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i ngest i cgr.anihals, appetite is significantly increased when NPY is injected
directly into the CNS of satiated mice (Clark J. T. at. at. Endocrinol ogy
1984, 115, 427; Levine AL S. et. at. Peptides 1984, 5, 1025; Stanley B. G
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when NPY is injected directly into the CNS of satiated mice (Clark J. T. et. al.

Endocrinology 1984, 115, 427; Levine A. S. et. al. Peptides 1984, 5, 1025; Stanley B.

G. et. al. Life Sci. 1984, 35, 2635; Stanley B. G. et. al. Proc. Nat. Acad. Sci. USA

1985, 82, 3940). On the other hand, NPY may play a role in cognitive function

regulation, e. g. memory (Flood J. F. et. al. Brain Res. 1987, 421, 280; Redrobe J. P.

et. Al. Brain Res. 1999, 848, 153), and be active in anxiety (Heilig M. et. al. Reg.

Peptides 1992, 41, 61) and depression (Heilig M. et. al. Eur. J. Pharmacol. 1988,

147, 465) processes.

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

The endogenous proteins that constitute NPY-binding receptors have been widely
studied. Several have been cloned and expressed. At present, six different receptor
subtypes, named Y1 to Y6, are recognized (Hispkind P. A. et. al. Annu. Rep. Med.
Chem. 1996, 31, 1; Grunemar L. et. al. TIPS Reviews., 15, 153). Each NPY receptor
subtype is generally associated to a different biologicai activity. For example, Y2




subtype is generally associated to a different biological activi th geig
exanple, Y2 i 27-SEP2006, WO 03/084952 PCT/ EP03/ 03629 receptor Izved""
in the induction of convulsions in rats (Dunont Y. et. al. Brit. J.

Pharmacol . 2000, 129, 1075). The nost recently identified recept or s Y5
(Hu et. alWO®3R8P3| . Chem 1996, 271, 26315). There isPEVERRH BRIt hat Y5

r eCept Orredidiords HHVbREE irpﬂﬁ! ISR BF EavuRIGHi h Pats (BLAbALY &, 410BFk. Ungestion as
conpared to the other receptor subtypes. The fact that [D Trp32 ] NPY

pepti de, Pf@"@@ﬁ@c@%ﬁ% S&ptor agonist with no affinity for Yl receptor,
stinmulates food ingestion in rats (CGerald C. et. at. Nature, 1996, 382,

168), supports the hypothesis that Y5 receptor is related to exaggerated
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(Astra Zeneca AB.)], and spiroisoquinolinones [PCT Int. Appl . WD 0113917,

2001 (Bristol-Mers Squibb Co.)], have been prepared. Benzoxazi none

deri vat igegaral fPYBhdH- ﬁ%ﬂﬂic%lta@diﬁétyhb\)b Béénadéﬁénbét! Nt?msrg.cept ors are not
di sclosed in the state of ackground of benzoxazi none
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pyrazoles [PCT Int. Appl. WO 9824768 1998 (Banyu Pharmaceutical Co., Ltd)],
aminopyridines [PCT int. Appl. WO 9840356, 1998 (Banyu Pharmaceutical Co.,
Lid)}, N-aralkyl-2-tetralinamines {PCT Int. Appl. WO 0020376, 2000 (Ortho McNeil
Pharmaceutical Inc.)], several amides [PCT Int. Appl. WO 9835957, 1998 (Bayer
Corp.)], pyridine and pyrimidine derivatives [PCT Int. Appl. WO 9940091, 1999 (
Amgen Inc.)], carbazoles [PCT Int. Appl. WO 0107409, 2001 (Astra Zeneca AB.)],
and spiroisoquinolinones [PCT Int. Appl. WO 0113917, 2001 (Bristol-Myers Squibb

Co.)], have been prepared.

Benzoxazinone derivatives having biological activity related to NPY receptors are not
disclosed in the state of the art. The only background of benzoxazinone derivatives
with biological activity refer to P2X7-receptor antagonists, useful for the treatment of
inflammatory, immune or cardiovascular diseases [PCT int. Appl. WO 01044213,
2001 (Astrazeneca AB)), to oxytocin receptor antagonists, useful in tocology [PCT Int.
Appl. WO 87259892, 1997 (Merck Co., Inc.}], to ¢ 1c adrenergic receptor antagonists
[PCT Int. Appl. WO 9528397, 1955 (Merck Co., Inc.)], or to
pharnesilproteintransferase enzyme inhibitors [PCT Int. Appl. WO 9738665, 1997
(Merck Co., Inc.)]. | '




2001 (Astrazeneca AB)], to oxytocin receptor antagonists, useful, 52 SEP 2006 <o
tocology [PCT Int. Appl. WO 9725992, 1997 (Merck Co., Inc.)], to®dl E e
adrenergi c receptor antagonists [PCT Int. Appl. WO 9528397, 1955 (Merck
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immune diseases and other NPY5 mediated disorders in mammals, including man.

Said object was achieved by providing benzoxazinone-derived compounds of general
formuia (1),
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wherein




O (1) wherein 3 27 SEP2008 WD 03/084952 PCT/ EP03/ 03629 R, Ig 'P%ﬁ'“’
are each i ndependently selected fromthe group consisting of hyd?Jg FI P
hal ogen, an unbranched or branched, saturated or unsaturated, optionally
at | east nmpno-substituted ali phatlc radi cal, a saturated or unsaturated,
opti onal | yW8#3%48%<t npno- substituted, optionally at | eFSH/EBP3 er oat om

as ring REIRIRS, FUNire et thdepBAlaRlyislRtdddan teogloup WBhatingr be bonded via

an opti ona) Ig/ at | east nono- substituted al kyl ene group and/ or be

condens eWdfpden. halogen, huhranched I%M"Chﬁﬁrﬁﬁh%%qrﬂ{ﬂsé rq\;gqi,d:ptlgpal ol ycyclic

ring- sysit9&ast ?rfbn@@ub@ﬂﬁfécb’aiiﬁhaﬁ@l%ﬁcam%wr§té@§$r'dn%ﬁ‘:?at@tﬂ YoptioRdllyet er oar yl
radi cal , which nay be bonded via an op tlonao@}/p | east  nono-Substituted
I e @sir

al kyl enelegﬁtdwwwt%@pﬁenaiwméq@b@newwﬁ Badnembefcoptaining
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noi et y, wsﬁ@tﬂd@wf@ orpup egdlor may hengsmdanseshwith an optionadiy at lsastr at ed or

unsat ur ah,g S adi cal or a
ot ar at aone-ousBhl e Blond- 8t poATl FRESIFURZ S bGP BIBE MG 50 Ol 1y
at | eastsm&ut@tﬁvbat beteraryliragicalmwhick maydr: bonvedgia wo bptidriatiat ieestr adi cal |
R6, R7 t sting of
hydr ogen'ﬁsan%%?%%cg%&glebrg%g&?g@g ﬁ‘g@?%?é@%ﬁ’%{‘ %ﬁﬂsgﬁ?ﬁfbﬁ H@ a%?&fslk onal |y
at | eastmopno- mtweﬂbmnbuoeﬂolmycpthamaystead iacrtro, cyasal-mﬁi{* e@QQFO)Rfé,at ur at ed,
opti onal | 18l g t SHB: tio ¥ st one heteroatom as
ring ne co&r? ai’ ni g@” b?‘@??ﬁngqb 2@%‘“& yé R é?%ﬁ *and a - COORL7
noi ety, A represent s a bri dge menber - CHR78- or- CHR18- CH2-, R10 represents
hydr oge n_unb hed or nch tur ated or .unsatu optionally
at | easp"E nr%%esgn%?}y%fqﬁe@daglup ﬁ%d P" PB%D“-" §anated of B@Fagll"a@lqsat ur at ed,

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

optionally at least mono-substituted, optionaily at least one heteroatom as ring

member containing cycloaliphatic radical,

RS, R, R3, R? are each independently selected from the group consisting of
hydrogen, an unbranched or branched, saturated or unsaturated, optionally at least
mono-substituted aliphatic radical, a saturated or unsaturated, optionally at least
mono-substituted, optionally at least one heteroatom as ring member containing
cycloaliphatic radical, a2 cyano and a -COOR'? moiety,

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

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




optionally at |east nono-substituted, optionally at |east one he‘tﬁt?oggggbugg
ring nenber containing cycloaliphatic radical or an optionally a
nono-substituted aryl- or heteroaryl radical, which nay be bonded via an
optional ly at |east nono- substituted al kyl ene group and/or nay be
condensed WPPH%¥2optional |y at | east nono-substitutedPRBEBEE22pol yeyclic
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unbranc&gd or bra';g:hed saturated or unsaturated, optlona | east

mono- subeskeRRrsulstitied akiphatiniradieal, %S%tuta!ﬁche@wseturaﬁega@mmaauwat legati onal | 'y
at | east mofBaabsed] ptioRslly é’ﬂbéﬁ%la'hété?{)atbﬁ@ést n@wg@ﬁ%n@bas ring

menber containing cycl oal i phatic radica via an
opt i onal $%F Oﬂ'Pm@%ﬁd‘ﬁﬁth@dﬂ%&' be berdpd:via gn @nborgﬁl!mapleanumono-nay be
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ri ngsystem or an opt| l'y at nono r heteroaryl
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nono- substi t uted no- clircrin
W t h t heMpre-gybstiutad eikylpae goumarndionmay bepbmdmtsbd ithtan epiiehally at least

nono- subgpid ! gz‘?gf”t‘a&%nesﬁﬁc’w%ﬂ& ﬂé@%?%gf aromati c heterocyclic ring that

may contalh at |eas 'has a ri ng menber and/or may be
condensed w th an optionally at |east nono-substituted nono- or polycyclic

ri ngsyst an_unbranched or sat ur at ed
or unsatlﬁ/‘rma nﬁé:@ﬁ E@%ﬁ&%ﬁ‘g{hﬁvgé? dggﬁﬂtmﬁﬁﬂ@%i El"h?‘étﬁmﬁhf 5ﬁﬁ?§c radical, a
sat ur at edons-sulpstifited aetamtatedopnsatmatéworaroﬂneﬁ@hetmgclwb@tthatuh@gd opt i onal | y
at | east roato 4,09 nenber, cont a n cl oal i phati c, radical,
whi ch may%g nggﬁgﬁt&)% grtﬁﬁr H’é" RS aging W’%Hé Eﬂ’g’fmy naanRg ¢ Qi%@ﬁedal kyl ene
group anwitioan optjoriadly abledmaeﬁb-wméinméd ﬁi@hb%dl?by@ﬁc ringd9steniONO- substi t ut ed
nono- or polycyclic ring-system or an optionally at |east

nono-substituted aryl- or heteroaryl radical, which may be bonded via an
opt i onalRY represémte diydigen- @UMrﬁﬁ&H&ﬁ%r&M@B%ﬁrﬁté@l GHsurdtBy, be

condensedpélvm glp eﬁrlleaos[?%o?\gaslub\s/tututed lleﬁstt nono- substi t uted nmono- or pol ycyclic
ring- sy gpally aliphatic radical, a saturated or unsaturated,

optionally at least mono-substituted, optionally at least one heteroatom as ring

member containing cycloaliphatic radical, which may be bonded via an optionally at

least mono-substituted alkylene group and/or may be condensed with an optionally at

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

mono-substituted aryl- or heteroaryl radical, wh.ich may be bonded via an optionally

at least mono-substituted alkylene group and/or may be condensed with an optionally

at least mono-substituted mono- or polycyclic ring-system,

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




R13 represents hydrogen, an unbranched or branched, saturated or. S
unsaturated, optionally at |east nono-substituted aliphatic radi ggi ,55-5'2095-“**"-‘
saturated or unsaturated, optionally at |east nono-substituted, optionally
at |l east one heteroatomas ring nmenber containing cycloaliphatic radical,
whi ch may WO ®BBHARd via an optionally at |east nono- sutPSEIBPIFB6R%al kyl ene
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mono- or polycyclic ring-system or an optronally at Teas

nono- sublaast osersubstituted aliphatisradics| a salurated or uisaturatesly opiioriabyndldasti a an
opti onal = | nd/or,_nay be
condenseg% vr&o%tﬁbglﬁa%gt %ﬁgﬁwgﬁ%étllgggg}e@%é%%&g%o@{qoﬁgpg’&gﬁ%’ﬁﬁ'—m r polycyclic
ri ng- sysfyaigaliphaticragizal) @bjch rmay be bosd@bda BABpEROI G 628t MbAos epr esent s an

b h t t t i | | I t
ngng?gﬁbstltuted arrp I'C Tadical’ X e a, op??inally
- SR ARGIAD ori' 4t ay o EORBIAT AR ap oSG sl
at nLeaSt monorsubstitited inartce or polytyatio aihgjsystr,ni, epa opuman%taeleeﬁtmgncﬁs ring

er c tic radica i C e honded, via an
opt i onal Poraiuiod ot S ReBoarfiAbicEl, Wi ey oo rids i o daforalivey fope
condens ethono+siibstituteg taikylemlel grodd ahdiosinay b rondansel ivitht ftoptRaty ANedd! ycyclic
ring-sys east no- substituted aryl- or

0 ptionally at |
het eroar%%ﬁbﬁapgg&?g\mﬂ"(?ﬁoﬁﬁély%hﬁﬁﬂﬁéﬁgg’i"a an optionally at |east
nono- substituted al kyl ene group and/or may be condensed with an optionally
at | east ,19mONGsBuUbSti tuted nmopo- or polycyclic ring-syste R15 and R16 are
each ind§1p t A g%‘l’*b'@ﬁ%%e"fiéﬂm'?ﬂégﬁﬂﬁﬂ 188 9EQUR Sonsisting %BYQS@@GH‘,- an
unbr anchawlunisrahéiticddraftanchrius AliRAedbr tHsaRIrated Qftional) 4198adt oL | east nono-

F substitute | i phatic, radical, a saturated or unsaturated, optionally at
| east rm?‘HPS@W ?'Pﬁ?@ﬁ’ad&?ﬁi%!’ﬂa}eda@fqf’éﬁ‘é‘fat%@m@ﬂ@tyoﬁﬂ%tmnpi ng member

cont ai niélﬂ:stiﬁﬁéd,@ﬁiiédﬁﬂ,?bi eakPeHeRéterodint Bs Rﬁqwté?nﬁé?f&gﬁféiﬁfﬁ an optionally
at | east n?ogﬁ) substituted al kyl ene group and’or nmay be condensed with an
opt i onal F¥Fiofiphatiedadical, which-radinke bendesyvisamertianallpet leaglmpror i ng- system  or
an opti ogistitutedt alk LW r.adi cal , which
may be bonc?eld Vi?i gﬁ%@?@%&?ﬁﬁ@’t e@tdaﬁ%%%ﬁﬁﬁgkﬁéﬁgék [a?laggl ene group
and/ or nRPNerEubied smonpt polyeyclipting-aysten, enan eptionally 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,

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

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




nmono- substituted nono- or polycyclic ring-system or R15 and R16 t0 et her
with the bridging nitrogen atomforma saturated, unsaturated of 2§

het erocyclic ring, which may be at |east nono-substituted and/or cont al n

at least one further heteroatomas ring nenber, RLl7 represents hydrogen, an
unbr anched "H9344%ched, saturated or unsaturated, opti GHEVERI3/¥62 east

nono- suh%talréprbgamtﬁhy@hgén Carfnﬂ@br&ﬁdhed&:r%?édehea eéét&étédrtﬁ%insémﬁéd optional l'y
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optional 'y at | east nono- substitu yl ene group an
condens dBembencetaigipg icyelagliphatie radical or amoplionslip et Ieasttre@nommﬁmmd pol ycyclic
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at | eastsubsgtitytes aiedenea grodp and@ha'tay&ermdem‘sed withsan opticrally et leasts at ur at ed,

opt [ Onalrﬁ%nd"guﬂsﬁftﬁéd FRAS: éﬁ&%f{ya‘ﬁﬁffq onal ly at |east one heteroatom as

er contalning cy & ra 1ca| or an optionally at |east
rmno substituted aryl- or heteroaryl radi cal , which nmay be bonded via an

ti | ted al kyl d/ b
condensdtafiy i it AR of SIE e felleBmert, SRR A BEN 8o or pol yoyel i <
ri ng- sy shastereopiers) tragil racematesroniroformne achixtune bf atdésst@wo opier s, preferably
ot | eastiorapShmey, BRERENTEIAE or fidFeranes Bantmifiaete,c 1S

di ast er physidblgically acoeptable sgjts thércdf, adsolvatey sieepedivelyl | y acceptabl e salts
t hereof, or solvates, respectively. A nono- or polycyclic ring-system
according to the present invention nmeans a nmono-. or polycyclic hydrocarbon

ri n? Sy mnblm‘tpdmyclhﬂuﬂﬁéyﬁt@h?dcoru &blﬂ’feaérégerﬂf‘nveﬁh@rﬁrﬁféaﬁs alrhondle ring
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aromatic. If the ring system is polycyclic, 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 heteroatoms as ring members, which may be identical or different and which
can preferably be selected from the group consisting of N, O, S and P, more
preferably be selected 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 6-membered.

If one or more of the residues R'-R® represents an aliphatic radical, which is
substituted by one or more substituents, unless defined otherwise, each of these
substituents may preferably be selected from the group consisting of hydroxy,
halogen, branched or unbranched C,_4-alkoxy, branched or unbranched
C.4-perflucroalkoxy, branched or unbranched C,.4-perflucroalkyl, amino, carboxy,
amido, cyano, nitro, -SO,NH,, -CO-C_4-akkyl, -SO-Cy4-alkyl, -SO,-C,4-alkyl,
-NH-S0,-C44-alkyl , wherein the C,_4-alkyl may in each case be branched or
unbranched, an unsubstituted or at least mono-substituted phenyl! or naphthyl radical
and an unsubstituted or at least mono-substituted furanyl-, thienyl-, pyrrolyl-,
imidazolyl-, pyrazolyl-, pyridinyl-, pyrimidinyl-, quinolinyl- and isoquinolinyl radical,




Optionally each of the rings of the nono- or polycyclic ring systgrrarmé_
contain one or nore heteroatons as ring nenbers, which may be i dé PERI200§; =
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met hox r e resi represents oal i phatic
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- SO2N consnstmg of hydroxy, F, Cl, Br, methyl, ethyl, methoxy, ethoxy, benzoyl, phenoxy,
cyclohexyl, -CF;, ~-CO-CH,, -CO-OCH;, -NR*R? wherein R, RE are each
independently selected from the group consisting of H, a branched or unbranched
C4-alkyl-radical, -CH,-CH,-OH and phenyl, and an unsubstituted phenyl radical. If
any one of the above mentioned substitutents itself is at least mono-substituted, said
substituents may preferably be selected from the group consisting of F, CI, methyl
and methoxy.

If one or more of the residues R'-R* and R'%-R" comprises an alkylene group, which
is substituted by one or more substituents, unless defined otherwise, each of these
substituents may preferably be selected from the group consisting of hydroxy,
halogen, branched or unbranched C,4-alkoxy, branched or unbranched
C,.s-perfluoroalkoxy, branched or unbranched C,4-perfluoroalkyl, amino, carboxy,
amido, cyano, nitro, -SO,NH,, -CO-C,_-alkyl, -SO-C,4-alky}, -SO,-C,_4-alkyl,
-NH-802-C,_4-alkyl, wherein C,;-alkyl may be branched or unbranched, an
unsubstituted or at least mono—substituted phenyl or naphthyl radical and an -




CO- Cl4-al kyl, -CO OCL. 4-al kyl, -SO-Cl.4-alkyl, -S02-Cl.4-alkyl

- NH S02- Cl4-al kyl, i wherein Cl4-alkyl may in each case be br ancRddSEP 2008 %
unbranched, unsubstituted or at |east nono-substituted phenyl or naphthyl
and unsubstituted or at |east nono- substituted furanyl-, thienyl-,
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isoquinolinyl, more preferably from the group consisting of hydroxy, F, Ci, Br, methyl,
ethyl, methoxy, ethoxy, CF;, keto, cyano and an unsubstituted phenyl radical. If any
one of the above mentioned substitutents itself is at least mono-substituted, said
substituents may preferably be selected from the group consisting of F, CI, methy]
and methoxy.

If one or more of the residues R'-R* and R'0-R"8 represents or comprises an aryl
radical, which is substituted by one or more substituents, unless defined otherwise,
each of these substituents may preferably be selected from the group consisting of
hydroxy, halogen, branched or unbranched C,_4-alkoxy, branched or unbranched
C14-alkyl, branched or unbranched C,_-perfluoroalkoxy, unsubstituted or at least
mono-substituted phenoxy, unsubstituted or at least mono-substituted benzoyl,
cyclohexyl, branched or unbranched C,4-perflucroalkyl, NRAR® wherein R?, R are
each independently selected from the group' consisting of H, a branched or
unbranched C, s-alkyl-radical, -CH,-CH,-OH and phenyl, carboxy, amido, cyano,
-CH{OH)(phenyl), nitro, -SO,NH,, -CO-C,_4-alkyl, -CO-OC,_-alkyl, -SO-C,_4-alkyl, -
S0,-Cy4-alkyl, -NH-80,-C, 4-alkyl, wherein C,_-alkyl may be branched or




otherw se, each of these substituents may preferably be selected fromthe
group consisting of hydroxy, hal ogen, branched or unbranched C14-2a R§P;2008:%:"
branched or unbranched Cl4-al koxy, branched or unbranched Cl _

4- perfl uoroal koxy, branched or unbranched Cl14-perfl uoroal kyl, am no,
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te ro e grou onsi sting o /dr oxy, ,
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br anchedsubsstituténtitesifas atiéadt mend-bulsstinabd @4k subaRMBAfsirhal Béfathbigbel east
nono- subst, i t%qs ﬁ_ﬁ@%enox , unsybstjtuted or at | east nono-substituted

benzoy! , SEIgS) ¢ SrQUPLHORRIHNG P vt r methwbandamethoxks | uor oal kyl, NR'RB

wherein R', RB are each independently selected fromthe group consisting
of H a pranched or unbranched (C14-al kl¥]a- radi cal, -CH2-CH2-CH and phenyl,
car boxy, T QA% apMogg efiihe resi RpaRthRI YR *represents goparprises@D CL4- al kyl |

whor oi n | goa dca iith B stbsituted By o Shbugl il
PCT/ EPOZItD8®YSP: §ABh Qf\;f&'_ﬁ%%l subsiituanésmey praferabilydie seledtedifomithergrasipbst i t ut ed ;
ity SRk, eSS RO Sy S TR 1
pyri m di4RaranchgdiGetalkv;i brarehedios ogbianchehGly-perlcraialkonprunsubstituted or
at least mono-substituted phenoxy, unsubstituted or at least mono-substituted
benzoyl, cyclohexyl, branched or unbranched C,,-perfluoroalkyl, NRAR® wherein RA,
R® are each independently selected from the group consisting of H, a branched or
unbranched C,_4-alkyl-radical, -CH,-CH,-OH and phenyl, carboxy, amido, cyano,
nitro, -CH{OH)(phenyl), -S80,NH,, -CO-C_-alkyl, -CO-OC,_-alkyl, SO-C,_-alkyl,
S0,-Cq4-alkyl, -NH-SO,-Cy 4-alkyl, wherein C,_4-alkyl may be branched or
unbranched, an unsubstituted or at least mono-substituted phenyl or naphthyl radical
and an unsubstituted or at least mono-substituted furanyl-, thienyi-, pyrrolyl-,
imidazolyl-, pyrazolyl-, pyridinyl-, pyrimidinyl-, quinolinyl- and isoquinolinyl radical,
more preferably be selected from the group consisting of hydroxy, F, Cl, Br, methyl,
ethyl, cyano, methoxy, ethoxy, unsubstituted or at least mono-substituted benzoyl,
unsubstituted or at least mono-substituted phenoxy, cyclohexyl, CF5, -
CH(OH)(phenyl), -CO-CHj3, -CO-OCH,, -NR*RE wherein R*, RB are each
independently selected from the group consisting of H, a branched or unbranched
C4-alkyl-radical, -CH,-CH,-OH and phenyl, and an unsubstituted phenyl radical. If
any one of the above mentioned substitutents itself is at least mono-substituted, said
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preferably be selected fromthe group consisting of hydroxy, F, d, Br,
met hyl, ethyl, cyano, -CH(OH) (phenyl), methoxy, ethoxy, unsubst i 20t §8P 3806 5+
at |east mono-substit uted benzoyl, unsubstituted or at | east

nono- substi tut ed phenoxy, cyclohexyl, CF3, -CO CH3, -CO OCH3, -NRARB
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of H a %ﬁgﬁcﬁ@%o?'{rah%?%ﬁkkegf@g r\%, Sf" é?‘c%lﬁﬂ @rz% and phenyl ,
car boxy,-Mi‘FBdlg—C&%yh wheneih 1Gy.-alkgintay) Heptranstield, or-ubbPMdRed - eﬁp Cl. 4-al kyl,
-CO-QCL. 4-a H S02- C1- 4-al kyl , wherein

Cl4- al kwn%§mﬂ¥§d E@HBH"B%'SHPF"E&@ Pbﬂ"ﬁlé?ﬁx?mgﬁﬂé?q"F@taé'ﬂ ¥ at | east

mono- subms'ubsﬂtﬂté_drdﬁeﬂbébsﬂhoﬁ@-ﬂhﬁét&uteﬂiﬁd’b Ay, thiemyal, ﬁi{"\-rélglls Hﬁﬁddzbl*ﬂ e? or at
i'm dazol y

| east nmono-syhstit tqdfura_ hi enyl -
pyr azol ﬁVTaZOB!a'r- ipéﬁ"iﬂw PYWF{' %f"dHHS’/‘PD“YLqEF%&OHWVPU"YM%”‘F%d'ﬁﬁ"enol i nyl
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F, et hyl, cyano met hoxy unsubstituted or at

et
| east n&FbO’%Hﬁhw Rlepridary yggub Sfl@mwﬁnwir@ﬂ@al iflanyof ll'é%a-’éhovﬂono subst it ut ed
phenOXy,méb{ﬁdr@H%‘ﬂMﬁltut@E@ 1tselfg'!§t%géﬂﬁt&?ﬂ%\l§ tltu(%? Sﬁg’sub EtEBnay NRARB

wher ei n are each 1 ndependently group "consi sti ng
of H a HfP?%ﬁ%%éH%?'eetﬁsrfmﬂ‘@cgrom&o@ﬁlwg -of §dCh methyl @Rg- mmom and phenyl ,
and an unsubstituted phenyl radical. If any one of the above nentioned

substltutenots itself is At | east mono-substituted, said
and R and/or R'™ and R form a heterocyclic ring, which contains one or

more further heteroatoms as ring members, unless defined otherwise, each of these
heteroatoms may preferably be selected from the group consisting of N, O and S,
more preferably from the group consisting of N and O.

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

If one or more of the residues R'-R* and R'*-R"® represents or comprises an
heteroaryl radical, which contains one or more heteroatoms as ring members, unless
defined otherwise, each of these heteroatoms may preferably be selected from the
group consisting of N, O, S and P, more preferably from the group consisting of N, O
and S.
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10 27SEP2006, WO 03/084952 PCT/ EP03/ 03629 substituents may preferabl )
sel ected fromthe group consisting of F, C, methyl and nethoxy: & I7f3é1@m3"
and R' and/or R15 and R16 form a heterocycl icri ng, which is substituted by
one or nore substituents, unless defined otherw se, each of these

subst it uenV® %8#952pr ef erabl y be sel ected fromthe group PEIARIHBEHg of

hydr oxy, piefdrRadbmpdunas be r
unbr anched Cr:14 al kﬁﬁ“ rag%r%eralﬂdﬂ‘ﬁulﬁ'l ﬂ“d‘}ﬁ' &%r&ﬁgﬁ?ﬁrlgﬂ;ﬁ:oxy, branched’

or unbr aﬁﬁghéﬂdepfnderﬁ@rwwfrmthesmmonaﬁmaw &oh Bo angynbranched t r o,
- S2NH2, o Keshéhbf: fﬂt!%'ted oﬁﬁs A{éfeﬂl B%ItianaWe%anc st;t

- NH S02- Cl 4-al ky wherei n undbranched an
u ns ubst | Ge-aliphetic eadidab assatwites eUinsatirated btiopally atdeasi ammhgubstltatbdc al and
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consi sti , h CF3 and an
unsubst |(?g§ agylphe@%px ang{oé gl' ay % c%%tn ‘%?‘W&aﬁﬁ@@%"%@ﬂﬂ%h%‘&“@u bstitutents
itself |Embatltut@lanmmmn@objnbdiclrmgmdtemambmubaltylaul&ﬁt snomaysubpiitafedy abl y be
sel ecte co |st| F d. net ho | f R10 and
R11 and;% or° %g%ﬁﬁgﬁﬁgﬂf 8?&??%5*&?@8@&’?'% Hﬂgg’ %ﬂc@ vigsa QP alf\e or
mr)]re fuLatHﬁmt hhersubsiitoteda, sr-alkgi@em%gmplandﬂ@ﬁ S’o&ﬁiﬂﬁ@ﬁ@b@ﬁiﬂeéw se, each ]Qf
t hese eLer a e selecte romthe roup consisting o
N 0° andRonalii Bast BboPiaiipstiEiacmome G Pot s AORSETG. SN, S I 1 ane
or more GR‘%mcqﬂRﬂuesRﬂ;Lm“rfmﬁe,nNH- ¢|.8@,NPhaihiCcNRég'®al , whi ch
cont ai ns onE’ or nore heteroatons as ring nenbers, unless defined otherw se,
each ofM?fiBse het eroat ons may preferably be selected fromthe group
consisting of N O, S and P, nore preferably fromthe group consisting of

N, O anjg . I f on nore of the residues RL-R4 and R10-R18 represents or
conpri s rggresgg{sz\ygg}g?p #nHnkanchethorcirapeipdasataratpibobynsaiiratedet er oat ons as

ring rrerﬂmbﬁauytmIie%%ﬁmoﬂeféuﬂgﬁlu%f@{.e%ﬁﬁau@é@I&aP&é SR8FtébeT 0at o may
preferably be selected fromt
urisaturated, optionally at Ieast mono—substltuted optionally at ieast one heteroatom

as ring member containing C;.g-cycloaliphatic radical,

R, R7, 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 unsaturated, optionally at least
mono-substituted, optionally at least one heteroatom as ring member containing C, 4~
cycloaliphatic radical, a cyano and a COOR"" moiety,

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

R‘? represents hydrogen, an unbranched or branched, saturated or unsaturated,
optionally at least mono-substituted C,_g-aliphatic radical, a saturated or unsaturated,
optionally at least mono-substituted, optionally at least one heteroatom as ring
member containing C, s-cycloaliphatic radical or an optionally at least mono-
substituted, 5- or 6-membered aryl- or heteroaryl radical, which may be bonded via
an optionally at feast mono-substituted C,¢-alkylene group and/or may be condensed
with an optionally at least mono-substituted mono- or polycyclic ring-system,
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group consisting of N, 0, S and P, nore preferably fromthe group
consisting of N, 0 and S. 2 7 SEP 2006; WD 03/084952 PCT/ EP03/ 02G29EP 2006
Preferred conpounds of general forrmula (I) are those, wherein Rl, R2, R3,
R4 are each inde?endently selected fromthe group consisting of H F, d,
Br, an unb™AHBA&S2 or branched, saturated or unsaturat ed®CTHPIGON |y at

| east nono-substituted Cl4-aliphatic radical, a saturated or unsaturated,
optionally at |east nono-substituted, optionally at |east one heteroatom
as ring nenber containing C3.6-cycloaliphatic radical, which nay be bonded
via an optionally at |east nono-substituted Cl.6-alkylene group and/or may
be condenﬁed with an optionally at |east nono- substituted nono- or

pol ycyclRc repiggerty andmbranehed or braniched,saturated or nosajuratass optionali at 5- or
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N S ortiibh e BMRAL which Y pe bidsd e i ppiiatsliat ledsTiT e, > an
unbr anc heitbstitutds Gnedikylens gtaupaineltbranayis edndeatediwith apoptioadily at kast easEI

- ' . -al i phati - adi | tyrated, pr ., unsat urat ed,

ont 1 onarmphdshdtinira e BORUSliE Bhoishh of af Ay et as Bast PR et or ot om
as L i _ngdsuhsma'dtecf?}rdreﬁi-nlném?efﬁdr dryle e Eet&l'da@ﬁaédi@‘:a!! \akitie elay Hfﬁﬁbohrﬁgd vizban RO are
each i ndependen elected fr e group consi stin rogen, an
unbr anc '08?[?}137%%%528&"0?&%&#&?@0&6?3[ YlE E'PHP@H,S}OBB%YB?%WF%’BQ?G% east
nono- subgith anibptibrially atlebsthabne siitsditiad modoSet polvtyert fgsyaeat, bF at ed,

optionally at st . nmono-substituted, optionally at |east one heteroatom
as ring @5‘8%@%&5&?%%@ tE‘? BE?@'PSQFW@EQ@F&“ forem dupptiogaldy alieastnd a COORL7

moi ety, rAohephisstitutes, satitaiedgensERuratid GrafbMatic) 5- ol bInidried heRIGLyLhRPT esent s
hydr ogen, an unbranched nched, saturated or unsaturated optionally

| or branch L
at | east'NgbHYICRBRY penieia @t leaskong fusihat heteroztare a5 a rinagrembat ant/grmay
unsat ur @e2gbndefBéd RiRkhbpAdndiIg e ledtPRBNS LOBS IS RfbnoOBE pAPGLly at | east one

het eroatom as ring
ringsystem,

R'2 represents hydrogen, an unbranched or branched, saturated or unsaturated,
optionally at least mdno-substituted C,.s-aliphatic radical, a saturated or unsaturated,
optionally at least mono-substituted, optionally at least one heteroatom containing as
ring member C; g-cycloaliphatic radical, which may be bonded via an optionally at
least mono-substituted C,_g-alkylene group and/or may be condensed with an
optionally at least mono-substituted mono- or polycyclic ring-system, or an optionally
at least mono-substituted, 5- or 6-membered aryl- or heteroaryl radical, which may be
bonded via an optionally at least mono-substituted C ¢-alkylene group and/or may be
condensed with an optionally at least mono-substituted mono- or polycyclic ring-
system,

R 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-substituted, optionally at ieast one heteroatom as ring
member containing Ca.g-cycloaliphatic radical, which may be bonded via an optionally
at least mono-substituted C, s-alkylene group and/or may be condensed with an
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menber contai ning C3-8-cycloaliphatic radical or an optionally at | east

mono- substituted, 5- or 6-nenmbered aryl- or heteroaryl radical, &l S6PREE: =
be bonded via an optionally at |east nono-substituted Cl.6-al kyl ene group
and/ or may be condensed wth an optionally at |east nono-substituted nono-
or pol ycycMQO3B482 system 12 27SEP 2006, WO 03/ 084952 HTIHFEF(RE2903629 R"

I P e e NS e S T A

at | east nono-substituted Cl ca

unsat ur s@tdeastapanassitbstifited, 5- peBrmemipared snburrinetareary! regicab mhidhymay be east one

oy be Baniag Wi 88 oy obiefrhaheunctibuch € £oRTeh P BTlFCai A H8Lbe T ene

group arnsiensed witk ag ontienalie at lsastmano-spbstitited monat of palptycliodng~- subst i t ut ed

nono- orsr}%%rxcycl ic ringsystem or an optionally at |east nono substituted
6-

5- or ered aryl- or heteroaryl radical, which nay be bonded via an
optionally at |east nono-substituted Cl.s-al kyl ene group and/ or nay be

d ] ' I - qubstitut ed, mopo- .or  polycyclic
conaens g i) o RRbb oPheb 56k P ARATET AP i PRGOS
opt i onal legstahoneadistitutexch0;.saliptiatit mﬁ&v}\}]@ ehturatédor, unsa_ﬂﬁéne?aﬁb;ﬁdmany au o][rat j[ ﬁ :
5- 6- d . N ring, i may contain a east .qne further
et er oad SRR JEOE s EAGEBBHS ot b sk e BileBRhni s b0 Bettberr oo thal 'y at
| east ndhg—sydhﬂlibhaﬁoadﬂh‘alnwgichﬂnwlés’Dmdédc\!i? ag ngﬁuﬁuwttieaétfmgﬁ@r este_nt S .
hyd e saturate r.unsat yrate optionally
bR uglreto TGRS i e Vit SN e
unsat ur ahedo-sulbstituted eony- &t pdiRaslic ng@gﬂgyc%)ékg,sﬁﬂ énl%pﬂil@naﬂr?g%ﬂ Igétsr%!an‘clﬁhggf | \iﬁiszhone
h t t ri menber -cycl oal i | |,
ey he AL 5B BB APISD P sk Ut e od i e
group ardl etiomally SEeamiRRSR MY @P_a-aﬂlﬂéhé)al%'urﬂénaiorln?é‘ysﬁe EGiensatbst i tut ed
nono- or . olr¥c clic ring-system or an optionally at |eéast
nono- sub¥ ‘?uf’é ,"aﬁy abieag Henmeiksiituied mongr onpalvsyeigring-s¥stareal , whi ch may
be bonded via an optionally at |east nono-substituted Cl_6-al kyl ene group

and/or may be gondensed with an optionally at |east npno-substituted nono-
or pol y@daing R ggch are independently selected from'the group consisting of hydrogen,

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

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

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

optionally at least mono-substituted C, g-aliphatic radical, a saturated or unsaturated,
optionally at least mono-substituted, optionally at least one heteroatom as ring
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system R13 represents hydrogen, an unbranched or branched, saturated or
unsaturated, optionally at |east nono-substituted Cl_s-aliphatic &7a8ERZ00B: <%
a saturated or unsaturated, optionally at |east nono-substituted,
optionally at | east one heteroatomas ring mnenber containing
C3_8-cycl oM 3R89 radi cal, which may be bonded via an RIVER§ed6Ry  at

| east nOREmMBEPSINtEIHIEET oali i densed with an
13 27SEP2006; " VI\DI 33/&%01852 l%@%@%@é{%%ggﬁ%ﬁlgﬁhﬁﬁggﬁ east

nono- s ubstbstitytass Snenfr-meinbersdaryle pr heteroasy! sadicabwhieh may behandadviay  at

| east nogp | e Ilr@p@er = O LSal , which
may be b_o% eb?g\'){ éaﬂééﬁsq(%c?}ooﬁg:isﬁg at T'séglgylaﬁr%hlgy ?u%gﬁrﬁjﬁﬁdél %ﬁr{_o%qg%yl ene
group arkittban apljonally atlgasteneratsulstitutec mopoi arpalyoyclitt ringzsysternpno- subst i t ut ed
nono- or polycyclic ring- system R14 represents an unbranched or branched,
saturated or unsaturated, optionally at |east nono-substituted

Cl. 6- al ipYiaepresents hydrogem, anatnhranchédar bearchedrsatiwdtedapiunsatatdtyd,at | east

) - , ' at | : t '

Cont ai nidhiohtdhy ) toA3® ot b Xyibled CAAipRafc BRI AT dry S GFIES

opt ijonaldmiogzilﬁd at deast n_mno-slulbaliis:eid:; uptecgaﬂ;laﬂeaétk;nt};ilej@ferg:gupaﬁm@ or maly be .

condensgd with ap ool i n% I?S Alpngast: allm)no-osg St i tj ed, mono- or pol ycyclic
- SegiapiPglinliatic adical op Al oP Y Bt \§aatmoRo 6- member ed

%Ir Slg S?sﬁte?e&ia?%fi&l&?fﬂgec? ‘lasiyl-ain hetgrodrgl rbdiﬂgfdrhich anaygne bﬁﬁdamor Lly m;t :r ©
t - t.ut . 6- r n r nden t n

e T T T = A

and R16 weiticdn eptionalhgsileastendrorststitaédmoho op joy@icaing-eetsm st i ng of

hydr ogen, ,. an, unbranched qr, hranched, saturat or unsaturated, optionally
at | eastoRliBRElY Qe Of e thell Hetaoomars PTeRIbILPIantORGT 9t od or

unsat ur aligslereomiers) fidit tac@inaleRasiiin FAMQf aSHiRRIré biAtachst 806 bPi! | y at | east one
' .6- cycloaliphatic radical, which

het eroat pm as ring nb cont.ai ni ng C3 ]
may be t?g?fﬁg'&"@’%?' HFFE%"BE(Y&WPF'WSES qreliastergpmsts. fudut MNGI@LiGOr6- al kyl ene
group arphySiblogReIPEcERRIRNSAL thifddf, 37 sOREie8RLpdctpbly! €ast  nono-substi t ut ed
nono- or polycyclic ring-system or an optionally aty | east nono-

Particularly preferred are compounds of general formula (1), wherein R?, R2, R3, R*

are each independen_tiy selected from the group consisting of H, F, CI, Br, a

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

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

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

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

a nitro, cyano, -OR™, -OC(=0)R™, -SR™ and -NR'®R® moiety, preferably be

selected from the group consisting of H, F, Cl, CHa, CH;CHj;, CF4, CF,CF3,

cyclopentyl, cyclohexyl, nitro, cyano and -OR'2 and the remaining residues R%-R'®’

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

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

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

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

solvates, respectively.

Also particularly preferred are compounds of general formula (1), wherein R®
represents H or a branched or unbranched C,_s-alkyl radical, preferably H, CH; or
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substituted, 5- or 6-nenbered aryl- or heteroaryl radical, which may be
bonded via an optionally at |east nono-substituted C 1- fi-al kyl edd GEBUME:
and/ or may be condensed wth an optionally at |east nono-substituted nono-
or polycyclic ring-system i or R75 and Rlfi together with the bridging
ni trogen aPSM3084%P a saturated, unsaturated or aromati c, PGVERBABZenber ed

het €1 00YeH, G b thirlin B eB8uek kRS RAGyo HHTRLAAG GiloAAghf, contal "

at | east one further heterdatomas a presen S hydr ogen,
an unbr afRiieaglvin fﬁMﬁf:WéQiOftbalrtsteaem@bmersum&mblmeaahtlomms oonal |y at | east

ono- subbkiblitréndr PdoRbd 61 3P o Rl SPiEBS Bl figat ur e

optional [y at |'east nono-substrt ut e Bne het er oat om as
ring 14 Stereoiomersigueferably emrﬂmommmwgﬁaanmng ratenbai ni ng

C3_ e cyc ptiona nono- substituted, 5-
or 6- yH) kdl@ '3%‘9 E%ﬂhﬁ' Sgﬂ%ghaep?oq’r%aﬁoévgk mpgﬁtlv be bonded via an
optlonal ly at | east nono- substltut ed Cl. 6- aI kyl ene group and/ or may be
condense | east _nono- ubstlt ol ycyclic
ring- sys'slgﬁ]%h@ggngg é@%@g %‘ﬂ"@ﬁs ogﬂe'ﬁﬁ{ﬁ h%ﬁ'&ﬂ%hgg agatur at ed
or | uns Ftt R} aneazich lmﬂn(?endemtlmemctécﬁﬁgm tn@gmuwbﬁglstﬁngt ﬁCH G@lbranthddert IbC "
radi ca ed o turate 0 ast nopno-substitute
opt i onalll'"ﬁ)r%?ér\%gq'lé1 Bl ?fﬁ?ag'r%@f%é{@ ?Bbé)% Rfﬁ ahinpelgeted

C3. 8- cyc&malthqa@@hptconaélmgaéfwrCH? OMICHYRAG lacyaho histy, AR e réMBRfrgt ut ed,  5-
radi cal, which %} ‘be bonded via an
14

or 6- er.ed or ter
opt i onal egidies F{ey'ém rfgﬁ eANing glver ahpve, PetiRNay duforad ope ofmy be

condensetdelrmefrdéblaim@lﬁl pl%fb?hbl%l eﬁhnt‘icﬁﬁé’& ofBiRtepstitndrs ! HER YadBiites BF inPO!l yeycl i c
ring-syst orm of one of their stereoi soners, preferably

enanti o FE B? P%‘P &ti‘%ﬁﬁép’%‘) ot iifeftprepisemers. esefomblyerrantinmers o mi xt ure of
at | eastdissteredferd, 3n afy RGN %Iﬁeéﬁphy%foﬂg‘ftfw?%?ﬁﬁ?di Fﬁl‘f@fh%ré?ff or

di astereoners in any mxing ratio 5i0 y acceptable salts
t her eof ,Sohates, respestively. espectively. Particularly preferred are conpounds of
general formula (1), whereirn Rl, R2, R3, R4

Also particularly preferred are compounds of general formula (1), wherein R1°
represents hydrogen or a branched or unbranched C,_4-alkyl radical, and the
remaining residues R'-R*® and A have the meaning given above, optionally in form
of one of their stereoisomers, preferably enantiomers or diastereomers, their
racemates or in form of a mixture of at least two of its stereoisomers, preferably
enantiomers or diastereomers, in any mixing ratio, or physiologically acceptable salts
thereof, or solvates, respectively.

Also particularly preferred are compounds of general formula (1), wherein R*! is
selected from the group consisting of an unsubstituted phenyl radical, a phenyl
radical optionally at least mono-substituted with a branched or unbranched Ci4-alkyl-
radical, a branched or unbranched C,_4-alkoxy-radical, a branched or unbranched
C,.4-perfluoroalkyl-radical, a branched or unbranched C,.4-perfluoroalkoxy-radical, F,
Cl, Br, cyciohexyl, phenyl, phenoxy, phenylthio, benzoyl, cyano, -C(=0)C,..-alkyl, -
C(=0)0OC,.-alkyl, -carboxy, -CH(OH)(phenyl), -NR*R® wherein R, RE are each
independently selected from the group consisting of H, a branched or unbranched
Ci4-alkyl-radical, -CH,-CH,-OH and an unsubstituted phenyl radical,

16




are each independently selected fromthe group consisting of H F,_ O, Br,

a saturated, branched or unbranched, optionally at | east mono- suBdt SERRME: =
Cla- aliphatic radical, a saturated, optionally at |east nono-substituted,
optionally at | east one heteroatom as ring nenber containing C5- or C6-
cycl oal i ph¥QB/BYE cal , which may be bonded via an opt iRSIT&R03620 | east
noNo- subgh uhstitetitted Blazble r@biewl, ene group, a nitro, cyano, -OR12,

-OC(=O R73, -SR14 and -NR15R16 noiety, preferably be selected fromthe
group consisting of H F, d, CH3, CH2CH3, CF3, CF2CF3, cyclopentyl,

cycl ohexygroup éfigenedy fonpu@)- ORL2 and the remaining residues R5-R18 and A
have the neani ng gi ven above, optionally in formof one of their

stereoi sonmers, preferably enantiomers or gh stereoners, their racemates or
in form of a mxture of at |ea nst er eoi sonmers, preferably
enantiomers or diastereoners, i m xi ng ratio, or physiologically
acceptabl e salts thereof, or respgectively. Also particularly
preferred are conpounds of gen la ¢1), wherein R5 represents H or
a branched or unbranched Ci.3-al kK r adi , preferably H CH3 or is 27
SEP2006 WO 03/084952 PCT/ EP03/ 03629 CH2CH3, and the remai ni ng residues

R6- R78 and A have the neaning given ove, optionally in formof one of
their stereoisoners, preferably enanti‘bners or diastereoners, their
racemates or in formof a mxture of at least two of its stereol soners,
pref er abjy-Rpant i oners or diastereoners, in any mxing ratio, or
physi ol ogi cally acceptable salts thereof, or solvates, respectively. Al so
particularly preferred are conpounds of general fornula (1), wherein R6,
R, R8,,1§9 each independently selected fromthe group consisting of H
a branched or "‘unbranched Cl-3-al kyl radical, a cyano and a COOR11l nvi ety,
preferably selected fromthe group consisting of H CH3, CH2CH3 and a

cyano emai ning residues R10-R 8 and A have the neani ng
gi ven g§g§%¥e%%@€8hgﬁ“$ in formof one of their stereoisoners, preferably

enanti oners or diastereoners, their racemates or in formof a m xture of -

a1 easty |yfoSind L3, .5 BB GLE) T 0¥ enanti omers o

RCis H or a branched or unbranched C,_4-alkyl radical.

a group of formula (B),

(B)

a group of formula (C),
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di astereoners, in any mxing ratio, or physiologically acceptable salts

thereof, or solvates, respectively. Also particularly preferred &% SEP 2008 ="

conmpounds of general forrmula (1), wherein RLO represents hydrogen or a
branched or unbranched Cl4-al kyl radical, and the F remaining residues
R11- R18 anWO¥3H84%82 t he nmeani ng gi ven above, optional |y iRCTRR0¥O36? one of
their stereoisoners, preferably enan% nmers or diastereoners, their
racemates or in formof a mxture of 'al |east two of its stereoi soners,
preferably enantiomers or diastereoners, in any mxing ratio, or

physi ol ogi cal |y acceptable salts thereof, or solvates, respectively. Al so
particularly preferred are conpounds of general formula (1), wherein R' is
sel ect edafarenn efiaengrabfpmeln@®)st i ng of an unsubstituted phenyl radical, a
phenyl radical optionally at |east nono-substituted with a branched or
unbranched Cl4-al kyl - radical, a br hed unbranched Cl14-al koxy-radi cal,
a branched or unbranched Cl.4-p cradical, a branched or
unbranched C1. 4- perfuoroal koxy-radi cal , B cycl ohexyl, phenyl,
phenoxy, phenylthio, benzoyl, cy .2-al kyl, - C(=0) QCL. 2-al kyl,
- carboxy, -CH(OH)(phenyl), -NRARB , Re are each independently
sel ected fromthe group consisting of H a branched or unbranched

Cl. 4-al kyl -radi cal , -CH2-CH2- OH and 3@ unsubstituted phenyl radical, 16 2
7SEP 2006, WO 03/084952 PCT/ EPO3/ 03 b an unsubstituted thiazole radical,
a group of general formula (A (CH2)" XY (A, wiereinnis 1 or 2, X

repr esen&ﬁe%ﬁ] ﬂ{, isNH o?‘{a rb%)r{c%% %trﬁntgré'%bhgd Cﬁ-ﬁﬁ)’/l rgc'i_ljéaq_| or A=0,

and a group of general formuta (E),

(E)

wherein

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

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

Z represents CHy, O, S, CH-OH, C(=0) or N-RF where RF represents H or a
branched or unbranched C,_s-alkyi-radical, and the remaining residues R'>-R"8 and A
have the meaning given above, optionally in form of one of their steregisomers,
preferably enantiomers or diastereomers, their racemates or in form of a mixture of at
least two of its stereoisomers, preferably enantiomers or diastereomers, in any
mixing ratio, or physiologically acceptable salts thereof, or sclvates, respectively.
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Rc is Hor a branched or unbranched Cl4-al kyl radical, a group of fornula
(B), (B) a group of formula (C), O O 17 2 7 S EP 2006' WD 03/ @ §ED 2006: 4:*:
PCT/ EP03/ 03629 (C) a group of general fornmula (D), -Ro S (D) wherein RD
is Hor a branched or unbranched Cl.-al kyl radical and a group of general
fornmula (EWORESF2\ 7z / (E) wherein RE represents H, BCTHEPA#HeIRM or

unbranched Cl. 4-al kyl radical or a branched or wunbranched Cl4-al koxy

radical, Wrepresents a bond between the two aromatic rings, CH2, CH OH or
(=0, Zrepresents CH2, 0, S, CHOHIC(=O or N-RF where RF represents H

or a brggae Bﬁﬁmﬁl%rl#'?%’f@r?é‘d"% &i‘@o@hﬁé’ bL%éfEr&l%mLﬁé‘g? %l‘élﬁ b Qhﬂ‘?‘f esi dues

R12- R18 and have e neaning diven a option orm of one of
their stieaetbpswitethe bridginginiregsnatemddam arrstusated, @nmtafe@hetesqcymeu r

racenat QP O(Vhic'ﬁ i§ Qf I@b&fmé’ndﬁﬁﬂsﬂﬁﬁed’%tﬁ% métﬂ?lsrgdltzéﬁoanﬂ or'cbﬁdt?rﬁs%rd%ihsoner S
preferab 9 enantioners or dia _
physi ol @ undubsgtituatedeyah lslast mahm—subﬁémtedfphewl m‘cﬂyul&hemﬂ-racbqiesald vely. is
phenyl- or cyclohexyl-radical preferably being at least mono-substituted with F and/or
OCHj, and the remaining residues R'2-R'® and A have the meaning given above,
optionally in form of one of their stereocisomers, preferably enantiomers or
diastereomers, their racemates or in form of a mixture of at least two of its
stereoisomers, preferably enantiomers or diastereomers, in any mixing ratio, or

physiologically acceptable salts fhereof. or solvates, respectively.

Also particularly preferred are compounds of Qeneral formula (1), wherein R
represents H, a C4-4-alkyl radical, a cyclohexyl radical or a phenyl radical, preferably
H, CHg, C,Hs or a phenyl radical, and the remaining residues R®-R'8 and A have the
meaning given above, optionally in form of one of their sterecisomers, preferably
enantiomers or diastereomers, their racemates or in form of a mixture of at least two
of its stereoisomers, preferably enantiomers or diastereomers, in any mixing ratio, or
physiologically accepiable salts thereof, or solvates, respectively,

Also particularly preferred are compounds of general formula (1), wherein R™®
represents H, a C4~-alkyl radical, cyclohexyl or a phenyl radical, preferably H, CH,
C,Hs or phenyl, and the remaining residues R'*-R'® and A have the meaning given
above, optionally in form of one of their sterecisomers, preferably enantiomers or
diastereomers, their racemates or in form of a mixture of at least two of its
stereoisomers, preferably enantiomers or diastereomers, in any mixing ratio, or
physiologically acceptable salts thereof, or solvates, respectively.

Also particularly preferred are compounds of general formula (1), wherein R
represents H, a C,-;-alkyl radical, cyclohexyl or a phenyl radical, preferably H, CH,,
C;Hs or phenyl, and the remaining residues R"-R' and A have the meaning given
above, optionally in form of one of their sterecisomers, preferably enantiomers or -
diastereomers, their racemates or in form of a mixture of at least two of its
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27SEP20W WD 03/ 084952 PCT/ EP03/ 03629 Al so particularly preferred are
compounds of general formula (1), wherein R70 and R' together wi t&V SE8 2008 %"
bridging nitrogen atomforma saturated, 6-membered heterocyclic ring,
which is at | east nono-substituted with a nethyl radical and/or condensed
with an uWOUBE4%uted or at | east nono-substituted pherBITERgH03629

cyc! ohexatéraoRinteié, profidbly sHuhTersbr GYGLRBAIA, 1 38) AdlingFhbesabl y being at

| east mono- substituted with and/ o OCH3 remal ni ng residues

R12- R18 RAygiologicaliy aﬁwtamaﬁalﬁ@thgreﬁérpw@b@&és raspectb'ﬁhn ly in formof one of
their S%}é@ﬁhﬁf&ﬂﬁﬂg %ré?§ﬁé&ér%tﬁdh;fﬂ“lﬁp& a§ﬁe'?a|%rmﬂé g?tvﬂ{é?&ﬂ‘?i‘sa nd R8s 1

racemates or a mxture o east ts stereoi soners,
pr ef er atfrg eagh indegandently rset@c@sitfmmmwpmcnnawgmfﬂ _gC 1-aaikyl, radlcal

physi ol I Al so
parti culngﬁlbwg? erre r@d@%&%ie&%%ﬁfﬁgmt graﬁb ¥§é£rr%t1n§ (fﬁf n RL2

r epr eser@ng nrlnenai and theaterdining tisidues R epd Rdhand/A havel lheaheammg gpdaa ny

radi cal , f CEB Cgfl-tiﬁ emai ni ng
resi dues b&% ﬁit@%%{dmib LV 52 ﬁeétﬁ?%‘g&gﬁq%é’rﬁ@%t% 96%‘5}%5'&92%@ in form of
one of tdimsterestrers,dheioraeematgsrorfie foxin of a mn@t&nbaﬁeastduvo@f #st ereoners, their
r acemat r. or m_xt.ur e of Lts tere0| soners,

br of or ateySelsaier b Een dablbiBror Pasteiers, Wand mytndsibsor

physi ol gysialdgjcally aeqeptdbiie saltd therdofiraofvates| respéotivelys, respecti veI y. Also
particularly preferred are conpounds of general fornula (1), wherein R13
represents H, a Cl-4-alkyl radical, cyclohexyl or a phenyl radical,

prﬁferalﬁﬂsb partickiarty p%lﬁed)mrerdwndundﬁﬁﬂgéirlib?am@rﬁfﬁilﬁ'(tm@vl'fe@éihwfés E74 R18 and
A aveterrenl ove tloa in for one of their

st er eoi SORAECED pﬁ%fg‘r B'F‘i}! r@&'ﬁﬂlt F reyl redicahereferablyciy CHacenat es or
in for mG}Hsmr@héhw&mﬁeaémbm&@trebme@hw rid Ahﬁﬁ@ﬂieﬁﬁé@rﬁuﬁg gheRf erably
enanti ongers %@m xing ratio, physi ol ogi cal |y

accept al! 8V§'a‘?ﬂt'§’"g]iYe'Pé?ﬂ“ O{ﬂnes‘aflt re"f‘%%"ﬂ%@tﬂr@f@l'%b Y %ﬂ‘%’H‘Oﬂ’@W PEul arly

preferr enhslé@omr@mﬂ%c@ha&%@wfoer%&t&é bf atib&dtahd oRl¢ represents’H,
a Cl-4-al k radi cal , gcl ohexyl or a phenyl radical, preferably H CH3,

C2H5 or ﬂgspmeaﬁnarq & '{V&?&‘F‘F\?'ﬁ@rsr@'@%ﬁ!ﬁ@oﬂf@a anYMixing |HYO he meani ng
gi ven _ah9ueloghilly @8Riptabié Sailsaheledf, dYaBNles! RShecthbAY C0i SOMEr's, pref erabl'y

enanti omers or
Also particulariy preférred are compaunds of general formula (I}, wherein R*8
represents H, a Cy-4-alky! radical or a phenyl radical, preferably H, CH; or phenyl,
and the remaining residue A has tﬁe meaning given above, optionally in form of one
of their stereoisomers, preferably enantiomers or diastereomers, their racemates or
in form of a mixture of at least two of its stereocisomers, preferably enantiomers or
diastereomers, in any mixing ratio, or physiologically acceptable salts thereof, or
solvates, respectively.

More particularly preferred are compounds of general formula (1), wherein at least
two of the residues R', R? R?, R*, preferably R? and 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, their racemates or in form of a mixture of at least two of its
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di astereoners, their racemates or in formof a m xture of at |east two B
its 19 27 SEP2Ws WD 03/ 084952 PCT/ EP03/ 03629 st er eoi soners, prefé’r f;zoasw,;,«._:
enantioners or diastereoners, in any mxing ratio, or physiologically
acceptabl e salts thereof, or solvates, respectively. Al so particularly
preferred W3O Pounds of gener al formul a (1), wherein BCIVEPSHEP6IRI 6 are
each i ndagrikRRidry, préferibiyEéndritomerdSr &é%ﬁéoﬁmellﬁhh;rﬁnﬂrﬁg r%uoao.Cl 4-al kyl

radi cal cycl ohexyl and a phenyl radi cal, preferably fromthe group

consi st.n’l@'smogmaﬂmsce@@irls alts, thepant 9N solvates, respestivelyi ni ng resi dues R17 and
R18 and A have the neaning given above, optionally in formof one of their
stereoi sonmers, preferably enantionmers or diastereoners, their racemates or
in for mMerepariculanyereferad are sempourdsotf general ireuilad s whered) RpiseGlds abl v

enant i obr?fr@ H! asH @,gtrghgm Ssidu sﬁ’ﬁ‘rﬁﬁ&' Rfsaatn'dgnr hQJe'AﬁhBWédn%q)@b%gl |y

accept a al'ts thereof, or so respectlv rly
preferr eabcmaeormmpﬂwmdgmpf ook their Sterenisamers) prefdrmixe enarRib?hers epresents H,

© Ll it S B P B 20 1 O

C2H5 or e remal ning resi n he meani ng gi ven
above, djjeneoisalrieys,iprefetably erfandinmedd or diasterestners di smymmixing ratief @r abl y

[ car. di in f f ' f
ot 1 castiryvaisigiodly BELEHEAERERS 1o of BRI oBbkb: oners or
di astereoners, in any mXxing ratr o, or physiologically acceptable salts

h f I f
her o \BRHEaHE 5 TRRRING bEhsnl Rl B PP S0 e S 1 1y

radi cal (Br a phenyl radical, preferably H, CH3 or phenyl, and the
remai ni ng resi due A has the neaning gi ven above, opti onal ly in form of one
of their stereoisoners, preferably enantionmers or diastereoners, their

racemnat 4$] or 2—[4:(2-foﬁb-mmlﬁer&o[ﬂ][<lt.3]6fazﬁﬁ 134)-gigetin-{ YP-NR{O-bX P ORIfRIORM-20NET S,
preferably enﬁntlomers or diastereoners, Iin any mxing ratio, or

physi ol ogi caPVi?8@0dR.abl e salts thereof, or solvates, respectively. Mre
particularly preferred are corrpounds of general forrrula (1), wherein at '

| east t of t resi dues R3, pr ef er abl R2 and R3, do not
repr eser{ﬁo hy3T[6-3§-,9xo-4H-benzo[d]{1 ,3loxazin-1 -yl) plpendrn 1-yl}-N- Eg-oxo-QH-ﬂuoren-&

yl)}-acetamide),

8]  2-[4-(2-oxo-4H-benzo[d][1,3]oxazin-1-yi)-piperidin-1-y{]-N-(9-oxo-9H-fluoren-3-
yl)-acetamide hydrochloride,

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

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

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

[71  2-[4-(2-ox0-4H-benzo[d][1,3]oxazin-1-yi)-piperidin-1-yi]-N-(9-oxo-9H-flucren-4-
yl)-acetamide hydrochloride, '
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and the residues fromthe group Rl1, R2, R3 and R4 that do not represent
hydrogen as well as the renaining residues R5-R18 and A have thezﬁeﬁﬁ?ﬂ@s"ﬁ*"i'
gi ven above, optionally in formof one of their stereoisoners, preferably
enantiomers or diastereoners, their racemates or in formof a m xture of
at least tWP®G034%% 20 2 7 S E P 2006, i WO 03/ 084952 RCH/EPOHEHT3629

St er eol SBIeT N-(POGHRYRPhOYAIANL GUIRLAH BensHaH, oRBIRASy)-bipeAdiN-1JKT NG

rati o, or  physiologically acceptable salts Thereof, or solvates,

respecti vel y.3cRiamde Bydroehlpdde.y preferred are conpounds of general fornula
(1), wherein RS is CH3 or C2H5, and the renmining residues R -R4 and

R6-R 8 and A have the neaning given above, optionally in formof one of
their st eoi%sdri@roxo-4ii-be [ly3lexagin-i ewhepiperistin-1 ] Eoxarinsias;5-ylhei r

racemat es or jJ.pifafdn of a mixture of at least two of its stereoisomners,
preferably enantioners or diastereoners, in any nmixing ratio, or

physi ol ogi cally acceptable salts thereof, or solvates, respectively. Most
P11 o1 0P 2-fae-d8L A PBL AR HBXAA2-ySHibalfeh- SRR 18R HaalHEf. 2 T or Ul @
2- [ 4- ( 2- oxo- Adetamide hedrpdhiBiidesazi n- 1- yl ) - pi peri di n- 1-yl ] - N-(9- oxo- 9H-f | uore
n-2- yl)-acetamde, [2] _
2-[4-(2-o0x0-4H benzo[d][ 1, 3] oxazin-1-yl)-piperidin-1-yl]-N(9-0xo0-9Hfl uore

2 ? 3(/I2)[-1 A]:etMIﬁddﬁ)ﬁ-yIBZBM-(Zéoxo-tiH-benzo[d][1),3]oxazin-1ayl)-piperidli?-hyllz 9 om 1]

-[4-(2- 0ox0-4Hbenzo L oxazi n-1-yi)-piperidin-1- -N-(9-0x0-9H-fl uore
n-3- yl)- acetagﬁﬁﬁg&%b@rhéﬂ?%%'de, [ 4] Y PLP g

N- (4- benzoyl - phenyl ) - 2-[ 4- ( 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n-1-yl)-pi peridin-1-y
|]- acetapjd . .

N]- (4- berﬁglll ?%(?[é%ﬂ)@%d[bﬁ-"%@-“@%-"@(l#%[&r@cﬂ*&]ﬁP%'}%?@Ei’ﬂ@i@?;w-ﬂ W peri din-1-y
|]- acetam dfpidé!idrnoﬁ?l]-fﬁdethmidé%drochloride). , o

2-[4-(2-o0x0-4H benzo[ d] [ 1, 3] oxazin-1-yl)-piperidin-1-yl]-N(5-0xo0-5,86,7, 8-

t etrahi dro- napht hal ene- 2-yl ) -acet ani de hydrochl oride, [7]

ﬁ: 551- (2-[93P- N4eepachskyl-BhetlyPRapl (2-dhod D-bBhRAA) U818xdziv 1Ly Phib&rdinq= Ot T uor e

yll- acetamide hydrochloride,

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

[13] 2-[4-(2-0x0-4H-benzo[d][1,3]oxazin-1-yi)-piperidin-1-yl]-N-(9-0x0-9H-flucren-3-
yi)-2-phenyl-acetamide hydrochioride,

[18] 2-[4-(2-oxo-4H-benzol[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(9-oxo-9H-fluoren-3-
yl)-propionamide hydrochloride, '

[17] N-(9-Ethyl-9H-carbazol-3-yi}-2-[4-(2-0ox0-4H-benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yl}-acetamide,

{18] N-(9-Ethyl-9H-carbazol-3-yl)-2-[4-(2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yi]-acetamide hydrochloride,
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yl)-acetam de hydrochloride, 21 2 7 S EP 2006 WD 03/084952 PCTI EI;Q{S/ 03629
[ 8]

N ( 3- benzoyl - phenyl ) - 2-[ 4- ( 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n-1-yl)-pi peridin-1-y
]- acetam de hydrochl oride, [9]

|

2- [ 4- (2- ox B MPOBB¥z o[ d] [ 1, 3] oxazi n- 1- yI ) - pi peri di n- 1-y| |RPOWEPD3/9362- i ndan- 5-y
|)- acet dey. -2 . - -{9-

2-[4-(2- Egg!) 4 b(gﬂiz‘%tmzoﬁgx?zqz 8[ xa%&lnpe){l? Blpen? YI]N-((QOXSX%Hl ndan- 5-y
1)- acet ami ddlupseardyl ﬁf#tia e[ 11]

N- I ndan- 5-yl - 2-[ 4- (2- oxo- 4H benzo[ d] [ 1, 3] oxazi n-1-yl ) -pi peridin-1-yl]-
acetam de hydrochl ori de,

N- ( 2- Ngt[ﬁ@ky%wﬁm@ihylr%w[zm]blmenzo[daﬁ @gmxn-ngl)- iperdine]-{11-N3Qex@zdHh- 1- y| ) -
I peridin-1 1
RI— (p4 Cycl ohe?(fifl’ pheﬁ@??%tgﬁ%%fﬂgxﬁ% bean)[ d} [ 1, 3] oxazi n-1-yl)-pi peridin-

| - yl]- acetam de hydrochl oride, [14]

1-{1-[ 2- | et hyl j pi i, din-4- -1,4-dih
aro- berl2d) PSS catseBRe el ptigot pldezbit ezt ’
2-[ 4- (2 0X0- 4H}-fipemiziv]- tHy(}-Bclamide hpdrbeblbhideni peri di n- 1-yl]- N (9- oxo-9H-fl uore
n-3- yl)-2-phenyl - acet am de hydrochl ori de, [ 16]

2-[4-(2-o0x0-4H benzo[d][ 1, 3] oxazin-1-yl)-piperidin-1-yl]-N(9-0xo0-9Hfl uore
n- 3- yl )[2A} oN-@Er@ydicheexyl ottt B - emefhiidd- oxo-4H-benzo£d[][1 ,3Joxazin-1-yl)-

N- ( 9- Et hyl - 9H: b - 4-( 2- 4H-b d
pi E)erl dl% 1- )?I'ﬁ%%r ?fglb]? %"}1%8[ (2 oxo- enzol

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

i peridin;l- -acetam de hydrochl| oride, 22 27 SEP2006, WD 03/ 084952

o Epojgaé6%\1934[€gi%hexyl-phe%ﬂ-2 -[4-{6-methyi-2-ox0-4H-benzo[d][1 3]oxazin-1-yl)-

SH! 4- (6- met hbipeﬁdiﬁxﬂylﬁbbéiﬁﬁidﬂﬁucﬁéelﬂﬁlfé?z' n-1-yl)-piperidin-1-yl]-N(9-oxo-

] oxazi n-1-yl) -

[24] N-(4-benzoyl-phenyl)-2-[4-(6-methyl-2-ox0-4H-benzo[d]{1,3]oxazin-1-yi}-
piperidin-1-yl}- acetamide hydrochloride,

[25] N-{8-Methyl-9H-carbazol-3-yl}-2-[4-(2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yll-acetamide hydrochloride,

[26] N-(9,10-Dioxo-9,10-dihydro-anthracene-2-yi)-2-[4-(2-ox0-4H-
benzo[d]{1,3]Joxazin-1-yl}-piperidin-1-yi]-acetamide hydrochloride,

[27]  N-[4-(Ethyl-phenyl-amino)-phenyl]-2-[4-(2-0x0-4H-benzo[d][1,3]oxazin- 1—yl)
piperidin- 1-yl]—acetam|de hydrochloride,

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

[29]  2-[4-(2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yi}-N-[4-phenoxy-phenyf)-
acetamide hydrochloride,
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fluoren-3-yl }acetam de, [20] _
2-[ 4- (6- met hyl - 2- oxo0- 4H benzo[ d] [ 1, 3] oxazi n- 1-yl ) - pi peri di n- 1- y| ] 2N $6F 00852
9H fluoren-3-yl)-acetam de hydrochl oride, [21]

N ( 9- Et hyl - 9H car bazol - 3-yl ) - 2-[ 4- (6- met hyl - 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n- 1-
yl) - pi peri WO340849%2) - acet ami de hydrochl ori de, [22] PCT/EP03/03629

v (4 O dsah ey aapivpyl-pRokyl siinaRibyn 21X RoAbbRRE AL et - 1Y)

pi peridin-1-yl]-acetari de,

N- ( 4- Cycl ohe¥ipinaniding-ylacetantide hydraohlodesx o- 4H benzo[ d] [ 1, 3] oxazi n- 1-yl ) -
pi peridin-1-yl]-acetam de hydrochl oride, [24]

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

pi peri dild1l- BH-(2-&xet4tiibenzao{dit,8Jxazini ey)-pipesdin-1-yl]-N-(9-oxo-9H-fluoren-3-

N- (9- Met hyl - QR : = 3= rP=4- (2- oxo- 4H benzo[ d] [ 1, 3] oxazi n-1-yl) -

pi peri di n- 1- bﬁp?%%?aéﬁ]haiwﬁ*y&%&'h ori de, [26]

N- (9, 10- Di oxo-9, 10-di hydr o- ant hracene- 2-yl ) - 2-[ 4- ( 2- oxo- 4H

b d 3 i din=|l -yl ]-acetan de hyd i de, [27

PR s e e S R R R E TS S AT

pi peri di n- | - PH}eansaxtohBiytleadeyatnide tyarocHieridé,26]

2-[4-(6-Met hyl - 2- 0x0-4H benzo[d] [ 1, 3]oxazin-1-yl)-piperidin-1-yl]-N[4-neth

yl - phenyl -am no) - phenyl ] - acet am de hydrochl ori de, [29]

2- [ 4- (2-[83o- #Htlﬁﬁlérd-lﬁﬂeEn_llI)@-W@Zéxar%-bbhzcgd]gﬁs]bﬁéﬁn-i:/%—ﬂ:i éhdiﬂ‘l%lenoxy- pheny

| )- acetam de hydr chlorlﬁie, 23 2 7 S EP 2006 r.'r 03/ 0849

PCT/ EP03/ 03695&%5@])9 hydrochloride,

N-[ 4- (1 sopropyl - phenyl - am no) - phenyl ] - 2-[ 4- (2- oxo- 4H benzo[ d] [ 1, 3] oxazi n- 1-
l) - pi idin-1-yl]-acetan de hyd hloride, [31] . .

