T Pl
EP 0 368 388 Bl DescCri ption Background of the i nvention 5 In
EP- A- 0, 196, 132 there are descri bed a nunber of

3- pi peri di nyl - 1, 2- benzi soxazal es BRR/398388RY - psychotic activity. The
compounds of the present invention differ therefromby the specific
substi tubl o, 3" t he (2-

[err]al kyF% 'h 9-t et rahydro- 4- oxo- 4H pyri do[ 1, 2- a- pyri m di n-3-yl ) al kyl

sulst i tugggk%rgﬁji!%e thvdd@si tion of the piperidinyl noiety. 10 Description of

thg hve invention is concerned with novel

3- piped i di Ry lepla-0roB 8 khafeX &6 UeSSFibbtR i Miehbb 6 &9‘5&9&‘n?-1125b82§s0xazoles having anti-
[err] 25p§y%t,@5@g,gaceut Ically acceptable acid addition salts thereof, and

the stereochembmpduhds bS@ERRdsent fiverion tdieF @dfetronifby! Bé Rpddiik substitution on the (2-
[err]al ka{’lﬂdwj‘k78§-wtréﬂydiosl—dib‘dﬂ-ﬁﬁﬂ6[;l 2apdytihRinieyhaliofn siiatitGent 20the 1 pokifidnl diaheky | ;
[err] i spipadingomoists. [err]-C(=0)O; and [err] alkyl. In the foregoing
definigions [err]al kanedi yl defines bivalent straight and branch chai ned

al kanedi Déscription ofallesnvestionng from 1 to 4 carbon atons such as, for exanple,
met hyl ene, 1, 2-ethanediyl, 1,3-propanediyl, 35 1, 4-butanediyl and the
branched i Jberpresent innention fis, copesimed withayplvel gwippridingl-13-penrispiazolan bpving thaddimuai ned
saturated hydrocarbon radicals having from1l to 4 carbon atons such as, for
exanpl’®, methyl, ethyl, propyl Rzl nmet hyl et hyl , butyl, 1-nethyl propyl,

2- met hyl propy!l and = ethyl; [err]al kyI defines [err]alkyl

radi cal s as defi rgdd—per nad ve and the hi gher honol ogs thereof having from
5 to 19 carbon atons exa e, tyl, hexyl nheptyl, octyl,
noQy| ‘20 decyl, undecyl , b ¢ do cyI M‘f— ecy et adecyl rg?adecyl 40
hexadéecyl , hept adecyl, oct‘adecyl or . hal o is generic to fluoro,
chl oro, bromo and iodo [err] as defined Qerepnabove may be substituted on
any of the 6, 7, 8 or 9 positions of the -t etrahydro- 2-

[err]al kyl -4H pyrido[ 1, 2-a] pyri m di n-4-one noiety. Particul ar conpounds are
t hose ;gonpounds of forrmula (I) wherein [err] is substituted on the 9

posi ti Onthefphﬁrhﬁceutically accoptable acid addition salts thereof, and the stersochemically isomeric forms

6, 7, 8, 9- theredfadhgmino- 2- [ err] al kyl - 4H pyri do[ 1, 2-a] pyri m di n-4-one noiety. 45
More parti oudiac, -coepaiids Wi thin the invention are those particul ar
conpounds \Rh&srhgdmgehl & -ialkyladrhalmedi yl ; and/or [err] is halo, in particular

fl uoree and H’rvr%—«alkylpartlcul ar 6-fluoro; and/or [err] is nmethyl. Anong the
above defi r?édig Rtrﬁ(’t@ﬁpemhds of fornmula (1) those conpounds wherein
[err] is [&ig%r ,- articular heptyl, nonyl, undecyl or tridecyl are
of parti cuI"lthe oG iomIbRE Crokaprl e el rbrend rehctpod sl | on
are sel eff '?at"'ﬁﬁ’ﬁ’?'hé FS?I'EP“&&‘P?l syeh aﬁ Olgfpxargp l'en%éz'etha"ed'y' 1,3-propanediyl,

(6-fl r 4—Rut§\e t ereof -4alkyl d fin stralght and branch chamed saturated
- pi peri dﬁ' ; ' frgm k%ﬁ; 'ﬁ‘y’f'etaﬁ-'l- ;k%? al -
pyri mhdl dlcal Oﬁ defl e oﬂor%1 oggrtln @T avi rgm carbon oms Suc
ang/t gsnfap ﬂeﬁty R&Vsh nonyl decyl, undecyl, dodecyl, trldecyl tetradecyl pentadecyl,

40 hexadecyl, heptadecyl octadecyl or nonadecyl halo is generic to fluoro, chloro, bromo and iodo. R® as
defined hereinabove may be substituted on any of the 8, 7, 8 or 9 positions of the 6,7,8,9-tetrahydro-2-
C1 -salkyl-4H-pyrido[1,2-a]pyrimidin-4-one moiety.
Particular compounds are those compounds of formula () wherein R® is substituted on the 9 position of
the 6,7,8,9-tetrahydro-2-C —s alkyl-4H-pyrido[ 1,2-a]pyrimidin-4-one moisty.
45 More particular compounds within the invention are those particular compounds wherein Alk is
ethanediyl; and/or R is halo, in particular fiuoro and more in particular 6-fluoro; and/or R? is methyl.
Among the above defined groups of compounds of formula (I} those compounds wherein R* is
C7-1aalkyl, in particular heptyl, nonyl, undecy! or tridecyl are of particular interest.
The most interesting compounds within the invention are selected from the group consisting of 3-[2-[4-
50  (6-fluoro-1,2-benzisoxazol-3-yl)-1-piperidinyljethyl}-6,7,8,9-tetrahydro-8-hydroxy-2-methyl-4H-pyrido[1,2-a}-
pyrimidin-4-one, the pharmaceutically acceptable acid addition salt forms and the enantiomeric forms
thereof.
From formula (1) it is svident that the compounds of this invention have at least one asymmetric carbon
atom In their structure, namely the carbon atom bearing the R® substituent. The absolute configuration of
55 this cenire may be indicated by the stereochemical descriptors R and S, this R and S notation correspond-
ing to the rules described in Pure Appl. Chem. 1976, 45, 11-30. Unless otherwise mentioned or indicated,
the chemical designation of compounds denotes the mixture of all possible stereochemically isomeric
forms, said mixtures containing all diastersomers and enantiomers of the basic molecular structurs.
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Fromformula (1) it is ‘evident that the conpounds of this invention have at
| east one asymetric carbon atomin their structure, nanely the carbon atom
bearing the [err] substi4uént. TheEPaQBQﬂmﬂeBbonflguration of 55 this
centre may be indicated by the st ereochem cal descri pt ors R and S th| s R

~and S not tlon correspond- to the rul es des ur e
1076, 45, Seresegmic [!r "%Pﬂasr Ao SR O A bl '"‘?'}‘?8" 1B gmesgied
desi gnat i &§ .:2;' &S o OSSI

xrure of al _
‘ser oche comp un S o E{ﬁn genera % 5 EI btw% a3p§e ggi1 ZEenms%(rrer s
" ena t%’?reea{s @ﬁg&bam (gr S 3t ure " rlIAI':I%"“
Stereoc emcally isoneric fornms of the conpounds of fornmula (1) are

obvi ously i ntended to be e raced wi thin the scope of the invention. The
conpounds of gener ar matl g a

3- pi peri di nyI ZI ox- azoke Iy wth an ar Ryl ating

r eagentye of for WW ng N-al kyl ati on procedures. [err]
15 In formula (111) represents an appr e reactive |l eaving group such
as, for exanple, hal o9 e.g. chloro, brono ™ go; sul fonyl oxy, e.g.
nethanesulfonyloxy trifluoromet hanesul fonyl oxy, benzenesul f onyl oxy or 4-
met hyl benzenesul f | oxy. Said N-al kyl@ion reaction can conveniently be
carriedsout by mxing the 20 reactants, optionally in a reaction-inert

sol vent such as, for exanple, water; an aromatic solvent, e.g. benzene,

met hyl benf\e‘ﬁ@‘“‘adl“hwt"ﬁ P‘[S’é‘ﬁf@ ﬁ%"mpé‘ﬂP Eﬁa%% 1P ERTOURSUE 88y YS‘E???@H'@ halgeie-g-rblofo; ke;
a[err] al P9ms |or foglo; ulfo oxyb rtnfl!oromaamlrmylg(y ulf y or 4-
2405 opanoff L “‘ES'P""&e %ﬂ% mel'f.? " ' ‘ﬁ‘ s{’aé' ?:"}ée." tye ""%f'cg‘f 9 tho

y- but yrI en P ,o zne Qtano
1, 4-di oxaff maha?" ﬂﬁf’ﬂﬁp"a ey ?ﬁ{ a&l{ v L’.(efﬁ% 5"4’ t@éjy g
N N- di met ;hg{ ra o ¥ dip I’OtIC
3,4,5, 6-t %r i :fonw.az' dimaﬁssmyn %%9' 3.9,

Sdie
1,1,3, 35t Qh%%ﬁﬁﬂawauz'(ﬁ-ﬁ)-pyrﬂmaﬂlﬁé V%-au%ethﬂééfuhﬁizbﬂnﬂﬁmem d‘ﬁ-tta ﬁl?ﬁl%ﬁ‘e1-ﬁ’i§thyl-2-
acet oni tr b&rﬁmdn%e %tfﬁbéﬁzé”e%r@f:et&ﬂﬁ]@ o @ HIRDoSof sudRGsoR6HAY. Frhé BadRtibn NarPBproRRdd at €
base suchpa@s, subtPBs, B dxBhgle, sAMaNal st ofTBH 8ArthOdikafid Mgt LdarbhalteR InydieyeRhdbnate,
car bonat e hydryide 0g6ds, Gabhigrisl akoxay dhynidedor amigb,deg. SoaiumOvybonite,, soaiuhonydekgen
hydri de oktarbdnitelcpotassigm cabohateMseadiuih byddxidle, GilimUoRide) Shdiere fcetaf! Baiat Mpthoxide,
pot assise msatiurbhydddecor didinLamiday oir @xorganic taaé such ras, Okl ekempls,Cedlietliany sabdrien &.g., N,N-
sodi um netiatbyettkpamid) N-@nethldiwi2ipparaming.o diethyimaphaties, 14-dizeabicycigiRi2i2jpclaass or
such as, Wndmexmvmmonalu hecused tarpick aipithecacidavhigh isNimed idering yectohige ainthen paction. In
N- ( 1- met hyones ingtd the radgitinnoeti an dodide- sait, nyeferaihy) m lakalicmetal iodide, or a crown ether, e.g.
4- di azabf#&ye1% Z‘G@%‘f@e"@%ﬁée%?e B becRpRepriaten irdnst ang Aemnawhatipleveiacigmpesatyps k
up t he 3ac|mav \Rma{i?? 1“% rate, ohibg reﬂtqunngw&eﬁe pargenag éheo"lea‘{"ﬁbmﬂéa%tcm?ﬁdeq ft the) pflux
i nst ances MR Ection migipre. 'tt?éa"g aﬂ "t‘ay bgrag‘faétﬁ%?ﬁ?w 59ndugt Raig N-afipdgtion under
i odi de, f““' °’E "p a épr "a le,0xyg %P c c,poctfaﬂgcan
vey

bé,appropf“ a| |ons i I&ln et En Ce
i ks L feﬂ%"o il °vi‘:¢.5%.a§%gﬂ"§ﬁ be

advant age%ﬂ&r}lﬁﬁogpﬂ&ﬁﬁﬁp alﬁ@' gttt te@'ttém
as, for eysrophfe oQrNAE M faeeeofa,ggéga,ogr n| t rogen gas. ternative sal _
N-al kyl at i Ofiy 1R Yand) theGlloing BreParitiohty th REdclin Hbddtd mky BYRoISOd Hérh 'ltﬁnﬁedﬂfn abase
transf as AetbsshrySfufihel @ariibd QDrdin$Ad chethbdblbled GéHRralOKkHIWA FrPths tait Islidhd, foh Example,
react ant sextattion céystalfafisnOiitutalidncant) alréemasepiypt | onal |y 40 under an inert
at nospher e abe defipond df doraila A cancalsoi be dbitaine(d Ibg tincyelization aof Rl iokidb lof foprhuls @V),
transf er wbareid ¥ i a reactive Isaving group such as, for exampls, halo or nitro. Preferably Y is a halo group and
more particularly fluoro.
50
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such as, for exanple, a trialkyl phenyl net hyl anmoni um tetraal kyl amoni um

t et raal kyl phosphoni um tetraaryl phosphoni um hali de, hydroxi de or hydrogen
sul fate. Sonmewhat el evated tenpcFRO3BLEBERY be appropriate to enhance the
rate of the reaction. In this and the follow ng preparations, the reaction
products may be isol ated fromthe medi um and, if 45 necessary, further

purified accordi nW ogl es generally known in the art such as, for
exanpl e, extra (ys @l [ization, trituration and chromatography. The

cqmounds of for n al so/vE obt gNORd by the cyclization of an
o%‘rre of fornula (I , er eAlk—=¥Nj s dact iyve | €avi ng groéﬁ such as, for

exanple, halo or nitro. @®referabl) I s \adfal 0 group and nore particularly
fluoro. 50 55 3 EP O 368 388 Bl 5 10 cyclization reaction of the
oxime of formula (1V) may ernl ently Be ¥anducted by treatnment with an
appropriate base, preferabl'y’in a suitable rdaction-inert solvent at
tenpepatures in the range of [err] to [err], preferably at [err], and in
parti culsaid cgtlizitioe reactioh uiihé etmestdirmulie (1Gf mtyf‘@mreeiaﬁw ibe monﬂhotédhyetrea@bnt with an

desi r ablapproiatechabs pesfarably i a suitatite reactidetiert pohehicataxhperaliresr iBGhe tasgefr 20t Ub e,
wher eup@no 1¢ ereferably af 50 °nte dSAr <L and i particglad at the sefloy/tenparguale oftheleastiahinixtumt Oq i

i Nncr eas algsitablegseid hesgrreay dirst| barasided, profefably b fopm dempetature; whdreuport thorfhus faxmedoxiog t he
r eact 1sorsalhis eyaired, prfeypbly pirdndncesated dasmporalyrs and imorecrefprabindtithgriefiyx tempprgiurecof thap| e,
al kal i dergtiesapixtyreafppsaPriste bages dar said Cyeliraiiero are. 18y enampglenaliali apd Agrthcakkaline metal
hydr oxi cFa&onates.| Bydragers °E'P°’ﬁ'9€ir'?yﬂ@§‘d°se affoxides, gy M‘E’&% tﬂrﬂ1aﬂ°@“m s‘@ﬂmﬁ*ﬁ HodivB g en

car bonat¥droges cERongtRy, é’f"@ma?od‘i’qﬂﬂ Hy‘ﬂ‘? } |hé1@"d°s°6
hydr i de 2N ngs F'tc 9 4'° _

4- et B ™ B78ne. 9 élk ““%fh tic
hydr ocar] °§ar %b(itan 'g aﬁ% wr aﬁ'%s' ' §"ri§t ed

-t

hyd - 2. 3
S one et _4r Bl i ﬁ,,mé lmE%Ylizcggs . ams%r ane

ke P
2- pr 0RanN0NfheOdompodngd 55/ rn%ﬂaoﬁnéaﬁ%g%e ﬁﬁjg})iﬁ& Sy cyelldin I\F %n ‘ﬁcﬂht@&‘ ¥Lfre %nvatuve of
t et rahydqghigr an; di pol ar aprotic solvents, é.g di et hyl f or mam de,

N, N- di net hyl acet am de, di net hyl sul - fOXIde or 1 nmet hyl - 2- pyrrol i di none or

m xtures of such solvents. 25 The conpounds of forrmula (1) can al so be
obt ai ned by cyclizing acfyi vated oxime derivative of formula 30

