EP O 196 132 Bi Description In U S Patent No. 4,352,811 and U. S. Patent
No. 4,458,076 there are described 3-piperidinyl-1,2- benzisoxazol es and

3- pi peridinyl -1, 2-benzi sot hl azol gs ghaggepant i psychotic and anal gesic
properties. 6 EP-A-0 110 435 discl oses

((bis(Caryl)nethyl ene)-1-piperidinyl)al kyl-pyrim d| nones useful in the

treat rrerﬂese‘lpﬂpsychosorrat I c disorders. EP-A-0 070 053 discloses bicyclic
pyrim di n-5-one derivatives being psychotropic agents. The conmpounds of the
present i nPdh®i RatentiNps £852i81 band Hs Fatpnti Nn: 4:468.076 cheve @reddestriped [3@iperidinyl-1,2-
subst i tlﬂai‘@ﬁx"éﬂ"sﬁﬁé"‘}? t1.:35ppngjsothiazeles fiapiag antipsyehotie/andiapalgesig propertisBhe pr esent

i nvenfl on FrRAQ IR &35 flisglogge(Ristervimethyions) hpieasidinyialkylpyrinidindnes yegiubin fthe_treptment >
: psychosoma'ac dL@Q"Q.S!i 6 ATok O0Fp 083 discloses bicyclic pyrimidin-5-one dep\)atngﬁcpemge
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Cl-6 g tl Ehs selected fromthe
group con3| stl ng o rod‘ 'Fq%%%&gzne hXVh{;a,‘li ar !<yl oxy and Cl-s al kyl;
Xis 0Oor S; Ak is Cl 4a|kanq(d|yl and 25 learadlcal of formila R
a. n y .30(a 35 aptl Y2 are each independently 0

or:S, R3is a rrenber sel ecte m p_gonsisting of hydrogen, halo,
C -Yalkyl, G -s alkyl&®Ak-Nrf ~Rni tro{Ikyano, hydroxy, (Cl-io
al kyl car bonyl ) oxy, am no, non and di (G -s alkyl)amno, (G -10
al kyl car bonyl ) am no, phenyl net hoxy and azido; R4 is hydrogen or "hal o; or
~~40 and diebi plermagbuticaly nasteptabet acir B{ditipn \shiesr e posBible | sterdvgitbinixgibnisormeric. foins
al kyl : Bigpreof, whdteins -S-, -CH2- or -CR5 = CR7-; said R6 and R7 bei ng each
Inng@ndenBl’VW Qﬁ"@gﬁrrsakvl(:l -s alkyl; and A is a bival ent radical
CHz- R *Carp segfindegendentipgnembermaselectad: from @ aroup RResisiad Athygeegen, halo,

mdepend‘éi’f?’fyy ?G'F‘ﬂﬂ‘éﬁ"d $iat 8'vkani no or Cg-s alkyl. In the foregoing
definition 'st ¥ermhalo is generic to fluoro, chloro, brono and iodo;
~"Co-rs alk 'f‘ is Qi Y@ i nclude straight and branched saturated
hydr o€ar bo ?‘éaé °MiAving from1 to 6 carbon atoms, -55 such as, for
~exanpl e, nethyl ethyl, 1-methylethyl, 1,1- dlnethylethyl propyl, butyl

pentyl, hexyl; "Cl-4 al kanéadl yl™ i snmaantzt o Include bivalent strai ght or
branch chai ned al kanedl yl R g°from1 to 4 carbon atons, such
as, fgr exanple, nethylene propyl ene, (‘gutyl ene; and "C, -
al‘kgfl " Is neant to includr N—r adi cal s, "ds defi ned herei nabove

and the higher honol ogs t her eof _hav hg from7 to 10 2

35 - wherein Y and Y2 are each independently O or S;
R3 is a member selected from the group consisting of hydrogen, halo, Ci~s alkyl, C1-s alkyloxy,
trifluoromethyl, nitro, cyano, hydroxy, (Ci-10 alkylcarbonyl)oxy, amino, mono- and di(Ci-s alkyl)amino,
(C1-10 alkylcarbonyl)amino, phenylmethoxy and azido;
"\,./ R* is hydrogen or halo; or
40 a radical of formula

(ZYN I ~* (b)

wherein R’ is hydrogen or Cy— alkyl;
50 Zis -S-, -CH,- or -CR® =CR’-; said R® and R’ being each independently hydrogen or C1-s alkyl; and
A is a bivalent radical -CHz-CHz-, -CHz-CHz-CHz- or -CR® =CR®-, said R® and R® being each
independently hydrogen, halo, amino or Ci1—¢ alkyl.
In the foregoing definitions the term halo is generic to fluoro, chioro, bromo and iodo; "C1—¢ alkyl" is
. meant to include straight and branched saturated hydrocarbon radicals, having from 1 to 6 carbon atoms,
56 such as, for example, methyl, ethyl, 1-methylethyl, 1 ,1-dimethylethyl, propyl, butyl, pentyl, hexyl; "Ci—s
alkanediyl” is meant 1o include bivalent straight or branch chained alkanediy! radicals having from 1 to 4
carbon atoms, such as, for example, methylene, ethylene, propylene, butylene; and "Ci-10 alkyl” is meant
to include C1-s alkyl radicals, as defined hereinabove, and the higher homologs thereof having from 7 to 10
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- L ; ) EP0196132B1 carbon. atons, such as, for

exanpl e, heptyl, nonyl. Preferred conpounds wi thin the Invention are those
wherein Qis a radical of.forml agpyysdheioas R3 is hydrogen, halo, Cl-6

al kyl, C,-s alkyloxy, trifluoronethyl, hydroxy, amno or azido and R4 is
hydrogen; or Qis a radical of forrrula (b) wherein R5 is C-, alkyl and A

i S.. a bi vedr®niatomadiuchads, foChiamldibaptyl, no@2- CH2- CH2- 5 or -CR = CRO- wherein
R8 .and R9 arPesfamad komnpodedsavitiie the|invertipel o diese eheréin-Qds a axldicatlof formula (a) wherein R? is
Par ti cul amidgopm tlerGredealvh fhaualiciona trifluerbrostyl, fyerbey anith oorido et inheraem oR | S
hydr agen, Qg @ fedical ptfieyiar{blovherainl B isifhets Riyliand A jacr kiglent radical -§Hz-Bijclr-BblayChrCHet -

al kyl osy. °’|\73?8' rY"i'eE‘iﬂ B ang Fefeewequgﬁwmeap&mesé articul arly

pref éired col € OfppppngiE; ao fhosy e compoyfisawieEein Bhis rhypreoems R ds
hydr ogen, ‘ﬁ'}? m Q‘V' halg, hygroxy or 9‘1‘ "‘%P’Wadl cal of fornmula (b) i
wher ei n - z- A9 Bé 086 9 ar e

|
radica mul i " HCP

eggthqgewéev -.Ayia -scﬁ@” @ "% J&cﬁv gg%% ffg%%} R8

Especi aII '{;ﬁz'«%%ﬁ_gprrpoun s are lElinose ?mrg |(':"fJj %y prg?"gnc’éﬁf’ethy'

conpounds
et hoxy. aﬂ?‘;;if ol Drfohan iiiafis o *%‘;ﬁg@?z’“ﬁ%@%?%e??gﬂmﬁﬁﬁd%ﬁ“ S

const sté Ng ahe Inds? pleferb® -comnpsihds drelselected from the group consisting of 3-[2-[4-(6-fluoro-1,2-
benzi soxasankisiaapl :)-yl)lmﬁpqaﬂmlﬁlhwt 7.8.0-83hyd@r2/mdihyB4n-Bjrite N Z-afp PrinddimBbrdy hraddtopy T i
do[ 1, 2- a] [#y(6-fuwrce behzisuxazobBayl)- Bpipeddinglléth{lB2-mbtigE-pYriddps 2y imianaznd - Zany | )thd

- pi peri di praimiaseulipdlly aepratiidacid-adtiktiqmysaltscidrdof.2 - a pyri m di n-4-one and the
phar maceut i Ja¢ cymrungs of foivhula dicdanl gerdcily be prepaéd by telting arf appridpdate: @agies ostis ob f
forquil & (foymuls) \g@r@eraenwpylafbln syhstityted piperidipe ptiamriular(d)). rtheorpativeastenliEWrepsesbity e
esteF of 2pactive esier resiqup sychyep.tior examples hale wrd ahledoybrendyertiddoar @cdulfenyiey igm @.gof
formul a (F‘P'l“}'s“"‘l”ﬁ{'%h@"f‘?é dpheryBsullanylexy- (1| ) Wrepresents a reactive ester
resi due such as, for exanple, halo, e.g., chloro, brono or |odo, or a

sul fonyl oxy group, e.g. nethyl suRfonylgxy, \(4- riet hyl phenyl ) sul f onyl oxy. 25
RR Q A%k-W  + 12 N’ (1) (1)

( 111 ) v 30 The beﬁqct'on 40f convem; gy be conduct ed
for € ar‘rp‘?e an aromati ¢ hydrocarbon,

in an inert organic solvent sugh
e.g., benzene, nethylbenzene dlnethylbenzene,, a | ower al kanol-, e.g.,
methang), ethanol, 1%t anol  and the IIEE? a ket one, e.g., 2-propanone,
4m¥éthyl 2- pentanone an ether, e.g., 35 1.4-dioxane, 1,1 -oxybisethane,

t et r ahydr of trhé Reactin NSt @iy Wik Iyl cfaﬁ roBMi‘uSkﬂy (bDoaductbl N £ ind SydnRCivaritistd 4sDIYP) |
Ni t r obenzexamplelan@sériuit hybirgdsiber bigHl ber2er, mathfbenekhb ! difidthylbenzdRe, BN Rikindl, 6.gbase
such as, etharek amfrior 1-batanobandatel likera kdlne; algt, B-pRipkiidhé, Aenetigt Bpontaidnb: A ther, 6.g.,
hydr ogesn t.4dioxanat &) -drykiisetharied estrandiatuantl &N, -tinfaihglifortkmidec (IMF); BIOEdinsthytRstRmBAL €,
sodi um hy iMAxenitrobenzbren &nethyl2etyadidinens Tiaer diditiont of, ansapptbprimebask Sich d for SLethiplam
met hox- i #eakaliouian reaify elkalickemetalr caghonate, dadrogen lxabenate bydraxisle, dlioride rralnydtide, e.g.,
tertiary mumgcarlpnge soql{pwhmrqqehy{!rgqmgnmnsﬁgn cgrbonate, sodium hydroxide, sodium methox-
N- (L et h PO Pb?]h?f@ﬁﬁcr%se weh ?q/ioh?ﬁa fhie] 4 terdaryraing @.0u N N-fioteyipthananyite k
up t he “Uc d‘ gg}ﬂﬁ"%’* ' pﬁ%ﬁ"‘é&"eﬁ‘° ¥I'i“?’ﬁ 'E%@%B%P‘é'eﬁdd? Plch uP tha 267 iwhish is) igeratege
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ci rcunst am‘tefé s 2 8 tE? cligy- In,sqms ' &d'd&rfaﬁlpl@é?’?b'yn%‘t%a"

I ?d![ ﬂe IS ﬁgs of'afor ua e gla E éwara{u%vg aﬁ" §°"ﬁ' rgq% %g;rﬁ %g;)rtega%ngr ate
o] e reg&g; % e

Fol | owiga Aty ,qam t Ese(?f rama b ?Jnl ag caar&?w}gl sed%brn aag'e.%g' s
of formul fyofdsdedtytnd Rih Jla a4, EE[V by cyc EB f
formul a (bhind¥aRzeRdtiodmideor ﬁrn’i l\ﬁé? |tI’PE (g 3 oun e' n
represented by the fornula (I-a), can e prepared by cycI|Z|ng an

appropri ate 2-am no-benzam de or 2- ani nobenzenet hi oam de of for mul a(l1Vv-a)
wi th umsea or thiourea.
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50 55:3 EP 0 196 132 B1L RL 3 ~()Jil~2+ urea Rt C |

kI k 2 or - GR

thiourea.- -10NH P 0 196 132 B1 (I'vV-a) The conpounds of
formula (1-a) can al so be prepared by cyclizing an appropriate internedi ate
of formula (IV-b) with an amine of formula (V) 2R :1zll ¢ 1-a

(lI-a) CGCR~~~~~ (V) (Rl-b) _,30 or by cyclizing an.isocyanate or

i'sot hi ocyanat e of forlrrula (I\/Rc) W|)§h a prlgary am ne of fornula (V). RN
kC- R s ~|-a) l~~~~~~~~ 40 (1V-¢)
The said rﬁ_r agthens \arlé c egtly ?&Iuct ed by stirring and,

I f de%ired,4h g tlg erR"opt i g | r—a—se-+9bl e
reactron-i xent haV| ng a relatively high poi nt such 4s as

ali phatic and arone¥z hydr octPbdhs, e. g. petrol eum et her, dinethyl benzene.
|-n--t he foregoing.reaction schenes R O.and Rt G8.each independently. represent
an ap’p,roprl ate |l eaving group such as, for exanple, Cl -s al kyl oxy, am no,

and nono- g di (G - k%/l )arH no. The conpounds of formila (I') wheréein 0
is a radi caR-g 1’ i&f}) ing represented by the

farmula (1-b), t=known cycli zing procedures for
preparing pfrims q ; anpl e (Iby) reacti ng an am ne

- of \f-o,grmla (VI) wit 1cycI|z' agent of fornula (VII) or by cyclizing a
reagent of forrrula(VI"II) with an amne of fornula (1X). 55 4 EP 0 196
132 BL RL NH 2CRLi~It ( if2 X + HC- A-

R2i A The compounds of formula (-a) canl diso be prepared by cyclizing an appropriate intermediate of
formula (IV-b) with an amine of formula (V)

;\a‘/‘m
' 2

H
3 10-a R
R N -
4II -c : . I ) Rl
25 :
R 10 + N-Alk-
H2 1k-N ' Rz

C-R

(1-a)
'!'1 E— )

v)
(Iv-b)

or by cyclizing an isocyanate or isothiocyanate of formula (IV-c) with. a primary amine of formula (V).