5120 S0, F TR et el Lok eAcioyy-Ne$ehiker ort 1 1 uor e

n-3- yl)- prophafdadtearie erichlorde, [32] S

2-[ 4- (6-Chl or o- 2-'ox0- 4H benzo[ d] [ 1, 3] oxazi n-1-yi)-pi peridin-1-yl]-N(9-ethy

| - 9H car bazol - 3-yl ) -acet am de hydrochl ori de,

- [368]  2-[4-(8-Methyl-2-0x0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yi]-N-(9-oxo-9H-
fluoren-3-yl)-acetamide hydrochloride,

[36] 2-[4-(8-Chloro-2-ox0-4H-benzol[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(9-oxo-9H-
fluoren-3-yl)-acetamide hydrochloride,

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

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

[39] 2-[4-(6~Chloro-2-ox0-4H-benzofd][1,3]oxazin-1-yl)-piperidin-1-yl}-N-(9-hydroxy-
9H-fluoren-3-yl)-acetamide hydrochloride,

[40] N-(9-Ethyl-9H-carbazol-3-yl)-2-[4-(8-methy}-2-oxo-4H-benzo[d][1,3]oxazin-1-
yl)-piperidin-1-yl]-acetamide hydrochloride, '
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[ 33] .
N- (4- Chl or o- phenyl ) - 2- [ 4- ( 2- oxo0- 4H benzo[ d] [ 1, 3] oxazi n- 1-yl ) - pi peiTdSEP 200p) <+
]- acetam de hydrochl oride, [34]

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

ro- phenyl WOABd@84% de hydrochl oride, [35] PCT/EP03/03629
2-[4- (8- ¥h\éLHz;2ts%éth &-Sﬁﬂﬂlﬂ&w&éfdﬁh %ék.ﬂ ﬂyl)\fbdaeﬁanﬁﬁff Yl]iNfFll YI-N -
9- ox0-9 uor en- 3-yl ) -acetam de hydroch

2-[ 4- (6- Chl ortwll@m%thumh?@bﬂi@pgﬁud%p athendﬁ,yn pi perl di n- 1-yl ] - N- (9- oxo-
9H fluoren-3-yl)-acetam de hydrochl oride, [37]

N-(9 Hydr oxy- 9H f | uoren- 3-yl ) - 2-[ 4- ( 8- net hyl - 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n-1
yl)- pi [ﬂg}l &4- @Mﬁt!'lyféc@xcaﬁﬁct@nmm[ééﬂﬂxazlhdey!)-[’lael]idIn 1-yi]-N-phenyl-
(9 HYdr ox Y- 4-2-0x0-4H benzo d 1 3 oxazin-1- | Y )- [ (
[ I[ . 1Y)- &%%%ﬁ' ﬁaﬂ?'?degcet am de hydrochl oride, [39]
2-[4- (6 Chl or o- 2- oxo- 4H-benzo[d][1 3] oxazin-1-yl)-piperidin-1-yl]-N (9-hydr
oxXy- 59 -3 - i . 0¢chlOr | 4 .
N Co- £t it oA ko L AR N TR Bins AT 8P ) vz - 1-
yl ) - pi peri di phényl)-dcetareidernydeochiodidechl ori de, 24 2 7 S E P 2008c+'s° WO
03/ 084952 PCT/ EP03/ 03629 [41]

2-[4- (8- Met hyl - 2- oxo-4Hbenzo[ d] [ 1, 3] oxazi n-1-yl)-piperidin-1-yl]- N-(4-
tzf l[ f4| l(Jgf[g/gPthWH@WUZ%@@#HMSF??LM%{?Bpﬁ(htlﬁﬁli)d)%‘;lmgaéﬂcﬂh 1-yl]dN phenyll-] N onen]
t 0 Z oxazin-1-y pi peridin-1-y phenyl -
acet am de hy %t@m’ IMQS(Q'F ge[
2-[4-(2-o0x0-4H benzo[d][ 1, 3]oxazin-1-yl)-piperidin-1-yl]-N(4-trifluoroneth

)2/|i4p?g%jﬂ) o?gg’ig%fﬁ %ég‘g'gl anesl H bl?&‘%?'n-hﬂ)yﬂ"?eﬁ!ﬂBérY'th(‘-’q yl |- N pheny! -

acet ani de hydffﬂ@l‘dnﬁﬁthﬂ%henyi)—acetamlde hydrochloride,

[46] 2-[4-(2-oxo-4H-benzo[d][1 »3Joxazin-1-yl)-piperidin-1-yi]-N-phenyl-acetamide
hydrochloride,

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

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

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

[50] 2-[4-(6-Chloro-2-oxo-4H-benzo{d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(4-cyano-
phenyl}-acetamide hydrochloride,

{51] N-(4-Acethyl-phenyl)-2-[4-(2-0xo-4H-benzod][1,3]oxazin-1-yl)-piperidin-1-yl]-
acetamide hydrochloride,
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[ 45] 2- 4- 6-Chloro-2-o0xo0-4Hbenzo d 1,3 oxazin-1- | i eridin-1- I N 4
trifluoronethyl -phenyl)-acetamn de hydrochl ori de, [46] © 27 SEP-2006i %5
2-[4-(2-o0x0-4H benzo[ d] [ 1, 3] oxazi n-1-yl)-pi peridin-1-yl]-N phenyl -acetam de
hydr ochl ori de, [47]

N- (4- Chl or BOJRE#PED) - 2- [ 4- (8- Met hyl - 2- oxo- 4H-benzo[ d] [ 1, JCo#Re3/0362- | ) -

d 2 - e -
IEII- E)zr @gggﬁpﬁeﬂ:y(wtﬁ Z_i?xdﬂﬂf)ﬂéﬁ;%b@j['l @ﬁ) S{Zﬁ&l%} %I)Elgl;(lilpl 1y|]y{\l)(4p| peridin-1-yl]
- acetani de Ppgh@drphenylracetamide hydrochlonde

N- (4- Cyano- phenyl) - 2- [ 4- (8- et hyl - 2- oxo- 4H-benzo[ d] [ 1, 3] oxazin-1 -yl )-
pi peridin-1-yl 1 acet am de h%/_zdrochl oride, [50]
2- [ 4- ( 6-168] oMbidpAestbyl-Pheny h2df-d§-chlos)- ammhl—lleryzbjdl[ﬂm@sam myl)- yI ] - N- (4- cyan

o- phenyl) - ag de.
N- (4- Acet hyl - S:Le?lmn y ¥€é§9@gﬁeoﬁ)yd?§ﬂl enzo[d][1, 3]oxazin-l-yl)-piperidin-1-y
| ]- acetam de hydrochloride, 25 2 7 s EP Zoos WO 03/084952 PCT/ EP03/ 03629

52

2 4- (o R nPFAA S RReDIZ - Py S Aol I A 1 1 - - (4
phenoxy- phenyligerlelmet giracktaimjdiy neindahioride, [ 53]

N- (4- Acet hyl - phenyl ) - 2-[ 4- (6- chl or o- 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n-1-yl) -

pi peridin-1-yl]-acetam de hydrochl oride, [54]
N- (4- Ac4b8ly| ;zqhqaaﬂh)ora-zwbeo@a-!mnm{tj}ma}mazimwmmﬁdﬂv-h1y|}3|}dc(4azi n-1-yl)-

pi peri di n-1- acet.a chl pri
2-[ 4- (6- Chl o%hgﬁo’gx%'eﬁmjﬁ‘é%% ‘gﬁr[‘yfp rg‘?{ idgy - 1 yl)-piperidin-1-yl]-N(4-
phenoxy- phenyl ) - acet am de hydrochl ori de, [56]

N (4- Be I 0X0 H-ben 1, 3] oxazi n-1-yl

o1 per  dtac. PP RSy r&@vﬁﬁa@%ﬂmﬁ&&q v;benzérdfn losaz rgy V)

N- (4- Benzoy! pipesidint }-ylRatetaiieidesdhiotigex o- 4H benzo[ d] [ 1, 3] oxazi n-1-yl) -

pi peridin-1-yl]-acetam de hydrochl oride, [58]

N- ( 2- Chl or o- phenyl ) - 2-[ 4- (6- net hyl - 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n-1-yl)-
[57] N-(4-Benzoyl-phenyl)-2-[4-(6-chloro-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-

piperidin-1-yl}-acetamide hydrochloride,

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

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

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

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

[62] 2-[4-(6-Chloro-2-oxo0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(4-
cyclohexyl-phenyl)-acetamide hydrochloride,
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pi peridin-1 -yl ] acetam de, [59] , o
2-[ 4- (6- Met hyl - 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n-1-yl ) - pi peri di n- 1-yl ] 2[\3—*{5@9’2@5‘-‘%"‘?
trifluoronethyl - phenyl )-acetam de, [60]

2-[4-(6-Met hyl - 2- oxo- 4H-benzo[ d] [ 1, 3] oxazi n-1-yl)-pi peridin-1-yl]-N phenyl -
acet am de WM 84952 PCT/EP03/G3629

| 1 OB s i ot ey Al 1)

2- [ 4- (6- Chl orReeRMIBRbYAPPHURNAS, d] [ 1, 3] oxazi n-1-yl ) - pi peri di n-1-yl ] - N- (4-
cycl ohexyl - phenyl ) - acet am de hydrochloride, 26 2 7 SEP 2006; WD 03/084952
PCT/ EP03/ 03629 [ 63]

N ( 2- Berl8dly| J\bﬁeﬁi@nzmhpqmy D2-¥x(8-methyle2rou-d HEoengplolABloxazingl-yhpi peri di n- 1-y

I]- acetanid
mﬂ(zaggngglw ?’6’@%95' féfgﬁ%de[n@%’#’?h"ﬁ” 5%o- 4H- benzo[d][l 3] oxazin-1-yl ) -

pi peri d|g1 1 yl ] -acetam de hydrochl ori de,

oi per | aitach MR E‘%ﬁ@%ﬁf%@g@ﬁﬁo’t&ﬁ%}za%qw' n-1-y1)-

N (2- Benzoyl pipleddint )-yRagetain@lenidnyghi@idex o- 4H- benzo[ d] [ 1, 3] oxazi n-1-yl) -
pi peridin-1-yl]-acetam de, [67]

2-[4-(6-Met hyl - 2- ox0-4H benzo[ d] [ 1, 3] oxazin-1-yl)-piperidin-1-yl]-N(4-
phenoxy -[fle niN-(2-Berezoginp by 2@ rhethiid®d oxd-dB1benzo[d][1,3]Joxazin-1-yl)-

N- (4- Acet hyl t hyl - 2- -4Hb d[1,3 in-1-yl)-
pi E)erl g?n { yfﬁfﬁgﬁ-‘%‘gﬁﬂggﬁﬁl rrgchlyori dg?(O[GQ] enzoldl Joxazin-1-yD)

N-(9- Hydroxy-9H-f | uoren-3-yl) - 2-[ 4- (2- oxo- 4H-benzo[ d] [ 1, 3] oxazi n-1-yl) -

di de h hl qride, [.70 N
D Fa (61801 o PN A ot Shfradl] Aoty ppetindr 1. y1 1 - N (9- oxo-
9H- fl uoren- ahelﬂldwém'@h abtafidl BedtbsHioitR, [ 71]
2-[ 4- (6- Met hyl - 2- oxo- 4H-benzo[d][1 3] oxazin-1-yl)-piperidin-1-yl]-N(9-o0xo-

oOH
) [68] N-(4-Acethyl-pheny!)-2-[4-(6-methyl-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yl]-acetamide hydrochtoride,

[69] N-(8-Hydroxy-9H-fluoren-3-yl)-2-[4-(2-oxo0-4H-benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yl]-acetamide hydrochloride,

i70]  2-[4-(6-Chloro-2-oxo-4H-benzo[d]{1,3]oxazin-1-yi)-piperidin-1-yl]-N-(9-0x0-9H-
fluoren-2-yl)-acetamide hydrochloride,

[71] 2-{4-(6-Methyl-2-0x0-4H- benzo[d][1 3]oxazm 1-yl}-piperidin-1-yl}-N-(9- oxo-QH-
fluoren-2-yl)-acetamide hydrochloride,

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

[73] 2-[4-(6-Chloro-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(9-hydroxy-
9H-fluoren-2-yl)-acetamide hydrochloride,
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fluoren-2-yl)-acetani de hydrochloride, [72] _
2- [ 4- (8- Met hyl - 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n- 1-yl ) - pi peri di n- 1-y! ] 21} 3BP g4eBL =
9H fluoren-2-yl)-acetam de hydrochl oride, [73]

2-[ 4- (6-Chl or o- 2- 0x0- 4H-benzo[ d] [ 1, 3] oxazi n- 1-yl ) - pi peridin-1-yl]-N-(9-hydr
oxy- 9H-f| W&BA84S/| ) - acet ami de hydrochl oride, 27 2 7 S HP/EROHB2\ND

03/0849 CN-ERA4re Pl-fiu?:ﬂén-z- ])-2-[4-(6-methyl-2-oxa-4H-benzold][1,3 n-1-
N ( 9- Hygaoj;)y 9 %o?gﬁ- 2-yl) Y) { ( h?/’l --gi(%xo 4el-rl|-zt())[er]1[zo[]?j)](a[2|1 3] oxazin-1

- yl)-pi per.a'l}rplae rigin- -alﬂzacam@e y@rpéhlﬁﬂdﬁ-l de [ 75]
N-(9- Hydroxy-9H fl uoren-2-yl)-2-[4-(8-nmet hyl - 2- oxo- 4Hbenzo[ d] [ 1, 3] oxazin-1
- yl)- pldgerl din-1-yl]-acetam de hydrochl ori de,

N- (9- Hy 51<yNa@-lrlv@roxzrﬁHs‘lupre)n-z-y!)ﬁﬂ-t%cﬂﬂ@ew;(l-2-gx¢[mﬂ]-hmzpwilﬂcﬂ]@]a[zm-ﬁ] oxazin-1

-yl L d 77
N-)(/42 oi’tf’ﬁhéﬁ”y’bﬂ%{@ﬁ"??ﬁ%‘:?‘?"?ie %?@m@%;oem-ig be]nzo[d][l 3] oxazin-1-yl ) -
pi peridi n-1- y| ] -acet am de hydrochl oride, [78].

L S B DR Al Boh B B R S bl 0xoz1 2

N|-§9- Et hyl dQM)elsmelbi:ain'Bﬂ—y?-apEt);nﬂieﬁ Igydrﬁﬁi:ﬂathteéy- 2[ g)(;]o- 4H benzo[ d] [ 1, 3] oxazi n-1-
- pi peri din-1- -acet am de rochl ori de,

yN- ( QPE!tOhyI - 9H ca)r/bazol -3-yl)-2- )[/4- (7-met hyl - 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n- 1-

yl) - pi pdvHi IN-@-Cldloleegi-phemt)-ddi7eludro2iake-4H-Bahzofd][1,3]oxazin-1-yi)-

2-[4-(5-Chl 2-.0 H b 1 in-1-yl)-pi idin-1-yl]-N-(9-eth
- ort car baz BPeRy b EESAE iy o, (B2 | o v LEEy
2-[4- (5-Fl uoro-2-oxo0-4H benzo[d] [ 1, 3] oxazin-1-yl)-piperidin-1-yl]-N(4-

h - - i de hyd I ide, 3 ,

DT a- (108 oo 2B amthandbt b rthspliant A0k i s ben i IRz 1 . 0- oxco-

9H fl uoren- %pén):l -asedidd ByHrochloride,
N- Di benzof ur an- 1_3-21_][4 (8- nel?f(yxy - 0X0- 4H benzo[ d] [ 1, 3] oxazi n-1-yl) -

pi peri din-1- yI]- acetam de,
[79] N-(9-Ethyl-9H-carbazol-3-yi)-2-[4-(6-metoxy-2-oxo-4H-benzo[d][1,3]oxazin-1-

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

{80] N-(Q-Ethyl—Qcharbazo!-3-yl)-2-[4-(7~niethyl-2-oxo-4H-benzo[d][1 ,3loxazin-1-
yl)-piperidin-1-yl]-acetamide hydrochloride,

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

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

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

[84] N-Dibenzofuran-2-yl-2-[4-(8-metoxy-2-0x0-4H-benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yi]- acetamide,
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28 2 7 SEP 2006 WD 03/084952 PCT/ EPO3/ 03629 [85] ,
2-[4-(7-Cnhloro-2-oxo-4H benzo[ d] [ 1, 3] oxazi n-1-yl)-pi peridin-1-yi ] 23 SEP 2008: &
di benzof uran- 2-yl -acet am de, [ 86]

2-[ 4- (6-Fl uoro- 2- oxo- 4H-benzo[ d] [ 1, 3] oxazi n- 1-yi ) - pi peridin-1-yl]-N(9-0xo0-
OH f | uor eWOI3NPR4P52 acet ani de, [ 87] PCT/EP03/03629

2 L4 B2 tford - BRSNSy SISV Ly bbeRbet Y- 1- Y11 -\ (9- hydlr

oxy- 9H-fluoren-3 acet a

N- (9H- Car bazdﬂlbeszgﬁ:}azlwl-@@tmdw - 2- 0X0- 4H-benzo[ d] [ 1, 3] oxazi n-1-yl ) -

pi peridin-1-yl]-acetam de, [89]

N- (9H Car bazol - 3-yl ) -2-[4-(5-fl uoro- 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n-1-yl)-

pi peri di[B6L- 2{p- (ﬁféﬂum?d@s&-[llg@]enzo[d][‘! 3loxazin-1-yl)-piperidin-1-yl]-N-(9-oxo-9H-

N-(9H- carbazg| - % génglg met oxy- 2- oxo- 4H benzo[ d] [ 1, 3] oxazin-1-yl)-

pi perid in-1- ? ) ?91]

N- (9- Et hyl - 9H—carbazo| 3-yl)-2-[4-(5-net oxy-2-oxo-4H benzo[ d] [ 1, 3] oxazi n-1-

I [ I
D1 2 BBl o B SR B S e ) Slesarin- b piperind YN HO-DYgRoNYN (4.
phenoxy- phen@Hfuacen-ay)eaeetdriide,.
N-(9- Hydroxy-9H-fl uoren-3-yl)-2-[4-(7-methyl - 2- oxo- 4H benzo[d] [1, 3] oxazin-1
-yl )-piperidin-1-yi]-acetam de, [94]
N- (9- Hy 88Ky NefgH- Caﬂuaed-&iyb)&)[tﬁts{rﬁethj‘ﬂ BN -béng e} £ Bidxamaol-¢)-[ 1, 3] oxazin-1

- yl)- plperldln-&- Q et de
N- Di benzof ur P99 lf‘ﬁe thyI 2- 0x0- 4H benzo[ d] [ 1, 3] oxazi n- 1-yl ) -
pi peridin-1-yl]- acetam de 29 2 7 S E P 2006, WD 03/084952 PCT/ EP03/ 03629

L N BRAL s e o S

piperidin-1-yl]-acetamide,

(90] N-(8H-carbazol-3-yi}-2-[4-(6-metoxy-2-oxo-4H-benzo[d][1,3loxazin-1-y1)-
piperidin-1-yl]-acetamide,

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

[92] 2-[4-(5-Metoxy-2-ox0-4H-benzo[d][1,3]oxazin-1-yl}-piperidin-1-yl]-N-(4-
phenoxy-phenyl)-acetamide,

[93] N-(8-Hydroxy-SH-fluoren-3-yl)-2-[4-(7-methyl-2-oxo-4H-benzo[d][1,3]oxazin-1-
yl}-piperidin-1-yl]-acetamide, ‘

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

[95] N-Dibenzofuran-2-yi-2-[4-(5-methyl-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yl}- acetamide,
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[97] N-(9H-Carbazo| 3-yl)-2-[4-(8-chl oro-2- oxo- 4H benzo[ d] [1, 3]ox Zi n-
pi peridi n-1-yl]-acetam de,
N-[ 4- (Et hyl - phenyl - ami no) phenyl ] - 2-[ 4- (8- net oxi - 2- oxo- 4H

benzo[ d][ 1, 3] oxazin-1-yl )-piperidin-1-yl]-acetam de, [99]

N (9- Hydr o)l‘&ilﬁ.}lqs@ﬂjor en 4-yl)-2-[4-(2-0x0-4H benzo[ d] [ 1,K3TBPaxe36291- yl ) - pi pe
ridin- | i - -

N[ 4- (Hydroxy pheﬁﬁ*%en I}w%pherlyl]zz vy rgethxl22)|($-4!-l

benzo[d] [ 1, B]Qﬁﬂéﬂﬁdﬁfl 3210)487‘5 ]r)lgplp@i‘ldmii—yi] -gcedamideyi de, [ 101]

N-[ 4- Chl or o- 2- (2-chl oro- benzoyl) phenyl ] - 2-[4-(6-net hyl - 2- oxo- 4H

benzo[d] [ 1, 3] oxazin-1-yl)-piperidin-1-yl]-acetamde, [102]

N- [ 4- Chl b- Z\I(Qﬁi-@arbﬂzol-%ﬂhzaaww qiﬂmoﬂ-@xo%kﬂ@e(@{dmsmhmm}d][l 3] oxazin
- 1-yl)-pi per %ﬂ"ﬁ _38 I@é‘ﬂ de hydrochl oride, [103]

N-[ 4- Chl or o- 2- ? r]o nzoyl ) - phenyl ] - 2- [ 4- (8- et hyl - 2- oxo- 4H

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

benzof 4] 8 3 SHE PR o2l G Rnign et cr ocn or i de, [ 105]
2- [ 4- ( 7- Met hyden2e[dift3}Nabinstzyl)-pibkfdiRl1oypadetarhidsl ) - pi peri di n-1-yl ] - N-t hi azol

e-2- yl-acetam de, [106]
2-[4-(6-Fl uoro-2-oxo-4H benzo[ d] [ 1, 3] oxazin-1-yl)-piperidin-1-yl]-Nthiazol

e-2- yl - [@8pt N¥{HHydraRy-DH-TRibréRRINGM- (2WR0UH-BBALA [ FSokERRAL did-07]
N- Di benzot hi p ng 2 yI-2 [ 4- (5- rretﬁo(xy - 0XO- 4I—|—benzo[d][1%§§|2| n-1-yl)-
pi peridi n-1- 3 de, [108]

2-(4-(7-Chl oro- 2 0XO0- 4H-benzo[d][1 3]oxa2|n | -yl)-piperidin-1-yl]-N

di benzot hi opg ﬁ ﬁ gl -acet am de,
2-[ 4- (5- Hydr ﬁb 2N éHMﬁi{OﬁléﬁE%fpﬂﬂelhﬂ]wam%pyo-ﬂﬁper. din-1-yl]-N(4-
phenoxy- phenyehzalaRt,818xeEn-1-yi)-piperidin-1-yl]-acetamide,

[101] N-[4-Chioro-2-(2-chlioro-benzoyl)-phenyl}-2-[4-(6-methyl-2-oxo-4H-
benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-acetamide,

[102] N-[4-Chloro-2-(2-chlora-benzoyl)-phenyl]-2-[4-(2-oxo-4H-benzo[d][1 ,3Joxazin-
1-yl)-piperidin-1-yl]-acetamide hydrochloride,

(103] N-[4-Chioro-2-(2-chloro-benzoyl)-phenyi]-2-[4-(8-methyl-2-oxo-4H-
benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-acetamide hydrochloride,

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

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

[106] 2-[4-(6-Fluoro-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl}-N-thiazole-2-
yl-acetamide, |
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[ 98] 7 el

hl




11 ' . oo

-{1 ] [ 2- (3, 4- Di hydr o- 1H i soqui nol i ne- 2-yl ) - 2- oxo- et hyl | - pi peri di n24- $EF 2806y
di hydr o- benzo[ d] [ 1, 3] oxazi n-2- one hydrochl ori de, [111]

-[ 4- (6 Fl uor o- 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n-1-yl)-pi peridin-1-yl]-N quinoli

ne- 6- - AP BABYE [ 112] PCT/EP03/03629

2-[4- 6 N@?P%m?e;&g@to%i?@gzﬁm[hl@ﬁ&ﬂ&ﬁ Bxdak derRbRAf bRy N a U |

g [4-(6 chl ormg@'ldﬂk’dr-yaﬂc@@nﬁ@? d] [ 1, 3] oxazi n-1- yI ) - pi peridin-1-yl]-N-quinol i

- 6-yl d 114

26[4 (% F?ﬁﬁ gmz gxo[4H- ]benzo[d] [ 1, 3] oxazi n- 1- yI )-piperidin-1-yl]-N(2-neth

yl - benzld0B] &8+@- ®|9fb}2-aMHFb&1EP[Cﬂ[]1:Eﬁ(}xazm 11-yl) Ip;penchn-1-ylgj -N- Lyl ] N (2wt

2-[4-(6-Chlor oxazin-1-y pi peridin-1-yl]- -

yl L ronhy Bacizf ﬁﬁ&%gﬁ%&%m&%lla] o

2-[4-(6- Met hoxy- 2 ox0- 4H benzo[d] [ 1, 3] oxazin-1-yl)-piperidin-1-yl]-N(2-

met hyl t.am_d 117 o

N (3 01 PR RS hEA P I FARZOR AoreBlviru Aperiiar b B 1. y1 ) -

pi peri din-1- )dh]enaaqe;btwmtj&ce&h@e? S EP 20061 WD 03/084952 PCT/ EP03/ 03629
[118] N-(4-Di nethyl am no-phenyl)-2-[4-(2-oxo-4H benzo[d] [ 1, 3] oxazi n- 1- yI)
pi peridin-1-yl]-acetam de, [119]

N- ( 3- Di njtt 0 |1a4ti-[243 @EBiRydb- m-[séq(nmormmyl)%Mhﬂ]dpip@ﬁammhm,@] oxazi n-1-

| d - 1-
KI— % 4p:3|p§1r9!t hy: %L%}{Q@f‘l?ﬂéﬁz& %QWVHW"“@”G%O AH benzo[ d] [ 1, 3] oxazi n- 1-

yl)-piperidin-1-yl]- acetam de [ 121] 5 4 b 4111 3 1
i : o oxazi n- 1-
01 ol ) PG e darkr-d bepaiallt Slvazin AN pinerdin -yl NquiRoine.6

N- (4- Di nmet hylyaagéigmmenyl )-2- [4 (6-met hyl - 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n- 1-
ylrpiperidin-1 -yl]- acet am de, [ 123] _ _ o
N- (4- D et hyl am no- phenyl ) - 2-[ 4- ( 2- ox0- 4H- benzo[ d] [ 1, 3] oxazi n- 1-yl ) - pi peri di

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

NI =

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

[114] 2-[4-(6-Fiuoro-2-oxo-4H-benzold][1,3]oxazin-1-yl)-piperidin-1-yl]-N-(2-methyi-
benzothiazole-5-yl)-acetamide,

[115) 2-[4-(6-Chloro-2-oxo-4H-benzo[d][1 3]0xaz|n -1-yl)-piperidin-1-yi}-N-(2- methyl-
benzothiazole-5-yl)-acetamide,

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

[117] N-(3-Dimethylamino-phenyl)-2-[4-(2-oxo-4H-benzo[d][1,3]oxazin-1-y1)-
piperid in-1-yl]-acétamid e,
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1-yl]-acetam de, [124] _ o AN
2-{2-[4-(2- Ox0- 4H benzo[ d] [ 1, 3] oxazi n-1-yl ) - pi peridi n-1-ylj-acet ‘h;ITaﬁf—}?\gﬁﬂB“*’f"'
benzoic acid nmethyl ester, [125] 2-(2-[4-(8-Methyl -

2- 0X0- 4H benzo[ d] [ 1, 3] oxazi n-1-yl ) -pi peridin-1-yl]- acethyl am no}-benzoic
aci d met hyWo&3Pps2 [ 126] PCT/EP03/03629

N- (2- Metfhogy Nit mmiétﬁylammo?phenw& W42 (o'e’commbé'rtdaﬁnzsaaﬁﬂiﬂ-@])oxam n-1-yl)-

pi peri din-1-yl]-acetam de hydrochl ori de,

N- 2- [ 4- ( 6- ChiPiesidin-bikragetantdesof d] [ 1, 3]oxa2|n 1 -yl)-piperidin-1 -yl]-N(2-
thoxy di benzof uran-3-yl -acetam de hydrochl or| de, [128]

2-{2-[4 GChIor020xo 4H benzo[ d] [ 1, 3] oxazi n-1-yl)-piperidin-1-yl]-

acet hyl d -(%EImﬁtbylamlr@-wmnuw-[és(ﬁﬁnethw-gxoﬂIsaenzo[dlii 3]omz|031/-084952

PCT/ EP03/ 036 & ; Met hyl
- 2- 0X0- 4H- beﬁ%{"ﬁ@f g]yg%géférrﬁ' -'yl ) - pi peridin-1-yl]- acethyl am no}-benzoic
acid nethyl ester, (130]

2L (o hone o AR L SAORAF T o B IS 1 (4

2- [ 4- ( 6- Chl oyh-pipevidin-1]Haeetaaiidd,[ 1, 3] oxazi n- 1-yl ) - pi peri din-1-yl]-

N-{4-[ethyl- (2-hydroxy-ethyl)-am no]-phenyl}acetam de di hydrochl ori de, 1-
[132] N-{4-[ Et hyl-(2-hydroxy-ethyl)-am no]-phenyl }-2-[4-(6-net hyl - 2- oxo- 4H
benzo[ d][fi21]3 Na(@aRimetiylgminopheeayl)a-[-(8-nyéthyletatHdbendo[d) t6pxbLiasi-de, [ 133]

N- (4- Di et hyl 4. (6-met hyl - 2- oxo- 4H- benzo[ d] [ 1, 3] oxazi n- 1-yl
X I(Oi per i h- 15 'ﬁe"gﬁ‘ewm‘)”'ﬁﬁab‘i‘é/drggh| ori de, [ 134] enzobdll . sloxazin-2-y1)

N- (4- Di et hyl am no- phenyl ) -2-[ 4- (8- et hyl - 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n- 1-yl)

e LT B R RSB A R ey oto-fH begealdigloxezinto. ant

benzo[ d] [ 1, 3yppiidridinlt-yil-acotaffdd, di n- 1-yl ] -acetami de d i hydrochl ori de,

[ 136]

N- Benzo[ 1, 3] di oxol - 5-yl - 2-[ 4- (2- ox0- 4H- benzo[ d] [ 1, 3] oxazi n- 1-yl ) - pi peri di n-
1- [123] N-(4-Diethylamino-phenyl)-2-[4-(2-oxo-4H-benzo[d]{1,3]oxazin-1-yl)-piperidin- '

1-yl]-acetamide,

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

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

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

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

[128]  2-{2-[4-(6-Chloro-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-y{}-
acethylamino}-benzoic acid methyl ester,
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yl]-acetam de, [137]
N-Benzo[ 1, 3] di oxol - 5-yl - 2-[ 4- (6- met hyl - 2- oxo- 4H benzo[ d] [ 1, 3] oxaz - §E§/I2§05“fﬂ*'
pi peridin-1-yl]-acetam de, [138]

N-Benzo[ 1, 3] di oxol - 5-yl - 2-[4- (6-chl or o- 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n-1-yl)-
pi peri di n-WOBP&4aR2et am de, [ 139] PCT/EP03/03629

N- Benzo[ ] 2 A4 3] oxazin-1-yl)-
pi peri di nz% Q—?)Taég%é{hﬂ 2-&)%?45(!5}@%&@1%@?%%%@% 8849{3%“ PCT/ EPO3/ 03629

[ 140] N-{4- [acebywla(mno};hmnamaeldhvemylaeatero] phenyl } - 2-[ 4- ( 2- oxo- 4H

benzo[d] [ 1, 3] oxazi n-1-yl)-pi peridin-1-yl]-acetam de di hydrochl oride, [141]
2-[4-(6- ChI or o- 2- oxo- 4H benzo[d] [ 1, 3] oxazin-1-yl)-piperidin-1-yl]-N (4

di met hy{430]n2-[pHE+CHIgroR:encadiil-denzo[Hif tiBloxbEior i-gkpippddial -yI}- N-(4-

I_\I— §/|9) H’,SfjLg??’8%Wiéfyﬁfﬂ}@ﬁ&'ﬁﬁéﬁfﬁéﬁ@ﬁ%mmg 0Xx0- 4H benzo[d] [ 1, 3] oxazin-1

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

1) -
D12 A Vit G O B I panatdny Slexorn- ey piperind N4 - (4.
phenoxy- phenm-hymw-amyﬂ%mibd]@lbnyl}acetamtde dihydrochloride,
2-{2-[4-(2- Ox0- 4H benzo[d] [ 1, 3] oxazin-1-yl)-pi peridin-1-yl]-acetam no}-benz
oic acid, [146]

1-{1-[ 2 [132 FN@- &W@hwrbxﬁe&ry ST ) Cpr%HymlzL[aqbinﬁahMyéﬁwﬂwxo ethyl] -

pi peri di n-4- dro enz 1, 3] oxazi.n ane 147]
6- Chl or o- 1- {%e%'@%?ﬁ" gioﬁ "6'12/ ‘Ff{'fﬂ"% W%ﬁqtﬁjﬂ'ﬂﬁdﬂﬂdfﬂ?hmbiane 1-yl) - 2- oxo- et
hyl] piperid in-4- yI} 1 4 di hydr o-benzo[d] [ 1, 3] oxazi n-2-one, [ 148]
1-{1-[2- ‘&36 Fl uor o- - 3, 4- di hydr o- 2H-qui nol i ne- 1- e/n% 2- 0xo0-et hyl ] -
pi peri diltR3- Hrd- IBIBHMWPO'PhﬂDﬂl S Medhvr-draxprati-berzeldiloxagine 1-yvF 149]
1-{1-[2-(6-F HBmat- mise’d qU|noI|ne1yI) 2- 0x0- et hyl ]
pi peridin-4-y blﬂ@l m T?IEEME dll%dﬁ‘%ﬂgﬂed?z_t)[ d] [ 1, 3] oxazi n- 2- one,
[134] N-(4-Diethylamino-phenyl)-2-[4-(8-methyl-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yl]-acetamide dihydrochloride,

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

[136] N-Benzo|1,3]dioxol-5-yl-2-[4-{2-0xo-4H-benzo[d][1,3loxazin-1-yl)- pipendln 1-
yl]-acetamide,

[1371 N-Benzo[1,3]dioxol-5-yl-2-[4-(6-methyl-2-ox0-4H-benzofd][1,3]oxazin-1-yl)-
piperidin-1-yl]-acetamide, |

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

[139] N-Benzo[1,3]dioxol-5-yl-2-[4-(8-methyl-2-oxo-4H-benzo[d][1, 3]oxazm 1-yl)-
piperidin- 1-yl]—acetamzde '
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[ 150] ; o
1-{1-[2-(6- Met hoxy-2, 2, 4-tri met hyl - 3, 4-di hydr o- 2H- qui nol i ne- 1-yl) 27 86% 2B
yl]- piperidin-4-yl}-1,4-dihydro-benzo[d][1, 3] oxazin-2-one; 34 2 7. SEP
2006, WO 03/084952 PCT/ EP03/ 03629 [ 151]

6- Chl or o- 1WPPIPHIVG - et hoxy- 2, 2, 4-tri net hyl - 3, 4- di hydr o PEREEIVEER% ne- 1-yl ) -
2- 0OXOo- I . i-€b.. _ p i e A X 3] oxazi n-2-one, [152]
1-{1-] Zq?%ml\/g-ﬁo%ng%ﬁaﬁ?ﬂ %?ﬁé%&?ﬁ%ﬁwgg%%%ﬁ&ﬁnol ine-1-yl}2-oxo-ethy
11 piperid i Reazeld)1.aloxazinrvipineriting laastamidp difydroghleridei n- 2- one, [ 153]
1-{1-[2-(6-Met hoxy-2, 2, 4-trinethyl -3, 4-di hydr o- 2H- qui nol i ne-1-yl ) - 2- oxo-eth
yl]- piperid in-4-yl}-6-nmethyl-1,4-di hydro-benzo[d][1, 3] oxazi n-2-one, [154]
N- (9- Hydi4Ky 25[4#(61&1‘69F9r2-®<0y4U-b2n¥01d1[231§7%62im=1t-y|)-pipﬂtﬁfnﬁt—w&ym-(d-l—l-

N (6F car bz Ol el BEClahlde kBT ™ 48 bensol a1 [ 1. 31 oxazi n- 1

yl)- pi perid in-1-yl]-acetamide, [156]

2 L4 (o108 Redel Aty OB 8908 Ol Hdehy 3 XA Bohaoftah BlokBkind. N~ 11 1N

-(4- ph ceta

N- (9- Et hyl - 9h)pipdidinet -yl}-agétamidd, 4- ( 2- oxo- 7-tri fl uor net hyl - 4H

benzo[d] [ 1, 3] oxazin-1-yl )-piperidin-1-yl]-acetam de, [158]

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

N (Oh Car bz oo G T aor o ko Aen bena A T 3 ez n- 1-y1)
car bazo), - 3- -2-14- - di f1 uor o- 2- oxo- enzo , 3] oxazi n-1-yl) -

pi perid in- 1yb'lpf9%'g&'§%b'68étar‘i%e®]

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

phenoxy

- nyl.) - tam de, 1 . .
D (o, TP Bk BN AT e RS bl Sloyea A WP g BN n- 1. y1 ] - - (-
thyl - 9 H capheasiy-pherli)-asé@inag, de, 35 2 7SEP 2006; WO 03/ 084952
PCT/ EPO3/ 03629
[145] 2-{2-[4-{2-Oxo-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1 -yl]-acétamino}-benzoic
acid,

[146] 1-{1-[2-(6-Fluoro-2-methyl-3,4-dihydro-2H-quinoline-1-yl}-2-oxo-ethyl]-
piperidin-4-yi}-1,4-dihydro-benzo[d][1,3)oxazin-2-one,

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

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

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

{150} 1-{1-[2-(6-Methoxy-2,2 4-trimethyl-3,4-dihydro-2H-quinoline-1-yl)-2-oxo-ethyl]-
piperidin-4-yf}-1 ,4-dihyd ro-benzo[d][1,3]oxazin-2-one;
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[162] ,
2- [ 4- (4- Met hyl - 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n- 1-yl ) - pi peri di n- 1-yI ] 213 $6P 3008
9H fluoren-3-yi)-acetam de, [163]

2-[ 4- (6-Chl or 0- 2- 0x0- 4H-benzo[ d] [ 1, 3] oxazi n-1-yl)-piperidin-1-yl]-N(3-

di net hyl anW@J3{§#esy| ) - acetami de. In a further aspect tRETIHEPO¥A i nvention

al so pr . 5. I ved

B o o 5B GBI f2-(Bcltey B £RH AL 4 i RREEARMARRS RRL Yo

gi ven above, oxecthy-pipendin-diileh4-sathydeabenzofd)[1coxazimB-onk, general fornul a
(rr), it HRO-" \RIl (Il) wherein RIO and-R' have the neani ng given
above, is reacted with at | east one conpound of general formula (Il11), O

E Q G 1521 M{1viRd6-Methaxyka g, 4tﬂnmemmmhmmml-lqmum-Fyr)fepm@ffhw;.hlhal ogen,
roxy or a ese oge refera chl orine,
i% a sﬁi t abl @'p%gggﬁ xlﬁ%nﬁgﬁxﬁqa;ﬁyde(ﬁ[’ ‘éiﬁe@g gf "?ft | east )c/)ne base

and/ or at Ieast one auxili ary agent and reacting the so obtained conpound

11 (1SSl e MR A A oy E o B hpoeineet Hrecevedhvng, wi th

at | east one papendm-4-yi}-6-methyl 1,4-dihydro-benzo[d]{1,3]oxazin-2-one,

[154] N-(9-Hydroxy-9H-fluoren-3-yl)-2-[4-(2-0oxo-7-trifluormethyl-4H-
benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl}-acetamide,

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

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

[167] N-(9-Ethyi-9H-carbazol-3-yl)-2-[4-(2-0x0-7-trifluormethyl-4H-
benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl}-acetamide,

[158] 2-4-(6,7-Difluoro-2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yi}-N-{9-
hydroxy-9H-fluoren-3-yl)-acetamide,

[159] N-(9H-carbazol-3-yl)-2-[4-(6,7-difluoro-2-ox0-4H-benzo[d][1,3]oxazin-1 -yl)-
piperidin-1-yl}-acetamide, ‘

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

[161] 2-4-(6,7-Difluoro-2-oxo-4H-benzo[d][1,3]Joxazin-1-yl)-piperidin-1-yf]-N- (9 ethyl-
9H—carbazol-3-y|) -acetamide,
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pi peri din conpound of general formula (V) and/or a salt, prefera,blzi/_4 200815
hydrochl oride, thereof, RLRS 2 O 3 N-- O R4 RO R6 Ra N R7 ¢H phA 2008:=%
wherein RL to RO have the neaning as definded above, in a suitable reaction

medi um optional Isy in the presence of at |east one base and/or at |east one
auxi | i ary Wag&p92according to the invention, the procedSTHBIBGERY

P2006
w0 03/ 0 @‘?izgic‘%‘%pos/ oo 0 SRUATR S AP ABIRTte o 27 SEE2

AR (11) (1flygreps3cy i)-ﬂgetawdeR RS R2

[163] 2-[4-(6-Chloro-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yi]-N-(3-
dimethylamino-phenyl)-acetamide.

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

formula (H),

H

R10/N\R11
an

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

1.

F A

compound of general formula ([11),

(i

wherein A has the meaning given above, F represents halogen, hydroxy or an O-acyl
group and G represents halogen, preferably chlorine, in a suitable reaction medium
and in the presence of at least one base and/or at least one auxiliary agent, and
reacting the so obtained compound of general (IV)
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z/ O R/l OOR3 4 N-~-O RORRNONG4 RO R RORS RR8 NR7 e
RHR7 AYNN Ril O(1V) (V) (1) wherein RL to R and A have the Rééﬁﬁﬁ@mﬁsw
gi ven above. Suitable reaction nmedia are e.g. organic solvents, such as
ethers, preferably diethyl ether, dioxane, tetrahydrofurane, dinethyl

gl ycol et hWP03/8549| cohol s, e.g. nethanol; ethanol, proFamEP3/B&9pr opanol ,
but anol, isobutanol, tert-butanol, or hydrocarbons, preferably benzene,

t ol uene, xyl ene, hexane, cycl ohexane,gpetrol eumether, or hal ogenated

hydr ocar bons, e.g. dichl oronethane, tfjchl oronethane, tetrachloronethane,

- di chl oroethyl ene, trichloroetg®l ene, Jghl orohenzene or/and other solvents,
preferably ethyl acetate, triet nes,pyT1 di ne, dinethyl sul f oxi de,

di ent hyl f or mam de, hexanet hyl phosphor ani e, acetonitril, acetone or
nitronethane, are included. M xtures based one or nore of the afore
mentioned solvents may also be uibd 38 - ' 27 S EP 20116, WO 03/084952
PCT/ EP03103629 Bases that may be used in the processes according to the
present invention are generally orgmnjc or inorganic bases, preferably

al kali metal hydroxides, e.g. sodium

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

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

R! R®
R2
0
R? N/J\o
R4
R® R®
i
R N R7
H

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

agent.

According to the invention, the process may be illustrated as an example by the
foliowing reaction scheme 1:
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hydr oxyde or potassi um hydroxyde, or obtai ned from ot her netals.sg&h ﬁg_ B
barium hydroxyde or different carbonates, preferably potassiumc b% ag@,“ﬂ“
sodi um carbonate, cal cium carbonate, or al koxi des, e.g. sodi um net hoxi de,
pot assi um net hoxi de, sodi um et hoxi de, potassi um net hoxi de, potassi um

et hoxi de oWOM#HEEI um tert-butoxide, or organic am nes PCEEEIERED] v
triethyl ggdise 1di | sopropyet hyl am ne or heterocycles, e.g.

1, 4-di azabi cycl o[ 2. 2. 2] octane, 1, 8-diazabicyclo[5.4.0]undec-7-ene
pyridi ne, diam no pyridine, dinethylam nopyridine, nethylpiperidine or

nor pholine. Alkali netals such as sodi um or ist hydrbdes, e.g. sodium-
hydri de, nmay gl so be use M xtures based one or norg of the afore

ment i oned bas?s may al so jpe used. The above ?Pationed bases(gay be used for
the process a$ auxiljary [pgents, hen approprt ate, suitabl e auxiliary
agents foqm;h@be e ne ned actions are, foMN exanpPe, dehydrating
agents | Rké carb&dii nFdes, eAQ. diisopropylcarbodﬂinide,

cycl ohexyl car bodi i m de or N—(3-dinethylaninopropyF#jN'-ethylcarbodiinide
hydr ochl ori de, or carbonylic conpounds, e.g. carbonyl diim dazol or
conpounds |i#B isobutyl chilbrof orniate or methansul f8¥Yl chioride, among
others. These reagents are generally used in anmbunts fromO0.5 to 5 nol
versus | mol of the corresponding reactands. These bases, are generally
used in anobunts from0.05 to 10 nmol versus 1 nmol of thdicorfe
react ands. During sone of the sympthetRE reactions gescribed or while

preparing the conpounds of,geneftal formlas (1), (I 6! V) and
(V), the protection of sen8ij vesgroups _or of reagent . ecessary
and/ or desirableg This can be [p dQ)y usi ng GComnv ) /E&gtecti ve
groups like thos@ described i literjature [Profecti vk bups ™ n
Organi c m Sﬂ&fd' . BN HeOm N/Pl%q)um Press, ; T.W G.eene &
P. G M Wit's Py otett ve- & oups i RO gahi ¢ CheMstTy,” JohRE\ & B3ns,
1991. Said Iiﬁer atur® descri ption is herebygincorporated b rence as
part of the iscl osure. The prdt t ups may al so nated as

skilled in the Rrt. RBEP 2006x

R0
N R’ l /
A N

conveni ent byRneans well-known to |t hos
WO 03/ 084952 PCTI EPO3/ 03629 RS

R11

(iv) V) (1)

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

Suifable reaction media are e.g. organic solvents, such as ethers, preferably diethyl
ether, dioxane, tetrahydrofurane, dimethy! glycol ether, or alcohols, e.g. methanol,
ethanol, propanol, isopropanol, butanol, isobutanoi, tert-butanol, or'hydrocarbons,
preferably benzene, toluene, xylene, hexane, cyclohexane, petroleum ether, or
halogenated hydrocarbons, e.g. dichloromethane, trichloromethane,
tetrachioromethane, dichloroethylene, trichloroethylene, chlorobenzene or/and other
solvents, preferably ethyl acetate, triethylamine, pyridine, dimethylsulfoxide,
diemthylformamide, hexamethylphosphoramide, acetonitril, acetone or nitromethane,
are included. Mixtures based one or more of the afore mentioned solvents may also
be used.
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The conpounds of general fornulas (I1), (Il11), (IV) and (V) are ei,t
comrer(r:r})al |y avaigl abl e or can be produced according to nethods krzci/]\glé{:gms‘*”‘-:--‘
those skilled in the art. The reaction of conpounds of general formnulas

(1v) and (g} to yield benzoxazi none derived conpounds of general fornula

(1) may al ¥@ BE8¥Ecilitated by conventional i nethods KGWHPIYEPhose

ski 120 Bsédhaniiby bIU8ed YIRL proAdeD BEEANIAG OB DrEQMANBTorPEro0cner 2

formula (V), wherein RS represents H, are preferably synthesized from
subst i t UGRRETAIM SrEANIC 1T hosganic lases, prefirrably slialimejaldwdrxidgsae ghsodium

| ' a A - By
Feduot | v ROy Holdesh R n 50 el of Al oM SRERpiofs sudfls Wi
pi peri di ydiexysieyoridifisrentcachanetes, preferably potassium mr@mmeﬂmamcoh% . The
b : s : o o i ) 5
Den20XaL 38|y el PUNGNERA 5 BB b ERIRTBRAR0En e |
aci di ¢ nméthoxidec sediimethaxideh potassinodmethoside bpatassium ditHdxidenar pntaaliuém j . Med.
Ch 1 . . b N - . , ,
2146 wii k- S M ohic ShBes HreRaby Flaaniod: aREbravaf§alinder": e
di scl osuhaterddycles,axg.i hg-dmzaﬁﬁycls[alﬁﬂi da(?rmlj ?diazabm ' Im(ﬁllé.oqlnmeof Jnei'nl (GID{/)

I I . L t.h 3. ogenat ed am de. of .genera or a

bens oxa R RHE: apiifS pVidide BB GRERR SRR, MBSl RE oGP heo oy
reduct i oflkali metals sucir 25 poiiih 0y ist idiides, @igascedimidigtiids) ahay@sd odsissown t o
t hose reduction with sodi um borohydride (see

skilled in the art, e.g b
schene Z&’Wﬁﬁgase%?n%fﬂ?feﬁ%%ﬁéﬁ H}ﬁ‘i‘go PES A %%H]ﬁélsﬁ - gener al
formula (1), wherein R5 represents an unbranched or branched, saturated or
unsaturated, optionally at |eas nonQ- substituted aljphatic radical or a
sat ur at Zth%?b%%ﬂ?@fﬂgﬁé&?s%magﬁpgwsfgg?riH@Qg@@ﬁﬁ%@A*ﬁﬁy@ggg’{%h@ optional l'y
at | eastappreprivaé.coMai SiNadte AUARrBHNRS fT MY AbdvietHentoned PeadiiBRaki« I adi cal
(denot e [ e obtajned. 40 27SEP 2006 WD 03/084952

e R SToP B Ay aing koSl iRe eaedliEes i grdiisoptopyiearbodimids,
cyclohexylcarbodiimide or N-(3-dimethylaminopropyl)-N'-ethylcarbodiimide
hydrochloride, or carbonylic compounds, e.g. carbonyldiimidazol or compounds like
isobutylchloroformiate or methansulfonyl chloride, among others. These reagents are
generally used in amounts from 0.5 to 5 mol versus 1 mol of the corresponding
reactands. These bases are generally used in amounts from 0.05 to 10 mol versus 1
mol of the corresponding reactands.

During some of the synthetic reactions described or white preparing the compounds
of general formulas (1), (II), (1), {IV) and (V), the protection of sensitive groups or of
reagents may be necessary and/or desirable. This can be performed by using
conventional protective groups like those described in the literature [Protective
groups in Organic Chemistry, ed. J. F.W. McOmie, Plenum Press, 1973; T.W.
Greené & P.G.M.Wuts, Protective Groups in Organic Chemistry, John Wiley & sons,
1991. Said literature description is hereby incorporated by reference as part of the
disclosure. The protective groups may also be eliminated as convenient by means
well-known to those skilled in the art,
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ORLIAAIHHRR I OHx XR R21 \ OH RNH2 THE R3 NH2 R3 NH R Tol ge{ngégl .
AcOH NaCNBH3 R4 Re nethod A (R5=H) AcOH Rs -il RS NR7 R 0 Blo BB =
NaBH4 R3 NH2 MeO H R4 Tri phosgene Dil sopropylethylam ne nethod B (RS=2)
THERRRS RRLRS R RS R R \ O0\ 00 RRNOR-NA 32/ 310 RRI N~
HCI R | N WORJORSD i sopropyl - Ry Re MeOH Rg _, kRe R e RTYEPO39H6He RO RO~

Rtt\Re NrtEEcdsiﬁbolﬁiasl‘éfBZnéi&l GIa fuiﬁ(ﬁ%nd@l)(érb eﬁt}«(éraiﬁnemmgunds of

general formula ( are comrercially avail prodiuced

accor di r@vat"ab@cqﬁéﬁev)bp AREuced AepRTNGP m@hmﬂ@omdmhqsg &Iqﬂl@gen theated in
the art.THSpaftibRbf dbrﬁﬁlﬁ:nﬂ@%Pﬁ&?ér&ﬁoﬁﬁuﬁBﬁQV?’am (B85 Glef] bdfom dﬁorié 1) is

reacted wwth chloroacetyl de or espective conpoun gener al
f or nul a qeriveyt qomnoreds pfrgeseral forptulail) mey alsoder faeititatastbyeaniventionsl ef er abl y

di-chl or afBoAl el 191nB3e SkilePnThgLAP! ¥ t11 ethyl am ne and/ or
di i sopropyl et hyPam ne

The substituted benzoxazinone compounds of general formula (V), wherein RS
represents H, are preferably synthesized from substituted anthranilic acid or a
corresponding ester via the corresponding substituted benzylaicohol (see scheme 2,
method A). By reductive amination with 1-Boc-(tert.-Butylcarbonyloxy) the Boc-
piperidin-moiety is introduced into the substituted benzylalcohol. The benzoxazinone-
ring is formed by cyclisation with triphosgene. The elimination of the Boc-protecting

| groiip is carried out by treatment in acidic media according to the method described
in Williams et al., J. Med. Chem. 1995 38, 4634 and later by Bell et al., J. Med.
Chem., 1998, 41, 2146 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 halogenated amide of general formula (IV) benzoxazinone derived
compounds of general formula (1) are obtained.
By reduction of the corresponding ketones via conventional methods known to those
skilled in the ar, e.g. by reduction with sodium borohydride (see scheme 2, method
B, R5=Z) benzoxazinone derived compounds of general formula (1), wherein R®
represents an unbranched or branched, saturated or unsaturated, optionally at least
mono-substituted aliphatic radical or a saturated or unsaturated, optionally at least
mono-substituted, optionally at least one heteroatom as ring member containing
cycloaliphatic radical {denoted by Z in method B) can be obtained.

40




2 7 SEP 2006, WO 03/084952 PCT/ EP03/ 03629 The present invention al;’ng'PfZUﬂB
provi des for novel internedi ates, nanely the follow ng conpounds b
general formula (V): [1]
6-I\/bthy|-|-(pipe(din y
7- Met hyl - IWOER/BHPIZdI
8- Met hyl gchefriei per i di
5- Chl oro- 1- (pi peri di
6- Chl or o- 1- ( pi peri di
8- Chl or o- 1- ( pi peri di

-1, 4- di hydr o- 2H 3, 1- benzoxazi n- 2-one, [2]
i hydro-2H 3, 1- benzoxazIPﬁil"li_l'll”tﬂfﬂ@ﬁ29 [ 3]
li hydr o- 2H 3, 1- benzoxazi n- 2-one, [4]
i hydr o-2H 3, 1- benzoxazi n- 2-one, [5]
i hydr o-2H 3, 1- benzoxazi n- 2- one, [ 6]
i hydro-2H 3, 1- benzoxazi n- 2-one, [7]

N N’ N N’ N N’
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333?333
"*-b-b-h-l}-b-b-h
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<< =SSE====C

6- Fl uor o- ridin-4- - hydr @ , 1- benzovaRh- [ 8]

7-Fl uoro L pepk di n: 4- yI B dre 3, 1- benzd®a [ 9]

5- Met hoxy; i per i_dths 4 |% di hydr o-*H 3, 1-benzox [10]
6- Met hox 1 I(pi'per i dirn- 4- yRY- T 4 hydiragedt 3, 1- benAdxaj [ 11]
5- Hydrox pi peri di n- 4 yl )R, 4-di hycﬁ@@ﬁaﬁH3 1- benzox& QB-one [12]
6- Hydrox épp Ep)erl di n-4-yl)-1, 4-di hydro-2H 3, 1- benzoRe 2-one, [13]
8- Hyd roxy -(piperid |n4yI) 1,4-d ihydro-2H3, 1 Ben&oﬁazm 2- one,

[14] 6,7-Di ﬁ ugjr o- I - pi peridin-4-yl -1, 4-di hydr o- benzo[d] [ 1, Bgfoxam n- 2- one
and [15f ' 5 diNeBH4- y| - 7-tr|i 1 uor omet hyl - 1, 4- di hydr o- benzo[ d] [ 1, 3]
oxazi n- 2 Pl Ty tntormof their salts. 42 2 SEP 20061 WO

03/ 084953 P /IgggBI 03629 In a further aspect the present| tighvgéei on al so
provi des ““? gess for the preparation of salts of benzd¥umeersevemideri ved
corrpoundrg éeﬁbral formula (1), wherein at |east one cglr:rpound of general
formula (1) having at | east one basic group is reacted With an inorganic
or organic acid, preferably in the presence of a suitable reaction nedium
Suitabl e reactigh gedia are the ones ghNE;EB above. Suit apl esi norgani c aci ds

are for exa rochl oric acid, pobtom c aC|d,Rz hsphoric acid,
sul furic acid, i t/&c aci_ d- ,sw tabl gaic aci ds ar . gi citric acid,
mal ei ¢ aci d,rR? acid; r ari g3 0 _HOl R N0
R* R® Dusopropyl R “MeOH R R®
r? ethylamine Hal R9 R?
1w REONTR RENTRY RENTR?
R ~N A }!' é
R1O/ T oc
O V)

The compounds of general formula (IV) are commercially available or may be
produced according to scheme | by conventional methods known to those skilled in
the art. Essentially the respective compound of general formula () is reacted with
chloroacetyl chloride or the respective compound of general formula (lll) in the
presence of an organic reaction medium, preferably dichloromethane and a base, .
preferably triethylamine and/or diisopropylethylamine.

41




acid, or derivatives thereof, such as p-toluenesul fonic acid, o B 200R: <
nmet hanesul fonic acid or canphersulfonic acid. In yet a further'aggeéﬁ'gwg“ﬁ*
present invention also provides a process for the preparation of salts of
benzoxazi none-derived conpounds of general formula (1), wherein at |east
one conpouW@ U&P848neral forrmula (1) having at | east onePEEEEIDIG2Yr oup i s
react ed ¢ ] i : Iy nce of a
sui t abl eméegrgtg ?@r:ﬁ‘r’n%rglﬁ&%l%lbﬁg‘%ﬁgp @g‘zeg%"‘g{@é"g&gg 'ﬁaﬁaér%ihréﬁce’igﬁﬁ rbonates or
al koxi degempgvngls of generatfoymilad¥):e cations, derived e.g. fromal kaline
metals, alkaline wearth metals or organic cations, e.g. [NHhR4Z, wherein-n
is 0, 1, 2, 3 or 4 and R represents a branched or unbranched

Cl4- al kyl1} r &dMetilyl-1Spipeddia<l-yipt ddimaind-2HHY, dibahesxazit-2-bhe,

Benzoxazi none-derived conpounds of general forrmula (1) may al so be
obt ai ned by standard procedures known to those skilled in the art. ~ |If

t he Benz@kazZi-Methyl-didpiperdinaioyiptdntisyded-2de3) ¢bahzbxaizd-ané, ) are obtained in
formof a m xture of stereoisoners, particularly enantiomers or

di astereonmers, said mxtures may be separated by standard procedures known
t o t hose3pkig-Methyi-n-(piperidinid-yl)-£4inyeiis-2REs, 9beppdiazint2bheds or
crystallization with chiral reagents. The purification and isolation of the
Benzoxazi none-derived conpounds of general F fornmula (1) or a

corr espojafli rICHlbRI-epipentin-4-@%1,3ikydrePH®h Yahfox2rPRehé Vel y, if required,
may be carried out by conventional nmethods known to those skilled in the
art, e.g. chromatographic nethods or recrystallization. 43 27 SEP200E WO
03/084958) PEIEHBRA 43p3AuiR 10y PrAZI AR DANS 1 B8htypsiroRBROUNds of gener al
formula (1), their stereoisoners or the respective salts or solvates are

t oxi col ogi cally acceptable and are therefore suitable as pharnmaceuti cal

act ve SBPS'eR0RIBR-1 RpipbiifinALAPAAHinyAR-OH-STRGERANERI ond 1€ PT esen
invention therefore also provides tor a medi canent conprising at |east one
benzoxazi none-derived conmpound of general formula (1), optionally in form

of  one [of igliusiol Gaharivs) PA-BGERREN 2NBBNAHERS-Ge, I ast er eomers, i ts

racemat e or
[8] 7-Fluoro-1-(piperidin-4-yt)-1,4-dihydro-2H-3, 1-benzoxazin-2-one,
[91 5-Methoxy-1-(piperidin-4-yl)-1,4-dihydro-2H-3,1-benzoxazin-2-one,
[10] 6-Methoxy-1-(piperidin-4-yl)-1,4-dihydro-2H-3,1-benzoxazin-2-one,
[11] S-Hydroxy-1-{piperidin-4-yl)-1,4-dihydro-2H-3,1-benzoxazin-2-one,
[12] 6-Hydroxy-1-(piperidin-4-yl)-1,4-dihydro-2H-3,1-benzoxazin-2-one,
[13] 8-Hydroxy-1-(piperidin-4-yl)-1,4-dihydro-2H-3,1-benzoxazin-2-one,
[14]) 6,7-Difluoro-1-piperidin-4-yl-1,4-dihydro-benzo[d][1,3]oxazin-2-one and
[15] 1-Piperidin-4-yl-7-trifluoromethyl-1,4-dihydro-benzol[d][1,3] oxazin-2-one,

optionally in form of their saits.
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formof a mxture of at least two of its stereoisonmers, preferabl O AANR
enantioners or diastereoners, in any mxing ratio, or a physiol oéi‘?cﬁfir);ma”’“
acceptabl e salt thereof, or a solvate, respectively, and optionally one or
nor e phar maceutical ly accept able adjuvants. Furthernore, the present

i nventi on XPLY84Bvi des for a pharmaceutical conpositi o€ T $2i ng at

| east onga damnﬁmemhepewenvmemmmpkowﬁegar]ﬁé@lssff@rrmuIpae;(alrénon
optional ly |nmrormof one‘ge |ts st er egl soners, lcEre erably enantiogners or

di ast er Jrmaltsof benzoxazingnerderiyedicampgrnds,9f aengral lanl), shereln atleasto of it s

st er eoi sgHEEddpduid dNYemensi fe@mﬁ:atu)mavmg aRicABY bR §RlubYs ARZeRRIVMN e salt
thereof, or a solvate, respectively nd optionally one or nore

phar mac it Nerganie o5 eEaaNiGagid. H@f%%lﬂ%t“sthe ,pres\mp%ﬁf 9 suitahle (ractionr nul ated into
a medi cafg#lm, BuRoks Ao hfed@s'ﬂeqaasﬁés §ivers Hbdval sgi éélﬂé 'ﬁd?i'{'@%w@t i on of

neuropeptide Y receptors, preferably of neuropepti receptor,

for the 3edenexampie '@de@'tb‘éﬂq ﬁ%d’wmmmﬁra@%phﬁgmﬂ@ﬁqdhéu' igeid axi s
and/ or trﬁﬁ'”%ta'&fﬁnwaéfoledt%rggﬁi@%fcﬁis‘gre fe%o‘é:tﬁé‘&‘?& 34/19@.0 achl, ‘?Grﬁéﬁ@éc%fd qg.%értct Y,

anorexi a or Ima axis and/or treatnent o i sorders of
t he per |%mﬁemmtimmem:w asl g-mllw@esulfmhlqamd aaethagésulfenicagid gy st em

di abet escian?ﬂﬁetgdlfﬁhlé cﬁpl | epsy, anxiety, depression, cognitive disorders,
pref erab menory glsorders cardi ovascul ar diseases, pai n, hypertensive

syndrom inflammatory di seases or inmune di seases. The present invention

21150 r OHieg e LR R bedl AR S5 pRERREIIRIABLEE G | vod Compound

of general er eoi soners,
prefer amrgparatmrt ofsalts of benzd:xa:smeme}demesi conmunds:efr@ermrairfonmmlé ¢gym of a

m xture tere rabl enatiorrers or
di aster e\@{ %b alt Fe%#%’fwe\y,\gqﬂqé?wé’sq gengra Irmg p(ﬁﬁ‘\g 58 '%afﬁt oG E:pt abl e salt
t her eof grouap B remttmawah ofé o nﬁ:r&EEitéiﬂ@BasesVﬁeﬁ&éﬂ@Wﬂ% ;RﬁgézﬁBQﬁ{aO3629 f
respectlv or, t regul ation o
neur opept ﬁ%’e r e?aqngg rgué'ﬂ%‘reeg%ﬁﬁs)?r%ie gnbeﬁB’ﬂaﬁﬁ G ages(?{iPYS) receptor,
for the alienidesf whith @cludecitabledtibhs) derivasded. g/ fedth aialihe titdals) Atk axi s
and/ or tf (la't%trfrﬁa [ o?forgdaln?coéaq%rng é) E} {N?—Pﬂ“,] whereinnis0,1,2,3o0r4and R

represents a branched or unbranched C,4-alkyl-radical.

Soivates, preferably hydrates, of the Benzoxazinone-derived compounds of general
formula (I) may also be obtained by standard procedures known to those skilled in
the art.

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

The purification and isolation of the Benzoxazinone-derived compounds of general
formula (1) or a corresponding stereoisomer, or salt, or solvate respectively, if
required, may be carried out by conventional methods known to those skilled in the
art, e.g. chromatographic methods or recrystallization.
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i ngestion, preferably obesity, anorexia or bulima, for the prophylaxis .
and/or treatnent of disorders of the peripheral nervous system' élS%Eﬂ@W@‘ﬁ’
of the central nervous system diabetes, arthritis, epilepsy, anxiety,
depression, cognitive disorders, preferably nenory disorders,

car di ovascPRPBeases, pain, hypertensive syndrom i PCTEREBEPY di seases

or | m%e@é@amon%rmdloemnhdm&@m 'forﬁriﬂl!é (IP&K@lﬁétéFe%Ebﬁief@ér the
application to humans and/or animals and can produced by standard

pr ocedurtdd respacliversaite R selvales are tpxjcqlogically ameptanlféae%ﬁfﬁ)%\pf B of the
medi Ca”%@ﬁtaﬁ@ésE:gébfné’@éﬁﬁ%i'd&ﬂvé’éhﬁé%cé@?ﬁr‘ih@fnrep@?éﬂoﬂ'o‘fHéHida?rfé ntsl N€

medi canent of t present invention nmay e be adm nistered parentally in
conbi nation with conventional injectable liquid carriers, such as water or

Sui t abl rpg r&%&hﬁ?hﬁlen&s}{‘tﬁ%%fbférﬁ% gﬁb@ﬁi%‘f&t& h&&’ikaﬁ@h%ﬁr@ Jgﬂét léd%lt eCt ' on,
such as st Izing agents ubi 1z ng agent

i ncl ude@neme@mzimedeabeécompnqumis«bftgeoaal fmiae{lheutlwmﬂnmbnmy be

o) ect e brl i ETHAGHLINGL, plefrbBDTLARARGL of dipsfied N ERRRRI ol ) Cament s
according to resent’ on na o BE o at & o orally

adni ni stiorabbia lmdqu'esqu wast Mmmfansratergouemaemc preferablylenantivroeisal | y

conpat | e Lo QU] ese

composi 1t BRnbls:katl miRLAE e phFci el Bbror b el BEReTAEG agent s
fillers,solvalg, remat&gelyaraddaxpuemughdre orwedré iphgrmeapentisally Heeeptabiposi t i ons may
t ake any convenl ent form such as tablets, pellets, capsules, |ozenges,

aqueous ag ‘isy sol utions, suspensions, errul sions, or dry powdered form
suitable for reconstitution with water or other suitable liquid nmedium

bef ore for di at or controlled r se. 45 2 EP 2006 WO
031 08 4983 PERER P RRSAT FEn Ty PaPIHeS 101 e TGIeCS U PRIy al 5o
contain c@ﬁfphélhg abltdst orveBeridofbzicne-geReH @BRIpdund baysrdraorrigggr vat i ves,
and emJIs ent.s gg[} uequs llql?!?ﬁ!(i os|tions for oral
adm ni stqp g’hg’ymeﬂfé’{ie ?6%5%9'%&%3 § %‘?Y]P BNMYP& 0i |s.  Such liquid
CONMposi tdlme@mrsbﬂs FaURYIRIl 8PN Ry BER RbULRL TGt idasivib of iBfidtbbiBomaRRsul es
in any mixing ratio, or a physiologically acceptable salt thereof, or a solvate,
respectively, and optionally one or more pharmaceutically acceptable adjuvants,
which is not yet formulated into a medicament.

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

The present invention also provides for the use of at least one benzoxazinone-
derived compound of general formula (1), optionally in form of one of its
sterecisomers, preferab!y enantiomers or diastereomers, its racemate or in form of a
mixture of at least two of its stereoisomers, preferably enantiomers or diastereomers,
in any mixing ratio, or a physiologically acceptable salt thereof, or a solvate,
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Iin a unit dosage anount. The conpositions of the present inventipg - %
be adm nistered topically or via a suppository. The above nentio dSEP 200615
conpositions include preferably 1 to 60 % by wei ght of one or nore of the
benzoxazi none-deri ved conmpound of general formula (1), optionally in form
of one of WP&/¥2eoi somers, preferably enantioners or ECHEPEOEBRers, its

racemat %ﬁectﬁ?lﬁ Cfémmefm@urtaomnelrcﬂ aqf\eclﬂf:ad]emsér thé@tlag).ﬂatlc)}nfof?ﬁﬂfo@e?mr s in
any m xi rati o ysi ol ogi c ac er.eof , or

20T vat oY fespiats PRIFbh A Pl Restis g SNGY S ERomor oo HseaHRIoRYt ot o

phar mac estid mgbstivhhpefsaably foﬂih@ pFEHHylaxBARAAs tlefmént bR BRsordls arroaal s may vary
depending on factors that have their basis in the respective s#‘gm es or

ot her f &gestian, %ﬁ@ﬁb&so%&f&f Jreia Ob bulifaa, BEtherOphYIRRS aniAEiadiMeRt t h. The
dai | y_do5aRerde of HEBBADEA! AdtvARNGRfert, iBrderSiot Iretfal ferv@0 m || Lgr am of

substace to be adm ni stered during ‘one or several intakes. 46 2 7 SEP 2006;
WO 03/ 08¥stsm, p@bﬁasogﬂlwﬂszgplhway.mtﬂtbgileawssnmmwelcgsorm'ar opeptide Y5

Recept or, Q'Eﬁ;e%ﬂ |l ows the
met hod lgréfkjé@&@g&%ﬁﬂd@?@egég%@%v%éﬁ ﬁé@@&ﬁ%ﬁ#ﬁ nni mhr n& Vezzani :
Aut oradmf@mpatoor digeasgs gaimmunetlisensessi ndi ng Properties of [1251][Leu3'
Pro34] Peptide YY and [1251] Peptide YY3-36 to Neuropeptide Y Receptor

Subtypes in Rat Forebrain, The Journal of Neurochem stry, 1999, 72,
1663- 167be médicamentd nhey bbin anydomeuikab&ifobWeraﬁpdicmimﬁodmans aodfor of the

di scl os r by

decapt t ATts 4l el BE PGS RY StarlB B ptee b B S Shed e

di ssect ad. Thbmgaosiﬁcm oftthe insedbeanient mexy vany depethdingoordihieironte afn t he buffer:
120 mvi t mMMKCl, 2.2 nM CaCl2, 1.2 nM KH2PO4, 1.2 nM MgS™, 25 nmM
NaHCQ3, W'W 'é’lnucose pH 7.4, by means of a Utra- Turrax honogeni zer for
15 seconds at 13,500 rpm The ratlo bet ween fresh tissue

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

Medicaments according to the present invention may also be formulafed into orally
administrable compositions containing one or more physiologically compatible
carriers or excipients, in solid or liquid form. These compositions may contain
conventional ingredients such as binding agents, fillers, lubricants, and acceptabie
wetting agents. The compositions may take any convenient form, such as tablets,
pellets, capsules, lozenges, aqgueous or oily solutions, suspensions, emulsions, or dry
powdered form suitabie for reconstitution with water or other suitable liquid medium
before use, for immediate or controlled release.
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wei ght and buffer volume is of twenty tines. The nenbrane is centrifuged
for 10 min at 48,000 g. The supernatant is discarded and the pel R SER 2006 =%
washed, resuspended and recentrifuged three nore tines. The final nenbrane
resuspension is performed in the buffer: 120 MM NaC, 4.7 mMMKCl, 2.2 nM
CaCl2, 1.2WMQWRPBOL, 1.2 mM MySO4, 25 nM NaHCCB, 5.5 POTEPIREE8, 0.1 %

BSA, 0. O%fe liquid braiforms igthdmidistratioramai Qlsolcoptairaéertzivbdditiesdsuchasue. The
radi ol i gand used j s %251L-PYY3.36 t the, concentration of 28 pM
Incubati%‘ﬁe‘?iﬁﬂﬂﬁ'e’l.""_vg (Rr .se/&"aitlvﬁﬁ/l%@rﬁﬁ‘ﬂﬁfyéﬁg?ﬂ?”&?- BRIUeRIS BN added to
t he i ncuéshpauitiohs dorbiral AUrihREtIAIPMSH hlsbVeFofmMaSRHOCoNEining eI bAON 1S
performe U&tBIIi25 C for (120 m nutes anhd ended bylp%%fild filtration in a

Har vest e wiieampesitions gy bm convsaiently gacapst B €4-, gelatimeapsyleschl ei cher
& Schuel jn Amitdfage Brungat ed with a 0.5% pol yet hyl eni mi ne sol ution. The
filters are cold-washed three tines wwth two mlliliters of the sane
buffer used in honogeni zation. The filters are transferred to vials and 5

M of ECPss béthodditdne W theSSre Db dt!ihidnk: f%'ﬁstn?ﬂ <Rold : vial. The
vials are amaec'it dtngwrfg]acﬁeg%ﬁetéﬂc‘i‘%tng@gp%g or 6{4 ?%ﬁhourgq%%(foaé'y gﬁg%t?nti ng in
a \al | acsuNpesi¥t ral 1414 scintillation counter. Non-specific binding is
determned in the presence of 1 pMof pNPY (Neuropeptide Y of porcine

origin). The assays are performed in triplicate. 47 2 7SEP 2006, WO
03/ 08495bheraiyveroaitioped soivipositiony intiudd peferablydde Gis%dy weightsafiona oe

Bl comqn SR e BofAnghE BVEY Glpdchnbiel SfnerdiBfinuB i Pl o "
Bi ol ogi clarm©fene of its/sterbaBome2s, pref2GdhbermBdMers dridiastieiebimeed iitens. Sai d
literat Cli.Dt | S rewith incorporated by reference.and forns part
of the. RCelBREGRIorhSmBEIE S hllepdl 18P BRI S haorters 7 S Siftbcept or . The
cel | s wenatio gorayhysiolugivalip becefralsle ealt thereof caresdivaia srebpedivelycart 40 ohes and
t hey wer - ing a .rubber scr r_an O mM PBS. The cells from
five dis e%’%&%’bﬁ%ﬁﬁ%? Opfigfe P?'@HP??ePﬁgagde%F g for 5 min (40 . The
pel l et was washed by resuspending in 3 m buffer (Tris-HCl 10 mM pH 7.4),
honogeni "Fr?eddé@'d%gag?e E)? Lrenranss aplg ré?l e.enls ﬁa%& ’varlyodepending on factors that have

their basis in the respective species or other factors, such as age, weight or degree

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

500 milligram of substace to be administered during one or several intakes.
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strokes at 600 rpm and centrifuged 48.000 g for 20 min (4C). The pellet was
resuspended in 8 nl nmenmbrane buffer (Tris-HC 25 M Nad 120 nM 2RCPES 290Ry =
KH2PO4 1,2 nM CaCl2 2,5 MM MgSO4 1,2 mM BSA 0,15 ng/m, Bacitracine 0,5
ng/m, pH 7,4) and rehormgenl zed using the Potter S, 10 strokes at 600 rpm
The prot eWQ 08388nt ration in the incubati on was 40 pg/ MCT/EPH3624di ol i gand

was [ 129Harhaéoldgi€al Méthods: 2 total incubation volunme of 200 pi. Foll ow ng
i ncubation at 25C for 2 h, the reaction was stopped by addition of 5 m

ice-cold buffer (Tris-HC 25 nM Nad 120 mv KCI 5 mM KH2PO4 1,2 mM

Cad 2 Zﬂ'é,m{r, eplROFs Recepbdr Bildihg'Stugitd: rapid filtration in a Harvester
Br andel | I T using mrgﬁ (Schi el(ltl & Schuell GF 3362) pretreated for

two hours with 0, 5% pol yet hyl enei m ne. Fllters were washed one tine with 5
m ice-qgpéolyfyf er. The filters were placed into plastic scintilation vials
and 5 m sci ntllatlon cocktail Ecoscint H were added. The quantity of

radi oactivity present was determned in a Wallac Wnspectral 1414 counter.

