
EP 0 302 793 B1 Description The present invention relates to new
carboxyclic or heterocyclic derivatives and to a process for preparing
them. 5     More particularly, the invention relates to the novel
aminoalkoxyphenyl derivatives represented by the general formula: 10 [err]
15 in which: B              represents a -S-, -SO- or [err] group, [err],
which are identical or different, each denote hydrogen, a methyl or ethyl
radical or a 20                  halogen such as chlorine, bromine or
iodine, A             denotes a straight- or branched-alkylene radical
having from 2 to 5 carbon atoms or a 2-hydroxypropylene radical in which
the hydroxy is optionally substituted by a lower alkyl radical, [err]
denotes hydrogen or an alkyl radical 25    [err]           denotes a
pyridyl, phenyl, 2,3-methylenedioxyphenyl or 3,4-methylenedioxyphenyl radi-
cal or a phenyl group substituted with one or more substituents, which may
be identical or different, selected from halogen atoms, lower alkyl groups
or lower alkoxy groups, Alk           denotes a single bond or a linear- or
branched-alkylene radical having from 1 to 5 carbon atoms, 30    Cy
represents a group of formula: [err] 40 45 50 55 3    EP 0 302 793 B1 [err]
R             represents hydrogen, an alkyl radical, a cycloalkyl radical,
a benzyl radical or a phenyl radical optionally substituted with one or
more substituents, which may be identical or different, selected from
halogen atoms, for example fluorine, chlorine, bromine atoms 25
and from lower alkyl, lower alkoxy or nitro groups, [err]     are taken
together with the carbon atom to which they are attached to form: - an
optionally aromatic mono- or di-cyclic carbocyclic group having from 5 to
10 carbon atoms and optionally substituted by a R group in the a-position
with respect to the methyne group, 



30                      an optionally aromatic 5-membered heterocyclic
group, the heteroatoms or heterogroups being selected from the groups O, S,
N, [err] 35 in which [err] denotes hydrogen or a lower alkyl,phenyl,
benzyl,diphenylmethyl halogenobenzyl radical; O and N; O and [err] S and N;
S and [err] N and N; N and 50
[err] the heterocyclic group being optionally substituted by a R group in
the [err]-position with respect to the methyne group and optionally
substituted by one or two groups selected from lower alkyl and phenyl
groups, 55                    - an optionally aromatic 6- to 10-membered
mono- or di-cyclic heterocyclic group, the heteroatoms or heterogroups
being selected from the groups 0, S, N, 4    EP 0 302 793 B1 [err] O and N;
O and [err] S and N; S and 10 [err] 15                       N and N; N and
20                       the heterocyclic group being optionally
substituted by a R group in the a-position with respect to the methyne
group, [err]    which are the same or different, each represent hydrogen, a
lower alkyl radical or a phenyl radical or when they are taken together
with the carbon atoms to which they are attached, represent an optionally
aromatic 6-membered carbocyclic ring, 25    [err]            represents
oxygen or sulphur, Rio           represents oxygen, sulphur or a group 30
[err] [err]             which are identical or different, each represent
hydrogen, a lower alkyl radical or a benzoyl radical, with the proviso that
Cy does not represent a 1-indolizinyl group. 35    In the present context,
both in the description and in the claims, the following meaning attaches
to the terms stated above: "alkyl" denotes straight- or branched-saturated
aliphatic hydrocarbon residues having up to 8 carbon 



atoms, such as methyl, ethyl, n-propyl, isopropyl, n-butyl, isobutyl,
tert-butyl, n-pentyl, neopentyl, n-hexyl, n-heptyl or n-octyl, 40
"lower alkyl" denotes saturated aliphatic hydrocarbon residues having up to
4 carbon atoms, such as methyl, ethyl, n-propyl, isopropyl, n-butyl,
iso-butyl, tert-butyl or 1-methylpropyl, "lower alkoxy" denotes a hydroxy
group substituted with a lower alkyl group as defined above, "cycloalkyl"
denotes an alicyclic ring having from 3 to 6 carbon atoms. Thus, taking
into account the meanings given above: 45    R         can denote, in
particular, a methyl, ethyl, n-propyl, isopropyl, n-butyl, isobutyl,
tert-butyl, 1- methylpropyl, n-pentyl, neopentyl, phenyl, monofluoro-,
monochloro- or monobromophenyl, difluoro-, dichloro- or dibromophenyl,
monomethyl- or dimethylphenyl, or monomethoxy- or dimethoxyphenyl radical ,
a methylphenyl radical substituted with a halogen atom or a cyclopropyl
radical, 50    A         can denote, in particular, a 1,2-ethylene,
1,3-propylene, 2-methyl-1,3-propylene, 1,4- tetramethylene or
1,5-pentamethylene chain, Alk - [err]   can denote, in particular, phenyl,
benzyl or phenethyl radical, a methoxyphenyl or dimethox- yphenethyl, for
example 3,4-dimethoxyphenethyl radical, a dimethylphenethyl, dimethox-
yphenyl, dimethoxybenzyl or pyridylethyl radical or a phenethyl radical
substituted in the 55              aromatic portion, with methyl and
methoxy radicals, [err]        can denote, in particular, a methyl, ethyl,
n-propyl, isopropyl, n-butyl, isobutyl, tert-butyl, n- pentyl, neopentyl,
n-hexyl, n-heptyl or n-octyl radical, Cy        can denote, in particular,
a phenyl, cyclohexenyl, indenyl, naphthyl, dihydronaphthyl, pyridyl, 5
EP 0 302 793 B1 dihydropyridyl, furyl, dihydrofuryl, thienyl,
dihydrothienyl, pyrrolyl, dihydropyrrolyl, pyrazolyl, imidazolyl,
pyrimidyl, pyrazinyl, pyridazinyl, oxazolyl, isoxazolyl, thiazolyl,
benzofuryl, ben- zothienyl, indolyl, benzimidazolyl, benzoxazolyl,
quinolinyl, benzisoxazolyl, cinnolinyl, quinox- alinyl, quinazolinyl,
indolizin-3-yl, thienopyridyl, tetrahydrothienopyridyl, pyrrolopyridyl, 5
pyrazolopyridyl,  pyrrolopyridazinyl, imidazopyridyl,  dihydrofuranonyl,
imidazolinonyl, chromonyl. A particularly valuable class of compounds of
formula (1) are those in which Cy represents a indolizin-3- yl group.
Another class compounds are those in which [err] each are hydrogen. 10
Particularly useful compounds of formula (1) are those in which the chain
[err] 15 represents a [N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]
propyloxy group. Other valuable compounds of formula (1) are those in which
R represents an isopropyl or cyclopropyl group. 20     The invention also
relates to the pharmaceutically acceptable salts of the compounds of
formula (1) 



formed with an organic or inorganic acid. As examples of organic salts of
this type, there may be mentioned the oxalate, maleate, fumarate,
methanesulphonate, benzoate, ascorbate, pamoate, succinate, hexamate,
bismethylenesalicylate, ethanedisulphonate, acetate, propionate, tartrate,
salicylate, citrate, gluconate, lactate, malate, cinnamate, 25 mandelate,
citraconate, aspartate, palmitate, stearate, itaconate, glycolate,
p-aminobenzoate, glutamate, benzenesulphonate and theophyllineacetate, as
well as the salts formed with an amino acid such as the lysine or histidine
salt. As examples of inorganic salts of this type, the hydrochloride,
hypobromide, sulphate, sulphamate, phosphate and nitrate may be mentioned.
30     Another object of the invention relates to the N-oxide derivatives
of the compounds of formula (1). The compounds of formula (1) can exist, in
some cases, in the form of optical isomers, in particular as a result of
the asymetric carbon present when A represents a 2-hydroxypropylene chain.
The invention relates, at the same time, to all the isomers of the compound
of formula (1), the isomers being considered in the dextrorotatory or
laevorotatory form, or in the form of a mixture, for example in the 36 form
of a racemic mixture. It has been found that the aminoalkoxyphenyl
derivatives of the invention possess exceptional phar- macological
properties, especially calcium transport inhibitory properties, as well as
bradycardic, hypoten- sive and antiadrenergic properties. From this
viewpoint, the preferred compounds of the invention are those in which B
represents a [err] 40 group. These properties are capable of making the
compounds in question very useful on the treatment of certain pathological
syndromes of the cardiovascular system, especially in the treatment of
angina pectoris, hypertension,arrhythmia and cerebral circulatory
insufficiency. In the antitumour field, the compounds of the invention may
be useful as potentiators of anticancer 45  drugs. Consequently, the
invention also relates to  pharmaceutical or veterinary compositions
containing, as active principle, at least one aminoalkoxyphenyl derivative
of formula (1) or a pharmaceutically acceptable salt of this derivative, or
an N-oxide derivative thereof, in combination with a pharmaceutical vehicle
or a suitable excipient. so     Depending on the administration route
selected, the daily dosage for a human being weighing 60 kg will be between
2 and 500 mg of active principle. The compounds of formula (1) can be
obtained: I. When B represents a -S- or -SO2- group and A represents an
alkylene radical, by condensing, in the presence of an acid acceptor and in
a polar solvent such as dimethylsulphoxide or an alcohol, for example 55
butanol, or a ketone such as methyl ethyl ketone, or a non-polar solvent
such as an aromatic hydrocarbon, for example benzene, toluene or xylene, a
4-alkoxyphenyl derivative of general formula: 6    EP 0 302 793 B1 [err] 



10  in which B represents a -S- of [err] group, Cy, [err] have the same
meaning as above, A represents an alkylene radical as defined in the
formula (1) and X  represents a halogen atom, preferably bromine, or an
alkylsulphonyloxy group having from 1 to 4 carbon atoms such as for
example, methanesulphonyloxy, or an arylsulphonyloxy group having from 6 to
10 carbon atoms, such as benzenesulphonyloxy or p-toluenesul- phonyloxy,
with an amine of general formula: 15 [err] 20 in which [err] Alk, [err]
have the same meaning as above to form the desired aminoalkoxyphenyl
derivative of formula (1) in the form of a free base. 25    In general, the
condensation in question is performed at a temperature between
room-temperature and the refluxing-temperature of the medium, the acid
acceptor being, for example, an alkali metal carbonate or hydroxide or an
excess of amine of formula (3). The compounds of formula (2) in question
can be obtained: a) when X is a halogen, by condensation of a
4-hydroxyphenyl derivative of general formula: 30 35
Cy-B'-                             [err] 40   in which Cy, B', [err] have
the same meaning as above, with a dihaloalkane of general formula Hal-A-Hal
(5) in which A denotes an alkylene radical as defined in the formula (1)
and Hal denotes a halogen atom, 45    preferably bromine, this reaction
being performed under reflux in a solvent such as methyl ethyl ketone or
N,N-dimethylformamide and in the presence of a basic agent such as an
alkali metal carbonate, for example potassium carbonate, an alkali metal
hydride such as sodium hydride, an alkali metal hydroxide, for example
sodium or potassium hydroxide, or an alkali metal alcoholate, for example
sodium methylate or ethylate, so    b) when X denotes an alkylsulphonyloxy
or arylsulphonyloxy group, by condensation of a halide of general formula:
Hal-W 55   in which Hal has the same meaning as above and W denotes an
alkylsulphonyl radical having from 1 to 4 carbon atoms, for example
methanesulphonyl, or an arylsulphonyl radical having from 6 to 10 carbon
atoms, for example benzenesulphonyl or p-toluenesulphonyl, in a solvent
which is an acid receptor, for example pyridine, with a 4-hydroxyalkoxy
derivative of general formula: 7    EP 0 302 793 B1 [err] 10 in which Cy,
B., [err] have the same meaning as above and A denotes an alkylene radical
as defined in formula (1). As regards the compounds of formula (6), these
can be prepared by condensing, in a suitable solvent 



such as N,N-dimethylformamide and in the presence of a basic agent such as
an alkali metal carbonate, for 15 example potassium carbonate, an alkali
metal hydroxide such as sodium or potassium hydroxide, an alkali metal
hydride such as sodium hydride or an alkali metal alcoholate, for example
sodium methylate or ethylate, a 4-hydroxyphenyl derivative of formula (4)
above with a halogenated alcohol of general formula: Hal-A-OH   (7) 20 in
which A denotes an alkylene radical as defined in the formula (1) and Hal
has the same meaning as above. Compounds of formula (4) are known products,
for instance those compounds in which Cy represents a benzofuryl or
benzothienyl group and B' represents a [err] group. These compounds are
disclosed in US 25 patent No. 4, 117, 128. The other compounds of formula
(4) can be prepared in a general procedure, by adapting to the desired
compound the method described in the aforesaid US patent or the methods
described hereunder. In most cases, those compounds of formula (4) can be
obtained by fixing a 4-0-protected benzenesul- phonyl or phenylthio chain
to the required carbocycle or heterocycle using a Friedel-Crafte reaction
and 30 deprotecting the oxygen in the 4-position of the benzenesulphonyl or
phenylthio group by means of classical procedures to regenerate the OH
group. Hereunder are examples of methods commonly used for preparing
derivatives of formula (4): a) Compounds of formula (4) in which Cy
represents a group (D) 35 1) The compounds of formula (4) in which Cy
represents a 2-R-indolizin-3-yl group can be prepared by reacting an
indolizine derivative of general formula: [err] 45 in which R has the same
meaning as above and [err] represents a lower alkyl radical preferably
ethyl, with a halide of general formula: 50 55
[err] 8    EP 0 302 793 B1 in which B', [err] and Hal have the same meaning
as above and in the presence of a Friedel-Crafts catalyst such as aluminium
chloride to provide a compound of general formula: COOR 5
[err] R in which B', R, [err] have the same meaning as above. 15       The
compound of formula (10) is subsequently demethylated using an
ethanethiol/aluminium chloride mixture to give a 4-methoxyphenyl derivative
of general formula: [err] 



20 25 in which B', R, [err] have the same meaning as above which, when
heated to about 200 C 30    provides the required compound of formula (4).
The compounds of formula (8) are either known compounds having been
published In J. Chem. Soc. 1962 pp. 2627-2629 or compounds which can be
prepared in accordance with the method described therein. 2) The compounds
of formula (4) in which Cy represents a 2-R-imidazo[1,2-a] pyrid-3-yl group
can be 35    prepared from a 2-R-imidazo[1,2-a]pyridine with a halide of
formula (9) and in the presence of a Friedel- Crafts catalyst such as
aluminium chloride to provide a compound of general formula: 40
[err] in which B', [err] have the same meaning as above. The compound of
formula (12) is subsequently demethylated using an appropriate agent for
instance so    hydrobromic acid or an ethanethiol/aluminium chloride
mixture to give the required compound of formula (4).
2-Aryl-imidazo[1,2-a]pyridines are known from J. Med. Chem. 8, p. 305
(1965). The other 2-R- imidazo[1,2-a]pyridines can be obtained in
accordance with the method described in the aforesaid reference or using
classical procedures. 55       Alternatively, the compounds of formula (12)
can be obtained from a 2-R-3-halo-imidazo[1,2-a]- pyridine and the alkali
metal salt of a 4-methoxy derivative of formula (15). 3) The compounds of
formula (4) in which Cy represents a pyridyl or 3-R-4-pyridyl group can be
obtained by demethylating with an appropriate agent such as aqueous
hydrobromic acid, a 4-methox- 9    EP 0 302 793 B1 yphenyl derivative of
general formula: [err] 15   in which B', [err] have the same meaning as
above and R has the same meaning as above with the exception of hydrogen,
to provide the required compounds of formula (4). The compounds of formulae
(13) and (13) in which B' represents a [err] group can be prepared by
oxidizing a sulfide derivative of general formula: 20 [err] 25 30 in which
[err] have the same meaning as above and R has the same meaning as in
formula (13) or (13'). Compounds of formula (14) are known having been
described in US patent No. 4, 128, 552. The 35    other compounds of
formula (14) can be obtained in accordance with the method described in the
aforesaid US patent while those compounds of formula (14) can be prepared
from a 3-R-pyridine, in 



which R is other than hydrogen, by oxidation with hydrogen peroxide in
acetic acid to provide the corresponding 3-R-pyridine-N-oxide which when
reacted with a nitric acid/sulphuric acid mixture gives rise to the
corresponding 3-R-4-nitro-pyridine-N-oxide. 40       This nitro derivative
is then reacted first with acetyl bromide, then with iron powder in acetic
acid to give the corresponding 3-R-4-bromo-pyridine which, when treated
with a thiophenol derivative of general formula: 45 [err] so in which [err]
have the same meaning as above and M represents an alkali metal atom such
as sodium, provides the required compound of formula (14'). 55    4) The
compounds of formula (4) in which Cy represents a 2-R-quinolin-3-yl group
can be prepared by reacting an a-haloketone of general formula: 10    EP 0
302 793 B1 [err] in which R and Hal have the same meaning as above, with a
metal derivative of general formula: 10                       [err] 15 in
which M, B', [err] have the same meaning as above and Ts represents a
p-toluenesulphonyl group, to provide a ketone of general formula: 20
[err] 25 in which B', R, [err] and Ts have the same meaning as above. This
ketone of formula (18) when treated with 2-amino-benzaldehyde [Helv. Chem.
Act. vol. XVIII, p. 1235 30    (1935)] gives the 4-methoxyphenyl derivative
of general formula: 35                                  [err] 40 in which
B', R, [err] and Ts have the same meaning as above, which is subsequently
hydrolysed In basic medium for instance in aqueous alkali metal hydroxide,
to provide the required compound of formula (4). 5) The compounds of
formula (4) in which Cy represents a 3-R-cinnolin-4-yl or 4-R-cinnolin-3-yl
group 45    can be obtained by reacting a 3-R-4-halogeno-cinnoline (J.
Chem. Soc. 1953, p. 609) with a thiophenol derivative of general formula:
[err] 55 in which M, [err] and Ts have the same meaning as above and B'
represents a -S- group to provide the 4-tosyloxyphenyl derivative of
general formula: 11 



EP 0 302 793 B1 15 in which R, [err] and Ts have the same meaning as above
and B' represents a -S- group. The 4-tosyloxyphenyl derivative of formula
(21) or (21') is subsequently hydrolysed in basic medium for instance in
aqueous alkali metal hydroxide to give the required compound of formula (4)
in which B' represents a -S-group. 20    Compounds of formula (20) in which
-OTs is replaced by [err] can also be used. In such case the corresponding
compound of formula (21) or (21') is demethylated using for instance
hydrobromic acid. The sulphide derivative of formula (21) or (21') when
oxidized with a suitable agent such as hydrogen peroxide in acetic acid or
potassium permanganate, provides the compound of formula (21) or (21') In
which B' represents a [err] group, which compound after hydrogenation on a
catalyst such as palladium 25    charcoal or platinum charcoal gives the
required compounds of formula (4) in which B' represents a [err] group.
Altematively the compounds of formula (4) in question in which B'
represents a [err] group can be obtained from a 3-R-4-halogeno-cinnoline or
a 4-R-3-halogeno-cinnoline by reacting with a benzenesul- phonyl derivative
of general formula (20) in which B' represents a [err] group to obtain a
compound of 30   formula (21) or (21') in which B' represents a [err] group
which is detosylated as described above to provide the required compound of
formula (4). 6) The compounds of formula (4) in which Cy represents a
6-R-pyrroIo[1,2-b]pyridazin-5-yl group can be prepared by reacting a
3-halogenomethyl-pyridazine with a metal derivative of formula (17) to
provide a pyridazine derivative of general formula: 35 [err] 45   in which
B', [err] and Ts have the same meaning as above, which is subsequently
reacted with an [err]- haloketone of formula (16) in the presence of a
non-nucleophilic base such as for example 1,8- diazabicyclo[5,4,0]
undec-7-ene to give the pyrrolo [1,2-b]pyridazine derivative of general
formula: 50 55 12    EP 0 302 793 B1 [err] 10 in which B', R, [err] and Ts
have the same meaning as above. The tosyl derivative of formula (23) is
then hydrolysed in a basic medium for instance aqueous alkali 15    metal
hydroxide, to provide the required compound of formula (4).
3-Chloromethyl-pyridazine is a known compound having been published in
Khim. Geterot. Sikl. 



Soedin. 3, pp. 412-414 (1970). 7) The compounds of formula (4) in which Cy
represents a 2-R-pyrazolo [1,5-a]pyrid-1-yl group can be prepared, in
accordance with the method described in European patent application
EP-A-121, 197, by 20   treating a 2-R-pyrazolo[1,5-a]pyridine with a halide
of formula (9) in the presence of a Friedel-Crafts catalyst such as for
example aluminium chloride, to provide the 4-methoxyphenyl derivative of
general formula: 25 [err] 30 in which B', R, [err] have the same meaning as
above. 35       The pyrrolopyridine derivative of formula (24) is then
demethylated for Instance by using pyridine hydrochloride at [err] to
provide the required compound of formula (4). 8) The compounds of formula
(4) in which Cy represents a phenyl group can be prepared by reacting
benzene with a halide of formula (9) in the presence of a Friedel-Crafts
catalyst such as aluminium chloride, to provide the required compound of
formula (4). 40    9) The compounds of formula (4) in which Cy represents a
2-R-phenyl group or a 1-R-2-naphthyl group can be prepared by treating a
halide of general formula: R 45 [err] 50 in which B', R and Hal have the
same meaning as above and [err] each represent hydrogen or are taken
together with the carbon atom to which they are attached to form a phenyl
group, with a methoxyphenyl derivative of general formula: 55 13    EP 0
302 793 B1 R1 [err] 10   in which [err] have the same meaning as above, in
the presence of a Friedel-Crafts catalyst such as aluminium chloride, to
obtain the compounds of general formula: [err] 20 in which B', R, [err]
have the same meaning as above and  [err] have the same meaning as in
formula (25). 25       The compounds of formula (27) are then demethylated
using for instance aqueous iodhydric acid to provide the required compound
of formula (4). Compounds of formula (25) are known products having been
described in C.A. 81, 63285g, or can be obtained in accordance with known
procedures. 



Alternatively the compounds of formula (27) in which [err] are each
hydrogen and B' 30   represents a [err] group can be prepared by treating
the alkali metal derivative of a 2-R-benzenesul- phonate, with a phenyl
derivative of formula (26) in the presence of methansulphonic
acid/phosphorous pentoxide, in accordance with the method described in
Communications, April 1984, p. 323. In accordance with another process, the
compounds of formula (4) in which Cy represents a 2- naphthyl group and B'
represents a -SO2- group can be obtained by reacting a 2-halogenosulphonyl
35    naphthalene with a [err]-phenol derivative. This sulphonate
derivative is then re-arranged in the presence of aluminium chloride to
obtain a complex which is treated by an acid such a hydrochloric acid to
provide the required compound of formula (4). 10) The compounds of formula
(4) in which Cy represents an optionally mono- or di-substituted 2-R-4,5-
dihydro-furan-3-yl group can be prepared by heating a ketone derivative of
formula (18) with a 1,2- 40    dihalogenoethane of general formula: [err]
(28) in which [err]  which are the same or different, each represent
hydrogen, a lower alkyl radical or so    a phenyl radical, in the presence
of a basic agent such as an alkali metal carbonate, to obtain a
cyclopropane derivative of general formula: 55 14    EP 0 302 793 B1 [err]
10 in which B', R, [err] and Ts have the same meaning as above. The
cyclopropane derivative of formula (29) is subsequently heated between 100
and [err] in the presence of a phase transfer catalyst such as for instance
triphenylphosphine or tricaprylylmethyl ammonium chloride to provide a
4-tosyloxyphenyl derivative of general formula: 15 [err] 20 25   in which
B', R, [err] and Ts have the same meaning as above and the said
4-tosyloxyphenyl derivative is then detosylated by treatment with a basic
agent such as an alkali metal hydroxide, to provide the required compound
of formula (4). 11) The compounds of formula (4) in which Cy represents an
optionally mono- or di- substituted 2-R- furan-3-yl group can be obtained
by oxidizing for instance with manganese oxide, a 4,5-dihydrofuran 30
derivative of formula (30) to obtain a furan derivative of general formula:
[err] 35 40 in which B', R, [err] and Ts have the same meaning as above,
which furan derivative is subsequently treated with a basic agent such as
an alkali metal hydroxide, to obtain the required 



compound of formula (4). 45    12) The compounds of formula (4) in which Cy
represents a 2-R-furan-3-yl or 2-R-thien-3-yl or 2-R- pyrrol-3-yl group can
be prepared by reacting a compound of general formula: [err] 55   in which
R has the same meaning as above and Q represents -0, -S or 15    EP 0 302
793 B1 [err] 5    with a halide of formula (9) and in the presence of a
Friedel-Crafts catalyst such as aluminium chloride to obtain a 4-methoxy
derivative of general formula: [err] 15 in which B', R, [err] and Q have
the same meaning as above, which is subsequently decarboxylated by heating
and demethylated with an appropriate agent such as pyridine hydrochloride
or aqueous 20    hydrobromic acid, to provide the required compound of
formula (4). Alternatively, the compounds of formula (4) in which Cy
represents an optionally substituted 2-R- furan-3-yl group can be prepared
by oxidizing, for instance with manganese oxide, a sulphide derivative of
formula (30) to obtain an optionally substituted
2-R-3-(4-tosyloxybenzenesulphonyl)furan derivative which is subsequently
treated by a basic medium for instance an alkali metal hydroxide, to
provide the 25   required compound of formula (4). 13) The compounds of
formula (4) in which Cy represents a 1 -R-imidazol-2-yl or 1
-R-benzimidazol-2-yl group can be obtained by reacting a 1 -R-imidazole or
1-R-benzimidazole with a halide of formula (9) in the presence of a
Friedel-Crafts catalyst such as aluminium chloride, to obtain a compound of
general formula: 30 [err] 40   in which B', R, [err] have the same meaning
as above,   [err] each represent hydrogen or are taken together with the
carbon atoms to which they are attached to form a phenyl group which is
subsequently demethylated using an ethanethiol/aluminium chloride mixture
or 2-mercaptoethanol in the presence of sodium hydride to obtain the
required compound of formula (4). Compounds of formula (34) in which [err]
is replaced by -O Benzyl can also be used. In such case the 45
compounds  of formula (34) in question are debenzylated using for instance
palladium  charcoal for obtaining the required compound of formula (4).
When R represents hydrogen, imidazole or benzimidazole is protected in the
1 -position with an appropriate N-protecting group for instance a benzyl
group which can subsequently be removed, if desired, using classical
procedures. 50    14) The compounds of formula (4) in which Cy represents
an optionally substituted 5-R-isoxazol-4-yl derivative can be prepared by
reacting an isoxazole derivative of general formula: 30
[err]                       (35) 



EP 0 302 793 B1 in which B', R, [err] and Hal have the same meaning as
above with a 4-methoxy derivative of formula (26) in the presence of a
Friedel-Crafts catalyst such as aluminium chloride to obtain the compounds
of general formula: 5 R [err] 15   in which B', R,[err] have the same
meaning as above, which is demethylated, using for instance aluminium
chloride, to provide the required compound of formula (4). Compounds of
formula (35) are known products having been described in Gazz. Chim. Ital.
76, 30 (1946) while the other compounds of formula (35) can be obtained in
accordance with the method described therein or classical methods. 20
Alternatively, the compounds of formula (36) in which [err] represents
hydrogen and B' represents a [err] group, can be obtained in accordance
with the method described in J. Hetero. Chem. 23, 1363 (1986) by reacting a
1-(4-methoxy-benzenesulphonyl)-2-NN-dimethylaminoethene with hydroxylamine.
Similarly, compounds of formula (36) in which B' represents a [err] group,
[err] is other than hydrogen and in which [err] is replaced by -O Tosyl can
be used for obtaining the corresponding compounds of 25   formula (4).
These 3-substituted -5-R-3-(4-0-Tosyl)-benzenesulphonyl isoxazole
derivatives can be pre- pared in accordance with the method described in
Gazz. Chim. Ital. 98, 656 (1968) i.e. by reacting a benzenesulphonyl-ketone
and an hydroxamic acid derivative. 15) The compounds of formula (4) in
which Cy represents a 5-R-pyrazol-4-yl group can be prepared by reacting a
compound of general formula: 30 [err] 35 2 40 in which B', R, [err] and Ts
have the same meaning as above, with hydrazine, to obtain the required
compound of formula (4). The compounds of formula (37) are compounds which
can be prepared in accordance with J. Hetero. Chem., 23, 1363 (1986) i.e.
from a N,N-dimethylaminoethene derivative and hydrazine. 45
Alternatively the compounds of formula (4) in which Cy represents a
5-R-pyrazol-4-yl group can be directly obtained from a compound of general
formula: 50                 [err] 55 in which R and Ts have the same
meaning as above, and hydrazine in excess. The compounds of 17   



EP 0 302 793 B1 formula (38) can be prepared in accordance with the method
described in J. Hetero. Chem. 23, 1363 (1986) cited above. 16) The
compounds of formula (4) in which Cy represents a 1 [err]-2-R-indol-3-yl or
1-[err]-3-R-indol-2-yl derivative can be prepared: 5       a) when [err]
represents hydrogen, by reacting p-methoxythiophenol substituted by [err]
groups, with 2-R-indole or 3-R-indole in the presence of iodine, to provide
an indole derivative of general formula: 70 [err] 15 in which R, [err] have
the same meaning as above, which can then be oxidized with 3- 20
chloroperbenzoic acid to provide the sulphonyl derivatives of general
formula: 25                                    [err] 30 in which R, [err]
have the same meaning as above. The compounds of formulae (39) and (40) can
subsequently be demethylated using 2-mercap- toethanol in the presence of
sodium hydride to provide the required compounds of formula (4). 35      b)
when  [err] is other than hydrogen, by treating a compound of formula (39)
or (40) with an iodide of formula [err]-l in which [err] is other than
hydrogen and demethylating the 1-substituted derivative so obtained with
2-mercaptoethanol in the presence of sodium hydride, to provide the
required com- pounds of formula (4). 17) The compounds of formula (4) in
which Cy represents a 2-R-5-[err]-4,5,6,7-tetrahydro-thieno[3,2-c]- 40
pyrid-3-yl group and B' represents a -SO2- group can be prepared by
reacting a 2-R-5-[err]-4,5,6,7- tetrahydro-thieno[3,2-c] pyridine in which
[err] is other than hydrogen with a compound of general formula 45 [err]
(41) 50 in which [err], M and Bz have the same meaning as above, in the
presence of methanesulphonic acid/phosphorous pentoxide to obtain a
tetrahydrothienopyridine of general formula: 55 18    EP 0 302 793 B1 [err]
10 in which R, [err] have the same meaning as above and [err] has the same
meaning as above with the exception of hydrogen. The compounds of formula
(42) are then hydrolysed in the presence of a basic agent such as an alkali



metal hydroxide to provide the required compounds of formula (4) in which
[err] 1 is other than hydrogen. 15    Starting
2R-5-[err]-4,5,6,7-tetrahydro-thieno[3,2-c]pyridines are known compounds
having been described in Heterocycles, 22, 1235 (1984) or can be prepared
in accordance with the method described therein. 18) The compounds of
formula (4) in which Cy represents a 2-R-thieno[3,2-c] pyrid-3-yl group can
be prepared by hydrolising a compound of formula (42) in which [err]
represents a benzyl or halobenzyl radical and further reacting the
4-hydroxybenzenesulphonyl derivative so obtained with palladium 20
charcoal in diphenylether to provide the required compound of formula (4).
19) The compounds of formula (4) in which Cy represents a 5-R-thiazol-4-yl
group can be prepared by demethylating a compound of general formula: 25
[err] 30 in which B', R, [err] have the same meaning as above, using
hydrobromic acid in acetic acid, to 35    provide the required compounds of
formula (4). The compounds of formula (43) can be obtained in accordance
with the method described in Tetrah. Lett. 1972, p. 2777 i.e. from a
sulphonylmethyllsocyanideand a thioglycolic acid derivative. 20) The
compounds of formula (4) in which Cy represents a 1-[err]-5-R-imidazol-4-yl
group can be obtained by demethylating with 2-mercaptoethanol in the
presence of sodium hydride, a compound of 40    general formula: [err] in
which B', R, [err],  have the same meaning as above, to provide the
required compounds of formula (4). 55    The compounds of formula (44) can
be obtained in accordance with the method described in Tetra- hedron Lett.
23, pp. 2373-2374 (1972) i.e. from a sulphonylmethylisocyanide and an
lmidazol derivative. 21) The compounds of formula (4) in which B'
represents a [err] group and Cy represents a group of formula (D) in which
[err] are taken together with the carbon atom to which they are attached to
19    EP 0 302 793 B1 form a non aromatic mono- or di-cyclic carbocyclic
group having from 5 to 10 carbon atoms and optionally substituted by a R
group in the [err]-position with respect to the methyne group, for instance
a 3- R-inden-2-yl, 2-R-cyclohexen-1-yl or 1-R-3,4-dihydro-naphth-2-yl group
can be prepared, in accordance with the method described in J. Org. Chem.
vol. 35, No. 12, pp. 4217-4222 (1970) by heating a 5    compound of general
formula: [err] in which [err] are taken together with the carbon atom to
which they are attached to form a group is   having from 5 to 10 carbon
atoms and optionally substituted by a R group in the [err]-position with
respect to the methyne group, with a halide of 4tosyloxybenzene substituted
by [err] groups in an appropriate solvent such as benzene and in the
presence of anhydrous cupric chloride and triethylamine, to obtain a
4-tosyloxyphenyl derivative of general formula: 



20 [err] in which [err] and Ts have the same meaning as above and [err]
have the same meaning as In so   formula (37) which is then detosylated
using an appropriate agent such as an alkali metal hydroxide to obtain the
required compound of formula (4). b) Compounds of formula (4) in which Cy
represents a group (E). 35     The compounds of formula (4) in which Cy
represents a 2-R-imidazol-1-yl or 2-R-benzimidazol-1-yl group can be
obtained by reacting a 2-R-imidazole or 2-R-benzimidazole with a halide of
formula (9) in the presence of a Friedel-Crafts catalyst such as aluminium
chloride, to provide a compound of general formula 40 [err] 45 50 in which
B, R, [err] have the same meaning as above and  [err] each represent
hydrogen or are taken together with the carbon atoms to which they are
attached to form a phenyl group. The compound of formula (47) is then
demethylated using an appropriate agent for instance an 55
ethanethiol/aluminium chloride mixture to give the required compound of
formula (4). 20    EP 0 302 793 B1 c) Compounds of formula (4) in which Cy
represents a group (F) The compound of formula (4) in which Cy represents
for instance a 2-R-chromon-3-yl group and B' represents a -SO2- group can
be prepared by reacting a 2-R-3-halogeno-chromone with a 4-methoxy 5
derivative of formula (9) in which B' represents a -SO2- group, in the
presence of a Friedel-Crafts catalyst such as aluminium chloride, to obtain
the chromone derivative of general formula: 10                 [err] in
which R, [err] have the same meaning as above, which is optionally
demethylated using for instance aqueous hydrobromic acid or pyridine
hydrochloride, to provide the required compound of formula 20  (4). d)
Compounds of formula (4) in which Cy represents a group (G) The compounds
of formula (4) in which Cy represents an optionally substituted
5-R-2,3-dlhydro-furan-2- 25 one-4-yl can be prepared by reacting, in basic
medium, for instance potassium carbonate, a ketone of formula (18) with a
2-halogenoacetate of general formula: 30                              [err]
in which Hal, [err] have the same meaning as above, to obtain a ketoester
which is first hydrolysed 35 in basic medium and then treated with a strong
acid to provide the carboxylic acid derivative of general formula: [err] 45
in which B', R, [err] have the same meaning as above. 