' 4
R C—Rlo + (V) ) (I a)

i
Y1

(IV-c)

The said cyclization-reactions are conveniently conducted by stirring and, if desired, heating the
reactants together, optionally in a suitable reaction-inert solvent having a relatively high boiling point such
45  as aliphatic and aromatic hydrocarbons, e.g. petroleum ether, dimethylbenzene.
In the foregoing reaction schemes R'® and R'™® each independently represent an appropriate lsaving
group such as, for example, C1-¢ alkyloxy, amino, and mono- and di(C1~¢ alkyl)amino.
The compounds of formula (l) wherein Q is a radical of formula (b), said compounds being represented
by the formula (I-b), can be prepared following art-known cyclizing procedures for preparing pyrimidin-4-
50 ones such as, for example, by reacting an amine of formula (VI) with a cyclizing agent of formula (Vll) or by
cyclizing a reagent of formula (VII) with an amine of formula (IX).
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(v)_}_ | (VI1) 10 5 R NX A(N

I
Afk 2 T (I-b) 20
R1 - HNGR EP 0196132 B1L 2 11T +
CA k-N A N I 25 _ [
(M11) 0 (I'X) The said cyclization reactions nmay

generally be carried out by stirring the reactants together, if desired, 30
in the presence of a suitable reagtion- ent such as, for exanple,
an al i phati c-- zal el i c- or 8Ffhtic o e.g., hexane,

cycl ohexane, beﬁﬁ%n ; pw i di neHCPAIK-NI met)fyHoRueKi de.__El evated 2'
tehperétureangyube appropriaEgéLP enkanfe the reacCtion-rate. |In Sonei cases
i t--mAy- be -preferable to carry olit the reaction at the reflux tenperature of
the reaction nitvIXe. In the foregoing re&¥¥¥on schemes L and LI each

| ndependent|y represent an appropriate |eaving group 35 such as, for
exanpl'es (C, -r alkyl)oxy. hydroxy, halo, amino, nono- and di (G -s

al kyl')am no. Follow ng the sanme cyclization. procedure the conpounds of

fornula (1-b) can also be prepaged ,py g¥ycli zi nmedi ate of fornula
(I'X) with a reagent of formnul (YF?4

cyQLLzation 11 I A__N Alk-N---- 2 Ib C A
+ s (11X I (1-b)

reaction 45 (X) The conmpounds of fofnula (1-b) wherein Zis S, said
conpounds bei ng represented by the _fornua (1-b- 1), can also be prepared
by cyclizing a 2-nercaptopyrimdinope of Tormula (XI) with a reagent of

formula 50 (XI1). 55 5 EP 0 106 132 Bl A +
Al i (31) o &<l) cyclizatipn'reaction ~~~15
(S it i A N AXk k- y(I-b-ig n-c-r> N'Xy ]!
z._L 2y \
(/ :T’ + ?—Alk—N Rz
25 AN L-c
i :
(VIII) o (IX)

The said cyclization reactions may generally be carried out by stirring the reactants togéther, if desired,
\/ 30 in the presence of a suitable reaction-inert solvent such as, for example, an aliphatic-, alicyclic- or aromatic
hydrocarbon, e.g., hexans, cyclohexane, benzene; pyridine; N,N-dimethylformamide. Elevated temperatures
may be appropriate to enhance the reaction-rate. In some cases it may be preferable to carry out the
reaction at the reflux temperature of the reaction mixture.
In the foregoing reaction schemes L and L' each independently represent an appropriate leaving group
85 such as, for example, (C1-s alkyl)oxy, hydroxy, halo, amino, mono- and di(Cy-s alkyl)amino.
Following the same cyclization procedure the compounds of formula (I-b) can also be preparéd by
cyclizing an intermediate of formula (IX) with a reagent of formula (X).

&,J N W cyclization
“ o) .
cC A + (1IX) 7 (1-b)
\N 7/
-2 reaction
“© (%)

The compounds of formula (I-b) wherein Z is S, said compoxjnds being represented by the formula (I-b-

1), can also be prepared by cyclizing a 2-mercaptopyrimidinone of formula (XI) with a reagent of formula
50 (Xm). '
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In (Xkl) Wt has the sanme neaning as previously described for W 20 The
conpounds of fornmula (I-b-1) wherein Ais R R 25 said conpounds being
represented by the fornmula (I-b- gpa)iosqappi! So be prepared by cyclizing a
2-" mercapt opyrim di none of fornmula (XI) with a reagent of formula (XiI1). 8
- cyciization R (03 N RNo R9-Cl

of fornul ae

2ecin_ 7 R ali + (XI) Mg
i
(l-b-1) and (I-bN\Q) may gener al y R_?ng t he
reacténts ‘together;"if desired, int prese e’ of ‘a suitable '
reacti-on-inert A@a ?ol vent $uch as, for 3&2*1 an aliphatic-,
alicyclic-or aro £ c hydr o¢ar bon, e.g., cycl ohexane, benzene;
pyridi ne; N, N-di net hyl f or magi uﬁgf‘&atrg&agﬁperat ures may be appropriate
to enzance the reaction-rat¢. I n sone cases It may be preferable to carry
out' the reaction at the ref¥ux tenperature of the reaction m xture. The
conmpounds of formnul a{(g i nfo each other follow ng
art known functionalf 4s dfoud trangfy dures. For exanple, the
r@gunds of formula_ (I KikAN R3 be derived fromthe '
correspondi ng nitro- S\U't(tlt ted qui\g ol | 'owi ng art-known
ni tro-to-am ne reduction proced 1§13y suitable nitro-to-am ne reducing
procedure is, for exanple, catalytic hydrogenation in a relatively polar
sol vent such as, for exanple, an alcohol, e.g. nethanol or ethanol, in the
presence of (’él'(h“éb??r b?)?ﬁ'&t’@aﬂjmas(mvw%d%ﬂ@evorw ati numon-charcoal. In sone
cases®i t nHP BOPHSET Afforpya fhird) whereiiphisopri at e cat al yst poi son, e.g.
t hi ophene. The conpounds of formula (l-a) wherein R3 is phenyl met hoxy may
be converted into conpounds of for ; J-a) wherein R3 is hydroxy
foll owi ng art-known catalytic hydro mﬂysi s procedures; the conmpounds of
formua (1-a) wherein R3 is am no or hydroxy may be converted into

corrpoun@g, ombSUn L 6ofbse 2159 b3 sy ggrbonyl ) am po or
(Cl- 10 ats?aiﬁi’%mﬁié dé?ﬁ*%%‘e i Fﬁﬁ%&@%@] g7 e SR R A

. i AL k-?

R

.reat o 0. W R~~~
(¥F- The cycliza((')n reacgi ons for pre arlng t

with a swtab e acyl ating agent .g. an acyl de or an acid anhydr| de

the conpounds of fornmula (1-a) whereln R3 |s an ani no- group nay be

cqnvedgpt ed | nt& conmpounds of fornul a I - 5R3 i ® an ’€2| do-ggbup by
am no- gr ceyelizatdon dR vm' t b BT

converti
appropriﬂ;ggﬁal kaki (XI) JEEQ_J_‘}_G_’LS_Z_& e
and subseqleqt |y conver tfeagtidme sai § di azon|
with sodium a® de or any other suitable alkalg netal or earth al kaline
et al ¥azjygqy) The conpounds of fornula (1) have ppagig—gyoperties aéd,
consequently, they may be converted to their therapeutlcally active
non-toxic acid addltlon salt fornms itb treatment with appropriate acids,
such as, g}e ‘?c" 'é’"s f‘tﬁ@f" iR9 thofomprundssef dasmulae o) andlal-b-t-ahmprigeneraly.
[

hydLQChl Srge iy ﬁ a%%g %@gettq'-k'édjsgm gstb; ggtﬁsmea&wwtthtrpaceon-rmgt d,
phOSpTQIO rd&%{gﬁ% Iéfg"d“?e (ill ;ﬁﬁ‘] © hy mam| e. gr@?é?tem%{gﬁatgeé m%(i? 6 appl"op:]l:}‘grntoézt% ce%t;te,

acetic, , Iff some Tases it may be preferable to carry out the reaction at the reflux temperature of the
reaction mixture.

The compounds of formula (I) may also be converted into each other following art-known functional
45 group transformation procedures.

For example, the compounds of formula (l-a) wherein R3 is amino, may be derived from the
corresponding nitro-substituted quinazolines foliowing art-known nitro-to-amine reduction procedures. A
suitable nitro-to-amine reducing procedure is, for example, catalytic hydrogenation in a relatively polar
solvent such as, for example, an alcohol, e.g. methanol or ethanol, in the presence of an appropriate

50 catalyst, e.g. platinum-on-charcoal. In some cases it may be useful to add an appropriate catalyst poison,
e.g. thiophene.

The compounds of formula (I-a) wherein R3 is phenylmethoxy: may be converted into compounds of

formula (I-a) wherein R® is hydroxy following art-known catalytic hydrogenolysis procedures; the compounds

. of formula (I-a) wherein R® is amino or hydroxy may be converted into compounds of formula (I-a) wherein
65 R3 Is (Ci-10 alkylcarbonyl)amino or (Ci-10 alkylcarbonyljoxy respectively by reacting the former com-
pounds with a suitable acylating agent, e.g. an acylhalide or an acid anhydride; the compounds of formula
(I-a) wherein R® is an amino-group may be converted into compounds of formula (I-a) wherein R3 is an
azido-group by converting the amino-group into a diazonium group with nitrous acid or an appropriate alkali



hydr oxyacetic, 2-hydroxypropanoic, 2-oxopropanoic, ethanedi oic,

propanedi oi ¢, butanedloic, (Z)-2- butenedioic, (E)-2-butenedioic,

2- hydr oxybut anedl oi ¢, 2, 3-di hydr oxpyy igqi ¢, 2-hydroxy-1, 2, 3-pro-
panetri carboxylic, methanesul fonic, ethanesulfonic, benzenesul fonic,

4- et hyl benzenesuf fonic, cycl ohex- 10 anesul fam c, 2-hydroxybenzoic,

4- ami no- 2métgldr earthbatinlinei roetal Gereotarsiciulysetlvatiyseahiertihg tha) said tiakehivD grad e Gin lxide
t r eat ment 9roHpPtWith gpdium dzideror enytdifer $uitslde diall melow earthAlkalinaetal axfdel nt-er medi at es
and -st-ar t | nghagempeinds of formulai{ hive begkoprorpries ahslacansequamtly. sheg man bewonverted daithels
whi ch naythgserepicallyactive mémconcwgadﬁ@ormt-fmem Tasiment wih epprepdate facigs, epchrasdigr
said of s‘?xﬁ'f‘l"&r'“%ﬁ'ﬁ&ﬁli’ﬁzl§"°h%!‘y‘1§9!'a'fﬁﬂ°@ o.g- tgdrpghlotia, lydiebsamics angthe ket guifurd )
and fHheir ;g (35 B'??ép"&?‘éa%g'@r‘f‘?)é'ﬂ Porganis. ac#&tsﬁﬂtasi\lf%exw‘e@@% PPB?"Oic
4,342, 87CRVIAX @ﬁ%‘ 4 depxypropa Pm@nﬂ& efhm 'Pﬁecﬂ"%?@%f’gml?a

accor di ngplwi"’dé ﬁy@?ﬁ; -?gl Zic. gﬂTipi&r ?c'B' mhgc%:gf‘ "
eLt mino-2- ydroxéiaen ’c germ Fﬁn be converted by

arboxylic,

for sope Gleddig Ayt

i nter ned .th ,-l

benzoyl pi pe'i\' mBér d? ntenfédidtdsn art: g terials in the foregoing preparations are known compoungsaI 0

8 HNE  wifid®ima %e prepared accordin % methodol ies of prepanrl id or svmllar oom unds. For

\/Wﬂer&hl’ﬂplbaihé‘ ihtormBéiab< o RImfuld | (IBOJnQ theiO cﬁ&m&& 3'5 htERos.
e. g-7 bys I £385]127) 0,3458700 @]a4545h Dind 14861 67 O itornvdlalds fmégl rb%v pa.%uraeco?dua to art-

cycl | Zi NQknbiwe niethudolagies ok PRParY i s Confpodrds chRwr*sé’méGf fhe| ghedaRBvetinbthdd i)

procedur emesehtbdiBerginiitad ni ng the internmediate of formula (111) wherein Xis

0. said i nt Ehaipeinadia®s bidomgla ity gemiraig b& Yerivéutromoe ldtoipigeritine of formula

1A R ((1rr-a). 50 The internediates of formula (111)
whegei # X is S. said internediRtes e%ng represented by the fornmula R 65
(rrt-nby,. 27 EP 0 196 13 a prepared follow ng a procedure
anal ogous to the procedure sc\ U § Patent No. 4, 458, 076. The
conmpounds of fornmula (1) and\th Rical @Weptable acid addition
salts thereof are potent antagoni .a series of neurotransmttors and
as a r&ult t hey have useful pharnacol oglg@al properties. For exanple, the
conmpounds of formula (1) and their pharmaceutically acceptable acid

ggg: o m)ﬁhﬁﬁﬁﬁsf Xﬂéoﬁi,‘%gw.%%gbn%% %mecf}e's 44y a0 RS A iae

I@o( and tﬁel? i arnace y acceptabl e acid addition salts can
be sed in the treat rrent of psychotic diseases and in the treatnent of a
vari ety of conplaints in whi ch&erotg& Ln rel ease i s of predom nant
i mportance such as, for exanp I e bl ocki ng of serotonin-induced

contractions of bronchial tggsuey angd bIRpod v?ss)els, arteries as well as
xv

e

35
i
. NOH 2
R
R 40 following art-known procedures, thus obtaining the intermediate of formula (i) whersein X is O, said
intermediates being represented by the formula
R

H -0 1

45 N R
HN ' (III-a).
R2

50 The intermediates of formula (lil) wherein X is S, said intermediates being represented by the formula

85 (III-b),.




| 0 veiins. "The subject conpounds have al so useful properties as sedating-,
anxi ol ytic-, anti-agressive-, anti- stress-, nuscular protectant- and
cardi ovascul ar protectant agentSgpgdag§ Eq&quently they are useful to
protect warm bl ooded animals, for exanple, in stress situations, e.g.,
during transport peri ods. Addltlonal Iy, the subject conpounds are useful as
pr ot ect o be prepaneiijblowing @ peieiblesanalbgbun® tairdcdirs ddaaad i U.S. Ratuit e, Hdssohei 1
usef ul phafheenbayndsca forpyla (ileantlitesphanmacsuticabjceertablocacd @udiibe e \thdsedf. &re potaihtat ed
i nt o 15 aagopists §f Hertiehe] dewretrapsmitidrpands £ pasultitien hevestsefsl ihemagningisal pepertidsn For
pr epar e AFWIep A chRpNdS offprmule ) 629 theitpharmasceutipally agosptebin adichaddiion edits gossesse
anountf §F°’PW§Y°B?§PPWWW35'4§H’&GGPRI3°“Y"M base or acid-addition salt form as
the &ctive’y r'@?ﬁ QPR"“P@'%'&HJ?"W@GS |the cerpRouRgs cof farmulet ¢}y ad\ihein pharmaceutically
% ?ﬁf ﬁrp PP 24574 o G o gkl tgonca o e estmunt ol 1
%1 Whiga sp PH'['W 'P@a smaSaHmawg'ﬁ»r'&meon

b e i gﬁ% i‘?g";;,,se e

or by p%Fo?el&f ﬁéﬂﬁ blobdbdSh >8J}1p|§>ﬁf'i’1 5§ situbtiond) Ejﬁa&&
ia al

a%
oral  dogRAGHER ESRpodE afdl ush %sHv% sﬁi Efd t
3 e B e e SE U mfgﬁf%ﬂ% o
Ci S 0! are 0l t
sol i d caig in@nfionS bt Bifedtive Sdnfolt I be She (aHBRr ComBaAd, [IM basb 6P blid:&Haltien sdt! IOHE &S the
di si nt egetis inggdiag &ndombinsd hhﬁnﬁﬁ%ﬂmﬂﬁrsﬁﬁtﬂﬂ%ﬁma@bﬂc&l& acéepiaBis! l:é?ﬁer mh cahdet s.
Because naiy tikh @i widecwtiaty iohfomitndeperaiing ab itlenfornt oftreplaratichnidsied fs abamistZion. TRésRS ent
t he nostrhaecanticalgrompssitionsbre diesiable i mitaryfdosage form solteblahpretamily,siod admhinistration
phai niic el eagtally; ereutaneeusyy @ by barpwersllinjections Fay peathpleHo iprepaiing tie @orapositions in-oral
conposi t9PHaS forphanycefrthe eyualpharmageyiiedl imedieonayr besemplayed,  sueh o tiesrexaranle, [vatest | n
| arge p&ieds. {off% AigRhQlR. IRcthe caspr efcrel Hiadid Pregprations sysheas ugpepgions,seyrupbi dlikitsyandmay
be i ncl &a‘étt?"s Ph %P%{w%s‘scb (28, FiRShRS, suowp. kaglinfrigantsypigderse di ing @genks inthiec h
the car P «‘; °§°§1"?‘°h d%"iﬁ‘ Pﬁ‘f?“s fﬂl?t5§és°§’b inigdration tabletrpnd eapaulest
gl I® o ' §°Wa a‘&'@ﬂ‘t’f?é °§P &fed In
which ¢ vnou ed o C?Laral os(|:t fhgrc rne st in
enpl oye rA E:El ot% r lggar for exa &%‘al (i Iu%{%i‘ lgf ns, f?r
Xal is UCose SO
T S SR i %&o‘%‘"%
al endi

n:';-\“d e ltbn, Nthd Qérrid? rdb@&l’éﬁy' Sdprisedd g';l hl\éﬁéng‘ggggenpgnd}opta e oI5 Qlaé I cant
del et or iopkbsalgfdombihedO it BiftaSi ialiditiv bﬁar@ tubd MERindFEforloRiGhs! 'wh@ﬁ gdcﬁ 8s do not,
adm ni stinvadiucea sighifidahttdeteidribusieidét @h tﬂw&mb&lchﬂdmfldﬂmanyJclllﬁfeQRé’-ﬁdnﬁﬂstHBﬁ dleni red
conposi tskimasd/or TheyStd IeApi Ak prépasity thddeshed adilvmoﬂtronéﬁhés%toeﬁns&mbﬁk May b bdminay s,
e. g. ,3sadstaed in amipokewaya) o.gds Gl transidrmal Sih| astdispoch, & anQintidie Atid adiitiofl sag @i §)i on
salts ofdug {o)theifLincrdased watsr solublity @aisibel conatpendigtasdioln, g obuigsly infbes sdblecis iendi ng
base forprnparatfoeomwmasdmypom suitable in the preparation of aqueous
corrp05| t i ohs especiallysaduantagequsite {oraudatentie afpeamestionest hemmcdutitabcanipesitiohe inedvsagei oned

arpac &t foem for eﬁﬁﬁbﬂﬂ'ﬂ'wﬁ@"@nﬂ eiferanihe ol deisagef Rnsagefupit form eseused indbms$patifcrticnt | on

and u‘ﬂ. faa? fif! P'"crsfgﬁ @sqm? pnite spitpblg s yaiteey fasagepcoadtp il dopigiaing 6n 40

