
0 000 395 2-piperazino-tetralines, their production and use as therapeutic
compositions The invention relates to new 2-piperazino-tetralines.
2-piperazino-tetralines which are unsubstituted in the benzene ring of the
tetraline frame  are already described in German Auslegeschrift 1.190.466.
Furthermore, derivatives of 2- piperazino-dihydronaphthalene are described
in French Patent Specification 2.100.935. The present invention relates to
new 2-piperazino-tetralines of formula I. [err] 10
- A                   I R3 wherein R1   is hydroxy, alkoxy of 1 to 4
C-atoms, alkanoyloxy of 1 to 20 C-atoms or a R 5        0ll      group,
wherein 15        R    and[err] independently are hydrogen, fluorine,
chlorine, bromine, iodine, alkyl of 1 to 4 C-atoms or alkoxy of 1 to 4
C-atoms, or R4   and R5 together are a methylenedioxy group and are bonded
to adjacent C-atoms, 20        R    and [err] independently are hydrogen,
hydroxy, alkoxy of 1 to 4 C-atoms, alkanoyloxy of 1 to 20 C-atoms or a   



-2-                       0000 395 c-o- group or R 5         0 [err]  and
R2 together are a methylenedioxy group and are bonded to adjacent C-atoms,
x A    is a)  a                     -   group Y z 5        X, Y and Z,
independently, are hydrogen, hydroxy, alkyl of 1 to 4 C-atoms, alkoxy of 1
to 4 C-atoms, alkanoyloxy of 1 to 20 C-atoms, [err] a
c-D-- group, fluorine, chlorine, [err]        0 bromine, iodine, CF3, SH,
alkylthio of 1 to 4 C-atoms or 10             alkanoylthio of 1 to 20
C-atoms , or X and Y together are a methylenedioxy group and are bonded to
adjacent C-atoms, D    is 0 or S, b)  a                group c) a five- or
six-membered ring of formula 15 wherein V    is either divalent and
signifies 0, S, NH or CH2, or tri- valent and signifies N or CH, W    is a
saturated or unsaturated alkylene chain of 2 or 3  



0000 395 C-atoms and the-ring B can contain one, two or three double bonds,
and their acid addition salts, and processes for their production. 5
The compounds of formula I may exist in the form of enantiomers or in
racemate form. In the above formula, all alkyl, alkoxy and alkanoyl groups
may be straight-chain or branched. R1, [err]and as alkoxy groups preferably
denote the methoxy 10             group. R1   preferably denotes the free
OH group or an alkoxy group, especially the free OH group. The residue R is
preferably in position 6 of the tetraline ring. [err]are preferably
hydrogen or the free OH group, 15             especially hydrogen. X, Y and
Z as alkyl residues preferably denote the methyl group, and as an alkoxy
group preferably the methoxy group. The residue X is preferably an alkoxy
or an alkyl group, and the radicals Y and Z are preferably hydrogen, or
hydroxy 20             or alkoxy groups. X    is preferably in position 2
of the phenyl radical. A    preferably has the significances given under
a). The substituents [err]  in the residues [err], X, Y and Z may
independently have one of the above significances. 25        In accordance
with the invention,  



4-                        0000 395 a)   the compounds of formula Ia and
their acid addition salts 1                                         la 3
wherein 5             [err] is an alkoxy group of 1 to 4 C-atoms, and [err]
independently, are hydrogen or an alkoxy group of 1 to 4 C-atoms, or [err]
together are a -O-CH2-0- group, and A' has the same significances as.A
other than 10                   a phenyl residue which is substituted by at
least R one alkanoyloxy, alkanoylthio or   4 group,
[err] are obtained by reducing compounds of formula II 3 15        b)  the
compounds of formula Ib and their acid addition salts         HO N   N- A
lb 3 wherein [err]independently are hydrogen or hydroxy, and    -5-
0 000 395 