The acid of formula (50) when treated with trifluoroacetic acid or thionyl
chloride provides the required so compound of formula (4). e) Compounds of
formula (4) in which Cy represents a group (H) The compounds of formula (4)
in which Cy represents an optionally substituted 5-R-1,3-dihydro-2H- 55
imidazol-2-one-4-yl can be obtained by reacting a 5-R-imidazol-2-one with a
halide of formula (9) to obtain a compound of general formula: 21    EP 0
302 793 B1 [err] in which R, [err] and B' have the same meaning as above
which is subsequently demethylated using appropriate procedures such as in
the presence of iodhydric acid, pyridine hydrochloride or hydrobromic acid,
to obtain the required compound of formula (4). 15 As an alternative
procedure, the compounds of formula (4) in question can be prepared by
adapting the method similar to that described in J. Am. Chem. Soc. 68, p.
2350 (1946). According to an alternative method, the compounds of formula
(1) in which B represents a -S- or [err] group and A represents an alkylene
radical, preferably those in which A represents a propylene radical, can
also be obtained by reacting, in the presence of a basic agent such as an
alkali metal carbonate, for 20 example potassium carbonate, an alkali metal
hydroxide such as sodium or potassium hydroxide, an alkali metal hydride
such as sodium hydride or an alkali metal alcoholate, for example sodium
methylate or ethylate, a 4-hydroxyphenyl derivative of formula (4) above
with a compound of general formula: [err] 30  in which X has the same
meaning as above and preferably represents chlorine or a
benzenesulphonyloxy or p-toluenesulphonyloxy radical, A represents an
alkylene radical and [err] Alk, [err] have the same meaning as above, the
reaction taking place at a temperature between room-temperature and the
refluxing temperature of the medium and in a polar solvent such as methyl
ethyl ketone or dimethylsulphoxide to form the desired aminoalkoxyphenyl
derivative of formula (1) in the form of the free base. 35       When [err]
represents hydrogen, the nitrogen atom is preferably protected by a labile
group for instance a protecting group which can be eliminated in basic
medium for example the tertiobutoxycarbonyl (BOC) group. The compounds of
formula (52) are products which are known or which can be prepared by known
methods. 40 The compounds of formula (1) in which Cy represents a group
(E), A represents an alkylene chain and B represents a -S- or -SO2- group
can also be prepared by reacting a 2-R-imidazole or 2-R-benzimldazole with
a halide of general formula: 45 [err] 50 in which B, [err], Hal and X have
the same meaning as above and A represents an alkylene chain, in the
presence of an acid acceptor such as triethylamine to obtain a compound of
general formula: 



55 22    EP 0 302 793 B1 [err] in which B' R, [err] and X have the same
meaning as above,  [err] each represent hydrogen or are taken together with
the carbon atom to which they are attached to form a phenyl group and A
represents an 15  alkylene chain, which compound is subsequently reacted
with an amine of formula (3) to obtain the required compound of formula (1)
in the form of a free base. Similarly, the compounds of formula (1) in
which Cy represents an optionally mono- or di- substituted 2-
R-4,5-dihydro-furan-3-yl group, A represents an alkylene chain and B
represents a -S- or [err] group, can be prepared by hydrolysing a
cyclopropane derivative of formula (29) in the presence of an aqueous
alkali 20  metal hydroxide solution to provide a 4-methoxyphenyl derivative
of general formula: 25                  [err] 30 in which B', R, [err] have
the same meaning as above, which is then reacted: - with a dihaloalkane of
formula (5) and the resulting product with an amine of formula (3) or 35
- with a compound of general formula (52), to provide an aminoalkoxyphenyl
derivative of general formula: [err] in which B', R, [err] have the same
meaning as above and A represents an alkylene chain. 50     The
cyclopropane derivative of formula (56) is subsequently heated between 100
and 130 C in the presence of a phase transfer catalyst such as for instance
triphenylphosphine or tricaprylylmethyl ammo- nium chloride to provide the
required 2,3-dihydrofuran derivative of formula (1) in the form of a free
base. 11. When B represents a -SO- group, by treating, with an oxidizing
agent, a sulphide of formula (1) in which B represents a -S- group, this
compound of formula (1) being in the form of the free base of a salt
thereof 55  so as to obtain the required compound in the form of the free
base or a salt thereof. Where the required compound is provided in the form
of a salt, the free base thereof can be recovered by treatment with a basic
agent such as an alkali metal carbonate for example potassium carbonate or
an alkali metal bicarbonate for example sodium bicarbonate. 23    EP 0 302
793 B1 Generally, the reaction takes place in water or in an organic
solvent such as methylene chloride and in the presence of a suitable
oxidizing agent such as for example sodium periodate, potassium
permanganate or 3-chloroperbenzoic acid. Depending on the oxidizing agent
used, mixtures of sulphoxides or sulphones can be obtained. These 



5  mixtures can be separated by conventional procedures for instance by
chromatography. III. When B represents a -S- or [err] group and A
represents an optionally substituted 2-hydroxy-propylene chain, by reacting
under reflux a 4-hydroxyphenyl derivative of formula (4) with an
epihalohydrin, such as epichlorhydrin or epibromhydrin in dextrorotatory or
laevorotatory form or in the form of a mixture of these isomers, for
example in racemic form, and in the presence of a basic agent such as an
alkali metal 10 carbonate, for example potassium carbonate, an alkali metal
hydroxyde, for example sodium or potassium hydroxide, an alkali metal
hydride, such as sodium hydride or an alkali metal alcoholate, for example
sodium methylate of ethylate, and in a polar solvent such as methyl ethyl
ketone to give the oxiranyl- methoxy derivatives of general formula: [err]
26 in which Cy, B', [err] have the same meaning as above. The
oxyranylmethoxy derivatives of formula (57) are then treated under reflux
with an amine of formula (3), this being performed in a polar solvent such
as methyl ethyl ketone or in an excess of amine of formula (3) to give the
desired compound of formula (1) in the form of the free base In which A
represents a 2- hydroxypropylene chain which can be reacted, If desired,
with a lower alkyl halide in the presence of a 30 strong base to provide
the compound of formula (1) in the form of the free base in which A
represents a 2- hydroxypropylene chain in which the hydroxy is substituted
by a lower alkyl radical. In some cases, by-products may be formed in
parallel with the compounds of formula (57) above, on this case
4-(3-halo-2-hydroxypropoxy)benzenesulphonyl derivatives. On reaction with
the arnine of formula (3), these derivatives will nevertheless give rise to
the desired 36 compounds of formula (1) in which A represents a
2-hydroxypropylene chain. The compounds of formula (1) thereby obtained in
the form of the free base can then be converted to pharmaceutically
acceptable salts by reaction with a suitable organic or inorganic acid, for
example oxalic, maleic, fumaric, methanesulphonic, benzoic, ascorbic,
pamoic, succinic, hexamic, bismethylenesalicylic, ethanedisulphonic,
acetic, propionic, tartaric, salicylic, citric, gluconic, lactic, malic,
cinnamic, mandelic, 40 citraconic, aspartic, palmitic, stearic, itaconic,
glycolic, p-aminobenzoic, glutamic, benzenesulphonic or theophyllineacetic
acid or with lysine or histidine. Similarly, the N-oxide derivatives of the
compounds of formula (1) can be formed by oxidizing the compound of formula
(1) in question with an appropriate oxidizing agent for instance hydrogen
peroxide or 3-chloroperbenzoic acid. 45     Monoalkyl- or
dialkyaminoalkoxybenzenesulphonyl-benzofuran or benzothiophene derivatives
are re- ported in US patent No. 4, 117, 128 as presenting pharmacological
effects in the cardiovascular field. EP-A-235 111 discloses cardiovascular
active aminoalkoxybenzenesulphonyl-indolizin-1-yl derivatives, which are
excluded from the scope of the present application by means of a disclaimer
(Cy representing a 1-indolizinyl group). 50    In the course of the
elaboration of the present invention, tests were carried out with compounds
specifically cited in the aforesaid US patent, more particularly with
2-ethyl- or 2-n-butyl-3-[4-(2-
diethylaminoethoxy)benzenesulphonyl]benzofuran. From results of these
tests, it could be concluded that in the dog at the dose of 10 mg/kg by
intravenous route, these known compounds only present a weak
a-antiadrenergic activity and no or 55 practically no [err]-antiadrenergic
effect. It has now been surprisingly discovered, in the context of the
present invention, that by replacing the 



mono- or di-alkylaminoalkoxy chain of the benzenesulphonyl-benzofurans or
benzothiophenes of the prior art by an aralkylaminoalkoxy chain, compounds
are obtained which show much greater a- and [err]- 24    EP 0 302 793 B1
antiadrenergic activities than those of the known compounds in question.
For instance, aralkylaminoalkoxybenzenesulphonyl-benzofurans or
benzothiophenes in question have shown, at doses as low as 0.1 to 1.5
mg/kg, sub-total inhibition of the a-adrenergic effect together with an
important [err]-antiadrenergic action. 5     Such very valuable
antiadrenergic properties were also found to be present in compounds
similar in structure to the aralkylaminoalkoxybeuzenesulphonyl-benzofurans
and benzothiophenes in question but in which the benzofuran or
benzothiophene moiety is replaced by another carbocyclic or heterocyclic
group. A particularly valuable class of compounds of the invention are
those in which B represents a [err] group, and Cy represents a group
selected from: 10    - 2-R-indolizin-3-yl - benzofuryl, benzothienyl or
indolyl more particularly 2-R-benzofur-3-yl, 2-R-benzothien-3-yl,
2-R-indol- 3-yl, - quinolinyl such as 2-R-quinolin-3-yl -
pyrrolo[1,2-b]pyridazinyl more particularly 6-R-pyrrolo[1,2-b]
pyridazin-5-yl 15    - pyrazolo[1,5-a]pyridyl more particularly
2-R-pyrazolo[1,5-a]pyrid-3-yl - imidazo[1,2-a]pyridyl more particularly
2-R-imidazo[1,2-a]pyrid-3-yl - 4,5-dihydrofuranyl more particularly
2-R-3,4-dihydrofuran-3-yl group. - phenyl more particularly 2-R-1-phenyl -
naphthyl more particularly 2-R-1-naphthyl 20    - indolyl more particularly
2-R-indol-3-yl or 1-[err]-2R-indol-3-yl. Moreover, it has been found that
the calcium inhibitory activity of the compounds of the invention is at
least equal to, of not greater than, that observed in tests performed with
the known compounds. In contrast to the known compounds, it has thus been
possible to demonstrate for the compounds of the present invention a
pharmacological spectrum revealing anticalcium and a- and
[err]-antiadrenergic components with a 25  balanced intensity which is of
therapeutic value, for example, for treatment of angina. As has been
reported in detail by R. Charlier in "Bruxelles Medical", No. 9, September
1969, pages 543,560, it is accepted than an antianginal drug treatment
should be capable, in particular, of antagonizing the antiadrenergic type
cardiovascular reactions. To this end, agents capable of blocking the
a-receptors have been proposed. 30     However, the clinical application of
such compounds to the treatment of angina remained unsuccessful, very
probably due to the fact that a-receptor antagonists induce only a very
partial neutralization of the adrenergic system, the activity of the
[err]-receptors being unaffected. In fact, the most undesirable
haemodynamic manifestations which occur in angina pectoris patients during
their painful attacks are, most of all, cardiac, and consequently involve
the [err]-receptors. 35    In parallel, treatments have been proposed with
drugs which are [err]-adrenergic receptor antagonists. 



These compounds, which are of genuine clinical value, decrease the attacks
of angina by reducing the work of the heart by slowing the heart rate.
However, these is no fall in the peripheral arterial resistance which, on
the contraty, rises through release of the tonicity. These drug treatments
nevertheless modify some haemodynamic parameters in a direction which, at a
40 fundamental level, detracts from the value of these drugs for angina
pectoris patients in particular and heart patients in general. If the
antiadrenergic aspect of fl-blockers is considered, it becomes clear that
only the tachycardia and the increase of the force and the speed of
contraction of the heart are capable of being neutralized, the arterial
hypertension involving a stimulation of the receptors on which
fl-antagonists have no action. 45    In fact, while the cardiovascular
disturbances brought about by the stimulation of the [err]-receptors are
the more harmful to angina patients, it is nonetheless true that arterial
hypertension also plays a not insignificant part. In addition, blocking the
[err]-receptors involves a risk, depriving the patient suffering from
cardiac insufficiency of a compensatory mechanism which he normally brings
into play to limit his circulatory so  insufficiency. This reflex
mechanism, the main component of which makes use of the pathway of the
[err]-adrenergic system, leads, in particular, to an increase in the force
and the speed of contraction of the heart. In consequence, if this system
is blocked, the patient suffering from cardiac insufficiency experiences a
worsening of his functional breakdown. It is hence logical to consider that
the use of a [err]-blocker whose 55 action is pure and complete will always
involve a cardiac risk. It hence appears to be desirable not to seek
complete a- or [err]-antagonistic properties, given the clinical side
effects that these can bring about. It seems more logical to aim to subdue
rather that to eliminate the cardiovascular disturbances which characterize
the hyperstimulation of the adrenergic system as a whole. 25    EP 0 302
793 B1 The compounds of the invention meet this objective since they show
incomplete a- and [err]- type antiadrenergic properties. They can hence be
considered, not as [err]-blockers but as adreno-decelerators, that is to
say partial antagonists of the a- and [err]-adrenergic reactions,
potentially devoid of the disadvantages listed above for [err]-blockers. 5
In addition, the calcium inhibitory component demonstrated in the compounds
of the invention will act as an exceptional complement to the
pharmacological spectrum of their cardiovascular action. It is known, in
effect, that the transport of calcium ions is one of the main components of
the action potential in heart cells and, in consequence, this transport
plays a fundamental part in the electrical conduction as well as in the
disorders which may occur therein (arrhythmia). In addition, it is known
that 10   calcium ions are involved in the excitation-contraction coupling
which controls the degree of vasoconstric- tion in smooth muscle and, in
the same circumstances, plays a critical part in attacks of angina
pectoris. Compounds which are calcium antagonists act at the level of the
cell membrane by selectively preventing calcium from participating in the
process of contraction within the arterial cell. In fact, it appears
increasingly clear, at the present time, that the clinical results provided
by the 



15 combination of calcium inhibitors and [err]-adrenergic inhibitors are
better than when each inhibitor is used separately (J.A.M.A. 1982, 247,
pages 1911-1917). It appears, moreover, that no [err]-blocker which exerts
in addition, a significant inhibitory action in respect of calcium
transport exists at the present time. From this standpoint, the compounds
of the invention possessing both an anticalcium component and 20  an a- and
[err]-antiadrenergic component will be of fundamental value, since they are
capable of more extensive therapeutic applications than a separate
[err]-blocker or a separate calcium inhibitor. Compounds of the invention
possess an a and [err]-antiadrenergic component reinforced by an oxygen-
economizing effect capable of providing a therapeutic effect in man in the
syndrome of angina of effort, which can, moreover, be treated by
traditional [err]-blockers. However, the major advantage of these 25
compounds will reside in the fact that they may, as a result of their
anti-calcium effect, be used in the treatment of angina at rest, a syndrome
induced by the appearance of a spasm in the coronary arteries, which is
combated at present by compounds such as diltiazem, verapamil or
nifedipine. In addition, compounds of the invention were also shown to be
capable of inducing a substantial increase in the coronary flow. 30     The
results of pharmacological tests performed for the purpose of determining
the cardiovascular properties of the compounds of the invention are
recorded below. I. Calcium inhibitory properties 35     The properties of
inhibiting calcium transport at the membrane level shown by the compounds
of the invention were demonstrated by measuring their antagonistic action
with respect to the contractile response to potassium-induced
depolarization on isolated rat aorta. It is well established that the
depolarization of a smooth muscle membrane by potassium renders the latter
permeable to extracellular calcium and induces muscle contraction. 40
Consequently, the measurement of the inhibition of the contractile response
to depolarization by potassium, or the measurement of a relaxation of the
tonic contraction on potassium depolarization, can represent an evaluation
of the power of a compound as an inhibitor of the membrane permeability to
[err] ions. The technique used was as follows: 45     The aorta was removed
from male Wistar rats weighing approximately 300g, and cut into strips
approximately 40 mm long and 3 mm wide. These fragments were placed in a
25-ml isolated organ trough containing a modified Krebs-bicarbonate
solution (112 mM NaCI; 5 mM KCI; 25 mM [err] 1 mM [err] 1.2 mM [err] 2.5 mM
[err] 11.5 mM glucose, distilled water to 1000ml) through which a stream of
5-7% carbon dioxide in oxygen was 50 passed, and maintained at [err]. The
preparation was connected to a force microsensor and the contractile
response recorded after amplification on a recorder. A tension of 2g was
applied to the preparation. This tension was maintained for 60 minutes in
the modified Krebs-bicarbonate solution, and contractions were then induced
by replacing the Krebs-bicar- bonate solution by a potassium-Krebs solution
(17 mM NaCI; 100 mM KCI; 25 mM [err] 1 mM 55  KH2P04; 1.2 mM MgSO4; 2.5 mM
[err] 11.5 mM glucose; distilled water to 1000ml). When the contractile
response of the preparation had become reproducible, a given amount of a
compound of the invention was introduced into the bath. Sixty minutes
later, a new spasm was induced by potassium depolarization. 26 



EP 0 302 793 B1 The results obtained on the aorta used in the experiment
were then expressed as a percentage of the maximum contractional effect
before incubation with the test substance. By way of examples, the results
which follow were obtained, the compounds of formula (1) being in the form
of the base, hydrochloride or oxalate. 5 10_ * eS_ Ski  I             S II
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results were obtained with known compounds: [err] 10 :  % of the maximum
contract-   : Compound      :                    R            :  tional
effect 15                                                        [err] :
:                                 .                 .                : 



A       :                              25       60.3    :  84.3 .
[err] 25 II. Antiadrenergic properties The object of this test is to
determine the capacity of the compounds of the invention for reducing the
Increase in epinephrine-induced increase in blood-pressure (anti-[err]
effect) and the isoprenaline-induced 30 acceleration in heart rate
(anti-[err] effect), in dogs previously anaesthatized with pentobarbital
and atropinized. For each dog, the dose of epinephrine (between 3 and 10
[err]/kg) which induced a reproducible increase in the blood-pressure of
approximately 133 x 102 Pa and the dose of isoprenaline (1 to 2 [err]/kg)
which induced a reproducible increase in the heart rate of approximately 70
beats/min. were first determined. The dose of epinephrine and of
isoprenaline, determined in this manner, were injected alternately every
ten 35 minutes and, after two successive reference responses had been
obtained, an amount of the test compound was administered intravenously.
Anti-a effect 40     The percentage reduction in the hypertension induced
by the test compound compared with the reference hypertension previously
obtained (approximately 100 mm Hg) was recorded. Anti-[err] effect 45
The percentage reduction in the acceleration of the heart rate induced by
the test compound compared with the reference tachycardia measured
previously (approximately 70 beats) was recorded. In both cases, the
results of the reduction in blood-pressure or in the heart rate have been
expressed as follows: +       for a reduction < 50% 50    + +      for a
reduction [err] 50% + + +    for a reduction sub-total (almost complete
reduction). The following results were recorded 55 36    EP 0 302 793 B1
Compound   Dose (mg/kg)   anti-[err] effect  anti-,8 effect Ex. 1
0.13         + +            ++ Ex. 3        11.2            + +          +
+ 5                       Ex. 5         10.1          + + +          + +
Ex. 6         0.1           + + +             + + +       + Ex. 7
1.3          + + +            + Ex. 8         0.6          + + +          +
+ Ex. 9         1.2          + + +          + + 10
Ex. 10         0.13       + + +            + + Ex.11         3            +
+ +            ++ Ex. 12        1.3          + + +            + 



Ex. 13        0.13         + + +            + Ex.14         3            +
+ +             + 15                       Ex.46          0.12        + + +
+ + + By way of comparison, the known compounds showed the following
anti-adrenergic effects: 20                        Compound    Dose (mg/kg)
anti-[err] effect  anti-[err] effect Compound A         10             +
0 Compound B        10           + + +          + 25     These results
demonstrate that the compounds of the invention show much greater [err] and
[err]- antiadrenergic activity than those of the compounds of the prior
art. The therapeutic compositions according to the invention can be
presented in any form suitable for administration in human or veterinary
therapy. As regards the administration unit, this can take the form of, for
example, a coated- or uncoated tablet, hard- or soft-gelatin capsule,
packaged powder, suspension or 30 syrup for oral administration, a
suppository for rectal administration or a solution or suspension for
parenteral administration. The therapeutic compositions of the invention
may contain, per administration unit, for example, from 50 to 500 mg as the
weight of active ingredient for oral administration, from 50 to 200 mg of
active ingredient for rectal administration and from 50 to 150 mg of active
ingredient for parenteral administration. 35     Depending on the
administration route chosen, the therapeutical veterinary compositions of
the invention will be prepared by combining at least one of the compounds
of formula (1), or a non-toxic addition salt of this compound, with a
suitable excipient, it being possible for the latter to consist, for
example, of at least one ingredient selected from the following substances:
lactose, starches, talc, magnesium stearate, polyvinylpyrrolidone, alginic
acid, colloidal silica, distilled water, benzyl alcohol or 40 sweetening
agents. The following non-limiting examples illustrate the invention:
EXAMPLE 1 45  Preparation    of
2-isopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-  phenethyl)
amino]- propyloxy}benzenesulphonyl] indolizine oxalate (SR 33700 A) a)
1-Ethoxycarbonyl-2-isopropyl-3-(4-methoxybenzenesulphonyl) indolizine 50
Into 114 ml of 1,2-dichloroethane were dissolved 13.4 g (0.058 mol) of
1-carboethoxy-2-isopropylin- dolizine and 12.7 g (0.061 mol) of
4-methoxybenzenesulphonyl chloride. The solution was stirred and cooled to
[err] while 23 g (0.174 mol) of aluminium chloride were added by small
fractions. The addition was terminated after 30 min and the medium was
allowed to return to room-temperature for 4 hours. After that, the mixture
was poured onto ice and 20 ml of concentrated hydrochloric acid were 55
added. The medium was stirred for 30 min and the organic layer was decanted
and washed with 3 fractions of water. The extract was dried on sodium
sulphate and isolated under vacuum to obtain 24.8 g of a black oil (theory:
23.28 g). This oil was purified on a silica column using first
n-hexane/10%-ethyl acetate and then n-hexane/20%-ethyl acetate as eluents.
37    EP 0 302 793 B1 



In this manner 3.25 g of 1-ethoxycarbonyl
2-isopropyl-3-(4-methoxybenzenesulphonyl) indolizine were obtained in a
form of a white solid. Yield : 13.95%. M.P. 103-104  C (hexane/methylene
chloride). 5 b) 1-Carboxy-2-isopropyl-3-(4-hydroxybenzenesulphonyl)
indolizine Into 100 ml of methylene chloride and 25 ml of ethanethiol, were
suspended 6.7 g (0.050 mol) of aluminium chloride. The suspension was
stirred and cooled to [err] while 2.5 g of 1-ethoxycarbonyl-2- 10
isopropyl-3-(4-methoxybenzenesulphonyl) indolizine in methylene chloride
were added.The addition took about 15 min . The reaction medium was allowed
to return to room-temperature and maintained, at this temperature, for 45
min . After pouring onto ice, 5 ml of concentrated hydrochloric acid were
added while stirring and the medium was extracted with 2 fractions of ethyl
ether. The ethereal extracts were collected and washed with 3 fractions of
30 ml of a 10%-aqueous solution of sodium carbonate. The aqueous phase is
was acidified and a precipitate was observed. In this manner 1 g of crude
1-carboxy-2 isopropyl-3-(4-hydroxybenzenesulphonyl) indolizine was obtained
in the form of a beige solid. Yield: 44.6%. 20  c)
2-lsopropyl-3-(4-hydroxybenzenesulphonyl) indolizine For 2 min, 1 g (2.78 x
10-3 mol) of 1-carboxy-2-isopropyl-3-(4-hydroxybenzenesulphonyl) indolizine
was heated at [err]. The black residue so obtained was taken up in
methylene chloride and a slight precipitate was eliminated by filtration.
The filtrate was evaporated to provide 0.8 g of a brown oil (theory: 0.877
g). 25 This oil was purified on a silica column using a methylene
chloride/ethyl acetate 95/5 mixture as eluent and 0.6 g of a green oil was
isolated. In this manner 2-isopropyl-3-(4-hydroxybenzenesulphonyl)
indolizine was obtained. Yield: 68.4%. Purity: 97.5%. 30 d)
2-lsopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propyl
oxy}  benzenesulphonyl] In- dolizine oxalate At room-temperature, 0.510 g
(1.57 x 10-3 mol) of 2-isopropyl-3-(4-hydroxybenzenesulphonyl) in- 35
dolizine, 0.5 g of potassium carbonate and 5 ml of dimethylsulphoxide were
stirred for 30 min. To this mixture 0.524 g (1.45 x [err] mol) of
1-chloro-3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino] propane acid
oxalate was added. The stirring was maintained for 16 h at room-temperature
then for 2 h at [err]. The dimethylsulphoxide was eliminated under vacuum
and the residue was taken up in water. The medium was then twice extracted
with ethyl acetate. After that the extracts were twice washed with water
and dried on 40 sodium sulphate. After filtration, the filtrate was
evaporated under vacuum to obtain 0.845 g of an amber- coloured oil. This
oil was purified on a silica column using as eluents, ethyl acetate
containing 5%, then 10%, the 20%-methanol to provide 0.583 g of desired
product in free base form (yield: 73%; purity 99.4%). The oxalate was
formed using 0.530 g of base so obtained and an ethereal solution was
oxalic acid. 45 The oxalate was recrystallized from ethyl
acetate/methanol/ethyl ether. In this manner 0.473 g of
2-isopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]- 



propyloxy}benzenesulphonyl]indolizineoxalate was obtained in the form of a
white solid. M.P. : [err] 50  EXAMPLE 2 Preparation of
4-{4-[3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]
propyloxy]phenylthio}pyridine ox- alate (SR 33682A) 55 a)
4-(4-Hydroxy-phenylthio)pyridine A mixture of 0.0386 mol of
4-(4-methoxy-phenylthio)pyridine hydrochloride in 1 OOml of 47%-
hydrobromic acid was heated to boiling for 6 hours. The hydrobromic acid in
excess was then distilled off 38    EP 0 302 793 B1 using a rotatory
evaporator and the residue was taken up in water. The solution was twice
washed with ethyl ether and neutralized with a sodium hydroxide aqueous
solution. The precipitate which formed was filtered out, washed with water
and dried under vacuum at the temperature of [err]. In this manner
4-(4-hydroxy-phenylthio)pyridine was obtained in a yield of 96%. 5  M.P.:
[err] (heptane/isopropanol 6/4). b)
4-{4-[3-[N-Methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propyloxylphenylth
io} pyridine oxalate. A solution of 0.014 mol of
4-(4-hydroxy-phenylthio)pyridine and 3g of finely crushed anhydrous 10
potassium carbonate in 50ml of dimethylsulphoxide was placed under stirring
for 30 min. To this medium 0.016 mol of
1-chloro-3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propane acid
oxalate was added and the stirring was maintained at room-temperature for
24 hours. The reaction medium was poured into water, and extracted with
ethyl ether. The organic phase was washed with water, dried on sodium
sulphate and filtered. After the solvent was evaporated off, an oil was
provided which was purified by chromatog- is  raphy on a silica column
(eluent: methanol). The required compound in free base form so obtained was
then transformed into an oxalate by adding an ethereal solution of oxalic
acid. In this manner 4-{4-[3-[N-methyl-N-(3,4-dimethoxy-
[err]-phenethyl)amino] propyloxy]phenylthio}pyridine oxalate was obtained.
M.P.: [err](ethanol) 20 EXAMPLE 3 Preparation  of
2-{4-[3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]
propyloxy}benzenesulphonyl]- pyridine oxalate (SR 33691 A) 25 a)
2-(4-Methoxy-benzenesulphonyl)pyridine Into 200ml of dichloromethane was
dissolved 0.052 mol of 2-[(4-methoxyphenyl)thio]pyridine hydrochlo- ride.
To this solution, previously cooled to [err], a solution of 0.156 mol of
3-chloro-perbenzoic acid in 200ml 30 of dichloromethane was added
drop-by-drop and under stirring. The reaction medium was still maintained
under stirring for 15 min. at [err] and then the temperature was brought to
[err]. The mixture was washed with an aqueous solution of sodium carbonate
then with water. The organic phase was dried on anhydrous sodium sulphate ,
filtered and distilled using a rotatory evaporator. The residue so obtained
was purified by 



chromatography on a silica column using a 1,2-dichloroethane/ethyl acetate
95/5 mixture as eluent. 35    In this manner
2-(4-methoxy-benzenesulphonyl)pyridine was obtained in a yield of 78%.
M.P.: [err] (isopropanol) Using the same procedure as that described above,
4-(4-methoxy-benzenesulphonyl)pyridine was prepared. M.P. : [err]
(heptane). 40 b) 2-(4-Hydroxy-benzenesulphonyl)pyridine A mixture of 0.028
mol of 2-(4-methoxy-benzenesulphonyl)pyridine in 70 ml of 47%-hydrobromic
acid was heated to reflux for 6 hours. After this period of time, the
hydrobromic acid in excess was distilled off. 45 The residue so obtained
was taken up in water, washed with ethyl ether, treated with active
charcoal and filtered. The aqueous solution was then neutralized with
sodium hydroxide solution and the precipitate which formed, was filtered
out and washed with water. The desired product was dried under vacuum at
[err] and recrystallized from a heptane/isopropanol 8/2 mixture. In this
manner 2-(4-hydroxy-benzenesulphonyl)pyridine was obtained in a yield of
88%. so  M.P.: [err] Using the same method as that described above,
4-(4-hydroxy-benzenesulphonyl pyridine was pre- pared. M.P.: [err]
(heptane/isopropanol 7/3). 55  c)
2-{4-[3-[N-Methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propyloxy}benzenes
ulphonyl]pyridineoxalate. To a solution of 0.0085 mol of
2-(4-hydroxy-benzenesulphonyl)pyridine in 50ml of dimethylsulphoxide, were
added 3g of finely crushed anhydrous potassium carbonate. The mixture was
then maintained under 39    EP 0 302 793 B1 stirring for 30 min. and 0.015
mol of 1-chloro-3[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl) amino]propane
acid oxalate was added. Stirring was still maintained for 24 hours and the
reaction mixture was then poured into water and extracted with ethyl ether.
The organic layer was washed with water, dried on sodium sulphate and
filtered. After the filtrate was evaporated, the desired product so
obtained was purified by chromatog- 5   raphy on a silica column using
methanol as eluent. The pure base so obtained was then transformed into an
oxalate by addition of oxalic acid in ethyl ether. In this manner
2-{4-[3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]
propyloxy}benzenesulphonyl]- pyridine oxalate was obtained. M.P.: [err]
(ethanol) 10     Using the same method as that described above, the
following compound was prepared:
4-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propyloxy}benzenes
ulphonyl]pyridine oxalate (SR 33680 A) (Example 4) M.P.: [err] (ethanol).
15 EXAMPLE 5 Preparation of 4-{3-[N-methyl-N-(3,4-dimethoxy-
[err]-phenethyl)amino] propyloxy}benzenesulphonylbenzene 



hydrochloride (SR 33652 A) 20  a) (4-Hydroxybenzenesulphonyl) benzene To a
solution of 0.05 mol of (4-methoxybenzenesulphonyl)benzene in 150 ml of
anhydrous benzene, was added 0.02 mol of aluminium chloride and the
reaction medium was maintained for about 15 hours under stirring at
room-temperature. After this period of time, the mixture was poured onto
crushed ice. The 25 organic phase was collected, dried on sodium sulphate
and evaporated to dryness. In this manner (4-hydroxybenzenesulphonyl)
benzene was obtained in a yield of 68%. M.P. : [err] b)
4-{3-[N-Methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propyloxy}benzenesulp
honylbenzene hydrochloride 30 To a solution of 0.0147 mol of
(4-hydroxybenzenesulphonyl) benzene in 25 ml of dimethylsulphoxide, was
added 0.0294 mol of potassium carbonate and 0.0147 mol of
1-chloro-3-[N-methyl-N-(3,4-dimethoxy-[err]- phenethyl)amino] propane. The
mixture was maintained under stirring for 24 hours at room-temperature and
60 ml of water were added. After extraction with ethyl ether, the organic
phase was dried and evaporated to 35 dryness to obtain an oily product. The
hydrochloride was formed by adding hydrogen chloride in ethyl ether to an
ethereal solution of the base so provided. In this manner,
4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino] propyloxy}
benzenesulphonylben- zene hydrochloride was obtained in a yield of 30%.
M.P.: [err] (ethanol). 40 EXAMPLE 6 Preparation of
2-isopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl
amino]propyloxy} benzenesul- phonyl benzofuran oxalate (SR 33670 A) 45 A
mixture of 0.0021 mol of 2-isopropyl-3-(4-hydroxybenzenesulphonyl)
benzofuran, 0.002 mol of 1-
chloro-3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino] propane and
0.0002 mol of potassium carbonate in 2 ml of N,N-dimethylformamide was
stirred at[err] for 1 hour. The medium was then poured into water and
distilled in the presence of ethyl acetate. After that the mixture was
dried on sodium sulphate, filtered 50 and concentrated. The residue was
taken up in ethyl acetate and the solution was purified by chromatog- raphy
on a silica column using methanol as eluent. The oily product so obtained
in free base form was taken up in ethyl acetate and one equivalent of
oxalic acid in ethyl ether was added. The precipitate so formed was
filtered out and recrystallized. In  this  manner
2-isopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]
propyloxy} 55 benzenesulphonyl] benzofuran oxalate was obtained in a yield
of 90%. M.P.: [err] (methanol/ethyl acetate). Using the same method as that
described above, the following compounds were prepared: 40    EP 0 302 793
B1 Compounds: 



