N-{4-chioro-
phenyl)-acetamide hydrochioride,

2-j4-(8-Methyl-2-oxo-4H-benzo[d)1,3joxazin-1-yi)-plperidin-1-yi}-N-{8-ax0-8H-
fluoren-3-yl)}-acetamide hydrochioride,

2-{4-{8-Chioro-2-oxo-4H-benzojd][1,3Joxazin-1-yl)-plperidin-1-yl}-N-(8-ox0-8H-
fluoren-3-yl)}-acetamide hydrochioride,

N-(8-Hydroxy-8H-fluoren-3-yl)-2-{4-(8-methyl-2-0x0-4H-benzo[d][1,3joxazin-1-yl)-
piperidin-1-ylj-acetamide hydrochioride,

N-{8-Hydroxy-8H-fluoren-2-yi)-2{4-(2-oxo-4H-benzo{d][1,3joxazin-1-y1)-piperidin-
1-yf}-acetamide hydrochioride,

2-{4-{6-Chioro-2-oxo-4H-benzo[d][1,3Joxazin-1-yi)-piperidin-1-yi}-N-(9-hydroxy-
8H-fluoren-3-yi)-acetamide hydrochloride,

N-(8-Ethyl-8H-carbazol-3-y1)-2-[4-{8-methyl-2-0x0-4H-benzold][1,3]oxazin-1-
yi)}-piperidin-1-yi]-acaetamiie hydrochioride,

336 )K
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[41]

[42]

[43]

[44]

[45]

7]

(48]

[49]

[51]

2-44-(8-Mathy!-2-0x0-4H-benzo|d][1,3)oxazin-1-yl)-piperidin-1-yT-N-{4-
trifiuoromethyl-phenyl)-acetamide hydrochloride,

2{4-(8-Methyl-2-0x0-4H-benzo|[d][1.3]oxazin-1-yi)-piperidin-1-yi}-N-phenyl-
acetamide hydrochloride,

2-{4-(2-ax0-4H-benzo{d][1,3]oxazin-1-yi)-piperidin-1-yl}-N-(4-trifluoromethy’-
phenyl)-acetamide hydrochloride,

2-44-(6-Chioro-2-oxo-4H-benzofd][1,3loxazin-1-yi)-plperidin-1-yl-N-phsnyl-
acetamide hydrochiorids,

2-}4-(8-Chioro-2-oxo-4H-benzojd][1,3joxazin-1-yl}-piperidin-1-y1]-N-(4-
trifluoromethyl-phenyl)-acetamide hydrochloride,

2-{4-(2-ox0-4H-benzofd][1 3]oxazin-1-yi)-piperidin-1-y{|-N-phenyl-acetamide
hydrochioride,

N-{4-Chioro-phenyt)-2-j4-(8-Methyl-2-oxo-4H-benzofd][1,3joxazin-1-yi)-
piperidin-1-yil-acetamide hydrochloride,

N-{4-Cyano-phenyl)}-2-{4-(2-oxo-4H-benzo[d][1,3Joxazin-1-yi)-piperidin-1-yi}-
acetamide hydrochloride,

N-{4-Cyano-phenyi)-2-{4-{8-methy}-2-0x0-4H-benzo{d][1,3}coazin-1-yi)-
piperidin-1-yij-acetamide hydrochloride,

2-{4-{8-Chioro-2-oxo-4H-benzofd][1,3joxazin-1-yi}-piperidin-1-yi}-N-{4-cyano-
phenyl)-acetamide hydrochloride,

N-(4-Acsthyl-phenyl)-2-J4-(2-oxo-4H-benzo[d][1,3Joxazin-1-y1)-piperidin-1-yi}-
acetamide hydrSthioride,
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(62]

[53)

154]

1561

[57]

[B1]

24{4-(8-Mathyl-2-0x0-4H-benzo{d][1,3joxazin-1-y)-piperidin- 1 -yT}-N-(4-
phenoxy-phenyl)-acetamide hydrochloride,

N-{4-Acethyl-phenyl)-2-{4-{(8-chloro-2-oxo-4H-benzo[d][1,3jomazin-1-yi)-
piperidin-1-yil-acetamide hydrochloride,

N-{4-Acethyi-phenyl)-2-{4-(8-methyl-2-oxo-4H-benzo[d][1,3joxazin-1-yi)-
piperidin-1-yl}-acetamide hydrochloride,

2-{4-(6-Chioro-2-0s0-4H-benzo[d][1,3joxazin-1-y)-piperidin-1-yl}-N-(4-
phenaxy-phenyl)-acetamide hydrochioride,

N-{4-Ban2oyl-phenyl)-2-{4-(8-methyl-2-oxo-4 H-benzo]d]{ 1, 3joxazin-1-yl)-
piperidin-1-yil-acetamide hydrochioride,

N-{4-Banzoyl-phenyl)-2-}4-{6-chloro-2-0x0-4H-benzo[d][1,3]oxazin-1-yi)-
piperidin-1-yi}-acetamide hydrochioride,

N-(2-Chioro-phenyl)-2-{4-(8-methyl-2-ox0-4H-benzold][1 loxazin-1-y1)-
piperidin-1-y{}-acetamide,

244-(6-Methyl-2-oxo-4H-banzo{d][1,3)oxazin-1-yi)-piperidin-1-yl|-N-(2-
trifiuoromethyl-phenyl)}-acetamide,

2-4{4-{6-Methyl-2-oxo-4H-benzo|d][1 Jjoxazin-1-yi)-piperidin-1-yi}-N-phenyl-
acetamide,

N-{4-Cyciohexyt-phenyl)-2-{4-(8-methyl-2-0x0-4H-benzofd][1,3joxazin-1-yi)-
piperkiin-1-yl-acstamide hydrochloride,

2-{4-{8-Chioro-2-axo-4H-benzofd][1,3joxazin-1-yi}-piperidin-1-yi}-N-(4-
cyclohexyl-phenyl)-acetamide hydrochioride,
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[o4)

1]

N-(2-Benzoyl-phenyl)-244-(2-oxo-4H-benzo[d][1,3]amazin-1-yi)-piperidin-1-yi-
acetamide hydrochioride,

N-{2-Bonzoyi-phenyt)-2-{4-(8-methyl-2-oxo-4H-benzofd][1,3joxazin-1-yl)-
piperkiin-1-yi}-acetamide hydrochioride,

N-(2-Benzoyl-phenyl}-2-{4-{8-chioro-2-oxo-4H-benzo[d][ | Jjcxazin-1-yl)-
piperidin-1-yi}-acetamide hydrochiorkie,

N-(2-Benzoyl-phenyl)-2{4-{6-methy-2-oxo-4H-benzofd][1,3joxazin-1-y1)-
piparidin-1-yil-acetamids,

2-J4-{8-Methy}-2-0x0-4H-benzo[d][1, Sjcazin-1-yi)-piperidin-1-yi}-N-{(4-
phenaxy-phenyl)-acetamide hydrochioride,

N-{4-Acethyl-phenyl)-2-J4-(8-methyi-2-oxo-4H-benzojd][1,3joxazin-1-yi)-
piperidin-1-yi}-acetamide hydrochioride,

N-{8-Hydroxy-8H-fluoren-3-yl)-2-{4-(2-0x0-4H-benzo{d][1,3joxazin-1-yi)-
piperidin-1-yl-acetamide hydrochioride,

2-{4-(6-Chioro-2-oxo-4H-benzo[d][1,3joxazin-1-yi)-piperidin-1-yi}-N-{8-ox0-0H-
fluoren-2-yi)-acstamide hydrochioride,

244-(8-Methyl-2-0x0-4H-benzo[d][1,3]comzin-1-y1)-piperidin-1-y{}-N-{9-0x0-8H-
fluoren-2-yi)}-acetamids hydrochioride,

244-(8-Methyl-2-oxo-4H-banzo[d][1,3joxazin-1-yi)-piperidin-1-yi}-N-(0-oxo-8H-
fluoren-2-yi)-acetamide hydrochioride,

2-{4-(6-Chioro-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yi|-N-(8-hydroxy-
8H-fluoren-2-yl)-acetamide hydrochioride,

ry
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[74)

[79]

181]

(64]

N-{0-Hydroxy-8H-fluoren-2-yi)-2-{4-(6-methyl-2-oxo-4H-berzo|d][1,3]oxazin-1-
vi}-piperidin-1-yi}l-acetamide hydrochloride,

N-(8-Hydroxy-8H-fluoren-2-yl)-2-{4-(8-methyl-2-0x0-4H-benzo[d]{4,3]oxazin-1-
yi)-piperidin-1-yl-acetamide hydrochicride,

N-(8-Hydroxy-8H-fluoren-3-yi}-2-{4-(6-methyl-2-oxo-4H-benzofd][1 ,3jcazin-1-
vi}-piperidin-1-yi-acetamide hydrochioride,

N~(4-Cyciohexyl-phenyl)-2-{4-(7-fuoro-2-cxo-4H-benzo[d][1,3]oxazin-1-yl)-
pipertdin-1-yll-acetamide hydrochioride,

N-~(9-Ethyt-8H-carbazol-3-yl)-2-{4-(5-fiuoro-2-0xo-4H-benzojd][1,3joxazin-1-yi)-
piperidin-1-yl}-acetamide hydrochloride,

N~(8-Ethyl-0H-carbazol-3-y)-2-}4-(6-metoxy-2-0s0-4H-benzofd][1, 3joxazin-1-
yi)}plperidin-1-yil-acetamide hydrochioride,

N-{9-Ethyl-8H-carbazol-3-yl)-2-{4-(7-methy}-2-ox0-4H-benzo{d][1,3ovazin-1-
yi)}piperidin-1-yi}-acstamide hydrochioride,

2-{4-(5-Chioro-2-oxo-4H-benzo{d][1,3joxazin-1-yi)-piperidin-1-yl}-N-{8-ethyl-
9H-carbazol-3-yi)acetamide hydrochloride,

2-{4-(5-Fluoro-2-oxo-4H-benzold] 1,3joxazin-1-yi)-piperidin-1-yi}-N-(4-
phenoxy-phenyl)-acetamide hydrochioride,

2-{4-{6-metoxy-2-0x0-4 H-benzo{d][1,3Joxazin-1-yi)-piperidin-1-yl}-N-{8-cx0-8H-
fluoren-3-yl}-acetamide,

N-Dibenzofuran-2-yi-2-{4-{8-metoxy-2-oxo-4H-benzofd][1 , 3joxazin-1-yl)-
piperidin-1-yi}- acatamide,
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{85]

167}

1]

184)

2-{4-(7-Chioro-2-oxo-4H-benzo[d][1,3Jaxazin-1-yi)-piperidin-1-yi}-N-
dibenzofuran-2-yl-acetamide,

2-{4-(6-Flucro-2-oxo-4H-benzo{d][1.3joxazin-1-yi)-piperidin-1-yi}-N-{8-oxo-0H-
fluoren-3-yi)- acetamide,

2-{4-(7-Fluoro-2-axo-4H-benzo[d][1,3]oxazin-1-y)-piperidin-1-yi}-N-(8-hydroxy-
gH-fluoren-3-yi)-acetamide,.

N{8H-Carbazol-3-y1)-2{4-{5-methyl-2-cxo-4H-benzo[d][1, 3joxazin-1-yi)-
piperidin-1-yi}-acetamide,

N-{8H-Carbazol-3-yi)-2J4-(5-fluoro-2-oxo-4H-benzo{d][1 3loxezin-1-11)-
piperidin-1-yfl-acetamide,

N-{6H-carbazn}-3-yi)-2-{4-(6-metoxy-2-0:0-4H-benzo[d][1,3]oxazin-1-y)-
piperidin-1-yi}-acetamide,

N-(0-Ethyl-0H-carbazol-3-yl)-2-j4-(5-metoxy-2-oxo-4H-benzo[d][1,3]oxazin-1-
yi}-piperkiin-1-yi}-acetamide,

244-(5-Metoxy-2-oxo-4H-benzo[d][1,3joxazin-1-yi)-piperdin-1-yI-N-{4-
phenaxy-phenyl)-acetamide,

N-(8-Hydroxy-8H-flucren-3-yi)-2-4-(7-methyl-2-axo-4H-benzo[d][1 3joxazin-1-
yi)}-piperidin-1-yl}-acetamide,

N-(9-Hyuroxy-0H-fluoren-3-yl)-2-44-{3-metoxy-2-oxo-4H-benzoid][1, 3joxezin-1-
yi)}plperidin-1-i}-acetamide,

N-Dibenzofuran-2-y-2-{4-(5-methyl-2-oxo-4H-benzo[d][ 1.3]oxazin-1-y1)-
pliperidin-1-yi}- acetamide,

24l
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[96] N-{4-(Ethyl-phenyl-amino)-phenyl]-2-{4-(7-methy}-2-oxo-4H-
benzo{d}1,3]oxazin-1-yi)-piperkiin-1-yl}-acetamide,

[87] N-{9H-Carbazni-3-yi)-2-j4-{8-chioro-2-oxo-4H-benzofd}f1,3joxazin-1-yi)-
piperidin-1-yij-acstamide,

B8] N-{4-{Ethyl-phenyl-amino)}-phenyl}-2{4-(8-metoxi-2-0x0-4H-
benzo{d][1,3]cxazin-1-y1)-piperidin-1-yi}-acetamide,

[09] N-(8-Hydroxy-8H-flucren-4-yl)-2-{4-(2-oxo-4H-benxo[d][1,3Joxazin-1-yi)-pliperidin-
1i}-acatamide,

[100] N-{4-(Hydroxy-phenyl-methyl}-phenyl-2-{4-(2-0x0-4H-
benzo{d][1,3loxazin-1-yi}-plperidin-1-yi}-acetamide,

[101] N-4-Chioro-2-(2-chioro-benzoyl)-phenyf}-2-{4-{8-methyl-2-oxo-4H-
benzold}{1,3joxazin-1-yi)-piperidin-1-yi}-acetamide,

[102] NH4-Chloro-2-{2-chioro-banzoyl)-pheny}-2-{4-(2-0xo-4H-benzojd][1, 3joxazin-
1-yi)-piperidin-1-yl]-acetamide hydrochioride,

[103] N-4-Chloro-2-{2-chioro-benzoyl)-phenyT}-2-{4-{8-methyl-2-oxo-4H-
benzo|d][1,3joxazin-1-yi)-piperidin-1-yll-acetamide hydrochloride,

[104] N-4-Chlora-2-(2-chioro-benzoyl)-phenyl]-2-{4-{6-chioro-2-oxo-4H-
benzo{d][1,Sjoxazin-1-yi)-piperidin-1-yl}-acetamide hydrochioride,

[106] 2-{4-(7-Methyl-2-ox0-4H-benzo]d](1,3Joxazin-1-yi)-piparidin-1-yi}-N-thlazole-2-
yl-acetamide,

[1068] 244-(8-Flucro-2-oxo-4H-benzojd]{1,3joxazin-1-vi)-piperidin-1-yi}-N-thiazole-2-
yl-acetamide,
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[107] N-Dibenzothiophene-2-yi-2-4-{5-methaxy-2-oxo-4H-berzofd][1, Sjooazir-1-i)-
piperidin-1-yi}-acetamide,

[108] 24{4-(7-Chioro-2-ox0-4H-benm{d][1,3jomzin-1-y1)-piperidin-1-yf}-N-
diberzothlophene-2-yl-acetamide,

[108] 2-{4-{5-Hydroxy-2-oxo-4H-banzo{d][1,3]oxazin-1-yi)-piperidin-1-yl-N-{4-
phencxy-phenyl)-acetamide,

[110] 1{142-{3 4-Dihydro-1H-isoquinoline-2-y)-2-oxo-ethyl}-piperidin-4-yi}-1,4-
dihydro-benzo[d][1,3]axazin-2-one hydrochloride,

[111] 244-{8-Fluoro-2-ox0-4H-banzo]d)1,3)owzin-1-y1)-piperidin-1-yT}-N-quinoline-8-
yl-acetamide,

[112] 2{4-{6-Methaxy-2-oxn-4H-benzo{d][1,3joxazin-1-yi)-plperidin-1-yi}-N-
quinoline-8-yi-acetamide,

[113] 24{4-(8-Chioro-2-oxo-4H-benzo{d][1,3joxazin-1-yi)-piperidin-1-yll-N-quincline-
6-yl-acatamide,

[114] 24{4-(B-Fluoro-2-oxo-4H-benzo[d][1,3joxazin-1-yi)-piperidin-1-yl}-N-(2-methyl-
benzothlazole-5-yi)-acetamide,

[115] 244-(8-Chioro-2-com-4H-benzofd1 M1-yl)—pberldln—1-yl]—i~l—(2—moﬂwl—
berzothiezole-6-yl)-acetamide,

[116] 2-{4-(B-Methoxy-2-oxo-4H-benzo[d][1,3)mazin-1-yi)-pliperidin-1-yI-N-(2-
methyl-benzothiazole-5-yl)-acstamide,

[117] N«(3-Dimathylamino-phenyl)-2-{4-{2-axo-4H-benzo{d][1,3jcxazin-1-y1)-
piperidin-1-yij-acetamkie,
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[118] N{4-Dimethylamino-phenyl)-2-{4-(2-mx-4H-benzofd](1,3joxazin-1-yl)-
piperidin-1-yl-acetamide,

[119] N-{3-Dimethylamino-phenyl)-2-{4-(8-metiyl-2-0x0-4H-benzo[d] 1 3joxazin-1-
yi)-piperidin-1-yl}-acetamida,

[120] N-{4-Dimethylamino-phenyl)-2-4-(8-methyl-2-oxo-4H-banzo{d][1,3joxazin-1-
yi)}piperidin-1-yfl-acetamide,

[121] N-3-Dimethylamino-phenyl)-2{4-(8-methyl-2-0x0-4H-benzo]d][1,3jcxazin-1-
y)-piperidin-1-yi}-acetamide,

[122] N-{4-Dimethylamino-phenyl)-2-j4-(8-methyl-2-cx-4H-benzo[d][1,3joxazin-1-
yi)-piperidin-1-yi}-acetamide,

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

[124] 2-{244-{2-Oxo-4H-benzo[d][1,3joxazin-1-yi)-piperidin-1-yi}-acathylamino}-
benzoic acid methy! ester,

[125] 2-{2-{4-(8-Methyl- 2-0x0-4H-benzo[d][1,3jcxazin-1-y1)-piperidin-1-yi}-
acethylamino}-benzoic ackd methyl ester,

[126] N~(2-Methoxy-dibenzofuran-3-yi)-2-[4-(2-oxo-4H-benzold][1,Sjoxazin-1-yi)-
piperidin-1-yll-acetamide hydrochioride,

[127] N-244-(8-Chloro-2-0xo-4H-benzo[d][1,3)oxazin-1-yl)-piperidin-1-yl}-N-(2-
methaxy-dibenzofuran-3-yl -acetamide hydrochioride,

[128] 2-{2-{4-{6-Chioro-2-oxo-4H-benzo[d][1,3joxazin-1-yi)-plperidin-1-yi}-
acethylamino)-benzoic acid methyl ester,
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[129] 2-{2{4-(8-Methy] -2-cx0-4H-benzod][1,3]oxazin-1-yl)-piperidin-1-yi}-
acethylamino}-benzoic acld methyl ester,

[130] 2-44<(6-Chloro-2-cso-4H-beruzold][1,3joxazin-1-yi)-plperidin-1-yl} N-(4-
diethylamino-phenyl)}-acetamide dihydrochloride,

[131] 244-(8-Chioro-2-oxn-4H-benzo{d][1,3loxazin-1-yl)-piparidin-1-yi}- N{4-{ethy}-
(2-hydroxy-ethyl)-amino}-phenyljacetamide dihydrochioride,

{132] N-{4-{Ethyi-(2-hydroxy-ethyl)-aminc}-phenyl}-2-4-(6-methyl-2-oxo-4H-
benzold][1,3]oxazin-1-yi)-piperidin-1-yil-acetamide dihydrochioride,

[133] N-(4-Diethylamino-phenyl)-2-f4-(6-methy}-2-oxo-4H-benzo|d][1,Sjoxazin-1-yi)-
piperidin-1-yl-acetamide diydrochioride,

[(134] N-(4-Diethylamino-phenyl)-2{4-(8-methyl-2-0xn-4H-banzo|d][1,3]oxazin-1-yi)-
piperidin-1-yi}-acetamide dihydrochioride,

[135] N-{4-{ethyl-{2-hyciraxy-ethyl)-aminc}-pheny]-2-{4-(8-methy}-2-oxo-4H-
berzo[d}{1,3)oxazin-1-yi)-plperidin-1-yi-acetamide dihydrochioride,

[136] N-Benzo[1,3]dioxol-5-yi-2-4{4-(2-0x0-4H-benzo[d][1,3joazin-1-yi)-piperidin-1-
yil-acetamide,

[137] N-Benzo[1,3)dloxol-5-y1-2-{4-(8-methyl-2-ox0-4H-benzo[d][1,3joxazin-1-y1)-
plperidin-1-yl}-acetamide,

[138] N-Benzo[1,3]dioxol-5-yi-2-{4-(8-chioro-2-0xo-4H-benzold][1,3joxazin-1-yi)-
piperidin-1-yi}-acetamide,

[138] N-Benm[1,3]dicxol-5-yi-2-{4-(8-methyl-2-oxo-4H-benz[d][1,3]oxazin-1-yi)-
piperidin-1-yi}-acetamide,
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[140] N-4-{ethyl-(2-hydroxy-ethyl)-amina]-pheny)-2-{4-(2-axo-4H-
benzojd][1,3)owezin-1-yi}-piperidin-1-yi]-acstamide dihydrochloride,

[141] 2-{4-(8-Chioro-2-oxo-4H-benzo[d)[1.3joxazin-1-yi)-piperidin-1-yl-N-(4-
dimethylamino-phenyl)-acatamide dinydrochioride,

[142] N<{8-Hydroxy-8H-fluoren-3-yi)-2-{4-(4-methyl-2-oxo-4H-benzo[d][1.3joxazin-1-
yi)-piperidin-1-yil-acetamide,

[143] N-(0-Ethyl-8H-carbazol-3-yl)-2-{4-{4-methyl-2-oxo-4H-benzo[d){1,Ijoxazin-1-
¥)-piperkiin-1-yl}-acetamide,

[144] 2-{4-(4-Methyl-2-0x0-4H-benzo[d}{1,3joxazin-1-yi)-plperidin-1-yi-N-(4-
phenaxy-phenyl)-acetsmide,

[145] 2-{244-(2-Oxo-4H-benzo]d][1,3]oxazin-1-yi)-piperidin-1-yi]-acetaminc}-benzoic
ﬂd.

[146] 1{1{2-(6-Flucro-2-methyl-3,4-dlhydro-2H-quinocline-1-yi)}-2-oxo-sthyl}-
piperidin-4-yi}-1 4-dihydro-benzojd) 1, 3jcoxazin-2-one,

[147] 6-Chioro-1-{1-{2-(B-flucro-2-methyl-3,4-dihydro-2H-quinoline-1-yl)-2-oxo-ethyl}-
piperidin-4-yi}-1,4-dihydro-benzo[d][1,3joxazin-2-one,

[148] 1-{1-2-(6-Fluoro-2.methy}-3,4-dihydro-2H-quinofine-1-yi)-2-oxo-ethyl]-
piperidin-4-yf}-8-methyl-1,4-dihydro-benzo[d][1,3]oxazin-2-0ne,

[149] 1-{1-{2-{6-Fluoro-2-methyl-3,4-dihydro-2H-quinoline-1-yi)-2-0xo-ethyl}-
plperidin-4-yf}-8-methyl-1,4-dIhydro-benzo[d][1,3]oxazin-2-one,

[450] 1-{1-{2-{6-Methoxy-2,2,4-trimethyl-3,4-dihydro-2H-quinoline-1-yi)-2-cxo-sthyl}-
piperidin-4-yi}-1,4-dlhydro-benzo{d][1,3]oxazin-2-0ne;
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{151] 6-Chioro-1-{1-{2-{8-methoxy-2,2,4-irimethyl-3,4-dIhydro-2H-quinoline-1-yi)-2-
oxo-ethyl}-piperidin-4-yi}-1,4-dihydro-benzo[d]1,3)cxazin-2-one,

[152] 1-{1-{2-(6-Methoxy-2,2 4-trimethyl-3,4-dihydro-2H-quinoline-1-yi)-2-cxo-ethyl}-
piperidin-4-y{}-8-mathyl-1 4-dihydro-benzo[d][1,3joxazin-2-one,

[159] 1-{1{2-(6-Methoxy-2,2 4-trimethyi-3,4-dihydro-2H-quinoline-1-yl)-2-oxo-athyl]-
piperidin-4-yf}-6-methyi-1.4-dihydro-beraojd]{1,3jcmzin-2-0ne,

[154] N-{8-Hydroxy-8H-fluoren-3-yi)-2-{4-(2-0xo-7-trifluormethyl-4H-
benzo[d](1,3}oxazin-1-yi)-piperidin-1-yi-acatamide,

[155] N-{89H-carbazol-3-yi)-2-{4-(2-oxo-7-trifluormathyl-4H-benzo{d)[ 1, 3comzin-1-yi)-
piperidin-1-yi-acetamids,

[156] 2-{4-(2-Oxo-7-tiflucrmethyl-4H-benzo[d][1,3)oxazin-1-yl)-piperidin-1-yi]-N-{4-
phenoxy-phenyl)-acetamide,

[157] N-{9-Ethyl-8H-carbazol-3-vi)-2-{4-(2-0x0-7-trifluormethyi-4H-
benzofd}{1,Sloxazin-1-yi)-piperidin-1-yll-acatamide,

[158] 2-4-(6,7-Difiuoro-2-oxo-4H-benzo[d][1,3Joxazin-1-yi)-piperidin-1-yl}-N-(8-
hydroxy-0H-fluoren-3-yl}-acetamide,

[158] N-(H-carbazol-3-yi)-2-{4-{6,7-dHiuoro-2-com-4H-benzo{d][1,3joxazin-1-y)-
piperidin-1-yi]-acetamide,

[160} 2-4-(8,7-Difuoro-2-oxo-4H-benzo[d][1,3)oxazin-1-yi)-piperidin-1-y}-N-{4-
phenaxy-phenyl)-acetamide,

[161] 2-4-(6,7-Difluoro-2-0x0-4H-benzo[d][1,3joxazin-1-yi)-piperidin-1-yl}-N-(8-athyl-
9H-carbazol-3-yi)-acetamide,
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[182] 2-[4-{4-Methyl-2-0x0-4H-benzo[d][1.3joxazin-1-yi)-piperidin-1-y{}-N-(8-o0a-6H-
fluoren-3-yi}-acetamide,

[163] 2-{4-(6-Chioro-2-oxo-4H-benzofd][1,3jaxazin-1-yi)-piperidin-1-yl}-N-{3-
dimethylamino-phenyl)-acetamide.

In a further aspect the present invention also provides a process for the preparation
of benzoxazinone-derived compounds of genaral formula (1), wherein R1-R and A
have the meaning given above, according to which at lsast one compound of general

formula (11),
H
\
R10/ \Rﬂ

n

wherein R™ and R'! have the meaning given above, Is reacted with at least one
compound of general formula (lif),

A

()

wherein A has the meaning given above, F represents halogen, hydroxy or an O-acyl
group and G represants halogen, preferably chiorine, In a sultable reaction medium
and in the presence of at laast one base and/or at least one auxdiiary agent, and
reaciing the 8o obtained compound of general (IV)
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0
“"\T)I\A/G

V),

wherein A, G, R' and R'! have the above defined meaning, with at least one

piperidin compound of general formula (V) and/or a sait, preferably hydrochloride,
thereof,

R! R®
R?
R NJ\
R*
R® R®
R u R
(A48

wherein R! o R® have the meaning as definded above, in a sultable reaction
madium, optionally in the presence of at least one base and/or at least one auxiiiary
agent.

According to the invention, the process may be lliustrated as an example by the
following reaction scheme 1.
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Scheme 1:
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whereln R* 1o R™ and A have the meaning as given above.

Sultable reaction media are a.g. organic soivents, stich as ethars, preferably diethyl
ether, dioxane, tetrahydrofurane, dimethyl glycol ether, or alcohols, e.g. methanol,
ethanol, propanol, lsopropanol, butanol, Iscbutanol, tert-butanol, or hydrocarbons,
preferably benzene, toluens, xylene, hexans, cyclochexane, petroleum ether, or
halogenated hydrocarbone, 8.g. dichioromethane, trichloromesthane,
tetrachioromethane, dichloroethylene, trichloroethylene, chiorobenzene or/and other
solvents, preferably ethyl acetate, triethylamine, pyridine, dimethylaulfoxide,
diemthylformamide, hexamsthyiphosphoramide, acetoniiril, acetone or nitromethane,
am included. Mbdures based one or more of the efore mentioned solvents may also
be used.
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Basges that may be used in the processes according to the presant invention are
genenally organic or inorganic bases, preferably alkall metal hydraxddes, e.g. sodium
hydroxyde or polassium hydroxyde, or obtained from other metals such ae barlum
hydroxyde or different carbonatss, preferably potassium carbonate, sodium
carbonate, caicium carbonate, or alkoxides, e.g. sodium methoxide, potassium
methcxide, sodium ethoxide, poiassium methoxide, potessium ethoxide or potassium
tert-butoxide, or organic amines, preferably triethylamine, dilsopropyethylamine or
heterocycies, e.g. 1,4-dlazabicyciof2.2.2] octane, 1,8-dlazabicycio]5.4.0jundec-7-ene
pyridine, diamino pyridine, dimethylaminopyridine, methyipiperidine or morpholine.
Alkali metals such as sodium or lst hydrides, e.g. sodium hydride, may also be used.
Mbdures based one or more of the afore mentioned bases may aiso be usad.

The above mentioned bases may be used for the process as awndliary agents, hen
appropriate. Other sultable suxillary agents for the above mentionad reactions are,
for example, dehydrating agents llka carbodiimides, e.g. dlisopropylcarbodiimide,
cyclohexyicarbodiimide or N-{3-dimethylaminopropyl)-N'-ethyicarbodlimide
hydrochloride, or carbonylic compounds, e.g. carbonyldiimidazol or compounds Iike
isobutyichioroformiate or methansulfonyl chioride, among others. These reagents are
generally used in amounts from 0.5 to 5 mol versus 1 mol of the comesponding
reactands. These bases are generally used in amounts from 0.05 to 10 mol versus 1
mol of the cormesponding reectands.

During some of the synthetic reactions described or while preparing the compounds
of general formulas (1), (I1), (ill), (V) and (V), the protection of sensitive groups or of
reagents may be necassary and/or desirable. This can be performed by uaing
conventional protactive groupe like those described in the Rterature [Protective
groups In Organic Chemistry, ed. J. F.W. McOmie, Pienum Press, 1673; TW.
Greene & P.G.M.Wuts, Protective Groups in Organic Chemistry, John Wiley & sons,
1991, Sald Iterature description is hereby incorporated by reference as part of the
disclosure. The protective groups may algo be eliminated as convenlent by means
well-known to those skdlled In the art.
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The compourxis of general formulaa (Il), (Il1), (IV) and (V) are eithar commercially
available or can be produced according to methods known to those skilled in the art.
The reaction of compounds of general formulas (IV) and (V) to yield benzmazinone-
derived compounde of general formula (I) may also be facllitated by conventional
methads known to those skilled in the art.

The substituted benzoxazinone compounds of general formula (V), wherein R®
represents H, are preferably synthesized from substituted anthraniic acld or a
correspording ester via the corresponding substitutad benzylalcohol {(see scheme 2,
method A). By reductive amination with 1-Boc-(tert.-Butylcarbonyloxy) the Boc-
piperidin-moiaty i Introduced into the substituted benzylaicohol. The benzoxazinone-
ring Is formed by cyclisation with triphosgene. The elimination of the Boc-protecting
group is camrled out by treatment in acidic media according to the method described
in Wiliams et al., J. Med. Chem. 1885 38, 4634 and later by Bell et al., J. Med.
Chem., 1888, 41, 2148 which are hereby Incorporated by reference and form part of
the disclosure. By reacting such a substituted benzoxazinone compound of general
formula (V) with a halogenatad amide of general formula (IV) benzoxazinone derived
compounds of general formula (1) are obtained.

By reduction of the cormesponding ketones via conventional methods known to those
skilled In the art, e.g. by reduction with sodlum borohydride (see schame 2, method
B, R5=Z) benzoxazinone derived compounds of general formula (1), whereln 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
cycioaliphatic radical (dencted by Z in method B) can be obtained.

e W
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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 (}1) Is reacted with
chioroacetyl chioride or the respective compound of general formula (lIf) In the
presence of an organic reaction medium, preferably dichioromethane and a base,
preferably triethylamine and/or dilsopropylethylamine.
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The present Invention also provides for novel intermediates, namely the following
compounds of general formula (V);

[1] 6-Methyk1-{piperidin-4-yl)}-1,4-dihydro-2H-3, 1-benzoxazin-2-cne,

2 7-Meﬂ1y|-1-(plpeﬂdh:4-yl)-1.4-dmwm-2ﬂ-3.1-bormmln-2-om.

[5] 8-Msthyl-1-(piperidin-4-yi)-1,4-dihydro-2H-3,1-benznxazin-2-one,

[4] 5-Chioro-1-{plperidin-4-yi)-1.4-dihydro-2H-3,1-benzoxazin-2-one,

[6] 8-Chioro-1-{piperidin-4-yl)-1,4-dihydro-2H-3,1-benzoxezin-2-one,

[6] 8-Chioro-1-{piperidin-4-yi)-14-dihydro-2H-3, 1-benzoxazin-2-one,

[7] 6-Fluoro-1-{piperidin-4-yi)-1.4-dihydro-2H-3, 1-benzoxazin-2-one,

[B] 7-Fluoro-1-{piperidin-4-yl)-1,4-dihydro-2H-3, 1-benzaxazin-2-one,

[l 5-Methoxy-1-(piperidin-¢-yi)-1,4-dihydro-2H-3,1-banzoxazin-2-one,
[10] 6-Methoxy-1-(piperidin-4-y1)-1,4-dlhydro-2H-3,1-benzaxazin-2-one,
[11] 6-Hydroxy-1-{piperidin-4-yi)-1.4-dihydro-2H-3, 1-benzoxazin-2-one,
[12] 6-Hydroxy-1-{piperidin-4-yi}-1,4-dihydro-2H-3,1-benzoxazin-2-one,
[13] &-Hydroxy-1-(pliperidin-4-y{}-14-dihydro-2H-3,1-benzaxazin-2-one,
[14] 8,7-Diflusro-1-piperidin-4-yi-1.4-dihydro-berzod][1,3}oxazin-2-one and
[15] 1-Piperidin-4-yi-7-trifluoromethyl-1,4-dihydro-benzo{d][1,3] axazin-2-one,

optionaity in form of their salts.
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In a further aspect the present invention aleo provides a process for the preparation
of salts of benzoxazinone-derived compounds of general formuta (1), wherein at least
oha compound of general formula (1) having at least one basic group |s reacted with
an inorganic or organic ackd, preferably in the presance of a sultable reaction
medlum. Suitable reaction media are the ones given above. Sultable inorganic acids
are for example hydrochloric acid, hydrobromic acld, phosphoric acid, sulfuric acid,
nitric acld, sultable organic acids are e.g. citric acid, malelc acid, fumaric acid, tarteric
acid, or derivatives thereof, such as p-ivluenesulfonic acid, methanesulfonic acid or
camphersulfonic acid.

In yet a further aspect the prasent invention atso providaes a process for the
preparstion of salts of berzoxazinone-derived compounda of general formula (1),
wherein at least one compound of general formula (1) having at least one acldic
group ls reactad with one or more sultable bases, preferably In the presence of @
suitable reaction medium. Sultable bases are e.g. hydroxides, carbonatss or
alkooddes, which include sultable cations, derived .g. from alkaline metals, alkaline
earth metals or organic cations, e.g. [NH,R,.J*, wherelnnis 0,1,2,3or4 and R
represents a branched or unbranched C,_;-alkyl-radical.

Solvates, preferably hydrates, of the Benzoxazinone-derived compounds of general
formula (1) may aleo be obtained by standard procedures known fo those skilled in
the art.

If the Benzcazinone-derived compounds of general formula (1) are obtained In form
of a mbdure of sterecisomers, particularly enantiomers or diastereomers, sald
mbdurea may be separated by standard procedures known to those skilled In the art,
o.g. chromatographic methods or crystaliization with chiral reagents.

The purification and Isolation of the Benzoxazinone-derived compounds of general
formula (1) or a cormesponding stereaisomer, or salt, or solvate respectively, if
required, may be camried out by conventional methods known to those skilled In the
art, .g. chromatographic methods or recrystallization.
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The Benzoxazinone-derived compounds of general formula (1), their sterecisomers or

tha respective salts or solvates are toxicologically acceptable and are therefore
sultable as pharmaceutical active substances for the preparation of medicaments.

The present invention therefore aiso provides for a medicament comprising at least
one benzoxazinone-derived compound of ganeral formula (1), optionally in form of
one of its aterecisomers, preferably enantiomers or dlastereomers, s racemate or In
form of 2 mbdure of at least two of its stersoisomers, preferably enantiomers or
diastersomers, In any mbdng ratio, or a physiciogicsily acceptable salt thereof, ora
solvate, respaectively, and optionally one or more pharmaceutically ecceptable
adjuvants.

Furthermore, the present invention also provides for a pharmaceutical composition
comprising at least one benzoxazinone-derived compound of general formula (1),
optionally in form of one of Its sterecisomers, preferably enantiomers or
dlastereomers, its mcemate or in form of a mixture of at least two of Its sterecisomers
in any mbdng ratio, or a physiologically acceptable salt thereof, or a solvats,
respactively, and optionally one or more pharmacsutically acceptable adjuvants,
which s not yet formulated into a medicament.

Prefersbly the medicament is sultable for the regulation of neurcpeptide 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 obasity, anorexia or bulimia, for the prophylaxis and/or treatment of
disordera of the peripheral nervous system, disorders of the central nervous system,
diabetss, arthritis, aplepsy, anxiaty, depression, cognitive disorders, preferably
memory disorders, cardiovascular disaases, pain, hyperiensive syndrom,
Inflammatory diseases or immune diseases.

The present invention also provides for the use of at least one benzoxazinone-
derived compound of genera! formula (1), optionally in form of one of its
stareoisomers, preferably enantiomers or diastereomers, Its racemats or in form of a
mbdure of at loast two of Ite sterecisomers, preferably enantiomers or diastereomars,
in any mbdng ratio, or & physiologically acceptable salt thereof, or a solvats,
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respeciively, for the manufacture of a madicament for the regulation of neuropeptide

Y receptors, preferably of neuropeptide Y 5 (NPY5) receplor, for the regulation of
food Ingestion, preferably for the prophylaxs and/or treatment of disonders of food
ingestion, preferably obesity, anorexda or bullmia, for the prophylaxts and/or treatment
of disorders of the peripheral nervous aystem, disorders of the central nervous
system, diabetes, arthritis, epllepsy, ardsty, depression, cognitive disorders,
preferably memory disorders, cardiovascular diseases, pain, hypertensive syndrom,
inflammatory dieeases or iImmune diseases.

The medicament may be in any form suitable for the application tb humans and/or
animale and can be produced by standard proceduras 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 sultable
aicohols. Conventional pharmaceutical adjuvents for injection, such as stablitzing
egenis, solubllizing agents, and buffers, may be included In such injectable
compositions. These medicamnents may be Injected Intramuacularty, intraperitoneally,
or intravenously.

Medicaments according to the present invention may aleo be formulated Irto orally
administrable compositions containing one or more physiologically compatible
carriers or excipients, in solid or liquid form. These compoaitions may contain
conventional ingredients such ae binding agents, flllers, lubricants, and acceptable
welling agents. The compositions may take any convenient form, such as tablets,
pellets, capsules, lozenges, aquaous or olly solutions, suspensions, emulslons, or dry
powderad form sultable for reconstitution with water or other sultable liquid medium
before uss, for immediate or controlled relsase.
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The liquid oral forma for administration may also contain certain additives such as

sweoeteners, flavoring, preservatives, and emulsifying agents. Non-aqueous liquid
composttions for oral administration may also be formulated, containing edible olle.
Such liquki compoelitions may be conveniently encapsuletad [n e.g., gelatin capeules
in a unit dosage amount.

The compaositions of the present invention may also be administered topically or via &
auppository.

The above mentioned compositions include prefarably 1 to 80 % by weight of one or
more of the banzoxazinone-derived compound of general formula (1), optionally In
form of one of s sterecisomers, preferably enantiomers or diastereomers, s
racamate or In form of a mixture of at least two of ite stereoisomers in any mixing
ratio, or a physiologically acceptiable salt thereof, or a solvate, respectively, and 40 to
89 % by weight of the appropriate pharmaceutical vehicie(s).

The dally dosage for humans and animals may vary depending on factors that have
their basis In the respective apecies or other factors, such as age, weight or degree
of Einess and so forth. The daily dosage for humans usally ranges from 1 miligram to
500 miligram of substace to be administered during one or several intakes.
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Pharmacological Methods:

Neuropeptide Y3 Receptor binding studies:

The experimental protocol follows the method by M. Gobb! et al. as decribed in M.
Gobbi, T. Menninl, A. Vezzanl: Autoradiographic Reevaluation of the Binding
Properties of ['*][Leu™, Pro™] Peptide YY and ['*]] Peptide YYs.s4 to Neuropeptide
Y Raceptor Subtypes In Rat Forebrin, The Journa! of Neurochemistry, 1999, 72,
1883-1870, which is hereby incorporated by reference and Is part of the disclosure,
with modifications. Male Wistar rats are sacrificed by decapitation, their brains are
rapidly removed and the cortex is dissected. Homogenization ls performed in coid
conditions In the buffer: 120 mM NaCl, 4.7 mM KCl, 2.2 mM CaClj, 1.2 mM KH,PO,,
1.2 mM MgS0,, 25 mM NaHCO,, 5.5 mM glucose, pH 7.4, by meens of a Ultra-
Turmax homogentzar for 15 saconds at 13,500 rpm. The ratio between fresh tisasue
welight and buffer volume s of twenty times. The membrane is centrifuged for 10 min
at 48,000 g. The supematant is discarded and the pellet Is washed, resuspended and
recentrifuged three more times. The final membrane resuspenelion s performed in
the buffer: 120 mM NaCl, 4.7 mM KCIl, 2.2 mM CaCl,, 1.2 mM KH,PO,, 12 mM
MgS80,, 256 mM NaHCO,, 5.5 mM glucoss, 0.1% BSA, 0.05% bacitracin, pH 74, ata
20 mi/g retio of fresh tissue. The radicligand used s ['2}-PYY ;.o at the
concentration of 28 pM. Incubation volume: 500 pl. A 1 M concendration of BIBP
3228 s added to the incubation medium In order to saturate receptor Y,. Incubation
Is performed at 25 °C for 120 minutes and ended by rapid fitration in a Harvester
Brandal Cell through fiber giass fiters of the brand Schisicher & Schuel GF 3382
pretrastad with a 0.5% polyethylenimine sciution. The fliters are coii-washed three
imes with two milliiters of the same buffer used In homogentzation. The filters are
transfermed to vials and 5 mi of Ecascint H liquid scintiflation cocidall are added to
each vial. The vials are allowed to reach steady state for a few hours before counting
in a Wallac Winspactral 1414 scintiliation 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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Method ()

The methods used for membrane preparation and binding am similar to those
deacribed by Y. Hu, B. T. Bloomquist et al. In Y. Hu, B. T. Bloomquist et al., The
Joumnal of Biclogical Chemistry, 1886, 271, 26315-28319 with modifications. Sakd
iterature description Is herewith incorporated by refsrence and forms part of the
disclosure. Cells C8 were transfected with the rat Y5 receptor. The cells were grown
under standard culture condltions in 150 cm? dishes and they were harvested using a
rubber scraper and 10 ml PBS. The cells from five dishea were collectad and
centrifuged 2.500 g for 5 min {(4°C). The peliet was washed by resuspending in 3 mi
buffer (Trie-HCI 10 mM, pH 7.4), homogentzed using a Potter S homogentzer, 10
strokes et 600 rpm and centrifuged 48.000 g for 20 min (4°C). The pellet wae
resuspended in 8 ml membrane buffer (Tris-HC! 25 mM, NaCl 120 mM, KCI 6 mM,
KH,PO, 1,2 mM, CaCl; 2,5 mM, MgSO, 1,2 mM, BSA 0,15 mg/mi, Bacitracine 0,5
mg/mi, pH 7,4) and rehomogenized using the Potier S, 10 strokes at 600 rpm. The
protein concentration In the Incubation was 40 pg/mi. The radicligand was ['“®|}-PYY
(100 pM) In a total incubation volume of 200 . Following Incubation at 25°C for 2 h,
the reaction was stopped by addition of 5 ml lce-cokd buffer (Tris-HCI 25 mM, NaCl
120 mM, KC1 5 mM, KH,PO, 1,2 mM, CaCi; 2,5 mM, MgSO, 1,2 mM, pH 7.4) and
rapid filration In a Harvester Brandell Cell using filters (Schieicher & Schuell GF
3362) pretreatsd for two hours with 0,56% polysthylaneimine. Fiiters were washed
one time with 5 mi ice-cold buffer. The filters were placed into plastic scintliation vials
and 5 mi acintilation cocktall 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 M de pNPY. All binding assays were done in
triplicate.

z6o
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Method (WN)

Binding to Neuropeptide Y,

The experimantal protocol follows the method by Y. Dumont et al. as described In Y.
Dumont, A. Foumler, S. St-Plerre, R. Quiron: Characterization of Neuropeptide Y
Binding Sktes In Rat Brain Preparations Using ['Z1][Leu®', Pro™]Peptide YY and
['®1)Peptiie YY, 5 a8 Selective Y1 and Y2 Radloligands, The Journal of
Pharmacology and Experimental Therapeutics, 1895, 272, 673-880, with slight
modifications. Saki iterature description ls herewith incorporated by referance and
forms part of the diaclosure.