A" is a                       group ye in which X', Y' and Z' independently
are hydrogen, hydroxy, alkyl of 1 to 4 C-atoms, fluorine, chlorine,
bromine, iodine, [err] or SH, or a moiety as previously described for A
under b) and c), are produced by subjecting compounds of formula Ia to an
ether cleavage, 10        c)  the compounds of formula Ic and their acid
addition salts N - A' 3 wherein R"' is hydroxy or alkoxy of 1 to 4 C-atoms,
15            [err]independently are hydrogen, hydroxy or alkoxy of 1 to 4
C-atoms, are produced by condensing compounds of formula III R 3 with
compounds of formula IV 20
IV. N-A' [err]    -6-                         0 000 395 



wherein Q and Q' are the acid residue of a reactive ester, d)  the
compounds of formula I, wherein at least one of the substituents [err] X, Y
or Z is an alkanoyloxy or [err] coo 5 group and/or one of the substituents
X, Y or Z is an alkanoyl- thio or              R 5 group, and their acid
addition salts, are produced by acylating a compound of formula I, in which
at least one of 10            the substituents [err], X, Y or Z is a free
OH group and/or one of the substituents X, Y or Z is a free SH group, with
a reactive derivative of an alkanoic acid of 1 to 20 C-atoms or an aromatic
carboxylic acid of formula cOOH 15            and the compounds of formula
I thus obtained are optionally converted into their acid addition salts.
The compounds of formula I which are obtained in accordance with the
invention may be present in free base form or in the form of their acid
addition salts. The free bases may be 20        converted into their acid
addition salts in known manner, and vice versa. Thus, the compounds of
formula I according to the invention may form acid addition salts e.g. with
inorganic acids    -7 -                        0 000 935 such as
hydrochloric acid or with organic acids such as maleic 



acid. Process a) may take place in known manner, e.g. by catalytic
hydrogenation. Suitable catalysts include palladium-charcoal, 5
platinum or Raney nickel, preferably palladium-charcoal.  An inert organic
solvent, e.g. ethanol or dimethylformamide, may conveniently be used.
Reduction may also be effected with complex metal hydrides, e.g. sodium
borohydride, in an organic solvent such as trifluoroacetic acid. The
process is conveniently 10        effected at temperatures of between 10
and [err], preferably between 20 and [err]. Process b) may take place
according to methods known for ether cleavage. Cleavage is conveniently
effected using cleaving agents, for example hydriodic acid, hydrobromic
acid or hydro- chloric acid, preferably in water or acetic acid, suitably
at temperatures from 0 to 1000, or using boron tribromide, preferably in
methylene chloride, suitably at 0 to [err]. With hydrogen chloride, the
reaction is preferably effected at a pressure of 1 to 10 atm. When X, Y or
Z are alkoxy groups in positions 2 20        and 6 of the phenyl ring,
these groups remain for the most part unchanged when using hydrohalic
acids, and are not converted into free OH groups. Condensation c) may be
effected in known manner for the preparation of the piperazine ring.
Compounds III and IV are 25        preferably heated in an inert solvent at
temperatures of between 60 and [err]. The solvent employed is
advantageously ethanol,    -8-                         0 000 935 



dimethylformamide or higher alcohols. Condensation may take place in the
presence of a base, e.g. tert. amine or alkali carbonate. The residues Q
and Q' are preferably chlorine, bromine, iodine, an alkylsulphonyloxy or
arylsulphonyloxy 5        group. Process d) may take place in known manner
for the acylation of phenols. Acid halides or acid anhydrides may be used
for example as reactive derivatives of the carboxylic acids. The compounds
of formula I may be isolated and purified using 10        known methods.
The optically active compounds of formula I may be prepared e.g. from
optically active starting materials (obtained according to known methods
for the separation of racemates). The compounds of formula II may be
obtained for example by 15        reacting compounds of formula V RI 3 V
with compounds of formula VI HN   N -A'                            VI The
reaction may take place in known manner.  The reaction may    -9 -
000 395 be effected for example in an inert solvent, e.g. toluene, in the
presence of catalytic quantities of p-toluene sulphonic acid, with water
separation, conveniently at the reflux temperature of the solvent employed,
or in the presence of catalytic 