! °"e'%' e'r‘cfs.'Plf' "d‘i°§€‘1dé<t°éh%i’ﬂsl'%d ‘B?!?PPBHSI effeqidn e85pq-ar y
dosages a'° A t eh . “" %[Wﬂ?eﬂ 9 8¢ph Sl9saqe P'E' forgs ase faplgte (ing rl§d| ent
cal cul attga ul t &J%n_ JL%apq'é sl ?1 E(af '@E‘i’a O SORENS A SuSpPPIRRS i t h
the rgquir g e ge&ae'e rLF o htd%szi} unit forns are
tabl et's yd dggtg égg,escorplle or coa% ed ag‘f1 5" are Hsu?'ge an ?'gpe"a%?l?uaé

packets, wafers, i1njectable solutions or suspen5|ons teaspoonfuls

t abl espcaxpemulsmALasstegregat ed nul tiples thereof. In the foll ow ng

exanpl e§, Un'ess otnerw se stated, all parts are by vvel ght and all

t enpesatA) Peparativoe of ths ihleencare | gr ade scal e. EXPERI MENTAL PART so. A) |

Preparation of the rnternmediates Exanple 1 To a stirred m xture of 65 parts

of 1, 3- dixénpleot obenzene, 130 parts of alum niumchloride and 195 parts of 55

di chl oronet hane was added dropw se a solution of 95 parts of

1- acet.yl - 4197 Pieed wixivesof 85 bt pf 1.3-Hifleoroberzenen 130 paytecnf bisminlumdhioiidecand nest faasaf

whi | esscd’&P'P'ﬁgethQDBdﬁs adsleg deopyvigma sajytion pf Q’-iqﬂawaef 1eposiyli4rpipetdieenarbny! brdarde ingB5 r oom
parts of dichloromethane while cooling. Upon completion, stirring was continued for 3.hours at room
temperature. The reaction mixture was poured into a mixture of crushed ice and hydrochloric acid. The
product was extracted with dichloromethane. The organic layer was dried, filtered and evaporated, yielding
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tenperature. The reaction m xture was poured into a m xture of crushed ice
and hydrochloric acid. The product was extracted wth dichl oronethane. The
organi c layer was dried, filtered ggl1gy/sgaaspt ed, yielding 8 EP O 196
132 Bl 48 parts (36% of 1-acetyl-4-(2,4-difluorobenzoyl)piperidine as a
residue (internediate 1). .A m xture of 48 parts of

1- acet yl - 43 papts 4863 ol kpsptyhfel@Adifibgrgtienzaviipitiordinecas d rdsBie fierinediald 1)a hydr ochl ori ¢
aci d sol ut i dnmisinre,gh 48 gartsiof dgoetrird-(3.4fiflugsobenzéviipipdiding ands 180 Phrts of @chwtrochipricracid ur e
was - ev apoﬁ%\lf"e'ds’&was i"rred i"lS‘s’Pf!%‘é’ forfshoyes; Thecrgaction mixitye wes exaporatathand thegasidue was:s
filtered ﬁ'*sgd ﬁﬁﬂ%dregwd"ls@ ezﬂsz(B?d?)fOF (?drqurewm'r 5

(4- pi peti g\'ﬁ‘ﬁﬂ mﬂ%{!‘ﬂ f' ‘? ?)nt er rredl at e xt ure of 2
7 T Mﬁ@ e
zaa;aed;ﬁ*’;e&g@gsg?ﬁm% o E

xUFEH 6t 14\Batts T (3, %ﬁ.‘iwﬁﬂnylﬂﬁﬂs%inggneth\éﬁoﬁé ngm %iﬁgl%r &f%ﬁgﬁ%@

precipitate

of (2, 4di hidiside RRESY patté &t wirdd Vas e
3). A ni X bxtia@eddhithIetilibohzend) frhd extrdct at Lkl fBf8 Bxd Méor&dpﬁrel rds.am walE Slafeie,

OXi{Me, 25 pétleGnetiid, yistdiiglem paptsl 6i®Xiuele-3qppipstiainIRT3-Soniéoxi¥dle Rhteriddiats ). r I ed
and\'r/eka uxed for 2 hours. The reaction m xture was cool ed and extracted

wi t h et hgkdpelz2ene. The extract was dried, filtered and evaporated. The
resi due was crystallized v from petrol eunether, yielding 6.8 parts of :
6- f | uor o- 3- (MmpsiurecefiSQinass pi- Zthiazdieminei b ratsolf -atetytSrdimpdto-23H)-fdranond, 51 Epatspf € 2
A m Xt ur e CenEenigte ygrechlods aci angd 220 prrts 19f methyltRGzqne wassstiged and refluxed for 2 hours using a
get P - Hay-sqpasaiyyy '8192%3'9’1 MAuEWaFcsooled 2ndy3A0tparts)of rbesehesyltchigide weypelpdsiethiabe i ¢
aC| d and of 'élﬁetb§t‘”6?" s Pb%ﬁ?%ﬂ@'?/\)&%s hegtpd slewly 19180-110f € andodlining wapcantinued
using a rqagtion t"?"&‘l'fe MPY?P@a%E"dd%Teéiﬂuea‘f‘Rf P;‘M’Gd m

$Lepuzsgg§%%&§mg i e
i

ane and m anol i0 ere
pgg[zugt Piesed G ﬁjﬁy&@& o % d .d @E [T éﬁapa?ﬁ‘éﬁ
The produq,ﬁte,w.{%ﬁ@g)t ractg Wi t h tr| I ororret "@E‘ ext racl'[é@v\% J% 5§ e
filtered and evaporated. The residue was purified by colum chr orrat ogr aphy
ovier, Sishi ERample 3yel using a m xture of trichloronethane and net hanol (95:5
bykﬁol une) as €eluent. The pure fractions were collected and the el uent was
evapor at ed. AThixturecsli 3bUpariaass 4eyirertyad-rhéredpd-g-manpl-s-pyfimidinesRanef, 28 phrisOsrasbiilssiahi d
1, 1' - oxybrabinkieB) perisaif diNidgimaibylgatinkie @hd 75 parts of water was stirred at room temperature and

6- ( 2- chl 0B® eertsydf )1.3ditnerodpydparel-werd: iaduied |ab pip2tempeasturb osd ite) 5600 MRe (hokd @esTBTHeaL ©
5). 303 Egmhbatgoqq\ femperatpre. Tie reAdtigmamiktgreofas evaporated and water was added to the residue.

4- hydr oxyTpe fRlif @epdech wes weshpg) wmswwgr angj dfpch iscabronad 100 °25 yiplding 81 @értsp(53%)sef i3um
car bonat ed'hm “RoAwrexyghyiNg-methyhH 8t prieida-2:tibll b 3lthiaein-g-9nep o+ 155 15 (inermediateyls
stirred at r t‘_?mnp ma propesure 7nd sw'wﬂwenbwwmsﬁaﬁmmmtwm rpgierigls citiete d

at \gnce:; ?EI;P( The whol e was stirred 35 overni ght at

room t é"r’rpg's é‘r gm’r‘ygg'cv, " ‘8\?‘(')‘??15%"&1?28'°%§]Pé{0’a'ﬂ'8 PR0% PPaHF 70 G fprmrdiet 24 ded

to the re % The solid product was washed with water and dried in vacuo
at 100C, yre#&u—ng 21 parts (58% of 3, 4-

di hydr 0- 7- (2 bl ¥t/ 86 Ipys) 5133 SBihfAd-7-Blily i -8 EtR-DR ik ;ng[.d]o 231&}5?'3 Ao 65 on
e; . 48:5%n6; 60 pdrd bedcBRAcRaRd 9. parddi! a(?i%rwbﬁygﬁg‘@&%& ;
equi vaI €N healsdd Réffax. Ctirrink) vad BEHHAIRE | R rRigHt taﬁfeﬁlbﬁgmﬁﬁitﬁs"ﬁiks'eac{t evﬁ&lun’é@ﬁas é)o
pr epar ed: orated and the solid residue was triturated in 2- -propanone. The product was filtered off and dried, yielding
24 parts (100%) of 7-(2-bromoethyl)-3,4-dihydro-8-methyl- -2H, 6H-pynm|do[2 1-b])[1,3}thiazin-6-one; mon-
ohydrobromide; mp. 215° C (intermediate 8).
50 Following the same procedure and using equivalent amounts of the appropriate starting materials, there
was also prepared:

6-(2-bromoethyl)-2,3- d|hydro-?-methyl-SH-thlazolo[a 2-a]pyrimidin-5-one monohydrochloride; mp. 237.2°C
(intermediate 9).

" 55 B) Preparation of the final compounds

Example 5



40 i

2n8-di hydro 6- (2- hydroxyet hyl )-7-met hyl - Ht hi azol o[ 3, 2-a] pyri m di n-5- one;
mp. 148.7- C (internediate 7). BE¢pgRbe 14281 xture of 20 parts of

3, 4-di hydro- 7- (2- hydroxyet hyl) - 8- met hyl - 2H, SH-pyri m do[ 2, 1-b] [ 1, 3] t hi azi n- 8
- 45 one, 50 parts of acetic acid and 180 parts of a hydrobrom c acid

sol uti on -6& OYstire oh58tpiads eic3-(2-chinwetbyl}-8.7; Sattetahydrb@atethyl-4Hpyridd 1 24xlpyritdidin-4-brieg Was
cont i nuerpneyerogtilagtie. 4 parie fof G-HuareSrffeninetiding}:1,2Hwazisoraxalb.i ® partyiok Sotius vsisnate,ap-

or at ed &ridrartpef aeiaspivm faside né 9Qvagrist of iNNrdiethiiformanidepyas stimesinayemighicat B5-90UCt was
filter ed\ﬂa'qu'aﬂd"wwen “‘W‘@l Sqr;gurzwnfsm The o@Jdyct was ﬁltered off and crystallized from

7 (2- Br@rm'é‘t'ﬁ W vqtmtﬂ&gdloﬁ HAngl gries}, yialding 38- 6- on
non &'f puor W Ty seiparidioyileihy(l-8,6,8.9-tetraliygior2snath 4-h e
sarre pr @X'é rzeap%ﬂ'a'd SN

s of the agrroprlate starting

mat eri al w% ?Aéaén aﬂ r&ﬁgerﬂlﬂ é:fngqjequwalent a;[nounis of the appropriate starting materials, there
ﬁoaéh@a?@é‘r S A A e T R
final coup %IS—yrg- ?Iperidm %ﬂ@l}%%@t@ﬁﬁy@hd@l ﬂ]ﬁ}r‘g{ %1 oP - ritp. PiF7leS cOf

3(2 chl( g.;,,mg) et rahydr o- 2- net 4H pyri a]pyrlmd|n4o

”Dnob)[ﬂl—[ﬂe-lﬂﬁd%d 2lBonzidoxdzoPRy1j-Bpifdridinyllethyll-2 7-d|methyl-4H-pyndo[1 2-a]pyrimidin-4-one; mp.
B as&e (Gcorhpdand 4 nyl ) -1, 2- %en2| soxazol e, 8 parts of sodi um car bonat e,
0. 1 par 321 pobrazisoiartiFa-yiptHopieridaipiibtiy 16 7 Bjottatrabfdrddb-ietiyHaRp bl RLalivhiga-4\\aS
stirred cosenpnig3it CadomBoun@B); C. After cooling, the reacTion m xture was
pour ed GH&imarbenzisdthiazop3-gEtwpiperiding]ethyll-2.¢(n le.d-l)eilhamm'ddicn’eySrhaioh;idmﬁlorfdb,o Nnk -a
m xt ur e >390°Iq (Necdilgempbupti Br mani de and 2- propanol . The product was filtered
of f{_afad def4d 2-bgnzisptifpacts-g)- Bplmldmﬂ]emm 8 &Ietrahvdro-2-methvl-4H-pyndo[1 2-aJpyrimidin-4-
3- 2-1 4- 0BSMP,ASd- ¢ (@mpeund 7k oxazol - Zi? eridinylJethyl]-6,7,8,9-tetra
hydr o- 23 i4{Ghvdipy-12 ﬁ' °"§-Vﬁj1 ﬁ"i’/ﬂy ‘WJH” “W’*&‘V‘G‘hﬂ"*”‘m‘{f’&?ﬁiﬂround
1). Fol I%W{“ ' 4f°l%"§’a E‘B‘lﬂ“ nd using eqU| val ent amounts of the
ar ed

AR A %ZE 38""1 °B€T~?2?z§b%‘< ‘o?'peﬁngﬁ?ﬁ%"w HPHPT SRy 4988 hy 1 - 51 ¢
gl ?éol[ 2[ “gg%g'g% g&@ 'pigpr'dm%lgﬁwil ny h}""‘%ﬁﬁéﬂ% ﬁ%yhﬁ'ﬂ" 4A‘ﬁq?pyrl dol 1, 2