Non SPechl bhihasias A0 MGl 15 BIGAEESF sRbpdu it DY A

bi ndi ng assays were done I n -
03/ 0849@05%’“7 Mlﬂﬁﬁ&&ammhAdto('adidagraﬁhmﬁeﬁgalhﬂtldﬂemfrtb@amdirtga Y2 The

eXPE! | TR B SF O of L RS BB () AT 5 nBlop BRI Pt
Neur opepf Reesptor Ribtypesgn Rett EoreébmaiRaThdictirmal iOf dlearochemistrylséggy 727251] [ Leu3l,
E;g.?’ﬁ Fg@ﬁg d|%7291(‘5ﬁ13 @Eﬁ"&]%f%é%k oAt %@B)ﬂ f%g%ngaa"%# H@Hg fsc%%gﬁeapeut i cs,
1995, 2wmith Badificions ilale WIsmhats am@dadrireed by aacap‘ﬁan@h lthdiebirngrse descri ption
Val o w SeaphraF8VEr Rl i ek St Armogenalon Reteropmas Mol o 1 api di y
r enoved canditiofisia thy pafieranRo mm Nadil SISERINERCI, 0RO Talh, H I miveKRSFGOr med i n
cold coqdé ; Inﬁ)RdsgSICE, %‘ mM NaHCQ3, 5.5 mM glucose, pH 7.4, by means of a Ultra-

Turrax homogenizer for 15 seconds at 13,500 rpm. The ratio between fresh tissue

weight and buffer volume is of twenty times. The membrane is centrifuged for 10 min

at 48,000 g. The supernatant is discarded and the pellet is washed, resuspended and

recentrifuged three more times. The final membrane resuspension is performed in

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

MgS8Q;, 25 mM NaHCO;, 5.5 mM glucose, 0.1% BSA, 0.05% bacitracin, pH 7.4, ata

20 ml/g ratio of fresh tissue. The radioligand used is ['®I}-PYY5 3 at the

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

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

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

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

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

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

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

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

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

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

performed in triplicate.
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buffer: 120 MM Nad, 4.7 nMKCl, 2.2 M CaCl 2, 1.2 nM KH2POQ4, 1.2 nMI\/g

25 mM NaHCO3, 5.5 nM gl ucose, pH 7.4, by neans of a Utra-Turrax 27 SEF2008:
honogeni zer for 15 seconds at 13,500 rpm The ratio between fresh tissue
wei ght and buffer volunme is of ten tines. The nenbrane is centrifuged for
10 min at WOBOHYE. The supernatant is discarded and t RETERIIS629) s washed,
resuspermmoar(ﬂ)recentri fuged two nore tines. The final nenbrane
resuspension is perforned in the buffer: 120 nMNad, 4.7 nMKCl, 2.2 mM
CaCl2, 1.2 nM KH2PO4, 1.2 nM MgSH4, 25 nM NaHCCB, 5.5 nM gl ucose, 0.1 %

BSA, 0. Th

radi ol i gglné)cfh ﬁ@ggé @%&%@%6?@% aﬁag{] h@é‘/ dg}(')'?]c Osrt'mlig;tgi%ssue ©

| ncubat idegcnkadibeY. BO®.Jl. Blaomquisitat @ah in ¥. Pey B.oF. iBlcomtuighet @l. f'ﬁ[ne 150 mi nutes

and end h fiber

gI ass fl'JI%tEl reﬁc}f cﬂ'cfal gﬁ de'ltrgbmgé ?ﬁﬁ@%ﬁ&é&“@% tﬁ?%gﬁé‘g? ed wth a
. 5% pollijeratuye desaniptien isdwdrewithoincorpoeatéd by eefereaceanwratmqﬁﬂaﬁf therree tines

W|ththr [ ffe se no nlzatlon The

1 ter o eiotle, b Rietydle Sl e Bl v REtplgl T BalR i oo

sci nti | luadeostandard icaltireavoaditidneih 150 antdisvésandithey weed ﬁaﬁéﬁealubmgl%d to

reach s atef a.f urs before c t|n in a c Wnspectral

1414 Wsﬁﬁp‘e&ﬁ"%ﬂm'ﬁg Eg‘ﬁ °§B%§’P'F‘ifg’e ?§°'!fé‘1t%f dled in the

At pn gy Ey S“%F!”azﬂ‘s%m‘” S saan o 31037 05520

are per ne ri

Beha\F/)i oﬁ’?‘ﬁf’ &6‘3’3@ 1{&3% pf—lﬁlt %BOWQQEWF%HWP%? Hqgtebgth?"i‘%ef"ze&ﬂl Onal's rats

(Mal e WstrdRés 267D, rpﬁbér&l dS@'dnfhg&!ndﬁa]dOB@forﬁ(}%m 'Fﬁ?@ﬁellet Wag rats are

acclimatized t ?ﬁ@%p@[n mal facj | y for at |eas days before bei ng

subj ect &FYSHEY 'l'"ﬁB}W%ﬂe?}l‘ éB"Lﬁ’@C'%ﬁlm“ﬁd“Q@h"@%'@Mr K& S ailmal s were

housed iKH,PD,aDMMICACIY 2,5 MMt N@;@:mum P BBISA 03B VB&GFacid 8,57 00d and
m At |east 24 ho before the tests, animals are adapted

wat er ad |
to si ngl"églﬂ’gdé'r ) e%mhqm@mzem&émﬂh@m@reﬁl Qstrokes at 60 ewe The neasur ed
i N hone peaemsconBertflioh |ﬁ the/ThElioBHi88 W Cong*n‘é r§&|6ﬁg'%éoo\.? [ﬁzsr] Py food

I nt ake resul ting fromchanges in housin tions wat er

avai | abl(E0%:eM) inx tatahinquiatien yaleme ab2P0 1k Follgwing inaubatiart at 25°6tfer 2he vvel ghed,
the reaction was stopped by addition of 5 ml ice-cold buffer (Tris-HCI 25 mM, NaCl

120 mM, KCI 5 mM, KH,PO, 1,2 mM, CaCl, 2,5 mM, MgSO, 1,2 mM, pH 7,4) and
rapid filtration in a Harvester Brandell Cell using filters (Schleicher & Schuell GF
3362) pretreated for two hours with 0,5% polyethyleneimine. Filters were washed
one time with 5 ml ice-cold buffer. The filters were placed into plastic scintilation vials
and 5 ml scintifation cocktail Ecoscint H were added'. The guantity of radioactivity
present was determined in a Wallac Winspectral 1414 counter. Non specific binding
was determined in the presence of 1 yM de pNPY. All binding assays were done in
triplicate.
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random zed and dosed (orally or intraperitoneally), either with 'Vﬁhli ggg &rs
sel ected benzoxaci ne-conpounds of general fornmula (1). Thereaftef, 2006 <
are returned to honme cages and food left on top covers is measured.
Remai ning food and animal's weight s neasured next norning. The above
ment i oned WotO%8¥&2are described in Ants Kask et al., EuPS§BEROIGE®nal of
Phar rracqhgmbdd(\m (2001) 215-224 and Turnbull et al., Diabetes, Vol. 51,
August 2002, ich are hereby incorporated by reference and form part of
the disclosure. Acute effects of sel ected conpounds on food intake in

fasted r@indi Qastked for 23 hours in hone cages, and after this
peri od dosegirl orgprgphala_n‘tezr aperitoneally), either with vehicle or

benzoxaci ne- conpound of general fornmula (I). One hour |ater prewei ghed
food is td f | [ d after
172, & T i BASC 1o R RO Ry R B3 By Rep BN 21, Chan
Jour nal BimehiaAnBawhieg)S. StiRiere R 1QuiAdrE-Chzdacienzation obNelropeptide Y Di abet es,
Vol . 51,p; 0 ' here L. NCGK ROT d f erence and
form par%lﬁ%ﬁgﬁ%@& é%ﬁ %@m %.Fe%?ﬁ%%f’ﬁll'ﬁm fsdj[g%rfg? rgg‘ﬁg?pé%éi%ﬂm{ oillustrate
t he pred&iiPepiideMY,agnas Betectiveey 1 dad M2t Radioligahds, Wehesioupeal of t he plresent )

I nventi 50 27SEP 2006, . << 03/ 0849 P 3629 mpl es: The
interneg?hﬁr ¢ P%%’ﬁ‘i&é?é'?fa?%!ﬁg’?ﬁ’%m&n@%@%?ggﬁ e ﬁtl’é y means of
convent i modificatiogarSald titeeaturd descriplidrod hiefoniiMindorpdratsiin\sierdremsk andl the art.

The preparation of sonme of the internmedi ates of general formulas (1V) and
(V) is mpafgeﬂgwﬂ?ﬂ%‘fﬁ?-e A: Synthesis of a conpound of general fornula

(1V)  2-mbleonitalrtd apd eaunfced 89 biasiRtionithdr briaMslare rapidly reh6ved and
the hypoccampus is dissected. Homogenization is performed in cold conditions in the
buffer: 120 mM NaCl, 4.7 mM KCI, 2.2 mM CaCly, 1.2 mM KH,PO,, 1.2 mM MgSQ,,
25 mM NaHCOj3, 5.5 mM glucose, pH 7.4, by means of a Ultra-Turrax homogenizer
for 15 seconds at 13,500 rpm. The ratio between fresh tissue Weight and buffer
volume is of ten times. The membrane is centrifuged for 10 min at 48,000 g. The
supernatant is discarded and the pellet is washed, resuspended and recentrifuged
two more times. The final membrane resuspension is performed in the buffer: 120
mM NaCl, 4.7 mM KCI, 2.2 mM CaCl,, 1.2 mM KH,PO,, 1.2 mM MgSO,, 25 mM
NaHCO; 5.5 mM glucose, 0.1% BSA, 0.05% bacitracin, pH 7.4, at a 90 ml/g ratio of
fresh issue. The radioligand used is ['*I]-PYY .35 at the concentration of 28 pM.
Incubation volume: 500 yl. Incubation is performed at 25 °C for 150 minutes and
ended by rapid filtration in a Harvester Brandel Cell through fiber glass filters of the
brand Schleicher & Schuell GF 3362 pretreated with a 0.5% polyethylenimine
solution. The filters are cold-washed three times with three milliliters of the same
buffer used in homogenization. The filters are transferred to vials and 5 mi of
Ecoscint H liquid scintillation cocktail are added to each vial.The vials are allowed to
reach steady state for a few hours before counting in a Wallac Winspectral 1414
scintillation counter. Non-specific binding is determined in the presence of 1 pM of
pNPY (Neuropeptide Y of porcine origin). The assays are performed in triplicate.

49




A~+s C \/ CH Hcl, A N_O OTo a solution of 4-phenoxyani bd ngr P
(1,859, 10 nmoles) and triet hyl amine (2,07 m, 15 mmoles) in 25 7 §§/
di chl oronet hane, is added stepw se a solution of chloroacetyl chloride
(1,189, 10,5 mmoles) in 10 nl dry dichloronethane. The resulting reaction
mxture i sSWOBPHER for 1 hour at roomtenperature. AftePRAERE/SERd reaction
m xture BehavidaR# toddls (Focinthkd easdreients30 M water, dried with sodium
sulfate and the solvent evaporated. 2,48 g. (Yield 95 % of

2- chl or o- N- (4- phenoxyphenyl ) acet am de were obtained. IR cm 1(KBr)

: 3270, 16@1%0tl4§£@ani’rﬁrﬂ@rat§§l§le W 200- 55(?% obfined #&m?ia?lan § E\-Pertfgg
03/ 054952 PCT/ EPO3 thesi s

fornul a TRA raty ame-acstimatizast foeh@ﬁnmabfaplh(spfppet lﬂastrﬁ day,%l t)efqrebemg
hydr o- 2%&]%%&%p@ﬂ%e?%?prd&)é9urgcbhﬁﬂd fifs geriochiiials Wte'Rotbeddn O C
NO NHZ NN CI H

1- (fef- mnoypsmgff’o@rlbérﬂpslycndxpges:anrbpwV(dEdwﬂjrfoaq/m imateriadripiteni At) |

b. 50" ol B2 RS br oot il BEHAN ReQGia sy BB Rob BB 1 0%t
acid (14 m., 0.22 nol) in dry toI uene (500 nmL) was heated at refl ux

t enper at er elimnation by neans of azeotrope distillation
W th Deaﬁagua“\iltfg? 5 hours. The mixture was then cooled and vacuum

concentrated up to half vol ume. NaBH3CN (20 g, 0.32 nol) and dry THE
Food intake is measured in home cages in order to minimize non-specific stress

general

effects on food intake resulting from changes in housing conditions. Food and water
is available ad libitum. Immediately before lights turn off, rats are weighed, _
randomized and dosed (orally or intraperitoneally), either with vehicle or selected
benzoxacine-compounds of general formula (1). Thereafter, rats are returned to home
cages and food left on top covers is measured. Remaining food and animal's weight
is measured next morning.

The above mentioned methods are described in Ants Kask et al., Europan Journal of
Pharmacology 414 (2001} 215-224 and 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 fasted for 23 hours in home cages, and after this period dosed (orally or
intraperitoneally), either with vehicle or benzoxacine-compound of general formula (1).
One hour later preweighed food is left on top covers, and cumulative food intake is
measured after 1, 2, 4 and 6 hours.

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

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




(300 nL) were added to the resulting solution. Acetic acid (10 nL #gzmﬁl
nol ) was then dripped for one hour. The reaction was stirred at ?Jo """
tenperature for 24 hours. The mxture was vacuum concentrated and the

resi due was dissolved in ethyl acetate (750 nm.), washed with a
NaHCOB- sat WOBBHIBol ution (4 x 250 nl) and a Nadl - sat uPSTERHGFt i on (250
), driexhkmpisevaporated to dryness. The residue was purified by neans of
flash chronmat ography eluting with a m xture of ethyl acetate: petroleum
ether (1:3). The desired product was thus obtained as an oil (32 7 g, 96%.
%:) NNZR g Ifmz Pt%\‘m;aéla?e%éf enémi%?mala'é'z(IV)(%Hb (V)'Lwéré drépal%?‘)by rﬂe@% i 881 (—él 12 Hz,
13. 7 Hz cozmﬂanthpahqg@grc chgmlstry@ertgoq%knolvn-tp th@eaﬂql inthe gtolhaz, 1 H), 6.96
(s, 1 Hpre 2

e/ EPOSB e %r% orggg sdne & the itermledibtes 51‘29&1&3@0%;330((!\9) antfpB¥ %W

1- (1- t erbebwiy| oxycar bonyl - 4- pi peri di nyl) - 6-chl or o- 1, 4- di hydr o- 2H 3, 1-
benzoxazi n-2-one N, N-diisopropyl ethylamne (D EA) (43 nL, 0.25 nol) and
triphos%’?e (8.65 g, 29.2 mmol) were added to a solution of

1- (t en- BexampleyAsar bonyl ) - 4-[ (4- chl or o- ( 2- hydr oxymet hyl )

phenyl -am no) ] pi peridine (27.0 g, 79 mmol) in dry THE (250 m-) cool ed at
OC. The reaction was stirred at OC for | h and at room tenperature for 72
h. Et hylSynthesis efescomipbendad denéral formtlar(®/)was cool ed at 0C for 3 h and the
Dl EA hydrochloride was then filtered. The filtered solution was evaporated
to dryness and the residue was dissolved in ethyl acetate (750 nL), washed
wi t h 5%2schlato-+{4-phesoxyphenyiacetafridec 500 L), water (250 ml-) and NaHCGCB-
saturated solution (2 x 500 nm.). The ethyl acetate solution was dried
(MS™), filtered and evaporated under reduced pressure. The residue was

brought to the boil wth ethyl ether until the whole solid s di ssol ved
and then coolged ovenr;u ghi. to yield the desi red rrpound | stal line
form (2809 67%,_ W‘pz‘ 177-NERQ c .46 (s 9H) ,
1.79 (d, . Ll Hz, 2H) cHzé‘n 78 (m 1 , 4.28
(m 2H, 502(s 2H) 6.98 Pd, J= 8.7 : H)713 1= 2.4 :

To a solution of 4-phenoxyaniline (1,85g, 10 mmoles) and triethylamine (2,07 ml, 15
mmoles) in 25 ml dry dichloromethane, is added stepwise a solution of chloroacetyl
chloride (1,18g, 10,5 mmoles) in 10 ml dry dichloromethane. The resulting reaction
mixture is stirred for 1 hour at room temperature. Afterwards said reaction mixture is
washed with 2x30 ml HClI (2 N) 1x30 m! water, dried with sodium sulfate and the solvent
evaporated. 2,48 g. (Yield 95 %) of 2-chloro-N-(4-phenoxyphenyl)acetamide were
obtained.

IR cm™(KBr) :3270,1660, 1506, 1490, 1236, 843, 752, 691.

31




1H, 7.28 (dd, j=28.7 Hz, j=2.4 H, 1 H. c.)

6-chl oro- 1- (pi peridi n-4-yl)-1, 4-di hydr o- 2H 3, 1- benzoxazi n- 2- one
hydr ochl ori de A sol ution of

1-[(1-ten-Butyl oxycarbonyl)-4-piperidinyl]-6-chloro-1, 4-di hydro-2H 3, 1-
benzoxazi nW2-8A#93224 g, 65 mMmol) in ethyl acetate (500 RACTEMEHFH00l ed at
0C. A 5 Examplei on of hydrogen chloride in ethyl ether (500 m-) was then
added and the resulting mxture was stirred at OC for 4 h. The precipitate
f or med was collected by filtration, vvashed vvith et her and vacuumdried to

yieldt %eﬂeﬁglfdrqm;a( 9, 97% . Melting point:
254- 257 53 2 7 S E <~ VO 03/ 84952 PCT/ EP03103629 ' H NWR
(CD30D): 2.13 (d, 1—122Hz 288(m 2H), 3.20 (m 2H), 3.53 (d, j--

12.8 HZ1P|@i0aratfor|2€fl_%-Ehlc;rH)-1 [?p -d@ryﬁ}% mqmenzzgﬁm(ﬂgnel = 8.8

Hz, Sever Stl enzoxazl n- Z2-one conpounds
wer e pr dpydreghlgridlet he respecti veI y substl tut ed benzyl al cohols by reducing
the respectively substituted anthranilic acids with lithium alum nium
hydri de and ot her known reduci ng agents by methods well known to those

skilled in the art (s sch me_2), or 6‘] errplcg) 6-

nmet hyl - 1- ( pi per| d| n- if*} -dlﬁIydro- enzox -@ne,

7- met hy| €3 4- di hydr - benz | n,—Jg-one,
8- net hyl - | erl d| - yi ) -1, 4- d| hydro- 2H) 3, £2 benzoxazih- 2%ne.

5- met hoxy- 1-~¢prgeyi dim=2-yl ) - di hyero- 1—benzox - 2-one,

6-fl uoro-I-(piperidinty- yI) |hydWo 2H: 3 11- befs¥oxazi n- 4- one,

8- met hoxy- 1| - (pi peridinyl)-1, 4- dlhydro 2H 3, - benzoxazi n- NOnegH 5- net hyl -
(pi peridin-4-yl)-1,4-di hydro-Bbk3, 1- benzoxBe¢ n- 2- one,
7-f|uoro-|-(piperidin-4-y|)-1,4- dihydro-2k#3,l-benzoxazﬂﬁ-z-one,
5-fluoro-I-(piperidin-4-yl)-1,4- dihydro 2H 3, 1- benzoxazi n- 2- one,

6- met hoxy.- | - (pi pe i.n 1- benzoxa

5- chi or & - ﬁ@tﬁ&?ﬂyi(ygaﬁanuﬂ friofe e wdBaysinTpRoRuRBItel chi or o- 1.
(piperiqmpyhan@ 4- di hydr o- 2H- 3, benzoxa2|n 2-0ne,

8-chl oro-1-(piperidinyl)-1,4-

A solution of 1-(tgn-butyloxycarbonyl)-4-piperidinone (20 g, 0.10 mol), 2-amino-5-
chlorobenzylic alcohol (17.34 g, 0.11 mol) and acetic acid (14 mL, 0.22 mol) in dry
toluene (500 mL) was heated at reflux temperature, with water elimination by means
of azeotrope distillation with Dean-Stark, for 6 hours. The mixture was then cooled
and vacuum concentrated up to half volume. NaBH;CN (20 g, 0.32 mol) and dry THF
(300 mL.) were added to the resulting solution. Acetic acid (10 mL, 0.17 mol) was
then dripped for one hour. The reaction was stirred at room temperature for 24 hours.
The mixture was vacuum concentrated and the residue was dissolved in ethyl
acetate (750 mL), washed with a NaHCO3-saturated solution (4 x 250 mL) and a ‘
NaCl-saturated solution (250 mL), dried and evaporated to dryness. The residue was
purified by means of flash chromatography eluting with a mixture of ethyl acetate:
petroleum ether (1:3). The desired product was thus obtained as an oil (32.7 g, 96%).
'H NMR (CDCl,): 1.32 (d, j=11.2 Hz, 2H), 1.41 (s, 9H), 1.92 (d, j/~11.2 Hz, 2H), 2.92
(t, /=12.0 Hz, 1H), 3.10 (s, 1H), 3.37 (m, 1H), 3.88 (d, y= 13.7 Hz, 2H), 4.49 (s, 2H),
4.75 (s, 1H), 6.52 (d, J= 8.6 Hz, 1H), 6.96 (s, 1H), 7.07 {(d, y= 8.6 Hz, 1H).
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di hydr o- 2H 3, 1- benzoxazi n- 2-one and others. The reaction of the rﬁsngﬁ'biszuﬁ.-asa.
5- net hoxy-1-(piperidinyl)-1,4-di hydro-2H 3, 1- benzoxazi n- 2- one, B
8- met hoxy-1- (piperidinyl)-1,4-di hydro-2H 3, 1- benzoxazi n- 2- one and '
6- met hoxy-1 - (pi peridinyl)-1,4- dihydro-2H 3, 1- benzoxazi n-2-one conpounds
accordi ng V& %B@¥ENti onal nethods, e.g. BBr3 in an i neCTEPHMHE sol vent

yields thg rg iR i eli - . ) )
T o di hyal o o gert Syhnlyearisily-pioRainyHL6ithibro-1,4-dihydro-2H-3,1

8- hydr oxy- | - leNgexazin#yene 1, 4- di hydr o- 2H 3, 1- benzoxazi n- 2- one and

6- hydr oxy-1-(pi peridinyl)-1, 4-di hydro-2H 3, 1- benzoxazi n-2- one conpounds.
The unsubstituted benzoxazi n-2-one 1-(piperidin-4-yl)-1,4-dihydro-

2H 3, 1- feN-sliisoriropytetbylamine (DIEAR(4SIMbOR RS dioligarkditepmasigbnd descri bed in J.

Med. . 19 41 146 | ch are hereby
incorpc():r(gir§ é‘)agl,%%%@ﬁgﬁ)e\ﬁgéﬂgﬁgggégﬁgggﬁgg}(@ﬁ? '8’81‘:8@?5’."8')4%‘2 7 SEP 2008;
-"d V\Ddmm4deMEF@B/Pﬁﬁﬁg%rThe)]ﬁmﬂlé @meg,am;:nl ih idey ﬁqus wer e )
reduce venti,qn t hods,. known to  t S inthe art, e.g. by
the use (ggoﬁ]ﬂ'ﬁ\lcﬁﬁiteg%t e(&{f@?%rgagt&h\g@ sir E’?éﬁgr #h@"gﬁﬁ@m an inert-gas

at rr?sphetemp:amtlg'e fa:rzmlta._ Eﬁlylgéthémddﬁﬂ: ahldnh@mard \ﬁaslgcgdle@ét{jﬁﬁ fent and ijn
nost ca r ve 2-am nopenzyl al cohols are obtained in very goo
yi el ds. @ﬁ'ggg}?e ﬁﬁfﬁ’(ﬁd??e'ﬁﬂmf%‘?’a? nﬁéﬁ[‘?&"t ?Eﬁh'@reg §BHPR Wegd anthranilic
aci ds: Tevapotatecie drendesidndtiie réxitliednasidiskdiViedin QBétﬁﬁi(G bipiner and an
inlet for nhydrous THE and 116, 6 miol es of

ogep, .100. i,
Li Al H4 W9 %afo'g'sr?%%h}“@ﬁ'ggpﬁéélﬁqq aé mEhyaler @88Mmig and NaHEOAf ter t he

addi t i orsatirafed, sdlutienl(2 % 500 rhineThé SEIPESEME sBiMSh WadldhidaigBbai 11 c acid in
150 nL afil}géad ou %THF, the resultin reaction mxture is warned to room

t enper at Mapprated B?d%fﬂﬁﬂcegg%rﬂ%ﬁhlﬂ?- Thedesidue was brepahbtathebeil 7 mi
wat er, A4yith éthylhiidd ubbl the:wHble So1d WéMka%%P%ES@e&B@e%&? dﬁ%\]ﬂhy added

to the mj xture. The resulting suspension is filtered and th

et hyl acg?f'%péﬁ"eﬁ@%@ﬁi“&cb’ﬁ wejfermpaiRe, §86%h water, dried and the sol vent
evaporatmgﬁnq PoifP9Y¥7-1999es the resulting product may be used without
further puriftication.

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

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

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

Melting point; 254-257 °C




Exanpl e 1: Preparation of , T
1-[ rer[ N- (9- oxo- 9H f 1 uoren- 2-yl') am nocar bonyl et hyl ] - 4- . 27 SEP 20061 =
(pi peridinyl)}-1,4-di hydro-2H 3, 1-benzoxazin-2-one hydrochloride. A

m xture of 1- : |per| di nyl) -1, 4-di hydr o- 2H 3, 1- benzoxazi none hydrochl ori de
(2.68 g, 1@ § N- ( 9- oxo- 9H- f | uor en- 2- yl) - 2-chl or oaPETERPHB6P2. 99 g, 11

ol ) G NYEEXED,0RIP8.16,(1 A5 11z, o) DA (A2 3RS 2B 46, er ni ot ol

recl te fornmed
\r,\ggmc'élel eéi’%ﬁ‘uéﬁ) %24 Wvéf't"ﬁ)oﬁ "f’K%- 23-8; 7@1\KE'$2UD 9754)1 {ddd s+ 8.8z, S 1§ Hzacet at e,

washed Wy water, decanted, dried and evaporated to dryness. The residue
di ssolved i n EtO—| was brought to pH=3 with a 1 Msolution of hydrogen
chloride in EtOH and filtered to yield the desired hydrochl orlde in

crystal lg 036%%”%}&&3%33 ‘ﬂsﬁﬁzdog%zm-%o@e Zc?ﬁ%cf e Were mp%?’écp GaRe

PCT/ EPO3 reparati on
N-[ 4- chl r@ﬁbeczwelxsuhastﬁuted lbenzsdyalcphplséryyb@ udngd the(réspeictioglp sﬁbﬂ&ﬂedl—l—

R A e I T P e ]
Cl Ha Imﬁt_hod&weﬂ}knwmcomose skilled in the art {see scheme 2) e.g. por ejempiodB- 161
0. 60 maprtibTeieritadnek e LAl s EBRERBEnIEe dheRihe ooty o, 05
mol ) arraymezca;ahym@?% ;\Etfenéﬁxmigﬂ)onenaﬁhﬁhﬂ-hqpmenhml-ﬁ- 2-2'4—??6 rf%fc-)r ;rggm
e U418 YGRS i Bl e BRGSO
acet at e, banaekeath-gionk, Bvatlaror‘! (pipjefﬁ‘ﬁh-a% 'TMII'@g}dluﬂgﬁ Egﬁ'?‘ﬁ"g%'ﬁ?{"?gzsa of a
(2)bt8a:v|n§q1 allﬂl*yglf Sfﬂ?glpﬁ'i ;‘fgl@yg@-éj'i Sqlolé?’]?gg%?m gtﬁ‘e SRty tr ochl ori de sal t
i s cryst(piperidindt-yipjdcdinyrs-2H-8 1 afepgordith-Llone d7- 8- 11Tpiseridth-#ih)i€4. sol i d
were Obtaaflm de o-2£-IYé ?—benzox?zm&—one 5-fluoro-1-(piperidin-4-yl)-1,4-dihydro-2H-3,1-
benzoxazin-2-one, 6-methoxy-1-(plperldlnyl)-1 ,4-dihydro-2H-3,1-benzoxazin-2-one,
5-chloro-1-(piperidinyl)-1,4-dihydro-2H-3,1-benzoxazin-2-one, 7-chloro-1-
(piperidinyt)-1,4-dihydro-2H-3,1-benzoxazin-2-one, 8-chloro-1 -(piperidinyl)-1,4-
dihydro-2H-3,1-benzoxazin-2-one and others. The reaction of the respective 5-
methoxy-1-(piperidinyl}-1,4-dihydro-2H-3,1-benzoxazin-2-one, 8-methoxy-1-
(piperidinyl}-1,4-dihydro-2H-3,1-benzoxazin-2-one and 6-methoxy-1-(piperidinyl)-1,4-
dihydro-2H-3,1-benzoxazin-2-one compounds according to conventional methods,
e.g. BBr; in an inert organic solvent yields the respective 5-hydroxy-1-(piperidinyl)-
1,4-dihydro-2H-3,1-benzoxazin-2-one, 8-hydroxy-1-(piperidinyl)-1,4-dihydro-2H-3,1-
benzoxazin-2-one and 6-hydroxy-1-(piperidinyl)-1,4-dihydro-2H-3,1-benzoxazin-2-
one compounds. The unsubstituted benzoxazin-2-one 1-(piperidin-4-yl)-1 ,4-dihydr6-
2H-3,1-benzoxazin-2-one is prepared according the method described in J. Med.
Chem. 1995, 38, 4634 and J.Med.Chem. 1998, 41, 2146, which are hereby
incorporated by reference and form part of the disclosure.




Rcm' KBr: 3398,2860, 1702 149 12 1 ( ) 3, 95, 246, 1202, 1042, 9,4& §®§;
HNVR 1.9 (d, j=12.9 Hz, 2 H 2.9 (m 2 H 3.2 (m 2 H 3.5 (d. %6255 Db
Hz,2H)40(s 2H)4'2(m1H)5.0(32H)73(m4H)74(m1H)75(m2
H 7.5 ( I—??G (dd, ,/=8.5, 2.4 Hz, 1 H 7.8 (d, j=8.5 Hz, ‘1 H) 10.2
(s, 1 H 16’09’ (’%‘9521 H) (DIVBO dé). Melting point: 201- ZG’ET@PW@??Ithg

oi nt angh ' | fil. At of the
Eenzoxam none r| ve ﬁl‘éﬂfﬁb%cﬁ% {5Qégdeutﬁggg}'%ﬁg\?énr{tfbgg'(*‘%ﬂgggeElzér?@; anal ogousl y
to the th@smwlﬁddemalb.@jmbvmalsploékiAIH@aBjreﬁ()dingagenishanhydrous TEFf ol | owi ng

t abl 0 / %IJ? onpounds
agco(ra; ng@g%giﬂgﬁpﬁf;\@%@@%ﬂ? \rﬁggeg‘[@g%aﬁﬁ%% ﬁri(iﬁk???gg%"e g?ét and R4
as wel | ans io st odsesi the eespeciRe 2-anfiobehkylalephals aret obtainéd irsvery heodjener al
for mul ayr-'é g may be witten in the sinplified form(la) given bel ow,

wher ein ‘ndi cates the respective substituent RI-R4A. RL N6R2 | | gN
Yi.. 57 27 SE P 2006; ," WD 03/084952 PCT/EP03103629 NeO c o, x n NN

yory léer?ergl irl'l\lstrltljction for the reduction of substituted anthranilic acids;

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

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

Example 1:

Preparation of 1-{1-[N-(3-0x0-9H-flucren-2-yl)aminocarbonylmethyl]-4-
(piperidinyl)}-1,4-dihydro-2H-3, 1-benzoxazin-2-one hydrochloride.

A mixture of 1-(4-piperidinyl)-1,4-dihydro-2H-3,1-benzoxazinone hydrochloride (2.68
g, 10 mmol), N-(9-0x0-9H-fluoren-2-yl)-2-chloroacetamide (2.99 g, 11 mmol) and
K2CO; (5.53 g, 40 mmol) in DMF (40 mL) was stirred overnight at room temperature.
H,0 (100 mL) was then added and the precipitate formed was collected by
filtration.The solid was dissolved in hot ethyl acetate, washed with water, decanted,
dried and evaporated to dryness. The residue dissolved in EtOH was brought to
pH=3 with a 1M solution of hydrogen chloride in EtOH and filtered to yield the desired
hydrochloride in crystalline form (3.73 g, 74%). |
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Preparation of N-[4-chloro-2-(2-chloro-benzoyl)-phenyl]-2-[4-(6-chloro-2-ox0-4H-
benzo[d][1,3]Joxazin-1-yl}-piperidin-1-yi]-acetamide hydrochloride

cl
Cl 0
Q@ ¢ L
o}
PN N So
+ C /ﬁrN Cl 1) DMF/K,CO, é Q
0 2)HCl/ EtOH o]

N Cl N

Hot N HCI l\“’N &

© Cl

A mixture of 1-(4-piperidiny)-1,4-dihydro-2H-3,1-benzoxazinone hydrochloride (161
mg, 0,60 mmol), 2-(2-chloroacetamide)-2’,5-dichlorocbenzophenone (226 mg, 0,66
mmol) and K,COj; (330 mg, 2,40 mmol) in DMF (10 mL) is stirred at room
temperature overnight. Afterwards H,O (15 mL) is added and the formed precipitate
separated by filtration. The solid is dissolved in ethyl acetate, washed with water,
dryed and the solvent evaporated. The so obtained resiude is dissolved in ethanol
and upon addition of 0,22 ml of a 2,8 M solution of hydrochloric acid in ethanol abs.
the hydrochloride salt is crystallized, which was filtered and dryed. 209 mg of a white
solid were obtained (Yield 61%).

IR (cm™") KBr: 3308, 2860, 1702, 1493, 1295, 1246, 1202, 1042, 946, 758.
H-NMR: 1.8 (d, j=12.9 Hz, 2 H) 2.9 (m; 2 H) 3.2 (m, 2 H) 3.5 (d, J=11.2 Hz, 2 H) 4.0
(s,2H)4.2(m, 1 H)5.0(s, 2H) 7.3 (m, 4 H) 7.4 (m, 1 H) 7.5 (m, 2 H) 7.5 (m, 1 H)
7.6 (dd, /=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-
ds6).

Melting paint; 201-204 °C
The melting point and the spectroscopic data for the identification of some of the

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




y~'~"O~nr 1IM'* ~~NO-.x p
zz ili QaNGr o~7 .~C
~frao .l r nnnnnanl

eV L.~C)]~Ti N~~i+ NV~ MNTr |
NO VIA AV WOV arN F+y" f WA N v B SEY 2fe: i
Or OV}. [f NONOO Ori ccacp apNb t~C~.-iQ
O +~G~}}~OM OCOb N+ Vb dN+b NbpNvri Qu~j QO? bv 1NOTr bQN
NNANCWRBREHER ry ~ x ' x x x O00O0/\ O z x x PCUBRG6® x x X X X

.ha ~n nthe &ﬂh;eauﬁds%o?d} e%ﬁéé @ﬂ@@i@re&’@if e s fafents AMUIR?, R NM W ~
~|,,4ff~~Oc ~~-§‘gn gg ﬁp rTi, ~i 00 Ef --1'9 Ef Er -_gv
W . ni P"mﬁswlnas the st'm RRgihrepesent HBwss thepgenepel orml@ e’ via
~< _|V5 Y may be written in the simplified form (la) given below, wherein RX indicates the

respective substituent R1-R%.

R1
o
o
o
A N

57




gz
o> X
a.
-qux~
=)
BN
X<
d:v&.xm
—~ 10
T oS
o, E
T Cm..
91 Om
_._rLlV.,On
QVW
© X .—
Z o nrp
-wa
mw.pxw
-59.%
Z o
[7p]
pa <R
"LWNE
E ~
1. O
- Vwm
~r~1VN2
Z L
dVM o
,WVNM
m, Z0o
(@ —
>0m
7,88
!
Z
1§25
-~OON%@
2 Z
WnN F
_I 2
- Z 8
> 0> x
mv
pMNlX
1 > > X
< ON
'"FSoo

M d”

OMM CANN~NN-IYNT nR

On

%

99 O h O00 . N

NN=""b N NV

O
ﬁ_wwmse H.mt .Nm 701 .Auﬂ ‘s) :ﬁ H1 2H ﬂﬂu\.é 80°L mw 494
6SLMHZZHS L=rVLIEL B BHLL=r "D ITL BEI2ZH, . . _
TL=rV60L (HT S ZI'S (HI ‘W) L8°€ (HT ) voe (HE ‘2 1771 SOCT €6T1°T1ST  V6I-THT = = H HO H z
= P) 66°C *(H W) 297 (HZ *m) 87 ‘(HZ ZH 801 =£P) L1 TI51 ¥0L1
S N
e ¢ Q
008 (B W) oL, “(Hz ZH 0L = 'PY 6L (Hb ‘W) $¢°¢ ({1 ‘m . ) N
EUL (29 0L (UM 8Ty (T 1Ty Gz s 6= D)ooy JEEL O] OOC ) OH - Z H Ho H !
K QE - & . = nE 7 Lf . = -
(HZ I £7°¢ (HE 2H YT = W 067 (HZ ZH T = P 007 691 ‘Ibe S S
(quaagos) g(ZHI 00€) WINN-H, ich i Qo) W es nd ot A4 < |
(ep)
0
a. o
Ll
wz v
o _
N
Z
Z 9] N
! © \/
S <
o 89 12dL10013
>

58



> a
— <
=>d y Z
w29
K - X
:l?pO.N prd -
X
N?wv zZ m mw 9
Stz ER i
X 3
e’ 4 CP-OSWQ "G11 '5) 9601 M1 ) 6201 ‘HI ZH L= Pyegy |, LEL 10T
-z W = Ey ™ 1o (r W ey @ oL =1 Do W wpry % T6T = = z
1, °% HTS)or's (HE ) ovy (1 W 6Ty (B W1 =r'Poreg 061 99vy ELLVL | OH H H H
S Z [ [z mere (T =W 067 B ZH 1T =r Do 1FSE 8091 x N
Od c 2691 ‘01L1
a1 Bz
< [
— Z
589954 , 0
o< M v Co-oswa) @1 Sy st (S zzor| | OLL VO
TtoaZ ‘G ZHO9 =7 PI9TL (E W 8s, Mz WoyL Gy zH ey oL oLl
= "z 5 =£ PYOTL ‘(1 ™) p1'L (e ) 9r's (e W) sz (g Anpor| O SN 19209z | DH H HO H
- O O [=rw)vo¢ (Hz W) [v'¢ ‘(|©y ™) 167 (Hz W) 257 (y Wyggy| 051 1491 _
> G -0 ‘01 L1°00¥¢]
> mmp
£xb62s o)
=, 0 pd %?828 (T “S) 1511 “CHI 8) 1€°01 (Hp W) 1372 {(HE ) 00 'PE01
0= 3. 2o BeoLEr L M e =P 6CL M THSL=rDOCY ‘0321 1001 e z
s 95 m W W T e ) 9rs ‘B W 9Ty M THTIL=rD)s9q  ‘zus1 ‘gast| oo oec | WH H HO H
~. stz (HT ) 1¢ (HE TH 9T =7 W) 16°7 "0z ZH 611 =r P) o0 ‘CO1 LS
N H
<._&+H © W zZ
w2—- 2 CrosNa ®1 Do @ sy | L6918, 9
o> m.O Z i ese .Mmg 69 wvoﬁ .wams ~r VYL | ZHLL = DS .wﬂm Mmm
~ EL=rPILTLMEI2H €L =10 60°L (HE <) 118 ‘(7L . LET-EEL - H z
=1z mm: =W RE (HE ) 206 (AL ZH g'01 = Py 86z (g 7 21510091 - 8
N.— o EZ O Bl w (97 HL ZHT 1L =W 9rg (ML ZHL L =7 P scl| 6891 6628
= 6vvE ‘069
_ 1l 202 5
n.Ju.I T 0 ! . O
9! 5=2si ! Cp-OSIN "1 ) 9y 11 ‘(|1 Sy gzor| | 99L 1M
- o N U9 008 (s ™ vo'L (HE W 0pL ®1 HSL=rP)ogy LI L6 % = z
<. g0 b {Hr .wwm_.p.%méﬂ.m ‘(€ ‘@) 9T (T 2 6'6 =1 P) L9°¢ Mmm .%w“ she< OH H HO H
. ¥ £t (HT THOTL =, W) (6T (HL TH T =r P 207 . .
< Z3 Do ma SOLI “EEVe] A x
—_ ©
> > qu X - .
= >0 .W pd < x (nantos) 94(ZHIN 60E) TAN-H; -0 MY (Do) A Es al o v o
zZ O -
’ > —
v p V ~ G ﬁ 1
bmE "<z m -
1 o
O < QI pd (@]

59



#}Zfﬁ R

b
|

Rai
o VN Mvp.da~Tiy VIM ~~

| s

"~-M V[V~ ++J Cc

-
.t~ (V MC 1c~~~p fV L.?2N Ov. N\v Nt ~I

NwWN

.~cG ~nC e2 M A A

~ M~ 11

~rn N.
41 t ~~1W wr gVl WK~t
hoG M\,

fd oC Al

~i~/~~ M- fV?20. 8 MGt

fV ~~D o0~vv -~.

NV Ipl~ ~Ti
CN11 ~~ go-e.~ n-

r Tnci N

M . + p:  ACTIEPOZ036MN, i f

o00't vw J

~$

N pq cl
~1 0 i M4~

N N

4052

%‘?ﬁs

| ~y~W/ ' ~.
NGG i

M ~r

T 0
<< ho]
cl1 o=
T .o
[@X{e]
6 -
o (o
= .%emw. CR ouz ror mﬂm\m‘ o
(|1 ) SUTT'(T %) 21°01 (5 01) 0b'2-01'L “(HZ *9) 91°¢] Lt = = :
b Mms.sw h %N.NH 62 (HE %) 66°€ .%N ‘2 171 =1 D) 80°C Mmm MWM £3TE81 ) H _ _ H H H o
st€ (HZ ZH 9'01 = W) 167 (HE BH RZL = ]
e %*W FRWY el g = X"Ngap
< =
af 82 142 ‘T30t
{*r-osa) .
o Z (@015 5601 H1 ) ¥T0L G ) ps L Ee T 6L G 7 S0E T6C P = _ :
.Nsé 0£L (HE W) ST e 9) S1's (U1 W) 67% Hr ) L1y FEL 96H “ N " w " "
M ZH 101 =/ ‘D) £9°¢ (Hz ™) £v°¢ (59 W) £2°7 (Hp W) 6571 551 “L091
5= - 1021 ‘6467
!
—Al.-2Z2d
D oS ] O
<5 roswe G 9 ey @ W szon G eeL Gy | ML Tl _
€92 THZ ZH L€ =7 P)RCL (M1 ZH U'L =7 P) 0L (HI W) T1°4f Joet see LLTTLT H = :
O 5) 91°s (HE W) ST {HT ™) £5°€ (HZ W) 1y°e (Hz ‘w) o] VBel 06E] B H Ho H ot
—_ 2§11 =7 W 067 ‘Mz ™) 097 ‘(g ZH YTl =r'P ooy SoSE s6sl
—gdg 60L1 “€Ob] X
Z
>N )
o Z 2 8]
' OSIWA) 1 S pT'0t (H1 S s6L HT DesL M my . 54
— &p CTHEL=L P L MU T L= Voot e ) g OIS0z V z
— &) 98's ‘(HZ *S) 12°¢ (ag W) 50°¢ (M7 ZH 80T =/ Py L6 S8l FIST H Ho H 6
+ fo BN 65T (T ZHO NI = r W 9eZ M TS 1T = Phstt|  C65T 9691 ,
Y g 0ZL1 *LZE9 e
P
+Fk
e O 0
O N (HI1 €} 66'01 (H1'S) LT°0T *(H1 ') S0°8 “(HI “H 13 12L'Er01
> [7=r D ow e wy 12 Gy Wy pe s W gL M erd  sozr'seey stzbiz | U g
et CHT8) 915 {1 WOy (1T ‘S) L1 (1T ZH 901 =7 'P) #9° T6ST609T H Ko H 8
= Euv.ﬁmnm.ﬁm,umuz rOETETHITI =L P0G oo
P2 9891 Ly¥s]
M O e -
— > >
o % L =z - (w2a105) S(ZEIN 00€) WAN-H; 2 Qo)A | ues nd ol v xd xq
Ziolw .
- O
B 09 19d1 10013
M — 29
[— +—
- o< O
1o
1 zZzs

60



N

n 2d §EF 200815

q nb.,”™ 'nmac

rh» MON~~ Er"ryr~a+ h Wv Nme.6

NrTi G i4 ..

WO 03/ 084952
rM Vi
.+

9N ~vaC N\vM NNx~i N "~"G ~Tu ||
.-~V

CN

Ef g, j dna x~hnd PCREEOARE29~N ~OGR

vt rC
,~
ICfI

aoh

no ~~t~d Pn'~ NcNV xM tci
a .y y

x 00 WN NN 62 2 Z SEP 2006,
N Il
.NfW~+'~

W of -
~vfrN MQO'i;

i
OR084P525 | ~ | |

W

o+| .

Ni[b
~i ~C~1 N ~~+i M- [y~

W CC~ ~

odo~E" | ~ xKsayN nyr ~11~

~y' {~"a~y
r

r~i

O0z-~ax X X XX
PCT/ EP0O3/ 03629

+
h

MT( <~~~ [MJP
q
t

Q4 AN firyg,

ImWﬂO
— 10 _2
O
m m w— O C
-%mNN
!>
o
- 2
D 0.-= Cp-OSINA) “(H1 '$) 92'6 (M1 *S) 248 OH
- GTZER = P) 08 ‘(W) ss'L g W) WL (B wery LY j
L n PO L ZHS L=V orL (e S erg (ug 9L 0¥01 ‘8021 e _ N 2
a0y LPOPyy (EI W06 W) ove (e Ao -rpy TV 1Es] v a H H H o
BB 06°€ ‘(HE SYOTE ‘(HE ZH Y11 =/ D) p0'€ ‘(g )  [P891 E1LI _ |
30T Nv "THZ ZTH OO =L 'P) LT {HE ZHOL =19 621 £L6 8679 . .
40— o
1 < Op-0SIa) (H1 'S 2211 (H1 *5) SE01 ‘G ) $1°8 (s m)
Qa..@.a m% L(HL W) 7L H S 915 (HZ ) g6y ((HZ ‘w) - IST-TVT IOH ~ ~ H liw)ie) H 91
g ¢ (HZ TH 0L =/ P) $0°T HE ZH Y9 =1 P) 9] _ _ ,
-~ 0 _ c X ™
<= N
= — —
&v @ W CP-OsHQ 9
SERITIHT '3) €201 (1T '8} L0°8 “(HZ W) 08°2 ‘(H8 W) 65°L]  ¢pL ‘99L ‘8671
‘) 8L TN ZH €L = P) 8TL W1 W) ZI'L “(HT 5) 65°S19T ‘001°T601]  6VE-LbT DHE e ~ H SHOHD H 61
ﬁ:@éﬁ@ )Ter (1 W) Le (HI W sHe (I W eee]  ‘6oL1 ‘Seve _ _
vQ T 7RI =r PIS0OT ' (H1 ZHOZL =1 P 16T = SN
G M V
= — h . 4
(°p-OSWQ (M1 ‘) sT0F ‘(g m) |, ESL 76801 HOF
mﬂ% ﬂa w) 76y (M1 W) 87 (Hp W) 69°F {Hz W SOCLL6LY eprger | DH G Te} H vl
_ = W) €67 ‘(T THSO=r D LT Wy w167 06T L6vi
: L191 “Lzpe]
; T oo V
> whu =
u_. CrosWay ...
“ E «ﬂa mvwﬂa “(Hg ZH 78 =1 P) 4L (Hr ™) gg| 0T SOTT 0921
u =) 67 (e W) £rL G *s) s1s ‘(t wyogy]  O6CL BEEN popgcr | oy H o H 1
5 ) b9 (HE ‘W) 68 (ML ZH L1 =r @) 167]  0SST 6091
lﬁ_ @Mﬂmmrﬂu E1=/P)00°Z (HS ™) 7L°1 (1S ™) 671 1041 zevgy
- —_ C < ~
] % @.&3& Q(ZHIN 00£) TAN-H 0 T O | e o ol v oA xq
19 LOdL0013

61



BBARB

) O
9(?3)3
1 ~T'

-7 SEP 20061 WO

NNqCNINNmXXmXOZ_U

..oty ot O .
16 \6 wMh NNNNN 63 2

.rN"..
X X x x m 16i

t

cif

~y~~\N~y‘\/jC~VOV

cV

vr

PCT/ EP03/ 03629 d ~ d 1

lycV

O >
Ao M_

.0®»

s % T
- O)
mg S Cr-osWa)

& LI G %) vo'6 (HE 2H 08 =1 D) L Gy ) e1°L (1 5) 0| OFOT L1ZN bl . - - 2 ¢ _
SB ' WrYo0s @™ ers We DI MM =/ D)6 OIS ol S Bt B
By = mwn.é 86°Z “(HE ‘W) 95°T (Mg ‘W) 577 (HL W) 2271 (1S W) 621 6P8E £Z6
Sy &

- @ . omI
Cp-0sma)
- .Amw, ,MVVS.: m_m: .:w mn.amg s}or'g .Ew,um m.hmmw .mw ﬂ
— §0°8 “(HE W) 09°2 (HT ‘W) op'L (AT "2H '8 =7 P) 0L {BE W ¢zzT ‘6621 ‘0ot - N z €
S _SF @ ™ert GO MM UL=r D)oy Wem)  ggprigeer] ST | PH | F = H A
T b oy HT ZH 01 =, P) 89 (HE W) g€ “(HT ZH T'1] =1 )

~v = o Va.m ‘We Nz @EHE = PVO0CTHHE ZHO L= DT SN 2
— >
S ‘5 0
WM 1 M ﬁowﬁe.ﬁﬁw@.:ﬁwﬁﬂmnns .EUM ,fm.m.mmﬁ::.ﬁ_gﬂ .

“H2T9L I EH €L =D 6L (HI ZH #'8 =1 P) 8T (HI ZH t'8]] Lol
0 C lo=rwars G w sos Gz 9 11's G W gy (g w o 1951 300vEs0l|  zszost | om | F 7~ H | E | o
Q- |- e mere R W e Ee )T M Ay -rPest O TG S N
Z oln
14 g
I — O )
. —

ET kR , ﬁwomznﬁwﬁﬁv:é .ME .e%.m .VQ: .mmamhuvs@ S

CE L Ermess ®ITHE L= DicL W ST m oy FEL ) - z £
— 5 G0 @ weys G ere Giz Ao -rDosy I e STt ~ ~ H B HYs o6l
M- rn $8z W) 292 (He ur) 8€°T “(HE S) STTHT ZH L1 =/ P 2L . A

— X

Z - g
> W .. OH
-9 _E= Cr-OSA) (1 S) ST°T1 “(H1 ) £5°01 ‘(11 vl j

< A0 Dors @ meL=rv)so8 (He ™79 e w) 5L (®|I 1ee ‘0b01 ‘Sz
Xer S L~ ZHEL=/P)0E'L "(HT ‘W) S1'L ML $) 9U'S (M ZH-Y =1 D ‘66T1 ‘c6pl] 0ST9VT | DDH = N = H ‘HO H 81

| [ “ag ,ch 3TY %ﬁﬂ: €01 us_% 69°¢ A.mﬁ o) g o% ZQg ‘B09T ‘€891
=M £6'C “(HE ZH G 11 =/ P 00'T "(HE TH 9= W8T i ¢

¥ m\ MWW_ 0967 ‘S¥T¢] S S
. (I ——

@W, “ 0

C-d ,.1|_ -2 (3uoatos) 8“(ZHIN 00€) TN-H, 1 J00 O | ues ol ol v & xq
|~ - w 1 !

m h M ~| <9 104110013
L1
g8~0,
= <
)
O< . 1 —
SRR

62



|
[

UcCL

! o sge ok

ON NM |
MN bO-n}bFVTt~-We%ONV"

Vi Nvt O- VNUNNT

WO G3TO8A9E829

9 go NOa grOb "~ b M

1
ZzZ~ 0Oz~ 0 zZ X X X X X

OQ O

~—~

5 0~

9 9

r~i
I

0...
M
.~ NN~NNNXXX X X

N n~ ~i 4 ti.N+Nb
NSNt~—~VUD
d a0 o0 NV OHO O-v~ Mt~UT O- ~ON N ~D ~ N nl

(O
S0 N N en f'1 64 2 7 SEP2006t -

y b Nr
Fa~xx¥Y
PCTI EPO3/ 03629 p oo ~ e N ~'

M ypj

rTi
N N

r

N'~g XXM vv

3

T
. , Cp-0SHQ) OH
(51 S) 7601 ‘(a1 ) €701 ‘W TH RS =r P osL Gz ZHeE ., E5h ﬂ
£P6CLHLUZH L= P)0EL (HE ™) 0z “(HI w) z1°L (1] KL YOTI "8521 . N :
ZHOG=rP) 10°2 (E W) 489 AT ) 9I'S (H1 W) 6Ty (ug — oovl 801 LST¥sT | DH H H H L
) §1 (T ‘ZH 0L =1 D) 12°€ ‘(g ‘W) £9's (He W) 26 (g om] 9891 FILL
Um: =rw) 06z HT TH T =r P)O0THE ZHOL=rD 60|  086T TEPE
. 8]
Co-OSINa (11 '8} $9°T1 ‘(I *5) 0501 (I “5) L5°8 (HS ezl
W) 178 (HI ZH T8 =/"P) 80'8 ‘(HZ W) T6'L (HZ ZH '€ =7 PN ‘L16 ‘1021 €621
EL UL S €L =rPY66L (HI ZH £L=r PHogL (BT W) bT°L ZeE1 ‘Lot T8Z-08T )¢ ] u i tie) a 97
(KL W) $1°L (HT ) 91°s (HE W) 67t (W7 20 L6 =1 P) 69°¢] “165T ‘6L91
S He W e M ZHY 11 =r W67 M ZH 1T = PVE0Y  BLOC ‘09p
| O
> Cp-OSW@ “(H1 HD ,
8)60°T1 (1 9) 62°01 “(H1 ‘) L8 ‘(1 ZH L =rPyoos ‘Gar| . ., 084 i
LZH 98 =1 D) $9°L (HT “TH TO1 = ‘P) 8§, “(HE ‘@) ey L (1 zgy) 1L O¥OL BYVZI - N z
FeL=r POCLHI ZHEL =L P)0CL W W T (e’ rg  J6vE L091) ESTI6L | DH H o S
(51 W) Zep “(HE ‘S 2oy (HE 998 e (HZ ZHT 11 =r P ooy 891 6OLI
b Wz @ zre Wz 2H 1 = W) 667 (6L ZH YTl =1 P) 507 8P0E STrY
(
> Cr-OSINK) "(H1 ‘) 19°11 i 0
(U1 9) SE01 “(HZ ZH ¥'8 =1 P) 98'L ‘(HT ZH 8'8 = £ 'P) L't ‘(ayg] OO 6E01 ‘T8TI
— ) 99°L “GIL H €1 =/ ) 551 (AT TH T3 =1 P) 67 L ‘G ZH .mwmﬁ SESU wpropz | oW H o ‘M8 | b
G830 PYETL W1 D OIL W W) 1S (HE ™) o (Hr'm) s BOSTTOLI
(He W) 2r'€ (HEZ W) 067 (HE ) LTT (HL BH 1T =1 P) 661 566C ZEVE
o
- Cr-OS “(H1 ) 1111 ‘(61 ‘5) 2801 ‘(HE ZH #'8 < L9/
FP)SELHE TH 8 = PY6TL (HI THOS =1 P)8T'L (HZ ‘21 7% ‘6601 "SIZ1
BB =rPrrL (H1 %) 60°2 (HE ) 01°S W1 W) 9T+ “(HZ W) L1'H ‘C6TL LOST  IPTTHT DH H D 5
. ; 9 | €z
e ) 156 'GHE W) 1ve HE ZHS 1 =S W 6gz M1 W evy 6ot ‘1141
~ (HE ") 92°¢ (HZ ZHOTL =7 P) 5671 "(Hs ™) 1£°] “(HS ™) LT CZ6T ‘9TH
w 14
%. (wat0s) 9(ZHIT 00€) WAN-H, (T3 ] (O} dm s i od v x4 Xy
> €9 10d1100L3
2
)
l
!

63



4 x
M

B *o,
N T <
@.~bA
_.E0O
Hﬁ,g -
e x B ' ©
Ow. &
-
N =
{2768
= .— ~ OE.
WH:iCl
. o~
I o }
STO
OCDT .-
o . )
~w9 .
O o
Z S -
oZ .Jr
002
oOomxcZ2
n o
Wdo —
. o.
N;ﬂaDu.:
Ooc =
— 0
ol
—xXCcClO
1 c O
-
11nwm
TL.O=
EriTo
ClWO@
?>08
RVHOO_
O_ . zZ
z7 6
I WN
I
o, w.m
%MMt%
~N~Om
1 O Z
>_RB5°
~m~+R
Y.IW_.ID
~trV|
fn~|o

2
Z X
M o X
M o X
. 2
i Zo©o
o — % 2%
O (HL ) OU 1T *(H1 "s) €601 ‘(KT 'S) L8 “(HT “ZH 6L = 1] €401 10T ‘v6Z1 j
S I'P) SU§ HE W) 19°L My W) 'L (| ZH ¥ L= L1L (HT S) OLET ‘THPI|  89T-59T IDH = N = H i) o 2 T 4>
O [He ZHOL=r"D) 1py (HE W) LT (HT ™) 89°¢ “(HZ "W 16971 “Z1.1°0L67] _ _
Gleve e ™ 06T M YTl =7 P) 10T (HE THOL=T D 8T S .
. (N
Zk= -
Ol-w© Cp-OSWa) Q
Z RUHI ) L6701 (HT 'Y ST0T (AT ‘¢) £0°8 Gy ™) 20°L ‘(H¢ ‘o) 8¢
IS 99 = £ PYOCL (M1 W) £1°L “(HZ *S) 91'S “(HI ‘m) 671 - weovt | 1DH s = H *HO'HO H 14
i My =rP) 09'¢ (HZ W) vy'E (HT ZH 121 = W) 7' ~ _
> | ‘Gzdm) voe (e ZH €71 =7 W) 687 (HZ ZH 71 =1 P) €07 SN .
FE— =
[ £ £
< HO O'H
|z S Cp-OSINa) "(H1 £s J\
O1> g6 @D ®omors @O WL ®ITHTL=4 L1 ‘vsg
> (8 @yTHT S P1°S “HI 2H99=/dD gLy “(HI W) 414 '(HE 5) “zel ‘el ELI-TLD IDH N H "HO H OF
L 59¢ ZH S =7 @08 (HZ ZH §1 [ = w0} 8T°¢ (HE ZH Ccot L0L]
rsr=s W 98T HZ ZTHYZL =1 PY 6L (HY TH 99 =1 P) 20'] QLET “6EES
N - = <
- o]
&vN CP-OSINC) '(H1S) €111 “(H1 *5) v69 o
= OSIWQ) ‘(|1 ) €111 ‘|1 ) 9z01| ., ,
O TrZH s s =rP) 1oL (HS W) se, (g W) g1t Gz W) o] 1S Ov0! T wrnr | bu . - - -
S e QV%@ ‘Uz 's) 91's ‘(1 W) vﬂ.v .cmwﬂ.mvf.v.ma ‘m) g9°g wwm %Mm
I | s & . — ..E apy F . = .
w 5 FE) We (e H 1T~ W05 U AT =rPI0Y  2E P
hd
®©
OM Zm ep o'
. 182%@ .N_%.a.e AAM_ ﬁwqg .ﬁnmmﬁ uwwwnﬂ. .%N 99L “OpOT 9121 _\
L * 61°L (1 W) 01°L '(HT ZH 06 =1 PY 00'L “(Hg ‘95Tl ‘1621 . N z €
L =5 10 Gz ) 01 (M1 W STy HT ) STw T THOL=1'3L61 ‘60510691 Oeersez | A H HD L OHOS | ®
ZIBWE HT TH T =P £9'¢ ‘(e W) P MTZHE 11 =W “BOLI ‘9463
o Pmﬁ ‘e 9) L2T (HE ZH 0°€T =1 P) 86'] ‘(HE THOL =1 60'T
= g
N. - (uan05) 8“(ZEON 00€) WAN-H, M0 T (0.) N nes ud ol v xd xq
a cm
S 9 LOdILooLd
zZ D
O«
WN — X
Z0 o x

64



¥
m < >
“__,.,Cm.FM_I.
w Y.
T~ _ W
w...lNaﬁW
Wnn-m
oBrE
Ol Mma
IE
27T .=
! X —
© e
~N|_
© m.llw,
Z . _
X - XnA/m
0= .. o
1 Z2 -
I
>3 "c
— %",
~.an °
. D.W,
N - ’ [
« CN ! O
~%4yt
QUtr
©_L< 1
%IESZ
- - < d
(s2) . Z
2 =%
Wizre
SR -
L-wia
=
ZWNGQ.
o 2 =
9..OG~
>s =2
Om\nnUﬂN
~ - —
m —
Omeﬁ
88bb2

| g0 ~ ~Ob ~ N

OmN ~+' 11 a -

O b, ~y'

N mn NOO c¢c"~~In~ viV NNffv ~Mv

vN ~ -

=
Z2=2
g+
>
@)
Z
O — = Cr-0oswa) "1 <) 22’11 (1 HO
> vmmn.e %m_ .hw 50'8 ﬁﬁﬁ ..wm m_w =f ﬁﬁm.hv.im .Em%m.w izt ¥LL s
© L LIL “(HI 'Peo19) 98°5 “(HIT S) sv's ‘(T S) 60°S]  “gogy ‘06l C1T°LOT | IDH = H HO HO | iE
b (0 91°t (I ™) £8°E “(HZ ZH 801 =/ P) £9°¢ (HZ ™) 9¢°¢] ‘6191 ‘SEVS _
TG ZH 021 =1 ) 162 (HE S) 0v'T (HT ZHC€1 =7 P) £1°7 x ™
D
Y
>z
: 0
4 14 [ Y € 1, .
> Cr-oSa) ‘(M1 ) 2711 ‘(K1 ‘) 6£°01 “(HIT '5) 80'Y 1021 ‘8621 ‘1LE
§ oo L “(Hy W) 6¢°£ ‘(HT S) 91°S ‘(HE ‘W) 05 (HL TH 11 ‘00CT ‘6091l  6PT-SHPT DH s = H Ho D9 o
,_unmv 99°¢ (g7 W} gr'e "(HE w0 88' (HE 2H 1L =1 P) 100 “IDLT ‘1T _ :
. N e
-0 .
P
[
=, T€L 39/ O
Y Br-osna .Eﬂv& mhﬁﬂﬁ# s} £Z2°01 (11 '8) \.AM 8 “(HS WY ‘936 ‘5011 “LETT
0% (1 ZH YL =188 L (HI ZHL9=r "D} c7't “(HZ W) 0T°L €8Z1 ‘1LET "
> (HZ.5) 60 (HZ ) ST (0 W b8'C ‘(M7 ZHTOI=LP) 9 ‘pep ‘Josq e ee¢ | DH Z _ = H | H>E | o
Wﬁma '€ (T ) te'z (HE S v (HZ ‘ZH R =7 P) £1'7 ‘6091 ‘LOL]
(4] > . ‘ N e
FI0E OIFg
— N AN
P = O X ‘W01 6611 9
— p-Ospea) (|1 S) +TTT (=1 S) 0201 “(HZ 2H 83 =7 D) 89°4] “€5Z1 ‘P6T1
NAW ) oL .EN S)orS ‘(I W) LT (HT ) 81+ “(HT 'ZH v'01 ‘L6bI ‘g5s1l  T9T-64Z DH H o 100 ¥E
=7¢0) ¢ (ML @ 1v's (BT ™) 982 (M ZH LT =/ D661 “ZIol ‘8691
o Z “€1L1 *0Z0¢
O =
<C < Z <
, z Cp-OSING) ‘(H1 ') <611 (HI ) 8701 ‘(g 2 [ YZOI bsT 10
8= PIGoL My W) opL ML ZH S L=r DI 6TLHTI Wy COC1 W6l oLTULT H .
.%*@VNE HI ™) 3T (HT ) 00% (ML ZH 011 = P go'g  COF1 T8ST 0 H HO H £t
O G mYoye (HL 7H S 1 =5 Wo6T WL M Tl =r Pesl]  OIO1TOL
qm v L$0E “YShe]
qknwv oz
c W @ Z  {moat0s) (EHIN 00£) WNN-H, U g (00) A e ud od v i xg
o
peie)
1 59 19dLLo013

OVINO g
80
| ~ N

N

65



RIS

vb ~*i G

N O__,/\.-...

66 2.7-SE4 2006 <+ s,

nveyv

o0 ob w WrO0Oi
03/ 084952 PCT/ EP03/ 03629 xN d4 ~r0 xv, ~ ~vf.

o a F-

a Xx X X X X

O
O>w
NtH
V.|9.
OC.W
_
S
]
258
MCO
VcN
WGnNu
o xg
= <
+ _ —
ILZ2d
< X1
S T
—
— 2
> _
=217
>
27
gz !
zZ >Z
Ty%
oz ~
oo
IWM.
C o
i
B!
()
3.
~gg
~AW_
M~%
XMV
>
el
Lo
.-

a
O~-o
= --N
==,
— ™55
1
= l
~ @w u — Yo, 1 A.wmogn,wv.i _owv 901 ¥69 9T
i 110 HTTHIU= P OLHT HS=r VLT 2Y ‘el g
: v ri@e ) rL®eDos @D Ty H WEHT o6 ‘ocer seer. T e | PH H G o B
= CHEIYTEHIWOCHEDVTMUZHLL DT ‘9601 ‘0610
2 o
=k
— oG Gw.om_wma HIDTIHLISTO — .m_ﬂm_ 40
TOVLHTZHSI=P) UL H 2 U= P TL (H T ™) . .
T rIEII TS EIS Iy ZHC =DM ZH oI~y  LCel 9581 vTvdT | OH H HO | HE | W
S PP HI My HI DT HEDYIHT THLTr D 1g 0191 €0l _
0667 ‘6]
Zh o
X (@)} Un_n_
{ o Cp-osia) (|1 5) 6011 'HIT S 81°01 {HI '8) £+'8 sl j
— T ZHLL=rP)sog '(HE W) 09 (M1 W) pp°L (HI ZH €L =1 *€26 ST “9Z€] _
Z IIRSTL MW e, (M) 60'S M ZHOL=LD) Ip'y (HT'S)  ‘v8cl 06kl 63622 | IOH N = H *HO HO8 | OF
LT (HT W) 8°€ (HZ FH 0'T1=7 D) $9°¢ (1T W) op'e (HT W) ‘CEOY ‘01LI _
=z W%« HES) T HT ZHS U =L P eI T (MEFHOL=r VT ‘0467 ‘GhbE e
o A1
> ﬁ I HO
P~ 15908 ‘(HI ZH T4 = P) v9°L ‘(HE W) 5L “(HS W) 9¢°L] ‘S6TT1 “16¥1
3 % [ [} P { & [} wy ¢
™ I peoq) 98°s (W1 S) sts (e o1 EE W) LTy GTH]  'ess1toy] OO | PH _ ~ H e S
= v&ﬂs ‘P)99'¢ “(HT W) 6£'¢ (HZ ‘o) 88°7 (HI TH 6’11 =7 P) 10°T] ‘CHOE TTHE .
*°
“1-_ (p-OSWQ) (HI ) LTTI 654
Z o {H1'S) cro1 ‘1 S 96'L (e W) 7474 (HT ZH 18 =1 P) 29°t] ‘602 ‘2601 “c0z1
HI ZHTL=/P) 6574 (HS T g€ (|1 W) 282 (/Y ‘proiq) ‘s¢1 “1op1) (Pplszz< | TOH H O H 8¢
M 76§ 1 S) $b¢ ‘(HL $) 91°¢ (HT W) 6T (HE 5) zot “(HT ‘7H ‘Y091 T0LI
- w..TL. PYOOE(HZ M) TVE(HZ W I6T ‘HUT ZHS T =P 10T ‘6505 ‘0%
= -Q :
N M —
- (rwaatos) SCZEIA 00€) WAN-H, 3 {D.)d es il od v xd *q
.V _ = 99 Ladiood3
Law)
— Y
>
N_ l
Z.N

66



e
RN
el

Zaa x 1 S ~I
% X e
X . Z
X -9 !
S Do o o)
55287997
VxRS =
= X mm > o
+ 1 9 we C = ) “ (or-OSWa) (1 1 s} 801 wmﬂ mmm 0
' ~ HI )OI (HIMYLHTZH =P L (|1 ZH I't=r P . . " z
s XGW u.Wh.ﬁm.s:.hﬁm_aaﬁmm.e I HIW e (M 26T~ V51 L6SH ESTERT | IOH /@/ H HD | CHDE® oLy
+2D A0 NP eI Moz (MeS) I ETH I P 1Y 1891 9L
1 W x2n~v% - 1662 “LLTE]
pd Z w0 _
o] o) — < M mWJ
+0z387 & §) 901 (H 1°5) 101 (H ) as_vmmzm L6 “€r01
HISOIHIS IO (HZZHS=rPIOLHS T €L
) ] _ . y
Z®  >|otCHeS T PITLETD ISE I ™ e ryig 68 sy UTVT 4 DOH H ‘HD H or
1 O o 1 M.mm.:undo.mﬁm.ﬁ&m.mﬁn wez(HI PHreI=Pog SO LOLI _
' 5 m = L ‘800€ ‘SOVE
1 . . e
> c 1. .
=60 sz 518 e}
- <+ m__.oﬂze HID0TIHET'S) Cot H T ™ L (HZ W L ‘b P00T TITH
£ ZoXOS@emyiMeDIsHIMerH DTy HTTHOT=]  ‘szei‘Lssi| S8THT | IOH H HO 09 | st
SSzZzoS | FrocEtwecHTTHTI=r D 6T (HL 2H 6T1=r P) 0D TI9L “LOLT
02281 "|f> osz e
Sz I
O~-Tio s -
R T @19 ron Yoz (1 Gﬂo‘mﬁe.ﬁ .&a.?E.mmwM
Sc N~ T HI ) IO (HT ZH Y L=rP) 92 (H € W L (H T o UL .
Os SN, QP BRI ITLET IsEIWey @) Iy@g SO0 (et ) oH H oI I e I
— ! TPmurrDstr s WerMI HEea Pog 69 il
—Z2Zco= P ‘100¢]
o]
zZ2 ﬂ —
> © > . ] .
—_ mi_ . [ - o) s . $P§
e} v . T Grosma)@isleor ISz MI WL (MDA, 40
c>= o PEDOLHT ML P ELHE I T L= D) 7L (1 w) 6 901 TLI vazorz | DH z
5 g >8-- NNW:N.&E (HiZHTU=Pev(HS) er Mg ZHLTl=]  PEEl 988l 0 HD H 4
= eWJ. CHIWCEMI MO~ DeTHI eI Pog 2191 B0l
D ¢ 25 SSOE ‘L OS]
c AM_.”\} =7
ZZzET & )
m - V,QW. -2 Av, ° (uaatos) SLZHIN 00€) WAN-H, 0 HL (o) A Ies wd ol v <4 xq
o . X
> L TE==
Ba_xl == , 9 12d1i0013
- (@) W x = °-Z 1
Zz "z 7S JW -
mm.N x ! W R
|l oZxaXY._Z2 .

67



N p
"OaNd VvV Nbt~~INNV OMO bMO ~~~P+10 Nh h N v NNN

~loLL .
TN fI C 8~0 WhO. + W nDv’

do QN ~. +N{~C vWw ~~" 06 VNI

Q\N n rn~vdi

dPri
0" yc

NNr
(p

P ++ .
0000 vi ~H-}}f h O

MNn V N~. Ti

~Vr
ory 0 ..