5        quantities of a Lewis acid, e.g. titanium tetrachloride,
conveniently at a temperature between 20 and 1000. The resulting compounds
of formula II may be reduced in situ, without isolation, to yield compounds
of formula Ia. The reaction of compounds of formula V with compounds of 10
formula VI may however lead directly to compounds of formula Ia, if the
reaction is effected under reducing conditions. Suitable reducing agents
include e.g. hydrogen in the presence of catalysts such as Raney-nickel,
platinum or palladium-charcoal. The reaction conveniently takes place at
room temperature in 15        a solvent, e.g. acetic acid. The compounds of
formulae III, IV, V and VI are either known or may be produced according to
known methods. The compounds of formula I are notable for their interesting
pharmacodynamic properties. 20        On the anaesthetised dog, they
exhibit anti-hypertensive activity and an increase in the flow of blood
through the arteria mesenterica, which is characteristic of dopamine
receptor stimulation. The compounds of formula I may therefore be used in
the treatment of hypertension. The doses to be used 25        vary of
course according to the type of substance, the    -10-
0 000 395 administration and the condition to be treated. With larger
mammals, a quantity of between 15 and 1000 mg to be adminis- tered daily is
indicated.  This dose can also be administered in smaller doses 2 to 4
times daily or in sustained release 



5        form.  A single dose, for example a tablet suitable for oral
administration, may contain between 4 and 500 mg of the active substance,
together with suitable pharmaceutically indifferent aids. The invention
also relates to therapeutic campositions which contain a 10        compound
of formula I.  These medicaments, for example a solution or a tablet, may
be prepared in conventional manner, using the usual aids and carriers. In
one group of compounds according to the invention, [err]   is hydroxy,
alkoxy of 1 to 4 C-atoms, alkanoyloxy of 15             1 to 4 C-atoms or
benzyloxy, R2   and R3, independently, are hydrogen, hydrogen, hydroxy,
alkoxy of 1 to 4 C-atoms, alkanoyloxy of 1 to 4 C-atoms or benzyloxy, or
and [err] together are a methylenedioxy group and are bonded 20
to adjacent C-atoms, A    is a                        group, X, Y and Z,
independently, are hydrogen, hydroxy, alkyl of 1 to 4 C-atoms, alkoxy of 1
to 4 C-atoms, alkanoyloxy of 1 to 4 C-atoms, benzyloxy, fluorine, chlorine
or [err], or 25        X    and y  together are a methylenedioxy group and
are bonded    -11 -                       0 000 395 to adjacent C-atoms. In
a second group, R1   is hydroxy, alkoxy of 1 to 4 C-atoms, alkanoyloxy of R



1 to 20 C-atoms or a       4                      group, 5         0 5
R    and R5 independently are hydrogen, fluorine, chlorine, bromine,
iodine, alkyl of 1 to 4 C-atoms or alkoxy of 1 to 4 C-atoms, or R    and R5
together are a methylenedioxy group and are bonded to adjacent C-atoms, 10
R2   and [err] independently are hydrogen, hydroxy, alkoxy of 1 to 4
C-atoms, alkanoyloxy of 1 to 20 C-atoms or a R --0  group, or 0 [err]
together are a methylenedioxy group and are bonded to adjacent C-atoms, 15
A    is a                       group, z X, y and Z independently are
hydrogen, hydroxy, alkyl of 1 to 4 C-atoms, alkoxy of 1 to 4 C-atoms,
alkanoyloxy of 1 to 20 R C-atoms, a        4                         group,
fluorine, 5           0 chlorine, bromine, iodine, CF3, SH or alkylthio of
1 to 4 20             C-atoms, or x    and Y  together are a methylenedioxy
group and are bonded    -12                         0000395 to adjacent
C-atoms. 



