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1. Derivatives having the formula:
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R, - CH - -
2 lH (CHZ)2 X —<(:::>__ 0 (TS
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)
where:

R, represents C,-C, alkyl;

X represents an oxygen atom or a methylene group;

Rz represents C,-C, alkyl or CF.;

Rx represents a CH..R, group in which R, 1s (i) a

pentagonal or hexagonal aromatic heterocyclic group
.e_ .
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comprising one or ‘two nitrogen étoms, (11> a pentagonal
or hexagonal aromatic heterocyclic group comprising one
or two nitrogen atoms and fused with a benzene ring, or

(111> a group having the formula:

(CHZ)n Rs
/AT
AN

R6
whera:

\

n=0or ! and

Ry and R independently denote C,-C, alkyl or
together with the nitrogen

benzyl, and also Rg and Ry
atom to which they are bonded can form a piperidino,

pyrrolidino, morpholino or N-methyl piperazino radical,

and their N-oxide if any and the acld addition salts
of these derivatives and N-oxide, the derivatives being
in various stereoisomeric forms or in the form of a
mixture of these forms, including tl:e racemic form.

as clawmed in any one of
Use of the cg@poundgraeeeadiag—ka'claims 1 to 6
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COMPLETE SPECIFICATION
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Application Number:

Lodged:

Invention Title: 3-ARYL OXAZOLIDINONE DERIVATIVES, A METHOD OF
PREPARING THEM AND THERAPEUTIC USE THEREOF

The following statement is a full description of this invention, including the
best method of performing it known to - us

S O NE—



3-aryl oxazolidinone derivatives, a method of preparing

them and therapeutic use thereof

The invention relates to novel derivatives of 3-aryl 2-
oxazolidinone, a method of preparing them and use

thereof in therapy.

More specifically the derivatives have the formula:

l(/__“</'——OR1 '
I
R, - CH = - '
0
|
R

3

where:
R, represents C,-C, alkyl;
X represents an oxygen atom or a methylene group;
R.. represents C,-C, alkyl or CFu;

Ry represents a CH;R, group in which R, 1is (1) a
pentagonal or hexagonal aromatic heterocyclic group
comprising one or. two nitrogen atoms, (11) a pentagonal
or hexagonal aromatic heterocyclic group comprising one
or two nitrogen atoms and fusedwith 'a benzene ring, or

S5 D) engfoup having the formula

P
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where:
n =0 or 1 and

Rw and R, independently denote C,-C, alkyl or
benzyl, 'and also R, and R, together with the nitrogen
atom to which they are bonded can form a plperidino,

pyrreclidino, morpholino or N-methyl piperazino radical,

Note that the derivatives (I)> have two asymmetrical
carbon atoms. They can therefore exist in different
stereoisomeric forms or in the form of a mixture of
these forms, including the racemic form, - The invention

therefore covers the various forms as thus defined.

The invention includes the N-oxides of the N-oxidisable
derivatives (I), and the acid addition salts of the
derivatives (I) and their N-oxide. These salts can be
formed with inorganic acids such as hydrochloric or
sulphuric or phosphoric acid or with organic acids such
as fumaric, maleilc;, succinic, oxalic, citric or

tartaric acid.

The following are particular examples of R, groups
imidazolyl, pyrazolyl, pyridyl, pyrimnidinyl, pyrazinyl,

pyridazinyl, quinolyl, isoquinolyl, quinoxalinyl,
quinazolinyl and cinnolinyl,



Preference 1s given to:

- derivatives (I> in which R, = imidazolyl,

- derivatives (I> in which R, = pyridyl,

- derivatives (I)> in which R, = quinolyl,

- derivatives (I> in which R, = pyridyl N-oxide, and
- derivatives (I> in which R, = quinolyl N-oxilde.

The following are particular examples of the

derivatives (I):

al those in which Ry = C,-C, alkyl, X denotes oxygen,
R = CFy and R, = pyridyl;

b> those in which Ry, = C,-C, alkyl, X denotes oxygen,
e CFy and R, = pyridyl N-oxide;

Y
[

c) those in which R, = C,-C, alkyl, X denotes oxygen,
Ras, = CFy and R, = pyridyl, and the asymmetrical carbon

in the oxazolidinone ring has the configuration (R);

d> those in whic¢ch R, = C;=C, alkyl, X denotes oxygen,
R. = CFy and R, = pyridyl N-oxide, and the asymmetrical
carbon in the oxazolidinone ring has the configuration
(R>;

e) those in which Ry = C,-C, alkyl, X denotes oxygen,
Ruy i CFyu and R, = pyridyl and the asymmetirical carbon
R:x~CH(OR4Y—- has the configuration <R);



> ‘hose in which Ry = C,-C, alkyl,

X denotes oxygen,

R, = pyridyl N-oxide and the asymmetrical carbon Ry~
*

CH(ORx>- has the configuration

g> those in which R, = C,-C,
Ro = CFu, R4 = pyridyl -and the

#
CH(ORw)- has the configuration

h> those in which R, = C,~-C,

(RD;

alkyl, X denotes oxygen,
asymmetrical carbon Ryg-
(S);

alkyl, X denotes oxygen,

R, = pyridyl N-oxide and the asymmetrical carbon Rg—
#

CH(ORx>- has the configuration

1) those in which Ry = C,-C,
Rs = CFm, Ra = pyridyl and the

3> those 1n which R, = C,-C,

R.: CFzy Ra = pyridyl N-oxide
is (R, R );

k> derivatives as per a) to J

CH;, group instead of oxyen; and

1)
addition salts.

(823

alkyl, X denotes oxygen,
configuration is (R, R);

alkyl, X denotes oxygen,

and the configuration

> where X represents a

derivatives as per a) to k> in the form of acid

The invention also relates to methods of preparing the

derivatives <I) and their N-oxide if any,

the methods

being 1n accordance with diagrams 1 to 4 hevreinafter,

in which the symbols R,, X, Ru

meaning as in formula (I).

« and Rz have the same

e e
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Y. = halogen
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n 0
CHZR y
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‘T opn _ pla 3
R y = RqN oxide
DIAGRAM 3
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OH (:) OH
e () ©,
-+ -
- CH - CH PO
2 ' ( ) 3I
OH
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The indices (1) to (15) appearing in the aforementioned

diagrams have the following meanings:

(1> Condensation with an alkyl chloroformate, e.g.
ethyl chloroformate, in the presence of a base, inter
alia NaHCO.,, 1in a solven! walter and THF mixture at

ambient temperature,

{2) Condensation when hot <(towards 150°C) in the
presence of a base such as K;COy, the reaction

maintaining the stereochemistry; or

Condensation in toluene in the presence of LiBr and
nBugPO.