[err]s35 wherein L jsfan | YT esidue and nore particularly is formyl,
([err]al kyl or ary?%c rbogyl ,lle.g. acetyl, 4B8-Olpropi onyl or benzoyl;
([err]al kyl or aryl)oxycar ALC~Gy IME --fycqnbonyl,G@thoxycarbonyl, (1,1
-di met hyl ) - et hoxycarbonyl gr phenyl 8xygarbonyf; ([err]al kyl or

aryl)sul fonyl, e.g. nethanesul fonyl, benzeng fonyl, 4-

met hy¥henzenesul fonyl or 2-napht hal enesul ; N-acyl am nocar bonyl ,

e.g. trichloronethylcar- bonyl ani nocar bony~—"S&!ld cyclization reaction of
the activated oxinme derivative of formula (V) may

N’

wherein L is an acid residue and more particularly is formyl, (Ci-calkyl or aryl)carbonyl, e.g. acstyl,
40 propionyl or benzoyl; (Ci1-salkyl or aryl)oxycarbonyl, e.g. methoxycarbonyl, ethoxycarbonyl, (1,1-dimethyl)-
ethoxycarbonyl or phenyloxycarbonyl; (Ci-galkyl or aryl)sulfonyl, e.g. methanesulfonyl, benzenesulfonyl, 4-
methylhenzenesulfonyl or  2-naphthalsnesulfonyl;  N-acylaminocarbonyl, e.g. trichloromethylcar-
bonylaminocarbonyl. Said cyclization reaction of the activated oxime derivative of formula (V) may
conveniently be conducted by treatment with an appropriate base, preferably in a suitable reaction-inert
45 solvent, at temperatures in the range from 20° to 200 °C, particularly from 50° to 150°C and preferably at
the reflux temperature of the reaction mixture. In some instances however, it may be advantageous not to
add a base to the reaction mixture and to remove the acid liberated during the reaction by destillation at
normal pressure or, if desired, at reduced pressure. Alternatively, said cyclization may also be effected by
heating the oxime derivative (V) in vacuo without a solvent. Appropriate bases are for example, alkali and
s0 earth alkaline metal carbonates, hydrogen carbonates and organic amines, e.g. sodium carbonate, potas-
sium carbonate, sodium hydrogen carbonate, N,N-diethylethanamine, 4-ethylmorpholine, 1,4-diazabicyclo-
[2.2.2]octane or pyridine. Suitable solvents for said cyclization are, for example, aromatic hydrocarbons, e.g.
benzene, methylhenzene or dimethylbenzene; ethers, e.g. 1,1%-oxybisethane, 1,1-oxybisbutane,
tetrahydrofuran, 1,4-dioxane, 1,1'-oxybis[2-methoxysthane] or 2,5,8,11-tetraoxadodecane; dipolar aprotic
55 solvents, e.g. N,N-dimethylformamids, N,N-dimethylacetamide, 1-methyi-2-pyrrolidinone, hexamethyl-
phosphoric triamide, pyridine or acetic anhydride; halogenated hydrocarbons, e.g. trichloromethane, tetrach-
loromethane, 1,2-dichloroethane or chlorobenzene.
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conveniently be conducted by treatnent with an appropriate base, preferably
In a suitable reaction-inert 45 solvent, at tenperatures in the range from
[err], particularly from[err]. andERPSBRBB®HBY at the reflux tenperature of
the reaction m xture. In sorre instances however it rray be advant ageous not
to add a bas tothe tur rmvg ealdllb glb
§ 2 At

during the_r ') @"8
osuced Bl ::“s‘a?@?z;% 5’5‘?&%/ g §x.,.t %59 S ié"% St
§p

hetang t %)4 & Rinkiidhd
bases age Watnﬁ§ﬁﬁp oilo rt own%’diﬂo , rﬂpfé b &ing fh@cg‘BB? Catid qf

hydrogen Ganbenaj G %Sio&hﬂﬁ& kdagéhilstR Shs, Q(am 8 Othidhy) Gﬂér Nsho&phorBRL HAhioridd, UM
car bonat e,ph&pRtrH EhiBe 0P Bly! SHidBE RRbE rea n%‘: J18eB@ (A Wit @n acyl halide such as
4- et hyl mraeéiﬂlohnme $aid ubHvatRading) 64 Geneladd 4n SHuD6H IRB&IEY, bB Ydolalt BRd fuRher lpaktled
sol vent s fuaforeS@dctingliidint withathd GfpdUng of foiulaqiadnpl €, aromati c hydrocarbons, e.g.
benzeneyp net hyl henzene or dinethyl benzene; ethers, e.g. 1,1 -oxybisethane,

1, 1' - oxybi sbut ane, tet ﬁahyd of uran, 1, 4-di oxane,

1, 1" - oxybi s[ 2- rrew e] or 2,5,8,11-tetraoxadodecane; dipolar aprotic
55 sol vents, M-EM}\NN dif net hyl f ' N, N- difretoyorc qvpni de,

1- met hyl - 2- pyrrol % [ phoric triamde. pyridine or
aceti c #nhydride; hal ofjenat ' >, e.g. trichloronethane, tetrach-
| or onet hane, 1, 2-dichl ToveNnzeng.acyation'redfeiold 368 388 Bl The
conpounds of fornmula (1) wherein [err O -0, said conpounds being
represented by fornul ag@a-b), can be ob by the 0-acylation reaction
ofa,,,a conpound of formula (1-a) wherein R3 i'S hydroxy, .with a carboxylic

aci d of®formla (VI) or a suitable reactive functlonal derivative thereof

such as, for exanple, an acyl halldemrﬂ i o BY ni xed anhydri de, ester
or am de, or acyl azide. Said al q rivatives may be prepared
foll owi ng art-known net hods, for exa € N yAgactin e camppoxylic acid
of fornyla (VI) with a hal ogenating reagent suc N for Noe, thionyl
chl oride, phosphorous trichloride, phosphor@l chlori | chlori de,
or by reacting said carboxylic acid (VI) with an acyl

hal i gle sNch as acetyl
chloride. Said derivatives nay be generated situ, or if\ge3Kred, be

i sol ated and further purified before reacti ﬁﬁ themwith the corrrﬁ)und of
formul ase(l-a). 10 [err] [err] [err] 20 [err] 25.30 Alternatively, the
conpound of forrmula (l-a) and the carboxylic acid of fornmula (VI) may al so
be esterifi etlteinativeliiethp compavad ob formula (lia) gyl the readhgpevlin acich b formeula (VIX payRIsg) be
esters su@perfisd if de presened ef acsuithbleyigraent pagakie alyforping esters such as, for example, a

di cycl o heﬁ'ryéﬁF'lSdEﬁgP'Ph e d'CZGJQ'PP?WISP’BOdlmWE-t |°f95ﬂrm?lh!ﬁ’ﬂymﬁ"f"bl9¢'€% Dh%m e
pent ox-%3 °-THéa’b‘i"y‘_'t“snﬂ’.!m'%ﬁ?%l‘%&eﬁwllw lor 1,1 -sul fonyl bis[l

~acyl r r al t y
Him dazol e% ae,ame E or gxam E%a, ‘@l%logenate%yd:gcﬂgbo :aggdlc g?omethanglé? by
Iorom

SLI: ri ng t: ane; an aroma c ydro rbon, o.g. benzene or methylbenzene; an ether, e.g. 1,1%-ox-

ybisethane, tetrahydrofuran; or a dipolar aprotic solvent, e.g. N,N-dimethylformamide, N,N-

- 40 dimethylacetamide or pyridine. In some instances it may be appropriate to employ an excess of one of the

reagents as solvent. The water, acid, alcohol or amine which is liberated during the course of the reaction

may be removed from the reaction mixture by art-known procedures such as, for example, azeotropical

destillation, complexation or salt formation. In some instances particularly the addition of a suitable base

such as, for example, a tertiary amine, e.g. N,N-diethyl-ethanamine, 4-ethylmorpholine, pyridine or N,N-

45 dimethyl-4-aminopyridine, may be appropriate. Further, in order to enhance the rate of the reaction, said

acylation reaction may advantageously be conducted at a somewhat elevated temperature, and in particular
instances at the reflux temperature of the reaction mixture.

The compounds of formula (l) can also be prepared following art-known cyclization procedures for

preparing pyrimidin-4-ones such as, for exampls, by reacting an amidine of formula (VIl) with a 8-dicarbonyl

50 intermediate of formula (Vill), or by cyclizing a reagent of formula (IX) with an enamine of formula (X). In

formutae (Viil), (IX) and (X) R® represents an appropriate leaving group such as, for example, Ci-salkyloxy,

hydroxy, halo, amino, mono- or di-(C1-¢alkyl)amino.
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suitabl e reaction-inert solvent such as, for exanple, a hal ogenated

hydr ocar bon, e.g. dichl oronethane or trichloronethane; an aromatic
hydrocarbon, e.g. benzene or net hgPOSG83B®B1an ether, e.g. 1,1 '-ox-
ybi set hane, tetrahydrofuran; or a dipolar aprotic solvent, e.qg.

N, N-di met hyl f ormam de, NN- 40 di net hyl acetam de or pyridine. In sone

I nstances it may be approprlate bo egpl oy an excess of one of the reagents

as solvent. The water, , co or am ne Whl ch is liberated during the
COLL_L_V%E of the; t ma rmedfrom tion m xture by

art - kngwn pr ok es such, as AR-e-N az '»opﬁo:al destillation,

conpl exation or s formatlon Ipsomem rticularly the addition

of a suitabl e base such as, for Bxarrpl e, aterti m ne, e.qg.

NN- di et hyl - et hanami ne, 4-et hyl norpholine, pyridi IR, N 45

di met hyl - 4- ani nopY® di ne, may be approffiate. Further, in order to enhance

the rage of the reaction, said acylation reaction may a\dmt\gleously be

conducted at a sonmewhat el evated tenperature, and in particular_i nstances

at the reflux tenperature of t reag@ki on m xture. The conpg d® of formula

(1) can also be preparegsfol | ow rt-known cycli zatiMdures for
W e, by redcting an am di ne of

o formula (VII1), or by

of formula (X). In

preparing pyrigsi “W<ones such as Jl for ex
formul & (VI1) w aNB- di gar bon 507 Ay ned
cyclizing a reagent”of forrmula (11X) with a
formulae (MI1), (I1X) and (X) [erY] represents a ropriate |eaving group
such as, for exanple, [err]alkyl oxy, hydroxy, hal tho, nono- or
dlx(,[err]alkyl)andDQo 55 5 EP O 38 888 Bl [err] [err] [err] 10 [err]
[err] Z0 Said cycllzatlon reactions may generally be carried out by
stirring ”‘§a. tan”%Lféuy Bo Lol J’B.ﬁ &E:Efmﬁ inePresitints2 Binally in the
reac“on 1Y f\ , Jor Mgac,égéy 8er8ch

aromatic

) aﬁe Q cl ﬁ@ﬁ' behi26) (B nﬁN mem:;" h
N, N- di get Ton T K oo o TNGoraithe o %ﬁuiér@aﬁtrﬂaa?g:'t
may be anwoﬁmeh&s@ o @rry BRI HRASRtAN LD mas.a.saat@e oA TR BachaH hikdardl ar Iy, 1t My
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can be obtained by converting the racemic mixtures of the compounds of formula (I-a) with a suitable
resolving reagent such as, for example, a chiral acid, e.g. tartaric, malic and mandelic acids, campher
65 sulfonic acid or 4,5-dihydro-1H-2-benzopyran-2-carboxylic acid, or the reactive functional derivatives there-
of, e.9. the acyl halides, to a mixture of diastereomeric szalts or compounds, particularly esters; physically
separating said mixtures of diastereomeric salts or compounds by, for example, selective crystallization or
chromatographic techniques, e.g. liquid chromatography; and finally converting said separated dia-
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preparations are known conpo ., while others are novel. [ihe i#k& nedi at es
of fornmula (11) and nethods of preparing themare 5 kno from

ER.A- O, 196 132. a‘he al kyl ati ng reagents of formula (I11) are novel and can
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compounds and wi Il be described hereinafter in nore detail. By condensing
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reacti og- iy 5I§za§l9 M8 lo.g. Bty HpBro livatind redgBrtsa} sid doh plcall are
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The subsequent catal ytic hydrogenation of internmediate (XI1l) in a suitable
reaction-inert solvent in the prese e thydrogen, optionally at an

el evat el tenperature and/or e, th a catal yst such as, for 30
exanpl e, pal | adi um on- char & \g yillel d a prd®®¥ted internediate (XIV) in
case P is an al kyl group such Alk-W

o)
40

or, on the other hand, when P is hydrogen or a hydrogenolyzable group such as, for example, phenyl-
methyl, an alkylating reagent of formula (lli-a) wherein R?® is hydroxy can be obtained directly.

e ¥

: —d

BO—- l (I-a)
~ Ak-W

50

Suitable solvents for said catalytic hydrogenation reaction comprise water, Ci-salkanols, e.g. methanol,

55 ethanol or 2-propanol; ethers, e.g. 1,1'-oxybisethane, 1,4-dioxane, tetrahydrofuran or 2-methoxysthanol;
halogenated hydrocarbons, e.g. trichioromethane; dipolar aprotic solvents, e.g. N,N-dimethylformamide;
esters, e.g. ethyl acetate or butyl acetate; or a mixture of such solvents.
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O-acylated with a carbox I'C a d of fornul a( ong"a functi onal
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formula (111-b) mhereiﬁ R%Pkg R4- C(=O0 -0 fol t heAllsWhe procedures as
descrsbed her ei nabove i cyl ation of the @m pounds of fornula
(I-a). 10 [err] The internediates of fornul agfey) nmay be prepared by
N—alkylating a reagent of fornula (III) with an 20 oxine derivative of

f oce ures desc or t he
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[err] . [err] 40 O 45 wherein L is an

acid resrd Rﬁereinab've nd T%ﬁr a reactive |eaving
group sucrg err]%&ylm or (aryl

or [err]aIkyI xmw@al ex

30

(III) XV)

The intermediates of formula (V) may be obtained by reacting an oxime of formula (XVI) with an
85 activated acid derivative of formula L-W' (XVII),

: ”T;I“_N%

45

Lw! xvi)

™,

wherein L is an acid residue as defined hereinabove and W' represents a reactive leaving group such as,
for example, halo, (aryl or Ci-salkyl)carbonyloxy or (aryl or Ci—galkyl)oxy. As typical examples of the
reagent of formula (XVIl) there may be mentioned carboxylic acid anhydrides, e.g. acstic anhydride or
50 benzoic anhydride; carboxylic acid halides, e.g. acetyl chloride or benzoyl chioride; carbonochloridates, e.g.
methyl, ethyl or phenyl carbonochloridate; di{(Ci-salkyl)carbonates, e.g. dimethylcarbonate or diethylcar-
bonate. The reaction of the intermediates (XV1) with the activated acid derivatives Q{VII) may be carried out
following art-known esterification procedures, e.g. by stiring the reactants at a somewhat elevated
temperature, preferably in a reaction-inert solvent such as, for example, an aromatic hydrocarbon, e.g.
55 benzene or methylbenzene; a halogenated hydrocarbon e.g. dichloromethane or trichioromethane; a ketone,
e.g. 2-propanone or 4-methyl-2-pentanone; an ether, e.g. 1,1-oxybisethane or 1,4-dioxane; a dipolar aprotic
solvent, e.g. N,N-dimethylformamide or pyridine. In some instances it may be appropriate to add a suitable
base such as, for example, N,N-diethylethanamine, N-(1-methylethyl)-2-propanamine, 4-ethylmorpholine or
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startin§ reatoeipted vith Phopqmang) isduced, By the eieasy in rraﬁtc'e!w\ﬂterﬁxpﬁzwv@ale@ﬁeoqﬁhe&:@eﬁ'ators
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of thesg rBdiodh® & potent broncho- and vasoconstrictor and thus the present antagomsts may be used agairist
hypertension and vascular disorders. In addition, serotonin antagonists have been associated with a number
of other properties such as, the suppression of appetite and promotion of weight loss, which may prove
effective in combatting obesity; and also the alloviation of withdrawal symptoms in addicts trying fo
discontinue drinking and smoking habits.