In the following examples, all temperatures are given in degrees
centigrade. EXAMPLE 1   1,2,3,4-tetrahydro-6-methoxy-2-[4-(2-methylphenyl)-
5                     l-piperazinyl]-naphthalene 6 g of methoxy-2-tetralone
together with 6 g of N-(o-tolyl)- piperazine are dissolved in 100 ml of
toluene whilst warming, then 300 mg of p-toluenesulphonic acid are added,
and the solution is refluxed for 24 hours, whereby the water is 10
separated using a Dean-Stark separator.  The reaction mixture is then
evaporated to dryness, 200 ml of dimethylformamide and 300 mg of 10%
palladium-charcoal catalyst are added to the
3,4-dihydro-6-methoxy-2-[4-(2-methylphenyl)-1-piperazinyl]- naphthalene
obtained, and this is hydrogenated at normal 15        pressure.  When the
take-up of hydrogen ceases, the catalyst is filtered off, the solvent
evaporated off and the residue chromatographed on silica gel with methylene
chloride/methanol (99:1). The title compound is obtained as a solid
substance, the hydrochloride of which melts at 286 - 2880. 20
EXAMPLE 2   1,2,3, 4-tetrahydro-6-methoxy-2-[4-(2-methylphenyl)-
l-piperazinyl]-naphthalene 3.6 g of 6-methoxy-2-tetralone together with 3.9
g of N-(o-tolyl)- piperazine are dissolved in 50 ml of acetic acid, then 1
g of 10% palladium-charcoal catalyst is added and hydrogenation    -13-
0 000 395 effected. When the take-up of hydrogen ceases, the catalyst is
filtered off, the solvent evaporated off and the residue 



chromatographed on silica gel in manner analogous to that of Example 1. The
title compound is obtained as a solid substance, 5        the hydrochloride
of which melts at 286-[err]. EXAMPLE 3
1,2,3,4-tetrahydro-6-hydroxy-2-[4-(2-methylphenyl)-
1-piperazinyl]-naphthalene 10 g of
1,2,3,4-tetrahydro-6-methoxy-2-[4-(2-methylphenyl)-1-
piperazinyl]-naphthalene are suspended in 200 ml of 47% aqueous 10
hydrobromic acid and refluxed for 3 hours under a nitrogen atmosphere.  The
hydrobromic acid is subsequently evaporated off, and the crystalline
product which is in the form of the hydrobromide is converted to the free
base form by extraction with 1N aqueous sodium bicarbonate solution /
methylene chloride, 15        and this is then recrystallised from
acetonitrile.  The title compound which is obtained as a solid substance
melts at 177-179, and its hydrochloride at 304-[err]. EXAMPLE 4
1,2,3,4-tetrahydro-6-hydroxy-2-[4-(2-methoxyphenyl)-
1-piperazinyl)-naphthalene 20        2.48 g of
N,N-di(2-chloroethyl)-2-methoxyaniline together with 1.63 g of
2-amino-1,2,3,4-tetrahydro-6-hydroxynaphthalene are dissolved in 100 ml of
ethanol and subsequently refluxed for 20 hours.  The solvent is evaporated
off and the residue re- crystallised from methanol/ether. The title
compound is 25        obtained in the form of its hydrochloride which melts
at 282-286.    -14-                        0 000 395 EXAMPLE 5
1,2,3,4-tetrahydro-6-acetoxy-2-[4-(2-methoxyphenyl)-
1-piperazinyl]-naphthalene 



170 mg of 1,2,3,4-tetrahydro-6-hydroxy-2-[4-(2-methoxyphenyl)-
l-piperazinyl]-naphthalene are added to 2 ml of pyridine, then - 5
70 ul of acetic anhydride are added in drops whilst stirring and the
solution is left to stand at room temperature for 3 hours. The reaction
solution is subsequently evaporated to dryness, the residue taken up in
ethyl acetate, washed with lN sodium carbonate solution, dried and
evaporated to dryness. 10        The raw title compound thus obtained is
then converted into the hydrochloride, which after recrystallisation from
methanol/ ether melts at 249-253. EXAMPLE 6   (+)- and
(-)-1,2,3,4-tetrahydro-6-hydroxy-2-[4-
(2-methylphenyl)-1-piperazinyl]-naphthalene 15        a)   (+)- and
(-)-2-amino-1,2,3,4-tetrahydro-6-methoxy-naphthalene 47 g of D-(-)-mandelic
acid, dissolved in 650 ml of methanol, are added in drops whilst stirring
to a solution of 55 g of 2-amino-1,2,3,4-tetrahydro-6-methoxy-naphthalene
in 650 ml of methanol. The resultant reaction solution is left to stand 20
for 3 hours at room temperature, the precipitated crystals filtered off,
washed with ether and dried. The (-)-mandelic acid salt thus obtained is
then recrystallised from hot methanol, and the procedure repeated until a
test on the amine which is released from the mandelic acid salt by
extraction with lN 25        sodium carbonate solution/methylene chloride
shows that it has    -15-                        0 000 395 a constant
optical rotation value. The released (+)-antipode of the title compound
thus obtained is converted into the 