2-n-Propyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)aminolpropylo
xy}benzenesulphonyl] benzofuran oxalate (SR 33689 A) (Example 7). s  M.P.
[err] (methanol/ethyl acetate)
2-n-Propyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propylo
xy}benzenesulphonyl]  ben- zothiophene hemioxalate (SR 33688A) (Example 8).
M.P.: [err]  (methanol/ethyl acetate). 10  EXAMPLE 9 Preparation     of
2-n-butyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)  amino]-
propyloxy}benzenesulphonyl]benzofuran hydrochloride (SR 33646A) 15  a)
2-n-Butyl-3-[4-(3-bromopropyloxy) benzenesulphonyl] benzofuran To a
solution of 0.02 mol of 2-n-butyl-3-(4-hydroxy-benzenesulphonyl)-benzofuran
in 150 ml of dimethylsulphoxide, was added 0.06 mol of finely crushed
anhydrous potassium carbonate. The mixture was stirred for 1 hour. After
that 0.1 mol of 1,3-dibromo-propane was added and the reaction medium was
20 heated to [err] for 6 hours. After the reaction was terminated, the
mixture was filtered and evaporated to dryness under vacuum. The residue so
obtained was then taken up in dichloroethane, washed with water, then with
a dilute solution of sodium hydroxide and finally with water. The organic
phase was evaporated to dryness under vacuum to obtain a residual oil which
was purified by chromatography on a silica column (eluent : hexane/ethyl
acetate 9/1). 25    In this manner, 2-n-butyl-3-[4-(3-bromopropyloxy)
benzenesulphonyl] benzofuran was obtained in a yield of 43%. b)
2-n-Butyl-3-[4-3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propyloxy
}    benzenesulphonyl]- benzofuran hydrochloride 30 A mixture of 0.0086 mol
of 2-n-butyl-3-[4-(3-bromopropyloxy) benzenesulphonyl] benzofuran, 4 g of
anhydrous potassium carbonate and 0.015 mol of
N-methyl-3,4-dimethoxy-[err]-phenethylamine in 50 ml of dimethylsulphoxide
was maintained under stirring for 24 hours. The reaction medium was poured
into water and extracted with ethyl ether. The organic solution was washed
with water, dried on sodium sulphate, 3s filtered and evaporated to dryness
under vacuum. The oily residue was purified by chromatography on a silica
column using, as eluent, a dichlorethane/methanol 9/1 mixture. The
hydrochloride of the base so provided was formed by adding an ethereal
solution of hydrogen chloride. In     this      manner,
2-n-butyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]-
propyloxy}benzenesulphonyl]benzofuran hydrochloride was obtained in a yield
of 38%. 40 M.P. : [err] (diisopropyl ether). EXAMPLE 10 Preparation    of
2-isopropyl-3-{4-[3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)
amino]propyloxy]- 45 benzenesulphonyl}pyrazolo[1,5-a]pyridine oxalate (SR
33679A) a) 2-Isopropyl-3-(4-methoxybenzenesulphonyl)pyrazolo[1,5-a]pyridine
A solution of 0.03 mol of 2-isopropyl-pyrazolo[1,5-a]pyridine and 0.03 mol
of 4-methoxybenzenesul- 50 phonyl chloride in 60 ml of dichloroethane was
cooled to [err]. After that 0.068 mol of aluminium chloride was added in
one fraction and the reaction medium was allowed to return to
room-temperature for 3 hours. The mixture was then poured into iced water
and distilled in the presence of ethyl acetate. After drying on sodium
sulphate, the medium was filtered and concentrated. The solid so obtained
was then recrystallized 



from an ethyl acetate/hexane mixture to provide a product in the form of a
white crystalline solid. 55    In this manner, 0.018 mol of
2-isopropyl-3-(4-methoxybenzenesulphonyl) pyrazolo[1,5-a]pyridine was
obtained. Yield: 60% M.P. 138-139 C. 41    EP 0 302 793 B1 b)
2-Isopropyl-3-(4-hydroxybenzenesulphonyl)pyrazolo[1,5-a]pyridine A mixture
of 0.012 mol of 2-isopropyl-3-(4-methoxybenzenesulphonyl)
pyrazolo[1,5-a]pyridine and 0.054 mol of pyridine hydrochloride was heated
at [err] for 1 hour. Water was then added and the mixture was 5  distilled
in the presence of ethyl acetate. The medium was dried on sodium sulphate,
filtered and concentrated. The solid so obtained was then recrystallized
from isopropyl ether to provide a white crystalline product. In this
manner, 0.012 mol of 2-isopropyl-3-(4-hydroxybenzenesulphonyl)
pyrazolo[1,5-a]pyridine was obtained. 10  Yield: 99% M.P.: [err] c)
2-lsopropyl-3-{4-[3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propyl
oxy] benzenesulphonyl}pyrazolo[1,5-a]pyridine oxalate. 15 A mixture of
0.003 mol of 2-isopropyl-3-(4-hydroxybenzenesulphonyl)
pyrazolo[1,5-a]pydidine, 0.003 mol of
1-chloro-3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propane and
0.004 mol of potassium carbonate in 6ml of N,N-dimethylformamide was
stirred for 40 min. at [err]. The reaction medium was then poured into
water and distilled in the presence of ethyl acetate. After drying on
sodium sulphate, the mixture was 20 filtered and concentrated. The residue
was then purified on a silica column using an ethyl acetate/hexane 3/7
mixture as eluent. The base so obtained, in oily form, was then treated
with an ethereal solution of one equivalent of oxalic acid and the
precipitate which formed was filtered out and recrystallized from an ethyl
ether/isopropanol mixture. In this manner, 0.0028 mol of
2-isopropyl-3-{4-[3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]- 25
propyloxy]benzenesulphonyl}pyrazolo[1,5-a] pyridine oxalate was obtained.
M.P.: [err] (isopropanol). EXAMPLE 11 30  Preparation     of
2-isopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)  amino]-
propyloxy}benzenesulphonyl]-4,5-dihydro-furan oxalate (SR 33681 A) a)
1-(4-Tosyloxybenzenesulphonyl)-3-methyl-butan-2-one 35     A mixture of 0.1
mol of sodium 4-tosyloxysulphinate and 0.1 mol of bromomethyl isopropyl
ketone in 400 ml of N,N-dimethylformamide was stirred at 85 C for 90 min.
The mixture was then poured onto ice and filtered on fritted glass. The
pasty residue so obtained was successively washed twice with water, once
with 200 ml of ethanol and finally with ethyl ether. After drying under
vacuum for 2 hours the desired 



product was provided after recrystallization from ethyl acetate. 40    In
this manner, 0.074 mol of
1-(4-tosyloxybenzenesulphonyl)-3-methyl-butan-2-one was obtained in the
form of a white solid. Yield: 74%. M.P.: [err]. 45  b)
1-lsobutyryl-1-(4-tosyloxybenzenesulphonyl)cyclopropane A mixture of 0.05
mol of 1-(4-tosyloxybenzenesulphonyl)-3-methyl-butan-2-one, (0.05 mol) of
1,2- dibromo-ethane and 0.12 mol of potassium carbonate in 100 ml of
N,N-dimethylformamide was stirred at room-temperature for 60 hours. The
reaction mixture was poured into water, acidified with dilute hydrochlo- 50
ric acid and extracted with ethyl acetate. After drying on sodium sulphate,
the medium was filtered and concentrated. The residue so obtained was then
purified by chromatography on a silica column using an ethyl acetate/hexane
3/7 mixture as eluent. In this manner, 0.026 mol of
1-isobutyryl-1-(4-tosyloxybenzenesulphonyl)cyclopropane was obtained in a
yield of 53%. 55  M.P.: [err] 42    EP 0 302 793 B1 c)
1-Isobutyryl-1-(4-hydroxybenzenesulphonyl)cyclopropane Into 85 ml of
ethanol heated to [err], was dissolved 0.026 mol of
1-isobutyryl-1-(4-tosyloxybenzenesul- phonyl)cyclopropane. A solution of
0.05 mol of sodium hydroxide in 30 ml of water was then added and the 5
medium was maintained at [err] for 10 min. The ethanol was eliminated under
reduced pressure and the residue was taken up in dilute hydrochloric acid
and distilled in the presence of ethyl acetate. After drying on sodium
sulphate, the medium was filtered and concentrated. The residue so obtained
was then purified by chromatography on a silica column using an ethyl
acetate/hexane 1/1 mixture. In this manner, 0.016 mol of
1-isobutyryl-1-(4-hydroxybenzenesulphonyl) cyclopropane was obtained in 10
the form of a white solid. Yield: 60%. M.P. : [err] (ethyl acetate). d)
1-Isobutyryl-1-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propy
loxy}benzenesulphonyl]- 15 cyclopropane A mixture of 0.005 mol of
1-isobutyryl-1-(4-hydroxybenzenesulphonyl) cyclopropane, 0.0048 mol of 1-
chloro-3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propane and 0.005
mol of potassium carbonate in 5 ml of N,N-dimethylformamide was heated at
[err] for 15 min. The reaction mixture was then poured into 20  water and
distilled in the presence of ethyl acetate. After drying on sodium
sulphate, the medium was filtered and concentrated. The residue was then
purified by chromatography on a silica column using an ethyl acetate/hexane
1/1 mixture. In this manner, 0.0033 mol of
1-isobutyryl-1-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]-
propyloxy}benzenesulphonyl]cyclopropane was obtained in oily form. 25 Yield
66%. 



e)
2-Isopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propyl
oxy}benzenesulphonyl-4,5- dihydro-furan oxalate 30     A  mixture of 0.002
mol of
1-isobutyryl-1-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]-
propyloxy}benzenesulphonyl]cyclopropane and 0.003 mol of tricaprylylmethyl
ammonium chloride was heated at [err] for 30 min. The reaction medium was
then purified by chromatography on a silica column using an ethyl
acetate/hexane 1/1 mixture to obtain a base in oily form. An ethereal
solution of the base so provided was then treated with one equivalent of
oxalic acid in ethyl ether. 35    In this manner, 0.0013 mol of
2-isopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]-
propyloxy}benzenesulphonyl]-4,5-dihydro-furan oxalate was obtained in the
form of a white solid. Yield: 65%. M.P.: [err] (methanol). 40  EXAMPLE 12
Preparation    of
2-isopropyl-3-{4-[3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)
amino]propyloxy]- benzenesulphonyl}quinoline oxalate (SR 33694A) 45 a)
2-isopropyl-3-(4-tosyloxybenzenesulphonyl)quinoline In a sealed tube a
mixture of 0.02 mol of 2-aminobenzaldehyde and 0.02 mol of
1-(4-tosyloxyben- zenesulphonyl)-3-methyl-butan-2-one was heated at 185 C
for 2 hours. The mixture was then taken up in dry ethyl ether and filtered.
50 M.P. of the hydrochloride: about [err]. b)
2-lsopropyl-3-(4-hydroxybenzenesulphonyl)quinoline To a solution of 0.017
mol of 2-isopropyl-3-(4-tosyloxybenzenesulphonyl) quinoline in 250 ml of
ethanol, 55 was added a solution of 0.068 mol of sodium hydroxide in 5 ml
of water. The mixture was heated to reflux for 2 hours and then the solvent
was eliminated. The residue so obtained was taken up in water and
neutralized with acetic acid. The precipitate which formed was then
filtered out, dried and recrystallized from a dichloroethane/heptane 1/1
mixture. 43    EP 0 302 793 B1 In this manner,
2-isopropyl-3-(4-hydroxybenzenesulphonyl)quinoline was obtained in a yield
of 58%. M.P.: [err]. C)
2-lsopropyl-3-{4-[3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]
propyloxy]- 5  benzenesulphonyl}quinoline oxalate To a solution of 0.005
mol of 2-isopropyl-3-(4-hydroxybenzenesulphonyl) quinoline in 25ml of
dimethyl- sulphoxide, was added 0,015 mol of anhydrous potassium carbonate.
The mixture was stirred for 30 min. and 0.0075 mol of 1
-chloro-3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propane was
added. The reac- 10 tion medium was maintained under stirring for 24 hours.
After this period of time, the mixture was poured into water and extracted
with ethyl ether. The organic phase was washed with water, dried on sodium
sulphate, filtered and evaporated to dryness. An oily base was so provided
which was purified by chromatography on a silica column (eluent :
isopropanol) and transformed into an oxalate by adding oxalic acid in ethyl
ether. 



15    In  this  manner,
2-isopropyl-3-{4-[3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)
amino]propyloxy]- benzenesulphonyl}quinoline oxalate was obtained. M. P.:
[err] (ethanol). EXAMPLE 13 20 Preparation  of
5-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propyloxy}benzenes
ulphonyl]-6- isopropyl-pyrrolo[1,2-b]pyridazine oxalate (SR 33687A) a)
3-(4-Tosyloxybenzenesulphonyl)methyl-pyridazine 26 To a solution of 0.13
mol of 3-chloromethyl-pyridazine hydrochloride in 400ml of
dimethylsulphoxide was added 0.13 mol of sodium bicarbonate. The mixture
was stirred for 30 min. and 0.195 mol of sodium 4-
tosyloxybenzenesulphonate was introduced. The reaction medium was
maintained under stirring for 2 hours at room-temperature then for 2 hours
at 50 * C. The mixture was poured into 3 l of water and the precipitate 30
so formed was filtered, washed with water and dried under vacuum. In this
manner, 3-(4-tosyloxybenzenesulphonyl)methyl-pyridazine was obtained in a
yield of 82%. M.P.:  [err] (ethanol). b)
5-(4-Tosyloxybenzenesulphonyl)-6-lsopropyl-pyrrolo[1,2-b]pyridazine. 35 A
mixture of 0.011 mol of 3-(4-tosyloxybenzenesulphonyl)methylpyridazine and
0.011 mol of 1,8- diazabicyclo[5,4,0]undec-7-ene in 40 ml of
hexamethylphosphoramide was heated at [err] for 30 min. After that 4g of
bromomethyl isopropyl ketone were added while maintaining the same
temperature for 6 hours. The mixture was poured into 200 ml of water and
extracted with dichloroethane. The organic solution was 40 washed with
water, dried on sodium sulphate and filtered. The solvent was eliminated
under vacuum to provide an oily residue which was purified by
chromatography on a silica column (eluent : dichloroethane). In this
manner, 5-(4-tosyloxybenzenesulphonyl)-6-isopropyl-pyrrolo
[1,2-b]pyridazine was obtained in crystalline form. Yield: 7% 45 M.P.:
[err] (isopropanol). c)
5-(4-Hydroxybenzenesulophonyl)-6-isopropyl-pyrrolo[1,2-b]pyridazine. A
solution of 0.0034 mol of
5-(4-tosyloxybenzenesulphonyl)-6-isopropyl-pyrrolo[1,2-b]pyridazine in 75ml
50 of ethanol was heated to boiling and a solution of 0.0034 mol of sodium
hydroxide in 3ml of water was added. Boiling was maintained for 6 hours.
The solvent was eliminated and the residue was taken up in water and
neutralized with acetic acid. The precipitate so formed was taken up in
dichloroethane and the solution was washed with water, dried on sodium
sulphate and filtered. The solvent was finally evaporated off. 55    In
this manner, 5-(4-hydroxybenzenesulphonyl)-6-isopropyl-pyrrolo
[1,2-b]pyridazine was isolated in a yield of 75%. 44    EP 0 302 793 B1 



c)
5-[4-{3-[N-Methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propyloxy}benzenes
ulphonyl]-6-isopropyl-pyrrolo- [1,2-b]pyridazine oxalate A mixture of
0.0022 mol of
5-(4-hydroxybenzenesulphonyl)-6-isopropyl-pyrrolo[1,2-b]pyridazine and 1.5
5  g of anhydrous potassium carbonate in 25 ml of dimethylsulphoxide was
stirred for 30 min. After that, 0.0027 mol of
1-chloro-3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propane oxalate
was added and stirring was maintained at room-temperature for 18 hours. The
reaction medium was then heated at [err] for 5 hours, poured into water and
extracted with ethyl ether. The ethereal phase was washed with water, dried
on sodium sulphate and filtered. After evaporating the solvent, an oily
residue was obtained which was 10 purified by chromatography and a silica
column using methanol as eluent. The oxalate was formed by adding oxalic
acid in ethyl ether to an ethereal solution of the base so provided. In
this manner, 5-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]
propyloxy]benzenesulphonyl]-6- isopropyl-pyrrolo[1,2-b]pyridazine oxalate
was obtained in a yield of 57%. M.P.: [err] (ethyl acetate/isopropanol). 15
EXAMPLE 14 Preparation     of
2-isopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)  amino]-
propyloxy}benzenesulphonyl]furan oxalate (SR 33697 A) 20 a)
2-lsopropyl-3-(4-tosyloxybenzenesulphonyl)-4,5-dihydro-furan A mixture of
0.008 mol of 1-isobutyryl-1-(4-tosyloxybenzenesulphonyl) cyclopropane and
0.022 mol of tricaprylylmethyl ammonium chloride was heated at 130 C for 30
min. The reaction mixture was then 26 chromatographed on a silica column
using an ethyl acetate/hexane 25/75 mixture as eluent. In this manner,
0.0145 mol of 2-isopropyl-3-(4-tosyloxybenzenesulphonyl)-4,5-dihydro-furan
was ob- tained in the form of a white solid. Yield 66 %. M.P. : [err]
(ethyl acetate/hexane). 30 b) 2-lsopropyl-3-(4-tosyloxybenzenesulphonyl)
furan A mixture of 0.035 mol of
2-isopropyl-3-(4-tosyloxybenzenesulphonyl)-4,5-dlhydro-furan, 1 mol of
manganese dioxide and 3 A-molecular screen in powder (previously dried at
[err] under 0.01 mm Hg for 35 5 h) in 400 ml of dry ethyl ether was stirred
for 66 hours at room-temperature. The mixture was then filtered and the
solid was rinsed with dichloromethane. After concentration the medium was
chromatographed on a silica column using an ethyl acetate/hexane 2/8
mixture. In this manner, 0.009 mol of
2-isopropyl-3-(4-tosyloxybenzenesulphonyl)furan was obtained in a yield of
25%. 40 M.P. :  [err] (ethyl acetate/hexane). c)
2-lsopropyl-3-(4-hydroxybenzenesulphonyl)furan To a solution of 0.008 mol
of 2-isopropyl-3-(4-tosyloxybenzenesulphonyl)furan in 1.8 ml of ethanol
were 45 added 18 ml of 1 N-sodium hydroxide. The milky solution was stirred
under reflux to complete dissolution (2 minutes) and the reaction medium
was cooled and neutralized with dilute hydrochloric acid. After that, the
mixture was distilled in the presence of ethyl acetate. The organic phase
was dried on sodium sulphate, filtered and concentrated. The residue so
obtained was then purified on a silica column and eluted using an 



ethyl acetate/hexane 4/6 mixture. so    In this manner, 0.0073 mol of
2-isopropyl-3-(4-hydroxybenzenesulphonyl) furan was obtained in a yield of
91 %. M.P.: [err] (ethyl acetate/hexane). d)
2-1sopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propyl
oxy}benzenesulphonyl]furan 55  oxalate A mixture of 0.003 mol of
2-isopropyl-3-(4-hydroxybenzenesulphonyl) furan, 0.003 mol of
1-chloro-3-[N- methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino] propane and
3.23 x [err] mols of crushed potassium car- 45    EP 0 302 793 B1 bonate in
3 ml of N,N-dimethylformamide was heated at [err] for 30 minutes. The
mixture was then poured into water and distilled in the presence of ethyl
acetate. After drying on sodium sulphate, the medium was filtered and
concentrated. The residue so obtained was then purified by chromatography
on a silica column using methanol as eluent. After that, the base so
provided was transformed into oxalate by s  adding oxalic acid in ethyl
ether. In this manner, 0.00288 mol of
2-isopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]-
propyloxy}benzenesulphonyl]furan oxalate was obtained. Yield 96%. M.P.:
[err](chloroform/ethyl acetate). 10 EXAMPLE 15 Preparation of
4-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]
propyloxy}phenylthio]cinnoline ox- alate (SR 33699A) 15 a)
4-(4-Methoxyphenylthio)cinnoline To a solution of sodium methylate prepared
from 0.7g (0.03 at.g.) of sodium in 25ml of methanol, there were added 4.2g
(0.03 mol) of 4-methoxyphenylthiol. The methanol in excess was eliminated
using a 20  rotatory evaporator and the sodium salt so obtained was dried
under high vacuum and then dissolved into 100ml of N,N-dimethylformamide.
After that, 4.38g (0.03 mol) of 4-chlorocinnoline were added. The medium
was stirred at room-temperature for 24 hours and ther poured into water.
After filtration, the product was washed on the filter with water and then
dried under vacuum at the temperature of [err]. In this manner 6.4g of
4-(4-methoxyphenylthio)cinnoline were obtained in a yield of 80%. 25 M.P.:
[err] (7/3 isopropanol/heptane) Using the same procedure as that described
above but from 3-bromocinnoline there was obtained 3-(4-
methoxyphenylthio)cinnoline Yield: 74.6% M.P.: 108 * C (isopropanol) 30 b)
4-(4-Hydroxyphenylthio)cinnoline 



To a solution of 3.6g (0.0134 mol) of 4-(4-methoxyphenylthio)cinnoline,
there were added 30ml of 47%- hydrobromic acid. The mixture was stirred and
heated at 125 C for 4 hours. The hydrobromic acid in 35 excess was then
eliminated with a rotatory evaporator and the residue obtained was taken up
with water. The solution was neutralized with sodium bicarbonate and
filtered. The product so isolated was washed on the filter with water and
dried under vacuum at the temperature of 60  C. In this manner, 2.9g of
4-(4-hydroxyphenylthio)cinnoline were obtained after recrystallization from
a 7/3 isopropanol/heptane mixture. 40 Yield: 85% M.P. : 238 C Using the
same procedure described above but from 3-(4-methoxyphenylthio)cinnoline,
there was obtained 3-(4-hydroxyphenylthio)cinnoline in a yield of 90%. 45
c)
4-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propyloxy}phenylth
io]cinnoline oxalate. A mixture of 2.5g (0.01 mol) of
4-(4-hydroxyphenylthio)cinnoline and 7g of crushed anhydrous potas- sium
carbonate in 50ml of dimethylsulphoxide was stirred for 30 min. After that
4.4g (0.012 mol) of 1-chloro-
3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propane oxalate were
added while stirring was maintained 50 for 24 hours at room-temperature.
The medium was poured into water and extracted with ethyl ether. The
ethereal solution was washed with  water, dried on anhydrous sodium
sulphate and filtered. The ethyl ether was eliminated with a rotatory
evaporator to obtain 5.3g of an oil which was purified by chromatography on
a silica column using methanol as eluent. The base so provided (4.7g) was
then transformed into an oxalate in ethyl ether medium and the salt was
recrystallized from ethanol. 55    In this manner 4.1g of
4-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)
amino]propyloxy}phenylthiol- cinnoline oxalate were obtained. Yield: 70.8%
M.P. :[err] 46    EP 0 302 793 B1 Using the same procedure as that
described above but from 3-(4-hydroxyphenylthio)cinnoline there was
prepared
3-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propyloxy}phenylth
io]cinnoline  oxalate (Example 16) (SR 33704 A) Yield 67.6% 5  M.P.: [err]
EXAMPLE 17 Preparation of
3-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]
propyloxy}benzenesulphonyl]- 10 cinnoline oxalate (SR 33703A) a)
3-(4-Hydroxybenzenesulphonyl)cinnoline A mixture of 2.1g (0.01 mol) of
3-bromocinnoline, 6.6g (0.02 mol) of sodium 4-tosyloxybenzenesul- 15
phinate and 50ml of dimethylsulphoxide was stirred and heated at 120 C for
24 hours. The mixture was poured into water and extracted with
dichloroethane. The dichloroethane solution was washed with water, dried on
anhydrous sodium sulphate and filtered. The solvent was then evaporated
with a rotatory 



evaporator to provide 2.5g of an oily residue. The desired product was then
isolated by chromatography on a silica column using dichlorethane/methanol
98/2. 20    In this manner, 0.45g of 3-(4-hydroxybenzenesulphonyl)cinnoline
was obtained. Yield : 10.2% b)
3-[4-{3-[-Methyl-N-(3,4-dimethoxy--phenethyl)amino]propyloxy}benzenesulphon
yl]cinnoline oxalate. 25     A mixture of 0.2g (0.0007 mol) of
3-(4-hydroxybenzenesulphonyl)cinnoline and 0.4g of potassium carbonate in
10ml of dimethylsulphoxide was stirred for 30 min. After that, 0.3g (0.0008
mol) of 1-chloro-3-
[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propane oxalate was added
and the stirring was maintained for 24 hours at room-temperature. The
medium was poured into water and extracted with ethyl ether. The ethereal
solution was washed with water, dried on anhydrous sodium sulphate and
filtered. The ethyl ether 30 was then eliminated using a rotatory
evaporator and the residue was purified by chromatography on a silica
column using methanol as solvent to provide 0.100g (30%) of a base. This
base was then transformed into an oxalate in ethyl ether by adding an
ethereal solution of oxalic acid and the salt so formed was recrystallized
from ethanol. In  this   manner,  0.100g   of
3-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)  amino]- 35
propyloxy}benzenesulphonyl]cinnoline oxalate was obtained. M.P.: [err].
EXAMPLE 18 Preparation      of
2-isopropyl-1-[4-{3-[N-methyl-N-oxide-N-(3,4-dimethoxy-[err]-phenethyl)amin
o]- 40  propyloxy}benzenesulphonyl]indolizine acid oxalate. A solution of
2.75g (0.005 mol) of
2-isopropyl-1-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]-
propyloxy}benzenesulphonyl]indolizine in 40ml of dichloromethane was cooled
to [err]. Under stirring, 1g- (0.005 mol) of 3-chloro-perbenzoic acid in
40ml of dichloromethane was added to the reaction medium 45 which was then
allowed to return to room-temperature. The mixture was washed with a sodium
carbonate solution and then with water. After drying on sodium sulphate and
filtering, the solvent was evaporated off using a rotatory evaporator. The
residue so obtained (3.1g) was then purified by chromatography on a silica
column using methanol as solvent to obtain the required N-oxide derivative
in free base form. The oxalate was then formed by adding an ethereal
solution of oxalic acid to a solution, of the base so provided, in 50
tetra-hydrofuran/ethyl ether. In  this   manner,
2-isopropyl-1-[4-{3-[N-methyl-N-oxide-N-(3,4-dimethoxy-[err]-phenethyl)amin
o]- propyloxy}benzenesulphonyl]indolizine acid oxalate was obtained The
N.M.R. spectrum was found to be correct. 55 47    EP 0 302 793 B1 EXAMPLE
19 Preparation      of        1
-benzyi-2-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)  amino]-
propyloxy}benzenesulphonyl]imidazole (SR 33776) 5 a) N-Benzylimidazole. 



To a solution of 24g (1 mol) of sodium hydride in 500ml of
NN-dimethylformamide, there was added, drop-by-drop, a solution of 68g (1
mol) of imidazole in 150ml of N,N-dimethylformamide. The medium was 10
stirred for 2 hours and then 126.6g (1 mol) of benzyl chloride were added.
The solvent was eliminated and the residue was taken up with ethyl acetate
and washed with water. The organic phase was dried and concentrated to
provide an oil which crystallized when cold. In this manner,
N-benzylimidazole was obtained in a yield of 70%. 15 b) 1
-Benzyl-2-(4-methoxybenzenesulphonyl)imidazole. To a solution of 44g (0.28
mol) of 1-benzylimidazole in 200ml of acetonitrile, there were added,
drop-by- drop, 57.5g (0.28 mol) of 4-methoxybenzenesulphonyl chloride
dissolved into 50ml of acetonitrile. After one hour, 41.5ml (0.31 mol) of
triethylamine were added and the medium was maintained under stirring for
12 20 hours. The precipitate was isolated and the solution was purified by
high pressure liquid chromatography using dichloromethane as eluent. In
this manner, 1-benzyl-2-(4-methoxybenzenesulphonyl)imidazole was obtained
in a yield of 5%. c) 1-Benzyl-2-(4-hydroxybenzenesulphonyl)imidazole. 25 A
mixture of 2.6g (8 x [err]) of
1-benzyl-2-(4-methoxybenzenesulphonyl)imidazole in 10ml of iodhydric acid
was heated for 5 hours at [err]. The reaction medium was then poured into
ice water and extracted with ethyl acetate. The organic phase was dried and
concentrated and the residue obtained was purified by high pressure liquid
chromatography using dichloromethane as eluent. 30    In this manner,
1-benzyl-2-(4-hydroxybenzenesulphonyl)imidazole was obtained in a yield of
20%. d) 1
-Benzyl-2-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propyloxy}
benzenesulphonyl]imidazole. A mixture of 0.5g (1.6 x [err]) of
1-benzyl-2-(4-hydroxybenzenesulphonyl)imidazole, 0.86g (2.4 x 35  [err]) of
1-chloro-3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propane oxalate
and 1.1g (7.9 x [err]) of potassium carbonate in 6ml of dimethylsulphoxide
was maintained at [err] for 3 days. The reaction medium was then poured
into ice water and the oil so obtained was purified by high pressure liquid
chromatography using ethyl acetate as eluent. Yield: 78%. 40 EXAMPLE 20
Preparation     of       1
-isopropyl-2-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)  amino]-
propyloxy}benzenesulphonyl]benzimidazole oxalate. 45 a)
1-lsopropyl-2-(4-benzyloxybenzenesulphonyl)benzimidazole. To a solution of
7.08 x 10-4 mol of 4-benzyloxybenzenesulphonyl chloride in 10ml of
acetonitrile cooled to [err], there was added 7.08 x 10-4 mol of
1-isopropylbenzimidazole prepared in N,N-dimethylformamide 50 from
benzimidazole and isopropyl bromide in the presence of sodium hydride.
After that one equivalent of triethylamine was added. The medium was
stirred at room-temperature for 12 hours and the acetonitrile was then
evaporated off. The residue so obtained was then taken up with water and
extracted several times with dichloromethane. The organic extracts were
collected, dried and evap- orated. The residue so provided was purified by
chromatography on a silica column using a 55 dichloromethane/ethyl acetate
99/1 mixture as eluent. In this manner,
1-isopropyl-2-(4-benzyloxybenzenesulphonyl)benzimidazole was obtained in a
yield of 



52%. M.P. [err] 48    EP 0 302 793 B1 b) 1
-sopropyl-2-(4-hydroxybenzenesulphonyl)benzimidazole. To 20ml of ethanol,
there were added 2.95 x [err]mol of
1-isopropyl-2-(4-benzyloxybenzenesulphonyl)- benzimidazole and 0.015g of
10%-palladium charcoal and the mixture so obtained was maintained under 5
hydrogen atmosphere. When the required quantity of hydrogen was absorbed
namely after about 2 hours, the catalyst was filtered out and washed with
ethanol. The alcoolic extracts were collected and evaporated under vacuum.
In this manner 1-isopropyl-2-(4-hydroxybenzenesulphonyl)benzimidazole was
obtained in the form of a white crystalline product. 10 Yield: 64% M.P.:
198 C. c)      1
-Isopropyl-2-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propylo
xy}benzenesulphonyl]- benzimidazole oxalate. 15 To a mixture of 1.42 x
[err] mol of 1-isopropyl-2-(4-hydroxybenzenesulphonyl)benzimidazole and 5
equivalents of potassium carbonate in 5ml of dimethylsulphoxide, there was
added 1.5 equivalent of 1-
chloro-3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propane oxalate.
The medium was stirred for about 15 hours at [err] and the residue was
poured on ice and extracted with 20 ethyl acetate. The organic phase was
then dried and evaporated and the base so provided was purified by
chromatog- raphy on a silica column using an ethyl acetate/methanol 95/5
mixture. The oxalate was then formed using an ethereal solution of oxalic
acid. In     this      manner,
1-isopropyl-2-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]- 25
propyloxy}benzenesulphonyl]benzimidazole oxalate was obtained. EXAMPLE 21
Preparation of 2-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]
propyloxy}benzenesulphonyl]- 30  pyrlmidine oxalate. a)
2-(4-Methoxybenzenesulphonyl)pyrimidine. To 8.7 x 10-2 mol of 50%-sodium
hydride in 20ml of N,N-dimethylformamide, there were added 12.3g 35 (8.7 x
[err] mol) of 4-methoxyphenylthiol. After the gaseous evolution was
terminated namely after about 2 hours, 10g (8.7 x [err] mol) of
2-chloropyrimidine in 100ml of N,N-dimethylformamide were added. The medium
was stirred at room-temperature for 3 hours and the slight precipitate was
filtered out. After evaporation of the solvent, the oily residue was taken
up in 100ml of water and the mixture was stirred. The product which
crystallized was then filtered out and washed with water. 40    In this
manner 2-(4-methoxybenzenesulphonyl)pyrimidine was obtained in a yield of
89%. M.P.: [err]. 



b) 2-(4-Hydroxybenzenesulphonyl)pyrimidine. 45     A mixture of 4.6 x [err]
mol of 2-(4-methoxybenzenesulphonyl)pyrimidine and 10ml of 47%- hydrobromic
acid was heated for 1 hour at [err]. The reaction medium was neutralized to
a pH of 7 with an ammonia solution and the pasty residue was extracted with
dichloromethane. The organic phase was then dried and evaporated and the
residue so provided was purified by chromatography on a silica column using
dichloromethane as eluent. 50    In this manner,
2-(4-hydroxybenzenesulphonyl)pyrimidine was obtained. c)
2-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propyloxy}benzenes
ulphonyl]pyrimidine oxalate. To a mixture of 1.6 x [err] mol of
2-(4-hydroxybenzenesulphonyl) pyrimidine, 2.4 x [err] mol of 1- 55
chloro-3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propane oxalate
and 1.1g of potassium carbonate was maintained at [err] for several hours
and the residue was poured on ice and extracted with ethyl acetate. The
organic phase was then dried and evaporated and the base so provided was
purified by chromatography on a silica column. The oxalate was then formed
using an ethereal solution of oxalic acid. 49    EP 0 302 793 B1 In this
manner 2-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]
propyloxy}benzenesulphonyl]- pyrimidine oxalate was obtained. EXAMPLE 22 5
Preparation of
2-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propyloxy}benzenes
ulphonyl]indene oxalate. (SR 33705 A) a)
3-Chloro-2-(4-tosyloxybenzenesulphonyl)indane. 10 Under nitrogen
atmosphere, a mixture of 0.05 mol of indene, 0.05 mol of sulphonyl
chloride, 0.0005 mol of cupric chloride and 0.0005 mol of triethylamine
hydrochloride in 3ml of acetonitrile was heated at [err] for 2 hours. The
medium was then poured into methanol and the precipitate which formed was
filtered and recrystallized from an ethyl acetate/chloroform mixture. 15
In this manner, 0.042 mol of 3-chloro-2-(4-tosyloxybenzenesulphonyl) indane
was obtained in a yield of 84%. M.P.: [err] b)
2-(4-Tosyloxybenzenesulphonyl)indene. 20 A mixture of 0.025 mol of
3-chloro-2-(4-tosyloxybenzenesulphonyl) indane and 0.04 mol of
triethylamine in 125ml of chloroform was stirred for 4 hours at
room-temperature. The medium was poured into water and distilled in the
presence of chloroform. The organic phase was dried on sodium sulphate,
filtered and concentrated. The green solid so obtained was recrystallized
first from tetrahydrofuran and then from ethyl 25  acetate. In this manner,
0.024 mol of 2-(4-tosyloxybenzenesulphonyl)indene was obtained in the form
of a white solid. 