.. 08

x Z
= p=
o o)
© !
w -
W.w_ pd
=8
@ — ) (9m 82T1 o)
- -OSIED "(H 1) 901 (R [ °5) 1°01 (H € ‘2H 6'8=F P} 5L (H T ‘ZH SOVTO0ST
I3 @ AW VCLHIZHOS P TLHEWOLH S M eoMHZ'S hoids LOT-T9% DH H 0o ‘HD-8
- 0SHEHZDOFH1ZHEN=VSEMHZ ZH T'T1=" P 9¢ (H T 1691011
< W eI FH6TI= D 6T(HES eZM T ZHOCI=""P) 1 GEOEPTHE
pd
X
s o
X der 1 i o el o rer e 1LL°TPR
i — G,w%mzaﬂ% 1 NH 80t wm 1 Nm o1 (KT ZH wv»u\ abe ero1 .
x - 6LHTZHE=P)LLHI WL HITHE(=rPITY . ) HD z
i Ol 1WA TSI M ey MT) Iy ET My IELsen 08 OH H HO H
TPyt mec@Ee W eT(He sTHT HSEI=rP oy 0091 80L1 _
X .. C PrOC ‘8PPl
ou™
08 ! Tv8 ‘0v01 ND
- (9p-osa) (H 1 Sy 011 (HI 'S) T'01 “00TT ‘SIET :
< 0O HeS)FLHEHE™ L HZ DS HIWMEPHTDTE (H T ‘IbST Z091| 8LZbiT DH H *HD -9
o ﬁ_.x Ma ZHTTI~CPYEH T W) e (MT W 6T (HT ZH9CI="P) 0T “lZLl ‘61T
> - ‘0867 'P1¥¢]
N~ o
N M
Do
> m ) FL1LGE L) 701 (b ') L (6 SN [ "
TSIMTHEHIDYTONE M LLHT =PI T (T ™ 056 . z o
[ reETD IS M) TP I ZHOTI= D8 HI THy 1=  IYST009T PRU6CE | DH /@/ H HO HO'8
X > _[PocewmecHemerHe v Hyel=rP g LOLL £TG
=z 3L6T ‘ShPe . .
X b
X
=
x . oy N2
> (OP-OSINA (H T S) 1T (H 1) 00 (¥ D) 84 (B T MY ‘056 “Th0OT “16E]
X & Ol (M1 ZHE L~ PELET W L HZS) 'S W) ¢p (H2 ‘gc6i ‘0091  287-892 DH H O H
<& m THSU=PILEME W re(HZ WETMTHLT=L P0G ‘9041 “L1ZY
=3 < 3
> ] 7667 ‘1074
o
258
Z¥ % {moatos) F(ZHIN 00£) WAN-H, (I DN nes o ot v <d
o1
. @ 89
0O _ 3 10d1L0013
—_0a
w
w&mc
o= o



69

o o Z o
m ! W T o O
—X . . c
I—IA- Z = = o | X
~W W &w Lol O
IO@. ' S vm % S %ﬂ-oge.ﬁ}wqe E e ervor e
Sl 1T ErWLLHTWLILMHIH (= NL(HT 2 —r g z
8<C<g Im@ss%:mm,&v LU ISET Wy Sy — SIEL ST 6T OH H e B O
X o HEF D) ot (e ™) €€ (M ™) 6T (H T THTEI= D) 07 mmwm .Mwwm
M@ meYaN
< X2 H = c Z o
T _Zg=2Z iz (OP-OSWQY | oo
-1 - HI60L(H1S)Z01 (Mt 'S) 8L (HT ZHET ‘T8=r PP), w._mm feo
=l s S POz 1T = PP 9L H T W L M1 ZH L=rP) T 18], mwwﬁ.sﬂ LIT OH H W | HO® | 9
U< s @R IDLLETS)0sHTS) Uy (H 1 W) 3 (6 2 ZH U= ,%wmc:
~LE ) dResErmec@rm et e YT M Sl P) I V08T TEVE
kﬂHﬂN W - mu =
o x <
>0z Q m 164
SRR 7 R — )91 15w 13 7
—Z 0 - am@: IS0 HISIZTOIHZZHOr P L H ™Yy~ ’ T
© A8 yi=r ) UL{E Y ™) 0L (HT'S) I's (H 1°m) gp (57 056 6601 ‘16z L9 | OH H o 08}
>20 " dVrrEepoc e wes @™oz @ Mrervod 881 0951
’ ! == “PILI ‘0663
e =2z d mu aZzZ
£ N_,H < > (9P £LL se8
>l = A0 @) (61 ) 601 (8 1 °5) 201 (H 2 ZH 93="P) 6L (1 7 ‘ZH] 056 9CTI o .
o Lm@ns_._uﬂ.. TZHEL=DTLHT W ILHTS) TS MET'S “ovl ‘ossi|  08Z< ) 4 H WO ‘HO8 | #S
B— o 1 pEERyI=r Ve HT ZHETU=r DI HTHSEI=]  ‘0r07 “ToL
- - 9 aanN m) 6T (HES) STUEEDN YT M ZHSHI=P) I'Y 96T ZTve
o S =3
> 2=z p
pd Qo 86 ‘1001
> Zag e OPOSINAD (‘€971 ‘shs1 “HO
R4 mW.P )01 (HZZHYS=P)OR(HT ZHYS=rPI LY 0001 ‘L9091 98T-+HC 0H H iz o) 129 £§
O > X—3 ﬁ Wl HZ)TSHIWMerHTS)TY(HT ZH6 1=/ ‘LILI1 ‘7667 .
£< S m@ B YeEZ DT HEDSTHL M LTI DOY  “oLve ‘6us
W, — oZcc
Q> >0 = o X
iy o0 c _
-3 D
< AN = o= > (uontos) 8z 00E) WAIN-H, 002 I 0.) di e il od v x4 X3
o> < x
e f-
g i,m w oo™ 69 10d1L10013
ﬂHMfHQNer
s_C2s_obto



70

= > cU
8 X G 1 >
gz"( oltie
- L SZ7T x>V
7 L=V
Se1°6=-2%s3
Q..:MI o — .|.,_ T =
AL ORANZ ~— m
P.Av,mxm b X —— (9p-OSNQa) .
W oo Z F|—HI)01H 19010 T HYsr D) sLMemyLay | 08 0 :
1 2Bt P L EIV IS H I m T Ve @S Ty 08 RN gy | pop H O 09 | o
~ o — SR 0l D) L (M TH O T N HE T DY L1109
NETC T s mprmr s Do @om LT My wygy L6591 6762
o W ~| rW,pWM = ®) m
O d > j- |
>_.2Z L @)
s 2> umAW..Om (H U)oL (H 199 001 (HT ZHY8=LDvy ., CE8
Ty fEEuH LR WoLHIYos @ or |1 Tyl SO L0 z :
€< > JesEcemsyr PocETHINrNze Mz mee @y 055 119 ! H O H»8 | 19
= DrIHCOFTHTHIU D ITEHI W L1 My w)ey| 5691 6¥87
- >0 =Ty 2262 ‘6¥vel
~z= e._0";
- = ~ V-:J .“ N 7 S
i SR E =X )
1< O pzd {p
94
! 9 - vhﬁﬁvu@.wm..aﬁm.ﬂﬁnséo,m HTYLHETW ] 218 b0 S12
< e M: 0L (B 1 ZH¥e=r D69 HT ) I'S (M1 ZH L'E 0TI ‘b1 ‘ZesT  LST-¥ST H *HO YHO-9 09
=zS$S ), VEHES) Te (HT 2ZH L' 1= P '€ (H T ZH9'E YTI=/] ‘1091 ‘£691
o< = OSZE I TN VYT HEDCTHTTHLIL PO 662 055
.O" L=
- ol > O
Z c N~ < —
= .MMN =z m GA.HGQMV_ H 1 .av_a ﬁ N,ﬁvo.auﬁa m.“.E %“m .Mwm
0l w d R HEL R ILHIZHOG~ P ILHcWeoHT 1y I i i 2 ¢
Cov il Hmps e S A S~ P Iz 051 6090 ELT691 H S B
pd
2o AEYratEIWyTEe ) cr@ Mo Dol S0 I .
VA9(X 1 S 6= 890¢ T0tE ) :
N2 n' —53
T O .— >_x10
(2] > —_—= (@]
20 . - wo (-*10a0) (1) T 808
'S L oaltgneg=cp) oL (e mss v oL ZHys-r D) 1L 996 ‘901
\; - P < -
2O 2 THe e s @I Wec M TeMz W ez Syl S H HO | HO9 |8
O -sZler = THITDTHEESCTHT ML= P) 6T mmmm. Mw\m
] ~ T
@WGN Z< ! R
o - ..
O adcE A ©.—
O« = cd ” o~ &  (uoaos) SN 00¢) WANH, (ot Qo) d e wd ot v xd xq
LL O o = o (]
l @J oy Z = l QI.
o1 T —F< Z 0L 10d1 L0013
oo 2. .= > .
°%2 >° ©5>0 g -0
s T .2 Bz



<y N oo
775 g%]ﬂua [
.M
~~0 vM}

40T
?

N WWa 70
pp ¢c b G~GXxN ~i 4 ~~~ Nav
. N~~i vC r NTmNo aN -

U~U Mm-

vN M, d.

ucL GaU-~"

b vNf NOD ~ 00'ONMTe NS Uh hoa NN 0.

XX zZ X X Z

WO 03/ 084952 PCT/ EP03/ 03629 v ~n
~CM Vt 0 qgyr 9V xi(a~x

X X

-~t~ 70 O M ~bM O vl

N N ti
20061 '
"NM...

z

T
Te
Z
&l
e .
W PO H TS 611 (H 1 ZH1'8=rD) L'8 (H T ) §° SHOT ‘9511
BIEr®oLHT WL I WILEZWOLHTIOSEY et s o pp0r | - : ﬂ
@ SHOVRTI=WEYHTDTEMT ZHTII= P 0 (H 2 2H Y£91 ‘TOLI H B B9
ST oTi=r'p) ez (Hz W) sz (M ¢ &mmﬁm.ﬂmiéf ‘FE6T “THYY D @]
al
o
oz
A @ivsou@ivoon @ P) %ud.ﬁw“é o

19801 (1) 001 (HZZH 1'8=P) £' (H T ™ 9| ‘956 ‘1401 ‘c0z1 }
vM._m.éwimm,a:.hﬁné_.25.5:45“.&%5” ‘6621 ‘16v1 8Li-iot OH H L L
% Y= P)ecHZ ™ IeHT W LZMHZ ZHS =" P61 ‘9891 ‘6574 0O

=z

_~ _
9 ~
— - (oP-OSINQ)
- | E1D L0t MO HE ML PILLHT ™Y, S
A W) yL M ZHS L5 D §L H1UZH Lt=r P 7L (g w)| 186 TE0L'TTY g 00 | oy H G ‘HO-g
N Eaaonﬁmawmﬁ_ THTTI=r VL (M ZH 0= I091 9891

CEHI WO (HT ™ML MEES £z (HZ ZH vEl="P) 0T 1962 "¢ 1vg] 0
MrM .
Z P} u P e hmwwo.wqme .ﬁuﬁ &W“: s

TOTHTZHTUL=P) 'L (BT W) o2 (88 1) v (H 1| b6 ‘9¢01 0621 i}

S Cimr D LT LS E TR E0lr VT HT D 6E WY oot g OCTE | PH H 0 H
m U= W IreHZWEITMZZH L= P) 61 ‘0L ‘092 O o)
2 o

(@]
W [3)
M .m S (3uanr0s) S(ZHIN 00€) WAIN-H, T2 AT ©.) d e W ol v o
Sz /D. 14 , . 13d4L10013
e m., !
cS=

71




72

o o
a. O © +
ch4b =1 >
QWA%N : —
:_HAW Wv,e
y. pr M‘ 1
! < | B 8]
&= m .Lm @r-oswa) @ 1 m::m:.&mo_m:.&omﬁmgisﬁgﬂ.@z :
- _m.ﬁ_.brﬁ_ WoLHE D CLHIS)ULHIDISHE W TP ‘9ol 001 ST | DH | P 7z H Mo | woe | 1t
=00 Mﬁﬁugm.mﬁmEmﬁmmém.NEm_umn:nw.EqN “I0LT S86T _
— m >\ —
e
—CcH_ojt o o
>c~T P_x  (rosWmOEIDrIIHIDcoT WIS oMy 001362
=z H-phiEcwo syt T er@edrs@ewy SO0 oopygoe< | pH | = H W | Do | o
ST a>>T v P st reMe W HI HL Doy 95 £09] _ |
O~ LOLT 6667 . =
= = VO
OﬁeM~Of
=go - Groswa) @ S HO
<& TS LOLMH S TOL(H 1 ZHO = D) 08 M I ZH L= D)ot ‘svor'éscI
og - WHZ®)OL(HI'ZHST T8= PO SLIHE WL (HZ W ¢ ‘90911691 €LZ0LL DH “ = H ‘o H 69
S8 Q HIMILEIIYSHEITSHIWerMIDTrHT  p) 140
Z= rInmmﬁrs.a.‘.mENﬁ:mENEQNEN ZH §'11=r PY0°Y R N N
Z & 1068258
0023
o . =
. c 0
e +a.v~ . er g O W0 .
O o> g0t (HZ ZHS8="P) 6L {HZ ZTH 3= P) L't (HZ W) T ; B g HO 7 £
oL S Y@ e rs s Wy @z M ITir o (g S0S1S6SH LT | 1OH H i
R e vanmﬁm.avaimm SYscMeSrrEeHTeI=rPogd P65 99
.d0 SOLI “L267
<O X O.-
> X . P>
ﬁ~uo < © H W
> < % ! , S Gn.sznw (H MMKQWE €01 ‘EEZ1 0
TO slTsdro @z moesrvo Mz mer DeLEZ T ost ‘Thet z e
o . X8 L%Eobsm.m:wﬁ_ﬁm:mm DUyECHEIT=  eeremy S | PR | H > | HO® L9
O° *CERFTHIWecEIWeZHEeS) TTMT ZH I'vl=rP) 0 ‘0L6T ‘BFI]
©xog
- N pp
D.h X%W T
D.W o (waxos) S(ZHIN 00E) WAIN-H, Euch: (0a) AN 1es T o¥ v e | xg
0832k
- —_— L
a_
Y o pd <L 12d110013
cZ . W;IWG
Scooxs 2



73

£3cx o
o0 @ o (&)
% Oaraz
N AT
praf - =0~
20O < _ -
&6 _ .« Qo=
L Z_glo -
W% c &SP (9P-OSINQ) "(H 1 HO
< a E;.SME:.E (H1'$) 08 (H 1 ZH €= P) 9'L (HT ™) §'4 1901 ‘L121 ‘S621 . .
S- &° U= PVLHE WML HL ZHy3=r PITLEHTS ‘6ss1°g191} IVT8ET | 1OH = = H HO HO9 | 9L
+wn_o HIOysHTDosHIWMerHZS) v HT ZHOTI=/ ‘€691 ‘6658
TS € 8@ rmec@rwer@e ) rr@ Tl TCI=r P 07 x A
l i
oo o
l - o o= 1
P53 AN T GrOSW) H1%)  ogz1 cost "0
L CSN~ POTELD IO M I ZHS I P 6L (HT W) LL (H T ZH 89 9e1 7951 . )
®) HPOeTE 1 gL HTZHTI Y= PNTLEHT W TLEHTS) 6901 ‘70T SBT-E8T IDH = = H HO HO8 St
_H o< L SHZS ISHT DTV (HIZHLTI=Y) 8¢ H T ZHO 1= ,m%“ 00zd
] > =2 y.__u/ v mwn,avm.mﬁnﬁmnﬁm@tuﬁm.umm.mus.a I'7 N X
Z oD a (ol
Z 1 x OZ2
zZ N O . )
! NNM i~ o (OP-OSNA) HISDTUEIS T HI - HO
LO x=AD0BHIWLLHI'HE = DIILEHITHIL=rPIILEH | €71 ‘55 . .
L m S N_&.S.I.s CLHTWELHTZHye=r P CLHITS) 1Y ,mm o e QH 661-961 DK ~ = H H) HOO | ¥L
oC =3 W.@qmﬁi&m.mﬁm.&ﬁ.mﬁm,avmimm.mmv.:ns choc ‘Zges
.ﬂ% < cAPE @I ycEIMETHES €T M T ZH 1'T=r D) 0] ™ NN
Z6 - Sxe -
(e} , .
Oz > . HO
> 10— | Rpos7a @ 1) L0t (1) Z0LUTT ') 62 (12 ZH 8'8=1] 1501 ‘1021 ‘0991
I T SO EI WL MWy LMY A ) TLE T 61 ‘0001 eszosz | oH = = - o 09 cL
U~ =g %Mﬁﬁnﬁﬁmﬁév.nﬁmé FSEIMEPMHTDIPHT ‘09T ‘L0LT
b, = Q ﬁm\ PHEHTWEEHTI METHIZHETI=P 0T ‘000t ‘szvd . 2
=R ©
Pz - n'r T=
>0 Tx ] 0
Z 9 .-
>0 5 d © o ) @119 0'8 (i1 £ W) Mw?o&gas.ﬁ Yog1 ‘€9t
e AR S BLIDPIIEHIDCIME 1D 0g e WL (HT W) oyl WL v = z ‘ 7t
O _ > ZW THEWeLHT W ILEHTS) ISHTS) Ty H W e[ i (vop)o0g< | OH H Hoo | HOR
> S 8 %mnmﬁwn,a:mﬁméaimm )T (H T ZH 6'11=""P) 0°C] = B
o O A
O - Sf oS
O Nl xm :
W E>-4°°2 < {yraa1os) (ZHIN 00€) WAN-H; 0 1 oy | e nd ord v xd xg
o¥ 84222
© 0O 124110013
(ONe! n~u o Z W AV &l
M : o2 x W p
-] 1
ZxlhLoZxoZz



h N

e

N REG 208G =

~7. O"21S xVM ~i°

.|§7

~N~mt N-~"qQ

I ~r NI!

N dO x ~~~ x x~N- xor-x v N
~~i

rci
= C Eryj

. qSh Ef vi
FES ~ivV Vv7 ~+~ -+h~+~(~. 1 .

r.jtiMCrrixl ~G"i

M/j ~N~{. rvI

~I

V..

V1INNNI[N-NOH
N

nj NC M.
Qr ~y

Vc

| ~ ui

M. Vviy O y=* ~+ tom

M-~ G M7 MW

hcf

|~h 9

Q]Vl\/lr)~
Vv [~
X X

(@] : X
z o)
NWN T =
= meX
X< Z ~ zZ
© ~V,+ = .z
50 o
d o,.o0_
> 2
$s ~o
NAA < bDA
2" 001 «
=) |. _ N R
mm _nb m N €, . £, . omI
(OP-OSINQA) "G 1) 0TI H 1) €01 (H | LEL j
D QR HEATII= P IBHE WL M I ZHILrVSLEH  'opg'seor
va_m MO I ZHI8=P)OLHT'S) I's (HT ZH 69=r D) v'1] “rel‘sezil €9 I0H N Z H *HO ‘HOt | o8
) ,Wﬂ z9TrHT ™M) Lg(HT ™ e g (T 2H I'1=/ coc| ‘L6FI
T COVIMHTIZHITI= P)OTHE ZH S9N E'T ZILT ‘€167 S
1=~ 0 q
S 8 o ©O e
= w ~ b [f £, €, o I
H forosm) @ 101 1) £or (H1S) 58 (H 1 M 9L~ 6€L j
. UQE@H hﬂﬂ ﬁﬁuﬂsn%ﬁ?ﬁmozéﬁwﬁ ‘608 ‘9£01 N
‘ZH TLHTI™MEIHI)ISHTZH DIvY  grziemzl 85T IoH H WO | Hoo9 | 6L
! Qm.:qu..N:,a?Em ) e WL HT W ye(H .mwwﬁmww ~
T P THT HITIS DOTHE W UL VEY ‘g0 red N
H—=zlseo=z
< £
9 . . %, £, % O—l_
J < G?Omza B190TIHEIS)COTHT DS 6L, j
e: .wanw YI'g(HE WL (HT ™ gL (H T ZH '8=rP) ‘I8 L9901 “L0TT
>ELHT DVTLHEIZHYR= D UL T DS (HT 21 ‘THLL 90l 992 I0H N = H HO Los 8L
Y pesr HIWMyy Ty HIWLEHTMPER  6Lpt ‘S0
! n.mm Ws@mmﬁnwfﬁ%,u:NEm.NETZV: ‘€691 “LILE X
16 E
t @mv (9P-OSIN@ (M 1 ) 601 (H 1 )T 01 0€8
P8 L (T by (3 T2 T'8=r ) L (6 1 2H w01 ‘0021
.Nv ) §L S T (| 1M ep (M T Ty (HT ™ o€ (1 gerzier] €T OH H o d-L LL
VW apool=r P 6T (H1 W ¢Z (HZ ZH 9 1= D) 6091 “1691
Aowmw@@.éw_@ﬁ.nm:?s PLIHFOPT(HT W] ‘SIL1 2260
QO acZ
~ ="
Mvw o 8 HW%&ENH.E 00£) WAN-H Yl Qo)W | wes il ord v x4 xg
- ) O
oo ™ vL Lod110013
>0 fm‘L
=
27T

74



75

R 0OZ=5zS
?W < m <
%Sn . 1200
IO ._ = W.
o
2as g > (P-10a0) (H 1 6v4 0
8- g S ZHOT=P) 8 (W1 ZH 'L~ P) 08 (U € W) 9L (] SPOT S611 = = ,
= OB DSLHTHI L= VELHEHTDTLHEHIDTLE  cgprgos)|  LET - _ _ H ‘D L | s8
Q40! W BUSHI WML TEMZZHIT=r P UCEHTZH ‘o001 ‘979 % X
v %‘, Tl= PR 6T ZHITI= VD STHT ZH 1= PIET 61L1 048]
—— Ol O
—~u ...D4 | 4 v
— —
> L Eg - ) H 1) 6 (B 1 ZHOT=rP) '8 (H 1 ‘ZH 1" L=/ o
s O ZHeWoLHT ZHS L= VLM T ZHY =) €L (H 12501 ‘6201 ‘1611 = ~
° W W J W @1 TH L P69 EH U H UL/ DV8IHTDOSE  ‘eozr'ogzy] 88 - _ _ H WY | HOO'S | +8
% Tp= vwwmﬁ_gwmﬁmémmﬁm.mmm:%ﬁ:MEN.Nm ‘€8T ‘SILI = [
Q8L %v = PO) 6T H T ZH 60T~ ¥'T(H T ZH Y11=/ P) 0']
+ -1
yegid=>
n 429 (P 0a0) (| 1 9
O W .mmcw )08 (He™) 9L (H T ZHO L~V 'L (H 1 'ZH I'8=/|0v01 ‘R1Z1 ‘b621
C o -PRHETHILDELHIWOLEHT®WEI®TZH  ‘copr zos] €2 - = = H " | ‘W09 | €8
Np oVl @EEN DUSHY WL MT)TEHTHIN=A  JoLl ‘62 _ *
w25 1M o) 67 AT - LT 0 y x
N~ ~.@h lf O
R
= R - (9P-OSWQ@) (H 1) I'11 (H . 0
T - BN HCH I DL HI D CLET TSy | 6L 1O
8500 | THEHos=rMeL M1 HeLrDrLEs W oL ey SO o0 10H H D s |
0o &C2 YoLMTDESHIZHY =" Der(He ') Tr(ng  L0ST 5291
O P eI Wy I H I P 6ZHI I~ P oy OILT 6867
Z210 o
@) ==
’ N 4— 4 _] —_ £
-d_ZFdZo > O'H
= {9P-OSIQ) "(H 1 S) 601 (1 1 sl _\
cZ2ms GBIV EI ML D IsEEWoLFe ] |,
o<t NmHI:E:E_ ZHC LA NTLHET D es Tz P01 6L pep OH Z N = H pe) s 18
LEDZH ssftrv@imer@zcrEzmonr e I0EH M _ |
3 HLLS Y PP HT WM ZH I P I'THE ZHE=" N ET 6851 2691 . ~
o . sl
Pt
X 3 M
< M ,m._,w_ 4=2= (uasjos) S(ZHIN 00E AN-H, 10 4T OJdp | wes ol o v o X
- 4 m 5 - 7] 10dit0013
— - N
X _Plb - e < 1 4o
c@2 L2220



m_ zZ
o o
o
4“““. +
2%
oZ >
8<5
00w
wl
(@)
nE=.
N~
NS
o+
© .
< o
71
~\
W~F
QWW
-
T
C oo -
-z2
I —
o OILL
|
XWV
X X =
3
Z
x _M
>
Nz
X9N
<A .
O
XoOo .
=8z
NEf
NWH
g

t NNQ vi
M v
06

0.-1i
Vll

=
> n~u P
zz =
@ M m nO
£ .0
&=
- W ~ P-DaD) M 1) 76 (| 0z H
- 3 o.m%émw Q.M_W 's) MM@: ZH 1'8=/"D) m.ﬂmu_ .Nmmm.m ‘9vd 7_~ .
OSSP SLHE M YL (BT ZHETOS SL~r PP TLHY . 2 ¢
OB TG er D) 0L (11 W) 69 BT § H 7 D) L9 (12 5) T6 (] D08 awor'stey B o 7 H HO | HOO9 |06
hw IWEHED LMY e MZHINI=r D ez 681 08I _ S
SIFCTUPETHTZH 1= Dy T HT ZH01=r P 6T 10LT ‘e6ze
SJd— =T
X : (P-f10a0) (H 1) L6 (H 1) '8 (1] 47l _1
WSS (HT ZH L= P IS (H I ZHET S8 DRISLHE W) 001 %071 N
ZAPLEIMCLHIZHOE TS U8 PPITLHTZH 6=  gpgr‘sip1l 561 - ~ = H 4o as 68
=1 DM TSHI DM TEHT ZHI =L D T %791 ‘$S91
m ~ Goau THCEETI= PO TH I WY HI ZHIEI="P) 61 9171 ‘8L78 == AN
>F0 M H
e b= (P0aD) 1) T6 G T 48 (1) €8 oc _
— QWL o= P USH I THOT 8= P sLMHe W N
S THMTLHT UYL VI M) IS (HI ZHRE T8 61 SOV gig - = = H HD HO¢ | 88
| +PpR) 8 (HES) TEMTZHO 1= P 'EMT ZHOY Cl=y]  SYTL 9LbI
Sd Pt ETHEE = Dy T HES) CTHCZHI I P) 61 1041 °4¥2g ¥ X
. l
NEE
£ 3 g . HO
T A ve-n@nownmm 1's) Mwm = ﬁw ‘ZH cw?.. .anm mﬁ £ N 6944
[ ZLHTW YL HET ZHE9=r Ve |1 1L (e wm gy TH01 6611 ) z -
MSFYSHE S USH I THRE T P SEMIDTEMY  ‘gocr ‘g0 OF z H Ho L
o] 6051 ‘819
! I TreMrWecHTHE =D YTHTHIU= P 61 *61L1 ‘666l .
z T
Tz ! e HIDrsHI D08 EHE WL (H1 ZH < o
] B BDYLEITHC I DS LHIZHO L= PV L M1 | POL D01
Ui xﬂ...ua@ CLHLHIL DILEHI WoL @1 2 o9=rp)  SO1190TW  ,0p - X = H D a0 | o8
| 2| S9BIZDTSH I ZHE T=r D e MTS) e (HT ZH 91 St ‘ot
| Sl PIREGIZ W 6T(HZ ZHY 1= ) ST(H T ZH 1'T1=" P 6'1 L1 Oize ¥z X
& B
~| N~ O
X .
% (qmanjos) $(ZHIN 00€) WAN-H ek ©OJdw | s nd R v K pc
l
! O o/ 154110013
o]
c
Z

76




w z _5=z
&5
= TN
L, Y25 >, m m
Ao .._ " 1: 22
MAOU 2 .|9”M = = -
2 |2.. { X + £ ' [1 . £ -
1= A =, (P-1DG0) (11 %) €6 (H T ZH 0T~ . o
oL OFS of @ ¥l DOSESWOLUIMELL VY ELL THOL :
Ol " & luieiorde @I Wer@eme @D rs@1a SNy H M | HOS | 56
S o el Er e e TI=rPrcEz T I 5891
>0 B ZIeeXietiph)0e M ™I HE'D CTHE T H 1T P 61 BILI 0ty
NBe -4 =22
> o x ) = W — HO
_Ro 717 O >0 () 1Y esE1) 08 H TP LEL
2 =Y Sk EIDoLETHOT T SLHT D LT g0, 501
200 WL (H1ZHI'8="P) 69 (H 1 ZH I'L=P)S9(HI S ‘czzrogzy  EVI ~ =4 H Wy | "HOO® | ¥6
C1Z— —RE)OSHED)CCHT WL ETE) e (HT ZH 1T ‘161 ‘TZSH _ _
Zo0 — - T eI HT HE 1= D ET (HT A6~ P) 07 YLl ZTos = 3
— > . ()] —
= G.I —_ cZ . >
Wu e —< S . W
Z x.z2Zpb. "’ _mw.mﬁnuv.ﬁf.& Z6(HIZHOI=r P)¥8(H 1) €8 . HO
022 1 ﬁwwm =) U8 (1 7H 07 ‘98- ) L e m ey EPOLSIZL
53 AR 1mHosr Do Weo @Mt ST Doy OBELEH oo - S = H W WL | €6
20 < 0051 ‘9891
A A esEEDTSHY WYL MY TEMIZHI =D g 00D _ _
- Q13 .4@«%.&.3.&%&53@2Ev.imn.ﬂ_.:....,,33 SE6Z 90FY P e
O 1 oo N A
S _ sl
41 o .1+ 0 c 0
o s Gw ! O 1 ) L (e ) 1) L G Mﬂvﬁa@ TLL “TR01
< R eI MeLHE W EL(HI W ULHY ™oL ‘LETL ‘SLY1 - Z O
o ~ _ mw 2 FfmyotzwrsHemesHI W geHI WM ‘6061 ‘6091 s H HO HOOs 1 26
= o= @) ,mmm._Wusm& e T MW PTHTHIN=DEY 6141 ‘evoi
m x oo N~ _7
[ | Z T <
X TR L @0 @19 76 oH
’ P-0a0) (H 1°5) 76 (M T ZH 0°7=]
m x % m pd > N,Bw.w.mm TZHUS= PR (H 1 TI0T '08="PP) L 1 o . 6vL ﬂ
XO_, -lpelHz My HITHEs NELHI THe = VoL | ULLs0 N - | o< | 16
SuxdCea 1w mro@IHISDLOHI TSI M L] LSTLEN A =
c_ 9! E ORI Esmec M) reHT ZHY=r P e (HT W67 .Mww wwmm _ _
W@E +WH : weﬂwﬁ%n}:&ﬁuwfNﬁus.eﬂﬁm,ﬂinsd: P 2
—t
SOEIR N 1>
St wv o .~W,A~ W (2A105) SXZEIN 00€) TAN-H, (810 T OJdW | nes nd a¥l v xd pc
Noe L
M@.%OE CF_Z2 i 134110043
1@4 ol . - Z
« OO0 - O . >
O —ﬁ/v_ 0 +1\ N - ql 4
~~ ) - —
- ™ c>1m_ Z
cT o M | J— nwu 1 - <

77



2 3

£ 2
aZ o
WX55
; o
— . O X
wDyS e
o< ¥
bXO
2~
1 % B
AMVMX @
OXn_m
O —_—~
Z xX©O o
S S
N
a” Pm
Z LW
N
SN s
r~1H2 .
— — N ©
o _7M
O%an
-60r¢
;mlOW
<
. > -
W_ mﬁ/.
—_Z 01
20,8
MO-~
cz". 2 >
D) m{
N © 2
I
oz .
- > Z
Y . §
~.M nw
4~Nk~u0
X m
..NN:wc
(7]
dm -2
Oom
—0O0> ©
— C o
a~N.~I.E
T
d40Zx0

~i4-~0~"+ ~+ivMy L NG x rTi

a m~"pl ~ M-++0O SN P1Nad ~j

rtiv-"" NvC a~

<
<
<
m
X
Z
~~
]
e HO
Hi's}26(H 1 ZHp8=""P)EB(H L 24 "EPOI'VOTE e Pz
el 'DOBMHL ZHE L DEI{H L ZHE =T 'PY L2 (H T6TI6BEY oo _ " . - 66
‘WrLHLZH L 'PYTLHZ W) VL (H L '2ZH 26T 'P) 4 9b1'86p1T - .
geHZ'S)Is(HL'Wee(HZ's)eelHZ ZHO L 1=""P) 9091891
zeHzWoeHzZ 'ZHeZI=" V52 (HZ ‘ZH L'6="'P) 0] e
| S1L1'05¢8
> O%H
B DD EIS 62015801 j
P OTLH ') 01 (HE ZH3=r P) 9L HT WM EL(HZ W TL TSTI ‘LRTT
HZZHS="P 1L (v 6o HETSITC(HT'S) T (1 T w) ‘QRET T6PI 91T - N H ‘Ho ‘HO08 | 86
> P HESIOP(HT ZH UL=r"B) S (M T ZH T'TI=PY L€ (1] ‘0181 ‘TOLT
W e W ETHTH T PITTHEHULS DY ‘0862 Cive
) oo L , _u
IES) 6T 2H0T=r P8 (M1 ZHY L= P) T8 (H 1S 18 (] WOV £B11'SZT N
LZHOT 'S8~ ) oL Hy Wy 1 m gL zw)yrz(mg 0L V6PI oo X = H %) 103 L6
) oS (M1 ZHEE L= M) 6E M DT ZHOTI=r P LLST £991 | |
'€ (HT2H 8°€ ¥Tl= PO) 6T (H 2 ‘ZH 6 01=r" ) +T(HT 'S) I'Y SELL 638 P ™
m 9°H
L - .g%.namwou ﬁ I .&cw.m mw T .N_mmm.muwi mm_ (1 ,Nmm @) TY b0l DIZL LYTI _\
CMOLHSMWEIM ) TS (T ™ 8¢ (HZ ZH ['L~] *80ET “€8€T - N z -
| D)SEME)TeMTZH O II="D) I'E (H TTH 0P ‘STI=] zevt ‘ozst| OO H Ho HoL %
VPRI 6T HS W YI(HZ ZHIOI= PISTHEZTH 'L DT ‘9891 ‘B1L1
L >
— Z .
L O (amaa108) S(ZHIN 00€) WAN-H, W9 T 0.) I nes nd ol v x& xg
() gl 104110013
Z._
]
O
N

78



, MOd,

CNM ~Y'
NMCM (N~JN El | 6e OO ~D~Q M-i
U 4~i~.1{ a,b W WWN ed" ™ fV of

Nw~ r

X..f~eoS v..~o0e {NO- T pO- WM xXMcC~ , O.. LV P ...
i4 A ~(~w- ~Tr C'N- VOVTS j. M ~+, gljSéPyg”“P\IN**

it 0ON~S{yd 04 ~—~ . M.N- CO ~14bn

dN 101y NMti NN~ f'~~ N a oo N~ x_ mxyr~~f om-~JgIDNd N 401 r+i
F6 |~ if WRMMRS24-A4Fp5 dd' ec~~P d ''L'~, N~ N-8o v, ZCNEBPOI628 3. | 4M
0?2 ydo; -v, j' gy VniN~OVr1N .1C WM OTCM)O ~NQM CT. 6K O ML1 OON
10100W fFN' TG A- O' Q00 e{ OThO0O bRN N VNINONn Mo VOR” Nry
yl | 242 OO|0fFgce Up x x x x X CLYY oCpNOU Wvhna Wma a
ma 77(lh =g -
Ss=4d
Ty
o g~
| Ee-
3 e
" ECS S
| zE2
< £L3
& | saf
: | 35g8
£ EE
nﬂ’v\q
SEdS
T25E
43 g9
RRE
Elgss.
£ | RERE
48A8s
g R
2| & H
E [
"
- O
=4
= m
< 5
=
&)
e
3| % i
s
M &

79




27SEP 20E16 :<: WD 03/084952 PCT/EP03/03629 r N i loci Ecl N&& SFF 2&@

~{A NGTVQ Mri~ila N=A' XMOR 'y1"iiA~44q 'A~' "~A"Am"A 2 - NNW
V=v+ VMV pPpAQOOMIA=gqONNNS>NMGQ?[Z1, NN.T. 27 v .+ 1lc-Z
iny ~7 NN2 SE-OSDN C6 i MhIl'- in, 'c wCArTi ~~1+1 N ~b ~M N 1~ Lq
h EM ' L4WOP3084852—— P~' Tr . f~ N-NC Nmv22 N ..,~ C NNWOT/EPG3#361 Q N N M
VI ~NX ~NMACN =~0 ~Q~N{f ~-i .. vUIIl .vQfi+i c~"]1r 19

MN ~OW

VTN~ - rde By
w7 0~yr.|J~?ﬁ_)£|_p o

,3joXazin-

TH-NMR

1.8 (d, /=11.9 Hz, 2 H) 2.1 (s, 3 H) 2.5 (t, /~11.8 Hz, 2 H) 2.8 (m, 2 H) 3.1
(d, J=11.0 Hz, 2 H) 33 (s, 2 H) 4.4 (t, /=12.6 Hz, | H} 5.0 (5, 2 H) 6.4 (4,
J=8.4 Hz, 1 H) 6.9 (5, 1 H) 7.5 (m, 6 H) 7.6 (d, J=8.2 Hz, 1 H) 8.9 (d, J=8.8
Ex. Hz, 1 H) 12.7 (s, 1 H) (CDCL;-d)

101

TR {KBr)
1705, 1648, 1561, 1500, 1284, 1220, 1093, 1041, 961, 821, 753

vI.P.: 228-232 °C

N-{4-Chloro-2-(2-chioro-benzoyl)-phenyl]-2-[4-(2-oxo-4H-benzo[d][1, 3]oxazin-1-yl)-
piperidin-1-yl}-acetamide hydrochloride.

TH-NMR

20(d,/~13.7Hz,2H) 2.9 (m, 2 H) 3.3 (m, 2 H) 3.5 (m, 2 H) 4.1 (s, 2 H) 4.2
(m, 1H}5.1(s,2H) 7.1 (5, 1 H) 7.2{d, /=T.0 Hz, 1 H) 7.3 (5, 3 H) 7.5 (m, |
H)7.6(m,3H)7.7(d,J<82Hz, 1H}7.8(m, 1 H)10.2(s, 1 H} 11.0(s, 1 H)
(DMS0-d6)

Ex.
102

TR (KRBT
3386, 1702, 1686, 1523, 1288, 1238, 1041, 960, 761

M.P.. 175-184°C

N-[4-Chloro-2-(2-chloro-benzoyl)-phenyl]-24-(8-mefhyl-2-oxo-4H-benzo[d][ 1, 3| oxazin-
1-yi)-piperidin-1-yi]-acetamide hydrochioride.

TH-NMR
,1§ 2.1(d, <134 Hz, 2H) 2.3 (5, 3H) 2.9 (m, 2 H) 3.2 (m, 2 H) 3.5 {m, 2 H) 3.8
{m, 1 H)4.0 (s, 2 H) 5.0 (s, 2H) 7.0 (m, ZH) 7.2 (d, J<7.5 Hz, 1 H) 7.3 (s, 1
Ex. H) 7.4 (m, 1 H) 7.5 (m, 3 H) 7.6 (d, /=8.8 Hz, 1 H) 7.8 (d, /~8.4 Hz, 1 H)
10.1 (s, 1 H) 10.9 (s, 1 H) (DMSO-d6)

103
@ W‘) "% ITRKEN)
. [ 3398, 2864, 1701, 1670, 1477, 1288, 1236, 852, 748
WP 77-185°C

N-{4-Chloro-2-{2-chloro-benzoy] )-phenyl}-2-[4-(6-chloro-2-ox0-4H- -benzold]i1,3}oxazin-
1-yl)-piperidin-1-yl}-acetamide hydrochloride.

1H-NMR

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

(s, 2H)4.2 (m, 1 H)5.0 (5,2 H) 7.3 (m, 4 H) 7.4 (m, 1 H) 7.5 (m, 2 H) 7.5

(m, 1 H) 7.6 (dd, J/=8.5, 2.4 Hz, 1H)78(d J=8.5Hz, 1H)10.2 (s, 1 H) 10.9

{s, 1 H) (DMS0-d6)

Ex.
104

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

M.P..201-204 °C
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78 2.7 SEP 20061 " WD 03/084952 PCT/ EP03/ 03629 S ~Nx ge I N x N r Mp yONN
VAftf1 O NmSpld h1Q /\ ax I U0 oa w
WO 03/084952 PCT/EP03/03629
2-14-(7-Methyl-2-oxo-4H-benzo[d][T,3joxazin-1-yl}-piperidin-1-yl[-N-thiazol-2-y-
acetamide.
TH-NMR
/@:\ 7 1.9(d, /=12.6 Hz, 2 H) 2.4 (s, 3 H) 2.5 (m, 2 H) 2.9 (m, /=12.5, 4.0 Hz, 2
N o H)3.1(d,/~11.6 Hz, 2H) 3.3 (5,2 H) 3.9'(m, 1 H) 5.0 (s, 2H) 6.9 (5, | H)
Ex. 6.9 (d, ~7.6Hz, 1 H)7.0(d,/=3.5Hz, 1H) 7.0(d, J<7.6 Hz, 1 H) 7.5 (d,
J=3.5 Hz, 1 H) 10.4 (s, 1 H) (CDCl-d)
105 N
Na "\,H IR {RBr)
N5 o 2920,1718, 1618, 1528, 1458, 1383, 1294, 1208, 1143, 1045
M.P.: 183°C
2-[4-(6-Fluoro-Z-oxo-4H-benzo[d][1,3]oxazin-1-yl}-pipenidin-1-yl]-N-thiazol-2-yl-
acetamide.
F o TH-NMR
\©\/\ P 1.9 (4, /=13.6 Hz, 2 H) 2.5 (td, /=12.1, 2.0 Hz, 2 H) 2.8 (qd, /~12.6, 3.8
N0 |Hz, 2H)3.1(d,J=11.6 Hz, 2 H) 3.3 (5,2 H) 3.9 (m, 1 H) 5.1 (5, 2H) 6.9
Ex. (d, J=7.1 Hz, 1 H) 7.0 (d, /=3.5 Hz, 1 H) 7.1 (m, 2 H) 7.5 (d, J=3.5 Hz, 1
106 y H) 10.3 (s, 1 H)} (CDCli-d)
Y N IR (KRB
s © 2935, 1701, 1528, 1500, 1458, 1271, 1207, 1145, 1045, 730
M.P..67°C ;

N-Dibenzothiophen-2-yl-2-[4-(5-methoxy-2-oxo-4H-benzo[d[ T, 3Joxazin-1-y)-
piperidin-1-yl]-acetamide.
- TH-NMR

i 1.9 (d, /=12.1 Hz, 2 H) 2.4 (m, 2 H) 3.0 (m, 2 H) 3.1 (d, J=11.6 Hz, 2 H)
L |32(,2H)38(m 4 H)52(5, 2H) 6.7 (t, /8.3 Hz, 2 H) 7.3 (t, J=8.3 Ho,
N

Ex. o | 1H)7.5(m, 2 H) 7.6 (dd, /8.6, 2.0 Hz, 1 H) 7.8 (m, 2 H) 8.2 (m, 1 H) 8.6
107 (d, J=2.0 Hz, 1 H) 9.3 (5, 1 H) (CDCls-d)
O "WHN IR {KE¥)
s O 0 2935, 1719, 1603, 1509, 1477, 1257, 1141, 1084, 766, 733
M.P=210°C

2-{4-(/-Chioro-2-oxo-4H-benzo[d}[ 1,3Joxazin-1-yi}-piperidin-1-yl-N-dibenzothiophen-
2-yl-acetamide.

o |TH-NMR
,E:I\ A |19(d,s=11.1 Hz, 2 H) 2.5 (1, /~11.1 Hz, 2 H) 2.9 (qd, /~12.4, 3.8 Hz, 2
o ¥ ° |H)3.1(d,/~11.6Hz, 2 H)3.2 (s, 2 H) 3.8 (ddd, J=12.1, 8.1, 4.0 Hiz, | H)
Ex. 6 5.1(s,2H) 7.1 (m, 3 H) 7.5 (dd, J=6.1, 3.0 Hz, 2 H) 7.6 (d, /=8.6 Hz, 1 H)
108 7.8 (m, 2 H) 8.2 (dd, /=5.8, 3.3 Hz, 1 H) 8.6 (s, 1 H) 9.3 (s, 1 H) (CDCl;-d)

N\!.‘)N IR{KBM

3300, 1718, 1682, 1509, 1472, 1431, 1293 1199, 1043, 806, 760, 726

M.P.: 236 °C
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82

X g 79 27SEP 20061 WD 03/084952 PCT/ EP03/03629 oro-- -c oro- €Nz oY o Be £ %
- -me y- -0x enzo oxazm 1l-yi)-piperidin-1-yl]-acetam de.
1.8(d,J=11.9Hz,211)2.1 (s,3H) 2.5 (t,J=I1.8 Hz, 2H)28(m 2H) 31 Cl NO
(dJ110H22 33(32H)44(t F126H21H)50(52 gqis J=8.4 Hz, 1
H) 69(s W OpNsIPs (1 T g ) 76(d 9=8.2 tz, | H 89PFB’E 08628 Ex. H,
H 12 - Wdrbjﬁf!:b D haGE . ToobHd : 0, 1284,
1220, 1)93 pia i),aceﬁﬂmde821 753 P -c oro erjzoy -p
eny - -|- -lexe—enzeo—pxaz giperidin—31 ul'l acetam-de h\lrlrnnh| ori de.
No 2.0 (d, PJ=13.7 °m2$g§’ﬁ1ﬁﬁzfﬁ‘ l;%ﬂg 41(52
9 a2 1 [(m i 4 R 36k ¢ it % }h)3761%|]—s smﬁll) 7.5
(m1 Hegle (m 3135 ¥. 7 |(al/-s3H8 220 He(s, Ao 18z, 7HE 4 (@, 2 ) 7H) s,
11.0 (s|1geH) EX ([ﬁsj)cGg’f?/ﬁL)JRBGHZC)QH)lOZHOIH)rlOzGBIGH)1&9(9,2H){m&@ 1523,
1288, 1p38,| 1041, 960 N7614999M P.. 175-184 oro- - -C Oro-enzoy -p gny - - -
-me v- {oxd % Ao n- -P\?;I Y-piperidin-1-yl]-acetan de hydraochl dri de.
2.1(d, J¥1 3.|a% 3‘(5,3Hj} ( H~O(r1 | H)
20 (5 ]2 Lo, Sty v Al i WA e O ST
M.P.: 256°C
1-{1-[2-(3,4-Dihydro-1 -isoquinolin-Z-yT)-2-oxo-ethyl[-piperidin-4-yl}-1,4-dinydro-
benzo[d][1,3]oxazin-2-one hydrochloride.
o TH-NMR
@::,go 2.0(d, /~12.7 Hz, 2 H) 2.8 (1, /<6.0 Hz, 1 H) 2.9 (m, 3 H) 3.3 (m, 2 H) 3.6
(m, 3H) 3.7 (t, J=6.0 Hz, 1 H) 4.3 (m, 1 H) 4.4 (5, 2H) 4.6 (m, 2 H) 5.2 (s,
Ex. dj 2H) 7.1 (t, /=74 Hz, 1 H) 7.2 (m, 4 H) 7.3 (d, J/=7.1 Hz, 1 H) 7.4 (n, 2 H)
110 @ ﬁ\) - 10.0 (s, 1 H) (DMS0-d6)
o IR{KBr)
3048, 2878, 1687, 1658,1606, 1464, 1397, 1043, 771
'M.P.:226-230°C
214-(6-F luoro-2-oxo-4H-benzo{d][1,3Joxazin-T-yT)-piperdin-T-ylJ-N-quinolin-8-yl-
acetamide.
F TH-NMR
\g\i 1.9 (d, J=12.1 Hz, 2 H) 2.5 (t, J=11.1 Hz, 2 H) 2.9 (qd, /=12.5, 4.0 Hz, 2
Moo H)3.1(d,/=11.6Hz,2H) 3.3 (s, 2H) 3.8 (m, 1 H) 5.1 (5, 2H) 6.9 (dd,
Ex. é J=1.6,2.5 Hz, 1 H) 7.0 (m, 2 H) 7.4 (dd, J=8.1, 4.0 Hz, 1 H) 7.8 (dd, /=8.8,
111 N 2.3 Hz, 1H) 8.1 (d, /=9.1 Hz, 1 H) 8.1 (d, J=8.6 Hz, 1 H) 8.3 (d, /=2.0 Hz,
S N\“) 1 H) 8.8 (m, 1 H) 9.4 (s, } H). {CDCl;-d)
NSO IR (KB
1701, 1500, 1458, 1272, 1205, 1044, 768
M.P.: 84 °C
2-[4-(6-Methoxy-2-oxo-4H-benzo[d][T, 3Joxazin-1-yl)-piperidin-1-yi|- -N-quinolin-6-yI-
acetamide.
| TH-NMR
o o 1.9 (d, /=12.1 Hz, 2 H) 2.5 (m, 2 H) 2.9 (qd, J=12.5, 4.0 Hz, 2 H) 3.1 (4,
@:,go J=11.6Hz,2H) 3.2(s,2H) 3.8 (m, 4 H) 5.1 (5, 2 H) 6.7 (d, /~2.5 Hz, 1 H)
Ex. 6.9 (m, 1 H) 7.0 (d, /=9.1 Hz, 1 H) 7.4 (dd, /=8.3, 4.3 Hz, 1 H) 7.8 (dd,
115 é J=9.1,2.0 Hz, 1 H) 8.1 (d, /=9.1 Hz, 1 H) 8.1 (d, /=7.6 Hz, 1 H) 8.4 (d,
N J=2.5Hz, 1 H} 8.8 (n, | H) 9.4 (3, 1 H). (CDCl;-d)
N N
» 1') IR (KB
3385, 1701, 1560, 1501, 1459, 1278, 1215, 1042
M.P:73°C




B /1 qH) 7.4 (in 111) 7.5 (m 3H) 7.6 (d, J=B.8 Kz 1H) 7.8,(0ecifgd
Hz, | H 103 COH H10.1 (s, | H 10.9 (s, 1 H (DVBO-d6) Hq L&¥IERER)=
01 / 0 3398, 2864, 1701 1670, 1477, 1288, 1236, 852, 748 MP.: 177-185 Qu

oro-- -c Oro- enZOé - - -C Oro- -ox enzo oxazm

1-yl)-pi pewp&?fﬂﬁﬂ yl] - acet am de hydrochl or| de. q | H  PCI/EPU3/03629

1. 9(d1‘]' 14 “‘I; TR AT ".'o "."’_o_t: 41 -)-plpe E-- ’4|¢ -0~ =4

(s,2H)42(n ﬁ,,&(sZH)?Sm4 .mH). . Io(m 1H
| Q

7.6 (dd} J=P-s, 7 =g 4 -110.9 104

o N J 702 1493, 1295,
0758, 5@ ‘2}1’25%}3%&923%&@ @E’hs. é% dt y- - oxo
enzo oxpg g i m W) 74 @d mammMﬂ?@Q&ﬁmdeHz sﬁ(ﬁ, 6Hz, 211)
2.4 (s, BI—a 5(m 2H) 2y (mJﬂlHBSZ(AJ@Sl—Hz,1H)84-d)l,J-—2-5)H231H.)88(d,J-25Hz1

(d, J=11] 6Hz MMP,.B)S(wmﬂCw@zma. 9(s,IH Ex. 6.9 (d, J=7.6 Hz,

D (di 5%, 1Ko £ 0 (d =7 6H 1H 7.5 (d 10503385 H,

H 10.4|(s,|1 H (crxns-d)é%ﬂ‘

2920, 1718, 1b18, 1528, 1458, ] ‘?%é%“f?ﬁé“%&%?’f€%§”3m P.: 193 OC

B M.P.-87°C
2-14-(6-Fluoro-2-oxo-4H-benzo .J]oxazin-1-yi}piperidin-1-yl}-N-(Z-methyi-
benzothiazol-5-yl}-acetamide

H (s, H)
1246, 1pQ2,

F — [TA-NFR
Cf\,g 1.9 (dd, J=12.4, 1.8 Hz, 2 H) 2.4 (td, J=12.1, 2.0 Hz, 2 H) 2.8 (s, 3 H) 2.9
Ex. N0 |(m, 2 H)3.1(d,/=12.1 Hz, 2H) 3.2 (5, 2 H) 3.8 (qd, /=12.1, 3.8 Hz, 1 H)
114 6 5.1 (s, 2 H) 6.9 (dd, /=7.6, 2.5 Hz, 1 H) 7.0 (m, 2 H) 7.5 (dd, /=8.6, 2.0 Hz,
1 H) 7.8 (d, /=8.6 Hz, 1 H) 8.3 (d, /=2.0 Hz, 1 H) 9.3 (s, 1 H). (CDCls-d)

N
N
N
/ifI:]'I) TRKEN)
s 1701, 1501, 1459, 1271, 1206, 1045
M.P.. g9

2-[4-(6-Chloro-2-oxo-4H-benzo[d][1 ,3]oxazin-1-yl)-pipendlﬁ-1 “Yi]-N-(2-methvi-
benzothiazol-5-yl)-acetamide.

al o TH-NMR
\E;I\,g 1.9 (¢, J-11.6 Hz, 2 H) 2.5 (td, /=12.1, 2.5 Hz, 2 H) 2.8 (s, 3 H) 2.9 (qd,
N0 1 J=12.5,4.0 Hz, 2 H) 3.1 (d, J=11.6 Hz, 2 H) 3.2 (s, 2 H) 3.8 (m, 1 H) 5.1
Ex. (s, 2H) 7.0 (s, 1 H) 7.1 (m, 2 H) 7.5 (dd, J=8.6, 2.0 Hz, 1 H) 7.8 (d, J=8.6
115 N Hz, 1 H)8.4 (s, 1H) 9.3 (5, 1 H). (CDCly-d)

,i;j::rmlj IR(KE)

1718, 1605, 1509, 1465, 1379, 1292, 1200, 1043
MP.:97°%C

2-14-(6-Methoxy-2-oxo-4H-benzold][1, 3Joxazin-1-yl)-piperidin- 1-yl-N-{2-methyl-
benzothiazol-5-yl)-acetamide
| TH-NMR

° o |1.9(d,J=11.6 Hz, 2 H) 2.5 {m, 2 H) 2.8 (s, 3 H) 2.9 (qd, J=12.5, 4.3 Hz, 2
m,go 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=2.5 Hz, 1 H) 6.9 (m, 1 H) 7.0 (d, /=9.1 Hz, 1 H) 7.6 (dd, J=8.6,
X. é 2.0 Hz, 1 H) 7.8 (d, J=8.6 Hz, 1 H) 8.3 (d, J=2.0 Hz, 1 H) 9.3 (s, 1 H).
116 N (CDCl,-d)

/TLS_,QZN\QH IR (KB

1701, 1505, 1464, 1279, 1214, 1043
MP.:81°C
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- - uoro- -0x0 -enzo oxazin- -y pipen m -y - -t iazo- -y- acetaniq Elfzdﬂﬁ
1.9 (d, J=13.6 Hz,2H)2.5(td,.)---12.1,2.0 Hz, 2H)2.8(gd, J=12.6, 3.8 '
Hz, 2H) 3. 1(d, J=11. 6Hz, 2H)33(s 2H) 3. 9(mIH)5 1(s, 2H)69 E (d, J=7.1 Hz, |

7.0 (d, J35HzIH)71(m2H) 5 (d, J35H21106CTNINH)
10.3 (s, [WRP3Rsae3. d) r STN 2935, 1701 1528, 1500, PEHEPBPIRS 1207,
1145, 1045, 730 M P 670C| enzo |op en- -y - - - -met oxy- -0x0 enzo
oxazin-f-y ] BT B -beRzoldN 1. 3]0
1.9(d, JF12.

3. 2(s, 2H) 3.j8{mr2HS5 qa,LW—S‘—S‘HZﬁ‘H)—T—S(—Hﬂ-ET—B(.—N o]

1H) 7. 5(jm 2H) 7. 6( ”'@ . 6, P1r Otfz=ii lad, 2G4 B @l H-B.8448 b Bg 6-12386 18, ad, J=2.0
U COLAIB-3db)s, &Ny AN (8, J=13.7 Hz, 29852 (s LA 9.8 (i, GBP5.1 1309, 1477,

1257, 11%’5, 1084 7385 2K B (44, 2450023 Bz bH) @M@ J/~H b T0xasi!m] -y pi pen

in- -y b - li enzot Wop en}7ULyATSEEIHAP el DUCRCN 1.9 (d, J=11.1 Hz, 2 H)

2.5 (t,] 3=41- N H)ZW 1=12 4 3 8 Wz 2 FEx H) 31 (4, J=11.6
H, 2 H 3]2 (§2°H) 3.8

05 1(s,PH 1. 1Em3l—l)|7_|?5(dd 3 i7%r£‘428]62‘|§l?“7}48?§“69#9% %&?zwﬁ‘lf64108 %) N 7.8
(

5.1
m2 H| 8.4 (dd J=5.8, 3. °f86(s H)93(s DA 3-d) N~

0 (KBr ) [ 33N 8hyaema-phomy 596, 760, 726
MP.: 286 (Xl-acetamide
o TH-NMR
O(\,g 1.9 (d, J=13.7 Hz, 2 H) 2.4 (t,/=12.1 Hz, 2 H) 2.9 (m, 2 H) 2.9 (5, 6 H)
Ex. N o 3.1(d,/~11.5Hz,2H)3.2(s,2H) 3.8 (m, 1 H} 5.1 (5, 2H)6.7 (m, 2
118 é H) 7.1 (m, 3H) 7.4 (m, 1 H) 7.5 (m, 2 H) 8.9 (s, 1 H} (CDClL~d)
N
N IR {KBr)
~y ,@1 1!) 3392, 1718, 1525, 1499, 1292, 1205, 1134, 1046, 813, 768, 753
! [M.P..128°C
N-(3-Dimethytamino-phenyl)-2-[4-(8-methyl-2-oxo-4H-benzo[d][ T,3]oxazin-T-yl)-
piperidin-1-yl]-acetamide.
1H-NMR
2.0(d, /~11.5Hz,2 H) 2.3 (t, J=11.4 Hz, 2 H) 2.4 (5,3 H) 2.9 (m, 2 H)
o 30(,6H)3.1(m,2H)3.1(s,2H) 3.4 (m, 1 H) 5.0(s, 2H) 6.5 (m, 1
Ex. Elj H) 6.9 (d, /~8.1 Hz, 1 H} 7.0 (m, 2 H) 7.2 (m, 3 H) 9.0 (s, 1 H)
119 N (CDCl;-d)

Y'Y e

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

M.P.: 166°C

N-(4-Dimethylamino-phenyl)-2-[4{8-methyl-2-oxo-4H-benzo[d][ 1, 3]Joxazin-1-y1)-
piperidin-1-yl]-acetamide.

o TH-NMR
A 2.0(d,/~11.9Hz,2H) 2.3 (,/~11.6 Hz, 2H) 2.4 (5, 3 H) 2.9 (m, 2 H)
T °  |29(s,6H)3.1(d, /<11.7 Hz, 2 H) 3.1 (s, 2 H) 3.4 (tt, J=11.7, 3.7 Hg,
Ex. ﬁj 1H) 5.0, 2H)6.7(d, /8.8 Hz, 2 H) 7.0 (m, 2 H) 7.2 (d, /~6.0 Hz, |
120 N H) 7.5 (d, /=9.0 Hz, 2 H) 8.9 (s, 1 H) (CDCL-d)
N
T Y RKER)
A 3346, 1719, 1672, 1524, 1283, 1219, 1036, 813
MP.: 182°C
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81 27 SEP2006i .'. WD 03/084952 PCT/ EP03/ 03629 y roxy--0Xx0 enzo Q’%"%éﬁzmsx
-piper m -y -p enoxy- phenyl)-acetamde. 0 | H NVR 0o PoEEeEE
2.1(m2H) 3.0((,J=12. 1Hz, 2H) 3. 5(m2H)3 7(d,J=10 1Hz, 2H) i N~

4.2(s, 2H) 43m|HS)52s2H)67(d =8. 1Hz, IH) 6. 9(m | H) 7. 1 (d. J=8.6
Hz, 2 H Mq i"&?‘w& 9 1H, 2H 2 (m 2 H 7.5 (t, 8P€T/FJE°3/0262 109
H)) 7. TIOTRG S et D ar b kel A |

(DMSO- |6 N p’péﬂ;dm-cp.yn-agatg;del 01, 1609y 1560 1508 14 6 12 9 1971, 954,
779, 696 MMP——266—-CC+—y W@—m———y———wﬁ—e}—y——m—pﬂ m-y iy
ro- berz O3Sy 24 (m 2 1) 2.0 (m, 21) 3.0(5, 6

2.0(d, }=12. M\ + %ﬂ gz]g ( %‘k{) & Z) él@Z)H)G(S(s,

(m3H 3..7(q, J=6. -’B(H)dﬂfﬂ,#l4osiz,2&b)4zﬁﬁ,m¢0(51 21 €DCLAEX .

2H) 7. 1( f . 7.3((,J=7.1Hz, 1H) 7. 4(m 2H) ry) 110| j 10.0
(s, I H ( + 08, 0878, 1687, 1658, 1606, 1464, 1397, 1043,
771 uorfo- {oxo%eAz® oxazi nI346 9/72E)|1E)7érlﬁl%1501 9294 12tfui°f'?®¥°5 790 acet afi de. F |
N~o 1.9 (d| J=12.1 Hz, 2 WA BHBE¢=11 1 Fz, 2 H 2. 9 (qd, J=12.5, 4.0
H2, 2 |H 3.1 (d,J=11.6 Hz, 2H)3 3(s 2H)3 8(m 111) 5. 1 (s, 2H)6 d(dd, Ex
J=7. 6, I - 1 amin e ( = IE VEIK . (dd,
J=8.8 11:.pi£i£n&?;cetgmiﬂb 1 (d, ., 1L H (d, J=8.¢ Hz, 1 H)
8.3 ( .

— 0N L=
d, 1—2 U T o 1H NMR
ﬁt& 1.9(d,J=11.9 Hz, 2 H) 2.3 (s, 3 H) 2.4 (s, 2 H) 2.8 (5, 2 H) 2.9 (s, 6 H)
N "o 3.1(d,2H) 3.2 (s, 2H) 3.8 (s, 1 H) 5.0 (5, 2H) 6.7 (d, J/=8.9 Hz, 2 H)
Ex. 7.0 (m, 2H) 7.1 (d, J= 8.4 Hz, 1 H) 7.5 (4, /8.9 Hz, 2 H) 8.9 (s, 1 H)
122 N (CDCly-d)

Y e

I 3278,1719, 1523, 1509, 1214, 1045, 811, 763
M.P.0 120 °C

N-(4-Diethylamino-phenyl)-2{4-(2-ox0-4H- benzo[d][‘l LSloxazin-1-yl)- plpendln-1-
yl]-acetamide. .

— [THNMR
@:\,g 1.1 (t, /=7.0 Hz, 6 H) 1.9 (d, J=12.3 Hz, 2 H) 2.4 (1d, J=11.9, 2.0 Hz, 2

! |H)2.9(m,2H)3.1(d,/~11,7Hz, 2H) 3.2(s,2H) 3.3 (q, /7.1 Hz, 4
Ex. (lj H) 3.8 (m, t H) 5.1 (5,2 H) 6.7 (d, /=9.0 Hz, 2 H) 7.1 (m, 3 H) 7.4 (d,
123 J=9.0Hz, 1 H) 7.4 (d, /=9.0 Hz, 2 H) 8.9 (s, 1 H) (CDCl;-d)

Y e
A

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

M.P.:120°C

2-{2-{4-(2-Oxo-4H-benzold|[1,3]oxazin-1-yl)-piperidin-1-yl}acetylamino}-benzoic
acid methyl ester.

o TH-NMR

C(\,g 1.9 (d, /=11.7 Hz, 2 H) 2.4 (td, /=11.6, 1.8 Hz, 2 H) 3.0 (qd, /<124,

N 3.9Hz,2H)3.1(d,/~11.3Hz, 2H)3.2 (5, 2H) 4.0 (5, 3 H) 4.2 (qd,
Ex. {, J=12.3,3.8 Hz, 1 H) 5.1 (s, 2H) 7.1 (g, /=7.1 Hz, 2 H) 7.2 (t, J=6.1
124 | 00 N, Hz, 1 H) 7.3 (m, 1 H) 7.5 (d, /~8.2 Hz, 1 H) 7.5 (m, 1 H)} 8.0 (dd,
(Ern\ﬁ J=8.0, 1.6 Hz, 1 H) 8.8 (m, 1 H) 12.1 (s, 1 H) (CDCL-d)
TR (KBr)

3232, 1702, 1583, 1521, 1450, 1385, 1262, 1204, 1090, 1045, 772, 749

M.P.: 180 °C
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N')

1H)
1701, 1500, 1458, 1272, 1205, 1044, 768 M P. :
- qui noi n-

8.

-y pi per i

Hz, 2H) 2. 5(m2

|_\/—\

S,
7.P

8 (m I H 9.4

n_ - -

2.9(gd, 1=12.5, 4.0 Hz,2H)3.1(d, C i
0%95(% 4H) 51(s, 2H) 67(d 325HzPCIfEF93/039x 6.9 (m

(s, I H.

(CDCl 3-d) (KBr)
84 OC et oxy-
acet am de. | 0 1.9(d,J=12.1

Nto J=

-y-

%ﬁ%ﬁg’pﬁ ,

m)ms, 130y (2 (s, Hai}cr&:};li( s
4.0 Hz 1 H) .8 (dd,

1 1.6 Hz,

~oxo0- - enz@ToREE e

2 H

{I)Aml\ﬁl\\

1379, 1199 104

R 1 8.4 (d,
332, |1i327 W@D@ﬂ%lﬂ? 170, 12151 H08Y,

°C

N-(2-Methoxy-dibenzo

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

Ex.
126

TH-NVR

2.1(d,J=13.9 Hz, 2 H) 2.4 (s, 3 H) 2.9 (m, 2 H) 3.3 (m, 2 H) 3.6 (d,

J=11.2 Hz, 2 H) 3.8 (m, 1 H) 4.0 (m, 3 H) 4.2 (s, 2 H) 5.1 (s, 2 H) 7.1
(m, 2 H) 7.3 (4, J=7.5Hz, 1 H) 7.4 (t, /<7.6 Hz, 1 H) 7.5 (t, J/=7.8 Hz,
1H)7.7 (3, J=8.1 Hz, 1 H) 7.9 (s, 1 H) 8.1 (d, /6.8 Hz, 1 H) 84 s, 1
H) 10.2 (s, 1 H) (DMSO-d6)

IR (KBT)
3423, 1701, 1678, 1534, 1474, 1200, 1171, 1035, 760

M.P.:272°C

N-2-[4-(6-Chioro-2-0x0-4H-benzo[d][ T, 3Joxazin-1-yl})-piperidin-1-y[[N-(2-methoxy-
dibenzofuran-3-yl -acetamide hydrochloride

Ex.
127

TH-NMR

2.0 (d, /=12.6 Hz, 2 H) 2.9 (m, 2 H) 3.3 (m, 2 H) 3.5 (m, 1 H) 3.7 (d,
J=10.1Hz, 2 H) 4.0 (s, 3 H) 43 (s, 2H) 5.2 (s, 2 H) 7.4 (m, 5 H) 7.7

(d,J=8.1 He, 1H) 7.9 (s, 1 H) 8.1 (d, J=7.7 Hz, 1 H) 8.4 (s, 1 H} 10.2
(s, 1 H) (DMSO-d6)

IR (RBr)
3422, 1701, 1541, 1459, 1299, 1196, 1166, 1036, 764

M.P.:197°C

86




.. uoro- -o0x0 enzo oxazin- -y pipers In- -y - - -ne y- 27 SEE2008i 45
benzot hi azol -5-yl)-acetanmide F 1 / 1.9 (dd, J=12.4, 1.8 Hz, 2 H) 31, %@&Bﬂ Ha
J=12.1, 2.0 Hz, 2 H 2.8 (s, 3 H 2.9 EX. " 6 '

(m2H) 3.1(d, J= 12. 1Hz, 2H) 3. 2('s, 2H) 3. 8( gd, . F12138 1H) ~ 114

<

5. l(s 2H) 6WO0HE849327 6, 2. 5Hz, 1H) 7. 0(m2H)7 5(dd, J=8. 6, 2. BAFEPOXQ3629H) 7. 8 (d,
=8.6 Hz, | H 8.3 (d, J=2.0 Hz, | H) 9.3 (s, 1 H). (CDC13-d) Nj a / o
(KBr) S[I7T ox 7 xazin- 1-y

pi pen nt -)benzmc-aﬂﬁtmalh)d bﬁél‘ZOthl azol - 5-yl) - %cet amde. ci | No }.9(d,J=11.6
Hz, 2 H 2)5g(td—3=t2 1 3pu2H2-8¢s 3+ 29 (gdr—r—]
J=12.5, }. Ohiz, d J 1115@"1%;14?1{;!'& aﬁtﬁémﬁz o 2 &, dmsade H) [5- 1 EX Ex.
(s, 2 H 7]J0 (s? 1 | g=1v.5 Bz, bi) ¥2 &5, 26 dlo (538 46 (g3, B12dz39 1z, Hiy 1. 8 (d,
J=8.6 NBSIN Hz, H) 8.4 6.5(s, ZJH)H)I(@23{)(’5(::1,11{]—7)4@,(.1@15[23“@)76(:11;1
1718, 16%2815\ ,1379,159821(1%@910&!3 L 38 (4, F§7 HaQ B2 biwyl ) - 0o0- - enzo
oxazin-| -y I n- -y 3'd§/- benzot hi azol 5-yl)-acetam de |
1.9(d, JF11. 2. 5(m 2H o]
H) 3. 1(d} J=11. 1Hz 2H) 3. 2( s,

e, 1H 6]o (m 1 H 7.0 g_nﬁalﬁlj%@@(@do%%ﬂ%gs %2!)8 .76.7 (d, J=2.5

M.P.D 193 °C

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

5 THNMR
\@; 1.9 (d, /=11.4 Hz, 2 H) 2.3 (s, 3 H) 2.4 (m, 2 H) 2.9 (qd, /=12.4, 3.8
¥ o Hz,2 H)3.1(d,/~11.4 Hz, 2 H) 3.2 (3, 2 H) 4.0 (5, 3 H) 4.2 (m, 1 H)
Ex. | I 50(s,2H)7.0(s, 1 H) 7.1 (m, 2H) 7.3 (d, /=84 Hz, 1 H) 7.6 (t,

129 0.0 N J=7.0Hz, | H) 8.1 (dd, /=8.1, 1.6 Hz, 1 H) 8.8 {m, 1 H) 12.1 (s, 1 H)

éﬂj‘) (CDCl-d)
[v]

IR (KBr} .

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

M.P.o153°C

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

c o TH-NMR
\©\/\A 1.0 (t, J=7.0 Hz, 6 H) 2.0 (d, /~13,7Hz,2 H) 2.9 (m, 2 H) 3.4 (n, 6
Moo H)3.6(d,/=13.0Hz,2H) 4.3 (m, 3H)52(s,2H) 7.4 (s, 3H) 7.8 (s,

Ee).(o 4 H) 10.3 (s, 1 H) 11.5 (s, 1 H) 12.9 (s, 1 H) (DMSO-d6)
\") IR (KBry
~ ,©/ 5 3427, 2980, 2423, 1708, 1515, 1494, 1373, 1317, 1207, 1200
W MP

2-[4-(6-Chloro-2-oxo-4H-benzo[d][T, 3foxazin-1-yl)-piperidin- 1-yl|- N-{4-ethyl-(2-
hydroxy-ethyl)-amino}-phenyllacetamide dihydrochloride

\(:C\L 1B-NNMR
o 1.0, J=7.1 Hz, 3 H) 2.0(d, J=13.0 Hz, 2 H) 2.9 (m, 2 H) 34 (m, 2
| @) H) 3.5 (m, 6 H) 3.6 (d, J=11.9 Hz, 2 H) 4.2 (s, 2 H) 4.3 (m, 1 H) 5.2
Ex. » (s, 2 H) 7.4 (s, 3 H) 7.6 (m, 4 H) 10.3 (s, 1 H) 11.4 (s, 1 H) (DMSO-
131 v«)@’ ¥ d6)
IR (KB
3392, 2958, 1701, 1515, 1493, 1376, 1316, 1201, 1039
NP

87




EX Ex. 2.0 Hz,
116 (CDCI3-d) N
E>? 206 WD 03/ 084952 PCT/ EP03/ 03629 -

H) .