Male Wistar rats are sacrificed by decapitation, their brains are rapidly removed and
the hypoccampus ls dissected. Homogentzation Is performead In cold conditions in the
buffer: 120 mM NaCl, 4.7 mM KCI, 2.2 mM CaCl;, 1.2 mM KH,PO,, 1.2 mM MgSO,,
25 mM NaHCO,, 5.5 mM glucose, pH 7.4, by means of a Ultra-Turrax homogenizer
for 16 seconds at 13,500 rpm. The ratio between fresh tissue weight and buffer
volume s 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 NeCl, 4.7 mM KCI, 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% baciiracin, pH 7.4, st a 80 mi/g ratio of
fresh issue. The radioligand used Is ['I}-PYY; 5 at the concentration of 28 pM.
Incubation volume: 500 . Incubation is performed at 25 °C for 150 minutes and
ended by rapid fitration in a Harvester Brandel Cell through fiber glass fiiters of the
brand Schisicher & Schuell GF 3362 pretreated with a 0.5% polyethylenimine
solution. The filters are cold-washed three times with thras millilters of the same
buffer usad in homogenization. The fiters are transfermed to vials and 5 mi of
Ecoscint H liquid scintiilation cockiall ere added to each vial.The vials are allowed to
reach steady state for a few hours before counting in a Wallac Winapectral 1414
scintillation countar. Non-specific binding ls determined in the presence of 1 uM of
pNPY (Neuropeptide Y of porcine origin). The assays are performed In friplicate.
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Bohavioural models (Food Intake measurements)

In both test, animals rats (Male W, 200-270g, obtained from Harlan, S.A) were used.
The rais are acclimatized to the animal facility for at least 5 days before being
subjected to any experimental procedure. During this period, animale were housed In
groups of five in transiucld cages and provided with food and water ad libitum. At
least 24 hours before the tests, animals are adapiad to singie-housing conditions.

Noctumal 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 avallable ad liblitum. immediately befors lights tum off, rats are weighed,
rendomized and dosed (orally or intraperitoneally), elther with vehicle or selected
benzoxacine-compounds of general formula (I). Thereafter, rats are retumed to home
cages and food left on top covers is maasured. Remaining food and animal's weight
Is measured next moming.

The above mentioned methods are described In Ants Kask et al., Europan Joumnal of
Pharmacology 414 (2001) 215-224 and Tumbull 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 fastad for 23 hours in home cages, and after this period dosed (orally or
intraperttoneally), sither with vehicle or benzoxacine-compound of general formula (1).
One hour later prewsighed 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 Tumbull et al., Diabetes, Vol. 51, August 2002, , which are
heraby incorporated by reference and form part of the disclosure.

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

The Intermediates of general formulas (IV) and (V) were prepared by means of
conventional organic chemistry methods known to those skilled in the art. The

preparation of some of the ntermediates of general formulas (IV) and (V) is shown
below:

Example A:
Synthesls of a compound of general formula (IV)

2-chioro-N-{(4-phenaxyphenyi)acetamide

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
chioride (1.18g, 10,5 mmoles) in 10 mi dry dichloromethane. The resulting reaction
mbdure ls stimed for 1 hour at room temperature. Aiterwards said reaction mbdure (s
washed with 2x30 mi HCI (2 N) 1x30 m! water, dried with sodium sulfate and the scivent

evaporated. 2,48 g. (Yield 85 %) of 2-chioro-N-{4-phenoxyphenyl)acetamide were
obtained.

IR em{(KBr) :3270,1660, 1508, 1480, 1236, 843, 752, 601.
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Example B:

Synthesis of a compound of general formula (V)

Preparation of 6-Chioro-1-{piperidin-4-yl}-1 4-dlhydro-2H-3,1-benzoxazin-2-one

$CG" O, O

oH

N T (5-—;). )
i C Y
Boc

Boc W)

a)  1-{gerr-Butyloxycarbonyl}-4-{4-chioro-{(2-hydroxymethyiphenylamine)]
piperidine

A solution of 1-{ger-Dutyioxycarbonyl)-4-piperidinone (20 g, 0.10 mol), 2-amino-5-
chiorobenzylic aleohol (17.34 g, 0.11 mol) and acetic acid (14 mL, 0.22 mol) in dry
toluene (500 mL) was heated at refiux temperature, with water elimination by means
of azectrope distillation with Dean-Stark, for 6 hours. The mbdure was then cooled
and vacuum concentrated up to haif volume. NaBH,CN (20 g, 0.32 mel) 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 stimed at room temperature for 24 hours.
The mixture was vacuum concentrated and the residue was dissolved in ethyl
acetate (750 mL), washed with a NaHCOy-saturated solution {4 x 260 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 obteinad as an ofl (32.7 g, 68%).
TH NMR (CDCl,): 1.32 (d, /=11.2 Hz, 2H), 1.41 (s, 8H), 1.02 (d, /~11.2 Hz, 2H), 2.62
(t, /12.0 Hz, 1H), 3.10 (s, 1H), 3.37 (m, 1H), 3.88 (d, /=~ 13.7 Hz, 2H), 4.4 (s, 2H),
4.75 (s, 1H), 6.52 (d, = 8.6 Hz, 1H), 6.98 (s, 1H), 7.07 (d, /= 8.6 Hz, 1H).
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b)  1<{1-terrButylaxycarbonyl-4-piperidinyl)-8-chioro-1,4-dihydro-2H-3,1-
benzoxaxin-2-one

N, N-dlisopropylethylamine (DIEA) (43 mL, 0.26 mol) and triphosgene

(6.85 g, 26.2 mmol) were added to a solution of 1-{ter-Butyloxycarbonyl)-4-{(4-
chioro-(2-hydroxymethyl) phenyl-amino)lpiperidine (27.0 g, 78 mmol) In dry THF
(250 mL) cooled at 0°C. The reaction was stimed at 0°C for 1 h and at room
ternperature for 72 h. Ethyl ether was added and the mixture was cooled at 0°C far
3 h and the DIEA hydrochioride was then fitered. The filtered solution was
evaporated to dryness and the reskiue was dissoived in ethyl acetate (750 mL),
washed with 5% solution of critic acld (2 x 500 mL), water (250 mL) and NaHCO5-
saturated solution (2 x 500 mL). The ethyl acetate solution was dried (MgSO,),
fitered and evaporated under reduced pressure. The residue was brought to the bol
with ethyl ether untl the whole s0lid was dissoived and then cooled ovemight to yleld
the desired compound in crystalline form (28.8 g, 67%).

Melting point 177-178 °C

H NMR (CDCly): 1.48 (8, 8H), 1.78 (d, y= 10.1 Hz, 1H), 2.54 (m, 2H), 2.78 (m, 2H),
3.98 (m, 1H), 4.28 (m, 2H), 5.02 (s, 2H), 6.98 (d, /~ 8.7 Hz, 1H) 7.13 (d, ~24 Hz,
1H), 7.28 (dd, = 8.7 Hz, /= 2.4 Hz, 1H).

¢) 6-chioro-1-{piperidin-4-yi}-1,4-dihydro-2H-3,1-benzoxazin-2-one
hydrochloride

A solution of 1-{(1-fert-Butyloxycarbonyl)-4-plperidinyl}-8-chioro-1,4-dinydro-2H-3,1-
benzoxazin-2-one (24 g, 85 mmol) in ethyl acatate (500 mL) was cooled at 0°C. A 5
M solution of hydrogen chioride in ethyl ether (500 mL.) was then added and the
resulting mbdure was stirred at 0°C for 4 h. The precipitate formed was collected by
fiitration, washed with ether and vacuum dried to yield the desired product as a solid
(16.95 g, 97%).

Meiting point 264-257 °C
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H NMR (CD;ODY): 2.13 (d, J= 12.2 Hz, 2H), 2.88 (m, 2H), 3.20 (m, 2H), 3.63 (d, /=
12.8 Hz, 2H), 4.24 (m, 1H), 5.16 (s, 2H), 7.31 (m, 2H), 7.41 (dd, = 8.8 Hz, )~ 2.6 Hz,
1H).

Several substituted 3,1-benzoxazin-2-one compounds were prepared via the
respectively substituted benzyl alcohols by reducing the respectively substituted
anthranllic 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-yi)-1 4-dlhydro-2H-3,1-benzaxazin-2-one, 7-methyl-1-(piperidin-
4-y1)-1 ,4-dlhydro-2H-3, 1-benzoxazin-2-one, 8-methyl-1-{piperidin-4-yi)-1,4-dihydro-
2H-3,1-benzaxazin-2-one , 5-methoxy-1-{piperidin-4-yi)-1,4-dhydro-2H-3,1-
benzoxazin-2-one, 8-flucro-1-(piperidin-4-yi)-1,4-dihyiro-2H-3,1-benzoxazin-2-one,
8-methouxy-1-{piperidinyl)-1,4-dihydro-2H-3,1-benzoazin-2-one, 5-methyl-1-
{(piperidin-4-y1)-1,4-dihydro-2H-3,1-banzoxazin-2-one, 7-fluoro-1-{piperidin-4-yi)-1,4-
dihydro-2H-3,1-benzoxazin-2-one, 5-flucro-1-{piperidin-4-yi)-1,4-dhydro-2H-3,1-
benzoxazin-2-one, G-methoxy-1-{piperidinyl)-1,4-dihydro-2H-3, 1-benzoazin-2-one,
5-chloro-1-{piperidinyl)-1,4-dlhydro-2H-3, 1-benzoxazin-2-one, 7-chioro-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 b-
mathoxy-1-{piperidinyl)-1,4-dihydro-2H-3, 1-benznxazin-2-one, 8-methoxy-1-
(piperidinyl)-1.,4-dihydro-2H-3, 1-benzoxazin-2-one and 8-methoxy-1-(piperidinyl)-1,4-
dihydro-2H-3,1-benzoxazin-2-one compounds according to conventional methods,
0.g. BBr; in an Inert organic solvent ylelds the reepective S-hydroxy-1-(piperidinyl)-
1,4-dihydro-2H-3, 1-benzoxazin-2-one, B-hydroxy-1-{piparidinyl)-1,4-dihydro-2H-3,1-
benzoxazin-2-one and 8-hydroxy-1-(piperidinyl)-1 4-dhydro-2H-3, 1-benzoxazin-2-
one compounds. The unsubstituted benzoxazin-2-one 1-(piperidin-4-yi}-1,4-dihydro-
2H-3,1-benzoxazin-2-one Is prepared according the method described in J. Med.
Chem. 1685, 38, 4634 and J.Med.Chem. 1008, 41, 2146, which are hereby
incorporatad by reference and form part of the disclosure.
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The substituted anthraniiic acids were reduced by conventional methods known to
those skilled in the art, e.g. by the uae of LIAIH, as reducing agent in anhydrous THF
under an inert-gas atmosphers, e.g. argon or nitrogen. Thie process Is very efficient
and in most cases the respective 2-aminobenzylaicohols are obtained In very good
ylelds.

General instruction for the reduction of substituted anthranfiic acide:

To a three neck flask, equippad with a mechanical stimer and an Inlet for gaseous
nitrogan, 100 mL anhydrous THF and 118,86 mmoiles of LIAIH, were given and the
resulting suspension cooled to 0 °C. After the addition of 58,3 mmoles of the
reapeciive substituted anthranilic ackl in 150 mL anhydrous THF, the resulting
reaction mbdure Is warmed to room temperature and stimed 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 suspenalon s fitered and washed with
ethylacetsts.

The organic phase is washed with water, dried and the solvent evaporated. in moet
cases the resulting pmdudmayhaun_adwlﬂmﬂhﬂupuﬂﬂaﬂon.

Example 1:

Preparation of 1-{1-{N-{8-oxo-8H-fluoren-2-yijaminocarbonyimethyl}-4-
(plperidinyl)}-1,4-dihydro-2H-3, 1-benzoxaxin-2-one hydrochloride.

A mbdure of 1-(4-piperidinyl}-1 4-dihydro-2H-3, 1-benzoxazinons hydrochioride (2.68
g, 10 mmol), N-(8-oxo-8H-flucran-2-yi)-2-chloroacetamide (2.90 g, 11 mmol) and
KoCO, (5.53 g, 40 mmol) In DMF (40 mL) was stimed ovemight at room temperature.
Hz0 (100 mL.) was then added and the precipitate formed was collected by
filtration.The solid was disscived In hot ethyl acetate, washed with water, dacanted,
dried and evaporated to drynesea. The residue dissolved in EtOH was brought to
pH=3 with a 1M solution of hydrogen chioride In EtOH and filtered to yield the desired
hydrochloride in crystalline form (3.73 g, 74%).
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Example 104:

Preparation of N-{4-chioro-2-{2-chlaro-benzoyl)-phenyl]-2-{4-(8-chioro-2-oxo-4H-
benzo[d][1,3joxazin-1-yi}-piperidin-1-yl}-acetamide hydrochioride

S = g

A mixture of 1-{4-piperidinyl)-1,4-dihydro-2H-3,1-benzoxazinone hydrochloride (161
mg, 0,60 mmol), 2-(2-chioroacetamide)-2',5-dichiorobenzophenone (226 mg, 0,66
mmol) and K;CO5 (330 mg, 2,40 mmol} in DMF (10 mL) le stirred at room
tamperature overnight. Aflerwards H,0 (15 mL) Is added and the formed precipitate
separaied by filiration. The solid Is dissolved In ethyl acetats, washed with watar,
dryed and the solvent avaporated. The so obtained restude s dissolved In ethanol
and upon addition of 0,22 mi of a 2,8 M solution of hydrachioric acld in ethanol abs.
the hydrochloride salt Is crystaliized, which was fitered and dryed. 208 mg of a while
solid were obtained (Yleld 01%).

IR (o) KBr: 3388, 2860, 1702, 1493, 1285, 1248, 1202, 1042, 948, 758.
TH-NMR: 1.9 (d, /=12.9 Hz, 2 H) 2.9 (m; 2 H) 3.2 (m, 2 H) 3.5 (d, /1.2 Hz, 2H) 4.0
(8,2 H) 4.2 (M, 1 H) 5.0 (s, 2H) 7.3 (m, 4 H) 7.4 (m, 1 H) 7.5 (m, 2H) 7.5 (m, 1 H)
7.8 (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-
de).

Melting point: 201-204 °C
The melting point and the spectroscopic data for the Identification of some of the

benzmmzinone-derived compounds of general formula (1) prepared analogously to
the methods described in Examples 1 and 104, are shown in the following tables:

26t



In the compounds according to examples 1-100 three of the substitutents R, R?, R?
and R* as wel as the substituents R® to R? all represent H. Thus, the general formula
(1) may be written in the simpitfied form (la) given below, wherein RX indicates the
respective substituent R'-R*.

R1

T2,

Bats
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™ 1|z(q.m).1.m¢..m 730(d, /=73 H, 1H), 7.39(d./
3.8 Ha, ZH), 7.56 (4,7 = 8.8 Hs, 2H), 10.23 (s, 1H), 1092 (s, 1H).
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ETOD11PCT o4
Ex [ A L | Mp (O et HL-NMR (300 MHz),8 (solvent)
1.00 (/= 7.0 Ha, XH), 1.98 (4 J = 13.0 H, 2H), 2.77 (s, 35), 208
D 3T D e S e ol o 50 310 2o G g
-0
» | 6CH, (OB H N EDO 29y, 1286, m1:a?'-n&m1w(mm1nhm1z(-.
) 16, 1040, 766 757 (4, J= 8.4 Ha, 2H), 10.24 (s, 1H), 1097 (s, 1H). (DMEO-
He
1,
1(d, /=128 Ha, 290 (m, J=12.1 Hx, 7H), 341 (m, 2H),
sl x| a| s [ L | = | o 2, BERR SRR R R
0 M 10071 1926, 1D, 11.13 (4, 1E). (OMBO<)
%6 1G (d, J= &8 1.92(d, /= 12.4 Hs, IR), 2.6 (m, J= 10.6
0 Sl R L SR
B Bl N THT Basitr [T 1600713 0n €030 m €0 41 5 T B85
A OME0-L
HC” oK,
(&= 125 Fir, ZH), 2.89 (m, /= 12.3 Fi, 7H), 3.04 (m, 2H),
cucn, T 510 G2 T o 1ED, 730 e 5 i T,
24020 - 1 -
- " " 1.':3%7&“‘“”(&1’).1&1’“1“1"7“““
”“J-’Jnmm“l-luhmnhmwr
I S T 0
2
u «a Ch u )N 294, 1201, 1003[7= 7.9 He, 1K), $.47 (s, 1K), 10.33 (s, 1H), 11.16 (s, 1H). (DMBO-
RC

Y 7
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ET0011PCT L]
» | o | o Mp("Q) Rear H-NMR (300 MHz),§ (solvatt)
PASAIOST, | g (d Jm124 290 (m, J= 11.9 Hs, 2H), 3.40 (m, 2,
oo 102 m&:-nm&ﬁm%mummns«m
B H mae l¢ 1252, [126m U, 7294, J=7.3 Bx, 1H), 740 (w, AR), 7.69 (4, /=88
o F,‘,m ), 1028 (a, 1), 1135 (a, 1H). (OMBO-4)
m,
ma peoummaemmenists
mam h
¢a B 199, s (A E8 Fin ZHD, 10.36 (n 1HD, 11.24 x, LE. (OMBO.4)
(] 1199, 1042,
Sé.‘?#, 12.8 Hs, ZH), 240 (s, 3H), 291 (s, ZH), 342 (m, 2H),
X 13(4,/~
0.0 1561, 1450, tﬂﬁl-m&%mhmwumsm«.m
&CH, H D306 1,1285, [7.10 (en, ZI), 7.25 (4, /= 6.8 i, 1H), 738 (1, /=74 Hx, IH), 7.2
1237, 1105, 916, o, SED, 007 (5, 1), 1037, 1) 1175 % 1H). (DMBO-4)
(]
(T | e | e [ peciammpnemisn s,
13 8
sa u 571, 129, 1201 :ﬁwmmummnm #
o
b13(d, /=133 240 291 (m, /= 120 Hs, 2H),
) Tl I T T
08 ;
o, H 7 fadast (‘I"Jﬁmb'.l.ﬂl?d.l- 73 Ha, IH), 005 (s, 1H), 10.19(s,
oM H), 13.22 (s, 1H). (DMEO-dy)

TSEYI/ED OM
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ET0011PCT e
Bx R® » M0 Rexr 'H-NMR (300 MEz),3 (solvest)
B405, 3059, un(u-nun:.mmon.msn(p.msaul-n
1702, 1609, ZH), 4.2 (s, ZH), 429 (m, 1H), 5.16(s, 2H), SAS (s, 1K), 552
2| = ] >225 (doo.) [1461, 1395, 10, 7,13 (m, 1H), 7.32 (m, SE0, 7.35 (4, J= 73 Hx, I,
ga.mz.m. (8, J 4.1 Hs, 1H), 7.72 (m, ZH), 796 (s, 1), 10.27 (s, 1),
& 1.17 (s, 1H). (DMSO-4)
) o o kz““:;:’mmmé’;m’:&’a‘
¥ e R . 29222 1491, 1295, xzzm1ao-.nn.1a(u-unum.m«un
1200, 1042 (1028 o, 1), 11.17 (s, 1H). (DMEO-dy)
OH
O @ mo.:-un..m,usu.l-mn..mmumm
1710, 1683, 340 (m, TH), .64 (4, J=11.0 Hx, ZH), 3.54 (m, 1K), 4.17
© | s, H - 1384, um).w(u-mn-.mmmmm(nmw«
11326, 1225, 955, {7=7.3 s, 1H), 744 (m, 1K), 7.60 (m, 3H), 8.05 (4, J=7.7 H, L),
) RA3 (s, 1H), 10,18 (s, 1K), 11.00 (s, 1E). (DMBO-4)
HC
o [L108.-127 Me. 21024 (1 SE) 29 0m, 20 34 (m 2 E) 36 (d,
cegm fI5s6 1377,  Pe120Me2H)38Q 115 Hy 164 (8 2H)S.1(, 2H) 7.1
a | ea, H lll!.lw.!n. m, 2 ) 7.2 (4, J=7.1 Hs, 1 H) 7.7 (4, /8.5 Hx, 2 H) 7.8 {5, 2 )
CF, 102 (s, 1 H) 11.1 (s, 1 H). (DMB0-d5)
S LR A o
b 1) 38
2 | s, H \O m m:n%n%&?mvﬂ¢2n‘n:'zmmmxm
o thmm




L

Sl

(Fﬁ

ET0011PCT o
= »e b weo [ mar :NMAR (300 ME)  (eivent) g
e i6e PO D9 Hx, 25)29 (3. 120 Ha 2H) 33 (m, 2 ) 26 (4 g
16284 [1553, 1334, =122 He 2H)4.2(s, 2 H) 43 (4, /=122 Hx, 1 H) 3.1 (s, 2H) 7.1
2 a T g oan, [ 1 E)7:2(4, 0.3 1in, 1 E) 7.3 (4, J-0.7 e, 2 H) 7.6(4, 0.8
CF, r.zn)uo-.zmm.z(-.lmlumlm.m
T pminet e
ea B \© Mam |G ISR, fom 27072 G, S ) 764,75, 1) 01 (1 ED 1060 1
(DMS0-46)
25,
1707, 1611, :.o(a.nznh.:mu(q,nnn-.zmuommu(i.
sa x 24285 [1557,1505  [-120Hs, 2H)42 (4,2 H) 43 (m, 1 H) 5.1 (&, 2H) 74 (m, 3H)
- 112, 104,969, 7.7 (m, 20 7.8 ¢, 2 ) 10.2 (5, 1 B) 11.0(s, 1 H). (DMSO-35)
3
N0, [0 Mi34 Hs, 3E)29 (m, 21)33 (m, 2H) 3.6 (4 1L B,
m:m RH)4.1(s,2 H) 43 (m, 1 H) 5.1 {s,2 H) 71 (dd, =73, 59 Ha,
H " Wm o, Fuusmu(amnzmmmmluutm. ’
1
B B
s " \O s (i Je7.1 Hx, 1 H) 733, 7.1 Bx, 2 H) 7.6 Gm, 2 F) 102 s, 1 H)
c 255, 1201 0.5 (s, 1 H). (DM30-46)

w2
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ET0011PCT L]
= | L o Np(Q Rex' H-NMR (300 MHs),3 (sciven)
p401, 2992,
17,1708,  B.0(d, J=12.7 Ex, 2 H) 2.9 (m, 2 H) 34 (m, 2 H) 3.7 (4, /=115 Hx,
L] H 268202 1538, :u)u(n.sms.l(umno-.|m1.1(d..ﬁ-1.ln..unu
oN 1, 1042, 950, [, 2 ) 7.8 (m, 4 H) 102(s, 1 H) 11.1 (s, 1 H). (DMS0-6)
- ®
AT e T
o | s, " \©\m 4 m';:" mzmu(d.mn.lm'mm‘mlu(umu.w{x
(DMS0-d6)
u.rm. (d, J=12.6 Hs, 2 H) 29 (m, 2 H) 3.3 (m, 2 H) 3.6 (4, /=122 Hix,
0 sa " e 1662, 1541, )42 (s. 2H) 4.3 (m,1H) 5.1 (3, 2 H) 74 (m, I B) 78 (. 4 H)
313, 0.2 (s, 1H) 11.0(a, 1 H). (DMS0-d6)
CN 040, 342
mm 2.0 (4, =125 Ha, 2 H) 1.5 (s, 3 H) 2.9 (m, 2 H) 3.3 (m, 2 H) 3.6 (4,
™ - . sz [13851261, Pell4BR2H)41 (62 H)43 (1 E)5. (0 2H) 7.0 (m | H)
CH, 043, 548, P24, M3 B, 1 K) 73 (w,2 H) 7.7 (4, M8 Ha, 2H) 79 (4,
T ha. 771 8.8 1, 2 H) 10.2 (3,1 H) 10.3 (s, 1 H). (DMBO-d6) ’
B3414,3030 R.1(d, J=13.0 Hx, 2 H) 2.3 (s, 3 H) 2.9 (q, /=119 Hz, 2 H) 3.2 (s,
17101891, R H)3.6(d, J~11.1 Hs, 2 H) 3.8 (t, J=11 Hs, 1 H)4.0 (s, 2H) 5.0
2 | sy, H 12167 | oogiexy I, 2 H) 69 (m, 4 H) 7.0 (m, 3 H) 7.2(d, J=7.0 Bz, 1 H) 7.3 (t, J-84)
o enala Fzmu@,mn.znmmmxummm

IS68I/E0 OM

F g2
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ET0011PCT o
) B B weo | Rat YPL-NMR (300 MFix), g (acbvent) ;
S
35, (4131 He2H25(431029 (m 2H)34 (= AT
M7,  [m119Hs, 2H)42 (s, 2H)43 (m, 1 H) 5.1 (s, 2 1) 74 (m, 3 H)
sa H 204286 (16671600,  [7.7(d, 8.6 Ha, 2 H) 8.0 (4, /=8.6 Hx, 2 H) 102 (s, 1 H) 11.0(s, 1
CH, 345, 1263, (DMBO46)
041,948
(o]
367,  bi1(a/14.5Hs,2H)24 (s, I )25 (03H) 29 (m, 2H)33 ¢,
ﬁ::‘g. HH..!!I)!‘(&}-IUmz(:)}_:g;;lll!lnl%l(:)u
sch, H >280 , 2H)5.1 (5, 2H) 7.1 (m,2H) 7.2 2
CH, 256, 950, B, 2 1) 7.9 (4 Jo.8 Hx, 2 H) 102 (, 1 H) 109 (s, 1 H). (OMSO-
S ™
74,
s ey
ea B \©\ /© 22267 B_"'mm smuu.n‘mu.zmlu(-.udlu«.lmm
0O
e [&S1ABL2H)24 (3029 (m 2H)33 (m 335
oL 168, 114 Hx, 2H) 3.8 (m, 1 H) 4.1 (s, 2H) 5.0(s,2H) 7.1 {m, 2K)
scH, " a7 P P25 Ex, 1 B) 73 (m 2 H) 7.6 (dd, J63, 21 B, 1 H) 2.7
s oy (842,13 He, 2H) 78 3, 4 H) 102 s, 1 W) 109, 1 B)
(]
Bt 195 .o(u-lum.:mu(..zn)umzn)u@.mna
sa " 26259 [ISAL 1315, 42(s,2H)42 (m, 1 H) 5.1 (s, 2H) 7.3 (m, 3H) 7.5 (4, 13
20, 1001, 943, [E% 2 H) 7.6 (6 7.9 e, | ) 7. (m, 2 H) 7.7 (m, 4 ) 102, 1
g 109 (s, 1 H). (OMSO-5)
(o]




ET0011PCT 70
R ™ U weo | maer 11 NMR (300 MHx), 5 (solvens) .
17,3085,
L19S  [9(4, =137 Hs, 2H)23 (s, 3 H) 24 (m, 2H) 29 (m, Ai24, 4.0
a | ey - ey 4oz 1S, 2H)2.1 (m, 2H)32(s, 2H) 35 (m, 1 H)5.1 (, 3H) 69 (m 2
046, 965, 2.1 (4, /6.4 Bz, 1 H) 7.3 (4, 8.8 Kz, 2 H) 7.6(4, J=6.8 Hx, 2 H)
2 (s, 1 H). (CDCL)
y miim  SUSIRIRLe DI AR e
% | ocH, H 1817 e e Pi(,21) 65 (m 2H) 7.1 (4 M08, 1K) 7.6 (4, S0 x, 2
o7 846 74 (¢, 9.0 He, 1H)94 (5, 1 H). (DO,
219, how s1171x2023 03B 24 ¢ 1120 2H) 29 (4
1697, 1601, 124, 3.6 Ha, 2 H) 3.1 (4, J11.7 Hx, 2 H) 3.3 (s, 2 H) 33 (%,
o | ecn, B 154157 1522, 1443, 12.0,3.7 Bx, 1 H) 5.1 (s, 2 H) 6.9 (d, J=6.4 Bx, 1 H) 7.0 (s, L H)
213, 1047, 817, 1.1 (m, 2H) 74 (m, 2 8) 7.6 (4, 1.6 Hx, 2 H) 9.2 (u, 1H). (DL
= peumueenn e i
1
6 | scd, H Was :_:.}':g,“m J=10.6 Hx, 1 H) 4.0 (s, 2H) 5.0(s, 2 H) 7.0 (m, 2 H) 7.1 (m, 3
1037, 932, |4 (d, J=8.4 Hn, 2 H) 10.0 (bx, 1 H) 104(s, 1 H). (DMBO-d6)
92, [30mAM)L7(m 6H)20(d, 157 He, 31) 24 (m, 1 H)29 _?]
o 1547 J=12.5 Ha, 2 H) 1.3 (8, J=11.9 Hz, 2 H) 1.6 (4, J=10.3 Hx, 1 H)
e | sa H 825 1200 1201 (%,2H) 42.(s, Ji2.1 H, 1 H)S.1 (s, 2H) 7.1 (4, M0.6 N, 2
A%, 830 " 74 (m, 3B) 7.5 (4, J8.6 Hx, 2 H) 10.1 (be, 1 H) 10.5(s, 1 H).
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1L

ETON1PCT 7
= L] Ul Wp(C) | Rax' "HNMR (300 MEz),3 (sotvect) s
0. O 3058, 1.9«.:-1:.13..:5):.1(-,:193.1c-.:m:.:unux:.-lg
- - 21216 [SBL1610, R3S (s, 2H)42(, 103 Be, 11D 51 (8 2W) 7.1 (S0
296, 1036, 954, )1 H) 7.4 (m, 8 ) 7.6 (m, 2 H) 7.7 (4, J=7.1 Hix, 2 H) 10.1 (i, 1 )
O lln(-.m).(mma)
o)
8CH, H 168176
0. O 166, 9 (4, /~12.8 Hs, 2H) 2.7 (, 2 H) 3.1 (m, 2 H) 3.3 (4, ~~10.6 Hx,
ca - P H) 3.9 (5,2 H) 4.2 (m, 1 H) 5.1 (s, 2 H) 7.4 (m, SH) 7.5 (m, 3 H)
O 205, 1041, 956, [7.6 (m, 2H) 7.7 (4, J=8.1 Hx, 2 H) 10.0 (s, 1 E) 108 (s, 1 H).
o O 2508, 8 (4, /=93 Fiz, 2H) 2.3 (s, 3 H) 2.5 (m, 2 H) 2.9 (qd, A=12.6, 3.9
- 16 [0 184 2H) 3.0 (4, /=112 Hx, 2H) 32 (s, 2 H) 43 (tt, J=12.8, 4.6 Hs,
6CH, 509, 144, H) 5.0 (s, 2K) 7.0 (m, 2H) 7.1 (m, 1 H) 7.5 (m, 2 H) 7.6 (m, 4 F)
O 156, 1045 .8 (m, 2 H) 8.7 (d, J=8.1 Hx, 1 H) 11.9 (s, 1 E). (CDCL-d)
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ETO011PCT 2
B | B¢ R® » Mp(O Wear! *H-NMR (300 Mks),5 (solvent) ”
o PSPz s
I=12.1 Hz, 1
e B \©\/© 7 hse, 1507, 1.10!.2!'01!.1)('.12".11&15)71(4.3(355153lo.l(l.l
o 213, 1038 r):u(-.lm(nm&)
m}: (4, /=132 Hx, 2 H) 2.2 (s, 3 H) 2.5 (s, 3H) 29 (m, 2H) 3.4 (m,
a | ecu B man hes 1%, H) 3.6 (d, J=12.1 Hx, 2H) 42 (m, 3 §) 5.1 (5,2 H) 7.1 (s, 1 )
CH, 267, 1117, 946, 1(&23)1.1(&&&2!!)79(&”&.1}5102(&11
p N 109 (s, 1 H). (DMS0-d5)
(o]
L bogd, =11.5Hx,2H) 29 (m, 2 H) 34 (m, 2H) 3.7(4, M=12.3 B,
. W71, bH)42(s,2H)43 (m, 1 H)S.1(s, 2H) 54 (s, 1 ©) 7.1 (m, 1 )
® H B 20273 IOLIOS  [73(m, 2H) 73 (m, 3 H) 7.5 (44, J=8.2, 1.8 Hx, 1 H) 7.6 (m, 2 H)
1045,  [1.6(, 7.1, 1 H) 8.0(d, J=1.6Hs, 1 H) 10.1 (s, 1 H) 10.7 (s, 1
. (DM80-46)
OH
. am .0 (d, J=11.7 Hs, 2 H) 2.8 (m, 2 H) 3.1 (m, 2H) 3.5 (4,2 H) 43
0| sa : >300() fi490 14, [0 3HD52(s 2H) 73 (m, | H) 74 (m 3 ED 7.6 (m, 2 E) 7.7 (m,
201200  PHAO(s1H)103(s 1 M) 114 (s L H). (OMSO46)
(o]
101,  po(d, /=117 Hs 2 H)23 (s, 3H) 29 (m, 2 1) 32 (m, 2H) 3.6(4,
n | em, ) 281288 1561, H) 42 (m, 3 H) 5.1 (8, 2H) 7.1 (s, 1 H) 7.3 (m, 3 H) 7.6 (m, 2 H)
ls.lmmfn(.,:mmmmlmuln)lu(-.un.m
(o]




er—

ET0011PCT 7
U U U WO | Me FL-NME (300 Mita).3 (solvent) <
bess, 160, PO (4J=119Hs 2H)24 (5,3 H) 29 (m, 2H) 33 (m, 2H) 3.6 (4,
- . >300(da) 603, 1561, PH038(m 1H)42 (6 2E)S.1 (8,2 H) 7.1 (m, 2 73 (m, I H)
8, 1402, 1304, 1276{76 (0. 250 7.7 (m, 3 H) 805, 1 E) 103 (s, 1 ) 104 (s, 1 ).
o]
O o, 1. k“'"‘”"’é“”.’ 55 (a3 | D 3003
, 4l(2 .
ea B . 286289 h1agn, 1491, mlH)(;‘J(?HA(?II.IBI)!J7A“(A3HJ1JMZB)1.70.
1460, 1201, 1041 | g 8 1s, 2 H) 79 (s, 1 H)'102 (s, 1 H) 10.7 (s, 1 H). (OMBO-46)
OH
305, PO Je1L1 By, 2H)23 (s, 3 1) 29 (m, 2H) 34 (m, 2H) A7¢4,
@515,  Pl1AHL2H)43 (m IH)S.1 (1, 2H) S5 (s, 1 H) 59 (bx, 1 H)
ecn, H 196199 [ioq' 1208 [T 1 H)72(4. S04 HS, 1H)73 (m 2H) 73 (L M7.0 Bx, |
217, 1010 7.6 (4, 41.1 s, 1 H) 7.6 (4 79 H, | H) 7.7 (m, 2E) RO (s,
OH ' 1 H) 103 (s, 1 5 112 (a 1 H). (0MB0-36)
B.1 (4, J=13.5 Hx, 2 H) 24 (3,3 H) 29 (m, 2H) 3.3 (m, 2H) 3.6 (d,
. m.:a H‘mnzmuﬂ’.ﬁ-u?ynm)u(..zn):.x(..zmu
scH, B wans 133 [81071(m 2H)72(d, 74,1285, 2H) 73 (n, 1 D) 75 (4,
351280  [-68HL2H)77(m, 2H)79 (4,15 Ha, 1K) 10.1 (3 1E) 10;
[=. 1 H). (OMS0-45)
OH
0 (8,132 He, 2 1)22 8,3 )29 (m, 21033 (2 27 ]
16,  [=11.0Hs,2 H) 41 (s, 2H) 42 (m, 1 H) 5.0 (s, 2H) 54 (s, 1 ) 7.
scu, H n20 [I618, 1559, 1H) 7.1 (d, /2.4 He, 1 H) 7.3 (m, 3H) 7.4 (4 J-82 s, 1 H)
295, 1217, 1041 7.5 (m, 2 H) 7.6 (4, J=7.3 Hx, 1 H) 8.0 (s, 1 H) 10.1 (s, 1 1) 10.7 (s,
OH Fﬂ)-m
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ET0011PCT 74
nx U | U Mp("Q Reaxt HNMR (300 MEx).3 (sobvent)
1719, uo..:muon.m)n«.nl1n|.1mueu,4m:.o
631, 1609, J=11.6 Hz, 2H) 2.5 (m, 1 H) 2.9 (4, J=10.6 Hs, 2H) 3.4 (m, 2
F B m 512, 1397, s.s(p.zmu«.zmuon.lmu(-.zmuans
1200, 1 H) 72 (4, /8.1 Hx, 2 H) 7.4 (m, 2H) 7.5 (4, /0.1 Ha, 2 H)
oz(-.lmmm.lm
717, 1633, 3(, /7.1 Bz, 3 H) 2.1 (4, J=12.1 Hz, 2 H) 2.9 (d, J=10.1 Hin, 2
28, 1479, 34(m, 2H) 3.7 (m, 2H) 4.2 (s, 2H) 44 (m, 1 H) 44 (g, 7.1
SF H N 266  [1306,1242, 2H)53(s,2H) 7.1 (1, J=8.6 Ex, 1 H) 72 (4, J=73 Hx, L ) 73
, 1067, 781, [d, J=8.1 Hs, 1 H) 7.5 (m, 2 H) 7.6 (m, 3 H) 8.1 (, /~7.6 Ha, 1 H)
) (s, 1 H) 103 (s, 1 H) 11.0(s, 1 H). (DMB50-d6)
HC
168,  1.3(tJ=7.1 s, 3 H) 20(d, J=11.6 Hx, 2H) 2.9 (4, /106 Hz, 2
503, 1491, 34 (m, 2H) 3.7 (m, 2 H) 3.8 (s, 3 H) 42 (s, 2H) 43 (m, 1 H)
6-0CH, H N ¢ [0, (e, /=69 Hx, 2 H) 5.1 (s, 2H) 65 (m, 2 H) 72 (¢, 7.7 Ha, |
036, 209, u(d.mna.11!)15«..:#.63:.111)7.5(;33)“«.
,l .6 Hx, 1 H) 8.5 (s, 1 H) 103 (o, 1 H) 11.0(s, 1 H). (DMS0-d5)
HC
ma, ('.mm.smzn«.nuur.zmu(umu(d.
o LA e B e
- H N 2 homas,  biysS (o6t LE) 76 Cn 3 H) 1 (4,01 He 1 H)SS (s
H,c) 7 H) 103 (s, 1 H) 11.0 (s, 1 H). (DMBO-46)
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ET0011PCT 5
| o | o » Mp("C) Menr T NMR (300 MEx),3 (solvent) ‘
o
u(u-nn..:mu(u-mm.zmzs(..zmuhz
O @ z',,'ﬁ' 3.7(d, J=11.6Hx, 2H) 4.2 (s, 2H) 43 (m, 1 H) 44 (q, J6.6 g
n sa H N 4 1047, 2H) 53 (s, 2H) 72 (t, M7.3 Hs, 1 H) 73 (4, J+7.1 Hx, 1 H)
) 1 (.l..:mumsmuu.nnumo.s(ummo.
H,C
19, (d, J=12.6 Hx, 2 H) 29 (4, J=11.1 Hs, 2 K) 34 (m, 2 H) 3.5 (m,
4, 1507, H) 42 (s, 2H) 4.3 (1, J=11.6 Hs, 1 H) 5.3 (s, 2 H) 7.0 (d, J=8.1
o sF H BT s 129, zmum:mno.nsn.,:muu.mn.lm
o™ m.ulm.zn)u(-.lm11(4.nm..zmm¢..|
(o] . 11.1 (s, 1 H). (DMSO-d6)
m.:-mn..zmum-n.sm.zmzsh:mu«.
o, o9l B e
m 4
® B 1204, 1218, 1040 lb.1!)1.1(0.”.6!-.!!)7.0@:.3!)“(:.18)9.!(&
J
n(u-n.mumu(u-mm.zmum}-m.u
mum. 2H)3.1(d, /=116 Hx,2H) 32 (s, 2 H) 3.8 (m, 1 H) 39
8 | socH, H 88 Sn(gzmu(d.l-’ll!i.lll)“(d..ﬁﬂ.ﬁl:,lmﬂ(q.
lm.lmm‘llmu(q,n.sm,m)uto.n.llh.lmuhswu
) Hs, 1 H)84 (4, =20 Hs, | ) 94 (s, 1 H). (CDC,0)
1719, 9 (d, J~12.1 Hz, 2 H) 2.5 (¢ J=11.1 He, 2 H) 2.9 (gd, J=12.5, 4.0 ﬁ
676, 1604, 2H)3.1 (4, J~11.6Hs, 2H) 3.2 (s, 2 H) 38 (m, 1 ) 5.1 (8,2
s a ): 3 27 [1508, 148, 7.1 (s, 1 H) 7.1 (s, 2H) 7.3 (t, J7.1 Hx, 1 B) 7.5 (, /7.8 Hx, 1
o 195, 1048, u(u.:muu.r-qm-.:mu(a.mnlmua.




