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(57) Abstract

The invention relates to R-2-[3-([l,4]benzodioxan-z-ylmethylaminn)-l
[3.({1,4]benzodioxan-z-ylmethyla.mino)-l-propyl]-3(2H)-pyﬁdazinonc of formula (2), and to acid-addition salts thereof as well as
pharmaceutical compositions containing these compounds. Furthermore,
above compounds. The new starting compounds of formulae (4) and (5)
according to the invention possess o1~ and az-adrenoceptor antagonistic

treatment of the benign prostate hyperplasia.

-propyl)-3(2H)-pyridazinone of formula (1), and to S-2-

the invention relates to a process for the preparation of the
are also involved in the scope of the invention, The compounds
effects and urogenital selectivity. Thus, they are useful for the
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3 (2H) -PYRIDAZINONE DERIVATIVES AND PHARMACEUTICAL
COMPOSITIONS CONTAINING THESE COMPOUNDS

The invention relates to the compounds R-2-[3-([1, 4]~
-benzodioxan-2-ylmethylamino)-1-propyl]-3 (2H) -pyridazi-

none of formula (1)

o

ey e
H
0 Na

[Configuration (R)]
and S-2~B—)[l,ﬂbenzodioxan-z—ylmethylamino)—l—propyl}

-3(2H) -pyridazinone of formula (2)

Q &~ H (2)
j\/ ‘l\/\/1 |

[Configuration (8)]
as well as their acid-addition salts. The invention re-
lates also to pharmaceutical compositions containing
these compounds as well as to a process for the prepara-
tion of these compounds.

Antihypertensive 2-(aminoalkyl) -3 (2H) -pyridazincne
derivatives are published in the Hungarian patent speci-
fication No. 195,645, A typical example of these sub-
stances is 2-[3-([1, 4)benzodioxan-2-ylmethylamino) -1-

-propyl]-3{2H) -pyridazinone of formula (3),




WO 96/38441 PCT/HU$6/00030

10

15

20

25

30

0
o
NN (3)
H ' I
Na
Q

[(R,S)]

i.e. racemic form of the compounds of formulae (1) and
{2), a very low dose of which significantly decreases
the arterial bloocd pressure in animal experiments under
in vivo conditions. According to the description, these
pyridazinone derivatives selectively inhibit o,-adreno-
ceptors and peossess a calcium antagonistic effect. Thus,
they meet the demands of a multicomponent antihyperten-
sive action; no comments are made about any other possible
pharmacelogical effects of these compounds.

Recently, the possibilities of drug treatment of be-
nign prostatic hypertrophy (hersinafter abbreviated:
BPH; the benign tissue hyperplasia of the prostate).
Till now, a surgical intervention has nearly exclusively
been performed to overcome this disorder affecting about
50% of men above 50 years. Due to the higher risk in the
elderly and high costs of surgigal intervention, drugy
therapy has called an increased attention.

It has been stated that a major part of symptoms ac-
companying BPH are related to an increased tone of the
smooth muscles of the prostatic zone of urethra and the
bladder neck, which leads to an increase in the in-
traurethral pressure. Furthermore, it has been proven
that in these tissues the smooth musculature, having an
o-adrenergic innervation containing both o:.- and a--
-adrenoceptors, c¢an be relaxed by a-adrenergic blocking
agents. Thus, the symptoms of BPFH can be favourably in-

fluenced by w~adrenergic blocking drugs [see, e.g.: E.
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Shapiro et al.: J. Urol. 137, 565 (1987); H. Lepor, J.
Androl. 12, 356 (19%1); as well as S. Heda et al.: Eur.
J. Pharm. 103, 249 (1994). However, for the treatment of
BPH, such a-adrenoceptor blocking compounds can only be
taken preferably into account, which do not exert any
considerable cardiovascular side effects, e.g. a de-
crease in blood pressure, orthostatic hypotension or
syncope.

Due to the inhibition of pPresynaptic a.-receptors by
using nonselective o;~ and o:-adrenoceptor blocking
agents, other side effects could also appear (e.g. the
heart rate is increased). Therefore, exclusively oy-
-adrenoceptor blocking drugs are therapeutically en-
ployed at present.