Yield: 82% M.P.: [err] 30 c) 2-(4-Hydroxybenzenesulphonyl)indene. A
suspension of 0.01 mol of 2-(4-tosyloxybenzenesulphonyl)indene in 100ml of
2N-sodium hydroxide and 160ml of ethanol was heated to [err]. After
complete dissolution, the reaction medium was poured into 35 water,
acidified with dilute hydrochloric acid and distilled in the presence of
dichloromethane. The residue was stirred in the presence of animal charcoal
and sodium sulphate and then filtered and concentrated. In this manner
0.005 mol of 2-(4-hydroxybenzenesulphonyl)indene was obtained In a yield of
52%. M.P.: [err] (ethyl acetate/hexane). 40 d)
2-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propyloxy}benzenes
ulphonyl]indene oxalate. A mixture of 0.005 mol of
2-(4-hydroxybenzenesulphonyl)indende and 3.5g of crushed potassium
carbonate in 10ml of dimethylsulphoxide was stirred for 30 min. After that,
0.006 mol of 1-chloro-3-[N-
methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propane oxalate was added
while stirring was maintained for 24 45 hours at room-temperature. The
medium was poured into water and extracted with ethyl ether. The ethereal
solution was washed with water, dried on anhydrous sodium sulphate and
filtered. The ethyl ether was eliminated with a rotatory evaporator and the
residue so obtained was purified by chromatography on a silica column. The
base so provided was then transformed into an oxalate by adding oxalic acid
in ethyl ether. 50    In this manner
2-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]
propyloxy}benzenesulphonyl]- indene oxalate was obtained. M.P. [err]
(ethanol/isopropanol). 55 50    EP 0 302 793 B1 EXAMPLE 23 Preparation of
2-isopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-benzyl)amino]
propyloxy}benzenesulphonyl]- benzofuran acid oxalate (SR 33747 A) 5 a)
2-Isopropyl-3-[4-(3-bromopropyloxy)benzenesulphonyl] benzofuran This
compound was obtained using the method described in Example 9a. M.P.: [err]
10    Using the same procedure the following compounds were prepared:
COMPOUNDS 2-lsopropyl-3-[4-(2-bromoethoxy)benzenesulphonyl] benzofuran 15
M.P. : [err] 2-lsopropyl-3-[4-(4-bromobutyloxy) benzenesulphonyl]
benzofuran Oily. b) 2-lsopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-benzyl)
amino)propyloxy} benzenesulphonyl] benzofuran acid oxalate 



20 A mixture of 0.0103 mol of 2-isopropyl-3-[4-(3-bromopropyloxy)
benzenesulphonyl] benzofuran and 0.0206 mol of
N-methyl-3,4-dimethoxy-[err]-phenethylamine in 75 ml of toluene was
refluxed for 4 days in the presence of 0.03 mol of anhydrous and finely
crushed potassium carbonate. After reacting the medium was allowed to cool,
the mineral salts were filtered out and the filtrate was evaporated to
dryness. After that, the 25 unreacted amine was separated out by elution
chromatography on neutral alumina using chloroform as eluent. The desired
product was then purified by elution chromatography on silica with acetone
as eluent. The oil so isolated (yield : about 96%) was then transformed
into an acid oxalate In ethyl acetate using an ethereal solution of oxalic
acid. In  this   manner,
2-isopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-benzyl)  amino)propyloxy} 30
benzenesulphonyl] benzofuran acid oxalate was obtained in a yield of 40 to
60%. M.P.: 167C (ethanol). Using the same method as that described above
the following compounds were prepared: COMPOUNDS 35
2-lsopropyl-3-[4-{2-[N-methyl-N-(3,4-dimethoxy-benzyl)amino]ethyloxy}benzen
esulphonyl  benzofuran hemioxalate (SR 33752 A) (Example 24) M.P. : 197  C
(methanol) 2-lsopropyl-3-[4-{3-[
N-(3,4-dimethoxy-[err]-phenethyl)amino]propyloxy} benzenesulphonyl]
benzofuran acid 40 oxalate (SR 33753 A) (Example 25) M.P.: [err] (methanol)
2-lsopropyl-3-[4-{2-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]ethylo
xy} benzenesulphonyl benzofuran hemioxalate (SR 33754 A) (Example 26) M.P.:
[err] (methanol) 45
2-lsopropyl-3-[4-{4-[N-methyl-N-(3,4-dimethoxy-benzy])amino]butyloxy}benzen
esulphonyl]  benzofuran hemioxalate (SR 33755 A) (Example 27) M.P.: [err]
(ethanol) 2-lsopropyl-3-[4-{4-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl
)amino]butyloxy} benzenesulphonyl]benzofuran acid oxalate (SR 33756 A)
(Example 28) 50
2-lsopropyl-3-[4-{3-[N-methyl-N-[(2-pyridyl)-[err]-ethyl]amino]propyloxy}be
nzenesulphonyl] benzofuran (SR 33783) (Example 29) Yellow oil.
2-lsopropyl-3-4-{3-[N-[3-(1,3-benzodioxolyl)]-[err]-ethyl]amino]propyloxy}b
enzene sulphonyl benzofuran acid oxalate (SR 33790 A) (Example 30) 55 M.P.:
[err] (methanol) 51    EP 0 302 793 B1 EXAMPLE 31 Preparation     of
1-isopropyl-2-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)  amino]- 



propyloxy}benzenesulphonyl]imidazole dihydrochloride (SR 33800 A) 5 a) 1
-Isopropyl-2-(4-methoxybenzenesulphonyl) imidazole Into 20 ml of
acetonitrile was introduced 0.1 mol of 1-isopropylimidazole. After that 0.1
mol of 4-methoxybenzenesulphonyl chloride in 20 ml of acetonitrile was
added drop-by- 10 drop. The addition took one hour and the temperature
increased to 35  C. After one hour stirring at room- temperature 0.11 mol
of triethylamine was added to the reaction medium and stirring was
maintained for 20 hours. The precipitate which formed was suction-filtered,
the filtrate was evaporated to dryness and the residue was dissolved in
ethyl acetate. After washing with neutral water, the extract was dried and
isolated to give 18.3 g of a brownish oil which was purified on a silica
column. The elution with ethyl acetate 15 provided 4.5 g of a brownish oil
which solidified. In this manner, 1-isopropyl-2-(4-methoxybenzenesulphonyl)
imidazole was obtained in a yield of 16%. Purity: 99.9% (high pressure
liquid chromatography) M.P. : 84 - 86C (ethyl acetate/n-hexane 1/2) Using
the same procedure as that described above
1-benzyl-2-(4-methoxybenzenesulphonyl) imidazole 20 was obtained in the
form of a white beige solid. M.P.: [err] (ethyl acetate/n-hexane 1/2) b)
1-lsopropyl-2-(4-hydroxybenzebesulphonyl) imidazole 25    In 30 ml of
anhydrous N,N-dimethylformamide were suspended, under nitrogen atmosphere,
2.4 g (48 x [err] mol) of a 50% - sodium hydride oily mixture and 1.8 ml
(24 x [err] mol) of 2-mercaptoethanol in 5 ml of N,N-dimethylformamide was
added. Stirring was maintained for one hour at room-temperature and 3.85 g
(11.7 x [err] mol) of 1-isopropyl-2-(4-methoxybenzenesulphonyl) imidazole
in 20 ml of N,N-dimethylfor- mamide were then added. The medium was then
heated to [err] for one hour, cooled and poured into 30  200 ml of iced
water. The brownish precipitate which formed was eliminated by filtration
and the filtrate was acidified by adding concentrated hydrochloric acid.
The medium was then treated with sodium bicarbonate to neutrality and the
filtrate was evaporated to dryness. The brownish residual solid was taken
up in a dichloromethane/methanol 4/1 mixture and suction-filtered to
eliminate the insoluble matter. The filtrate when concentrated provided
4.75 g of a brownish oil. 35    In this manner, 2.3 g of
1-isopropyl-2-(4-hydroxybenzenesulphonyl) imidazole were obtained In the
form of a slightly beige solid after purification on a silica column using
ethyl acetate as eluent. Yield: 74.2%. Purity 98.3% (high pressure liquid
chromatography). M.P.: [err] (ethyl acetate/n-hexane 1/1) 40     Using the
same procedure as that described above
1-benzyl-2-(4-hydroxybenzenesulphonyl) imidazole was obtained in the form
of a white solid. Yield: 56.4% M.P. [err](ethyl acetate/methanol/n-hexane)
45  c)
1-lsopropyl-2-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propyl
oxy}  benzenesulphonyl] im- idazole dihydrochloride In 23 ml of
dimethylsulphoxide were stirred for about 15 hours at room-temperature, 2.3
g (8.6 x [err] mol) of 1-isopropyl-2-(4-hydroxybenzenesulphonyl) imidazole,
3.45 g (9.5 x [err] mol) of 1-chloro-3-[N- 50
methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propane acid oxalate and 3 g
(21.5 x [err] mol) of potassium 



carbonate. The medium was then heated for 5 hours at 60 C, poured into 100
ml of water and extracted with 3 fractions each of 50 ml of ethyl acetate.
The extracts were collected and washed with 3 fractions each of 30 ml of
water to obtain 3.45 g of a brownish oil. This oil was then purified on a
silica column using an ethyl acetate/methanol 75/25 mixture as 55  solvent
to provide 2.4 g of an oil. The dihydrochloride was then formed in methanol
by adding gaseous hydrochloric acid. The methanol was evaporated off and
the residue was taken up in dry ethyl ether and filtered out. 52    EP 0
302 793 B1 In this manner, 2.05 g of
1-isopropyl-2-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propyl
oxy} benzenesulphonyl]imidazole dihydrochloride were obtained in the form
of a white solid. Yield : 41.4%. Purity : 98.4% 5  M.P.: [err] Using the
same procedure as that described above
1-benzyl-2-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-
phenethyl)amino]propyloxy}benzenesulphonyl] imidazole acid oxalate was
obtained in the form of a white solid (SR 33776 A) (Example 32). Yield
49.21%. 10 M.P. 130.5 C (ethyl acetate/methanol) EXAMPLE 33 Preparation of
4-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propyloxy}benzenes
ulphonyl]-1,5- 15 diphenyl-imidazole acid oxalate a)
4-(4-Methoxy-benzenesulphonyl)-1,5-diphenyl-imidazole While stirring at
room-temperature, a solution of 2.1 g (0.01 mol) of (4-methoxy-benzene)- 20
sulphonylmethylisocyanide and 2.1 g (0.01 mol) of N-phenylbenzimidoyle
chloride in 25 ml of dimethox- yethane was added drop-by-drop and under
nitrogen atmosphere to a suspension of 0.4 g (0.01 mol) of 60%-sodium
hydride in 25 ml of dimethylsulphoxide. After the introduction, stirring
was maintained for 0.75 hour and the medium was slowly poured into iced
water. An amorphous product was so obtained which transformed into an oil.
This oil was then purified on a neutral alumina column. 25    In this
manner, 0.774 g of 4-(4-methoxy-benzenesulphonyl)-1,5-diphenyl-imidazole
was obtained in a yield of 20%. M.P.: [err] b)
4-(4-Hydroxy-benzenesulphonyl)-1,5-diphenyl-imidazole 30 To a solution of
0.287 g (3.7 x [err] mol) of 2-mercapto-ethanol in 5 ml of
N,N-dimethylformamide was added, under stirring and by little fractions
0.354 g of 60%-sodium hydride. Stirring was maintained for 0.25 hour at
room-temperature and then 0.774 g of
4-(4-methoxy-benzenesulphonyl)-1,5-diphenyl-imidazole in 5 ml of
N,N-dimethylformamide was added. The reactor was heated for 1 hour in an
oily bath at [err] and 35 the medium was allowed to cool, poured into 30 ml
of iced water and acidified to pH = 5 with concentrated 



hydrochloric acid. The precipitate which formed was suction-filtered,
washed with water and dried on phosphorous pentoxide under 5 mm Hg. The
solid obtained was then washed with ethyl acetate. In this manner, 0.617 g
of 4-(4-hydroxy-benzenesulphonyl)-1,5-diphenyl-imidazole was provided in a
yield of 91%. 40 M.P. : [err] c)
4-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propyloxy}benzenes
ulphonyl-1,5-diphenyl-im- idazole acid oxalate 45     To 0.60 g (1.6 x
[err] mol) of 4-(4-hydroxy-benzenesulphonyl)-1,5-diphenyl-imidazole in 17
ml of N,N- dimethylformamide was added 0.730 g (5.28 x [err] mol) of
crushed anhydrous potassium carbonate. The medium was stirred for 0.5 hour
at room-temperature. After that 0.578 g (1.6 x [err] mol) of 1-chloro-3-[N-
methyl-N-(3,4-dimethoxy- -phenethyl)amino] propane acid oxalate was added
and the reactor was heated in an oily bath at [err] for 0.75 hour. After
cooling, the mixture was poured into iced water and the so  precipitate
which formed was suction-filtered. This solid which transformed into an oil
was chromatographied on a silica column using methanol as an eluent. An
amorphous product was so obtained (M.P. : <50 C) which was transformed into
an oxalate in an ethyl ether/ethyl acetate mixture using an ethereal
solution of oxalic acid. In this manner,
4-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)
amino]propyloxy}benzenesulphonyl- 55  1,5-diphenyl-imidazole acid oxalate
was obtained. M.P. [err] (isopropanol/ethanol/methanol). 53    EP 0 302 793
B1 EXAMPLE 34 Preparation  of
4-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propyloxy}
benzenesulphonyl-5- phenyl-thiazole acid oxalate (SR 33791 A) a)
4-(4-Methoxybenzenesulphonyl)-5-phenyl-thiazole To 6.3 g (0.03 mol) of
(4-methoxybenzene) sulphonylmethylisocyanide and 3.2 g (0.015 mol) of S-
(thiobenzoyl) thioglycolic acid in 210 ml of tert-butanol, were added, at
[err] and in 5 min., 2.6 g (0.046 10 mol) of crushed potassium hydroxide.
Stirring was then maintained for 5.5 hours at room-temperature. After that,
the tert-butanol was evaporated off under vacuum and a saturated solution
of sodium chloride was added to the residue. The medium was extracted with
a dichloromethane diethyl ether mixture, washed, dried on anhydrous sodium
sulphate and evaporated. The residue was then purified by chromatography on
a silica column using dichlorethane as eluent. 15    In this manner 2.2 g
of 4-(methoxybenzenesulphonyl)-5-phenyl-thiazole were obtained in the form
of a yellow solid. Yield: 44% M.P.: [err] (methanol) 20 b)
4-(4-Hydroxybenzenesulphonyl)-5-phenyl-thiazole A mixture of 1.1 g (3.3 x
[err] mol) of 4-(4-methoxybenzenesulphonyl) -5-phenyl-thiazole in a mixture
of 33 ml of glacial acetic acid and 33 ml of 47% - hydrobromic acid was
heated under reflux for 35 hours. The medium was evaporated to dryness
under vacuum and water was added to the residue followed by sodium 



25 bicarbonate. The grey precipitate which formed was suction-filtered and
taken up in dichlorethane.The phenol derivative was extracted with an
aqueous solution of 0.01 mol of sodium hydroxide and regenerated by
acidification using acetic acid. In this manner, 0.7 g of
4-(4-hydroxybenzenesulphonyl)-5-phenyl-thiazole was obtained in a yield of
66%. 30  M.P.: [err] c)
4-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propyloxy}benzenes
ulphonyl]-5-phenyl-thiazole acid oxalate 35     To a solution of 0.75 g
(2.4 x [err] mol) of 4-(4-hydroxybenzene-sulphonyl)-5-phenyl-thiazole in 25
ml of N,N-dimethyllormamide, was added 1.1 g (7.9 x [err] mol) of crushed
anhydrous potassium carbonate. The medium was stirred for 0.5 hour at
room-temperature and 0.867 g (2.4 x [err] mol) of 1-chloro-3-[N-methyl-
N-(3,4-dimethoxy-[err]-phenethyl)amino] propane acid oxalate was added. The
reaction mixture was heated at [err] for 0.75 hour, cooled and poured into
iced water. After extraction with ethyl ether, the organic layer 40 was
washed with water and dried on anhydrous sodium sulphate. After evaporation
to dryness under vacuum, the oily residue was chromotographied on a silica
column using ethanol as eluent. The fractions were collected and evaporated
to dryness to provide an oily product which was taken up in a dry
ethyl/ether acetate mixture. The acid oxalate was then formed by adding
oxalic acid in ethyl ether. In  this   manner,   0.8   g    of
4-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino] 45
propyloxy}benzenesulphonyl]-5-phenyl-thiazole acid oxalate was obtained
after recrystallization from metha- nol. M.P.: 161.8 C. EXAMPLE 35 50
Preparation  of
4-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propyloxy}
benzenesulphonyl]-5- isopropyl-pyrazole acid oxalate (SR 33801 A) a)
1-lsobutyroyl-1-(4-tosyloxy-benzenesulphonyl)-2-N,N-dimethylamino-ethene 55
A solution of 9.9 g (0.025 mol) of
1-(4-tosyloxy-benzenesulphonyl)-3-methyl-2-butanone (M.P. :156 - [err] and
7.5 g (0.0625 mol) of N,N-dimethylformamide dimethylacetal in 50 ml of
toluene was heated under reflux for 18 hours. After reacting, the medium
was evaporated to dryness and the residue was stirred 54    EP 0 302 793
131 together with 50 ml of cyclohexane for 1.5 hour. The medium was
suction-filtered, washed with cyclohexane and the product so obtained was
recrystallised from 23 ml of methanol. In this manner, 5.2 g of
1-isobutyroyl-1-(4-tosyloxy-benzenesulphonyl)-2-NN-dimethylamino-ethene
were obtained in the form of crystals. 5  Yield: 65.5%. Purity: 92.01 %
(high pressure liquid chromatography). M.P.: [err] 



b) 4-(4-Hydroxy-benzenesulphonyl)-5-isopropyl-pyrazole 10 A solution of 4.5
g (0.01 mol) of
1-isobutyroyl-1-(4-tosyloxy-benzenesulphonyl)-2-N,N-dimethylamino- ethene
and 16 ml (0.2 mol) of hydrazine hydrate in 25 ml of methanol and 7 ml of
water was heated under reflux for 1 hour. After reacting, the medium was
evaporated to dryness and the residue was purified by elution
chromatography on silica using ethyl acetate as eluent. The oil so obtained
was then crystallized 15  from 100 ml of water and recystallized also from
water. In this manner, 0.9 g of
4-(4-hydroxy-benzenesulphonyl)-5-isopropylpyrazolewas obtained in a yield
of 33.7%. Purity: 98% (High pressure liquid chromatography). M.P.:  [err]
20 c)
4-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propyloxy}benzenes
ulphonyl]-5-isopropyl- pyrazole acid oxalate A mixture of 0.01 mol of
4-(4-hydroxy-benzenesulphonyl)-5-isopropyl pyrazole, 0.01 mol of
1-chloro-3- 25 IN-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino] propane in
40 ml of dimethylsulphoxide and 0.028 mol of anhydrous and finely crushed
potassium carbonate was stirred for 3 days at room-temperature. After
reacting, the medium was poured into a mixture of 100 ml of water and 100 g
of ice. After extraction with 3 fractions each of 100 ml of isopropyl ether
the organic layer was washed with 50 ml of water. The oily residue was then
purified by elution chromatography on silica neutralized with diethylamine
and using 30 acetone as eluent. The acid oxalate was then formed in
isopropyl ether using an ethereal solution of oxalic acid. In this manner,
4-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)
amino]propyloxy}benzenesulphonyl]-5- isopropyl-pyrazole acid oxalate was
obtained. 35  EXAMPLE 36 Preparation   of
4-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propyloxy}benzenes
ulphonyl]-5- isopropyl-isoxazole 40 a) 1
-Isobutyroyl-1-(4-methoxy-benzenesulphonyl)-2-N,N-dimethylamino-ethene This
compound was obtained from
1-(4-methoxy-benzenesulphonyl)-3-methyl-2-butanone (M.P. 48- [err]) using
the same procedure as that described in Example 35. Yield 80.9%. 45  M.P.
1)   [err] 2)  [err] b)
5-lsopropyl-4-(4-methoxy-benzenesulphonyl)-isoxazole 50 A mixture of 12.45
g (0.04 mol) of 1-(4-methoxy-benzenesulphonyl)-2-N,N-dimethylamino-ethene,
3.32 g (0.04 mol) of anhydrous sodium acetate and 2.8 g (0.04 mol) of
hydroxylamine hydrochloride in 160 ml of methanol and 80 ml of water was
stirred for 22 hours at room-temperature. After reacting, the medium was
poured into 200 ml of water and the mixture was stirred for 0.5 hour at 10
C. The product so obtained was 55 suction-filtered, washed with water and
dried under vacuum at room-temperature. In this manner 7.1 g of
5-isopropyl-4-(4-methoxy-benzenesulphonyl)isoxazole were obtained in a
yield of 



63%. M.P.:  [err] 55    EP 0 302 793 B1 c)
5-lsopropyl-4-(4-hydroxy-benzenesulphonyl)-isoxazole A mixture of 16.7 g
(0.06 mol) of 5-isopropyl-4-(4-methoxy-benzenesulphonyl)-isoxazole and 32 g
(0.24 mol) of aluminium chloride in 400 ml of dichlorethane was heated
under reflux for 6 hours. After reaction the 5  medium was allowed to cool
and then poured into 510 g of ice and 500 ml of water. The mixture was
stirred for 0.5 hours, decanted, washed to neutrality and evaporated under
vacuum. The residue was dissolved in 400 ml of ethanol, discoloured with 6
g of active charcoal, filtered and evaporated. The product so provided was
purified by elution chromatography on silica using isopropyl ether as
eluent. In this manner, 8.6 g of
5-isopropyl-4-(4-hydroxy-benzenesulphonyl)-isoxazole were obtained after to
recrystallisation from 55 ml of toluene. Yield 53.6%. M.P.: [err] d)
4-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propyloxy}benzenes
ulphonyl]-5-isopropyl-isox- 15  azole This compound was obtained using the
same method as that described in Example 35. EXAMPLE 37 20 Preparation   of
4-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propyloxy}benzenes
ulphonyl]-5- isopropyl-3-phenyl-isoxazole a)
5-lsopropyl-3-phenyl-4-(4-tosyloxy-benzenesulphonyl)-isoxazole 25 To a
solution of 0.23 g (0.01 at.gr) of sodium in 15 ml of methanol, were added,
by small fractions, 3.95 g (0.01 mol) of
1-(4-tosyloxy-benzenesulphonyl)-3-methyl-2-butanone while maintaining the
temperature at [err]. At the same temperature, 1.55 g (0.01 mol) of
benzhydroxamic acid chloride in 15 ml of methanol was added drop-by-drop in
20 minutes. The mixture was still stirred for 1 hour at [err] and the
temperature 30 was then allowed to increase to 20 C while stirring for 4
hours. The medium was evaporated to dryness and the residue was
suction-filtered and washed with water. The crude product so obtained was
recrystal- lised from about 180 ml of ethanol and then purified by elution
chromatography on silica using chloroform as eluent. In this manner, 2.65 g
of 5-isopropyl-3-phenyl-4-(4-tosyloxy-benzenesulphonyl)-isoxazole were
obtained 35 in a yield of 53.2%. Purity: 38.4% (high pressure liquid
chromatography) M.P.:  [err] b)
4-(4-Hydroxy-benzensulphonyl)-5-isopropyl-3-phenyl-isoxazole 40 A mixture
of 2.5 g (0.005 mol) of
5-isopropyl-3-phenyl-4-(4-tosyloxybenzenesulphonyl)-isoxazole and 0.8 



g (0.02 mol) of sodium hydroxide in 20 ml of isopropanol and 10 ml of water
was heated under reflux for 2.5 hours. After reacting, the mixture was
allowed to cool, diluted with 50 ml of water and acidified with
concentrated hydrochloric acid. The product so obtained was
suction-filtered and washed with water to 45  obtain 1.4 g of the desired
compound which was purified by elution chromatography on silica using
chloroform as eluent. In this manner, 1.12 g of
4-(4-hydroxy-benzenesulphonyl)-5-isopropyl-3-phenyl-isoxazole was obtained
in a yield of 65.9%. M.P.: [err] 60 c)
4-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propyloxy}benzenes
ulphonyl]-5-isopropyl-3- phenyl-isoxazole This compound was obtained
following the method described in Example 35. M.P. of the acid oxalate: 55
[err] (methanol). 56    EP 0 302 793 B1 EXAMPLE 38 Preparation  of
2-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propyloxy}benzenes
ulphonyl]-nap- hthalene (SR 33 732 A) acid oxalate a)
2-Benzenesulphonate-naphthalene A solution of 510 ml of a 25%-aqueous
solution of potassium carbonate was added to a mixture of 60 g (0.264 mol)
of 2-naphthalenesulfonyl chloride and 0.264 mol of phenol in 600 ml of
acetone. A precipitate 10  formed. The medium was stirred for about 15
hours at room-temperature and then filtered. After washing first with a
1%-sodium hydroxide solution and then with water, the medium was dried and
recrystallized from methanol. In this manner,
2-benzenesulphonate-naphthalene was obtained in a yield of 84%. M.P. :
[err] 15 b) 2-(4-Hydroxy-benzenesulphonyl)naphthalene To 70 ml of
nitrobenzene and 2 equivalents of aluminium chloride were added 20 g of
2-benzenesul- phonate naphthalene. The mixture was heated to 120 - 140 C
for about 2.5 hours and became black. The 20     medium was then decomposed
using a hydrochloric acid/ice mixture. After decantation, the dried organic
layer was purified on a silica column using a dichloromethane/heptane 5/5
mixture. The nitrobenzene was eliminated and the product was eluted with a
dichloromethane/heptane 7/3 mixture. The oily compound so obtained was
triturated with ethyl ether, crystallized and filtered. In this manner,
2-(4-hydroxy-benzenesulphonyl)-naphthalene was obtained. 25 M.P. :  [err]
c)
2-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propyloxy}benzenes
ulphonyl]-naphthalene acid oxalate 30    A mixture of 1.4 g of
2-(4-hydroxy-benzenesulphonyl)-naphthalene 5 equivalents of potassium
carbonate 



and 1.5 equivalent of
1-chloro-3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propane acid
oxalate in 5 ml of dimethylsulphoxide was heated on a water-bath at 30 - 35
C for 15 hours. After that, 10 ml of water were added and the medium was
extracted with dichloromethane and decanted. The organic layer was dried
and purified on a silica column using first dichloromethane and then a
dichloromethane/methanol 98/2 35 mixture as eluents. In this manner,
2-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)
amino]propyloxy}benzenesulphonyl]- naphthalene was obtained in a yield of
75%. M.P.: [err] (ethanol) 40  EXAMPLE 39 Preparation   of
1-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propyloxy}benzenes
ulphonyl]- cyclohexene acid oxalate (SR 33767 A) 45 a)
2-lodo-1-(4-tosyloxybenzenesulphonyl) cyclohexene This compound was
obtained following the method described in Example 22 a) but replacing
sulphonyl chloride by sulphonyl iodide and heating at [err] for 4 hours.
Yield: 40% 50 M.P.: [err] b) 1-(4-Tosyloxybenzenesulphonyl) cyclohexene
This compound was obtained following the method described in Example 22 b).
55   Yield: 80%. M.P.: [err] 57    EP 0 302 793 B1 c)
1-(4-Hydroxybenzenesulphonyl) cyclohexene This compound was obtained
following the method described in Example 22 c). M.P. : 120 C. 5 d)
1-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propyloxy}benzenes
ulphonyl]cyclohexene acid oxalate Yield: 65% 10 M.P. 174 C. EXAMPLE 40
Preparation     of
2-isopropyl-3-]4-{3-]N-methyl-N-(3,4-dimethoxy-[err]-phenethyl  )amino]- 15
propyloxy}benzenesulphonyl]indole hemioxalate (SR 33738 A) a)
2-isopropyl-3-(4-methoxy-benzenesulphonyl) indole A solution of 1.4 g (5 x
10-3 mol) of 2-isopropyl-3-(4-methoxyphenylthio) indole (prepared from 2-
20 isopropylindole and 4-methoxythiophenol in the presence of iodine) in 25
ml of dichloromethane was stirred and cooled to about -5 C. After that 2.6
g (15 x 10-3 mol) of 3-chloroperbenzoic acid in 25 ml of dichloromethane
was added drop-by-drop. The temperature was then allowed to return to
room-temperature and the stirring was maintained for 2 hours. The reaction
product was washed with a diluted sodium 



hydroxide solution and then twice with water. The medium was dried on
anhydrous sodium sulphate, filtered 25 and the solvent was evaporated off.
In this manner, 1.3 g of 2 isopropyl-3-(4-methoxy-benzenesulphonyl) indole
was obtained after recrystal- lization from toluene. M.P. : 178 C. Using
the same procedure as that described above,
3-isopropyl-2-(4-methoxy-benzenesulphonyl)indole 30 was prepared. Yield
90%. M.P. 124 C. b) 2-lsopropyl-3-(4-hydroxy-benzenesulphonyl)indole 35 To
a solution of 3.3 g (0.01 mol) of
2-isopropyl-3-(4-methoxy-benzenesulphonyl) indole in 20 ml of N,N-
dimethylformamide was added a solution of 0.024 mol of a 50% - suspension
sodium hydride and 0.012 mol of 2-mercapto-ethanol in 10 ml of
N,N-dimethylformamide. The medium was heated to [err] for 4 hours and
cooled. After that a solution of 0.016 mol of sodium hydride and 0.008 mol
of 2-mercapto-ethanol 40 was again added and the mixture was again heated
at [err] for 3 hours. The reaction medium was then taken up in 50 ml of
water, acidified, extracted with ethyl ether and purified by chromotography
on silica. In this manner, 3.6 g of
2-isopropyl-3-(4-hydroxy-benzenesulphonyl) indole were obtained in oily
form and the product was crystallized from an ethanol/water mixture. Yield
82%. 45  M.P.: [err]. Uing the same procedure as that described above,
3-isopropyl-2-(4-hydroxy-benzenesulphonyl)indole was prepared. Yield 46.9%.
M.P. about [err]. 50 c)
2-lsopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]
propyloxy}benzenesulphonyl]indole hemioxalate This compound was obtained in
accordance with Example 1. 55 Yield: 50%. M.P.: about [err]
(isopropanol/ethyl ether) Using the same procedure as that described stove
the following compounds were prepared: 58    EP 0 302 793 B1 Compounds
2-lsopropyl-3-[4-{3-N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)aminolpropylo
xy}phenylthio]indole hemioxalate (SR 33737 A) (Example 41) [from
2-isopropyl-3-(4-hydroxy-phenylthio)indole] 5  M.P. [err]
(isopropanol/ethyl ether) 3-lsopropyl-2-[4-{3-[N-methyl-N-(3,4dimethoxy
[err]-phenethyl)amino]propyloxy}benzenesulphonyl]indole acid 



oxalate (SR 33807 A) (Example 42). Yield: 42.2%. M.P. : about [err]. 10
EXAMPLE 43 Preparation     of
1-methyl-2-isopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)ami
no]- propyloxy}benzenesulphonyl]indole (SR 33741) 15 a)
1-Methyl-2-isopropyl-3-(4-methoxy-benzenesulphonyl)lndole A solution of 6.6
g (0.02 mol) of 2-isopropyl-3-(4-methoxy-benzenesulphonyl) Indole in 30 ml
of hexamethylphosphotriamide was cooled to about [err] and 1 g (0.022 mol)
of a 55% - suspension of sodium 20 hydride was added by small fractions.
After the hydrogen evolution was terminated 2.8 g (0.02 mol) of methyl
iodide were introduced. The stirring was maintained at room-temperature for
12 hours and the medium was poured into water and extracted with ethyl
ether. The ethereal phase was washed with water, dried on anhydrous sodium
sulphate and filtered. The ether was then evaporated off. In this manner,
5.4 g of 1-methyl-2-isopropyl-3-(4-methoxy-benzenesulphonyl)indole were
obtained after 25 recrystallisation from isopropanol/hexane 1/1. Yield:
78.7%. M.P.: [err]. Using the same procedure as that described above,
1-methyl-3-isopropyl-2-(4-methoxy-benzenesul- phonyl)indole was prepared.
30 Yield : 85%. M.P.: 125 C (hexane/isopropanol 9/1) b)
1-Methyl-2-isopropyl-3-(4-hydroxy-benzenesulphonyl)indole 35    This
compound was obtained according to Example 40 b). Yield: 87%. M.P.: [err]
Using the same procedure as that described above,
1-methyl-3-isopropyl-2-(4-hydroxy-benzenesul- phonyl)indole was prepared.
40 Yield 45.9%. M.P. : [err] (dichlorethane/ethyl acetate 9/1). c)
1-Methyl-2-isopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)ami
no] propyloxy}benzenesulphonyl]indole 45 This compound was obtained
according to Example 40 c). Yield 75%. M.P. [err]
(isopropano/diisopropylether 4/6).  t Using the same procedure as that
described above, the following compounds were prepared: 50 Compounds 1
-Methyl-2-isopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-benzyl)amino]propylo
xy}benzenesulphonyl]indole acid oxalate (SR 33768 A) (Example 44) 