-a] pyrlmdln 4 one . 177.9 - C (conpound 3);
3-([ 2- fp4-exlnfid 10r o- 1, 2 benzi soxazol - 3-yl 1) - - pi peri di nyl Jethyl]-2, 7-di net hyl -
4 yrld'oTI“Z‘a]pyrlmdln4one np. ts 186.9 - C (conpound 4);
3-[2-[ 4- ( 1A Znikers 2k 303X56aS |of 3-(3thlordethyl)-2-methyl-4H-pyrido[1,2-alpyrimidin-4-one, 3.3 parts of 6-
- pirper i divery-Bi(4pifeyibihd)-172-nAsdkezbl 281 yeits @f Sooit daybonald;H PaR ioflGdtabsivm Rkilay ahdTiZdi N- 4-
one; np.padSd 4imethyC2-pantantreiwas stjed and refluxed for 3 hours. The reaction mixture was cooled, water
3- [ 2- 54 -was afldddeand | thrp lapare ware -s8paydtgd. The iofgenic ghasy Iwae hed, filterhdddnd evaporated. The
H, 3H) - quésidye wiap perilied bie colwom dimgrotancdphyo pyed eifica gab using38 GrixtureCof( idehtpromefhatempaund
6) methanol (95:5 by volume) as eluent. The pure fractions were collected and the eluent was evaporated. The
3- [2 [4 sidus s norysialieed forp| 4-metiyl-g-p ﬂlss'P'pﬁe rielingy 1.2 ereris/ (199G, of  F2-Ph-(B-Bvarqhgrdr o- 2
WSﬁW?'&a[h piperginyllethyihZrpetvh4b-gysidelt ?rﬁlpvrmm@n+one @R CYRA LR Hepmppund
3 [2 4 h hydr oxy- 1, 2- benzi soxazol -3-yl)-11
- pl peri thyI ]1-6,7,8,9-tetrahydro-2-net hyl-4H pyrido[ 1, 2-a] -
pyri m dlcgﬁ—’ﬁ—'lei 213. 1 * C (conpound 8). In the simlar manner are
prepared A mixure of 6.75 parts of 3-(2-chlorosthyl)-2,4(1H,3H)-quinazolinedione, 6.6 parts of 6-fluoro-3-(4-
45 piperidinyl)-1,2-benzisoxazole, 10 parts of sodium hydrogen carbonate, 0.1 parts of potassium iodide and 90
parts of N,N-dimethylformamide was stirred and heated overnight at 100~110° C. After cooling, the reaction
mixture ‘was poured into water. After stirring, the product was filtered off and crystallized from N,N-
dimethyiformamide, yielding 4.8 parts (39%) of 3-[2-[4-(8-fluoro-1,2-benzisoxazol-3-yl)-1-piperidinyljethyl}-
2,4(1H,3H)-quinazolinedione; mp. 263.4* C (compound 12). '
50
Example 8

A mixture of 7.4 parts of 6-(2-bromoethyl)-3,7-dimethyl-5H-thiazolo[3,2-a]pyrimidin-5-one mon-

_ ohydrobromide, 4.4 parts of 6-fluoro-3-(4-piperidinyl)-1,2-benzisoxazole, 10 parts of sodium carbonate and
55 90 parts of N N-dnmethylformamnde was stirred overnight at 80~85°C. After cooling, the reaction mixture
was poured into water. The product was filtered off and purified by column chromatography over silica gel
using a mixture of trichloromethane and methanol (95:5 by volume) as eluent. The pure fractions were
collected and the eluent was evaporated. 2-Propanol was added to the residue. The product was filtered off

10



25 3-[2-[4-(5-nethoxy-1, 2-benzi soxazol -3-yl)-1

- pi peridinyl]ethyl]-2-nmethyl-4H pyrido[ 1, 2-a] pyri m di n-4-one (conpound 9);
3-[2-[4-¢6-fluoro-1, 2- benzi soxazoIEI,?by%gﬁ}B

- pi peridinyl]ethylJ-2-methyl -4H pyr1do[1, -aﬂ pyri m di n-4-one (conpound 10).
30 Exanmple 6 A mxture of 3.3 parts of

3- (2--chl osriedhed, ) yieldinge 513y barthHey) | ol Of-{-[46ubis 1] 2PefbisBredol 3 H-1-pertiny Adtly3-39L  6-
f | uor o- 3- GirhepySEithiatonlpi2)eipkrrdidib6-0@s; :px28 OF € (copilad t$. Of sodi um car bonate, 1
part of pot dszsimiter machedberawere BRO peparéds of 4- net hyl - 2- pent anone was stirred
and r ef:| uSEd4{&iuo®-1LechenzisoxakblS-yid spiveiidinyllethyl2.8-dihydmsy-roatol-ithiarad[£2-a )3 bimidirs
added - #ndSPrempal3BpLC (gempoundpir at ed. The or gani‘c phase was dried, filtered
and é&vapofifad-lupied .2-henziserazohieyd-1pipetidinydethyiks. wmwmmewwumy 1cbi &8}
silica- gef"‘aﬂgﬁﬁgea m xture of trichloromethane and nmethanol (95:5 by

vol une) ag‘peﬁeﬁ'@n‘f(mwn‘?lﬁ)e fractions were collected and the el uent was

evalpgr ﬁt el °d‘g€ 4 REW%"E'VQP'PY'lz%d'FW"AQ‘M‘PHWaZ‘Zﬂ%%ﬁPW&me
) 1, 2-
benz! soxadiit ggyé el Ryt iyttt i .
4- 75
Onechlrrgtsg,élt A2 ag % q'pi azé e {gd?ﬁ(gh ydré’éém’xo"‘ H?'S‘t(!?"aégf' uolrogr gs(?t-

peg i d| nyl 1 2 ben2| soxazol e, 10 parts of sodi um hydrogen carbonat e,
0 1 part scphhapmic abgibrhgisll de and 90 parts of NN-di methyl f ormam de was
sti'rred ah'd"h‘é'a'rgﬁovem—ght at- 100-110 C. After cooling, the reaction _
M xture was TROWERRY bith® silffce Eompdiirde fas Peyohbticlégents REeioRdd By tHE Sxpbiirhdnfl 84a Of
and cryst ebtdined el atflisasnondl olNiwo ditfei@ihtiyst procoties,de,, thei combihedtapmetpiaE, g pthmilland f
3-[R.1 4 ( Gordrinephive lesB- ib g iasDiha zpdmdlphirle) tosk il idpdI THE iyt Jakel Edyrield | oul fofldwing the
H, 3H) - qui pracediresdadtribae horenfier 28d Bie 4xpErirhentaipaial arel sﬂ!ﬁ’!)t&rlzﬁﬂn Evermple 8 A m xture
of 7.4 parts of
6- (2- br onBXMRY - 3, 7- di net hyl - 5Ht hi azol o[ 3, 2-a] pyri ni di n-5-one non-
ohydrobronide, 4.4 parts of 6-fluoro-3-(4-piperidinyl)-1,2-benzisoxazole,
10 par & &° CQH‘HW?MWEPPYHHWBO)Q ffyptgmine @BmeQ@feaﬂem"N(ﬂpﬂﬁPﬁw "B8r manm de was
stirred over ht at 0-85 C. After coolin the reaction m xture was

poured Tip § ’@gér the é"" F'?‘;vdei?((,’g" igg%‘e NS (m W RarelsUpeight 240 o@o‘f‘fﬁhﬂ“

chr omat og {0 r%’ér G800 LU ' h?"o?cb'

hang}, Yoo VO q ' at'° F'E'Hteﬁnd
el Uenﬁnd\’iﬁesrag\ﬁgw t?)v a 1 I:% ij %\grﬁpﬁi% g

Syonos
' Qoss ng a H’F
vvas filtemngste®ihenbMena: aditatidh ah endY bf @%
of 6-[2- [meﬁl@s)fpﬁd&he'a&m b&\'@?n‘le‘éﬁif %%Weho%élylw h J(I rﬁb%f jL hd @R %yaL ce
di met hyl - biHhé fypioat %ﬂ&rﬁn@m@k&&’lﬁlhﬁhﬂbﬁlc S6isud; wal Roted: Tvo Bours Q(e( BQW&M (tuq-ign)
a si nf iss an2omainues) fikdf s sifeGanitialS Gvefdl ChAIRREGYA: with 1.25 mg/kg intravenously of norephinephrine

- [ 2- [ 4- ( 1eNORy endopodsitile inartulity waxiagked foBupy/to)6 hinutes later.
- pi peri di nylThetship|i gives 8w dEDivyciues of -anmBinbey lof thélednipoantss lundes cohsiagritiph.i AFiusdd hereind

. 5-one; nﬁue EDgHvale frep@sgru@mpggﬁqdm{pu):rotects 50% of the animals from apomorphine-, tryptamine- or
7 [\2, [4-( W?H‘@W@e‘md@%EM?Wﬁazol 3-yl)-1
- pi perl"?:ll ‘% rl 3, 4-di h&/\dro 8-net hyl - 2H, 6H-pyrim do[2,1 -b][1, 3] -
t hi azi n- 6 i %tRQS"*wes FBEPBuNd 15); 6-[2-[4-(1

- 3- 2 hy 7- hyl -5H-t hi I
[ g 26212 lpflgxrp 5:% %‘ |s deé%%eldcu nlyll\.]l Janélser] and' g J. gl Nterﬂggce)ers mrrﬁrtzne)l{m -F%rsc# ([I)rggz oo
es

9) The compounds listed in table 1 were administered subcutaneously to beagle
dogs at dnfferent doses and the animals were challenged 1 hour thereafter with a standard dose of 0.31
mg/kg (subcutaneous) of apomorphine.
The table 1 gives the EDso-values of a number of the compounds under consideration. As used herein,
the EDso value represents the dose which protects 50% of the animals from emesis.
The compounds listed in table 1 are not given for the purpose of limiting the invention thereto but only
50 - to exemplify the useful pharmacological activities of all the compounds within the scope of formula (l).

4
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D) Composition Examples

The following formulations exemplify typical pharmaceutical compositions in dosage unit form suitable
for systemic administration to animal and human subjects in accordance with the instant invention.

50

pharmaceutically acceptable acid addition salt thereof.

Example

10 : ORAL DROPS

65

"Active ingredient™ (A.l) as used throughout these examples relates to a compound of formula () or a

500 Grams of the A.l. was dissolved in 0.5 liters of 2-hydroxypropanoic acid and 1.5 liters of the

polysthylene glycol at 60~80°C. After cooling to 30~40°C there were added 35 liters of polysthylene
glycol and the mixture was stirred well. Then there was added a solution of 1750 grams of sodium
saccharin in 2.5 liters of purified water and while stiring there were added 2.5 liters of cocoa flavor and