Conclusively, the urogenital selectivity of the ac-
tive agents, i.e. its selectivity for the pros-
tate-urethra-bladder system is a very important require-
ment; nevertheless, the selectivity of available drugs
(e.g. prazosin, terazosin, alfuzosin)! is low or moderate
and as a consequence, they show adverse effects. Thus
novel urogenitally selective o-adrenoceptor blocking
agents are really needed, which are able to favourably
influence the symptoms of BPH and are free of untoward
side effects.

During our investigations it has been surprisingly
found that the a-adrenoceptor blocking compounds of for-
mulae (1) and (2) of the invention alsc have a signifi-
caht urogenital selectivity; while these compounds di-
minish the intraurethral pressure at very low doses,
they simultanecusly exhibit a very weak influence only
on other cardiovascular parameters. Thus, they meet the

above requirements.
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The efficacy and selectivity of the compounds were
proven under in vivo conditions as well as by in vitro
experiments on isolated organs and receptor-binding as-
says.

In an in vive animal model, in anaesthetized cat,
intraurethral hypertension can be induced by ai.-adrenc-
ceptor agonists [e.g. phenylephrine, which is chemically
(-)-1- (3-hydroxyphenyl) -2- (methylamino) ethanol]. This
hypertension-inducing effect can be antagonized by ;-
-adrenoceptor antagonists. The antihypertensive sffect
is expressed by reduction of the diastolic pressure. Re-
sults of this experiment are summarized in Table 1 (the
experiment is described in detail in the Pharmacological

part).

Table 1
Effects of compounds of formulae (1) and (2) on phenyl -
ephrine-induced intraurethral hypertension and diastolice

pressure, respactively

EDsg
urethra*

(ug/kg, iv.)
diastolic
pressure®

Compound D/u®

(n 13.¢

>888

>63.9

(2) 3.4

90

26.5

(3) 28.4

130

4.6

Prazosin 18.7

25

1.3

Remarks:
20 &

Dose decreasing by 50% the hypertension induced by a

15 pg/kg/min intravenous dose of phenylephrine

increased by phenylephrine

o

EDs; (diastolic pressure)/EDs (urethra)

Dose decreasing by 50 % the diastolic total pressure
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It is obvious from the above data that the intraure-
thral pressure-decreasing effects of compounds of formu-
lae (1) and (2) of the invention appear in a low dose;
moreover their urogenital selectivity (expressed as D/U)
considerably exceeds the selectivity of the racemic com-
pound of formula (3) and that of prazosin.

In addition, investigations were performed on blood
vessel and human hyperplasic prostate tissue prepara-
tions. In these experiments, a mesenteric artery was
used as a model of resistance vessels which affect the
blood pressure. We measured the extent of inhibition of
the compounds of the invention and that of the reference
drugs, respectively, on the contraction-inducing action
of the o;-agonist {phenylephrine) . The o,-adrenoceptor
antagonism was then characterized by pa; valqes. The re-

sults are shown in Table 2.

Tabla 2

Evaluation of o;-adrencceptor antagonistic effect in

isclated organ experiments

PA, Selectivity®
rat mesen- human hyper- (prostate/
Cempound teric artery | plasic pros- /artery)
tate tissue
{1) 6.56 7.20 4.37
(2) 7.68 8.23 3.556
(3] 7.16 7.51 2.24
Alfuzosin 8.60 g.01 0.2¢6
Terazosin g.45 8.39 0.87
Remark:

a

: Antilegarithmic ratic of pA; value
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The data of Table 2 show that the compounds of for-
mulae {l) and (2} possess a strong o ~adrenoceptor an-
tagonistic effect, which is more pronounced on the pros-
tate tissue than on the resistance artery preparation.
It is also remarkable that the prostate selectivity of
the compounds according te the invention is more favour-
able than that of ény reference drugs including the ra-
cemic compound of formula (3}.

As mentioned above, an a;-adrenoceptor blecking com-
ponent may also be of importance in treatment of BPH if
inhibition of the postsynaptic ®;—adrenoceptors is more
pronounced than that of presynaptic t:-receptors.