Cens’ (3> Debenzylation in an alcoholic solvent such as
methanol or ethanol in lLhe presence of hydrogen and a
o'l catalyst, inter alia 10% palladium on carbon, moistened

or rot.
¢(4) O,alkylation in an anhydrous aprotic solvent such
as methyl ethyl ketone or DMF in the presence of a

baSe, 1ntef‘ alia Ks;x_-COg;g.,

or

O.alkylation in an aprotic organic solvent such as DMF
and/or THF and in the presence of an alkalil metal

hydride such as sodium hydride.

(6) O.alkylation,; inter alia under phase transfer
conditions in the presence of a catalyst such ag a

quaternary ammonium bromide, e.g. tertiobutyl ammonium

N
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bromide, in a toluene/5@% aqueous NaOH mixture at

ambient temperature or when hot.

(6> O.silylation of alcohol in an aprotic organic

solvent such as THF in the presence of a base, inter

alia imidazole, and terbutyl dimethyl chlorosilane; !
then reduction of the nitrated derivative with iron
filings in the presence of ammonium chloride,.

(7> Condensation in the presence of phosgene and a
base, inter alia dimethyl aniline or diethyl aniline in
an organic solvent such as methylene chloride or ‘
dichloroethane; then cyclisation by heating in an
organic, inter alia alcoholic, solvent such as ethanol

in the presence of a base, inter alia potash.

Hydrolysis 1in an organic solvent, inter alia THF,
in the presénce of a quaternary ammonium c¢ompound,
inter alia tetrabutyl ammonium fluoride

(8) Oxidation in the presence of an oxalyl chloride,
DMSO and a base, inter alia triethylamine, in an

‘aprotic organic solvent such as methylene chloride.

(10> Condensation in the presence of a base, inter alia
K:2COq, and formamide in an aprotic solvent, inter alia

dioxan, preferably with reflux, or

condensation in the preésence of LDA <(lithium

diisQPropylamide> in a mixture of solvents, inter alia .
DMSO/ THF.
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(11> Hydrogenation at ‘atmospheric pressure of hydrogen

in an organic solvent, inter alia ethyl acetate, in the

presence of a catalyst such as 10% palladium on carbon,

moistened or not, or PtO., or

hydrogenation under pressure of hydroger, inter alia at

in the presence of 10% palladium on
carbon, moistened or

5 atmospheres,

no t, or PtO;, 1in an

alcoholic solvent, inter alia ethanol,.

(12 N-oxidation, e.g. by metachloroperbenzoic acid,

inter alia in an aprotic solvent such as methylene
chloride at ambient temperature

seases (13> Condensation in an organic solvent, inter alila
.:22 ~ ..pyridine, THF or CH:xCl: and a base, inter alia 4-
cates dimethylamino pyridine or Et.N.

(14> As per Can. J. Chem. 1968, 46, 86,

(15> As per Helv. Chim. Acta 59, 755 (1976)>.

.

Note that the various stereoisomeric forms of the

compounds according Lo the invention can be separated

by conventional methods, e.g. the method of forming a

salt with a chiral acid, or a given isomer can be
prepared firom chiral reagents.

Thqifollowing‘preparationé are glven by way of example
\ to illustrate the invention:

o Example 1: 3-(4-benzyloxyphanyl)S—meéthoxymethyl (RY 2~

P . . - HY
Vo “
L2

&)

oxazolidinone (MD 262404) A

B P e s i e S
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Stage 1: 2,2-dimethyl 4-methoxymethyl (S) dioxolane
(Code No. MD 370486)

910 g of NaOH in pellets was added to 910 ml water,
followed at ambient temperature by 5 1 methylene
chloride, 44,4 g <0.195 mol) benzyl triethyl ammonium
chloride, 8558.6 g (6.5 mols) of 2,2-dimethyl 4-
hydroxymethyl (S) dioxolane and 1229.5 g (9.75 mols) of
dimethyl sulphate. The reaction medium was agitated
for 12 hours and poured on to water, The organic phase

was concentrated. The expected compound was obtained
by distillation.

‘B.P.: 45°C at 10 mm Hg;
Lal=®, + +7,9* (C = 4, CH;OH>

IR <(microcell) v cm~' : 2995, 2949, 2820, 1380, 1&70,
840;

NMRH! (CDCly? & ppm: 1.2 (3H>; 1,4 (3H>; 3.35 (3H);

3.4-4. 4 (3H); 4 <2H).

Stage 2: 3-methoxy propane 1,2-diol (R>
(Code Number MD 370487)>

A solution of 950.3 g (6.5 mols)> of MD 370486 was
heated 'in 4510 ml water at 60°C and 3.2 ml of
concentrated Bydrochloric acid was added. ‘Next, 9 ml
of griethyiamine was added and the reaction medium was
concentrated and distilled. The expected compoqﬁd was
obtained with an 84% yield.

0
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B.P.: 66°C at 1 mm Hg;
[al=®, 1 ~ 6,4° (C = 4, CH;OH)

IR (microcell) v cm—' : 33¢0, 3500, 2960, 2945, 2910;

NHB1H(DMSOd6> & ppm 3.2-3.7 (8H>; 4.5 (2H exch.)>.

St*;‘ge 3: 4-methoxymethyl 1, 3-dioxolan 2-one (S)
(Code No. MD 360 287)>.

A mixture of 14 g (0. 132 mol) of 3-methoxy propane 1,2-
diol (R)> and 31.16 g (@.264 mol) of diethyl carbonate
was heated in the presence of 0.108 g of 50% sodium
hydride until the alcohol formed had distilled. When
the reaction was complete, the expected product was
distilled,

B.P, 0.3 = 117° Ci
Yield: 93 %;
Lod®®, ¢ - 32.2° (C = 1, CHuCla);

IR (microcell) v CO : 1790 cm-'

1

NMR 'H - (CDCl.> & ppm: 3.4 (3H); 3.6 <(2H); 4.3-4.9 (3H).

Stage 4 N-ethoxycarbonyl 4-benzyloxy aniline

(Code No: MD 360343) '

6.3 g sodium bicarbonate fcllowed by 5.28 ml (55.10~%

mol) of ethyl chloroformate was added to a solution of

S AR e



10 g (10" mol) of 4-benzyloxy aniline in 90 mrl THF and
10 ml water. After agitation for 18 hours, the
reaction medium was filtered and concentrated. The
residue was dissolved in ethyl acetate. The organic
solution was washed with water, dried on Na;SO, and

concentrated. ' The product was obtained with a 91%
yield.

M.P. = 88°C;

~

IR (microcell) v cm—' : 3320, 1700, 1510-1530, 1230

Numhk‘<CDC1m>‘5‘ppm: 1.2 (3H>; 4.2 (2H); 5 (2H); 6.7
(1HY; 6.9 (2H); 7.2 (2H>.