PAds

TS6Y80/S0 OM

ET0011PCT 78 A
| g L Mp(C) Renr L NMR (300 MHz),§ (solvent) J
s, [M9(4F=12.1Hs, 2 H)2.5(, /=116 Hx, 2H) 29 (m, 2F) 3.1 (4
. mn, ﬁ-u.sn-.zmu(-.zmn(u-lum.m)s.l(-,zn)n
6F H 37 2061100, [&/6SHx 1H)7.0(n | H) 7.1 (/7.1 Hs, 1H) 73 ¢, +73
264 nouun.sn..:mu«.n.m-.|mu(u-u
o 1H) 7.6 (m, 2H) 8.0(s, 1 H) 9.4 (s, 1 H). (CDCY-4)
ms, 9 (d, A=12.1 Hx, 2 H) 24 (¢, J=11.9 Bs, 2 H) 29 (m, 2 H) 3.1 (m,
o - . 136 :ll.l!l- H)32(s, 2H) 3.8 (qd, 121,38 Hs, 1 ) 5.1 (8, 2H) 5.6 (s, 1
99, 1042, umzmnmnmu(gmnumum:u)n
3H)8.0(d, 2.0 Bz, 1 H) 92 (s, 1 H). (CDC,-d)
OH
7,1701,  [19(4.J=11.6Hx, 2H) 23 (s, 3 H) 24 (1, J=114 Hx, 2H) 29 (gd,
O 476, 1345, 123, 4.0 Hie, 2 H) 3.1 (d, J=11.6 Hx, 2 H) 3.2 (s, 2 H) 3.8 (&,
s, : { 13 1033, 11.9,8.1, 3.8 Hy, 1 H) 5.1 (s, 2 ) 6.9 (, M8 Hx, 2H) 72 (0,
rld 74 (m, 3 H) 1.!(“.!-!.6.1.0&!!)&1((#15&11!)
H o.nnu(smuu H). (CDCY-)
1718, (d..l-lum.zmu(nzmzn(qa.)-luum.zm
654, 1624, 2 (4, J=11.6 Hx, 2H) 3.2(s, 2H) 39 (m, 1 H) 5.2 (v, 2H) 6.9 (&,
sF H 198 479, 1242, .1 Hie, 2 H) 7.2 (ddd, A=8.0, 5.2, 3.0 Fix, 1 H) 7.3 (m, 1 H) 74"
rIJ 204, 1067, 3H)7.5(dd, J=8.8,23 Hs, 1 H) 8.1 (4, M7.6 Hs, 1 H) 8.1 (s,
H 84 (s, 1 H)9.2(s, 1 H). (CDC,-d)
,-m_ 9 (4, J=10.6 Hz, 2 H) 24 (1, M=11.1 Hz, 2 H) 29 (qd, M=12.5, 3.5
T T
6ocH, H N 135 215, 1002,800, | o add, 78, 55,23 s, | H) 74 (m, 3 H) 7.5 (34, 8.6,
) 5‘;=olan(gu1unmlahxmu(¢.mn1
H

STICHEOTT/LOd
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EToo11PCT 14
| » »® » N ('O Rear! 'HLNMR (300 MTte)5 (sovext)
me,  [A(LJ=T.1H% 3 H)19(d J=12.1 Bx, 2H) 24 (=114 Hx, 2 H)
676, 1604, (m, 2H) 32 (4, J~11.6 Hx, 2H) 3.2 (3, 2H) 39 (m, 4 H) 44 (3,
78, 1257 .1 He, 2H) 5.2 (s, 2 H) 6.7 (4, J~8.6 Hs, 1 H) 6.7 (d, .1 Hix, 1
n | soc, " N 0 TR, 72 (013 Ea, L H)73 (. <43 He, 1 H) 74 (m. 2 H) 7.5 (m,
) iy H) 7.6 (44, 2=0.6, 2.0 B, 1 H) 8.1 (¢, 0.1 Hs, 1 D) 84 (d,
Hz, 1 H)9.2 (s, ! H). (CDCl-d)
HC
ST hesmanupimse
a2 | sox, B \0\ /© B us, hrlgtririgt xivie i Prap Ty ITAN
O
9(d, J=11.1 Hs, 2 H) 24 (m, 2 H) 29 (qd, J~12.4, 38 Be, 2 H)
. m,m |&nljﬂﬁz$nazmneﬁm;|azmum
n | 7w B 6 fuwm 67(d, =25 Hix, 1 H) 69 (m, 1 H) 7.0(d, J4.6 Hs, 1 H) 7.2 (m,
1215, 1043 )74 (m, SH) 7.5 (04, 8.6, 2.0 Bx, 1 E)&.1 (d, S~T.6 Hn, 1
A (% 1 H) 84 (d, /2.0 He, 1 H) 92 (s, 1 H). (CDCY-d)
pea2, 1701, J-9.6Hx, 2 H) 23 (L /=119 Ha, 2H) 28 (m, 2H) 2.1 (4,
U N
] . .
" | o " 768, l?lnA(‘(h.unu«a.ux.umxmu(n.zmn
OH n @, 7.5 Hx, 1 H) 8.0 (s 1 H) 3 (s, 1 H). (CDQYy-d)
175,  [9GAJm121Hs,2E)23 (o3 H)24 m 260 20(gd, 25,3
- > 2 R edn
204 X
® " AU b3 BHE | H) 74 (m 3RO A6 e L B84 (4
o Hs, 1 H) 93 (s, 1 F). (CDCY,d)

GTIEO/EOTH/LOd
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ET0011PCT n
Ty ™ » % (0 Rt YH-NMR (300 MFi)3 (solven)
1718, 1686,  [1.2(s, 7.1 Hx, 3 H) 1.9 (d, =106 Hx, 2 H) 24 (m, SH) 29 (qd,
1520, 1492, =129, 4.0 Fx, 2H) 3.1 (4, M=11.6 g, 2H) 3.2(s,2H) 38 (g,
CH, H 199 h3; 1309, [ e 2H) 38 (u, 1 H) 5.1 (s, 2 H)69 (m, 5H) 7.0 (m, 3 H)
rﬂ.m«.mum:mu«.m&.zmmmummu,-q
D 1 (s, 2 H) 24 (1, /~10.9 Ha, 2 H) 2.9 (g4, =124, 3.8 Hx, 2 H) 3.1
6 1, i1 e 3 9 (20 20 (4 L, A8 i, 1 F0 50 o
sa H 10 o e, H) 7.1 (m, 2H) 72 (o, 1 H) 7.4 (=, 4 H) 7.6 (44, J=3.5, 2.0 Hs, 1
N oD &1 (6 1 D014 M5 1e, 1 Y RA( 2058, LE}I3(n
(0,9
280, [13(,J7.1 Hx 3 H) 2.2 (4, J~12.1 Hs, 2 H) 29 (m, 2H)33 (m, 2
701, 1510, 17(d,/=11.1 Hz, 2H) 318 (g, /7.1 Hz, 2 D) 4.0(s. I H) 4.1
s-ocH, " 216 138, 1H)42 (s, 2H) 5.2 (8, 2E) 69 (m, ¢ H) 7.1 (4, J4.6 Hx, 2F)
267,125, 173 (e, 2H) 73 (m, 2H) 76 (4, J0.6 Hx, 2H) 102 (s, L H) 110
08,1029 1 ). (CDC-8)
1ns,
0 7 Hz, 2 H) 2.6 (4, /123 Hz, 2 H) 3.0 (m, 2 H) 32
86,1608, Ve 21D 33 (8. 310 30 (me| M8 (DS
498,1467, X Hz, 1H) 7.1 (m,2M) 7.2 (d, j6.1 Hx, 1H) 74 (m,
H R 209210 fy509 (21, 17(4 F13Mz, A H) T8 0 7.8 Hx, 1 H) 8O (4, 73
204,1043, 83(d, 84 Hr. 1H)0.7 (s, 1 H)

TS6V80/E0 OM



(414

ETO011PCT ™
= = 4 1] (O Rexr! TH-NMR (300 M), 3 (malvent)
1 R0 (d, /134 Hs, 2 H) 2.9 (m, 2H) 3.4 (m, 2H) 3.6 (4, M=11.2 Hs,
7o, PHL(2MA3 (m 1D 28576 1D7.1(m 18
100 B H M3 [y [2mIDII0AM 73 (@475 (m 1H)T6(@ 1 H)
oL 0.1 (s, 1 H) 10.6 (s, 1 H)

6290/50d3/10d

e 2



‘WO 03084952

1-yi)}plperidin-1-yil-acatamids.

10

piperidin-1-yf-acatamide hydrochioride.

1.8(a,2=11.9 Ha, 2H) 2.1 (s, 3 H) 2.5 (1, J=11.8 Hs, 2 H) 2.8 (m, 2 H) 3.1
(d, =110 Hx, 2 H) 3.3 (s, 2H) 44 (t, J=12.6 Hx, 1 H) 5.0(s, 2 H) 6.4 (4,
J=8.4 Bz, 1 H) 6.5 (s, 1 H) 7.5 (m, 6 H) 7.6 (d, /~0.2 Hx, 1 H) 8.9 (d, /=48
Hz, 1 H) 127, 1 H) (CDCLr€)

1709, 1648, 1361, 1500, 1284, 1220, 1083, 1041, 961, 821, 753

TH-RNER
20(d, J11.7 He, 2H) 2.9 (m, 2H) 3.3 (m, 21) 3.9 (m, 2 K) 4.1 (s, 2H) 42
(m, 1 H) 3.1 (6, 2H) 7.1 (s, 1 H) 7.2 (d, S7.0 Hix, 1 H) 7.3 (3, 3 H) 7.5 (m, |

H) 7.6 (m, 3 H) 7.7 (4, /82 Hy, 1 H) 78 (m, 1 ) 102 (s, 1 ) 11.0(s, 1 H)

| TRORET]
3384, 1702, 1686, 1523, 1288, 1238, 1041, 960, 761

2.1 (4, S13.4 He, 25) 2.3 (s, 3 ) 29 (m, 2 H) 3.2 (m, 2H) 3.5 (m, 2 H) 38
(m, 1H)4.0(s,2 H) S0 (s, 2H) 7.0(m, 2H) 72 (4, 7.5 Hx, 1 H) 7.3 (3, |
H)74(m, 1H) 7.5 (m, 3 H) 7.5 (4, J~0.8 Hz, 1 H) 7.3 (4, J-8.4 Fix, 1 H)
10.1 (x 1 H) 10.9 (s, 1 H) (DMBO-d6)

3354, 2864, 1701, 1670, 1477, 1288, 1236, 852, T

1.9(d, M12.9 Hx, 2 H) 2.9 (m, 2 H) 3.2 (m, 2 H) 3.5 (4, J=112 Hx, 2 H) 4.0
(02M42(m 1 A)S50(,2H) 13 (m, 4N 74(m, 1 H) 75 (m,2H) 7.5
(m, 1 H) 7.6 (dd, J=4.5, 24 B, 1 H) 7.8 (4, J=8.5 Bz, 1 H) 10.2 (s, 1 H) 10.9
(s, 1 H) (DME0-46)

TRRB]
2099, 1860, 1702, 167, 1493, 1295, 1246, 1203, 1042, 046, 798

29C



THNWR
1.9(d, A=12.6 Hs, 2 F) 2.4 (3, 3 H) 2. (m, 2 H) 2.9 (m, J=12.5, 4.0 Hz, 2
H) 3.1 (d, J~11.6 Ha, 2H) 3.3 (s, 2 H) 3.9 (m, 1 H) 5.0 (s, 2H) 69 (s, 1 )
6.9 (d, J7.6 Hz, 1 H) 7.0 (d, M3.5 Hx, 1 H) 7.0 (d, J~7.6 Bs, 1 H) 7.5(d,
3.5 Ha, 1 H) 104 (3, 1 H) {COCy-)

TR{REr]
2920,1718, 1618, 1528, 1453, 1383, 1294, 1208, 1143, 1045

piperkiin-1-yi}-acetamide.

1.9 (d, J=13.6 Hx, 2 H) 2.5 (o, A=12.1, 20 Bix, 2 H) 2.8 (qd, /=126, 3.8
Hz, 2 H) 3.1 (4, J=11.6 Hx, 2H) 3.3 (¢, 2H) 3.9 (m, 1 H) 5.1 (s, 2H) 6.9
(4,J+7.1 Hx, 1 H) 7.0(d, /3.5 Hs, 1 H) 7.1 (m, 2 /) 7.5 (d, /3.5 Hz, 1
H) 103 (s, 1 H) (CDC1y-d)

2938, 1701, 1528, 1500, 1458, 1271, 1207, 1145, 1045, 730

TH-RVMR
19 (4, /=111 Hx, 2 H) 2.4 (mn, 2 H) 3.0 (1, 2H)3.1 (d, /~11.6 Hx, 2 H)
32(2H)38(m,4H)52(s, 2H) 6.7 (t, /8.3 Hx, 2 H) 73 (t, A~83 Hx,
1H) 7.5 (m, 2 H) 7.6 (&, J=8.6, 2.0 Hx, 1 H) 7.8 (m, 2 H) 82 (m, 1 H) B6
(4, /2.0 Hs, 1 H) 93 (s, 1 F) (CDCl)

2935, 1719, L8015, 1509, 1477, 1257, 1141, 1084, 766, 733

TH-NWR
1.9 (4, /=11.1 Hx, 2 H) 2.5 (1, J=11.1 Hs, 2 H) 2.9 (qd, M=124, 3.8 Hx, 2
H) 3.1 (4, J=11.6 Bz, 2 H) 3.2 (s, 2 H) 3.8 (44d, M=12.1, 8.1, 4.0 Hz, | H)
8.1 (s, 2H) 7.1 (m, 3 ) 7.5 (&4, J=6.1, 3,0 Hx, 2 H) 7.6 (d, /8.6 Iz, 1 H)
7.8(m, 2 H) 8.2 (dd, /=55, 33 Hx, 1 H) 3.6 (s, 1 H) 9.3 (s, 1 H) (CDCly-d)

TR(REY)
3300, 1718, 1682, 1509, 1472, 1431, 1293, 1199, 1043, 806, 760, 726




QO

HHR3 A Dhydro-T1
benzojd][1,3]oxazin-2-one hydrochioride.

2.1 (m, 2H) 3.0 (d, J=12.1 By, 2 H) 3.5 {m, 2 H) 3.7 (4, =10.1 Hx, 2 H)
42(s, 2H)43 (m, 1 H) 52 (s, 2H) 6.7 (4, J=8.1 Hz, 1 H) 65 (m, 1 H) 7.1
(4, J=8.6 Hx, 2 H) 7.1 (4, J=5.1 Bs, 2H) 7.2 (m, 2 H) 7.5 (¢, J=8.1 Hx, 2
%1.1(1..1-0.5“.,:5)101(..1“)10.:(.,|m|o.o(-.m)¢mmo-

TRCTREN)
3192, 1701, 1609, 1560, 1508, 1476, 1229, 1071, 954, 779, 96

T RoqunoR 27 2-a0- ey plpendindyi-T A-dhydre- |

110

acsiemide.

THNMR

2.0(4, /=127 Hx, 2 H) 2.8 (1, J=6.0 Hx, | H) 2.9 (m, 3 H) 33 (m, 2 H) 36
(m, 3 H) 3.7 (t, 6.0 Hy, 1 H) 4.3 (m, 1 H) 44 (s, 2 H) 4.6 (m, 2 H) 5.2 (s,
TH) 7.1 (4, J=7A Hs, | H) 7.2(m, 4 B) 73 (4, J~7.1 B, 1 H) 74 (m, 2 H)
10.0 (s, 1 K) (DMS0-d5)

TRRBr)
3048, 2878, 1687, 1658,1606, 1464, 1397, 1043, 771

111

THRNMR

1.9 (4, /=12.1 Hx, 2 H) 2.5 (, M=11.1 Hs, 2 H) 2.9 (g4, J=12.5, 4.0 He, 2
H)3.1(d, /=11.6 Hx, 2H) 3.3 (s, 2H) 3.8 (m, 1 H) 5.1 (s, 2 H) 6.9 (dd,
J=7.6,25 Hs, 1 H) 7.0 (m, 2 H) 74 (44, J=8.1, 4.0 Hx, 1 H) 7.8 (44, J~8.8,
23 Hz, LH) 8.1 (d, J=9.1 Eis, 1 H) 8.1 (d, J=3.6 Hz, 1 H) 8.3 (d, J=2.0 Hx,
1 H) 8.8 (m, 1 H) 9.4 (s, 1 H). (CDClr4)

TR(REN
1701, 1500, 1438, 1272, 1205, 1044, 768

- AFFSeneold][T, Sfoazi- 1A piperdin-1- A QUGN By |

112

1.9 (4, J~12.1 Hx, 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 Fz, 1 H)
65 (m, 1 H) 7.0 (d, 9.1 Hx, 1 H) 7.4 (44, /8.3, 4.3 Hx, 1 H) 7.8 (&,
J=9.1,2.0 Hz, 1 H) 8.1 (4, J=9.1 Hx, 1 H) &.1 (d, J~7.6 Hz, 1 H) 8.4 (d,
J=25 Rz, 1 H) 88 (m, 1 H) 94 (s, 1 H). (CDCYy-d)

TR {RER)
3383, 1701, 1560, 1301, 1459, 1278, 1215, 1042




113

114

benzothiazol-5-yi)-acetamide

1.9(d, /=10.1 Hx, 2 H) 2.3 (m, 2 H) 2.9 (qd, J~12.5, 4.0 Hx, 2 H) 3.1 (&,
J=11.6Fa, 2H)33 (3, 2H) 3.8 (m, 1 H) 5.1 (s, 2H) 7.1 (s, 1 ) 7.1 (m\ 2
H) 74 (&4, 8.6, 4.0 Hx, 1 ) 7.8 (dd, /9.1, 2.5 Hx, 1 H) &.1 (d, J9.1
Hx, | H) 8.2 (A J=8.1 Hs, 1 H) 8.4 (4, 2.5 Bz, 1 H) 8.8 (d, J=2.5 Hz, 1
H)9.4 (s, 1 H). (CDCYy-d)

10, 1718, 1604, 1527, 1497, 1379, 1199, 1043

=

116

THNNR

1.9 (dd, ~~12.4, 1.3 Hs, 2H) 24 (4, /=121, 2.0 Bs, 2 H) 28 (s, 3 H) 29
(m, 2H)3.1 (d, J=~12.1 Hx, 2H) 3.2 (s, 2 H) 3.8 (gd, J=12.1, 3.8 Hx, 1 E)
5.1 (s, 2H) 69 (4d, J=7.6, 2.5 Hx, 1 H) 7.0 (m, 2 H) 7.5 (dd, J=8.6, 2.0 Hx,
1 H) 7.8 (d, M8.6 He, 1 H) 8.3 (4, /2.0 Hx, 1 H) 93 (s, 1 H). (CDCls-d)

1701, 1501, 1458, 1271, 1206, 1045

118

1.9 (4, J=11.6 Hx, 2 H) 2.5 (o, J=12.1, 2.5 Hz, 2 H) 2.8 (s, 3 H) 2.9 (qd,
J=12.5, 4.0 Hx, 2 H) 3.1 (4, J=11.6 iz, 2 H) 3.2 (s, 2 H) 3.8 {m, 1 H) 5.1
(s, 2 H) 7.0(s, 1 H) 7.1 (m, 2 H) 7.5 (44, J=8.6, 2.0 Hx, 1 H) 7.8 (4, 8.6
Hs, 1 H} 84 (s, 1 H)93 (s, 1 H). (CDChy-d)

TR{RB}
1718, 1608, 1509, 1465, 1379, 1292, 1200, 1043

19 (4, J=11,6 Ha, 2 H) 2.5 {m, 2 H) 2.8 (s, 3 H) 29 (qd, =12.5, 4.3 Hx, 2
H) 3.1 (d, J=11.1 Hz, 2H) 3.2 (s, 2 H) 3.8 (s, 3 H) 3.8 (m, 1 H) 5.1 (s, 2 H)
6.7(d, J=2.9 Hx, 1 H) 69 (m, 1 H) 7.0 (4, J=5.1 Hx, 1 H) 7.6 (44, J8.§,
108z, 1 H) 7.8(d, =86 Fa, 1 )83 (4, 201, 1 H)93 (s, L ).

1701, 1503, 1464, 1279, 1214, 1043




WO 03/084932 PCT/EMIINISDS
[l n-1-
yil-acetamide.
THRMR
1.9 (4, J=11.9 Ex, 2 H) 2.4 (1, =118 Hx, 2 ) 29 (g, M=12.4, 39 Hs,
Ex 2H)3.0(s, 6 H)3.1 (4, J=11.7 Hx, 2H) 3.2 (3, 2 H) 3.8 (m, 1 H) 8.1
17 (s 2 H) 65 (dd, /8.4, 24 He, 1 H) 6.9 (4, /=79 Ha,1 H) 7.1 (m, S H)

A Dimetfylaminc-phem)-214-2-con-4H-bernzofd][ 1, 3] caan-1-y1)-plpeniain-1-
yll-acetamide.

74 (t, =78 Ha, | H)9.0 (s, 1 H) (CDCI-d)

TRIRBY
3410, 2913, 1715, 1685, 1528, 1498, 1466, 1287, 1203, 1048, 764

118

jog

A

119

piperidin-1-y{}-acetamide.

TH-NNMR

19(d, J=13.7 Hx, 2 H) 2.4 (, J=12.1 Fx, 2 H) 2.9 (m, 2 H) 29 (s, 6 H)
3.1(4 115 Hx,2K) 3.2 (3, 2H) 33 (m, 1 H) 5.1 (3, 2H) 67 (m, 2
H) 7.1 (m, 3 H) 74 (m, 1 H) 7.5 (m, 2 H) 8.9 (s, 1 H) (CDCh-d)

[TRKBN)
3392, 1718, 1525, 1499, 1292, 1208, 1134, 1046, 813, 768, 733

henyFZ1a-{B-methyF-2-xo-Ar-benzola]l 1. Sjcoazn TF |

THRNR

2.0(d, J=11.3 Hx, 2 H) 2.3 (t, J=11.4 Hz, 2 H) 24 (s, 3 H) 29 (m, 2 H)
3.0(s, 6 H) 3.1 (m, 2H) 3.1 (s, 2 H) 3.4 (m, 1 H) 5.0 (s, 2 H) 6.5 (m, |
H) 69 (d, J=4.1 Hz, 1 H) 7.0 {m, 2 H) 7.2 (m, 3 H) 9.0 (s, 1 H)

TRTRET
3346, 1719, 1677, 1611, 1500, 1474, 1283, 1217, 1036, 775

.

2.0(d, J=11.9 Hs, 2 H) 2.3 (1, A=11.6 Hx, 2 H) 2.4 (s, 3 H) 29 (m, 2 H)
2.9 (s, 6H) 3.1 (d, J11.7 Hr, 2 H) 3.1 (s, 2 H) 3.4 (11, J=11.7, 3.7 Hx,
1 H) 5.0 (s, 2 H) 6.7 (4, J~8.8 Hs, 2 H) 7.0 (m, 2 H) 7.2 (4, ~6.0 Bx, 1
H) 7.5(d, J=0.0 Bz, 2H) 89 (s, 1 H) (CDClr-d)

TR KB}
36, 1719, 1672, 1524, 1283, 1219, 1036, 813

296



121

1.9(d, J=12.6 Bz, 2 H) 2.3 (s, 3 H) 24 (m, 2 H) 2.9 (m, 2H) 3.0(s, 6
H) 3.1 (d, /=12.3 Hx, 2H) 3.2 (s, 2H) 3.8 (m, 1 H) 5.1 (s, 2H) 6.5 (s,
1 H) 65 (d, /~19.0 Hx, 3 H) 7.2 (m, 3 H) 9.0 (s, 1 H) (CDCly-d)

TRREN)
3346, 1727, 1671, 1610, 1501, 1294, 1215, 1042, 806, 760

piperidin-1-yi}-acatamide.

THNNR

19(d, /=119Hs,2H) 23 (s, 3H)24(5,2H)23(s,2H) 29 (5, 6 H)
31(d,2H)32(s, 2H)38(s. 1 H)5.0(s, 2H) 6.7 (d, /=89 Hx, 2 H)
70(m,2H) 7.1 (4, /=84 Hx, 1 H) 7.5 (4, /8.9 Hx, 2 H) 1.9 (3, 1 H)

3278, 1719, 1523, 1508, 1214, 1045, 811, 763

THNMR
1.1 (4 J~7.0 Hx, 6 H) 1.9 (4, J=12.3 Hx, 2 H) 2.4 (ud, J=11.9, 2.0 Ha, 2
H) 2.9 (m, 2 H) 3.1 (4, J=11.7 Hx, 2 H) 3.2 (3, 2H) 3.3 (g, J=7.1 Hz, 4
H) 3.8 (m, 1 H) 5.1 (s, 2H) 6.7 (d, J=5.0 Hx, 2 H) 7.1 (m, 3 H) 74 (4,
J=3.0 Hx, 1 H) 74 (4, /=9.0 Hx, 2 H) 8.9 (s, 1 H) (CDCY,-d)

3338, 1720, 1677, 1523, 1499, 1261, 1203, 1049, 817, 753

acid methyl ester.
THNMR
1.9 (d, J=11.7 Ha, 2 H) 24 (xd, J=11.6, 1.8 Bx, 2 H) 3.0 (qd, J=12.4,
39Hx, 2H) 3.1 (4, /=113 He, 2H) 3.2 (s, 2H) 4.0 (s, 3 H) 4.2 (g,
Ex 4 J=12.3,3.8 Hx, 1 H) 5.1 (s, 2 H) 7.1 (g, /7.1 Bx, 2 H) 7.2 {t, J=6.1
124 Hz, | H) 7.3 (m, 1 H)7.5 (d, /82 Hx, 1 H) 7.5 (m, 1 H) 8.0(dd,

J=3.0, 1.6 Hy, | H) 88 (m, 1 H) 12.1 (s, 1 H) (CDCly-d)
3232, 1702, 1583, 1521, 1450, 1385, 1262, 1204, 1090, 1045, 772, 749
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banzoic acid methyl ester.

PCT/EFO3N3629

&
&

piperidin-1-y{l-acetamide hydrochioride

THFNER

19 (d, J=123 Hs, 2 H) 2.3 (4, /=127 Hx, 2 H) 2.4 (s, 3 H) 3.0 (m, 4
H)32(s,28)34 (m, 1 H)4.1 (s 3H)50(, 2H) 7.1 (m, 3H) 7.2
(4, /73 He, 1 H) 7.5 (m, 1 H) 8.0 (dd, A=8.0, 1.7 Bix, 1 H) 8.8 (d,
J=3.4 Ha, 1 H) 122 (s, 1 H) (CDCly-d)

TRRER
3202, 1727, 1708, 1508, 1449, 1270, 1215, 1035, 1033, 765

uran-S) 2120 F-beraoia][ T, Sjaadin- 1)

THNIAR

2.1(d, /=139 Hy, 2 H) 24 (s, 3 H) 29 (m, 2 H) 3.3 (m, 2 H) 3.6 (d,
J=112 Hx, 2H) 3.8 (m, 1 H) 4.0 (m, 3 H) 4.2 (s, 2H) 5.1 (s, 2H) 7.1
(m, 2 H) 7.3 (4, J~7.5 Hx, 1 H) 74 (t, J~7.6 s, 1 H) 7.5 (1, /7.8 Hz,
1H) 7.7 (4, 8.1 Bx, 1H) 75 (s, | ) 8.1 (4, M6.8 Hx, 1 H) 8.4 (a, 1
H) 102 (s, 1 H) (DMSO-d6)

TR{RER)
3423, 1701, 1674, 1534, 1474, 1200, 1171, 1035, 760

20(d, A=12.6 Hx, 2 H) 1.9 (m, 2 H) 3.3 (m, 2 H) 3.5 (m, 1 H) 3.7 (4,
J=10.1 Hz, 2H) 4.0 (s, 3 H) 4.3 (s, 2 H) 5.2 (s, 2H) 7.4 {m, $ H) 7.7
(4, /=81 Bx, 1 H) 7.9 (s, 1 ) 8.1 (4, /7.7 Hx, 1 H) 8.4 (s, 1 H) 102
(s, 1 H) (DMEO-d5)

TRORE
342, 1701, 1541, 1439, 1299, 1196, 1166, 1036, 764

2 T
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benzoic acid mathyl ester
THRMR
19(d, /=114 Hz, 2H) 2.5 (1, /=114 B, 2H) 2.9 (m, 2H) 3.1 (4,
J=11.5 Hx, 2 H) 32 (s, 2 H) 4.0 (s, } H) 4.2 (qd, J=12.6, 39 Fx, 1 H)
Ex. S1(2H)71 (02073 (m, 1 H)74(d, 83 He, 1 H) 7.6(m, |
128 H) 8.1 (24, J=7.9, 1.5 Bz, 1 H) 8.8 (d, J=8.4 Hx, 1 H) 12.1 (s, 1 B}
p oo gL
TRRBT)
1702, 1308, 1448, 1299, 1201, 1050, 756
- n- NG,
benzoic acikd methy! ester
THNMR
1.9(d, =114 Rz, 2 H) 2.3 (s, 3 H) 24 (m, 2 H) 2.9 (qd, /=124,3.3
Hx, 2H) 3.1 (& M=114He, 2H) 3.2 (s, 2H) 4.0 (s, 3IH) 42 (m, L H)
Ex L 30(n20)70(s 1 H)7.1 (0, 2H) 73 (4, S~8.4 Hx, 1 H) 7.6 (1,
120 M08z, 1 H)11 (4, /8.1, 1.6Hs, 1 H) 80 (m, 1 H) 12,1 (s, 1 H)
(2G4
1701, 1509, 1448, 1265, 1219, 1091, 756
n- n- N4~
diethylamino-phenyl)-acetamide dihydrochioride
TH-NMR
1.0(t, /7.0 Hs, § H) 2.0 (4, /=137 Hx, 2 H) 2.9 (m, 2 H) 34 (m, 6
Ex H)36(d, 100, 2H)43(m, 3N 52 (0, 2H) TA (L, 3D 78 (s,
1 4 E) 103 (s, 1 H) 11.5 (s, 1 H) 129 (s, 1 H) (DMSO-d6)

0,!

NV

hydireory-sthyl)-aminc}-phemyfjacetamide urnr;umm.

3417, 2990, 2423, 1708, 1315, 1454, 1373, 1317, 1297, 1200

WP,

M

—

~~T

THNNMR
1.0 (t, /7.1 Hx, 3 H) 2.0 (d, J=13.0 Hx, 2H) 29 (m, 2 H) 3.4 (m, 2
H) 3.5 (m, 6 H) 3.6(d, /=119 Hx, 2 H) 42 (1, 2 H) 43 (m, 1 H) 5.2
s-ézmu(umu(n.ammcgm)u.m.ummmo-

[TROREF}
3392, 2058, 1701, 1515, 1493, 1376, 1316, 1201, 1039

M.P.

299



huun[dm Soxazin1 -yl)-plparldh‘l—ﬂ-m

s

TH-NVR
1.0 (1, 7.0 i, 3 H) 2.0 (4, /=134 Hz, 2H) 23 (s, 3 H) 29 (m, 2 H)
34(d, J=113 Ha, 2H) 3.5 (m, 6 K) 3.6 (d, /=10.8 Hx, 2 H) 4.3 (m,

H)5.1(s,2H) 7.1 (s, 1 H) 7.2 (d, J4.1 Bz, 1 H) 7.3 (m, 1 H) 7.7 (A
H) 103 (s, 1 B) 114 (s, 1 H) (DMS0-d6)

TRTRBF)
s |3366,2983, 2508, 1701, 1619, L1563, 1509, 1318, 1294, 1261, 1217,
1099

MP..

1.0 (¢, J=7.0 Hx, 6 H) 2.0 (4, J=12.1 Hx, 2 H) 23 (s, 3 H) 29 (m, 2 H)
3.5 (m, 6 H)3,6 (4, ~11.0 Bx, 2H)43 (m, 3H)5.1 (8, 2H) 7.1 (n, |
H) 7.2 (4, J8.6 Hs, 1 H) 7.3 (m, J=§.6 Hx, 1 H) 7.8 (m, 4 H) 103 (s,
1 H) 114 {s, 1 H) 12.9 (s, | H) (DMBO-46)

TR (REN]
3423, 292, 1701, 1618, 1561, 1508, 1459, 1318, 1294, 1215, 1039

piperidin-1-yi}-acetamide dihydrochloride

,).0’

X

TR

1.0 (t, 7.0 Hz, 6 H) 2.1 (4, /=13.9 Hz, 2H) 24 (s, I H) 29 (m, 2 H)
33(m, 4H)31.5(m 4 H) 38 (L, /=11.6Hs, 1 H)4.2(s, 2H) 5.1 (s, 2
7.1 (n.zmu(d.mrh.lmu(umlo.z(un)u.q
(s 1 H) 128 (s, 1 H) (DMB0-46)

TRRE
3412, 2504, 1693, 1622, 1577, 1519, 1473, 1382, 1289, 1261, 1224,
1021

M.F.

benzo]d]{1,3joxazin-1-yf)-piperidin-1-yl}-acetamide dityydrochioride

N

THNNR

1.0(t, 7.0 Hz, 3 H) 2.1 (4, =125 Hx, 2 H) 2.4 (s, I H) 29 (m, 2 H)
33(m2M36(m M4 (,2H)S1 (271 (m,2H)73(d,
J1.1 He, 1 H) 7.7 (s, 4 H) 102 (s, 1 H) 11.3 (s, 1 H) (DMSO-d6)

3387, 2903, 2624, 1701, 1566, 1515, 1383, 1320, 1281, 1219

| A
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ldlnida. !
1.9 (4, /=134 Hx, 2 H) 24 (18, J=12.0, 2.0 B, 2 H) 2.9 (m, 2 H) 3.1
Ex. {d,M95Hz, 2H)32 (s, 2H) 3.8 (1, M120,40Hs, 1 H) 5.1 (3,2 H)
138 60(02H)6A(d, 82 Hx, 1H)6I9(m, 1 H) 7.1 (m, IH)74 (m, 2
H)5.0(x, 1 H) ((DC-4)

TRRBN
3417, 1719, 1685, 1542, 1491, 1241, 1204, 1034

Io(
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piperidin-1-yil-acetamide
THRMR™
1.9(d, J~104 Mz, 2 H) 2.3 (s, 3 H) 24 (t, J=11.4 He, 2 H) 2.9 (qd,
J=123,4.1 Ha, 2H) 3.1 (4, /1198x, 2H)32 (s, 2 H) 3.3 (i1,
1E;7 J=11.8,3.7Hxs, 1 H) 5.1 (s, 2 H) 6.0 (s, 2 H) 6.8 (4, J~8.2 Hs, 1 H)

6.9 (m, 3 H)7.1(4, M99 Hx, 1 H) 73 (4, 2.0 Hs, 1 H) 9.1 (a, 1 H)
(CDChy-4)

3408, 1709, 1331, 1484, 1211, 1029, 809

plperidin-1-yl}-acetamide

1.9 (d, J=12.6 Hz, 2 H) 24 (m, 1H) 2.9 (qd, /=123, 3.7 Hx, 2 H) 2.1
(d,J=11.5Hz, 2 H) 3.2 (s, 2 H) 3.8 (15, /=11.9, 3.8 Hx, 1 H) 5.1 (3, 2
H) 6.0 (s, 2H) 6.8 (d, J=82 Hx, 1 H) 69 (m, 1 H) 7.0 (d, /8.6 Hx, 1
H)72(d, 24 B, 1 ) 73 (m, 2H) 9.0 (s, 1 H) (CDCh-4)

TRIRBr
3300, 1719, 1686, 1529, 1450, 1241, 1199, 1035

TR

2.0 (d, /~13.0 Hs, 2 H) 2.3 (m, 2H) 2.4 (s, 3 H) 2.9 (od, /~12.2, 3.6
Hx, 2H) 3.1 (4, /2.4 Hx, 2 H) 3.1 (s, 2H) 3.4 (1, M=11.7, 3.7 Hz, |
H)5.0(s, 2 H) 6.0(s, 2 H) 6.8 (&, /8.2 Hz, 1 H) 69 (m, 1 H) 7.0 (m,
2H)72(4, /1.1 Hz, 1 H) 74 (4, J=2.2 Hz, 1 H) 9.0 (s, 1 )
{CDChyd)

TR{RET)
3316, 1711, 1635, 1534, 1490, 1242, 1212, 1033

1.0 (t, J7.0 Hs, 3 H) 2.0 (4, /134 Ex, 2 H) 29 (m, 2H) 3.5 (m, 9
420,243 (m 1H)52(s,2H)7.1 (m, 1L H)73(d, /<73 Hx,
1H) 74 (s, 2H) 7.7 (m, 4 H) 103 (s, 1 H) 11.5 (s, 1 ) (DM50-d6)

3342, 2043, 2501, 1702, 1515, 1467, 1316, 1260, 1204, 1043, 770

M.F.:

jﬂl— z
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n- 4
dimethylamino-phenyl)-acetamide dihydrochioride
o THRVMR
20(d, /=126 Hx, 2H) 29 (m, 2 H) 3.0 (s, 6 ) 34 (d, 119 Hz, 2
Ex. H)3.6(m,2H)42(s, 2H)43 (m, 1 H) 52 (s, 2H) 74 (m, 4 H) 7.6
141 (m, 3H) 102 (s, 1 H) 11.1 (s, 1 H) (DMSO-46)

0! TR (RBr}
¥ sc |3448,2958,2400, 1716, 1701, 1518, 1495, 1200
WP

Example 142:

N-{8-Hydroxy-0H-fluoren-3-yi)-2-{4-(4-methyl-2-0xo-4H-benzo[d][1 ,3joxazin-1 -yi)-
piperidin-1-yil-acetamide.

Example 143:

N-(8-Ethyl-8H-carbazol-3-yi)-2-{4-{4-methyl-2-oxo-4H-benzo{d][1,3loxazin-1-¥i)-
piperidin-1-yll-acatamide.

Example 144;

2-{4-(4-Methyl-2-ox0-4H-benzo|[d][1,3joxazin-1-y)-piperidin-1-y[-N-{4-phenoxy-
phenyl)-acetamide.

Example 143:
2-4{244-{2-Oxo-4H-benzo[d][1,3]oxazin-1-vi}-piperidin-1-yi}-acetamino}-benzoic acid.
Example 148:
1-{1-}24{8-Fluoro-2-methyil-3,4-dlhydro-2H-quinoline-1-yi)-2-oxo-ethyl}-piperidin-4-yi}-
1,4-dihydro-benzo{d][1,3]oxazin-2-one.

Exampile 147:
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6-Chioro-1-{1-[2-{6-flucro-2-methyl-3,4-dIhydro-2H-quinoline-1-y1)-2-oxo-ethyl}-
piperidin-4-yi}-1,4-dihydro-benzo[d][1,3joxazin-2-one.

Example 148:

1-{1-[2-(6-Fluoro-2-methy}-3,4-dihydro-2H-quinoline-1-yl)-2-0xo-ethyl}-piperidin-4-yl)-
6-methy}-1,4-dihydro-berzo[d][1,3joxazin-2-one.

Example 148:

14{142-(8-Fluoro-2-methyi-3,4-dihydro-2H-quinoiine-1-yl)-2-oxp-ethyi}-piperidin-4-yl}-
8-methyl-1,4-dihydro-benzo[d][1,3joxazin-2-one.

Example 150:

1-{142-(6-Methaxy-2,2 4-trimethyi-3,4-dihydro-2H-quinoline-1-yl)-2-oxo-athyl}-
piperidin4-yl}-1,4-dihydro-benzn{d)1,3joxazin-2-one.

Exampis 151:

8-Chloro-1-{1-[2-{8-methoxy-2,2,4-trimetiy-3,4-dihydro-2H-quinoline-1-yi)-2-oxo-
ethyll-piperidin-4-yl}-1,4-dihydro-benzo|d][1,3joxazin-2-one.

Exampile 152:

1{1-{2{8-Methoxy-2,2,4-trimethyi-3,4-dihydro-2H-quinoline-1-yl)-2-oxo-ethyl}-
piparidin-4-yi}-8-methyl-1,4-dihydro-benzo{d][1,3joxazin-2-one.

Exampia 153:

1-{1-24(8-Methoxy-2,2 4-rimethy}-3,4-dihydro-2H-quinoline-1-yl)-2-oxo-ethyl}-
piperidin-4-yl}-8-methy}-1,4-dihydro-benzo{d][1, 3loxazin-2-one.

304 B
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Example 154:

N-{8-Hydroxy-9H-flucren-3-yl}-2-{4-{2-0x0-7-trifluormethyl-4H-benzo[d][1 3)ocazin-1-
yi)}-piperidin-1-yi}-acetamide.

Example 155:

NH{OH-carbezol-3-yi)-2-{4-(2-oxo-7-tiifluormethyl-4H-benzojd][1, loxazin-1-yi)-
plperidin-1-yf-acetamide,

Example 156:

244-(2-Ox0-7-trifluormethyl-4H-benzojd)f1, Sjcxazin-1-yi)-piperdin-1-y-N-(4-
phenoxy-phernyl)-acetamide.

Example 157:

N-(8-Ethyl-9H-carbazol-3-yi)-2-{4-({2-0x0-7-trifluormethyl-4H-banzo[d][ 1, Sjoxazin-1-
yi)-piperidin-1-yi}-acetamide.

Example 158:

2-4-(8,7-Diftuoro-2-0x0-4 H-benzo[d][1,joxazin-1-yi)-piperidin-1-yi}-N-{0-hydroxy-8H-
fluoren-3-yi)-acetamide.

Example 150:

N-(9H-carbazol-3-yi)-2-{4-(6,7-dflucro-2-oxo-4H-benzofd]] 1, 3joxazin-1-yi)-piperidin-
1-yll-acetamide.

93
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Example 180:

2-4-(8,7-Difluoro-2-oxo-4H-benzodi[1,3loxazin-1-yi)-piperidin-1-y-N-{4-phencxy-
phenyl)-acetamide.

Exampis 161:

2-4-(8,7-Difluoro-2-oxo-4 H-benzo[d][1,3joxazin-1-yi)-piperidin-1-yi}-N-(8-ethyl-0H-
carbazol-3-yl)-acetamkie.

Example 162:

244-{4-Methy}-2-cx0-4H-benzojd](1,3joxazin-1-y1)-piperidin-1-y}-N-{8-0x0-0H-
fluoren-3-yi)-acetamide.

Example 163:

2-{4-(8-Chloro-2-oxo-4H-benzo{d][1, 3joxazin-1-yl)-piperidin-1-yl-N-{3-dimethylamino-
phenyl)-acetamide.
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Example 184:

Example of formula per tablet:

Compound according to Example 18 5mg

Lactose 60 mg
Crystalline cellulose 25mg
Povidone K 80 bmg
Pregelanitized starch Img
Colloldal silica dioxide 1img
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 skilied in the art.
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Pharmacologicsl Data:

{®)

Accarding to methods | and [Il Neuropeptide Y, and Y, Binding of the benzoxazine-
derived compounds of general formula (I) has been determined. Some of the values
are given In the following table 1.

Table 1:
ac ng to | Neuropeptide Y, Binding | Neuro A ng
Exampile
[P Vam [P Vo
BIBP 3226 sat. Rat hypoccampus
Rat cortex
K; (nM) — K (nM)

3 ~ 04 > 1000
q 73 > 1000 |
5 83 >0 |
. I 184 > 1000
18 34 > 1000
20 0.87 > 1000
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(b)

According to method Il Neuropeptide Y Binding of the benzoxazine-derived
compounds of general formula {I) has been determined. Some of the values are
given in the following table 2.

Table 2:
Example
[*TFPYY
Ys Rat Recombinant
Receptor Cell C6
ClnM) |
107 235
1 1.7
1< 118
T 407
T4 — 1080




©

According fo the noctumal feeding test described above, the effects of the
banzoxazine-derived compounde of general formula (1) acconding to the present
invention on food intake has been determined. Some of the resutts are given in the

following table 3.
Table 3:
[Compound accordingto | Dose (mgfka) Effect |
Example 1.p. administretion
0 40 Decraasas Tood Intake and |
reducas body weight of
treated animals vs. control
group
18 40 Decreases Tood intake and
reduces body weight of
treated animals ve. control
group
3B 20 Decreases Tood Intake and |
reduces body weight of

treatad animals vs. control

group
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1. A benzoxazinone-derived compound of general formula (1)

R - o

R?

R® N/L\z
R*
Re R®
R®

R?