50 The compounds of formula (i) show the additional advantage of being eliminated rather slowly from the
body and thus of being long acting. This can be evidenced, for example, by measuring the plasma levels
after oral administration to dogs and by the long acting antiemetic effect exerted by the present compounds
on dogs challenged with the dopamine agonist apomorphine. Especially the compounds of formula (I)
wherein R® is a higher alkylcarbonyloxy radical have a long duration of action. Hence, the compounds of

55 formula (l) only need to be administered at relatively large intervals, e.g. several days or weeks, the actual
time of administration depending on the nature of the compound of formula () used and the condition of the
subject to be treated. Consequently, the present compounds allow for a more efficient therapy : the slow
elimination facilitates maintaining a stable plasma concentration at a non-toxic, effective level and the
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A. Preparation of Intermediates

Example 1
55 .
a) To a stirred mixture of 84 parts of phosphoryl chloride and 540 parts of methylbenzene were added
20 parts of 3-(phenylmethoxy)-2-pyridinamine. The mixture was stirred at 50°C and 22 parts of 3-acetyl-
4,5-dihydro-2(3H)-furanone were added. The reaction mixture was stirred for 5 hours at 80°C. Another
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50 EXPERIEx#NE3 PART A Preparation of Internediates Exanple 1 55 a) To a
stirred mixture of 84 parts of phosphoryl chloride and 540 parts of
met hyl benZemixtugeple12Riderts of(B-Emhlorestinf)-6F-83:bteshydrcve bydeoxy-¥H-Byridy 2dipp@iting-one] e
m xt ur 2wd8-0 eartsy ¢f Scfluerp-34ppiperidingricR- -opzigpsazple mphot@drachistigd, 10 parts of N-(1-methylethyi)-
2-propanamine and 120 parts of methanol was stirred overnight at 60°C. The reaction mixture was
evaporated and the oily residue was taken up in trichloromethane and washed with water. The organic layer
was dried, filtered and evaporated. The residue was purified twice by column chromatography over silica
gel first using a mixture of trichloromethane and methanol (95:5 by volume) and then a mixture of
56 trichloromethane and methanol, saturated with ammonia (95:5 by volume) as eluents. The pure fractions
were collected and the eluent was evaporated. The residue was crystallized from 2-propanone. After
cooling, the precipitated product was filtered off, washed with a mixiure of 2-propanol and 2,2'-ox-
ybispropane and recrystallized from 2-propanol. The product was filtered off and dried, yielding 3.6 parts
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4, 5-di hydro-2(3H)-furanone were added. The reaction m xture was stirred for
5 hours at [err]. Another 10 EP O 368 388 Bl portion of 22 parts of
3-acetyl -4, 5-di hydr o- 2( 3H) - f ur andsiP=0 888:388R¥ed and stirring was continued
for 30 m nut es at [err] The sol ution was all ovved to stand over ni ght at
[err]. The wh oured i nto crushed i ce and an amoni um
hydr oxi d&1d%) wgé EFF{) g‘%ﬁ’%@gy Dirediny IS, 7rﬁr9ftﬂ’a[“{4“b?ﬂ“’8f°6¥fﬁ't“ﬁ'§ﬂe
The extr 'émfd'"'fm['? PR ed. The residue was purified by

cotym 5 omat ography over silica geI using a m xture of
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vol une) . 3688 P F@[zmmteﬁﬂu&d 1]be@££li$6iazm%l)-fﬂplpbrﬁ‘r@ﬁbﬂﬁf]-% 7818G6tiahy dRFB-hydioRy- ﬂh@ﬂ- 10
parts ( 3Q-afiyridet1,23a1p i$4-one; mp. 156.9°C, [a]°= -22.81° (c = 0.5% in ethanol). (Compound 3)

chl or oet hyl") - 7- met hoxy- 2- met hyl - 4H pyri do-[ 1, 2-a] pyri m di n- 4- one; np.
[err] .so (Endmplersedi ate 3) b) A mxture of 10 parts of

3-(2-chl oroet hyl ) - 7- met hoxy- 2- net hyl - 44 pyri do[ 1, 2-a] - pyri ni di n- 4-one, 40
met hanol hygspxy-Bynethpicpbrpytidoll 2alpwimidingftonp rapds 8Q pastscof dcatic agid erhydriskyyas stirreddond t h
2.0 part Bougs at['ﬁﬁl'q: e enoling. thp sqactivn | mixiye ey Beurefi(inte waler and trepied with anuprameniyim
di at omac#@u2vaRosidy Tagpesidyp was; pyified; By qolyma %@a@ﬂfﬁ}% (O¥F Sfica o} aisipg F bfe oty e
was t akefic °’T“?ﬁh38?)a’15’a{¥"t“§:§?f(95§ 8 '3??’9 Pt The pure fragd 4gIZr %a" Aﬂ“l %c‘r"‘:‘f:
ried 3 {6-Hlu =3ryl)s1 r.per
falnl:lt g{ ?dt ah? dro%nsﬂ-y- \RAQ - o ! yrimi -si é r '3ne
i a Iso pre (3-[
. 3- (2 chl rﬂggrg\w ng d%az Béﬁyéﬁg‘% Eﬁ ggﬁ;‘iiez[a] pyr
iy
m xture of 6 par
3- (2- Gl prapplelay! ) - 6 7 8, 9-tetrahydro- 7- net hoxy- 2- nmet hyl - 4H pyri do[ 1, 2-a] -
nonohydr te hal etinied esolufion] ofp 2.2t garte f of N-[2-14-@@tidayck ,2-bbhizisdxazbil-Byip Ppip@diniARtgING 7.8.6-
parts of tetrahytra@bldroxg2-rexdthyl-4Heplridal 62-alipytirhidiaid-one fnl 21 patteofpiichiatombibane and 5 parts
so dichloromethane and a solution of 1 part of sodium hydroxide in 6 parts of water. Upon complete addition,
stirring was continued for 2 hours at room temperature. Another portion of 1.1 parts of decanoyl chioride
dichloromethane. The extract was washed with water, dried, filtered and evaporated. The residue was
purified by column chromatography over silica gel using a mixture of trichloromethane and methanol (95:5
converted into the hydrochloride salt in 2-propanol. The product was filtered off and dried, yielding 0.9 parts
(45.9%) of [3-[2-[4-(6-fluoro-1,2-benzisoxazol-3-yl)-1-piperidinyljethyl]-6,7,8,9-tetrahydro-2-methyl-4-oxo-4H-

parts of A2wigiuepefn®? perdet ofr Si2ed-@Audra-1ibanzisge@rol-Styl)-d1piperigirati-athiBE7 §ertetrahydrd-9-
anmount®s ohydrrride gejetion-wie progiet g ﬁ“’af"ﬁ% with, f-anetpyh2-nepianone. | The edmciofae digd filtered
st i ng B ife myacyo, o) 2o ifpm é’@ib
poun

i m di n- 4pﬁ,9,ed“;@§| qré e;.(cgmpou | nt er rre | at e
pyri m din-4-one, 4.8 parts of 6-fluoro-3-(4-piperidinyl)-1,2-benzisoxazol e

of water were simultaneously added dropwise a solution of 1.1 parts of decanoyl chloride in 13 parts of

was added and stirring was continued overnight at room temperature. The product was extracted with

56 by volume) as eluent. The pure fractions were collected and the eluent was evaporated. The residue was
pyrido[1,2-a]pyrimidin-8-yi] decanoate dihydrochloride; mp. 221.4* C. (Compound 6)
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The reaction m xture was evaporated and the residue was taken up in water.
The product was extracted with trichloronethane. The extract was dried,
filtered and evaporated. The resi deR0368388B1fi ed by 40 col um

chr omat ogr aphy over silica gel using a m xture of trichloronethane and

met hanol (95: by vol unme) as eluent. The pure fractions were collected and

t he el uent vaporat ed, y| eI d| ng 8 5 parts (100% of

3- {2 [4d( 6; fl%j)r 0 i I3- I)-15piperidinyl}-ethyi}- 6789—tetrahydro-74
- pkﬁelr I :—i— ﬂqu. yr%bgz-a @?gﬁﬁ tfimethylsilane and 40 of aceton
et hy é",ﬁ“« n%n 28 “Ed il el e b e
5 45 B |g fter cooling, the

3-(2-chl Orvm% othe ﬁ:e rS‘sliJu@ 'ia‘RerQu M f%M aﬂ&"’nﬂy\&ﬂo al eaapa fey rabm. G- 4-
one, 50 1&ydde naﬁa;&n% rfatdr WY tR3d (wiflr DScBiRiniJdrbide) solbtiod- TH8 oS ¥aZ&rted with
nmonohydr oG#th@lomeanel Phed aitira&t vitls dived, lnittsred aivd ¥aBorhtdd. The PésiAE NASTIpRied byl cdidfn
parts of reRiohaBghphywaverSdilics lgBiCusPy & M@t of alichlomethdracant @Rdiaha) 195 Ky Vdlend)as
evapor at ealuamdTrishdbsiesd| fyaction Svadl collerids andaike Bluehd wias eaporatbd. aThe mesidiaives sdlidifisdas hed
W t h wat eretharidh€The ipehelndt avad Hiteesd offcedd diiddedleldifg 0.8 pares(3.2%} ofcasaiip@Ediucat1,2-bbreisox-
resi due wagokByhHipipetiinylathyl-67 )8 Saetiabytiro- EhydorE2-wethyldHpyriaeld 2-agpyrimiin-gae; f inpst
using a mM1%8.2Y& (@empound @h| or onret hane and mnet hanol (95:5 by vol une) and then
a m xt utse of Fajewing the inrogedyrecal lexamplent compauhdid otas conyentadde Edl2dd-GtilucreriBhengise5: 5
by vol ume)a2ek3-yel-piperidinylietyl-6i3 §Odetmbygerd- mefayHherocttbrridobi- SvimidnTHl  cbeaserts: was
evapor at edCommaend&si due was crystallized from 2-propanone. After cooling,
the precipitated product was filtered off, washed with a m xture of

2- wopanol%ﬁg—'i‘é@@,&ﬁspropane and recrystal lized from 2-propanol . The
product® was flléered off and dried, yielding 3. 6 parts 11 EP O 368 388
Bl (21.19

3-[2-[4-(Gf LM‘B& fokic %ﬁ ARSI &4y rﬁ obhds i @jeﬁdeﬂ«?ard Q'ﬂ%yéxg&ﬁrm{t'aﬂda@a% Lftra

hydr o- 9- hy, Z% Fﬂéﬁﬁé it fﬁ%m - A, W %&nfin

(OOWPO%O' ﬁatsStahJ ap%ﬂl t'd |hé) osf gé tc§mﬂ ed_apomorphine,
3-[2-[4- (@«,&Eﬁm ad ormmmz cokoiteh 40K DAY Phiracolpl 18} bods o an

t et r ahydr Qroliuély4h empifical oVERiatiinlof thEtrdRitvd fheditkity with] wnik¥ H.:;'F by STt PRRICUMR Heutotins-

parts of Ihitdr eystorisitshiraty (CNEY asdieNaBparphérally 3R pRraculas, 1 tesl idehdretrAd¥ahd \agorste

added dr opedvieofahesiestet ¢ompowditis of. idkmplarlj 6n duparting (b3 provehtitilytlé Bymptoms elicited with the

1H- 2- besaz cippaming-agenish efinariokphing)dnogerotb@ini (by [@éveiitay tie ceiitralland Ipedphaaitdyinpiods (coipar

conpl et e aiok; hyperasmisl elicited rwdth wexstorirOor dxypitrnine) cahd foo mordpideplying (vt preventing or delaying

t enper at urdeath Grion adraipisttationpf the xt-agosistmampinephli®l successively with water, a

sodi um hy @eidxdpgmorghiteutestoin dogd\ isadescribad dn Arzdeiineltorsch.i (Drugr Rag.).ah (766 VeiH 61P%H) eadd

The resi dRevieesa mazsupj ok thesiratin) of agtion Wr%ﬁﬁ%?%ﬁ;;da\ﬁ@ t@ﬁlﬂ%@f%loutdgﬂowgg a

m xt ur e% ofthepespdynsidescrieeddm EP-(vQ184.132 gad e eperim taAEMerised @ Bbledy vol ume)

as eluent. Two pure fractions were collected and the eluent was evaporat ed.

Each resi due was salted out with sodi utf®l ori de and two di astereo-isoneric

es;,ers were ohtained The first isonmer was 15 conbined with 16 parts of

nmet hanoJo ToppNo. |of N- ( Comisiiad\tdst ie rdtsy EPso 2n pg/kgoanam e(ﬁmm)}ddbtpmrﬁnso‘hmwye
vapor at e andc e 2oL | R BhbBR IrNhjisndha | Mo ], 7% TLC Bhel Yoo
silica gell ustng|a%¥xfure GF tridhl 0P8Ret hanp %98 [e@MEndi 00%®: 1008
vol ure) ag el?ient. %Phe| pur 2% act ijonsO9BE co| | 2% gd U8 1|h&08] ugnfO&as
evapor age.| The rdsPdlie| was Q:‘g%ystal | i 2880083 om Qé%?% arftfl0o8 1 h@0BF ogulP15naks

filtered dff énd dg_ig}ed yi eﬁ: ng Q.2 %ﬁﬁé (3| 694! I,Z -[2-14{(B-f1 upro-

-

* : not tested.