55 Yield: 62%. M.P.: about [err] (isopropanol) 1
-Methyl-3-isopropyl-2-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amin
o] propyloxy}benzenesulphonyl]- indole acid oxalate (SR 33805A) (Example
45) 59    EP 0 302 793 B1 Yield: 60.8% M.P. about 94 * C (ethyl
acetate/isopropanol/diisopropyl ether). EXAMPLE 46 5 Preparation     of
2-isopropyl-1 -[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)  amino]-
propyloxy}benzenesulphonyl]benzene acid oxalate (SR 33718A) a) Sodium
2-isopropyl-benzenesulphonate 10 To a solution of 36.5g (0.268 mol) of
2-isopropyl-phenol, 40g (0.268 mol) of N,N-dimethylthiocarbamoyl chloride
and 3.1g (0.013 mol) of triethylbenzylammonium chloride in 270ml of toluene
was added, at 15 C, a solution of 27g (0.67 mol) of sodium hydroxide in
130ml of water. The stirring was maintained at this temperature for 2
hours. The organic fraction was then washed with water and the toluene was
evaporated 16 off. An oily residue was so obtained which was purified by
distillation under vacuum [err] 0.5 mm Hg) to provide 34g of 2-isopropyl
0-phenyldimethylthiocarbamate. This product was then submitted to a
transposition reaction by heating at [err] for 3 hours. The crude
2-isopropyl S-phenyl-thiocarbamate so obtained was then taken up in 600ml
of formic acid. To the solution so obtained and at a temperature of [err]
were then added 225ml of 30%-hydrogen peroxide. The stirring was maintained
for about 12 hours. 20  The formic acid was then distilled under reduced
pressure, the oily residue was taken up in water and sodium hydroxide was
added to pH=9. The water was eliminated and the residue was recrystallized
from 200ml of boiling water. The cristallization was rendered complete by
adding sodium chloride and the precipitate so obtained was dried under
vacuum at [err]. In this manner 24.6g of sodium
2-isopropyl-benzenesulphonate were obtained. 25 Yield: 70.7% Using the same
procedure as that described above sodium 2-ethyl-benzenesulphonate (yield:
100%) was prepared from 2-ethyl O-phenyl-dimethylthiocarbamate (B.P.:
[err]; 1 mm Hg). b) 2-isopropyl-1-(4-methoxybenzenesulphonyl)-benzene 30 A
mixture of 110ml of methanesulphonic acid and 11g of phosphoric anhydride
was heated to about 80 C to complete dissolution of the anhydride. After
cooling to room-temperature, 9.5g (0.0425 mol) of sodium
2-isopropylbenzenesulphonate and 4.6g (0.0425 mol) of anisole were added.
The medium was heated at 80 C for 2 hours, cooled to room-temperature and
poured onto ice. After extraction with ethyl 35 ether, the ethereal
fraction was washed with water, dried on anhydrous sodium sulphate and
filtered. The ether was eliminated to obtain 9.8g of a crude product which
was purified by chromatography on a silica 



column (solvent: dichloroethane). In this manner, 5.2g of
2-isopropyl-1-(4-methoxy-benzenesulphonyl)-benzene were obtained, after
recrystallization from heptane/isopropanol 95/5. 40 Yield 42.2% M.P.: [err]
Using the same procedure as that described above,
2-ethyl-1-(4-methoxy-benzenesulphonyl)-benzene was obtained. Yield: 66.6%
45  M.P. : [err] c) 2-lsopropyl-1-(4-hydroxy-benzenesulphonyl)-benzene A
mixture of 4.2g (0.0145 mol) of
2-isopropyl-1-(4-methoxy-benzenesulphonyl)-benzene and 42g of so pyridine
hydrochloride was heated at [err] for 0.5 hour. After cooling, the medium
was taken up in water and extracted with dichloroethane. The dichloroethane
solution was then washed with water and dried on anhydrous sodium sulphate
and filtered. The solvent was then eliminated under vacuum to obtain a
product which was recrystallized from an ethyl acetate/heptane 2/8 mixture.
In this manner 3.2g of
2-isopropyl-1-(4-hydroxy-benzenesulphonyl)-benzenewere obtained in a yield
of 55 80%. M.P.: [err] Using the same procedure,
2-ethyl-1-(4-hydroxy-benzenesulphonyl)-benzene was prepared in a yield of
83% 60    EP 0 302 793 B1 M.P.: [err] (heptane/isopropanol 95/5). d)
2-Isopropyl-1-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]
propyloxy}benzenesulphonyl]- benzene acid oxalate. 5 This compound was
obtained following the same procedure as that described in Example 5b.
Yield: 79% M.P.: [err]. Using the same procedure as that described above,
the compound hereunder was prepared: 10
2-Ethyl-1-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propyloxy}
benzenesulphonyl]benzene acid oxalate (SR 33735A) (Example 47) Yield: 77.8%
M.P.: [err] (isopropanol) 15  EXAMPLE 48 Preparation    of
5-(2-chloro-benzyl)-2-ethyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenet
hyl)amino]-
propyloxy}benzenesulphonyl]-4,5,6,7-tetrahydro-thieno[3,2-c]pyridine
oxalate (SR 33785A) 20 a)
5-(2-Chloro-benzyl)-2-ethyl-3-(4-hydroxy-benzenesulphonyl)-4,5,6,7-tetrahyd
ro-thieno[3,2-c]pyridine A mixture of 13.5g (0.046 mol) of
5-(2-chloro-benzyl)-2-ethyl-4,5,6,7-tetrahydro-thieno[3,2-c]pyridine and 



29.4g (0.047 mol) of sodium benzyloxybenzenesulphonate was heated at [err]
for 16 hours together with a solution of 20g of phosphorous pentoxide in
200ml of anhydrous methanesulphonic acid. The medium was 25 cooled and
water was added. After that the mixture was neutralized by adding sodium
hydroxide to pH = 7. After extraction with dichloroethane, the
dichloroethane fraction was washed with water, dried on anhydrous sodium
sulphate and filtered. The dichloroethane was distilled off and the oily
residue (25g)was dissolved in 300ml of ethanol. After that, 20ml of
30%-sodium hydroxide were added and the medium was heated at 80 C for 4
hours. The ethanol was eliminated and the residue was taken up in water.
The medium was 30 treated with active charcoal, filtered and neutralized
with acetic acid. After filtration, the product was washed on the filter
with water and dried under vacuum at 60 C to obtain 12.5g of a product
which was purified on a silica column using dichloroethane/ethyl acetate
8/2 as eluent. In this manner, 9.1g of
5-(2-chloro-benzyl)-2-ethyl-3-(4-hydroxybenzenesulphonyl)-4,5,6,7-tetrahydr
o- thieno[3,2-c]pyridine were obtained. 35 Yield: 45.3% M.P. [err]
(hexane/isopropanol 7/3) b)
5-(2-chloro-benzyl)-2-ethyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenet
hyl)amino]-
propyloxy}benzenesulphonyl]-4,5,6,7-tetrahydro-thieno-[3,2-c]pyridine
oxalate 40 A mixture of 0.0031 mol of
5-(2-chloro-benzyl)-2-ethyl-3-(4-hydroxybenzenesulphonyl)-4,5,6,7-
tetrahydro-thieno[3,2-c]pyridine and 2g of anhydrous and crushed potassium
carbonate was stirred for 0.5 hour in 20ml of N,N-dimethylformamide. After
that, 0.0031 mol of 1-chloro-3-[N-methyl-N-(3,4-dimethoxy-[err]-
phenethyl)amino]propane was added. 45 The medium was heated at [err] for
0.5 hour, cooled, poured into water and extracted with ethyl ether. The
ethereal fraction was washed with water, dried on anhydrous sodium sulphate
and filtered. The ether was then eliminated and the oil so obtained was
purified by chromatography on a silica column using ethanol as solvent to
provide 1.3g of a base (61.9%). The  oxalate  was  then  formed  in  dry
ethylether  and  recrystallized  from   an  ethyl 50
acetate/isopropanol/diisopropyl ether. In this manner,
5-(2-chloro-benzyl)-2-ethyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenet
hyl)amino]-
propyloxy}benzenesulphonyl]-4,5,6,7-tetrahydro-thieno[3,2-c]pyridine was
obtained. M.P. : [err] 55 EXAMPLES 49 to 53 Using the same procedure as
those described above but starting from the appropriate product, the
following compounds were prepared: 61    EP 0 302 793 B1 [err] 49:
2-isopropyl-3-[4-{3-[N-(3,4-dichloro-benzyl)amino]
propyloxy}benzenesulphonyl]benzofuran acid oxalate. M.P. : [err]
(methanol). [err] 50: 



2-isopropyl-3-[4-{(3-[N-(3,4-dichloro-[err]-phenethyl)amino]
propyloxy}benzenesulphonyl]benzofuran acid ox- alate. 10 M.P. : [err]
(methanol). [err] 51
2-isopropyl-1-[4-{3-[N-[3-(1,3-benzodioxolannyl)]-[err]-ethyl]amino]propylo
xy}benzenesulphonyl]benzene  acid 15 oxalate. M.P.: [err] (absolute
ethanol). [err] 52: 20
2-isopropyl-1-[4-{3-[N-methyl-N-(3,4-dimethoxy-benzyl)
amino]propyloxy}benzenesulphonyl]benzene acid oxalate. M.P.: [err]
(absolute ethanol). [err] 53: 25
2-isopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propyl
oxy}benzenesulphonyl]-1 -methyl- 4,5-dihydro-pyrrole acid oxalate. M.P.
:100 - 102 C (ethyl acetate/methanol). 30 EXAMPLE 54 According to known
pharmaceutical techniques, a capsule containing the following ingredients
was prepared: Ingredient         mg Compound of the invention   100.0
Starches                  99.5 Colloidal silica           0.5 40 Claims 5
Claims for the following Contracting States: CH, DE, FR, GB, IT, LI, LU,
NL, SE, AT 1. An aminoalkoxyphenyl derivative of formula: [err] in which:
62    EP 0 302 793 B1 [err] 49:
2-isopropyl-3-[4-{3-[N-(3,4-dichloro-benzyl)amino]
propyloxy}benzenesulphonyl]benzofuran acid oxalate. M.P. : [err]
(methanol). 5 [err] 50:
2-isopropyl-3-[4-{(3-[N-(3,4-dichloro-[err]-phenethyl)amino]
propyloxy}benzenesulphonyl]benzofuran acid ox- alate. 10 M.P. :  [err]
(methanol). 



[err] 51:
2-isopropyl-1[-{3-[N-[3-(1,3-benzodioxolannyl)]-[err]-ethyl]amino]propyloxy
}benzenesulphonyl]benzene  acid 15 oxalate. M.P.: [err] (absolute ethanol).
[err] 52: 20  2-isopropyl--[4-{3-[N-methyl-N-(3,4-dimethoxy-benzyl)
amino]propyloxy}benzenesulphonyl]benzene  acid oxalate. M.P. :[err]
(absolute ethanol). [err] 53: 25
2-isopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propyl
oxy}benzenesulphonyl]-1-methyl- 4,5-dihydro-pyrrole acid oxalate. M.P. :
[err] (ethyl acetate/methanol). 30 EXAMPLE 54 According to known
pharmaceutical techniques, a capsule containing the following ingredients
was prepared: Ingredient         mg Compound of the invention   100.0
Starches                  99.5 Colloidal silica           0.5 40 Claims
Claims for the following Contracting States: CH, DE, FR, GB, IT, LI, LU,
NL, SE, AT 45 1. An aminoalkoxyphenyl derivative of formula: 50 [err]    EP
0 302 793 B1 B             represents a S-, -SO- or [err] group, [err]
which are identical or different, each denote hydrogen, a methyl or ethyl
radical or a halogen, A             denotes a straight- or
branched-alkylene radical having from 2 to 5 carbon atoms 5
or a 2-hydroxypropylens radical in which the hydroxy is optionally
substituted by a lower alkyl radical in [err] [err]            denotes
hydrogen or an alkyl radical in [err], [err]           denotes a pyridyl,
phenyl, 2,3-methylenedioxyphenyl or 3,4-methylenedioxyphenyl radical or a
phenyl group substituted with one or more substituents, which may be 10
identical or different, selected from halogen atoms, lower alkyl groups In
[err] or lower alkoxy groups in [err], 



Alk           denotes a single bond or a linear- or branched-alkylene
radical having from 1 to 5 carbon atoms, Cy            represents a group
of formula: 15 (D)                                        (E) 25
[err] 35 40                                               [err] 45 R
represents hydrogen, an alkyl radical in [err] a cycloalkyl radical in
[err] a benzyl radical or a phenyl radical optionally substituted with one
or more sub- stituents, which may be identical or different, selected from
halogen atoms and from lower alkyl in [err],lower alkoxy in [err] or nitro
groups, 50       [err]                are taken together with the carbon
atom to which they are attached to form: - an optionally aromatic mono- or
di-cyclic carbocyclic group having from 5 to 10 carbon atoms and optionally
substituted by a R group in the a-position with respect to the methyne
group, - an optionally aromatic 5-membered heterocyclic group, the
heteroatoms or 55                           heterogroups being selected
from the groups 0, S, N, [err]    EP 0 302 793 B1 in which [err] denotes
hydrogen or a lower alkyl in [err] phenyl, benzyl or halogenobenzyl
radical; O and N; O and [err] S and N; S and 10
[err] N and N; N and 15
[err] the heterocyclic group being optionally substituted by a R group in
the a- position with respect to the methyne group and optionally
substituted by one 20                           or two groups selected from
lower alkyl in [err] and phenyl groups, - an optionally aromatic 6- to
10-membered mono- or di-cyclic heterocyclic group, the heteroatoms or
heterogroups being selected from the groups 0, S. N, 25 [err] 0 and N; 0
and 30 [err] 



S and N; S and 35
[err] N and N; N and 40 the heterocyclic group being optionally substituted
by a R group in the a- position with respect to the methyne group, 45
[err]    which are the same or different, each represent hydrogen, a lower
alkyl radical in [err] or a phenyl radical or when they are taken together
with the carbon atoms to which they are attached, represent an optionally
aromatic 6-membered carbocyclic ring, [err]            represents oxygen or
sulphur, so       [err]            represents oxygen, sulphur or a group
[err] 55 [err],   which are identical or different, each represent
hydrogen, a lower alkyl radical in [err] or a benzoyl radical, with the
proviso that Cy does not represent a 1-indolizinyl group, as well as the
N-oxide derivative 64    EP 0 302 793 B1 thereof and a pharmaceutically
acceptable salt thereof. 2. An aminoalkoxyphenyl derivative according to
Claim 1 in which Cy represents a phenyl, cyclohexenyl, indenyl, naphthyl,
dihydronaphthyl, pyridyl, dihydropyridyl, furyl, dihydrofuryl, thienyl,
dihydrothienyl, 5      pyrrolyl, dihydropyrrolyl, pyrazolyl, imidazolyl,
pyrimidyl, pyrazinyl, pyridazinyl, oxazolyl, isoxazolyl, thiazolyl,
benzofuryl, benzothienyl, indolyl, benzimidazolyl, benzoxazolyl,
quinolinyl, benzisoxazolyl, cinnollnyl, quinoxalinyl, quinazolinyl,
indolizin-3-yl, thienopyridyl, tetrahydrothienopyridyl, pyrrolopyridyl,
pyrazolopyridyl, pyrrolopyridazinyl, imidazopyridyl, dihydrofuranonyl,
imidazolinonyl, chromonyl. 10  3. An aminoalkoxyphenyl derivative according
to Claim 1 in which B represents a -[err]-group. 4. An aminoalkoxyphenyl
derivative according to Claim 1 in which Cy represents an indolizin-3-yl,
benzofuryl, benzothienyl, indolyl, quinolinyl, pyrrolo[1,2-b]pyridazinyl,
pyrazolo[1,5-a]pyridyl or imidazo- [1,2-a] pyridyl group. 15 5. An
aminoalkoxyphenyl derivative according to Claim  1 in which R represents an
isopropyl or cyclopropyl group. 6. An aminoalkoxyphenyl derivative
according to Claim 3 wherein the group 20 [err] 25 represents a
[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino] propyloxy group. 7. An
aminoalkoxyphenyl derivative according to Claim 1 wherein the
pharmaceutically acceptable salt is 



the oxalate or hydrochloride. 30 8.  A pharmaceutical or veterinary
composition containing, as active principle, at least one aminoalkox-
yphenyl derivative according to Claim 1 in combination with a
pharmaceutical vehicle or a suitable excipient. 35  9. Process for
preparing an aminoalkoxyphenyl derivative according to Claim 1 in which A
represents an alkylene radical and B represents a -S- or -SO2- group,
whereby a 4-alkoxyphenyl derivative of general formula: 40
[err] 45 in which B' represents a -S- or [err] group, Cy, [err]have the
same meaning as in Claim 1, A represents an alkylene radical as in Claim 1
and X represents a halogen atom, an alkylsulphonyloxy 50     group having
from 1 to 4 carbon atoms or an arylsulphonyloxy group having from 6 to 10
carbon atoms is condensed in the presence of an acid acceptor and in a
polar or non-polar solvent, with an amine of general formula: 55 65    EP 0
302 793 B1 [err] in which [err] Alk and [err]  have the same meaning as
above, to form the desired aminoalkoxyphenyl derivative in free base form
which can, if desired, be reacted with a suitable organic or inorganic acid
to 10    form a pharmaceutically acceptable salt thereof. 10. Process for
preparing an aminoalkoxyphenyl derivative according to Claim 1 in which A
represents an alkylene radical and B represents a -S- or [err] group,
whereby a 4-hydroxyphenyl derivative of general formula: 15 20
[err] 25 in which B' represents a -S- or [err] group and Cy, [err] have the
same meaning as in Claim 1, is reacted, in the presence of a basic agent,
with a compound of general formula: 30
[err] in which X represents a halogen atom, an alkylsulphonyloxy group
having from 1 to 4 carbon atoms or 35     an arylsulphonyloxy group having
from 6 to 10 carbon atoms, A represents an alkylene radical as in Claim 1
and  [err] and Alk have the same meaning as in Claim 1, the reaction taking
place at a temperature between room-temperature and the refluxing
temperature of the medium and in a polar solvent, to obtain the desired
aminoalkoxyphenyl derivative in free base form which can, if desired, be
reacted with a suitable organic or Inorganic acid to form a
pharmaceutically acceptable salt thereof. 40 11. Process for preparing an
aminoalkoxyphenyl derivative according to Claim 1 in which B represents a 



-S- or [err] group and A represents an optionally substituted
2-hydroxy-propylene chain, whereby an oxiranylmethoxy derivative of general
formula: 45 [err] 55    in which Cy, [err] have the same meaning as in
Claim 1 and B' represents a -S- or [err] group is treated under reflux,
with an amine of general formula: [err]    EP 0 302 793 B1 [err] in which
[err] Alk and [err] have the same meaning as in Claim 1, this being
performed in a polar solvent or in an excess of the said amine: 10       -
to give the desired aminoalkoxyphenyl derivative in the form of the free
base in which A represents a 2-hydroxypropylene chain, - to give an
aminoalkoxyphenyl derivative which can be reacted with an alkyl halide
having from 1 to 4 carbon atoms in the presence of a strong base to provide
the desired aminoalkoxyphenyl derivative in the form of the free base in
which A represents a 2-hydroxypropylene chain in which 15         the
hydroxy is substituted by an alkyl having from 1 to 4 carbon atoms, the
aminoalkoxyphenyl derivative so obtained being reacted, if desired, with a
suitable organic or inorganic acid to form a pharmaceutically acceptable
salt thereof. 12. Process for preparing an aminoalkoxyphenyl derivative
according to Claim 1 in which B represents a 20     -SO- group, whereby a
sulphide of general formula: [err] [err] 30 in which Cy, [err], A and Alk
have the same meaning as in Claim 1, is treated with an oxidizing agent,
this sulphide being in the form of the free base or a salt thereof, to form
the desired aminoalkoxyphenyl derivative in free base form which can, if
desired, be reacted with a suitable organic 35     or inorganic acid to
form a pharmaceutically acceptable salt thereof. 13
2-lsopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]
propyloxy}benzenesulphonyl]- indolizine and its N-oxide and
pharmaceutically acceptable salts. 40  14.
2-lsopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]
propyloxy}benzenesulphonyl]- benzofuran and its N-oxide and
pharmaceutically acceptable salts. 15.
2-n-Propyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]
propyloxy}benzenesulphonyl]- benzofuran and its N-oxide and
pharmaceutically acceptable salts. 45 16.
2-n-Propyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]
propyloxy}benzenesulphonyl]- benzothiophene and its N-oxide and
pharmaceutically acceptable salts. 17.
2-n-Butyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]
propyloxy}benzenesulphonyl]- 5o     benzofuran and its N-oxide and
pharmaceutically acceptable salts. 



18. 2-lsopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]
propyloxy}benzenesulphonyl]- quinoline and its N-oxide and pharmaceutically
acceptable salts. 6  19.
2-Isopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]
propyloxy}benzenesulphonyl]- pyrazolo[1,5-alpyridine and its N-oxide and
pharmaceutically acceptable salts. 67    EP 0 302 793 B1 20.
5-[4-{3-[N-Methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propyloxy}
benzenesulphonyl]-6-isopropyl- pyrrolo[1 2-b]pyridazine and its N-oxide and
pharmaceutically acceptable salts. 21.
2-lsopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]
propyloxy}benzenesulphonyl]-4,5- 5     dihydrofuran and its N-oxide and
pharmaceutically acceptable salts. 22.
2-lsopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]
propyloxy}benzenesulphonyl]furan and its N-oxide and pharmaceutically
acceptable salts. 10  23.
2-lsopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]
propyloxy}benzenesulphonyl]indole and its N-oxide and pharmaceutically
acceptable salts. 24.
2-Isopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]
propyloxy}benzenesulphonyl]-1- methyl-indole and its N-oxide and
pharmaceutically acceptable salts. 15 25.
1-methyl-3-isopropyl-2-[4-{3-[N-methyl-N-(3,4-dimethoxy-(3-phenethyl)amino]
- propyloxy}benzenesulphonyl]indole and its N-oxide end pharmaceutically
acceptable salts. 26. An aminoalkoxyphenyl derivative according to Claim 1
in which [err] each are hydrogen. Claims for the following Contracting
State: ES 1. Process for the preparation of an aminoalkoxyphenyl derivative
of formula: 25 [err] 30 in which: 35       B              represents a -S-,
-SO- or [err] group, [err],    which are identical or different, each
denote hydrogen, a methyl or ethyl radical or a halogen, A
denotes a straight- or branched-alkylene radical having from 2 to 5 carbon
atoms or a 2-hydroxypropylene radical in which the hydroxy is optionally
substituted by a 40                     lower alkyl radical in [err], [err]
denotes hydrogen or an alkyl radical in [err] [err]            denotes a
pyridyl, phenyl, 2,3-methylenedioxyphenyl or 3,4-methylenedioxyphenyl
radical or a phenyl group substituted with one or more substituents, which
may be identical or different, selected from halogen atoms, lower alkyl
groups in [err] or 45                     lower alkoxy groups in [err], Alk
denotes a single bond or a linear- or branched-alkylene radical having from
1 to 5 carbon atoms, 



Cy           represents a group of formula: 50 55    EP 0 302 793 B1 10 20
25 26~~~~~~~~~~~~~~~l R             represents hydrogen, an alkyl radical
in  [err], a cycloalkyl radical in [err] a 30                      benzyl
radical or a phenyl radical optionally substituted with one or more sub-
stituents, which may be identical or different, selected from halogen atoms
and from lower alkyl in [err],lower alkoxy in [err] or nitro groups, [err]
are taken together with the carbon atom to which they are attached to form:
- an optionally aromatic mono- or di-cyclic carbocyclic group having from 5
to 35                           10 carbon atoms and optionally substituted
by a R group in the a-position with respect to the methyne group, - an
optionally aromatic 5-membered heterocyclic group, the heteroatoms or
heterogroups being selected from the groups 0, S, N, 40 in which [err]
denotes hydrogen or a lower alkyl in [err] phenyl, benzyl or 45
halogenobenzyl radical; 0 and N; O and [err] 50                           S
and N; S and 55 N and N; N and 69    EP 0 302 793 B1 [err] the heterocyclic
group being optionally substituted by a R group in the a- 5
position with respect to the methyne group and optionally substituted by
one or two groups selected from lower alkyl in [err] and phenyl groups, -
an optionally aromatic 6- to 10-membered mono- or di-cyclic heterocyclic
group, the heteroatoms or heterogroups being selected from the groups 0, S,
N, 10 O and N; O and 



15 [err] S and N: S and 20 [err] 26                           N and N; N
and 30                           the heterocyclic group being optionally
substituted by a R group in the a- position with respect to the methyne
group, [err]    which are the same or different, each represent hydrogen, a
lower alkyl radical in [err] or a phenyl radical or when they are taken
together with the carbon atoms to which they are attached, represent an
optionally aromatic 6-membered carbocyclic 36                      ring,
[err]            represents oxygen or sulphur, [err]           represents
oxygen, sulphur or a group 40
[err] [err]   which are identical or different, each represent hydrogen, a
lower alkyl radical in [err] or a benzoyl radical, 45     with the proviso
that Cy does not represent a 1 -indolizinyl group, as well as the N-oxide
derivative thereof and a pharmaceutically acceptable salt thereof, said
process being characterized in that: a) when A represents an alkylene
radical and B represents a -S- or [err] group, a) a 4-alkoxyphenyl
derivative of general formula: 50 55 [err] in which B' represents a -S- or
[err] group, Cy, [err] have the same meaning as above, A 70    EP 0 302 793
B1 represents an alkylene radical as above and X represents a halogen atom,
an alkysulphonyloxy group having from 1 to 4 carbon atoms or an
arylsulphonyloxy group having from 6 to 10 carbon atoms, is condensed, in
the presence of an acid acceptor and in a polar or non-polar solvent, with
an amine of general formula: 5 [err] 10 in which [err] Alk and [err] have
the same meaning as above, to form the desired aminoalkox- yphenyl
derivative in free base form which can, if desired, be reacted with a
suitable organic or inorganic acid to form a pharmaceutically acceptable
salt thereof. or 



15           B) a 4-hydroxyphenyl derivative of general formula: 20
[err] in which B' represents a -S- or [err] group and Cy, [err] and [err]
have the same meaning as 25          above, is reacted, in the presence of
a basic agent, with a compound of general formula: [err] 30 in which X
represents a halogen atom, an alkysulphonyloxy group having from 1 to 4
carbon atoms or an arylsulphonyloxy group having from 6 to 10 carbon atoms,
A represents an alkylene radical as above and [err] and Alk have the same
meaning as above, the reaction taking place 35          at a temperature
between room-temperature and the refluxing temperature of the medium and in
a polar solvent, to obtain the desired aminoalkoxyphenyl derivative in free
base form which can, if desired, be reacted-with a suitable organic or
inorganic acid to form a pharmaceutically accept- able salt thereof, b)
when B represents a -S- or- [err] and A represents an optionally
substituted 2-hydroxy-propylene 40       chain, an oxiranylmethoxy
derivative of general formula: [err] 50 in which Cy, [err] have the same
meaning as above and B' represents a -S- or [err] group is treated under
reflux, with an amine of general formula: 55 [err]    EP 0 302 793 B1 [err]
5 in which [err] Alk and [err] have the same meaning as above , this being
performed in a polar solvent or in an excess of the said amine: - to give
the desired aminoalkoxyphenyl derivative in the form of the free base in
which A 10            represents a 2-hydroxypropylene chain, - to give an
aminoalkoxyphenyl derivative which can be reacted with an alkyl halide
having from 1 to 4 carbon atoms in the presence of a strong base to provide
the desired aminoalkox- yphenyl derivative in the form of the free base in
which A represents a 2-hydrdxypropylene chain in which the hydroxy is
substituted by an alkyl having from 1 to 4 carbon atoms. 15       the
aminoalkoxyphenyl derivatives so obtained being reacted, if desired, with a
suitable organic or Inorganic acid to form a pharmaceutically acceptable
salt thereof, c) when B represents a -SO- group, a sulphide of general
formula: [err] 25 in which Cy, [err], A and Alk have the same meaning as
above, is treated with an oxidizing agent, this sulphide being in the form
of the free base or a salt thereof, to form the desired 



aminoalkoxyphenyl derivative in free base form which can, if desired, be
reacted with a suitable 30       organic or inorganic acid to form a
pharmaceutically acceptable salt thereof. 2. A process according to claim
1, in which Cy represents a phenyl, cyclohexenyl, indenyl, naphthyl,
dihydronaphthyl, pyridyl, dihydropyridyl, furyl, dihydrofuryl, thienyl,
dihydrothienyl, pyrrolyl, dihydropyr- rolyl, pyrazolyl, imidazolyl,
pyrimidyl, pyrazinyl, pyridazinyl, oxazolyl, isoxazolyl, thiazolyl,
benzofuryl, 35     benzothienyl, indolyl, benzimidazolyl, benzoxazolyl,
quinolinyl, benzisoxazolyl, cinnolinyl, quinoxalinyl, quinazolinyl,
indolizin-3-yl, thienopyridyl, tetrahydrothienopyridyl, pyrrolopyridyl,
pyrazolopyridyl, pyr- rolopyridazinyl, imidazopyridyl, dihydrofuranonyl,
imidazolinonyl, chromonyl. 3  A process according to claim 1 in which B
represents a [err] group. 40 4. A process according to claim 1 in which Cy
represents an indolizin-3-yl, benzofuryl, benzothienyl, indolyl,
quinolinyl, pyrrolo[1,2-b] pyridazinyl, pyrazolo[1,5-a]pyridyl or
imidazo[1,2-a)pyridyl group. 5. A process according to claim 1 in which R
represents an isopropyl or cyclopropyl group. 45 6. A process according to
claim 3 wherein the group [err] 50 represents a
[N-methyl-N-(3,4-dimethoxy-phenethyl)amino]propyloxy group. 7. A process
according to claim 1 comprising the preparation of
1-methyl-3-isopropyl-2-[4-{3-[N-methyl-N- 56
(3,4-dimethoxy-(3-phenethyl)amino]propyloxy}benzenesulphonyl]indole and its
N-oxide and pharmaceu- tically acceptable salts.    EP 0 302 793 B1 8.  A
process according to claim 1 wherein the pharmaceutically acceptable salt
is the oxalate or hydrochloride. 9. A process for the preparation of a
pharmaceutical composition, comprising putting at least one 5
aminoalkoxyphenyl derivative of the formula (1) defined in claim 1 in a
pharmaceutically acceptable form. 10. A process for the preparation of a
veterinary composition, comprising putting at least one aminoalkox- yphenyl
derivative of the formule (1) defined in claim 1 in a pharmaceutically
acceptable form. 10 Claims for the following Contracting State: GR 1. An
aminoalkoxyphenyl derivative of formula: 15 [err]                      (1)
20 in which: 26        B             represents a -S-, -SO- or [err] group,
[err],    which are identical or different, each denote hydrogen, a methyl
or ethyl radical or a halogen, 