1H 7.8 (d, J=8.6 Hz,
s | O (KBr)

1 H 83 (d J=2.0 Hz,
1701 1505, 1464, 1279, 1214 1043
lme am no-p eny -

2§3§’ Eé i@ﬁ. L

-0X -enzo oxann-

- i per m acetamde 1.9(d, J=11.9Hz,2H)2. 4(t,J=11.8 Hz, 2 2.9
(%/q, P Jp12 Hmén quéz ( H) ( PCT/EP03/03629 g
2H) 3. 0('s, 6H) 3. 1(d J117Hz 2H)3 2(s 2H)3 8(m 1H)5 1 N 117 (s, 2 H 6.5 (dd,
J=8. 4, 214 H&N-{4defhyl-(B " Yarr Fi F2ox6HH-N 7 & ({,]J=7.8 Hz,
1 H 9.9 (sbehzoﬂ)]ﬁ(m{i-ﬁﬂ}mlbelﬁﬁm 1Fy|}%é&mn®9ﬂl@dro]:ﬁfd\ﬁﬂe 1686, 1528,} 1498,
1466, 1P87,]1203; U 8 104 TR 148153 CCnme—ammo=—en—yp—y - -0XO0
-enzo okazn}p -y - pi n -10ytlH&H£:t3ﬁm@|@,J—134Hz,zH)23(s 1H) 2.9 (m, 2 H)
1.9(dJ=13. Hz, 2H) 2. 4(t JI 1. |Bkizd, 2+ @ y=10.EKz, 2 W)\ O(m, 3
3.1(d, JfFEL.5Hz, 2H) 3. 2(@ 31)8((1?321 5(51’(15)72 6=87 121)71113816)77-1)1147.1 (m 3
7.4 (182) H) 7.5 (M2 H)|RBIG Ed] }14#& B8deh NI\ N (KBr) NI , O
3392, 178, 11525 1 j‘_ 2, 1205 11'2A 1046,813 768 7'—‘\’2 i MP - 128 I0C
O~y TR{RBry
/] o | 3366, 2083, 2508, 1701, 1619, 1563, 1509, 1318, 1294, 1261, 1217,
1039
M.P.:
N-(4-Diethylamino-phenyl}-2-14-{6-methyl-2-oxo-4H- -benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yi]-acetamide dihydrochloride
R TH-NMR
\©:\,1\\ 1.0 (t, /~7.0 Hz, 6 H) 2.0 (d, /=12.1 Hz, 2 H) 2.3 (s, 3 H) 2.9 (m, 2 H)
Ex. V% [3.5(m 6H)3.6(d,/<11.0Hz, 2H)4.3(m, 3 H) 5.1 (s, 2H) 7.1 (5, 1
133 ﬁj H)7.2(d, /~8.6 Hz, 1 H) 7.3 (m, J=8.6 Hz, 1 H) 7.8 (m, 4 H) 10.3 (s,
N 1 H) 11.4 (s, t H) 12.9 (s, 1 H) (DMSO-d6)
T l‘) TRTRE)
J ame | 3423, 2982, 1701, 1618, 1561, 1509, 1459, 1318, 1294, 1215, 1039
MP.:
N-(4-Diethylamino-phenyl)-2-[4-(8-methyl-2-oxo-4H-benzo[d[[ 1,3Joxazin-1-yl)-
piperidin-1-yi}-acetamide dihydrochloride
TH-NMR
@\ 1.0 (t, J~7.0 Hz, 6 H} 2.1 (d, J<13.5 Hz, 2 H) 2.4 (5, 3 H) 2.9 (m, 2 H)
U  133(m 4H)3.5(m,4H)3.8(t,J=11.6Hz, 1 H) 4.2 (s, 2H) 5.1 (s, 2
Ex. ﬁj H)71(m,2H)73(dJ—66Hz1H)78(s,4H)102(s,1H)114
134 N (s, 1 H) 12.8 (s, 1 H) (DMSO-d6)
Y
J:)/ 3 IR(KBr)
/. Mot | 3412, 2804, 1693, 1622, 1577, 1519, 1473, 1382, 1289, 1261, 1224,
1021
MF.
N-{4-{ethyl-(2-hydroxy-ethyl)-amino]-phenyl}-2-[4-(8-mefhyl-2-oxo-4H-
benzo[d][1,3]oxazin-1-yl}-piperidin-1-yl}-acetamide dihydrochloride
o | TH-NMR
@\ L0 (t, /7.0 Hz, 3H) 2.1 (d, /=12.5 Hz, 2 H) 2.4 (s, 3 H) 2.9 (m, 2 H)
Ex. V% 133 (m 2H)3.6 (m,9H)4.1(s,2H) 5.1 (s, 2 H) 7.1 (m, 2 H) 7.3 (d,
135 ij J=7.1Hz, | H) 7.7 (s, 4 H} 10.2 (5, 1 H) 11.3 (s, 1 H) (DMSO-d6)
N
N IR (KBr)
°~/‘N’©, 70') 3387, 2983, 2624, 1701, 1566, 1515, 1383, 1320 1281, 1219
) 2HCE
M.P.:
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ime y ammo-p eny - - -nmet y - -0X0 enzo oxazm -y -

pi peridin-1-yl]-acetamde. | No - 27 SEPZ0HBIS
2.0(d, J=11. 5Hz, 2H)2 3(t, J11. 4Hz, 2H) 2. 4(s, 3H)2.9(m 2H) 6 '

3.0(s, 6H)31 31(s 2H) 3. 4(mIH)5 0(s,2H) 6.5(m 1 EX. 6.9 (d, J8.1

Hz, 1 H 78 (”Pﬁ 7.2 (m 3 H 9.0 (s, | H 119 IN P YO N\ N/
ono f 3346, 1719 1677 1611 1500, 1474 1283 1217, 1036 775 i me

yam no-p_ en ' 73 P e W 15 VP apea e jcet am de.

adﬁarﬂiuu'zH)z 3(t, B 4

2. 9(s, 6H) 3 f1(d, Iz 213 WH&%H—]:%J—E—E*—GI
1H)5. o, 2f) 6. 7@?— it |2l 06 2 124750 052 H 7.5 (d,
J=9.0 <3 B 83°, I HXd (SBEz, mi)szs%hﬂl( gbw?ﬁ?ﬁﬁ?ﬁ%i{)

9~~ 2.0[{d, |

3346, 17 %6 672, 1532471283, 1229, 2034 (8 1=3.2 HY] 1PN 6.9 (i 2 HYT1 &} 3 BY7.80E2(J06 WO
03/ 08492 PCT/ EP03103629 ]ﬁ%?”?dr?pl@%dény - - -met y- -oxo enzd oxazin- -y
- piper}din- cetam

P 5*%@55&239%%%&@%% Bhiade

1
JI9.0O H, 3 H 7.2 (m 3 HVB:#BE8, 1T H (cDC,-d) N ~N

21 1 H) l6.9 (d,
\ N
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~ (KBr) I/ o 3346,1727, 1671, 1610, 1501, 1294, 1215, 1042, 806,. %GQEP-'-'ZUEIB%’%J’?’
MP.: 134-138 OC ine yam no-p eny - - -net y- -0X0 enzo oxazi n- 3 Ehial
pi peridi n-1-yl]-acetam de. '

1.9(d, J=11, 9Hz, 2H) 2. 3(s, 3H) 2. 4( s, 2H)2 8(s,2H)2.9(s,6H 3. d 2H) 3.2
(s, 2 H 3WQWBLY p 5’0 (s, 2 H 6.7 (d J=8.9 H, ﬁFT

(m2H)7.1(d, J=8. 4Hz, 1H) 7. 5(d, J8. 9Hz, 2H)8 9(s, 1H) 122 N (CDC13 d) \ "IN
/O (KBr) 1 3278, 1719 1523 1509 1214 1045, 811, 763 MP.: 120 CCiey

.9

J1){% |

. 04
J-9.0 H, 3 (‘éo HLA %Mbﬂ%ﬁ% 1677,
1523, 1261, Jégs 104% 13&?7}{?5 Bmed &m@sx@mm maun y
- pi per -y acet @h@oBH)?Hd;U@mIlhjb|73@$JI=emHz,llH)9N@ im9 (d, J=11.7
Hz, 2 H 2. ’&f 11.6, ®CkA) 2 H) 3.0 (qd, J=12.4, a
3. 9Hz, 2H) 3| K012, 3Hz, 2H) & 25 2H) 4 0O(s 3H)4 2(gd, _x. 0 0 J=12.3,3.8 Hz,
1H)5i_£L(£‘2H)71(q,\IR5g?h-Iz 24?51) gtJ61 124 N #z, 1 H 7.3
(m | 715 (d,  3=8. 2 Hz, [XORq70% 18310434 2144020 880 (g

M.P.. 123

N-Benzo[1, 3]dioxol-5-yI-2-[4-(6-chloro-2-oxo-4H-benzo[d][ T, 3joxazin-1-yl -
piperidin-1-yl]-acetamide

] o H-NMR
\(I\,g 1.9 (d, /=12.6 Hz, 2 H) 2.4 (m, 2 H) 2.9 (qd, J=12.3, 3.7 Hz, 2 H} 3.1
Ex. o (d, /~11.5Hz,2H) 3.2 (5,2 H) 3.8 (1, /~11.9, 3.8 Hz, 1 H) 5.1 (s, 2
138 f) H) 6.0 (s, 2 H) 6.8 (d, /=8.2 Hz, 1 H) 6.9 (mn, 1 H} 7.0 (d, /=8.6 Hz, 1

N H) 7.2 (4, /=24 Hz, 1 H) 7.3 (m, 2 H) 9.0 (s, 1 H) (CDCl,-d)
N
OQ 110) TR{RBr}
L 3300, 1719, 1686, 1529, 1490, 1241, 1199, 1035

W.P.: 185.7-187.3

N-Benzo[1,3]dioxol-5-yI-2-[# (8-methyl-2-oxo-dH-benzo[d[ 1, 3]oxazin-1-yly
piperidin-1-yl]-acetamide

TH-NMR
q\/g 2.0(d, /~13.0Hz, 2 H) 2.3 (m, 2 H) 2.4 (s, 3 H) 2.9 (qd, /=12.2, 3.6
Hz,2H)3.1 (d, /=24 Hz, 2H} 3.1 (5, 2 H) 3.4 (1t, /~11.7,3.7 Hz, 1
Ex. H) 5.0 (s,2H) 6.0 (s, 2 H) 6.8 (d, /=8.2 Hz, 1 H) 6.9 (m, 1 H) 7.0 (m,
139 2H)7.2(d,/~1.1Hz, 1 H) 7.4 (d, /2.2 Hz, 1 H) 9.0 (5, 1 H)
@, \n) (CDCls-d)
IR (KBr)
3316, 1711, 1686, 1534, 1490, 1242, 1212, 1033
MP.: 1735

N-{4-lethyl-(2-hydroxy-ethyl}-amino]-phenyl}-2-[4-(2-oxo-4H-benzo[d][T, 3]oxazin-1-
yi}-piperidin-1-yl}-acetamide dihydrochloride

. | TH-NMR ,
@f\,g 1.0 (4, J=7.0 Hz, 3 H) 2.0 (d, /=13.4 Hz, 2H) 2.9 (m, 2H) 3.5 (m, 9
Ex. (’5 ° |H)4.2(s,2H)4.3 (m, 1 H) 5.2 (s, 2H) 7.1 (m, 1 H) 7.3 (d, J=7.3 Hz,

140 1H)74 (s, 2H) 7.7 (m, 4 H) 10.3 (5, 1 H) 11.5 (5, 1 H) (DMS0-d6)

HO @,N IR {(KBr)
N o ona | 3342, 2943, 2501, 1702, 1515, 1467, 1316, 1260, 1204, 1043, 770
M.P.:
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NJ=8.0,1.6 Hz, | H 8.8 (m | H 12.1 (s, 1 H (CDClr-d) I [/ 3235 %g@@u
1583, 1521, 1450 1385, 1262, 1204, 1090, 1045, 772, 749 PA F. ?6 u 3‘5
27SEP2006 WD 03/ 084952 PCT/ EP03/ 03629 e y- 2-0x enzo oxazln- -y -pipen In-

-y ace ammp - benzoic acid nethyl ester. N-~u 1.9((1,J==12.3

Hz, 2H) 2. 3(WO 88527+ 2H) 2. 4(s, 3H)3.0(m 4 PCT/EP03/03629

H)3 2(s, 2H) 3. 4(mIH)4 1(s 3|f)5 0(s 2H) 7. 1(m3H)72 Ex. (d J=73 Hz, 1 H
7.5 (i T < ; 'EFB"' ]=8.4 Hz, 1
H 12.2 (si% P 1) enZte N 5PEN-{4 , 1215,
1089, 1j033 ‘f '°° iS5 uran- -y - -ox¢$ enzo

oxazl n-] -yl - pﬁpmhon 1l-vy I1 Iﬂ@"@tam de h drochl oride |l H NVR 2 1 (d,

=13. g 2 H) 3005, 6 H) 14 (43149
j:ﬁ gw.,@%)s 8(m @4 om%ﬁ&*%}‘%é?{ ? %g&z(@z 7, 4 m 21 7.3

(d,J=7. 4 (t J78HzC1IH)7.7
(d, .F-B. Hz)@\,/@g? 9(smgﬁ)—8—1~(—dﬂ—6—8—l-|z—l—l-|)—8—4——(—s—' 126 N H)
10.2 (9, 1 344s|\igss|24bo 17191%1*1@18“4991&0 | 3423, 1791, 1678,
1534, 1474 1200 117 MFP 60— 2F 6+-6 oxe—enhze—9pxazln- -y
-pipenfin-§-y - -ne oxy-

Example 142:

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

Example 143:

N-(9-Ethyl-8H-carbazol-3-yl)-2-[4-(4-methyi-2-oxo-4H-benzo[d][1,3]oxazin-1-yl)-
piperidin-1-yl}-acetamide.

Example 144:

2-[4-(4-Methyi-2-oxo-4H-benzo[d][1,3]oxazin-1-yi)-piperidin-1-yl}-N-(4-phenoxy-
phenyl)-acetamide.

Example 145:
2-{2-[4-(2-Oxo0-4H-benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-acetamino}-benzoic acid.
Example 146:
1-{1-{2~(6-Fluoro-2-methyl-3,4-dihydro-2H-quinoline-1-yl)-2-oxo-ethyl}-piperidin-4-yl}-
1,4-dihydro-benzo[d][1,3]oxazin-2-one.

Example 147;

21




di benzof uran-3-yl -acetam de hydrochl oride c' . 27 SEP200614
2.0(d, J=12.6Hz,2H) 2. 9(m 2H) 3. 3(m 2H) 3. 5(m I H) 3. 7(d, No I )
J=10. 1Hz, 2H) 4. 0(s, 3H) 4. 3(s,2H) 5. 2(s,2H) 7. 4(m5H) 7.7 Ex. (d, J=8.1 Hz, 1 H
7.9 (s, 1 H 8.1 (d J=7.7 Hz, | H 8.4 (s,1 H 10.2 127 Ng[g:s 1 H)
(DVBO- d6) WOOIB482( | -° 0 HG r 1 3422, 1701, 1541, 1459, P¢BERIH68 * 1166
1036, 764 MP.: 197 OC 86 27 SEP2006 WO 03/084952 PCT/ EP03/ 03629 -

2-12-[4-( & Chl or0-2-0x0-4H- benzold] [.1, zi.n-1 -y <Rpiper ..y -y ace am no
onaol & GenoRrar - Gaoep Srela T 3 Ao ST suiBehe iy BidBethlo 1) 5y 5 T

(d, /" 'dﬁae}mgﬂlﬁhwr@d%se 03[1%]§xa?d|ﬁ-2-&kgd,J12-6,3- 9Hz, IH)  E28 x. |
5.1(s,2H) 7. I(m 2H) 7.3(m I H) 7. 4(d, J=8.8Hz, IH)7.6(m!1 1 0 0 " H) 8.1 (dd,
J=7.9,1.6 Hz, 1 H 8.8 (d,.)-8.4 Hz,1 H 12.1 (s,1 H N) (CDCl3-d) r

1702, 15@@,,“&,@41&3:1259, 1201, 1090, 756 MP.: 153 OC 2-{2-(4-(6-Methyl

-2-0X0 enzo oxazm -y -piper m -y ace amno - benzoic acid nethyl ester
1.9(d, J=11. 4Hz, 2H) 2. 3(s, 3H) 2. 4(m 2H) 2. 9(gd, J=12.4,3.8

5 oo, o) ¥ B CA AR A quitl s S oo B gk e 1 1y

8.1 (dd,8-thethyl-1 4tdibydie;benzoffl[8.3pxamn-20ry. 12. 1 (s, | H (CDCl 3-d)
Example 149:

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

E-xample 150:

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

Example 151:

6-Chloro-1-{1-[2-(6-methoxy-2,2,4-trimethyl-3,4-dihydro-2H-quinoline-1 -yl)-2-ox0-
ethyl]-piperidin-4-yl}-1,4-dihydro-benzo[d][1,3]oxazin-2-one.

Example 152:

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

Example 153:

1-{1 -{2—(6-Methoxy-2,2,4-trimethyl-3.4-dihydro-2H—quihoIine-1 -yl)-2-oxo-ethyl]-
piperidin-4-yi}-6-methyl-1,4-dihydro-benzo[d]{1,3]Joxazin-2-one. '
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N'J 0 1 r. 1701,1509;1448,1265,1219,1091,756 MP.: 153 OC or 0p 7 03¢ R Q.
oxazm -y piper) In- -y - N - diethylam no-phenyl)-acetam de

di hydrochloride G1 ", L0 '

1.0(t,J=7.0Hz, 6H) 2. 0(d, J=13. 7Hz, 2H) 2. 9(m 2H) 3.4(m6 H) 3.6 (d, J=13.0 Hz,

2 H 4.3 OYQOMYY25 2 (s, 2 H) 7.4 (s, 3 H 7.8 (s, ExPCHERPAI 3 (5 1 H)
11.5 (s, 1 H 12.9 (s, | H (DwsO-d6) 130 / N) (KBr) NI O

3427, 2980, 2423, 1708, 1515, 1494, 1373, 1317, 1297, 1200 J 2HG M P. oro -oxo-

-enzo okXample $545i per) in- -y - e y- -

hydr oxy- et hyl ) - am no] - phenyl } acet am de di hydrochloride 1.0 (t, J=7.1 Hz, 3

2.0 (d, J=13.0 Hz, 2H)2.9(m 2H) 3. 4(m 2 3. 5(m 6H) 3. 6(d, J=11.
@, 2H) 4] meu-aﬂrﬂugg?r&s*z 3&[%?2(@<p£7§rﬂyolr;bnethxém-§gbw[dﬂ6163]%2"&1?14) 10. 3

(s, 1 Sq_vh. O 131 Ho . tiCo d6) r
3392,25&@%’1"?@?{"&!@,&’%5 1376, 1316, 1201, 1039 87 2.7 SEP21006i WO
03/ 084952 PCT/ EP03/ 03629 et y- - y roxy-et amo-p eny -net y- -ox -

benzo[ dh%%pﬁ)lg)f?}fr' n-1-yl } pi peridin-1-yl]-acetam de di hydrochl oride | H NWR
| No 1. .. J=7.0Hz, 3H) 2. 0(dJ=13. 4Hz, 2H) 2. 3(s, 3H) 2. 9(m 2H)

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

Example 156:

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

Example 157:

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

Example 158:

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

Example 159:

N-(9H—carbazol-3-yl)-2-[4-(6,7-diﬂuoro-2-oXo-4H-benzo[d}[1 ,3Joxazin-1-yl)-piperidin-
1-yi)-acetamide. '
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2 H 7.1 (s, 1H 7.2 (d, J=8.1 H, 1 H 7.3 (m 1
10.3 (s, 1 H 11.4 (s, 1 H (DVSO-d6) Nr) HO-~N\
2983, 2508, 1701, 1619, 1563, 1509, 1318, 1294, 1261,
yanmo- p eﬁVODW“%ﬂ -0X0 enzo oxazm -y - piperidin-1- =

di hydroglgbﬁ{ 161¢60: 1. 0(t,J=7.0Hz, 6H) 2. 0(d, J=12. 1Hz, 2H) 2. 3(s, 3H) 2. 9(m 2H)

Ex. N o 3.5(m6H)3.6(d,J= 11C]—|zZH)4 3(m3H)5 1(s,2H) 7. 1(s,1 133 H) 7.2
((, J86Hz 1H 7.3 (m J=8.6 Hz, 1 H 7.8 (m4H)103(s 1 H 11.4
(s, (440p piperidiA-3141]-N-(4-phenoxy-

3423, 2982 %7%?%{%2%(81 15(%%%]? 31%%%%“1 4 I1215 1%6}9 (I\f - - e

yanmo- ppawyl}-acetamtd% -0X0 -enzo oxazm -y - piperidin-1- yI] acet am de

di hydrochl oride N~o 1.0(t,J=7.0Hz, 6H)2.1(d, J=13.5 Hz, 2H) 2. 4(s, 3H) 2. 9(m 2H)
3.3(m4H) 3.5(m 4H) 3. 8(t,J=11.6 Hz, 1H) 4.2(s,2H)5.1(s,2 Ex. C1 H) 7.1 (m 2
H 7.3 Eampig161+z, | H 7.8 (s, 4 H 10.2 (s, 1 H 11.4 134 NJ (s, 1 H
12.8 (s, 1 H (DM8O-d6) N /~N\ | Or 2110 3412, 2804 1693, 1622,

1577, 1519, 1473, 1382,1289, 1261, 1224, 1021 M P. e - E/ roxy-et vy

-am no 2p4-6hY- D4ﬂuore—2-m-4}‘l-l-benm{di[1 3]oxazm 1-yl)-piperidin- 1-y|] N»(Q e hyI-9H—

benzol d]cgn%a%lgﬁ(-%-'aﬁeéaﬁbé.p' peridin-1-yl]-acetam de di hydrochl ori de

3.4(d,J==12.3 Hz, 211)3.5(m 6H)3.6(d, J==10.8 Hz, 2H) 4. 3
( ) 3. 5(m 6H) 3. 6( 0 H)H) m m4 'igz%‘_épl\ré@g
|

Example 162:

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

 Example 163:

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

9




olo 1.0 (t,J=7.0 Hz, 3 H 2.1 (d,J=12.5 Hz, 2 H) 2.4 (s, 3 2?_23(%13?@3
. 2H)3.6(m9H) 4. 1(s,2H) 5. 1(s,2H) 7. 1(m 2H) 7. 3(d, Ex x. 21

(s, 4 H 10.2 (s, | H11.3 (s, 1 H (DVsO d6) E1356N /N~r0|

o 3387, 2983, 2624, 1701, 1566, 1515, 1383, 1320, 1281, 1219 J 2HQO 88

s EP 2¥08%Y0843%) 03/ 084952 PCT/ EP03/ 03629 PCT/EP03/03629
[E’kgahﬂl l-5-Y1-2-[4-(2-OXO 4H-benzo[d] [ 1, 3]oxazin-1 -y -pipen m-y

1.9(d, J=13.4 Hz, 211) 2.4(td,J=12.0, 2.0 Hz,2H)2.9(m2H)3.1

(d, J--9.5 Hz, 2 H 3.2 (s, 2 H 3.8 (tt, J=12.0, 4.0 Hz, | H 5.1 (s,
1 @Tﬁ' = Hz, TH6.9(m1H)7.1(m3H)7.4(m2 NH 9.0 (s,
%@(?l%%f .'g%@{ia[')ﬁﬁe 3417, 1719, 1686, 1542, 1491, 1241, 1204,

183.8 89 2 7SEia 2(1U8! 7 WO 03/084952 PCT/ EP03/03629 enzo ioxo

RS

J=12. 3, Aattase2H) 3. 1(d, J11. 9Hz, 2H) 3. BOsM@H) 3. 8( 11,

@ ZNTNTZ
LW~

PR TN
o
w T
RS
<
'U

Crystalline cellulose 25 mg
Povidone K 90 5mg
Pregelanitized starch 3mg
Colloidal silica dioxide 1mg
Magnesium stearate 1 mg
Total weight per tablet 100 mg

The above mentioned ingredients were mixed and compressed into a tablet by
conventional methods known to those skilled in the art.
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Ex. J=11.8,3.7Hz, 1H) 5. 1(s, 2H) 6. O(s, 2H) 6. 8(d, J=8. 2Hz, lH) 137 NCDC??%P@&&D

7.1(d, J99Hz|H)73(d J-2.0 Hz, 111)91(s|

r 3408, 1709, 1531, 1484, 1211, 1029, 809 123.0 enzo ono- -y-
2-[4-(6-chl oro- 2- oxo-4H benzo[d] [ 1, 3] oxazin-1 -y p| perldl n- g{é acet am de
G| No 1.9¥VQ0%9%84926Hz 2H) 2. 4(m 2H) 2. 9(gd, J=12. 3, 3. 7 Hz, BHJ/EPOE/O

(d, J=11 Frdtmabblogiddl Datd) 3. 8(ttJ , 11.9, 3. 8Hz, IH)5 1(s 2 38
H) 6. 0(s,2|—|)6.8(d,J:8.2Hz,1H)6.9(mIH)7.0(d,J:8.6Hz,I NH 7.2 (d, J=2.4
Hz, 1 H 7.3 (m 2 H 9.0 (s, I H (CDC13-d) /i N~ 0 O r LO 3300, 1719,
1686, 13g9, 1490, 1241, 1199, 1035 MP.: 185.7-187.3
N-Benzo[ 1, 3] di oxol - 5-y|-2-[4-(8 nmet hyl - 2- oxo4R- benzo[a] [ 1, 3]ox-a-zi'n-f--yT
F- piperidin-1-yi]-acetan de |
(
Hz, 2

2. 0 |O'I|) % dﬂ\?@zﬁﬁﬁhg‘%ﬁ 244 I?I Iéé %ﬁé}&i%%d#‘]@n&n%ﬁthe benzoxazme-—
H) 0( S dEFiVGB‘J CYrapaUAds. @ganlratafomz axbhjhes been detenmw@nﬁom@@@tm wlygs 7.2 (d,

5,
(ko) FRPBIEAIEAEE, 10> 1210 1033 MP.: 17556 y. -y roxy-e
y -

am no -p eny - - - -0X enzo oxazin- -
Table 1:
Compoundaccording to | Neuropeptide Y, Binding | Neuropeptide Y, Binding
Example
[ TFPYY 3.20) [PI-PYY 536
BIBP 3226 sat. Rat hypoccampus
Rat cortex
K; (") K; ("M)
3 6.4 >1000
4 7.3 > 1000
5 8.3 > 1000
6 _ 18.4 > 1000
18 34 > 1000
20 0.87 > 1000
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yl)-pi peridin-1-yl]-acetam de di hydrochl oride | . 2.7 SER200BL
1.0(t,J:7.0|—|z,3|—|)2.0(d,J13.4|—|z,2H)2.9(m2H)3.5(m9 Ex. - J7 A
| ~4. 2(s 2H) 4. 3(m 1H) 5. 2(s,2|—l)7.1(m1|—|)7.3(d,J . 3Hz, 140CI 1H) 7.4 (s,

2 H 10. 3 s,lH)llS(s,IH)(DI\/SOdG) \' N J
(KBr) N o%@i’“’%&z 2943, 2501, 1702, 1515, 1467, 13161’(3'{“2%‘8’03%04 1043,
770 90 27SEP-20061,1:.7", WD 03/084952 PCT/ EP0O3I 03629 Oro- -0x0 enzo
oxazm -V. pipen m -y - - " di met hyl am no- phenyl ) - acet am de di hydrochl oride G
I 2.0(d,( 2.6Hz,2H) 2. 9(m 2H) 3. 0(s, 6H) 3. 4(d, . F-11.9Hz,2 Ex. jN

H) 3. 6(rn2H)4 2(s, 2H)4 3(rn 1H)5 2(s 2H)7 4(m4H)7 6 141 Cl (m 3 H 10.2
(s, 1 1 (s, r fN 2H01 3448, 2958, 2400,
1716, 17°g§>gord1r591@ mqtbgg Iil%@op@gigﬁmsglqchgg of the benzoxazine-derived

I\F(9 Hy%ﬁipbgﬁatéﬂg&fe%n&ma u?n&ébééh d%iéﬂ?r}ihe@ﬂaﬁﬁbéﬁhé%meké}dl 3] oxazin-1
-yl) e In-1°%- -acet am de.

N- (9- Et Wengwfzfaﬂoﬁ@wogi@blyﬁ) 2-[4- (4 n”et hyl - 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n- 1-
yl )- piperidin-1-yl]-acetam de. Exanple 144:

2-[4- (4- Met hyl - 2- ox0- 4H-benzo[ d] [ 1, 3] oxazi n-1-yl)-pi peridi n-1-yl]-N-(4-phen
oxy- phdiaple 2acet ami de. Exanpl e 145:

2-{2-[4-(2- Ox0-4H benzo[d] [ 1, 3] oxazin-1-yl)-pi peridin-1-yl]-acetam no}-benz
oic acid. Exanple 146:

1- { 1- [ 2] Conffonadacondingytb- [SNdurdipeptide - | i ne-1-yl)-2-oxo-ethyl]-pipe
ridin-4vyl}-

Example

[I-PYY
Y5 Rat Recombinant
Receptor Cell C6

|C50(HM)
107 235
111 7.7
112 41.8
114 40.7

116 106.0
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1, 4-di hydro-benzo[ d] [ 1, 3] oxazi n-2-one. Exanple 147: 91 2 | SEP 209%138P¥&$ﬁﬂﬁ
03/ 084952 PCT/ EP03/ 03629 R T
6- Chl oro-1-{1-[ 2-(6-fl uoro-2-nethyl -3, 4-di hydr o- 2H qui nol i ne- 1-y|)-2-oxo-et
hyl]- piperidin-4-yl}-1,4-di hydro-benzo[d][1, 3] oxazin-2-one. anpl e 148:
1- {1-[ 2- ( 6WRI"¥848%22- et hyl - 3, 4- di hydr o- 2H qui nol i ne- 1- y|PFT@P‘&%B@§t hyl ] - pi pe
ridin-4-(g}}- 6-methyl-1,4-di hydro-benzo[d][1, 3] oxazin-2-one. Exanple 149:
1-{1-[ 2- (6-Fl uoro-2-net hyl -3, 4-di hydr o- 2H qui nol i ne- 1-yl } 2- oxo- et hyl ] - pi ped
din-4-yi}- 8-nethyl-I,4-di hydro-benzo[d][1, 3] oxazi n-2-one. Exanple 150:
1-{1-[2 Kc@om@Weaoemﬁd feamidmbt@esénﬁbdwbveoméréfmus of the

i noline- 0x0:- et hyl

4-yl}-1 b&"&?’ﬁﬁ@% %@ﬁQ&PH]PPE"@EF e{@%a!iormvéa (Beerpsiing tothe present
6- Chl or Gnverkidn oA T6&4 iﬁ?ék@qm‘.‘b%eﬁ detdriingt. Bhedf thetieBYRE Srodibeiiinikgd | ne- 1-yl ) -
2- 0X0- ethyl] Plperldln -yl }-1, 4-di hydr o- benzo[ d] [ 1, 3] oxazi n- 2- one.

Exanpl e falipwing table 3

1-{1-[2- (6- Met hoxy- 2, ,4 rlnethyl 3, 4-di hydr o- 2H qui nol i ne- 1-yl ) - 2- oxo-eth
yl']- piperidin-4-yl}-8-nethyl-1,4-di hydro-benzo[d][1, 3] oxazi n-2-one.
Exanpl e Tabte 3:

1-{1-[2-(6- N@thoxy 2,2,4-trimethyl -3, 4-di hydr o- 2H qui nol i ne-1-yl)-2-o0xo-eth
yl]- piperidin-4-yl}-6-nethyl-1 4-di hydro-benzo[d][1, 3] oxazin-2-one. 92
2.7 SEH Goomound accarding/togio52 PoseEPEHd)3629 |[Exanpl e Bffact

N- (9- Hyldr oxy- 9E'5(£|JnH%r en-3-yl)- %p[ LakfrittQadntriff | uormet hyl - 4Hbenzq[d] [ 1, 3]
oxazi n-{1-

20 40 Decreases food intake and
reduces body weight of
treated animals vs. control
group

18 40 Decreases food intake and

reduces body weight of
treated animals vs. control

group
35 _ 20 Decreases food intake and

reduces body weight of
treated animals vs. control
group
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yl } pi peridin-1-yl]-acetamn de. Exanple 155: P27 SEP B L
N- (9H car bazol - 3-yl )-2-[4-(2-0ox0-7-trifluornethyl-4H benzo[d][ 1, 3] oxazi n-1-
yl)- piperidin-1-yl]-acetam de. Exanple 156:

2-[4-(2-Oxo-7-trifluornethyl-4H benzo[d][1, 3] oxazin-1-yl)-pjperidin-1-yl]-N

- (4- Elpﬁﬂ?p% phenyl ) - acet am de. Exanpl e 157: PCT/EPQ3/03628

N-(9- carbazol -3-yl)-2-[4-(2-0xo0-7-trifluornethyl-4H benzo[d][1, 3]0

xazin-1- yl)-piperidin-1-yl]-acetani de. Exanple 158:
2-4- (Glaiai:f | uor o- 2- oxo- 4H benzo[d] [ 1, 3] oxazi n-1-yl)-pi peridin-1-yl]-N(9-h

- ydroxy-9H- fluoren-3- yI) acetam i de. Exanple 159:

N (9H carbazol - 3-yl) 7-difluqro-2- enzo[d] [ 1, 3] oxazin-1-yl)-

‘pi per itdi n- Absy??xa&éf@ﬂ eﬂéé“? @%‘“E"”i‘"lsj‘%@eﬁe‘fgg’gmﬂﬁm WO 03/ 084952

PCT/ EPO3/ 03629 Exanpl e 160:

. 2-4-(6, 7-Di-f | uor o- 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n-1-yl)-piperidin-1-yl]-N(4-p

henoxy- phehyl) - acet ani de. EXEFIhlpl e 1%51

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

thyl-9H carbazol - 3-yl )R3 et d_e.txanple 162: |

. 2-[4-(4- Met hyl - 2- 0x0- 4H beng® [, 3] chn- 1-yl)-piperidin-1-yl]-N(9-o0xo0-
ipl e 168:

9H fl uoren-3-yl)-acetam de.

rR? N O
R4
RY R
R® N Y
R‘IO
J\ | N/
h
o)

U]
wherein

R', R2, R?, R* are each independently selected from the group consisting of
hydrogen, halogen, an unbranched or branched, safurated or unsaturated,
optionally at least mono-substituted aliphatic radical, a saturated or
unsaturated, optionally at least mono-substituted, optionally at least one
heteroatom as ring member containing cycloaliphatic radical, which may be
bonded via an optionall'y at Ieas’é mono-substituted alkylene group and/or may
be condensed-with an optionally at least mono-substituted mone- or polycyclic
ring-system, an optionally at least mono-substituted aryl- or heteroaryl radical,
-which may be bonded via an optionally at least mono-substituted alkylene
group and/or may be condensed with an optionally at least mono-substituted
mono- or polycyclic ringsystem, a nitro, cyano, OR™, .OC(=O)R", -SR™,
-SORM, -S0,R™, -NH-S0O.R™, -80,NHz and -NR™R moiety,

. qa




-2-[4-(6-Chl or o- 2- oxo-4H benzo[ d] [ 1, 3] oxazi n- 1-yl ) - pi peri di n-1-yl ] g\ £ 8 digge:.
t hyl am no- phenyl)-acetamde. 94 2 Z SEP 2006 WD 03/084952 PCT/ EP03/ 03629
Exanpl e 164: Exanple of formula per tablet: Conpound according to Exanple

18 5 ng Lactose 60 ngy Crystalline cellulose 25 ng P VIQ&Q%& 90 5 ny
PregekmnitPczed starch 3 ng Colloidal silica dioxide 1 8 sium

stearate 1 ng Total weight per tablet 100 ng The above mentioned

%?ng;eﬂ S poresents %r@é}ﬁ %ﬂgﬂﬁ%ﬁéﬁ& 6rrl§r9n&1édabétﬁt-atbd'or convent i onal

I'n the art. [th %ﬂeg . WD 03/ 054952
PCT/ EPO3/ Qﬁﬁamrabarmmaﬁ:gatlaastmr@-sub(sawt% AFRERASE Ref hods 1 and 111
Neur opept i ﬁaﬁg%%datﬂq"ﬁ%ﬂﬁ% a&mﬂéuﬁt%ﬁ@ﬁm&mmumeopmupatmounds of

general een determ ned., Some S are gl ven in
the foll ommmamae@atmaﬁénam%}?ﬁsa%mé{@c qu @h‘%’ %?’%‘pep (e S Binding
Neur opepti deY. El I nding Exanple (3-36) - (3.36)

R, R?, R®, R® are each independently selected from the group consisting of
hydrogen, an unbranched or branched, saturated or unsaturated, opticnally at
least mono-substituted aliphatic radical, a saturated or unsaturated, optionally
at least mono-substituted, optionaily at least one heteroatom as ring member
containing cycloaliphatic radical, a cyano and a COOR" moiety,

A represents a bridge member —CHR'®- or -CHR"-CH.-,
0 represents; hydrogen, an unbranched or branched, saturated or

_ unsaturated, optionally at feast mono-substituted aliphatic radical, a saturated
or unsa;cu rated, optionally at least mono-substituted, optionally at least one
heteroatom as ring member containing cycloaliphatic radical or an aptionally at
least mono-substituted aryi- or heteroaryl radical, which may be bonded via an
optionally at least mono-substituted alkylene group and/or may be condense:d .
with an op’uonaily at least mono-substituted mono- or poiycychc nng-system,

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

ted




Bl BP 3226 sat. Rat hypoccanpus Rat cortex K, n 3 (
: 6.4 > 1000
18.4 18 3.4 > 1000 96 27 SEP WD 03/084952 PCT/ EP03/ 03629 (b)

to method Il Neuropeptide Y5 Bindi : \
of general pep i ndi ng of the benzoxazi ne-derived

anpl e Y5 Rat Reconbi nant Receptor
(70)7 112 41.8 114 40.7 106.0 97 2?SEP 2808

Cell Co6

. mono-substituted, saturated, unsaturated or aromatic heterocyclic ring that
" .may contain atleast one further heteroatom as a ring member andfor may be

. cqndehsed with an optionally at least mona-substituted mono- or polycyclic

ringsystem,

R represents hydrogen, an unbranched or branched,_ saturated or -
unsaturated, optionally at least mono-substiuted aliphatic radical, a saturated
or unsaturated, optionally at least mono-substituted, optionally at least one
heteroatom as ring member containing cycloaliphatic radical, which may be

bonded via an optionally at least mono-substituted alkylene group andfor may

he condensed with an optionally at least mono-substituted mono- or polycyclic
ring--system, or an opt!onatl'y at least mcino—substimted éryl— 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 mano-
substituted mono- or polycyclic ring-system,

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

formula (1) has been determ ned. Sone of the v

( _ : al ues are

:Binnfjih%@%ﬂé?qw ng table 2. Table 2: Conpound accordi ng PGVERAGOSFEPt i de V,
eo n 107 23.5

R and R"" together with the bridging nitrogen atom fonvxgnogét%%éﬁf& 1B5g/ EP03/ 03629

Accor di ng

conmpounds
gi ven

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

or unsaturated, optionally at least rmong-substituted, optionally at least one
heteroatom as ring member containing cycloaliphatic radical, which may be

bonded via an optionaliy at least mono-substituted alkylene group and/or may -

be condensed with an optionally at least mono~subsututéd mono- or polycyclic
ring-system, or an optionally at least mono-substituted aryl- or heteroaryl
radical, which may be bonded via an optionally at least mono-substituted
alkylene group and/or may be condensed with an optionally at least mono-
sybstituted mono- or palycyclic ring-system,

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

iol




‘According to the nocturnal feeding test described above, the effe@t?s3bf @he.*
benzoxazi ne-derived conpounds of general formula (lI) according to the
present invention on food intake has been determ ned. Sonme of the results

are given in the follow ng table 3. Table 3: Oorrpound ra)géﬁr&g to Dose
(rmo/ kegghoREect Exanple i.p. admnistration 20 4U Decr I'nt ake and
reduces body weight of treated aninmals vs. control group 18 40 Decreases

o0 intake and reduces bad i.l“@ﬁ?etéma ontrol group
35 20 ecr &agsysten.or ANOP oﬁa{ﬁgﬁs{m&&gtggs (ﬁ%d\%@;g Ity::eat ed ani mal s
vs. ‘contr qu.cgmuph rdy B= BoiBled via n opfionglly at Isashe “ﬁéﬁ‘i‘ EP63/ 03629

Jaim: - Hiieg SRR ankRP Aty B dorRensRmRYaR opforepatiebstimond a (1) Rl Rs

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 unsaturated, optionally at
jeast mono-substituted allphatlc radical, a saturated or unsaturated, optionally
at least mono-substituted, optionally at least one heteroatom as ring member
containing cycloaliphatic radical, which may be bonded via an optionally at
least mono-substituted alkylene group and/or may be condensed with an
optionally at least mono-subsiituted mono- or polycyclic ring-system, or an
optionally at least mono-substituted aryi- or heteroaryi 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 R and R*® together with the bridging nitrogen atom form a saturated,
unsaturated or aromatic heterocyciic ring, which may be at least mono- -
substituted and/or contain at least one further heteroatom as a ring member,

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

R* represents hydrogen, an unbrarnched or branched, saturated or

. unsaturated, optionally at least mono-subsiituted aliphatic radical, a saturated
or unsaturated, optionally at least monmsubstztuted optionally at least one
neteroatom as ring member containing cycloaliphatic radical or an optlonaily at
least mono-substituted aryl- or heteroaryl radical, which may be bonded via an

1oL




R6 NFe RIO. A N, R O (l) wherein Rl, R2, R3, R are each

I ndependently selected fromthe group consisting of hydrogen, ha?éggéghP T

unbranched or branched, saturated or unsaturated, optionally at |east
nmono- substituted aliphatic radical, a saturated or unsaturated, optionally
at Igﬁﬁéﬂgpgo-substituted, optionally at |east one he¥SaPad/B3f28s ri ng
nmenbe ontai ning cycloaliphatic radical, which may be bonded via an

optionally at |east nono-substituted al kyl ene group apd/ (R be
condens ed-aptichalyratdgast mamsyb%tﬂuwe@%ﬂmg%ﬁ'gqlﬁ ﬁ%ﬁgﬁﬁﬁ% S8 pol ycyclic

ring-syste LA ik Xt o L/ M tiiaPmsHE-Sr dolyicgdlicaingksystam.het eroar y|
radi cal , "@ﬁ %ﬂo%a@é%onﬁed’a via an optionally.at |east nono-substituted
al kyl ene group and/or nmay be.condensed with an optionally at |east

TR s SRl R sl 4 e e e Nesr
noi et_y, zﬂigtgrqon’pagéts rmﬂ%@@%ﬁféﬁ&“?@%%t ?@%!r_%fsﬁt s hydrogen, an
unbr anche dygleolofitié §fefoRttyraintidmers onudiasterzoeiess] n 3R MEMNY 1@#0at | east
bt i onal 1 yor PIREISRSTFINGoCRaTP Calt o8l o 8 pel A ePeatNB e T et er oat om
as ring menber containing cycloaliphatic radical, W2 R7, R R are, each
unbr e e amPRRAr B AR aRBy KBRS R Ty o | cast
mono- substihdepeieatly phacted fiomdhe aroumcansising Pek: B¥8ﬁh§§t‘hr ated, optionally
merber  coRT R e D s . 5. DL 7. o1
) substituted C.g-aliphatic radical, a saturated or unsa¥urat%d, 5&3 mﬁa&%ﬁézs{m
. mono-substituted, optionally at least one heteroatom as ring member
containing Cs.s-cycloaliphatic radical, which may be bonded via an r_)ptionally '
at least mono-substituted Cr.g-alkylene group and/or may be condgnsed with
an optionally at least mono-substituted mono- of polycyclic ring-system, an
optionally at isast mono-substituted, 5- or g-membered aryl- or heteroaryl
radical, which may be bonded via an optionally at least mono-substituted Ci.s- -
'alkylene arcup and/or may be condensed with an optionally at least mono-
‘G substituted morno- or polycyclic ringsystem, a nitro;.cyano, -OR", -O(_:(=-"O}R13, -
| _SR™. -SOR', -S0:R™, -NH-80,R", ~S0;NH and -NR°R"® moiety,

R® represents hydrogen, an unbranched or branched, saturated of
unsaturated', optionally at least mono-substituted C4.g-aliphatic radical or a
saturated or unsafurated, optionally at isast mono-substituted, c_:ptionally at
least one heteroatom as ring member containing Ca g~cycloaliphatic radical,

RS, R7, R?, R® are each independently selected from-the group consisting of

hydrogen, an unbranched or 'branched. saturated or unsaturated, optionally at .
least mono-substituted Cig-aliphatic radical, a saturated or unsafurated,

optionally at Jeast mono-substituted, optionally at !e'a_st one heteroatom as ring

member containing Cz.s-cycloaliphatic radical, a cyano and_ COORY moiety,
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A represents a bridge nenber -CHR78- or -CHR18-CHZ-, R O represengg $&& 2085 45
hydr ogen, anunbranched at branched, saturated or wunsaturated, optionally
at | east nono-substituted aliphatic radical, a saturated or unsaturated,
optionally at |east nmpno-substituted, optionally at |east one heteroatom

as riEgg%qggper cont ai ning cycl oal i phatic radical or afOfFPeE®Py at | east
nono- stituted aryl- or heteroaryl radical, which may be bonded via an

optionally at |east nmono-substitutee al kyl epe.group and/ or may be condensed
with an optrepreschts aibﬂcl@elﬂ?mﬁﬁ%ﬂ:"éﬁbé'f’r%‘i’gd ‘Fﬁgﬁb- or pol ycyclic

ring=system Rl1l represents an unbranched or branched, saturated or

unsat ur at ed optionally at |east npno- | Hipatic radical; a

saf ur at ed Rt rem%%%ﬁ%hﬁﬁ*@@ﬁ“@ﬁﬂ“@ﬁﬂgﬁﬁggfH%@%@%&%ﬁéﬁbst l tuted, optionally
at | east BEEatuPﬁéﬁ,r foRMyatt ledsh mompinbstituted: Ciralibhalis BEIA. fhat i ¢ radi cal ,
whi ch may be bonded via.ap opt] : Hea; sptivnkily at ed al kyl'ene
gr oup andﬁ@?-“’%‘&QOrW%%%%?@ﬁééﬁﬁp%k%Sghohgﬁgﬁy at | east 9rmﬂo-substitut ed
mono- or  pelsy ByE Heterostonusymrgamember aentalpinadeet-¢¥Fogioalic Sl subst i tut ed

aryl- or heteroaryl . radi , i S i G annal |y ot
|e§st mn@nﬂ%wﬁqmgtéaaa&ﬁ%&s&ﬁﬁﬁféw oPE-rRGASRED ¥ crhetibia y

, yl'ene group and/ ar %lpbe cgr}g&\naqg wWith an
opt i onal | yagital, eith maybe bendsst via aﬂéwﬁmﬂx-a*éﬁa@g DesEPPtEd B st em  or
too 2 7 S BE, 890 | JePQpHERE2Ow R 8n @ptior2ll§ at leget onowi th the
bridgi ng mﬁw%—geegmgﬁ)aﬁ%gﬁﬁjan. optionally at |east nono-substituted,
sat ur at ed subsstatet mpeo- WPl Y- HE#EPocyclic ring that may contain
atieast one further heterdatomas a ring nenberandl or nay be condensed

| gsyst o meareebpansi bR S B ehRe RN BRI € o g
or  unsat Wikady APEhsTAdiosuistiueabCrsralinhatiohedical A SYURPHARL i ¢ radical, a
ar 1east onsaiaRer patiel Br g B BRSSO P < Tadi cal .
whi ch may fegteroatom as ring member containing Ca.g-cycloaliphati€ radical, which may

be bonded via an optionally at leasi mono-substituied Css-alkylene group

and/or may be condensed with an optionally at Iegst mono-substituted mono-

or polycyclic.ringsystem or an optionalty at least mono substituted 5- or 6- _

membered aryl- or heteroaryl radical, which may be bonded via an optionally

at least mono-substituted Cy.g-alkylene group and/or may be condensed with ..

an optionally at least mono-substituted mono- or polycyclic ringsystem, or

R and R" together with the bridgihg_nitmgen atom form an optionally at least
mono-substituted, saturated, unsaturated or aromatic, ‘5. or 6-membered
heterocyslic ring, which may contain at least one further h_eteroatqm as aring
member and/or be condensed with an optionally at least mono-substituted

mono- or polycyclic ringsystem,

R*? represents hyc'irogen.' an unbranched or branched, saturated or
unsaturated, optionally at least mono-substituted C.s-aliphatic radical, a
saturéted or unsaturated, Optiona‘lly at least mono-substituted, optionaliy at
least one heterocatom as ring member containing Cs.s-cycloaliphatic radical,
which may be bonded via an optionally at least mono-substituted Cqs-alkylene
group and/or may be condensed with an opfionally at least mono-substituted

Wy




bonded via an optionally at |east nono-substituted al kyl ene groupggngtongg .-
may be condensed with an optionally at |east nono-substituted nono- or
polycyclic ring-system or an optionally at |east nono-substituted aryl -

or heteroaryl radical, which may be bonded via an optionally at | east

nono- sHRstbEyt ed al kyl ene group and/or may be condensdETEFPOCHAIopt i onal |y
at | east nono- substituted nono- or polycyclic ring-system RL13 represents

hydr ogen, an unbranched or branched, saturated or Sg .= Optionally
‘at | east nwucs op peiveYRie AngSyYFHRE, PEAP QB{I%?}Y agleggttr{ﬁr&%ﬁcﬁé lilf)h&:&\‘ﬁjfnasat ur at ed,
optionally #gb_,{,gﬁggrémz stisibiokil eadicalpivhion adalypedionded ¥ia @ne  het er oat om
as ring nmenber containing cyclg Igﬁtﬁth@%é‘% a;‘(@ﬂ&cﬂa be bonded via
an opt i onalopfionally atieast MR SLBEiveH s e 8P00p ahdlor_may be
condéensed WohHemdtdapiti snaptonaly at leastmaareubstitited mone-drpeleycliy pol yeyclic
ri ng-system -?Fryﬁ%\m optionally at |east nono-substituted aryl- or heteroaryl

radi cal , whfg ‘e bonded via an optionally at |east nono-substituted

al kyl ene group and/or may-be condensed with an optionally at |east nono-
subst i t ut ed,BONO-  Of ROLYEXE |G AREreUh Bfanchdd! dofRa@aRIt S an. unbranched
or brancheg?- §%Rrﬁ?%'ftgﬁg%ﬁrsﬁ%ﬁ§gﬁﬁ{r ated, . optional I?‘/) al | eas

mono- subst iunstesatet] gitienaly atdenst monossubstivies e PPhali@IIEH & ed, optional Iy

at | east mong; S rikithio@RicioRly t Iatst hensloupsttutelicstionalioa as i ng
menber contal ning cycl oa

I phatic radical, wiigh m n via an
opt i onal | y leastiongheteraaforsandng W’&?@PW!%C?WS%HE@E@SE%’ be
condensed_éi,,g& ﬂ{hg%ﬂ;d?ﬂ&lj'\bé & optiasilly speastandrst-substimtichGnsalkglengol ycycl i c
iol 23S 400 Er Q011 PCT PCT] EP031§)0§163339 il Q&’nﬁcyn%f —&Bsﬁgﬁe@n
opt i onal | y SHPup aRdfor M PeeBdeRIss W 8P PP RePer Sar yl ~ radi cal , whi ch
may be bongagnei 6 piilvopelic ringedykters torlanagttionallyat rdist monosubstitaledy bene group
and/ or may be, congensed W t ' At oNERAGs bstituted nono-
or pol ycycIqr%‘meﬂﬁy?/i?'gmorEﬁ%poaa%gwﬁgﬂgggﬁwgrrgé%g%enden? I§§ sel ected from
the group aptivhsly ageast mono-substituted Cr.e-alkylene group and/or may be

condensed with an optionally at least mong-substituted mono- or r_:olycyclic

-ring-system,

R represents an unbranched or branched, saturated or unsaturated, .
optionally, at least mono-substituted Cis-aliphatic radical, a saturated or
unsaturated, opﬁonally at least maono-substituted, optionally at least one
heteroatom as ring member containing Ca_a-cifcloaliphatic radical, which may
be bonded via an optionally at least mono-substituted Cy.s-alkylene group
and/or may.be condensed with an optionally at least mono-substituted mono-
or polycyclic ring-system, or an optionally at [ea;'-:t mono-substituted, 5- or 6-
membered aryl- or heferoaryi radical, which may be bonded via an optionally
at least mono-cubstituted Cis-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 unsaturated, optionally at
least mono-substituted Cys-aliphatic radicat, a saturated or unsaturated,
optionally at Iez;lst mono-substituted, optionally at least cne heteroatom as ring
member containing Cse-cycloaliphatic radical, which may be bonded via an
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hydr ogen, an unbranched or branched, saturated or unsaturated, op@i7oped Roag: .
at | east nono-substituted aliphatic radical, a saturated or unsaturated,
optionally at |east nono-substituted, optionally at |east one heteroatom

as ring nenber containing cycloaliphatic radical, which may be bonded via
an opt isgoehpyr at | east nono-substituted al kyl ene gr oup PEMEFPOH0OIGEY be
condensed with an optionally at |east nono-substituted nono- or polycyclic

et or oary! ety at eRsRoRE s RasaRyete SOBATARTY, | ohst

- nono- subst i teridefsed Withanepgionally athstst momeysubbliuiedmiemsed polyeyolien opti onal |y
t |east - tituted - icyeli | Rg- 5 and R1
oget nor v (RE-SHRoB PHT PRy 8fERBabd fulsidd, B oPkHaibedh il 20C 708
ar omat i ¢ hebehatenahyl cadicalgwhichimy besorisiedaia sreaptionatin et legsisena-ut ed and/ or
contain at g@l?s?i%ut@&‘%%%fk&%ﬂ%#ﬁﬁ%ﬁé@d?&@%ﬁﬁe RohddticdRNAN aptiBhZuny &P esent s

hydr ogen, an unbran rated or unsaturated,” optionally
at | east noleastmbae-substitited nManeaof polveludie Ang-S¥St8%% ur at ed or unsaturat ed,
optionally at. | east nono-substituted, optionally at |east one heteroatom
as ring nenber conté::,:sni ng cycloaliphatic _radical aor an og{gailtonal ly at | east

mono- subst | PUREANK | togathefavit hedyidaing ditreaen ajprm frmya peliEtBdnded via an
opt ihonal ly aﬁsétlﬁala'&éd cﬁmerr@u@.sa-idrGtrﬁgmaqaﬂeﬁlmgmowoﬂuﬁng,nwﬁ?ﬁ mwlxbetm condensed
with an optjon at st 0- subst it ut ne- @r, pol.ycyclic :
ri ng- syst en{easél'gxﬁ’@ﬂ'l’ég@ﬁf’@qﬁ&& 8 lﬂaté‘?ﬁ‘%ﬂﬁgﬁ'ﬁ@"ﬁéﬁe{?&aﬁ'ﬂﬁéﬁwg sat ur at ed
or unsat ur piedsheroptional ly at | east nono-substituted aliphatic radical, a
saturated or unsaturated, optionally at |east nono-substituted, optionally

at least one heteroatomas ring nmenber containing cycloaliphatic radical
or an opt i oRAT leprasents kyasegarn ao-Usbtanched ockranghad. saturated ef oaryl radi cal,

i ch may b i, bRy fests oR5RB0Rod B 0A4ORAE (BTAER0S) 03629

optionally no--subst i t.ut ed, ene group and/ qgr nmay be condensed
with an opt seedied opunsabuatec SRl 3t etk rEenaTBHRSIRGR. SRRl atC |
" ring-syst eMgaast one heteroatom as ring member containing Cs.g-cycloaliphatic radical or
‘ an aptionally at least mono-substituted, 5- or 6- membered aryl- or heteroaryl
radical, which may be bonded via an optionally at least mono-substittited Cqs
alkylene group and/or. may be condensed with an optionally at least mono-

-, substituted mono-~ or polycydlic ring-system, .

R represents hydregen, an unbranched or branched, -saturated or
unsaturated, opficnally at least mono-substituted Cis-aliphatic radical, a
saturated or unsaturated, optionally at least mono-substituted, opfionally at

" least one heteroatom as ring member containing Ca.s-cycloaliphatic radical or
an optionally at least mono-substituted, 5- or 6-membered aryl- or heteroaryi
radical, which may be bonded via an optionally atleas{ mono-substituted C1p
alkylene group and/or may be condensed with an optionally at least mono-
substituted mono- or polyecyclic ring-system. '
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~optionally in formof one of its stereoisoners, preferably enant:i press: aus. Lo
di astereoners, its racemate or in formof a mxture of at |least two of its
stereol sonmers, preferably enantioners or diastereoners, in any nixing
ratio, ,ﬁpggy3|ologically acceptabl e salt thereof, or

respectlng Compounds according to claiml, characterlzeg I'n ?hat R1,
R2, R3, R4 are each independently selected fromthe group consisting of H
F, d, Br, unbranched or branched saturated or unsaturated, optionally

I h
tajltnsate 3?2% edmbé’;glﬁél g’ﬁéf‘ Fgéo&?& Sééas ﬂo‘%? gﬁ%@%eﬁ&%d '3%%12%??;% ﬁla mI east one
het er oat om agach ngienemdmﬂly sel@mfmm@moap cyndigiimgiqfirh ., €LrBrdcal , whi ch
may be bonde@aﬂr&g&%rﬁﬁé QA nb eh%n%?#@ﬁdnﬁ%@ﬂﬂeﬁ@l kyI ene

group and/.or e condense 'east nono-Substituted

Aono- or pol pbglaqt‘cdadlpaiga §§%ﬂ'@ﬁ$’ emlonalbt afm mnatsum%tytednen@r@ﬂwt i tuted,
5- or 6-menbesedlosd Hé@rﬁbrﬁ%%@%éhbeﬁ%ﬂt&ﬁh? oehbms-r@mauﬂl%eed via an

optionally at |east nono-substifuted C | ene group and/aor may be

condensed wi faFigal WhiEh Bivy g Pondedaig an HB?RW"%%U@??W{]?%S ool yeyel i c
ringsystem gr U ali@lene@réns a nieR1Gmno 0GR, .@)da&@mﬂ - SRM and QQREEME 502R14

by Snehed” o RO STEREE AR e S o TR Bh T h: Poast

nono- subst i tﬂllﬁd:l—l&lCB;; 8R;0Ratayclopadiyl @l/clomexgl, nitia, oyartmhd)mm sat ur at ed,
optional1ly at |east nono-substituted, optionally at |east one heteroatom

as ring nenber containing C3_s-cycl oaI | phatic radical, Rs, W R8, RO are
each i ndepen@ampounde pecsrdingfte sny ohe ogcle'ms tt@r%iobara@rbied imtret 8Jen, an
unbranched og, Ft}g?%fw L Bl a%?a\ east
nmono- substi t ut -gl%al g{:l cCra , a s’gt at oﬁmgilr?sl:%bthﬁya?lg

optional ly aer CskGHa-npno- subst I tut ed opt lonally at | east one het eroat om as
ring menber containing C3a-cyol oaI [ phat ic radical, a cyano and COORL7

ol ety, 5. | 03 C%m7po§r§gs accordmg¥6 any one o“ 53[%135/ 10%62 haramtenzegrn that R°, R',

R, R are each independently selocted from the group consisting of H, a
branched or unbranched Cs.s-aliyl radical, cyano and a COORY group
preferably from the group consisting of H, CHs, CH.CHa and cyano, '

6 Compounds according to any ene of claims 1 to 5, characterized in that R™
represents hydrogen or a branched or unbranched Cis-alkyl radical.

7. - Compounds according to any one of ciaims 1 to 6, characterized in that RV is
selected from the-group consisting of unsubstituted phenyl, phenyl optionally
at least mono-substituted with a branched or unbranched Cq4-alkyl-radical, a
branched or unbranched C4.4-alkoxy-radical, a branched or unbranched Cq.4-
perfluoroalkyl-radical, a branched or unbranched Ciy-perflucroatikoxy-radical,

' F, Cl, Br, cyclohexyl, phenyl, phenoxy, phenyithio, benzayl, cyano,

~C(=0)Cr.z-alkyl, -C(=0)OC..-alkyl, carboxy, -CH(OH)(phenyl), -NR R
wherein R?, R® are each independently selected from the group consisting of
H, a branched or unbranched C,.4-alkyi-radical, -CHz-CH-OH and an
unsubstituted phenyl radical,

¥y




A represents a bridge nenber-CHR18- or-CHRls CHz-, R10 represent:sz Bydifogeh,
an unbrandhed or branched, saturated or unsaturated, optionally at |east
nono- substituted Cl.6-aliphatic radical, a saturated or unsaturated,
optional | y at | east nono-substituted, optionally at |east one heteroatom
as rin er contai ni ng Cam cycl oai i phatic radi cal ECYERNRAGEY onal |y at
| eas substltut ed, 5- or 6-nenbered aryl- or heteroaryl radical,
whi ch may be bonded via an optionally at |east nono-substituted Cls-
al kyl ene gy angutstitlited thingpldo@digghdensed with an optionally at |east nono-
substituted nono- or polycyclic ring-system R11 represents an unbranched
or branched, saturated or unsaturated, optionally at |east
nono- subsalgmmmeﬁlﬁ%ﬁk r adi caI a saturated or unsaturat ed,
optionally at | east nono-substituted, tionally at | east one ~ heteroatom
as ring menber cont ai ni ng Ca. gﬂati c radical, which my be bonded
via an optionally at |east stitutted Cl-s-al kyl ene group and/or may
be condensed with an opti | east {nono- substituted nono- or
pol ycycli-c.tingsystemor an |y | east nono substituted & or 6-
menbered aryl- or heteroaryl i cal ,Ywhi ch nay be bonded via an optionally
at | east nono-substituted Cl, a-al kyl ene group and/ or may be condensed with
,.. an optionally at |east nono- suq ituted nono- or polycyclic
ringsystem or R10 and R77 together vvlth t he bridging nitrogen atom form an
opti onaIIy at | east nono-substituted, saturated, unsaturated or
aromati c, 6- menbered het erocycl ic ring, whi ch may contain at |east
one furthg‘F eﬁgperoatom as a ring nenber and/or be condensed with an
optionally at |east nmono-substituted nono- or polycyclic ringsystem R12
represent g, 4YdgoLen, an unbranched or unsaturated, optionally at |east
nono- substltut ed Cl s-aliphatic radical, a saturated or unsaturated,
optionally at |east nono-substituted, opti onally at |east one heteroatom
as ring nmeghgiresdanis eHnorty, C3. e- cycl oai i phatic radical, which may be bonded
via an optionally at |east nono-substituted Cle-al kyl ene group and/or may
be condensed with an opti onal Ie/ at | east m)no substituted

‘ Y represents CHz, O, N-RY, CH-OH or C(=0)

R¢ is H or a branched or unbranched Cq4-alkyl radical,

a group of formula (B)..

\ ®)
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| oLi 27 S E F 2006 =4:' ETOOL1 PCT PCT/EP03103&29 nono- or pon %% i
ri ng-system or an optionally at |east nono-substituted, 5- or éﬁ 6
aryl- or heteroaryl radical, which may be bonded via an optionally at
| east nmono-substituted Cl -al kyl ene group and/ or may be condensed with an
optional |y at |east nmono-substituted nmono- or pol ycydigcwirugosszst em ~ RI13
repré@@ﬁt%cﬁydrogen an unbranched or branched, saturated or unsaturated,
optionally at | east nono-substituted Cl-e- aliphatic radical, a saturated
unsatuaas%rgg p oPRirmaRe{Cd)y at |east. nono-substituted, optionally at |east
one het eroat om as ring nenber containing Cas- cycloallphatlc radi cal, which
may be bonded via an optionally at |east nono-substituted C | alkylene
group and/ or may be condensed wi onal ly at | east nono-substituted
nono- or polycyclic ring-syste opthonal |y at | east .
nono- substituted, 5- or 6- het eroaryl radical, which may
be bonded via an optionally a -substituted Cl16-al kyl ene group
and/ or may be condensed with an y at | east nono-substituted nono-
or polycydic -ring-system Rl4 represents an unbranched or branched,
saturated or unsaturated, optionall{G) at |east nobno-substituted
Cl6-aliphatic radical, a saturates or wunsaturated, optionally at |east
nono- substituted, optionally at |east one heteroatomas ring nenber
cont ai ni nga Grup-sfyeneed fgrivata () adi cal , which may ‘be bonded via an
optionally at |east nono- substltuted Ci 5-al kyl ene group and/or may be
condensed with an optionally at >No- substituted nono- or polycyclic
ring-system- or an optionally §ad jt o -sugatltuted, 5- or 6- nenbered
aryl - or heteroaryl radical ,—w iy be jon via an optionally at
| east nono-substituted Cl4-al kg ~oug’and/or may be condensed with an
optionally at |east nono-substitut™ed nono- or polycyclic ring-system R15
and RL0 each are independently selected fromthe group consisting of

(=)

wherein Rp is H or a branched or unbranched Ci4=alkyl radical

 and a group of general formula (E),

wherein - -

RE represents H, a branched or unbranched C1.§~a!kyl radical or a branched or

unbranched Gq-alkoxy radical,

W represents a bond between the two aromatic rings, CHz, CH-OH or C(=0),
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hydr ogen, an unbranched or branched, saturated or unsaturated, opgifci&H poge -
at | east nono-substituted Cl..8-aliphatic radical, a saturated or
unsaturated, optionally at |east nono-substituted, optionally at |east one
het eroatom as ring nenber containing C3.8 cycloaliphatic radical, which
may beEﬁap%q via an 10~ i. 27 SEP2QQxi- =~ ET0011 PCT PEWE#RMIE4233629
optionally at |east nono-substituted Cl, s-al kyl éne group and/ or .may be
condensed with an optionally at |east nono-substitpted m?l%OH or polycyclic

ri ng- syst erg rapresenteBizodaPl G0, EE) ondhE- Whet Rt [RPERFEME N GF 36- menber ed
-aryl- or helghSddr Jrihidied OMIAK-FaRlicdpe bonded via an optionally at |east

mono. substituted C. -alk ylene group and/or may be condensed with an.
optionally at |east nono-substituted nono- or polycyclic ri ng system or

R15 ang, R1Gc4ASetRRY addokding ttearﬂrdndg:ifltmimht'lrtogianhaﬂo&eﬁignﬂmtmtﬁ@ur at ed,
unsaturated o romatic,.5. Qr.6:nmenbered het V.Ch | i&g, which may be
at | east -gd%?lf@h‘e'é*aﬁz?ﬁﬁ&dsv‘gwﬁ?%ﬁ%ﬂaﬁ‘ ﬁ(&ﬁ%ts%dﬁ%eph% her het eroatom
as a ring enbared @roceeicamgnivhichysiatdgasi memp-gutistitutachwith amathyinched,
saturated or .. unsaf.urate j . TRl

‘Cl. e-al i phaf?f’E’ap%{'&ffgté??n%hs%gﬂﬁf?g’?lé'hg%%%adgggta t?gtgé% 0 I§§|'JI gﬁtg}%& at | east
nono- subst i ghengl or eptloberd-radical, saldeehanybes celobeyhiasinabrrefaraldly nenber

cont ai nirng 3=~ odbbhbatbsiniedBRIF Sd/oPdCRRt i onal |y at | east
nono- subst i u?%gyi%%#r)mg rre‘nbered'ar - or ﬁgt eroaryl radical, which may
be bonded via an optionally at |east nono-substituted Cl-s- al kyl ene group

and/ or g may-he &Wi h i ariorenificiims! Viod, chemsteripahinthatlA'St i tuted
nono- g'r po?@@ec IC ri ng-@é& erﬁ,{b El8 r'e%ggsent h%dr‘ﬁ%in F%n lllnElr anched or
branched, s&pwsanisdHor Crurlial @diseb gyciBend AR RPenY el PRSP st i t ut ed
Cl-s-al i phagHg cadictdhen@d. saturated or unsaturated, optionally at l.east
nono- substituted, optionally at |east one heteroatomas ring nenber

contai ning Cam cycl oaliphatic radical or an optionally at | east
nono- sybst i Conpounds actordingtmdrer e efrgjdimsct torfh tcbategieyized in that R

represents H, a Gr--alkyl radical, cyclohexyl or a phenyl radical, preferably H,
-CHs, C2Hg or phenyl.

11. Compounds according to any one of claims 1 to 10, characterized in that R™*
represents H, a Ci-alkyl radical, cyclohexyl or a phenyl radical, preferably H, = -
Cis, CoH5s or phenyl. ) : ; : v

12. Compounds according to any one of cla;lms 1 to 11, characterized in that R™
and R are each independently selected from the group consisting of H, a
Crr-alkyl radieal, cyclohexy! and a phenyl radical, preferably selected from the

- group consisting of H, CHs, C2Hs and phenyl.

13. Compounds according to any one of claims 1 to 12, characterized in that RY
represents H, a Cq-4-alkyl radical, cyclohexyl or a phenyi radical, preferably H,
CHg, C2Hs or phenyl. :
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radi cal , which may be bonded via an optionally at |east nono-subsgitgtedsns v

Cl-5- al kyl ene group and/ or nmay be condensed with an optionally at | east
nono- substituted nono- or polycyclic ring-system -'0le 2 7 SE[GIla
ETO00I 1 PCT PCTI EPO31 03629 3. Conpounds according to claiml or 2,

char ac ' inthat Rl, R2, R3, R4 are each independ ted from
t he grgﬁaé)d@%%sisting of H F, d, Br, a saturated, braﬁﬁllgydosgjr%%rc]branched,
optionally at |east nono-substituted Cl.3-- aliphatic radical, a_ saturated,
" optiond4ly Gompeasds amodisgitosanytanead claips ilda 4Bl ghagecterizeddn thai& het er oat om

as ring ne [ t@i njn - i Lerabivvdl €8k or Whi ch may be .
bonded vi an%ﬁr%‘%?' %oﬁ’a?ﬁ}%gﬁ[rgggcta %D%gw%ﬁﬁﬁlﬁ'ﬁé rCl_Iyal(C)i,r gl.I- kyl ene group,
a nitro, cyplenyl.OR 2, OC(=0)R73, -SR1" and -NR SR 6 nviety, preferably
selected fromthe group consisting of H F, d, CH3, CH2CH3, CF3, CF2CF3,

cycl opentyl, cyclohexyl, nitro, cyan and -OR12. 4. Conpoynds a%cordi ng to
any ond5of GeEPAYNGS a¢roiding teATYQneqf AlaimMs 1 1014 cfmﬂct?%dég t&8ly 6r a
branched orjeHsitiansyiasrdsiiuds /' 3, RPA, préferdtlyeReaAdPRY, dd notkifpressntCH2CH3. 5.

Compounds according to any one of clains 1 to 4, characterized in that Re.
R, R8, ROWIRGRMhch independently selected fromthe group consisting of H,
a branched or unbranched C1.3-al kyl radical, cyano and a GOOR17 group"

preferghly om.t nsj sti £ H, , ... 0.
C,orrpouﬁ_as aéé’gpa'f"ﬂ% %ﬁg‘ﬁ@cﬁn%yz‘#de%mgﬁttﬁf °%?§1r ac egiﬂ ﬁ%@ﬁﬁ{st hat R70 .
r epr esenCHs byGeldgen or a branched or unbranched Cl-4-al kyl radical. 7--

Conpounds according to any one of clains [to 6,7 characterized in that R' is
sel ected fromthe-group consisting of unsubstituted phenyl, phenyl

opti ondFiy Camppel@(&awmiﬂ@mq erypesg akictalms 188 dRched or unbranched

C -4-alkyl-radical, a branched or unbranched Cl.4-al koxy-radical, a
branched or_unbranched Cl-4- pert]| uoroal kyl-radical, a granched or

unbr anched @14- pelrEmscstitesrseliibiurloxpzini-vikpipergin-1aUNGHEXYFH-pheny ! |,
phenoxy, pheny! tfiogsn-ReizRptamigy,ano,

27 2-4-(2-oxo-4H-benzo[d][1,3]joxazin-1 -yl)-piperidin-‘i ~yI}-N-{S-0x0-SH-~
‘fluoren-3.yl}-acetamide),

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

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

3

5] N-{4-benzoyl-phenyl)-2-[4-(2-oxo-4H-benzo[d]{1,3]oxazin-1-yl}-
" piperidin-1-yl]- acetamide hydrochioride,

18] 2-[4-(2-oxo-4H-henzo[dl[1,3]loxazin-1-yi)}-piperidin-1-y[]-N-(5-0xo-
5,6,7,8-tetrahidro-naphthalene-2-yl)-acetamide hydrochloride,

71 2—[4~(2—oxo—4H—benzé[d]{1 ,3loxazin-1-yl}-piperidin-1-yl}-N-(8-oxc-9H-
fluoren-4-yl)-acetamide hydrochloride,

HA




C(=O Cl_r-alkyl, -C(=0 CCL.2-alkyl, carboxy, -CH(OH) (phenyl), -NRORSgee sgs v
wherein RA, RB are each |ndependently sel ected fromthe group consisting of
H, a branched or unbranohed Cl1.4-al kyl-radical, -CH. -CH2-OH and an
unsubstituted phenyl radical, i0~ 2 7 SEP 20 PCT/ EPQ3/ 03629 ETO011PCT an
unsub ﬁ’t?d t hi azol e radi cal a group of general forCmsERP30AG29(CH2)" X Y
wher e |slor2 X represents CHor N Yrepresents CH2, O NR CH H or

C(=0), Rc is Hor a branched or unbranched C1 kyl .radiccal, a group of
formul a (BB . N-(&mxz@yvpr@nvl}-Zci&-(Z:O,xo-‘irbtfPﬁlﬁﬁtﬁéEﬂ@%%?ﬁ 11PCT a group of

formula (O, Opip%din(--f:-ld]—aac%ié?hﬁﬂe%dﬂﬁﬂ@ﬁaé, f.or mula-(D), R S

' o] 2-4-(2-oxo-4H-benzo[d][1 3joxazin-1-yi)y-piperidin-1-yl}-N-(1 -oxo-indan-
§-yl)-acetamide, :

[10] 2_[4-(2-oxo-4H-benzo[d){1,3]oxazin-1 -y)-piperidin-1-yl}-N-(1 -oxo~indan—
5-yl}-acetamide hydrochloride,

[11] N-Indan-5-yl-2-[4-(2-oxo-4H-benzo[d][1 3]oxazm- -yi)-pxpendm-1 -yiJ-
acetamide hydrochloride,

2] N-(2-Methoxy-dibenzofura n-3-yI)-2-[4-(2-oxa-4H-benzo[d][,3Joxazin-1-
yi}-piperidin-1-yil- acetamide hydrochloride),

{13] N-{4—Cyclohexyl—phenyl}-2-[4-(2-0xo~4H—benzo[d}[‘! ,3loxazin-1-yl)-
piperidin-1-yli}- acetamnide hydrochloride,

¢ [14] 1~{1-[2-(3 4-D|hadro-2H-qumol|n- -yl)-2-oxo~ethyl]p1pend|n-4-yl}-1 4-
dihydro-benzo[d][1, 3]oxazm-2-0ne hydrochloride,

{15] 2-[4-(2-oxo-4H-benzo[d)[1,3joxazin-1 -yl)—piperidiri—1 yl}-N-{@-oxc-8H-
flucren-3-yl)-2-phenyl-acetamide hydrochloride,

16] 2-f4-(2-oxo-4H-benzofd][1 3Joxazin-1-yt)-piperidin-1-yl}-N-(9-0x0-8H-~
-fluoren-3-yi}-propionamide hydrochloride, _

[17] N-(Q-Ethyl~9H~CarbaZOi-3-yl)-Z-[4;-(2-oxo-4H—benzo{d][‘l joxazin-1-yl)-
piperidin-1-yll-acetamide,

18] N-(Q-Ethyl-gH—carbazol—S-yl)—2—[4—-(2—oxo—4H-b_en_zo[d][‘! ,3loxazin-1-yl}-
' piperidin-1-y[l-acetamide hydrochloride,

‘HL




(D) wherein RDis Hor a branched. or unbranched Cl4-al kyl radical and a
group of general fornmula (E), R\i W~ Z ,. 1E) wherein - RE reprieSentss
H, a branched or unbranched Ct.a-al kyl radical or a branched or unbranched
Cl. 4- al koxy radical, Wrepresents a bond between the two aromatic rings,
CH2. CHCOHor C=0, | 0127 S EP 20061 Er0011 PCT 234H36729 Z
repreBEBMYPEL, 0, S, CHOH C(=O0 or NRF where RF regrg‘ggéé%?s Hor a
branched or unbranched Cl g-al kyl -radi cal. 8. Conmpounds according to any

one of cl o165 I2_E4o(eanem?m.agé.amﬁ@ﬂo[d]{1tﬂwazmlﬂ-yl}@ipjaﬁm1-Nt}@%(%er with the
bridging nitrogen atom orm? se%tur ted, 6- nenbered heterocyclic- ring,
which is at | edBC-SRHAECEHFYI B EY W th a methyl radical andl.or condensed
wi th an unsubstituted or at |east nono-substituted phenyl- or

cycl ohexyl -r adi ¢ . saj.d envl ¢ I 1 Ladg 10K gl y being at
| east rmno[@ibﬁ'%'@8{W'£%x%M§ﬁ%$‘%P EM&%}H &’ﬁg’d‘ un@lsrpg 'g'g ing to any
one of clainms Intooidflucieary)-acstamitg hydroghiorid2. represents H, a Cl-4-al kyl

radi cal, cycl ohexyl or a phenyl radical, preferably H  CH3, C2H5 or

phenyl . 10. Conpounds according to any one of clains | to 9, characterized

in that RIR1]r opr(@sdmyl-SHparba '@ﬂé)‘%{l%iﬁ‘wrﬁ@?';"x{?yﬁ'ohexyl or a phenyl

radical, pref erﬁéﬂzﬁﬁi}h,3]&12&%;;1-{2%15;1;sgﬁdﬂhe?nlace&hid@mwﬂﬁmaccordi ng to.any
10, ' '

one of clainms Ito characterized in that Rl4 represents H a Ct-4-alkyl
radi cal, cyclohexyl or a phenyl radical, preferably H CH. CH's or
phenyl . 221 N-(4-Cyclohexyl-phenyl)-2-[4-(6-methyl-2-oxo-4H-benzo[d][1.3Joxazin-

1-yl)-piperidin-1-yi}-acetamide,

[23] N—(4-Cyc|ohexyl-phenyl)—2-[4-(G-methyl-Z-oonH-benzo{d]ﬁ Sloxazin-
1-yl)-piperidin-1-yl}-acetamide hydrachloride,

[24] N-(4-benzoyl-phenyl)-2-{4-(6-methyl-2-oxo-4H-benzo[d][1 2loxazin-1-
yl)-piperidin-1-yl}- acetamide hydrochloride, -

[25] N-(9-Methyl-9H-carbazol-3-yl)-2-{4-(2-oxo-4H-benzo[d][1 ,3]oxaiin~1 -
pigeridin-1-yll-acetamide hydrochloride, .