50

D. Composition Examples

Example 9 : ORAL DROPS

58 500 Paris of the A.l. was dissolved in 0.5 | of 2-hydroxypropanoic acid and 1.5 | of the polysthylene glycol

at 60~80°C. After cooling to 30~40°C there were added 35 | of polyethylene glycol and the mixture was
stirred well. Then there was added a solution of 1750 parts of sodium saccharin in 2.5 | of purified water
and while stirring there were added 2.5 | of cocoa flavor and polysthylene glycol g.s. to a volume of 50 |,
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20 1, 2-benzi soxazol -3-yl)-1

- pi per|d| nyl]ethyl]-6,7,8,9- tetrahydlo 9- hydr oxy- 2- met hyl - 4H pyri do[ 1, 2-a] -
pyrimdi n- 4-one; np. [err] (c =EP0388i388 Bihanol ). (Conpound 2) The second
i somer was conbined with 16 parts of nethanol, 1 part of

N-(1-nethyl eth - anam ne. an of water and

Sti 7 o0 WU 49 ATBRURD PRPRPS @rr@'"ﬁr%?ﬁr@em'ﬂmew?'hr@of"%ﬁtoﬁtr@'e

resi due NS ?ﬁlrl fied by colum chronmat ography over silica gel using a

m Xtur e e and 25 met hanol (90:10 by volune) as el uent.
The puyr lgl'&hd)'Q'(L%Bibji]ﬂlI | ected and the eluent was evaporated. The

resi due gvpsaeCleimdil bngdickybenBidlo Qr1opé?ln<9|prop;hghﬁl:ogwéﬁ;oatmref aibsbdLHl £f & and
dried, Yaof btﬂﬂecpwﬁerpﬂrst I%f{;%' RliorAere dissolved first 10 parts of 2,3-dihydroxybutanedioic acid

(-) - 3- [ Zanbi4eteandr l20 Qs ok - RE MRS &5 88ialon ¥ bombiod® wite b SribiHling Sal %t the Rrrfier, - t
et r ahy dr sanfloniél 1 2X¥,2,8-pidBenBriol Shd 3 Hbf bl dod solutidd wétl bdiddh tefdte’t 40PEs of dddiuler I |
(c = & Sednarinoldidardoved (TSP oiktor Apd 3 Onl oK RSHYeRY Bnd’e m&tgﬂbﬁabé\'f'y éssehcP ableS Of
3-[ 2- [ 4-4d8ed. |TH® naiterl sollstibre was samtinso witB-tyd Jornder,pWvae rwad | adidd] q.€1th\al Jolume70f @09- t et r
ahydr o- Serovitingranxoyal 3elutioh lephpriding [5ymg ofcthel adiveaihgrgdientripel teasgoootol(s anlpl TBE resatlings Of
aceti c asolutionawal jillbd irgsitakiesconteiners.ed for 4 hours at [err]. After cooling, the
reaction mxture was poured into water and treated with an anmoni um 35

hydr o%i dexamplp iit { GAPSUESe product was extracted with 4-nethyl - 2- pent anone.
The extract was dried, filtered and evaporated. The residue was purified by
col um c%‘?rpéﬁﬁ?fd'@?r’ét'p Gi/@l“'“@l'?“fyéﬂ‘“ﬁé-l 56, par ’%" A perte laetosss 0.8 parfe Kellgde FiliedMane
and et Hig¥gP &ﬁ‘l‘@? B WgEenyigor A dogejhare The, Frsuling, mixiug| wasct ed
ahd/t he ¥ Pﬁ? K/\ﬂ@d PP Fuitele; 'r?mlr'a%du%?'af"‘rﬁ@sr' COORISRR &3y SPs TR P2t om
2,2 - By bpane. The product was filtered off and dried, yielding 3.0

parts( f e me
3-[ 2- [4%&%%% | -3-yl)-1-piperidinyl]ethyl]-6,7, 8,9- 40

tetrahyq;rgp- tioEds Blot &pe0X0- 4H pyrido[ 1, 2-a] pyri ni di n-9-o0l acet at e(ester)
. [gr In a simlar manner and by using butanoic acid

anhydr i e mBdwe G108 lphrOof HRAAIE 70 bEHR' 18:t088 ndPbddhalls SREH #Es Mad Rell dh thereatter

(6-fl UOT Hamikiified RRNZ ORISR B05 pﬁts)ébarurﬂ- dodecy! sulfate and 10 parts polyvinylpyrrolidone (Kollidon-K

- pi per i chorgjlid esodty2ob-ni.of wterd Theldt POYAEF Brixdre 1 WishWeved} dRetOand el dgalR. Ther? thare -

pyri m divas 2ddet 1b0pats enicraerysiaiine dellidsd (Avicel I endis pants hydlogdnstadiidgetaliie diD(Strotdxi I r ed
sol ut sc0n@)othe hdle pras iizeddvell and compressed into tablets, giving 10.000 tablets, each containing 10 mg of

3- [ 2- [ 4-theBackivelingragtieht. 2- benzi soxazol - 3-yl )-1-piperidinyl]ethyll-6,7,8,9-

t et rahydr o- 9- hydr oxy- 2- net hyl - 4H pyri do[ 1, 2-a] -pyri m din-4-one In 21 parts
of di chl%selinget hane and 5 parts of water were sinultaneously added dropwi se
a solution of 1.1 arts of decanoyl chloride in 13 parts of 50

di chl #r o"f?eﬁ friuten Q Rarts, gyl cefylose }/'Vie“]%ﬁ' 60 H5®} S ith oh genatysated ethappl fersavass of

wat er *b ?’b‘f’ p&ﬂﬁ?ftthe“'g‘{sP lf'ﬂi' 2&/&85 dni?Hm 'él?ldFU?m’Ee‘?ﬂ?&rTé‘e’b?‘e'Poom

t errper

and sti r q'tﬁ a ?%,f ‘ﬁ? %gs P’oqgﬂ °“vvas
t t " esnuzr: rpl i, of d

fei(| {Z?C"ee ?gl%izt d 08{1 6‘% r% x%r’gj - - ggg: 0§ndtth ole 5:: rghla coFese

over silica ge usr ng a m x ire o tr| C T rorret hane and rret hanol (95 5 55
by vol U@Qm@1ﬁlluﬁ@rm@§bugwoﬁ fractions were collected and the el uent was
evapor ated. € Tes € verted into the hydrochloride salt in
2- pr ogand Partd ARthPIr Pkldekybsmdats bid €2 pahts RrdpylaRididkybsiteaty Wéth dis&ived in%bBiA 0159
(45. 9% opboiling water for injection. After cooling to about 50 C there were added while stirring 4 parts lactic acid,
[ 3- [ 2- [ 0:056pafts popyend, glycbicand i 45 paria 16 lthe 3.l | The Lolfitiop avas @banadl th @bdny kempbratdreCan8- t et r
ahydr o- Zuppistviepted dittowaer4éd-injgefion ol ad. 1 2.-giving \arsointiodicomStising ¥ nebatiaon ARl The solution
di hydr oovas eipiilidest byrfiratigne(t.SJP, X{IIGo A1 enuidfillé) in $1Brile confaie8. 368 388 Bl Exanpl e 7

50

Example 14 : SUPPOSITORIES

3 Parts A.l. was dissolved in a solution of 3 parts 2,3-dihydroxybutanedioic acid in 25 ml polyethylene

glycol 400. 12 Parts surfactant (SPAN®) and triglycerides (Witepsol 555 ®) q.s. ad 300 parts were molten
55 together. The latter mixture was mixed well with the former solution. The thus obtained mixture was poured

into moulds at a temperature of 37-38°C to form 100 suppositories each containing 30 mg/mi of the Al

14



A mxture of 8.5 parts of

3-[2-[4-(6-fluoro-1, 2- benzi soxazol -3-yl )-1-piperidinyl]-ethyl]-6,7,8,9-tetr
ahydr o- 7- net hoxy- 2- net hyl - 4H pyr iERQ 368388BY/r i nmi di n- 4-one, 14 parts of

i odotrinethylsilane and 40 parts of acetoni- 5 trile was stirred overnight
at [err]. |:Ano h rIJC' i f parts of iodotrinethylsilane was added and
the reactti for a while at [err] and then overnight at

retlux teperatine. Aljer. ¢ U 184 Sl 5 <RAPSH B £2) 1
m@takengﬂafﬁiﬁf&@iﬂ%mp% %@@L&m %"" ef oot AL EF U

taken up in water an |um roxr e sol utron. The pr oduct
was extrag: difds W th trichloronmethane. The extract was dried, filtered and
evaporat e alrIEf‘or ifotolibing Eontiablirgf deitdls DT, 8R! GHIDE] Ik, 6B /8,11 @?nershy over
silica gel using a mxture of trichloronet hane and net hano (95:5 by

vol ume) ag. eh u@wpound HadngiRSiometh fraction was collected and the el uent was
evapor abed. The residue was solidified in ethanol. The product was filtered
off and dried, yielding 0.3 parts (3. 799 of 3-[2-[4-(6-fluoro-1, 2-benzi sox-
azol - 3-yl ) - 1-pi peridinyl] <6 7&28 9-tetrahydro- 7- hydr oxy- 2- net hyl - 4H py
rrdo[lZa]pyrrmdrn%B [err]. (Compound 7) 15 Fol | ow ng the
procedure of exarrpl e 2 was ertegg to

Z o O,

azol - 3 yI) 1 pi perrdr nyI]ethyI(]) 6, 7,8, 9" - 2- met hyl - 4- oxo- 4H- pyri do
[1,2-a]-pyrimdin-7-yl] decanoate. (Corrpound 8) §. Pharnmacol ogi cal

Exanpl es .20 Exanpl e 8 The antipsychotic activi f ! he subj ect conpounds

i s_evidenced by the experinental data obtained Th & |east one of two

di fferéfit test pr ocedur es Vi z t he conbi ned aponor phi ne (APO), tryptam ne
(TRY) and 25, i t t
[ doge. Sai PAbBRIGRED dbcelhe Kol Lochfif bt ek o » s RaROHBIHE i ke
described in /gg ,sd;‘ntalka%agr rracodyn 227, 238-253 (1977) and provides an
enpiricgl eval paginpdogeh, c;‘_@kg,e,l,ﬁg,d ve specificity with which drugs may

ef fect partrcuhagdg_eumtrans- mtter systens centrally (CNS) as well as
peripheral ly. knisppdrbdy@rR@C(=d)Deaddest denonstrates the antagonistic
activity of thetisestgakonpounds of fornmula (1) on dopam ne (by preventing
the synptons elicited with the 30 dopam ne agoni st aponor phi ne), on

ser ot orsp n 2( by cqmipevrelrdccanding th elaiehvhiepdin Bhid sybstititpdhar thé 9 pysitiob ofitbe 6,2,8,84edrbhydro-

si ons; hypera@ivakyl-4H-pyodd bRlalpyrintidiseoretetn or tryptam ne), and on

nor epi nephrine (by preventing or delaying death upon adm nistration of the
a2- agoni st nieasmovndisheording)to clatei2wharelrily ip pihanediylcRtis halp and fi8 isimetlescr i bed i n
Arzneim -Forsch. (Drug Res.), 9, 765-767 (1959) and provides a neasure of

t he durdt |40rr‘6‘1‘“93%'1d|38??’4979t?ﬁé!mt3é'§?@t9 %dﬁﬁp‘ @Rds. The tests are carried out

foll owi ng_35 the roced res descr.ib EP— 0 19 and t he
exrer rregFaIAfﬂﬂ’tp& ARl SLGeR T b A8 bR ol ut %Pfﬁ"‘NBV'

Ined ou r ai <Iv ein .the AP 'fro e uo! / J
(APO beﬁggﬁ Jﬁ i e Et fror Sl n;g} hr

B -a]py m
nantr di rm th8re

1 S 4 i

0. 015 2 one alpha trcally ac§eptab o aQrd QQ fio n 36 6 81§reo

0.03 70 V9, ha?maceutucal%%}osmon compri@ing?‘ #n inert carrier andQsQQ@@if'ngredrent a Qleﬁgeutically
0. 008 dtive amouft: @Qéorﬂp%und as claﬂned in any opola?rﬂs 110 6.

0. 0003Ls 0.31 0. 015 5 0. 31 0.31

0.

00125 8 A midthdd of prefdwiD8 pharmacetitical compositiod’ as cléiféd ineddire @, clathcterized in that a
therapeutically effective amount of a compound as defined in any of claims 1 to 6 is infimately mixed
with an inert carrier.

s0 9. A compound as claimed in any one of claims 1 to 6 for use as a medicine.

10. A process for preparing a chemical compound as claimed in any one of claims 1 to 6, characterized by

55
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D. Conposition Exanples Exanple 9: ORAL DROPS 55 500 was
dissolved in 0.5 | of 2-hydroxypropanoic acid and 1.5 I of the pol Cylene

glycol at [err]. After cooling tcER @B6§383Rte were ac“““lmmu 1\‘ ll
pol yet hyl ene glycol and the m xture was stirred well dded

a solution of 1750 parts of sodium saccharin in 2.5 | f ‘putified water and
whi | e stmﬂﬁé—cﬁﬂﬁgw 2.5 1 of cocoa flavor and pol yet hyl ene
gl ycol q

?_f }a hsg‘yer%\ FRFe)dO@%E 388 B OVI %dagsgw]mp
iy 281?3%% 8°mtﬁ33'"%sgf @%ﬁg o @fﬁg@% 1 e

4- hydrox oate and 1 part of propyl 4- hydroxybenzoate mere di ssolved in
4 1 of belf%ﬂr faibildwin ¢GHuabng! Statds | AR se! O, DESEA, '8, ATLIVRY, R eSOl ved first
10 parts of 2, 3-di hydroxybut anedi oi ¢ aci d and thereafter 20 parts of the -
A. 1. Theq] au(@oafpo@,glhu\;.dgqnemhconbl ned with the remaining part of the forner
solutiwpn and 12 1 1.2, 3-propanetriol and 3 | of sorbitol 70% sol ution were
added thereto. 40 Parts of sodium 10 saccharin were dissolved in 0.5 | of
water and 2 m of raspbe of gooseberry essence were added. The
| atter sol ution was lggo |ne wiffh the former, water was added g.s. to a
volume of 20 | providip sol ut i/o corrprN sing 5 ng of the active

i ngredd ent per teaspoonfu rﬂ)Alk'Fh'éNres gosol ution wed filled in

sui tabl e containers. 15 Exan(ple 11 && 20 Parts of the Al., 6
parts sodium |l auryl sulfate, 56 parts starch parts | act ose, 0.8 parts

cql loidal silicon dioxide, and 1.2 parts nagmngsisf Stearate were vi gorously
stfirred together. The resulting mxture was subsedRiently filled into 1000
suitaBl e hardened gel atin capsul es, conprising each 20 nmy of the active 20
i ngr edi ent J r 5 A
m xt ure of WL ng%tt'éa%%F @*’é}%“’% Eogg% par%sd?l oggﬁs?)egégb%ncfg@ogépégrg:fosrﬁgéegerogh
was m xed we }\,kgqg lhefe@pt ter humdified with a sol ution of 5 parts sodi um
dodecy] sul faﬁqs%ggp ngraj(ﬁ oPRAIy Vi nyl pyrrolidone (Kollidon-K 90 0) in
about 200 M gfis0RLaky; The wet powder m xture was sieved, dried and sieved
agai n. Then t e fydiek§ oprRGEE Oi@Dar@ar ts m crocrystalline ceI | ul ose (Avicel
[err]) and 15ryiaichssdmydr ogenat ed vegetable oil (Sterotex 30 0). The whol e
was m xed well and conpressed into tablets, giving 10.000 tablets, each
cont abni &g Alé@mpoundfactoringete thaine! wirayeireB? ie stbstit@edibn thg 9Pbsitich®f the SFI8iStet@hydoF 10
parts met hy2tCiealkykAtepyddoNeelbwioglin-Gonetaiiety-r]1) in 75.m of denaturated

et hanol there was added a solution of 5 parts of ethyl cellul ose (Ethocel
22 cps [ &r ryoempeund Berordingdq cleip 2Hhgrelsfill i athanediyindis halnand Ridsrmestiylided 75 ml of

dichl oronethane and 2.5 m 1,2, 3- Ipr-oFPanetrl ol . 10 Parts of polyethylene
gl ycoP® w4, A compound according to claim 3'wherein R! is 8-fluoro.

5. A compound according to any of claims 1 to 4 wherein R* is heptyl, nonyl, undecyl or tridecyl.

6. A compound according to claim 1 wherein the compound is selected from 3-[2-[4-(6-fluoro-1,2-
40 benzisoxazol-3-yl)-1-piperidinyl]ethyl]-6,7,8,8-tetrahydro-g-hydroxy-2-methyl-4H-pyrido[ 1,2-a]pyrimidin-
4-one, a pharmaceutically acceptable acid additio n salt thereof, or an enantiomeric form thereof.

7. A pharmaceutical composition comprising an inert carrier and as active ingredient a therapeutically .
effective amount of a compound as claimed in any of claims 1 fo 6.
45
8. A method of preparing a pharmaceutical composition as claimed in claim 7, characterized in that a
therapeutically effective amount of a compound as defined in any of claims 1 to 6 is intimately mixed
with an inert carrier.

so 9. A compound as claimed in any one of claims 1 to 6 for use as a medicine.