<,
\'r R

0

|

0]

whereln

R!, R?, R, R* are each independently selected fram the group consisting of
hydrogen, halogen, an unbranched or branched, ssturated or unsaturated,
optionally at least mono-substituted aliphatic radical, a saturated or
unsaturated, optionally at least mono-substituted, optionelly 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 lsast mono-substituied 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 [east mono-substituted
mono- or polycyclic ringsystem, a nitro, cyano, -OR'2, -OC{=0)R", -SRY,
-SOR", -80,RY, -NH-SO,R", -S0,NH, and -NR'*R'® molety,
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R® represents hydrogen, an unbranched or branched, saturated or
unsaturated, optionally at least mono-substituted aliphatic radical or a
sstursted or unsaturated, optionally st least mono-substiuted, optionally at
least one hateroatom as ring member contalning cycloaliphatic radical,

RS, R', R®, R® are each Independently selected from the group conalsting of
hydrogen, an unbranched or branched, saturated or unsaturated, optionally at
least mono-substituted aliphatic radical, a saturated or unsaturated, optionally
at least mono-subatituted, optionally at least one heteroatom as ring member
contalning cycioaliphatic radical, a cyano and a COOR'? molaty,

A represents a bridge member ~CHR'"™. or -CHR'™.CHg.,

R' represents hydrogen, an unbranched or branched, saturated or
unsaturated, optionally at least mono-substituted aliphatic radical, a saturated
or uneaturatad, optionally at least mono-substituted, optionally at least one
hetsroatom as ring member containing cycloaliphatic radical or an optionally st
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 laaat mono-substituted mono- or polycyciic ring-systam,

R"! represents an unbranched or branched, saturated or unsefurated,
optionally at ieast mono-substituted aliphatic radical, a saturated or
unsaturated, optionally at least mono-substituted, optionally at least one
hetsroatom 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 optionaity at least mono-substituted mano- or polycydic
ringaystem, 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 lsast mono-
substituted mono- or polycydic ringsystem, or
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R'? and R"! together with the bridging nitrogen atom form an optionally at least
mono-substituted, saturatad, unsaturated or aromatic heterocyclic ring that
may contain at least one further heteroatorn as a ring member and/or may be
condensed with an optionally at laast mono-substituted mono- or polycycdic
ringaystem,

R' represents hydrogen, an unbranched or branched, saturated or
unssturated, optionally at least mono-substituted aliphatic radical, a saturated
or unsaturated, optionally at least mono-substituted, optionally at least one
hetsroatom 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 polycydciic
ring-system, or an optionally &t least mono-substituted aryl- or heteroaryl
radical, which may be bonded via an optionally at least mono-substituted
alkylene group and/or may ba condensed with an optionally at least mono-
subsiiiuied mono- or polycydic ring-system,

R" represents hydrogen, an unbranched or branched, saturated or
unssturated, optionally at least mono-substituted afiphatic radical, a saturated
or unaaturated, cptionally at least mono-substituted, optionally at least one
hetercatom as ring member contalning cycloaliphatic radical, which may be
bonded via an optionally at least mono-substituted alkylsns group and/or may
be condensad with an optionally at lsast mono-substiuted mono- or polycycdic
ring-system, or an optionally at least mono-substituted aryl- or heteroaryl
radical, which may be bonded via an optionally at lsast mono-substituted
alkytene 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-substitutad, optionally at least one
heteroatom ae ring member corntaining cycloaliphatic radical, which may be
bonded via an optionally at lsast mono-substituted slkylene group and/or may
be condensed with an optionally at least mono-substituted mono- or polycyciic
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ring-system, or an optionally at least mono-substituted aryl- or heteroaryl
radical, which may ba 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 and R'® each are independently selected from the group consisting of
hydrogen, an unbranched or branched, saturated or unaaturated, optionally at
least mono-subatituted afiphatic mdical, & ssturated 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 alkylens group and/or may be condensed with an
optionally at least mono-substiuted mono- or polycyciic ring-eystem, or an
optionally at least mono-substituted aryl- or heteroaryl radical, which may be
mvhmopmnylthutmm-wbmudmmmupmdmrm
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,
unaaturated or aromatic heterocyclic ring, which may be at least mono-
substiuted and/or contain at least one further heteroatom as a ring member,

R'" represents hydrogen, an unbranched or branched, saturated or
unsaiurated, optionally at laast mono-substifuted aliphatic radical, a aaturated
or unsaturated, optionally at lsast mono-substituted, optionally at least one
heteroatom as ring member containing cycioaliphatic radical or an optionally at
least mono-substituted aryl- or heteroaryl mdical, which may be bonded via an
optionally at ieast mono-substiuted alkylene group and/or may be condensaed
with an optionally at least mono-substituted mono- or polycyclic ring-aystem,

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
hetercatom as ring member cortaining cycloaliphatic radical or an optionally at
least mono-substitutad aryl- or heteroaryl mdical, which may be bonded via an
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optionally at laast mono-substituted alkylene group and/or may be condensed
with an optionally at least mono-substituted mono- or polycyciic ring-systsm,

optionally in form of one of its stereclsomers, preferably enantiomers or
diastereomers, its racemate or in form of a mbdure of at least two of its
stereoisomeres, preferably enantiomers or diastereomers, in any mbdng ratio,
or a physlologically acceptable salt thereof, or a solvate, respectively.

Compounds according to claim 1, characterized in that R', R?, R?, R* are each
independently selected from the group consisting of H, F, Ci, Br, an
unbranched or branched, saturated or unsaturated, optionally at loast mano-
substituted C, s-aliphatic radical, a saturated or uneaturated, optionally at least
mono-substituted, optionally st least one hetsroasiom as ring member
containing C, g-cycioaliphatic radical, which may be bonded via en optionally
&t least mono-substituted C,_-alkylene group and/or may be condensed with
an optionally at least mono-subetituted mono- or potycyciic ring-systam, an
optionally at least mono-substituted, 5- or 8-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 polycydik: ringsystem, a nitro, cyano, -OR'2, -OC(=0)R",
-SR¥, .SOR", -SO,R", -NH-SO,R", -SO,NH, and -NR"R'® molety,

RS represants hydrogen, an unbranched or branched, saturated or
unsaturated, optionally at least mono-substituted C, s-aliphatic radical or a
satumated or unsaturated, optionally at least mono-substiiuted, optionally at
least one heteroatom as ring member containing C,.g-cycioaliphatic radical,

R%, R, R%, R? are each Independently selected from the group consisting of
hydrogen, an unbranched or branched, saturated or unsaturated, optionally at
least mono-substituted C, s-aliphatic radical, a saturated or uneaturated,
optionally at least mono-substituted, optionally at least one heteroatom as ring
member contalning C, s-cycloaliphatic radical, a cyano and COOR' molety,
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A represents a bridge member ~CHR"- or <CHR™-CH-,

R represents hydrogen, an unbranched or branched, saturated or
unaaturated, optionally at least mono-substituted C, s-aliphatic radical, a
saturated or unsaturated, optionally at laast mono-substituted, optionally at
least one hetercatom as ring member containing C; o-Cycloaliphatic radical or
an optionally at least mono-substituted, 5- or 8-membered aryl- or heteroaryl
radical, which may be bonded via an optionally et least mono-substituted C, o
alkylene group and/or may be condensed with an optionally et leagt mono-
substituted mono- or polycyciic ring-system,

R" represents an unbranched or branched, eaturated or unsaturated,
optionally at least mono-subsiiuted C,s-sliphatic adical, a eaturated or
unsaturated, optionally at least mono-substituted, optionally at least one
hetercatom as ring member contalning Cy ¢-Cycicaliphatic radical, which may
be bonded via an oplionally at least mono-substituted C,.s-alkylene group
and/or may be condensed with an optionafty at least mono-substituted mono-
or polycyclic ringsystem 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 mona- or polycyclic ringeystem, or

R'9 and R" together with the bridging nitrogen atom form an optionally at least
mono-substituted, saturated, uneaturated or eromatic, 5- or 8-membered
heterocydiic ring, which may contain at least one further heteroatom as a ring
member and/or be condensed with an oplionally at least mono-substituted

mono- or polycyclic ringsystem,

R'2 represents hydrogen, an unbranched or branched, saturated or
unsaturatad, optionally at least mono-substituted C, g-allphatic radical, a
saturated or unsaturated, optionally at least mono-substituted, optionally at
least one heteroatom as ring member containing C,.-cycicaliphatic radical,
which may be bonded via an optionally at least mono-substituted C, g-alkylene
group and/or may be condensed with an optionafly at least mono-subatituted
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mono- or polycyciic 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-substihied C, 4-alkylene group and/or may be
condensed with an optionally at least mono-substituted mono- or polycycic
ring-system,

R* represents hydrogen, an unbranched or branched, saturated or
unsaturated, optionally at least mono-substituted C, s-aliphatic radical, a
saturated or unsaturated, optionally at least mono-substitutad, optionally at
Isast one heteroatom as ring member containing C, o-cycloaliphatic radical,
which may be bonded via an optionally at least mono-substituted C, -alkylene
group and/or may be condensed with an optionally et least mono-subatituted
mono- or polycycik: ring-system, or an optionaily at least mono-substituted, 5-
or 8-membered aryl- or heteroaryl redical, which may be bonded via an
optionally at least mono-substituted C, g-alkylens group and/or may be
condeneed with an optionally at ieast mono-substittited mono- or polycyclic
ring-system,

R" represants an unbranched or branched, saturated or unsaturated,
optionally at least mono-substituted C, 4-aliphatic radical, a saturated or
uneaturated, optionally at least mono-substituted, optionally st least one
heteroatorn as ring member contelning C, s-cycicaliphatic radical, which may
be bonded via an optionally at least mono-substituted C,.g-alkylens group
and/or may be condensed with an optionaly at least mono-substituted mono-
or polycyciic ring-system, or an optionally at least mono-subatituted, 5- or 6-
membered aryl- or heteroaryl radical, which may be bonded via an optionaily
at least mono-substituted C,.s-alkylene group and/or may be condensed with
an optionally at least mono-aubstituted mono- or polycydic ring-system,

R'™ and R" each are Independently selected from the group consisting of
hydrogen, an unbranched or branched, ssturated or unsaturated, optionally at
least mono-substituted Cyg-aliphatic radical, a saturated or unsaturated,
optionally at least mono-substituted, optionally et least one heteroatom as ring
member cantalning C, y-cycloaliphatic radical, which may be bonded via an
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optionally at least mono-substitited C, s-alkylene group and/or may be
condensad with an optionally at least mono-substituted mono- or polycyciic
ring-system, or an optionally st least mono-substituted, 5- or 8-membered aryl-
or heteroaryl radical, which may be bonded via an optionally at least mono-
subetituted C,.g-alkylene group and/or may be condensed with an optionally at
least mono-substituted mono- or polycyciic 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 hetercatom as a ring
member,

R" represents hydrogen, an unbranched or branched, saturated or
unsaturated, optionally at laast mono-substituted C, s-aliphatic radical, a
saturated or unsaturated, optionally at least mono-substituted, optionally at
least one heteroatom as ring member containing C, g-cycioaliphatic radical or
an optionally at least mono-substituted, 5- or 8- membered aryl- or hetercaryl
radical, which may be bonded via an optionally at least mono-substituted C, 4~
alkylene group and/or may be condensad with an optionally at least mono-
substiited mono- or polycydic ring-systam,

R represents hydrogen, an unbranched or branched, saturated or
unsaturated, optionally at least mono-substiuted C, -allphatic radical, a
saturated or unsaturated, optionally at least mono-substituted, optionally at
least one heteroatomn as ring member containing C; 4-cycloaliphatic radical or
an optionally at least mono-substituted, 5- or 8-memberad aryl- or hetercaryl
radical, which may be bonded via an cptionally at least mono-substituted C.¢-
akylene group and/or may be condensed with an optionally at least mono-
substitted mono- or polycycilc ring-systsm.



104

WO 03084952 PCT/EFO3N3629

Compounds according o clalm 1 or 2, characterized in that R, R3, R®, R* are
sach independently sslected from the group conelsting of H, F, Cl, Br, a
saturated, branched or unbranched, optionally at least mono-substituted C4 -
aliphatic radical, a saturated, optionally at least mono-substituted, optionally at
least one hetercatom as ring member containing Cy~ or Cy- cycioaliphatic
redical, which may be bonded via an optionally at laast mono-substituted C,-
or Cralkylane group, a nitro, cyano, -OR'2, -OC(=O)R", -SR™ and -NR'R"
molety, prefarably selected from the group consisting of H, F, Cl, CH,,
CH,CHs, CFy, CF;CF,, cyclopentyl, cyclohexyl, nitro, cyano and -OR™,

Compounds according to any one of claims 1 to 3, characterized in that R®
represents H or a branched or unbranched C,s-alkyl radical, preferably H, CH,
or CHyCH,.

Compounds according to any one of claims 1 fo 4, characterized In that R®, R’,
RS, R? are each Independently selected from the group consisting of H, &
branched or unbranched C y-alkyl radical, cyano and a COOR"” group
preferably from the group consleting of H, CH,, CHzCH, and cyano.

Compounds according to any one of claims 1 to 5, charactertzed In thet R*
represents hydrogen or 8 branched or unbranched C, -alkyl radical.

Compounds according to any one of claime 1 to 8, characterized in that R" Is
aalected from the group consisting of unsubstiited phenyl, phenyl optionally
at least mono-substited with a branched or unbranched C,-alkyl-radical, &
branchad or unbranched C,_c-alkaxy-radical, a branched or unbranched Cy -
perfiuoroalkyl-radical, a branched or unbranched C,_-perfiuoroalkoxy-radical,
F. Ci, Br, cyclohexyl, phenyl, phenaxy, phenyithio, benzoyl, cyano,
~C(=0)C;.z-alkyl, -C(=0)OC, z-alkyl, carboxy, -CH(OH)phanyl), -NR*R®
wherein RA, R? are sach independently selected from the group conalsting of
H, a branched or unbranched C,-alkyl-radical, -CH-CHy-OH and an
unsubstituted pheny! radical,
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@n unsubstituted thiazole radical,
a group of general formula (A)

7 “’j‘

S

(A)

wherein
nisior2,
X represents CH or N,

Y represents CH;, O, N-RE, CH-OH or C{=0),
RE Is H or a branched or unbranched C-alky! radical,

a group of formuta (B),

7 N
Y
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a group of formula (C),

)

wherein Rj s H or a branched or unbranched C,.,-alkyl radical
and a group of general formula (E),

200

wharein

RE represents H, a branched or unbranched C, ;-alkyl redical or a branched or
unbranched C,-alkoxy radical,

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

pX
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2 reprasents CH,, O, 8, CH-OH, C(=0) or N-RF where R represents Hor a
branched or unbranched C,_¢-alkyl-radical.

Compounds according to any one of ciaims 1 to 5, characterized In that R'°
and R™ together with the bridging nitrogen aiom form a saturated, 8-
membered heterocyciic ring, which is at least mono-subsiituted with a methyl
radical and/or condensed with an unsubstituted or at least mono-substituted
phenyl- or cyciohexyi-radical, sald phenyl- or cyclohexyl-radical preferably
being at least mono-substituted with F and/or OCH,.

Compounda according 10 any one of claims 1 to 8, characterized In that R'?

represents H, a C,-,-alkyl radical, cyciohexyl or a pheny! radical, preferably H,
cHl- cIHI or phﬂnﬂ-

Compounds according to any one of claims 1 o0 8, characterized In that R™
represents H, a C,-,-alkyl radical, cyclohexy! or a phenyl radical, preferably H,
CHa, CH, or phenyl,

Compounds according to any one of clalms 1 1 10, characterized in that R*
represents H, a C,-,-alkyl radical, cyciohexyl or a phenyl mdical, preferably H,
CHj, CoHy or phenyl.

Compounds according to any one of claime 1 1o 11, characterized In that R™
and R are each Independently selacted from the group conelsting of H, a
C1-¢-alkyl radicel, cyclohexyl and a phenyl radical, preferably selected from the
group conelsting of H, CH,, C_H; and phanyl.

Compounda according to any one of claims 1 to 12, characterized in that R

represents H, a C,-,-alkyl radical, cyciohexyl or a phenyl radical, preferably H,
CH,, C;Hy or phenyl.
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Compounds according %o any ane of clalme 1 to 13, chaructertzad In that R'®
represants H, a Cy-,-alkyl radical or a phenyl radical, preferably H, CH, or
phenyl.

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.

Compounds according to any one of claims 1 o 15, characterized In that R® is

CH, or CHs.

|

41

Compounds according to one or more of claims 1 to 16:

2-4-(2-ox0-4H-benzo{d][1,3]oxazin-1-yi)-piperidin-1-yl}-N-(8-oxo-BH-
fluoren-2-yi)-acetamiie,

2-{4~(2-coc0-4H-benzo|d][1,3]cxazin-1-yi}-piperidin-1-y{}-N-(8-ox0-0H-
fluoren-3-yi)-acetamide),

244-{2-o0-4H-benzo|d][1,3]oxazin-1-yi)-piperidin-1-yi}-N-(5-oxo-0H-
fluoren-3-yi)-acetamkia hydrochlorida,

N-{(4-benzoyl-phenyl)-2-{4-{2-oxo-4H-benzo[d][1,3joxazin-1-yi)-
plperidin-1-yi}- acetamide,

N-{4-benzoyl-phenyl)-2-{4-(2-cuo-4H-benzo{d][1,3joxazin-1-yi)-
piperidin-1-yi}- acetamide hydrochipride,

2{4-(2-ox0-4H-beren{d][1 3joxazin-1-yi)-piperkiin-1-y}-N-{5-ox0-
6,8,7,8-tetrahidro-naphthalene-2-yl)-acetamide hydrochiotide,

2-{4-(2-0x0-4H-benzo[d][1,3joxazin-1-yi)-piperidin-1-yi}-N-{B-0x0-8H-
fluoren-4-yi)-acetamide hydrochloride,

72> uI
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[a

(1]

112)

(13}

(4]

(18]

[16]

17

[18]

N-(3-benzoyl-phenyl}-2-{4-(2-oxo-4H-benzo{d][1,3joxmzin-1-y1)-
piperidin-1-yi}- acetamide hydrochioride,

2-{4-(2-0x0-4H-benzo{d][1,3]oxazin-1-yl)-piperidin-1-yl}-N-(1-oxo-indan-
§-yl)-acetamide,

2-j4-(2-ox0-4H-benzoid][1,3joxazin-1-yi)piperidin-1-y-N-(1-oxo-indan-
5-yi)-acetamide hydrochiorids,

N-indan-5-yi-2-4-(2-coco-4H-berzzofd][1,3]oxazin-1-yi)-piperidin-1-yi}-
acsetamide hydrochioride,

N-{2-Methoxy-dibenzofuran-3-yi)-2-44-(2-oxo-4H-benzold[{1,3]oxazin-1-
yi)-piperidin-1-yi]- acetamide hydrochioride),

N~(4-Cyclohexyl-phenyl)-2-{4-(2-0x0-4H-benzoid](1 Slosazin-1-yi)-
piperidin-1-yi]- acetsmide hydrochioride,

1-{1-[2-{3,4-Dihidro-2H-quinolin-1-y)-2-cxo-sthylipiperidin-4-yl}-1,4-
ditydro-benzo{d][1,3jcxazin-2-one hydrochloride,

244-(2-oxo-4H-benzo{d][1,3]axazin-1-yl)-piperidin-1-yi}-N-(8-0x0-8H-
fiuoren-3-yi)-2-phenyl-acetamide hydrochloride,

2-{4~(2-0x0-4H-benan{d][1,3)oxazin-1-yi)-piperidin-1-yl}HN-(8-cx0-8H-
fluoren-3-yi)-proplonamide hydrochioride,

N-(8-Ethy-8H-carbazol-3-y1)-2-44-(2-oxo-4H-benzo[d][1 ,3joxazin-1-yi)-
piperidin-1-yil-acetamide,

N-(8-Ethyl-8H-carbazol-3-yi)-2-{4-(2-oxo-4H-benzofd][1 3joxazin-1-yi)-
piperidin-1-yl-acetamide hydrochioride,

524 M
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[18] 24{4-(8-methyl-2-ox0-4H-banzo[d][1,3joxazin-1-yi}-piperidin-1-y}-N-(9-
o0-8H-fluoren-3-yi)-acetamide,

[20] 2-{4-{8-methy}-2-oxo-4H-benzo]d][4,3joxazin-1-yi)-piperidin-1-yI}-N-{8-
oxo-8H-flucren-3-yi)-acetamide hydrochioride,

[21] N-{9-Ethyl-8H-carbazo!-3-yi)-2{4-(6-methyl-2-oxo-4H-
benzo[d][1,3joxazin-1-y)-piperidin-1-yij-acetamide hydrochiaride,

[22] N-{4-Cyclohexyl-phenyl)-2-{4-{8-methyl-2-0x0-4H-benzn{d]|1,3]oxazin-
1-yl)-piperidin-1-yi-acetamide,

[23] N-{(4-Cyciohexy-phenyl)-2-4-{8-methy}-2-oxo-4H-benzo[d][1,3}oxazin-
1-yi}-piperidin-1-yil-acetamide hydrochloride,

[24] N-{4-benzoyl-phenyl)-2-{4-(8-methyi-2-oxo-4H-benzo|d][1,3joxazin-1-
Y)-piperidin-1-yi}- acetamide hydrochloride,

[25] N-{8-Methyl-9H-carbazol-3-y)-2-{4-(2-0x0-4H-benzo[d][1,3jcxazin-1-yi)-
pliperidin-1-yl-acetamide hydrochioride,

[26] N-(8,10-Dioxo-9,10-dlhydro-anthracene-2-yl)-2-{4-(2-oxo-4H-
benzofd][1,3]oxazin-1-yl)-piperidin-1-yi}-acetamide hydrochioride,

[27] N-i4-(Ethyl-phenyl-amino)-phenyf}-2-{4-(2-oxo-4H-benzo{d]{1 Jjaxazin-
1-y1)-piperidin-1-yfl-acetamide hydrochloride,

(28] 2-{4-(6-Methyl-2-axo-4H-benzo{d]{1,3joxazin-1-yi}-piperidin-1-y}-N-{4-
methyl-phenyl-amno)-phemyl}-acetamide hydrochloride,

(28] 2{4(2-ox0-4H-banzo{d][1,3joxazin-1-yi)-piperidin-1-yi}-N-{4-phenoxy-
phenyl)-acetamide hydrochioride,

{22
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[30]

B1]

(2]

[39]

[34]

37

140}

N-{4-(Isopropyl-phenyl-amino)-phenyl}-2-4-(2-ox0-4H-
benzo{d1,3]axazin-1-yi)-piperidin-1-yi}-acetamide hydrochioride,

344-(2-Oxn-4H-benzo{d][1,3joxazin-1-yi)-piperidin-1-yl-N-{8-0x0-9H-
fiuoren-3-yi)-prapionamide hydrochioride,

2-{4-(8-Chioro-2-0x0-4H-benzo[d][1,3joxaxin-1-yi)-piperidin-1-yi}-N-(8-
ethy-0H-carbazol-3-yi)-acetamide hydrochioride,

N-(4-Chloro-phenyl)-2-[4-(2-ax0-4H-benzold][1, 3joxazin-1-y|)-piperidin-
1-yil-acetamide hydrochioride,

2-{4-{8-Chioro-2-cxx0-4H-benzo|d][1, 3joxazin-1-yi)-piperidin-1-yl}-N-(4-
chioro-phenyl)-acetamide hydrochiaride,

2{4-(8-Methyl-2-0xn-4H-benzofd][1,3joxazin-1-yl)-piperidin-1-yi}-N-{6-
oxo-8H-fluoren-3-yi)-acetamide hydrochloride,

2-{4-(6-Chloro-2-o0xo-4H-benzojd][1,3]oxazin-1-yi)-piperidin-1-yl}-N-(0-
oxo-8H-flucren-3-yi}-acetamide hydrochioride,

N-(8-Hydroxy-6H-fluoren-3-yl)-2-{4-(8-maethyi-2-com-4H-
benzo{d][1,3joxazin-1-yl)}-piperidin-1-yi}-acetamide hydrochioride,

N-{8-Hydroxy-8H-fluoren-2-yl}-2-{4-{2-ax0-4H-banzo{d][ 1, 3jcscazin-1-y1)-
piperidin-1-yi}-acetamide hydrochioride,

2-{4-(6-Chioro-2-oxo-4H-beraol{d][1,3joxazin-1-yi)-piperidin-1-yI-N-(8-
hydraxy-8H-fluoren-3-yi)-acetamide hydrochiaride,

N-{(8-Ethy}-9H-carbazol-3-yi)-2-{4-(8-methyl-2-oxo-4H-
benzofd][1,3joxazin-1-yl)-piperidin-1-yil-acetamide hydrochioride,
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[41]

2]

49]

(4]

[45]

[40]

[47]

5]

244-{8-Methyl-2-ax0-4H-benzo{d][1, 3joxazin-1-y}-piperidin-1-yl-N-(4-
trifluoromethyt-phenyl)-acetamide hydrochioride,

2-{4-{8-Methyl-2-0x0-4H-benzo{d][1,3]oxazin-1-yi)-piperidin-1-yl}-N-
phenyl-acetamide hydrochioride,

244-(2-ox0-4H-benzold][1,3joxazin-1-yi)-piperidin-1-yi}-N-{4-
trifiucromethyl-phenyl)-acetamide hydrochloride,

2-{4-(8-Chioro-2-000-4H-benzojd][1,3)cazin-1-y)-piperidin-1-yi}-N-
phenyl-acetamide hydrochioride,

2.{4-{8-Chioro-2-oxo-4H-banzofd][+,Sloomzin-1-yi)-piperidin-1-yi}-N-(4-
trifuoromethyl-phenyl)-acetamide hydrochioride,

2-{4-(2-oxn-4H-benzo{d)[1,3]coazin-1-yi)-piperidin-1-yi]-N-phenyl-
acsetamide hydrochloride,

N-{4-Chioro-phenyl)-2-{4-(8-Methyt-2-oxo-4H-benzo]d][1,3joxazin-1-yi)-
piperidin-1-yil-acetamide hydrochioride,

N-{4-Cyano-phenyl)-2-{4-{2-cxo-4H-benzofd][1,3joxazin-1-yl)-plperidin-
1-yll-acetamide hydrochiorkie,

N-(4-Cyanc-phenyl)-2-{4-(8-methyl-2-0x0-4H-banzojd][1,3}cxazin-1-y1)-
piperidin-1-yi}-acetamide hydrochioride,

2-{4-{6-Chloro-2-oxo-4H-benzo[d][1.3joxazin-1-yi)-piperidin-1-y}-N-(4-
cyano-phenyl)-acetamide hydrochioride,

N-{4-Acethyl-phenyl)-2{4-(2-axo-4H-benzo[d][1,3]oxazin-1-yi)-piperidin-
1-yi}-acetamide hydrochioride,

13
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[52]
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[57)

[B1]

2-{4-(8-Methyl-2-oxo-4H-benzold][ 1. Sjoxazin-1-yi)-plperidin-1-y{-N-(4-
phencxy-phenyl)-acetamide hydrochicride,

N-{4-Acethyl-phenyl)-2-{4-(8-chioro-2-oxo-4H-benzo[d][1,3] oxazin-1-yi)-
piperidin-1-yf}-acetamide hydrochloride,

N-{4-Acethyl-phenyl)-2-{4-(8-methyl-2-axo-4H-benzo{d][1,3)oxazin-1-yi)-
piperidin-1-yll-acetamide hydrochioride,

2{4-(8-Chloro-2-oxo-4H-benzofd][1,3Joxazin-1-yi)-piparidin-1-yi}-N-{4-
phenaxy-phenyl)-acetamide hydrochloride,

N-{4-Benzoyl-phenyl)-2-J4-(8-metityl-2-cxo-4 H-benzo[d][1,3)ocmzin-1-
yi)}-piperidin-1-yil-acetamide hydrochioride,

N-{4-Benzoy+-phenyl)-2-{4-(B-chioro-2-oxo-4H-benzo{d][1.Sjoxazin-1-y1)-
piperidin-1-yl-acetamide hydrochiorid,

N~{2-Chloro-phenyl)-2-{4-{6-methyl-2-oxo-4H-benzo{d][1,3joxazin-1-yl)-
piperidin-1-yll-acetamide,

2-{4-{8-Methy}-2-0x0-4H-benzojd)[1 ,3joxazin-1-yi)-piperidin-1-yI-N-(2-
triflucromethyl-phenyl)-acetemide,

2-{4-(6-Methyl-2-axo-4H-benzo[d][1,3)oxazin-1-yi)-piperidin-1-yl}-N-
phenyl-acetamide,

N-(4-Cyciohexyl-phenyl)-2-{4-{8-methyi-2-0x0-4H-banzofd][1,3joxazin-
1-yi)-piperidin-1-yl]-acatamide hydrochloride,

2-J4-(6-Chioro-2-0xo-4H-benzo{d]f1 3joxazin-1-yi)-piperidin-1-yi}-N-(4-
cyclohexyl-phenyl)-acetamide hydrachloride,
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[84)

7]

N-(2-Benzoyi-pheryl)-2-{4-(2-oxo-4H-benzo[d][1,3joxazin-1-yi)-
plperidin-1-yil-acetamide hydrochioride,

N-(2-Banzoyi-phenyl)-2-{4-(8-methy}-2-oxo-4H-benzo{d)f1, Sjoxazin-1-
vi}piperidin-1-yll-acetamide hydrochloride,

N-{2-Benzoyi-phenyl)-2-j4-(6-chioro-2-cxo-4H-benzofd)[1,3joxazin-1-y1)-
piperidin-1-yl-acetamide hydrochioride,

N-(2-Benzoyl-phenyl)-2-4-(6-methyl-2-0x0-4H-benzofd][1,3Joxazin-1-
yl)-piperidin-1-yi}-acetamide,

2-44-(8-Mathyl-2-oxo-4H-benzoid][1,3jcxazin-1-vi)-piperidin-1-yi]-N-(4-
phenoxy-phenyl)-acetamide hydrochioride,

N-{4-Acsthyl-phenyl)-2-{4-{8-methy}-2-axo-4H-benzo{d][1,3Joxazin-1-yi)-
piperidin-1-yl-acetamide hydrochioride,

N-(8-Hydroxy-9H-fluoren-3-yi)-2-{4-(2-oxo-4H-benzo[d][1,3Joxazin-1-y1)-
plparidin-1-yl}-acetamide hydrochioride,

2{4-(8-Chioro-2-ax0-4H-benzo{d][1,3Jmazin-1-yi)-plperidin-1-yT}-N-(8-
o-9H-fluoren-2-yi)-acetamide hydrachioride,

2-{4-(8-Methyl-2-oxo-4H-benzo{d][1,3]oxazin-1-y}-plperidin-1-yl}-N-(9-
oxo-8H-flucren-2-yl)}-acetamide hydrochioride,

2-{4-{8-Methy!-2-ox0-4H-benzo{d][1,3]oxazin-1-yi)-piperidin-1-yl-N-(8-
oxo-8H-fluoren-2-yi)-acetamide hytdrochioride,

2-]4~(8-Chioro-2-ox0-4H-benzo{d][ 1, 3]oxazin-1-yi)-piperidin-1-y{}-N-(9-
hydroxy-8H-fluoren-2-yl)-acetamide hydrochkoride,
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[74)

[79]

f81)

[84]

N-(8-Hydraxy-8H-fluoren-2-yi)-2-{4-(6-methyl-2-0x0-4H-
berzo{d][1,3joxazin-1-yi)-piperidin-1-yij-acetamide hydrochloride,

N-{8-Hydroxy-8H-fluoren-2-yl)-2-{4-(8-methyl-2-0x0-4H-
benzo{d][1, 3joxazin-1-yi)-piperidin-1-yil-acetamide hydrochioride,

N-(8-Hydroxy-8H-fiuoren-3-yl)-2-{4-{8-methyl-2-ox0-4H-
benzo{d][1,3joxazin-1-yl)-piperidin-1-yfl-acetamide hydrochioride,

N-(4-Cyclohexyl-phenyl)-2-{4-(7-fluovo-2-axo-4H-benzo[d][1,3joxazin-1-
yi}-piperidin-1-yfl-acetamide hydrochicride,

N-(0-Ethyl-8H-carbazol-3-yl)-2-4-(5-fluoro-2-oxo-4H-
benzofd]{1,3joxazin-1-yl)-piperidin-1-yi-acstamide hydrochloride,

N-(8-Ethyl-6H-carbazol-3-y1)-2-{4-{8-metoxy-2-oxo-4H-
benzofd]{1,3joxazin-1-yi)-piperdin-1-yj-acatamide hydrochiorids,

N-(9-Ethyl-8H-carbazol-3-yl)-2-{4-(7-mathyl-2-ox0-4H-
benzojd][1,3]ccazin-1-yl)-piperidin-1-yi}-acetamide hydrochioride,

2-{4-{5-Chioro-2-ox0-4H-benzo{d][1,SJoxazin-1-yi)-plperidin-1-yI-N-{S-
ethyl-0H-carbazol-3-yljacetamide hydrochiorids,

244-(5-Fluoro-2-oxo-4H-henzo[d][1,3Joxazin-1-y)-piperidin-1-yf]-N-(4-
phenoxy-phenyl)-acetamide hydrochioride,

2-{4-(6-metoxy-2-0x0-4 H-berao{d}{1,3jaxazin-1-yl)-piperidin-1-yil-N-(8-
oxo-8H-fluoren-3-yi)-acetamide,

N-Dibenzofuran-2-yi-2-{4-(8-metoxy-2-cxo-4H-benzofd][ 1, Jjoxazin-1-yi)-
piperidin-1-yi}- acetamkie,
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1)

[@4]

2-J4-(7-Chloro-2-ox0-4H-benzojd][1,3jaxazin-1-yi)-piperidin-1-yi-N-
dibenzofuran-2-yl-acetamide,

2{4-(6-Fluoro-2-ox0-4H-benzold][1,3joxazin-1-yi)-piperidin-1-yl}-N-(8-
oxo-8H-flucren-3-yi)- acetamide,

2-4-(7-Fluoro-2-000-4H-benzofd][1,3]oxazin-1-yi)-piperidin-1-yi}-N-(B-
hydroxy-8H-fluoren-3-yi)-acetamide,.

N-{8H-Carbazol-3-yi}-2-{4-(5-methyl-2-oxo-4H-benzo|d][1,3)o0azin-1-
yi)-piperidin-1-yi]-acetamide,

N~OH-Carbazol-3-yi)-2-4-{5-fiucro-2-cxo-4H-benzo{d1 Jjoxazin-1-yl)-
piperidin-1-yij-acetamide,

N-(8H-carbazol-3-yi}-2-4-(6-metaxy-2-oo-4H-benzo[d][1,3]oxazin-1-
yi)-piperiin-1-yl-acaetamide,

N-(9-Ethyl-8H-carbazol-3-y1)-2-{4-(5-metoxy-2-oxo-4H-
benzo[d][1,3]oxazin-1-yi)-piperidin-1-yi}-acetamide,

244-(5-Metoxy-2-axo-4H-benzold][1 3joxazn-1-vi}-piperidin-1-yi}-N-(4-
phenoxy-phenyl)-acetamide,

N-(8-Hydroxy-8H-fluoren-3-yl)-2-{4-(7-methyi-2-cxo-4H-
benzojd][1.3]oxazin-1-yi)-piperidin-1-yil-acetamide,

N-(8-Hydroxy-0H-fluoren-3-yi)-2-{4-{8-maetoxy-2-ax0-4H-
benzo[d][1,3)oxazin-1-yi)-piperidin-1-yi}-acetamide,

N-Dibenzofuren-2-yi-2-[4-{5-methyt-2-oxo-4H-benzo{d]{ 1 jaxezin-1-yi)-
piperidin-1-yi}- acetamide,
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6] N-{4-{Ethyl-phenyl-amino)-phenyl}-2-j4-(7-metiryl-2-ox0-4H-
benzo[d][1.3)oxazin-1-yi)-piperidin-1-yi}-acetamide,

077 N-(8H-Carbazol-3-yl)-2-{4-(B-chioro-2-oxn-4H-benaofd][1,3jomzin-1-y)-
pliperidin-1-yil-acetamide,

[B8) N-J4-(Ethyl-phenyl-amino)-phenyl}-2-j4-{8-metoxd-2-om-4H-
benzo[d][1,3]axazin-1-yi}-plperidin-1-yi}-acetamide,

0]  NH{8-Hydroxy-8H-flucren-4-yi)-2-{4-{2-cxo-4H-benzofd][1, 3joxazin-1-yi)-
piperidin-1-yl}-acetamide,

[100] N-{4-(Hydroxy-phenyl-methyl)-phanyl-2-{4-(2-0x0-4H-
benzo[d][1,3joxazin-1-yi}-piperidin-1-ylj-acetamide,

[101] N-4-Chioro-2-(2-chloro-benzoyl)-phenyl]-2{4-(8-methyl-2-axo-4H-
benzo[d][1,3Joxazin-1-yl)-piperidin-1-yi}-acetamide,

[102] N-{4-Chiloro-2-{2-chioro-benzoyl)-phenyl}-2-{4-(2-oxo-4H-
benzo[d][1,3Joxazin-1-yi)-piperidin-1-yi}-acetamida hydrochiloride,

. [103] NH4-Chloro-2-{2-chioro-banzoyl)-phenyl]-2-j4-{8-methyl-2-oxo-4H-
benzojd][1,3joxazin-1-yl)-piperidin-1-yl-acetamide hydrochioride,

{104] N-{4-Chloro-2-(2-chioro-benzoyl)-phenyl}-2-{4-(8-chioro-2-0x0-4H-
benzo[d][1,3]oxazin-1-yi)-piperidin-1-y{}-acetamide hydrachioride,

[105] 2-{4-(7-Methyl-2-ox0-4H-benzo[d]{1,3)oxazin-1-yi)-piperidin-1-yi}-N-
thlazole-2-yl-acetamide,

[108] 2-4~(6-Fluoro-2-oxo-4H-benzofd]f1, Sjoxazin-1-yi}-piperkdin-1-y}-N-
thiazole-2-yl-acetamide,
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[107] N-Dibenzothiophene-2-yi-2{4-(5-methoxy-2-ox0-4H-
banzo{d][1,3joxazin-1-yi)-piperidin-1-yi}-ecetamide,

[108] 2-f4-(7-Chioro-2-oxo-4H-benzo[d][1.3joxazin-1-y}-piperidin-1-yi}-N-
dibenzothiophene-2-yi-acetamide,

[108] 2-}4-(5-Hydroxy-2-ox0-4H-benznfd][1,3joxazin-1-yl)-piperidin-1-yi-N-{(4-
phenoxy-phenyl)-acetemide,

[110] 1-{1{2-{3,4-Dhydro-1H-isoquinoline-2-W)-2-oxo-sthyll-piperidin-4-y}-
1,4-dIhydro-benznid][1,3]oxazin-2-one hydrochloride,

[111] 2-{4-{8-Fluoro-2-oxo-4H-benzofd]{1,3)oxazin-1-yi)-piperidin-1-yi}-N-
quincline-8-yi-acatamide,

[112] 2-{4-{8-Mathoxy-2-oxo-4H-benzofd][1,3joxazin-1-yl}-piperidin-1-yl}-N-
quinoline-8-yl-acetamide,

[113] 2-{4-(6-Chioro-2-oxo-4H-benzold]{1,3joxazin-1-yi)-piperidin-1-yi}-N-
quinoline-8-yl-acetamide,

[114] 2-]4-(6-Fiuoro-2-oxo-4H-benzo[d}{1,3joxazin-1-yi)-piperidin-1-yl}-N-(2-
methyl-benzothiazole-5-yi)-acetamide,

[115] 2-44-(8-Chioro-2-ox0-4H-benzo[d][1,3Joxazin-1-yi)-piperidin-1-yi}-N-(2-
methyl-banzothiazole-5-yi)-acetamide,

[116) 2-{4-{6-Methaxy-2-0x0-4H-benzold][1,3joxazin-1-yi)}-piperidin-1-yl-N-(2-
methyl-benzothlazole-5-yi)-acetamide,

[197] N-{3-Dimethylamino-phenyl)-2-{4-{2-0x0-4H-benzo[d][1 3joxazin-1-yi)-
piperidin-1-yil-acetamide,
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[118) N-{4-Dimetirylamino-phenyl)-2-f4-(2-cxo-4H-benzo{d][1.3joxazin-1-yi)-
piperidin-1-yl-acetamide,

[116] N-{3-Dimethylamino-phenyl)-2-j4-(8-methy}-2-ox0-4H-
benzofd][1,3joxazin-1-yl)-piperidin-1-yl}-acetamide,

[120) N-{4-Dimethylamino-phenyl)}-2-{4-(8-methy}-2-cx0-4H-
benzo[d][1,3joxazin-1-yi)-piperidin-1-yil-acetamide,

[121] N~{3-Dimethylamino-phenyl)-2-j4-(6-methyl-2-cxo-4H-
benzo[d][1,3Joxazin-1-yi)-piperidin-1-yl}-acetamide,

[122) N-{4-Dimethylamino-phenyl)-2-{4-(8-methyl-2-oxp-4H-
benzofd][1,3joxazin-1-yl)-piperidin-1-yl-acetamids,

[123] N-{4-Diethylamino-phenyl)-2-{4-(2-ox0-4H-benzofd][1 3joxazin-1-yi}-
piperidin-1-yl-acetamide,

[124] 2-{244-(2-Oxo-4H-benzo|d][1,3]Joxazin-1-yf)-piperidin-1-yi-
acethylamino)-benzoic acld methyl ester,

[125]) 2-{2-{4-(8-Methyl- 2-0x0-4H-benzofd][1,3]oxazin-1-y)-piperidin-1-yi}-
acathylaminc}-benzoic acid methyl ester,

[126] N-(2-Methoxy-dibenzofuran-3-yi)-2-}4-(2-oxo-4H-benzof{d][1,3joxazin-1-
yi)}-piperidin-1-yl}-acetamide hydrochioride,

[127) N-2{4-{8-Chioro-2-ox0-4H-benzojd]j1,3joxazin-1-yi)-piperidin-1-y-N-
(2-msthoxy-dibenzofuran-3-yl -acetamide hydrochioride,

[128] 2<{2-{4-{6-Chioro-2-ox0-4H-benzo[d)1,3]oxazin-1-yi)-piperidin-1-y}-
acsthylamino}-benzoic acid methy! ester,
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[128] 2-{2-{4-{8-Methy! -2-ox0-4H-benzo[d)[1,3joxazin-1-yi)-piperidin-1-yi}-
acethylamino}-benzoic acid methyl ester,

[130] 2-{4-(8-Chioro-2-0x0-4H-benzo]d][1,3]oxazin-1-yi}-piperidin-1-yi}- N-(4-
diethylamino-phenyl)}-acetamide dihydrochioride,

[131] 2-{4-{8-Chioro-2-axo-4H-benzo{d][1,3joxazin-1-yi)-piperidin-1-yi}- N-{4-
[ethy-(2-hydroxy-ethyl}-aminc}-phenyfjacetamide dihydrochioride,

{132] N-{4-{Ethyl(2-hydroxy-ethyl)}-emino}-phenyl}-2-{4-{6-methyl-2-oxo-4H-
benzod][1,3)oxszin-1-yl)-piperidin-1-y-acetamide dihydrochioride,

{133] N~{4-Diethylamino-phenyi)-2-{4-{8-methyl-2-cxo-4H-
benzo{d][1,3}oxazin-1-yl)-piperidin-1-yll-acetamide dihydrochiorids,

[134] N-(4-Diethylamino-pheryi)-2-{4-(8-methy}-2-cxo-4H-
benzo{d][1,3Joxazin-1-yl)-piperidin-1-yi-acetamide dihydrochioride,

[135] N-{4-{ethyl(2-hydroxy-ethyl)}-amina]-phenyl}-2-{4-(8-methyl-2-oxo-4H-
benzo{d][1,3]oxazin-1-yi)-piperidin-1-yil-acetamide diydrochloride,

[136] N-Benzo{1,3]dloxol-5-yi-2-[4-(2-0x0-4H-benzod][1,3]oxazin-1-yl)-
plperidin-1-yi}-acetamkie,

[137) N-Benzo[1,3]dloxol-5-y-2-{4-{8-methyl-2-cxo-4H-benzofd](1, Sjoxazin-1-
yi)}piperidin-1-yil-acetamide,

[138] N-Benzof1,3]dioxol-5-y1-2-{4-{6-chioro-2-oxo-4H-benzofd][1,3)oxazin-1-
yi)-piperidin-1-yl}-acetamide,

[138] N-Benzo[1,3]dloxol-5-yi-2-{4-{8-methyl-2-oxo-4H-benzo|[d]{1,3]oxazin-1-
yi)}piperidin-1-yi}-acetamide,
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[140] N-{4-{ethyl-{2-hydroxy-ethyl)}-amino}-phenyl}-2-{4-(2-ox0-4H-
benzold][1,3joxazin-1-yi)-piperidin-1-yi}-acetamiie dihydrochloride,

[141] 2-{4-{6-Chioro-2-axo-4H-benzo[d][1,3joxazin-1-yi)-piperidin-1-yi}-N-(4-
dimethylamino-phenyl)-acetamide dihydrochloride,

[142] N-{8-Hydroxy-8H-flucren-3-yl)-2-4-{4-methyl-2-oxo-4H-
benzold][1,3joxazin-1-yi}-plperidin-1-yll-acetamide,

[143] N-{8-Ethyl-8H-carbazol-3-yi)-2-4-(4-methyl-2-axo-4H- .
benzofd][1,3loxazin-1-yl)-piperidin-1-yl-acetamide,

[144]) 244-{4-Methyi-2-oxo-4H-benzo{d][1,3)oxazin-1-yi)-piperidin-1-yi}-N-{4-
phenoxy-phenyl)-acetamide,

[145] 2-{2-{4-{2-Oxo-4H-banzo|d][1,3joxazin-1-yi)-piperidin-1-yil-acetamino}-
benzolc acid,

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

[147] 8-Chioro-1-{1-{2-(8-flucro-2-methyl-3,4-dihydro-2H-quinoline-1-yi)-2-
oxo-athyl}-piperidin-4-yi}-1,4-dihydro-benzo[d 1, 3joxazin-2-one,

[148] 14{1-{2-{(6-Fluoro-2-methyl-3 4-dihydro-2H-quinoline-1-yl)-2-cxo-athyl}-
piperkin-4-yl}-8-methyl-1,4-dihydro-benzn|d]f1,3joxazin-2-one,

[148] 1-{1-{2~8-Fluoro-2-methy}-3 4-diydro-2H-quinoline-1-yl)-2-cxo-ethyl}-
piperidin-4-y{}-8-methyt-1,4-dlhydro-benzofd][1,3joxazin-2-one,

[150] 1<{1{2-{6-Methaxy-2,2,4-trimethyl-3,4-dihydro-2H-quinoline-1-yi)-2-oxo-
ethyl}-piperidin-4-y(}-1.4-dhydro-benzo[d][1,3jcmzin-2-0ne;
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[151] 6-Chioro-1-{1-{2{8-methoxy-2,2 4-trimethy}-3,4-dihydro-2H-quincline-1-
y1)-2-oxo-ethyl}-piperidin-4-yl}-1,4-dihydro-benzo{d}{1,3jaxazin-2-one,

[152] 14{1{2-(8-Methaxy-2,2,4-rimsthyt-3,4-dlhydro-2H-quinoline-1-yl)-2-coo-
 etiyl}-piperidin-4-yl}-8-methyl-1,4-dihydro-benzoid][1 Sjoxazin-2-ane,

[153] 1-{i{2-(6-Methoxy-2,2,4-trimethyl-3,4-dIhydro-2H-quinoline-1-yi)-2-0xo-
ethyl}-piperidin-4-yf}-8-methyi-1 4-dhydro-benzo[d][1,3)oxazin-2-0ne,

[154) N-{9-Hydroxy-8H-fluoren-3-yt)-2-44-(2-oxo-7-triftuormethyt-4H-
benzo{d][1,3}axazin-1-yl)-plperidin-1-yl}-acetamide,

[165] N-{8H-carbazol-3-y1)-2-{4-{2-0x0-7-trifluormethyl-4H-
benzo[d][1,3]oxazin-1-yi)-piperidin-1-yfj-acetamide,

[166] 24~2-Oxo-7-trifluormethyl-4H-berczold][1,3joxezin-1-yl)-piperidin-1-yi}-
N-{4-phenoxy-pheryl)-acetamide,

[157] N-«($-Ethyl-8H-carbazol-3-yi)-2{4-(2-oxo-7-trifluormethyl-4H-
benzoldi[1,3]oxazin-1-yi)-plperidin-1-yi}-acetamide,

[158] 2-4-(8,7-Difluoro-2-oxo-4H-benzold][1,3joxazin-1-yi)}-piperidin-1-yl}-N-
(S-hydroxy-8H-fluoren-3-yi)}-acetamide,

[168] N-(8H-carbazol-3-yl)-2{4-(8,7-dMuoro-2-cxo-4H-benzo[d]{ Sjaxazin-1-
vi)}-piperdin-1-yl-acetamide,

[180] 2-4-{8,7-Difluoro-2-axo-4H-benzo|d][1,3joxazin-1-yi)-piperidin-1-yi}-N-
(4-phencxy-phenyl)-acetamide,

[181] 2-48,7-Difiuoro-2-cxo-4H-berzojd]{1,Sjoxazin-1-yi)-plperidin-1-y-N-
(9-athy-0H-carbazol-3-yl)-acetamide,
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[182] 244-{4-Methyl-2-axo-4H-benzo{d][1,3joxazin-1-yl)-plperidin-1-yl-N-(o-
oxo-8H-flucren-3-yl)-acetamide,

[163] 2-{4-{6-Chioro-2-ox0-4H-benzofd][1,3jaxazin-1-yi)}-piperidin-1-yl}-N-{3-
dimethylamino-phenyl)-acetamide.