[26] IN-(9,10-Dioxo-9,10-dihydro-anthracene-2-yl)-2-[4-(2-ox0-4H-
benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl}-acetamide hydrochloride,

[27] “N-4~(Ethyl-phenyl-amino)-phenyll-2-{4-(2-oxo-4H-benzo[dji1,3]oxazin-
1-yh)-piperidin-1-ylj-acetamide hydrochloride,

[28] 2-[4-(6-Methyl-2-0x0-4H-benzo[d][1,3Joxazin-1-yl)-piperidin-1-y{-N-4-
methyl-phenyl-amino)-phenyl]-acetamide hydrochloride,

[29] 2—[4—(2—oxo—4H-benzo{d][1 ,3]0xazin—1-yl)—pipeﬁdin—1~yl]~N~[4—phenoxy—
phenyl}-acetamide hydrochioride,

u3




12. Conpounds according to any one of clains 1 to 11, characteriz@d kprthat =

-R166 and R16 are each independently selected fromthe group consisting of
H a Cl-4-alkyl radical, cyclohexyl and a phenyl radical, preferably
selected fromthe group consisting of H CH3, C2H5 and phenyl. 13.
Conmpounds ording to any one of clains 1 to 12, char \GGdod N that R17
repreﬁﬂ?’%g‘fgf a Cl-4-al kyl radical, cyciohexyl or a phgﬁyﬁﬁ?a I cal,
preferably H  CH3, C2Hs or phenyl. . 2 7 S E 2006, ET0011 PCT

PCT/ EPCS/ 0§39 N44-(Icapiopyistengicanind)-pigortyll-H#y(2eme-44- clains 1 to 13,
characterized in th represents. H ,a.Cl-4- eal or a phenyl
radical, pref e_r%lzﬁm1%@zgg{"¥@'ﬁg)ﬁépmﬂgi.l%é%%p"@&ué(nwsdré%gdor ing to any one
of claims 1 to 14. characterized in that at |east two of the residues RI,
R2, R3, R4..preferab Bt %&EEQ.L cTelc 1. ngpl16. Conpounds
accordi ng [Sé?a%F%ﬁ%b%?% al ngﬁimt 9, %@%ﬁ@ﬁéﬁw that RS is CH3
or. C2N5. 17. Cluspenddd)-prepienamisg hvdrashlorides nore of claims 1 to 16: [1]
2-[4-(2-oxo0-4H benzo[d] [ 1, 3] oxazi n-1-yl)-piperidin-1-yl]-N(9-o0xo0-9H
fluoren-2-yl)-acetam de, [2] . e .
2-[4-(2- ox\E/;i-?iHM@F&]Wq-&ﬂwbwzﬂd}[%m%?ﬁa‘i)ﬁ’-'a%@f"ﬂ'l!ﬂ'é\b(%x 0-9H

"' fluoren-3-yl) - apgtaiied MazollBYi)y-acetamide hydrochioride, '
2-[4-(2-o0x0-4H benzo[d][ 1, 3] oxazin-1-yi)-piperidin-1-yl]-N(9-o0xo0-9H
“fluoren-3-yl)-acetam de hydrochl ori de, 14]

N- ( 4- benzoyd3] pheriQhiGrolpheqigh-8x¢-(Z-bxbdbizingrofdl 1 Flaxezin-ryi)-pineridin-

piperidin-1-yl]; acetam.de, = -
N- (4- benzoYI - Phkﬁﬁ’?f?%-"r'ggt]%rgé@%rﬂ% benzol d7[ 1, 3] oxazin-1- t Yr
pi peridin-1-yl]- acetam de hydrochl oride, [6]

2- [ 4- ( 2- oxpr AH henzo XL L pasiq -1 MR px0-
56,7, 8-t eﬁﬂhi%r%ﬁggﬁﬁgﬁgﬁe; ib?ﬁk[ﬂ%%?]gﬁé’%%ﬁ?ﬂsg%%m orliyge, ¢
chloro-phenyl}-acetamide hydrochloride,

[36] 2-[4-(8-Methyl-2-ox0-4H-benzo[d][1,3]oxazin-1-yl)-pipetidin-1-yi}-N-(g-
oxo-gH-fluoren-3-yl)}-acetamide hydrochioride,

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

[371 N-(9-Hydroxy-9H-flucren-3-yiy-2-{4-{8-methyl-2-oxo-4H-
. benzo[d][1,3]oxazin-1-yi}-piperidin-1-yl}-acetamide hydrochioride,

- [38] N-(9-Hydroxy-SH-fluoren-2-yi}-2-{4-(2-axo-4H-benzofd]{1,3Joxazin-1-yi)-
piperidin-1-yi}-acetamide hydrochloride,

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

[40] N—(9~Ethyl—9H-carbazo!—3-yl)-2-[4—(8—metﬁyl—2-oxo-4H-
benzo[d][1,3]Joxazin~1-yl)-piperidin-1-yi]-acetamide hydrochtoride,

ity




[ 7] 2-[4-(2-ox0-4Hbenzo[d][1, 3] oxazin-1-yl)-piperidin-1- yIJ N-(9 0X0- 9H-

fluoren-4-yl)-acetamde hydrochloride, 111 s~y 2 2 SEP -1;-Tj 2.7 SEP 2008t

pcT/ EPO3/ 03629 ET0011 PCT [(g]

N ( 3- benzoyl - phenyl ) - 2-[ 4( 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n- 1-yl }

pi peri di n- 1-Tyl ]- acetam de hydrochl ori.de, [9] | PCT/EP03/03629

2- [ 4- ERBYETAH benzo[ d] [ 1, 3] oxazi n-1-yl) - pi peri di n- 1-yl T - N- (1- oxo- i ndan-
5-yl }acet am de, [10]

2-[ 4- (2- ox@4 sz[aftmeﬂwmbmaﬂmehzqﬂd}ﬁ Slgxerinei-i)-pinarginN-fiENoio- i ndan-

5-yl) - acetamd dr oc rid d
N- I ndan- 5-y1- 2%@(@"‘8 4% 'ﬁrﬁé #%h’]lfelhyﬂrgﬁfg%? ne'l yi } pi peridin-1- yq-
acet am de hydrochl oride, [12]

V1) i per | AL 1 2 M Lo Bt herdolalt B Byt pibaRtic ket 171

N- (4- Cycl ohexylphshﬁme)amldPWd@Gb'ﬂbd%H benzo[ d][1, 3] oxazin-1-yl)-
pi peridin-1-yl]- acetam de hydrochl oride, [14]

1-(1-[2-(3,4-D hidro-2Hquinolin-1 XQ- et pidin-4-yl)-1,4-
di hydr o- beld2b[ #4259 Thenzeidil ﬁvg?%%ﬂrﬁ’?'aﬁf‘cp %4‘115\191 N
2-[4-(2-oxo0-4H- ﬁm!?@ iyl pRérhadietndidy hydoerterideli n- | -yl i - N- (9- oxo- 9H
fl uoren- 3- yI)- - phenyl - acetam de hydr ochl ori de, [16]
2-[4- (2-0ox0-4H benzo[d] [ 1, 3] oxazi n-1-yl)-piperidin-I|-yg-N(9-o0xo0-9H
f1uoren- 3- 4} - - 'eoomm@le-dxwkméﬂm[cmdmomw-ul)(pﬁpﬁdﬁw-m—car bazol - 3-yl
-2-14-(2- oxo 4 'I%l &1 h% gﬁ) gel yl)- piperid in-1-yqg-acetamde, [18]
N ( 9- Et hyl - =3 E“') - R{é k' 'oxo- 4H benzo[ d] [ 1, 3] oxazi n-1-yl) -
pi peri di n-1- yI ] acef am de hydrochl oride, 2

[45] 2-f4-(6-Chloro-2-oxo-4H-benzo[d][1, 3]oxazin-1 -yl)-plpendm-1 -yi}- N-(4—

triflucromethyl-phenyl)-acetamide hydrochloride,

[46] 2-[4-(2-oxo-4H-benzold][1 .3]oxazin-1-yl)-piperidin—1-yl]-N-;ihenyl-
acetamide hydrochloride,

[47} N-(4—ChIoro-phenyl)—2-[4-(8-Methyl-Z—oxo-éH-benzo[d][1 2loxazin-1-yi)-
piperidin-1-yl[-acetamide hydrochloride,

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

45} N-(4-Cyano-phenyl)-2-{4-(8-methyt-2-oxo-4H-benzod][1 3oxazin~1-yl)- -
piperidin-1-yll-acetamide hydrochloride,

[60] 2-[4-(6-Chloro-2-oxo-4H-benzo[d]{1 Sloxazin-1-yl}-piperidin-1-yl]-N-(4-
cyano-phenyl)-acetamide hydrochloride, :

[51] N-(f-i-Acethyl-bhen‘yi)-2-[4-(2-0x0—4H-benzo[d]_[1 SJoxazin-1 -yi)}-piperidin-
1-yi]-acetamide hydrochioride,

us




2.7 SEPZi |6 Er0011 PCT PCTI EP03/ 03629 [19] S %e ern aaan e
2-[ 4- (6- net hyl - 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n-1-yl } pi peridin-1 vyl ],_%g(%g_% 2006+
oxo-9H-fluoren-3-yl)-acetam de, 20 2- 6-meth 12 oxo-4H benzo d 1,3
oxazin-1- | r eridin-1- N 9 oxo-9Hfluoren-3-yl)-acetam de hydrochl ori de,
[ 21] ?[ﬁ-‘%‘hyl - 9H car bazol - 3-yi ) - 2- [ 4- (6- net hyl - 2- oxopéirieroarozs2e
benzo|d 1 ] oxazin-1-yl)-piperidin-1 yl]-acetam de hydrochl oride, -[22]
N (4- Cycl ohexyl - phenyl ) - 2- [ 4- ( 6- et hyl - 2- oxo0- 4H- enzo{dgﬂ { 1 :ﬂ azi n-
1-yl ) - pi pelseti R-H-(Brylethyle-gnodéi-bgnzaldil1,3]oxazin-1-yl)-piperidin- il Hes
N- (4- Cycl ohexyl A ok B -4H benzo[ d] [ 1, 3] oxazi fi- - |
1-yl)-piperidi r?h%hyl ba%@%%%%ﬁgg?%%ﬁlﬁg?ﬁe, [ 24] Ll ) Joxazin J
N|-§4- benZoyl - pilenii‘) -2-[4-( E;;mat hyl - 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n- | -
yl') - pi peri - N--hoethGES IsHviie2-RYELehRib-2rdxdetH-bahiold][1,3]loxazin-1-y1)-
N-(9- !\/g_t hyfy?g:-l]-pj;gr,ba% F:}% [ iﬁgh?‘?{%‘?]‘g%‘% 4H benzo[d] [ 1, 3] oxazlila\- 1yl)-.
pi peri di n- 1 -yl PRI '%&%ﬁ? o '26] '
Bl— (9, [18] P 0x0- 9, 10-di hydr o- ant hracene-2-"yi)-2-[ 4- (2- oxo-4H

enza 1 o] | R-1-vi }.oiperd di n-1-vl.ls 1 : ide. [ 27
"N-[ 4- (Et i 1 pﬁﬁa{/—ﬁcgt,#{]@?erﬁﬁg@r@getfgl%gfﬁ-&@%jﬁgggﬂ@ o@;ﬁ%@tﬁ B i
1-yi } pi peri di nylpefidin-dodjicasiairida hsdrociibidd,de, [ 28]
2-[4-(6-Met hyl - 2-ox0-4H benzo[ d] (1, 3] oxazin-1-yi)-piperidin-1-yl]-N]4-
met hyl - phenyl - am no) - phenyl | - acet am de hydrochl ori de, [ 29]
2;] [ 4- I( )2 oxﬁf}ll—i;ﬂaﬂdﬁd?ﬂ}’[d.t, Si]xgeﬁgnkbﬁﬂo@ﬂ") @tﬁ%’@?ﬂﬂlhﬁig@@ﬂ[“]'jmuﬂ‘iﬂ‘bhenoxy-
phenyl ) - acet ani ge Bydraehinsidsmide Wdechiofsd P 200, ET0011 PCT
PCT/ EP03103629 p?%g? ﬁb[ﬂ?sopr obyll‘?phon;:/’t -am no) - phenyl j - 2-[ 4- (2- ox0- 4H
benzo[ d] [1, 3] oxazi n-1-yl)-piperidin-1-ylj-acetam de hydrochloride, [31]
3- [ 4- ( 2- g Hibpeppehdbii-bhahy-2Zit8-hestiy-Ripperdidbandolill1 Bhixéfndx o- 9H

yi)-piperidin-1-ylj-acetamide hydrochioride,

571 N—(4-Benzoyl—phenyl)-2—{4—(6-chloro-2-o$(o-4H—benzo{d][1,3}oxazin-1-yl)-
piperidin-1-yll-acetarmide hydrochloride,

[58] N-(2-Chioro-phenyl)-2-[4-(6-methyl-2-oxo-4H-benzo[d}[1,3]oxazin~1-yl}-
piperidin-1-yil-acetamide,

[59] 2-[4-(6-Methyl-2-ox0-4H-benzold][1,3]oxazin-1-yi)-piperidin-1-yl}-N-(2-
- trifiuoromethyl-phenyl)-acetamide,

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

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

[62] 2-[4-(6-Chloro-2-oxo-4H-benzofd][1.3loxazin-1-yi}-piperidin-1-y{-N-(4-
cyclohexyl-pheny!)-acetamide hydrochloride,

ik




fl uoren-3-yi)-propi onam de hydrochl oride, [32] L2 SER HEELY
2-[4-(6-Chl or o- 2- oxo-4H benzo[d] [ 1, 3] oxazin-1-yl }pi peridin-1-yi]-N(9-

et hyl - 9H car bazol -3 yl)-acet am de hydrochloride, [33] N-(4-Chloro
phenYl)-2-[4 (2-oxo-4H benzo[d][1, 3]oxazin-1-yl)-piperidin- 1-yl]-acetamd

e hyd%@ag?%rri de, [34] i ) PCT/EPD3/03629
2-[4-To6-Chlor o- 2- oxo0-4H benzo[ d] [ 1, 3] oxazin-1-yl } pi peridin-1-yl]-N-(4-

hl or o- phenyl ) - acet ani-de_hydr ochi or i de, [35 .
21 4- (5 Noty| Noaanvav B B-aPok kPRI ST AN 1. 1] - - (o-

oxo- OH- f | uor ens 3oyl - Aceb ankAfsdkeebe, de, [ 36]
2-[4-(6-Chl oropg’-eﬁé%-ﬁﬂ?genzo[ d]-[%t,I 3] oxazin-1-yl}piperidin-1-yl]-N(9-
" 0x0-9H-fluoren-3-yl)-acetam de hydrochloride, [37]

N- (9- Hydr (i[éﬁ g)I;(@‘é%%yﬁi;yér_)yi)ZQ{Aﬂ-(dL&eﬂﬁt‘mbke-ﬁmm[&}[1 3Joxazin-1-

benzo[ d 1-yl}- ri.din-1:vyljzacetam de hydrochloride, [38
N ( SZJ I[—|y11£ oXYy- 9B‘Il)fﬂiﬁﬁ'55|d§%’/ij H%E%Z}"glﬂh%’éo@hﬂ%c—l- benzol[ d] {1, 3] oxaz: n- 1- £/I )]-

pi peridin-1-yi]-acetam de hydrochl oride, [391

2-[ 4- (6-Chl oro-2-0x0-4H- benz L0 j IRy N- (9-
iy oxy- SHOP] LR S A PSR Rl i plgly oadead: I

N- ( 9- Et hyl - 9H gapdndinet-yB-agbiangidé hvddchiotidey| - 2- oxo- 4H

benzo[ d] [ 1, 3] oxazi n-1-yl)-piperidin-1-yl]-acetam de hydrochloride, u4 2 7
SEf ? 2006 .:' ET0011 PCT PCT/ EP03/ 03629 [41] 1

2-[ 4- (8- Nejoby | -Ne{bRoenzyl-phemd)-&iif-{6-BledirRono A Penzgldill-Paxaday | - n (4-

trifluoronethyl .Pﬂiéé}id'ﬁ-’i hedthafddlydrochl ori de, [42]
2-[ 4- (8- Met hyl -yy-o o-il—l—%qe]ﬁzo[d] [1, 3] oxazin-I-yi}piperidin-1-yl]-N
phenyl - acet am de hydrochl oride, [43] 2-[4-(2-0x0-4H benzo| dg 1, 3] oxazin-1

-yl)-pi per'(ea}i; N-3. A\l dingyiz-okbidH-benmiB]bxazire iyl piperistindlidN®d-dr ochl ori de,

RRNSEA i ity hepn DR UR

168] N-(4—Acethyl-;$henyl)~2—[4-(8-meﬂ1yl-2-oxo-4H-benzo[d][‘! Sloxazin-1-yl)-
piperidin-1-yll-acetamide hydrochloride,

[69] © N~(9-Hydroxy-0H-fluoren-3-yi)-2-{4-(2-oxo-4H-benzo[d]{1.3joxazin-1-yl}- -
piperidin-1-yl}-acetamide hydrochiorida, Lo

[70] 2-f4-{6-Chlore-2-oxo-4H-benzo[d][1,3]oxaz n-1-yl)-piperidin-1-yl}-N-(9-
oxo-9H-fluoren-2-yl)-acetamide hydrochioride,

71 2—[4-(6-Methyl-2—0x0-4H—benzd[d][1 3loxazin-1-yi)-pipetidin-1-ylJ-N-(e-
oxo-OH-fluoren-2-yi)-acetamide hydrochloride,

721 - 2-[4-(8-Methyl-2-oxo-4H-benzofd][1 ,3loxazin-1-yi)-piperidin-1-yl}-N-(8-
' oxo-QH;ﬂuoren-z-yl)-acetamide hydrochloride,

73] 2-[4-(6-Chloro-2-oxo-4H-benzo[d][1 3Joxazin-1-yl}-piperidin-1-yl}-N-(9-
hydroxy-9H-fluoren-2-yl}-acetamide hydrochloride,.

Ny




| uor onet hyl - phenyl ) - acet am de hydrochl ori de, [46]
4- (2- ox0-4H benzo[d] [ 1, 3] oxazi n-1-yi)-piperidin-1-yl]- | -

acet &WOAEIPOYdr ochl ori de, [47] - peTiEbEE
N- (4- Chl or o- phenyl ) - 2-[ 4- ( 8- Met hyl - 2- oxo- 4H benzo[ d] [ 1, 3] oxazin-1-y
pi peri di n-dayl ,@Q{: L ASHNEFREAl A deE-rhdBYl-2-ox0-4H-
N (4- (yancﬁ%ﬁejr'?{/ - @E?P?EI-_OXO-M-j- enzo chul}%gx%zhn%m}(& pi peri di n-
1-y1 ] - acet ani d&enzalelbbRlogazigd -yi}-aipgridin-1-yi[-acetamide hydroc ' -
N- (4- Cyano- phenyl ) - 2-[ 4- (-8- et hyl - 2- oxo- 4H- benzo[ d] [ 1, 3] oxazin-1 yi)-

i peridin-1-yl]-acetam de hydrochl qrjde 5
D P 6. Qe o Nt ma B ey P B RO2 P e i a0 1- 91 - N (4-
Cyano- pheny! ) - aeabsaj;fi8)ohugracyl)-pipeddin-1HAlkdcetamide hydrochloride,
N- (4- Acet hyl - phengtf[) -2 ][4- (2- oxo0-4H benzo[ d] [ 1, 3] oxazi n-1-yl) - pi peri di n-
1-yl]-acetam de hydrochloride, |ls 27 SEP 2& ET0011 PCT PCT/ EP03/ 03629
[5]2] 22 [ 4-[(7'ﬁ] Mp-(BsHydromy-oHAfttkopen 3of )el- (4t (63hetaxl2-axa-4lt- ) - pi peri di n-1
i]-N-(4- engxy- - t ao . Lde : .
KI— (4Acet hylo- ph%F@Eﬂﬁ?yf‘\gjﬁgﬁ?gp%%Eaﬁ%ﬁﬁ&%éeﬁr@%[ha% (%?i.léo]ngghzi n-1-yi)-
pi peridin-1-yi]-acetam de hydrochl oride, [54]
N (4Acet hyl~ph .y k- Ridio4theH-8 BRpxazht-1-yl ) -
.pi(peri di ﬁ]ﬁ)yl 'Y%Q@S[r’r?%gﬁ%m%ﬁﬁ. de, _{IPSS] oA ESRK o
2- [ 4- ( 6- Chl or.o-YP-pigesidn 1y8rasstamide hygigebloridde: - yi ) - pi peridin-1-yi]-N-(4
phenoxy- phenyl ) - acet am de hydrochl ori de, (56] -

N- (4- Benzoyl - phenyl) - 2-],4- (8- hyl ; 2- - 44 benzpl d] [ 1, 3] oxazi n- 1-

yi } pi peri d%ﬁl-l N E@i?érﬁ?&*@ﬁérﬁ&%@@é’rﬁgf}ﬂ : _

N- (4- Benzoy! - phemgbitii2;3ickeginChippipetidinx byl ecatamiis] ijdiaciirsieazi n- 1- yl ) -

pi peridin-1-yl]-acetam de hydrochl oride, [58]

N- ( 2- Chl or o- phenyl ) - 2-[ 4- ( 6- met hyl - 2- oxo- 4H benzo] dlll[ 1, 3] oxazi n-1-yl)-
{79] N-(¢-Ethyl-9H-carbazol-3-yl)-2-[4-(6-metoxy-2-0xo-4H-

benzo[d]{1,3loxazin-1-yl }-pipertidin-1-yll-acetamide hydrochioride,

[ 45] | . Do
2-[ 4- (6- Chl or 0- 2- 0x0- 4H benzo[ d] [ 1, 3] oxazi n- 1-yl ) - pi peri di n- | -yl ] 2\ pEE 2008+
trif

2-[

[80] N~(g-Ethyl-9H-carbazol-3-yi)-2-[4-(7-methyl-2-oxo-4H-
benzo[d[1,3loxazmn-1 -y!)-piperidin—1-yi]-acetamide hydrochloride,

[81] 2-[4-(5-Chioro-2-oxo-4H-henzo[d}{1.3Joxazin-1 -yl)-piperidin-1-yi]-N-(S-
' ethyl-OH-carbazol-3-y)acetamids hydrochloride,

[82] 2-{4~(5-Fluoro-2-oxo-4H-benzold][1 ,3loxazin~1-yl)-piperidin-1-yl}-N-(4-
phenoxy-phenyl)-acetarnide hydrochloride,

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

[84] N-Dibenzofuran-2-yl-2-{4-{8-metoxy-2-oxo-4H-benzo[di[1,3joxazin-1-yl)-
piperidin-1-ylj- acetamide, T :

U3




prperldln 1-yl]-acetam de, [59]

2-[ 4- (6- Met hyl - 2- oxo- 4H=benzot dl [1, 3] oxazi n-1-yi) - pi peri di n- 1- yl]zﬁ- (E’EF 2008

trifluoronethyl-phenyl)-acetam de, [60] .

2-[4-(6-Met hyl - 2- oxo-4Hbenzo[ d] [1, 3] oxazi n-1-yl)-piperidin-1-yl]-N
phenyé}%ggé] de, [61] . © - PCT/EP03/03629

N-(4- exyl - phenyl ) - 2-[ 4- ( 8- net hyl - 2- oxo- 4H benzo[d](l 3] oxazi n- .
1-yl}-piperidin-1-yl]-acetam de hydrochl oride, [62]

2- 4- ( 6- Chigey o-zﬁeweemwdaz»nmﬁuq-tﬁqnzs!da{ﬂam@zmwh)ﬁqu-‘@#m-mﬂ-ﬂ'y|] N- ( 4-

cycl ohexyl - phen té%fzb |'§ﬁ'b— ds. ﬁ@@l oride, Ilb 2 7 SE ETOOL1l PCT -
PCT/ EP03103629CF iAo

N ( 2- Benzoyi - phenyl) 2-[4(2-oxo0-4H benzo[d][l 3] oxazi n-1-yl) -

pi peri di n-é-ﬁ _ﬁ_ gbﬁ,az ?y@l.agoég ﬁq gs]dx@élh 1-yl)-piperidin-1-yl]-N-(9-

N (2- Benzo 0x0- 4H-be nzo[d][1, 3] oxazin-|I-

yl ) - pi peri di n- 10>@PQH-§B@@&r§ H&W@ﬂ‘@ﬁﬁl ori de, [65]

N-(2- Benzoyl - phenyl ) - 2- [ 4- (6- chl or 0- 2- oxo- 4H-be nzo[d][ 1, 3] oxazin-1-yl)-
i peridin | ] -acetam de h chl or

RI— (p2 Senzo@ﬂﬁp]r%{ﬂr(-’ﬁ'ﬂi'c’[% 20 %&f‘h@ﬂ E‘?@;?A‘L‘EE&"B%H‘Z‘SF&“P'[“ lj’ 1 n-1-

yl) - pi peri di n- Inydrdxe@idfiaticnes-yl}-adétamide,.

2-[4-(6-Methyl - Z- oxo-4H benzo[ d] [ 1, 3] oxazi n- 1-yQ pi peridin-1-yl]-N-(4-

phenoxy- phenyl ) - acet am de hydrochl oride, (68] N (4

Acet hyl - phssy| )NIOHGHrBaznbGiyly2-M-Giernetil- %@medp‘ﬂw!zoﬂlﬁx?d9¥a¥lrrﬂy| ) -
pi peridin-1-yq . ri de, [69] N-(9- Hydr oxy- 9H
fluoren-3-yl)- z’ﬂfﬁi’?g&ﬂe‘ ﬂ%&%@ﬂizc% d] [ 1, 3] oxazin-1-yl)-

pi peridin-1-yl]-acetam de hydrochl oride, [70]

. 2-[4-(6- ChLégg {gH%&Haﬂﬁ@zﬂi-ﬂ-]}i%—ﬂ&mmm%hzﬁdmﬂloﬁmﬂnII-M}-] N-(9-

oxo-9H-flu -acet am de hydrochl oride, [71]
2-[ 4- (6- Net hyl - Q‘D@B@U‘Zﬂﬂd IPe; 1, 8] oxazin-1 yl)-piperldin-1 yl]-N(9-
0x0- 9Hf | uoren- 2-yl ) - acet am de hydrochl ori de,

e0] N-(9H-carbazol-3-y1)-2-[4-(6-metoxy-2-oxo-4H-benzofd][1 3loxazin-1-
yl)-piperidin-1-yll-acetamide,

[91] N-(8-Ethyl-9H-carbazol-3-yl)}-2-[4-(5-metoxy-2-oxo-4H-
benzo[d][1,3]cxazin-1-yl)-piperidin-1-yl}-acetamide,

{92] 2-{4-(5-Metoxy-2-oxo-4H-benzo[d][1 .3loxazin-1-yi}-piperidin-1-yI]-N-~{4-
phenoxy-phenyl)-acetamide,

- B3] N-{9~Hydroxy-QH-fluoren-3—yl)-2—[4w(7-methyl-2-oxo-4H—
_benzo[d]{1,3]oxazin-1 -yl)-piperidin-1-yl}-acetamide,

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

195]  N-Dibenzofuran-2-yl-2J4-(5-methyl-2-oxo-4H-benzofd][1,3Joxazin-1-yl)-
piperidin-1-yi]- acetamide,
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[72] . .2
2-[4- (8- Met hyI 2- 0x0- 4H benzo[ d] [ 1, 3] oxazi n-1-yi)-pi peridin-1-yl] 2[\?—($ -
0x0- 9H fl uoren-2-yl)-acet am de hydrochl oride, [73]

2- [ 4- (6-Chl or 0- 2- 0x0- 4H-benzo[ d] [ 1, 3] oxazi n- 1-yl }pi peridin-1-yl]-N-(9-
hydr og@l—%{&#uor en-2-yl)-acetam de hydrochl oride,. 11i pr@Es/b' 362006
ET001 | EP03/ 03629 [ 74]

N- ( 9- Hydr oxyaH- fl uoren-2-yl) - 2- 6- math - 0X0- 4H
benzo[d][1[9]5_]oxiali{MEtbyypl)erml~pwﬂﬂ1pgeﬂylk2][ !e?cﬁleéhﬂ g flitochl oride, _ [75]

N-(9-Hydro 9 4H
beﬁlzol[_%] (1X§] o;%ézé n- ﬁrg]%#‘%é??%\@ﬁ] fggmdﬁe hydr.ochl ori de, [76]

N-(9- Hydroxy-9H-fl uoren-3-yl)-2-[4-(6-nmethyl -2-oxo-4H

. benzo[dj[1 % ﬁZ(EH_éar)sbi&L:-p g. {B-2hiitd-2- 286 danbeteollld Biatdzn-1 g8, [ 77]
N-(4- Cycl of‘n %gn uor o- 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n- 1-
yl ) - pi peri di n- 1P'9?[‘d'8 rochloride, [78].

N ( 9- Et hyl - 9H car bazol - 3y|) 2-[4(5-fl uoro-2- oxo- 4H

L Gl o o1 e (70

benzo[d] [ 1, 3] oxagmza:{d;{%]bxmmewl)etmpaddwq-memiemmde. hydrochl ori de, (80]

N-(9- Et hyl - 9K car bazol - 3-yi ) - 2- [ 4- (7- et hyl - 2- oxo0- 4H _

benzo[ d] [ 1, 3] oxazi n-1-yi) - pi peridin-1- acetam de _hydrochl ori de, (81]
Ty

2-[ 4(5- Chi (@41 2Ne(9d=1mﬂonea:zld[ua;e[n14-3 potahbgnag] GepFIeFaR I N- ( o-

et hyl - 9H car baz g} ~.34hl9 hydrochl oride, [82]
2-[4-(5-Fiuoro- giPoxo 4H?'genzo diT1, 3] oxazin-1-yl}piperidin-1-yl]-N (4
phenoxy- phenyl ) - acet am de hydr ochl ori de, [83]

2-[ 4-(6- rret[ﬂjm W%@mg{,x%&ﬂm%mmmqﬂ(zwxw peridin-1-yl]- N—(9-

I(zli“[))l gle_knle)raigﬂ 99?? A81Y gl"(‘@”ﬁéf’fé?@péﬂ%'}3'%'—?%@?‘[9'8%] [ 1, 3] oxazi n- 1- yI r

pi peridin-1-yl]- acetam de, h$
[101] N-f4-Chioro-2-(2-chloro-benzoyl)-phenyl}-2-[4-(6-methyl-2-oxo-4H-
benzol[d][1.3}oxazin-1-yl)-piperidin-1-yl}-acetamide, ’

[102] N-[4-Chioro-2-(2-chloro-benzoyi}-phenyl]-2-f4-(2-oxo-4H- B
benzo[d][1,3]oxazin-1-yl)-piperidin-1 —yl]-a_cetamide hydrochloride, #ip

: [103] N-[4-Chioro-2-(2-chioro-benzoyl)-phenyl]-2-f4-(8-methyl-2-oxo-4H-
benzo[d){1,3joxazin-1-yl)-piperidin-1-yi}-acetamide hydrochloride,

[104] N-[4-ChIor0—2~(2-chIoro-benzoyi)—phenyl]-2-[4-(6-chloro-2—oxo—4H—
benzo[d][1,3]oxazin-1-yl)-piperidin-1-yl]-acetamide hydroch!c_:ride,

. [105] 2-[4~(7-Methyl-2-oxo-4H-benzo[d]i1,3Joxazin-1-yl}-piperidin-1-yl}-N-
thiazole-2-yl-acetamide,

[106] 2-[4-(6-Fluoro-2-oxe-4H-benzo[d][1,3loxazin-1-yi)-piperidin-1 -vi]-N-
thiazole-2-yi-acetamide,
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27 3EP 2Di 6 ., ETO011PCT PCT/ EP03103629 [ 85]

2-[4-(7-Chl or o- 2- oxo-4H benzo[ d] [ 1, 3] oxazi n- 1-yi ) - pi peri di n- 1-yi ] 2\t SEP-200811:%

di benzof uran- 2-yi - acet am de, [ 86]

2-[ 4- (6-Fi uoro-2-o0xo0-4H-benzo[d] [ 1, 3] oxazin-|-yl)-piperidin-l-yl]-N(9-
0Xx0- 9Hefrdmgeraan- 3-yl ) - acet ami de, [87] PCT/EP03/03629
2-[4-(7-Fl uoro-2-oxo-4H—benza[d] [1 3] oxazin-1-yi)-piperidin-l-yl]-N(9-
hydnxy- 9H f -3- vyl

N- (9HF Car baég?f ﬁ?ﬁ%‘z *H“’Pg '[’i‘(%"%“ltﬁ%ybze X511, 3] oxazi n- -

yl) - pi peri di n- lbmize[d]tashlxazia-1 legl‘pendm-*i-yI]-acetamlde

N- (9H Car bazol - 3=yi } 2-[ 4- (5-f | uor o- 2-.0xo0- 4H benzo[ d] [ 1, 3] oxazi n- 1- yI)

pi peridin-1-yl]-acetam de,

N- (9H-car ba[leB} %Mkﬁ-m@rm-z-[excn‘]éﬁcbeﬁzg[dﬂi@lmﬂzlbehﬂbpwmmﬂ"ﬂk&’z| n-1--

yl)-piperidin-1 € dthmid
N- (9- Et hyl - 9H- car azgﬁ%% %fl%?l (ISmrf%t oXy- 2- oxo- 4H
benzo[d] [1, 3] oxazi n-1-yi)-piperidin-1-yl]-acetam de, [92]

2-[ 4- (5- Met XS sthHbet81aR | Aoxazin1-piypaicridinat-4i3-14-N- (4
~ phenoxy- phe"ﬁyiy %acet am de, ggwég Hﬁgo% 9H M HH
fluoren-3-yl)-2 D“

benzo[ d] (1, 3] oxazi n 1- yI ) pi peridin-1-yl]-acetam de, [94]

N- (9- Hydr o) 3- QX -

benzo[ d] [ 1 [é]faﬂ i igar'?'hé?‘)ﬁ’eﬁ"g Sab °§ﬁ L [rgagin-4-vik-

N- Di benzof ur an- Z—,&Lﬂiﬂﬂd{o‘lb@&am}mtﬁ]¢x324m2@nﬂlhyﬁ@nlzl@[ldﬁ[ 1, 3] oxazi n-1-yl) -

pi peridin-1-yl]: acetamde, lii 27 S E P 2006,-%.', ET0011 PCT

PCT/ EPQ3/ 03629 [ 96]

N- [ 4- ( Et hy| PIp ik K-@rifverp-omengiiteepzeldlid Aloveringt-yipppggdng-yiI-N-

benzo[dj[ 1, 3] Ox%ld&g“he_gysh_bEé@%d@I n-1-ylj-acetam de, [97]

N- (9H Car bazol hl or o- 2- ox0- 4H benzo[ d] [ 1, 3] oxazi n- 1-yl ) -

[112] 2-[4—(6-Methoxy-2-oxo~4H—benzo[d]{1 ,3loxazin-1-yl)-piperidin-1-yl]-N- '

quinoline-6-yl-acetamide, )

{1131 2-{4—-(6-¢hlo ro-2-oxo-4H-benzo[dl[1,3loxazin-1-yi)-piperidin-1-yl]-N-
quinoline-6-yl-acetamide,

[114] | 2-[4-(6-Fluoro-2—ox¢-)-4H-b enzo[d][1,3}joxazin-1-yl)}-piperidin-1-yl]-N-(2-
methyl-benzothlazole-5-yl)-acetamide,

[115] -2-[4-(6-Chioro-2-oxo-4H-benzo[d]{1,3Joxazin-1-yl)-piperidin-1-yil-N-(2-,
methyl-benzothiazole-5-yl)-acetamide,

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

[117] -N-(3-Dimethylamino-phenyl)-2-[4-(2-oxo-4H-benzo[d][1,3joxazin-1-yl)-
piperidin-1-yl]-acetamide, :
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pi peridin-1-yt]-acetam de, [951 .

N-[ 4- (Et hyl - phenyl - am no} phenyl ] - 2-[ 4- ( 8- net oxi - 2- oxo- 4H-
benzo[ d] [ 1, 3] oxazi n-1-yl)-piperidin-1-yl]-acetam de, [99]
N (9- Hydroxy-9H-fluoren-4 yi) _2-[4-(2-o0xo0-4H benzo[d][1, 3] oxazin-1-yi)-
pi peridin-1-yi]-acetam de, [100]

N- [ 4- E¥apthRedy - phenyl - net hyl ) - phenyl - 2-[ 4- (2- oxo- 4H- PCT/EP03/03529
benzo[ d] [ 1, 3] oxazin-1-yl)-pl perldln-1-yl]-acetam de, [101]

N-[ 4- Chl orQx gr 2= a3l 4H-66n oXazio-d-yiH
benzo[ d] [ 1&%%%9?@"%@%@%%%@?%&% - acet am,mm[ 102]

N-[ 4- Chl or o- 2- (iperiinot-yl-Beet#BYdS: - phenyl | - 2- [ 4- (2- oxo- 4H -
benzo[d][1, 3] oxazin-1-yl)-piperidin-1-yt]-acetam de hydrochl oride, [103]
N-[ 4- Chl or 0-2-{ 2-chl oro-benzoyl ) - phe -2-[ 4= (8- et hyl - 2- oxo- 4H

benzo[ d] [ L13€b @-ﬁmetwi7%%’&5%‘@%?’9@&%%&%@"hydr ochl oride, [104]
N-[ 4- Chl or o- 2- (@nehibpt 8 gﬂﬁqyyi).p[mﬁdw’]-yl}a{:ﬂa(rﬁecm or 0- 2- oxo-4H .

benzo[ d] [ 1, 3] oxazin-1-yl)-piperidin-1 -yl]-acetam de hydrochloride, [105]
2-[4-(7-Met hyl - 2- ox0- 4H-benzo[ d] [ 1, 3] oxazi n- 1-yI }pil_{)eri din-1-yl]-N

t hi azol e- 2eb} at-p4-Bithethylaini@Bphenyl)-2-[4-(8-methyl-2-oxo-4H-

2-[4-(6-Fluoro-2-oxa=4 be i R=daykde P peridin-1-yl]-N

Zh arobe. 2-yi -&@@Fﬁﬁﬁ&@ DR et it Bodraldes D! B2 T I LY 20

[ 107] - N-Di benzot hi ophene-2 vyi-2-[4(5-metho)cy-2-oxo-4H

benzo[ d b ikl e giage, [108] .

2.1 2 E 7! [c:r%ﬁ%‘l‘g@%%@Wﬁﬁﬁﬁoggﬁq}%f%%gﬁﬁ?ﬁa - pi peE i di ]n 1-yl]- N

di benzot hi opherterzojdli Steegif pigerigsy- 1-yll-acetamide, :
2-[ 4- (5- Hydr oxy- 2- oxo=4H benzo[d] [ 1, 3] oxazin-1-yl)-piperidin-1-yl]-N(4-

henoxy- phenyl ) - acetam de, .[ 11 -(1:-[.2- A D 0- i
D o POty 3 eyt A S F et 2 P i
1, 4- di hydr o- benzgididifi 2kb@xnzi-ghimsriinygileckianidee,

(123] N-{4-Diethylamina-phenyl)-2-[4-(2-oxo-4H-benzofd][1 Sloxazin-1-yl)-
piperidin-1-yil-acetamide,

[124] 2-{2-[4-(2i-0xo-4 H-benzold][1,3]oxazin-1-yl)-piperidin-1-yl]-
acethylamino}-benzoic acid methyl ester, '

[125] 2-{2-{4-(8-Methyl~ 2-oxo-4H-benzo[dl[1,3]oxazin-1-yl)-piperidin-1-yi}-
acethylamino}-benzoic atid methyl ester,

- [126] N-(2-Meth0xy—dibenzofuran—3—yl)-2-[4-(2-oxo'-4H-benzo[d][1 Bloxazin-1-
yl)-piperidin-1-yl]-acetamide hydrochloride, ’

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

[128] 2-{2-[4-(8-Chlo ro-2-oxo-4H-benzo[d][1,3]oxazin-1-yi)-piperidin-1-yll-
acethylamino}-benzoic acid methyl ester,
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111] 2-[4-(6-Fl uoro-2-oxo0-4H benzo[d][1, 3l oxazin-1-Yt)-piperidin-1-Y[-N [
qui nol i ne- 6-yl -acet ani de, [112] © 27 SEP 205
2-[ 4- (6- Met hoxy- 2- oxo- 4H benzo[d] [ 1, 3] oxazi n-1-yl)-piperidin-1-yl]-N
qui noline-6 yl-acetam de, 1113]

2- [ 4- (6-Chl or o- 2- ox0- 4H-benzo[ d] [ 1, 3] oxazi n-1-yl)-pi peridip-1- - N
qui noktouat#cy | , - acet am de, - [114] p(rg}lsgosjloa)é%sg

2-[ 4- (6- Fl uor o- 2- oxo- 4Hbenzo[ d] (1, 3] oxazin-1-yl )-piperidin-1-yl]-N'(2

met hyl - be i - - | 1. s A-vi-piperidin-1-yi}-

- 2-[4- (6- %&éff?@%gﬂ&%egﬁo d %,E'%T’é@?z’)i‘ﬁ]r’ffaff“y? )ypppil%eenr i yi]-N(2

net hyl - benzot h acztiniamiBoybenpoisraiimetiy] estehe) : .

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

met hyl - benzot hi azol e-5-yl ) - acet am de [117], N -

N- ( 3- DI net fiBohrR-ib G Bkiat- -Dzo-ﬁhkle?lzé’i@ﬂi14?rlp¥?%ﬁ‘zky'a?[%?§1"6}'3(91 Ny

pi peridin-1-yl ]diﬁﬁgfaﬁ{iﬁdiﬁhedyétacete&maeai@dfbchmue, E70011 PCT PCTI EPO3I 03629

[118] N-(4-D net hyllam no- phéenyl ) -2-[4-(2-oxo0-4H benzo[ d] (1, 3] oxazin-1-yl)-

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

Bl— (3- [Dld ]m[atl < 131@J@(@d%gmm.imgo%-génM]hllys]emwl_ai-piperidin-1-yl]- N-{4-

enzo , 3] 0xazl n-1-vyi) - piperidi.n-.1-

N- (4- Di et hy!| anﬁeﬂl}d‘%W%’fﬁ?tBFl 9@@@9}%%9}'}%?%%%@7**“%%

benzo[ d] [ 1, 3] oxazi n-1-yi)-piperidin-1-yl]-acetamde, [121]

N- ( 3- Di et L.Nq--phe -2- [ A(8- Nd1pReies. thvl-2-oxo-4H-

benzo[ d] [ 1?‘@232@%&%\? G&;ﬂy&ﬁ))é{#tgy%ﬁw:}]]pggc et afin"ii:gsé,meéh 2‘%']-;J x

N- (4- Di net hyl anbexeofiiiiRloyazn-1-vimiosrisinn) tyllcatagidg dihydrochloride,

benzo[d] [ 1, 3] oxazin-1-yl)-piperidin-1-yl]-acetam de, [123]

N- (4- Di et hyl am no- phenyl ) -2-[4( 2- -4H b d . 3i in-1-yl)-

D e b3 bl P20 hRBREBLb. 3 0xaet - 1-31)
benzo[d][1,3loxazin-1-yl)-piperidin-1-yil-acetamide ‘d ihydrochloride,

[134] N-(4-Diethylamino-phenyl)-2-[4-(8-methyi-2-0xo-4H-
benzold]i1,3loxazin-1-yl)-piperidin-1-yi}-acetamide dihydrochioride,

[135] N—{4~[ethyi—(2-hydroxy-ethyl)-amino]-phenyl}-2-[4«(8—methyl-2-oxo-4H—
benzo[d][1,3Joxazin-1-yl)-piperidin-1-yll-acetamide dihydrochloride,

O

[136] N-Benzof1 ,3]dloxoI-5-yl-2-[4—(2—oxo—4H-benzo[d1[1 Sloxazin-1-yi}
piperidin-1-yl}-acetamide,

['i 37] N-Benzo[t ,3}dioxo1-5—yl-2—[4—(6—methyi-2-oxo-4H-benzo[d] [1,3loxazin-1-
yl}-piperidin-1-yi]-acetamide, ) .

1138] N-Benzo[t ,3]dioxo!-5-yl-2—[4~(6—ch|oro-2-oxo«4H-benzo[d] [1 3loxazin-1-
yl}-piperidin-1 —yl]-écetamlde.

[139] N-Benzo[1 3]dioxol-5-yl-2-[4-(8-methyh-2-oxo-4H-benzold][1,3joxazin-1-
yi)-piperidin-1-yl}-acetamide,
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[124] 2-{2-[4-(2 -Oxo-4H benzo[d][1, 3] oxazin-1-yl)-piperidin-1- y|]2-? Qe
acet hyl am no) - benzoi ¢ acid net hyl ester, [125] 2-{2-[4-(8-Methyl -

2- 0x0- 4H benzo[ d] [ 1, 3] oxazi n-1-yl ) -pi peridin-1-yi]- acethyl am no)-benzoic
acid nmethyl ester, [126] ;
N- ( 2- Met hoxy- di benzoi uran- 3-yl)-2-[4-(2-0x0-4H benzo[ d] in-| -

yl ) - piEF@UET- 1-yl | - acet am de hydrochl ori de, [127] pk%"E%%:’%ﬁ’
N-2-[ 4- (6- Chl or 0- 2: oxo- 4H benzo[ d] [ 1, 3] oxazi n- 1-yl } pi peri di n-1=y1] - N-

(2- met hoxy; HhoN3 )j,loxy.%mi}l prehymcaia Wf[l-128]
2{2[4($%h0? gﬁg 2‘ j’H—ben 131&)15%%%‘% fv: ! Bﬁ%‘?@%gléc}l{”

acet hyl am no) - U@@QM@B@&]@P‘%W& -
PCTI EP03103629 [129] 242-1 4- ( 6- Met hyl _ _
2 g oLl Rl bz Rl e R D) - bonzol
2-[4-(6-Chiora- é‘m@t lékhtnwhég&lph{:étaﬂimamym&hlwc)e piperidin-l-yl]- N (4-
di et hyl am no- phenyl ) - acet am di hydroahl oride, (131]

2-[4- (6 ChI or o- 2- 0xo- 4H benzc[d] [ 1, 3] oxazin-1-yi)-piperidin-1-yl]- N-(4-

[ et hyl - Pmi] 9&41 dnﬁy-Mmm}anﬁaﬁMHHMﬁhﬂder ochioride, [132]
2-

N-(4-] thy (6-met hyl - 2-oxo 4H
benzo[d][1, 3] oxgé i’%%ég)e? S’Qlﬂ}?% @P?%ﬁ%’?ﬁaﬁlﬁéeé di hydrgchl oride, [133]
N- (4- D et hyl am no- phenyl) 2- [ 4(6- net hyl - 2- oxo- 4H

benzo[ d]j 1F%Xﬁz gr}___-_,&1 -EQIF%H |3d§,|n82ﬁ43(_ _tza,_r,godgﬂ.|.d| hydr ochi ori de, [134]

N- (4D et hyta 0X0- 4H-
‘benzo[d][1, 3] oxaenzc{q] ]quﬂrp%rM)tnlﬁﬁ 1Y13&°@Eaaw#%te di hydrochioride, [135]
N (4[ et hyl - (2- hydr oxy- et hyl ) - am no] - phenyl ) - 2-[ 4- ( 8- net hyl - 2- oxo- 4H

b b[d][1,3 1- t d d
I3 b5 B R £
pi per i di n- 1. yi ] prasbgepiayiy hacddipide. _ _

N- Benzo[ 1, 3] di oxol -5-yi - 2-[ 4- (6- net hyl - 2- oxol1H benzo[d] [|, 3] oxazi n- 1-

r145] 2-{2-[4-(2-Oxo-4H-benzo[d][1,3Joxazin-1-yl)-piperidin-1-yl-acetamino}-
benzolc acid,

[146] 1—{1-[2-(6-F!uoro-2—methy!»~3,54-dihydrp-2H-quinoIine-1-yl)—2—oxo—ethyl]-
piperidin4-yl}-1,4-dihydro-benzo[di{1,3Joxazin-2-one,

[147] 6-Chlora-1-{1-[2-(6-luoro-2-methyl-3.4-dihydro-2H-quinoline-1-yl)-2-
oxo~ethyi]-piperidin-4-yi}-1,4-dihydro-benzo[d][1,3]oxazin-2-one,

[148] 1-{1-[2~(6-Fluoro-2-methyi-3 ,4-dihydro—2 H-quinoline-1-yl)-2-oxo-ethyil-
piperidin4-yl}-6-methyl-1,4-dihydro-benzo[d][1,3]oxazin-2-one,

[149] 1—{1-[2-(6-F|uoro-ﬁ—methyl-S,d—dihydro-f-lH-quinoiine—1-yl)—Z—oxo—ethyl]—
piperidin-4-yl}-8-methyl-1,4-dihydro-benzo[d][1,3]oxazin-2-one,

[50] 1-{1-2-(6-Methoxy-2,2,4-trimethyl-8,4-dihydro-2H-quinoline-1-yl}-2-oxo-
' ethyll-piperidin<4-yi}-1,4-dihydro-benzo[d][1,3]oxazin-2-one;
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yl)-piperidin-1-yl)-acetam de, [138] © 2.7 SEP2006:
N- Benzo[ 1, 3] di oxol -5-yi -2-[4-(6-chl or o- 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n-1 -
yl')-piperidin-1-yl]-acetam de, [139] '

N-Benzol[ 1, 3] di oxol - 5-yi - 2-[ 4- (8- met hyl - 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n- | -
yl)-pip yl]-acetam de, 123 27 SEP 2 ET0011 PCT PCTI EP03103629

[ 140] ,\ﬁogﬂp&my - (2- hydr oxy- et hyl ) - ani no] - pheny! } - 2- [ 4- 3429

benzo[ d] [ 1, 3] oxazi n-|-y9-pi peridin-1-yi]-acetamn de di hydrochl oride, (141]
2- [ 4- (6- Chl q151]2 6Qord=tHR[%E hdérﬂwéx)?»]a,@%nietﬂayi;d A-diyoer2HligamblivdH= N- (4

N (5- Fydr xy- ot VPeRe C@v@ﬁ”ﬁ%ﬂrﬁ%&%@fﬂbx&%%sszéﬁf&oxaz.n.me,

benzo[ d] [ 1, 3] oxazi n-1-yl)-piperidin-1-yl]acetam de, [143]

8 (55101 St b A oy 2.
2=[ 4- (4- Met hy| - 2ethwlipipendand-pi-SHhethgt biadibydro-bph2gid]Pledloxaain-2-orid, - N- (4

phenoxy- phenyl ) - acet am de, [145]
2-{2-[4-(2- Oxo-4H benzo[ d] [ 1, 3] oxazi n- 1- eridin-1 yi]-acetam no
t2-[4-( L X&dlf?ycﬁ 2H~qu1noltn)e/-1] -

benzoi ¢ aci d153] 91[11{? (6- efhoxv- »2,4-trimethyl- -yl)}-2-oxo0-
1-(1-[2-(6-Fl uorg ljkedh@m Fpa?dﬁm-eehtdmﬂs]w[az@ B ethyl ] -
pi pe(diri 4-yl)- dlhydro enzo[d ] oxazi n- 2-one f

6- Chl oro-1-{1-[2- (6 f 1 uor o- 2- net hyl - 3, 4- di hydr o- 2H qui nol i ne- 1-yl ) - 2-
oxo- et hyl ] - me,;grngmmx;}sm&ﬁnkwm-[hqmbdlﬁwﬂu&mMH-2 one, [148]

1-(1-[2-(6-Fluor 34d dr02 ui nol i ne-1-yl)-2-oxo- et hyl

pi g)erl[dll(’] 4-y(}- g Q@T&ﬁ;{é{]gx%j% 'H')) %%’é‘h}éﬂ %‘@?%xaz?/n)Z one, [1%9}

1-{1-[2- (6-Fl uoro- 2- net hyl - 3, 4- di hydr o- 2H qui nol i ne-1 -yl r 2- oxo-et hyl ] -
eridin-4 t a n- 2-one, [150

EI ?1 I[2I (6- Uégal ﬁy@ﬁ (%Hé)laz';brl? d(zgo eglgﬂh%%t@qw nii i ne-1-yl )[Z-OLO-

et hyl ] - pi peri di nbﬁlzﬂc}]ﬂﬁlﬂxﬁﬂﬂ'ﬂ)@mﬂ fraceymistezi n- 2- one;

[166] 2-[4-(2-Oxo-T-triflucrmethyl-4H-benzo[d][1,3Joxazin~1-yl}-piperidin-1-yl]-
N-(4-phenoxy-phenyi}-acetamide,

[157] N-(9-Ethyl-SH-carbazol-3-yl)-2-[4-(2-oxo-7-trifluormethyl-4H-
& . benzo[d][1.3]oxazin-1-yl)-piperidin-1-ylJ-acstamide,

1168] 2-4-(6,7-Difluaro-2-oxo-4H-benzo[d][1,3joxazin-1-yl)-piperidin-1-yl]-N-
{S-hydroxy-9H-fluoren-3-yl}-acetamide,

[159) N-(9H-carbazol-3-yI)-2-[4-(8,7-difluoro-2-oxo-4H-benzo[d][1,3]oxazin-1-
yl}-piperidin-1-yil-acefamide,

[160] 2-4-(6,7-Diflucro-2-oxc-4H-benzold}[1,3]oxazin-1-yi)-piperidin-1-yl}-N-
(4-phenoxy-phenyl)-acetamide,

[161] 2-4-(6,7-Difluoro-2-oxo-4H-benzofdi[1,3loxazin=1-yi)-piperidin-1-yl]-N- |
(9-ethyl-OH-carbazol-3-yi)-acetamide,
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izy 27 SEP 20061 - ETQO11PCT PCTI EPOSI G3629 [ 151]

6- Chi or o- | - (1-[ 2- ( 6- met hoxy- 2, 2, 4-tri met hyl - 3, 4- di hydr o- 2H qui noli i2FeSEE 2008: %%

yl)-2-o0xo-ethyi]-piperidin-4- y|} 1, 4-di hydro-benzo[ d] [ 1, 3] oxazi n- 2- one,
[ 152]
1-(1- % ‘( t hoxy-2, 2, 4-tri et hyl - 3, 4-di hydr o- 2H- qui ndviedsdadsb) - 2- 0X0
ethyI1DB158 idin-4-yl)-8-nethyl-1, 4-di hydro-benzo[ d][ 1, 3] oxazi n- 2- one,
[ 153]
. 1-(1-[ 2- (fedye ﬂwt@l%ﬁmbyio{ﬂ[%bmydﬂwizwqmdlmmllrlé—@- yl ) - 2- oxo-

ethyl] pi peridin di hydr o- benzo[ d] [ 1, 3] oxazi n-1 ane, [154]
N- (9- Hydr oxy- 9%9'?1”31'}@59%55' )= taﬂ‘ﬂé‘?z oxo-7-trrfluornethyl-4H .
benzo[ d] [ 1, 3] oxazi n-1-yi)-piperidin-1-yl]-acetam de; [155]

N (9h car i}?@zﬁ jaﬁfé)cﬁo F"z-&%-&’ﬁ %3 [H}[f h]& ﬂﬁhhw-piﬁbhdm-isyl]]-N-(S-

benzo[ d] [ Zi'n- eri acet am de

2-[ 4- (2- Oxo- dmethylammmny d] [ 1, 3] oxazi n-1-yQ pi peridin-1-yl]-
N (4- phenoxy phenyl ) - acet am de, [157]

N- (9- Et hyl - 9H- car bazol - %ﬂe l{5%4682 oxa7-trjfl uor nmet h rdin

benzol8] | ffg?%ﬁ‘e‘af?ﬁﬁ\ﬂll»‘l*’?l’?}'ﬁp of Rengoxpnqneacvar cppou 'r g9

2- 4( 6, 7- Digh lbisfth® 12179 $Rarkbkdnesd P HE] ot Icst vas compoyhd efdegreral @emuda yf - N
(9- hydr oxy- OHf | uor en- 3 3-yl)-acetamde, | [150]

N- (9H car BHkol - 3-y1) - 2-[4(8, 7-di f | uor o- 2- oxo- 4H—benzo[d][1 3] oxazi n- |
y[) piperid in-1-yi]-acetam de, [160]

4- (6, 7-Di f1 uora2- oxo- 4H bénzo[ dj [ 1, 3] oxazin-1-yl)-piperidin-1 ylj-N
(4- phenoxy- phenyl ) - acet ani de, [161]H
2-4-(6, 7-Di fluoro-2- oxo- 4H benzo[ d]{ 1, 3] oxazi n=1-yl ) - pi peridin-1-yl]-N
(9-ethyl -9H- car bazoi - 3-yQ acet am \l;l,.ﬁ 2.7 S EP 2006 ETO00Q11PCT
PCTI EPQ3/ 03629 [ 162]
2-[4-(4- Met hyl - 2- oxo-4H benzo[ d] [ 1, 3] oxazin-1-yi}piperidin-1-yl]-N(9-
0x0- 9H-fl uoren- 3-yi ) - acet am de, (I

wherein R' and R*' have the meaning according to claim 1 is reacted with at’

loast one compound of general formula (1l1),

JJ\/G

F A

{1

wherein A has the meaning écmrding to claim 1, [ represents halogen,
hydroxy or an O-acyl group and G represénts halogen, preferably chloring, in
a sultable reaction medium and in the presence of at least one base and/for at
least one auxiliary agent, and reacting the so obtained compound of general

)

<124




[163] : _ o D27 SEP IOk
2-[4-(6-Chl or o- 2- oxo-4H benzo[d] [ 1, 3] oxazin-1-yl)-piperidin-1-yl]-N(3
di met hyl am no- phenyl ) -acetam de. 18. Process for the preparation of
benzoxazi none-deri ved conmpounds according to clainms 1-17, characterized in
t hat a% lﬁﬁ %i one conpound of general formula (11), Hepdtebosszill (I1)
wher ei Ao % nd Rt 1 have the neaning according to claiml is reacted with
at | east one conpound of general forrmula (I11), O t==A~ (111) _ wherein
A has the nmeaning according to claim1l. F represents hal ogen, hydroxy or
an O-acyl group and G represents hal ogen, preferably chlorine, in a
suitabl e reaction nmediumand in the presence of .at | east one base and/or at
" least one auxiliary agent, and reacting the so obtained conpound of general
(1v) 126 2'7 Si F '2'" ~, ETO011PCT PGfl EP03103629 O Rl ~-'NIA/G R11
(IV), wherein' A G R10 and Reib_have jihe abqye defined meaning, with at
| east one piperidin conmpound of a Ae(mjl a (V) and/or a salt,
preferably hydrochloride, thereof,l Rl RS Rz

R1‘1

(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 salt, preferably
hydrochloride, thereof,

R1 RS
R2
o
R N/KO
R4
3, RQ Rs
3
R N r7
H
V),

wherein R' to R® have the meaning according to claim 1, in a suitable reaction
medium, optionally in the presence of at least one base and/or at least one

auxiliary agent.
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/' O RR NN O RA.RRERNRT. HM wherein RL to RO have: Bheger 5.0
meani ng according to claiml, in a suitable reaction nedium optlona Iy I n
the presence of at |east one base and/or at |east one auxiliary agent. 12~
27 SEP GO6 ET0011 PCT PCTI EPO31 03&29 19. Process for the preparation of a
physigl.agiredl | y acceptable salt of the benzoxazi none-riEwERsSO3&NMPOUNdS
according to clains 1-17, characterized in that at |east one conpound of
general formula (1) having at |east one basic group is reacted with at
| east one acid, preferably an inorganic or organic acid, preferably in the

presefyge q5roées%%¥ﬁ‘x'é|pﬁe;5é?éﬁédbeﬂﬁ,%ﬁdlﬁ’glcafwacfémﬂﬂeseﬂi of thehe preparation of
a physiologically acceptahl e salt

th d
accor di ng Qeﬁ'z@l‘a%"?%'efjei’y Gﬂ%pﬁﬁl?%sr?%@eq%t%%?ﬁ% ZJ{-P%E %?%’r%ggno(r:rggﬁﬁgno?
gener.al f qpatbtdedst bnd avinpgusd ofmt-ald!mmum:m)chawn@tdmt opebasict ed with at

| east one base referably.in.th e i on medi um
21 CompoHaD BrregaRg A ot s bus pdh IXERER an ordHid uBaheRtd.

6- Met hyl - |préfergisty irdhapdespln):ebfaeditabﬁlmcmmme@mbbnzoxam n-2-one, [2
7- I\/Ethyl-l-(piperidin -yl)-1, 4-di hydr o- 2H 3, 1- benzoxazi n-2-one, [3
8-Methyl -1 -(piperidin-4-yl)-1,4-dihydro-2H 3, 1-benzoxa7i n-2-one. [
5- Chl 20.0- |Pr@peqse‘prmemrapa;r|a;aoqoﬂa ahysjdlegicatly acceptablgsal 6% 18 n- 2- one,

6- Chl oro- 5 b Reihdels v¥ )co uRdd SR Iém@elﬂi'p%él'a‘bt&izéﬂﬁn [6
8- Chl or o- 1 peri di n- - di hydr.o- 2 8 nzoxaé cP

that at least ohe compound of generai formuta (1) havmg atleast one acl c

group is reacted with at least one base, preferab!y in the presence of a

suitable reaction medium.

]
]_
4]
[ 5]
]

21. Compounds of general formula (V) according to claim 18:

| ] _B-Methyl-'l-(piperidin—4—yl)—1 ,;—dihydro—2H-3,1-benzoxazin-Q-one,
[21  7-Methyl-1-(piperidin-4-yi)-1.4-dihydro-2H-3, 1-benzoxazin-2-one, o
3] 8-Methyl-1-(piperidin-4-yi)-1,4~dihydro-2H-3,1 Henzoxazin-2-onhe,
[4] S-Chioro-1-(plperidin-4-yl)-1,4-dihydro-2H-3,1-benzoxazin-2-one,
[5] &-Chioro-1-(piperidin~d-yi)-1 ,4-dihydro-2H-3,1-ben=zoxazin-2-one,
[6] 8&-Chioro-1 v(piperic-iin~4—yl)-1 A-dihydro-2H-3,1-benzoxazin-2-one,
i7}  6-Fluoro-1 -(pgperld in-4-yl)-1 ,4-dihydro-2H—3, 1-benzoxazin -_2-ene,
8] 7-Fiuoro-1-(piperidin-4-yl}-1 4-dihydro-2H-3,1-benzoxazin-2-one,
[0 5-Methoxy-1-(piperidin-d-yl}-1 .Mihydrﬁ-ZH-S;‘l -Senzoxaziﬁ-z-oz_-;e,

[10] B-Methoxy-1-{piperidin-4-yl}-1 ,4-dihydro-2H-3,1-benzoxazin-2-one,
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[ 7] 6-Fluoro-I-(piperidin-9-yl}1,4-dihydro-2H 3, 1-benzoxazi n- 2- 01 §L
- 7-Fluoro-1-(piperidin4-yi)-1,4-di hydro-2H 3, 1- benzoxazi n- 2- one, ?51 2608 -
5- Met hoxy-i - (pi peridin-4-yl)-1, 4-di hydro-2H 3, 1- benzoxazi n-2-one. [ 10]
6- Met hoxy-1 - (pi peridin-4-yl)-1, 4-di hydro-2H 3, 1- benzoxazi n- 2-one; 121
ETOOL1 PCT PCT/ EPO3f 03629 (11] .
5- HydEgegPCT pl per | di n- 4-vyi ) - 1, 4- di hydr o- 2H 3, 1- benzox SATEFEHBHES [ 121

6- Hydr oxy- 1- (pi peri di n-4-yi)-1, 4-di hydro- 2H 3, 1- benzoxazi n- 2-one, (13]
8- Hydr oxy-1 - (pi peridin-4-yl)-1,4-di hydro-2H 3, 1- benzoxazi n- 2-one, [ 14]
6, 7- Di fl uor o- 1- pi peri di n- 4-y|-1 4-di hydr o- benzo {@é&l g%'oxam n- 2- one and
[15] 1-Pi péﬂumﬁ-rﬂrdmxm-tmmaﬂnmw& Hrilitydros2tiSy WEARA M 1, 3] oxazi n- 2-

one, , optionally in formof their salts. 22. Medi carrent corrprl sing at
| east one benzoxazi none-derived corrpound %ﬁg%‘rgb one of clains
1-17, opti 5@l | -Hyereer rriperigined-yi-14-dihyd By ‘?‘éef’abl y

enantlorrers or diastereoners, its racemate or- in formof a mxture of at
| east two of it tereo ner.s ral Lo a o physi ol ogi cal |y
* accept abl el'3| tg't"fi’é'F%H ?Rﬁe"g"b%'lyvalt%drﬂyé %éﬁh?%&éﬁ@ 2'@'?)%i onal Iy one or
nore pharneceutical ly acceptabl e adjuvants. 23. Medicanent. according to
claim22 f- th ul at on o :Q-{zﬁw fegably of
" neuropepti g"re4l éf&ﬁﬁ ’ggﬁé'nleﬁf ofﬁ%b%?%%ﬁogcﬁlﬁ%ﬁé % § ?‘rﬁlgestl on,
preferably for the pr ophyl axi s"and/or treatnment of disorders of food

| ngestion, ranel $bl iR RSEr nucRAALEYR 4Rl Al 08 dlaginps.ophy! axi s

and/ or tre ers o e peri phieral nervous system disorders
of the central on&rvous system dlabetes arthritis, epilepsy, anxiety,
depression. cognitive disorders, preferably menory di sorders,

cardi ovascul ar dj seases iq, hypertensi ve syndrom inflammtory di seases
or- | nmune &Pﬂ@%ﬁ@@"‘ﬂ?ﬂ@?hg o 2006 ETO011PCT PCTI EP03103629

22 Medicament comprising at least one benzoxazinone-derived compound
according to any one of claims 1-17, optionally in form of one of its
stereoisomers, preferably enantiomers or diastereomers, its racemate or in
form of a mixture of at least two of its stereoisomers in any mixing ratio, ora =z
physiologically acceﬁfable salt thereof, or a solvate, respectively, and |
optionally ohe or more pharmaceutically acceptable adjuvants. %

23. Medicament according to claim 22 for the reguiation of neuropeptide Y
receptors, preferably of neuropeptide Y 5 (NPYS) receptor, for the regulation of
food ingestion, preferably for the prophylaxis and/or treatment of disorders of
food ingestion, preferably obesity, anorexia or bulimia, for the prophylaxis
andfor treatment of disorders of the peripheral nervous system, disorders of
the central nervous system, diabetes, arthritis, epilepsy, anxiety, depression,
cogritive disorders, preferably memory disorders, cardiovascular diseases,
pain, hypertensive syndrom, inflammatory diseases or immune dlseases.
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24. Use of at |east one benzoxazi none-derived conpound according & €£$,®ge¢1
of clains 1-17, optionally in formof one of its stereoisoners, pre ¥ o
enantiomers or diastereoners, its racernate or in formof a m xture of at

|l east two of its stereoisonmers in any mxing ratio, or a physiologically
acceptable salt thereof, or a solvate, respectively, f P &@ﬂyfacture
of a nEdPAReht for the regul ation of neuropeptide Y rgﬁg% §¥s, preferably
of neuropeptide Y 5 (NPYS) receptor. 25. Use of at |east one

benzoxazi none-derived conpound according to any one of clainms 1-17,
optionally in formof one of its ste e8|$oners,(ﬁrefe ab%y$g§n%ﬂkloners or

di ast erZdormebse of klepg npdienzgrazinpne; | compound aeeopfing, two of its
sl':]er eoic soﬁEéléirhé“ll-ﬂWoﬁﬂ'idﬂaﬂgirfﬁ?m@fo@é ?ﬁtﬂtﬁmbisbn@:s‘,aﬂréfwaam%t abld_e sal t
thereof, or a solvate, respective or, t he pmnufac i cament
with ant agﬁﬂ?’gl"f’l‘arﬁ%ﬁ’gﬁf r%cg“?'ﬁrﬁ%ﬁ?&'ﬁ@ﬁ%ﬁ%g‘ﬁ"ﬂ%wﬁgﬁﬁeﬁcept or. 26.
Use of at | sasofitsteizeispmens innanyavitingiratin] or amhysiothalcatipactieptpblesalhy one of
claims 1-17, opt.i | i_n.f | ' rably
cnant i omer s157ech 854 ey el iesehaly, BB elinahlBcplebphaRRien: OF B S0 1,

| east t ar oregulation aftheurpeptiteeY secaptarsprafesahiyyof naurepeniide X HMNRY®! ogi cal | y
accept abl e ﬁé%ie?{ thereof, or a solvate, respectively, for the nmanufacture

n

of a medi canent Jor the prophyl axis or treatnent of disorders of food
i ngestion, preferably obesity, anorexia or bulima. 27. Use of at |east

one ber%,?xaElEBQﬁﬁt AL HRIDSTRBRANSheAERRES cBRPbON@BYCoPdiRg & anycdiid o6 1- 17,
a

option y in formof one of its stereplsqners, preferabl enanti oners or
di ast er eonef@ims i"SWP&E'%‘?Pé’(“K'fb#mPr‘P?PB?Hﬁb?sﬁW p(S?f%Eﬁbe[ east two of its
sth er eoic S ONEBAantibnedty ol’fiﬂdst'egedsmﬂspilts mc?matd‘gm'h &rogefeainiuraotaficadtl e sal t
thereof, or_a splvate, .r tiv . the. g canent
for the prOBHGT IR RITRS it wifinking afo. o BRI Boftpubi Rl *
nervous systhemeof] GG SoivalEPrespectiveljo B trROnamdrrire of DEedigament of at

| east one bgpzaxarhd BRipeARis efe FRIRPEPEIAPL BANBiVEY rdRpfRY one of

26. Use of at least one benzoxazinone-derived compound according to any one of
claims 1-17, optionally in form of one of its sterecisomers, preferably
enantiomers or diastersomers, its racemate or in form of a mixture of atleast . .
t¥ro of its sterecisomers in any mixing ratio, or a physiclogicstly acceptable sait’.
thereof, or a solvate, respectively, for the manufacture of medicament for the
prophylaxis or treatment of disorders of food ingestion, preferably obesity,
anorexia or bulimia.

57. Use of at least one benzoxazinone-derived compound according to any one of
claims 1-17, optionally in form of one of its stereoisomers, preferably
enantiormers or diastereomers, its racemate or in form of a mixture of at least
two of its stereoisomers in any mixing ratio, or a physiclogically acceptable salt
thereof, or a solvate, respectively, for the manufacture of a medicament for the
prophylaxis and/or treatment of disorders of the peripheral nervous system.
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clainms 1-17, optionally in formof one of its stereoisoners, preferably

enantionmers or diastereoners, its racemate or in formof a mxturé?oﬁ‘at.;ﬁ}d W

| east two of its stereoisoners in any mxing ratio, or a physiologically
acceptable salt thereof, or a solvate, respectively, for the .manufacture
of a ne&irwateit for the prophylaxis and/or treatnent ofpPei/crms®es2 of the
central nervous system 29. ., Use of at |east one benzoxazi none-derived

f L] f f f
ro ot oo <oyt ke PR e einafie Rafiieteofoout e ineto ey oPe S cermi o
or in form cflaieasmi-x7,wpdicosllyein fdreacit ortowaf rtefsteremmraé:ermfaastyr S in any m Xxing
ti ' t h f, t
200, O o AR L BT LG ALl S Py A o
and/ or tr eattweorf its Stegasisengss id@ny pixing fatigt od %alsstsuﬂmgacailgrmomablm& derived
conpound acGREALAGr &Y eqegpe%iwe:f'faﬂtn& minbfact Jeebfgmd.aem&:ﬁgmof one of

its stereoisoners, prefe enant| omers or di aster eoners s facemate
or in form-dFoRNYiFHS QF@ObFe%H“eﬂéafsqfsorﬂ% obihe; qentrgl RaTERISSIYSANS. i n any mi xi ng
ratio, or a phyS| ologically acceptable salt thereof, or a solvate,
respectkgely ﬁhe mangf acture of a, nedi canent for the .prophylaxis

and/ or £¥-eatWReRT F1ea5t AR Benzpraziaene-feyivesiconipougd §poyHieg to any one o

benzoxazi nommheﬁwad)ptmﬂmwﬁd)mmfwrdldﬂ@sEl@r@:ﬁsbrﬁére Preferathipi s 1- 17,
optionally |n

tereoi so fergbl nan i oners or
di ast er eoners anf?lgerfsa%r‘g? 5?'.30 §t’1 IS FRsEmely o '"3‘?"}‘5}8{%“&%‘”&?‘” two of
its stereol $woef#s siereoigomersiimgny aiXing mn.mmmwgb@llgabbepme@anabl e salt
t hereof , or | cament
for the  pr deft bPaSoNafEs REGEN for B nedGrioie oS iifoalert adlihe 001
menory  di sﬂmwsmw@rtfeaﬁnenmﬂanxm . ET0011 PCT PCT/ EP03/ 03629 32.

Use of at | east one benzoxazi none-deri ved conpound according to any one of
ly in formof one_of its stereoisoners, preferably

clainms 1-17, opti
enant i otler s Y5 & %E@F grg Rprzoxprinonedenived compopnd perarting tany apeipk of at

| east claims 1-17, optlonally in form of one of its stereocisomers, preferably
' enantiomers or diastereomers, its racemate or in form of a mixture of at least
. WO of its stereoisomers in any mixing ratio, or & physiologically accébtable salt
" thereof, or a solvate, respectively, for the manufacture of a medicament for the
- prophylaxis and/or treatment of deprgssion.