Moreover, as shown more recently, a;-antagonists,
besides their capacity of reducing the overactivity of
sympathetic control in the prostate, may be able to ef-
fectively reduce hormenally induced prostatic stiffness
[see, in R. R. Ruffolo et al.: Eur. J. Med. Chem., 30§,
269 (1995)].

The pre- and post-synaptic a;-adrenoceptor antago-
nistic effects of the compounds according to the inven-
tion were determined on rat vas deferens and dog vena
saphena preparations by using xylazine [chemically 5,6~
-dihydro—z—(2,6-dimethylphenylamino)~1,3—thiazine] or UK
14304 [chemically 5-bromo-6-(2-imidazolin-2-ylamino) -
guinexaline] as agonists. The antagonism was character-
ized by the pA, values. The results are summarized in

Table 3,




WO 96/38441 PCT/HUI6/00030

10

15

20

25

Table 3

Pre- and postsynaptic a,-adrenccepter antagonistic ef-

fects on vas deferens and vena saphena preparations

PA; Selectivity?®
Compound presynaptic postsynaptic |postsynaptic/
presynaptic
(1) 5.81 7.87 115.0
(2) 6.81 8.14 21.4
Yohimbine 6.93 8.05 13.2

Remark:

®: Antilogarithmic ratio of pA, values

On the basis of the above data it can be stated that
both compounds of formulae (1} and (2) do have a strong
a;-adrenoceptor antagonistic activity and, surprisingly,
they exert an excellent selectivity toward the postsyn-
aptic d;-receptors. This property represents a favour-
able additional element in mechanism of action of the
compounds according to the invention.

The above-described in vive and isolated organ ex-
periments confirm that, in comparison to the racemic
compound of formula (3) and to other reference drugs,
the substances of formulae (1) and (2) according to the
invention provide considerable advantages from the view-
point of the treatment of BPH. The low toxicity of both
compounds of formulae (1) and (2) also contributes to
their high therapeutic value and safety.

Thus, the invention relates also to pharmaceutical
compositions useful for the treatment of benign
prostatic hyperplasia, which contain the compound of
formula (1) or (2), respectively, as active ingredient.

Furthermore, the invention relates to a process for

the preparaticon of compounds of formulae (1) and (2).
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The compounds of formulae (1) and (2) as well as
their acid-addition salts are prepared by reacting the
corresponding optically active N-({l,4]benzodioxan-2-
-ylmethyl]-N-{(3-chloro-l-propyl)-amine of R configura-

5 tion of formula (4)

0, 4
. \\N’A\“/A\Cl (4)
h H

o

[Configuration (R)]

10

or S configuration of formula (5)

H
15 N ﬁ (5)
- SH
0

[Cenfiguration (5)]
with 3({2H)-pyridazinone of formula (6)
20

= 'NH (&)

25 and, if desired, converting the free base obtained o an
acid~addition salt.

According to a preferred embodiment of the process
of invention, a salt of the compound of formula (&), op-
tionally prepared with a base in situ, is used and the

30  reaction is carried out in an aprotic or protic solvent
at a temperature between 20 °C and 150 °C.

Preferably an alkaline metal salt, e.g. potassium or

sodium salt, of the compound of formula {(6) is reacted
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with the compound of formula (4) or formula (3) in a po-
lar or apolar aprotic solvent at a temperature between
20 °C and the boiling peint of the solvent employed. Di-
methyl sulfoxide, dimethyl formamide or toluene are
preferable solvents for this reaction. Optionally, a
catalyst, e.g. potassium or sodium iodide and/or a qua-
ternary ammonium salt, €.g. tetrabutylammonium bromide,
can be used in the reaction.

According teo a particularly preferred embodiment of
the process of the invention, the anhydrous potascium
salt of the compound of formula (6) is reacted with_ the
chloropropyl alkylating agent of formula (4) in order to
obtain the compound of formula (1); whereas the chloro-
propyl alkylating agent of formula (5) is used for pre-
paring the compound of formula (2} . The reaction is car-
ried out in dimethyl sulfoxide at room temperature for
abcut 20 hours under stirring.

According to ancther advantageous embodiment of the
process the above reactants are brought to interaction
ir toluene, in the presence of tetrabutylammonium bro-
mide at the boiling point of the reacticn mixture.