12
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0 0 opommylen&glyogl G5} tq a-volume-of 50-lers, providing n eral-drep selutign comprising 10 milligrams of
~~~~~ga Chhe Al p@l-;mlhlmer The resulting solution wsifilled-intg) suitable containers.

N~ N N N 0q ~~~~t 35 30

CO~~~~~ Ngxamele 11 : ORAL SOLUTION o4 CD 45~~~~~~~~ r D) Conposition

o %é%am ggﬁ Sl i
fm' mel ana: %ﬂk h& 2@ &h &e?] lJu&is sﬁé’ﬁ\&' remaining
Active i Héihr til: N

yere added
Ik Aok ke .aw&a Vwﬁ o3 et B e Laal
t her eof . Emmﬂse‘of Sbse%bsmw&e%ded The M8 SaludBwa’ CohBitodAvith the Y&Periaiet YWay €d
iN 0.5 |ihd6 ol to2a NikiinG %y 20 BRASHbAdIRC AT ordNsbiuliord cdnphiSihgs 20 nilighkdinsd&H e bliivh ene
gl ycol at ingr@diéit pér.teabipdoifil (5 enilliitersy Theresfiting Goltioh ey e\ IsGitaBIE d6HtkindR. | 1 t er s of
pol.yet hyl ene glycol and the m xture was stirred well. Then there was added

a sof'uts oExapblel250AB8BWES of sodi um saccharin in 2.5 liters of purified
water and while stirring there were added 2.5 liters of cocoa flavor and 12
EPOr 196 13229 Grahsyoftthe Adn® grpmg sodiung lagry! sulfate, SPodrameestarth, 58 gramisdactose, )& grands ng
an oral dedpidal slieenidignide o £ oramg megnesiutm| st reYigargvely Alirred tegethem i resulting:r .
The resul MPAEP 8% Fehseaepiysiiied inte J000, suitakie, hargpried gelsting, capsyies, cPmelisivn csagh] 20
ORAL_Set UTiligRms obthespciiugingrpdioftt hy|  4- hydr oxybenzoate and 1 gram of propyl

4- hydr oxypenz e r in 4 liters of boiling purified water. In
3liters g;ampﬁﬁléuigﬁlgeq Dsrgé-'&gi ssolved first 10 grans of 2, 3-di hydrox-
ybut anedi é E"@E ereafter 20 granms of the A l. The latter solution
was conpi e ré}.%J., : echrgrnau ning part of the forner solution and 12 liters
1,2,3-pr OparAethuﬂJ ofaﬂ)g g?anllé <'5f'5‘tﬁe'S A.Q,f 57%%9"-4 I%losZQa‘Qi %6 B;alng réta%rv?asqm%%%ell and

thereafter humidified with a solution of 5 grams sodium dodecyl sulfate and 10 grams polyvinylpyrrolidone
(Kollidon-K 90®) in about 200 milliliters of water. The wet powder mixture was sieved, dried and sieved
again. Then there was added 100 grams microcrystalline cellulose (Avicel®) and 15 grams hydrogenated

L 30 vegetable oil (Sterotex ®). The whole was mixed well and compressed into tablets, giving 10.000 tablets,
each containing 10 milligrams of the active ingredient.

Coating

35 To a solution of 10 grams methyl cellulose (Methocel 60 HG®) in 75 milliliters of denaturated ethanol
there was added a solution of 5 grams of ethyl cellulose (Ethocel 22 cps @) in 150 milliliters of
dichloromethane. Then there were added 75 miilliliters of dichioromethane and 2.5 milliliters 1,2,3-pro-
panetriol. 10 Grams of polyethylene glycol was molten and dissolved in 75 milliliters of dichloromethane.

i The latter solution was added to the former and then there were added 2.5 grams of magnesium
40 octadecanoate, 5 grams of polyvinylpyrrolidone and 30 milliliters of concentrated colour suspension
(Opaspray K-1-2109®) and the whole was homogenated.
The tablet cores were coated with the thus obtained mixture in a coating apparatus.

Example 14 : INJECTABLE SOLUTION

1.8 Grams methyl 4-hydroxybenzoate and 0.2 grams propy! 4-hydroxybenzoate were dissolved in about

0.5 liters of boiling water for injection. After cooling to about 50° C there were added while stirring 4 grams

lactic acid, 0.05 grams propylene glycol and 4 grams of the Al. The solution was cooled to room

temperature and supplemented with water for injection q.s. ad 1 liter volume, giving a solution of 4

so0 milligrams A.l per milliliters. The solution was sterilized by filtration (U.S.P. XVIi p. 811) and filled in sterile
containers.

Example 15 : SUPPOSITORIES

" 55 3 Grams A.lL was dissolved in a solution of 3 grams 2,3-dihydroxybutanedioic acid in 25 milliliters
polyethylene glycol 400. 12 Grams surfactant (SPAN®) and triglycerides (Witepsol 555 ®) q.s. ad 300
grams were molten 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
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lo thereto. 40 Grans of sodium saccharin were dissolved in 0.5 liters of
water--and-<2 mlliliters of raspberry and 2 mlliliters of gooseberry
essence were added. The latter sgkt&jg&qéw conbined with the former, water
was added g.s. to a volune of 20 Titers providing an oral solution
conprising 20 mlligrams of the active ingredient per teaspoonful (5

m | 1ili treifigems diie dciwlihgrédiegt. Sol ution was filled in suitable containers. 15
Exanpl e 12: CAPSULES 20 Grans of the A l., 6 granms sodium |l auryl sulfate,
56 gransClalimar ch, 56 grans | actose, 0.8 grans colloidal silicon dioxide, and
1.2 grans nmagnesi um stearate were vigorously stirred together. The

resul i ny Aickeriead coppound gdegheferrye f i | | ed I nto 1000 suitabl e hardened
gel.ating.capsul es, conprising each 20 20 nilligranms of the active

i ngredi ent. Exanple 13: FI LM COATED TABLETS Preparation of tablet core 25 A
m xture of 100 grans of the A l., 70 ggans_| actose and 200 granms starch
was nmixed well and thereafter hupildi fiN S0l ution of 5 grans sodi um
dodeci?l -sul fate and 10 gr ‘ dobpe (Iﬂl)l i don-K 900) in
about 200 mlliliters of ter. er Rn xture“was sieved, dried

(Avicele) and 15 grams hydrogenated 30 vegetable oil (Sterotexl 0). The
who!€ gnas _mggﬂ,m&lﬁgﬁ?gccgﬂggymgtidn@g,pthgrggj ets, giving 10.000 tablets,

each-cont aivaértg 10 m I ligrans of the active 1 ngredient. Coating 35 To a
sol ution oRidRydggantsr OTELdmyl; cel | ul ose (Methocel 60 HG@ in 75 milliliters
of denat ur &t @6 Bt B@Ndath inbepeRtienBSmernsbRseic® irdhi thdgidlip SonBithE ot Rfdrédoh Mo,

cel l ul ose 6pirdwotls AP andOP:-§ &ikyk50 m il liliters o? (ﬁ chl or onet hane. Then

thegezoner eXdsldeds:75 nilliliters of dichloronethane and 2.5 nilliliters

1, 2,-3- pr o- Alsdan@i-« lsdnedigiCan@ ans of pol yet hyl ene gl ycol was nolten and

di ssol ved @Qris Z&rdigdllof foimulaer s of di chl oronet hane. The latter sol ution was
added to the forner and then there were added 2.5 grans of magnesi um 40
~octadecanoate, 5 grans of polyvinylpyrrolidone and 30 mlliliters of

- concefftrat ed col our suspensi og (Opaspr @ty K-1,21090) and the whol e was
honogenat ed. The tabl et core® wer Ne.%wfh the thus obtained m xture in
a coating apparatus. Exanple }4: CTABLE SOLUTI (445 1.8 G ams net hyl

- 4- hydr oxybenzoate and 0.2 gr -Mrydr oxybenzoate were dissolved in
- about ,0.5 liters of boiling water for hj ection. After cooling to about 50
- C tHere were added while stirring 4 grans lactic acid, 0.05 granms propyl ene

~glycol and 4 \g{emaqﬁdmé&,hdepﬁ@n@%&t&on was cool ed to roomtenperature
and’ suppl ementeasl a\Wembet\Gictled frérh e r&ifplcofibtifly & -hydtohen, Halol 8/—c WRYIVEE, aBti%iyNg a
sol uti on otrifidorsethyTinltio] GErTydfoxy, (CILES alfichrbbrylidd afino, oS S iR alkfamino,

st er i bsi zed (G of dlylcaBdnyRimirolhSyRhetny shd Brido811) and filled in sterile

cont ai ners. BXadsmdeogdbor halRI*OSI TORI ES 55 3 Ganms Al. was dissolved in
a sol uti onawoddicdl ofjfoemma 2, 3- di hydr oxybutanedioic acid in 25 mlliliters

pol yet hyl ene gl ycol 400. 12 Grans surfactant (SPANO and triglycerides
(W¢gpsol 555 0) g.s. ad 300 grans were nolten together. The latter m xture

was ni%ed well with the forner LNQ.- Rhe thus obtained m xture was
poured into noulds at a tenperfaturg ofl|37-38* C t(g)form 100 suppositories
A_
o

each containing 30 13

45
wherein R® is hydrogen or Cy—¢ alkyl;
Z is -8-, -CHz- or -CR® =CR’-; said R® and R’ bseing each independently hydrogen or Ci-5 alkyl;
and
A is a bivalent radical -CHz-CHz-, -CH»-CHz-CHz- or -CR® =CR®-, said R® and R? being each
50 independently hydrogen, halo, amino or Cy-¢ alkyl. g

2. A chemical compound aocording to claim 1, wherein Q is a radical of formula (a) wherein R3 is

hydrogen, halo, Ci1-s alkyl, C1-s alkyloxy, trifluoromsthyl, hydroxy, amino or azido and R* is hydrogen;

. or Q is a radical of formula (b) wherein R® is Ci1—s alkyl and A is a bivalent radical -CHz-CH,-, -CH,-
55 CH,-CH,-or -CR® = CR®- wherein R® and R® are each independently hydrogen or Ci-¢ alkyl.

3. A chemical compound according to claim 2, wherein R is hydrogen, R! is hydrogen or halo and R? is
hydrogen, halo, hydroxy or Gy -5 alkyloxy.
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EP O 196 132 Bi mlligranms of the active ingredient. Clains 5 1. A
cherti cal ‘conpound having the fornula RL 10 '

AC- 15 or a pharmaceutically acceptable acid addition salt thereof,
wherein Ris hydrogen or Cl -r EpéYbe 133lBand R2 are each i nhdependentty

menbers selected fromthe group consisting of hydrogen, , -S
al kyl oxy and CO-6 al kyl: Who XisGorS, Alk is G Hmmmqm“ﬂ"mﬂﬁ Q
i s a rAleERs ofhe acivedngradiens e L o s s H
R3_, @n., >rS Y2 R4 VA N (a) 30 wherein Y' and Y2

are ea((":'?lmﬁsndependent'l y Oor S R3is é menber selected fromthe group

consi s i . ogen. halo, Cl1-6 al kyl, Clo- alkyloxy, trifluoronethyl,
ni tfo,s't' c?%ﬁ%?'c{!ydﬁ%o%ﬁm(&h’?%m&? kyl car bonyl ) oxy, amino, nono- and di (G -$
al kyl')amno, 35 = (Cl -10 alkyl carbonyl)am no, phenyl net hoxy and azi do; R4
is hydrogen or halo; or a radieal of formula 40 '
(Z "Z NR(b 0 45 wherein Rs is hy '
-CRe = CR7-; said R6 and R7 bej
al kyl; and A is a bival egrallatli 2CH2- @§- CH2- or -CR =CRO-,
said Rs and R9 being each sO 'ndep’endentl§ hydr ogen, hal o, am no or Cl
-s alkyl. 2. A chem,cal conpound according to claim1l, wherein O is a
radical of formula (a) wherein R3 is hydrogen, halo, G -6 alkyl, Co -s
al k¥l oxy or & phiafmageytionthe iatopbtablégailt aidifion sitthemolpr azi do and R4 is hydrogen; or Q
is a radMB¥ginof fornul a Sb) wherein R5 Is Cl1-6 alkyl and A is a bival ent
radi cal Bdsbvdrgen or G pllvice CH2- C-2-or - CRF = CR9- wherein RWand RO
are each™ cFI'EﬂeBeﬁHe‘??E"F g‘d aptie memberCselectpd fop the group consistingcef| hydrogeno balal o
¢ @‘V-c%‘_a?ﬂ{‘ Y @ftefiet Ak i s hydrogen, R is hydrogen or halo and R2

Rdently hydrogen or G -6

acc rdinﬁ.
. isOorsS; :
s Tyar ofighy MLRaneliylg<y or G -6 alkyloxy. 14

Q is a radical of formula
R‘t©;( N- (a)
|

30 Y

25

wherein Y' and Y2 are each independently O or S;
R3 is a member sslected from the group consisting of hydrogen, halo, Ci—s alkyl, C1-s alkyloxy,
trifluoromethyl, nitro, cyano, hydroxy, (Ci-10 alkylcarbonyl)oxy, amino, mono- and di{C1 -5 alkylyamino,
38 (Ci-10 alkylcarbonyl)amino,phenylmethoxy and azido;
R* is hydrogen or halo; or
a radical of formula

@ z N R> '
ad |
A \“I - (B)
\/
o
45
wherein R® is hydrogen or Cy—¢ alkyl; - : .
d Z is -8~, -CHz- or -CR® =CR’-; said R® and R’ being each independently hydrogen or Ci—¢ alkyl;
an
_ A is a bivalent radical -CHz-CH,-, -CHz-CH2-CHz- or -CR® = CR?®-, said R® and R® being each
50 independently hydrogen, halo, amino or Gy —¢ alkyl. ' '
2. A chemical compound ascording to claim 1, wherein Q is a radical of formula (2) wherein RS2 is
hydrqgen, ha!o, Ci-¢ alkyl, Ci~¢ alkyloxy, trifluoromsthyl, hydroxy, amino or azido and R* is hydrogen;
. or Q is a radical of formula (b) whersin RS is C;—¢ alkyl and A is a bivalent radical -CHz-CH,-, -CH,-
55 CH2-CHz-or -CRE = CR?- wherein R® and R? are sach independently hydrogen or C1—¢ alkyl.

3. A chemical compound accordihg to claim 2, wherein R is hydrogen, R! is hydrogen or halo and R? is
hydrogen, halo, hydroxy or Cy-s alkyloxy.
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EP 0 19b 132 Bi mill]i granms of the active ingredient. d ains . A cheni cal
conmpound -having the formula R 10 to Q Al k- lllllll u““ Illlwull
is or a pharnaceutically accemppabiss ®2iBy addition s ein

Ris hydrogen or G -s alkyl; R and R2 are each |ndepen ently menber s

sel ected romthe group consi sting of hydrogen, halo, hydroxy, Cl -6

al kyl oxy mB’a P““d2§°°'d'"9 59 e 3. Whe'ﬂi?'kal'% a @adicall offorauteeta) wherein i 1 i s
a radi cal o 4nd Y'is O; or Q |sarad|caloffogmpg4@ wherein -Z-A- is -S-CH,-CHz-, -S- _
(a) 30 wher "%, @a%sha'ldzg D%r?&@hl"? onslegjly hydrogen orsmefhylerGHsCH-

sel ectgd” fromt (5 %‘ﬂ apioay | B °%8(I"EP‘“YE€P" §Ha‘l‘3k'3fp”2'@12'

al };g'r ggg 5 ; / %L.me&. %mr?,gonxd acollibd Bcifiy 81 5J9.¥§' g,y{,%e} .s myggogen, heochycipry

al kyl car bony am no, phenyl rret hoxy and azido; R4 is hydr ogen or. halo; or a

radical of faQh&mita cdfbound accordmg to claim 1 whereln ompound. i 3-[2-[ %&Bh Zoneﬁés % €1 N
RS 1Sy dr 041 9ipefidinyliétnyle9yd s-tetfanydo-2-m ooy :%Erz-a]- idin 2] &and
R7. bei ng eaﬂﬁbré-ﬂdaﬂﬁiad@iﬁl—h-yl)-hﬁiﬁéﬁ&ﬁuﬂ!btt@ﬂ-z thyl 1,2-ZpYmfin-Sorg. DI Val eh
rad| cal -CH2-CH2-, - CH2- CH2- - or - CR9-, said and R9 being each
i ridepennaimaeduycahguﬂfpogm ,corhﬁtisg aamaae phdrmédeutic8l cakibrydnd agan atied VRdFbdisht

co ound acedwedipagicallp activeamoubt of wieaneziund & daiimedl in &tionebf claims OB BLI 2 (a

i ¥ R3 is hydrogen, halo, Cl-r alkyl, C -6 alkyloxy, trifluoronethyl,
hydr oXY, & mArRhETNaceUtibal GOmPRItieR] for Yreding] ps;ghnﬁc dispas} campsising disoiseblehaimatautidan
(b) wher ei n¢¥eriagd gs)ancactiyeliRgredignicanamount sffagtive i tesatingrpaybhotis| disedSeiP of GH@mpoundhe -
55 CH2- @P@eﬁl‘"a"m“cM”Merel n RO and R9 are each independent!y
hydrogen or 3. A chem caI corrpound accordl ng to claim 2,
whelei ff y:g‘P § Pa’l‘-?f § aﬁ;ﬁa gfé PR Gharagierizetbin; that j aymfﬂg@ﬁa"vmﬁp@ve
hydr oxy Or g@ Q ai glaim ed i any one of clalms 1 to 6 Ts intimately mixed with suitable

armaceuiical cam

10. A compound as claimed in any one of claims 1 to 6 for use as a medicine.
25 '

11. A compound as claimed in any one of claims 1 to 6 for usé as a medicine for treating psychotic
diseases.

12. A process for preparing a chemical compound as claimed in any of claims 1 to 8, characterized by
u 30 a) reacting a derivative ester of formula .

Q-Ak-W  (ll)

) wherein W represents a reactive ester residue with a piperidine of formula
35

R.
_ nx 4}31
s " e i ~ 2 (III)
in a reaction-inert solvent;
b) cyclizing an intermediate of formula
45
R
R é-p—nk—n - 2 (Iv-2)
R o
. mz . .
' 55 with urea or thiourea, optionally in a reaction-inert solvent, thus preparing a compound of formula
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EP OY196 132 Bl | LEEIL FHiji 1111 111 111 4. A
chem cal conpound according to claim3, wherein a is a radical of formila

(a) wherein R3 is hydrogen, hal ogprp {#gt1a®lgqand Y1 is O; of ' '
of formula (b) wherein -Z-A- is -S-CH2-CH2-, -S- (WZ)B-,['IEW Lﬂgl’
wherein -R8 and RO are each independently hydrogen or nethyF, ¢CH=CH * =
CRI9-wherein R8 and R9 are eachygi ndependently hydrogen or nethyl, or

- CH2- CH2- CH2- CH2- . 5g3. A chemficaly®compdund agqorel ng ¥ 0 claim4, wherein
R Is hydrogen, and R2 T3fAydr ogEn, hardn\ hy 4 "% met hoxy. 6. A

chemni cal- conpound ac gBreH A1 Whe 0£mou(ml—d)s
3-T2-f4-(6-fluoro-1, 2-benzi soxffzol - 10 3-yl)-
-piperidinyl]ethyl]-6,7,8,9-teW ahydro-2-net hyl-4H pyrido[ 1, 2-a]-pyrl m din-
4-one . or 3-[2-[4-(6- fluoro-1 ,2-benzisoxazol-3-yl)-1
-pjperidinylég&mgﬁ%agﬁg%%m¥£aﬁghgérido[l , 2-a] pyri m di ndone. 7. A
pharnnceutic&l composition conprising a suitable pharnmaceutical carnier and
as an active ingredient a therapeutically active amount of a conpound as
claimed In any one of clainms 1 to 6. 15 _8. A pharnaceutical conposition for
treating psychotic di seases conprisin y& sui t abl e pharmaceutical carrier
and. as an active ingredient_z;an agunt elf;tm;-t,u ve in treating psychotic

di sedses of a conmpound as X} arfe n 7$V one.of clainms 1 to 6. 20 9. A
met.hod. of preparing a phar el cA|l conposition ckew-®dterized In that a
therapeutically effective unt ~of aﬂﬂgnpound as clainmed in any one of
claims 1 to 6is intimtely m xed mﬁﬂh sui tabl e pharnmaceutical carriers.

10. A compound as clained in any one of clains 1 to 6 for use as a
medic¥ne. 25 11. A conpound as claimed in any one of claims 1 to 6 for use
as a nedici ritherelyR'? ﬁ'edrag_g‘u"‘ngacbWe;m@qntw wPreeant e lsaving Zroup syhe.cBse fllrloxprapar i ng
a chemnical BAPBIGEEUG tealybiminonwithAp agfnecf iofme 1 to 6, characterized by 30
a) reacting a derivative ester of formula QA k-W (11) wherein W
repregents a reactive ester residye with a piperidine of formula 35 R 1- XR

40~ ~~~~NN E ) X g} (rrr)y 40
~~~~~~~~~~~ Rin a reaction-inert/%0 ; clizing an internedi ate of
formula 45 50R H_N-ALKAN- | 1R} 2 (v).21 -50

R- ~ R4 ~ ~H 55 Wi th ur®a=0r thiourea, optionally in a

re@g.tgoon-i nert solvent, thus preparing a conpound of fornula 15

optionally in a reaction-inert solvent, thus preparing a-compound of formula (i-a);
d) cyclizing an isocyanate or isothiocyanate of formula

35 :
Rgﬁ[ung
4 ( IvV-c ) )
R ﬁ_Rxo
\ 1
Sl Y

with an amine of formula (V), optionally in a reaction-inert solvent, thus preparing a compound of
formula (l-a);

e) reacting an amine of formula

: (zl m‘lz (VI?