Stage 5! ‘3-(4-benzyl§xyphenyl) S-methoxymethyl (R> 2-
~ oxazolidinone | ‘

(Code No: MD 200404)

1 g (3.6 x 10~ mol) of MD 360343, 0.099 g (.72 x 10-%
mol) of KxCOu and 0.586 g (4.5 x 10~% mol> of MD 360287
(obtained in stage 3> were heated at 160°C for 3 hours.
After cooling, the reaction medium was dissolved in

methylene chloride, washed with water, dried on Nazsﬂu

and concentrated. The product was recrystallised fromn

6 isopropdnoij
! [ XX r:‘:- )
:} ¢ (3
! Yield = 71%
I | | p
. M.P. = 101°C
[ | A
5t [a]nao‘: - 41.5; € = 1, CH@CIW).
/ ) |
i " < ‘
! A
. }\) [ . RN
3 L . Tt ‘ R ’ ‘-‘;1:» . oo | /)\
! e R B ‘ o
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obtained with a 100% yield.

= 14-

The following were obtained by an identical procedure
but starting from the appropriate reagents:

3-(4-benzyloxyphenyl>5-methoxymethyl (8> 2-
oxazolidinone

_(Code No. MD 340190)

w), and

.....

lad=®y ¢+ + 41.9° (C = 1, CHyCl

3-(4-benzyloxyphenyl)> 5-ethoXymeﬁhy1 (R> 2-
oxazolidinone

(Code No. MD 230 242)
M. P, = 78°C;.

lodster, ¢ = 35,9* (C = 1, CH:Cl:);

IR (KBr) v cm=' : 1750, 1735,

Example 2: 3-(4-hydroxy phenyl)5-melhoxymethyl (R)> 2-
oxazolidinone

(Code No. MD 200405)>

A stream of hydrogen at normal pressure was coﬁveyed
through a solution of 13 g (@.047 mol) of compound MD
200404 in 80 ml ethanol and 40 ml CHxCls in the
presence of 2.6 g of 10% Pd/C 50% moistened.

Whern--the reaction was complete. the solution was

filtered and COnCentrated. The expected product, was

)
a
I

b




M. P, = 112°C

[x]=,., ¢+ -67° (C = 1, CH;OH)>;

IR (KBr)> v cm~' : 3260, 1730

The following were obtained by an identical procedure

but starting from the corresponding reagents:

3—-<{4-hydroxyphenyl)5-methoxymethyl
(Code No. MD 200717)

M.P. = 114° C;
[ax]=ey .y + 66° ¢(C = 1, CH3;OH>, and

3= ({4-hydroxyphenyl)5-éthoxymethyl (R)> Z«oxazolidinone
(Code No. MD 230 243)

M. P, = 92°C;

yoe

[a] :‘.‘"“:')D H - 58. Q- (C = 1, CHJ|OH);
IR (KBrd)> v cm=' : 3300, 1770

Example 3: 3-[4-(4,4,4~trifluoro 3-hydroxy (R)> butoxy)

phenyll 5-methoxymethyl (R) 2-oxazolidinone

i
i

(Code No MD 370503>

Stage 1: 4,4,4-trifluoro 1-tosyloxy 3-butanol <R)
(Code No. 1D 230099) |

(S) 2—-oxazolidinone

EAIAS b
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.12 g of 4-dimethylamino pyridine and a solution of
198.4 g (1.041 mol) = of tosyl chloride in 200 ml

'CH..Cl,,) were added to a solution of 120 g (@.833 mol) of
4,4, 4-trifluoro 1, 3-butanediol (R (C.A. 111, 31747 p)

in 335 ml pyridine. = After agitation for 1 hour and 20

minutes, 1.2 1 of CHxCl:; and 1.5 1 water were added. ?i
The organic phase was concentrated and the product was
purified by chromatography [silica; eluent: heptane ‘
(80)/ethyl acetate (20>] and was obtained with a 78%
yield. It was used directly for the next step.

Stage 2: 3-[4-(4,4,4-trifluoro 3-hydroxy (R)
butoxy)phenyll S5-methoxymethyl (R)> 2-oxazolidinone
(Code No. MD 370503)

161.5 g K..CO; was added to a soiution of 192.1 g <0.644
mol> of compound MD 200405.(Example 2) in 400 ml DMF
and reflux-heated, folioWed by suépension of the
compound MD 230099 in 200 ml DMF. After 1 hour, the
reaction medium was cooled and 1.2 1 toluene per litre

of water was édded.

‘ ‘ ‘ »f
After extraction of the aqueous phase with toluene, the
organic phases were concentrated to drynéés. "The
product’ was recrystallised from a mixture of ethanol
and isopropyl ether.
Yield = 60.8%
M. P. = 101 °C;. | | | g%
if
g F(
£
i
2
ta
5
o
< N 9] Y
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NHRHi(CDClm)s ppm : 2.05 (2H) ; 3.4 (3H> : 3.6 (2H);
3.6-4.4 (6H, of which 1 exchangeable); 4.6 (1H) ; 6.8
(2HY; 7.3 (2H).

NeR 3¢ (DMS0d6) : Cq : 154.6 ; 154.4 ; 125.9
('JCF:289.6 Hz>; 131.8 ; CH : 119.8 ; 114.8 ; 71.3 ;
65.4 (®JCF : 30.4 Hz); CH, : 72.5; 63.2 ; 46.6 ; 29.4 ;
CHs : 58.7

"IR (KBr) v cm™' : 3400, 1730, 1720;

al®®y ¢ = 11.5° (C = 1, CHwmCla).

3-[4-(4, 4,4-trifluoro 3-hydroxy (S>> butoxy) phenyll 5-

methoxymethyl (R)> 2-oxazolidinone

(Code No MD 370504)> was obtained in the same manner but
starting from 4,4,4—tfif1uoro 1-tosyloxy 3S=butanol (S)

and compound MD 200415 :

M.P. = 121 °C;

(xl=, v+ = 59,7° (C = 1, CHxCl.); ‘

NHRH!'(CDClm> 8 ppm ¢ 2.1 (2H) .; 3.4 (4H of which 1
exch.) § 3.6 (2H) ; 3.7 — 4.4 (5H) ; 4.7 (1HY ; 6.8

C2HY ; 7.4 (2H);
IR (KBr> v cm=' { 3420, 1735

The mixture of diastereoilsomers 3-[4-(4,4,4—-trifluoro
3-hydroxybutoxy)phenyll 5-methoxymethyl (R) 2-
oxazolidinone (Code No., 230016) was obtained under the
same conditions; starting from the racemic compound
4,4,4-trifluoro 1-tosyloxy 3-butanol (Code No. MD
372272)> and the compound MD 200405. |

o\ e




.. 1 : . : . ) N
NMR'd (CDCl, + DMSO) & ppm : 1.8 - 2.3 (2H) ; 3.4 (3H)
i 3.6 (2H) ; 3.8 - 4.4 (B5HY ; 4.7 <(1H> ; 5.3 (1H
exchangeable); 6.9 (2H> ; 7.4 (2H);

IR (KBr)> v cm~' : 3400, 1755, 1735;

M.P. = 103 °C;.
[al®®, ¢ — 35,2° (C = 1, CHuCln)

The following were obtained similarly but starting from
the corresponding substances :

3-[4-(4, 4, 4~trifluoro 3-hydroxy (S) butoxy) phenyll 5-

methoxymethyl - (S) 2-oxazolidinone (Code No. 230154)

[ad®®y + + 9,9° (C = 1,CHaCly);

M:P. = 100 °C;.