hydrochloride, which is recrystallised from methanol and melts 20 at
262-264. [a]   = +77.[err]  (c = 1 in methanol). 5        The amine is
released from the 1st mother liquor of the above- described (-)-mandelic
acid salt by extraction with lN sodium carbonate solution/methylene
chloride, and the (-)-antipode of the title compound is produced in
analogous manner to the process described for (-)-mandelic acid, but using
(+)-mandelic 10        acid.  The hydrochloride of this (-)-antipode, after
re- crystallisation from methanol, melts at 263-265. [a]=  78.[err]  (c = 1
in methanol). b)  (+)- and (-)-2-amino-
1,2,3,4-tetrahydro-6-hydroxynaphthalene The above-described
(+)-2-amino-1,2,3,4-tetrahydro-6-methoxy- 15        naphthalene is
converted into the corresponding hydroxy compound by ether cleavage in
analogous manner to process b), trans- formed into the hydrochloride, which
is then recrystallised from methanol. The (+)-antipode of the title
compound is thus obtained. 20        M.p. 276-[err]  [err](c = 1 in
methanol). D The (-)-antipode of the title compound is obtained in a
corres- ponding manner, using (-)-2-amino-1,2,3,4-tetrahydro-6-methoxy-
naphthalene. M.p. 276-278  [err]=  83.0  (c = 1 in methanol).    -16-
0 000 395 c)  (+)-and (-)-1,2,3,4-tetrahydro- 6--hydroxy-2-[4-(2-methyl- 



phenyl)-1-piperazinyl-naphthalene The (+)-antipode of the title compound is
obtained by condensing (+)-2-amino-1,2,3,4-tetrahydro-6-hydroxynaphthalene
with N,N- 5        di(2-chloroethyl)-2-methylaniline according to process
c), and then recrystallising the product from acetonitrile. 20 M.p.
147-149  [a]  = +[err]  (c = 1 in methanol). The (-)-antipode of the title
compound is obtained in corres- ponding manner from
(-)-2-amino-1,2,3,4-tetrahydro-6-hydroxy- 10        naphthalene. M.p.
146-148  [err]=  50.3   (c = 1 in methanol). The following compounds of
Tables I and II are produced in analogous manner to Examples 1), 3) and 4),
using corresponding starting materials.    -17-
0 000  395 [err] [err]    -18-                                      0 000
395 0 0 00 [err] [err] [err] 



-19-                                0 000 395 TABLE II:   Compounds of
formula [err] HO Ex. No.             A            analog. Ex.
m.p.       (Saltform) 34             1-Naphthyl             3
302-306    (Dihydrochlorlde) 35             2-Pyrimidyl            4
270-273     (Dihydrochloride) 36             2-Pyridyl              4
264-266     (Dihydrochloride) 37             2-lmidazolin-2-yl      3
(Dlhydrochloride) 38             2-Thiazolyl            3
244-247     (Dlhydrochlorlde) Claims 1. New compounds of formula 1, R R
wherein [err] is hydroxy, alkoxy of 1 to 4 carbon atoms, alkanoyloxy of 1
to 20 carbon atoms or a [err] C-O- group, wherein R4 and[err]are,
independently, hydrogen, fluorine, chlorine, bromine, iodine, alkyl of 1 to
4 carbon atoms or alkoxy of 1 to 4 carbon atoms, or R4 and [err]together
are a methylenedioxy group and are bonded to adjacent carbon atoms, R2 and
[err] are, independently, hydrogen, hydroxy, alkoxy of 1 to 4 carbon atoms,
alkanoyloxy of 1 to 20 carbon atoms or a R C-o  group, or. [err] 