Process for the preparation of benzoxazinone-derived compounds according
to claims 1-17, characterized In that at lsast one compound of general formula
().

H

\
R1o/ \R"
)

wherein R and R'! have the meaning according to claim 1 Is reactad with at
least one compound of general formula (ill),

0
P
)

wheraln A has the meaning acconding to claim 1, F represents halogen,
hydroxy or an O-acyl group and G represents halogen, prefarabty chiorine, in
@ sultable reaction medium and in the presance of at least one base and/or at
least one auxillary agent, and reacting the so obtained compound of geneml
(v)
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R“\TJ\A/G

RM
)

wherein A, G, R'® and R*! have the above defined meaning, with at least one
plperidin compound of general formula (V) and/or a salt, preferably
hydrochioride, thereof,

R’ R®
R?
[y N o
R*
R® R?
R' H R"
v

wherein R to R? have the meaning acconding to claim 1, in a sultable reaction
medium, opticnalty In the presence of at least one base and/or at least one
auxiliary agent.
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19. Process for the preparation of a physiologically accaptable sait of the
banzoxazinone-derived compounds according to claima 1-17, charactertzed In
that at least one compound of general formula (1} having at least one basic
group s reacted with at least one acid, preferably an inorganic or organic acid,
preferably in the presence of a sultable reaction medium,

20. Process for the preparation of a physiologically acceptable salt of the
benzoxazinone-derived compounds according to claims 1-17, characterized in
that at least one compound of general formula (1) having at least one acldic

group is reacted with at least one base, preferably in the presance of a
sultable reaction medium.

21. Compounds of general formula (V) according to claim 18:
[1]  6-Methy-1-{piperidin-4-yl)-1,4-dihydro-2H-3,1-benzaxazin-2-ane,
[2  7-Methy-1-(piperiin-4-yi)-1,4-dihydro-2H-3, 1-benzoxazin-2-one,
B 8-Methyl-1-(piperidin-4-yl)-1.4-dihydro-2H-3,1-benzoxezin-2-one,
K]  5-Chioro-1-{piperidin-4-yi)}-1,4-dihydro-2H-3,1-benzoxezin-2-one,
{51 6-Chioro-1-{piperidin-4-yi)-1.4-dihydro-2H-3,1-benzoxazin-2-one,
[6] 8-Chioro-1-{piperidin-4-yi)-1,4-dlhydro-2H-3, 1-benzoxazin-2-one,
[l 6-Fluoro-1-{piperidin-4-yi)-1,4-dihydro-2H-3,1-benzaxazin-2-one,
8]  7-Fluoro-1-{piperidin-4-yl)-1,4-dihydro-2H-3,1-benzoxazin-2-one,
@  5-Methoxy-1-(piparidin-4-yi)-1,4-dihydro-2H-3,1-benzoxazin-2-ons,
[10] 6-Methoxy-1-{piperidin-4-yi)-1,4-dihydro-2H-3, 1 -benzoxazin-2-one,



34t @

WO 03084952 PCT/EPO3N3629
[11] 5-Hydroxy-1-{piperidin-4-y}-1,4-dihydro-2H-3,1-benzoxazin-2-one,
[12) 6-Hydroxy-1-(piperidin-4-yi)-1,4-dihydro-2H-3,1-benzosazin-2-one,
[13] 8-Hydroxy-1-(piperidin-4-yi)1 4-dihydro-2H-3,1-benzaxazin-2-one,
[14] 8,7-Difluoro-1-piperidin-4-yi-1,4-dlhydro-benzofd]{1,3joxazin-2-one and

[15] 1-Piperkiin-4-yi-7-trifluoromethyl-1,4-dihydro-benzold][1,3] oxazin-2-
one,

optionaity in form of their salts.

22. Madicament comprising at least one benzcazinone-derived compound
according to any one of claims 1-17, optionally In form of one of its
stersolsomers, preferably enantiomers or diastereomers, its racemats or in
form of a mixture of at least two of iis eterecisomers in any mixing ratio, or a
physlologically acceptable salt thereof, or a solvats, respactively, and
optionally one or more phamaceutically acceptable adjuvents.

23. Medicament according to claim 22 for the regulation of neuropeptide Y
receptors, praferably of neuropeptide Y 5 (NPYS) receptor, for the regulation of
food ingestion, prefarably for the prophyiaxis and/or treatment of disorders of
food ingestion, preferably obeslily, ancrexia or bulimia, for the prophylexds
and/or treatment of disorders of the peripheral nervous system, disorders of
the central nervous system, diabetes, arthritls, epliepsy, anxiety, depression,
cognitive disorders, preferably memory disorders, cardiovascular disaases,
pain, hypertensive syndrom, inflammatory diseases cr immune dissases.
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25.

Use of at least one benzoxazinone-derived compound according to any one of
claims 1-17, optionally in form of one of its starscisomers, preferably
enantiomens or dlastereomers, its mcemate or in form of a mbdure of at least
two of its stereclsomers In any mixing ratio, or a physiologically acceptable salt
therecf, or a solvate, respectively, for the manufacture of a medicament for the
regulation of neuropeptide Y receptors, preferably of neuropeptide Y 5 (NPY5)
recoptor.

Usas of at least ong benzmmzinone-derived compound aceording to any one of
dlaims 1-17, optionally in form of one of s stereclsomers, preferably
enantiomers or diastereomers, its racemats or in form of a mbdure of at least
two of its steracisomers In any mbdng ratio, or a physiologically acceptabie sait
thereof, or a solvate, respectively, for the manufacture of a medicament with
antagonistic properties for the neuropeptide Y & (NPYS5) receptor.

Use of at least one benznxazinone-derived compound according to any one of
clalms 1-17. optionally in form of one of its stereolsomaers, preferably
enantiomers or diastereomers, Its racemats or in form of a mbdure of at least
iwo of Ita sterecisomers in any mixing ratio, or a physiologically acceptable sait
thereof, or a solvate, respectively, for the manufacture of a madicament for the

prophylaxis or treatment of disorders of food Ingestion, preferably obesity,
anorexia or bulimia.

Use of at least one benznxazinone-derived compound according to any one of
claims 1-17, optionally in form of one of Ite sterecisomers, preferably
enantiomers or diastereomers, ks racemate or in form of a mbdure of at least
two of its sterecisomers in any mixing ratio, or a physiologically acceptable sait
thereof, or a solvate, respectively, for the manufacture of a medicament for the
prophylaxde and/or treatment of disorders of the peripheral nervous aystem.

4’:.
77w
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Use of at least one benzaxazinone-derived compound according to any one of
claims 1-17, optionally in form of one of its sterecisomers, preferably
enantiomars or diastereomsrs, Its racemats or in form of a mbdure of at least
two of ita sterecisomers In any mhdng retio, or a physiologically acceptable sait
thersof, or a solvate, respectively, for the manufacture of a medicament for the
prophylaxds and/or treatment of disorders of the ceniral nervous system.

Use of at least one benzoxazinone-derived compound according to any one of
claima 1-17, optionally in form of one of Its stereclsomers, preferably
enantiomers or diastereomers, its racemate or in form of a mixture of at least
fwo of iis sterecisomers in any mixing ratio, or a physiologically accepiable sait
thereof, or a solvate, respectively, for the manufacture of a medicament for the
prophylaxis and/or treatment of amdety.

Use of at [east one benzaxazinone-derived compound according to any one of
clalme 1-17, optionally in form of one of s stsreclsomers, preferably
enantiomers or diastereomers, its racemate or In form of a mixture of at least
two of Iis sterecisomers in any mbdng ratio, or @ physiologically acceptable salt
thereof, or a solvats, respectively, for the manufacture of a medicament for the
prophylaxis and/or treatment of depreasion.

Use of at least one benzoxazinone-derived compound according to any one of
claims 1-17, optionally in form of one of lts sterecisomers, preferably
enantiomers or diastereomers, its racemate or in form of a mbdure of at least
fwo of its sterecisomers in any mixing ratio, or a physiclogically acceptable sait
thereof, or a solvate, respectively, for the manufecture of a medicament for the

prophylaxis and/or treatment of cognitive disorders, preferably memory
disorders.

131

343

X



WO 03084952 PCT/EPOAIEYY

32, Use of at lsast one benzoxazinone-derived compound according to any one of

claims 1-17, optionally in form of one of its sterecisomers, preferably
enantiomers or dlastereomers, its racemats or in form of a mbdure of at least
two of Its sterecisomers in any mbdng ratio, or a physiclogically acceptable salt
theracf, or a solvate, respectively, for the manufacture of a medicament for the
prophylaxds and/or treatment of cardiovescular diseases.

Uae of at least one benzoxazinone-derived compound acconding to any one of
claims 1-17, optionally in form of one of its sterecisomers, preferably
enantiomers or diestarsomers, Its racernate or In form of a mixiure of at least
fwo of its sterecisomers in ary mixing ratio, or a physiologically acceptable sait
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 eccording to any ane of
claims 1-17, optionally in form of one of its sterecisomers, preferably
enantiomers or diastareomers, its racemate or in form of a mbdure of at least
two of Its sterecisomers In any mbdng ratio, or a physiclogically acceptable sait
thereof, or a solvate, respectively, for the manufaciure of a medicament for the
prophylaxas and/or treatment of hypertensive syndrom.

Use of at least one benzaxazinone-derived compound according to any one of
clalms 1-17, optionally In form of one of its sterecleomers, preferably
enantiomers or diastareomers, lis racemats or In form of a mbdure of at lsast
fwo of Its stereoisomers In any mbdng ratio, or a physiologically accaptable salt
thereof, or a solvate, respactively, for the manufacture of a medicament for the
prophylaxis and/or treatrnent of inflammatory diseases.



37.

WO 03084952 PCT/EPO3N3629

Use of at least one benzoxazinone-derived compound according to any one of
claims 1-17, optionally in form of one of s sterecisomers, preferably
enantiomers or diastereomers, Its racemats or In form of a mbdure of at least
two of its sterecisomars in any mixing retio, or a physiologically accaptablo salt
thereaf, or a solvate, respectively, for the manufacture of a medicament for the
prophylaxds and/or treatment of immune diseasss.

Use of at ieast one benzoxazinone-derived compound according fo any one of
claims 1-17, optionally in form of one of ita stareclsomers, preferably
enantiomers or diastereomers, its racemate or in form of a mbdure of at least
fwo of lts stereocisomers In any mixing ratio, or a physiologically acceptable sait
thereof, or a soivate, respectively, for the manufacture of a medicament for the
prophylaxis or treatment of diabetss.

Use of at least one benzmxmzinone-derivad compound according to any one of
claims 1-17, optionally In form of one of lis sterecisomers, preferably
enantiomers or diastasreomers, its racemate or In form of a mixture of at least
two of Its starecisomers in any mbdng ratio, or a physiologically acceptable salt
thereof, or a solvate, respectively, for the manufacture of a medicament for the
prophylaxis or treatment of epllepsy.

Uee of at least one benzoxazinone-derived compound according to any one of
claims 1-17, optionally In form of one of ita eteraclsomars, preferably
enantiomers or diastareomers, I's racemate or In form of a mbdure of at loast
iwo of its sterecisomers in any mbdng retio, or a physiologically acceptable sakt
thereof, or a solvate, respectively, for the manufaciure of a medicament for the
prophylaxds or treatment of arthritls,

247 s
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NOVEDAD DE LA INVENCION
Hablendo <descrito el ©presente invento se
considera como novedad y por lo tanto se reclama como
S5 propiedad lo contenido en las siguientes:

REIVINRDICACIONES

1.- Un compuesto derivado de benzoxazinona de la

10 férmula general (I)

15 (1)

en la cual

20 R!, R?, R®, R' se selecciona cada uno de manera
independiente a partir del grupo que consiste de hidrdgeno,
halégeno, un radical alifético no ramificado o ramificado,
saturado o no saturado, opcionalmente por lo menos mono-
sustituido, un radical cicloalifatico saturado o

25 insaturado, opcionalmente por lo mencs mono-sustituido, que
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opcionalmente contiene por lo menos un heterodtomo como un
eslabdén de anillo, el cual puede estar unido mediante un
grupo algquileno opcionalmente por lo menos mono-sustituido
y/o puede estar condensado con un sistema de anillo
monociclico o policiclico opcionalmente por lo menos mono-
sustituido, un radical arile o heterocarile opcionalmente
por lo menos mono-sustituido, el cual puede estar unido
mediante un grupo alquilenoc opcionalmente por lo menos
mono-sustituido y/o puede estar condensado con un sistema
de anillo monociclico o policiclico opcionalmente por 1lo
menos mono-sustituido, una porcién nitre, ciano, -ORY?, -
oc(=)R'?, -srl, -sSOR', -sO,R!!, -NH-SOR'*, -SONH, y -NR!R!S,

RS representa hidrégeno, un radical alifdtico no
ramificado 1} ramificado, saturado ) insaturado,
opcionalmente por lo menos mono-sustituido o un radical
cicloalifdtico que contiene opcionalmente por lo menos un
heterodtomo como eslabén de anillo, saturado o insaturado,
opcionalmente por lo menos mono-sustituido,

R%, R’, R, R’ se seleccionan cada uno de manera
independiente a partir del grupo que consiste de hidrégeno,
un radical alifAtico no ramificado o ramificado, saturado o
no saturado, por lo menos opcionalmente mono-susatituido, o
un radical cicloalifdtico que contiene opcionalmente por lo
menos un heterodtomo como eslabén de anillo, saturado o

insaturado, opcionalmente por lo menos mono-sustituido, un

341
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ciano y una porcién COOR'?,

A representa un miembro de puente =-CHRY™- &
CHR'-CH,-,

R representa hidrégeno, un radical alifético no
ramificado o ramificado, saturado o no saturado, por lo
menos opcionalmente mono-sustituido, un radical
cicloalifdtico que contiene opcionalmente por lo menos un
heteroidtomo como eslabén de anillo, saturado o insaturado,
opcionalmente por lo menos mono-sustituido o un radical
arilo o heterocarilo opcionalmente por lo menos mono-
sustituido, el cual puede estar unido mediante un grupo
alquileno opcionalmente por lo menos mono-sustituido y/o
puede estar condensado con un sistema de anillo monociclico
o policiclico opcionalmente por lo menos mono-sustituido,

Rl representa un radical alifético no ramificado
o ramificado, saturado o no saturado, por lo mencs
opcionalmente mono-sustituido, un radical cicloalifitico
que contiene opcionalmente por lo menos un hetercdtomc como
eslabén de anillo, saturado o insaturado, opclonalmente por
lo menos mono-sustituido, el cual puede estar unido
mediante un grupo alquileno opcionalmente por lo menos
mono-sustituido y/o puede estar condensado con un sistema
de anillo monociclico o policiclico opcionalmente por 1lo
menos meono-sustituido, o un radical arilo o heteroarilo por

lo menos opcionalmente mono-sustituido, el cual puede estar
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unido mediante un grupo alquileno por lo menos
opcionalmente mono-sustituido y/o puede estar condensado
con un sistema de anille monociclico o policiclico por 1lo
menos opcionalmente mono-sustituido, o

R y R junto con el &tomo de nitrégeno de
puente forman un anillo heterociclico por lo menos
opclonalmente mono-sustituido, saturado, insaturado o
aromdtico, que puede contener por lo menos un hetercdtamo
adicional como un eslabén de anillo y/o puede estar
condensado con un sistema de anillo monociclico o
policiclico opcionalmente por lo menos mono-suatituido,

R? representa hidrégeno, un radical alif&tico no
ramificado o ramificado, saturado o no saturado, por 1lo
menos opcionalmente mono-sustituide, un radical
cicloalifdtico que contiene opcionalmente por lo menos un
heteroitomo como eslabén de anillo, saturado o insaturado,
opcionalmente por lo menos mono-sustituido, el cual puede
estar unido mediante un grupo alquileno opcionalmente por
lo menos mono-sustituido y/o puede estar condensado con un
sistema de anillo monociclico o policiclico opcionalmente
por lo menos mono-sustituido, o un radical arilo o
heterocarilo opcionalmente por lo menos mono-sustituido, el
cual puede estar unido mediante un grupo alquileno
opcionalmente por lo menos mono-sustituido y/o puede estar

condensado con un sistema de anille monociclico o

349
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policiclico por lo menos opcionalmente mono-sustituido,

R? representa hidrégeno, un radical alifatico no
ramificado o ramificado, saturade o no saturado, por lo
menos opcionalmente mono-sustituide, un radical
cicloalifético que contiene opcionalmente por lo menos un
heterodtomo comc eslabén de anillo, saturado o insaturado,
opcionalmente por lo menos mono-sustituido, el cual puede
estar unido mediante un grupo alquileno opcionalmente por
lo menos mono-sustituido y/o puede estar condensado con un
sistema de anillo monociclico o policiclico opcionalmente
por lo menos mono-sustituido, o un radical arileo o
hetercarilo opcionalmente por lo menos mono-sustituido, el
cual puede estar unido mediante un grupo alquileno
opcionalmente por lo menos mono-sustituido y/o puede estar
condensado con un sistema de anillo monociclico o
policiclico por lo menos opcicnalmente mono-sustituido,

R representa un radical alifdtico no ramificado
o ramlificado, saturado o i1nsaturado, por lo menos
opcionalmente mono-sustituido, un radical cicloalifético
que contiene opcionalmente por lo menos un heteroitomo como
eslabén de anillo, saturado o insaturado, opcionalmente por
lo menos mono-sustituido, el cual puede estar unido
mediante un grupo alquileno opcionalmente por lo menos
mono-sustituido y/o puede estar condensado con un sistema

de anillo monociclico o ©policiclico por lo menos
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opcionalmente mono-sustituido, © un radical arile o
hetercarilo opcionalmente por lo menos mono-sustituido, el
cual puede estar unido mediante un grupo alquileno
opcionalmente por lo menos mono-sustituido y/o puede estar
condensado con un sistema de anillo monociclico o
policiclico por lo menos opcionalmente mono-sustituido,

R® y R se seleccionan cada uno de manera
independiente a partir del grupo que consiste de hidrégeno,
un radical alifdtico no ramificado o ramificado, saturado o
no saturado, por lo menos opcionalmente mono-sustituideo, un
radical cicloalifAdtico que contiene opcionalmente por lo
menos un heterodtomo como eslabén de anillo, saturado o
insaturado, opcionalmente por lo menos mono-sustituido, el
cual puede estar unido mediante un grupo algquileno
opcionalmente por lo menos mono-sustituldo y/o puede estar
condensado con un sistema de anillo monociclico o
policiclico opcionalmente por lo menos mono-sustituido, o
un radical arilo o heteroarilo opcionalmente por lo menos
mono-sustituido, el cual puede estar unido mediante un
grupo alquileno opcionalmente por lo menos mono—-sustituido
y/o puede estar condensado con un sistema de anillo
monociclico o peoliciclico opclionalmente por lo menos mono-
sustituido,

o R¥ y R! junto con el Atomo de nitr6geno de

puente forman un anillo heterociclico saturado, insaturado
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© aromidtico, el cual puede estar por lo menos mono-
sustituido y/o contiene por lo menos un heterodtomo
adicional como un eslabdn de anillo,

R!? representa hidrégeno, un radical alifatico no
ramificado ¢ ramificado, saturado o no saturado, por lo
menos opcionalmente mono-sustituido, un radical
cicloalifdtico que contiene por lo menos un heterodtomo
como eslabén de anillo, saturado o insaturado,
opcionalmente por lo menos mono-sustituido, o un radical
arilo o heterocarile opcionalmente por lo menos mono-
sustituido, el cual puede estar unido mediante un grupo
alquileno opcionalmente por lo menos mono-sustituido y/o
puede estar condensado con un sistema de anillo monociclico
0 policiclico opcionalmente por lo menos mono-sustituido,

R representa hidrégeno, un radical alif&tico no
ramificado o ramificado, saturado o no saturado, por 1lo
menos opcionalmente mono-susatituido, un radical
cicleocalifatico que contiene cpcionalmente por lo menos un
heterodtomo como eslabén de anille, saturade o insaturado,
opcionalmente por lo menos mono-sustituido o un radical
arilo o heteroarilo opcionalmente por lo menos mono-
sustituido, el cual puede estar unido mediante un grupo
alquileno opciocnalmente por lo menos mono-sustituido y/o
puede estar condensado con un sistema de anillo monociclico

o policiclico opcionalmente por lo menos mono-sustituido,
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opcionalmente en forma de uno de sus
estereoisémeros, de preferencia enantiémeros o)
diasterefmeros, su racemato o en forma de una mezcla de por
lo menos dos de sus estereoisémeros, de preferencia
enantidmeros o diastereémeros, en cualquier relacién de
mezclado, © una sal del mismo, o un solvato,
fisiolégicamente aceptable, resapectivamente,

2.- Los compuestos de conformidad con 1la
reivindicacién 1, caracterizados porque R!, R?, R}, R' se
seleccionan cada uno de manera independiente a partir del
grupo que consiste de H, F, Cl, Br, un radical alifédtico de
Ci-s no ramlificado o ramificado, saturade o insaturado,
opcionalmente por 1lo menos mono-sustituido, wun radical
cicloalifdtico de Ci.3 que contiene opcionalmente por 1o
menos un hetercdtomo como eslabdn de anillo, saturado o
insaturado, opcionalmente por lo menos mono-sustituido, el
cual puede estar unido mediante un grupo alquileno de C;-¢
opcionalmente por loc menos mono-sustituido y/o puede estar
condensado con wun sistema de anilloe monociclico o
policiclico opcionalmente por lo menos mono-sustituido, un
radical arilo o heterocarilo de 5 o 6 eslabones
opcionalmente por lo menos mono-sustituido, el cual puede
estar unido mediante un grupoc alquileno de Cl-6
opcionalmente por lo menos mono-sustituido y/o puede estar

condensado con un sistema de anillo monociclico o
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policiclico opcionalmente por lo menos mono-sustituido, una
porcién nitro, ciano, -OR!Z, -oc(=)R!?, -sr!Y, -sorM, -
SO.R'Y, -NH-SO.RY, -SO;NH; y -NR'*R!S,

R® representa hidrégeno, un radical alifatico de
Ci-s no. ramificado o ramificado, saturado o insaturado,
opcionalmente por lo menos mono-sustituido o un radical
cicloalifético de C3.p que contiene opcionalmente por lo
menos un heterocatomo como eslabén de anillo, saturado o
insaturado, opcionalmente por lo menos mono-sustituido,

RS, R’, R%, R' se seleccionan cada uno de manera
independiente a partir del grupo que consiste de hidrégeno,
un radical alifético de Ci¢ no ramificado o ramificado,
saturado o insaturado, opcionalmente por lo menos mono-
sustituido, un radical cicloalifdtico de Ci-3 que contiene
opcionalmente por lo menos un hetercdtomo como eslabén de
anillo, saturado o insaturado, opcionalmente por lo menos
mono~sustituido, un ciano y porcién COOR?,

A representa un miembro de puente -CHRY- ¢ -
CHR'*-CH,-,

R representa hidrégeno, un radical alifatico de
Ci-¢ no ramificado o ramificado, saturado o insaturado,
opcionalmente por lo menos mono-sustituido, un radical
cicloalifatico de C33 que contiene opcionalmente por lo
menos un heterodtomo como eslabén de anillo, saturado ©

insaturado, opcionalmente por lo menos mono-sustituido o un
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radical arilo o hetercarilo de S5 o 6 eslabones,
opcionalmente por lo menos mono-sustituido, el cual puede
estar unido mediante un  grupo alquileno de Ci-s
opcionalmente por lo menos mono-sustituido y/o puede estar
condensado con un sistema de anillo monociclico o
peliciclico por lo menos opcionalmente mono-sustituido,

R'! representa un radical alifAtico de C; no
ramificado o ramificado, saturado o insaturado,
opcionalmente por lo menos mono-sustituido, un radical
cicloalifatico de C3-p que contiene opcionalmente por lo
menos un hetercdtomo como eslabén de anille, saturado o
insaturado, opciocnalmente por lo menos mono-sustituido, el
cual puede estar unido mediante un grupo alquileno de C-g,
opcionalmente por lo menos mono-sustituido y/o puede estar
condensado con un sistema de anille monociclico o
policiclico, opcionalmente por lo menos mono-sustituido o
un radical arilo o hetercarilo de 5 o 6 aslabones,
opcionalmente por lo menos mono-sustituido, el cual puede
estar unido mediante un grupo alquileno de Ci-¢
opcionalmente por lo menos mono-sustituido y/o puede estar
condensado con un sistema de anillo monociclico o
policiclico opcionalmente por lo menos mono-sustituido, o

R® y R 4junto con el &tomo de nitrégeno de
puente forman un anillo heterociclico de 5 o 6 eslabones,

opcionalmente por 1o menos mono-sustituido, saturado,
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insaturado ¢ aromatico, el cual puede contener por lo menos
un heterodtomo adicional como un eslabdén de anillo y/o
estar condensado con un sistema de anillo monociclico o
policiclico opcionalmente por lo menos mono-sustituido,

R!? representa hidrégeno, un radical alif&tico de
Ci1-s no ramificado o ramificado, saturado © no saturado, por
le menos opcionalmente mono-sustituido, un radical
cicloalifdtico de C3-¢y que contiene opcionalmente por 1lo
menos un heterodtomo como eslabén de anillo, saturado o
insaturado, opcionalmente por lo menos mono-sustituido, el
cual puede estar unido mediante un grupo alquilenoc de C;-¢
opcionalmente por lo menos mono-sustituido y/o puede estar
condensado c¢on un sistema de anillo monociclico o
policiclico opcionalmente por lo menos mono-sustituido, o
un radical arilo o hetercarilo de 5 & 6 eslabones
opcionalmente por lo menos mono-sustituldo, el cual puede
estar unido mediante un grupo algquileno de Cj¢
opcionalmente por lo menos mono-sustituido y/o puede estar
condensado con un sistema de anillo monociclico o
policiclico por lo menos opcionalmente mono-sustituido,

RY representa hidrégeno, un radical alifatico de
Ci-s no ramificado o ramificado, saturado o no saturado, por
lo menos opcionalmente mono-sustituido, un radical
cicloalifatico de C34 que contiene opcionalmente por 1lo

menos un heterodtomo como eslabén de anillo, saturado o
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insaturado, opcionalmente por lo menos mono-sustituido, el
cual puede estar unido mediante un grupo alquileno de C;-¢
opcionalmente por lo menos mono-sustituido y/o puede estar
condensado c¢on un sistema de anillo monociclico o
policiclico opcionalmente por lo menos mono-sustituido, o
un radical arilo o heterocarilo de 5 6 6 eslabones
opcionalmente por lo menos mono-sustituideo, el cual puede
estar unido mediante wun grupo alquileno de Cj-¢
opcionalmente por lo menos mono-sustituido y/o puede estar
condensado con un sistema de anillo monociclico o
policiclico por lo menos opcionalmente mono-sustituido,

R representa un radical alifitico de Cj.s no
ramificado o ramificado, saturade o insaturado, por 1lo
menos opcionalmente mono-sustituido, un radical
cicloalifédtico de Cyy que contiene opcionalmente por lo
menos un heterocdtomo como eslabén de anillo, saturado o
insaturado, opcionalmente por lo menos mono-sustituido, el
cual puede estar unido mediante un grupo alquilenoc de C;¢
opcionalmente por lo menos mono-sustituido y/o puede estar
condensado con un sistema de anlillo monociclico o
policiclico por lo menos opcionalmente mono-sustituido, o
un radical arilo o heteroarilo de 5 6 6 eslabones
opcionalmente por lo menos mono-sustituido, el cual puede
estar unido mediante wun grupo alquileno de Ci-s

opcionalmente por lo menos mono-sustituido y/o puede estar
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condensado con un sistema de anillo monociclico o
policiclico por lo menos opcionalmente mono-sustituido,

R¥ y R!® se seleccionan cada uno de manera
independiente a partir del grupo que consiste de hidrégeno,
un radical alifAtico de C;-§ no ramificado o ramificado,
saturado o no saturado, por lo mencs opcionalmente mono-
sustituido, un radical cicloalifdtico de C3;3 que contiene
opcionalmente por lo menos un heterodtomo como eslabédn de
anillo, saturado o insaturade, opcionalmente por lo menos
mono-sustituido, el cual puede estar unido mediante un
grupo alquileno de C;-¢ opcionalmente por lo menos mono-
sustituido y/o puede estar condensado con un sistema de
anillo monociclico o policicliceo opcionalmente por 1o menos
mono-sustituido, o un radical arilo o hetercarilo de 5 6 6
eslabones opcionalmente por lo menos mono-sustituido, el
cual puede estar unido mediante un grupo alquileno de C;-¢
opcionalmente por lo menos mono-sustituido y/o puede estar
condensado con un Ssistema de anillo monociclico o
policiclico opcionalmente por lo menos mono-sustituido,

o R y R'® junto con el Atomo de nitrégeno de
puente forman un anillo heterociclico de 5 6 6 eslabones,
saturado, insaturado o aromiAtico, el cual puede estar por
lo menos mono-sustituido y/o contiene por lo menos un
heterodtomo adicional como un eslabdn de anillo,

R}’ representa hidrégeno, un radical alifético de
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Ci-s no ramificado o ramificado, saturado o no saturado, por
lo menos opcionalmente mono-sustituido, un radical
cicloalifdtico de C34 que contiene por 1o menos un
heterodtomo como eslabén de anillo, saturado o insaturado,
opcionalmente por lo menos mono-sustituido, o un radical
arilo o heterocarilo de 5 6 6 eslabones opcionalmente por lo
menos mono-sustituido, el cual puede estar unido mediante
un grupe alquileno de C;-¢ opcionalmente por lo menocs mono-
sustituido y/o puede estar condensado con un sistema de
anillo monociclico o policiclico opcionalmente por lo menos
mono—-sustituido,

R'" representa hidrégeno, un radical alifatico de
Ci1-s no ramificado o ramificado, saturado o no saturado, por
lJo menos opcionalmente mono-sustituido, un radical
cicloalifatico de Cis¢ que contiene opcionalmente por lo
menos un heterocatomo como eslabén de anillo, saturado o
insaturado, opcionalmente por lo menos mono-sustituido o un
radical arilo o  hetercarilo de 5 é 6 eslabones
opciocnalmente por lo menos mono-sustituido, el cual puede
estar unido mediante wun grupo alquileno de Ci¢
opcionalmente por lo menos mono-sustituido y/o puede estar
condensado con un sistema de anillo monociclico o
policiclico opcionalmente por lo menos mono-sustituido.

3.- Los compuestos de conformidad con la

reivindicacién 1 o 2, caracterizados porque R!, R?}, R’, R
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del grupo que consiste de H, F, Cl, Br, un radical
alifatico de C;-3 saturado, ramificado o no ramificado,
opcionalmente por lo menos mono-sustituido, un radical
cicloalifadtico de Cs o Cs que contiene opcionalmente por lo
menos un heterodtomo como eslabén de anille, saturado,
opcionalmente por lo menos mono-sustituido, el cual puede
estar unido mediante un grupo alquileno de Cl o C(C2
opcionalmente por lo menos mono-sustituido, una porcién
nitro, ciano, -OR!?, -0C(=0)R!?, -SR™ y -NR¥R'®, que de
preferencia se selecciona del grupo que consiste de H, F,
Cl, CH;, CHaCH3, CF;, CF;CFs, ciclopentilo, ciclohexilo,
nitro, ciano y -OR!2.

4.- Los compuestos de conformidad con cualquiera
de las reivindicaciones 1 a 3, caracterizados porque R?
representa H o un radical alquilo de C;3 ramificado o no
ramificado, de preferencia H, CHa o CHaCHj.

5.~ Los compuestos de conformidad con cualquiera
de las reivindicaciones 1 a 4, caracterizados porque RS,
R’, R®, R’ se seleccionan cada uno de manera independiente a
partir del grupo que consiste de H; un radical alquilo de
Cl-3 ramificado o no ramificado, ciano y un grupc COOR17,
de preferencia a partir del grupo que consiste de H, CHj,
CH2CH; y ciano.

6.- Los compuestos de conformidad con cualquiera
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de las reivindicaciones 1 a 5, caracterizados porque R!®
representa hidrégeno o un radical alquilo de C;-4 ramificado
o no ramificado.

7.- Los compuestos de conformidad con cualquiera
de las reivindicaciones 1 a 6, caracterizados porque R se
selecciona a partir del grupo que consiste de fenilo no
sustituido, fenilo opcionalmente por lo menos mono-
sustituido con un radical alquileo de C;-4 ramificado o no
ramificado, un radical alcoxi de C;.4 ramificado o no
ramificado, un radical perfluorocalquile de C,4 ramificado o
no ramificado, un radical perflucoroalcoxi de C,.4 ramificado
o no ramificado, F, Cl, Br, ciclohexilo, fenllo, fenoxi,
feniltio, benzoilo, ciano, -C(=0)-alquilo de C;-2, -C(=0)0-
alquilo de Cj;-2, carboxi, -CH(OH) (fenilo), -NRR® en el cual
R*, R® se seleccionan cada uno de manera independiente a
partir del grupo que consiste de H, un radical alquilo de
Ci-+ ramificado ¢ no ramificado, =-CH,CH;~OH y un radical
fenilo no sustitﬁido,

un radical tiazol no sustituido,

un grupo de la férmula general (A)

SO
Y
(A)

en la cual

nesléd?2,



¢ =T

X representa CH o N,

Y representa CHz, O, N-R®, CH-OH o C(=0),

R® es H o un radical alquilo de C;4 ramificado o
no ramificado,

5 un grupo de la férmula (B),

99

(B)
un grupo de la férmula (C),

m 0

©

un grupo de la férmula general (D},

w -

D)

en la cual Rp es H 0 un radical alquilo de C;-4 ramificado o

no ramificado y un grupo de la férmula general (E),
R W
Z
(E)

en la cual
R® representa H, un radical alquilo de Cji4

25 ramificado o no ramificado o un radical alcoxi de Ci-4
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ramificado © no ramificado,

W representa un enlace entre los dos anillos
aromAticos, CH;, CH-OH o C({=0),

Z representa CHz, O, S, CH-OH, C(=0) o N-Rf en el
cual RF representa H o un radical alquilo de C;-4 ramificado
o no ramificado.

8.- Los compuestos de conformidad con cualquiera
de las reivindicaciones 1 a 5, caracterizados porque R y
R! juntos con el &tomo de nitrégeno de puente forman un
anillo heterociclico de 6 eslabones, saturado, el cual esté
por lo menos mono-sustituido con un radical metilo y/o
condensado con un radical fenilo o <ciclohexilo no
sustituido o por lo menos mono-sustituido, de preferencia
dicho radical fenilo o ciclohexilo estd por lo menos mono-
sustituido con F y/o0 OCHj.

9.- Los compuestos de conformidad con cualquiera
de las reivindicaciones 1 a 8, caracterizados porque R1
representa H, un radical alquilo de C;-4, ciclohexilo o un
radical fenilo, de preferencia H, CHa, CzHs o fenilo.

10.- Los compuestos de conformidad con cualquiera
de las reivindicaciones 1 a 9, caracterizados porque R
representa H, un radical alquilo de Ci—4, ciclohexilo o un
radical fenilo, de preferencia H, CH3, C;Hs o fenilo.

11.- Los compuestos de conformidad con cualquiera

de las reivindicaciones 1 a 10, caracterizados porque R
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representa H, un radical alquilo de Cj-4, ciclohexilo o un
radical fenilo, de preferencia H, CHy, Ca2Hs o fenilo.

12.~- Los compuestos de conformidad con cualquiera
de las reivindicaciones 1 a 11, caracterizados porque R’ y
R se seleccionan cada uno de manera independiente a
partir del grupo que consiste de H, un radical alquilo de
Ci-4y ciclohexilo y un radical fenilo, de preferencia se
seleccionan a partir del grupo que consiste de H, CHy, CzHs
y fenilo.

13.- Los compuestos de conformidad con cualquiera
de las reivindicaciones 1 a 12, caracterizados porque RY
representa H, un radical alquilo de C;4, ciclochexilo o un
radical fenilo, de preferencia H, CH;, C;H; o fenilo.

14.- Los compuestos de conformidad con cualquiera
de las reivindicaciones 1 a 13, caracterizados porque R
representa H, un radical alquilo de ¢€;4 © un radical
fenilo, de preferencia H, CHi o fenilo.

15.- Los compuestos de conformidad con cualgquiera
de las reivindicaciones 1 a 14, caracterizados porque por
lo menos dos de los residuos R!, R}, R? RY, de preferencia
R’ y R?, no representan hidrégeno.

16.—- Los compuestos de conformidad con cualquiera
de las reivindicaciones 1 a 15, caracterizados porque R® es
CHy o CaHs.