31. Use of at least one benzoxazinone-derived compound according o any one of
-claims 1-17, optionally in form of one of its sterecisomers, preferably
enantiomers or diastereomers, its racemate or in form of a mixture of at least
two of its sterecisomers in any mixing ratio, or a physiologically acceptable salt
thereof. or a solvate, respectively, for the manufacture of a medicament for the
. prophylaxis and/or treatment of cognitive disorders, preferably memory
disorders.
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two of its stereoisoners in any mxing ratio, or a physiologicall 7 SR 005
acceptabl e salt thereof, or a solvate, respectively, for the nandfalture

of a nedicanment for the prophylaxis and/or treatnent of cardi ovascul ar

di seases, 33. Use of at |east one benzoxazi none-derived conpound

accor%ﬁ@% grany one of clainms 1-17, optionally in fopomErosossef its

stere preferably enantioners or diastereoners, its racemate or in
formof a mxture of at least two of its stereolsoners in any m xi ng

ratio, or a physiologically acceptable salt thereof, or a solvate,

_ 8 |
il o2t 1 oy Bl igt S DR GGl o el Edh 'E?"“‘S’E%Zd’é%fﬁ;?ﬁ‘é‘ﬂibﬁe?.xbid

conpound aclkaimsi1g. @l@ﬂqiﬂﬁihf wferigof ape of ig;starepipomgrs. iRy in formof one of

its st fer eo!eﬁ?ﬁfﬁf rs BF Sﬂ(a%?éﬁrﬁerseﬂéfﬁdeﬁﬁﬁ & i9 forfll F 3 mixtremf &t leiass racer nat e
or in formo

m xture o east any
m xi ng' r afw@of i steregispaess Bb?%%ﬁ@"ga@ﬁgﬁrgtﬂhgs' Msaﬁ?ﬁéﬁéﬁéae sg'ta sol vat e,
respectivekporedfObr 4 B@lvél&rﬁ*é‘spﬁéwwy,ﬁr the madliaeiwenef 4 oredidamens farhg | axi s
and/ or treatnenf o ensi of at |east one
benzoxazi nGfRF P‘ﬁ?é%y‘gg %ﬁﬁ%ﬁﬁyﬁ‘{aﬁﬁu@%&sﬁa&gne of claims 1-17,
optionally in formof one of its stereoisoners, preferably enantiomers or

O e oSt Bl bbb ind S cohoBlid e srfho o by o (V0 of 11

1ol ogically accept abl e salt
t her eof , orclamsmﬁabptlonaﬁgmfﬂumﬂlo}’teof@S@fﬁ@'wvdﬁ'ﬁtﬂ’@bf a nedi cament

on 3 hEToof%QW§§%%é°%%%3%@%bgﬁlf&m?ﬁé 32 27 55

benzoxazi ndwe ofit $ieeapisoamss iana BPARgIaHg: 76 RGO cally aceepiphle splt1 7.

optional I'y 456 B} 2E008R, Rispebvealy, Ficthe Hzmafasturd obh encalitamerdiartheor ner s or
di astereoners, Its racenmate or formof a mxture of at least two of its

st er eol somPrephylexisndiRniaReY f?%’ai'br a physiol ogical |y acceptabl e salt
thereof, or a solvate, respectively, for the nmanufacture of a medi cament

for ¢ h:ﬁl. Use of at least one benzoxazinons-derived compound according fo any one of
claims 1-1'7, optionally in form of one of its sterevisomers, preferably
enantiomers or diastereamers, its racamate or in form of a mixture of at least -
two of its stereoisomers in any mixing ratio, or a physiologically acceptable salt
thereof, or a solvate, respectively, for the manufacture of a medicament for the -

prophylaxis and/or treatment of hypertensive syndrom.

35. Usse of at least one benzoxazinone-derived compound according fo any one of
claims 1-17. optionally in form of one of its stereocisomers, preferably
enantiomers or diastereomers, its racemate or in form of a mixture of at least .
two of its sterecisomers in any mixing ratio, or a physiologically acceptable salt
thereof, or a solvate, réspecﬁvely. for the manufacture of a medicament for the R
prophylaxis and/or treatment of inflammatory diseases.
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prophyl axi s and/or treatment of inmmune di seases. 37. Use of at le 3@B6ns, .
benzoxazi none-deri ved conpound according to any one of clains 1-17. )
optionally in formof one of its stereoisomers, preferably enantioners or
di astereoners, its racemateor in formof a mxture of at least two of its
stereoi soners in any mxing ratio, or a physiologically_acce }able sal t

t her edBT00H1PCH sol vat e, respectively, for the manufact ur':éCTg‘fpogoﬁ@ﬁi canent
for the prophylaxis or treatnent of diabetes. 38. Use of at |east one
benzoxazi none-derived conpound according to any one of clains 1-17.
optionally in formof one of its stereoi soners,

! g grEfrﬁ‘rag*lP)é enanti oners or
di ast e¥@onmdse of at deashormberzospzinang-geriyeg comapURg arePENa P APYLLEOT { \wo of
i ts Stereoi $AmRrs17,bplonallyiikiohth 6fnef itd ktetedibonsére) referablyy accept abl e sal t
t hereof, or a solvate, res ectivel¥ fort t he ymanuf act. re &f t?? di canent
for the presPRYPEZISOrSiasiergampEn, its ficamitp gpL jomgr a of 14t st one
benzoxazi nane-ct s skpshisomars imdny addngl ratip, boa piysidogically acceptable spit17,
optionally jn formof, ape of ils [ f gOARLT omers or
di ast er eoné"%r,eoﬁtc’g ars&%‘%af%s‘)gfh Yerllﬁ’ﬁf‘g{%gé‘?&{éﬂrﬁ?%? (Ej’?gng%ﬁ%rx?"etast E’two of its
st er eoi songsphylaxdnsndiontresiment odmmunedipgases.ol ogi cal | y acceptabl e salt
thereof, or a solvate, .respectively, for the manufacture of a nedi canent

for the prophylaxis or treatment of arthritis. 133 2.7 sEP 2Dl D,
ET0011390T RésR 60 dst e bamroxaznens-grayedenmerauad agerding s &M @8t gener al

formul a (1)qaifRk 1387 2ptifiealin kam df s ilRG1dreoibbritdrs R@ferably

enantiomers or diastereomers, its racemate or in form of a mixture of at least
two of its stereoisomers in any mixing ratio, or a physiclogically acceptable salt
thereof, or a solvate, respectively, for the manufacture of a medicament for the
prophylaxis or treatment of diabetes,

38. Use of at least one benzoxazinone-derived compound according to any one of
clélms 1-17. optionally in form of one of its sterecisomers, preferably
enantiomers or diastereomers, its racemate or in form of a mixture.of at leas!. . -
two of its sterecisomers in any mixing ratio, or a physiclogically acce;itable saft -

+_ thereof, or a solvate, respectivaly, for the manufacture ¢f 2 medicament forthe "
prophylaxis or treatment of epilepsy.

39. Use of at least one benzoxazinone-derived compound according to any one of
claims 1-17, optionally in form of one of its stereoisomers, preferably
enantiomers or diastereomars, its racemate or in forr of a mixture of at least
two of its sterecisomers in any mixing ratio, or a physiologically acceptable salt
thereof.‘or a solvate, respectively, for the manufacture of a medicament for the
prophylaxis or treatment of arthrifis. '
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A /NR11 { A -(I) wherein Rl, R2, R3, R4 are each |ndependentl EP 08 5
sel ected fromthe group consisting of hydrogen, hal ogen, an unbrancfsied or =
branched, saturated or unsaturated, optionally at |east nono-substituted
al i phatic radi cal a saturated or wunsaturated, optionally at | east
rmno-s optionally at |east one heteroatoma oher
cont ai é)h(&,:& I oaI i phatic radical, which may be bondedSF\’/l z{aﬂ%ﬁ oép;%ai onal |y
at | east nono-substituted al kyl ene group and/ or may be condensed with an
optionad.y #H bémashziibnedsdvedtdompontd fgeneralfomadiydyclic ring-system "an
optionally at- | east nmono-substituted aryl- or heteroaryl radical, which
may be.bonded via an optionally at |east nono-substituted al kyl ene group
and/ or may be condensed with angeptionally at |east nono-substituted nono-
[ [ [ : , -OR', -OC(=O R13, -SR14, -SOCR14,
- SO2R14, . - NH- SO2R14, - SOghH2 and - NR1ER16 noiety, R5 represents hydrogen,
an' unbranched. or branched, , nsat urated, optionally at | east
nono- substituted aliphatic radi a [131; 2.7 SEP 2006 ET0011 PCT

PCTI EPO3/ 03629 saturated or _i tionally at | east

nmono- substituted, optiongPty a teroatom as ring nenber

cont ai ni-ng cycl.oal i phati c radi ca#, RS, R9 are each independently
sel ected fromthe group consisting of hydr% an unbranched or branched,
saturated or unsaturated, opti R t rmno substituted aliphatic
radical, a saturated or unsaturate@, optifonally at |east nono-substituted,
optionally at | east one heteroatom|as rirg nmenber containing

cycloal i phatic radical, a.cyanop# RDi ety, A represents a br| dge
menber -CHRts- or-CHRI S- CH2-, N R

R10

J
A N
T
O

()
wherein

R, R?, R® R* are each independently selected from the group consisting of
hydrogen, halogen, an unbranched or branched, saturated or unsaturated,
optionally at least mono-substituted aliphatic radical, a saturated or
unsaturated, optionally at least mono-substituted, optionally at least one
heteroatom as ring member containing cycloaliphatic radical, which may be
bonded via an optionally at least mono-substituted alkylena 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/cr may be condensed with an optionally at least mono-substituted
mono- or polyeydiic ringsystem, a nitro, cyano, OR., ;OC(=O)I§13, -SR™,
-SOR™, -80,R™, -NH-SO,R™, -80,NH; and -NRR"® moiety,
R” represents hydrogen, an unbranched or branched, saturated or
unsaturated, optionally at least mono-substituted aliphatic radical or a
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R10 represents hydrogen, an unbranched or branched, saturated or. e A o
unsaturated, optionally at |east nono-substituted aliphatic radi cgl?; SEP 20065
saturated or unsaturated, optionally at |east nono-substituted, optionally:
at |l east one heteroatom as ring nenber containing cycloaliphatic radical
or. an optionally at |east nono-substituted aryl- or fheigicagssde radi cal ,
whi chETMY"PBd bonded via an optionally at |east nono-substituted al kyl ene
group and/or may be condensed w th an optionally at |east npno-substituted
nono- or ; TRV grq,ﬁsiaﬁgatga,sdpﬂmallyﬁt leask poaseabsitaied wﬂihﬂaﬁ%%fddor I br ﬁnc hed,
saturated or unsaturated, tion : RS tuted aliphatic
radi cal , desstonedicierogom ﬂ?\g'gﬂ Wqﬁg&&)ﬂ%ﬂ@ﬁ%\% at U?(ﬂﬁél'ﬁnno- substituted,
optionhally at | east one heteroatom as ring nmenber containing

cycloaliphatic radigal, I, C ' gbisstmlglof at | east
rmno-subst‘%{vt‘ﬁqeﬁg’ﬁiﬂe&%ﬂ&%ﬁgﬁ%ﬁ@%"? may rgh%og;\}g%ﬁn)sed Wi Fn ap optionally
at | east rFyeRoga)Sin Uniranthatoobrapehssl, gatusated o Pi‘ﬁ?@é’?gepeﬂ?t’%}a ¥Rt optionally

at | east npng substj - Watic Pldidiit£E&aFdd of @itepdted vaptiohalipybe bonded
via an opggﬁ JP??o"g{"B eas g@ﬁéﬂ%%ﬂ%@ti@t ted - al k%/I ene.groupand/ or may be

condensed atiledstanonpsulksituted; optionaily 3f leaghone KIBLRIMTER I TR pol yeyel i c
ri ngsysteﬁor‘g&n éc?éﬁ,%ﬁp%crfﬁm,laaﬁﬁo%ﬁiewgﬁ%tﬂlo and--Rt1 toget her
'dgl n

with the itrogen atomforman optionally at | east

nono- substituted, saturated, unsaturated or aromatic-heterocyclic ring that
may cont ai'ﬂ;@é}regéﬁ&ta By HEhba R & o @HR®GHaa ring menber and/or may be
condensed with an optionally at |east nono-substituted nono- or polycyclic
ringsystem RI12 represents hydrogen, an unbranched or branched, saturated
or  unsat URH efresepitd RYEbgen, ab uherecherbaLbRNERG. SHHEEEPT phati c radical, a

saturated ' Of wn3dl Wahady £MLOMahKuBlitiiBd alioHHBeacied satuated optionally

at | east oHgsat s ring nmenber caontai nlart}g?%&cl E%H hati c radical,
whi ch may beunstarkéet, cptiorally eplerstfapngrsupstiytad © & W ed al kyl ene
group and/ R{ate f,mbgs AR ARRDBHcoMbIRiNg Ryelkiighadit kadial of ameptionatipagubst i t ut ed
ones of ploeagg %%nlcfsubsﬁtuted aryl- or heteroaryl radical, which may be bonded via an

optionally at least maono-substituted alkylene group and/or may be condensed

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

R™ reprasents an unbranched or branched, satusated or unsaturated, .
optionally at least mono-substituted aliphatic radical, a saturated or
unsaturated, optionally at ieast mano-substituted, optionally at lcast one
heteroatom as ring member containing cycloaliphatic radical, which may be
bonded via an optionally at least mono-substituted alkylenie group and/for may
he condensed with an optionally at least mono-substituted mono- ornolycyclic
ringsystem, or an optionally at least mono substituted aryl- or heteroaryl
radical, which may be bonded via an optionally at ieast mono-substituted
alkylene group and/er may be condensed with an optionally at least mono-

substituted mono- or polycydlic ringsystem, or




ring-system  or an optionally at |east nono-substituted aryl - or;? gpzﬁﬂgl
radi cal , which may be bonded via an optionally at |east nono-substitu

al kyl ene group and/or may be condensed with an optionally at |east nono-
substituted nono- or polycyclic ring-system Rla represents hydrogen, an
unbr anghgf 18T br anched, saturated or unsaturat ed,, optirgrmERbatoske | east
nono- substituted ali phat'i c radical, a saturated or unsaturated, optionally
at | east nono- subs;ltut edl optlonal |y at | east one heteroator’r} as_ ri ng

member cont BiT@nsGRE fesether wihthebridgimociiroseniten formy ap optienal

optional |y aabﬂb%%&mamosﬁ%%éd UHERArALK ¥ 8OfMBE PR G iOfing Bt be |
condensed tional | | east npno-substitute rrgﬂwrnayot? oI ycyclic

ri ng-syst erﬁ“aﬁﬁoaﬁ"bﬁlﬁéﬁﬂ‘ﬁ)fu'ﬁ%erlr@%Pafﬁ’m %UB%NQ"’L‘H%&‘ het er oar yl

radical, \Ahedﬂaeﬁayd RethReng@enatiyast #use RidnerabbituRl haasior pBlgeydisbst i tut ed
al kyl ene gr and/or may be condensed with an optionally at |east nono-

substi t ut ed gy, polycyclic ring-system R14 represents an unbranched
or branched, saturated or unsaturated, optionally at |east

nmono- substi Lt ed al iphatic d or ratéd optionally
TN oSt | B bl koo G S Bh b L isghp 2t o0, oo
menber cont @issturgtely optiarallp bhleast mamb-salbstitwbhd eliphatiy racicalbysafuteted a an
optionally at

[ be
condensed w t"hr{ %ﬁﬁ%tetﬁ?gﬁfqﬁﬁgi l&?&t@ﬂ?%%%s%w Pp&é}@qﬁg{lo- or pol ycyclic
13b 2 7 5sshetewoatqmaErrmﬁlm@mbﬁfqn@mﬂpgm@JQ@mam raglios). Jyhiel mey ban optional |y

at least moBRwadES kh\pAshaAy Kk loa8f RS LORIME N6 Yroud Bichbr By De bonded

via an optionall | east hono-substituted E‘K‘? ene group and/or my be

condensed g f° ”55‘? W&W@tﬁﬂa'lyeaéé?amu‘%ﬁ rﬁ’SHBW"M‘F iCpol ycycelic
ring-syst enmndﬂgﬁst@mdo%oﬁ@hﬂﬁéﬁeaétdﬁwdwmuecsﬁyewadteivdmyn the group

consi sting of br anched .or
unsat ur at ed298 [] %"‘&?W&'QF Q"ﬂ"a%% Y13 AP, Gﬁ&%{] %l??gﬁ!]ugedr adical, a
sat ur at ed mlkyimgwuptmwommy ionadridensed with an optlonally at {east mono-

substituted mono- or polycyclic ring-system,

" R™ represents hydrogén, an unbranched or branched, saturated or )
unsaturated, optionally at least mono-substituted aliphatic radical, a saturated
or unsaturated, optiohally at least mono-substituted; optionally at least ¢ne
heteroatom as ring member contalning.cycloaliphatic radical, which may be
bonded via an optionally af least mono-substituted alkylene group and/or may
be condensed with an optionally at least mono-substituted mono- or polycyclic
ring-system, or an aptionally at least mono-substituted aryl- or heteroaryl

- radical, which may be bonded via an optionally at least mono-substituted
alkyiene group and/or may be condensed with an optionally at least mono-
substituted mono- or palycyclic ring-system, '

" R™ represents an unbranched or branched, saturated or unsatu'rated,
optionally at igast mong-substituted aliphatic radical, a saturated or
unsaturated, optionally at least mona-substituted, optionally at ieast one
heteroatom as ring member contfaining cycloaliphatic radical, which may be
bonded via an optionally at least mono-substituted zalkylene group and/or may
be condensed with an optionally at least mono-substituted mono- or polycydlic

3k




at | east nono-substituted, optionally at |east one heteroatom as. @i?n
menber containing cycloaliphatic radical, which my be bonded via“a
optionally at |east nono-substituted al kyl ene group and/or nay be
condensed with an optionally at |east nono-substituted nono- or polycyclic
ring-system_or an optionally at |east nono-substitut egdrgrydiozsss

het er ?‘WP adi cal, which maybe bonded via an optionally at 1east

nono- substituted al kyl ene group and/or may be condensed with an optionally
at | east -rrﬁ.lrgﬁs;sgm; bit at eptionatip ¢t leastmbnceyubstituted aryl-ct pstesegtylor R15 and R16
t oget her wit he .hridgi,ng nitroge t nsat urated or
aromatic h@d&aiﬁ'ﬁﬂ? E’agibﬁg?m\%ﬁf'!% %@@%ﬁé%ﬁﬁnﬁ%{b@gﬁ?gi tuted and/ or
cont ai n, . aslkylens groupearidintray bh ecriansed mithsanecoptiongatdeRst MonR1 7 represents
hydr ogen, a ranched 1 urated or unsaturated, optionally
at - | east nﬁ‘ﬂ“&?@’g%iﬂ" gt 8'8'5%{%5%!1‘%?@%61 i cal, a saturated or unsaturated,
optionally at |east nono-substituted, optionally at | east one heteroatom

as ring megher, cert 'cﬂianai.@éf,be@éﬂﬂp@%h@dr@aﬁ% gbip @Bndigtiigasfal |y at | east
- or e

mono-substituted ary eroaryl radical, which may be baonded via an
opt i onal | yhydrogeman yihmaoded S iwm%ﬁd'é%yﬁwrmr%tﬁ%ﬁﬂ%ﬂa{} e condensed
w'th an ;)prebgn%Rt h(y_sﬂbsﬂ@[@a':aﬁﬁﬁéﬂgrﬁdibﬂl h tsufiesteion ansataraped, polimialiy Curated
ri ng-syste e repress dr ggen, _an. unhr r.hr , saturate
or unsat u%ﬁ%ﬂ,mm‘g@&%&ﬁ P%@&taq Fﬁﬁ?g%gg&%p‘%&@&%aq@p'ﬁ%p%dr adical, a
. saturated coritainimgpdyelcaliphaticopticalnwhich naay be bonderbvia anwplitnaliviaéd, optional |y
at | east ope , heteroat Skl Ml | AQhatic radical
of an opti E*ﬁﬁﬁ W’?“%‘F“s?@%? %@h@#ﬁ@?ﬁ’?ﬁ@%&b& d_&gg&/ gﬁﬂo%?yl radi cal ,

whi ch nmay bptidnnhyiaﬂleabﬂnam-suaﬁmzéd SER02 GBpolERGHS TFETYFey, eFeB/ 03629
optionally Eﬁonlaﬁfﬁi 1e@{ﬂbﬁb‘»@.ﬁﬁétﬁtﬂ&§g?@! SHHRE B8 AldiRaRREHGH mapebe condensed

P y at |east nobno-substi

w th an optiona tuted nono- or polycycliic
Ti ng- syst ehpndeghda enyptianallyat lepst moposypatityted: ally/lena¥Pip ABHPEMRY- R1
repr esent sp@Rofddriveatvith adticHally at least mono-substituted mono- or polycyclic

ring-system,

9cp 2w
n

or R™ and R'® together with the bridging nitrogen atom form a saturated, te
unsaturated or aromatic heterocydlic ring, which may be at least mono- i
substituted and/or contain.at least one further heteroatom as a ring member, B

‘R" represents hydrogen, an unbranched or branched, saturated or

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

or unsaturated, optionally at ieast mono-substituted, opfionally at least one
heteroatom as ring mermber containing cycloaliphatic radical or an optionally at -
least mono-substituted aryl- or heteroaryl radical, which may be bonded via an
optionally at least mono-substituted alkylene group and/or may be condensed

with an optionally at least mono-substituied mono- of polycyclic ring-system,

R* represents hydrogen, an unbranched or branched, saturated or
unsaturated, optionatly a least mono-substituted aliphatic radical, a saturated
or unsaturated, optionally at least mono-substituted, optionally at least one
hetercatorn as ring member containing cycloaliphatic radical or an optionally at
least mono-substituted aryl- or heteroaryl radical, which may be bonded via an
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which is substituted byone or nore substituents, each of these s.ugétéwei%gs;
is selected fromthe group consisting of hydroxy, hal ogen, branchéd?or “*
unbranched C, 4-al koxy, branched or unbranched Cl4-perfl uoroal koxy,

branched or unbranched Cl. 4-perfluoroal kyl, am no, carboxy, am do, cyano,

nit r%@ﬁﬁg@iﬂ-’z, -CO Cl1. 4-al kyl, -SO Cl4-al kyl, -SO Cl-dewedoglas2e

- NH -Cq.’4- alkyl , wherein the Cl.4-alkyl may in each case be branched
or unbranched, an unsubstituted or at |east nono-substituted phenyl or
napht hyl batibiesly atishshmonossbifutet alkyiprergroun apd/or ReHEeSOPdeM Tt ed”
furanyl -, Ienyle |~ & - EIREOLDY ring-gtand] Nyl -,

pyri m di nﬁtﬁ,a%q%ﬁtwgﬁwé{'%%ﬁn r}os%léﬂl?ﬂﬁagﬂ %b’rm (?%f{:li cal , ar?d@ﬁ rg'lny one of the
above .nentioned substituents itself is at |east nono-substituted, said
substitue%h%r@l; selected fromthe group consisting of F, CI, nmethyl .and
met hoxy; in oase<one or nore of the residues R1-R18 represents a
cycloaliphatic radical, which is substituted by one or nore substituents,

ﬁagh of tﬁ?ﬁ&sé&%%} mu@&fghﬁubﬁgkmé ﬁ@ﬁj"'* mprém dlerte?amaliptmﬁmsakﬁskﬂ,ngbof_ o

ydroxy, hal ogen, branched or unbran - r A LUnbranche

Y kompictiieaERUERETEY it ol Seuas i et ABSEeag iy o anct

mnzoyl , R?s(aRct&Bmyrh' ,th@gmphﬂdsieﬂngmmhhdogin,bf@mhﬁﬁmroaI kyl , NRtARB
erei-n e r ac | roup consi sting

o H o bhshEmees i ARty 88 G e MBalfog) ° P S00 heny

car boxy, aulmt:md arymbanchid cm-plesmmamsyl.mmaarmwyamldﬂc@rm a- ?lk klyl,

- SO Cl: 4- alkyl op; e s XeraX lsoa C&eY, WAEH-Si 4-al kyl may

in each cg'étgél’bgozéﬁé\'nghgegﬁ%rgikgyhbsrgréyg:e%@l'mslﬁlt&ly ét‘"::}"g[ed orogjt&%east

mono- subs eyl whesie thp Coralky] s iR @ach 4ase Rt BRNChedh CEHRRANCHed, 8l st

MoNO- substjutb S EHRBY lenst fbh&Bibstitute® PheM Bk naphtRjidadietlnd,arpyr azol yl -,
pyddi nyl -, pyrimd qui nol i nyl

m di nyl - - a i soqui ngl i-nyl ' radical, and if any
one of t hangHbstiutesirableast @85%‘?1’%%3?‘&1‘1‘88"’??@@&?‘9 @-%pg¥9ly " H' 2! IEl's
ET0011 PCimRieEbIFROSEZ28¥L, dysidinyl-] memstidinginaiuindlieyi tamdeshquirmiliolylsubst i t uent s
are sel ECtraeigicfalE 2hd tlfh a%y%rn%ud? the above mentioned substituents itself is atf least

mono-substituted, said substituents are selected from the group consisting of

F, Cl, methyl and methoxy;

in ¢ase.one or more of the residues R'-R'® represents a cycloaliphatic radical,
which is substituted by one or more substituents, each of these substituents is
selected from the group consisting of hydroxy, halogen, hranched or
unbranched Cy4-alkyl, branched or unbranched Cis-alkoxy, branched or
unbranched Cqs-perilucroalkoxy, phenoxy, benzoyi, cyclohexyl, branched or
unbranched C4-perflucroalkyl, -NR*R® wherein R?, R® are each
independently selected from the group consisting of H, a branched or

| unbranched Ci.-alicyl-radical, -CH2-CH,-OH and phenyi, carboxy, amido,
cyano, nitro, -S0uNH,, -CO-C4 4-alkyl, -CO-OC 4-alkyl, -SO-Cis-alkyl, -S5O~
Cra-alkyl, -NH-SO2-Ci-alkyl, wherein Cy4-alkyl may in each case be
.branched or unbranched, unsubstituted or at feast mono-substituted phenyl or
naphthyl and unsubstituted or at [east mono-substituted furanyl-, thienyl-,
pyrrolyl-, imidazolyl-, pyrazolyl-, pyridinyl-, pyrimidinyl-, quinolinyl- and

. isoquinclinyl radical, and if any one of the above mentioned substitutents itself

13%




consisting of F. O, nethyl and nethoxy; incase one or nore of t.h?grgé;}q&es.,;.ﬂ_
R1-R4 and R10-R18 conprises an al kyl ene group, which is substitutéd by “one”
or nore substituents, each of these substituents is selected fromthe

group consi sting of hydroxy, hal ogen, - branched or unbranched Ci-4-al koxy,
branched or unbranched Cl. -perfluoroal koxy, branched_or unbranched

C,-. 4- puofiReaY oal Kyl , amino, carboxy, amido, cyan, nitFPOVEFSEfED

-CO C1. 4-al kyl, -SO Cl4-al kyl, -S-Gi -4-al kyI - NH SOr C1"4-al kyl, wherein
Cl-a al kyl %‘6‘3@5 tHe geupr at [ east
nono- substinE%ggﬁEﬁé%%ﬁQ&ﬁut% %éﬁyﬂ% I ca an uﬂrllsubgtal tuted or at

| east nonaconsisting tliE<al, mtam?nd m_&ﬂﬁ’@hyl : pyrrol_yl , imdazolyl -,

‘pyrazol yl -, pyridinyl-, pyrimdinyl-, quinolinyl- and isoquinolinyl .
radical, and if any one of the above, mentioped,su tuten |tself i's at
l'east  norincasdone pnMaEe 0&@?@%@%&'&3%@*&1’5 s‘@'%k@ﬁaf' e group

consi st n%‘rBT.n \Emcﬂssd@hﬂiéd é@*rh@?éybubbﬁtueﬁtspeaﬁnmfmesmre of the
resi dues R%

and R10-R18 co rises a q .-80| ycyclic ringsystem
which 13 SHbSHIUETISIE SBIPCISAEEt tearaun BTG S NIORLARIOESN. | hoge -
Eubst |ht ger};rgnérgemmﬁirﬁsbh HoH @I idn@xg rmpcmh " mﬂ:mr@heﬂmydroxy, hftlkogen,
ranched or unbrapche e al koxy,
branched dieriirPalie h&dﬁéf“ﬁ"ﬁ%fb’%%crébk?e ?%%@ckﬁg u%éjr g}qched
Cl. 4-perf Ia:ﬁrdeabﬂario,. N, FﬁDzNHizI: Mﬁ1MMOSQEQaﬂalkkbt59r6M'ﬁﬂﬂyl = SC2NH2,
-CO Cl4- - al kyl, wherein
" Cl.y- al k%ﬁr%%gé“-ﬁ&%%aé%b‘* a@%n&ga%ﬁéhﬁgyﬁ?%ﬁﬁ%%& at | east
nono-  subsurisubstidtesenatleast mapmhmﬁeémhéaylcﬁﬁépfﬂﬂ?ﬂfﬁg'ﬁﬁﬁﬂdeﬁ‘ or at |east

o g e e A P
t he above imidarohbm ewrazolyl: PGy BYW'P'Q@V'F qlg"%i'ﬂv*r e?‘&dt'sgﬂﬂ‘m’%gﬁbst i t'ut ed,

'sai d substizianiaha ifd érfé &Qﬁ@dbé\rmhmegrsuuma@m indeifgariéast, C, net hyl
and nethoxy; 13"\ 27 9
mono-substituted, sai substituents are selected from the group conesisting of

F, Cl, methyl and methoxy;

in case one or more of the residues R*-R* and R'%-R'® comprises a mono- or
polyeyélic ringsystem, which Is substituted by one or more substituents, each -
B of these substituents is selectaed from the group consisting of hydroxy, i
halégen. branched or unbranched Cyq-alkyl, branched or unbranched Cq.q-
alkoxy, branched or unbranched Cy.4-perfluorcalkoxy, branched or unbranched
Ciu-perfluoroalkyl, amino, carboxy, amido, cyano, keto, nitro, -SO2NHz, ~CO-
Cya-alkyl, -SO-Cya-alkyl, ~-80-Cy.4-alkyl, -NH-802-Ci4-alkyl, wherein Gi4-
alkyl may be branched or unbranched, an Gnsubstituted or at least mono-
substituted phenyl or naphthyl radical and unsubstituted or at least mono-
substituted furanyl-, thienyl-, pyrrolyl-, imidazolyi-, pyrazolyl-, pyridinyl-,
pyrimidinyl-, quinolinyl- and isoquinolinyl, and if any one of the above
mentioned substitutents itself Is at least mono-substituted, said substituents
are selected from the group consisting of F, Cl, methy! and methoxy; ‘
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Ei 001 | PCT PCT/ EPO3/ 03629 whereby the rings of the nono- or polycyclic
~ring-systemare 5- or 6- nenbered and the ring-systemor each of BgSSEF 2006i5:.
different rings is saturated, wunsaturated or aromatic and optionally
contains one or nore heteroatons as ring nmenbers, said heteroatons being
identical or different and selected fromthe group co N, O, S

. and PET®HIRGSe one or nore of residues RL-R4 and R O- Rgglr%g%a?%sgﬂs or,
conprises an aryl radical, which is substituted, by one or nore

substi tuents,yeaehy #e ﬁr{g%&gmémbﬁm cbnmyeycﬂcmr@émmdré p-ownB-he group

consi sting of hydroxy, hal oge branch br | koxy,
br anched or Uﬁ%‘F‘Hﬁ'@ﬁiéﬂ‘dé ﬂg-,sp(%em ﬁ@ﬁgﬁdﬁ% ﬂﬁﬁlﬁg ﬂ.'h%uréfeﬁ
Cl. 4- per | uorqﬁg&mdwagvchﬁéﬂdanﬁcbtnnawwm ondnomoieiefoatnras) phenoxy,

unsubstituted or at as exyl, branched
or unbranchecﬁsdi“g“"ﬁ@ﬁe 8n§;h B&ngﬁ%ﬁ%kg;ﬁe%%ﬂﬁe gach

i ndependent | yseisdtat from thegmupr@ngrsbu@oﬂdr@iﬁtandg? of H a branched or
unbr anched:Cl1- 0- al kyl -radi cal , - CH2- CH2- C]—I and phenyl, carboxy, am do,
“.cyan, -CH(Oxphenyl), nitro, -SQ2NH2, -CO. J,lﬂ al kyl, -CO OCl~ al kyl,

- SO-"Cl. 4- ainkgase onBOL OYe &if kepidues %@cb‘i ITRRIF‘SE%EF EPRPESES AN Kyl  may

be branche PR drph e szst&h ﬁt@aédchrmﬂmsesubst i tuted
phenyl or QQ’P{%F@P ra fs i i ¢

and unsubsti tut e g e]_sﬁt nono- substituted
furanyl -r>$lllh5§h-5ﬂnf8 lsp*?lﬂctﬁdyfrﬁm the\a94p GPY'e ’ngd%rhé' BPY1 12995 i di ny! -
DY£1 1 1Y broncll BOUARAhchoS, L tRsi, Bhoned of adranthedDi-alblany of the
subst it uenP@"%?‘%0%‘5?@@'9%&";}15%1‘??@%”8?' o Haﬁ@a% [%%gp?ﬁggagon%net hyl and
met hoxy; | Quﬁaﬁﬁﬁe@ﬁl?erﬂfxymmﬂlmﬁtutmminaémmn%ummned bRIBOYR78 represents
or’ conprls er G| ne or nore
QE he ﬁ‘éﬁ’g”@'?f% %I?&%d eWt &Hué@aﬁ(gpﬂﬁ“h LRl R2!

substltuenf’ I's sel etted fromthe group
consi st i ngRB(ai'e byctr indyperidsnty eelecled dieohidhe woup penssionsi Hca. 4 al koxy,

branched o ranﬂﬁ% Spﬁlj{_lﬁ'gng'i% al -&K %an@]@cggmgﬁ@mg@m carboxy

Cl. 4- perf u roa ute or | 'east rong ed phenoxy. -
unsubst i t uamsﬂqu%no I-@H@HKHWJE o Tst%& t%‘ﬂzcbyra y%ﬁ%ﬁbﬂ br anched
or unbranchgds Hd=cyq-alkyl, ~-S0z-Cqs-alkyl, -NH-SO2z-Cir.¢-alkyl, wherein Cqu-alkyl

may be branched dr unbranched, an unsubstituted or at least mono-

substituted phenyl or naphthyl radical and unsubstituted or at least mono-

substituted furanyl-s thienyl-, pyrrolyl-, imidazolyl-, pyrazolyl-, pyridinyl-, v

pyrimidinyl-, quinolinyl- and isoquinclinyl radical, and if any of the above

mentioned substitutents itself is at least mono-substifuted, said substituents

are selected from the group consisting of F, Cl, methy! and methoxy;

in case one or more of the residues R'-R* and R"-R* represents or
comprises an heteroaryl radical, which is substituted by one or more
substituents, each of these substituents is selected from the group consisting
of hydroxy, halogen, branched or uabranched C.q-alkoxy, branched or .
unbranched Cq.4-alkyl, branched or unb"ranched C1.4-perﬂu9roalkoxy.
unsubstituted or at least mono-substituted phenoxy, unsubstituted or at least
mono-substituted benzoyi, cyclohexyl, branched or unbranched Gi.4-
petflucroalkyl, NR*R® wherein R", R® are each independently selected from
the group consisting of H, a branched or unbranched CM-alky!-radical, -CHx-
CH,-OH and phenyl, carboxy, amido, cyano, nitre, ~-CH(OH){phenyl), -SO2NHz,

o -




perfluoroal kyl. NR*R$ wherein RF'. RB are each independently sel eggeg
the group consisting of H, a branched or unbranched Cl14-al kyl -radi"¢a
-CH2- CH2- OH and phenyl, carboxy, am do, cyano, nitro, CH(C]—I)(phenyI)
-S2NH2, MO 2.7 SEP2006 ."; ETOA 1 PCT PCT/ EP0O3/ 03629 -CO Cl. a-al kyl,
-CO OCl4- al kyl , SO €14-al kyl, SO2-C . 4-al kyl, -NH SO C wherer n
Cl. 4- EFWFPQ%y be branched or unbranched, an unsubstrtﬁ?eg%%h%ﬁ | east
nono- substi tut ed phenyl or naphthyl radical and an unsubstituted or at

| east lrmlnomyawx egof.ocan.yaikyi, SChCepslkyl, SPeiCokatkyd, -NHE@afolsy| - |

pyrazol y pyrid yri i ny :
radi cal , adlyli Whepein %h‘ealli ma}ﬂ?éa éﬁ%\?@%%ﬁ%&dﬂggp ﬂ L}Jt{%gﬂtﬂ%@r&t seI f is at
| east mnoaﬁgggw&wmhmmdjphwbenna}mm @Mae@aewe@batm enat group
consi sti ng F, h a 0 178 and/ or R15 and
R 6 form aeﬁéﬁ'ﬁ?‘&%%ﬁt #hﬁ Hﬂht@%w ﬁ}' str@%@ By one or or e

subst i t uenpgridiredc pyrifiidinybsquisolbgt-i aluleiﬁ@@llﬂ@lfwellaé@?b@ndffr%%w gr oup

consi sti ng,of ‘9‘9@:1‘ E&pﬁ teddsaial koxy,

br anched o ﬁ?@?gﬁﬁ%ﬁ%a“%ﬁg elflé ran %hegc?sg?gﬁ%%?gﬁglhe jll

perf | uoroabmmenmaﬁmwt@iﬁmﬂ%gﬂ%ﬂ censistingeRft, ¢d, Panpan am no, carboxy,
am do, cya&&w&l - SOZNHZ, -C0=C1. 4-al kyl, -SO C1., 4-al kyI - S2- C14

al kyl, a- al kyl, wherein Cl.Q al kyl nay be branched or unbranched,
an unsubstituted or at |east nono- substituted phenyl'or naphthyl radical

and aln lunﬂ’&%blﬁiuhﬁaimraﬁdroraﬁﬁndrmﬁmmmaeteltrmwﬁb fing,avhjch is t hi enylI -
Dl s oqui FebetbiFPd Dl s Hore bsthiens €Bp bfiose sHSURAS Biletpadi! nol 1 1Y

substi t ut errbm me igeetipf cansisting lokhydroxy, helogemdsranthedser, unbzanghed Baut t uent s are
sel ected fr e oxy; in case
(5@%&% %5 gf}%{\ghéﬁépﬁg talkﬁlebrgncheﬁﬁr Mraﬁ&%d@&lﬂ

R10 and le terocyclic ring, which contains
one or nor peﬁhotdaﬂqoxhd:tran@mnb@mh% CrremsEiusroalah Argno . RERRXY. het er oat oms

s sel ect e LM LHE R WOSRHS | EbLOR AkyNSOOAEIGI, -SOxCrsalkyl, -
NH-S0-C1.s-alkyl, wherein Ciu-alkyl may be braqchad or unbranched, an
unsubstituted or at least mono-subsiituted phenyl or naphthyl radical and an
unsubstituted or atleast monc-substituted furanyl-, thienyl-, pyrrolyl-,
imidazolyl-, pyrazoiyl-, pyridinyt-, pyrimidinyl-, qr.zinolinyl— and isoquinolinyl .
wadical, and if any of the above mentioned substitutents itself is at least mono-

- substituted, said substituents are selected from the group consisting of F, Cl,

methyl and methoxy;

in case R and R and/or R™ and R'® form a heterccyclic ring, which
~  contains one or more further heteroatoms as ring members, each of these
heteroatoms is selected from the group consisting of N, O and §,

in case one or more of the residues R'-R™ represents a cycloaliphatic radical,

| which contains one or more heteroatoms, each of these heteroatoms is
selected from the group consisting of N, O, 8 and P, -

Al




In case one or nore of the residues RL-Rt8 represents a cycloali plaa?t ;‘5@1:-\ S
radi cal, which contains one or nore heteroatons, each of these hét'eroatons”
is selected fromthe group consisting of NN O, Sand P, .t4" 2 Z S El'
2i 1i13 ETO0L1 PCT - PCT/ EPCB/ 03629 in case one or nore of the residues
R1-R4 and R10-R18 represents or conprises an heteroar \Herfeedtigsbs Whi ch
cont aF®8M3RET or .nore heteroatons as “ri ng nenbers, each of these

het eroatons is selected. fromthe group consisting of N, O, S and P,

opt i onal | Yii dasb@n@op s ef the reskiuss &' ®iand RIF-R' apeeeanishPy enanti omers or

di astereoners, .its racemate ofr i,n . ' two of its
S![ er eoi-sonﬁ?@?“éﬁsﬁ‘é}éﬁwwiﬁadc{ﬁ#b‘#%@é %%&faglggsﬂ][e é&g‘?)&ng?lfgfé??\tbgﬁ?sm Xi ng |

.ratio, Or riag pleyshend, egick af thesaedetypoatos is s¢lected fiosbine BPUR sol vat e,
respectively. ,41. r}ﬂﬁ’ ccording to.claim40, characterized in that

Rl, W R3, %S‘éﬁ"@"?@gg?%i n e%bndently sel ected fromthe group consisting of
H F. d, Br, an unbranched or branched, saturated or unsaturated,
optional ly at ans UPRS kicvdSsbridrs Spraforiibhéntiontirs @k, a sat ur at ed
or unsatur‘_gﬁ{e'?ﬂaﬂggif?%gﬁjgéatﬁ%egst nnno-e??substi rte -ot%t.‘isonally at | east
one het er odiastarepmes ity MerBete otBIPED A A Fixka®. ?ie@iﬁm t7% radical, which
may be bg?geé;leafga%ag, Qafjémglehuptti@heds@snﬁsmmnmbmanymmmﬁe,- al |t§y|t g?et |
group and/or may be condensed. an aoptiona V nono- substitute
nono- or- p@F?cP?WP'GQ‘P?Wg@%‘X?QFﬁ% s%ﬁth%eﬁ?’iocfr?a%_ %tré%%éac?%l bno- substi t ut ed,
5- or 6-nenbered aryl- or heteroaryl radical, which may be bonded via an

optionally . at | east none-s ' ed Cl- ; r Aapg/ may be,
conderkled \ﬁawc’é'ﬁa%ﬁ?cfodﬁg?F@‘glﬁ&:ﬁgagl?%n%tﬁg%é&éh%iF?b?:'gqﬁol?ﬁoé?éor pol ycyclic
ri ngsyst emeagh fidependergipselecteORta thaappuprAssting offd. £, CldgRen, - s;eR74,

-NH SO2Ri 4’”83%‘% ﬁgﬁ?ﬁgs\l%dg %@ﬁgh%mmﬂa&&ﬂ LBASHRLIY A8 Jtie0gRA0- an

unbr anched ranc | or unsaturated, pti,onal‘ Iu% at | east
mono- subst isubstéeted C15-aliphatisrarical, aFaturtedor ynsatirgipdyapiopaly mideash, at ed,

optional l'y abnd.§dehiufE 8pfictiiyict iRt on®RéteRizgdrh ys aing member |

containing Cs.s-cycloaliphatic radical, which may be bonded via an optionally
at least mono-substituted C+.s-alkylene group and/or may be condensed with

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

_ optionally at least mono-substituted, 5- or -membered aryl- or heteroaryl

. radical, which may be bonded via an.optionally at least meono-substituted C1s- -~
alkylene group and/or may bé condensed with an optionally at least mono-
substituted mono- or polycyclic ringsystem, a pitro, cyano, ~OR'Z, -OG(=0)R™,
.SR% -SOR™, -SO,R™, -NH-SO,R™, -80;NH; and -NR'*R™ moiety,

- R® represents hydrogen, an unbranched or branched, saturated or
unsaturated, optionaily at least mono-substituted C1.s-aliphatic radical or a
saturated or unsaturated, optibnally at least meno-substituted, optionally at
least one heteroatom as ring member containing Cag-cycloaliphatic radical, -

6, R7, R®, R® are each independently selected from the group consisting of
hydrogen, an unbranched or branched, saturated or unsaturated, optionally at
least monoc-substituted Cq.¢-aliphatic radical, a saturated or unsaturate_d.
optionally at teast‘ ﬁwono—substituted, optionally at least one hetercatom as ring
member containing Ca.g-cycloaliphalic radical, a cyano and COORY moiety,
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|'east one heteroatom as ring nenber containing C3.e-cycloaliphati ¥ adi q,@fgﬁ, o
Rs, R7, RO, RO are each independently selected fromthe group consisting of
hydrogen an unbranched or branched, saturated or unsaturated, optionally
at | east nono-substituted Cl.s-ali phat ic radical, a saturat ed or
unsat%[rﬁ}%q;g optionally at |east nono-substituted, opeduEmRIOgE2R | east one
‘heter 2 s ring nenber containing C3.s-cycloaliphatic radical, a cyano
and COORt7 noiety, 2 7 S EP 2igii> PCI/EP03103629 Er0011 PCT A represents
a bridge menber-CHR18- or-CHR78-CHz-, R10 represents hydrogen, an

unbr anched, or ra W pg@m{w SHBpRW.gHed, optionally at |east
nono- substAf‘?Rr %e %ﬂd ﬁ%atbl%c radical, a saturated-or unsaturated, -
optionally at -l east m)no subst i tuted, opt ionally at |east one heteroatom

as ring ”‘f‘ﬁ*ﬂ%%g;%%ﬁ@'hgar%ge.ﬁi S RABhHIRG Grérfibd Aateratedan opt ionally at

uhroh ey eebamedaomcnalmRSt R s LGt R AR, 7 2

+ -ai kyl ene dé?ﬁ'ﬂ%t&f'&/ tﬁ'fsafﬂié'te@Q)ﬁh@ﬂd%tﬂdawmdmmbemutednepﬁqnaﬂy at east nono-
substitute

nono- cyclic ri R1 nbr anched
or branc hééaskqﬁﬁ%?'é’gtc’&%/ %H@%ﬂﬁ‘%@%@%&%‘ﬁ 50 @&EP ieasait}%pmu
noONO- subst g abﬁzﬁaﬁﬂ ableast mtvas-suhstivded, 6~ or 8-rsernberad @&vlopr hele@andr at ed

o0 e ol e Y B A U bp Sty omspuer ot o oat om

as ring neh ic radical, which may .be
bonded vi aamyleo@gmmpadﬂdgoramay @Q@ndﬂmﬁgdwbﬁﬂlqpﬂ?'&i'y@i e:?s&N??Pene gr oup

and/or ma ‘FD %g%ﬁﬁdoyﬁot, JoyalRL RY-bfiéh] v at | east npno-substituted nmono-

or pol ycyc? systemor n optionally at least nono substituted 5- or
6- nenbered aryl or heteroaryl radical, which may be bonded via an

opti onal | ygulentests éﬂ’uﬁ%éﬁ&?@ﬂ'drlﬂrﬁ%h@& suterbied enmsguaated and/ or may be
condensed W th an optionally g% n -su stitu Bid®Re- or pol ycyclic
ri ngsyst enpplignatly ahﬁasmqnw&bﬁ?ﬁ&? e RIS ERFR)| A AT FOGENn at om form an
opti onal | y adatlu@@sd, optiGly stileasi inohedubsiinted aiptidnallyrel irast aned or ar omatic,
> or 6-me eteroa%m as ring member containing Csgcycloaliphatic radical, which may

.be bonded via an optionaliy at least mono-substituted Cqg-alkylene group

and/or may be condensed with an optionally at least mono-substituted mono-

or polyeyclic ringsystem or an optionally at least mono substituted 5- or &-

membered aryl- or heteroaryl radical, which may be bonded via an aptionally .- °

at least mono-substituted Cy.g-alkylene group and/or may be condensed with

an optionally at least mono-substituted mono- or polycyclic ringsystem, or

R™ and R" together with the bridging nitrogen atom form an optionally at least
mono=substituted, saturated, unsaturated or aromatic, 5- or -membered .
heterocyclic ring, which may contain at least one further hetercatom as a ring
member and/or be condensed with an optionally at least mono-substituted

‘mono- or polycyclic ringsystem,

R represents hydrogen, an unbranched or branched, saturated or
unsaturated, optionally at least mono-substituted Cs-g-aliphatic radical, a
saturated 6r unsaturated, optionally at least mono-substituted, optionally at
least one heteroatom as ring member containing Ca.s~cycloaliphatic radical,
which may be bonded via an optioﬁatly at least mono-substituted Ci.s-alkylene’
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het erocyclic ring, which may contain at |east one further heteroa§%§§£ —
ring nenber and/or be condensed with an optionally at |east ‘ =
nono- substituted nono- or polycyclic ringsystem R12 represents hydrogen,
an unbranched or branched, saturated or unsaturated, optionally at |east
nono- substituted Cl16-aliphatic radical,.a saturated or unsat ur at ed,
opt i oExbiyPEM | east nono-substituted, optionally at ESVEPSHE®ARt er oat om
as ring nenber containing C3a-cycloaliphatic radical, which my be bonded
vi-a an optional t ﬁ@.@ubgmg&ea 7 SEP 2' M
ETO011PCT WP@M@%@@t&&o@g‘gpég&ﬂﬁ%h d&ﬁﬁaﬂ%&tie?gﬁh‘ﬂﬁse %n optionally
at | east nmonesmbpmly¢yct:tedng -aystem, orampeplipds ?Tc'eﬁﬁtr'i’éq%’?’ém'
optionally H{eeﬁqgérgggb %H%? dobi Ridlicad wiHiéh @a%@%hﬂﬁ alan- or het eroaryl
on

radi cal , via'an_ optional l east gnno subst.i tut ed

G 6 .al kybmagyanl@asmam@suww% Cre-afiyive %ﬁ' OFRY BBt i onal Iy at
| east  nmONOgSuRELY Wihchr@iiBnaly atiedst etolsubstituteg-mgd-arpolycydie: repr esent s

hydrogen, an unbranched-or branched, saturated or unsaturated, optionally
at | east nOR@sS¥eE8yituted C, . $-ali phat ic radical, a saturated or
unsaturated, optionally at | east rmno substi t ut ed optionally at |east one

heteroatomaas rin contaipin adical, which may
be bonded Vl AeRFF ?%ﬁ'e‘g" gpuln "fq'h%ﬁf)g%ﬁgﬁ% {?’?%E%EFS al kyI ene group
and/ or nay uheateeitet: whtcnallyta least mpnoaubstﬁytedtcﬂa@émbatmﬁ@mé'uﬁst ituted nono-
or polycycllc ring-s r tituted, 5-
or 6-nenbeP %tb' aé?‘fkg’ u¥§§tﬁ%¥eg? ggﬁghaﬂgt%%%gﬁ ,lng Eulﬁs‘iiﬁﬁéd mggﬁvi a an

* opti onal I yleastbmbetemﬂtmwm|memb@r@m@magﬁmw OQII‘R??B f may be

condensed Iy sidhaldubaiteddrmnaikgengol ycycl i c
ST, 14y S i v o]

unsat ur at eéfoupcﬂﬂqf@frfﬁﬁl’ be gendenset Wity Qiiva M RRFt AFOng- c radical,
. a sat ur at eggo- or polycyclic ring-system, or an optionally at least mono-substituted, 5~

or 6-membered aryl- or heteroaryl radical, which may be bonded via an -
optionally at least mono-substituted Ci.g-alkylens group and/or may be .
condensed with an optionally at least mono-substituted mono- or polycyclic

ring-system,

e

Rﬁ repreé:éﬁts an unbranched or branched, satirated or unsafurated,
optionai!y:at-least mono-substituted Cie-aliphatic radical, a saturated.or '
unsaturated, optionally at least mono-substituted, optionally at least one
heteroatom as ring member conéaining Css-cycloaliphatic radical, whiclf_g may
be bonded via an optlonally at least mono-substituted Cyg-alkylene group

" and/or may be condensed with an optionally at least mono-substituted mono-
or polycydclic ring-system, or an optionally at least mono-substituted, 5- or 6-
membered aryl- or heteroary] radical, which may be ponded via an optionally
at least mono-substituted Cy.g-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 unsaturated, optionally at
least mono-substituted Cig-aliphatic radical, a saturated or unsatutated,
optionally at least mono-substituted, optionally at least one hetercatom as ring
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~unsaturated,- optionally at |east nmono-substituted, optionally at. 5 agg«,oﬁhﬁlﬂ_g
het eroat om as ring menber containing C3 8-cycloaliphatic radical, #h'e
be bonded via an optionally at |east nono-substituted Cls-al kyl ene group

and/ or may be condensed with an optionally at |east nono-substituted nono-

or poI cl ring-system or an optionally at l.east no gidit ed, 5-
or ﬁﬁ%é#@d aryl- or heteroaryl radical, which may bgebon e %/%Ja an

optlonal |y at |east nono-substituted Cl.6-al kyl ene group and/or nay be
condensed V\h-tejmbeanomptri;ﬁgmu-gzymahbiwbtradinabwhimhwaybebmdadmia aor pol ycyclic

I ng- t R1 h th

Cona: st 1 ng. BRtorRyR Aba maRs R Bied R ERIBHS sl dipRibitaled T 1¢ 07 OuP
unsat ur at edconﬂm'tseahwllﬂ‘nﬁneuptmhaﬂyat famhmcsmmtuteedn@p-oapolpmmc radical, a
saturated opJRagLi af & agt.o%%h'm%ém&bé Bl re,oowla%mﬁéfwag;roptlona' ly

at | east one eroa ETO0
PCT/ EPO3/ ose:zlgetmné radjert whigh nw@ hongded M?aﬂm ppiaaly aeREANONChi ch may be

bonded V' a %urbstaﬁﬂéd enaklyienk dr&ﬂﬁéndﬂﬂﬁaﬁﬁ@é&h&éﬂe@duﬁﬁaﬁ@t%ﬁélw group
and/ or condensed’wi t i i on east nopno-substituted npno-
OB Sigte

or pol ycycl {east meperaubatitutgd "H?“oaﬁf TMeast nono-substituted, 5-
or 6-nenbered aryl or heteroaryl radical, which may be bonded via an .
optionally at 4 ea suhst nd/ or may be
condensed wPtR &0 ﬁ%ﬁ’?r}f‘"ﬁ}the% g&f‘ﬁm egt%é’f'??'ﬂ? > or polycyolic
ri ng-syst enunsatutaﬂﬁi aratomEtic t{iageshmmmreﬂ hetwod:ycllclgng;gvh’nnmgéa atom forma

saturat ed,  URALU 2 Bl 3R APbAan Bt asPoRE AP HeBRRSAGY Sl kel 1 0.

whi ch may b nono-subs and con arn east e further
. het ercat om sember.i ng nenber, R17 represents hydrogen, an unbranched or
branched, saturated or wunsaturated, optionally at |east nono-substituted
Cl.6-ali phatl c radical, a saturat ed or unsat urated, optlonally at | east

mono- subst i Ritrearesgpts yidsrgap. ar unbrapehed prbrmpghads seirARA % | ng menber
cont ai ni Ny Gngaieafa, oplicidlg at RestrabneEubstituted Cy.s-aliphatic radical, a

saturated or unsaturated, optionally at least mono-substituted, optionally at

least one heteroatom as ring member containing Cze-cycloaliphatic radical ar

an opticnally at least mono-substituted, 5- or 6- membered aryl- or heteroaryt ...
radical, which may be bonded via an optionally at least mono-substituted Cq.e-

alkylene group andfor may:be condensed with an optionally at least mono- -
substituted mono- or polycyelic ring-system, '

R'8 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-substituted, optionally at -
least one heteroatom as ring member containing Czs-cycloaliphatic radicat or
an optionally at least sonio-substituted, 5- or 6-membered aryl- or heteroaryl

- radical, which may be bonded \}Ia an optionally at teast mono-substituted C1g-
alkylene graup and/or may be condensed with an optionally atjeast mono-
substituted mono- or polycyclic ring-system.

s




an optionally at |east nono-substituted. 5- or 6- nenbered aryl- or
heteroaryl radical, which may be bonded via an optionally at |eagtf S£EP 2 i
nono- substituted C16- al kyl ene group and/ or naybe condensed with an
optionally at |east nmono- - substituted nono- or polycyclic ring-system
R18 represents hydrogen, an unbranched or branched, safpgigbesoete

unsat Grat1ae: optionally at |east nono-substituted Cl-6-aliphatic radical, a
saturated or unsaturated. optionally at |east nono-substituted, optionally
at |east one heteroatom as ring nenber containing Cs.B-oycloaliphatic

radi cal or .. an optionall > ' ) -ROREorhenber ed
e a1 o,
east nonoa ii ’ T nsed w an
opti onal | t | - ' s - batputet tem I11S
27SFP . Zga%@f%%%‘fwﬁﬂﬁeﬁéﬁ%@%%S’é“ﬁ@%“‘é‘ﬁﬁéﬁﬁjé’??ﬁ? %é;‘gj n'“g;‘syil ai m 40
or 41, chaalipeécradical] asawategoptippallyat leagymonpsuDsty eﬁn '[95% e%t |y

sel ect ed f[?%g%%eh&é 1A A Fins i rhdtEb & corttaiding G5 oBfCs- cyclosliphatiat ed, branched
or unbranchéd, optionally at

east nonp-sybstituted Cl. 3: | phati c
radi cal , afasigabrvaiielymaydta Randedyiagn ?@%’5‘?‘*%”8? %Qq'fﬂq%g%'?édogf'i onal Iy at
| east one RpbehfienBlgisup, d\WitroRiyaAs, -ORH,aD00)RS; -SR" and -NRYBI%al i phat i ¢
radi cal, which may_be bon“ded \%a A gg%mgﬁl ag“_‘ é&) no- substi tut ed
Cl- or Cz- BIOly-sHEfERlY, selegtedomyhe OGRS -oﬁa:) 3, -SR14 and
-NR15R16  mpiehHy, CPs, SRCRb] oyclopbript eybidheyl, nh., gianmanb®@RR'Sting of H, F,
-ad, CH3, CH2CH3, CF3, CF2CF3; cyclopentyl, cyciohexyl, nitro. cyano and
-CR 12. 43. Conpounds according to any one of clainms 40 to 42, .
char act®r i Cedngountis accdrdingrio gn soe okclaims 4Qitan 2 shaestesized ipahRhed

Cl. 3-al kyl .-%qf}g%gglg H, &%ﬁ@g@ﬁ%a/omnb%nee ic,CENGBadidet, prefermamypHdeHgccor di ng

to any one characterized in that R6, R7, R8. RO are
each i ndepentiéh€Hg. sel ected fromthe group consisting of H a branched or
unbranched Cl1. 3-al kyl radical, cyano and a COORLl7 group

44. Compounds according to any oneé of claims 40 to 43, characterized in that R®,
R’, R®, R? are each independently selected from the group consisting of H, a
branched or unbranched Cs.5-alkyl radical, eyano and a COOR" group
preferably from the group consisting of H, CHas, CH2CH;s and cyano.

45, Compounds according to any one of claims 40 to 44, characterized in that R .
represents hydrogen or a branched or unbranched G1s-alkyl radical.

46. Compounds according to any one of claims 40 lo 45, characterized in that R™ |
~ s selected from the group consisting of unsubstituted phenyl, phenyl optionally
at least mono-substituted with a branched or unbranched Cs4-alkyl-radical, a
‘branched or unbranched C1-alkoxy-radical. a branched ar unbranched Ci-
perflucroalkyl-radical, a branched or unbranched Ci.e-perfluoroalkoxy-radical,
F, Cl, Br, cyclohexyl, phenyl, phenoxy, phenylthlo, benzoyl, cyand,
-C(=0)C1.0-alkyl, -C(=0)0C1z-alkyl, carboxy, -CH(OH){phenyl), “NRAR®
wherein R*, R® are each independently selected from the group consisting of
H, a branched or unbranched Cs.e-alkyl-radical, -CHx-CHz-OH and an
unsubstituted phenyl radical,

e




preferably fromthe group consisting of H CHs, CH2CH3 and cyano. Qﬁswp R
Conmpounds according to any one of clains 40 to 44, characterized i "t"%at““"“’“"'""
R10 represents hydrogen or a branched or unbranched Cl4-al kyl radical. 46.
Conpounds according to any one of clains 40 to 45, characterized in that
R11 is selected fromthe group consisting of unsubsti |, phenyl
opt'i ofHIMFCTat | east nono-substituted with a branched tgrﬁﬁ'ﬁﬁ%a?%%%ed

G a-al kyl -radi cal, a branched or unbranched Cl4-al koxy-radical, a branched
or unbr anchedndabdntubty thiasaeaabieyl, - r adi cal , a branched or unbranched

C, . 4-perfuoroal koxy-radical, F, d, Br, cyclohexyl, phenyl, phenoxy,
phenyithl o, benzoyl, cyano, -C(=0) Cl.2-al kyl, -C(=0)0OCl _ral kyl, carboxy,

- CH( OH) ( phgBiub.of gbRé@bformblr @)n RR, RB are each independently sel ected
fromthe group consisting of H, a branched or unbranched

Cl- 4-al kyl -radi cal, -CH2-CHz- nd apcrypsubstituted phenyl radical, lye
2.7 ,EP 20 9 ETOOL1PCT PCTI an unsubstituted thiazole radical, a
group of general fornula (AL aX YC§2M (A}, wherein nislor2, X represents
CHor N Y represents CH2, O .NRO} CHCOHlor C(=0O, Ris Hor a branched or
unbranched Cl -4-al kyl radi cal,\ gr of formula (B), N (B) 2 7 SEPP
2rt0$ ET0011 PCT PCT/ EP03103629 a group of fornula (C),

(A)' T .

wherein : -
nistor2,
X represents CHor N,
" Y represents CHp, O, N-RS, CH-OH or €(=0),
R® is H or a branched or unbranched Cys-alkyl radical,

a group of formula (B),

i ' (B)
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‘O a group of general formula (D). -R (D) . wherein RE) is H or ?E%)tg%%gp&d
or unbranched G -0-al kyl radical and a group of general fornula , e
\i W (E) wherein RE represents H, a branched or unbranched G . 4-al kyl
radi cal or a branched or wunbranched Cl-4-al koxy radical, Wrepresents a
bond between the two aromatic rings, CH2, CH OH or C(%dwepodBasss’ S EP 2006
ETOOOPHPOPCT/ EP03103629 Z represents CH2, 0, S, CHOH, (=0 or N-RF
where RE represents Hor a branched or unbranched C-4-al kyl-radical. 47.
Conpounds @q@gp@rmﬁﬁ-—(@w one of clains 40 to 44, characterized in that
R10 and R11l together with the bridging nitrogen atomforma saturated,.6-
menbered heterocyclic ring, which |Is at |east nono-substituted wth. a
met hyl radi cal and/or condense MO apounsubstituted or at | east
nono- substituted phenyl- or c adi cal, said phenyl- or
cycl ohexyl -radi cal preferabl-y—bei ng | e@st nono-substituted with F
and/ or OCH3. 48. Conpounds acc in y one of clains 40 to 47,
characterized in that RR2 represefits H “a Cl-4-al kyl radical, cyclohexyl
or,a phenyl radical,-preferably H CH3, C2H5 or phenyl. 49. Conpounds.
according to any one of clains 40 to(G)8, characterized in that R13
represents H, a Cl-4-al kyl radical, cyclohexyl or a phenyl radical,
preferably H  CH3, C2Hs or phenyl.

a group of general formula (D),

. N | |
_____/ l \>—R°
AN s

o) .

wherein Rp is H or a branched or unbranched Cy¢-alkyl radical -
and a group of general formutla (E),

wharein

RE repreéents H, a branched or unbranched Cq4-alkyl radical or a branched or
unbranched Cqs-alkoxy radical,

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

4§




50. Conmpounds according to any one of clains 40 to 49, char acteri,_é&ds'k.p,gﬁﬂs_m
that R14 represents H a Cl-4-alkyl radical, cyclohexyl or a phe a e
radical, preferably H, CH3, 02H5 or phenyl. 51. Conmpounds accordi ng to any
one of cl ai ms 40 to 50, characterized in that RI5 and Rl16 are each

| ndep oy selected fromthe group consisting of. H Pav/EBIsBeas ky|
radi ca cycl ohexyl" and a phenyl radi cal, pr ef erably selected fromthe
group consi st ng of H, C2H5 and_phenylk s, accordi ng to any

one of cl aZnepresents Chiz, Ocﬁa?’ﬁc@'ér P onN a‘the?ﬁ ‘%’gﬁ g M9 a

CL4-al ky! b iah s AN SHABBOY Sylzadibsiny| radical, preferably H  CrS,
C2H5 or phenyl. . Conpounds accordi-ng to"any.one of .clainms 40.to 52,

' characterl zed in that Ri'g represents H, a Cl-4-al kyl radical o, a phenyl

radi cag ﬁ@b R adbordiip tdiny pireoydainis4D 13 A4SEHradiedradsn that R™
RCT/.EP03/ 03629, ET

. 00 54, f clai 40
Lo 53, " chanei Riripgetar 1Ry ik bidginy aitgpsy AREAp AdaldaRaeons ©f Slaie 2)
pr ef er abl yniai?m’ywh Raeratyciivaing, esbichss at leaktronaysubstiied wieana! accor di ng

Lo any one of SLALE A0t 8o RGN RA bloh oot of C2HS.

2-[4-(2- oxphéiﬂ-hﬁrn:;folhhéxym-}‘medd wqppeqwmrpaﬁlphem-mql pr@f?@Lbeo 9H-

fl'uoren-2- Wf"& th F and/or OCH
2-[4-(2- oxgg%ﬁ%benzo fif—fug%tgé(tggm_ 1-yl)-pi per?'l din-1-yl]-N(9-oxo-9H
fluoren-3-yl)-acetam de); [3] :

2-[4- (42 OX%o oﬁﬁ@@%&irﬁiﬁg@d Q% 6h@oﬂ-cl§i:ﬁs40 017, Charadteyizéd IN-that B¥o- OH _

fl 3-y t d
N (4- benzoampaaty ) oSorsalis %éw%@f&f[wegy'&%‘%?'nPfffefa}"v H,

- pi peridin- gy sz@@,qf,r@ﬁyﬂe

49, Campounds ac_:cording to any one of claims 40 to 48, characterized in that R™
represents H, a Gy4-alkyl radical, cyclohexylora phenyl radical, preferably H,
CHa, CzHs or phenyl. ’

S
‘

 s0. . Co}nﬁounds according to any one of claims 40 to 49, characterized in that R™ -
represents H, a C1—4-alkyl radical, cyc!ohexyl or a phenyl radical, preferably H, :f
CHs, Csz or phenyl .

54. Con;pounds according to any one of claims 40 to 50, characterized in that R
and R are each independently selected from the group consisting of H, a
Ci-s-alkyl rédical, cyclohexyl and & phenyl radical, preferably selected from the
group consisting of H, CHs, CzHs and ‘phenyl.

52.- Compounds according fo any one of claims 40 fo 51, characterized in that RY
. represents H, a Cy-s-alkylradical, cyclohexyl or a phenyl radical, preferably H,
CHa, CzHs or phenyl. :

53. -Compounds according toany one of claims 40 to 52, characterized in that R'
represents H, a Cy-¢-alkyl radical or a phenyl radical, preferably H, CHz or

phenyl.
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- [5) N-(4-benzoyi-phenyl)-2-[4-(2-o0xo-4H benzo[d][1, 3] oxazin-1-yl) B2 SEP 2006 <
pi peridin-1-yl]- acetam de hydrochl ori de, [6] CEEEE o
2-[4-(2-o0x0-4H benzo[ d] [ 1, 3] oxazi n-1-yi)-piperidin-1-yl]-N(5-o0xo0-

5, 6. 7, 8-t etrahidro-napht hal ene-2-yl)-acet am de hydrochl oride, [.7]

2-[4- (2-ox0-4H benzo[ d] [ 1, 3] oxazi n-1-yl } pi peridi n-1-yl 9H-

f | uor BFPO41RAT) - acet am de hydrochl ori de. [ 8] kcﬁ%&éh&%%b

N- ( 3- benzoyi - phenyl ) - 2-[ 4- (2- oxo- 4H benzo[ d] [ 1, 3] oxazin-1-yl)- - '

. pi peridin-1-yl]- acetam de hydrochl oride, 150 27 STEFP 0116 ET0011 PCT

PCT/ EPO3/ 03629

[9 , : ized i :
2-[ 4- B4 oxGOEBPPW@;ﬁzW‘F‘EQQWﬂ]eﬁflcﬁ}'ﬂ?fi&tﬁgﬁ ghate §ﬁe]d"l1\l- alt-a(t)xo-i ndan- 5
yl ) - acet anfiagst twh Hllkhe residues R, R?, R3, R4, preferably R? and R®, do not represent
2-[4-(2-0x0-4H benzo[ d] [ 1, 3] oxazi n- 1-yl >pi peri di n- 1-yg- N- ( 1- oxo- i ndan-

5-yl) - acet BYA"@@Ehydr ochl ori de, [11] N-Indan-5

yl-2-[4-(2-0x0-4H benzo[d][1, 3] oxazin-1-yi)-piperidin-1 yl]- acetam de
hydr ochl or L de 1 . ' . ired in that R®

NE ( 2- BB ho 9'-“8PE%%%6?W‘5‘H9'?2 o 005 9f plais 40 0 B, P T T 3] oxazi n- | -

yl ) - pi peri @iCHzlenCJHs. acet am de hydrochl oride), [13]

N- (4- Cycl ohexyl - phenyl ) - 2-[ 4- (2- oxo- 4H benzo[ d] [ 1, 3] oxazi n-1-yl) -

pi peridin-1-yl]-- acetam de hydrochloride, [1 ‘. .

1- { 1-'[BB: ( 3Cambokinds aceaigyilheng er o 9“-%‘6&6‘%9@] piperidin-4-yl]-1,4

di hydr o- benzo[ d] [ 1, 3] oxazi n-2-one hydrochl oride, (15]

2-[4(2-oxo0-4H-benzo[d] [ 1. 3] oxazj . 1-yi.)-piperidin-d-y1i]ml )X0- 9H-
f1 uor en- 3=I1} 2-Flfe x%@r%ﬁ’?&ékﬂ’?é%@h@w?gweﬁeqléﬁ’lylyhl(g%XS_%HD ~

2-[ 4- (2- oxo- 4H-fhenarfedlif-dcetdmidazi n- | -yl ) - pi peridin-1-yl]-N-(9-0xo0-9H
fl uoren-3-yl)-propi onam de- hydrochl oride, [17]

N- (9- Et hyl - 9H-car bazol - 3-yl ) - 2-[ 4- ( 2- oxo-4H-benzo[ d] [ 1, 3] oxazi n-1-yl ) -
pi peri di n- [y | 2-p-2-axo-dél-henzafd][1,3]oxazin-1-yl)-piperidin-1-vi-N-(8=0xo-9H-

N-(9- Ethyl - 9H car bagal i3z ydimie], 4- ( 2--0x0- 4H benzo[ d] [ 1, 3] oxazi n-1-yl ) -

3]  2-[4-(2-oxo-4H-benzold][1.3]oxazin-1 ~yl)-piperidin-1-yl]-N~(9-oxo-9H-~
flucren-3-yl)}-acetamide hydrochloride,

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

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

[61 2-[4-(2-oxo-4H-benzo[d]{1 3loxazin-1-yl)-piperidin-1-yi]-N-(5-oxo-
5.6,7.8-tetrahidro-naphthalene-2-yi)-acetamide hydrochloride,

[71 2-{4-(2-oxo-4H-benzo[di[1 ,3]oxazin¥1-yl)—piperidin-1-yl]-N—(Q—bxc-gH—
fluoren-4-yl)-acetamide hydrachloride,

18} N-(3-benzoyl-phenyi)-2-[4-(2-oxo-4H-benzo[d][1 Sloxazin-1-yl)-
piperidin-1-yi}- acetamide hydrochloride,

15C




~ piperidin-1-yl]-acetam de hydrochloride, [19] N e
2-[4-(6-nmethyl - 2-oxo-4H benzo[ d] [1, 3] oxazi n-1-yl)-pi peridin-1- yI] N—%%
0x0-9H-fl uoren- 3-yi)-acetam de, 1$1 .,. 127SEP At% ETOQ | PCT

POTI EP03103620 [ 20]

2-[ 4- (6-net hyl - 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n-1 -yl } pi peridin N-(9-
oxo- 9HEfdowo#N- 3- yl ) - acet ami de hydrochl ori de, [21] PCT’EPW&JZQ
N-(9-Ethy|-9|—|-carbazo| 3-yi)-2-[4-(6-.net hyl-2- oxo- 4H

T il A B e e, (22

1-yl)-piperi d| n53yl)ya\qetam&§19am de, [23] N-(4 Cycl ohaxyl - phenyl ) - 2-[4- (6.
met hyl - 2- oxo4H benzo[ d] [1, 3] oxazi n- 1-yl)-piperidin-1=yl]-acetamn de
hydrochl ori de, [24]

N- ( 4- benz oyil@hh@gi(@-oxof4t-benaridlidyFlosaziy bYMRIRSEHIO AN (apXingpn 1.

1) -pi peri i n- Tyl sostiigtfydfachiitach! or i de, [ 25]
N- ( 9- Met hyl - 9H cdr’bazol - 3-yi’) - 2-[ 4- (2 0x0-4H benzo[ d] [ 1, 3] oxazi n- 1- yJ)

pi peridin-1-yl]-acetam de hydrochl oride, [26]

EF (9, (18] [Dllog] 9Mﬂddh15yﬂﬁ2-ﬁ=@%hr4%¢—bd mzcﬂil 1, Slemm?j@ﬁ;mwmd " -vi- de, [27]
enzo oxazi eridin-1-yg-acetam de hydrochl ori de,
N-[4- (Ethyl - pheﬁﬁ?ém%b;'drgﬁ@ﬁ CF *-2-[4- (2- oxo-4H benzo[ d] [ 1, 3] oxazi n-
1-yl)-piperidi n 1-yl]-acetam de hydrochl oride, 6-Mth I-2-o0xo0-4H benzo
1, 3] oxazin d][1,3 -

'met hyl - phené Mﬁia@%{ri]oq(qu‘tfer{ggg{%‘iégg- Hﬁc}%g():{ﬁ_‘%lr F?:I%zo[ ]E Toxazin

2-[ 4- (2- oxo- 4H bﬁfmnﬁf@fiﬁ‘l"ﬁiéﬁ%iﬁm@@?f%%ﬁoﬂé? ¥ din-1 - yI] N-[4 phenoxy-
phenyl }acet ami de hydrochl ori de, .[30]

N-[4-(1sopro henyl - am no q:
benzo[ d] (1, BEIV)XA*EK%CIQ'W?"Y&P&SXM{? (@ 9’1"[4"258{‘5?(1?]3@_31%8?8 W¥ride, i5b
piperidin-1-yi}- acsctamide hydrochlonde
[14] 1-{1 -[2-(3,%Dihidro-ZH—quimIinﬁ —yl)-2-oxo—e’§hyl]pipeﬁdin-4~yl}-1 4
dihydro-benzo[d][1,3]oxazin-2-one hydrochloride,

[15] 2-[4-(2-ox0-4H-benzoldi[1.3loxazin-1-yi)-pipeiidin-1-yi-N-(9-oxo-gH- *
“ fluoren-3-yly-2-phenyl-acetamide hydrochloride, - S -

(16] 2-{4-(2-oxo-4H-benzold][1,3loxazin-1 -yl)-piperidin-1-y}-N-(9-ox0-9H-
fluoren-3~yl)-propionamide hydrochloride, -

{'17] N-(9-Ethyl-0H-carbazol-3-yt}-2-[4-(2-oxo-4H-benzo[d][1,3joxazin-1-yl)-
piperidin-1-yl]-acetamide, |

(18] N-(9-Ethyl-9H-carbazal-3-yI)-2-[4-(2-ox0-4H-benzo[d][1,3loxazin-1-yl)-
piperidin-1-yi}-acetamide hydrochloride,

[19] 2-[4-(B-methyl-2-oxo-4H-benzo[di[1,3)oxazin-1-yl)-piperidin-1-yll-N-(9-
- oxo-8H-fluoren-3-yi)-acetamide, '
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3.7 3EP 2Ml6 - ET001 PCT PCT/ EPOS/ 03629 [ 31]

3-[4-(2- Oxo4H benzo[d] [ 1, 3] oxazm 1-yl ) -pi peridin-1-yl]-N(9-o0xo- Qﬁ-? SEP M0E.

fl uoren-3-yl)-propi onam de hydrochl oride, [32]

2- [ 4- (6-Chl or o- 2r oxo- 4H-benzo[ d] [ 1, 3] oxazi n-1-yl)-piperidin-1-yl]-N(9-
et hyl - 9H car bazol - 3-yl ) - acet am de hydrochl ori de, [33]

N- (4eGobpeeTpheny! ) - 2- [ 4- ( 2- oxo- 4H benzo[ d) [ 1, 3] oxazi EI/§A%%Rr i di n-
1-yl]-acetam de hydrochl oride, [34] '

2-[4- (6-Chl oro-2- oxo- 4H- bhenzo BEREHLEVIRNLGY | | - N- (4
chl or o- phadgl ) 2 TiRtB Fr e R T SpisRr- v pipenan YRS L] -1

2- [ 4- (8- Met hyl po-ONdiubren-Baf)zoetimide Bydrablofide,- yI ) - pi peri din-1-yI']-N-(9-
0x0- 9H f1 uoren- 3-yl )-acet am de  hydrochl oride, [36] 2

[ 4( 6- Chl or 0- 2- ox0- 4H benzo[d] [ 1, 3£$xazi n- 1-y|£ i |[|i di n- 1-3}I ]-N-(9-
0x0- 9H- f | yR1lenNAOyEhyledhbrarkagel-FryBrddHFometid: %’S&’% -
-N- (9- Hydr oxy- 9Bgﬁicxﬁgﬁaogéﬁﬁh;ﬁ}bﬁeﬁgnwmﬁgdertbchloride, .

benzo[ d] | 1, 3] oXazi pi peridin-1-ylj-acetam de hydrochloride, "- (38]
N (9- Hydr oxy-9H-fl uoren-2-yl)-2-[4-(2-oxo-4H benzo[d][1, 3] oxazi n-1-yl)

pi peri di n-dsyl \p \sler-BiyaHvoch 4 E-sethyl-38ko-4H-benzo[dif1,3]oxazin-
2-[4-(6- d{%%yogggg%@%ﬂﬁeﬁo r%.tl ] oxaﬂ—n- 1-yl)-piperidin-1-yl]-N(9-
hydr oxy- 9H f | udriéneigerdin-12¢ka ieny dr ochl ori de, [40]

N ( 9- Et hyl - 9H car bazol - 3-yl ) - 2-[ 4- ( 8- met hyl - 2- oxo0- 4H

b d[1,3] in-1-vyl)-pj i di - V] 1 ahde. [41
o6 eiehy1 SSbGudoRe bR P 1 b sy 20gbap senadlitmbiaan e, | )
trifl uor onet hy H-ygipgtidinded}-acetamideimdeashiosidede, |1$3 2. P SEP 2(1.