3-[4-(4,4,4~trifluoro 3-hydroxy <(R) butoxy> phenyll 5-
methoxymethyl (S) 2-oxazolidinone (Code No. 230151)

[als®, ¢ + 59,2° (C = 1i,CHuCly);

M P. = 123 °C;.

3-[4-(4, 4, 4~trifluoro 3-hydroxy (R> butoxy) phenyll 5-
ethoxymethyl (R) 2-oxazolidinone (Code No. 230197)

] o M.P. = 91 °C;.
| N
4
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Tal®®, ¢ =33.4° (C = 1, CHuClaw) ;

[ad®®y : = 11,4° (C = 1, CH.OH );

IR (KBr)> v cm~' : 3400, 1750, 1735;

MR'H (CDCl.> & ppm ¢ 1.1 (3H> ; 3.3-4.4 (SH> ; 4.7
C1H) ; 6.3 (1H exch> ; 6.9 (2H> ; 7.4 (2H);

3-[4-(3-hydroxy (R)> butoxy) phenyll]l 5-methoxymethyl (R>
2-oxazolidinone (Code No. MD 370120

M.P. = 76°C;,

lal=*, + = 50.7° (C = 1, CHuCly) ;

3-[4-(3-hydroxy (R> butoxy) phenyl] 5-methoxymethyl (S)
2-oxazolidinone (Code No. MD 370123)

M P, = 44°C;.

Lad®e, ¢ +33° (C = 1, CHaClu) ;

3-[4-(3-hydroxy <S) butoxy) phenyll S5-methoxymethyl (S)
2-oxazolidinone (Code No. MD 370121)

M. P. = 76°C;.

[ol®®, ¢ + 50.4° (C = 1, CHiCly) ;
3-[ 4-(3-hydroxy (S) butoxy) phenyll 5-methoxymethyl (R)>
2-oxazolidinone (Code No. MD 370122)
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1

NMR'H (cpcl,) & ppm: 1.2 (3H) ; 1.8 (2H) ; 2.2 (1H
exch) ; 3.4 (BH) ; 3.6 ((2H

i 6.8 (2H) ; 7.4 (2H);

i 3.7 - 4.2 (S5HY ; 4.7 (IH

MR'M  <cDC1l,> & ppm ¢ Cq : 155.6 ; 154.9 ; 131.6 ; CH

v 120.2 3 115 ; 71,3 ; 6.6 { CH, : 72.7  65.9 ; 47.6
i 38.2 3 CH; @ 59,6 ; 23.6;
IR (KBr) v cm~' : 3380-3400, 1730, 1755;

M P. = =49°C;.

3-[4-(3~-hydroxybutoxy)phenyll 5-methoxymethyl (R) 2-
oxazolidinone (Code No. MD 370284)

MR'H (CDCI,)> & ppin t 1,2 (3H> ; 1.8 (2H> ; 2.6 (1H
exch) ; 3.4 (3H) 3 3.6 (2H> 3 3.7 - 4,2 (GH) ; 4.7 UM
i 6.8 (2H> ; 7.4 (2H),

IR (KBr) v cm=' : 3400, 1745, 1730;

[al=®, ¢+ .~ 41,5% (C =1, CHxCl.»

Example 4: Racemic mixture of diastereoisomers of 3-[4-
(3=hydroxybutoxy)phenyll S-methoxymethyl 2-
oxazolidinone (Code No MD 370047)

28,2 g 0.2 mol) of KuCOm and 22.8 g (@, 102 mol) of 3-

(4-hydroxyphenyl) 5-methoxymethyl 2-oxazolidinone (Code
No, 780232) were added to a solution of 27.5 g 0. 112
mol) of 1-tosyloxy 3-butanol in 250 ml of methyl ethyl
ketone. The mixture was raeflux—~heated for 4% hours,

After filtration and concentration, the residue was

i ]
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dissolved in 200 ml CH;Cl., ‘and the organic phase was

‘washed with water saturated with NaCl, dried cver

Na;SO, and concentrated. After purification by
chrﬁmatbgraphic flash [slllica, eluent: CHj;Cl:
(98> /CH;0H(2>1, the expected product was obtained with

a 70% yleld:

M.P. = 58°C;.

NMR 'l (CDC1g> & ppm : 1.2 (3H> ; 1.8 (2H> | 2.5 (IH

exch) ; 3.4 (3H) ; 3.6 (2H) ; 3,7 = 4,2 (GH) ; 4.7 (1HY

i 6.8 (2H> ; 7.4 (2H> ;
IR <KBr) v ‘cm~' : 3400, 1750, 1730,
The racemic' mixture of diastereoisomers 3-[4-(4,; 4,4~

trifluoro 8-hydroxybutoxy) phenyl]l S5-methoxymethyl 2-
oxazolidinone (Code No MD 370167) was obtained in the

‘'same mariner but starting from 4.4,4—tr1fluoro‘1-

tosyloxy 8-=butanol and 3-(4~hydroxyphenyl)5-

methqumethyl 2“0xazolid1noneI<Ccde No:. MD 780232).

1

NMR'H  (CDCl.,> & ppm : 2,05 ¢2H) ; 3.4 ¢3H) ; 8.5 (1H
exch) j 3.6 (2H) ; 3.7 - 4.3 (GHY ; 4.7 C1HY : 6.8

CBHY, 7.3 (2H) |
IR (KBr) v cm=' | 3400, 1750, 1786,

Example 5: 3-[4-(4-hydroxy (R) pentyl> phenyll 5-
0 L
methoxymetliyl (R) a-oxaquidiPOne (Code No, MD 230238)

)
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Stage 1: 4-Terbutyl dimethyl silyloxy methyl 1-nitro
benzene (Code No MD 230245)

310 g <4.559 mols) of imidazole followed by 504 g
(3,347 mols) of terbulyl dimethyl chlorosilane were
added to a solution of 465.,4 g (3,039 mols)> of
paranitrobenzyl alcohol 1in 2,5 1 of DMF, After
agitation'for one hour at ambienl tempirature, the
reaction medium was poured on to water. The aqueous
phase was extracted with methylene chloride. The
organic phase was dried on Na;,SO, and concentrated,
ylelding an oil which corresponded to the expected
compound,

Mﬂﬂﬂ (CDCly) & ppm: @.2 (6H) ;3 1 (9H> ; 4,9 (2H) ;
7.8 (2H> ; 8.2 (2H);

IR (microcell) v cm~' | 1520, 1340, 1030, 840,

st age 2: MA-Terbutyl dimethylsilyloxy methyl aniline
(Code No MD 23024&) ;

77:2 g <0.288 mol) of the preceding compound MD 230245
and 120.9 g of iren filings were adigd to 772 ml of 0.1
N ammonium chloride and reflux-heated for 2 hours,
After cooling, 20 ml of concentrated ammonia were
édded. and the reaction medium was filtered and
extracted with toluene. The organic phase was washed
with water, dried on Na;SO, and concentrated, yielding"
the expected compound.:

. B.P, 2. 021 mm Hg : 88-93°C;




MR (CcDCl.) 5 ppm : 0.2 (GH) ; 1.05 (QH) ; 3.6 (2H);
4.8 (2HY ; 6.75 (2H) ; 7.2 (2H);

IR (microcell) v cm~' : 3450, 3350

Stage 3: 3-methoxy propane 1,2-diol tosylate (S) (Code
No. MD 370488).