17.- Los compuestos de conformidad con una o méas
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[1) 2-{4-(2-oxo-4H-benzo[d][1l,3]oxazin-1-il)-piperidin~1-
i1]-N-(9-oxo-9H-fluoren-2-il)-acetamida,

[2] 2-[4-(2-oxo-4H-benzo(d][1,3]oxazin-1-il)-piperidin-1-
il]-N-(9-oxo-9H-fluoren-3-il)-acetamida,

[3] Clorhidrato de 2-[4-(2-oxo-4H-benzo[d][l,3]oxazin-1-
il)-piperidin-1-il]-N-(9-oxo0-9H-fluoren-3-il)-acetamida,

[4] N-({4-benzoil-fenlil)-2-[4-(2-oxo0o-4H-

benzo[d] [1,3]oxazin-1-il)-piperidin-1-il]- acetamida,

[5] Clorhidrato de N-{4-benzoil-fenil)-2-[4-(2-ox0-4H-
benzo[d] [1, 3] oxazin—~-1-il)-piperidin-1-il])- acetamida,

[6] Clorhidrato de 2-[4-(2-oxo-4H-benzo[d][1,3]oxazin-1-
il)-piperidin-1-il] -N-({5-oxo0-5, 6,7, 8B-tetrahidro-naftalen-2-
il}-acetamida,

[?7] Clorhidrato de 2-[4-(2-oxo-4H~benzof[d][l,3]oxazin-1-
il)-piperidin-1-il]-N-(9-oxo-9H-fluoren-4-il)-acetamida,
[8] Clorhidrato de N-{3-benzoil-fenil)-2-[4-(2-oxo-4H-
benzo[d} [1,3]oxazin-1-11)-piperidin-1-il]- acetamida,

[9] 2-[4-(2-oxo-4H-benzo[d][1l,3)oxazin-1-il)-piperidin-1-
il]-N-(l-oxo-indan-5-il)-acetamida,

[10] Clorhidrato de 2-[4-(2-oxo-4H-benzo[d][l,3]oxazin-1-
il)-piperidin-1-il]-N-(l-oxo-indan-5-il)-acetamida,

[11] Clorhidrato de N-indan-5-il-2-({4- (2-oxo-4H-
benzo[d] [1,3)oxazin-1-il)-piperidin-1-il]-acetamida,

[12] Clorhidrato de N-(2-metoxi-dibenzofuran-3-il)-2-([4-(2-
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oxo-4H-benzo[d] [1, 3]oxazin~1-il)-piperidin-1-il]-
acetamida,

[13] Clorhidrato de N-(4-ciclohexil-fenil)-2-[4-(2-oxo-4H-
benzo[d] [1,3]oxazin-1-il)~-piperidin-1-il]- acetamida,

[14] Clorhidrato de 1-{1-[2-(3,4-dihidro-2H-quinolin-1-il)-
2-oxo—etil]piperidin;4-il}-1,4-dihidro-benzo[d][1,3]oxazin—
2-ona,

[15) Clorhidrato de 2-[4-(2-oxo-4H-benzo[d][l,3]oxazin-1-
il) -piperidin-1-il]-N-(9-oxo0-9H-fluoren-3-il)-2-fenil-
acetamida,

[18) Clorhidrato de 2-[4-(2-oxo-4H-benzo[d][1l,3]oxazin-1-
il)-piperidin-1-i1]-N-(9-oxo-9H-fluoren—-3-il)-propionamida,
[17] N-({9-etil-9H-carbazol-3-il)~2-[4~-{2-oxo-4H~-

benzo[d] [1,3]oxazin-1~-il)-piperidin-1-il])-acetamida,

[18] Clorhidrato de N-({9-etil-9H-carbazol-3-il)}-2-[4-(2-
oxo-4H-benzo[d] [1,3]oxazin-1-1l1)-piperidin-1-il]-acetamida,
[19] 2-[4-(6-metil-2-oxo-4H-benzo[d] [1,3]oxazin-1-il)~-
piperidin-1-il]-N- (9-oxo-9H-fluoren-3-il)-acetamida,

[20] Clorhidrato de 2-[4-(6-metil-2-oxo-4H-benzo[d]{l,3])-
oxazin-1-il)-piperidin-1-il]-N-(9-oxo-9H-fluoren-3-il)-
acetamida,

[21] Clorhidrato de N-(9-etil-9H-carbazol-3-il)-2-[4-(6-
metil-2-oxo-4H-benzo[d] [1,3]oxazin-1-il)-piperidin-1-il]-
acetamida,

[22] N-(4-ciclohexil-fenil)=-2-[4-(6-metlil-2—-0ox0o-4H-
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benzo[d] [1,3)oxazin-1-il)-piperidin-1-il]-acetamida,

[23] Clorhidrato de N-{4-ciclohexil-fenil)-2-[4-(6-metil-2-
oxo~4H-benzo[d] [1,3]oxazin~-1-il)-piperidin-1-il]-acetamida,
[24] Clorhidrato de N-(4-benzoil-fenil)-2-[4-{6-metil-2-
oxo—-4H-benzo[d] [1, 3] oxazin-1-1l)-piperidin-1-il]~
acetamida,

[25] Cleorhidrato de N=-(9-metil~9H-carbazol-3-il)-2-[4-(2-
oxo-4H-benzo[d] [1,3]oxazin-1-il)-piperidin-1-il]-acetamida,
[26] Clorhidrato de N-(9,10-dioxo-9,10-dihidro-antracen-2-
il)-2-[4-(2-oxo-4H-benzo[d] [1, 3]loxazin-1-il)-piperidin-1-
il])-acetamida,

[27] Clorhidrato de N-[4-(etil-fenil-amino)-fenil]-2-[4-(2-
oxo—-4H-benzo[d)] [1,3]oxazin-1~-il)-piperidin-1-il]-acetamida,
[28] Clorhidrato de 2-[4-(6-metil-2-oxo-4H-
benzo[d] [1,3]oxazin-1-il)-piperidin-1~il]=-N-[4-metil-fenil-
amino)-fenil]-acetamida,

[29] Clorhidrato de 2-[4-(2-oxo-4H-benzol[d][1,3]oxazin-1-
il)-piperidin-1-il]-N-[4-fenoxi-fenil)-acetamida,

[30} Clorhidrato de N-[4-(isopropil-fenil-amino)-fenil]-2-
[4- {2-oxo-4H-benzo([d] [1, 3]oxazin-1-il)-piperidin-1-il]-
acetamida,

[31] Clorhidrato de 3-[4-(2-oxo~4H-benzo[d]{l,3]oxazin-1-
il)-piperidin-1-il]-N-{9-oxo-9H-fluoren-3-il)-propionamida,
[32] Clorhidrato de 2-[4-(6-cloro-2-oxo-4H-benzo[d][1,3]-

oxazin-1-il}-piperidin-1-il]-N-(9-etil-9H-carbazol-3-1il)~-
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acetamida,

[33] Clorhidrato de N-{4-cloro-fenil)-2-[4-{2-oxo-4H-benzo-
[d]1[l,3]cxazin-1-il)-piperidin-1-il]-acetamida,

[34] Clorhidrato de 2-[4-(6-cloro—-2-oxo-4H-benzo[d][1l,3]-
oxazin-1-il)-piperidin-1-il]-N-(4-cloro-fenil)-acetamida,
[35] Clorhidrato de 2-[4-({8-metil-2-oxo-4H-benzold][l,3]-
oxazin-1l-il)-piperidin-1-il]-N-(9-ox0-9H~-fluoren-3-il)-
acetamida,

[36] Clorhidrato de 2-[4-{6-cloro-2-oxo-4H-benzo(d][1,3]~
oxazin-l-il)-piperidin-1-il]-N-(9-oxo-9H-fluoren-3-il)-
acetamida,

[37] Clorhidrato de N-(9-hidroxi-9H-fluoren-3-il)-2-[4-(B8-
metil-2-oxo-4H-benzo([d] [1,3]oxazin-1-il)-piperidin-1-il]-
acetamida,

[38] Clorhidrato de N-(9-hidroxi-9H-fluoren-2-il)-2-~[4-(2-
oxo—4H-benzo[d] [1,3]oxazin-1-il)-piperidin-1-il]-acetamida,
[39] Clorhidrato de 2-[4-(6-cloro-2-oxo-4H-benzo(d][1,3]-
oxazin-1-il)-piperidin-1-il]-N-(9-hidroxi-9H~fluoren-3-il)-
acetamida,

[40] Clorhidrato de N-(9-etil-9H-carbazol-3-il)-2-[4-(8-
metil-2-oxo-4H-benzo[d] [1,3]oxazin-1-il)-piperidin-1-il]-
acetamida,

[41] Clorhidrato de 2-[4-(8-metil-2-oxo-4H-benzo[d][1l,3]-
oxazin-l1-il)-piperidin-1-il]-N-(4-trifluorometil-fenil) -

acetamida,
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[42] Clorhidrato de 2-[4-(8-metil-2-oxo-4H-benzo[d][1,3]-
oxazin-1-il)-piperidin-1-il]-N-fenil-acetamida,

[43] Clorhidrato de 2-[4-(2-oxo-4H-benzo[d][l,3]oxazin-1-
il)-piperidin-1-il]-N-(4-trifluorometil-fenil)-acetamida,
[44] Clorhidrato de 2-[4-(6-cloro-2-oxo-4H-benzo[d][1,3]-
oxazin-l-il)-piperidin-1-il]-N-fenil-acetamida,

[45] Clorhidrato de 2-[4-(6-cloro-2-oxo-4H-benzo[d][1l,3]-
oxazin-1l-il)-piperidin-1-il]-N-(4-trifluorometil-fenil)-
acetamida,

[46] Clorhidrato de 2-[4-(2-0*0-4H-benzo[d][1,3]oxazin—1—
il)-piperidin-1-il]-N-fenil-acetamida ,

[47] Clorhidrato de N-({4-cloro-fenil)-2-[4-(B-metil-2-oxo-
4H-benzo[d] [1,3]oxazin-1-il)-piperidin-1-il]}-acetamida,

[48] Clorhidrato de N-(4-ciano-fenil)-2-{4-(2-oxo-4H-benzo-
[d]l[1,3]oxazin-1-il)-piperidin-1-il]-acetamida,

[49] Clorhidrato de N-(4-ciano-fenil)-2-[4-(8-metil-2-oxo-
4H-benzo[d] [1,3]oxazin-1-il)-piperidin-1-il]-acetamida,

[50] Clorhidrato de 2-[4-~(6-cloro-2-oxo-4H-benzo[d][1,3]-
oxazin-1-il)-piperidin-1-il]-N-(4-ciano-fenil)-acetamida,
[51] Clorhidrato de N-(4-acetil-fenil)~2-[4-(2-oxo-4H-
benzo([d] [1,3]oxazin-1-il)-piperidin-l1-il]-acetamida,

[52] Clorhidrato de 2-[4-(8-metil-2-oxo-4H-benzold][1,3]-
oxazin-1-il)-piperidin-1-il]-N-(4-fenoxi-fenil)-acetamida,
[53] Clorhidrato de N-(4-acetil-fenil)-2-[4-(6-cloro-2-oxo-

4H-benzo[d] [1,3]oxazin~1-il)-piperidin-1-il]-acetamida,
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[54] Clorhidrato de N-(4-acetil-fenil)-2-[4-(8-metil-2-oxo-
4H-benzo[d] [1,3]oxazin-1-il)-piperidin-1-il]-acetamida,

[55] Clorhidrato de 2-[4-(6-cloro-2-oxo-4H-benzo[d][1,3]-
oxazin-l-il)-piperidin-1-il]-N-({4-fenoxi-fenil)-acetamida,
[56] Clorhidrato de N-(4-benzoil-fenil)-2-[4-(8-metil-2-
oxo-4H-benzo[d] [1, 3]oxazin-1-il)-piperidin-1-il]-acetamida,
[57] Clorhidrato de N-{(4-benzoil-fenil)-2-[4-(6-cloro-2-
oxo-4H-benzo[d] [1,3]oxazin-1-il)-piperidin-1-il]-acetamida,
[58] N-(2-cloro-fenil)-2-[4-(6-metil-2-oxo-4H-benzo[d]-
[1,3)oxazin-1-il)~piperidin-1-il)-acetamida,

[59) 2-[4-(6-metil-2-oxo-4H-benzo[d][1,3}oxazin-1-il)~
piperidin-1-il]-N-(2-trifluorometil-fenil)-acetamida,

[60] 2-[4-(6-metil-2-oxo-4H-benzo[d][1,3}oxazin-1-il)-
piperidin-1-il]-N-fenil-acetamida,

[61] Clorhidrato de N-(4-ciclohexil-fenil)-2-[4-(8-metil-2-
oxo-4H-benzo([d] [1, 3] oxazin-1-il)-piperidin-1-il]-acetamida,
[62] Clorhidrato de 2-[4-({6-cloro-2-oxo-4H-benzo([d][1,3]-
oxazin-1-il)-piperidin-1-il]~-N- (4~-ciclohexil—~fenil)-
acetamida,

[63] Clorhidrato de N-(2-benzoil-fenil)-2-[4-(2-0oxo-4H-
benzo[d] [1,3]oxazin-1-il)}-piperidin-1-il]-acetamida,

[64] Clorhidrato de N-(2-benzoil-fenil)-2-{[4~(B-metil-2-
oxo-4H-benzo[d] [1,3]oxazin-1-il)-piperidin-l1-il]-acetamida,
[65] Clorhidrato de N-(2-benzoil-fenil)-2-{4-(6-cloro-2-

oxo—-4H-benzo[d] [1, 3]oxazin-1-il)-piperidin-1-il]}-acetamida,
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[66] N-(2-benzoil-fenil)-2-[4-(6-metil-2-oxo-4H-

benzo[d] [1,3]oxazin~-1-il)-piperidin-1-il]-acetamida,

[67] Clorhidrato de 2-[4-(6-metil-Z2-oxo-4H-benzo[d][1l,3]-
oxazin-1-il)-piperidin-1-il]-N-(4-fenoxi-fenil)-acetamida,
[68] Clorhidrato de N-(4-acetil-fenil)-2-[4-(6-metil-2-oxo-
4H-benzo[d]) [1,3]oxazin-1-il) -piperidin-1-il]~-acetamida,

[69] Clorhidrato de N-(9-hidroxi-9H-fluoren-3-il)-2-[4-(2-
oxo-4H-benzo[d] [1, 3]oxazin-1-il)-piperidin-1-il]-acetamida,
[70] Clorhidrato de 2-[4-(6-cloro-2-oxo-4H-benzold][1,3]-
oxazin-l-il)-piperidin-1-il]-N-{9-oxo-9H~-fluoren-2-il)-
acetamida,

[71] Clorhidrato de 2-[4-(6-metil-2-oxo-4H-benzo[d][1,3]-
oxazin-1-il)-piperidin-1-il]-N-(9-oxo-9H-fluoren-2-il)-
acetamida,

[72] Clorhidrato de 2-[4-(8-metil-2-oxo-4H-benzol[d]([1,3]-
oxazin-1l-il)-piperidin-1-il]-N-(9-oxo-9H-fluoren-2-il)-
acetamida,

[73] Clorhidrato de 2-{[4-(6-cloro-2-oxo-4H-benzo(d][1,3]-
oxazin-1-il1)-piperidin-1-il]-N-({9-hidroxi-9H-fluoren-2-il)-
acetamida,

[74] Cleorhidrato de N-(9-hidroxi-9H-fluoren-2-il)-2-[4-(6-
metil-2—-oxo-4H-benzo{d] [1,3]oxazin-1-il)-pipe ridin-1-il]-
acetamida,

[75] Clorhidrato de N-(9-hidroxi-9H-fluoren-2-il}-2-[4-(8-

metil-2-oxo-4H-benzo[d] [1,3]oxazin-1-il)-piperidin-1-il]-
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acetamida,

[76]) Clorhidrato de N-({9-hidroxi-SH-fluoren-3-il})-2-[4-(6-
metil-2-oxo-4H-benzo[d] [1l, 3] oxazin-1-11)-piperidin-1-1il]-
acetamida,

[77] Clorhidrato de N-(4-ciclohexil-fenll)-2-{4-{7-flucro-
2-oxo-4H-benzo[d] [1,3]oxazin-1-il)-piperidin-1-il1]-
acetamida,

[78] Clorhidrato de N-{9-etil-9H-carbazol-3-il)-2-([4-(5-
fluoro-2-oxo-4H-benzo[d] [1,3]oxazin-1-il)-piperidin-1-1il1j-
acetamida,

[79] Clorhidrato de N-(9-etil-SH-carbazol-3-il)-2-[4-(6-
metoxi-2-oxo-4H-benzo[d] [1,3]oxazin~1-il)-pipe ridin-1-il]-
acetamida,

[80] Clorhidrato de N-(9-etil-9H-carbazol-3-il)-2-[4-(7-
metil-2-oxo-4H~benzo[d] [1,3]oxazin-1-il)-piperidin-1-il]-
acetamida,

[81] Clorhidrato de 2-[4-~(5-cloro~2-oxo-4H-benzo(d]([1,3]-
oxazin-1-il)-piperidin-1-i1]-N-(9-etil-9H-carbazol-3-
il)acetamida,

[82] Clorhidrato de 2-([4-(5-fluoro-2-oxo-4H-benzo[d][1,3]~-
oxazin-1-il)-piperidin-1-il]-N-(4-fenoxi-fenil)-acetamida,
[83] 2-[4-(6-metoxi-2-oxo-4H-benzo[d][1,3]oxazin-1-il)~-
piperidin-1-il]-N-{9-oxo-9H-fluoren-3-il)-acetamida,

[84] N-dibenzofuran-2-il-2-[4- (8-metoxi2-oxo-4H-benzo[d]-

[1,3)oxazin-1-il)-piperidin-1-il]- acetamida,
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[85] 2-[4-(7-cloro-2-oxo-4H-benzo[d] [1,3]oxazin-1-il)~-
piperidin-1-il]-N-dibenzofuran~2-il-acetamida,

[86] 2-[4-({6~-fluoro-2-ox0-4H-benzo|[d] [1,3]oxazin-1-il)~-
piperidin-1-il}-N-(9-oxo0-9H-fluoren-3-il)~- acetamida,

[87] 2-[4-(7-fluoro-2-oxo-4H-benzo[d][1,3]oxazin-1-il)~
piperidin-1-1i1]~N-{9-hidroxi-9H-fluoren-3-il) -acetamida,
[88] N-(9H-carbazol-3-il)-2-[4-(5-metil-2-oxo-4H-

benzo[d] [1,3]oxazin-1-il)-piperidin-1-il]-acetamida,

[89] N-(9H-carbazol-3-il)-2-[4-(5-fluoro—-2-oxo—-4H-
benzo[d] [1,3]oxazin-1-il)-piperidin-1-il]-acetamida,

[90] N-(SH-carbazol-3-il)-2-[4-(6-metoxi-2-oxo-4H-
benzo[d] [1,3]oxazin-1-il)-piperidin-1-il)-acetamida,

[91] N-(9-etil-SH-carbazol-3-il)-2-[4-(5-metoxi-2-oxo-4H-
benzo[d] [1,3]oxazin-1-il)-piperidin-1-il]-acetamida,

[92] 2-[4-(5-Metoxi-2-~0x0o-4H-benzo[d)[1l,3]oxazin-1-il)-
piperidin-1-il}-N-{4-fenoxi-fenil)-acetamida,

[93] N-(9-hidroxi-9H-fluoren-3-il)-2-[4-(7-metil-2-oxo-4H-
benzo[d] [1,3]oxazin-1-il)-piperidin-1-il]-acetamida,

[94] N-(9-hidroxi-9H-fluoren-3-il)-2-[4-(8-metoxi-2-oxo-4H-
benzo[d] [1,3]oxazin~1-il)-piperidin-1-il]-acetamida,

[95] N-dibenzofuran-2-il-2-[4-(5-metil-2-oxo-4H-

benzo[d] [1,3]oxazin-1-il)-piperidin-1-il]-acetamida,

[96] N-[4-(etil-fenil-amino)-fenil]-2-[4-({7-metil-2-ox0~4H-
benzo[d] [1,3]oxazin-1-il) -piperidin-1-il]-~acetamida,

[97] N-(9H-carbazol-3-il)-2-[4-(8~cloro-2-oxo-4H-
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benzo[d] [1,3]oxazin-1~-il)-piperidin-1-il)}-acetamida,

[98] N-[4-(etil-fenil-amino)-fenil]-2-[{4-(8-metoxi-2-ox0-
4H-benzo[d] [1,3]oxazin-1-il)-piperidin-1-il]-acetamida,
[99] N-(9-hidroxi-9H-fluoren-4-il)-2-[4-{2-oxo-4H-

benzo[d] [1,3)oxazin-1-il)-piperidin-l1-il]-acetamida,

[100] N-[4-({Hidroxi-fenil-metil)-fenil-2-{4-{2-oxo-4H-
benzo[d] [1,3]oxazin-1-il)-piperidin-1-il]-acetamida,

[101] N-[4-cloro-2-(-2-cloro-benzoil)-fenil]-2-[4-(6-
metil-2-oxo-4H-benzo[d] [1,3]oxazin-1-il)-piperidin-1-il]-
acetamida,

{102] Clorhidrato de N-[4-cloro-2-(-2-cloro-benzoil)-
fenil]-2-[4(2-oxo-4H-benzo[d] [1,3]oxazin-1-il)-piperidin-1-~
il)-acetamida ,

[103] Clorhidrato de N-[4-cloxo-2-(2-cloro-benzoil)-
fenil]-2-[4-({B-metil-2-oxo0-4H-benzo[d] [1,3]oxazin-1-i]l)-
piperidin-1-il]-acetamida,

[104] Clorhidrato de N-{4-cloro-2-(-2-cloro-benzoil)-
fenil]-2-[4-(6-cloro-2-oxo-4H-benzo([d] [1l,3]oxazin-1-il)~
piperidin-1l1-il]-acetamida,

[105] 2-[4-(7—metil-2-oxo-4H-benzo[d] [1,3]oxazin-1-il)-
piperidin-1-il]-N-thiazol-2-il-acetamida,

[106] 2-{4-(6-fluoro—-2-oxo-4H-benzo[d] [1,3]oxazin-1-
il)-piperidin-l1-il]-N-tiazol-2-il-acetamida,

[107] N-dibenzotiofen-2-il-2-[4-(5-metoxi-2-oxo-4H-

benzo[d] [1,3)oxazin-1-il)-piperidin-1-il]-acetamida,
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f108] 2-[4-{7-cloro-2-oxo-4H-benzo[d] [1,3]oxazin-1-il)-
piperidin-1-il] -N-dibenzotiofen-2-il-acetamida,

[109] 2-[4- (5-hidroxi-2-oxo-4H-benzo[d) [1, 3]oxazin~
lil)-piperidin-1-il] -N-(4-fenoxi-fenil)-acetamida,

[110] Clorhidrato de 1-{1-[2-{3,4-dlhidro-1H-
isoquinolin-2-il)-2-oxo-etil]-piperidin-4-il}-1, 4-dihidro-
benzo[d] [1,3]oxazin-2-ona,

[111] 2-[4- (6-fluoro-2-oxo-4H-benzo[d] [1,3]oxazin-1-
il)-piperidin-1-il]-N-quinolin-6-il-acetamida,

[112] 2-[4-{6-Metoxi-2-oxo-4H-benzo[d] [1,3]oxazin-1-
il)-piperidin-i-il]-N-quinolin-6-il-acetamida,

[113] 2-[4-{6-cloro-2-oxo-4H-benzo[d] [1,3]oxazin-1~-il)-
piperidin-1-il] ~-N-quinolin-6-il-acetamida,

[114] 2-[4~-{6-fluoro-2-oxo-4H-benzo[d] [1,3]oxazin-1~
il)-piperidin-1-il]-N-(2-metil-benzotiazol-5-il)-acetamida,
[115] 2-{4- (6-cloro-2-oxo—-4H-benzo[d]) [1,3]oxazin-1-il)-
piperidin-1-il]-N-(2-metil-benzotiazol-5-il)-acetamida,
[116] 2-[4-(6-Metoxi-2-oxo-4H-benzo[d] [1, 3] oxazin~-1-
il)-piperidin-1-il]-N-(2-metil-benzotiazol-5-il)-acetamida,
[117] N-{3-Dimetilamino-fenil)-2-[4-(2-0ox0-4H-

benzo[d] [1,3)oxazin-1-il)-piperidin-1-il]-acetamida,

[118] N-(4-Dimetilamino-fenil)-2-[4-(2-oxo~4H~-

benzo[d] [1,3]oxazin-1-il)-piperidin-1-il]-acetamida,

[119] N-(3-Dimetilamino-fenil)-2-[4-(B-metil-2-ox0o-4H-

benzo([d) (1,3]oxazin-1-il)-piperidin-1-il]-acetamida,
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[120] N-{4-Dimetilamino-fenil)-2-{4-(8-metil-2-oxo-4H-
benzo[d] [1,3]oxazin-1-il)-piperidin-l-il]-acetamida,

[121] N-(3-Dimetilamino-fenil)-2-[4-(6-metil-2-oxo~-4H-
benzo[d] [1,3]oxazin-1-il)-piperidin-l1-il}-acetamida,

[122] N-(4-Dimetilamino-fenil)-2-[4-{6-metil-2~oxo-4H~-
benzo[d] [1,3]oxazin-1-il) -piperidin-1-il]-acetamida,

[123] N-(4-Dietilamino-fenil)-2-[4-(2-oxo-4H-

benzo{d] [1,3]oxazin-1-1])-piperidin-1-il]-acetamida,

[124] 2-{2-[4-(2-ox0-4H-benzo[d] [1, 3] oxazin-1-il) -
piperidin-l-il]-acetilamino}~-benzoato de metilo,

[125] 2-{2-[4-(8-metil- 2-oxo-4H-benzo[d]{l,3]oxazin-1-
il)-piperidin-l-ilj-acetilamino}-benzoato de metilo,

[126] Clorhidrato de N-{2-Metoxi-dibenzofuran-3-il)-2-
[4- (2-oxo-4H-benzo[d] [1,3]oxazin-1-il}-piperidin-1-il]-
acetamida,

[127] Clorhidrato de N-2-[4-(6-cloro-2-oxo-4H-benzo[d]~
[1,3]oxazin-1-il)-piperidin-1-il]N-(2-metoxi-dibenzofuran-
3-il -acetamida,

[128] 2—-{2-[4-(6~cloro-2-oxo-4H-benzo[d] [1,3] oxazin-1-
il)-piperidin-1-il]-acetilamino}-benzoato de metilo,

[129] 2=-{2-[4-{6-metil -2-oxo-4H-benzo[d]{1l,3]oxazin-1-
il)~-piperidin-l-ilj-acetilamino}-benzoato de metilo,

[130] Diclorhidrato de 2-[4-(6-cloro2-oxo-4H-benzo[d]-
{1,3}oxazin-1-il)-piperidin-1-il]}- N-(4-dietilamino-fenil)-

acetamida,
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[131] Diclorhidrato de 2-[4-(6-cloro-2-oxo-4H-benzo[d]-
[1,3]oxazin~1-il)-piperidin-1-il]- N-{4-[etil-(2~-hidroxi-
etil)-amino]-fenillacetamida,

[132] Diclorhidrato de  N-{4-[etil-(2-hidroxi-etil)-
amino]-fenil}-2-[{4-(6-metil-2-oxo-4H-benzo[d] [1,3]oxazin-1-
il) -piperidin-1-il)-acetamida,

[133] Diclorhidrato de N-{4-dietilamino-fenil)-2-[4-(6-
metil-2-oxo-4H-benzo[d} [1,3]oxazin-1-1il)-piperidin-1-il]-
acetamida,

[134] Diclorhidrato de N-(4-dietilamino-fenil)-2-[4-(8-
metil-2-oxo-4H-benzo[d] [1, 3] oxazin-1-il)~-piperidin-1-il]~
acetamida,

[135] Diclorhidrato de N-{4-[etil-{2~-hidroxi-etil)~
amino]-fenil}-2-{4-(8-metil-2-oxo-4H-benzo[d] [1,3]}oxazin-1~
il)-piperidin-l-il]-acetamida,

[136] Benzo[l,3]dioxol-5-11~-2~[4-(2-oxo-4H-benzo{d] -
[1,3]oxazin-1-il) -piperidin-1-il]-acetamida,

[137] Benzo[l,3]dioxol-5~-11-2-[4-(6-metil-2—-oxo-4H-
benzo[d] [1,3)oxazin~-1-il)-piperidin-l1-il]-acetamida,

[138] Benzo[l,3]dioxol-5-11-2-[4-({6-cloro-2-oxo—-4H-
benzo[d] [1,3]oxazin-1-il)-piperidin-1-il]-acetamida,

[139] Benzo([l,3]dioxol=-5-il-2-[4-({B8-metil-2-ox0—-4H-
benzo{d] [1,3]oxazin-1-il) -piperidin-1-il]-acetamida,

[140] Diclorhidrato de N-{4-[etil-(2-hidroxi-etil)-

amino]-fenil}-2-[4~(2-oxo-4H-benzo[d] [1l,3]oxazin-1-il)~-
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piperidin-l1-il)-acetamida,

[141] Diclorhidrato de 2-[4-(6-cloro~-2-oxo-4H-benzo[d]-
[1,3]oxazin-1-il)-piperidin-1-il]-N-(4-dimetilamino-fenil)-
acetamida,

[142] N-(9-hidroxi-9H-fluoren-3-il)-2-[4-(4-metil-2-
oxo—-4H-benzo[d] [1,3]oxazin-1-1i]l)-piperidin-1-il]-acetamida,
[143] N=-(9-etil-9H-carbazol-3-il)-2-[4-(4-metil -2-oxo-
4H-benzo[d] [1,3]oxazin-1-11)-piperidin~1-il]-acetamida,
[144] 2-[4-{4-metil-2-oxo-4H-benzo[d] [1,3]oxazin-1-il)~
piperidin-1-il]-N-(4-fenoxi-fenil)-acetamida,

[145] Acldo 2-{2-[4-{2-oxo-4H-benzo[d] [1,3]oxazin-1-
il)-piperidin-1-il]-acetilamino}-benzoico,

[146] 1-{1-[2-(6-£fluoro-2-metil-3,4-dihidro-2H-
quinolin-1-il}-2-oxo-etil]-piperidin-4-il}-1, 4-dihidro-
benzo{d] [1,3]oxazin~-2-ona,

[147] 6-cloro-1-{1-[2-(6-fluoro-2-metil-3, 4-dihidro-2H-
quinolin-1-il)-2-oxo-etil]-piperidin-4-il}-1,4~dihidro-
benzo[d] [1,3]oxazin-2-ona,

[148] 1-{1-[2~-{6-fluoro-2-metil-3, 4-dihidro-2H-
quinolin-1-il)-2-oxo-etil]-piperidin-4-il}-6-metil-1, 4~
dihidro-benzo[d] {1l,3] oxazin-2-ona,

[149] 1-{1-12-(6-fluoro-2-metil-3, 4-dihidro-2H-
quinolin-1-il)-2-oxo-etil]-piperidin-4-il}-8-metil-1,4-
dihidro-benzo[d] [1, 3] oxazin-2-ona,

[150] 1-{1-[2-(6-metoxi-2,2,4~-trimetil-3, 4-dihidro-2H-
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quinolin-1-il)-2-~oxo-etil)-piperidin-4-il}-1, 4-dihidro-
benzo[d] [1,3]oxazin-2-ona,

[151] 6-cloro-1-{1-[2-(6~metoxi-2,2,4-trimetil-3, 4~
dihidro-2H-quinolin-1-il)-2-oxo-etil)]-piperidin-4-il}-1,4-
dihidro-benzo[d] [1,3]oxazin-2-ona,

[152] 1-{1-[2-(6-metoxi-2,2,4-trimetil-3,4~dihidro-2H-
quinolin-1-il)-2-oxo-etil]-piperidin-4-il}-8-metil-1, 4-
dihidro-benzo([d] [1,3]oxazin-2-ona,

[153] 1-{1-[2-(6-metoxi-2,2,4-trimetil-3, 4-dihidro-2H-
quinolin-1-il})-2-oxo-etil]-piperidin-4-il}-6-metil-1,4-
dihidro-benzo[d] [1,3]oxazin-2-ona,

[154] N-(9-hidroxi~-9H~-fluoren-3-il) -2-[4-{2-oxo-T~-
trifluorometil-4H-benzo[d] [1,3]oxazin-1-il)-piperidin-1-
il]-acetamida,

[155] N- (9H~carbazol-3-il)-2-[4-(2-oxo-7—-trifluoro-
metil-4H-benzo[d] [1,3]oxazin-1-il)-piperidin-1-il]~-
acetamida,

[156] 2-[4-(2-oxo-T7-trifluorometil-4H-benzoid][1,3]-
oxazin-1-il)- piperidin-1-il]-N-{4-fenoxi-fenil)-acetamida,
[157] N-(9-etil-9H-carbazol-3-il)-2-[4-(2-0x0-7-
trifluorometil-4H-benzo[d] [1,3]oxazin-1-il)-piperidin-1-
il]-acetamida,

[158] 2-[4-(6,7-difluoro-2-oxo-4H-benzo[d] [1,3}oxazin-
1-1l)-piperidin-1-il]-N-(9-hidroxi-9H-fluoren-3-il)-

acetamida,
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[159] N~ {9H~-carbazol-3-il)-2-[4-(6,7-difluoro-2-oxo-4H-
benzo[d]) [1,3]oxazin-1-il})-piperidin-1-il]-acetamida,

[160] 2-[4-(6,7-difluoro-2-oxo-4H-benzo[d] [1, 3] oxazin-
1-il)-piperidin-1-il]-N-(4A-fenoxi~-fenil) -acetamida,

[161] 2-[4-(6,7-difluoro-2-oxo-4H-benzofd] [1l,3]oxazin-
1-il)-piperidin-1-il}-N-(9-etil-9H~-carbazol-3-il)-
acetamida,

[162] 2-{4-(4-metil ~2-oxo-4H~-benzo{d] [1,3]oxazin-1-
il)-piperidin-1-il]-N- (9-oxo-9H-fluoren-3-il) -acetamida,
[163] 2-[4-(6-cloro-2-oxo-4H~-benzofd] [1,3]oxazin-1-il)~-
piperidin-1-il]- N-(3-dimetilamino-fenil)-acetamida.

18.- Un procedimiento para la preparacién de
compuestos derivados de benzoxazinona de conformidad con
las reivindicaciones 1-17, caracterizados porque se hace
reaccionar por lo menos un compuesto de la férmula general

(11),

|
|uw’N‘nn
an

en el cual R® y RY tienen el significado de conformidad
con la reivindicacién 1, por lo menos con un compuesto de

la férmula general (III),

0
)‘I\ G
7 A7

m
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en el cual A tiene el significado de conformidad con la
reivindicacién 1, F representa halégeno, hidroxi o un grupo
O-acilo y G representa halégeno, de preferencia cloro, en
un medio de reacciédn apropiado y en presencia de por lo
menos una base y/o por lo menos un agente auxiliar, y
haciendo reaccionar el compuesto de la férmula general (IV)

asi obtenido

Rl
| "
I
R aw
en el cual A, G, R y R tienen los significados antes
definidos, por lo menos con un compuesto tipo piperidina de

la férmula general (V)] y/o una sal, de preferencia

clorhidrato, del mismo,

en la cual R' a R’ tienen el significado de conformidad con
la reivindicacién 1, en un medio de reaccién apropiado,

opcionalmente en presencia de por lo menos una base y/o por
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lo menos un agente auxiliar.

19.- El procedimiento para la preparacién de una
sal fisiolbgicamente aceptable de los compuestos derivados
de benzoxazinona de conformidad con las reivindicaciones 1-
17, caracterizado porque se hace reaccionar por lo menos un
compuesto de la férmula general (I) que tenga por lo menos
un grupo basico con por lo menos un acido, de preferencia
un acido inorgdnico u orgdnico, de preferencia en presencia
de un medio de reaccién apropiado.

20.- El procedimiento para la preparacién de una
sal fisiolbgicamente aceptable de los compuestos derivados
de benzoxazinona de conformidad con las reivindicaclones 1-
17, caracterizado porque se hace reaccionar por lo menos un
compuesto de la férmula general (I) que tenga por lo menos
un grupo &cido con por lo menos una base, de preferencia en
presencia de un medio de reaccién apropiado.

21.- Los compuestos de la férmula general (V) de
conformidad con la reivindicacién 18:

[1] 6-metil-1-({piperidin-4-il)-1,4-dihidro-2H-3,1-
benzoxazin-2-ona,
[2] 7-metil-1-{piperidin-4-il)-1,4-dihidro-2#-3,1-
benzoxazin-2-ona,
{3] B-metil-l-(piperidin-4-il)-1,4-dihidro-28-3,1-
benzoxazin-2-ona,

[4] 5-cloro-l1-(piperidin-4-il)-1,4-dihidro-2H4-3,1-

e
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benzoxazin-2-ona,
[5] 6~cloro-1-(piperidin-4-il)-1,4-dihidro-2H4-3,1-
benzoxazin-2-ona,
[6] 8-cloro-l-(piperidin-4-il)-1,4~-dihidro-2H-3,1-
benzoxazin-2-ona,
[7] 6-fluoro-1-(piperidin-4-il)-1,4-dihidro-2H-3,1-
benzoxazin-2-ona,
[8] 7-fluoro-l1-(piperidin-4-il)-1,4-dihidro-2H-3,1-
benzoxazin-2-ona,
[9) 5-metoxi-1-(piperidin-4-il)-1,4-dihidro-2H-3,1-
benzoxazin-2-ona,
[10] 6—metoxi-1-({piperidin-4-il)-1,4-dihidro-2H-3,1-
benzoxazin-2-ona,
{11] 5-hidroxi-1-(piperidin-4-il)-1,4-dihidro-2H-3,1-
benzoxazin-2-ona,
[12] 6~-hidroxi-1-(piperidin-4-il)-1,4-dihidro-2H-3,1~
benzoxazin-2-ona,
[13] B-hidroxi-1-(piperidin-4-il}-1,4-dihidro-2H-3,1~
benzoxazin-2-ona
[14] 6,7-difluoro-l-piperidin-4-il-1,4-dihidro-
benzo[d] [1,3])-oxazin-2-ona, y
[15] l-piperidin-4-il-7-trifluorometil-1,4-dihidro-
benzo[d] [1,3]-oxazin-2-ona.

opcionalmente en forma de sus sales.

22.- Un medicamento que comprende por lo menos un
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compuesto derivado de benzoxazinona de conformidad con
cualquiera de las reivindicaciones 1-17, opcionalmente en
forma de uno de sus estereoisdémeros, de preferencia
enantiémeros o diastereémeros, su racemato o en forma de
una mezcla de por lo menos dos de sus estereoisémeros en
cualquier relacién de mezclado, o una sal del mismo, o un
solvato, fisioldégicamente aceptable, respectivamente, vy
opclonalmente uno o mAs coadyuvantes farmacéutlcamente
aceptables.

23.- El1 medicamento de conformidad con la
reivindicacién 22 para la regulacién de los receptores del
neuropéptido Y, de preferencia del receptor de neuropéptido
Y5 (NPY5), para la regulacién de ingestién de alimentos, de
preferencia para la profilaxis y/o tratamiento de
trastornos de la ingestién de alimentos, de preferencia
obesidad, anorexia o bulimia, para la profilaxis y/o
tratamiento de trastornos del sistema nervioso periférico,
trastornos del sistema nervioso central, diabetes,
artritis, epilepsia, ansiedad, depresién, trastornos
cognitivos, de preferencia trastornos de 1la memoria,
enfermedades cardiovasculares, dolor, sindrome
hipertensivo, enfermedades inflamatorias o enfermedades
inmunes,

24 .- El uso de por lo menos un compuesto derivado

de benzoxazinona de conformidad con cualquiera de las
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reivindicaciones 1-17, opcionalmente en forma de uno de sus
estereoisémeros, de preferencia enantiémeros (o]
diasteredmercs, su racemato o en forma de una mezcla de por
lo menos dos de sus estereoisémeros en cualquier relacién
de mezclado, o una sal del mismo, © un solvato,
fisiolégicamente aceptable, respectivamente, para la
fabricacién de un medicamento para la regulacién de los
receptores del neuropéptido Y, de preferencia del receptor
de neuropéptido Y5 (NPY5).

25.- El uso de por lo menos un compuesto derivado
de benzoxazinona de conformidad con cualquiera de 1las
reivindicaciones 1-17, opcionalmente en forma de uno de sus
estereoisbémeros, de preferencia enantiémeros o
diastereémeros, su racemato o en forma de una mezcla de por
lo menos dos de sus eatereoisémeros en cualquier relacién
de mezclado, o una sal del mismo, o un solvato,
fisiolégicamente aceptable, respectivamente, para la
fabricacién de un medicamento con propiedades antagonistas
para el receptor de neuropéptido Y5 (NPY5S).

26.- El uso de por lo menos un compuesto derivado
de benzoxazinona de conformidad con cualquiera de las
reivindicaciones 1-17, opcionalmente en forma de uno de sus
estereoisdémeros, de preferencia enantidmeros 0
diastereémeros, su racemato o en forma de una mezcla de por

lo menos dos de sus estereoisémeros en cualquier relacién
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de mezclade, o una sal del mismo, o un solvato,
fisiolégicamente aceptable, respectivamente, para 1la
fabricacién de un medicamento para la profilaxis o
tratamiento de trastornos de la ingestién de alimentos, de
preferencia obesidad, anorexia o bulimia.

27.- El uso de por lo menos un compuesto derivado
de benzoxazinona de conformidad con cualquiera de las
reivindicaciones 1-17, opcionalmente en forma de uno de sus
estereoisémeros, de preferencia enantidmeros o
diasterefmeros, su racemato o en forma de una mezcla de por
lo menos dos de sus estereolsémeros en cualquier relacidn
de mezclado, o una sal del mismo, © un solvato,
fisiolégicamente aceptable, respectivamente, para la
fabricacién de un medicamento para la profilaxis y/o
tratamiento de trastornos del sistema nervioso periférico.

28.- El uso de por lo menos un compuesto derivado
de benzoxazinona de conformidad con cualquiera de las
reivindicaciones 1-17, opcionalmente en forma de uno de sus
estereoisémeros, de preferencia enantidmeros o
diastereémeros, su racemato o en forma de una mezcla de por
lo menos dos de sus estereoisémeros en cualquier relacién
de mezclado, o una sal del mismo, o un solvato,
fisiol6égicamente aceptable, respectivamente, para 1la
fabricacién de un medicamento para la profilaxis y/o

tratamiento de trastornos del sistema nervioso central.
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saturado o no saturado, opcionalmente por lo menos mono-
sustituido, un radical <cicloalifidtico que contiene
opcionalmente por lo menos un heterodtomo como un eslabdén
de anillo, saturado o insaturado, opcionalmente por lo
menos mono-sustituido, el cual puede estar unido mediante
un grupo alquileno opcionalmente por lo menos mono-
sustituido y/o puede estar condensado con un sistema de
anillo monociclico o policiclico opcionalmente por lo menos
mono-sustituido, un radical arilo o heterocarilo
opcionalmente por lo menos mono-sustituido, el cual puede
estar unido mediante un grupo alquileno opcionalmente por
lo menos mono-sustituide y/o puede estar condensado con un
sistema de anillo monociclico o policiclico opcionalmente
por lo menos mono-sustituido, una porcién nitro, ciano, -
OR', -oc(=)R'YY, -sr!Y, -sor'Y, -SO;R'Y, -NH-SO;R'%, -SO;NH; y -
NRIRS,

R® representa hidrégeno, un radical alifitico no
ramlficado o ramificado, saturado o insaturado,
opcionalmente por lo menos mono-sustituido o un radical
cicloalifitico que contiene opcicnalmente por lo menos un
heterodtomo como eslabén de anilleo, saturado o insaturado,
opcionalmente por lo menos mono-sustituido,

R‘, R’, R', R® se seleccionan cada uno de manera
independiente a partir del grupo gque consiste de hidrégeno,

un radical alifdtico no ramificado o ramificado, saturado o
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no saturado, por lo menos opcionalmente mono-sustituido, un
radical cicloalifatico que contiene opcionalmente por lo
menos un heterodtomo como eslabén de anillo, saturado o
insaturado, opclionalmente por lo menos mono-sustituido, un
ciano y una porcién COOR',

A representa un miembro de puente -CHR®- ¢ -
CHR!®-CH,-,

R representa hidrégeno, un radical alifatico no
ramificado o ramificado, saturade o no saturado, por lo
menos opcionalmente mono=-sustituido, un radical
cicloalifdtico que contiene opcicnalmente por lo menos un
heterodtomo como eslabén de anillo, saturado o insaturado,
opcionalmente por lo menos mono-sustituido © un radical
arilo o hetercarilo opcionalmente por 1lo menos mono-
sustituido, el cual puede estar unido mediante un grupo
alquileno opcionalmente por lo menos mono-sustituido y/o
puede estar condensado con un sistema de anillo monociclico
o policiclico opcionalmente por lo menos mono-sustituido,

R representa un radical alifAdtico no ramificado
o ramificade, saturado o no saturado, por Jlo menos
opcionalmente mono-sustituido, wun radical cicloalifatico
que contiene opcionalmente por lo menos un heterodtomo como
eslab6n de anlllo, saturado o insaturado, opcionalmente por
lo0 menos mono-sustituido, el cual puede estar unido

mediante un grupo algquileno opclconalmente por 1lo mencs
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29.- El uso de por lo menos un compuesto derivado
de benzoxazinona de conformidad con cualquiera de las
reivindicaciones 1-17, opcionalmente en forma de uno de sus
estereoisémeros, de preferencia enantiémeros o
diasteretmeros, su racemato o en forma de una mezcla de por
lo menos dos de sus estereoisémeros en cualquier relacién
de mezclado, o una sal del mismo, o un solvato,
fisiolégicamente aceptable, respectivamente, para la
fabricacién de un medicamento para la profilaxis y/o
tratamiento de ansiedad.

30.- El uso de por lo menos un compuesto derivado
de benzoxazinona de conformidad con cualquiera de las
reivindicaciones 1-17, opcicnalmente en forma de uno de sus
estereoisémeros, de preferencia enantiémeros o
diastere6meros, su racemato o en forma de una mezcla de por
lo menos dos de sus estereoisémeros en cualquier relacién
de mezclado, © una sal del mismo, o un solvato,
fisioldégicamente aceptable, respectivamente, para la
fabricacién de un medicamento para la profilaxis y/o
tratamiento de depresién.