0 [err]together are a methylenedioxy group and are bonded to adjacent
carbon atoms, A is a) a               group, Z    - 19-
0 000 395 TABLE II:   Compounds of formula [err] Ex. No.             A
analog. Ex.            m.P(Salorm) 34             1-Naphthyl             3
302-306   (Dihydrochlorlde) 35             2-Pyrimidyl             4
270-273    (Dihydrochloride) 36             2-Pyridyl              4
264-266    (Dihydrochloride) 37             2-lmidazolin-2-yl      3
(Dlhydrochloride) 38             2-Thiazolyl             3
244-247     (Dihydrochloride) Claims 1. New compounds of formula 1, [err]
wherein R  is hydroxy, alkoxy of 1 to 4 carbon atoms, alkanoyloxy of 1 to
20 carbon atoms or a C-O-group, wherein R4 and R. are, independently,
hydrogen, fluorine, chlorine, bromine, iodine, alkyl of 1 to 4 carbon atoms
or alkoxy of 1 to 4 carbon atoms, or [err] together are a methylenedioxy
group and are bonded to adjacent carbon atoms, [err]are, independently,
hydrogen, hydroxy, alkoxy of 1 to 4 carbon atoms, alkanoyloxy of I to 20
carbon atoms or a [err] 



C-O  group, or 0 [err] together are a methylenedioxy group and are bonded
to adjacent carbon atoms, A is a) a                group, z    - 20-
0 000 395 wherein X, Y and Z are, independently, hydrogen, hydroxy, alkyl
of 1 to 4 carbon atoms, alkoxy of 1 to 4 carbon atoms, alkanoyloxy of 1 to
20 carbon atoms, R a C-D-group, fluorine 10     chlorine, bromine, iodine,
[err] SH, alkylthio of 1 to 4 carbon atoms or alkanoylthio of 1 to 20
carbon atoms, or X and Y together are methylenedioxy and are bonded to
adjacent carbon atoms, D is 0 or S 15 b) a             group, 20 c) a five
or six membered ring of formula 25 v- wherein 30     V is either divalennt
and signifies 0, S, NH or [err]or trivalent and signifies N or CH, W is a
saturated or unsaturated alkylene chain of 2 or 3 carbon atoms 



and ring B can contain 1, 2 or 3 double bonds, and their acid addition
salts. 2. Compounds according to claim 1 wherein [err] Is a hydroxyl group.
3. Compounds according to claim 1 or 2 wherein [err] is located at position
6. 35     4. Compounds according to claim 1, 2 or 3 wherein [err] and R3
are hydrogen. 5. Compounds according to any one of claims 1 to 4 wherein A
signifies a group X 40 z 6. Compounds according to any one of claims 1 to 6
wherein X is alkyl or alkoxy. 45      7. Compounds according to any one of
claims 1 to 6 wherein X is in position 2 of the phenyl radical. 8.
1,2,3,4-tetrahydro-6-hydroxy-2-[4-(2-methylphenyl)piperazinyl-1]naphthalene
and Its acid addition salts. 9.
1,2,3,4-tetrahydro-6-hydroxy-2-[4-(2-methoxyphenyl)piperazinyl-1]naphthalen
e and its acid 50 addition salts. 10. Compounds of claim 1 wherein [err],
Is hydroxy, alkoxy of I to 4 carbon atoms, alkanoyloxy of 1 to 4 carbon
atoms or benzoyloxy,[err] are, independently, hydrogen, hydroxy, alkoxy of
1 to 4 carbon atoms, alkanoyloxy of 1 to 4 carbon atoms or benzoyloxy, or
[err]are together a methylene-dioxy group and are bonded to adjacent carbon
atoms, A is a 55 group wherein X, Y and Z so z are, independently,
hydrogen, hydroxy, alkyl of 1 to 4 carbon atoms, alkoxy of 1 to 4 carbon
atoms, alkanoyloxy of 1 to 4 carbon atoms, benzoyloxy, fluorine, chlorine
or [err]or X and Y are together a 65 methylenedioxy group and are bonded to
adjacent carbon atoms. I   