A solutilon of 371.4 g (3.5 mols> of MDy3704Q7 in 100 ml ~
toluerne was cocled to 13°C and 565 ‘ml of pyfidine were -
added, followed gradually by a molution of 700.6 g'

€3, 675 mols) of paratoluene sulphonyl chloride in 775
ml toluene.

The reaction medium was agitated for 12 hours and
poured on to Watér. The organic pﬁase was washed with
2 N hydrochloric acid and concentrated. = The expected
'product waé obtaine& with a 58% yield after ’

chromatography [silica, eluent: CH..Cl., (5@)/petroleuﬂ
"ether (50>71; :

[d]':’m.’m 1 +5.3°* (C = 4, GHyOH);
IR (microcell)vem-' ¢ 3500, 1335, 1185, 1170

NME'H  (CDC1.) & ppm : 2.4 (3H) ; 3,1 (1H exch) ; 3.2 -
3.6 (SHY ; 3.8 - 4.2 (3HD;

Stage 4i 3-[4-(terbutyl dimethyl silyloxy methyl)> -
:bhenyll 5-methoxymethyl (R> 2-oxazolidinone <(Cnde No MD

R o 230247)
‘ B
_1:;' ) g . \. b
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130 mnl of a toluene solutien of 1.93 molar phoegene
followed dropwise by 37.8 g (@.252 mol) of diethyl

aniline were added to a solution of 43.8 g (0.168 mol)

Q€ MD 370488 in 200 ml toluene. After cooling, i1ced

water was added and the organic phase was decanted and

dried on Na.SO,. The solution was then added to a
solution of 4@ g (@.168 mol> of MD 230246 and 20.5 g

(0. 168 mol) of dimethyl amlnbpyfidine in 600 ml

toluehe.'After agitation for half an hour, the reaction

medium was‘poured on to water and the organic phase was

washed with a solution of sodium bicarbonate and then
with saturated NaCl solution.

product (84.5 g) was dissolved in 80@ ml of ethanol,

which 12.2 g (2,218 mol) of KOH pellets had been added
After agitation for half an hour, the reaction medium

was pour=zd on to water and extracted with methylene

chloride. The erganic phase was dried. over Nam504 and

concentratedpf The expected product was obtained‘arter
chromatography [si1lica, eluent: ethyl acetate

. (30)>/heptane (7)1 with a 63% yield:

1

[qjﬁmm ‘ ‘46w““G‘{C 1{.CHmOH>> i

IR ¢KBrd \ ' 1755, 1735 ;

NMR'H  (CDCly> & ppm ¢ © (6HY ; 1 COH) ; 3.4 (3H> ; 3.6

(2H> ;" 8.8 = 4.2 (2H> '} 4.7 (3H)Y ; 7.5 <(4H),

M P. < 50°C.

~-methoxymethyl <(R)
2-oxazolidinone (Code Nn, MD 2302485 |
AN Lo

: L
\ b Ca
: i ' N

After concentration, the
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after purification by chromatography [silica,
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A solution of 29.273 (0.083 mol) of MD 230427 and 7.8 g
(0. 025 moi) of tetrabutyl ammonium fluoride trihydrate
in 200 ml THF was agitated at ordinary temperature for
12 hours and the reaction medium was concentrated. The

expected product was obtained after chromatography

[silica, eluent: ethyl acetate (50)/heptane (50)1:

M. P. = 65°C

i
IR (KBr) v cm™? 3400, 1750, 1720

NHR”! (CDC1.> & ppm : 2.4 (1H exch> ; 3,35 (3H) ; 3.6

(ZH> ; 3.8 - 4.2 (2H> ; 4,6 (2H)> ; 7.35 (4HD.

’

Stage 6: 3-(4~carboxaldehydo phenyl) S5-methoxymethyl

(R)> .2-oxazolidinone (Code No. MD 230 256)

A solution of 12.76 g (@. 1630 mol) of DMSO in 80 ml
methylene chloride was introduced in 20 minutes into a
solution cooled to -6@°C of 12.46 g <@.0982 mol) of

oxalyl chloride in 80 ml methylene chloride. 40

minutes later, a solution of 19.6 g <@.0818 mol) of MD

230248 was added 1in 80 ml melhylene chloride followed

by 1.4 g (@.409 mol) of triethylamine. After the

return to ambient temperature, 300 ml of water was

added. = The organic ‘phase was washed with watér, dried

and concentrated. The expected product was obtained

eluent:
ethyl acetate (70) / heptane (30)] with an 80% yield,

M.P. = 96°C; "' |

1
|
]

/

{

[ad®®y 1 - 73,4 °C (C = 1, CHaClu)}
i
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IR (KBr) v cm~' 'y 1740, 1690;

MWR'H (CDC1.> 5 ppm : 3.4 (3H> ; 3.7 (2H> ; 3.8 — 4.3
(2HY ; 4.8 C1HY> ; 7.8 C4H> ; 9.8 C(1H).

Stage 7: 3-[4-(4-hydroxy (R)> pentyl) phenyll] 5-
methoxymethyl (R> 2-oxazolidinone (Code No. MD 230238)

A solution of 3.3 g <0.00712 mol) of 2-hydroxy

(R> butyltriphenyl phosphonium iodide (Helv. Chim. Acta. 59,
755-757, 1976), 1.34 g <0.00569 mol> of MD 230256 and
2.9 g (0.0213‘m01) of K.COy in 10 ml dioxane and 1.5 ml

formamide was reflux—heated for 20 hours. After

filtration and concentration, the resulting unsaturated
product was purified by dissolving it in 30 ml DMF and
0.58 g of imidazole and 0.94 g (Q.00625 mol). of

_terbutyl dimethyl chlorosilane were added. After

agitation for 24 hours, the reaction medium was poured
on to water. The silylated product was extracted with
methylene chloride and purified by chromatography
[silica, eluent: ethyl acetate (50)/heptane (5@>1 with
a 36% yield. ©.84 g of the resulting product was
dissolved in 15 ml THF in the presence of @.65 g of
tetrabutyl ammonium fluoride for 12 hours. After
concentration and purification by chromatography
[silica, eluent: ethy1 acetate (70>/heptane~(3®>l; .53
g €. 0018 mol) of the pﬁrified unsaturatad product in
solution in 10 ml methanol in the presence of 10%
palladium on carbon (50% moistened) was hydrogenated at
normal pressure. The expected product was obtained

with a 55% yield after chromatography [silica, eluent:
ethyl acetate (60)/heptane (40)1],

[,
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[al=®, 1 —45,8° ¢C = 1, CHuClu);

IR (KBr> v cm™' : 3400, 1735 ;

M. P, = 47°C;

NMRH’ (CDC1,> & ppm : 1.2 (3HY ; 1.5 C(4H) ; 1.8 (1H

exch)> ; 2.6 (2H) ; 3.4 (3BH> ; 3.6 f2H) i 3.7-4.2 (3H)
4.7 C1HY § 7.2 (2H) 3 7.4 (2H).