31.- El uso de por lo menos un compuesto derivado
de benzoxazinona de conformidad con cualquiera de las
reivindicaciones 1-17, opcionalmente en forma de uno de sus
estereoisdmeros, de preferencia enantiémeros o

diastereémeros, su racemato o en forma de una mezcla de por
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de mezclado, o© wuna sal del mismo, o© un solvato,
fisiolégicamente aceptable, respectivamente, para la
fabricacién de un medicamento para la profilaxis y/o
tratamiento de trastornos cognitivos, de preferencia
trastornos de la memoria.

32.- El uso de por lo menos un compuesto derivado
de benzoxazinona de conformidad con cualquiera de las
reivindicaciones 1-17, opcionalmente en forma de uno de sus
estereoisdmeros, de preferencia enantiémeros o
diastereémeros, su racemato o en forma de una mezcla de por
lo menos dos de sus estereoisémeros en cualquier relacién
de mezclado, © una sal del mismo, o un solvato,
fisiolégicamente aceptable, respectivamente, para 1la
fabricacién de un medicamento para la profilaxis vy/o
tratamiento de enfermedades cardiovasculares.

33.- El uso de por lo menos un compuesto derivado
de benzoxazinona de conformidad c¢on cualquiera de las
reivindicaciones 1-17, opcionalmente en forma de uno de sus
estereoisfmeros, de preferencia enantiémeros o
diasteredmeros, su racemato o en forma de una mezcla de por
lo menos dos de sus estereoisémeros en cualquier relacién
de mezclado, o una 8sal del mismo, o un solvato,
fisiolégicamente aceptable, respectivamente, para la

fabricacién de un medicamento para la profilaxis y/o
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34.- El uso de por lo menos un compuesto derivado
de benzoxazinona de conformidad con cualquiera de las
reivindicaciones 1-17, opcionalmente en forma de uno de sus
estereoisémeros, de preferencia enantiémeros o
diastereémeros, su racemato o en forma de una mezcla de por
lo menos dos de sus estereoisédmeros en cualquier relacién
de mezclado, o© una sal del mismo, o un solvato,
fisiolégicamente aceptable, respectivamente, para la
fabricacién de un medicamento para la profilaxis y/o
tratamiento de sindrome hipertensivo.

35.- El uso de por lo menos un compuesto derivado
de benzoxazinona de conformidad con cualquiera de las
reivindicaciones 1-17, opcionalmente en forma de uno de sus
estereoisémeros, de preferencia enantiémeros )
diastereémeros, su racemato o en forma de una mezcla de por
lo menos dos de sus estereoisémeros en cualquier relacién
de mezclado, o una sal del mismo, o un solvato,
fisiolégicamente aceptable, respectivamente, para la
fabricacién de un medicamento para 1la profilaxis y/o
tratamiento de enfermedades inflamatorias.

36.- E1 uso de por lo menos un compuesto derivado
de benzoxazinona de conformidad con cualquiera de las
reivindicaciones 1-17, opcionalmente en forma de uno de sus

estereoisémeros, de preferencia enantifmeros ]
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diasteredmeros, su racemato o en forma de una mezcla de por
lo menos dos de sus estereoisémeros en cualquier relacién
de mezclado, © una pal del mismo, o0 un solvato,
fisiolégicamente aceptable, respectivamente, para la
fabricacién de un medicamento para la profilaxis y/o
tratamiento de enfermedades inmunes.

37.- El1 uso de por lo menos un compuesto derivado
de benzoxazinona de conformidad con cualquiera de las
reivindicaciones 1-17, opcionalmente en forma de uno de sus
estereoisémeros, de preferencia enantiémeros o
diastereémeros, su racemato o en forma de una mezcla de por
lo menos dos de sus estereocisémeros en cualquier relacién
de mezclado, o una sal del mismo, © un solvato,
fisiolégicamente aceptable, respectivamente, para la
fabricacién de un medicamento para la profilaxis o
tratamiento de diabetes.

38.- El uso de por lo menos un compuesto derivado
de benzoxazinona de conformidad con cualquiera de las
reivindicaciones 1-17, opcionalmente en forma de uno de sus
estereoisémeros, de preferencia enantiémeros o
diastereémeros, su racemato o en forma de una mezcla de por
lo menos dos de sus estereoisdémeros en cualquier relacién
de mezclado, o© una sal del mismo, o un solvato,
fisiolégicamente aceptable, respectivamente, para la

fabricacién de un medicamento para la profilaxis o
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tratamiento de epilepsia.

39.- El1 uso de por lo menos un compuesto derivado
de benzoxazinona de conformidad con cualquiera de las
reivindicaciones 1-17, opcionalmente en forma de uno de sus

5 estereoisémeros, de preferencia enantiémeros o
diasteredémeros, su racemato o en forma de una mezcla de por
lo menos dos de sus estereocisémeros en cualquier relacién
de mezclado, o© una sal del mismo, o un solvato,
fisiolégicamente aceptable, respectivamente, para la

10 fabricacién de un medicamento para la profilaxis o
tratamiento de artritis.

40.- Un compuesto derivado de benzoxazinona de la

férmula general (I)

rl R
15 R
R [o]
R4
R 8
(I)
R T
10
20 <
o
0

en la cunal
R, R?, R}, R' se seleccionan cada uno de manera
independiente a partir del grupo que consiste de hidrégeno,

25 halégeno, un radical alifitice no ramificado o ramificado,
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mono-sustituido y/o puede estar condensado con un sistema
de anillo monociclico o policiclico opcionalmente por lo
menos mono-sustituido, o un radical ariloc o heteroarilo por
lo menos opcionalmente mono-sustituido, el cual puede estar
unido mediante un grupo alquileno por lo menos
opcionalmente mono-sustituido y/o puede estar condensado
con un sistema de anillo monociclico o policiclice por lo
menos opcionalmente mono-sustituido, o

R® y R junto con el &tomo de nitrégeno de
puente forman un anillo heterociclico por 1lo menos
opcionalmente mono-sustituido, saturado, insaturade o
aromidtico, que puede contener por lo menos un heterodtomo
adicional como un eslabén de anillo y/o puede estar
condensado con un sistema de anillo monociclico o
policiclico opcicnalmente por lo menos mono-sustituido,

R} representa hidrégeno, un radical alifdtico no
ramificado o ramificado, saturado o no saturado, por lo
menos opcionalmente mono-sustituido, un radical
cicloalifitico que contiene opcionalmente por lo menos un
hetercdtomo como eslabén de anillo, saturado o insaturado,
opcionalmente por lo menos mono-sustituido, el cual puede
estar unido mediante un grupo alquileno opcionalmente por
lo menos mono-sustituido y/o puede estar condensado con un
sistema de anillo monociclico o policiclico opcionalmente

por lo menos mono-sustituido, o un radical arilo o
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hetercarilo opcionalmsnte por lo menos mono-sustituido, el
cual puede estar unido mediante un grupo alquileno
opcionalmente por lo menos mono-sustituido y/o puede estar
condensado con un sistema de anillo monociclico o
policiclico por lo menos opcionalmente mono-sustituido,

R} representa hidrégeno, un radical alifatico no
ramificado o ramificado, saturado o no saturado, por lo
menos opcionalmente mono-sustituido, un radical
cicloalifético que contiene opcionalmente por lo menos un
heterodtomo como eslabén de anillo, saturadec o insaturado,
opcionalmente por lo menos mono-sustituido, el cual puede
estar unido mediante un grupo alquileno opcionalmente por
lo menos mono-sustituido y/o puede estar condensado con un
sistema de anillo monociclico o policiclico opcionalmente
por lo menos mono-sustituido, o un radical arilo o
heterocarilo opcionalmente por lo menos mono-sustituido, el
cual puede estar unido mediante wun grupo alquileno
opclonalmente por lo menos mono-sustituido y/o puede estar
condensado con un sistema de anillo monociclico o
policiclico por lo menos opcionalmente mono-sustituido,

R representa un radical alif&tico no ramificado
o ramificado, saturado o insaturado, por lo menos
opcionalmente mono-sustituido, un radical cicloalifatico
que contiene opcionalmente por lo menos un heterocdtomo como

eslabén de anillo, saturado o insaturado, opcionalmente por
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lo menos mono-sustituldo, el cual puede estar unido
mediante un grupe alquileno opcionalmente por lo menos
mono-sustituido y/o puede estar condensade con un sistema
de anillo monociclico o policiclico por 1lo menos
opcionalmente mono-sustituido, o© un radical arilo o
hetercarilo opcionalmente por lo menos mono-sustituido, el
cual puede estar unido mediante un grupo alguilenc
opcionalmente por lo menos mono-sustituido y/o puede estar
condensado con un sistema de anille monociclice o
policiclico por lo menos opcionalmente mono-sustituido,

R y R gse seleccionan cada uno de manera
independiente a partir del grupo que consiste de hidrégeno,
un radical alifitico no ramificado o ramificado, saturado o
no saturado, por lo menos opcionalmente mono-sustituido, un
radical cicloalifdtico gque contiene opcionalmente por 1lo
menos un heterodtomo como eslabén de anillo, saturado o
insaturado, opcionalmente por lo menos mono-sustituido, el
cual puede estar unido mediante un grupo algquileno
opcionalmente por 1o menos mono~sustituido y/o puede estar
condensado con un sistema de anillo monociclico o
policiclico opcionalmente por lo menos mono-sustituido, o
un radical arile o hetercarilo opcionalmente por lo menos
mono-sustituido, el cual puede estar unido mediante un
grupo alquileno opcionalmente por lo menos mono-sustituido

y/o puede estar condensado con un sistema de anillo
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monociclico o policiclico opcionalmente por lo menos mono-
sustituido,

o R¥ y R junto con el &tomo de nitrégeno de
puente forman un anillo heterociclico saturado, insaturado
o aromAtico, el cual puede estar por 1lo menos mono-
sustituido y/o0 contiene por 1lo menos un heterodtomo
adicional como un eslabén de anillo,

R!” representa hidrégeno, un radical alifaitico no
ramificado o ramificado, saturado o no saturado, por lo
menos opcionalmente mono-sustituido, un radical
cicloalifitico que contiene por lo menos un heterodtomo
como eslabén de anillo, saturado o insaturado,
opcionalmente por lo menos mono-sustituido, o un radical
arilo o heteroarilo opcionalmente por lo menos mono-
sustituido, el cual puede estar unido mediante un grupo
alquileno opcionalmente por lo menos mono-sustituido y/o
puede estar condensado con un sistema de anillo monociclico
o policiclico opcionalmente por lo menos mono-sustituido,

R'® representa hidrégeno, un radical alif&tico no
ramificado o ramificado, saturado o no saturadeo, por lo
menos opcionalmente mono-sustituido, un radical
cicloalifdtico que contiene opcionalmente por lo menos un
heterocAtomo como eslabdn de anilleo, saturado o insaturado,
opcionalmente por lo menos mono-sustituido o un radical

arilo o hetercarile opcionalmente por lo menos mono-
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sustituido, el cual puede estar unido mediante un grupo
alquileno opcionalmente por lo menos mono-sustituido y/o
puede estar condensado con un sistema de anillo monociclico
o policiclico opcionalmente por lo menos mono-sustituido,

en el cual

en caso que uno o mis de los sustituyentes R!-R!?
represente un radical alifAtico, el cual est4 sustituido
con uno o mas sustituyentes, cada uno de estos
sustituyentes se selecciona a partir del grupo que consiste
de hidroxi, halégeno, alcoxi de C;4, ramificado o no
ramificado, perfluoroalcoxi de C,4, ramificado o no
ramificado, perfluoroalquilo de C;4, ramificado o no
ramificado, amino, carboxi, amido, ciano, nitro, -SO;NHz, -
CO-alquilo de C -4, —-SO-alquilo de C3-4, -SO2-alquilc de C4,
-NH-S0;~alquilo de Cj;-4, en el cual el alquilo de C;-4 puede
eastar en cada caso ramificado o no ramificado, un radical
fenilec o naftilo no sustituido o por lo menos mono-~
sustituido y un radical furanilo, tienilo, pirrolilo,
imidazelilo, pirazolilo, piridinilo, pirimidinilo,
quinolinilo e isoquinolinilo no sustituido o por lo menos
mono-sustituido, y si cualquiera de los sustituyentes antes
mencionados por si mismo estd por lo menos mono-sustituido,
dichos sustituyentes se seleccionan del grupo que consiste
de F, Cl, metilo y metoxi;

en caso gue unoc o mAs de los residuos R!-R!
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represente un radical cicloalifatico, el cual esta
sustituido con uno o mAs sustituyentes, cada uno de estos
sustituyentes se selecciona a partir del grupo que consiste
de hidroxi, halégeno, alqullo de C;., ramificade o no
ramificado, alcoxi de Ci4 ramificado o no ramificado,
perfluorocalcoxi de C; 4, ramificado o no ramificado, fenoxi,
benzoilo, ciclohexilo, perfluoroalquilo de C;-4 ramificado o
no ramificado, -NRR® en el cual R, R® se seleccionan cada
uno de manera independiente a partir del grupo que consiste
de H, un radical alquilo de C;-4 ramificado o no ramificado,
-CH,~CHz-OH y fenilo, carboxi, amido, ciano, nitro, -SO;NH;z,
-CO-alquilo de Cj-, -CO-O-alquilo de Cj;-4, -S0-alquilo de
Ci-4;» =-SOx-alquilo de Cj-4, -NH-S0z-alquilo de C;-, en el
cual el alquilo de C;.4, puede estar en cada casoc ramificado
o no ramificade, fenilo o naftilo no sustituido o por 1lo
menos mono-sustituido y un radical furanileo, tienilo,
pirrolilo, imidazolilo, pirazolilo, piridinilo,
pirimidinilo, quinolinilo e isoquinolinilo no sustituido o
por lo menos mono-sustituido, y si cualquiera de los
sustituyentes antes mencionados por si mismo eatd por 1lo
menos mono-sustituido, dichos sustituyentes se seleccionan
a partir del grupo que consiste de F, Cl, metilo y metoxi;

en caso que unc o mis de los residuos R'-R' y R-
R comprenda un grupo alquileno, el cual estd sustituido

con uno o mas sustituyentes, cada uno de estos
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sustituyentes se selecciona a partir del grupo que consiste
de hidroxi, halégeno, alcoxi de C;-4 ramificado o no
ramificado, perfluorcalcoxi de C;.4 ramificado o no
ramificado, perfluoroalquilo de C;.4, ramificado o no
ramificado, amino, carboxi, amido, ciano, nitro, -SO;NH;, -
CO-alquilo de Ci-4, -S50-alquilo de C;.4, -SOz-alquilo de Cj-4,
-NH-SOz-alquilo de C;4, en los cuales el algquilo de C;-4
puede estar ramificado o no ramificado, un radical fenilo o
naftilo no sustituido o por lo menos mono-sustituido y un
radical furanilo, tienilo, pirrolilo, imidazolilo,
pirazolilo, piridinilo, pirimidinilo, quinolinilo e
isoquinolinilo no sustituido o por lo menos mono-
sustituido, y si cualquiera de los sustituyentes antes
mencionados por si mismo estd por lo menos mono—sustituido,
dichos sustituyentes se seleccionan a partir del grupo que
consiste de F, Cl, metilo y metoxi;

en caso que uno o mis de los residuos R-R' y R%-
R® comprenda un sistema de anillo monociclico o
policiclico, el cual estd sustituido con uno o mas
sustituyentes, cada uno de estos sustituyentes se
selecciona a partir del grupo que consiste de hidroxi,
halégeno, alquilo de C;-4 ramificade o no ramificado, alcoxi
de C,4 ramificado o no ramificado, perfluoroalcoxi de C;.4
ramificado o no ramificado, perfluorocalquilo de Cj-4

ramificado ¢ no ramificado, amino, carboxi, amido, ciano,
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ceto, nitro, -SO;NHa, -CO-alquilo de C;-4, -SO-alquilo de C;-
¢+ =-S50;-alquilo de Cj.q, -NH-SOz-alquilo de Cj.¢, en los
cuales el alquilo de C;-4 puede estar ramificado o no
ramificado, un radical fenilo o naftilo no sustituido o por
lo menos mono-sustituido y furanilo, tienilo, pirrolilo,
imidazolilo, pirazolilo, piridinilo, pirimidinilo,
quinolinilo e isoquinolinilo no sustituido o por lo menos
mono-sustituido, y si cualquiera de los sustituyentes antes
mencionados por si mismo estd por lo menos mono—-sustituido,
dichos sustituyentes se seleccionan a partir del grupo que
congsiste de F, Cl, metilo y metoxi;

en el cual los anillos del sistema de anillo
monociclico o policiclico son de 5 o 6 eslabones y el
sistema de anillo o cada uno de sus anillos diferentes es
saturado, insaturado o aromdtico y contiene opcionalmente
uno o mis heterodtomos como eslabones de anillo, dichos
heterofdtomos son idénticos o diferentes y se seleccionan a
partir del grupo que consiste de N, O, S y P,

en caso que unoc o mis de los residuos R!'-R' y R‘-
R representen o comprendan un radical arilo, el cual esté4
sustituido con uno o mAs sustituyentes, cada uno de estos
sustituyentes se selecciona a partir del grupe gue consiste
de hidroxi, halégeno, alcoxi de Ci3.4 ramificado o no
ramificado, alquilo de C;4 ramificado o no ramificado,

perfluoroalcoxi de C;4 ramificado o no ramificado, fenoxi
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no sustituido o por lo menos mono sustituido, benzoilo no
sustituido o por lo menos mono-sustituido, ciclohexilo,
perfluoroalquilo de C;4 ramificado o no ramificado, NR'R®
en el cual R', R® se seleccionan cada uno de manera
independiente a partir del grupo que consiste de H, un
radical alquilo de C;-4 ramificado o no ramificado, =-CHa~
CH,-OH y fenilo, carboxi, amido, c¢iano, -CH(OH) (fenilo),
nitro, -SO0;NHz, -CO-alquilo de Ci-4, -CO-O-alquilo de Cj4, -
SO0-alquilo de Cj-4, =-SO:-alquilo de Cj;-4, —NH-SO2-alquilo de
Ci-4, en los cuales el alquilo de C;-4 puede estar ramificado
o no ramificado, un radical fenilo o naftilo ne sustituido
o por lo menos mono-sustituido y radical furanilo, tienilo,
pirrolilo. imidazolilo, pirazolilo, piridinilo,
pirimidinilo, quinolinilo e isoquinolinilo no sustituido o
por lo menos mono-sustituido, y s8i cualquiera de los
sustituyentes antes mencionados por si mismo est& por lo
menos mono-sustituido, dichos sustituyentes se seleccionan
a partir del grupo que consiste de F, Cl, metilo y metoxi;

en caso que uno o mis de los residuos R-R' y R'°-
R!" represente o comprenda un radical hetercarilo, el cual
estd sustituido con uno o mis sustituyentes, cada uno de
estos sustituyentes se selecciona a partir del grupo que
consiste de hidroxi, halégeno, alcoxi de C;-4 ramificado o
no ramificado, alquilo de C;-4 ramificado o no ramificado,

perfluorcalcoxi de C;-4 ramificado o no ramificado, fenoxi
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no sustituido ¢ por lo menos mono-sustituido, benzoilo neo
sustituido o por lo menos mono-sustituido, ciclohexilo,
perfluorcalquilo de C;4 ramificado o no ramificado, NR'R®
en el cual R, R? se seleccionan cada uno de manera
independiente a partir del grupo que consiste de H, un
radical alquilo de C;-4 ramificado o no ramificado, -CHx-
CH;-OH y fenilo, carboxi, amido, ciano, nitro, -
CH{OH) (fenilo), -S02NH2, -CO-alquilo de C;-4, -CO-0O-alquilo
de Ci-4, SO-alquilo de C;-4, SOz-alquilo de Cji.q, -NH-S02-
alquilo de Cj-4, en los cuales el alquilo de Cj;-4 puede estar
ramificado o no ramificado, un radical fenilo o naftilo no
sustituido o por lo menos mono-sustituido y un radical
furanilo, tienilo, pirreolilo, imidazolileo, pirazolilo,
piridinilo, pirimidinilo, quinolinilo e isoquinolinile no
sustituideo o por lo menos mono-sustituido, y si cualquiera
de los sustituyentes antes mencionades por si mismo esta
por lo menos mono-sustituido, dichos sustituyentes se
seleccionan a partir del grupo que consiste de F, Cl,
metilo y metoxi;

en caso que R y R y/o0 R¥ y R!* formen un
anillo heterociclico, el cual estd sustituido con uno o mas
sustituyentes, cada uno de estos sustituyentes se
selecciona a partir del grupe que consiste de hidroxi,
halbégeno alcoxi de C;4 ramificade o no ramificado, alquilo

de C)-q ramificado o no ramificado, perfluorocalcoxi de Ci-4

473
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ramificado o no ramificado, perfluorcalquilo de C;-4
ramificado o no ramificado, amino, carboxi, amido, ciano,
nitro, =-SO:NHz;, -CO-alquilo de Cj;-4, -S50-alquilo de Ci.q, -
SO;-alquilo de C;-4, -NH-SOs-alquilo de Ci4, en los cuales
el alquilo de C;4; puede estar ramificado o no ramificado,
un radical fenilo o naftilo no sustituido o por lo menos
mono-sustituido y un radical furanilo, tienilo, pirrolilo,
imidazolilo, pirazolilo, piridinilo, pirimidinilo,
quinolinilo e iscquinolinile no sustituido o por lo menos
mono-sustituido, y s8i cualquiera de los siguientes antes
mencionados por si mismo estd por lo menos mono-sustituido,
dichos sustituyentes se seleccionan a partir del grupo que
consiste de F, Cl, metilo y metoxi;

en caso que R y RY™ y/o R™ y R formen un
anillo heterociclico, el cual contiene unc o mas

heterodtomos adicionales como eslabones de anillo, cada uno

de estos heterodtomos se selecciona a partir del grupg.q.u.e\

consiste de N, O y S,
en caso que uno o mAs de los residuos R'-R'®
represente un radical cicloalifético, el cual contiene uno
0 mAs heterocdtomos, cada uno de estos heterodtomos se
gelecciona a partir del grupo que consiste de N, C, S y P,
en caso que uno o mas de los residuos R-R* y R!®-
R represente o comprenda un radical heterocarilo, el cual

contiene uno ¢ més heterocatomes como eslabones de anillo,
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cada uno de estos heteroidtomos se selecciona a partir del
grupo que consiste de N, O, S y P,

opcionalmente en forma de uno de sus
estereoisbmeros, . de preferencia enantiémeros o
diasterefmercs, su racemato o en forma de una mezcla de por
lo menos dos de sus estereoisémercs, de preferencia
enantiémeros o diasteredmeros, en cualquier relacidn de
mezclado, © una sal del mismo, o un solvato,
fisiolégicamente aceptable, respectivamente.

41.- Los compuestos de conformidad con 1la
reivindicacién 40, caracterizados porque R!, R}, R}, R se
seleccionan cada uno de manera independiente a partir del
grupo que consiste,de H, F, Cl, Br, un radical alifético de
Ci-¢ no ramificade o ramificado, saturado o insaturado,
opcionalmente por lo menos mono-sustituldo, un radical
cicloalifdtico de C33 que contiene opcionalmente por 1lo
mencs un heterodtomo como eslabén de anillo, saturado o
insaturado, opcionalmente por lo menos mono-sustituido, el
cual puede estar unido mediante un grupo algquileno de C;¢
opcionalmente por lo menos mono-sustituido y/o puede estar
condensado con un sistema de anillo monociclico o
policiclico opcionalmente por lo menos mono-sustituido, un
radical arilo o hetercarilo de 5 o 6 eslabones
opcionalmente por lo menos mono-sustitulde, el cual puede

estar unido mediante wun grupo alquileno de C;
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opcionalmente por lo menos mono-sustituido y/o puede estar
condensado con un sistema de anillo monociclico o
policiclico opcionalmente por lo menos mono-sustituido, una
porcién nitro, ciano, =-OR'?, -0C(=)R}®, -sSr™, -sOR!, -~
SO;R', -NH-SO;R'*, -SO,NH; y -NRMRZS,

R’ representa hidrégeno, un radical alifatico de
Ci-¢ no ramificado o ramificado, saturado o insaturado,
opcionalmente por lo menos mono-sustituido o un radical
cicloalifadtico de Cs.s que contiene opcionalmente por lo
menos un heterodtomo como eslabén de anillo, saturado o
insaturado, opcionalmente por lo menos mono=-sustituido,

R, R’, R, R’ se seleccionan cada uno de manera
independiente a partir del grupo que consiste de hidrégeno,
un radical alifatico de Cig no ramificado o ramificado,
saturado ¢ insaturado, opcionalmente por lo menos mono-
sustituldo, un radical cicloalifético de C3 ¢ que contiene
opcionalmente por lo menos un heterodtomo como eslabédn de
anillo, saturado o insaturado, opcionalmente por lo menos
mono~sustituido, un ciano y porcién COOR!?,

A representa un miembro de puente -CHR!¥®- &6 -
CHR®-CH,-,

RY representa hidrégeno, un radical alifético de
Ci-¢ no ramificado o ramificado, saturado o insaturado,
opcionalmente por lo menos mono-sustituldo, un radical

cicloalifatico de Cas que contiene opcionalmente por lo
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menos un heteroAtomo como eslabén de anillo, saturado o
insaturado, opcionalmente por lo menos mono-sustituido o un
radical arilo o heteroarilo de 5 o 6 eslabones,
opcionalmente por lo menos mono-sustituido, el cual puede
estar unido mediante un grupo alquileno de Cis
opcionalmente por lo menos mono-sustituido y/o puede estar
condensado con un sistema de anillo monociclico o
policiclico por lo menos opcionalmente mono-sustituido,

R!! representa un radical alifitico de Ci-¢ no
ramificado (] ramificado, saturado o] insaturado,
opcionalmente por lo menos mono-sustituido, un radical
cicloalifético de Ci-s que contiene opcionalmente por 1lo
menos un heteroAtomo como eslabén de anillo, saturade o
insaturado, opcionalmente por lo menos mono-sustituido, el
cunal puede estar unido mediante un grupo alquileno de C;.g,
opcionalmente por lo menos mono-sustituido y/o puede estar
condensado con un sistema de anillo monociclico o
policiclico, opcionalmente por lo menos mono-sustituideo o
un radical arile o hetercarilo de 5 o 6 eslabones,
opcionalmente por lo menos mono-sustituido, el cual puede
estar unido mediante wun grupo alquileno de Ci¢
opcionalmente por lo menos mono-sustituide y/o puede estar
condensado con un sistema de anillo monociclico o
policiclico opcionalmente por lo menos mono-sustituido, o

R® y R™ junto con el &tomo de nitrégeno de

Y
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puente forman un anillo heterociclico de 5 o 6 esalabones,
opcionalmente por lo menocs mono-sustituido, saturado,
insaturado o aromatico, el cual puede contener por lo menos
un heterodtomo adicional come un eslabén de anillo y/o
estar condensado con un sistema de anillo monociclico o
policiclico opcionalmente por lo menos mono-sustituido,

R'? representa hidrégeno, un radical alifatico de
Ci1-s no ramificado o ramificado, saturado o no saturado, por
lo menos opcionalmente mono-sustituido, un radical
cicloalifético de Ci3 que contiene opcionalmente por 1lo
mencs un heterodtomo como eslabén de anillo, saturado o
insaturado, opcionalmente por lo menos mono-sustituido, el
cual puede estar unido mediante un grupo alquileno de C;-¢
opcionalmente por lo menos mono-sustituido y/o puede estar
condensado con un sistema de anillo monociclico o
policiclico opcionalmente por lo menos mono-sustituido, o
un radical ariloc o hetercarilo de 5 6 6 eslabones
opcionalmente por lo menos mono-sustituido, el cual puede
estar wunido mediante wun grupoc alguileno de Ci-g
opclonalmente por lo menos mono-sustituido y/o puede estar
condensade con un sistema de anillo monociclico o
policiclico por lo menos opcionalmente mono-sustituido,

R'? representa hidrégeno, un radical alifitico de
Ci1-¢ no ramificado o ramificade, saturade o no saturado, por

lo menos opcionalmente mono-sustituido, un radical
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ciclocalifAtico de C3p que contiene opcionalmente por lo
menos un heterodtomo como eslabén de anillo, saturado o©
insaturado, opcionalmente por lo menos mono-sustituido, el
cual puede estar unido mediante un grupo alquilenoc de C;-
opcionalmente por lo menos mono-sustituido y/o puede estar
condensado con un sistema de anillo monocliclico o
policiclico opcionalmente por lo menos mono-sustituido, o
un radical arilo o heterocarilo de 5 ¢ 6 eslabones
opcionalmente por lo menos mono-sustituido, el cual puede
estar unido mediante un grupo alquileno de Ci-¢
opcionalmente por lo menos mono-sustituido y/o puede estar
condensado con un sistema de anillo monociclico o
poeliciclico por lo menos opcionalmente mono-sustituido,

R representa un radical alifidtico de C;¢ no
ramificado o ramificado, saturado o insaturado, por 1lo
menos opcionalmente mono-sustituido, un radical
ciclocalifatico de C3;3 que contiene opcionalmente por 1lo
menos un heterodtomo como eslabén de anillo, saturado o
insaturado, opcionalmente por lo menos mono-sustituido, el
cual puede estar unido mediante un grupo alquileno de C;-¢
opcionalmente por lo menos mono-sustituido y/o puede estar
condensadc con un sistema de anillo monociclice o
policiclico por lo menos opcionalmente mono-sustituido, o
un radical arilo o hetercarilo de 5 6 6 eslabones

opcionalmente por lo menos mono-sustituido, el cual puede
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opcionalmente por lo menos mono-sustituido y/o puede estar
condensado con un Bsistema de anillo monociclico o
policiclico por lo menos opcionalmente mono-sustituido,

R y R¥ se seleccionan cada uno de manera
independiente a partir del grupo que consiste de hidrégeno,
un radical alifatico de Cy-g no ramificade o ramificado,
saturado o no saturado, por lo menos opcionalmente mono-
sustituido, un radical cicloalifdtico de C3 43 que contiene
opcionalmente por lo menos un heterocdtomo como eslabén de
anillo, saturado o insaturado, opcionalmente por lc menos
mono-sustituido, el cual puede estar unido mediante un
grupo alquileno de C,-¢ opcionalmente por lc menos mono-
sustituido y/o puede estar condensado con un sistema de
anillo monociclico o policiclico opcionalmente por lo menos
mono-sustituido, o un radical arilo o heteroarilo de 5 6 6
eslabones opcionalmente por lo menos mono-sustituido, el
cual puede estar unido mediante un grupo alquilenoc de C;-¢
opcionalmente por lo menocs mono-sustituido y/o puede estar
condensado con un sistema de anille monociclico o
policiclico opcionalmente por lo menos mono-sustituido,

o R¥ y R¥ junto con el &tomo de nitrégeno de
puente forman un anillo heterociclico de 5 6 6 eslabones,
saturado, insaturado o aromiatico, el cual puede estar por

lo menos mono—-sustituido y/o contiene por lo menos un
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heterodtomo adicional como un eslabén de anillo,

RY representa hidrégeno, un radical alifatico de
Ci-¢ no ramificado o ramificade, saturado o no saturado, por
lo menos opcionalmente mono—-sustituido, un radical
cicloalifdtico de Cisys que contiene por 1lo menos un
heterodtomo como eslabén de anillo, saturado o insaturado,
opcionalmente por lo menos mono-sustituide o un radical
arilo o hetervarilo de 5 6 6 eslabones opcicnalmente por lo
menos mono-sustituido, el cual puede estar unido mediante
un grupo alquileno de C;¢ opclonalmente por lo menos mono-
sustituido y/o puede estar condensado con un sistema de
anillo monociclico o policiclico opcionalmente por lo menos
mono-sustituido,

R representa hidrégeno, un radical alifatico de
Ci-s no ramificado o ramificado, saturado o no saturado, por
lc menos opcionalmente mono-sustituido, un radical
cicloalifatico de Ci-3 que contiene opcionalmente por 1lo
menos un heterodtamo como eslabdén de anillo, saturado o
insaturado, opcionalmente por lo menos mono-sustituido o un
radical arilo o hetercarilo de 5 &6 6 eslabones
opcionalmente por lo menos mono-sustituido, el cual puede
estar wunido mediante un grupo alquileno de Cj¢
opcionalmente por lo menos mono-sustituido y/o puede estar
condensado con un aistema de anillo monociclico o

policiclico opcionalmente por lo menoa mono-sustituido.

Yl
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42.- Los compuestos de conformidad con la
reivindicacién 40 o 41, caracterizados porque R!, R?, R, R'
se seleccionan cada uno de manera independiente a partir
del grupo que consiste de H, F, Cl, Br, un radical
alifético de Ci;-3 saturado, ramificado o no ramificado,
opcionalmente por lo menos mono-sustituido, un radical
cicloalifético de Cs o Cs que contiene opcionalmente por lo
menos un heterodtomo como eslabén de anillo, saturado,
opcionalmente por lo menos mono-sustituido, el cual puede
estar unido mediante un grupo alquileno de C; o C;
opcionalmente por lo menos mono-sustituido, una porcidén
nitro, ciano, -OR', -0C(=0)R}, =-SRM y -NR¥R!, que de
preferencia se selecciona a partir del grupo que consiste
de H, F, Cl, CHi;, CHCH;, CF3;, CF:CF3, ciclopentilo,
ciclohexilo, nitro, ciano y -OR!Z.

43.- Los compuestos de conformidad con cualquiera
de las reivindicaciones 40 a 42, caracterizados porque R®
representa H o un radical alquilo de C;-3 ramificado o no
ramificado, de preferencia H, CHy o CHCHj.

44.- Los compuestos de conformidad con cualquiera
de las reivindicaciones 40 a 43, caracterizados porque RS,
R’, R}, R? se seleccionan cada uno de manera independiente a
partir del grupo que consiste de H, un radical alquilo de
C1.3 ramificado o no ramificado, ciano y un grupo COOR!?, de

preferencia a partir del grupo que consiste de H, CH,,
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CH,CHy y ciano.

45.- Los compuestos de conformidad con cualquiera
de las reivindicaciones 40 a 44, caracterizados porque R0
representa hidrégeno o un radical alquilo de C;-4 ramificado
o no ramificado.

46.- Los compuestos de conformidad con cualquiera
de las reivindicaciones 40 a 45, caracterizados porque RM
se selecciona a partir del grupo que consiste de fenilo no
sustituido, fenile opcionalmente por lo menos mono-
sustituido con un radical alquilo de C,.4 ramificado o no
ramificado, un radical alcoxi de Cj;4 ramificado o no
ramificado, un radical perfluoroalquilo de C;-4 ramificado o
no ramificado, un radical perfluorcalcoxi de Ci-4 ramificado
o no ramificado, F, Cl, Br, ciclohexilo, fenilo, fenoxi,
feniltio, benzoileo, ciano, -C(=0)-alquilo de C;.;, -C{=0)0~
alquilo de Ci., carboxi, =-CH({OH) (fenilo), -NRMR® en el cual
R*, R® se seleccionan cada uno de manera independiente a
partir del grupo que consiste de H, un radical alquilo de
Ci-4 ramificado o no ramificado, -CH:CH,-CH y un radical
fenilo no sustituido,

un radical tiazol no sustituido,

un grupo de la férmula general (A)

o~ Ctan
@
A)



Jie Y

en la cual
neslé®62,
X representa CH o N,
Y representa CHz, O, N-R, CH-OH o C(=0),
5 R® es H o un radical alquilo de C;., ramificado o
no ramificado,

un grupo de la férmula (B),

-
x

10 ®

un grupo de la férmula (C),

€10

©
15 un grupo de la férmula general (D},

D)

en la cual Rp es H o un radical alquilo de C,-4 ramificado o

20 no ramificado y un grupc de la férmula general (E),
%IWD
y A
(2]

25 R® representa H, un radical alquilo de Ci4
#*,

en la cual
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ranificadoc o no ramificado o un radical alcoxi de C;-
ramificado o no ramificado,

W representa un enlace entre los dos anillos
aromdticos, CH;, CH-OH o C(=0),

Z representa CH», O, S, CH-OH, C(=0) o N-Rf en el
cual Rf representa H o un radical alquilo de C;—4 ramificado
o no ramificado.

47.- Los compuestos de conformidad con cualquiera
de las reivindicaciones 40 a 44, caracterizados porque R
y Rl juntos con el 4tomo de nitrégeno de puente forman un
anillo heterociclico de 6 eslabones, saturado, el cual esté
por lo menos mono—sustifuido con un radical metilo y/o
condensado con un radical fenilo o ciclohexilo no
sustituido o por lo menos mono-sustituido, de preferencia
dicho radical fenilo o ciclohexilo esté& por lo menos mono-
sustituido con F y/o OCHj.

48.- Los compuestos de conformidad con cualquiera
de las reivindicaciones 40 a 47, caracterizados porque R?
representa H, un radical alquilo de C;4, ciclohexilo o un
radical fenilo, de preferencia H, CHi;, CzHs o fenilo.

49.~ Los compuestos de conformidad con cualgquiera
de las reivindicaciones 40 a 48, caracterizados porque R'?
representa H, un radical alquilo de C;-4, ciclohexilo o un
radical fenilo, de preferencia H, CHa, C;Hs o fenilo.

50.~ Los compuestos de conformidad con cualquiera



10

15

20

25

4 265

de las reivindicaciones 40 a 49, caracterizados porque R
representa H, un radical alquilo de C;-¢, ciclohexiloc o un
radical fenilo, de preferencia H, CHy;, CaHs o fenilo.

51.- Los compuestos de conformidad con cualquiera
de las reivindicaciones 40 a 50, caracterizados porque R!*®
y R!® se seleccionan cada uno de manera independiente a
partir del grupo que consiste de H, un radical alquilo de
Ci-¢» cCiclohexilo y un radical fenilo, de preferencia se
selecclonan a partir del grupo que consiste de H, CHj3, CaHs
y fenilo.

52.- Los compuestos de conformidad con cualquiera
de las reivindicaciones 40 a 51, caracterizados porque R
representa H, un radical alquilo de Ci-4, ciclohexilo o un
radical fenilo, de preferencia H, CH3, CaHs o fenilo.

53.- Los compuestos de conformidad con cualquiera
de las reivindicaciones 40 a 52, caracterizados porgue R*?
representa H, un radical alquilo de C;4 o un radical
fenilo, de preferencia H, CHiz o fenilo.

54.- Los compuestos de conformidad con cualquiera
de las reivindicaciones 40 a 53, caracterizados porque por
lo menos dos de los res:i:duos R, R?), R?, R', de preferencia
R? y R}, no representan hidrégeno.