A             denotes a straight- or branched-alkylene radical having from
2 to 5 carbon atoms or a 2-hydroxypropylene radical in which the hydroxy is
optionally substituted by a 30                      lower alkyl radical in
[err], [err]            denotes hydrogen or an alkyl radical in [err], R4
denotes a pyridyl, phenyl, 2,3-methylenedioxyphenyl or
3,4-methylenedioxyphenyl radical or a phenyl group substituted with one or
more substituents, which may be identical or different, selected from
halogen atoms, lower alkyl groups in [err] or 35                      lower
alkoxy groups in [err], Alk           denotes a single bond or a linear- or
branched-alkylene radical having from 1 to 5 carbon atoms, Cy
represents a group of formula: 40 [err] [err] 50 55 (G)    EP 0 302 793 B1
10 R             represents hydrogen, an alkyl radical in [err] a
cycloalkyl radical in [err] a benzyl radical or a phenyl radical optionally
substituted with one or more sub- stituents, which may be identical or
different, selected from halogen atoms and from lower alkyl in [err],lower
alkoxy in [err] or nitro groups, 15.      [err] and [err]      are taken
together with the carbon atom to which they are attached to form: - an
optionally aromatic mono- or di-cyclic carbocyclic group having from 5 to
10 carbon atoms and optionally substituted by a R group in the
[err]-position with respect to the methyne group, - an optionally aromatic
5-membered heterocyclic group, the heteroatoms or 20
heterogroups being selected from the groups 0, S, N, [err] 25
in which [err] denotes hydrogen or a lower alkyl in [err], phenyl, benzyl
or halogenobenzyl radical; 0 and N; [err]; 30 O and S and N; S and 35
[err] N and N; N and 40 [err] 



the heterocyclic group being optionally substituted by a R group in the
[err]- 45                           position with respect to the methyne
group and optionally substituted by one or two groups selected from lower
alkyl in [err] and phenyl groups, an optionally aromatic 6- to 10-membered
mono- or di-cyclic heterocyclic group, the heteroatoms or heterogroups
being selected from the groups 0, S, N, 50 O and N; O and 55 [err] 74    EP
0 302 793 B1 S and N; S and -N-R1 1; N and N; N and 10
[err] the heterocyclic group being optionally substituted by a R group in
the a- position with respect to the methyne group, [err]    which are the
same or different, each represent hydrogen, a lower alkyl radical in 15
[err] or a phenyl radical or when they are taken together with the carbon
atoms to which they are attached, represent an optionally aromatic
6-membered carbocyclic ring, [err]            represents oxygen or sulphur,
[err]           represents oxygen, sulphur or a group 20 [err] 25
[err] and [err]   which are identical or different, each represent
hydrogen, a lower alkyl radical in [err] or a benzoyl radical, with the
proviso that Cy does not represent a 1-indolizinyl group, as well as the
N-oxide derivative thereof and a pharmaceutically acceptable salt thereof.
30  2. An aminoalkoxyphenyl derivative according to Claim 1 in which Cy
represents a phenyl, cyclohexenyl, indenyl, naphthyl, dihydronaphthyl,
pyridyl, dihydropyridyl, furyl, dihydrofuryl, thienyl, dihydrothienyl,
pyrrolyl, dihydropyrrolyl, pyrazolyl, imidazolyl, pyrimidyl, pyrazinyl,
pyridazinyl, oxazolyl, isoxazolyl, thiazolyl, benzofuryl, benzothienyl,
indolyl, benzimidazolyl, benzoxazolyl, quinolinyl, benzisoxazolyl,
cinnolinyl, quinoxalinyl, quinazolinyl, indolizin-3-yl, thienopyridyl,
tetrahydrothienopyridyl, pyrrolopyridyl, 35     pyrazolopyridyl,
pyrrolopyridazinyl, imidazopyridyl, dihydrofuranonyl, imidazollnonyl,
chromonyl. 3. An aminoalkoxyphenyl derivative according to Claim 1 in which
B represents a -[err]-group. 4. An aminoalkoxyphenyl derivative according
to Claim 1 in which Cy represents an indolizin-3-yl, 40     benzofuryl,
benzothienyl, indolyl, quinolinyl, pyrrolo[1,2-b]pyridazinyl,
pyrazolo[1,5-a]pyridyl or imidazo- 



[1.2-a] pyridyl group. 5. An aminoalkoxyphenyl derivative according to
Claim 1 in which R represents an isopropyl or cyclopropyl group. 45 6. An
aminoalkoxyphenyl derivative according to Claim 3 wherein the group [err]
50 represents a [N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino] propyloxy
group. 55 7. An aminoalkoxyphenyl derivative according to Claim 1 wherein
the pharmaceutically acceptable salt is the oxalate or hydrochloride. 75
EP 0 302 793 B1 8. Process for preparing an aminoalkoxyphenyl derivative
according to claim 1 in which A represents an alkylene radical and B
represents a -S- or [err] group, whereby a 4-alkoxyphenyl derivative of
general formula: [err] in which B' represents a -8- or [err] group, Cy,
[err] have the same meaning as in Claim 1, A represents an alkylene radical
as in Claim 1 and X represents a halogen atom, an alkylsulphonyloxy 15
group having from 1 to 4 carbon atoms or an arylsulphonyloxy group having
from 6 to 10 carbon atoms is condensed in the presence of an acid acceptor
and in a polar or non-polar solvent, with an amine of general formula: ' 20
[err] 25    in which [err] Alk and [err] have the same meaning as above, to
form the desired aminoalkoxyphenyl derivative in free base form which can,
if desired, be reacted with a suitable organic or inorganic acid to form a
pharmaceutically acceptable salt thereof. 9. Process for preparing an
aminoalkoxyphenyl derivative according to Claim 1 in which A represents an
30     alkylene radical and B represents a -S- or [err] group, whereby a
4-hydroxyphenyl derivative of general formula: 35 [err] 40 in which B'
represents a -S- or [err] group and Cy, [err] have the same meaning as in
Claim 1, is reacted, in the presence of a basic agent, with a compound of
general formula: 45 [err] 50 in which X represents a halogen atom, an
alkylsulphonyloxy group having from 1 to 4 carbon atoms or an
arylsulphonyloxy group having from 6 to 10 carbon atoms, A represents an
alkylene radical as in 



Claim 1 and [err] and Alk have the same meaning as in Claim 1, the reaction
taking place at a 55    temperature between room-temperature and the
refluxing temperature of the medium and in a polar solvent, to obtain the
desired aminoalkoxyphenyl derivative in free base form which can, if
desired, be reacted with a suitable organic or inorganic acid to form a
pharmaceutically acceptable salt thereof.    EP 0 302 793 B1 10. Process
for preparing an aminoalkoxyphenyl derivative according to Claim 1 in which
B represents a -S- or [err] group and A represents an optionally
substituted 2-hydroxy-propylene chain, whereby an oxiranylmethoxy
derivative of general formula: 5 [err] 15    in which Cy, [err] have the
same meaning as in Claim 1 and B' represents a -S- or [err] group is
treated under reflux, with an amine of general formula: [err] 20 in which
[err] Alk and [err] have the same meaning as in Claim 1, this being
performed in a polar solvent 25     or in an excess of the said amine: - to
give the desired aminoalkoxyphenyl derivative In the form of the free base
in which A represents a 2-hydroxypropylene chain, - to give an
aminoalkoxyphenyl derivative which can be reacted with an alkyl halide
having from 1 to 4 carbon atoms in the presence of a strong base to provide
the desired aminoalkoxyphenyl 30          derivative in the form of the
free base in which A represents a 2-hydroxypropylene chain In which the
hydroxy is substituted by an alkyl having from 1 to 4 carbon atoms, the
aminoalkoxyphenyl derivative so obtained being reacted, if desired,. with a
suitable organic or inorganic acid to form a pharmaceutically acceptable
salt thereof. 35 11. Process for preparing an aminoalkoxyphenyl derivative
according to Claim 1 in which B represents a -SO- group, whereby a sulphide
of general formula: 40 [err] 45 in which Cy, [err], A and Alk have the same
meaning as in Claim 1, is treated with an oxidizing agent, this sulphide
being in the form of the free base or a salt thereof, to form the desired
aminoalkoxyphenyl derivative in free base form which can, if desired, be
reacted with a suitable organic 50     or inorganic acid to form a
pharmaceutically acceptable salt thereof. 12.
2-lsopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]
propyloxy}benzenesulphonyl]- indolizine and its N-oxide and
pharmaceutically acceptable salts. 55  13.
2-isopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]
propyloxy}benzenesulphonyl]- benzofuran and its N-oxide and
pharmaceutically acceptable salts. 77  



EP 0 302 793 B1 14.
2-n-Propyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]
propyloxy}benzenesulphonyl]- benzofuran and its N-oxide and
pharmaceutically acceptable salts. 15.
2-n-Propyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]
propyloxy}benzenesulphonyl]- 5      benzothiophene and its N-oxide and
pharmaceutically acceptable salts. 16.
2-n-Butyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]
propyloxy}benzenesulphonyl- benzofuran and its N-oxide and pharmaceutically
acceptable salts. 10  17.
2-lsopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]
propyloxy}benzenesulphonyl]- quinoline and its N-oxide and pharmaceutically
acceptable salts. 18.
2-lsopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]
propyloxy}benzenesulphonyl]- pyrazolo[1,5-a]pyridine and its N-oxide and
pharmaceutically acceptable salts. 15 19.
5-[4-{3-[N-Methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]propyloxy}
benzenesulphonyl]-6-isopropyl- pyrrolo[1,2-b]pyridazine and its N-oxide and
pharmaceutically acceptable salts. 20.
2-lsopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]
propyloxy}benzenesulphonyl]-4,5- 20     dihydrofuran and its N-oxide and
pharmaceutically acceptable salts. 21.
2-lsopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]
propyloxy}benzenesulphonyl]furan and its N-oxide and pharmaceutically
acceptable salts. 26  22.
2-lsopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-[err]-phenethyl)amino]
propyloxy}benzenesulphonyl]indole and its N-oxide and pharmaceutically
acceptable salts. 23.
2-Isopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-,{err}-phenethyl)amino]
propyloxy}benzenesulphonyl]-1- methyl-indole and its N-oxide and
pharmaceutically acceptable salts. 30 24. 1
-methyl-3-isopropyl-2-[4-{3-[N-methyl-N-(3,4-dimethoxy-(3-phenethyl)amino]-
propyloxy}benzenesulphonyl]indole and its N-oxide and pharmaceutically
acceptable salts. 25x An aminoalkoxyphenyl derivative according to Claim 1
in which [err] are hydrogen. 35 26. Process for the preparation of a
pharmaceutical composition, comprising putting at least one aminoal-
koxyphenyl derivative according to claim 1 in a pharmaceutically acceptable
form. 27. Process for the preparation of a veterinary composition,
comprising putting at least one aminoalkx- 40     yphenyl derivative
according to claim 1 in a pharmaceutically acceptable form. PatentansprUche
PatentansprUche fUr folgende Vertragsstaaten: CH,7DE, FR, GB, IT, UL, LU,
NL, SE, AT 45 1. Aminoalkoxyphenyiderivat der Formel: s0
Cy-B-        f       -O-A-N-Alk-R                 () 4 R2 worin bedeuten: B
-S-, eine -SO- oder S02-Gruppe. R1 und R2,    welche gleich oder
verschieden sind, jeweils Wasserstoff, einen Methyl- oder 



78                         1 11111 1111111111 HE1 11 111111 ,   .  M   c
EP 0 302 793 B1 Ethylrest oder ein Halogen. A             oenen gerad- odor
verzweigtkettigen Alkylenrest mit 2 bis 5 Kohlenstoffatomen odor oenen
2-Hydroxypropylenrest. in welchem das Hydroxy wahlweise durch oenen Ci-
C4-Niederalkylrest substituiert ist. 5        Rs             Wasserstoff
odor oenen Ca -Cs -Alkylrest, R4            einen Pyridyl-, Phenyl-,
2,3-Methylendioxyphenyl- odor 3,4-Methylendioxyphenyl- rest odor eine
Phenylgruppe, welche mit einem oder mehreren Substituenten, welche gleich
oder verschieden sein k6nnen, gewlhlt aus Halogenatomen, C1-C4-
Niederalkylgruppen oder Ci-C4-Niederalkoxygruppen, substituiert ist. 10
Alk            sine einfache Bindung oder einen linearen oder verzweigten
Alkylenrest mit 1 bis 5 Kohlenstoffatomen. Cy            sine Gruppe der
Formel zsR R 6                                            1 30    8 7
oder                  0           R        oder (F)
(G) 36~~~~ 40                         (D)                       (H) R
Wasserstoff, oinen Ci -Cs -Alkyirest, einen Cs-Cs -Cycloalkyirest,
Benzylrest odor 45                      Phenylrest, welcher wahlweise mit
einem odor mehreren Substituenten, welche gleich odor vorschioden sein
konnon, gew~hlt aus Halogenatomen und Ci -C4 Niederalkyl-,
Ct-C4-Nioderalkoxy- odor Nitrogruppen, substituiert ist, R3 und R6
bilden zusammen mit dem Kohlenstoffatom, an weIches si gebunden sind: -
eine wahlweise aromatische mono- odor dicyclische carbocyclische Gruppe so
mit 5 bis 10 Kohlenstoffatomen, welche wahlweise durch eine R-Gruppe in der
a-Position bezUglich dor Methingruppe substituiert ist, - sine wahlweise
aromatische 5-gliedrige heterocyclische Gruppe, wobei die Heteroatome odor
Heterogruppen gew~hlt sind aus don Gruppen 0. S. N, 55
t R ~ ~ ~~~~NR -N wobei R1 t Wasserstoff odor  einen Ci-Cs-NiederalkyI-,
Phenyl-, Benzyl- oder 79         ~ ~~~~1 11IU 11111111111111111111111111
45~~~~~~ ~ ~ Chnlet  Lece   Mates   Si *le    drmhee   usiunewih    



EP 0 302 793 Bi Halogenbenzylrest bedeutet; 0 und N; 0 und 5. S und N; S
und -N-R1 1; 10* N und N; N und -*R1 I 16 wobei die heterocyclische Gruppe
wahlweise substituiert ist durch eine R- Gruppe in der t-Position bezUglich
der Methingruppe und wahlweiss substi- tuiert Ist durch sine odor zwel aus
Ci -C4-Niederalkyl- und Phenylgruppen gewlhIte Gruppen, -20
- esne wahlweise aromatische 6-bis 10-gliedrige mono- oder dicyclische
hete- rocyclische Gruppe, wobei die Heteroatome oder Heterogruppen aus den
Gruppen 0, S. N, 25
-N-RI1 1 0 und N; 0 und 30
AR1l; S und N; S und S6
-N-R1 l; N und N; N und --N-RI 1 40 gew~hlt sind, wobei die heterocyclische
Gruppe wahlwelse durch sine R- Gruppe in der a-Position bezaglich der
Methingruppe substituiert Ist, R7 und RN,    welche gleich odor verschieden
sind, jeweils Wasserstoff, einen C, -04 -Niederalkyl- 45
rest oder elnen Phenylrest oder sie bilden zusammen mit den
Kohlenstoffatomen, an welche sie gebunden sind, einen wahlweise
aromatischen 6-gliedrigen carbocy- clischen Ring, R9            Sauerstoff
odor Schwefel, Rio           Sauerstoff, Schwefel oder sine Gruppe 50 -N-Rl
1, 55        R12 und Ris,   welche gleich oder verschieden sindjeweils
Wasserstoff, einen C1-C4-Niederalkyl- rest oder Benzoylrest, mit der
MaBgabe, daB Cy keine 1-indolizinylgruppe bedeutet, dessen N-Oxid-Derivat
sowie sin pharmazeutisch annehmbares Salz hiervon. 80111|1111111111    



EP 0 302 793 B1 2. Aminoalkoxyphenyiderivat nach Anspruch 1, wobel Cy
Phenyl, Cyclohexenyl, Indenyl, Naphthyl, Dih- ydronaphthyl, Pyridyl,
Dihydropyridyl, Furyl, Dihydrofuryl, Thienyl, Dihydrothienyl, Pyrrolyl,
Dihydropyr- rolyl, Pyrazolyl, Imidazolyl, Pyrimidyl, Pyrazinyl,
Pyridazinyl, Oxazolyl, Isoxazolyl, Thiazolyl, Benzofuryl, Benzothienyl,
Indolyl, Benzimidazolyl, Benzoxazolyl, Chinolinyl, Benzisoxazolyl,
Cinnolinyl, Chinoxalinyl, 5      ChInazolinyl, Indolizin-3-yl,
Thienopyridyl, Tetrahydrothienopyridyl, Pyrrolopyridyl, Pyrazolopyridyl,
Pyr- rolopyridazinyl, Imidazopyridyl, Dihydrofuranonyl, Imidazolinonyl,
Chromonyl bedeutet. 3. Aminoalkoxyphenyiderivat nach Anspruch 1, wobel B
sine -802-Gruppe bedeutet. 1O  4. Aminoalkoxyphenylderivat nach Anspruch 1,
wobel Cy sine Indolizin-3-yi-, Benzofuryl-, Benzothienyl-, Indolyl-,
Chinolinyl-, Pyrroloti.2-b]pyridazinyl-, Pyrazolo[1,5-alpyridyl- oder
Imidazo[1,2-alpyridylgruppe bedeutet. 5. Aminoalkoxyphenyiderivat nach
Anspruch 1, wobei R eine Isopropyl- oder Cyclopropylgruppe bedeutet. 15 6.
Aminoalkoxyphenyiderivat nach Anspruch 3, wobei die Gruppe -0-A-N-Alk-P.4 i
20                                              R3 eine
[N-Msthyl-N-(3,4-dimethoxy-,8-phsnethyl)amino]propyloxygruppe bedeutet. 26
7. Aminoalkoxyphenyiderivat nach Anspruch 1, wobei das pharmazeutisch
annehmbare Salz das Oxalat oder Hydrochlorid ist. 8  Pharmazeutische oder
tierarztliche Zusammensetzung, enthaltend als Wirkstoff mindestens ein
Amino- alkoxyphenylderivat nach Anspruch 1 In Kombination mit elnem
pharmazeutischen Vehikel oder elnem 30     gesigneten Trager. 9. Verfahren
zur Herstellung elnes Aminoalkoxyphenyiderivats nach Anspruch 1, wobsi A
einen Alkylen- rest und B -S- oder eine -S02-Gruppe bedeuten, gemfR welchem
sin 4-Alkoxyphenylderivat der allgemeinen Forrnel: 35 40
Cy-3B' -              -O-A-X R2 45     worin B' -S- oder eine -SO2-Gruppe
bedeutetb,.Cy, R. und R2 die gleichen Bedeutungen wie in Anspruch 1 haben,
A einen Alkylenrest wie in Anspruch 1 bedeutet und X sin Halogenatom, esine
Alkylsulphonyloxygruppe mit 1 bis 4 Kohlenstoffatomen oder sine
Arylsulphonyloxygruppe mit 6 bis 10 Kohlenstoffatomen bedeutet, in
Gegenwart sines S~ureakzeptors und in einem polaren oder nicht- polaren
LUsungsmittel mit einem Amin der aligemeinen Formel 50 HN-Akk-R4 55 worin
Re, Alk und R4 die obigen Bedeutungen haben, kondensiert wird, um das
erwUnschte Aminoal- koxyphenyiderivat in freier Basenform zu erhalten,
welches, falls erwOnscht, mit einer gesigneten 81 *C   L  M   S*   



EP 0 302 793 BI organischen oder anorganischen Slure umgesetzt werden kann,
um ein pharmazeutisch annehmbares Salz hiervon zu bilden. 10. Verfahren zur
Herstellung eines Aminoalkoxyphenylderivats nach Anspruch 1, wobei A elnen
Alkylen- 6      rest und B -S- odor sine -SO2-Gruppe bedeuten, gemAG
welchem sin 4-Hydroxyphenyiderivat der allgemeinen Formel: 10
Cy-E        -3OH R2 t2 worn B' -S- oder eine -SO2-Gruppe bedeutet und Cy,
RI und R2 die gleichen Bedeutungen wie in Anspruch 1 haben, in Gegenwart
eines basischen Mittels mit einer Verbindung der allgemeinen Formel:
X-A-N-Ak-R -20                                                ,        4 R3
worin X ein Halogenatom, eine Alkylsulphonyloxyjruppe mit 1 bis 4
Kohlenstoffatomen oder eine 25     Arylsulphonyloxygruppe mit 6 bis 10
Kohlenstoffatomen bedeutet. A einen Alkylenrest wie in Anspruch I bedeutet
und Rs, R4 und Alk die in Anspruch 1 angegebenen Bedeutungen haben,
umgesetzt wird, wobel die Umsetzung bei einer Temperatur zwischen
Raumtemperatur und der RUckfluftemperatur des Mediums und in einem polaren
Losungsmittel stattfindet, urn das erwOnschte Aminoalkoxyphenyiderivat in
freier Basenform zu erhalten, welches, falls erwlnscht, mit einer
geeigneten organischen oder 30     anorganischen Saure umgesetzt werden
kann, um ein pharmazeutisch annehmbares Salz hiervon zu bilden. 11.
Verfahren zur Herstellung eines Aminoalkoxyphenyiderivats nach Anspruch 1,
wobei B -S- oder sine -SO2-Gruppe und A sine wahlweise substituierte
2-Hydroxypropylenkette bedeuten, gemAB welchem 35     ein
Oxiranylmethoxyderivat der aligemeinen Formel: R2 4',    woi CRud
degeihnBeetngnwenACy-sr -                 u-CH -1H h 0 a2 45     wormn Cy,
RI und R2 die gleichon Bedeutungen wie in Anspruch 1 haben und B' -S- odor
sine -802- Gruppe bedeutet, unter RUckfiuf3 mit oinern Amin der allgemeinen
Formel: KH-Alk-R4 504 worin R3, Alk und R4 die gleichen Bedeutungen wie In
Anspruch 1 haben, behandelt wird, wobei dies in 65     einem polaren
L6sungsmittel oder in einem Oberschul3 des Amins durchgefUhrt wird, um: -
das erwOnschte Aminoalkoxyphenyiderivat in Form der freien Base, worin A
sine 2-Hydroxypro- pylenkette bedeutet, zu ergeben, 82                    1
I~llq11I 1 1111 HE 11111 II I1II    



EP 0 302 793 B1 - ein Aminoalkoxyphenyiderivat zu ergeben, welches mit
elnem Alkylhalogenid mit 1 bis 4 Kohlen- stoffatomen in Gegenwart einer
starken Base umgesetzt werden kann, um das erwUnschte
Aminoalkoxyphenyiderivat in Form der frelen Base, worin A eine
2-Hydroxypropylenkette, in welcher des Hydroxy durch ein Alkyl mit 1 bis 4
Kohlenstoffatomen substituiert ist, bedeutet, 5          vorzusehen, wobei
des so erhaltene Aminoalkoxyphenyiderivat, falls erwUnscht, mit einer
geeigneten organischen oder anorganischen Saure umgesetzt wird, um ein
pharmazeutisch annehmbares Salz hiervon zu bilden. tO 12. Verfahren zur
Herstellung eines Aminoalkoxyphenylderivats nach Anspruch 1, wobei B eine
-SO- Gruppe bedeutet, gemAB welchem ein Sulphid der allgemeinen Formel: R1
15 2 20 worin Cy, R., R2, R3, R4, A und Alk die gleichen Bedeutungen wle in
Anspruch 1 haben, mit einem Oxidationsmittel behandelt wird, wobel des
Sulphid in Form der frelen Base oder eines Seizes hiervon vorliegt, um des
erwfinschte Aminoalkoxyphenylderivat In freier Basenform zu bilden,
welches, falls 25     erwlinscht mit elner geeigneten organischen oder
anorganischen Saure umgesetzt warden kann, um ein pharmazeutisch
annehmbares Selz hiervon zu bilden. 13.
2-sopropyl-3-[4-(3-[N-methyl-N-(3,4dimethoxy-,6-phenethyl)aminolpropyloxylb
enzolsulphonyl]indolizin und dessen N-Oxid sowie pharmazeutisch annehmbare
Seize hiervon. 30 14.
2-lsopropyl-3-[4-[3-[N-methyl-N-(3,4-dimethoxy-1B-phenethyl)amino]propyloxy
}benzolsulphonyl]- benzofuran und dessen N-Oxid sowie pharmazeutisch
annehmbare Seize hiervon. 15.
2-n-Propyl-3-[4-(3-[N-methyl-N-(3,4-dimethoxy-,8-phenethyl)amino]propyloxy)
benzolsulphonyl]- 35     benzofuran und dessen N-Oxid sowie pharmazeutisch
annehmbare Seize hiervon. 16.
2-n-Propyl-3-[4-f3-[N-methyl-N-(3,4-dimethoxy-,6-phenethyl)amino]propyloxy)
benzolsulphonyl]- benzothiophen und dessen N-Oxid sowie pharmazeutisch
annehmbare SeIze hiervon. 4o  17.
2-n-Butyl-3-[4-(3-[N-methyl-N-(3,4-dimethoxy-,$-phenethyl)aminolpropyloxylb
enzolsulphonyl]benzofuran und dessen N-Oxid sowie pharmazeutisch annehmbare
Seize hiervon. 18.
2-lsopropyl-3-[4-(3-[N-methyl-N-(3,4-dimethoxy-,6-phenethyl)amino]propyloxy
]benzolsulphonyl]chinolin und dessen N-Oxid sowie pharmazeutisch annehmbare
SeIze hiervon. 45 19.
2-lsopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-,i-phenethyl)amino]propyloxy
lbenzolsulphonyllpyrazolo- [1 ,5-a]pyridin und dessen N-Oxid sowie
pharmazeutisch annehmbare Salze hiervon. 20.
5-[4{3-[N-Methyl-N-(3,4dimethoxy-,B-phenethyl)amino]propyloxy~benzolsulphon
yl}6-isopropyl-pyrrolo- 50    [1 ,2-b]pyridazin und dessen N-Oxid sowie
pharmazeutisch annehmbare Seize hiervon. 21.
2-isopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-p8-phenethyl)amino~propyloxy
lbenzolsuiphonyl]-4,5- dihydrofuran und dessen N-Oxid sowie pharmazeutisch
annehmbare Seize hiervon. 55  22.
2-lsopropyl-3-[4-f3-[N-methyl-N-(3,4-dimethoxy-~,-phenethyl)aminolpropyloxy
lbenzolsulphonyl]furan und dessen N-oxid sowie pharmazeutisch annehmbare
Seize hiervon. 



83~~~~~~~1 |1| 1|1ll1  11 11|    EP 0 302 793 B1 23
2-lsopropyl-3-[4-(3-(N-methyl-N-(3,4-dimethoxy-p-phenethyl)aminolpropyloxy}
benzolsulphonyl]indoI und dessen N-Oxid sowie pharmazeutisch annehmbare
Salze hiervon. 24.
2-lsopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-$-phenethyl)aminolpropyloxyl
benzolsulphonyl]-l- 5      mothyl-indol und dessen N-Oxid sowie
pharmazeutisch annehmbare Salze hiervon. 25. 1
-Methyl-3-isopropyl-2-[4-{3-[N-methyl-N-(3,4-dimethoxy-(3-phenethyl]amino]-
propyloxy)benzolsulphonyl]indol und dessen N-Oxid sowie pharmazeutisch
annehmbare Salze hiervon. 10  26. Aminoalkoxyphonyiderivat nach Anspruch 1,
wobei R1 und R2 jeweils Wasserstoff sind. PatentansprUche fUr folgenden
Vertragsstaat: ES 1. Verfahren zur Herstellung eines
Aminoalkoxyphenyiderivats der Formel 18 R1 0 .                        Cy-B-
> -O-A-N-Alk-l4 z~jo                                                 R3 R2
worin bedouten: 25        B             -S-, elne -SO- oder SO2-Gruppe, Ri
und P2,    welche gleich oder verschleden sind, jewelis Wasserstoff, elnen
Methyl- oder Ethylrest odor ein Halogen, A             eonen gerad- oder
verzweigtketflgen Alkylenrest mit 2 bis 5 Kohlenstoffatomen oder oenen
2-Hydroxypropylenrest, In welchem das Hydroxy wahlweise durch einen C,- 30
C4-Niederalkylrest substituiert ist, R3            Wasserstoff oder einen
C1 -C -Alkylrest, R4            elnen Pyridyl-, Phenyl-,
2,3-Methylendioxyphenyl- odor 3,4-Methylendioxyphenyl- rest odor eine
Phenylgruppe, welche mit oinem oder mehreren Substituenten, welche gleich
oder verschieden soin k6nnon, gew~hIt aus Halogenatomen, C1-C4- 35
Nlederalkylgruppen odor Ci -Q4-Niederalkoxygruppen, substituiert ist, Alk
eine einfache Bindung oder eonen linearen odor verzweigten Alkylenrest mit
1 bis 5 Kohlenstoffatomen, Cy            eine Gruppe der Formel 40
.~~~~~~~~~~~~~~~~R                                  N C6            oder
'                  _ -I j.a  oder R 4~~~~~~ 46~~6 45
~~~~(D)                                      (E) 50 55 



EP 0 302 793 B1 R9 5       7
11~~~11 li  ) oder                                    t oder 8 o~~~~~~0t
(F)~~~~~~~~~~~C 10 R13-- -1 R12        (H) 20        R
Wasserstoff, einen C1-C0-Alkylrest, elnen C3-C6-Cycloalkylrest, Benzylrest
oder Phenylrest, welcher wahlweise mit einem oder mehreren Substituenten,
welche gleich oder verschleden sein konnen, gewAhIt aus Halogenatomen und
CI-C4 Niederalkyl-, Ci -CG-Niederalkoxy- oder Nitrogruppen, substituiert
,st, Rs und Rs     bilden zusammen mit dem Kohlenstoffatom, an welches sie
gebunden sind: 25                         - eine wahlweise aromatische
mono- odor dicyclische carbocyclische Gruppe mit 5 bis 10
Kohlenstoffatomen, welche wahlweise durch eine R-Gruppe in der a-Position
bezlglich der Methingruppe substituiert ist, - eine wahlweise aromatische
5-gliedrige heterocyclische Gruppe, wobei die Heteroatome oder
Heterogruppen gewahit sind aus den Gruppen 0, S, N, 30 wobei R.,1
Wasserstoff odor einen Ci -C4-Niederalkyl-, Phenyl- , Benzyl- oder 35
Halogenbenzylrest bedeutet; 0 und N; 0 und -N-Rj 1; 40
S und N; S und -N-R1 1: 45                           N und N; N und *
~~~-N-R11. 50                           wobel die heterocyclische Gruppe
wahlweise substituiert ist durch eine R- Gruppe in der a-Position bezUglich
der Methingruppe und wahiwelse substi- tuiert ist durch eine oder zwei aus
C, -C4-Niederalkyl- und Phenylgruppen gew~hIte Gruppen, - eine wahlweise
aromatische 6-bis 10-gliedrige mono- odor dicyclische hete- 55
rocyclische Gruppe, wobei die Heteroatome oder Heterogruppen  aus den
Gruppen 0, S, N,    EP 0 302 793 BI 