.
1)

‘The following were obtained in similar manner:

3-[4-<(4~-hydroxy <S> pentyl) phenyll S-melhoxymethyl (R)
2-oxazolidinone (Code No. MD 230239)

M. P. = 53°C

H
[ad®®, 1 - 35.9° (C = 1, CHuiClg);

IR (KBrd v cm~' : 3400, 1740;
MMR'H  (CDCI.> & ppm : 1.1 (3HY ; 1.6 (5H, of which 1

7.1 (2HY § 7.4 (2H),

3-[ 4~ (4-hydroxy pentyl) phenyll 5-methoxymethyl (R) 2-
oxazolidinone (Cocie No. 230082)

Lal®®, ¢ = 656.3° (C = 1, MeOH); ‘

NMR'H  (CDC1.,)> & ppm : 1.15 (3H> ; 1.55 (SH) ; 2.6 (2H)

i 3.4 (3H) ; 3.6 (3H) ; 3.9 (2H) ; 4.65 (1H> ; 7.1 (2H)

i 7.4 (2H) ” . |

) \' o ]

¥ IR (microcell) v cm™' : 3BJ0-3400, 1750.
‘ Yy

exch) ; 3.4 (3H i 3.6 (2H> ; '3.7-4.2 (BH> ; 4.7 (H) ;

RIS e )

R
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Example 6: 3-[4-(¢(5,5,5-trifluoro-4-hydroxypentyl)
phenyl] 5-methoxymethyl (R) 2-oxazolidinone (Code No MD
3602075

Obtained by the method as in Example 5, stage 7,

starting from the correspnnding raw materials:
0113

IR (microcell) ) em™' : 3410, 1735 ;
1

NMR'H (CDCl,> & ppm : 1 C4H> : 2.7 (2H> ; 3.4 (3H) ;

3.6 (3H, of which 1 exchd ; 4 C(1H> ; 4.7 C(1H)

C2HY ; 4. 4 (2HY.

Example 7: 4,4,4~tkifluoro 1-io0do 3-butanol (Code No MD
360253)

2.56 g (0.0171 mol) of KI was added to a solution. of
2,04 g (0.0068 mold> of MD 370272 (4,4, 4—trifluoro 1-
tosyloxy 3-butanol) in 20 ml aﬁetone and reflux—hested
overnight. After filtration and concentration, the
product was obtained by chromatography [silica, eluent:
heptane (80@)/ethyl acetate <(20)1

IR (microzell) v cm™' : 3400;

MR'H" (CDCL,> & ppm ¢ 1.9 - 2.5 ¢2H) ; 2.4 C(I1H exch)

3.35 (2H> ; 4.2 (1H).

Example 8: 4,4, 4-trifluoro 3~hydroxy butyl triphenyl
phosphonium iodide (Code No. MD 360254)
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35.6 g (@, 14 mol> of MD 360253 and 36.8 g (0. 14 mol) of
triphenyl phosphine were reflux—heated in dioxane

overnight. The product was filtered and dried.
Yield: 72%
M. P. = 159°C

Example 9: 3-[4-[4,4, 4~trifluoro 3-(3-pyridyl methoxy)>
(R> butoxyl phenyl]l 5-methoxymethyl (R> 2-oxazolfdinone
(Code No. 360411,

9.6 g (0.03 mol) of compound MD 370503, 9.8 g (0.06
mol> of 3-picolyl éhloride, hydrochloride, .97 g

(0. 003 mol) of tetrabutyl ammonium bromide and 14.4 g
of 507% NaOH in water were added to 100 ml toluene.

After agitation overnight, the reaction medium was
poured on to water. The mixture was acidified with

hydrochloric acid. The aqueous phase was washed with

ftoluéne. then made aikaline with a solution of sodium

carbonate and 2xtracted with ethyl acetate. The
organic phase was washed i1n water, dried on sodium
sulphate and concentrated. The expected product was
obtained after chromatography on a column [ S10,, ﬁ
eluent: CH.Cl. (97> / CHiOH (331 with a 45% yield
(oil).

IR (microcell) v cm—?! : 1747;

[al®9, ¢ + 54,9° (C = 1, CHuCla) i

&)

o~

i

e e o e p i £ T b S 4
y 2 .

R S



1
3
4
it
i

1

- 30 -

NHR“‘ (CDCl3) 8 ppm : 1.8-2.3 (2H> ; 3.4 (3H> ; 3.6

(2H> ; 3.8-4.3 (SH> ; 4.4-5 (3H> ; 6.8 (2H) ; 7-7.6
C4H> ; 8.5 (2H).

Elementary analysis

— e et o o i e e S e e e e e e, ot o B o S o S s e Tt e b s e T e e e e e S e e e

C H N
Calculated (%> 57.27 5.26 6. 36
Found (%> 57,14 5.27 6. 26

e e e 2 e i S e e o e e S S o e o, e i o e e e o g o o s W, e T o ] e O e e

Oxalate of compound MD 360411

A solution of 1.265 g (@.014 mol> of oxalic acid in 30
ml ethyl‘acefate was added to a solution of 6.190 g
(0. 014 mol) of the base compound MD 360411 in 20 ml
ethyl acetate:. ' The resulting precipitate was filfered

and recrystallised from ethyl acetate.

Yield = 69%

(ad®®y ¢ + 58,8° (C =1, CHyCly) ;

’

Elementary anaiYSiS for CumHunFaNuOsn + 0. 49% Hmb:

i, 1S B &
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C H N
Calculated (%) 51,82 4,78 5. 25
Found (%> 51.77 4. 59 5,38

The following were obtained in similar manner but

starting from the corresponding substances:

3-04-[4,4,4-trifluoro 3-(4-pyridyl methoxy) <(R) butoxyl

phenyl] 5-methoxymethyl (R) 2-oxazolidlnone (Code No ®D
290057)>:

M. P, = 91.,5°C
IR <(KBr) v cm~' + 1736

[xl®®., + 4+ 51.6° (C

|

1, CHuClud
1 .
NMR'H <(CDC1l;> & ppm: 1.8-2,4 (2H> ; 3.4 (3H> ; 3.6
(2H> } 3.7 - 4,3 (GH) ; 4.4-5 (3H) ; 6.8 (2H) ;

)
C2HY ; 7.4 (2H> ; 8.5 (2H);

Elementary analysis for CuqHumFauNaOs:

Sd o e e i e e e G e e B e . o o W e o e e At e o S o e e, e S e S ot i o, . S e e S St Pt e . g 1.