55.- Los compuestos de conformidad con cualquiera
de las reivindicaciones 40 a 54, caracterizados porque RS

es CH; o CjHs.
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56.- Los compuestos de conformidad con una o méas

de las reivindicaciones 40 a 55:

[1] 2-[4-(2-oxo-4H-benzo([d][1l,3]oxazin-1~il)-piperidin-1-
il}-N-(9-ox0-9H-fluoren-2-il)-acetamida,

[2] 2-{4-(2-oxo-4H-benzo[d][l,3)oxazin-1-il)-piperidin-~-1-
il]-N-(9-oxo-9H-fluoren-3-il)-acetamida,

[3) Clorhidrato de 2-~[4-(2-oxo-4H-benzo[d][1,3]oxazin-1-
il) -piperidin-1-il]-N-{9-oxo-9H-fluoren-3-il)-acetamida,

[4] N-(4-benzcoil-fenil)-2-[4-(2-oxo-4H-

benzo[d] [1,3]oxazin-1-il)-piperidin-1-il]- acetamida,

[5] Clorhidrato de N-(4-benzoil-fenil)-2-[4-(2-oxo-4H-
benzo[d] [1,3}oxazin-1-il)-piperidin-1-ilj- acetamida,

[6] Clorhidrato de 2-[4-(2~oxo-4H-benzol[d][l,3]oxazin-1-
il)-piperidin-1-il]-N-(5-oxo0-5,6,7,8-tetrahidro-naftalen-2-
11)-acetamida,

[7] Clorhidrato de 2-{4-(2-oxo-4H-benzol[d][l,3]loxazin-1-
il)-piperidin-1-il]-N-(9~oxo-9H-fluoren~4-il)-acetamida,
[8] Clorhidrato de N-(3-benzoil-fenil)-2-[4-(2-oxo-4H-
benzo[d] {1l,3]oxazin-1-il)-piperidin-1-11]- acetamida,

[9] 2-[4-(2-oxo-4H-benzol[d][1l,3)oxazin-1-il)-piperidin-1-
il]-N-(1-oxo-indan-5-il)-acetamida,

[10] Clorhidrato de 2-([4-(2-oxo-4H-benzo{d](l,3]oxazin-1-
il)-piperidin-1-ilj-N-(l-oxo—-indan-5-il) -acetamida,

[11] Clorhidrato de N-indan-5-il-2-[4-{2-0ox0-4H-
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benzo[d) [1,3]oxazin-1-il)-piperidin-1-il]-acetamida,

[12] Clorhidrato de N-(2-metoxi-dibenzofuran-3-il)-2-[4-(2-
oxo-4H-benzo(d] [1,3]oxazin-1-il)~piperidin-1-il]-
acetamida,

[13] Clorhidrato de N-(4-ciclohexil-fenil)-2-[4-{2-oxo-4H-
benzo([d] [1,3]oxazin-1-il)-piperidin-1-il]- acetamida,

[14] Clorhidrato de 1-{1-[2-(3,4-dihidro-2H-quinolin-1-il)-
2-oxo-etil]piperidin-4-il}-1,4-dihidro-benzo{d)[1,3]oxazin-
2-ona,

[15] Clorhidrato de 2-[4-(2-oxo-4H-benzo[d]([1l,3]oxazin-1-
il)-piperidin-1-11]-N-({9-oxo-9H-fluoren-3-il) -2-fenil-
acetamida,

[16] Clorhidrato de 2-[4-(2-oxo-4H-benzo[d][1l,3]oxazin-1-
il)-pi?eridin-l—il]-u—(9-oxo-9H-f1uoren-3-il)-propionamida,
[17] N-(9-etil—-9H-carbazol-3-il)}-~-2-[A-(2-O0x0-4H-

benzo([d] [1,3]oxazin-1-il)-piperidin-1-il]-acetamida,

[1B) Clorhidrato de N-{9-etil-9H-carbazol-3-il)-2-[4-(2-
oxo-4H-benzo[d] [1, 3]oxazin-1-il)-piperidin-1-il]-acetamida,
[19] 2-{4-(6-metil-2-oxo-4H~-benzo[d]l[1,3)oxazin-1-11)~-
piperidin-1-il]-N-(9-oxo-9H-fluoren-3-il)-acetamida,

[20] Clorhidrato de 2-[4-(6-metil-2-oxo-4H-benzold][1,3]~-
oxazin-1-il)-piperidin-1-il}-N-({9~oxo-9H-fluoren-3-1i1)-
acetamida,

[21] Clorhidrato de N-{(9-etil-9H-carbazol-3-il1)-2-[4-(6-

metil-2~oxo-4H-benzo[d] [1,3]loxazin-1-il)-piperidin-1-il]-



10

15

20

25

409

acetamida,

[22) N-{4-ciclohexil-fenil)-2-[4-(6-metil-2-oxo-4H-
benzo{d} [1,3]oxazin-1-il)-piperidin-1-il}-acetanmida,

[23] Clorhidrato de N-(4-ciclohexil-fenil)-2-[4-(6-metil-2-
oxo~4H-benzo[d] [1,3]oxazin-1~il)-piperidin-1-il]-acetanida,
[24]) Clorhidrato de N-{4-benzoil-fenil)-2-[4-(6-metil-2-
oxo-4H-benzo[d] [1,3]oxazin-1~il)-piperidin-1-il}-
acetamida,

[25] Clorhidrato de N-{9-metil-9H-carbazol-3-il)-2-[4-(2-
oxo-4H-benzo[d] [1,3]oxazin-1~il)-piperidin-1-il]}-acetamida,
[26] Clorhidrato de N-(9, 10-dioxo-9,10-dihidro-antracen—é-
il)-2-[4-(2-oxo-4H-benzo[d] [1,3]oxazin~1-il)-piperidin-1-
il)-acetamida,

[27] Clorhidrato de N-[4-(etil-fenil-amino)~fenil]-2-[4-(2~
oxo-4H-benzo[d]} [1,3]oxazin-1-il)-piperidin-1-il)~acetamida,
[28] Clorhidrato de 2-[4-(6~metil-2—-oxo0-4H~
benzo[d] [1,3]oxazin-1-il)-piperidin-1-il]-N~[4-metil-fenil~
aminc)-fenil]-acetamida,

[29] Clorhidrato de 2-[4-(2-oxo0-4H-benzoild][l,3]Joxazin-1-~-
il)-piperidin-1-il1]-N-[4-fenoxi-fenil)-acetamida,

[30] Clorhidrato de N-([4-(isopropil-fenil-amino)-fenil]-2-
[4- (2-oxo-4H-benzo[d] [1,3]oxazin-1-il)}-piperidin-1-il]-
acetamida,

[31] Clorhidrate de 3-[4-(2-oxo-4H-benzo(d][1l,3]oxazin-1-

il)-piperidin-1-il]=-N-(9-oxo-9H-fluoren-3-il)-proplionamida,

26



10

15

20

25

422

[32] Clorhidrato de 2-[4-{6-cloro-2-oxo-4H-benzo[d][1,3]-
oxazin-1-il)-piperidin~1-il]-N-(9-etil-9H-carbazol-3-il)-
acetamida,

[33] Clorhidrato de N-{4-cloro-fenil)-2-[4-(2-oxo-4H-
benzo([d] [1,3]oxazin~1-il)-piperidin-i~-il]-acetamida,

[34] Clorhidrato de 2-[4-(6~-cloro-2-oxo-4H-
benzo[d] [1,3]oxazin-1-il)-piperidin-1-il]-N-{4-cloxro~
fenil)-acetamida,

[35] Clorhidrato de 2-[4-{(8-metil-2-oxo—4H-benzol[d][1,3]-
oxazin-1-il)-piperidin-1-il]-N-(9-oxo-9H-fluoren-3-il)-
acetamida,

[36] Clorhidrato de 2-{4-(6-~cloro-2-oxo-4H-benzo[d][1,3]-
oxazin-1-il)-piperidin-1-11]-N-(9-oxo-9H-fluoren-3-il) -
acetamida,

[37} Clorhidrato de N-(9-hidroxi-9H-fluoren-3-il)-2-[4-(8-
metil-2-oxo-4H~benzo{d] [1,3]loxazin-1-il)-piperidin-1-il]-
acetamida,

[38] Clorhidrato de N=-(9-hidroxi-9H-fluoren-2-il)-2-[4-(2-
oxo-4H-benzof[d] [1,3]oxazin-1-1l)-piperidin-1~il]-acetamida,
[39] Clorhidrato de 2-[4-(6~cloro-2-oxo-4H-
benzo[d] [1,3]oxazin-1-il)-piperidin-1-il)-N-(9-hidroxi-9H-
fluoren-3-il)~acetamida,

[40] Clorhidrato de N-(9-etil-9H-carbazol-3-il}-2-[4-(8-
metil-2-oxo-4H-benzo[d] [1,3]oxazin-1-il)-piperidin-1-il]-

acetamida,



Vi

[41] Clorhidrato de 2-[4-(8-metil-2-oxo-4H-benzold][1,3]-

oxazin-1-il)-piperidin-1-il]}-N-(4-trifluorometil-fenil)-

acetamida,

[42] Clorhidrato de 2-{4-{B-metil-2-oxo-4H-benzo(d][l,3]-
5 oxazin-1-il)-piperidin-1-il]-N-fenil-acetamida,

[43] Clorhidrato de 2-~[4-(2-oxo-4H-benzo[d][1l,3]Joxazin-1-

i1l)-piperidin~1-il)-N-(4-trifluorometil-fenil)-acetamida,

[44] Clorhidrato de 2-([4-(6-cloro-2-oxo-4H-benzold][1l,3]-

oxazin-1l~il)-piperidin-1-il)-N-fenil-acetamida,

10 [45] Clorhidrato de 2-[4-(6-cloro-2-oxo-4H-benzo[d][l,3]-
oxazin-1~il)-piperidin-1-il1]-N-(4-trifluorometil-fenil)-
acetamida,

[46] Clorhidrato de 2-[4-(2-oxo~4H-benzo[d][l,3}oxazin-1-
il)-piperidin~-1-il]-N-fenil-acetamida ,

15 [47] Clorhidrato de N-(4-cloro-fenil)-2-[4-({8-metil-2-oxo-
4H-benzo{d] [1,3]oxazin-1-11)~-piperidin~1-il)-acetamida,

[48] Clorhidratoc de N-{4-ciano-fenil)-2-[4-(2-oxo-4H-benzo-
[d]1[1,3]oxazin-1-il)-piperidin-1-il]-acetamida,
[49]) Clorhidrato de N-(4-ciano-fenil)-2-[4~(8-metil-2-oxo~

20 4H-benzo[d][1,3)]oxazin-1-il)-piperidin-1-il]-acetamida,
[50] Clorhidrato de 2-[4-(6~cloro-2-oxo-4H-benzo[d][1l, 3]~
oxazin-1l-~il)-piperidin-1-il]-N-(4-ciano-fenil)-acetamida,
[51] Clorhidrato de N-(4-acetil-fenil)-2-[4-{2~ox0o-4H~
benzo[d] [1,3]oxazin-1-il) -piperidin-1-il]-acetanmida,

25 [52] Clorhidrato de 2-[4-(8-metil-2-oxo-4H-benzo(d][1,3]-
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oxazin-1-1il)-piperidin-1-il]-N-(4-fenoxi-fenil)-acetamida,
[53] Clorhidrato de N-(4-acetil-fenil)-2-[4-{6-cloro-2-oxo-
4H-benzo[d] [1,3]oxazin-1-il)-piperidin-1l-il]-acetamida,

[54] Clorhidrato de N-~(4-acetil-fenil)-2-[4-~(8-metil-2-oxo-
4H-benzo([d] [1,3]oxazin-1-il)-piperidin-1-il]-acetamida,

[55] Clorhidrato de 2-[4-{6-cloro-2—-oxo-4H-benzo[d][1l,3]-
oxazin-1-il)-piperidin-1-il]-N-(4-fenoxi-fenil)-acetamida,
[56] Clorhidrato de N-{4-benzoil-fenil)-2-[4-{8-metil-2-
oxo-4H-benzo[d] [1, 3]oxazin-1-il)-piperidin-1-il) -acetamida,
[57] Clorhidrato de N-(4-benzoil-fenil)-2-([4-(6-cloro-2-
oxo-4H-benzo[d] [1,3]oxazin-1-il)-piperidin-1-il)-acetamida,
[58] N-{2-cloro-fenil)}-2-[4-(6-metil-2-oxo-4H-benzold]-
[1,3)oxazin-1-1il)-piperidin-l1-il]-acetamida,

[59] 2-[4-(6~metil-2-oxo—-4H-benzo[d][1l,3)oxazin~1-11)-
piperidin-1-il]-N-(2-trifluorometil-fenil)-acetamida,

[60] 2-[4-{6-~metil-2-ox0-4H-benzo[d][1l,3]oxazin~1-il}-
piperidin-1-il)~N-fenil-acetamida,

[61) Clorhidrato de N-{4-ciclohexil~fenil)-2-[4-(B-metil-2-
oxo—~4H-benzo[d] [1,3)oxazin-1-1]l)-piperidin-1-il]-acetamida,
[62] Clorhidrato de 2-[4-(6-cloro-2Z-oxo-4H-benzol[d]([l,3]-
oxazin-1l-il)~-piperidin-1-il]-N-(4-ciclohexil-fenil)~
acetamida,

[63] Clorhidrato de N-(2-benzoil-fenil)-2-[4- (2-oxo~4H-
benzo[d] [1,3]oxazin-1-11)~-piperidin-1-il)-acetamida,

[64) Clorhidrato de N-{2-benzoil-fenil)-2-[4-(B-metil-2-
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oxo-4H-benzo[d) [1, 3] oxazin~1-il)~piperidin-1-il]-acetamida,
[65] Clorhidrato de N-(2-benzoil-fenil)-2-[4-(6-cloro-2-
oxo-4H-benzo[d] [1,3)oxazin~1-il)~piperidin-1~il] -acetamida,
[66] N-(2-benzoll-fenil)-2~[4-(6-metil-2-oxo-4H-

benzo[d] [1,3]oxazin-1-il)-piperidin-1-il]-acetamida,

{67] Clorhidrato de 2-[4-(6-metil-2-oxo-4H-benzo(dj([1,3]-
oxazin-1-il)-piperidin-1-il]-N-(4-fenoxi-fenil)-acetamida,
[68] Clorhidrato de N-(4-acetil-fenil)-2-[4-({6-metil-2-ox0-
4H-benzo[d] [1,3]oxazin-1-il)-piperidin-l-il)—-acetamida,
[69] Clorhidrato de N-(9-hidroxi-9H-fluoren-3-il)-2-[4-(2-
oxo-4H-benzo([d] [1,3]oxazin-1-1il)-piperidin-1-il]-acetamida,
[70] Clorhidrato de 2-[4-{6-cloro-2-oxo-4H-benzo[d][1,3]-
oxazin-1-il)-piperidin-1-il]-N-(9-oxo-9H-fluoren-2-il)-
acetamida,

[71] Clorhidrato de 2-[4-(6-metil-2-oxo-4H-benzo[d][l,3]-
oxazin-1-1l)-piperidin-1-il]-N-(9-oxo-9H-fluoren-2-il)-
acetamida,

[72] Clorhidrato de 2-[4-({8-metil-2-oxo-4H-benzo[d]j[1,3]-
oxazin-1-il)-piperidin-1-il]-N-(9-oxo-9H-fluoren-2-il)-
acetamida,

[73] Clorhidrato de 2-[4-(6-cloro-2-oxo-4H-benzo[d]([1,3]-
oxazin-1-il)-piperidin-1-il}-N-(9-hidroxi-9H-fluoren-2-il)-
acetamida,

[74] Clorhidrato de N-({9~hidroxi-9H-fluoren-2-il)-2-[4-(6-

metil-2-~oxo-4H-benzo[d] [1,3]oxazin-1-il)-pipe ridin-1-il]-

> )
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acetamida,

[75] Clorhidrato de N-(9-hidroxi-9H-fluoren-2-il)-2-[4- (8-
metil-2-oxo-4H-benzo[d] [1,3]oxazin-1-il)-piperidin-1-il}-
acetamida,

[76] Clorhidrato de N-(9-hidroxi-9H-fluoren-3-il)-2-[4-(6-
metil-2-oxo-4H-benzo[d] [1,3]oxazin-1-il)-piperidin-1-il]-
acetamida,

[77] Clorhidrato de N-(4-ciclohexil-fenil)-2-[4-(7-fluoro-
2-oxo-4H~benzo[d] [1,3)oxazin~1-il)-piperidin-1-il]-
acetamida,

[78] Clorhidrato de N-{9-etil-9H-carbazol-3-il)-2-[4-(5-
fluoro-2~oxo-4H-benzo[d] (1,3} oxazin-1-il)-piperidin-1-il]-
acetamida,

[79] Clorhidrate de N-(9-etil-9H-carbazol-3-1l1)-2-(4-(6-
metoxi-2-oxo-4H-benzo[d) [1,3)oxazin-1-il)-pipe ridin-1-il]-
acetamida,

[80] Clorhidrato de N-(9-etil-9H-carbazol-3-il)-2-(4-(7-
metil-2-oxo-4H-benzo(d] [1,3]oxazin-1-il)-piperidin-1-il]-
acetamida,

[81] Clorhidrate de 2-[4-({5-cloro-2-oxo-4H-benzol[d]([1,3]-
oxazin-l-:i_.l) -piperidin-1-il)]-N-{9-etil~9H-carbazol-3-
il)acetamida,

[82] Clorhidrato de 2-[4-(5-fluoro-2-oxo-4H-benzo[d]([1,3]-~
oxazin-l-il)-piperidin-1-il]-N-{(4-fenoxi-fenil)-acetamida,

[83] 2-[4-(6-metoxi-2-0ox0o-4H-benzo[d] [1l,3]oxazin~1-il)-
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piperidin-1-il]-N-(9-oxo-9H-fluoren-3-il) ~acetamida,

[84] N-dibenzofuran—-2-il-2-[4- (8~metoxi2-oxo~4H-benzo[d]~
[1,3loxazin-1-il)-piperidin-1-il]- acetamida,

[85] 2-[4-(7-cloro-2-oxo-4H-benzo{d][1l,3]oxazin-1-il)-
piperidin-1-il]-N-dibenzofuran-2-il-acetamida,

[B6] 2-[4- (6-fluoro-2-oxo-4H-benzo[d] {1, 3]oxazin-1-il1l)-
piperidin-1-il]-N-(9-oxo-9H-fluoren-3-il)- acetamida,
[87] 2-(4-(7-fluoro-2-oxo-4H-benzo[d] [1l,3]oxazin-1-il)~-
piperidin-1-il)-N-(9-hidroxi-9H-fluoren-3-il)-acetamida,
[88] N-(9H-carbazol-3-il)-2-[4-(5-metil-2-oxo-4H-
benzo[d] [1,3]oxazin~1-il)-piperidin-1-il]-acetamida,

[89] N-{9H-carbazol-3-il)-2-[4-(5~fluoro-2-oxo-4H-
benzo[d] [1,3]oxazin-1-il)-piperidin-1-il)-acetamida,

[80] N- (9H-carbazol~3-il)}-2-[4-(6-metoxi-2-oxo-4H-
benzo[d] [1,3]oxazin~1-1l)-piperidin-1-il]-acetamida,

[91] N-(9-etil-SH-carbazol-3-il)-2-[4-(5-metoxi-2-oxo-4H-
benzo[d] [1, 3] oxazin~1-il)-piperidin-1-il)-acetamida,

[92] 2-[4-(5-Metoxi-2-oxo—~4H-benzo[d] [1l,3]oxazin-1-1il1)-
piperidin-1-il]-N-(4-fenoxi-fenil)-acetamida,

[93] N~ ({9-hldroxi-9H~-fluoren-3-il)-2-[4-(7-metil-2-oxo-4H-
benzo[d] [1,3]oxazin~1-il) ~piperidin-1-~il]-acetamida,

[94] N-{9-hidroxi-9H-fluoren-3-1l)=-2-[4-({8-metoxi-2-oxo-4H-
benzo[d] [1,3]oxazin-1-il)~piperidin-1-il]-acetamida,

[95] N-dibenzofuran-2-il-2-[4-(5-metil-2-oxo-4H-

benzo[d] [1,3]oxazin-1-11)~-piperidin-1-il]-acetamida,
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[96) N-[4-({etil-fenil-amino)-fenil]-2-[4-(7-metil-2-oxo-4H-
benzo[d) [1,3]oxazin-1-il)-piperidin-1-11]-acetanmida,

[97] N-(9H-carbazol-3-il)-2-[4~(8-cloro~2-oxo-4H-

benzo[d] [1,3]oxazin-1-il) -piperidin=-1-il]-acetamida,

[98] N-[4-(etil-fenil-amino)-fenil]-2-[{4-(B-metoxi-2~-oxo-
4H~benzo[d] [1,3)oxazin-1-il)-piperidin-1-il]-acetamida,
[99] N-(9-hidroxi-9H-fluoren-4-il)-2-[4~-(2-oxo-4H-

benzo[d} [1,3]1oxazin-1~il)-piperidin-1-il]-acetamida,

[100] N-[4-[Hidroxi-fenil-metil)-fenil-2-[4-({2-oxo-4H~-
benzo[d] [1,3]oxazin-1-il)-piperidin-1-il]-acetamida,

[101] N-[4-cloro-2-(-2-cloro-benzoil)-fenil]-2-[4- (6~
metil-2-oxo-4H-benzold] [1,3]oxazin~1-il)-piperidin-1-il]-
acetamida,

[102] Clorhidrato de N-[4-cloro-2-(-2-cloro-benzoil)-
fenil]-2~[4 (2-oxo-4H-benzo{d] [1,3]oxazin-1-11)-piperidin-1-
il]l-acetamida ,

[103] Clorhidrato de N-[4-cloro-2-(2-cloro-benzoil)-
fenil]=-2-[4-(B8-metil-2-oxo-4H-benzo(d] [1,3]1oxazin-1-il}~
piperidin-l1-il]-acetamida,

[104] Clorhidrato de N-[4-cloro—-2-{-2-cloro-benzoil)-
fenil]-2-{4~-(6-cloro~2-oxo-4H-benzo[d] [1,3]oxazin-1~il)~-
piperidin-l-il)]-acetamida,

[105] 2-[{4-(7-metil-2-oxo-§H-benzo{dj[1l,3]oxazin-1-il}-
piperidin-1-il]-N-thiazol~2-il-acetamida,

[106] 2-[4-({6~fluoro-2—-oxo-4H-benzo[d] [1,3]oxazin-1-
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il)-piperidin-1-il]-N-tiazol-2-il-acetamida,

[107] N-dibenzotiofen-2-11-2-{4-{5-metoxi-2-oxo-4H~
benzo{d] [1,3]oxazin-1-il)-piperidin-1-il]~acetanmida,

[108] 2-[4-(7-cloro-2-oxo-4H-benzo[d] [1, 3] oxazin-1~-il) -
piperidin-1-il]-N-dibenzotiofen-2-il-acetamida,

[109] 2-[4-(5-hidroxi-2-oxo-4H-benzo[d] [1, 3] oxazin-
1il)-piperidin-1-il}-N-(4-fenoxi-fenil)-acetamida,

[110] Clorhidrato de l1-{1-[{2-{3,4-dihidro=-1B-
isoquinolin-2-il)-2-oxo-etil}-piperidin-4-1i1}-1, 4-dihidro~
benzo([d] [1,3]oxazin-2-ona,

[111] 2-[4-{6-fluoro-2-oxo-4H-benzo[d] [1, 3] oxazin-1-
il)~-piperidin-1-il]-N-quinolin-6-il-acetamida,

[112] 2-[4-(6-Metoxil-2—-oxo—-4H-benzo[d] [1,3]oxazin-1-
il)~piperidin-1-il]-N-quinolin-6-il-acetamida,

[113] 2-[4-(6-cloro-2-oxo-4H-benzo[d] [1, 3]oxazin-1-il) -
piperidin-1-il]-N-quinolin-6-il-acetamida,

[114] 2-[4-(6-fluoro-2-oxo-4H-benzo[d}[1,3]oxazin-1-
il)-piperidin-1-il]-N-(2-metil-benzotiazol-5-il)-~acetamida,
[115] 2-14-{6-cloro~2-oxo-4H-benzo[d] [1,3]oxazin-1-1l1)~-
piperidin-1-il]-N-(2-metil-benzotiazol~5-il})-acetamida,
[116] 2-[4-{6-Metoxi-2-oxo-4H~benzo[d] [1l,3]oxazin-1-
il)-piperidin-1-il]-N-(2-metil-benzotiazol-5-il)~acetamida,
[117] N-(3-Dimetilamino-fenil)-2-[4-(2-oxo-4H-

benzo[d] {1,3)oxazin-1-il)-piperidin=-1-il]-acetamida,

[118] N-(4-Dimetilamino-fenil)-2-[4-(2-oxo~4H~-
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benzo[d] [1,3]oxazin-1-il}-piperidin-1-il]-acetamida,

[119] N-(3~Dimetilamino-fenil)-2-[4- (B-metil-2-oxo-4H-
benzo[d] [1,3]oxazin-1-il)-piperidin-1-il]-acetamida,

[120] N-(4~Dimetilamino-fenil)-2-[4-(8-metil-2-oxo-4H-
benzo[d] [1,3)oxazin~1-il)-piperidin-1-il]}-acetamida,

[121] N~ (3~Dimetilamino-fenil)-2-[4-(6-metil-2—-oxo-4H-
benzo[d] [1,3]oxazin-1-il)-piperidin-1-il]-acetamida,

[122] N-{4~-Dimetilamino-fenil)-2-[4-(6-metil-2-~oxo-4H~-
benzo[d] [1,3]oxazin-1-il) -piperidin-1-il]-acetamida,

[123] N-(4-Dietilamino~fenil)-2-[4~ (2-ox0-4H-

benzo([d] [1,3]oxazin-1-il)-piperidin-1-il]-acetamida,

[124) 2-{2-[4-{2-0ox0-4H-benzo[d] [1,3]oxazin-1-il)-
piperidin-1-il]-acetilamino}-benzoato de metilo,

{125] 2-{2-(4-{8-metil- 2-oxo-4H-benzo{[d][1l,3]oxazin-1-
il)-piperidin-l-il]-acetilamino}-benzoato de metilo,

[126] Clorhidrato de N-(2-Metoxi-dibenzofuran-3-il)-2-
[4- (2-0x0-4H-benzo[d] [1,3]oxazin-1-il)-piperidin-1-il1}-
acetamida,

[127] Clorhidrato de N-2-[4-(6-cloro-2-oxo-4H-benzo{d]-
[1,3]loxazin-1-~il)-piperidin-1-11]N-(2-metoxi-dibenzofuran-
3-il -acetamida,

[128] 2-{2-[4-{6-cloro-2-oxo-4H-benzo[d] [1,3]oxazin-1-
il)-piperidin-l-il]-acetilamino}-benzoato de metilo,

[129] 2-{2-[4-(6-metil -2-oxo-4H-benzo([d][1l,3]oxazin-1-

il)=-piperidin~l-il]j-acetilamino}-benzoato de metilo,
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[130] Diclorhidrato de 2-[4-(6-cloro2-oxo-4H-benzofd]-
[1,3)oxazin-1-il)-piperidin-1-il]- N-(4-dietilamino-fenil)-
acetamida,

[131] Diclorhidrato de 2-[4-(6-cloro-2-oxo-4H-benzo[d]-
[1,3]oxazin-1-il)-piperidin-1-il]- N-{4-[etil-(2-hidroxi-
etil)-amino]-fenil }acetamida,

[132] Diclorhidrato de N-{4-[etil-{(2-hidroxi-etil)-
amino]-fenil})}-2-[4- (6-metil-2-oxo-4H-benzo(d] [1,3]oxazin-1-
il)-piperidin-l-il)-acetamida,

[133] Diclorhidrato de N-(4-dietilamino-fenil)-2-[4-(6-
metil-2-oxo-4H-benzo[d] [1,3]oxazin-1-il)-piperidin-1-il]-
acetamida,

[134] Diclorhidrato de N-(4-dietilamino-fenil)-2-[4-(8-
metil-2-oxo-4H-benzo[d] [1,3]oxazin-1-11)-piperidin-1-il]-
acetamida,

[135] Diclorhidrato de N-{4-{etil-{2-hidroxi-etil)-
amino)-fenil)}~2-[4-{8-metil-2-oxo-4H-benzo[d] [1,3]oxazin-1-
il)-piperidin~l1-il}-~acetamida,

[136] Benzo[l,3]dioxol-5-i1-2-[4-{2-oxo-4H-benzo[d] -
[1,3]oxazin-1~il)-piperidin-1-il]-acetamida,

[137] Benzo[l,3]dioxol-5-il1-2-[4-(6-metil-2-ox0o-4H-
benzo[d] [1,3]oxazin~1-il)~piperidin-1~il]-acetamida,

[138] Benzo[l,3]dioxol-5-il1~2-[4-{6-cloro-2-oxo-4H-
benzo[d] [1,3]oxazin-1-il)-piperidin-1~il]-acetamida,

[139] Benzo[l,3)dioxol-5-11-2-[4~-(B8-metil-2-oxo0-4H-
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benzo[d] [1,3]oxazin-1-il)-piperidin-1-il]-acetamida,

[140] Diclorhidrato de N~{4-[etil-({2~-hidroxi-etil)-
amino]-fenil}-2-[4-{2-oxo-4H-benzo[d][1l,3]oxazin-1~-il)~-
piperidin-1-il]-acetamida,

[141] Diclorhidrato de 2-[4-(6-cloro-2-oxo-4H-benzo[d]-
{1,3]oxazin-1-il)-piperidin-1-il]-N-{4-dimetilamino-fenil)-
acetamida,

[142] N-(9-hidroxi-9H-fluoren-3-il)-2-[4~-(4-metil-2-
oxo-4H-benzo[d] [1,3)oxazin-1-11)-piperidin-1-il}-acetamida,
[143] N-{9-etil-9H-carbazol-3-il)-2-[4-(4-metil -2-oxo-
4H-benzo[d] [1,3]oxazin-1-1l)-piperidin-1-il]-acetamida,
[144] 2=-[4-(4-metil-2-oxo-4H-benzo[d] [1l,3]oxazin-1-il)~-
piperidin-1-il]-N-(4-fenoxi-fenil)-acetamida,

[145] Acido 2={2-[4-{2-0x0o~4H-benzo[d] [1l,3]oxazin-1-
il) -piperidin-1l-il]-acetilamino}-benzoico,

{146] 1-{1-[2-(6-fluoro-2-metil-3,4-dihidro-2H-
quinolin-1-il)-~2-oxo-etil]-piperidin-4-il}-1,4-dihidro-
benzo[d] [1,3]oxazin~2-0ona,

[147] é-cloro-1-{1-[2-(6-fluoro-2-metil-3, 4-dihidro-2H-
quinolin-1-il)-2-oxo-etil]-piperidin-4-il}-1, 4-dihidro-
benzo[d] [1, 3]oxazin~2-0ona,

[148] 1-{1-[2-{6-fluoro-2-metil-3,4-dihidro-2H-
quinolin-1-il)-2-oxo-etil)-piperidin-4-il}-6-metil-1, 4-
dihidro~benzo[d] [1,3]oxazin~-2-ona,

[149] 1-{1-[2-(6-fluoro-2-metil-3,4-dihidro-2R-
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quinolin-1-il)-2-oxo~etlil)~piperidin-4~il}-8-metil~1, 4~
dihidro-benzo[d] [1,3]oxazin-2-cna,

(150} 1-{1-[2~(6~metoxi-2,2,4-trimetil-3,4-dihidro-2H-
quinolin-1-il)-2-oxo-etil]-piperidin-4-il}-1, 4-dihidro-
benzo[d] [1,3]oxazin-2-ona,

[1511] 6-cloro-1-{1-[{2-{6-metoxi-2,2,4-trimetil~3, 4~
dihidro-2H-quinolin-1-il)-2-oxo-etil] -piperidin-4-il}-1,4-
dihidro-benzo{d][1,3]oxazin-2-cna,

[152] 1-{1-[2~-(6-metoxi-2,2,4-trimetil~3,4-dihidro-2H-
quinolin-1-il)-2-oxo-etil]-piperidin-4-il}-8-metil~-1,4-
dihidro-benzo[d] [1l,3]oxazin-2~ona,

[153] 1-{1-{2-(6-metoxi-2,2,4-trimetil-3,4-dihidro-2H-
quinolin-1-il)-2-oxo-etil]-piperidin-4-il}-6-metil-1,4~
dihidro-benzo[d][l,3]oxazin-2-ona,

[154] N-(9-hidroxi-9H-fluoren-3-il)-2-[4-(2-ox0-7-
trifluorometil-4H-benzo({d] [1,3)oxazin-1-il)-piperidin-1-
il]-acetamida,

[155] N- (9H-carbazol-3-il) -2-[4-(2-oxo-7-trifluoro-
metil-4H-benzo([d] [1,3]oxazin-1-11)-piperidin-1-il]-
acetamida,

[156] 2-[4-(2-oxo-T7T-trifluorometil-4H-benzo[d] [1,3] -
oxazin-1-il)- piperidin-1-il]-N-{4-fenoxi-fenil)-acetamida,
[157] N- (9-etil-9H-carbazol-3-il)-2-[4~-(2~-ox0-T7~
trifluorometil-4H-benzo[d] [1,3)oxazin~1-il) ~piperidin-1-

il]-acetamida,
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[158] 2-[4-(6,7-difluoro-Z—oxo-4H—benzo[d]k1,3]oxazin-
1-il)-piperidin-1-il]-N-{9-hidroxi-9H-fluoren-3-il)-
acetamida,

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

{160] 2-[4-(6, 7-difluoro-2-oxo-4H-benzo[d] [1, 3]oxazin-
1-il)-piperidin-1-il)-N-{4-fenoxi-fenil)-acetamida,

[161] 2-[4-(6,7-difluoro-2-oxo-4H-benzo(d] [1, 3]oxazin-
1-il)-piperidin-1-il])-N-(9-etil-9H-carbazol-3-1il)-
acetamida,

[162] 2-[4-(4-metil -2-oxo-4H-benzo[d] [1, 3]oxazin-1-
1l)-piperidin-1-il]-N-{9-oxo-9H-fluoren-3-il)-acetamida,
[163] 2-[4-(6-cloro-2-oxo-4H-benzo[d] [1,3]oxazin-1-1il)-
piperidin-1-ilj- N-(3-dimetilamino-fenil)-acetamida..

57.- Un procedimiento para la preparacién de
compuestos derivados de benzoxazinona de conformidad con
las relvindicaciones 40-56, caracterizado porgue se hace
reaccionar por lo menos un compuesto de la f&érmula general

(11),

i
Rm/N\Ru

an
en la cual R' y R tienen el significado de conformidad

con la reivindicacién 40, por lo menos con un compuesto de

la f6rmula general (III),
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A
am

en la cual A tiene el significado de conformidad con la
reivindicacién 40, F representa halégeno, hidroxi o un
grupo O-acilo y G representa haldgeno, de preferencia
cloro, en un medio de reaccién apropiado y en presencia de
por lo menos una base y/o por lo menos un agente auxiliar,

y se hace reaccionar el compuesto de la f6rmula general

X

av)

{Iv) asi obtenido

™

en la cual A, G, R¥ y RY tienen los significados antes
definidos, por lo menos con un compuesto tipo piperidina de
la férmula general (V) y/o una sal, de preferencia

clorhidrato, del mismo,
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en la cual R' a R’ tienen el significado de conformidad con
la reivindicacién 40, en un medio de reaccién apropiado,
opcionalmente en presencia de por lo menos una base y/o por
lo menos un agente auxiliar.

58.- El procedimiento para la preparacién de una
sal fisioldgicamente aceptable de los compuestos derivados
de benzoxazinona de conformidad con las reivindicaclones
40-56, caracterizado porque se hace reaccionar por lo menos
un compuesto de la férmula general (I) que tenga por lo
menos un grupo bésico con por lo menos un Acldo, de
preferencia un A&cido inorgdnico u orginico, de preferencia
en presencia de un medio de reaccién apropiado.

59.- El procedimiento para la preparacién de una
sal fisiolégicamente aceptable de los compuestos derivados
de benzoxazinona de conformidad con las reivindicaciones
40-56, caracterizado porque se hace reaccionar por lo menos
un compuesto de la férmula general (I) que tenga por 1lo
menos un grupo Acido con por lo menos una base, de
preferencia en presencla de un medio de reaccién apropiado.

60.- Los compuestos de la férmula general (V) de
conformidad con la reivindicacién 57:

[1}] 6-metil-1-{piperidin-4-il)-1,4~dihidro-2H-3,1-
benzoxazin-2-ona,
[2] 7-metil-1-(piperidin-4-il)-1,4-dihidro-2H-3,1-

benzoxazin-2-ona,
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[3] 8-metil-l-(piperidin-4-i1)-1,4-dihidro-2H-3,1-
benzoxazin-2-ona,

[4] 5-cloro-1-(piperidin-4-il)-1,4-dihidro-2H-3,1-~
benzoxazin-2-ona,

{51 6-cloro-l-(piperidin-4-il)-1,4-dihidro-2H-3,1~
benzoxazin-2-ona,

[6] 8-cloro-l-(piperidin-4-il)-1,4-dihidro-2H-3,1~
benzoxazin-2-ona,

[7) 6-fluoro-l1-(piperidin-4-il)-1,4-dihidro-2H-3,1-
benzoxazin-2-ona,

[8) 7-fluoro-1-(piperidin-4-il)-1,4-dihidro-2H-3,1-
benzoxazin-2-ona,

[9] S5-metoxi-l-(piperidin-4-il)-1,4-dihidro-2H-3,1-
benzoxazin-2-ona,

[10] 6-metoxi-l1-(piperidin-4-il)-1, 4-dihidro-2H-3,1-
benzoxazin-2-ona,

[11] 5-hidroxi-1-(piperidin-4-il)-1,4-dihidro-2H-3,1-
benzoxazin-2-ona,

[12] 6-hidroxi-1-(piperidin-4-il)-1,4-dihidro-2H-3,1-
benzoxazin-2-ona,

[13] 8-hidroxi-1-(piperidin-4-1l1)-1,4-dihidro-2H-3,1-
benzoxazin-2-ona

[14] 6,7-difluoro-l-piperidin-4-il-1,4-dihidro-
benzo[d] [1,3]-oxazin-2-ona, y

[15) l-piperidin-4-il-7-trifluorcmetil-1,4-dihidro-

4y T
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benzo[d][1l,3]-oxazin-2-ona.

opcionalmente en forma de sus sales.

6l1l.- Un medicamento que comprende por lo menos un
compuesto derivado de benzoxazinona de conformidad con
cualquiera de las reivindicaciones 40-56, opcionalmente en
forma de uno de sus eaterecisémeros, de preferencia
enantiémeros o diastereémeros, su racemato o en forma de
una mezcla de por lo menos dos de sus esterecisémercos en
cualquier relacidén de mezclado, o una sal del mismo, o un
solvato, fisiolégicamente aceptable, respectivamente, vy
opcionalmente uno o més coadyuvantes farmacéuticamente
aceptables.

62.- El1 medicamento de conformidad con 1la
reivindicacién 61 para la regulacién de ingestién de
alimentos, de preferencia para la profilaxis y/o
tratamiento de trastornos de la ingestién de alimentos, de
preferencia obesidad, anorexia ¢ bulimia, para la
profilaxis y/o tratamiento de trastornos del sistema
nervioso periférico, trastornos del sistema nervioso
central, diabetes, artritis, epilepsia, ansiedad,
depresién, trastornos cognitivos, de preferencia trastornos
de la memoria, enfermedades cardiovasculares, dolor,
sindrome hipertensivo, enfermedades inflamatorias o
enfermedades inmunes.

63.- El1 uso de por lo menos un compuesto derivado
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de benzoxazinona de conformidad con cualquiera de las
reivindicaciones 40-56, opcionalmente en forma de uno de
sus estereolsémeros, de preferencia enantidmercs o
diasterefmeros, su racemato o en forma de una mezcla de por
lo menos dos de sus estereoisémeros en cualquier relacién
de mezclado, ©o una sal del mismo, o un solvato,
fisioclégicamente aceptable, respectivamente, para la
fabricacién de un medicamento para la profilaxis o
tratamiento de trastornos de la ingestién de alimentos, de
preferencia obesidad, anorexia o bulimia.

64.- El1 uso de por lo menos un compue;to derivado
de benzoxazincna de conformidad con cualquiera de las
reivindicaciones 40-56, opcionalmente en forma de uno de
sus estereoisfmeros, de preferencia enantiémeros o
diasteredfmeros, su racemato o en forma de una mezcla de por
lo menos dos de sus estereocisdédmeros en cualquier relacién
de mezclade, o una sal del mismo, o0 un solvato,
fisiolégicamente aceptable, respectivamente, para la
fabricacién de un medicamento para la profilaxis y/o
tratamiento de trastornos del sistema nerviosc periférico.

65.- El uso de por lo menos un compuesto derivado
de benzoxazinona de conformidad con cualquiera de las
reivindicaciones 40-56, opcionalmente en forma de uno de
sus estereoisdmeros, de ©preferencia enantidmeros o

diastereémeros, su racemato o en forma de una mezcla de por

ys7
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lo menos dos de sus esterecisémeros en cualquier relaciédn
de mezclado, © una sal del mismo, o un solvato,
fisiolégicamente aceptable, respectivamente, para la
fabricacién de un medicamento para la profilaxis y/o
tratamiento de trastornos del sistema nervioso central.

66.~ El1 uso de por lo menos un compuesto derivado
de benzoxazinona de conformidad con cualquiera de las
reilvindicaciones 40-56, opcionalmente en forma de uno de
sus estereolsémerocs, de preferencia enantiémeros o
diastereémeros, su racematoc o en forma de una mezcla de por
1o menos dos de sus estereoisémeros en cualquier relacién
de mezclado, © una sal del mismo, o un solvato,
fisiolégicamente aceptable, respectivamente, para la
fabricacién de un medicamento para la profilaxis y/o
tratamiento de ansiedad.

67.- E1l uso de por lo mencs un compuesto derivado
de benzoxazinona de conformidad con cualquiera de las
reivindicaciones 40-56, opcionalmente en forma de uno de
sus esterecisdmeros, de preferencia enantifémeros o
diastereémeros, su racemato o en forma de una mezcla de por
lo menos dos de sus estereocisémeros en cualquier relacidn
de mezclado, ©o una sal del mismo, © un solvato,
fisiolégicamente aceptable, respectivamente, para 1la
fabricacién de un medicamento para la profilaxis y/o

tratamiento de depresién.
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68.— E1 uso de por lo menos un compuesto derivadé
de benzoxazinona de conformidad con cualquiera de las
reivindicaciones 40-56, opcionalmente en forma de uno de
sus estereoisémeros, de preferencia enantiémeros o
diastereémeros, su racemato o en forma de una mezcla de por
lo menos dos de sus estereocisdmeros en cualquier relacién
de mezclado, o una sal del mismo, o un solvato,
fisiolégicamente aceptable, respectivamente, para la
fabricacién de un medicamento para la profilaxis y/o
tratamiento de trastornos cognitivos, de preferencia
trastornos de la memoria.

69.- El uso de por lo menos un compuesto derivado
de benzoxazinona de conformidad con cualquiera de las
reivindicaciones 40-56, opcionalmente en forma de uno de
sus esatereoisémeros, de preferencia enantiémeros o
diasteredmeros, su racemato o en forma de una mezcla de por
lo menos dos de sus estereolsémeros en cualquier relacién
de mezclado, o una B8al del mismo, o© un solvato,
fisioclébgicamente aceptable, respectivamente, para 1la
fabricacién de un medicamento para la profilaxis y/o
tratamiento de enfermedades cardiovasculares.

7¢.- El1 uso de por lo menos un compuesto derivado
de benzoxazinona de conformidad con cualquiera de las
reivindicaciones 40-56, opcionalmente en forma de uno de

sus estereoisémeros, de preferencia enantiémeros o
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diasterefmeros, su racemato o en forma de una mezcla de por
lo menos dos de sus estereoisémeros en cualquier relacién
de mezclado, o una sal del mismo, © un solvato,
fisioldgicamente aceptable, respectivamente, para la
fabricacién de un medicamento para la profilaxis y/o
tratamiento de dolor.

71.- El uso de por lo menos un compuesto derivado
de benzoxazinona de conformidad con cualquiera de las
reivindicaciones 40-56, opcionalmente en forma de uno de
sus estereoisbmeros, de preferencia enantidmeros o
diastereSmeros, su racemato o en forma de una mezcla de por
lo menos dos de sus estereoisémeros en cualguier relacién
de mezclado, o una sSal del mismo, o un solvato,
fisioldgicamente aceptable, respectivamente, para la
fabricacién de un medicamento para la profilaxis y/o
tratamiento de sindrome hipertensivo.

72.- El1 uso de por lo menos un compuesto derivado
de benzoxazinona de conformidad con cualquiera de las
reivindicaciones 40-56, opcionalmente en forma de uno de
sus estereoisdmeros, de preferencia enantiémeros o
diastereSmeroa, su racemato o en forma de una mezcla de por
lo mencs dos de sus esterecisdémeros en cualquier relacién
de mezclado, © una S8Sal del mismo, © un solvato,
fisiolégicamente aceptable, respectivamente, para la

fabricacién de un medicamento para la profilaxis y/o
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tratamiento de enfermedades inflamatorias.

73.- El1 uso de por lo menos un compuesto derivado
de benzoxazinona de conformidad con cualquiera de las
reivindicaciones 40-56, opcionalmente en forma de uno de
sus eatereoisémeros, de preferencia enantiémeros o
diastereémeros, su racemato o en forma de una mezcla de por
lo menos dos de sus estereoisémeros en cualgquier relacién
de mezclado, o una sal del mismo, © un solvato,
fisiolégicamente aceptable, respectivamente, para 1la
fabricacién de un medicamento para 1la profilaxis y/o
tratamiento de enfermedades inmunes.

74.- El uso de por lc menos un compueste derivado
de benzoxazinona de conformidad con cualquiera de las
reivindicaclones 40-56, opcionalmente en forma de uno de
sus estereoisémeros, de preferencia enantiémeros o
diastereftmeros, su racemato o en forma de una mezcla de por
lo menos dos de sus estereoisémeros en cualquier relacién
de mezclado, o una sal del mismo, © un 8solvato,
fisiolégicamente aceptable, respectivamente, para 1la
fabricacién de un medicamento para 1la profilaxis o
tratamiento de diabetes.

75.- El uso de por lo menos un compuesto derivado
de benzoxazinona de conformidad con cualquiera de las
reivindicacicnes 40-56, opcionalmente en forma de uno de

sus estereoisémeros, de preferencia enantiémeros o
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diastereémeros, su racemato o en forma de una mezcla de por
lo menos dos de sus esterecisémeros en cualguier relacién
de mezclado, o©o una sal del mismo, o© un sclvato,
fipiolégicamente aceptable, respectivamente, para la
fabricacién de un medicamento para 1la profilaxis o
tratamiento de epilepsia.

76.- El uso de por lo menos un compuesto derivado
de benzoxazinona de conformidad con cualquiera de las
reivindicaciones 40-56, opcionalmente en forma de uno de
sus estereoisdmeros, de preferencia enantidémeros o
diasterefmeros, su racemato o en forma de una mezcla de por
lo menos dos de sus estereoisémerca en cualguier relacién
de mezclado, o© una s8al del mismo, o© un Solvato,
fisiolégicamente aceptable, respectivamente, para 1la
fabricacién de un medicamento para la profilaxis o

tratamiento de artritis.
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Como resultado del examen de forma, realizado con fundamento en el articulo 38
de la Decisidén 486 de la Comisién de la Comunidad Andina, articulo 27 del
Tratado de Cooperacién en Materia de Patentes (PCT), regla 51 bis del
Reglamento y Circular Unica de ia Superintendencia de Industria y Comercio, se le
comunica que:

s La solicitud no contiene el poder debidamente otorgado, con el lleno de
requisitos exigidos por los articulos 63 y subsiguientes del Codigo de
Procedimiento Civil. Adicionalmente debera presentar el documento que
acredita la existencia y representacién legal de la sociedad solicitante,
cuando éste fuere una persona juridica.

» La solicitud no contiene copia del documento en que consta la cesion del
derecho de patente del inventor al solicitante o a su causante (Art. 26-k)
Decisidn 486).

o La solicitud no contiene la traduccion de los anexos del reporte de examen
preliminar intemacional. (Art. 36.2.b) del tratado PCT).

En cumplimiento de lo dispuesto por el articulo 39 de la Decisién 486, se le
requiere para que dentro del término de dos meses siguientes a la fecha de
notificacién del presente oficio, complete los requisitos anteriormente enunciados.
En caso de no dar cumplimiento al presente requerimiento, la solicitud se
considerard abandonada y perdera su prelacién.

Notifiquese el presghte oficid copiforme a lo dispuesto en el numeral 5.2, literal ),
del capitulo quintodel titdlo primero de la Circular Unica N* 10 de 2001.

CESPEDES DE VERGEL

Jefe de la Difisidon de Nuevas Creaciones.

El anterior requerimiento fue notificado por fijacion en lista de fecha,

202063 -

Yy