-N-R1 1: 0 und N; 0 und 5 -N-R1 1; S und N; S und 10 -N-R1 1; N und N; N
und 15 gewAhIt sind, wobel die heterocyclische Gruppe wahlweise durch sine
R- Sv 20                           Gruppe in der a-Position bezUglich der
Methingruppe substituiert Ist, R7 und Re,    welche gleich oder verschleden
sind, Jeweils Wasserstoff, eonen CG-C4-Niederalkyl- rest oder einen
Phenylrest oder sie bilden zusammen mit den Kohlenstoffatomen, an welche
sie gebunden sind, einen wahlweise aromatischen 6-gliedrigen carbocy-
clischen Ring, 25       11              Sauerstoff oder Schwefel, Ri0
Sauerstoff, Schwelel oder eine Gruppe -N-R11. 30 Ri 2 und R1 3,   welche
gleich oder verschieden sind, jewells Wasserstoff,.einen C1-C4-Niederalkyl-
rest oder Benzoylrest, mit der Mafgabe, dat Cy keine 1-indolizinylgruppe
bedeutet, dessen N-Oxid-Derhvat sowle ein 35     pharmazeutisch annehmbares
Salzes hiervon, wobei das Verfahren dadurch gekennzelchnet ist, daB a) wenn
A einen Alkylenrest und B -S- oder sine -SO2-Gruppe bedeuten, a) ein
4-Alkoxyphenyiderivat der allgemeinen Formel: 40 4652 worin B' -8- oder
sine -SO2-Gruppe bedeutet, Cy, R1 und R2 die gleichen Bedeutungen wis oben
haben, A einen Alkylenrest wie oben bedeutet und X ein Halogenatom, eine
Alkylsulphonyloxy- gruppe mit 1 bis 4 Kohienstoffatomen, odor sine
Arylsulphonyloxygruppe mit 6 bis 10 Kohlen- 60          stoffatomen
bedeutet, in Gegenwart sines Siureakzeptors und in einem polaren oder
nicht- polaren Losungsmittel mit einem Amin der allgemeinen Formel:
HN-Aik-R4 55                                               R3 worin F, Alk
und R4 die gleichen Bedeutungen wie oben haben, kondensiert wird, um das B6
1111111 11 11 iI    EP 0 302 793 BI erwUnschte Aminoalkoxyphonyiderivat in
freier Basenform zu bilden, welches, falls erwtinscht, mit 



elner geeigneten organischen oder anorganischen Sgure umgesetzt werden
kann, um ein phar- mazoutisch annehmbares Salz hiervon zu bilden; odor 6
0) ein 4-Hydroxyphenylderivat der alIgemeiRnpn Formel: tO
~~~~~~~~Cy-8'  -%  -0 10 R2 worin B' -S- oder elne -S02-Gruppe bedeutet und
Cy, R. und R2 die gleichen Bedeutungen wie is          oben haben, in
Gegenwart eines basischen Mittels mit einer Verbindung der allgemeinen
Formel: XC-&-N-Alk-R 1   4 \    20
R3 worin X ein Halogenatom, eine Alkylsulphonyloxygruppe mit 1 bis 4
Kohlenstoffatomen odor eine Arylsulphonyloxygruppe mit 6 bis 10
Kohlenstoffatomen bedeutet, A einen Alkylenrest wle oben 25
bedeutet und R3, R4 und Alk die gleichen Bedeutungen wie oben haben,
umgesetzt wird, wobel die Umsetzung bei einer Temperatur zwischen
Raumtemperatur und der RUckfluftemperatur des Mediums und in einem polaren
Ldsungsmittel stattfindet, urn das erwUnschte Aminoalkoxyphenyl- derivat in
freler Basenform zu bilden, welcies, falls erwUnscht, mit elner geelgneten
organischen oder anorganischen Saure umgesetzt werden kann, urn ein
pharmazeutisch annehmbares Salz 30          hiervon zu bilden, b) wenn B
-S- oder eine -SO2-Gruppe und A oine wahiweise substituierte
2-Hydroxypropylenkette bedeuten, ein Oxiranylmethoxyderivat der allgemeinen
Formol: R 36 R2~T 40 worin Cy, R. und R2 die gleichen Bedeutungen wie oben
haben und B' -S-oder eine -S02-Gruppe bedeutet, unter RUckfluB mit elnem
Amin der aligemeinen Formel: 45 HN-ALk-R4 4 R3 50 worin Ra3, Alk und A4 die
gleichen Bedeutungen wie oben haben, behandeft wird, wobei dies in elnem
polaren Ldsungsmittel odor in einem OberschuB des Amins durchgefuhrt wird,
um: * - das erwOnschte Aminoalkoxyphenylderivat in Form der freien Base,
worin A eine 2-Hydrox- ypropylenkette bedeutet, zu ergeben, s5          -
ein Aminoalkoxyphenyiderivat zu ergebon, welches mit einem Alkylhalogenid
mit 1 bis 4 Kohlenstoffatomen in Gegenwart eaner starken Base umgesetzt
werden kann, umr das er- wlnschte Aminoalkoxyphenyiderivat in Form der
freien Base, worin A eine 2-Hydroxypropylen- kette, in welcher das Hydroxy
durch ein Alkyl mit 1 bis 4 Kohlenstoffatomen substituiert ist, 87 



EP 0 302 793 B1 bedeutet, vorzusehen, wobel das so erhaltene
Aminoalkoxyphenylderivat, falls erwUnscht, mit einer geeigneten organischen
odor anorganischen Saure umgesetzt wird, urn ein pharmazeutisch annehmbares
Salz hiervon zu bilden, 6        c) wenn B eine -SO-Gruppe bedeutet, ein
Sulphid der allgemeinen Formel: 10                               Cy-S-
-O-A -N--AIk-R 4 a2 15       Worin Cy, Ri, R2, Rs, R4, A und Alk die
gleichen Bedeutungen wie in Anspruch 1 haben, mit einem Oxidationsmittel
behandelt wird, wobel das Sulphid in Form der frelen Base oder eines Salzes
hiervon vorliegt, umr das erwtnschte Aminoalkoxyphenyiderivat in freier
Basenform zu bilden, welches, falls erwtnscht mit einer geeigneten
organischen oder anorganischen Saure umgesetzt werden kann, um ein
pharmazeutisch annehmbares Salz hiervon zu bilden. 20 2. Verfahren nach
Anspruch 1, wobel Cy Phenyl, Cyclohexenyl, Indenyl, Naphthyl,
Dihydronaphthyl, Pyridyl, Dihydropyridyl, Furyl, Dihydrofuryl, Thlenyl,
Dihydrothlenyl, Pyrrolyl, Olhydropyrrolyl, Pyrazolyl, Imidazolyl,
Pyrimidyl, Pyrazinyl, Pyridazinyl, Oxazolyl, Isoxazolyl, Thiazolyl,
Benzofuryl, Benzothlenyl, Indolyl, Benzimidazolyl, Benzoxazolyl,
Chinollnyl, Benzisoxazolyl, Cinnolinyl, Chinoxalinyl, Chinazolinyl, 25
Indolizin-3-yl, Thienopyridyl, Tetrahydrothienopyridyl, Pyrrolopyridyl,
Pyrazolopyridyl, Pyrrolopyridazi- nyl, Imidazopyridyl, Dihydrofuranonyl,
Imidazolinonyl, Chromonyl bedeutet. 3. Verfahren nach Anspruch 1, wobei B
eine -802-Gruppe bedeutet. 30  4. Verfahren nach Anspruch 1, wobei Cy elne
Indolizin-3-yi-, Benzofuryl-, Benzothienyl-, Indolyl-, Chinolinyl-,
Pyrrolo[1,2-b]pyridazinyl-, Pyrazolo[1,5-alpyridyl- oder
Imidazo[1,2-a]pyridylgruppe bedeu- tet. 5. Verfahren nach Anspruch 1, wobel
R Sine Isopropyl- oder Cyclopropylgruppe bedeutet. 35 6. Verfahren nach
Anspruch 3, wobei die Gruppe -O-A-N-Alk-R4 40
IK3 R3 eine [N-Methyl-N-(3,4-dimethoxy-p5-phenethyl)amino]propyloxygruppe
bedeutet. 45  7. Verfahren nach Anspruch 1, umfassend die Herstellung von
1-Methyl-3-isopropyl-2-[4-{3-[N-methyl-N-
(3,4-dimethoxy-(3-phenethyl)amino]propyloxy)benzolsulphonyl]indol und
dessen N-Oxid sowie pharma- zeutisch annehmbare Salze hiervon. . Verfahren
nach Anspruch 1, wobei das pharmazeutisch annehrmbare Salz das Oxalat odor
Hydrochlorid so     !st. 9. Verfahren zur Herstellung einer
pharmazeutischen Zusammensetzung, umfassend das OberfUhren mindestens eines
Aminoalkoxyphenyiderivats der Formel (1), wie in Anspruch 1 definiert, in
eine 



pharmazeutisch annehmbare Form. 55 10. Verfahren zur Herstellung einer
tierarztlichen Zusammensetzung, umfassend das Oberf(hren minde- stens eines
Aminoalkoxyphenylderivats der Formel (1), wie in Anspruch 1 definiert, in
eine pharmazeu- tisch annehmbare Form. 88               I !IIIJl   111181 1
111l!  1!1    EP 0 302 793 BI PatentansprUche fUr folgenden Vertragsstaat:
GR 1. Aminoalkoxyphenyiderivat der Formel: 8 R1 Cy-B-
-O-A-NAlk-R4                  (t) to
R3 R2 worin bedeuten: ts        B              -S-, eine -SO- odor
S02-Gruppe. R. und R2,    welche glelch odor verschieden sind, jeweils
Wasserstoff, einen Methyl- oder Ethylrest odor ein Halogen, A
einen gerad- oder verzweigtkettlgen Alkylenrest mit 2 bis 5
Kohlenstoffatomen oder elnen 2-Hydroxypropylenrest, in welchem das Hydroxy
wahlweise durch einen C,- 20                       C4-Niederalkylrest
substituiert ist, R3            Wasserstoff oder einen C1-Ca -Alkyirest,
Rlr           einen Pyridyl-, Phonyl-, 2,3-Methylendioxyphenyl- oder
3,4-Methylendioxyphenyl- rest oder eine Phenylgruppe, welche mit einem oder
mehreren Substituenten, welche gleich oder verschleden soin k6nnen, gewdhlt
aus Halogenatomen, Ci-C4- 25                       Niederalkylgruppen odor
C1 -C4-Niederalkoxygruppen, substitulert ist, Alk           eine einfache
Bindung oder oenen linearen odor verzweigten Alkylenrest mit 1 bis 5
Kohlenstoffatomen. Cy            eine Gruppe der Formel 30
N (       C-          oder           R7 - a           Ioder 6
(E) 38                         (D) 40 . - (#                      ode
R   oder 45       RR1 (F) 50                        R~~~~~~~~13-. 



0 66                            R12        ~~~~~~~~~~(H) R
Wasserstoff, einen C1-Cs-Alkylrest, einen C3-C6-Cycloalkylrest, Benzylrest
odor C _    EP 0 302 793 Bi Phenylrest, welcher wahiweise mit einem oder
mehreren Substituenten welche gleich oder verschieden sein k6nnen, gewShIt
aus Halogenatomen und Ci-C4 Niederalkyl-, C, -C4 -Niederalkoxy- oder
Nitrogruppen, substituiert ist, Rs und RN     bilden zusammen mit dem
Kohlenstoffatom, an welches sie gebunden sind: 5                         -
eine wahlweise aromatische mono- odor dicyclische carbocyclische Gruppe mit
5 bis 10 Kohlenstoffatomen, welche wahlweise durch eine R-Gruppe in der
a-Position bezlglich der Methingruppe substituiert ist, - eine wahlwelse
aromatische 5-gliedrige heterocyclische Gruppe, wobei die Heteroatome oder
Heterogruppen gewghlt sind aus den Gruppen 0, S, N, 10 -N-Rj 1a wobel R, i
Wasserstoff oder eonen C, -C4 -Niederalkyl-, Phenyl-, Benzyl- oder i5
Halogenbenzylrest bedeutet; 0 und N; 0 und -*R1 1; <'220
S und N; S und *R1 1; 25                           N und N; N und -N-RI 1,
30                           wobel die heterocyclische Gruppe wahlweise
substituiert ist durch elne R- Gruppe in der a-Position bezUglich der
Methingruppe und wahlwelse substi- tuiert lst durch eine oder zwei aus
C,-C4-Niederalkyl- und Phenylgruppen gewtihIte Gruppen, - eine wahlweise
aromatische 6- bis 10-gliedrige mono- oder dicyclische hete- 35
rocyclische Gruppe, wobel die Heteroatome oder Heterogruppen aus den
Gruppen 0, S. N, -N-RI 1: 40 0 und N; 0 und -*R11 ; 45 S und N; S und -N-R1
1~ 50 N und N; N und 



-N-RI 1 . 55 gewdhlt sind, wobei die heterocyclische Gruppe wahlweise durch
eine R- Gruppe in der a-Position bez~glich der Methingruppe substituiert
ist, R7 und Rs,    welche gleich odor verschieden sind, jeweils
Wasserstoff, eonen C, -C4-Niederalkyl- 90                        111|
111|11  *|111 HillHil 11 1|11    EP 0 302 793 B1 rest oder einen Phenylrest
oder sie bilden zusammen mit den Kohlenstoffatomen, an welche sie gebunden
sind, einen wahlweise aromatischen 6-gliedrigen carbocy- clischen Ring, R9
Sauerstoff oder Schwefel, 6        Rio           Sauerstoff, Schwefel oder
sine Gruppe -N-R 1. 10 RI2 und R13,   welche gleich oder verschleden sind,
jewells Wasserstoff, einen C, -C4-Niederalkyl- rest oder Benzoylrest, mit
der Malgabe, daB Cy keine 1-Indolizinylgruppe bedeutet, dessen
N-Oxid-Derivat sowie ein pharmazeutisch annehmbares Salz hiervon. 15 2.
Aminoalkoxyphenyiderivat nach Anspruch 1, wobel Cy Phenyl, Cyclohexenyl,
Indenyl, Naphthyl, Dih- ydronaphthyl, Pyridyl, Dihydropyridyl, Furyl
Dihydrofuryl, Thienyl, Dihydrothienyl, Pyrrolyl, Dihydropyr- rolyl,
Pyrazolyl, Imidazolyl, Pyrimidyl, Pyrazinyl, Pyridazinyl, Oxazolyl,
Isoxazolyl, Thiazolyl, Benzofuryl, Benzothienyl, Indolyl, Benzimidazolyl,
Benzoxazolyl, Chinolinyl, Benzisoxazolyl, Cinnolinyl, Chinoxalinyl, 20
Chinazolinyl, Indolizin-3-yl, Thienopyridyl, Tetrahydrothienopyridyl,
Pyrrolopyridyl, Pyrazolopyridyl, Pyr- rolopyridazinyl, Imidazopyridyl,
Dihydrofuranonyl, Imidazolinonyl, Chromonyl bedeutet. 3.
Aminoalkoxyphenyiderivat nach Anspruch 1, wobei B eine -SO2-Gruppe
bedeutet. 25  4. Aminoalkoxyphenyiderivat nach Anspruch 1, wobei Cy eine
Indolizin-3-yl-, Benzofuryl-, Benzothienyl-, Indolyl-, Chinolinyl-,
Pyrrolotl,2-b]pyridazinyl-, Pyrazolo[1,5-alpyridyl- oder
lmidazo[1,2-alpyridylgruppe bedeutet. 5. Aminoalkoxyphenyiderivat nach
Anspruch 1, wobel R eine Isopropyl- oder Cyclopropylgruppe bedeutet. 30 6.
Aminoalkoxyphenylderivat nach Anspruch 3, wobei die Gruppe -0-A-N-Alk-P 35
13 eine [N-Methyl-N-(3,4.dimethoxy-,8-phenethyl)amino]propyloxygruppe
bedeutet. 40  7. Aminoalkoxyphenyiderivat nach Anspruch 1, wobei das
pharmazeutisch annehmbare Salz das Oxalat oder Hydrochlorid ist. 8.
Verfahren zur Herstellung eines Aminoalkoxyphenylderivats nach Anspruch 1,
wobel A eilnen Alkylen- rest und B -S- oder eine -SO2-Gruppe bedeuten,
gemAB welchem ein 4-Alkoxyphenyiderivat der 



45     allgemeinen Formel: so                                 Cy-B' -  X
N   -O-X 2 55 worin B' -S- oder eine -SO2-Gruppe bedeutet, Cy, RI und R2
die gleichen Bedeutungen wie in Anspruch 1 haben, A elnen Alkylenrest wie
in Anspruch 1 bedeutet und X ein Halogenatom, eine Alkylsuiphonyloxygruppe
mit 1 bis 4 Kohlenstoffatomen oder eine Arylsulphonyloxygruppe mit 6 bis 10
91                llllllll ii ii lll    EP 0 302 793 B1 Kohlenstoffatomen
bedeutet, in Gegenwart elnes Sureakzeptors und in einem polaren oder nicht-
polaren L6sungsmittel mit einem Amin der allgemeinen Formel s
HN-Alk-R4 R3 10     worin R3, Alk und R4 die obigen Bedeutungen haben,
kondensiert wird, um das erwUnschte Aminoal- koxyphenyiderivat in freler
Basenform zu erhalten, welches, falls erwlnscht, mit elner geeigneten
organischen oder anorganischen Saure umgesetzt werden kann, um ein
pharmazeutisch annehmbares Sakz hiervon zu bilden. t5 9. Verfahren zur
Herstellung eines Aminoalkoxyphenyiderivats nach Anspruch 1, wobel A einen
Alkylen- rest und B -S- oder eine -SO2-Gruppe bedeuten, gemlig welchem ein
4-Hydroxyphenyiderivat der aligemeinen Formel: ~20 Cy-8'
-O- H 25                                                   R2 worin B' -S-
oder eine -S02-Gruppe bedeutet und Cy, R1 und R2 die gleichen Bedeutungen
wie in Anspruch 1 haben, in Gegenwart eines basischen Mittels mit elner
Verbindung der aligemeinen Formel: 30 4 X-A-K-ALk-R4 '
a~~~~~~~~~~~3 35 worin X ein Halogenatom, eine Alkylsulphonyloxygruppe mit
1 bis 4 Kohlonstoffatomen oder eine Arylsulphonyloxygruppe mit 6 bis 10
Kohlenstoffatomen bedeutet, A einen Alkylenrest wie In Anspruch 1 bedeutet
und Ra, R. und Alk die in Anspruch 1 angegebenen Bedeutungen haben,
umgesetzt wird, 40     wobel die Umsetzung bei einer Temperatur zwischen
Raumtemperatur und der RUckfluBtemperatur des Mediums und in einem polaren
Losungsmittel stattfindet, um das erwOnschte Aminoalkoxyphenyiderivat in
freier Basenform zu erhalten, welches, falls erwtnscht, mit einer
geeigneten organischen oder anorganischen Saure umgesetzt werden kann, urn
ein pharmazeutisch annehmbares Salz hiervon zu bilden. 45 



10. Verfahren zur Herstellung eines Aminoalkoxyphenyiderivats nach Anspruch
1, wobei B -S- oder eine -SO2-Gruppe und A eine wahlweise substituierte
2-Hydroxypropylenkette bedeuten, gemgg welchem ein Oxiranyimethoxyderivat
der aligemeinen Formel: Cy-B'-                 --H-HC 0 Rl 55
R~~~~~~~~~~~2 worin Cy, RI und R2 die gleichen Bedeuturfgen wie in Anspruch
1 haben und B' -S- oder eine -SO2- *   C   L   M   S   *    EP 0 302 793 51
Gruppe bedeutet, unter RUckflu8 mit einem Amin der aligemeinen Formel:
IN-Alk-R4 5                                             I Rt3 worin Ra, Alk
und R4 die gleichen Bedeutungen wie in Anspruch 1 habon, behandelt wird,
wobei dies in 10     elnem polaren Losungsmittel oder in elnem OberschuB
des Amins durchgeflhrt wird, um: - das erwUnschte Aminoalkoxyphenyiderivat
in Form der freien Base, worin A eine 2-Hydroxypro- pylenkette bedeutet, zu
ergeben. - ein Aminoalkoxyphenylderivat zu ergeben, welches mit elnem
Alkylhalogenid mit 1 bis 4 Kohlen- stoffatomen in Gegenwart elner starken
Base umgesetzt werden kann, um das erwlnschte 15
Aminoalkoxyphenyiderivat in Form der frelen Base, worin A eine
2-Hydroxypropylenkette, in welcher des Hydroxy durch ein Alkyl mit 1 bis 4
Kohlenstoffatomen substituiert ist, bedeutet, vorzusehen, wobei das so
erhaltene Aminoalkoxyphenyiderivat, falls erwOnscht, mit einer geeigneten
organischen oder anorganischen Slure umgesetzt wird, um ein pharmazeutfsch
annehmbares Salz hiervon zu '  20      bilden. 11. Verfahren zur
Herstellung eines Aminoalkoxyphenyiderivats nach Anspruch 1, wobel B eine
-SO- Gruppe bedeutet, gemaB welchem ein Sulphid der allgemeinen Formel: 25
Cy-S-                -0-A-N-ALk-R4 30
R               3 R2 worin Cy, R1, R2, Re, R4, A und Alk die gleichen
Bedeutungen wie in Anspruch I haben, mit einem 35     Oxidationsmittel
behandelt wird, wobei des Sulphid in Form der freien Base oder eines Saizes
hiervon vorliegt, um das erwOnschte Aminoalkoxyphenylderivat in freler
Basenform zu bilden, welches, falls erwlnscht, mit einer geeigneten
organischen oder anorganischen Sgure umgesetzt werden kann, urn ein
pharmazeutisch annehmbares Selz hiervon zu bilden. 40 12.
2-lsopropyl-31[4-{3-[N-methyl-W-(3,4-dimethoxy-P6-phenethyl)aminojpropyloxy
lbenzolsulphonyl]indolizin und dessen N-Oxid sowie pharmazeutisch
annehmbare Saize hiervon. 



Ia
2-isopropyl-3-[4-{3-[N-methyl-N-{3,4-dimethoxy-,-phenethyl)aminolpropyloxy)
benzolsulphonyll- benzofuran und dessen N-Oxid sowie pharmazeutisch
annehmbare Saize hiervon. 45 14.
2-n-Propyl-3-14-{3-[N-methyl-N-(3,4-dimethoxy-,S-phenethyl)amino]propyloxy)
benzoisulphonyl]- benzofuran und dessen N-Oxid sowie pharmazeutisch
annehmbare Seize hiervon. 15.
2-n-Propyl-3-[4-(3-[N-methyl-N-(3,4-dimethoxy-,8-phsnethyl)aminolpropyloxy}
benzolsulphonyl- 60     benzothiophen und dessen N-Oxid sowie
pharmazeutisch annehmbare Saize hiervon. 16.
2-n-Butyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-,8-phenethyl)amino]propyloxy)b
enzolsulphonyl1- benzofuran und dessen N-Oxid sowie pharmazeutisch
annehmbare Salze hiervon. ws  17.
2-lsopropyI-3-[4-f3-[N-methyl-N-(3,4-dimethoxy-,8
phenethyl)amino]propyioxy}benzoisulphonyl]chinolin und dessen N-Oxid sowie
pharmazeutisch annehmbare Saize hiervon. 93 * C   L  M   S*    EP 0 302 793
B1 18.
2-lsopropyl-3-[4-f3-[N-methyl-N-(3,4-dimethoxy-p-phenethyl)aminojpropyloxy)
benzolsulphonylJ- pyrazolo[1,5-a]pyridin und dessen N-Oxid sowie
pharmazeutisch annehmbare Salze hiervon. 19. 5[4-3
[N-Methyl-N-(3,4-dimethoxy-
-phenethyl)aminolpropyloxy}benzolsulphonyl]-6-isopropyl-pyrrolo- 5
[1,2-b~pyridazin und dessen N-Oxid sowie pharmazeutisch annehmbare Salze
hiervon. 20.
2-lsopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-he-phenethyl)amino]propyloxy
}benzolsulphonyl]-4,5- dihydrofuran und dessen N-Oxid sowie pharmazeutisch
annehmbare Salze hiervon. 1O  21.
2-lsopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-p-phenethyl)amino]propyloxy}
benzolsulphonyl]furan und dessen N-Oxid sowie pharmazeutisch annehmbare
SaIze hiervon. 22.
2-Isopropyl-3-14-{3-IN-methyl-N-(3,4-dimethoxy-~,-phenethyl)aminolpropyloxy
}benzolsulphonyl]indol und dessen N-Oxid sowie pharmazeutisch annehmbare
Salze hiervon. t5 2&
2-Isopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-,-phenethyl)amino]propyloxy)
benzoIsulphonyl]-1- methyl-indol und dessen N-Oxid sowie pharmazeutisch
annehmbare Salze hiervon. 24. 1
-Methyl-3-isopropyl-2-[4-f3-[N-methyl-N-(3,4-dimethoxy-(3-phenethyl)amino]-
--20      propyloxyjbenzolsulphonylrindol und dessen N-Oxid sowie
pharmazeutisch annehmbsre Salze hiervon. 25. Aminoalkoxyphenyiderivat nach
Anspruch 1, wobel R, und R2 jeweils Wasserstoff sind. 26. Verfahren zur
Herstellung einer pharmazeutischen Zusammensetzung, umfassend das
OberfUhren 25     mindestens eines Aminoalkoxyphenyiderivates nach Anspruch
1 In eine pharmazeutisch annehmbare Form. 27. Verfahren zur Herstellung
einer tierarztlichen Zusammensetzung, umfassend das OberfOhren minde- stens
eines Aminoalkoxyphenyiderivats nach Anspruch 1 in eine pharmazeutisch
annehmbare Form. 30 Revendlcatlons RevendicatIons pour les Etats
contractants sulvants CH, DE, FR, GB, IT, U,. LU, NL, SE, AT 1. DMrivA
aminoalcoxyphenyl6 de formule: 



35 Cy-B- <             -O-A-N-Alk-R4                (1) 4"
~~~~~~~~~~R D          ~~~3 R2 dans laquelle: 45       B
represente un groupe -S-, -SO- ou -SO2-, RI et RP,   qui sont identiques ou
differents, reprdsentent chacun l'hydrogbne, un radical m6thyle ou 6thyle
ou un halogbne, A          repr~sente un radical alkylbne a chalihe droite
ou ramifiee ayant 2 a 5 atomes de carbone ou un radical 2-hydroxypropylbne
dans lequel le groupe hydroxyle est 50                  facultativement
substitue par un radical alkyle infdrieur en CI -C4, R3        repr6sente
l'hydrogbne ou un radical alkyle en C1-C8, R4        repr~sente un radical
pyridyle, phdnyle, 2,3-methylbnedioxyphdnyle ou 3,4-methylene- dioxyph6nyle
ou un groupe phdnyle substitu6 par un ou plusieurs substituants, qui
peuvent 8tre identiques ou diff6rents, choisis parmi les atomes
d'halogbnes, les 55                   groupes alkyle inferieurs en CI-C4 et
les groupes alcoxy infe6ieurs en CG-C4, Alk       reprdsente une liaison
simple ou un radical alkylbne A chatne droite ou ramifiee ayant 1 a 5
atomes de carbone, Cy         represente un groupe de formule: 94
1 111111 IIID  Hil I  1111111111    EP 0 302 793 B1 -5
%~~~~~~~~~~~~~~~~~~~~~ (D)                                 (E) 10 R9 R7R 16
R tS           7       @               ~~     ~ ~~~~~~~~~~OU
OU 10                                 10RI (F)
(G) 20 R 3-N        - R13t4R 25                              R 12(H) R
represente I'hydrogbne, un radical alkyle en Ci-C8, un radical cycloalkyle
en C3-C6. un radical benzyle ou un radical ph6nyle facultativement
substitu4 par un ou plusleurs 30                   substituants, qui
peuvent 8tre identiques ou diffdrents, choisis parmi les atomes d'halogbnes
et parmi les groupes alkyle inf~rieurs en C1-C4, alcoxy inferieurs en C1-C4



ou nitro, Rs et RS    sont pris ensemble avec l'atome de carbone auquel lHs
sont lids pour former: - un groupe carbocyclique mono- ou bicyclique
facultativement aromatique ayant 5 35                        a 10 atomes de
carbone et facultativement substitue par un groupe R a la position a par
rapport au groupe m6thyne, - un groupe hdt6rocyclique pentagonal
facultativement aromatique, les hdt6roato- mes ou les hdtdrogroupes 6tant
choisis parmi les groupes 0, S. N. 40
I -N-R11 oO R1i1 reprdsente I'hydrogene ou un radical alkyle inferieur en
C1-C4, phdnyle, benzyle ou halog~nobenzyle; 0 et N; 0 et 45 -N-R1 50
;SetN;Set -N-R11 ; 55 Net N; Net 1111 Hl      11- IN ..    EP 0 302 793 B1
-N-Ri I le groupe h~terocyclique etant facultativement substitue par un
group. R & la 5                        position a par rapport au groupe
methyne et facultativement substitu6 par un ou deux groupes choisis parmi
des groupes alkyle inferieurs en C,-C4 et ph6nyle, - un groupe
heterocyclique mono- ou bicyclique hexa- & ddcagonal facultativement
aromatique, les h6teroatomes ou h~t6rogroupes 6tant choisis parmi les
groupes 0, S. N, 10 -N-R11 ; O et N;   et t5 -N-R11 ; Set N; Set -N-R11 25
NetN;Net 30                       le groupe h~tdrocyclique etant
facultativement substitu6 par un group. R A la position a par rapport au
groupe m6thyne, R7 et Re,  qui sont identiques ou diff~rents, reprnsentent
chacun lPhydrogbne, un radical alkyle inferieur en C1-C4 ou un radical
ph~nyle ou bien, en 6tant pris ensemble avec les atomes de carbone auxquels
is sont li6s, ils reprdsentent un carbocycle hexagonal 



35                  facultativement aromatique, Pe        repr6sente
l'oxygene ou le soufre, Rio       represente l'oxygene, le soufre ou un
group. 40 40                                    ~~~~~~~~~~~-N-RI I, R12
et Ris, qui sont identiques ou diffMrents, repr6sentent chacun l'hydrogbne,
un radical alkyle inf6rieur en C1-C4 ou un radical benzoyle, 45     a
condition que Cy ne represente pas un group. 1-indolizinyle, ainsi que le
N-oxyde de ce derive et un sel pharmaceutiquement acceptable de celui-ci.
2. Derive aminoalcoxyphenyl6 selon la revendication 1, dans lequel Cy
represente un group. phenyle, cyclohexdnyle, indenyle, naphtyle,
dihydronaphtyle, pyridyle, dihydropyridyle. furyle, dihydrofuryle, so
thi6nyle, dihydrothienyle, pyrrolyle, dihydropyrrolyle, pyrazolyle,
imidazolyle, pyrimidyle, pyrazinyle, pyridazinyle, oxazolyle, isoxazolyle,
thiazolyle, benzofuryle, benzothienyle, indolyle, benzimldazolyle,
benzoxazolyle, quinolyle, benzisoxazolyle, cinnolinyle, quinoxalinyle,
quinazolinyle, indolizine-3-yle, thi~nopyridyle, t~trahydrothi6nopyridyle,
pyrrolopyridyle, pyrazolopyridyle, pyrrolopyridazinyle, imidazo- pyridyle,
dihydrofuranonyle, imidazolinonyle, chromonyle. 56 3 D6riv6
aminoalcoxyphenyle selon la revendication 1, dans lequel B repr~sente un
groups -SO2-. 9C *C  L  M   S*    EP 0 302 793 B1 4. Dbrive
aminoalcoxyph6nyle selon la revendication l, dans lequel Cy represente un
groupe indolizine-3- yle, benzofuryle, benzothinyle, indolyle, quinolyle,
pyrrolol1,2-bjpyridazinyle, pyrazolo[1,5-alpyrldyle ou
imidazof1,2-alpyridyle. 5  5. DWrive aminoalcoxyph6nyid selon la
revendication 1, dans lequel R repr6sente un groups isopropyle ou
cyclopropyle. 6. D6riv6 aminoalcoxyph~nylI selon la revendication 3, dans
lequel le groups 10 -O-A-N-Alk-R4 R3 16    represente un groupe
(N-methyl-N-(3,4-dlmethoxy-jp-phdnethyl)amino]propyloxy. 7. Derive
aminoalcoxyph6nyl1 selon la revendication 1, dans lequel le sel
pharmacoutiquement accepta- ble est l'oxalate ou le chlorhydrate. 20  8.
Composition A usage pharmaceutique ou veterinaire contenant, comme principe
actif, au moins un d6rive aminoalcoxyphenyle selon la revendication 1 en
association avec un v6hicule pharmacoutique ou un excipient appropri6. 9.
Proced6 pour la preparation d'un derive aminoalcoxyph~nyl6 selon la
revendication 1 dans loquel A 25     reprdsente un radical alkylbne et B
reprdsente un groupe -S- ou -SO2-, par lequel un ddrivd 4- alcoxyphenyl6 de
formule g~nerale: 



R 30 Cy-B ' -             -0-A-X 35 ob B' represente un groups -S- ou
-SO2r, Cy, RI et R2 sont tels que d6finis dans la revendication 1, A
repr6sente un radical alkylene comme dans la revendication 1 et X
repr~sente un atome d'halogene, un groups alkylsulfonyloxy ayant 1 & 4
atomes de carbons ou un groups arylsulfonyloxy ayant 6 & 10 40     atomes
de carbone, est condense en pr6sence d'un accepteur d'acide et dans un
solvant polaire ou non polaire avec une amine de formule g~n6rale:
HN-Alk-R4 45                                           R3 ou R3, Alk et R4
sont tels que d~finis ci-dessus, pour former le derive aminoalcoxyphdny[6
d~sird sous forme de base libre qui pout facultativement etre amene &
r6agir avec un acide organique ou mineral so     pour former un de ses sels
pharmacoutiquement acceptables. 10. Proc6d6 pour la preparation d'un d6riv6
aminoalcoxyph6nyl6 selon la revendication 1 dans loquel A represente un
radical alkylbne et B repr6sente un groups -S- ou -SO2-, par lIquel un
derive 4- hydroxyphenyil de formule gendrale: 56 97 *C   L  M S*    EP 0
302 793 BI CY r-D'               -OR R2 oO B' repr6sente un groupe -8- ou
-SO2- et Cy, R1 et R2 sont tels que d~finis dans la revendication 1, 10
est amene a r6agir en pr~sence d un agent basique avec un compose de
formule g6ndrale: X-A-N-Alk-R4 18~~~~~~~~~~~~~~~~~~~ 15
R3 ob X represente un atome d'halogbne, un groupe alkylsulfonyloxy ayant 1
a 4 atomes de carbone ou un groupe arylsulfonyloxy ayant 6 & 10 atomes de
carbone, A repr6sente un radical alkylbne comme ;<_-/20   dans la
revendicatlon 1 et Ra, R4 et Alk sont tels que d6finis dans la
revendication 1, la r6action ayant lieu a une temperature comprise entre la
temperature ambiante et la temperature de reflux du milieu et dans un
solvant polaire, pour obtenir le derive aminoalcoxyph6nyl6 desire sous
forme de base libre qui pout facultativement 8tre amene h r~agir avec un
acide organique ou mlneral appropr16 pour former un de ses sels
pharmaceutiquement acceptables. 25 11. Proc~d6 pour la preparation d'un
d~riv6 aminoalcoxyph~nyI6 selon la revendication 1, dans lequel B
represente un groupe -S- ou -SO2- et A represente une chalhe
2-hydroxypropylbne facultativement substitute, par loquel un d~riv6
oxirannylm6thoxyl6 de formule g~ndrale: 