C H N
Calculated (%) 57,27 5,26 6. 36
Found (%) i 57. 08 5,34 6. 34

G
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33[4r£4,4,4—trifluoro 3-(2-pyridyl melhoxy) (R) buloxy]
phehyl] S-methoxymethyl (R)> 2-oxazolidinone (Code No MD

290104):
Liquid:
IR (microcell) v cm™' : 1750;

[al®®, : + 44,7° (C = 1, CHuClg);

! (CDCly> & ppm : 1,8-2.4 (2H) i 3.4 (3H> ; 3.6

(BH> ; 3.75-4.4 (5HY ; 4.6-5.1 (3H) ; 6.8 (2H> ; 7.1

(1H> ; 7.35 C(1HY ; 7.4 (2H) ; 7.6 C(1H) ; 8.45 (1H) ;

-Elemehtary'analysis for cm,Hmmewﬁom'

c H N
Calculated (%) 57,27 5. 26 6. 36
Found (%) ' : 57. 31 5,33 6. 31

s i D i e e o e s e e e e e s e 11 e s S e s i e o P 2 e o i 6 e e e e et e

-~ Other derivatiies (I> and salts were obtalned by the

methods of operation in Example 9, sterting from Lhe

compounds obtained in Examples 2, 4 and 5.

Example 10: 3-04-(4, 4, 4-Lrifluoro 3-(3-N-oxide-pyridyl

methoxy) (R)> butoxyl phenyl] 5-methoxymethyl (R) 2-
oxazolidinone (Code No MD 290065)

A sdlution of 4 g (0.0091.m01);of compound MD 360411 in
20 ml methylene chloride was added at 10°C to a

A
./
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3-[4-04,4,4-trifluoro 3-(4-N-oxide-pyridyl methoxy) (R) g
butoxy] phenyll] S5-methoxymethyl (R) 2-oxazolidinone ‘
o " : |
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suspension of 3,4 g (@,311 mol) of 55%

metachloroperbenzoic acid in 40 ml CH,Cly,. The mixture
was then agitated for 24 hours, The reaction mediumn
was made alkaline with 3 N ammonia. - The aqueous phase
was extracted with CH..Cl,, and the organic phases were
washed with water, dried and concentrated. The
expected product was obtained after chromatography on a

colums [S10., eluent: CH.,Cl. (97> / methanol (3)1]:

. Yield: 84%

()= 1 + 67,1° (C = 1, CH;Clu)d;

IR (KBr) v cm~' : 1475

NMR'H  (CDC1.> & ppm : 1.8-2.3 (2H) ; 3.4 (3H> ; 3.6

)
(2H) ; 3.7-4.3 (5H) ; 4.35-4.8 (3H) ; 6.8 (2H) ; 7-7.5
C4HY ; 8 (2H> ;

Elementary analysis for CuyHmsFuNuOs + ©.76% HuO:

————————————————————————————— iy o i s e 2 o e i o . i i S st S0 i e S o, e (g 1
c H N
Calculated (%) 54, 84 5,13 6. V9 f

Found (%) | 54,64 5.21 6. 19

The following are obtained in the same manner, starting

from the corresponding raw materials: .
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3-04-04, 4, 4-t*1fluoro 3—-(2-N-oxide-pyridyl methoxy) (R)
butoxyl phenyll S-methoxymethyl (R> 2-oxazolildinone

Example 11 : 4,4, 4-trifluoro 1-tosyloxy 3+<butanol
(racemic) and 4, 4, 4-trifluoro I-tosyloxy 2-Lutanol (S

Obtained by the method in Stage 1 of ECxample 3 from the
diols (racemic and S respectively), which themselves
were prepared as per C, A, 111, 31747p from the
corresponding acids described in Chidmia, Vol. 44, No.

4, pages 90-%2, 1990,

The formula (I) ¢{erivatives, lheir N-oxicde and thelr
pharmaceutically acceptable salts were studied in
laboratory animals and showed pharmocological activity,
inter allia in the psychotropic domain, more
particularly .as potential anti-depressants and

anxiolytics;

The anti-depressive activity was shown by the test of
potentialisation of S5=HTP in the rat by Lhe method
described by M.. JALFRE, B. BUCHFR, A. COSTON, G,
MOCQUET and R, D. PORSOLT: Arch. Int. Pharmacodyn.,
¢1982), 259, 194-221,. A determination on the rat was
made of that dose of the product which; ~orally
administered, produces geneyalised tremors or
stereotypy (drumming, head movements) in 50% of the
eanimals (EDy¢) after intraperitoneal administration of
5-hydroxy tryptophan (5-HTP) ¢ne hour after the first
treatment. The results obtained in the preceding test,

using some compounds according to the invention, are

- 8glven by way of e%ample in the followingﬁtable:

{l
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Compound tested ED gy
Code number mg/kg/p. o.
MD 360411 (oxalated \ 0.4

MD 290057 - .53
MD 290065 |

= o e el e o e e e b o e e e o o o o 2 e o B S e o o g e e e g ] e e e S e o S s ) o e

The compounds according to the invention have a
therapeutic index such that they can be safely used at

the active doses.

As the preceding Peéults shdw,‘the compounds acqording
to the invention [derivaﬁives (I), thelr N—oxide anAd
pharmaceutically acceptable salts) can be useéed in the
preparaﬁion of psychotropic drugs,
anti-depressarits and anxiolytics, the drugs being of
use in therapy, inter alia for treatment of endogenié

and expgenic‘depressive states,

The drugs‘can be adminstered to man or any warm-blooded

animal in variops pharmaceutical forms well known in
the art, inter alia in the form of compounds formulated

for ora;, injectable or rectal administration,

Fdr‘oral administration, the compositions can be in the
form of compressed tablets, dragees or capsules
prepared by conventional means using known supports and
excipients such as binders, fillers, lubricants or

disintegration agents; alternatively they may be in the

form of solutions, syrups or suspensions,

) )i

inter alia potential
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For administration in the form of injectable solules,
the compositions according to the invention can be in
the form of injectable solutlons, suspensions or
emulsinns comprising an ascceptable oily or agueous
liquid vehicle.

For rectal administration, the compounds can be in the

form of a supposiitery comprising the conventional bases

for suppositorieas.

The active therapeutic dose of the active principles,

i.e of derivativaa'(I), thelr pharmaCeutiéally

acceptable salts and N-oxide, depends inter alia on the

‘method of administration, the body weight of the

patient and the therapeutic power of the active

" principles used.