ETOO | PCT PCTI EP03/ 03629. [ 42] :

ohony! - aceloA deibbanshpbamia-H-setyf & oxoat Sertzodf SloRazn -
(2- oxo- 4H benzghdl Ll 3 QXA blethmidd hyirsidridion- 1 Y1 ] - N- (4-

[25] N-(8-Methyl-oH-carbazol-3-yl)-2-[4-(2-oxo-4H-benzofd][1.3joxazin-1-y1}-
piperidin-1-yl]-acetamide hydrochloride,

-[26] N—(§,10-Dioxo-9.1O-dihydro,-anthracene-z-yl)—2;{4—(2—0:(0-41-1—
benzo[d]{1,3loxazin-1 —yl)-piperidin-1-yl}-acetamide hydrochioride,

[27 N—[&(Ethyt-phenyI-amino}phenyl]72-[4-(2-oonH-benzo[d][1 ,3joxazin-
1-yh)-piperidin-1-yll-acetamide hydrochloride, :

[28] 2—[4—(6—Methyl-2-0xo-4H-benzo[d][‘l 3joxazin-1-yl)-piperidin-1-yl]-N-[4-
methyl-phenyl-aminoc)-phenyl}-acetamide hydrochioride, '

[29] 2-[4-(2-oxo-4H-benzo{d][1 3loxazin-1-yl)-piperidin-1-yi}-N-{4-phenoxy-
phenyl)-acetamide hydrochloride,

[30] N—[4—(isoﬁropyl—phenyl-amino)—phenyl]-2—[4—(2—oxc>4H- '
benzo[d){1,3]oxazin-1-yl)-piperidin-1-yl}-acetamide hydrochloride,
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- trifluoronethyl - phenyl)-acetam de hydrochl ori de, [44] .
2-[4-(6-Chl or o- 2- oxo-4H benzo[ d] [ 1, 3] oxazin-1-yi)-pi peridin-1-yl]
phenyl <acet am de hydrochl ori de, [45]

2-[ 4- (6-Chl or 0- 2- 0x0- 4H-benzo[ d] [ 1, 3] oxazi n-1-yl ) -pi peridin-1-yl]-N-(4-
trifluoronethyl-phenyl)-acetam de hydrochl oride, [46]

2- [ 4- EWO3IRETUH- benzo[ d] [ 1, 3] oxazi n- 1-yl ) - pi peri di n- 1- yf’f_?ﬁ?%?{%ar?ﬁ -

acet am de hydrochl ori de, [47] ’

N- (4- Chl or @ phenipl ip-Brd-4rilenbibidily | 31exaRitet-fiyplperidiot BY]-N-Gtaxcaliin- 1- i) -
pi peridin-1-yl]-acetam de hydrochloride, .[481

N- ( 4- Cyano- pherfioyenySyi-prom! -QQWQWEP&PFL 3] oxazi n- 1-yl ) - pi peri di n-
lyl ] -acet am de hydrochl oride, [49]

N- (4- dyano-phen -2-14-(8-net - - (¢ - 3] axaziag.l-yl) -
pi éeri Ui : i]%ti%@f%'{#ﬁ%gﬂ%l'ﬁg%h?‘gﬁ@@,'éwf%gﬁ'%%&e}”ﬁl ALY |
2- [ 4- (6- Chl or o-gthyhaM-datbbzal SayiibEatasiidedapdirechionige) - pi peri din- 1-yl ] - N- (4-
cyano- phenyl ) - acet anm de hydrochl oride, [51] t4

4- Acet hyl - phenyl ) - 2-[ 4- ( 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n-1-yl ) - pi peridi n-
(1- yl]- ac)ét m%u] delzﬂ;@mn[rmganﬂb?—[-ﬁ-@joxo-ﬂrfl-bén[zotd] ,3loxazin-1 -yﬁ-;?ipgri.cﬁ -
2-[4-(8-Methyl -2¢ @_égétgm-l LHibdde3] oxazi n- 1-yi ) - pi peri din-1-yl]-N-(4-
phenoxy- phenyl )-5 etam de drochl oride, i54 2..7 SEP 2006 ET0011 PCT
PGTI EP03/ 03629 [ 53] ’
N- (4--Acet hrl:%q phepite.cRpldto ko AH-BERzddIPK Bloddtirb ey afipdridin-3hydiddLin- 1-y1 ) -
*pi peridin- -y|]-acetamd] hydr o hoclil 54541 , _

N- (4- Acet hyl -ph%lﬂefmﬁh?nii‘ﬂ(’é?ﬁ’é‘f%bw YA benzo[ d] [ 1, 3] oxazi n-1-yl ) -
pi peridin-1-yl]-acetam de hydrochl oride, [55]

2- [ 4- (6- ChlQr 0- 2~ DX AR 0= 1= v e i e del 1 - N (4-
R e
- N- (4- Benzoy!| - phexuydii-idefen-3-8i)-msetapide hydochiefidgenz o[ d] [ 1, 3] oxazi n-1 -
yl)-piperidin-1-yl]-acetam de hydrochl oride, . .

[36] 2-[4-(6-Chloro-2-oxo-4 H-benzo[d]{1,3)oxazin-1-yl}-piperidin-1-yi]-N-{8-
oxa-9H-fluoren-3-yl)-acetamide hydrochloride,

{371 N-(9-Hydroxy-9H-fluoren-3-yi)-2-f4-(8-methyl-2-0x0-4H- L
benzo[d i .3Joxazin-1-yl)-piperidin-1-yll-acetamide hydrochloride,

[36] N-(@-Hydroxy-SH-fluoren-2-yl)-2-f4-{2-oxo-4H-benzo[d][1,3Joxazin-1-yl)-
piper%din-‘l -yiJ-acetamide hydrochloride, -

[39] * 2-{4-(8-Chloro-2-oxo-4H-benzo[d][1 ,3Joxazin-1-yi}-piperidin-1-yl}-N-(9-
' + hydroxy-9H-fluoren-3-yl)-acetamide hydrochloride,

[40] N-(9-Ethyl-9H-carbazol-3-y1)-2-[4~(8-methyl-2-oxo-4H- . !
" benzo[d][1.3loxazin-1-yi)-piperidin-1-ylj-acetamide hydrochloride,

41] 2-[4-(8-Methyl-2-oxo-4H-benzo[d][1 ,3loxazin-1-yl}-piperidin-1-yi]-N-{4-
trifluoromethyl-phenyl}-acetamide hydrochioride,
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[57] N-(4-Benzoyl -phenyl)-2-[4_(6-Chloro-2-o0xo0-4Hbenzo[d][1, 3] ox% %Elﬁz}ﬁ‘}

pi peridi n-1-yl]-acetam de hydrochl ori de, [58]

N- ( 2- Chl or o- phenyl ) - 2-[ 4- ( 6- met hyl - 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n-1-yi) -
pi peridin-1-yl]-acetam de, [59] 2-]4-(6-Methyl-2-o0xo0-
H benzo[d] [ 1, 3] oxazin-1-yl)-piperidin-1-yl]-N(2-
trifl BEOGHRETYI - phenyl ) - acet am de, (60] . PCTIEPA3/03629 .
2-[4-(6-Met hyl - 2- ox0-4H benzo[d][ 1, 3]oxazin-1 yi)-piperidin-1-yl]-N

phenyl - ace i _1 4536“31_ Lthvi-2-oxa-4H-benzold][1,3]oxazin-1-yi)-piperidin-1-yil-N-
N- (4- Cycl o@yfgb nyl %h_yz_-[o ! 1[ 2- 0x0- 4H benzo[ d] [ 1, 3] oxazi n-

4- (8- et hyl
1-yi) - pi peri di m!'@nwykqiceé%alqarhvg@chWPéch| oride, [62] :
2-[ 4- (6- Chl or o- 2- ox0-4H- benzo[d] [ 9, 3] oxazi n-1-yl)-piperidin-1-y1]-N-(4-

cycl ohexyl.- phenyl ) - acet am de & ﬂ{ gﬁhl or i,g %ﬁé A-yI-N=(4- .

N-( 2- BenzoEﬂ%Jp 2rox0-fif-nepz é LAIQXEER "?'éi]pf" . Toxg&l n-1-yl)-

gic_pﬁ;erE ipgig,%%é )ég]t{igﬁ(]ﬁbm&l@&phaﬂllpa&dtmiddmydmmidﬁ, SEP 2GU6, Ef0Q11PCT -
N (2- Benzoyl - phenyl ) - 2-[ 4- (8- net hyl - 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n-1 -

yl) - pi per | fig)- 12y4-16-Ghlpra@ictke-4ii-benszsid]itslouazip-dsf)-pipendin-1-yil-N-

N-(2-B | - ph |)-2-[4:{ 8- -i2- -4Hb d][1, 3] oxazin-1-yi)- .
o1 per i n- 1- yo- BevkRFea s nER i, 0P g beneol dlLE Sloxasin Aoyt
N- (2- Benzoyl - phenyl ) - 2-[ 4- (6- et hyl - 2- oxo- 4H benzo(d] [ 1, 3] oxazi n-1 -

l') - pi oG04 in-1-yh-piperidin-1-yi]-N-(4-
PP oo Tl il P J??‘i’jﬁ%’_“a?j":‘f‘z R ber 1 di 1 Y] - (4
phenoxy- pheny| ) tidsefomatad-rheay bath 4?:",‘3’ f‘?ﬁﬁo & _
N- (4- Acet hyi - phenyl ) - 2-[ 4- (6- et hyl - 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n-1-yl)

[ idin-1-yl]: t am hyd lLorid -
N (- Hyr o 48t BH-CpRhra-SHreoBIIE AR b e P Wz - 1-y1) -
pi peri di n- 1-yl | agst@iniia dedrogkiondk| ori de, [ 70]
2-[4- (6- Chl or o- 2- oxa- 4H-benzo[ d] [ 1, 3] oxazi n-1-yl ) - pi peridin-1-yl]-N(9-

47 N-(4-Chtoro-phenyl}-2-[4-(8-Methyi-2—oxo-4H-benzo[d]{1 ,3Joxazin-1-yl)-
piperidin-1-yl}-acetamide hydrochioride,

[48] N-(4~E;yano-phenyl)-z-[4-(2-oxo-4H~benzo[q}[1 Sloxazin-1-yl}-piperidin- .
> 1-yll-acetamide hydrochloride, : :

[49] N-{(4-Cyano-phenyl)-2-[4-(8-methyl-2-oxo-4H-benzold][1,3joxazin-1-yl)-
piperidin-1-yl]-acetamide hydrochloride, -

) [50] 2-[4-(6-Chloro-2-oxe-4H-benzod](1 ,3loxazin=1-yl}-piperidin-1-yl]-N-(4-
. cyano-phenyl)-acetamide hydrochloride,

[51] N&-(i-Acethyl-phenyl)—2—[4—(2—oxo-4H-benzo[d][1,3]oxazin-1-y!)-piperidin-
1-yil-acetamide hydrochioride,

[62] - 2-[4-(8-Methyl-2-oxo-4H-benzo[d]|1 .3Joxazin-1-y)-piperidin-1-yl]-N-{(4-
phenoxy-phenyl)}-acetamide hydrochloride,

by




axo-9H-fl uoren-2 yl)-acetam de hydrochloride, [71] : e 200814
2-[ 4- (6- Met hyl - 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n- 1-yl ) - pi peridin-1-ylJ 2I\Z (55 b
0x0- 9H-fl uoren- 2-yl ) - acet am de hydrochl oride, [72]

2- [ 4- (8- Met hyl - 2- ox0- 4H-benzo[ d] [ 1, 3] oxazi n- 1-yl ) - pi peridi n-1-yg- N-(9-
0x0- 9H-f | uoren- 2-yl ) - acet-am de hydrochloride, . [73]

2- [ 4- E30@HPST 0- 2- ox0- 4H benzo[ d] [ 1, 3] oxazi n-1-yi) - pi peﬁCJ{Eﬁpygiilsl‘Z?_ N (9-
hydr oxy- 9H-f | uor en- 2-yl ) - acet am de hydrochl ori de, [74]

N- ((9-"Hydr Oaen OHK P21 (b-EifioRt-Bb4R-trRoldlH Sloxazin-1-y1)-
“benzo[d] [ 1, o;iét!‘z(lh?_l-_e;ﬁw B?pﬁe)ii ([ji glb 1- %%cet am de hydrochloride, icL 27
SEP2A  ET0011 Piegrigiat @IB!S*QQWF%% fide, o

N- (9- Hydr oxy-9H-fl uoren-2-yi)-2-[4-(8-nmethyl -2 oxo-4H -

benzo[ d] [ 1, 3] oxazi n-1-yl)-pi peridin-1-vl1l-ace i ouipe, 76
N (o~ Hyd olflor NresB oM TR R PR R e iie. - 1 7O
benzo[ d] [ 1, 3] oxgipbAdik=ti)-apit@eidodivdrdciydrideacet ani de hydrochl oride, [Ti]

. N- (4- Cycl ohexyl - phenyl # 2-[4-(7-fluoro-2-ox0-4H benzo[d][ 1, 3] oxazin-1-

Yyl }piperidin-lI-ylj-acetam de hydrochl oride, [78]. N-(9-Ethyl-9H carbazol-3
yi ) - 2- [ 4- ( f54] uiae{@-ChiareB-bxobtii-bened[HIl1.3jcoraini TryiPipeydipilndi-Ndfin- 1 :

X (9 Et hyl - ob+ cHPRRSUASYFposafife wdrochionde, 4y, -
benzo[ d] [1, 3] oxazi n-1-yl } pi peridin-1-yl]-acetan de hydrochloride, [80]
N-(9- Et hyl '[%:t)cf{{_ 35‘%2;?%_:%%nzé:rjr[gi:éﬂmaﬁ&hﬂhx&#ﬂx&rﬁ [1.3loxazin-1-

benzo[ d] [ 1, xazin-1. di h-1-yi ] -acet am de hydrochl oride, [81]
2- [ 4- ( 5- Chl or o- Zhwirsridi-bylkeeptgde BYBREIPHER - vi ) - pi peri din- 1-yl ] - N-(9-
et hyl - 9H carbazol -3 yl ) acet am de hydrochl ori de, [82]

2 S L 2 S ambe RS ool Bt ok BB bz (4~
2-[4- (6-met oxy- Wﬂhﬂﬂy@@ﬁmﬁ'aﬁe{ﬂy&@m&mm- 1-yi)-piperidin-1-yl]-N(9-
0x0- 9H fl uoren- 3-yl)-acet am de, '

[58] N-(2-Chloro-phenyl)-2-[4-(6-methyl-2-oxa~4t-benzofd]{1,3]oxazin-1-yi)-
piperidin-1-yl}-acetamide,

[69] 2-4-(6-Methyl-2-oxo-4H-benzo[d}[1.3]oxazin-1 ~y)-piperidin-1-yl}-N-(2- .-
- trifiuoromethyl-phenyl}-acetamide,

160] 2-[4-(6-Methyl-2-oxo—4H—benzé[d][1 ,3loxazin-1-yi}-piperidin-1-yl}-N~-
phenyl-acetamide,

[61] N-(4-Cyclohexyl-bhenyl)-2-[4~(8—methyl—2~oxo-4H—banzo[d][1 3Joxazin-
1-yi)-piperidin-1-yll-acetamide hydrochloride,

[62} 2-[4-(6-Chlor0-2-0x0;4H-benzo[d][1]3]oxazin-1-yl)-piperidin—1‘—yl]-N-(4-
cyclohexyl-phenyl)-acetamide hydrochloride, :

[63] N-(2-8enzoyi-phenyl)-2-[4-(2-oxo-4H-benzald][1 3loxazin-1-yl}-
piperidin-1-yl]-acetamide hydrochloride,
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[84] N Di benzofuran-2-yl-2-[4-(8-netoxy-2-oxo-4H benzo[d][1, 3] Oxaﬁ'f‘g%p’)ﬁ@éii:-a
pi peridi n-1-yl ] - acetanide, [85]
2-[4(7-Chl oro-2- oxo- 4Hbenzo[d] [ 1, 3] oxazin-1 yi)-piperidin-1-yi]-

di benzof uran-2 yi -acetamde, 1 Sa' 27 SEPr?AN, t ET0011 PCT PCT/ EP03/ 03629
[ 86] ‘

2- [ 4- EB0ANRQN 0- 2- 0x0- 4H benzo[ d] [ 1, 3] oxazi n- 1-yl) - pi perl.ngo%naeﬁ N-(9-
0x0-9H fl uoren-3-yl)- acetam de, [87]

247FI 3dkaeih-Ty| ] - N- ( 9-
hy([jr Ogy A uor?ié% W*ﬁgggﬁ%ﬁ#ﬂs o litybenau[diEn daxazin-1yl ] - \- (

N- ( 9H- Car bazol -yi-piper ﬂf’ﬂk‘@ﬁﬁ%’f“ﬁ?lwﬁ QBQQQ“Q‘H benzo[d][1, 3] oxazin-1-.y
1) - pi peridin-1-yl]-acetan de, [89]

o G o A0 ek T Y1)

pi peri di n- 6%

N- (9H- Car bazol ﬁpyﬁdn.ass[ﬂdadeﬁamﬁbwgmzhbndem—l- benzo[-d] [ 1, 3] oxazi n-1
yl')-piperidin-1-yl]-acetamde, [91]

N- (9- Et hyl - 9H Car bazol- 3-yi ) - 2-[ 4- (5- met oxy- 2- 0x0- 4H=

benzol[ d] [ 1k oxeq2Behzypyiphenpipe:EHE-meiyi-Groetnbrarold) bdlexazin-1-

2-[ 4- (5- Met oxy 3] oxazin-1-yi)-piperidin-1-yg-N(4-..
phenox$phenyl )ék%g%émpﬁﬁﬁ?gﬁéé | -
N-(9- Hydroxy-9H-fl uoren-3-yi)-2-[4-(7-nmethyl - 2- oxo- 4H

b d 1 | diHi-yi}-N-(4-
TS At et oo st i

benzo[d][ 1, 3] oxﬂ&&ﬂwwpyﬂy‘ﬁﬁﬁtﬁ@‘q% i’“ir}ﬂ ?{Qéet am de, [95]
N- Di benzof ur an- 2-y1- 2-[ 4- ( 5- et hyl - 2- oxo- 4H benzofd] [ 1, 3] oxazi n-1-yl) -

N (B Eyll e AP Ppd R - B PR 2 e il pasin 0

. piperidin-1-yll-acetarnide hydrochloride,

[62] N-{9-Hyd roxy-QH—ﬂuoren-3—yl)—2—[4-(2~oxo~4Hwbenzo[d][1 J3loxazin-1-yl)-
piperidin-1-yll-acetamide hydrochloride,

[fO1 2-[4-(B8-Chloro-2-oxg-4H-banzo[d]{1 3loxazin-1 -yl)-pipeﬂdln-’l-yl]-N-(Q- .
mxo-8H-fluoren-2-yl)-acetamide hydrochloride, -

[71] 2-[4-(6-Methyl-2-oxo-4H-benzo[d][1 .3loxazin-1-yl}-piperidin-1-y{]-N-(8-
oxo-9H-fiucren-2-yl)-acetamide hydrochloride,

[72]  2-{A-(8-Methyl-2-ox0-4H-benzo[d][1,3loxazin-1-yl}-piperidin-1-yil-N-(S-
oxo-9H-fluoren-2-yl)-acetamide hydrochioride, .

[73] 2-4-(6-Chloro-2-oxo-4H-benzo[d][1 3loxazin-1-yl)}-piperidin-1-yl-N-(9-
hydroxy-2H-fluoren-2-yl)-acetamide hydrochioride,

[74] N-(9-Hydroxy-@H-fluoren-2-yl)-2-[4-(6-methyi-2-oxo-4H-
benzold][1,3]oxazin-1-yi)}-piperidin-1-ylj-acetamide hydrochloride,
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benzo[d] [ 1, 3] oxazin-1-yl }piperidin-I-yl]-acetamde, t58 1 2.7 5E§;2§93]i§.w

ETDO11PCT PCT/ EP03103629 [ 97]
N (9H Car bazol - 3-yi ) -2-[ 4- (8- chl or o- 2- oxo0, 4H benzo[ dj [ 1, 3] oxazin-1 -yl ) -
pi peridin-1-yl]-acetam de, [98]

N[ 4- lE:_Et h%lfcjphenyl -am no) - phenyl | - 2-[ 4- (8- met 0) i - 2- oxopdtiEro3i03629
benzo ] oxazi n-1-yl)-piperidin-1-yl]-acetam de, [99]

N-(9- Hydroxy 9H- f | uoren-4-yl)-2-[4-(2-oxo- 4H-benzo[lq‘][1 3] oxazin-1-yl)-
pi peri di n-ggsyl N aymglgﬂ.ﬁma}-?_-yi)«2{4—(8-methyl-2-oxo

§I|-§4p|( EZ?:‘ ST%% c}/@gﬁ Ih Pﬁ?@ﬁfﬂ&nlﬂyd-gc&éﬂid@hdhﬁmél [ 1, 3] oxazi n- 1-

N- 14- Chi or o- 2- (2 chl or o- benzoyl ) - phenyl ] - 2- [4 (6-nettiyl-2- 0X0- 4H

b d 102

N4 cnl orgoh. (G ydikst e ?g“ﬁé%ﬁ‘j ol ";‘:"de‘“[ ]

benzo[ d] [ 1, 3] ommd]m%ﬂqxapmév)-@m%ﬂﬂw Faeele etévdﬁ?ﬂ\j%?rori de, [1031
N-[ 4- Chl or 0- 2- (2- chl or o- benzoyl } phenyl ] - 2 [ 4- (8- met hyl - 2- oxo- 4H

b d)[ 1, 3] oxa 1-yl din-1- 104
N[ 4- Cnt orF7b- (e cRyBhebUpRBgTIHETg o Fa B bt pe 1104
benzo[ d] [ 1, 310X pzhiBerldiNi1:f-Aeitarida-hldchiosidet am de hydr.ochl ori de, [ 105]

2-[ 4- (7- Met hyl ~Z-'oxo0- 4H benzo[ d] [ 1, 3] oxazi n- 1-yl ) - pi perldln 1-yl]-
t hi azol e-2-yl-acetam de, [106]

2h[ 4- (|6 Fl e 0 M- mwgfbwbaidﬁsﬂ}zlbﬁaﬁmma—ﬂr%w% peridin-1-ylj-

t hi azol e- 2 y ceta 7 I ,

y1-2- [ 4- (5- et W@ﬂ%&o% 'y Mé}ﬁﬂ??afﬁ I2RRA8s Rydrochloride

benzo[d][1, 3joxazin-t-yt)-piperidin-1-yl]-acetamde, |5~ ~ 2 7 SEP 2006

PCT/ EPO3/ O%fg l@f@e%]gﬂﬁgﬁ-carbazol-3-yI)—2—[4—(6—metoxy—2—oxo—4l—l-
benzold][1,3]oxazin-1-yi)-piperidin-t-yll-acetamide hydrochioride,

[80] N—(Q—Ethyl-gH—carbazol-S-yI)-2—[4—(7—methyl—2-oxo—4H—
benio[d]ﬂ .3joxazin-1-yl)-piperidin-1-yi}-acetamide hydrochioride,

[81] ' 2-{4-(5-Chloro-2-oxo-4H-benzold]i1, 3joxazin-1-yl)-piperidin-1-yl]-N-(e-
« ethyi-QH-cérbazol-S-yl)acetamide hydrochloride,

82] 2-[4-(5-Fiuoro-2-oxo-4H-benzo[d}{1 BJoxazin-1-yl)-piperidin-1-yf]-N-(4-
phenoxy-phenyl}-acetamide hydrochloride,

[83] 2-[4-(B-metoxy-2-oxo-4H-benzoldjf1 ,3Joxazin-1-yi)-piperidin-1-yi}-N-(9-
oxo-9H-fluoren-3-yi}-acetamide,

[84] N-Dibenzofuran-2-yl-2-{4-(8-metoxy-2-oxo-4H-benzold]j1 3Joxazin-1-yl)-
piperidin-1-yl}- acetamide,

[85] 2-]4~(7-Chloro-2-oxe-4H-benzo[dl[1,3Joxazin-1-yi)-piperidin-1-yi}-N-
dibenzofuran-2-yl-acetamide,
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- [108] 2-[4-(7-Chloro-2-o0xo0-4H=benzo[d][1, 3] oxazin-1-ylrpiperidin- bf?y'&%'ﬁ %{z?p

di benzot hi ophene- 2-yl - acet am de, [109]

2-[ 4- (5- Hydr oxy- 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n-1-yi)-piperldin-1-yl]-N-(4-
phenoxy- phenyl ) -acet am de, [110]

1-{1- [52%3 4- Di hydr o- 1H-i soqui nol i ne- 2-yl ) - 2- oxo- et hy| bepiPidsgdd- 4-y-} -
1, 4- dFRAEenzo( d] [ 1, 3] oxazi n- 2- one hydr ochl ori de, [111]
2-[4-(6-Fluoro-2-oxo-4Hbenzo[d][1, 3] oxazin-|-yl)-piperidin-1-yl]-N

qui noi i ne- @y AEEBATISHR.2-dld4H-benzold][1,3loxazin-1-yl)-piperidin-1-yl|-N-(S-

2- [ 4- (6- Met hoxy- 2- -4H- henzol d] ] 1..3] oxazi n-1-yl)-piperidin-1-yl]-N
qui noi i ne- 6-yl -%%ﬁﬁ'%&?’%ﬂf[f{ce&maé’ : :
2-[ 4- (6- Chl or 0- 2- ox0- 4Hbenzo[d] [ 1, 3] oxazi n-1-y1)-piperidin-1-yi]-N

qui noi i ne- 6=yl - ace 1 de, 141, .2+ - i od] [ 1;

3] oxazi n- 1¥yt) %‘%@?Ffpmgﬁz-zfg %?%_6'[(1?[@:3@%@1@0%%6'* hynpaet

met hyl - benzot hitadehe-Bi-flugreaceyikatetamide,.1 15] '

2-[4- (6-Chl oro- 2- oxo-4H benzo[ d] [ 1, 3] oxazin-1-yl)-piperidin-1-yl]-N(2
nmet hyl - benzot hi azoi e- 5-yl ) - acet-am de, &116 i1

2- [ 4~ ( 6- MelgBbx N-(othsupaznk-A3br 2+4-0-mesy. %-ioerl?ﬁfws‘-ﬂﬁal%ﬁlawft Y11-N-(2-
nmet hyl - benzot hi _ﬁbgﬁcﬁﬁML I_g&qé,ﬂmege, [117]

N- ( 3- Di net hyl ami ‘no- phenyl’)- 2-[ 4- (2- oxo- 4H be nzo[d][1, 3] oxazin-1-yl)-

pi peridi n-1-yg-acetam de, [118] . :

N- (4- Di net aNpoHRIERNEal-330 - A4-B5-Mudro S-biwed inbehed[H][ 1 3jcxazint aylk- yi ) -

pi peridin-1-yl]-ace agiﬁ&t_a Ge%atSO. 2 7 SEP NO ET0011 PCT PCT/ EPO3/ 03629 [ 119]
N- ( 3- Di et hyl arﬁ‘ﬁ?ﬂ‘{%' Mirde -T'ES’( 8- net hyl - 2- oxo- 4H

benzo[d] [ 1,.3] oxazi n-1 -yl }piperidin-1-yl}-acetanide, [120]

N- (4- D et ani, NG - . -
benzol o [ 116] AT APk DA A ety Bbol ooz
N- ( 3- Di et hyl anyipipgtidinyl-yli-acetamid®. net hyl - 2- oxo- 4H

o1 N-(Q-Ethyl-gH-carbaqu-s«yl)—2-[4-(5-metoxy-2-oxo-4H-'
benzo[dl[1,3loxazin-1-yl)-piperidin-1-yll-acetamide,

[e2] 2-[4-(5-Metoxy-2-oxo-4H-benzo[d]1 ,3loxazin-1-yi)-piperidin-1-yl]-N-(4- .
phenoxy:phenyl}-acetamide, : &

- [93] N—(Q-Hydroxy-QH-ﬂuoren»S—yl)-2~[4-(7-methy|—2-oxo—4l—!-
benzo[d]{1,3]exazin-1-yl)-piperidin-1-yl}-acetamide,

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

195] N-Dibenzofuran-2-yl-2-4-(5-methyl-2-oxo-4H-benzo{d}{1,3Joxazin-1-yl}- '
piperidin-1-yil- acetamide,

[96] N-[4-(Ethyl-phenyl-amino)-phenyl]-2-[4-(7-methyl-2-oxo-4H-
benzo[d]{1,3}oxazin-1-yl)-piperidin-1-yil-acetamide,
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- benzo[d] [1, 3] Oxazin-1-yl)-piperidin-1-yl]-acetamn de, [122] 97 SEP MG
N- (4- Di et hyl am no- phenyl ) - 2-[ 4- (6- net hyl - 2- oxo0- 4H - T
benzo[ d] [ 1, 3] oxazin-1-yl }pi peridin-1-yl]-acetam de, 1123]

N- (4- Di et hyl am no- phenyl ) -2-[ 4- (2- oxo- 4H benzoj d] [ 1, 3] oxazi n-1-yl) -
plperidin-1-yl]-acetam de, [124]

2- { 2-gmo(12eOxo0- 4H benzo[ d] [ 1, 3] oxazi n- 1-yi ) - pi peri dl n-?L(-:-{;/l%Fj(]s{wsgg

acet hyl am no}-benzoic acid nethyl ester, [125] "

2-{2-[4- (8 et byl -4ts benzal QU@ZHbAn O[T, Bexain-yl)- V1 |

acet hyl amﬁ%ﬁf- E%@%?g%%%é? Pr&?ﬁ@l[(ge&s]gaé% [ 126] ety

N- ( 2- Met hoxy- dpipendinf1rylacatagide. 2. [ 4( 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n- | -
yl)-piperidin-1-yi]-acetam de hydrochloride, is [1271

N 2-[ 4- (6- Chl or o- 2- oxo- 4H benzo[ d] | 1, 3]0 in-1-vl)-pigeridin-1-yi]-N

( 2- met hox g8l béhwoﬂﬁmmew‘-we&l—&‘ﬁ@%ﬁ%@%ﬁﬁ‘&ﬁ%ﬂ%%ﬁ&ﬁ128] |

2 {2 [ 4- (6 O QpRsdtapx Sloboergopblidindl pazitambey| ) - pi per i di n- 1-y11] -

acet hyl am no}-benzoi ¢ acid nethyl ester, [1291 2-{2-[4-(6-Methyl

- 2- 0x0- 4H-benzo[ d) [ 1, 3] oxazi n-1-yl ) -piperidin-1-yi]- acethyl am no}-benzoic
aci d met %bgfs thEfo-HNoxy-08-fudre 2408)-2-BF eardi-heuroliib Siragind!-yk3 0]
2-[ 4- (6- Chi or o- 2- 0x0- 4. ben o'.g [9,3]oxa2in-1-yl)-piperidin-1 yl]- N (4-

di et hyi am no- pmid)“-‘éﬁ’gﬁﬁfa&h hydrachl ori de, [131]

2-[ 4- (6-Chl or o- 2- 0x0- 4H-benzo[d] [ 1, 3] oxazin-1 yl)-piperidin-1-yqg- N-{4-

[ et hyl - (2- -et hyl ) - am -Emﬂw_ IHgxslsfydrochl oride, i [132]
N-{4-[ Et hyﬁqx@?ﬁyﬁﬁ%ﬁ%?/)yé%iﬂf#m noj - phgﬁéﬁq’%ﬁ 4- ( 6- net hyl - 2- oxo- 4H
benzo[ d] [ 1, 3] oxenzaldlf1\Algxsize WW@W?J‘Y&'@E?@ 4% di hydrochl oride, [133]
N, (4- Di et hyl anmi no- phenyl ) - 2-[ 4- (6- met hyl - 2- oxo4H _

benzold] (1,3 0xazt b X1 B BSLL Ao S Bomeislonstl 1 oo

benzold]{1,3loxazin-1 -yl)}-piperidin-1-yl]-acetamide,

(102} N-I4-ChIor0-2-(2-chIoro-benzoy!)-phenyl]—Z-[4—(2-oxo—4H~
benzo[d][1.3]oxazin-1 -yl)-piperidin-1-yll-acetamide hydrochlqride,

[103] N-[4—Chlor6-2-(2-éh!oro-benzoyi)-phenyl]~2—[4-(8»methyl-2—oxo-4H—
i benzo[d)[‘l /3loxazin-1-yl)-piperidin-1 -yil-acetamide hydrochloride,

[104] N-{4—Chloro-2—(2-chloro-—benzoy!)—phenyl]-2~[4—(6-chioro-2-oxo-4H—
benzo[d][1,3loxazin-1-yl}-piperidin-1-yl}-acetamide hydrochioride,

. [108] 2—[4-(7-Methyl—2—oxo—4H—benzo[d][1f3]oxazin-1 y)-piperidin-1-yl}-N-
thiazole-2-yl-acetamide,

[106] 2—[4-(é-F luoro-2-oxo-4H-benzoldl[1,3Joxazin-1-yl)-piperidin-1 -yl}-N-
thiazole-2-yl-acetamide,

[107] N-Dibenzothiophene—2-y1-2-[4-(5-methoxy—2-oxo-4H-
benzo[d]{1,3loxazin-1-yi)-piperidin-1-yl}-acetamide,
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- [134] N-(4-Di ethyl am no- phenyl r 2-[4- (8- net hyl - 2- oxo- 4H

benzo[ d] [ 1, 3] oxazi n- | -yi } pi peridin-1 yl]-acetam de di hydrochl ori dé.7 SF738p «*

N- (4-[ et hyl - (2- hydroxy- et hyl ) -am no] - phenyl ) - 2- 14- ( 8- net hyl - 2- oxo- 4H

--benzo[ d] [ 1, 3] oxazi n-1-yl)-pi peridin-1-yg-acet am de di hydrochl ori de, [ 136]
N-Benzo[ 1, 3] di oxol - 5-yl - 2-[4- (2- oxo- 4H benzo[ d] (1, 3; oX '

pi per etoor4deTyl | - acet ami de, [ 137] RERposiotkls

N- Benzo[ 1, 3] di oxol - 5-yi -2-[4-(6-met hyl - 2-oxo-4H b enzo[d][1, 3] oxazi n-1 -

I i per 1) -1yl idin-1-yll-N-
KI— IBeﬁlzg[ 1I g]ogl &%‘r@@ﬁ'ﬁ@y 918-»4?- I Ol[’d(:i‘)[‘l 3]%)§<a§ln4l+yl:))_pépr?;ol[n(5] Eyl 3] oxazin-1- ~ .
yf) - pi peri di n- |m|;eszoﬁumlmec?eyl-é[

N-Benzol[ 1, 3] di oxol - 5- y1l-2-[4-(8-net hyI 2- oxo- 4H benzo[d][l 3] oxazin-1 -
yl)-piperidin-1-yl]-acetamde,

N-{ 4- [ et hy[10@p- &;ﬂd(fnlsdydrém?mé{# H%'}ZOMQ@P’FZP' Yireieeidin-ili-h-(4-
benzo[d] [1, 3] ox&@ne,%]? J-aeadide; 1 yl]-acetam de di hydrochl oride, 1b2
2.7 SP 213r,' > 03103629 ETOO011PCT [ 141]

2-[4-(6-Cnl oro- 2- oxo-4Hbenzo[ d] [ 1, 3] oxazi n- 1-vylI peridin-I- %U-N-(4-
di met hyl any @%ph?i -SMWH-I&QWIaeIﬁ-)d)Z-@GO—eBMZ}'PE" in-4-y

N (9- Hyd
beElzol[_b(;] HX%] ox B41 h 1¥?;é]|{12§1°§a%é-2 %%cm de, [ 143]
BI—(Q I[Efj]h%/ll 9H car bazol - 3 y|) 2-[4-(4- rretéhgl 2- 0X0- 4HdM] -~

enzo X REA -N-

2-[4-(4- I\/eﬁﬁbl? g’%’i?;%?}hg%%%g{gj c#dc]ygzll n- | W)qf)?pberl dlyn -yl ]-N-(4-
heno h I y) -Weac

g (eg %2 Ezego)iﬁ ﬁenzo[d] [ 1, 3] oxazin-1-Yl)-piperidin-|-yl]-acetam no)-
b d, I

16? iOI[(Z: ?g&ﬁmg)EﬁJﬁeﬁlﬁtW%oﬁo'&ﬁmFBde SR 1P rp_e)r/lﬂ LYERG.- et hyl ] -

quinoline-6-yl-acetamide,

[1138] 2-[4~(6-Chloro-2-oxo-4H-benzo[d][1 ,3]oxazin-1-yi}-piperidin-1-yi]-N-
quinoline-8-yl-acetamide,

[114] 2-[4-(6-Fluoro-2-oxo-4H-benzo[d]{t :3joxazin-1-yl)-piperidin-1-yll-N-(2- . :
| methyl-benzothiazole-5-yi)-acetamide,

[115] 2-{4~(6-Chioro-2-oxo-4H-benzo[d][1,3]oxazin-1 -yl)-piperidin-1 -yI]—N-(Z-
methyi-benzothiazole-5-yl)-acetamide,

[14€] 2—[4-(6-Methcxy-2;bxo-4H-benzo[d][1 ,3loxazin-1-yl)-piperidin-1-yl]-N-(2-
methyl-benzothiazole-5-yl)-acetamide,

[117] N-(S—Dimethylamino—phenyl)-2-[4-(2-oxo-4H-benzo[d][1 Sloxazin-1-yi}
piperidin-1-ylJ-acetamide, ’

[118] N-(4-D1methylammo—pheny!)—2—[4-(2-oxo-4H-benzoId1[1 .Sloxazin-1-yi)-
piperidin-1-ylj-acetamide,
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- piperldin-4-yi)-1,4-dihydro-benzo[d][1, 3] oxazi n-2-one, [147]

6- Chl oro-1|-(1-[2-(6-Fuoro-2-net hyl -3, 4-di hydr o- 2H qui nol i ne- | - y| ) ?27 g

0xo0- et hyp-pi peridin-4-yr}.1, 4-di hydro-benzo[ d] (1, 3] oxazi n-2-one-, [148]
1-{1-[2- (6-Fl uoro-2-nethyl -3, 4 ihydro-2H qui nol i ne-1-yi) - 2- oxo ethyl]-

. piperidin-4-yi)-6-nethyl-1,4-dihydro-benzo[d][1, 3] oxazu& b1 [ 149]
141- [ Z10®IFETor o- 2- net hyl - 3 4-di hydr o- 2H qui nol i ne-1-yl')- -oxo et hyl ] -
pi peri di n-4- yI) 8 nethyl-l , 4- di hydr o- benzo[ d] [ 1, 3] oxazi n-2-one, [150]
1-{1-]2- (GL % ;ha‘.ﬁhawl 248 irfeytel-2-c&d-4H nol i ne-1 -yl ) - 2- oxo-
r| |n-

ethyl]-pip Q- benz ﬂ) xazin-2-one; [151]
6- Chl oro- 1 - [129'(@ t: B’f@f"? 'Z%'Q%‘ﬁb?‘% al:ﬁti'l *hydr o- 2H qui nol i ne-|
yi) - 2- oxo- ethyl] plperldln 4 yl)-1, 4-di hydro- benzo[d][l,S]oxazin-2-one,

}1% [ZZ (SGZPf ﬁ%&gjﬂiwmt? ﬁg\%ﬁg%iigg‘ﬁ\%ﬁ%h ui noI ine-1-yl)-2-oxo-

et hyl ] - pi peri di perkofdiit; aemzimwyl}kplplemﬁ!myfﬂleacbm €d] [ 1, 3] oxazi n- 2- one,
[ 153]

1-(1-[2-(6- Met hoxy-2, 2, 4-trinethyi-3, 4-d, hydro-2H gui nol i ne-|-yl)-2-o0xo
et hyl ] - pi perali N-{8-1i meﬂwlmmh;nhenyl)-z-[&(ﬁ-mtbﬂﬁ@ﬁb‘t [ 1, 3] oxazi n- 2- one,
154] N- (9- Hyd <12 fl thyl - 4H .
[154] N-(9-Hy ' paY: ﬁf@twggp?,gm)ll.ﬁe&d@n 4 2meratnibie) 1 uor met hy ,

benzo[ d] [ 1, 3] ox 1-yl]-"acet am de, [ 155] - '
N-(9H-carbazoi 3-yl)-2-[4-(2-0x0-7-tri luornethyl-4H benzo(d][1, 3] oxazl

n-1-yl)-pi 4N_(g—[5|méﬂ|1 larﬁasipmﬁf-z{ué%e@ i2AoxcR414X 0- 7

t df | uor net enzo eridin-1 yl]-
N ( 4- phenoxy phbagzoldiEhe gﬁl@%ﬁ)ﬁ-@&@ In= Ql]-:-?ce@amlld
N (9- Et hyl - 9H car bazol - 3-yi )-2-[4-(2-oxo-7-trifl uornethyi-4H benzo[d] .

1.3 1- e i di n-1- '
212 (o 7 Dl TN BB Rt P R B e Sloein it )
(9 hydr oxy- 9I—I—fbm_ﬁéifl-ﬁyﬂ"h)‘-eiaME§am de, . [159] _

N- (9H- carbazol - 3-yi)-2-[4-(6, 7-di f | uor o- 2- oxo- 4H benzo[ d] [ 1, 3] oxazi n-1 -

yI) pi peridin-1 yl]-acetan de
[124] 2-{2-[4-(2-0xo-4H-benzo[d][‘i J3loxazin-1-yl)-piperidin-1-yl}-

acethylamino}-benzoic acid methyl ester,

[125] 2-{2-14-(8-Methyi- 2-oxo-4H-benzold]{1 3]oxazm 1-yl)-p1pend|n- -yl]~
~  acethylamino}-benzoic acid methyl ester,

[126] N-(2-Methoxy-dibenzofuran-3-yl)-2-[4-(2-oxo-4H-benzold][1,3joxazin-1-
yl)-piperidin-1-yi]-acetamide hydrochloride,

[127] N-2-{4-(6-Chloro-2-oxo-4H-benzofd][1 .3Joxazin-1-yl}-piperidin-1-yi]-N-
(2-methoxy-dibenzofuran-3-yi -acetamide hydrochioride,

[128] 2-{2-[4-{6-Chioro-2-oxo-4H-benzo[d][1,3]oxazin-1 ~yl}-piperidin-1-yl}-
acethylamino}-benzoic acid methyl ester,

[120] 242-[4-(6-Methyl -2-ox0-4H-benzo[d][1 .3loxazin-1-yl)-piperidin-1-yii-
* acethylamino}-benzoic acid methy! ester,
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[[160]
2-4-(6, 7- Di fI uor o- 2 oxo- 4H benzo[d] [ 1, 3] oxazi n-1-yl)-piperidin-1- 3?@ F?IE:P 20061 %5
(4- phenoxy- phenyl ) -acet am de, [161]

2-4-(6,7-Difluoro-2-o0x0-4H benzo[d] [ 1, 3] oxazin-I-yl}piperidin-1-yU N

(9-ethyl -9H carbazol - 3-yl }acetam de, 162] PCT/EROR/03629
2- [ 4-EHOMEERY| - 2- ox0- 4H benzo[d] [1, 3] oxazi n-1-yl)-piperidin-1-yl]- N-(9 [
0x0-9H fluoren-3-yl)-acetamide, IIA 2.7 S E P 2006 ET0011 P

ECE-I E(Pg3 éifétf IZ[ 4881chloro-2-oxo-4H-benzo[d]lt, 3]0><a2m‘1‘YI;"P'PET'd'“"’(;Yﬂ‘ 4~ (3

4 0x0-4 1 plperllnlyql\l- -

di met hyi ani ho- 6!?@%9?')""8&@135”6%&{3 %Agégo%g@én éor the preparation of
benzoxazi none-deri ved conpounds according to clainms 40-56, characterized in
that at |east one c of f ioernitin- N-fRLL it (1)
wher ei n RI&3Hnd- [&'(5 rfgx%’ggﬁ&?ﬁg%g ?‘Sﬁg&l g}%ﬁg M 4;531?5 reacted with
at |east one qétﬁﬁqnnﬁrdcdxy@hm-am:ﬁmﬂﬂﬂ}aﬁ Mide gihygroc floridey (ren)
wherein A has the nmeaning according to claim40, F represents hal ogen,
hydroxy or an 0-acyl group'and G represen [ chl ori ne,

in a suitabPe N—@bﬁthyif(&fwdrqmﬁm)‘?ﬁ“ﬂo}lQhﬂyg?éﬁ‘%@@@?& F Eﬁgggwone base

apd/ or atl ! ea@}en%Qﬁ][‘?%ﬁﬂa&%ﬂ’t’-yﬂ&ﬁﬁndwﬁﬂ@l]%eaﬁmmmdihyda'osldom,al ned conpound
of genera

(133} N»(4—-Diethylamino-phenyl)—2—[4—(6—methyl-2-oxo—4H~
benzo[di[1,3joxazin-1-yl}-piperidin-1 -yll-acetamide dihydrochloride,

[134] N—(4-Diéﬂ1yIamino'phenyl)-2-[4—(8—methyl-2—ox0—4H—
benzo[d][1,3loxazin-1-yi}-piperidin-1 ~yl]-acetamide dihydrochioride,

[135] N-{4-[ethyl-(2-hydroxy—ethyi)—a-mino]-phenyl}-z-[4-(8-methyl-2-oxo-4H-
benzo[d][1,3]oxazin-1-yl}-pipetidin-1 ~yll-acetamide dihydrochloride,

f{‘! 36] N-Benzol[1 ,3]dioxol-5—yl-2-[4-(2—oxo-4H-benzo[d][1 ,35}0xazin-1 )
piperidin-1-yi}-acetamide,

[137] N-Benzo[1 ,B]dioxo!~5-yl—2-[4—(6-methyl-2-oxo—4!—i—benzo[d] [1.3joxazin-1-
yl)-piperidin-1-yl}-acetamide, :

[138] N-Benzof1 ,31dioxoI-5-yl-2_-[4-16-chloro-2-oxo—4H—ben.'zo[d][1 Sloxazin-1-
' Vi}-piperidin-1-yl]-acetamide,

- [139] N-Benzo[4,3]dioxol-5-yl-2-[4-(8-methyl-2-oxo-4H-benzold][1 ,3Joxazin-1-
| yl)-piperidin-1-yll-acetamids, '

[140] N-{4-[ethyl-(2—hydroxy—ethy!)-amino]-phenyi}-Z—[4—(2~oxo-4H—
benzo[d]f1,3]oxazin-1-yl}-piperidin-1 -yll-acetamide dihydrochloride,

Vol




Ro AG R11 (1V), t bS 27 SEF 2& ETOGE | PCT PCT/ EP03/ 03629 wh regE

G R 0 and R' have the above defined neaning, with at | east one 8 fdi

conmpound of general fornula (V) and/or a salt, preferably hydrochloride,
~thereof, RR6 R2 O RBNO RA RR6  WNR7 H(V), whereinR

to R9 have
the nmeani ng according to claimnD, in a suitable rea 55y M
opti eraddipeTn the presence of at | east one base and/or at |east one

auxiliary agent. tb6 ETO011POT PCT/ EPO3/ 03629 58. Pr oces?]rl“%‘the
prepar at i f ¥ kgzin-alyl)-miperidie-1-yi-N-
benzoxazi 2{;4?42 %’E‘*’W@‘C’% 9% it gfﬂ@

coifpounds accar 9 to clcgems 40-56, characterized
in that at |ead:maﬂmammnfnh@nb11)@r=e'§8ﬁ@ﬁﬁ'ﬁ‘ WGP (1) having -at |east one
basic group is reacted with at least one acid, preferably an inorganic or
organic acid, preferabl élﬂl n the

[5”3 bl e reaction nedi um
> P Oces{MZ]ON-(Bqusmgb AP %% ﬂ%ﬁg%'a*q‘%ﬁ acceptabl e salt of the
benzo[d][1 3]oxazm—1-yl)-plpendln-'l-yl]—acetamtde.

[143] N-(Q—Ethyl-gH-carbazoi-3-y¥)—2-[4—(4-methyl-2—oxo-4H-
benzoldi[1 ,3]oxazin-1-yl)-piperidin-1 -yll-acetamide,

[144] 2—[4-(4—Methyl—2—oxo—4H—benzo[d][1 3joxazin-1-yl}-piperidin-1-yl]-N-{4-
' phenoxy-phenyl)—acetamide, .-

[145] 2-{2-[4-(2—0xo—4H—benzo[d][1 ,3]oxazin—1-y!)-piperidin-—'l-yl]—acetamino}-
benzoic acid, )

[146} 1-{1-[2-(6-Fluoro-2—methyl-3,4-dihydro—2H-quinoline-1-yI)~2-oxo-ethyl]-
piperidin-4-yi}-1 4-dihydro-benzo[d][1,3]oxazi n-2-one,

[147] 6—Chioro-1-{1-[2-(6-ﬂuoi'b-2-rﬁethy!-3.4-dihydro-2H-quinoline-1-yl)-2—_
oxo-ethyl}-piperidin-4-yl}-1,4-d ihydro-benzo[d][4,3]oxazin-2-one,

[148] 1-{1-[2-(6-F[uoro-2—methy|—3,4~dihydro—2H-qulnoline-1-}ﬂ)-z-oxo—eﬂ'lyll- .
piperidin-4-yl}-6-methyl-1 L4-dihydro-benzofd]f1,3]oxazin-2-one,

(1491 11 -{2—(6-F|uoro-2-methyl—S,4-dihydro—2H-quinoline—1 -yi)-2-axo-sthyll-
piperidin-4—yl}-8—methyl-1 A-dihydro-benzo[d][1,3joxazin-Z-one,

(1501 1-{1 »[2-(6-Methoxy—2,2,4-trimethyl—3,4—dihyd ro-2H-quinoline-1-yl}-2-oxo-
ethyll-piperidin-4-yi}-1 A-dinydro-benzo[d]{1.3]oxazin-2-one;

[151] 6-Chloro-1 {1-[2-(6-methoxy-2,2,4-trimethyi-3,4-dihydro-2H-quinoline-1-
y{)—z-oxo—ethyl]-pipeﬁdin-4—yl}-1 4-dihydro-benzo[d][1,3]oxazin-2-one,
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benzoxazi none-derived conpounds according to clains 40-56, char actze{ 280
in that at |east one conpound of general fornula (1) having at |east 'one
acidic group Is reacted with at | east one base, preferably in the presence

of 'a suitable reaction nmedium 60. Conpounds of general formula (V)

according to claimb57: [1] 03629
6- Metempb1tPCipi peri di n-4-y!)-1. 4-di hydro-2H 3, 1- benzoxai;?.ﬁEpzosl g, [ 2]
7- Met hyl - | (plper|d|n4y|) 1, 4-di hydro- 2H, 3, 1- benzoxazi n- 2-one, [ 3]

Qr- 1
g ghblt g)rllo 3[1? pl@ﬁ_{g fﬂ;!le‘{ %2#-4&1% o @itydoPHbquinolicez 1y 2-oxe, [ 41

4-di h 5
6- Chl or o- 1- ( pi @QTW]&IPBF@MWI}‘@ mem'mydr @hﬁ%‘*ﬂz‘ﬁgﬁ@f’g‘??ﬁ- '?'gé]ng %6}
8- Chl oro- 1- (pi peridin-4-yl)-1, 4-di hydr o- 2H 3, 1- benzoxazi n- 2-one, [T]
6- Fl 1- di n-4- 1,4-di hyd . .- [8
7 Fl uor o- 11468 peitia Ao 2 2 iAo S/ ipa b HaRERR el | )
5- Met hoxy- 1- ( pidagilglbétidin-wiyl)- @n&t@lﬂyﬁdmymmommmrﬁ-@%ne [ 10]

6- Met hoxy-1 - (pi perldln 4-yi)-1, 4-di hydro-2H 3, 1- benzoxa2|n 2-one, |b~ 27 5
E P 20ir ETO011PCT PCT/ EP03103629 [ 11] '

5- Hydr oxy- [11;54 |mggmmxgagﬂﬂuotemaaqiw-&m%—tqﬂman%x'a%h 2-one, [12]

6- Hydr oxy-"1- (;pi.per.i nzoxazi n-2-one, [13]

8- Hydr oxy- | - (pl 8??@#[?131?)%?%1' 1ylﬁpgi ﬂég{‘g %%% If:l{m.jt;é:nzoxam n-2-one, [ 14]

6, 7-Di fl uoro-1 - pi per|d|n 4-yi-1,4-di hydro-b enzo[d][l 3] oxazi n- 2-one and
[15] 1-Pip BRhBYZ-trifiudmibithyidi-R- benzo[ d] [ 1, 3] oxazi n- 2-
~ one, ﬁﬁbﬂa{ﬁ@'i 5&%%‘:}&({&% s?l%dgu F']Wdl canent conprising at -

| east one benz&mﬂ[ﬂﬂ@]@@ﬂl%’bﬂ'}@éﬂ?ﬂgﬁhﬁw ’é’EEté %19 to any one of clains
40-56, optionally in form of one of its stereoisonmers, preferably

enanti omers or diastereoners, enmat | ure of at
| east two [56] t%‘[‘%@é@é‘é‘l@ﬂﬂ‘ﬁ’g‘ W"ﬁﬁ&’ ﬁl@ ﬂ?%z'n_'nglp ?erﬁ' é’hol ogical ly
accept abl e sal tyipheabxy-giensi)sobisatide, respectively, and

(167} N—(9—Ethyl-9H-carbazol-3-yl}-2-[4-(2-oxo-7'—trlﬂuonnethyl-4H-
benzo{d][1,3]oxazin-1-yl)-piperidin-1-yi}-acetamide,

[158] 2-4-(8.7-Difltoro-2-oxo-4H-benzold][1,3]oxazin-1-yl)-piperidin-1-yl}-N- F
b . (9-hydroxy-9H-fluoren-3-yl)-acetamide,

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

{160} 24—(6,7—[)iﬂuorc—2-oxo—4H-benzc$[d][1 ,3loxazin-1-yl)-piperidin-1-yll-N-
(4-phenoxy-phenyl)-acetamide,

'L[1 61] 2-4-(6,7-Difluoro-2-oxo-4H-benzo[d]1 ,3]0xazin-1-yl")-piperidin—1 “YI-N-
(9-ethyl-OH-carbazol-3-yl)}-acetamide,

[162] 2-[4-(4-Methyl~2—oxo-4H—benzo[d][1 3loxazin-1-yl)-piperidin-1-yl}-N-(9-
oxo-OH-fluoren-3-yl)-acetamide,

N




optionally one or nore pharnaceutically acceptabl e adjuvants. 62.,. R
Medi canment according to claim6l for the regulation of food inges?ﬁbﬁ?“zwa“ﬂ’
preferably for the prophylaxis and/or treatnent of disorders of food

i ngestion, preferably obesity, anorexia or bulima, for the prophylaxis
and/or treatnent of disorders of the peripheral nervo éléﬁghﬁgkadisorders
of thereetmaTal nervous system diabetes, arthritis, engep y, anxiety,
depression, cognitive disorders, preferably nenory disorders,

car di ovas N IRYY: Y B HRizins I piperidinaf-yBu¥g-or y di seases
o s P8, 20305 gro- 2R gla X b S Ooias 5. Uso of at
| east one benzoiaeihyaminereheRMAEHNE8Nd according to any one of cl ai.ns
40-56, optionally in formof one of its stereoisoners, preferably )
enantioners or diastereoners, its racenmate . or in gxture of at

| east 57t wPTeEess @l'ﬁ%?'@@??@ﬁﬂPEWW%%‘“W?F’%V%%MO%&g pﬂy?sﬁlbol ogically
accept abl goslits 40056, 20hractsrizad fthabaeasteseaonipoghg of generahe nmanuf acture
~of a nmedicanent for the prophylaxis or treatnment of disorders of food

i ngest i on,fopndedthbl y obesity, anorexia or bulinia. 64. Use of at |east
one benzoxazi none-derived conpound according to any one of clains 40=56,
optionally in formof one of its stereoisoners, preferably enantioners or
"diastereoners, its racemate or in fRrmof a mxture of at least two of Its
stereoisonmers in any mxing ratio, qr a physiologically acceptable salt
thereof, or a solvate, respecti ve‘l/y-N\Lor t he manufacture of a nedi canent
for f-he prophylaxis and/or tr @l fent OR di sorders of the peripheral
nervous system 65. Use of at |east one benzoxazi none-derived conpound
according to any one of clains 40¢p6, optionally In formof one of its
stereoi sonmers, preferably enantioners or diastereoners, its racemate or in
~formof a mxture of at:least :,. two of its stereoisoners in any m Xxi ng
ratio, or gnphysko? S RY haveahe arisalbbeacealding tofulaimot( is ceacied vithat e,

respectively, for the mapufactur, f.a-qed canent for the prophylaxis
and/ or tré@?ﬁ%ﬁ’fi‘eﬁ‘?mﬂﬂré#g&eé‘efﬁﬁ?rﬁ?{acg] ral nervous system
' 0
P
F A/:
1y

wherein A has the meaning according to claim 40, F represents halogen,
hydroxy or an O-acyl group and G represents halogen, preferably chiorine, in
a suitable reaction medium and in the presence of at least one base and/or at
least one auxiliary' agent, and reacting the so obtained compound of general

()
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- 66. Use of at |east one benzoxazi none-derived conpound accordingh&% apy .one .
of clains 40-56, optionally in formof one of its stereoisoners, * L ke
preferably enantionmers or diastereoners, its racemate or in formof a
m xture of at least two of its stereoisonmers in any mxing ratio, or a
physi ol ogi cally acceptable salt thereof, or a sol vate,pgRsBgsidNel y, for
t he néfdfdB¢lre of a nedicanent for the prophylaxis and/or treatment of
anxiety. tbhg 2.7 SE P 2',." ET0011 PCT PCT/ EP03/ 03629 67. Use of at |east
one benzoxazi none-derived conpound according to any one of clains 40-56,
optionally in formof .,one ofsits ' ; 2 at i omer s or
di ast er eom#§ren fis q‘ﬁgﬁﬁg o#’a‘{entﬁ% %&ﬁ\?éogga%%%(?éj{r"?' g{ltﬁ%t }gagggﬁa two of its
st er eoi somplpdridin cotypotind ofgenaral formala (X)) phe/er aisalyireaieraPhaccept abl e sal t
" thereof, or S }vg%q; %ﬁﬁpectively, for the manufacture of a nmedi canent
for the pP&%ﬁ§ﬁ§§ RS treatnent of depression. 68. Use of at |east
one benzoxazi none-derived conpound according to any one of clains 40-56,
optionally in formof one of its stereoisonmers, preferably enantioners or
dl astereoners, its racemate @gv¥ In gdrmof a mxture of at least two of its
stereoi sonmers in any mxing fatio, lor a physiologically acceptable salt
thereof, or a sol vatg2.respekLtivel for the manufacture of a nedi canent
for the prophylaxis and gtentcpf cognitive disorders, preferably
menory disorders. 69. Usp | east] one benzoxazi none-derived conpound
according to any one of 40k§§J§§$tionally in formof one of its
stereoi soners, preferghty ¢ i rs orodi astereoners,,its racemate or in
formof.a mxture of at |easkh4 twofof its stbreoisonmers in any m xing
ratio, or a physiologically acceptdble.salt thereof, or a solvate,
respectively, for the manuf p canent for the prophylaxis
-and/ or treatnent of cardiovasc ases. 70. Use of at |east one
benzoxazi none-derived conpound gccordijng to any one of clains 40-56,

optionally In form of one of _ste~ster sonmers, preferably
: ' - R N R
H
M

wherein R! to R? have the meaning according to claim %0, in a suitable
reaction medium, optionally in the presence of at least one base and/or at
Jeast one auxiliary agent.

1bb




enantionmers or diastereoners,. its racernate or In formof a m'xtug gtp%
|l east two of its stereoisoners in any mxing ratio, or a physiol ? al 1y™
acceptable salt thereof, or a solvate, respectively, for the manufacture

of a medemampatr for the prophyl axis and/or treatment of pajRu.4hQ,023
SEP2ii 6 Er0011PCT PCTI EP03103629 .71. Use of at |east one

benzoxazi none-deri ved conpound according to any one of clains 40-56,
optionally in formof one of its stereoisoners, preferably -enantioners or

di ast er es8ler Rrotdss HRREPH:Bardtion Bt & PhyBidkig! @auwaléaéést&bsgfsa@bfih%a“ two of its
stereoisoners in any m ratio, or a I ca acceptable salt .

t her eof , or %‘?’@5%\9 %&%@'E!PPV@PV"‘*?W Cbﬁl‘aétﬂﬁlﬁﬂﬂ cament
for the prophglatsi laaﬁw{wéocﬁﬁm@bn%l i’%ﬁﬁﬁl&t(ﬁ%‘/i\ﬁﬁ ot WS OB v Use of
at | east one geq] xazi.n n% d%iﬁl‘?\é? oun ccording to any one of clains
40-56, opti oMEYR FeAs HﬁBfa B'Pe?? %ms,amcp?ré?re?fasayrd

enanti oners prefaab&:anh@pmﬁencabﬁasﬁmﬁeacmin inBdiia, m of a m xture of at

| east two of its stereoisoners in any mxing ratio, or a physiologically
acceptable salt thereof, or a solvate, respectively, for the manufacture

gf a nmedi% anBrecess fortthe prepasption abe m;amwglxrally Be@épmﬂé sait of thé! angrat ory i
i seases. i ound_accor di ng
to any one o?eﬁﬁﬁggko%ﬁf ?gé& 1:&%Ona 1y |n %fag'ﬁ 3}12’%0?'9? zed'

st er eoi soner i that aifeastiing G@F@Wﬁcﬂfrﬁelse@rfomdat(léhawneatlaasttmeramﬁﬁat e or in
formof a m yiowhas féao@édﬁ&ﬁfanefawcﬁbésbs é’%ﬁ?‘r?mr elnB o m xing ratio,
or a physi ol O@I ml%}% accept abl e sal't ere or & et respectively,
for the manuf Gon, Rament ,fort he prophyl axi s’ and/or t r eat ment
of immune di seases. 74. Use of at |east one benzoxazi none-derived conpound

accordi to n {7‘-? 6, optiopally in formof one of its
st er eoi s%gmerg' %08 eﬁg Tergllrfr?ﬁ?‘iﬁ @ri"% "lﬂtgé’l"’@'ﬁe?rrers its racemate or in
formof a mxture of at least two of its stereoisoners in any m xi ng

R oo PSR PRI AN afh Al 451l B 28 V2 ©
[2]  7-Methyl-1-(piperidin-4-yi)-1,4-dihydro-2H.3,1 -benzoxazin-2-one,
3] 8-Methyl-1 -(piperidin-4-yi}-1,4-dihydro-2H-3,1-benzaxazin-2-one,
[41 5-Chlorg-1 ~(piperid in-4-3ﬂ)-1 ,4-dihydro~2H-3.1~Eenzoxazin-2-one.
[6]  6-Chloro-1-(piperidin-4-yl)- 4-dihydro-2H-3,1-benzoxazin-2-one,
[6]  8-Chioro-1-(piperidin-4-yi}1,4-dihydro-2H-3,1-benzoxazin-2-one,
{71  &-Fluoro-1-(piperidin-4-yl)-1 4-dihydro-2H-3, 1-benzoxazin-2-one,
[8]  7-Fluoro-1-(piperidin-4-yi}-1 ,4:-dihyd ro—2H-3,1-benszaziﬁ-z-c:ne,

9] 5-Methoxy-1-(piperidin-4-yi}-1 A-dihydro-2H-3,1-benzoxazin-2-one,

[10] 6-Methoxy-1-(piperidin-4-y)-1,4-dihydro-2H-3,1-benzoxazin-2-one

v .
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prophyl axis or treatnment of diabetes. ta-1 ETO011POT PCTI EPO3/ 036 Z? Wu,
Use of at | east one benzoxazi none-derived conpound according to a@ig of
clainms 40-56, optionally in formof one of its stereoisoners, 'preferabl y
enantiomers or diastereoners, its racemate or in formof a mxture of at ;
least. two of its stereoisoners in any mxing ratio, Oflpcq/dpBYSdeabogically
acceptEIBPHEPSAIt thereof, or a solvate, respectively, for the manufacture
of a nmedicanent for the prophylaxis or treatnent of epilepsy. 76. Use of
at | east one benzoxazi none-derived conmpound according to any one of clains

40-56, optionally in form,of on e 1; abl
enantlorrFe)ri'l‘Hr & mebﬁﬁé?%"d'?'g‘é’&’a%‘é'ﬁ@ %[5%,‘?8?@2{ %a%l 2‘.:"'f)ﬁ}n%xt u%/e of at

least two of its stereoisoners in any mixing ratio, or a physiologically
acceptable salt_ thereo X¥ehbxabinlz-bie manufacture
of a medi cdh8nt ST BYQ’We 'K‘:ﬁ?ﬂ'&ﬁvﬁa}bg&%hﬁr eaﬁ?o‘r%éjn;rS %bxart hritis. t~2

[13] 8-Hydroxy-1 -(pipeﬁdin-4-yi)-1 ,4—dihydro—2H-3,1 -benzo?(azin-z-one,

[14] 6.?—Diﬂuoro-1-Eiberidin-tl-yl-'l_.4-dihydro-benzo[d][‘l ,Sloxazin-2-one and

[15] 1.Piperidin-4-yi-7-triflucromethyl-1 A-dihydro-benzo[d]{1,3] oxazin-2-

one,
optionally in form of their salts.

61. Medicament comprising at least one benzoxazinone-derived compound
according to any one of claims 40-56, optionally in form of one of its
stereoisomers, preferably enantiomers or diastereomers, its racerate or in
form of & mixture of at least two of its stereoisomers in any mixing ratio, or a.,..;‘ :
physlologlcaily acceptabie salt thereof, or a solvate, respectively, and

£

optlonaily one or more pharmaceutically acceptable adjuvants.

62. Medicament according to claim 61 for the regulation of food ingestion,
prei"erab!y for the praphylaxis and/or treatment of disorders of food ingestion,
preferably obesity, anorexia or bulimia, for the prophylaxis and/or treatment of
disorders of the peripheral nervous system, disorders of the central nervous
system, diabetes, arthritis, epilepsy, anxiety, depression, cognitive disorders,
preferably memory disorders, cardiovascular diseases, pain, hypertensive
syndrom, inflammatory diseases or immune diseases.
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63.

64.

65.

66.

Use of at least one benzoxazinone-derived compound according to any one of
claims 40-56, optionally in form of one of its stereoisomers, preferably
enantiomers or diastereomers, its racemate or in form of a mixture of at least
two of its sterecisomers in any mixing ratio, or a physiologically acceptable salt
thereof, or a soivate, respectively, for the manufacture of a medicament for the
prophylaxis or freatment of disorders of food ingestion, preferably obesity,

anorexia or bulimia.

Use of at least one benzoxazinone-derived compound according to any one of

_clalms 4056, optionally in form of one of ifs sterecisomers, preferably

enantiomers or diastereomers, its racemate or in form of a mixture of at least
two of its stereoisomers in any mixing ratio, or a physiologically acceptable salt
thereof, or a solvate, respectively, for the manufacture of a medicament for the
prophylaxis andfor treatment of disorders of the peripheral nervous system.

Use of at least one benzoxazinone-derived compound according to any one of
claims 40-56, optionally In form of one of its stersoisomers, preferably
enantiomers or diastereomers, its racemate or in form of a mixture of at least
tﬁéo of its sterecisomers in any mixing ratio, or a physiologicélly acceptdble salt
thereof, or a solvate, respectively, for the manufacture of a medicament for the
prophylaxis andfor treatment of disorders of the ¢entral nervous system.

Use of at least one benzoxazinone-derived corﬁpound according to any one of
claims 40-56, opticnally in form of one of its stereoisomers, preferably
enantiomers or diastereomers, its racemate or in form of a mixture of at least
two of its sterecisomers in any mixing ratio, or a physiologically acceptable salt
thereof, or a solvate, respectively, for the manufacture of a medicament for the
prophylaxis and/or treatment of anxiety.

1kq
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67. Use of at least one benzoxazinone-derived_compound according to any one of
claims 40-56, optionally in form of one of its stereoisomers, preferably
enantiomers or diastereomers, its racemate or in form of a mixture of at least
two of its stereoisomers in any mixing ratio, or a physiclogically acceptable salt
thereof, or a solvate, respectively, for the manufacture of a medicament for the
prophylaxis and/or treatment of depression.

68. Use of at least one benzoxazinone-derived compound according to any one of
claims 40-56, optionally in form of one of its stereoisomers, preferably
enantiomers or diastereomers, its racemate or in form of a mixture of at least
two of its stereoisomers in any mixing ratio, or a physiologically acceptable salt
thereof, or a solvate, respectively, for the manufacture of a medicament for the
prophylaxis and/or treatment of cognitive disorders, preferably memory
disorders. " '

69. Use of at l=ast cne benzoxazinone-derived compound according to any one of
claims 40-56, optionally in form of one of its stereoisomers, preferably .
enantiomers or diastereomers,:.lts racemate or in form of.a mixture of at least

_two of its sterecisomers in any mixing ratio, or a physiologically acceptable salt
thereof, or a solvate, respectively, for the manufacture of a medicament jor the
prophylaxis and/or treatment of cardiovascular diseases.

70. Use of at least one benzoxazin'dne-deri_ved compound a¢cording to any one of
claims 40-586, optionally In form of one of its stereoisomers, preferably
enantiomers or diastereomers, its racemnate or In form of a mixture of at least
two of its sterecisomers in any mixing ratio, or a physiologically acceptable salt
thereof, or a solvate, respectively, for the manufacture of a medicament for the
prophylaxis andfor treatment of pain. |
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7.

72.

73.

74.

~ prophylaxis or treatment of diabetes.

Use of at least one benzoxazinone-derived compound aceording to any one of
claims 40-56, optionally in form of one of its sterecisomers, preferably
enantiomers or diastereomers, its racemate or in form of a mixture of at least
two of its stereoisomers in any mixing ratio, or a physialogicalty acceptable salt
thereof, or a solvate, respectively, for the manufacture of a medicament for the
prophylaxis andfor treatment of hypertensive syndrom.
Use of at least one benzoxazinone-derived compound according to any one of
claims 40-56, optionally in form of one of its sterecisomers, preferably
enantiomers or diastereomers, its racemate or in form of & mixture of at least
two of its stereolsomers In any mixing ratio, or a physiologically acceptable salt

. thereof, or a solvate, respectively, for the manufacture of 2 madicament for the

prophylaxis and/or treatment of inflammatory diseases,

Use of at least one benzoxazinene-derived compotnd according to any ane of
claims 40-56, optionally in form of one of its sterecisomers, preferably -
enantiomers or diastereomers, its racemate or in form of a mixture of atleast
two of its stereoisomers in any mixing ratio, or a physiologically acceptable salt
thereof, or a solvate, respectively, for the manufaciire of a medicamentforthe
prophyiaxis and/or freatment of immune diseases.

Use of at least one benzoxazinone-derived compound according to any one of
claims 40-56, optionally in form of one of its sterecisomers, preferably
onantiomers or diastereamers, its racemate or in form of a mixture of at least
two of its sterecisomers in any mixing ratio, or a physiologically acceptable salt
thereof, or a solvats, respectively, for the manufacture of a medicament for the

L
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75.  Use of at least one benzoxazinone-derived compound according to anyone of
claims 40-56, optionally in form of one of its sterecisomers, preferably
enantiomers or diastereomers, its racemate or in form of a mixturs of at least
two of its stereoiscmers in any mixing ratio, or a physiclogically acceptable salt
thereof, or a solvate.' respectively, for the manufacture of a medicament for the
prophyiaxis or treatment of epilepsy. |

76. Use of at least one benzoxazinone-derived compound aceording to any one of
claims 40-56, optionally in form of one of its stereoisomers, preferably
enantiomers or diastereomers, its racemate or it form of a mixture of at least
two of its stereoisomers in any mixing ratio, or a physiologically acceptable salt
thereof, or a solvate, respectively, for the manufacture of a medicament for the
prophylaxis or freatment of arthritis.
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