30 *y>,                > 8'-<:>O H-0-Cl 2-G 2 35 R ob Cy, RI et R2 sont
tels que d~finis dans la revendication 1 et B' repr6sente un groupe -S- ou
-802-, est tralte au reflux avec une amine de formule g~nerale: 40
HN-Alk-R4 45 oO R3, Alk et R4 sont tels quo dMfinis dans la revendication
1, co qui est effectu6 dans un solvant polaire ou dans un exces de ladite
amine: - pour donner le d6rive aminoalcoxyphenyl6 d~sir6 sous la forme de
la base libre oO A repr~sente une chathe 2-hydroxypropylene, 50       -
pour donner un ddriv6 aminoalcoxyph6nyl qui peut 8tre amen6 a reagir avec
un haloginure d'alkyle ayant 1 a 4 atomes de carbone en prdsence d'une base
forte afin de produire le derivd aminoalcoxyphdnyl6 ddsir6 sous la forme de
la base libre ob A repr4sente une chatne 2- hydroxypropylbne dans laquelle
le groupe hydroxyle est substitu6 par un groupe alkyle ayant 1 a 4 atomes
de carbone, 55     le d6eriv  aminoalcoxyphenyl6 ainsi obtenu etant
facultativement amene a rdagir avec un acide organique ou mindral appropri6
pour former un de ses sets pharmaceutiquement acceptables. 98
1*011111  Iilililililil ill    EP 0 302 793 BI 12. Proced6 pour la
preparation d'un ddrIv6 aminoalcoxyph6nyld selon la revendication 1 dans
lequel B repr6sente un groupe -SO-, par lequel un sulfure de formule
gdnerale: R1 Cy-S-                 -A     lk-R4 R3 10 ob) Cy, Ri, R2, R3,
R4, A et Alk sont tols que d6flnis dans la revendication 1, est traite par
un agent oxydant, ce sulfure 6tant sous la forme de la base libre ou d'un
de ses sels, pour former le derive aminoalcoxyph6nyld d6sir4 sous forme de
base libre qui pout facultativement 8tre amene a r6agir avec 15     un
acide organique ou mineral approprie pour former un de ses sels
pharmaceutiquement acceptables. 13. La
2-isopropyl-3-[4{3-[N-methyl-N-(3,4-dimethoxy-,6-phonothylamino]propyloxy)b
enzenesulfonyl]- indolizine et son N-oxyde et ses sels pharmacoutiquement
acceptables. 20  14. Le
2-isopropyl-3-[4-{3-[N-methyl-N-(3,4-dimothoxy-,6-phenethyl)amino]propyIoxy
)benzbnesulfonyIj benzofuranne et son N-oxyde et ses sels
pharmaceutiquement acceptables. 15. Le
2-n-propyl-3-[4-(3-IN-m4thyl-N-(3,4-dimethoxy-p-ph6n6thyl)amino]propyloxy}b
enzbnesulfonyl]- benzofuranne et son N-oxyde et ses sels pharmacoutiquement
acceptables. 25 16. Le
2-n-propyl-3-[4-(3-[N-mdthyl-N-(3,4-dimdthoxy-a-phenethyl)aminojpropyloxy}b
enzbnesulfonyl]- 



benzothiophene et son N-oxyde et ses sels pharmacoutiquement acceptables.
17. Le
2-n-butyl-3-[4-{3-[N-methyl-N-(3,4-dim6thoxy-,p-phonethyl)amino]propyloxy}b
enzbnesulfonyl- 30     benzofuranne et son N-oxyde et ses sels
pharmaceutiquement acceptables. 18. La
2-isopropyl-3-[4-{3-EN-methyl-N-(3,4-dimethoxy-is-phen6thyI)amino]propyloxy
)benzenesu~fonyl] qui- noleine et son N-oxyde et ses sels
pharmaceutiquement acceptables. 35  19. La
2-isopropyl-3-14-{3-[N-methyl-N-(3,4-dimethoxy-O-phendthyl)amino]propyIoxy}
benzbnesulfonyl]- pyrazololl,5-a]pyridine et son N-oxyde et ses sels
pharmaceutiquement acceptables. 20. La
5-14-{3-[N-methyl-N-(3,4-dimethoxy-
6-ph~n6thyl)amino]propyloxy}benzbnesulfonyl]-6-
isopropylpyrrolo(1,2-bjpyridazine et son N-oxyde et ses sels
pharmaceutiquement acceptables. 40 21. Le
2-isopropyl-3-[4-{3-[N-methyl-N-(3,4-dimsthoxy-,-ph~nethyl)amino]propyioxyl
benzenesulfonyll-4,5- dihydrofuranne et son N-oxyde et ses sels
pharmacoutiquement acceptables. 22. Le
2-isopropyl-3-[4-{3-[N-m6thyl-N-(3,4-dim6thoxy-,6-ph6nethyl)amino]propyloxy
}benzbnesulfonyl)- 45     furanne et son N-oxyde et ses sels
pharmaceutiquement acceptables. 23. Le
2-isopropyl-3-[4-{3-[N-mothyl-N-(3,4-dim6thoxy-0-phdn6thyl)amino]propyloxy}
benzenesulfonyl]- indole et son N-oxyde et ses sels pharmacoutiquement
acceptables. so  24. Le
2-isopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-t-phdndthyl)amino~propyloxy)
benzbnesulfonyl]-1- m~thylindole et son N-oxyde et ses sels
pharmacoutiquement acceptables. 25. Le
1-m6thyl-3-isopropyl-2-14-{3-[N-m~thyl-N-(3,4-dim6thoxy-(3-phenothyl)amino]
- propyloxylbenzbnesulfonyl-indole et son N-oxyde et ses sels
pharmaceutiquement acceptables. 56 26. Deriv6 aminoalcoxyph6nyl6 selon la
revendication 1, dans lequel RI et R2 sont chacun de P'hydrogbne. 99
IIIIIII.........................    EP 0 302 793 51 Revendications pour
'Etat contractant sulvant: ES 1. Proc6d6 pour la pr~paration d'un d4riv6
amrnoalcoxyph~nyl4 de formule: 5                         ~~~~~~~R1 Cy-B-
-0--H-Alk-R4                (1) R3 10 dans laquelle: B
represente un groupe -S-, -SO- ou -SO2-, 16       R1 et R2,    qui sont
identiques ou diff6rents, reprdsentent chacun l'hydrogbne, un radical
m6thy- le ou dthyle ou un halogbne, A            represente un radical
alkylbne b chaine droite ou ramifiee ayant 2 a 5 atomes de carbone ou un
radical 2-hydroxypropylbne dans lequel le groupe hydroxyle est
facultativement substitui par un radical alkyle inferleur en Ci -C4, -/'20
R3           repr6sente l'hydrogbne ou un radical alkyle en  i-Cos, R4
reprdsente un radical pyridyle, phenyle, 2,3-methylenedboxyphenyle ou
3,4-methylb- 



nedioxyph6nyle ou un groupe ph6nyle substitue par un ou plusieurs
substituants, qui peuvent 8tre identiques ou differents, choisis parmi les
atomes d'halogbnes, les groupes alkyle inf4rieurs en Ci -C4 et les groupes
alcoxy inferieurs en Ci -C4 , 25       Alk          represente une liaison
simple ou un radical alkylbne & chalhe drolte ou ramifi'e ayant 1 & 5
atomes de carbone, Cy           represente un groupe de formule: 30
R1                           -. I C-C    ;ou          -  R       -
ou (D)                                 (El 40                    R R-  .1
45                                      ou            J1     I      a
ou 10  ~~~~~~~0                  to (yb
(s1 50                              -    N 0 55                         R12
(H) R            represente l'hydrogene, un radical alkyle en Ci-C8, un
radical cycloalkyle en Ca-Cs, un radical benzyle ou un radical ph6nyle
facultativement substitud par un ou 100              ~~~~~~~11|1|1 111|1 |1
11 l1    EP 0 302 793 BI plusleurs substituants, qui peuvent etre
identiques ou diffdrents, choisis parmi les atomes d'halogbnes et parmi les
groupes alkyle lnfdrleurs en Ci-C4, alcoxy infd- rieurs en Ci-C4 ou nitro,
F6 et R6     sont pris ensemble avec l'atome de carbone auquel its sont
116s pour former: 5                       - un groupe carbocyclique mono-
ou bicyclique facultativement aromatique ayant 5 A 10 atomes de carbone et
facultativement substitu6 par un groupe R a la position a par rapport au
groupe m~thyne, - un groupe hdterocyclique pentagonal facultativement
aromatique, les h~t6roa- tomes ou les h6t6rogroupes 6tant choisis parmi les
groupes 0, S, N, 10 -N-RI 1 ou R. 1 repr~sente l'hydrogene ou un radical
alkyle inferieur en C1 -C4, phdnyle, 15                         benzyle ou
halog~nobenzyle; 0 et N ; 0 et I -N-Rt 20 SetN;Set -N-Ri i 



25 Net N; Net 30
-N-R11, le groupe h6t~rocyclique etant facultativement substitue par un
groupe R a la position a par rapport au groupe methyne et facultativement
substitu6 par un 35                         OU deux groupes choisis parmi
des groupes alkyle inferieurs en Ci-C4 et ph6nyle, - un groupe
h6t~rocyclique mono- ou bicyclique hexa- A d~cagonal facultative- ment
aromatique, les h4t~roatomes ou heterogroupes 6tant choisis parmi les
groupes 0, S, N, 40 -N-R  1; 45                        O0etN;Oet -N-R11 50
;SetN;Set -N-R11 55 N et N ; N et ~~~~~~~~~~... ..101111 l1 11 11    EP 0
302 793 B1 -N-R 11' le groupe hbt6rocyclique 6tant facultativement substiu
par un groupe R b la position a par rapport au groupe m6thyne, R7 et Rs,
qui sont identiques ou differents, reprdsentent chacun l'hydrogbne, un
radical alkyle inf~rieur en Ci-C4 ou un radical ph6nyle ou bien, en 6tant
pris ensemble avec les atomes de carbone auxquels ils sont lids, its
reprdsentent un carbocycle hexagonal id                    facultativement
aromatique, Rs          represento lVoxygbne ou le soufre, Rio
repr~sente l'oxygbne, le soufre ou un groupe -N-R11 R12 et Ri3,   qui sont
identiques ou difflrents, repr6sentent chacun l'hydrogbne, un radical
alkyle inftrieur en Ci -C4 ou un radical benzoyle, ''20      A condition
quo Cy ne repr6sente pas un groupe 1-indolizinyle, ainsi quo du M-oxyde de
ce derive et d'un sel pharmaceutiquement acceptable de celui-ci, ledit
proc~d6 6tant caracteris6 en ce que: a) lorsque A reprdsente un radical
alkylbne et B reprdsente un groupe -S- ou -SO2-, u) un ddriv4
4-alcoxyphdnyl4 de formule g~n~rale: 25 30Cy-D'-      -^ -X 



30 1 ob B' repr6sente un groupe -S- ou -SO2-, Cy, R, et R2 sont tels quo
dMfinis ci-dessus, A reprdsente un radical alkylene comme cd-dessus et X
repr~sente un atome d'halogene, un groupe 35          alkylsulfonyloxy
ayant I A 4 atomes de carbone ou un groupe arylsulfonyloxy ayant 6 A 10
atomes de carbone, est condens6 en presence d un accepteur d'acide at dans
un solvant polaire ou non polaire avec une amine de formula gdndrale:
HN-Alk-R4 oO R3, Alk et R4 sont tels que definis ci-dessus, pour former le
ddriv6 aminoalcoxyph6nyl6 d6strd 45          sous forme de base libre qui
pout facultativement etre amen6 & rdagir avec un acide organique ou mindral
pour former un de ses sets pharmacoutiquement acceptables, ou ,S) un dbriv6
4-hydroxyphenyle de formule g~n~rale: 50 *                    ~~~Cy-*-l$0u
55 oO B' reprdsento un groupe -S- ou -SO2- et Cy, R1 et R2 sont tols quo
ddfinis ci-dessus, est 102               llllllll ii ii lll    EP 0 302 793
B1 amene A rdagir en presence d'un agent basique avec un compose de formule
gdnerale: X-A-N-Alk-R4 R 3 od X represente un atome d'halogbne, un groupe
alkylsulfonyloxy ayant 1 a 4 atomes de carbone ou un groups aryisuifonyloxy
ayant 6 a 10 atomes de carbone, A represente un radical alkylne 10
comme ci-dessus et Rs, R4 et Alk sont tels que definis ci-dessus, la
rdaction ayant lieu & une temperature comprise entre la temperature
ambiante et la temperature de reflux du milieu et dans un solvant polaire,
pour obtenir le derive aminoalcoxyphenyl6 d6sire sous forms de base libre
qui peut facultativement 8tre amen6 a reagir avec un acids organique ou
mineral approprie pour former un de ses sels pharmaceutiquement
acceptables, t5       b) lorsque B represente un groups -S- ou -SO2- et A
represente une chaihe 2-hydroxypropylbne facultativement substitute, un
d6rive oxirannylmethoxyl6 de formule generale: 20 >O-C2-CU-U 0 R2 25 oD Cy,
R1 et R2 sont tels que d6finis ci-dessus et B' represente un groups -S- ou
-802-, est trait6 au reflux avoc une amine de formule gdnerale: HN-Alk-R4
R3 



od R3, Alk et R4 sont tels que dMfinis ci-dessus, ce qui est effectue dans
un solvant polaire ou dans 35       un exces de ladite amine: - pour donner
le d~riv6 aminoalcoxyphenyl6 desire sous la forme de la base libre o0 A
reprdsente une chaine 2-hydroxypropylbne, - pour donner un derIv6
aminoalcoxyphdnyl6 qui peut etre amene a reagir avec un halogenure d'alkyle
ayant 1 a 4 atomes de carbons en presence d'une base forte afln de produire
le 40            d6riv6 aminoaicoxyph6nyl6 desire sous la forme de Ia base
libre oui A represente une chaine 2-hydroxypropylbne dans laquelle le
groupe hydroxyle est substitu6 par un groupe alkyle ayant 1 & 4 atomes de
carbone, le derive aminoalcoxyph6nyl6 ainsi obtenu etant facultativement
amen6 A reagir avec un acids organique ou mineral approprie pour former un
de ses sels pharmaceutiquement acceptables, 45       C) lorsque B
repr6sente un groups -SO-, un sulfure de formule g4nerale: 50
Cy-S-              > -0-A-N-Alk-RI4 5S oO Cy, RI, F2. R2 , R3 , A et Alk
sont tels que definis ci-dessus, est traite par un agent oxydant, ce
sulfure 6tant sous la forms de la base libre ou d'un de ses sels, pour
former le d6riv4 aminoalcoxy- phenyle desire sous forms de base libre qui
peut facultativement Otre amene A rdagir avec un acids 103    EP 0 302 793
B1 organique ou min6ral appropri6 pour former un de ses sels
pharmaceutiquement acceptables. 2. Proc~d6 selon la revendication 1, dans
lequel Cy represente un group. ph~nyle, cyclohex4nyle, ind6nyle, naphtyle,
dihydronaphtyle, pyridyle, dihydropyridyle, furyle, dihydrofuryle,
thilnyle, dihydro- 5     thiknyle, pyrrolyle, dihydropyrrolyle, pyrazolyle,
imidazolyle, pyrimidyle, pyrazinyle, pyridazinyle, oxazo- lyle,
isoxazolyle, thiazolyle, benzofuryle, benzothidnyle, indolyle,
benzimidazolyle, benzoxazolyle, quino- lyle, benzisoxazolyle, cinnolinyle,
quinoxalinyle, quinazolinyle, Indolizine-3-yle, thinopyrldyle, t6trahy-
drothi6nopyrldyle, pyrrolopyridyle, pyrazolopyridyle, pyrrolopyridazinyle,
imidazopyridyle, dihydrofura- nonyle, imidazolinonyle, chromonyle. 10 3
Proced6 selon la revendication 1, dans loquel B represente un groupe -SO2-.
4. Procdd6 selon la revendication 1, dans lequel Cy repr~sente un groups
indolizine-3-yle, benzofuryle, benzothi6nyle, indolyle, quinolyle,
pyrrolo[1,2-bjpyridazinyle, pyrazolo[1,5-a]pyridyle ou imidazo[1,2-a}- t5
pyridyle. 5. Proc~d6 selon la revendication 1, dans lequel R reprdsente un
group. isopropyle ou cyclopropyle. S6. Proo6d6 selon la revendication 3,
dans lequel le groups 20 -O-A-N-Alk-R4 R3 25 represente un groups
IM-methyl-N-(3,4-dim~thoxy-fl-ph~ndthyl)amino]propyloxy. 



7. Proc6d6 selon la revendication 1, comprenant la preparation du
1-m6thyl-3-isopropyl-2-[4-(3-[M-
methyl-N-(3,4-dim~thoxy-(3-phdn6thyl)amino]propyIdcymbenzenesulfonyl]indole
et de son N-oxyde et 30     ses sels pharmaceutiquement acceptables. 8.
Proc6d6 selon la revendication 1, dans loquel le sel pharmacoutiquement
acceptable est l'oxalate ou le chlorhydrate. 35  9. Proced6 pour la
preparatbon d'une composition pharmaceutique, comprenant la mise sous une
forms pharmaceutiquement acceptable d'au mons un ddrivW aminoalcoxyph~nyl6
de formule (1) d6fint dans la revendication 1. i   ~10. Proc6d6 pour la
preparation d'une composition a usage v~t~rinaire, comprenant la mise sous
une 40    forme pharmaceutiquement acceptable d'au moins un d~riv6
aminoalcoxyphenyl6 de formule (1) d6finl dans la revendication 1.
Revendications pour l'Etat contractant sulvant: OR 45 1. Derive
aminoalcoxyphenyle de formule: 50                     Cy-B-    <f:ANRk
(1t ) R2 55     dans laquelle: B           represento un groups -S-, -SO-
ou -SO2-, R1 et R2,    qui sont identiques ou diff6rents, representent
chacun lPhydrogbne, un radical m6thy- le ou 6thyle ou un halogbne, 1n4
I  111| i Hl ll ilil ll lIlI    EP 0 302 793 B1 A            repr~sente un
radical alkylene a chalhe droite ou ramifiee ayant 2 a 5 atomes de carbone
ou un radical 2-hydroxypropylbne dans lequel le groupe hydroxyle est
facultativement substitud par un radical alkyle inferieur en C, -C4, R3
represente l hydrogbne ou un radical alkyle en Ct-C8, 5        R4
represente un radical pyridyle, phdnyle, 2,3-m~thylbnedioxyph6nyle ou
3,4-m6thylb- nedioxyph~nyle ou un groupe ph~nyle substitu6 par un ou
plusieurs substituants, qui peuvent 8tre identiques ou dift6rents, choisis
parmi les atomes d'halogenes, les groupes alkyle inf6rieurs en C1 -C4 et
les groupes alcoxy inf6rieurs en Ct -C4, Alk         reprdsente une liaison
simple ou un radical alkylbne a chathe drolte ou ramiflde 10
ayant 1 a 5 atomes de carbone, Cy           repr~sente un groupe de
formule: t5           K    ^6                             ,   R7       N
(D)                                     (E) 20 R9 25
R- 26         7       @ R                               4
OU 30                    1 0                                           (G) 



//Np R          (H) 1 2 40        R            represente l'hydrogbne, un
radical alkyle en C1-CB, un radical cycloalkyle en Ca-Cs, un radical
benzyle ou un radical phdnyle facultativement substitu6 par un ou plusieurs
substituants, qul peuvent 8tre identiques ou diff6rents, choisis parmi les
atomes d'halogenes et parmi les groupes alkyle inf~rieurs en CI-C4, alcoxy
infd- rieurs en Ct-C4 ou nitro, 46        H5 et RS     sont pris ensemble
avec l'atome de carbone auquel Hls sont lids pour former: - un groupe
carbocyclique mono- ou bicyclique facultativement aromatique ayant 5 & 10
atomes de carbone et facultativement substitu6 par un groupe R a la
position a par rapport au groupe mdthyne, - un groupe h6Utrocyclique
pentagonal facultativement aromatique, les h6t~roa- 50
tomes ou les hdt~rogroupes 6tant choisis parmi les groupes 0, 8, N, -N-R11
55 od Rt t repr~sente l'hydrogene ou un radical alkyle inf6rieur en C,-C4,
ph6nyle, benzyle ou halog6nobenzyle; 0 et N; 0 et I IIII 1111 Iill Hilil 11
III    EP 0 302 793 B1 -N-R 1; 5                          SetN;Set -N-R11;
10 N et N ; Net -N-R , le groupe hdterocyclique dtant facultativement
substitud par un groupe R a la position a par rapport au groupe m~thyne et
facultativement substitu6 par un ou deux groupes choisis parmi des groupes
alkyle inferieurs en C,-C4 et /J20                        ph6nyle, - un
groupe heterocyclique mono- ou bicyclique hexa- I d~cagonal facultative-
ment aromatique, les h~teroatomes ou h6t~rogroupes dtant cholsis parmi les
groupes 0. S. N, 25 -N-R 1. ; OetN;Oet 30 -N-RI I 35
SetN;Set 



-N-R11  ; 40 N et N ; N et -N-RI 1 45 le groupe h~terocyclique 6tant
facultativement substitu6 par un groupe R a la position a par rapport au
groupe m~thyne, R7 et RB,    qui sont identiques ou diff6rents,
repr~sentent chacun I'hydrogbne, un radical alkyle inferieur en C1-C4 ou un
radical phenyle ou bien, en etant pris ensemble avec les 50
atomes de carbone auxquels iUs sont lids, its representent un carbocycle
hexagonal facultativement aromatique, Rg           represente lPoxygbne ou
le soufre, RiO         reprdsente l'oxygbne, le soufre ou un groupe 55
-N-R11'    EP 0 302 793 Bi R1 2 et R13,  qui sont identiques ou differents,
representent chacun lPhydrogene, un radical alkyle inferieur en C1 -C4 ou
un radical benzoyle, A condition que Cy ne represente pas un groupe
1-indolizinyle, ainsi qua le N-oxyde de ce derive et un sel
pharmaceutiquement acceptable de celui-ci. 5 2. DMrivA aminoalcoxyphsnyl6
selon ia revendication 1, dans lequel Cy represente un groupe phenyle,
cyclohexenyle, indenyle, naphtyle, dihydronaphtyle, pyridyle,
dihydropyridyle, furyle, dihydrofuryle, thienyle, dihydrothienyle,
pyrrolyle, dihydropyrrolyle, pyrazolyle, imidazolyle, pyrimidyle,
pyrazinyle, pyridazinyle, oxazolyle, isoxazolyle, thiazolyle, benzofuryle,
benzothi6nyle, indolyle, benzimidazolyle, 10     benzoxazolyle, quinolyle,
benzisoxazolyle, cinnolinyle, quinoxalinyle, quinazolinyle,
indolizine-3-yle, thi6nopyridyle, tetrahydrothienopyridyle,
pyrrolopyridyle, pyrazolopyrldyle, pyrrolopyridazinyle, imidazo- pyridyle,
dihydrofuranonyle, Imidazolinonyle, chromonyle. 3. D6riv6
aminoalcoxyph6nyl6 selon la revendication 1, dans loquel B represente un
groupe -SO2-. i5 4. D6rive aminoalcoxyphenyle selon la ravendication 1,
dans loquel Cy repr~senta un groupe indolizine-3- yle, benzofuryle,
benzothienyle, indolyle, quinolyle, pyrrolo[l,2-b]pyridazinyle,
pyrazolo[1,5-a]pyridyle ou imidazo[1,2-a]pyridyle. 20 5. D6rivd
aminoalcoxyphenyle selon la revendication 1, dans lequel R represente un
groupe isopropyle ou cyclopropyle. 6. DMrivA aminoalcoxyph6nyle selon la
revendication 3, dans loquel le groupe 25 -O-A-N-Alk-R4 R 3 



30    reprdsente un groupe
[N-methyl-N-(3,4-dimethoxy-,8-phendthyl)amino]propyloxy. 7. DMrivA
aminoalcoxyph6nyle selon la revendication 1, dans lequel le sel
pharmaceutiquement accepta- ___        ble est l'oxalate ou le
chlorhydrate. 35  8  Procede pour la pr~paration d'un derive
aminoalcoxyphenyle selon la revendication 1 dans lequel A represente un
radical alkylene et B represente un groupe -S- ou -SO2-, par lequel un
deriv6 4- alcoxyphenyl6 de formula generale: 40 Cy-B'-  - <
-0-A-% 45                                             R2 oO B' represente
un groupe -S- ou -302-, Cy, RI et R2 sont tels qua definis dans la
revendication 1, A represente un radical alkylbne comme dans la
revendication 1 et X repr6sente un atome d'halogene, un 50     groupe
alkylsulfonyloxy ayant 1 A 4 atomes de carbone ou un groupe arylsulfonyloxy
ayant 6 a 10 atomes de carbone, est condens6 en pr6sence d'un accepteur
d'acide et dans un solvant polaire ou non polaire avec une amine de formula
g6n6rale .l HN-Alk-R4 55                                           1 R3 107
*  C  L  M  S  *    EP 030279381 ob Ra, Alk et R4. sont teis que definis
ci-dessus, pour former le ddriv6 aminoalcoxyphdinyld d6sir4 sous forms de
base libre qui peut facultativement Mtre amend a r~agir avec un acide
organique ou min~ral pour former un de ses sels pharmacoutiquement
acceptables. 5 9. Proced6 pour la preparation d'un dMriv6
aminoalcoxyph6nyl6 selon la revendication t dans lequel A repr~sente un
radical alkylbne et B repr6sente un groupe -S- ou -SO2-, par liquel un
deriv6 4- hydroxyph~nyl de formule gen~rale: 10 Cy-B '-- 15
t2 ou1 B' represente un groups -S- ou -SO2- et Cy, RI et R2 sont tels quo
d~finis dans la revendication 1, eWt amend & r6agir en presence d'un agent
basique avec un compos6 de formule g~nerale: X-A-N-Alk-R4 R3 25 oO X
repr~sente un atoms d'halogbne, un groups alkylsulfonyloxy ayant 1 A 4
atomes de carbons ou un groups arylsulfonyloxy ayant 6 a 10 atomes de
carbone, A represente un radical alkylene comme dans la revendication 1 et
Rs, R4 et Alk sont tele quo d6finis dans la revendication 1, la reaction
ayant lieu a une temperature comprise entre la temperature ambiante et la
temperature de reflux du milieu et 30     dans un solvant polaire, pour
obtenir le ddriv6 aminoalcoxyphenyl6 ddsir6 sous forms de base libre qui 



peut facultativement 8tre amene & r~agir avec un acide organique ou mineral
approprl6 pour former un de ses sels pharmaceutiquement acceptables. 10.
Proced6 pour la preparation d'un deriv6 aminoalcoxyph6nyl1 selon la
revendication 1, dans lequel B 35     repr6sente un groups -S- ou -SO2- et
A represente une chaine 2-hydroxypropylbne facultativement substitu6e, par
loquel un d6rivd oxirannylm~thoxyl6 de formule g~nrrale: R1 40 Cy-B -
-0-C  2CH-2 2 0 45 oO Cy, RI et R2 sont tels qus dMfinis dans la
revendication 1 et B' repr~sente un groups -S- ou -SO2-, est traite au
reflux avec une amine de formule gen6rale: 50
HN-Alk-R4 R3 ob Ra, Alk et R4 sont tols que d6finis dans la revendication
1, ce qui est effectu6 dans un solvant 65     polaire ou dans un excbs de
ladite amine: - pour donner le dnriv6 aminoalcoxyph~nyl6 d6sir6 sous la
forms de la base libre ob A represente une chafne 2-hydroxypropylene, 108
I       1111111 1111!1   11111 11 I!II    EP 0 302 793 Bi - pour donner un
derive aminoalcoxyph6nyl6 qui peut 8tre amene a reagir avec un halog6nure
d'alkyle ayant 1 a 4 atomes de carbone on presence d'une base forte afin de
produtre le derive aminoalcoxyph~nyl6 desire sous la forme de la base libre
ob A repr6sente une chalhe 2- hydroxypropylene dans laquelle le groupe
hydroxyle est substitu6 par un groupe alkyle ayant 1 I 5          4 atomes
de carbone, le d6rlv6 aminoalcoxyph6nyl6 ainsi obtenu etant facultativement
amen6 a reagir avec un acide organique ou min~ral appropri6 pour former un
de ses sels pharmacoutiquement acceptables. 11. Proc6d6 pour la preparation
d'un ddriv6 aminoalcoxyph~nyl6 selon la revendication 1 dans lequel B 10
reprdsente un groupe -SO-, par lequel un sulfure de formule g6n6rale: R1 15
Cy-S-               -o-&-tNiAl lk-R4 3 R2 20     od Cy, RI, R2, R3, R4, A
et Alk sont tels quo d~finis dans la revendication 1, est trait6 par un
agent oxydant, ce sulfure 6tant sous la forme de la base libre ou d'un de
ses sels, pour former le d6riv6 aminoalcoxyph6nyl6 desire sous forme de
base libre qul pout facultativement 8tre amene a reagir avec un acide
organique ou min~ral approprid pour former un de ses sets
pharmaceutiquement acceptables. 25  12. La
2-isopropyl-3-[4-{3-[N-mothyl-N-(3,4-dimthoxy-,-phdn~thyl)amino]propyloxy~b
enzenesulfonyl]- indolizine et son N-oxyde et ses sets pharmacoutiquement
acceptables. 



13. Le
2-isopropyl-3-[4-{3-[N-methyl-N-(3,4-dim~thoxy-,i-phonothyl)amino]propyloxy
)benzenesulfonyl]- benzofuranne et son N-oxyde et ses sels
pharmacoutiquement acceptables. 30 14. Le
2-n-propyl-3-[4-f3-4N-m6thyl-N-(3,4-dim6thoxy-,-ph~nethyl)amino]propyloxy}b
enzbnesulfonyl]- benzofuranneet son N-oxyde et ses sels pharmaceutiquement
acceptables.. 15. Le
2-n-propyl-3-[4-{3-[N-mothyl-N-(3,4-dim6thoxy-,8-phenethyl)amino]propyloxy}
benzenesulfonyl]- 35     benzothiophbne et son N-oxyde at ses sels
pharmacoutiquement acceptables. 16. Le
2-n-butyl-3-[4-f3-[N-methyl-N-(3,4-dimothoxy-,B-phen6thyl)amino]propyloxy}b
enzenesulfonyl]- benzofuranneet son N-oxyde et ses sels pharmaceutiquement
acceptables. 40  17. La
2-isopropyl-3-[4-{3-(N-methyl-N-(3,4-dim6thoxy-,8-phdnothyI)amino]propyloxy
}benzenesulfonyl]-qui- noline et son N-oxyde et ses sels pharmaceutiquement
acceptables. 18. La
2-isopropyl-3-[4-{3-[N-m6thyl-N-(3,4-dim6thoxy-,e-phenethyl)aminojpropyloxy
}benzbnesulfonyl]- pyrazolo[1 ,5-a]pyridine et son N-oxyde et ses sets
pharmaceutiquement acceptables. 45 19. La
5-[4-{3-[N-methyl-N-(3,4-dimethoxy-,d-phenethyl)amino]propyloxy~benzbnesulf
onyl]-6- isopropylpyrrolo[1,2-b]pyridazine et son N-oxyde et ses sels
pharmaceutiquement acceptables. 20. Le
2-isopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-p-phenethyl)amino]propyloxy}
benzbnesulfonyl]-4,5- 50     dihydrofuranne et son N-oxyde et ses sets
pharmaceutiquement acceptables. 21. Le
2-isopropyl-3-[4-(3-[N-m6thyl-N-(3,4-dimethoxy-,e-phenethyl)amino]propyloxy
}benzbnesulfonlyl]- furanne et son N-oxyde et ses sels pharmaceutiquement
acceptables. 55  22. Le
2-isopropyl-3-[4-{3-[N-m6thyl-N-(3,4-dimethoxy-o-phendthyl)amino]propyloxy}
benzenesulfonyl]- indole et son N-oxyde et ses sels pharmaceutiquement
acceptables. 109 *  C   L  M   S  *    EP 0 302 793 Bi 23. Le
2-isopropyl-3-[4-{3-[N-m6thyl-N-(3,4-dim6thoxy-,6-ph6n6thyl)amino]propyloxy
sbenzenesulfonyll-1 - methylindole et son N-oxyde et ses sels
pharmaceutiquement acceptables. 24. Le                   1
-methyl-3-isopropyl-2-[4-{3-[N-methyl-N-(3,4-dimothoxy-(3-phen6thyl)amino]-
5     propyloxy}benzenesulfonyl]indole et son N-oxyde et ses sels
pharmaceutiquement acceptables. 25. D6rive aminoalcoxyphenyle selon la
revendication 1, dans lequel RI et R2 sont chacun de I'hydrogbne. 26.
Procedd pour la preparation d'une composition pharmaceutique. comprenant la
mise sous une forme 10     pharmaceutiquement acceptable d'au moins un
deriv6 aminoalcoxyph6nyle selon la revendication 1. 27. Procede pour la
preparation d'une composition a usage veterinaire, comprenant la mise sous
une forme pharmaceutiquement acceptable d'au moins un deriv6
amlnoalcoxyph~nyl4 selon la revendica- tion 1. '--/20 25 30 35 
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