Orally administered doses may generally be up to 10
mg/kg per (ay of actlve principle (in one or two
doses); the injectable amounts afe up to 1 mp/kg per
day'(in one oy more dosaes’) and the rectal amounts can
be up ta 5 mg/kg ver day of active principle (in ocne or
more suppositories),
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THE CLAIMS DEFINING THE INVENTION ARE AS FOLLOWS:
1. Derivatives having the formula:
}/‘(\ -
Ra = [H = (Gnp)y - x 0 <>
0 .
;
'y |
‘ where:
l R, represents C,-C, alkyl;
Jo
tprens X represents an oxygen aton or a methylene group;
B
¢ [ 21 !
esbl "Ry repreésents C,—C, alkyl or CFy;
L] : T ( )
Rw représents a CHyR. group in which R, is (i) a
pentagonal or hexagonagl aromatic hetereocyclic group
comprising one or two nitrogen atoms, <ii) a pentagcnal
[N ] ¢ . .
e Tl or hexagonal aromatic hetverocyclic group comprising one
LR 3 v :
PP or two nitrogen atoms and fused with a benzene ring, or
‘ (111> a group having the formula
(X2 X1
to | - ‘(CHZ )n Rs
hY
l;t. \'\\l‘v ‘@ N
e i Rf‘ ‘
i l
N
¥ N i
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- where!
n = 0or 1 and

R, and Ry independently denote C,-C, alkyl or
benzyl,'and also Ry, and Ry together Qith the nitrogen
atom to which they are bonded can form a plperidino,

‘pﬁrrolidino, morpholino or N-methyl piperazino radical;

and their N-oxide if any and the acid addition salts
of these derivatives and N-oxide, the derivatives being
in various stereoisomeric forms or in the form ¢f a

mixture of these forms, including the racemié form

2, Compounds according to claim 1, i1n which §4
répresaﬂts a member chosen from the group
cgmprisingf imidazolyl, pyrazolyl, pyridyl,
purimidinyl, pyfazinyl,‘pyridazihyi, quinolyl,:
isoqﬁiﬁdyyl, quinoxalinyl, quinazolinyl and cinnelinyl.

3. Compqunds according'to ¢laim 1 or 2, in which R, =
imidazolyl, pyridyl, q'.nolyl, pyridyl N-oxide or
quinolyl N-oxide. ‘

4, Compounds according to claim 1, chosen from the

group comprising:

aj those in which 'Ry, = C;=C, alkyl, X denotes oxygen;
Ry = CFw and R, = pyridyl}

b)>  those in which R, = C,-C, alkyl, X denotes oxygen,
CFs and R, = pyridyl N-oxide;

! \,

I )
Rz

pi
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c).~ " those in which R, = C,-C, alkyl, X denotes oxygen,
R:; = CFw and R, = pyridyl, and the asymmetrical carbon

in the oxazolidinone ring has the configuration (R);

d> those in which R, = C,-C, alkyl, X denoles oxygen,
R.. = CFs4 and R, .= pyridyl N-oxide, and the asymmetrical
carbon in the oxazclidinone ring has the configuration
(RJ;

e) those in which R, = C,-C, alkyl, X denotes oxygen,

:‘Rm = CFu and R, = pyridyl and the asymmetrical carbon

*
Ra=CH(ORy)>- has the configuration (R);

> those in which R, = C,-C, alkyl, X denotes oxygen,
R4 = pyridyl N-oxide and the asymmetrical carbon Ry-

xe
CH(OR)>— has the canfiguration (R);

8 thdse in which R, = C,-C, alkyl, X denotes oxygen,
5@ = CFm R4 = pyridyl and the asymmetrical carbon Rgu-
CH(CRw?+~ has the configuration (S);

ho those in which R, = C,~C, alkyl, X denotes oxygen
R, = pyrlidyl N-oxide and the asymmetrical c¢arbon Ry~

2

CH(ORy>= has the configuration (S);

1) those in which R, = C,-C, alkyl, X denotes oxygen,

Ri = CFum, R4 = pyridyl and the configuration is (R, R);

1

J? 4hose 1n which R, = C;-C, alkyl, X denotes oxygen,

R CFu, R4 = pyridyl N-oxide and the configuration
is (R, RJ;
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'k)v derivatives as'pef a) to j) where X represénts a

CHz: group instead of oxyen; and

1>  derivatives as per a)> to k) in the form of acid

- addition salts.

5. A compound according to claim 1, chosen from among

those having the formula:

O .
|

,CH—(CH_)=— 0 -
/ ‘
CFi) 22 ‘@-

o

3(R)

| | ocy
oor e <5
| CH—(CH,)5— 0 Q b -
/ ~
CF3 (R) 22 _ N .

‘ /-<——'ocu3 :
cp S (CHy)5—0 @ 0 y or

!
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6. A ‘compound according to claim 5 In the N-oxide
form. ‘
7. A pharmaceutical composition characterised in that
it contains a physiologically acceptable exciplent in
assocliation with at least one compound according to any
of claims 1 to 6.
as clawmved in any one of
8. Use of the compounds-iﬁuxwﬁhﬁﬁg-barclalms 1 to 6
as qszchoh'opec agents. ‘
9. A method of preparing the derivatives (I)
according to claim 1, characterised in that 1t
comprises O-alkylation by a compound having the
formula:
rue R.CHaY
A:OECC
‘cyg ; where Y = halogen and R, has the same meaning as in
e formula (I), with respective compounds having the
4:‘“3 formula:
/“(\ o
R, ~ CH = ) -
" Y
AR (/where Ry, Ry and X have the same meaning as in formula

5, ¢I>, optionally followed by N-oxidation and/or
mel’fication of the resulting derivatives.

" [
DA ED this 14th day of April 1992.
DELALANDE S.A.

WATERMARK PATENT & TRADEMARX ATTORNEYS
"THE ATRIUM"

290 BURWOOD ROAD

HAWTHORN. VIC. 3122.
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ABSTRACT

'Derivatives héving the formula:

o , OR,

Ry - CH - (CH,)

2 2/2 - X 0

o . o >
| : .

B R . ) . .

3

where R, denotes'C,-C; alkyl; X denotas okYgen or

methylene;  R.. denotes C,=-C. alkyl or CFs4; Ry denotes a

— CH.a}"{4 group in which R, is (i) a pentagonal or

hexagonal aromatic heterocyclic group comprising one or
two nitrogen atoms and optionally fused with a:benzene

ring or <ii) a group having the formula

. _(CHz)a  Rs
G/
) \

R6

where n.= @ or 1, and Rz and R, independently denote
C,—-Cu alkyl or benzyl, and Rg and Ry also, together
with the nitrogen atom to which they are bonded, form.a
piperidino or pyrrolidino or morpholino or N-methyl

piperazino radical,

and their N-oxide 1f any and acid addition salts of
these derivatives and N-oxide, the derivatives being in
various stereoisomeric forms or in the- form of a

mixture of these forms, including the racemic form.

Of use in human or animal therapy.