10. A process for preparing a chemical compound as claimed in any one of claims 1 to 6, characterized by

55
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nol ten and dissolved in 75 m of dichloronmethane. The latter solution was
added to the fornmer and then there were added 2.5 par 1

oct adecanoate, 5 parts of polyvi F0:368388 Blone and 3o““|mm||ﬁﬂ|mmmll
concentrated col our suspenS| on (Opaspray K-1-2109[err]) ahd % he wol & was
honogenat ed cores re.coated with the thus obtained mxture in
a coating apf}g@f”if aéi% pligyt- ig%eTzﬁﬁ’EﬂeA%Eﬁngﬁ_UTl ON 45 1.8 Parts nethyl
4-hydr oxybenzoate and O. 2 parts propyl 4-hydroxybenzoate were dissolved in
abQut 0.5 1 of boiling water for ECtINI’l After cooling to about [err]
there ,were added while stirringid p ic ac@, 0.05 parts propyl ene
gl ycol and 4 parts of the A l. £{on was cooled to roomtenperature
and suppl enented with water for injection §s. ad 1 I, giving a solution
conprising 4 ng/mm of A l.. The soluti §ter|I|zed by filtration

(U S.P. XVIl p. 811) and filled in sterile MDnt ai ners. 50 Exanpl e 14:
SUPPO@ TORIES 3 Parts A l. was dissolved in a solution of 3 parts

2, 3- di hydr oxwimmiraR'dsl asodeined aindbr formulb()) with prodikyetingyrbagas otfoyraial 400. 12 Parts
surfactant (SPAN[err]) and triglycerides (Wtepsol 555 [err]) g.s. ad 300
parts were nolten 55 together. The latter m.xture was m xed well with the
former solution. The thus obtain 1 Rias poured into nmoulds at a
tenmpeff@ature of [err] to form MOS tories eachmcontaining 30 nmg/ m of
the A l. 14 EP 0 368 388 Bl KXa . | NJECTABLE SOLUTI ON 60 Parts of

A.l. and 12 parts of benzyl al cohol Wael | and sesame oil was added
g.s. ad 11, giving a solution conprigng 60 ng/m of A. 1. The solution was
st&aﬁlllzed and filled in sterile containers. Claims Clainms for the

fol | ot ng Co Chi e ‘"ﬁéﬂ SE 1.
A conpound hg@e;%gh ri%v &,QZJ{I’?%:@G éﬂﬂ %tu%_.‘g "@EZQ a pha rr%te}g He(a:vé I%’OJ}JLma
accept abl e ag)lJo t eo or a stereochemcally isomeric form
t her eof vvherel n ATk Is err aI kanedi yl ; 25 [err] is hydrogen,
[err]gykyl or halo; [err] |s [err]al kyI [err] is hydroxy or [err]-C(=
0)0-; and [err] is [err]al _N30 _2R* A corrpound according to claim1l
wherein R3 is substltﬂge he|9 position of the 6,7,8,9-tetrahydro-
- NOH )

Alk—N

35 _
wherein R, R?, R® and Alk are as defined under formula () and Y is a reactive leaving group in a
reaction-inert solvent at an elevated temperature and in the presence of a base;

&x ¢) cyclizing an activated oxime derivative

N_ R
R’-—'/Y |
N

(o)

40

N-O-L
Akk—N OH W

\Kl
R

50
wherein R', R2, R® and Alk are as defined under formula (I) and L is an acid residue in a reaction-
inert solvent at an elevated temperature and in the presence of a bass;

55
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2-[err]al kyl -4H pyrido[ 1, 2-a] pyrimdin-4-one noiety. 3. A conpound
according to claim2 wherein Alk is ethanediyl, [err] 4 err] 1.s
methyl. 35 4. A conpound accordi rEP 036&388Bd 3 wherein [err] j - f

5. A conpound according to any of clains 1 to 4 wherei nJM‘Im‘mm%!\WML
nonyl, undecyl, qr tridecyl. 6. conpound according to Cl LV $ N e
conpound is sé’?&.@f‘éﬂ"'Q?S%pgg'[dff?@"&-fl uoro-1,2- 40

benzi soxazol -3-yl)-1-piperidinyl]ethyl]-6,7,8,9-tetrahydro-9-hydroxy-2-neth
yle4H pyrido[ 1, 2-a] pyri m di n- 4- izpharnaceutically acceptable acid
additiogn salt thereof, or roneric formthereof. 7. A

phar maceuti cal conposit HOSe0 i sillng an inert carrier and as_active

. ingredient a therapeuticall N¢ npoundaéé claimed in
~any of clains 1 to 6. 45 8. A netlthod Of a pharmaceuti ca
conposition as clainmed in claim characterr zed hat a therapeutically
effectiwe anmount of a conpound as defined in any{of glains 1 to 6 is
intimately m xed with an inert carrier. 50 9. A nd as claimed in any
one of clains 1 to 6 for use as a nedicine. 10. A process for preparing a
chem cal conpound as clained in any one of clains 1 to 6, characterized by
55 15 * C whereiyR', § andAlisgre pedefised undey aomyuiamitsecatrpaliq agid oFigimuta of A, | .
and 12 'parts of benzyl al cohol were m xed well and sesane oil was added q.s.
ad 1 1, giving"€098l utY’bn conprising 60 ng/m of A.l. The solution was
sterilized and filled.in sterile containers. K dai ai for the .

ol 1 owi g Congt 84PN Maptars Gomvaive Heimol whpoimE 448 st e Tl (L Syipacioge: 1
Avgonmpound havggngﬂ f or nul 10|[err] 20 a pharnmaceutically acceptabl e
aci d additi on % FmpﬁE?@gP?°@?"gastereochenicalIy i soneric form thereof,

wherein Alk is [err]al kanediyl; 25 err] is hydrogen, [err]al kyl or
hal o; [err] is [err]alkyl; [err] is hy X [err]-C( = 0)0-; and
[err]al kyl. 30 2. A conpound accoQEL_g tp clai wherein [err] is

substityted on the 9 position of th&e € 7 8 9-tetYahydro-

2-[err]al kyl -4H pyrido[ 1, 2-a] pyrimdin-Z-one noiety. 3. A conpound
according to claim2 wherein Alk is ethanediyl, [err] is halo and [err] is
met hyl . 35 4 whékein B3 as AdlinedCudérdortgia {IDwithl ads-dizarbory Bedmetiiateadt foymuls 6- f | uor o.

o, _R?
0
Alk—N
RS

30

35

40
wherein R', R? and Alk are as defined under formula (I) and RS is a leaving group in a reaction-inert
solvent at an elevated temperature;

f) cyclizing a reagent of formula

45

RS

R3 /(YN )

§0
wherein R? is as defined under formula (1) and R is a leaving group with an enamine of formula

55
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5 A corrpound according to any of claims 1 to 4 wherein [err] is heptyl,
nonyl, undecyl or tridecyl. 6. A conpound accordl ng to i
corrpound is selected from 3-[ 2- [ £P(0368 388B3- 1

benzi soxazol - 3-yl ) - 1- pi peri dinyl ] ethyl ] -6, 7, 8. 9 tetrahydﬂmu m Hu mth
yl -4H pyrido[ 1, 2-a] pyri m di n- 4-one, a phar ITB.CEUtI cally

additio n salt thereof, or r@ntlorrerlcformthereof

phar maceuti cal conposition Ising an inert carrier and as active

i ngredient a therapeutically efff ecti ve anount of a conpound as clainmed in
any of, claims 1 to 6. 45 8.0 hod a pharmaceuti cal

corrp05|t|on as clainmed in cld m Ak in ti@t a therapeutically
effective anount of a conpoumi as defi of claine 1 to 6 is
intimately mxed with an inert carrier. 50 . conpound as clained in any
one of clains 1 to 6 for use as a nedicine. A process for preparing a
chem gal conpound as clained in any one of clains R1 to 6, characterized by
55 15 EP 0 368 388 BL * C L M S * a) Nalkylating a

3- pi peri di ny whekei Rh & andsadikara a4 dofindd undar fawhala {l)eand R° & a leaving group, in a reaction-inert
[err] 10 whesahent ¢ ew eigvaied tearperdiefei ved under fornula (1) with an al kyl ati ng
reagent of f @rpredadngthe enpntjomeric]form§ oftheecanippundeefifgrmalad Al k are as defi ned
under Mornula (1) and Wrepresents a |l eaving group in a reaction-inert
solvent at an el evated tenperature; l}?‘ cyclizing an oxime of fornmula 25
[err] 30 N 0 35 wherein [err] and Alk are
as defined under fornmilg-CL) is a reactive leaving group in a

reaa,otl on-inert solvent at Nand in the presence of a
base; ) cyclizing an activated [bxi nakdeRN vatyve®400 err] Gakrr] wherein
[err] and Al k are as defined und®r formul is an acid residue in
a reaction-

25

wherein R, R2 and Alk are as defined under formula (1), by converting the racemic mixtures of the
compounds of formula (l-a) with a resolving agent to a mixture of diastersomeric salts or com-
pounds, physically separating said mixture of diastereomeric salts or compounds and converting
30 said separated diastereomeric salts or compounds into the corresponding enantiomeric forms of the
compounds of formula (I-a);
and if desired, converting the compounds of formula (l) into a therapeutically active non-toxic acid
addition salt form by treatment with an acid; or converssly, converting the acid salt into the free base
with alkali; and/or preparing stereochemically isomeric forms thereof.

Clalms for the following Contracting States : ES, GR
L 1. A process for preparing a compound having the formula

40

®.

50 :
a pharmaceutically acceptable acid addition salt thereof, or a stereochemically isomeric form thereof,
wherein
Alk is G1 -salkanediyl;
R! is hydrogen, C1-salkyl or halo;
55 R? is Ci—salkyl;
R® is hydroxy or R*-C(=0)0-; and
R* is Ci-1salkyl; characterized by

18



inert solvent at an el evated terrperaturé and in the presence of a base; 55
16 EP O 368 388 Bl d) O acylating a conpound of fornuta

* C L M'S * [err] wherein [erER036RI38& BRI are as defi
(I') with a carboxylic acid of formula 15 R4- COOH (VI)HH l,ﬁ
functional derjivative the wher ei n er is as defi A |

r
(1) in a reacta?ﬂﬁ'ky'?H%Ff"p?B"Wh‘[Z'beZﬁ” f% E/cl i zing an ami di ne of
formJIa NH2 wherein R3 is as deflned under formJIa (I') with a B-dicarbonyl

rnediate of formula 30 [err] N ereNn [err] and Alk are as defined
under ff)rrrula (1) and [err] is aHNeav Are pin@reaction-inert solvent
at an elevated tenperature: f) cy i a=f eagent of fornmula 45 [err] 50
wherein R3 is as defined under formula d [err] is a | eaving group
with an enam ne of fornmula 55 17 EP ON36M\ 388 Bl * C L M S *
[err] 5 10 wherein [err] and Alk are as defi nBd under formul a (I') and [err]
is a leaving group, in a reaction-inert solvent at an el evated tenperature;
or g) prepari n@erell ® Braadéfinedi@iderdormok Ewithfan talk@atia@ reagenniatSoraiila f or nul a 15

N R’
3 —d
" R\(/\ll: | @
AW

&)
\”‘" 20 wherein R?, R® and Alk are as defined under formula {l) and W represents a leaving group in a
reaction-inert solvent at an elevated temperature;
b) cyclizing an oxime of formula
25 N R?
3 (Y |
K= N a
0]
30
35 wherein R', R2, R? and Alk are as defined under formula (I) and Y is a reactive leaving group in a
reaction-inert solvent at an elevated temperature and in the presence of a basse;
¢) cyclizing an activated oxime derivative
%0 N R2
s Y
R '_'\/N I N-O-L
Alk—N OH \)
pu © 0 =
/
\ X |
R
50 wherein R, R2, R® and Alk are as defined under formula (I) and L is an acid residue in a reaction-

inert solvent at an elevated temperature and in the presence of a base;

55
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20 [err] 25 wherein [err] and Al k are as defined under
formula (1), by converting the racem c m xtures of t

(I-a) with a resolving agent to aEPD)368888 Bl di astere i ts or com
pounds, physically separating said mxture of di aster}Bmm "ﬂ H» I, '
conpounds and,convertin sai d separated dias or

30
conpounds i nt® &3PEaHe8 A CHERYRLe ™ ¥R ant i oneric forms of the compounds -of
formula (l1-a): and if desired, converting the conpounds of fornula (l) into
a therapeutically active non-toxjc aqi'zd addition salt form by treatnent
W th aP acid; or converselM ing the acid salt into the free base
with al kali; and/or prepattng sterfeochemcally isoneric fornms thereof. 35
Claims for the follow ng RR 1. A pf8cess for
preparing a conpound having the lfor a
O [err] 50 a pharmaceutically a&ept abl e
stereomhem cally isonmeric formthereof, \AI kpis [err]al kanedi vyl ;
[err] is hydrogen, [err]al kyl or halo; 55 n]al kyl; [err] is
hydroxy or [err]-C(= 0)0-; and [err]al kyl; characterized by 18 EP 0O 368
388 Bl a) N-al kylating a 3-piperidinyl-1,2-benzi soxazole of formnula *
C L M  Sherein H'.d¥rahd Bk preas isfiié! untierfarinala [lerith ja caboxglic adigifof fagshiainder
formuld (1) with an al kylating reagent of formula [err] 20 wherein
R2, R3 and AIRR-CROH adVlefined under fornula (1) and Wrepresents a | eaving

group in a reaction-inert solvent at an el evated tenperature; b) cyclizing
an oxi me of fPHRAepctve iu\xchog?l rdPrlva’ave thereof, wherein R* is as defined under formula (1) in a reaction-
W I

| a

ion salt thereof, or a

U inert solvent;
- 20 e) cyclizing an amidine of formula
l/\(NHz
25 R3—T IN (Vi)
wherein R® is as defined under formula (l) with a g-dicarbonyl intermediate of formula
30
o, _R?
0) N\
Ak—N 7 0
35 RS _ (VI
/

g\s R1

40

wherein R', R2 and Alk are as defined under formula (I) and R® is a leaving group in a reaction-inert
solvent at an elevated temperature;
f) cyclizing a reagent of formula

45
RS

R3———(\'N( (1X)

50

wherein R® is as defined under formula (l) and RS is a leaving group with an enamine of formula

55

20



0 30 35 wherein [err] and Alk are as defined under forrmula (1) and Y
Is areactive leaving group in a reaction-inert solvent at an el evated
tenperature and in the presence ofERa0B6&3W8 BY cycli zi ng an activated oxine

derivative [err] NOL 45 : :
wherein [err] and Alk are as defined under fornula (I),mmmnfﬁmm(LHHm
residue in a reaction- inert solvent at an el evated tenperat w e wxan t he
presence of a base; 55 EPi)N3682388 B1 * C L MS * d) Oacylating a
coqpound of formula [err] 10 erein [err] and Alk are as defined under
formula, (1) with a carboxylic ad)d of f la 15 R4- COOH (VI) or a
reactive functional derivati ) of ei NR6 IS defined under
formula (1) in a reaction- ineff solveny; e)a(a/clizi ng an am di ne
of fornula 25 R [err] wherein R3 is as
defined under fornmula (1) wth a B-dicarbonyl rmedi ate of formula 30
[err] [err] 35 40 wherein [err] and Alk are as igled under formula (1)
and [err] is a leaving group in a reaction-inert solvent at an el evated
tenperature; f) cyclizing a reagent of fornmula 45 [err] 50 wherein R3 is as
def i ned under wheeimil',&? @hd Al ard afRRdsfingd undérdermisia §f) g dii fis alsdvinggrouprimateaclioninert
formul a 55 solvent at an elevated temperature; or _

15 g) preparing the enantiomeric forms of the compounds of formula

Alk—N Z 0 @-a)

25 R

wherein R', R2 and Alk are as defined under formula (I), by converting the racemic mixtures of the
compounds of formula (I-a) with a resolving agent to a mixture of diastereomeric salts or com-
80 pounds, physically separating said mixture of diastereomeric saits or compounds and converting
said separated diastereomeric salts or compounds into the corresponding enantiomeric forms of the
compounds of formula (l-a);
and if desired, converting the compounds of formula (l) into a therapeutically active non-toxic acid
addition salt form by treatment with an acid; or conversely, converting the acid salt into the free base
35 with alkali; and/or preparing stersochemically isomeric forms thereof.