50

with a a-carbonylcarboxylic acid derivative of formula

56



EP~~~~~~~~~~~<~ Ol 11111 1321 BI!111 * C L N SR3 Y~~2

R4 k- f%“—%4<in;_~)___‘_

cyclizing an internedi ate of for mEP0 195 132 B1
R 215 &RI1O R4 C(-b) I'll -130~~~~~~~~~~~~~ Rl O
each independently represent a | eaving group such as WHMm no
and nono- and di (d -s al kyl)am noR wth an am ne of forrrula 2

I

R 1 é X RN R :
(,va30 optionally in a re "f'l on | ol Y&ntI®t hus preparing a corrpound of
formul g (1-a); d) cyclizi ngc-ddk+ocy g2t hi ocyafvrm®,of formula 35

R3 Ale- N=C=Y2 R4-1)C 1 ( I'V-¢c ) W0
Y with an am ne of forrmlg-?\l/) optionally in a reaction-inert solvent,
t hus preparing a conpound of fornula (l1-a); e) reacting an am ne of formula

46° Z N H ( Zvherein 2 i =
462 N va§| wm Tﬁkyb'ﬁmﬁ: éfs?ﬁia ﬁgar:.ib such a§\|C5? aﬁl&f"% m&&%@%&oca,%p@&x& i
1,11 HCUR k (VIl) . O-CL wherein L

represents a | eaving group such , Cl- al kyl oxy, hydroxy, hal o, am no,

nmono- and di- 10 ((»a Ik I-) am fjo, ’yblu. eplari ng a conpound of
@ 2 (I-b);
R .

formul a 75 AN( a -
(I -B)/-; 15 Alk-N

f) cyclizing a reagent of formula
- 20

Z~L
/ i (VIII)
A

25

with an g-aminocarboxylic acid derivative of formula

30

~ : u—c—n
_ C-Mk- , > {IX),

35

said L and L' each independently representing a leaving group such as, Ci—¢ alkyloxy, hydroxy,
halo, amino, mono- and di(Ci~s alkyl)amino, thus preparing a compound of formula (I-b);

g g) cyclizing a nitrile of formula
N W
¢ A x)
45 \ /
. Z

with an g-aminocarboxylic acid derivative of formula (IX) said L representing a leaving group such
50 as, Ci1-¢ alkyloxy, hydroxy, halo, amino, mono- and di(Ci ~¢ alkyl)amino, thus preparing a compound
of formula (I-b);

h) cyclizing a 2-mercgptopyrimidinone of formula

85

17



0°f) cyclizing a reagent of formila 20 ( yL ( t ~~~(<I1) A N

25-with an .6-am nocarboxylic acid derivative of formula U NGCR 2
1l GAk:=N" BP 0196 132B1 (| X).

Ol 0 said L and LI each independently representing aC“maIJ’Lm”’l,H'IH h as
Cl-6 al kyl oxy, hydroxy, halo, anno, nDno- and di (G -

preparing a conpound of fornmula (L-b); g) cyclizing a n|tr|Ie of
formula N WC A =S 45 R o 1

\ / z with an 6- anlnocarb\ﬁ§ll aci d/sde jf fornula (I1X) said L

repregenting a leaving g
hal o, "am no,

P ré al kykgxy, hydroxy,

nmono- and di (Cl us preparing a conpound of

f or mila (1-b); h) cyclizing @ 2- nercqptopyr|n1d|none of formula 55 17 EP

0 196 132 Bl _ J-1J 111111 1111 111111 C L M S* HU
C Al k- " with a reagent of formula . (XI') 0O wth a reagent of fornula 10
A’ 10 thus preparing a conmpound of fornmula (I-b) wherein Z

i's .S, said conpounds being representqp by the formula C20
(SSCN R5 R - R A N Al k- N
R2- (1-b); 26 a-\ ~~~~~ o)
.. ; -: ’
N v
_ thus preparing a compound of formula (I-b) wherein Z is S, said compounds being represented by
the formula
e
gv 5 R 1
- i 2 {I-b-1);
A ~ N Alk-N R
25 0
or
i) cyclizing a 2-mercaptopyrimidinone of formula (XI) with a reagent of formula
®
R8—CH Ny
9 | (X111)
R™-C \\o
35
thus preparing a compound of formula (I-b) wherein Z is S and A is
: -Ca=C~ .
&}M‘,./- | \
40 RB R9
said compounds being represented by the formula
45
Ra S N
[ T
Rg . N ( I-b"]."a) .
50
§) converting the compounds of formula (I-a), as defined hereinabove under b), wherein R?® is nitro to
) the corresponding amino compounds by an art-known nitro to amino reduction procedure;
55

k) converting the compounds of formula (l-a) as defined hersinabove under b), wherein RS is

phenylmethoxy into compounds of formula (l-a) wherein R? is hydroxy by art-known catalytic
hydrogenolysis procedures;

I} converting the compounds of formula (I-a), as defined hersinabove under b), wherein R2 is amino

18



o i) «cyclizing a 2-mercaptopyrinidinone of fornul a

formula a30 8 o R -i CH (X)) 9l i ng
a conpound of formula (l1-b) whereigpd1b612BNd A is -C— ml Ilwm"@fﬁml
conpounds bei ng repr esent ed by the fornula 45 R8

R X . N i Al kLI R2 (I-b- A—a) 50

0 j) converti rsgthﬁ‘E‘Y d'!i eroredsdsoff faroplandtah whéreia)R® is(C: chakylcaiinexychy mbavEthe
under “'b) ,- fing resnRounds, with &n acyatingegentir r espondi ng ami no conpounds by an
-art-known n| t "3 PRyeding e cPapRYedsi < iormila dheadl Lps elefingd hereinabove inplerdawhersini Rigjs e
‘conpounds of ABGOYP info. P?ﬂ"’ﬂ%‘f’?’ﬁ‘é’ﬂ (rad whsrein Bbis @n gridnegroup)by cppverting the RBin s
phenyl nkt hoxy 9("HE’ g3 'B§'%‘P ape, pubaRayently DWGW%}P%FW qezonium group iployaningide

art - known c D SIS ures; - converting the conpounds
ot know "g{)ﬁ& Hg@;a,f mfp%&@& e %@vwﬁ B ol
*Co L K*éa{we {09 Ycid Bddftio

Sir tlcally
(Cl- 6alkyl capdamyid V g\j "ap az% c? °'\/ﬁ°?‘ﬁ’ a?l ng
agent ; 1n) cqmrtﬁe}eag&%/ﬁe lgtg?%oun s o °°h°5"°l Sf)ove

under b), wherein R3 is an am no group |nto corrpounds of forrrula (I-a)
V\,herei n RRBReveadiastiongi do group by converting the am no 5 group into a
zoni um group and subsequently converting the said diazoniumgroup into
| de @ durpcompesé chippigue@ayaht lyfommu/er t i ng t he conpounds of fornula (1) into
each ot her follow ng art-known groupstrans- formation procedures, and, if
desired, converting the conmpounds of formula (1) into a therapeutical I y
active non-toxic acid addition sal tRform,py treatpent with an appropriate

acid or, conversely, converting 1 tMe Bdition salt into the free
baske_fdfmwith alkali: and/g-mmn@d_;\@e cal#1 i soneric forms

t hereof. Revendlcatlons s5 1. UNcofpose ch gRe aya %S la formule R 20
Q Al k-k (IR

ou un sel par addition d'acide pharmaceutuquement acceptable de celui-ci,
25 dans laquelle

R est I'hydrogéne ou un alkyle en Ci—¢;
R' et R2 sont chacun des membres indépendants pris dans le groupe constitué par I'hydrogéne, un

groupement halo, hydroxy, alkyloxy en Cy—s et alkyle en Cy-s;
XestOouS;

b 30 Alk est un alcanediyle en Ci-a; et
Q est un radical de formule

35 33 ﬁ Yz
4 .S
R N-
1

b 4

dans laquelle Y' et Y2 sont chacun indépendamment O ou S;

R3 est un membre choisi dans le groupe consistant en I'hydrogéne, un groupement halo, alkyloxy
en Cy-g, alkyle en C;—s, trifluorométhyle, nitro, cyano, hydroxy, (alkylcarbonyle en Ci-10)oxy, amino,
mono- et di(alkyle en Cy—¢)amino, (alkylcarbonyle en C1-1o)ammo, phénylméthoxy et azido;

45 R* est un hydrogéne ou un groupement halo; ou
un radical de formule

5
Z N R
50 ( g
4 TY'\L S
\/
] O

" 65 dans laquelle R® est I'hydrog&ne ou un alkyle en Ci—;

Z ost -S-, -CHz- ou -CR® =CR’-; lasdits R® et R’ étant chacun indépendamment de I'hydrogéne ou
un alkyle en Cy—¢; et

A est un radical bivalent -CHz-CHz- -CHz-CHz-CH2- ou -CR’ CR’ lesdits R® et R? étant chacun

19



ou un sel par addition d'acide phar rraceuthuerrent accept_a-bl—e—ele—eeJ—uFm_,*
25 dans laquelle R est |'hydrogene ou un alkyle en Cl sont
chacun des nenbres independants Eploswéairﬁ g€ groupe constU'ﬂm ﬁ,’L" ”w
| "hydr ogbne, un groupenent hal o, hydroxy, alkyloxy en Cl

-6; Xest 0 ousS, 30 Al k est un alcanedlyle en Cl1 -4; et Qest un

radi cal de intiépendammeht I'Bizdrogéne, un groupement halo, aminoou alkyié&en 6, _d_ans laquel l e Y1 et
y2 sont chacun independament O ou S; R3 est un nenbre choisi dans le
groupe cdn¥psompasé mlmlquelprogbn@ndlmmgnommel astoyn - aditay de Xormeas (4),danss,

al kyl e en @auellg R pstjup hydseadne, uim gloupemantthalg, alkyloanen Ciay.chlkuteysn Gyl Hfilocmstngiay | e
en C1®l o) Byawxvsaa'ﬁ'wu agme) R* @st 'ydrogbre il ou Goest o) radie) denfomle (Pledahs thquelielRSiestt € en
Cl- 1 6) am Mpaky ‘ha‘hyt'ﬁﬁﬁ SR\ uncsadiep) Pivalent ABH.-CHz-, ~CHapCHz kk-ow rORl 7 GRbgevee Rbet un
gr oupenent FhAY 8°"t GhpetiHngegefidamment Ehyprggdng|op urs glkyle en Ci~s.

P Y- NPT, TN WL
| »
g'tj aﬁ? 2hacun é}’gepm h’% f[ s ?gﬁp&a? 8’6%%5'9 ?%gﬁygff”f?ﬁué'ké'f’?‘yéﬂ G- et A est

un radi gl Up'c\ﬁﬁb&@tchu remgr &5 r%gal WG (S o= ©
IRgd:Ito ant a%g&&us\a rhyfm e m%gu@éﬂ H@a ok Fﬁ: cal det(f?:r
t S'CH; so {'ch

Eﬁ%pose.raévemmnﬁﬁ&%éﬁeaodﬁ brfioht mBRlyid, ,-cﬁaaﬁ-cﬂgﬂe# adec 86 t#fﬁuf é% Ca'

de f or mul ackfaagn idz&ﬂ&\dh@ﬂb&@lﬂyﬁmﬁﬁeﬁﬁhn Breugeyah Qﬂi‘ﬂﬂﬂ; oulBHACRUGSIGAL. ha

al Kyl oxy en Cl1-6, alkyle en Cl-6, trifluoronmethyle, 5 hydr oxy, anmi no ou

azi do ets. RUn eghpdsé biyrdiqagdaie i reenditions, dans @i R'adst Bhedrbgtnellel B2 &b Fhytidgtne,

| aquel | e REn gretpemanthbiyhydroxyrou@trexyet A eat un radi cal bival ent - CH2- CH2-,

-CH&;&HZ CH2-ou -CRB =CR9-, avec RO et R9 qui sont chacun i ndependanmrent

| ' hydr odflbn&n 6emRese @n"wweéelem la@gpverglication 1,pd @ samResé ot ke I§2c¢+B-flverb-0.2-bbrrisoxazol-

revendi cat Pdh)'kp'pﬂ'&ﬁt'elﬁw7¢? térahygroAyndiy HEP)I"CRF 2eajpyrimiding-doesy emda §1f2-* w

un gr oupentrff PP&‘P bz'E?"z'P&‘a@h?Y'?HW@%l@hy' 1R-neithylerrayridol 1R:AlRyY inbigjner4009. ou

al kyl oxy e n conpose chi m que selon | a revendl cation 3, dans

| oquef® G Qf'eﬁ ?gﬂﬂ" prmgeeu éﬁ’ﬁgﬂ?‘%"* Ury B3NSParaws phprMaceptigug senvenapy ga% oYyBite, un

gr oupenef t q?’u % ﬂeyf“éa ont 37EY8 LUt CAMRoseslor Aineqrielcnavr fes ( b)

dans Iaquee1V ?i at S- CH2- CH2-, -S—(CHZ)9- -S-CR8 = CR9- avec RO et R9

qUI Sont& C BRS L Z)Qtlon phb l%ﬁ%n / tﬂl‘ter IeJWn ?Eﬁ Ngérgguugn ognr %; neggnspntﬂeby €,
ot

redle

CBﬁlm'\'ac e Ebhfdna maladies
I Wdr 0gbngsyehbtitids quﬁ)bﬂhgﬁﬁﬁelomﬁ )ﬁ acon pose
chi m que solon la revendi cation 4, dans oque Rl eat hydr ogbne et R2
est | ' hysdr ogdf@thode pour préparer une composition pharmaceutique caracténsée en ce qu'une quantité
thérapeutiquement active d'un composé selon I'une quelconque des revendications 1 & 6 est intime-
35 ment mélangée avec des transporteurs pharmaceutiques convenables.

10. Un composé selon I'une quelconque des revendications 1 4 8 pour un usage en tant que médicament.

U 11. Un composé selon I'une quelconque des revendications 1 & 6 pour un usage en tant que médicament
= 40 pour soigner les maladies psychotiques.