-21 -                              0 000 395 11. Compounds of claim 1
wherein [err]is hydroxy, alkoxy of 1 to 4 carbon atoms, alkanoyloxy of 1 to
20 carbon atoms or a R 5 5           0 wherein [err]are, independently,
hydrogen, fluorine, chlorine, bromine, iodine, alkyl of 1 to 4 10 carbon
atoms or alkoxy of 1 to 4 carbon atoms, or [err]are together a
methylendioxy group and are bonded to adjacent carbon atoms, R2 and
[err]are, independently, hydrogen, hydroxy, alkoxy of 1 to 4 carbon atoms,
alkanoyloxy of 1 to 20 carbon atoms or a 15 [err] C-O-group, or [err]
0 [err]together are a methylenedioxy group and are bonded to adjacent
carbon atoms. A is 25   a                group, z wherein X, Y and Z are,
independently, hydrogen, hydroxy, alkyl of 1 to 4 carbon atoms, alkoxy of 1
to 4 carbon atoms, alkanoyloxy of 1 to 20 carbon atoms, [err] 35     a
C-0-group, fluorine 40     chlorine, bromine, iodine, [err]SH, alkylthio of
1 to 4 carbon atoms or X and Y together are a methylenedioxy group and are
bonded to adjacent carbon atoms. 12. Process for the production of
compounds of formula I and their acid addition salts according to claim 1,
characterised by a) producing compounds of formula la, 45 



R' N -Al                           la 50 wherein [err]is alkoxy of 1 to 4
carbon atoms, [err]are, independently, hydrogen or alkoxy of 1 to 4 carbon
atoms, or [err], together are a -0-CH2-0- group and, A' has the same
significances as A other than a phenyl residue substituted by at least one
of the 60      groups alkanoyloxy, alkanoylthio or [err] COD-, *  C  L  M
S  *    -22-                                0 000 395 by reducing compounds
of formula 11, [err] to b) producing compounds of formula lb, HO 15
N        - [err]                         lb [err] 20 wherein each of
[err]is, independently, hydrogen or hydroxy and 25
A" is a            X    group, ye Z 30 wherein each of X', Y' and Z' is,
independently, hydrogen, hydroxy, alkyl of 1 to 4 carbon atoms, 



fluorine, chlorine, bromine, iodine, [err]or SH or a moiety as previously
defined for A under b) and c) above, by subjecting compounds of formula la
to an ether cleavage reaction, c} producing compounds of formula Ic, 1
wherein [err] is hydroxy or alkoxy of 1 to 4 carbon atoms, and each of
[err]is, independently, hydrogen, hydroxy or alkoxy of 1 to 4 carbon atoms,
45 by condensing compounds of formula III, NH 50 3 55 with compounds of
formula IV, Q-[err] 60 N-A'                                 IV O'-[err] 65
wherein Q and Q' signify an acid residue of a reactive ester or 1111111
111111 1111111111111111 *  C  L  M  S  *    .23 -0 000 395 d} producing
compounds of formula I wherein at least one of the substituents [err] X, Y
and Z is an alkanoyloxy or a COO-group, 5 IC and/or one of the substituents
X, Y and Z is an alkanoylthio or R 



COS group 5 by acylating compounds of formula 1, wherein at least one of
the substituents [err] X, Y and Z is a free hydroxy group and/or one of the
substituents X, Y and Z is a free SH group, 20 with a reactive derivative
of an alkanoic acid of 1 to 20 carbon atoms or an aromatic carboxylic acid
of formula R 25           [err] COOH and the resulting compounds of formula
I are optionally converted into their acid addition salts. 13. Therapeutic
compositions containing at least one compound according to claim 1. 30 40
45 50 55 60    