2, A process according to claim 1 wherein R3 is substituted on the 9 position of the 6,7,8,9-tetrahydro-2-
C1 -+ alkyl-4H-pyrido[1,2-a]pyrimidin-4-one moiety.

40 3. A process according to claim 2 wherein Alk is ethanediyl, R' is halo and R? is methyl.
4. A process according to claim 3 wherein R! is 6-fluoro.
6. A process according to any of claims 1 to 4 wherein R* is heptyl, nonyl, undecyl or tridecyl.
8. A process according to claim 1 wherein the compound is selected from 3-[2-[4-(6-fluoro-1,2-benzisox-
azol-3-yl)-1-piperidinyljethyl]-6,7,8,9-tetrahydro-9-hydroxy-2-methyl-4H-pyrido[1,2-a]pyrimidin-4-one, a

pharmaceutically acceptable acid addition salt thereof, or an enantiomeric form thereof.

50

55
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20 EP 0 368 388 BL* C L M S * [err] 5 wherein [err] and Alk are as

defined under fornmula (I) and [err] is a | eaving gl’OL{ !" I nert
sol vent at an el evated tenperat urkP 0068 348 B1 9) pr m N"mnmz'lﬂ"m[
enantionmeric forns of the conpounds of formula

[err] 25 whereln err] and Alk are as defined under formula (1), by

?SZXFC? hﬁssg@nfp e rpigerieeroograsns; A0 M o BB oBF Tl Mos® 1" °

nds qhyEs c\%r iV ERRLA i n Isa| d mixture of diastereoneric salts or
corrpounds and c r’lvergh ng ¥ separated di astereoneric salts or conpounds
into the corresponding enantiomeric forns of the conmpounds of fornula
(I-a); and if desired, converting the conpounds of fornula (1) into a
t herapeutically actlve n Yid addition salt formby treatnent with
an acid; or conversehky co fng the acid salt into the free base 35
wth a,l,,kal I ; and/ or r&@%mg er eoch allyysonmeric forms thereof. 2. A
process according to clafim 1 e mkn_. g uted on th®, 9 position of
the 6,7, 8, 9-tetrahydro-2- [erd]al kyl - 2-a] pyrimdin-4-one
noiety. 40 3. A process according to claim whgrein Ak is ethanediyl,
[err] is halo and [err] is nmethyl. 4. A proc ' '
whereilm R is 6-fluoro. 5. A process accordin omny of clains 1 to 4
wherein R4 is heptyl, nonyl, undecyl or tridecyl. 45 6. A process according
to claim1l wherein the conpound is selected from
3-[2-[4-(6- qin Wﬂuﬂgh@ﬂ%@ggs S#ureadditionssalz hievon oder eine stereochemisch isomere Form

azql- foyl) 'Ievﬁ?@éT‘q‘(rjfl thxl] 6,7, 8, 9-t et rahydr o- 9- hydr oxy- 2- et hyl - 4H py

rido[ X'2-a] py 3 N n | cal |y acceptable acid addition
q%&%?qeg Png?‘ﬁ

oy Ot

sal t ther eof Rt @P%0f . "50 55 21  EP 0 368 388 Bl
I 1111111 11 g a rUche Pat entansprU che fUr fol gende
Vertragsst mat n _ , B%%St&@B
Ver bi ndung M t or
2. Verbmdung nach Anspruch 1, worin R? als Substituent in der 9-Position des 6,7,8,9-Tetrahydro-2-G —s-
alkyl-4H-pyrido[1,2-a]pyrimidin-4-on-Restes vorliegt.

IT, Li, LU NL, SE 1. Eine

3. Verbindung nach Anspruch 2, worin Alk flir Ethandiyl steht, R' Halogen darsfellt und R? Methyl
30 bedeutet.

4. Verbindung nach Anspruch 3, worin R! flir 8-Fluor steht.

5. Verbindung nach einem der Ansprliche 1 bis 4, worin R* Heptyl, Nonyl, Undecyl oder Tridecyl
35 bedeutet.

6. Verbindung nach AnsprUch 1, worin die Verbindung unter 3-[2-[4-(6-Fluor-1,2-benzisoxazol-3-yl)-1-
piperidinyllethyll-6,7.8,9-tetrahydro-9-hydroxy-2-methyl-4H-pyrido[1,2-a]pyrimidin-4-on, einem pharma-
zeutisch annehmbare Séureadditionssalz hievon oder einer enantiomeren Form hievon ausgewihit ist.

40

7. Pharmazeutische Zusammensetzung, umfassend einen inerten Triger und als wirksamen Bestandteil

eine therapeutisch wirksame Menge einer Verbindung nach einem der Anspriiche 1 bis 6.

8. Verfahren zur Herstellung einer pharmazeutischen Zusammensetzung nach Anspruch 7, dadurch
45 gekennzeichnet, daB8 eine therapeutisch wirksame Menge einer Verbindung, wie in einem der Anspril-
che 1 bis 6 definiert, innig mit einem inerten Triger vermischt wird.

9. Eine Verbindung nach sinem der Ansprliche 1 bis 6 zur Anwendung als ein Medikament.

s0 10. Verfahren zur Herstellung siner chemrschen Verbindung nach einem der Ansprliche 1 bis 6, gekenn-
zeichnet durch

55
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R3 I 10 7 0 15 ein pharmazeutisch
annehnbares Sl ureadditionssal z hi evon oder eine stereochem sch i sonere Form
hi evon, worin 20 Al k far CIERG388 88881yl steht; ”“llmntﬂlﬂmnma
-4- Al kyl odor Hal ogen bedeutet; R2 fO G -4-Alkyl ste 1 or
R$- C(= 0)0- bedeutet: und R4 fOr Cl-is-Al kyl steht. 25 3. ¥erbindufig hach
Anspruch 1, wd¥ Niftkdipre einessg-hiperidinyled.fbepzisoxpzpls derbgiaiet | on des
6,4, 8,9-Tetrahydro-2-C -4- al kyl -4H pyrido[ 1, 2-al pyrim di n-4-on-Restes
v%i egt. 3. Verbindung nach Anspruch 2, worin Alk fOr Ethandiyl steht, R
Hal ogen_darstelit und R2 Met hyl batjeutet. 4. Verbi ndung nach
Ansprucf‘u 3, worin RI fOr 6-Fl uoHNste “. O/er bi ndng nach ei nem der
AnsprUche 1 bis 4, worin R Hept W= Undecyl oder Tridecyl 36
bedeutet. 6. Verbindung nach Anspruch X in die Verbindung unter
3-[2-[ 4- (6-Fl uor- 1, 2- benzi soxazo] - 3- yl )\L-2<.
pi peri dipnyl ] et hyl }-6, 7, 8, 9-t et r ahydr o- 9- hydrB‘xy- 2- et hyl - 4H pyrido[ 1, 2- a] py
rimdin-4-on, einempharnma- zeutisch annehnbare Saureadditionssal z hievon
odor einer enavotih RNES eMterfFafMEN {1)i definiit ia.UsiDswm Alitylidrarigsreagns/der RindsINaZEeut | sche
Zusammenset zung, unfassend einen inerten Trfger und als w rksanen
Bestandteil eine therapeutisch wrksane I\/bng? ei ner Ver bi ndung nach ei nem
der Anspruche 1 bis 6. 8 Verfalr N el l ung ei ner pharmazeuti schen
Zusanmenset zung nach Anspruch lf,\d‘adﬁ_r ch[ 45 gak@pnzei chnet, daB eine
t her apeuti sch wi rksame Menge eil Her/v 3@%’, wi e in einemder AnsprU
che.l bis 6 definiert, innig mt einenfjinert®n Trager verm scht wird. 9.
Ei\ne Ver bi ndung nach einem der AnsprCcbe 1 bis 6 zur Anwendung als ein
Medi karf8nt. so 10. Verfahren zur Herstellung einer chem schen Verbi ndung
nach ei nem der_ An erHchg ?'qui S 6 ﬁelﬁepn-.z%i chnet durch 55 22 * L

% ofin R, un wie ‘unterF -{l) .definjert. si £l -Gr d It in
I\N/I~t g a) N4 [éﬁé Qne@e I‘.ao%ur%-srﬁiltt %Zi'e lshhé! Te per;tﬁg;#gl gs*gaﬂg?g; g8t “erthet 5

by Gydlidieren-eines Oxims der Formel
25

30

1
35 R

worin R, R?, R® und Alk wie unter Formel (l) definiert sind und Y eine reaktionsféhige Leaving-
V Gruppe darstellt, in einem reaktionsinerten L&sungsmittel bei erhShter Temperatur und in Anwesen-
heit einer Base;
40 c) Cyclisieren eines aktivierten Oximderivats

45 N-OL
OH ™,
/4
50 \ I~
R
worin R, R?, R® und Alk wie unter Formel (l) definiert sind und L einen S3urerest bezeichnet, in
einem reaktionsinerten L_tisungsmittel bei erh6hter Temperatur und in Anwesenheit einer Base;
55
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worin Rl wie unter Formel (1) definiert ist, mt einem Al kyli erungsreagens
der Fornel 16 T N/ RAAK-W
20 worin R2, R3 und Al k w e unt erEPFD868:388(B1) defi ni ert
Leavi ng- G uppe darstelit, in einemreaktionsinerten L nﬂﬂq’ﬂ m\mmﬂm
er hohter Tenperatur; b) clisieren eines Oxims der Fors
~R 30 d) O-Acylieren einer Verbindung der Formel NON(V 0
worin R, R2, R3 und ALk wie unter Fornel (I) definiert sind und Y eine

ki i onsfahi ge Leavi ng- G uppe,darsiellt, in el nemreaktionsinerten
L8sungsm ttel beil erhoht r und in Anwesen- heit el ner Base; 40
O Cycﬁisieren ei nes gig-wi i nderivats 45 R3 Y
iN04. B  (V), 0 50 woNw¥ & unter Grmel (1)
definiert sind und L el nen Saurkrest®®5ekic i 19 ei nem reaktionsi nerten
Losungsmittel bei erhdhter Tenp®ratur und— nhei t einer Base; 55 23
EP 0 368 388 Bl 111111 111 111 1111 d) O Acylieren
ei ner Ver bi ndung der For nel 1 ¢ L N s *N
A- R&HO N kNO -~~N 0~ 10-R~~~~-~ worin Rl, R2 und
ALk wie unter Fornel (lI) definiert sind, mt einer Carbonsiure der Fornel
15 R4- COOH  wolinR') Rouhd iAlkewiengmar Farekek () defiploa kind) entt einenGarboostiatel denFdoeeli v at
hi evong worin R4 wie unter Formel (1) definiert ist, in einem

reakti onsi ne®-€@0H6sWihsnittel ; 20 e) Cyclisieren eines Anidins der
Formel <%AWH2 25 R3 31
oder einem reaktionstdhigen funktionellon Derivat hievon, worin R* wie unter Formel ([) definiert ist,
\./ in einem reaktionsinerten L&sungsmittel;
20 e) Cyclisieren eines Amidins der Formel

NH;

25 R”‘/\‘g ovm .

worin R® wie unter Formsl (1) definiert ist, mit einem 8-Dicarbonyl-Zwischenprodukt der Formel

30
0. _Rr?
Alk~—N Z O
35 RS v
xs-/‘ Rl
40
worin R', R2 und Alk wie unter Formel (l) definiert sind und R eine Leaving-Gruppe bezeichnet, in
sinem reaktionsinerten L&sungsmittel bei erhGhter Temperatur;
f) Cyclisieren eines Reagens der Formel
45 7S
R3—-——"/\'( 1£29)
N ’

50

worin R® wie unter Formel (f) definiert ist und R® eine Leaving-Gruppe bezeichnet, mit einem Enamin
der Formel

§5
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worin R3 wie unter Fornel (1) definiert ist, mt elnem
8- Di car bonyl - Zwi schenpr odukt der Fornel 30 — 0
R2 N~~ AfLc-N3s' 35 XR 40 worin R EPP36AR88MB1K wi e unt
definiert sind und Rs eine Leavi ng- G uppe bezeichnet, ﬂ“‘wm/m““‘ml“m‘
reakti onsi nerten L6sungsnmittel bei erh6hter Tenperatur, i) cCyclisi eren

ei nes Reagens der Fornmel 45yRpNbOgeorin R3 wie unter Fornel (1) definiert

i st und R5 eine Leaving-G uppe ei chnet, mt einem Enam n der Formel 55
24+ EP 0 368 388 Bl H2N R2 Rl 10 worin R, R2 und Alk wie unter Fornol
(I)“éefigﬂert sind und RS ei Vi ng- & uppe stelit, in einem

reakti onsi nerten Losungsmttel{bei Al efPat ur;xpder g) Bereiten
der enantiomeren Fornon der VeRbi ndunge | 15 worin RI, R2 und Al k
wie unter Fornol (1) definiert sind, durch QogrfUNron der racem schen
Gem sche der Verbi ndungen der Fornol (I-a) mtN\edRem Trennmttel in ein
Gem schwon di astereo- 30 meren Sal zen odor R/er bi ndungen,

physi kal i sches Trennen di eses Gem sches von di astereoneren Sal zen oder
Ver bi ndungen umdrin(B'e IR aind Ak wiki @rdet Fogyel (edufibiensiod etk B einsTBsadng-G@appbedatthllf; in
Ver bi ndun- geneinem haldiohsinertend Seungsniittep bal ethdider Jempaaey edar For nen der

Ver bi ndungen deYBemitemesdr egantion)eren othey devMesbindunger dér Fgrméber f Unr en der

Ver bi nddhgen der Fornol (1) in eine therapeutisch wirksane nicht-toxische
Sl ur eaddi ti onssal zf orm durch Behandl ung mt einer Siure; odor ungekehrt
Oberf Onren 35 des Sl uresal zes .hn digg frele Base mit Al kali; und/oder

Bereiten stereochem sch iso SNAFO n hi evon. PatentansprUche fur
f ohgende Vertragsstaat enH ﬁ,-\/ 40| . Ver Fahren zur Herstellung einer

Ver bi ndéhg nit der Fornel 9- 9 4 N 7 4
Al T 3G =N 70 A~ (G
0 ——
0 (
o /
25 ' \ NRI

worin R!, R? und Alk wie unter Formel (l) definiert sind, durch Uberfiihren der racemischen
Gemische der Verbindungen der Formel (I-a) mit einem Trennmittel in ein Gemisch von diastereo-
30 meren Salzen oder Verbindungen, physikalisches Trennen dieses Gemisches von diastereomeren
Salzen oder Verbindungen und Uberflihren dieser getrennten diastersomeren Salze oder Verbindun-

gen in die korrespondierenden enantiomeren Formen der Verbindungen der Forme! (I-a);
und gewlinschtenfalls Uberflihren der Verbindungen der Formel (I) in eine therapeutisch wirksame
nicht-toxische S#ureadditionssalzform durch Behandlung mit einer SHure; oder umgekshrt Uberflihren

35 des SHuresalzes in die frele Base mit Alkali; und/oder Bersiten stereochemisch isomerer Formen
hievon.
ka..é Patentanspriiche filr folgende Vertragsstaaten : ES, GR

40 1. Verfahren zur Herstellung einer Verbindung mit der Formel

(I)’

50

eines pharmazeutisch annshmbaren S&ureadditionssalzes hievon oder einer stereochemisch isomeren
Form hievon, worin
55 Alk fiir C1 —4-Alkandiyl steht;
R! Wasserstoff, C1-4-Alkyl oder Halogen bedeutet;
R2 flir Gy —4-Alky! steht;
R?® Hydroxy oder R*-C(=0)0- bedsutet; und