12. Un procédé pour préparer un composé chimique selon I'uns quelconque des revendications 1 3 6,
caractérisé par

a) mettre en réaction d'un dérivé d'ester de formule
Q-Ak-W (I

dans laquelle W représente un résidu ester réactif avec une pipéridine de formule

N’x 4}81 .
' | : (III)

50

66

dans un solvant inerte pour la réaction ;
b) cycliser un intermédiaire de formule



un groupenent hal o, hydroxy ou hﬁt hoxy. 6. Un conpose chim que selon |a
revendi cation 1, oO | e conpose est |la 3-{2-[4-(8-fluoro-1,2=benztsexazol-

3-yle)-1:piperidinyle]ethyle}-6,7gd.Prdgcisbadiydr o- 2- net ' j do[ 1, 2-a]
pyrim dine-4-one ou la 3-{2- [4-(6-fl udg?fg?l 1mn@’1m’m, ”m
, 2- benzi soxazol - 3-yl e) - 1- pi p~ri di nyl eo] t hyl e- 2T- mht hyl e- pyii dp[ Tg ' 18

, 2-a] pyr imdine-4-one. 25 7. Une conposition pharmaceuti que conprenant un

transporteur pharmacoutique convenabl e ¥ qu' ingr 6di ent actif une
quantite thérapeutiquenent act¥ve d' up—s : R" une quel conque des
revendications 1 & 6g3.8. Pkip On phdrne |2 pour (gvedXer |es
mal adi €s psychoti quesg ¢ nantg un t © pharmacouti que
convenabl e et en tank 6dl ent actif une quantite active pour traiter

|'és _mal adi es psychoti ques d- uMzonpos4 sel on | Nune quel conque des
revendi cations 1 a 6. 9. Une nethode pour prdparer une conposition

h ti ' ' . " tit h6 | ti
(0" un copos6 oo ey ot REHee RolMiiign B n st et b s Bfon ot 56

ment nel angee avec 3%@ transporteurs pharmacouti ques convenabl es. 10. Un
conpose sol on | Pune quel conque des revendications 1 a 6 pour un usage en
tant guo nedi canent 113 Un conpdlse splond' une quel conque des

revéndications 1 a 6 Bow : qug-¥rdirvaeht 40 pour

soi gner | es nal adi es K pr 6parer un conpose
chi'mi que solon |'une R 8p8, ddrakteris4 par
a) mettre en reaction d' un deri Vg dWast de fornule 4§ QA k-W (I1) dans
| aquel | e Wrepr6sente un reesi df ester reactif avec une pl peri di ne de
forigH & 60 R VK SR?2 (rery \J ~~~R R2 55 dans

un sol vant i n@rcydisgsan intermpédiakie de formle b) cycliser un intermediaire de fornulo
20 EP O 196 132 Bl LTI EsO R3 - T

(~mmm e IV-a) II11fl 4 111 5 R

C 11- Al k- RR 2 ¥ (1-a) to. avec de |'uree
ou de % thiouree, facultati vgnment_ dan§ wn,gojvant inerte pour la r6action,

preparant ainsi un conpos6 d& — _ R 3
2 It 4 R4 r 4 A - R 71 {fy-ph Ak~ 2 l-a);
c—x10 - ‘

U '!|1 :

dans laquelle R'® et R'*® représentent chacun indépendamment un groupe partant tel que, un
alkyloxy en Ci~g, un amino, et un mono- et difalkyle en Ci~g)amino, avec une amine de formule
35

X 1

Nt HN-ALk-N g2 ' o).

facultativement dans un solvant inerte pour la réaction, préparant ainsi un composé de formule (I-a) ;
d) cycliser un isocyanate ou un isothiocyanate de formule :
45

g g:uwsyz
4 ( Iv—c ) )
50 R C-Rlo
1}
!1

. avec une amine de formule (V), facultativement dans un solvant inerte pour la réaction, préparant
85 ainsi un composé de formule (l-a) ;

e) metire en réaction une amine de formule

21



20 c) cycliser un interm-diaire de fornule 25 4
(IV- b) EJ 30
| aquel | e* RO et R10< repr dsent engp 0Ra6 482 Bd~ pendarment un I’OUﬁ“ B!ﬂ
IIiIl—I | k

o oc avec une am e de formire 35 R a0 o |HUIM III(I

] - R 2 (V) facultativenent dans" un’ soI vant
inerte pour la r6action, pr6parant NH%II’] corrposG de formule (1-a); d)
cycliser un isocyanate ou un isot ocﬁﬁ e de{Y®rnule 45 3 NC2
50 Il;gt ~i1)INIC..Ro (ri-c). vy
avec fme am ne de fornmule (V), facultativenent dans un sol vant inerte pour

I . de f I | -
mottre en 1 SR TRINeodR rraoi ST, R O 106 152 b1

11 --11111 1t I1 "™ _N 5 avec un d~riv6 d' acide a-carboxylique de formule
(VII) O C L dans IaqueH.s ksrepr graupe partant tel que, un
ar. ouperrent al kyl oxy en . hy _ no, nono- et di(alkyl e en C,
-s)ani no, preparant ai nsiHCoRlicANpo 2e K) O~~~«VEE)}~~~~0 R2
(I \P’/ 0 25 f) cycllser%g eac de formule t 30

X 35 avec un dérivd d' aci de 8-am nocar boxyl i que
deforrrule R\ _140 ~HNC RS A- - 11

- dans laquelle L représente un groupe partant tel que, un groupement alkyloxy en Ci-g, hydroxy,
halo, amino, mono- et di(alkyle en Ci-¢)amino, préparant ainsi un composé de formule

\“" Z. N Rs
T (1-b):
A_/N Alk-N
26 ° |
f) cycliser un réactif de formule
oL | x
L
o - ( z“, (VI1I)
-85

avec un dérivé d'acide g-aminocarboxylique de formule

\_/40 H N-C'R
C-AIK‘N ( IX) [

45
lesdits L et L' représentant chacun indépendamment un groupe partant tel que, un groupement
alkyloxy en Ci-s, hydroxy, halo, amino, mono- et di(alkyle en Ci—s)amino, préparant ainsi un
composé de formule {I-b) ;
50 g) cycliser un nitrile de formule
4
N w
i I
o C A

22



2 H~=2(1) C Al k-| tR IX) L-C 45

aue. un groupensnt o kyi ony en ctm ovagtianas hato ars IRHAEEAOE <

di (alkyl e en Cl-s)anino, pr~parant ainsi un conpose de Yorfule ¢l -B);"50

g). cycliser un nitrile de formule N WcC Az 22

EP 0196 132 B®vec un dérivé d'acide S-gminocatidxylique de formulel(IX) 1@t L réfrésbhtard we groug mhrtarit v 4
d' aci de fi - anitel gueaub gsoypempnicalicrloxy e Gt divgrbny) halag dinino, manepet-di(alirylecant C1 ug)arginm upe
partant tel qREPER agriynseRost dafereyled®)ien C, -r, hydroxy, halo, amino,
nono- et di (alk§pclisepye@mereaplopyrimisionadeddrmplant ai nsi un conpose de fornul e
(1-b); %) cycliser une 2-nercaptopyri m done de formule 5 1

ord4~17k.4L. IR R (X :Hﬁio avec un r-~actif de

5
formule (XlI1) K 20 pr@)a%gﬂ Rnsi up qptfoy ormul b (I-b) dans
laquelle Z est S. lesdits ¢ es et Ank \@pr ke ar | ornmule: 25 5
S R Mg »@}% whar o o
SIk-N ' (I-b-1); 0 ou i)
cycliser une 2-nmercaptopyrim & none de fornule (XI') avec un r~actif de

formule 35 R-CH 9-1 (XI'11) 40 pr6parant ainsi un conmpos6
de’“%o{rmjl e (| -abge wlasstifldetmpliée Z est S et A est 45 Ra RO
. Le - 15 .
v
/-
A (X1I)
\,., 20 \U'

préparant ainsi un composé de formule (I-b) dans laquelle Z ost S, lesdits composés étant
représentés par la formule :
25

S R 1
| 1 2 (I-b-1);
e A N Alk—N N R
: s 30 S’ k
v o

ou
i) cycliser une 2-mercaptopyrimidinone de formule (XI) avec un réactif de formule

35
L]
”~
RG-CH ( )
o 9 t XIIIX
- © R™=C ~
o
préparant ainsi un composé de formule (I-b) dans laquelle Z est S et A est
45
T
RE6 RY
50 lesdits composés étant représentés par la formule

(I-b-1-a);

_ . . :
R b N R
' 55 9 ll \F |
R N Alk-N
o



so . * ‘‘lesdits co‘npo's~s etant represent~s par la formule 55

%1(1)1;’3 .+ . EP 0196 132 Btsﬂombséﬁﬁillll lllllmlllllmllllml(!t 'NeSAI 5.

conposes de forrmule (I-a), ainsi qu'lls sont definis cic-dessus au
| aquel | e R3 est un groupenment nitro en | es conmpos~a ami nds correspondants
par un proc @@l irs campaséPdasiomuisc(-a-ahstquls oy définistci-dpssus au i, dens lguelle R®

conver tir | &st @gnt Aiorep lef pompgsts ayméSaﬂomsmrqantq pas uB propSdd GpANyjdgns Tart

- dessus a;fgﬁ duc qﬁgmfra "E‘T"P?a R3 5 st un groupenent phenyl nrt hoxy
en les co f° “'%Iﬁﬂ)sa'Psé *@dﬁf}"sé’é’f“’s rbbﬁ'g&ﬂ‘w e dr oxy
par d&s proceétdg'é 9(‘9 19nde%, '°c )af’ lo 3)*’St un

convertir | q';e

§emen l’OX gér s
a), ainsi qui e
ci - dessus aq=J ng.‘éj ggé&:i,l ﬁg ﬁiﬁén %g ?('gl:%n Ies
conposes d i ey%o.qa;o
en Clp6 )oxijﬁ atoﬂl.sant r6ag|r €s conp osds dopart avec un ¢

d' acyl ation;m) nﬁfﬁﬂlé@&&dmﬂosés% f&ﬂﬂi@@-“a %mﬂ‘au flsos"oﬁi‘-ﬂéﬁﬁiéi-d%us a%'H?%anﬂbhubliesnasont
déf I ni s ci - deBEeiIgrodiémd emhraa deJorfiblb (M) daHsQ4HRRISEP esB IR Gougdhentes
conposes de afzaryﬂiuloaen(cbn\aanssa'atn&gﬂomhhedulaﬁnna%n QR brobildmBKt QNBEHTR St of £EHVEIHIESHAO en
conver t i SsarsubdéquetnivileditRidupéienti@lazofunki Bn G groliperienbhzoRlidakedNi um et en -
cohugmt i ssantcometis duiativement b€ dorhpogdsOt) Geulé (Il icRaeam ' o0 Mauk® @V SUMARNEEL - -
azohydr ur eprocédés copras e I'art de tfansiorinttinh ide growpas, ef, sisdésidpoeets lod @orhpnséadeciorbip
chacun |' uf) enun sef f'additiem d'acideveont toxiae thérapeutigGamept actiti sarckeaitérhent favedeun acide

t r ansf or madAPBRI eu, géciqauement conveltir l9es| ¢'glditiom digeider 4ny sal formecdsniyaees Bwe decder mul e
(1). en un 'Sl cPVa'ﬂHPQﬁ’QSﬁeﬂbﬁt?PGE’“?TW‘Q’@B@F'@M%GP‘&‘[YEM i quenent actif par
trau/ﬂm?,t avec un aci de appropri 6 ou, reciproquenent, convertir |e sel

d' addi t FB¥"BSRYEN? en sa forne de base Iibre avec de |'alcali : et/ou
prepar er, des . dochi m ques de coux-ci. PatentansprUche 1.
Cheni scHe %br’%sc %%]"‘ﬁ‘{' mﬁg?'%(ﬂe 26 9 30 odor ein pharmazeutisch

anne ares Sdureadditionssalz hi evon worln R Wasser st of f oder
Cl- 6Al'kyl bedeutbt; R und R2  Jgwei I's unabhdnxcyl g vonei nander Qi eder aus

der aus Wasserstoff, Hal ogen, Hydyoxyy” C, -6Al kyl oxy
und C, -sAl kyl best ehenden G.up@e f; O oder S steht; Ak
far Cl-4Al kandlyl steht; uQ ' n?%est r Fornmel 40 RItY2
(a4l ~ y 45 f

oder ein pharmazeutisch annehmbares S#ureadditionssalz hievon, worin

R Wasserstoff oder Cs~¢Alkyl bedeutet;
R'und R?  jeweils unabhiingig voneinander Glieder aus der aus Wasserstoff, Halogen, Hydroxy,
35 Ci-sAlkyloxy und Ci—sAlkyl bestehenden Gruppe sind;
X . ftir O oder S steht;
Alk flir G1—4Alkandiyl steht; und
_ Q einen Rest der Formel
L\._./E
40
it Gt
n‘:@( N~ (a),
45 ¥1 |
worin
Y'und Y2 jeweils unabh#ingig voneinander flir O oder S stehen;
50 R? fir ein Glied steht, ausgewdhlt aus der aus Wasserstoff, Halogen, Ci-~sAlkyl, Ci-¢-
Alkyloxy, Trifluormethyl, Nitro, Cyano, Hydroxy, (Ci-10Alkylcarbonyl)oxy, Amino,
Mono- und Di(Cy-s alkyl)amino, (Ci -mAlkylcarbonyl)ammo Phenylmethoxy und Azido
bestehenden Gruppe;
) R* flir Wasserstoff oder Halogen steht; oder
65 einen Rest der Formel

24



WOT i n ‘Y" und Y2 jeweils unabhangi g vonei nander fOr 0 oder S stehon; so
R3 flr ein Aied steht, ausgewAhlt aus der aus WAsserstoff,
Hal ogen,- G -r Al kyl, Cl-6- Al kyl oxyep dnbé haposiret hyl, Nitro, Cyano, Hydroxy

oAyl ca boryt ) ant o, Py et oxy und Azt co < oo M Mllﬂ IIIWIIII !

far Wasserstoff oder Hal ogen steht; odor - einen Rest® dér I"—’or?rel

EP O 196 132 Bl 111111111 11111} BN LW m? 111111 * C L M S * 5
(b) bedeutet, worin R5 MIr Wakser 4t off] oder C, -sAlkyl steht; 10 Z
di e Bedeutung -S-, -CH2-oder CIQW;« <~hat; wobei die Reste RWund R7

j ewel | s unabhan- gi g vonei nander Wasserstof f oder (b)-sAl kyl bedeuten; und
A - . .eonen. zwei wertigen Rest -Cl-2-CH2-, -CH2-CH2-CH2- oder -CR =CRO-
darstellt, v&ﬁéu&rﬁ nd RO j evvel I s unabh| ngi g vonei nander Wasserstoff,

Hal ogen, AT sod% rsid XJ i 15 2. Chem sche Ver bi ndung nach
Anspru 1, in 28 St ,_( t | r §
V\asserg?off W(I%ralo':I rﬁ‘:,?e%i{,hg%ﬁ ,st °;&Sﬁ%A Ry‘ %}gﬁi rg,ﬁg uorm) &&?}éémabhé"
Arino odor Azipdo %tne.hiw igbifReSR-CHEIOR SL8H]- Ghor -GHLICHR dabdiol GO RSt

der Fornel (b) st #atewelsinktihafig @eunaﬁ&%rhﬁsse%?d’ﬂsﬁ didgbit, AmING ober @, r];ﬁﬁkyl bedsuten.

zwej wertl gen Rest -CH2-CH2-, - CH2- CH2- CH2- odor -CR =CR9- bedeutet, worin
R wid 1R02; e&mmsaxewmmﬁ;gnagh \ADSpRich AN Grin S\RdMmee Redt ta‘érfr-'oadar(a)@&deu&eddbﬁﬁ R® fUr
bedeut en. 20V&sertbit Halogdne C)Me Alkyl,NGLdkyloay ITrithosythyic Hydoxy)\arhing odér \ABias ekt und f
darstel | t, M Wasseryiglit besieutstobder Qdireinieln Res)@er Fotnadh (b) staid, Witin \RA s anlkylafafstelit und

Hal ogen, I—|yd‘\r oiRen zyesiwertigpn Resh\-GHsetGiey -Chir CHeellHet oder -CRER GRY-shetietet/ovdsin 8 ung Rhach
Anspruch 3, st ynabhaegie weneirenger ‘M@Fef#@? ofef Ci(-shlkybleedeutanet , worin R3 fM 25
V\asxs,er §?off HaI 0 en oder I\/Et h steht und Y1 di e Bedeutung O hat; oder Q
fUr “ei nen®R Bg 'F\'Fh 2,\Wpiin, R_ Wasserstoff, darstelit, CRp fleWasserstoff oder
-S (CH2) 3-, QW R s‘%?'?gﬁnﬁydﬁwd%c‘ -ewa,fl%da(ﬁ*ﬁ&bm ngl g

vonelnandgr

%Smres\;e flr]:duod bedeu e ,
\Qg(rjlalrjltelgg Un(ﬁ irﬁrwon /e eﬁ%%{é?‘ﬁi A §'eutun : EFr %',}rzﬂﬁ?{g

nach Anspr ugagé énd{&){;dngin ~ § U&H
Hydr oxy oderyVep one (1;"2-
d| e_Ver bi ndugg- 39 uor 1, 2 ben2| soxazo - 3-

prerab di nyl] et hyI ]
- 6,7, 8, 9- b.etchaiischoOverbimmiigidch AisgR)ch i4c abr, B Whssaivtbt 8 GHonRe4uOWage8ioff, Halogen,
3 [ 2- ( 4- ( 6- Hydory oder Methoxy steht.
- benzi soxazol - 3-yl ) -1-pi peridinyl]ethyl]2-methyl-4H pyrido[1, 2-a] pyrimd
i n 4 on i 8§t .Chpmisghedferhindeng nask Aaspiils &rwosin dietViehingung BrE-isE-Elnor B2-bepeisgawi-Fylet en
phar maZ&ut i sichireridimilk gb)ﬂ] 1878, S=iptephydro-2-methyl-4H-pyrido[1,2-a}-pyrimidin-4-on oder 3-[2-[4-(6-Fluor-
1,2-benzisoxazol-3-yl)-1-piperidinyl]ethyl]2-methyl-4H-pyrido[1,2-a]pyrimidin-4-on ist.