25



0 ei nes pharnmazeutisch annehnbaren Sdureadditi onssai zes hi evon oder oi ner
st ereochem sch i someren Form hi evon, worin 55

-4- Al kandiyl steht; R Wasserst ofBP 0888388-BY kyl oder

fO Cl -4-A kyl steht; R3 Hydr oxy oder R4-C( = 0)0- bed mrmm U!FEP
O 368 388 B1 (J{ 111 11 1111 jilkF RWTar wCs-

-Al kyl steht: gﬁﬁ é’l“éﬁ?? ""°t e S a)
N- Al kyl i eren Mq EIoN BINRR b?"zf)s@?ﬁ?%%%(g%'g‘ﬁ der Formel 5

7T ~~~~~HNO 111 0 10

RI*Worin R wie unter Fornel () definiert ist, mt einem
Al kyl i erungsreagens der For nel
Rworin R2, R3 und Al k wi e untd®l For
Leavi ng- G- uppe darstelit, in ein
erh6hter Tenperatur; 25 b) Cycli n eines Oxins der Formnel
R3_(K.&. N R2 R 33<(1? 30 'Rl

NOH(P, A~-N y 0 36

Rl worin Rl, R2, R3 und Alk wie unter Formel (1) definiert sind und Y el ne
r eakt i onsf ahiwgdn R'eve untay For@el() definidet iist tméd diren Alkyliesingsreagersatet faometi ner t en
L6ésungsmttel be! erh6hter Tenperatur und in Anwesen- 40 hei t ei ner
Base; ) Cyclisieren eines aktivierte Q(iggerivats 46 R3 ~NN-O- L LW

-N CH W rin R, R, R3 und Alk wie
unter Fornel (1) definiert silﬁ’d\und L e| nen Sl urer@dt, bezei chnet, in 55

ei nem reakti onsi nerten Losungsn&\t\I,eITl ~enpGpt er Tenperatur und in
Anwsezghei t einer Base,

defi nf®r¢ sind und Weine
sinerten Losungsnittel bel

0o

worin R2, R® und Alk wie unter Formel () definiert sind und W eine Leaving-Gruppe darstellt, in
einem reaktionsinerten L&sungsmittel bei erh&hter Temperatur;
25 b) Cyclisieren eines Oxims der Formel

30

Y/
35 \\l

i worin R, R2, R® und Alk wie unter Formel () definiert sind und Y eine reaktionsfihige Leaving-
et Gruppe darstellt, in einem reaktionsinerten L&sungsmittel bei erhShter Temperatur und in Anwesen-
40 heit einer Bass;
c) Cyclisieren eines aktivierton Oximderivats

45
N-O-L
OH ™,

50 4

\ X« i

R
worin R', R2, R® und Alk wie unter Formel (I) definiert sind und L einen SHurerest bezeichnet, in

55 einem reaktionsinerten Losungsmittel bei erhdhter Temperatur und in Anwesenheit siner Base;
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F

.26 *c L s:* d) OAcylieren ei ner Ver bi ndung der Fornel 5

~~~HO <, NI > —¢=a)y—AN"KNR 0 10

Rl worin RI, R2 und AMK wi e unter FBﬂIﬂEB%‘inefl ni ert

Car bonsaure der Fornel 15 R4- COO—I (VI) oder el nem riaﬂ “l!&]m”mg “l
I il esr * St

funktionell en hi ev. n_R4 wie unter Forne
in ei nem reakt&g)récly%éﬁ"tegﬁrfg‘g Fegpl. - 20 e) Cycl i si eren eines

Am di ns der Formel NH, 25 ~~~~~ --

(Iﬁ\gorlnRBwie unter Fornel (I). pert ist, mt elnem
car bonyl - Zwi schenpr odu ’ mel 30 0940 R2 0

N YK Al k- N Ho—'fy?q35

(M) R 40 worin R, R2 un

ei ne Leavi ng- G uppe bezei chnet, il ei’Nem heakyT onsi

erhohter Tenperatur- f) Cyclisi efen eines

50 worif R3 wie unter Fornmel (I) definiert ist

bezei chnet, mt einem Enam n der Fornel 55 27

Mi"L 111~1D011

RS
definffBt sind und Rs
erten Losungsmttel bei
r Fornmel 45 R; NN
ei ne Leavi ng- G uppe
368 388 Bl

worin R', #2 und Alk wie unter Formel () definiert sind, mit einer Carbons&ure der Formel
15
R*-COOH (VI)

oder einem reaktionsfidhigen funktionellen Derivat hievon, worin R* wie unter Formel (I) definiert ist,
‘ in einem reaktionsinerten L&sungsmittel;
Swf 2 e) Cyclisieren eines Amidins der Formel

NH,

. /\l(

worin R® wie unter Formel (I} definiert ist, mit einem g-Dicarbonyl-Zwischenprodukt der Formel

o_ _R?
Y’
Y\Alk——x N
35 RS vm) ,
&tp'

40

worin R', R? und Alk wie unter Formel (I) definiert sind und RS eine Leaving-Gruppe bezeichnet, in

einem reaktionsinerten L8sungsmittel bei erhShter Temperatur;

f) Cyclisieren eines Reagens der Formel
45 RS

25——-(\'( @™

N

50
worin R® wie unter Formel (I) definiert ist und R® eine Leaving-Gruppe bezeichnet, mit einem Enamin
der Formel

56
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H 2N R2 O C, N 5

Alk-N -'" R 10 worin R, R2 und Alk wi e unter Fornel (T defintert—s+nd

und Rs el ne Leavi ng- G uppe dar st &P Q368 38881nem r eakt i '

Losungsm ttel bei erhohter Tenperatur; oder g) Bereit ammﬂ"miim[m;lr"m,an
* € L M s

Formen der Ver bi ndungen der Fornel 15 <YR2 20

VINO HEN R* (-4) OR 25 worin R, R und Alk wie
unter Fornmel (1) definiert sild, durch Coerflhren der racem schen Gem sche
de_'L/Ver bi ndungen der Fornel, (lj-a) mt _einem Trennmttel in ein Gem sch von
di 35t ey eo- neren Sal zen od& i.no Sl kal i sches Trennen di eses

r Vef®i ndungen und
ze oder Verbindun- gen in

CGenmi sches von di ast ereonerery .30 Safze
Qoer f Unren di eser getrennt e di ast er eGIEr en
di e korrespondi erenden enanti omeren Fornen {der_,/Ver bi ndungen der For nel
(I-a); und gewanschtenfalls OberfUnhren der 'gdungen der Formel (1) in
ei ne tperapeuti sch wirksane ni cht-toxi sche Sgureadditionssal zf orm durch
Behandl ung mt einer Saure; oder ungekehrt QberfUnhren des Sauresal zes in
di e frei e BawernRt, RAlukdi Ak ;wiel (rdér Fdeel Pedetinibre Sind ne BO el DaasindrGiupmaatarspallt, fror men
35 hi ev oriner? reakfiondiratiencli§ sumgsnhitteh\bel prhGilttér Tempenator; odeR3 al s Substituent in
der 9- Posi ti ghBaieiten Ggr epadiidmeiant Foaen derovefbir@yunger| der Formel
al kyl #¢lH pyri dol 1, 2-a] pyri mi di n-4-on-Restes vorliegt. 40 3. Verfahren nach
Anspruch 2, worin Alk flr Ethandiyl sgeht, R Halogen darstellt und R2
Met hyl bedeutet. 4. Verfw ﬁspruch 3, worin R ftr 6-Fluor steht.
5. Verfahren nach eine AnsprlYfche 1 bis 4, worin R4 Heptyl, Nonyl,
Undecyl oder Tridecyl bed ' . Ver P’ h Anspruch 1, worin die
Verbi ABlung unter 3-[2-[4-(6-Fl udr - 1, Hkpeh 0l -3-yl ) - @i peri -
dinyl]ethyl]-6,7,8,9-tetrahydro®-hydroxy? FA4H pyrido[ 1, 2-a] pyrimdi
n-4-on, ei nem pharnmazeu- tisch annehnbare Saur =Q@» I onssal z hi evon oder
ei ner enanti omeren Form hi evon ausgewahit ist. 30_6 R28 EP O 368 388
Bl*c L ~tI'l 0 ~EP ass rn ~"~ ~~111111111 11111Li
111M11 1111111 Revendl catl ons
worin R', R?2 und Alk wie unter Formel () definiert sind, durch Uberflihren der racemischen
Gemische der Verbindungen der Formel (l-a) mit einem Trennmitte! in ein Gemisch von diastereo-
meren Salzen oder Verbindungen, physikalisches Trennen dieses Gemisches von diastereomeren
30 Salzen oder Verbindungen und Uberflihren dieser getrennten diastereomeren Salze oder Verbindun-
gen in die korrespondierenden enantiomeren Formen der Verbindungen der Formel (J-a);
und gewlinschtenfalls Uberflihren der Verbindungen der Formel (I) in eine therapeutisch wirksame
nicht-toxische Siureadditionssalziorm durch Behandlung mit einer S&ure; oder umgekehrt Uberflihren
des SHuresalzes in die freie Base mit Alkali; und/oder Bereiten stereochemisch isomerer Formen
35 hievon.

2. Verfahren nach Anspruch 1, worin R® als Substituent in der 9-Position des 6,7,8,9-Tetrahydro-2-C1—4-
alkyl-4H-pyrido[1,2-aJpyrimidin-4-on-Restes vorliegt.

40 8. Verfahren nach Anspruch 2, worin Alk flir Ethandiyl steht, R Halogen darstellt und R? Methyl bedeutet.
4. Verfahren nach Anspruch 3, worin R! fiir 6-Fluor steht.
5. Verfahren nach einem der Ansprliche 1 bis 4, worin R* Heptyl, Nonyl, Undecyl oder Tridecy! bedeutet.
6. Verfahren nach Anspruch 1, worin die Verbindung unter 3-[2-[4-(6-Fluor-1,2-benzisoxazol-3-yl)-1-piperi-
dinylJethyl]-8,7,8,9-tetrahydro-9-hydroxy-2-methyl-4H-pyrido[ 1,2-a]pyrimidin-4-on, einem pharmazeu-

tisch annehmbare Siureadditionssalz hievon oder einer enantiomeren Form hievon ausgewi#hlt ist.

50
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Revend| oatl ons pour |es Etats contractants sul vants: m
&8, IT, Li, LU N, SE 1. Un conposSe ayant la fornulo 5

6 ~ - " 0EPO0O38388B1 ( 0 R 1H!ﬂ"lmé, mum
d' addition d'acide, pharmacoutiquenent acceptables de co

ses for nes J s du poi nt de vue ster eoch| m que dans Iesquel | es:
est un alc %ﬁ@ bne, un radl ca

al kyle en iy ngr]Tre }%csa °"ﬁ§‘ft%"ts ﬂﬂv"é‘ﬁ ‘f!n“?é’d'rf!&f“a?gﬂ &bl N, SE (-
R3iest de I h 0)0-; at R4 est un radical alkyle on G a
Clg'g 25 52.1' U%p{:ogﬁ%ﬁggang%f%u r evendi cat i on 1, dans | equel R3 est
substitu6 on position 9 de la partie 6,7,8,9- tetrahydro-2-alkyle en ClL |
CA4H pyrido [ 1, 2-a] pyrimdi m 4- Sne. & Un conpose selon |a revendication 2,
dans | equel Al k est de %'s Nyle, R est un halo et R2 est du nethyle.
30 4. Un conpose sel onRIar evandi ans loquel Rl est un radical
6-fluorae 5. Un conpos4 <o ¢ Aguelfon Sorevendi catigns 1 a 4,
dans | oquel R4 est un radical hgptyle, nynyle, cyle ou tridecyle. 35 &
Un conpos4 solon | a revendication 1, dans | equ conpose est choi si
parm la 3-[2-[4-(6-fluoro-1,2- "
benzi soxazol - 3-yl)-1- pi peri di nyl ] 6t hyl J6, 7, 8, 9- r atlydr o- 9- hydr oxy- 2- n6t hy
| -4H pyr'fdo [1, 2-a] pyrim din- 4-one, un de ses sels d' addition d'acide

phar maceut i querrent accept abI es ou une de ses fornmes 6nantionbres. 40 7. Une

conposi tion o PhasRiceyfiqu eAcePiables (deccelii-ci @imainguei 998 f@uipe Nt
actif une qud °§dléf’?'r't °ﬁ'6 iqte: dens Jasapelieser apeut i que d' un conpose t el
que_¥ evepdi que uf'a des r endications 1 a 6. 45 & Un

pr ocedd pour prgp de"?%%gal eﬁaﬁfé'lc? 2l f)’hg‘ ﬂUt"lrﬁleé half  quo revendi qua

dans | a revendi . 14 n ce qu une quantite efficace d' un
conpose tel quo ﬁd &)ﬂl:dlghﬁ ,ﬁcb 6zﬂugfconque des revendications 1 & 6 est

md| angd i ntimement avec un support inerte. 9. Un conpos4 tel quo revendi qud

dans | uneaquml GBS RelBleh HVRHARHINCA RSl B & sullGils! i} Solicild & 1 bhrdid 55550
Come C an@iahyarolPalky\d bnl, AT HI oI i e RS S
tel quo revendi qué dans |'une quel conque des revendications 1 & 6,
caracteri sa& plzrcomﬁd'sé selon la revendication 2, dans lequel Alk est de I'éthanediyle, R! est un halo et R2 est du
méthyle
30
4. Un composé selon la revendication 3, dans lequel R' est un radical 6-fluoro.

6. Un composé selon I'une quelconque des revendications 1 & 4, dans lequel R* est un radical heptyle,
nonyle, undécyle ou tridécyle.
35
6. Un composé selon la revendication 1, dans lequel le composé est choisi parmi la 3-[2-[4-(6-fluoro-1,2-
benzisoxazol-3-yl)-1-pipéridinyl]éthyl}-6,7,8,9- -tétrahydro-8-hydroxy-2-méthyl-4H-pyrido [1,2-a]pyrimidin-
\é__,( 4-one, un de ses sels d'addition d'acide pharmaceutiquement acceptables ou uns de ses formes
énantioméres.

7. Une composition pharmaceutique comportant un support inerte et comme ingrédient actif une quantité

efficace du point de vue thérapeutique d'un composé tel que revendiqué dans I'une quelconque des
revendications 1 3 6.

45 8. Un procédé pour préparer une composition pharmaceutique tel que revendiqué dans la revendication 7,
caractérisé en ce qu'une quantité efficace d'un composé tel que défini dans I'une quelconque des
revendications 1 & 6 est mélangé intimement avec un support inerte.

9. Un composé tel que revendiqué dans I'une quelconque des revendications 1 & 6, destiné 2 &tre utilisé
50 comme médicament.

10. Un procédé pour la préparation d'un composé chimique tel que revendiqué dans I'une quelconque des
revendications 1 & 6, caractérisé par:
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29 EP O 368 388 Bl . , T IJII[ |1 111111 IiNi_* ¢

L 11 s * a) |I'alkylation en N d*un 3-piperidinyl-1,2-benzi soxazol e de
formule 5 HN~to Z Rt 10 dans IaquEPIOESSR'%QBﬂ tel que def I
formule (1) avec un reactif d' alkylation de formule N Ru!"mm["!ﬂl'm”n
~~~~~~~~~~~~ a et ont definfs 'to Spotir
la fornul e (I7)\{\@'[“"3\9\?'}%&?gg'éjﬁ?ggﬁﬁy'drzcﬂﬁb’é”ﬁ?'?5‘?11""’8‘%% un sol vant inerte
pour .l a rdaction a une tenperature Mkve; b) | a.cyclisation d un oxinme de
formyd e 25 2 YN RN

NO-RH 30 HN Z U035 dagg | aquelle Rl, R2, R3 et
Al k sont tels que dMinis pour |a ) et Y est un groupe partant
rdactif dans un solvant inerte pour la {~acyion & une tenpdrature 6l evde et
en prdsence d'une base, c) la cyclisati Cﬁm derive de type oxine active
40 R3 ~ ~ R2N- O L R3- | k H (V) O
Rl 50 gans laquelle R, R2, R3 et Alk sont definis comme pour la formule
(1) et L est tuns agmildlRt a3t taicjud @éfitlibdomme pos ad fardrule () B@E LErépaitid alkydatioredCiormale A
une tenperature 6l evde et en pr6sence d' une base. 55 30 EP 0 368 388 B1

d) I'acylation en O d' un conpose de fornule ) C L

N R
1 Rs\/\f I am
|\/ Alk-W

dans laquelle R?, R® et Alk sont définis comme pour la formule (I) et W représente un groupe partant
dans un solvant inerte pour la réaction & une température élevés;
b) la cyclisation d'un oxime de formule

25

30

85
dans laquelle R', R?, R® et Alk sont tels que définis pour la formule (l) et Y est un groupe partant
réactif dans un solvant inerte pour la réaction & une température élevée et en présence d'une base,
c) la cyclisation d'un dérivé de type oxime activé

Alk——

50
dans laquelle R, R2, R® et Alk sont définis comme pour la formule (I) et L est un résidu d'acide dans
un solvant inerte pour la réaction & une température élevée et en présence d'une base.
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HO~~~~~~~ 10 . R dans laquelle RI, R2, et Alk sont definis conmme pour |a
formule (1) avec un acide carboxyllque de fornmul e 15 R4-COOH—(VH)y—ou
bl en un de ses derives fonctionnel EPOR§838$B1 dans | aquel | e

comma pour la fornule (1) dans un sol vant de reaction i ﬂ“ﬂmm““ﬂﬂ‘m‘e)
| a cyclisationdq,' u%ﬁ am di.ne de fOI’:ﬁJ @

(VR ( dansVI &qI7EGn & Geuncomperg de figm %mre pour la formile (1) avec un
internediaire fl-dicarbonyl M de 30 formule O R2 35

0 J~#j - (MM 40 N R? t
R dans l,aquelle Rl, R2 et AIKM inis conme pour la formule (1) et R5
est un groupe partant darfiQ N un sol i nexgt e pour fg reaction a
une tenperature Mveve; f) la cycli —dNun r I *fode fornmul e R~~~R dans
| aquel l e R3 est ddfini comre pour ga fornul 5 est un groupe
partant avec une 6nam ne 55 de la formule EP O 368 388 B1 |
11111114 # 11101 Dillil 11 11111 H2N R2- 70~ ~~~~\R3X-7~~R 10 dans

|l aquelle RI, R2 et Alk sont definis come dans |a or mi e (1) et Rs est un
groupe partant, dans un solvant inerte pour la r6action a une tenperature
el evee ou g) Iganptaew &t.iFBret dNk soafrdéfinis chmmet founia famuleld) aveerpo edds atbofyliqundee
15 2 20 ormule 0

1-0) 0 ~~R
R*-COOH Vi)

ou bien un de ses dérivés fonctionnels réactifs, dans laquelle R* est défini comme pour la formule ()
o dans un solvant de réaction inerte;
St 20 o) la cyclisation d'une amidine de formule

N}{z .
25 R;____(\l( (vm
AN

dans laquelle R® est défini comme pour la formule () avec un mtermédlalre B-dicarbonylé de

30 formule
O, _-R? .
35 o
Alk—-N N\ '
RS 7 0
40 /
\ \R :

dans laquelle R', R? et Alk sont définis comme pour la formule (1) et R® est un groupe partant dans
45 un solvant inerte pour la réaction 3 une température élevée;
f) la cyclisation d"un réactif de formule

RS

&0 R3 ._‘___(\I( ax)

N

dans laquelle R® est défini comme pour la formule (I) et R® est un groupe partant avec une énamine
85 de la formule
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25 dans laquelle Rl, R2 et ALk sont definis conmre pour la formule (1) en

convertissant le m~| ange racébm qué des conposes de formL&—(-l_aJM
agent de resolution en un mdl angERR3eHMERELs de sel s di ast er donbres,

separant de mani bre physique, ledit nel ange de corrposessmmumm,mnm

di ast6reonbres et en convertissant |lesdits conpos~s dia l“mj
dans les fornmes 6nantionbreggqor gespondant es des corrposGs dé fornlil € (I1*a);
et si onle d~sire, en convert sant |es conposes de formula (1) en une
forme de sel d'addition d' acd t her ap active at non toxique par

un Yrajitenment avec un acide, AED_hvekse en convertissant |le sel
d' aci de dans | a base libre av un  agent Al calin; et/ &) en pr~parant | eurs

formes 35 i sonbres du poiht de vue steregChNm que. Revendl oat| ons pour
|l es Etats contractants sulvants : ES, GR 1. {n {ocede pour pr-~parer un
conpose ayant la formula 40 9 R R2 45— 73-~-"11
N O~~~g~ 80~~~~~~ 50 -

R un de ses sels d' addition d' aci de, pharmaceuti quenent acceptabl es de

cel ui - ci ai nsansdanpeled®, A2t Alk Sont 8éfinks cesmaldanp &i formuledl) stURe est uargeapd) pariagiLidaps dans
| esquel | es: BB solvant inerté\phur daréaction 2adne dampdiatptecilesfe @ & C04; Rl est de

| ' hydr ogbne, glla préaetationide forrhasiépantiomé®is de compasés derformaldi cal hal o; R2 est un
radicadP alkyle en G a C4; R3 est de |I'hydroxy ou RA&-C( = 0)0-; et 32 I

11111112112 1112122 ilil 11 1111 ﬁ\Nes 2un radical alkyle en G a G s;
caract6ri s6 par S * a) I'"alkylation en N d'un
3- pi péridi nyI 1 , 2- benZil formule 5

le RL est tel que d6fini
at2on de@®fbrnul e 15
S comre pour la fornule
t inerte pour |a
Rfi'un oxi me de fornule

~~~~~~~~~~~~~~~ H S~ Qé‘(t)
com‘rezf)our la formule (1) avec up re
N R 20 dans laquelle R2, et Al k soOn
(I') et Wreprbsente un groupe partant dans un s@lv
r~action & une tonperature elevee; b) la cyclisad

25

dans laquelle R', R? et Alk sont définis comme pour la formule (I) en convertissant le mélange
racémique des composés de formule (I-a) avec un agent de résolution en un mélange de composés
do sels diastéréoméres, en séparant de maniére physique, ladit mélange de composés ou de sels
30 diastéréoméres et en convertissant lesdits composés diastéréoméres séparés dans les formes
énantioméres correspondantes des composés de formule (I-a);
et si on le désire, en convertissant les composés de formuls (I) en une forme de sel d'addition d'acide
thérapsutiquement active et non toxique par un fraitement avec un acide, ou bien inversement, en
convertissant le sel d'acide dans la base libre avec un agent alcalin; et/ou en préparant leurs formes
35 isoméres du point de vue stéréochimique.

Revendications pour les Etats contractants suivants : ES, GR

S 1. Un procédé pour préparer un composé ayant la formule

9 Rz
R’ i—'/\f |
% N,
’\6/ Alk—N 7 o o.
o] | ==
) \ *Rl

50

un de ses sels d'addition d'acide, pharmaceutiquement acceptables de celui-ci ainsi que ses formes
isoméres du point de vue stéréochimique, dans lesquelles:
55 Alk est un alcanediyle en C; & Cq;
R est de I'hydrogéne, un radical alkyle en Cy & C4 ou un radical halo;
R2 est un radical alkyle en Cy & Cq;
R® est de I'hydroxy ou R*-C(=0)O-; et
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25 R . , y~~~~~~ 304

Nnu~g O R 35 dans l-aquelle Rl, R2, R3 et Al k sbnt tel s quo defimnmis—pour—ta
formulo (1) et Y est un groupe par ERGt36888&BIf dans un ' ur
| a rdaction & une tenp~rature el evee et en presence d' ummmmi,,'"ﬁ"mﬁ”m
cyclisat ool ot V?cﬂ%?.ky}e%ﬁ%gxcu:!%a,ac ,i'sévs;i;‘.o VST RV b Rdans’
laquel | e R1, R laliepption enl frundpipériginytit 2iben PP formule (1) et L est
un,residu d' acide dans un solvant inerte pour |a rdaction a une tenp6rature
| evede et, en presence d' une base. . 33 NEP 0 368 388 B1L 1 1I11lI1D 11D111
111 11D°I11, d) 1'acylation en Omi un 0¥® de f@dnule

C L m s G N NaO tO RR dans | aquel |l e
R, R2, et Alk sont definis comme pour foymule (1) avec un acide

car boxylique de fornmule 15 R4- COOH 98 _hion un do aes derives
fonctionnels reactifs, dans |laquolle R4 est d&ini comme pour la formulo

(I') dans un solvant do reaction inerte; v4 20 e) la cycl isation d
une am i di ne dhes laquehaiR et teljuel détini domope burda BXBruladl) awde i Wactit dakpatiorpdsformule| a

formule (1) avec 'un internddiaire P-dicarbonyiq de formule 30 0 R2
35 NA}I\{I2

15 N
Y
KN

dans laquelle R2, R3 et Alk sont définis comme pour la formule (I} et W représente un groupe partant
dans un solvant inerte pour la réaction & une température élevée;
b) la cyclisation d'un oxime de formule

25

30 '\/N

35

dans laquelle R', R?, R® et Alk sont tels que définis pour la formule () et Y est un groupe partant
réactif dans un solvant inerte pour la réaction & une température élevée et en présence d'une base,

At ¢) la cyclisation d'un dérivé de type oxime activé
40
N_ R
=
R’-q/ | ' © NOL
4 A Alk—N OH ™
o] —
/
\ 4,
R

50

dans laquelle R', R2, R® et Alk sont définis comme pour la formule (I) et L est un résidu d'acide dans
un solvant inerte pour la réaction & une température élevée et en présence d'une base.

-85



= » .
40 dans laquelle R, R2 et Alk sont definis comme pour la fornmule (1) et RS
eat un groupe partant dans un sol vant inerte pbur |a i b _une
tenperature dlev;e; f) la cycl'i s&&R ©R6&388BY eacti f de forrrul e 45 RS dans
| aquel l e R3 est d6fini comre pour la fornule (1) of R5 ymyﬂ"mm)nm”
partant avec upe epam ne de |a 55 34 EP 0 3 m
RS~~~~~~ R 10 dggaﬁ%'atpﬁa'b dl“@c?ﬂ'p"s%&’g%ﬁl k sont d~finis come dand I& fbrmule
(') et Rs est un groupe partant, dans jun solvant inerte pour la r6action a
une tenperature el evee ou Wﬁ e ation de fornes 6nanti onbres de
compdsgs de formule 15 ~~~HO- 0 R 25 dans laquelle R, R2
et Alk sont definis comre rmul e monverti sgant | e nel ange
racém que des conposes de forrrul (IAék)-—&{/ec dge0t de resol ution en un
mel ange de conposes de sel s di as@6reonbr ess rant de nmani bre
physi que, ledit nelange de conpos6s ou de sels di astdreonbres et
en conyertissant |esdits conposes di ast6reonere ares dans | es fornes
6nant i onbres correspondant es des conposes de fornuIeR(I-a) et si onle
desire, en convertissant |es conpos6s de formule (1) en une fornme de sel
d' addi ti on d'dansi lehmeliehRir B eUAk gené rdfinis caromne pour da formae (1) @xacouneacide carbaxylique de
trai tement avewulen aci de, ou bien inversenent, en convertissant |le sel
d' aci dé& dans | a base fibre avec un agent al cal i n; eVou en pr6parant |eurs
formes 35  R"S9RHredVu point de vue stereochinique. 2. Un proced4 selon
solon | a revend| cation 1 ans lo ue R3 est substltue en Rosition 9 de la
partie 6,7, 8°§ IP%PI’, Fi%rl farr @ﬁct@r dgns &g{ueﬂfq_ﬁ p?f”’ jpj comme pour la formule (1)
11 2- azl,py 'RroodG selon la revendication 2, dans
| equel® Al k e§ (%cf '?'h%‘ﬂ’&? Y%t un halo et R2 est du methyle. 4. Un
proc6d6 selon | a revendi cati on 3, dans loquel R est un radical 6-fluoro.
45 5. Un proced6 solon | ' une quel conque deﬁnrevendl cations 1 a 4, dans
| equel R4 est un radical heptyle, noWun’decyl e ou tridecyle.

3
25 R—C N (v

dans laquelle R® est défini comme pour la formule (I} avec un intermédiaire S-dicarbonylé de

formule
30
o, R?
0] | N
% wj:Alk—-N Z N0
RS —
[ H /)
&.ﬂf: \ \ 1
R
40
dans Iaquelle R', R2 et Alk sont définis comme pour la formule (I) et R® est un groupe partant dans
un solvant inerte pour la réaction & une température élevée; .
f) la cyclisation d'un réactif de formule
45
RS
I/\[( -
50 ~
dans laquelle R® est défini comme pour la formule (I) et R® est un groupe partant avec une énamine

de la formule

55
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6 Un proced6 selon | a revendication 1, dans quueJ | e conpose est choi si

par mi

benzi soxazol -

55 35

e

la 3-[2- [4(6f|uor012- N

3-yl)-1-piperidinyl ] cERMPI368 388&BE, O- tetrahydro wTe
yl - 4Hpyrido (1,2-a]pyrinidin- 60 4-one, un de ses “ m nM-!‘
d' aci de pharnmacouti quenent acceptables ou une de ses f
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55

dans laquslle R, R? et Alk sont définis comme dans la formule (I) et Rs est un groupe partant, dans
un solvant inerte pour la réaction & une température élevée ou
g) la préparation de formes énantioméres de composés de formule

HO— N
Alk—N 7 0 (-2

dans laquelle R', R? et Alk sont définis comme pour la formule () en convertissant le mélange
racémique des composés de formule (l-a) avec un agent de résolution en un mélange de composés
de sels diastéréoméres, en séparant de maniére physique, ledit mélange de composés ou de sels
diastéréoméres et en convertissant lesdits composés diastéréoméres séparés dans les formes
énantioméres correspondantes des composés de formule (I-a);
et si on le désire, en convertissant les composés de formule (I) en une forme de sel d'addition d'acide
thérapsutiguement active et non toxique par un traitement avec un acide, ou bien inversement, en
convertissant le sel d'acide dans la base libre avec un agent alcalin; et/ou en préparant leurs formes
isoméres du point de vue stéréochimique.

Un procédé selon selon la revendication 1, dans lequel R3® est substitué en position 9 de la partie
6,7,8,9-tétrahydro-2-alkyle en Ci & C4-4H-pyrido [1,2-a]pyrimidin-4-one.

Un procédé selon la revendication 2, dans lequel Alk est de I'éthanediyle, R est un halo et R? est du
méthyle.

Un procédé selon la revendication 3, dans lequel R! est un radical 6-fluoro.

Un procédé selon I'une quelconque des revendications 1 & 4, dans lequel R* est un radical heptyle,
nonyle, undécyle ou tridécyle.

Un procédé selon la revendication 1, dans lequel le composé est choisi parmi la 3-[2-[4-(6-fluoro-1,2-
benzisoxazol-3-yl)-1-pipéridinyl]éthyl1-6,7,8,9-tétrahydro-9-hydroxy-2-méthyl-4H-pyrido [1,2-ajpyrimidin-
4-one, un de ses sels d'addition d'acide pharmaceutiquement acceptables ou une de ses formes
énantioméres.
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