7. Pharmazeutische Zusammensetzung, umfassend einen geeigneten pharmazeutischen Triger und als

\, einen wirksamen Bestandteil eine therapeutisch wirksame Menge einer Verbindung nach einem der
~ 40 Ansprliche 1 bis 6.

8. Pharmazeutische Zusammensetzung zur Behandiung psychotischer Erkrankungen, umfassend einen
geeigneten pharmazeutischen Triger und als einen wirksamen Bestandteil sine zur Behandlung
psychotischer Erkrankungen wirksame Menge einer Verbindung nach sinem der Anspriiche 1 bis 6.

45

9. Verfahren zur Herstellung einer pharmazeutischen Zusammensetzung, dadurch gekennzeichnet, daB
eine therapeutisch wirksame Menge siner Verbindung nach einem der Anspriiche 1 bis 6 innig mit
geeigneten pharmazeutischen Trégern vermischt wird.

50 10. Verbindung nach sinem der Anspriiche 1 bis 6 zur Verwendung als eine Medizin.

11. Verbindung nach einem,der Ansprliche 1 bis 6 zur Verwendung als Medizin zur Behandiung psychoti-
scher Erkrankungen.

"85 12. Verfahron zur Herstellung einer chemischen Verbindung nach einem der Ansprliche 1 bis 6, gekenn-
zeichnet durch:

a) Umsetzen eines Esterdéﬁvam der Formel

25



einen wi'rksanen Bestandteil eine therapeutisch wrksame Menge ei ner
Ver bi ndung nach ei nem der, 40 AnsprUche 1 bis 6. 8. Pharnazeutische
Zusanmmenset zung zur Behandl ung pgpeh@ei1gsBer Er krankun i nen
geei gnet en pharmazeutischen Trager und als einen w rksﬁ“lm mE ”!ﬁei ne
zur Behandl ung psychoti scher Erkrankungen w rksame Menge et ney \erlsi ndung
nach ei nem d@AkMhsplil,che 1 bis 6. 45 9. Verfahren zur Herstellung einer
phar mazeut i schen Zusamrenset zung, dadurch gokennzei chnet, daB eine

t her apeut i sc¥PripVy flren ieakiignsféhioon iEsterrest eedpitetcdihejnenaberidin denfiodmt  Anspr | che 1
bi.is 6 innig mt geeigneten pharnmazeuti schen Trigern verm scht wird. 50 10.
Ver bi Aidung nach ei nem der Ansprrche 1 bis 6 zur Verwendung als eine

Medi zi'n. 11. Verbi ndung nach egnender AnsprUche 1 bis 6 zur Verwendung als

Medi zi n zur Behandl ung psychotfi- sm r kungen. 55 12. Verfahren zur
Her st el l ung ei ner chom schep/ VeNpiindu qn h,ei-nem der AnsprUche 1 bis 6,

geken%- zei chnet durch: a) et/zen el s!?erderiﬂﬁﬂ;) der Fornel 25 *
EPOO 196132 B1 111111121121211121 1 11211 11 1221 * C L

N S * QA k-W(Il), worin Welnen reaktionsfahi gen Esterrest bedeutet,

Mt ei nem Piip gihérdl fedieididinefg 1BBingSmild~—~~~~ 70~~~~~~~~~~ (111) 10 in einem
r eakt j onsi nas)tceaisib.dﬁbm&sms‘cﬁ&.fnbdmesG%{r%}n%;eren ei nes Zw schenpr oduktes der
N

Forkels 15 WK R tt;Ety- Alk- R 2
(R~~~x 26 mt Harnstoff oder Thioharnstoff, gegebenenfalls in einem
reaktionsinerten Losungsmittel, zu eirfer Venh ng ver Fornmel %s 30:
k- t~ : Y (1-a); Risieren eines
Zwi schenprodukt es ¢@r F g;?_ﬁﬁ_n 2 (IVRa)
ERR[_ 2~~~ Bl ~ I Vgb) , rin R und B od j ewei | s unabhangi g
vonei nander ei ne Lé&aw e, we CL-gAl kyl oxy, Am no und Mono- und
D (Ce -al kyl )am no bedeuten,™mt ei-nem Am n der For nel
25 mit Harnstoff oder Thioharnstoff, gegebenenfalls in einem reaktionsinerten L&sungsmittel, zu einer

Verbindung der Formel

(U % B’ : : / w _ !
. R‘ﬂﬂ -Alk-B L gt (T2
| Iy .

35
¢) Cyclisieren eines Zwischenproduktes der Formel
2
w i
' 1] -
4
R c-r10
'!'l (Iv-b),
. .

worin R™ und R'%® jeweils unabh#ingig voneinander eine Leaving-Gruppe, wie C; -c Alkyloxy, Amino
und Mono- und Di(Cy —salkyl)amino bedeuten, mit einem Amin der Formel

50

Hzﬂ-hl_k-l!

56

gegebenenfalls in einem reaktionsinerten Lsungsmittel, unter Ausbildung einer Verbindung der
Formel (l-a);

26



603 . -  2-~ Rl R4l L Il k-N | |t 22
(V), 36 gegebenenfalls in einemreaktionsi nerten Losungiwg?\l__l_w
Ausbi | dung ei ner Ver bi ndung der F(gpr]@l's# . 26 *EPO 61986132

e

1111 121112111111 11 10 d) Cyclisieren nes ﬁsocyanat s o '
der For nel L M S * 8yll "ﬁﬂ" 'm"m'w

Ami n der For gl Cy(cﬁé)eren@&gebm‘y&ihisaidbﬂsdﬂfbc%rﬁ@ or Rl | onS| ner*t erf
L6ésungsm ttel, unter Ausbildung ei ner Verbindung. der Fornel (l1-a); e)

Urset zen eines Am ns der Fornel (Zy2 & V ~~~(VlI) . 20 mt einem
a- Car bonyl car bonsaur ederi vat de?_F %5c-!2

R 0=C-RR NC- Al k- N O=C-L

(M1)y7 30 worin L eine Leavingg ol -sAl kyl oxy, Hydroxy, Hal ogen,

Am no, Mno- und D (G -sal kyl)- am no b%@%ut et, u&\Fr Ausbi | dung ei ner
Ver bi ndUng der Formel 35 2 40 A lk-

N (I-b);I'k 40 o f) Cyclisieren
eIZEe,SA eagens g\ CSinokr® AR de? Formel ™), gegebenenfalls in einem reaktionsinerten L8sungsmittel, unter 1
( bildung einer Verbin der Form la{/
(VI ) m t e| g)eurn\ “r;ggq\g{,égs,smg at der Fornel 55 27
/
R PP
- 4 »mz
(T
| AN (VI)
mit einem a-Carbonylcarbonsdurederivat der Formel
25 R .
o=<|:-a§ R
: HC-Alk-N ' > RZ
'
- 0=C-L . (vi1),
U w -
worin L eine Leaving-Gruppe, wie C;-sAlkyloxy, Hydroxy, Halogen, Amino, Mono- und Dl(C1 -salkyl)-
amino bedeutst, unter Ausbildung einer Verbindung der Formel I .
35

S R o .
. | | 2 (I-b):
L A_N Alk-N R
40 Po) .

f) Cyclisieren eines Reagens der Formel

45 7 Ll
e
A N
50 . (ViII)
mit sinem B-Aminocarbonsdurederivat der Formel
55



EP 0 106 132 Bi 5 *XIII! 1111 Il 11¢ 11 111 L-C

(), "1 0 10 wori.n L und 1' jeweils unabhl ngig vonei nander el ne
Leavi ng--Gruppe, w e C - EAl kyl.oxyep loydsq%y g1Hal ogen, mo -
Al kyl.) am no bedeuten, unter Ausbildung el ner Verbindun | - b);
g) Cyclisieren eines Nitrils der Formel Q A 2]0 mt eﬁmmﬂg@m U"I\n
B- Am nocar bonsdur ederi vat der Fornel (K), worin L eine teaving- i e
Cl- 6- Al kyl oxy, Hydroxy, I—ﬁlllp §§5 Ani Ro, Mpno- unq Di (C -ral kyl)am no
bedeut et, unter Ausbil dung él-%e Vet Fornel (1-b); h)
Cycligieren eines 2-Mercapt op@rAXk-Ri : gl 25 5 30
HU A~~~~~l k- O m'tl_eznemw Reagens de~F& nmel 35 (WA (XI1) unter
Ausbi | dung ei ner Verbi ndung dgr Fornel (l-b), worin £X)r S steht, wel che
Ver bi ndungen durch di e Fornel®45 A N Ak2(1-b) 60 dargestellt
wer den; oder, i) Cyclisieren eines 2-Mercaptopyrindinons der Fornel (Xl)
mt elpnem Reg@fRund el jolhilsTRhohBmig2sd eina:'EeE e Qavingarlibe, Wi C1sAlls oy, 1 CH(?é‘X: 1)
. . v g y i y
aniiere g\gz ghlﬂﬂfﬂb‘gﬂ'&i’ﬂh@! MR MBI S Al ﬂrdméuti-ﬁrp ’Auxgiﬁjng e;%er erbirg-:mr%lE ot und
: 9) Cyclisieren sines Nitrils der Formel -

. \’/’5 m
P
z” (X)
N
> ' mit einem B-Aminocarbons3urederivat der Formel (IX), worin L eine Leaving-Gruppe wie Cy—g-
Alkyloxy, Hydroxy, Halogen, Amino, Mono- und Di(C1 -s alkyl)amino bedeutet, unter Ausbildung siner
Verbindung der Formel (I-b);
h} Cyclisieren eines 2-Mercaptopyrimidinons der Formel
26 :
HS N Rs
g
L » m# M
(x1)
0
mit einem Reagens der Formel
35
/w
. A ‘
(N 0 \W' (XI1)
unter Ausbildung einer Verbindung der Formel (I-b), worin Z fUr S steht, welche Verbindungen durch
die Formel '
45 ' s
s N._ R R '
( G i N XN R
A -
N Alk-N ! N A g2 (I-b-1)
50 ¢
dargestellt werden; oder, .
i) Cyclisieren eines 2-Mercaptopyrimidinons der Formel {X1) mit einem Reagens der Formel
55
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10 R8.1°9 R7R- is . * hat, welche: Verbindungen durch W
It9 ' A . lk-N 2 0 25 dar-gest € rden,; \

Ober fl hren der Verbi ndungen der FeEPmeige(is2®i, W e vorstehend \\‘\
definiert, worin R3 fU Ntro steht, in die entsprechenden “‘m
Am nover bi ndungen nach bekannten Nitro- zu Am no- Reduktions h Lren
Qoer f Uhren der Verbi ndungen der Fornel (l-a), w e vorstehend unter
definiert, worin R3 flr 30 PhepYl net hoxy steht, nach bekannten

kat al yti schen Hydr ogenol yseverfah? i n Ver bi ndungen der Fornmel (1-a),
worin R3 fU Hydroxy steht; I) Gﬁedég;r)en der Ver bi ndungen der For nel
(r-a),- ®wi e vor st ehend unter b) defimyert, worin R3 fM Am no oder Hydroxy
steht, "durch Unsetzen der Ausgangsverb®ndungen n{xrrginem Acylierungsmttel
in Ver bi ndungen der Fornel (1-a), worin R3 far (G -6Al kyl carbonyl ) oxy
steht; 35 unter A I - W e

vor st epend unt er %ﬂﬁ?fnﬁ#&%@ﬂd%\g?frﬁ@l ggﬁug@%ﬂgérﬁﬂ%ﬁgg %3%533%'{","% n
Ver bi ndungen der Fornel (l-a), worin R3 i dogruppe darstellt, indem
di e Ami nogruppe in eine D azoniungr uppe%ﬁ%\andel t wird und anschl 1 eBend
di ese Di azonium gruppe in eine AzidgrupBe Ringewandelt wird; oder
gevkiw{schtenf al I s Umandel n der Ver bi ndungen der Fornel (1) |nei nander nach
beksdintsen 40 hat, weiCha ifeginuumgamddrdr dmEdrasisver f ahr en und gewUnschtenfal | s
Gber f Uhren der Verbi ndungen der Fornel (1) in eine therapeutisch wrksame
ni cht -t oxi sche Saureaddl tionssal zf or m durch Behandeln mt einer entspre-

chenden Saure oder, ket‘g eI n Hes | uresaddlffonssal zes mt
Al kali _in dlefrele Bae ?)r ' n t?_r[_eb_(_;lhepsch
i saper Br Formen hi evorg 55 k—N

25 dargestelit werden;

j) Oberflihren der Verbindungen-der Formel (I-a), wie vorstehend unter b) definiert, worin R3 fiir Nitro
steht, in die entsprechenden Aminoverbindungen nach bekannten Nitro- zu Amino-Reduktionsverfah-
ren;
., k) Uberflihren der Verbindungen der Formel (l-a), wie vorstehend unter b) definiert, worin R® flUr
-\/ 30 Phenylmethoxy steht, nach bekannten katalytischen Hydrogenolyseverfahren in Verbindungen der
Formel (l-a), worin R3 flr Hydroxy steht;
) Uberflihren der Verbindungen der Formel (l-a), wis vorstehend unter b) definiert, worin R® fir
Amino oder Hydroxy steht, durch Umsetzen der Ausgangsverbindungen mit einem Acyherungsmlttel
in Verbindungen der Formel (I-a), worin R2 fiir (C; -sAlkylcarbonyl)oxy steht;

35 m) Oberfiihren von Verbindungen der Formel (l-a), wie vorstehend unter b) definiert, worin R3 eine
Aminogruppe bedeutst, in Verbindungen der Formel (I-a), worin R? eine Azidogruppe darstelit, indem
die Aminogruppe in eine Diazoniumgruppe umgewandelt wird und anschlisBend diese Diazonium-
gruppe in eine Azidgruppe umgewandelt wird;

\/ oder gewlnschtenfalls Umwandsln der Verbindungen der Formel () ineinander nach bekannten

40 Gruppentransformatlonsverfahren und gewlinschtenfalls Uberflihren der Verbindungen der Formel (l) in

eine therapeutisch wirksame nicht-toxische S3ureadditionssalzform durch Behandseln mit einer entspre-
chenden S#ure oder, umgekehrt, Umwandeln des SHuresadditionssalzes mit Alkali in die freie Basen-
form; und/oder Herstellen stereochemisch isomerer Formen hievon. :

45
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