The reaction mixture may be processed in a manner
known per se, e.g. in such a way that, after treatment
with water and optionally, after alkalinization of the
mixture, the oproduct is extracted into a water-
-immiscible solvent. The crude product may be purified
in its base form, e.g. by using chromategraphical meth-
ods; or can be transformed to one of its acid-addition
salts which may be recrystallized or, if desired, from
the acid-addition salt obtained ancther acid-additior
salt can be prepared.

3(2H) -pyridazinone of formula (6) used as starting

substance in the above reaction is a known compound
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[see, e.g. Staehelin et al.: Helv. Chim. Acta 39, 1741
(1956)].
The optically active compounds of formulae (4) and
(5) are new and also involved in the scope of the inven-
5 tion. These compounds can be prepared e.g. by the reso-

lution of the racemic compound of formula (7).

SOA R "
10 o

[R, S]

The compcund of formula (7) can be obtained e.g. ac-

cording to the German patent specification No.
15 1,118,218,

The resolution can be performed e.g. by preparation
of the diastereomeric salts from the racemic base with
an optically active acid by separating, e.g. by frac-
tional crystallization, the diastereomeric salt pair and

20 then, after liberating the bases from the Separated
diastereomeric salts, the enantiomers of formulae (4)
and (5) are individually obtained. The diasterecmeric
salts are preferably prepared by using L{-)-
-dibenzoyltartaric acid. An example of resolution will

25 be described in connection with the preparative Exam-~
ples.

As mentioned above, the compounds of formulae (1)
and (2) possess a valuable pharmacological action; they
favourably influence the symptoms of BPH.

30 For therapeutic purposes, the doses of active com-
pounds of the invention are:

in general from 0.05 mg/kg of body weight up tc 2.0
mg/ky of bady weight;
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preferably from 0.1 mg/kg of body weight up to 0.5
mg/kg of body weight;
which are optionally divided to subdoses, by considering
also the conditions of absorption. Nevertheless, doses
different from the above doses may alsc be employed de-
pending upon the severity of the treated clinical symp-
toms and with consideration of the general state of the
treated patient.

For therapeutical purposes the administration can be
performed e.g. in the form of tablets, pills, capsules,
granules, fine powders, suppositories, ointments, aque-
OUs or mon-agueous injections, or injectable emulsions
or suspensions and the like, as well as in the form of a
solid injectable composition which should be dissclved,
emulsified or suspended before use. The use of pharma-
ceuticai compositions of the invention can be effective
both in oral and parenteral routes (e.g. by administra-
ticn of an injectable solution in intravenous, intramus-
cular or subcutaneous route); or by rectal use and the
like. The oral administration is usually preferred.

The pharmaceutiecal compositions according to the in-
vention may contain commonly used carriers and vehicles
such as sterile water, vegetable oils and the like; and
may include biologically acceptable solvents, e.g. etha-
nol, glycercl, propylene glycol and the like: as well as
fillers, adhesives, lubricating, dyeing, flavouring,
emulsifying and suspending agents {e.g. Tween 80, acacia
gurm and the like}; as well as other additives.

The invention is illustrated in detail by the fol-
lowing non-limiting Examples.

The chemical and optical purity of the compounds
were established by using high pressure liquid chroma-

tography (HPLC).
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Examination of the chemical purity: Nucleosil C,;
column; mobile phase: KH:PO, prhosphate buffer/Na lauryl
sulfate/acetonitrile.

Examination cf the optical purity: Chiral-AGE col-
umn; phosphate buffer/acetonitrile.

Melting points were taken on a Bo&tius type melting

point apparatus.

Example 1

R—2—[3—([1,4]Benzodioxan—2—ylmethylamino)-1-propyl]-

-3(2H) -pyridazinone hydrochloride

After portionwise adding 1.40 g (29.2 mmol) of 50 %
sodium hydride to 57 nl of anhydrous dimethyl sulfoxide
under nitrogen while stirring, the suspension is stirred
at room temperature for 10 minutes. Then, after adding
2.80 g (8.2 mmol) of 3{2H)-pyridazinone, a solution con-
taining 7.00 g (29.0 mmol) of R-N-{[1,4)benzodioxan-2-
-ylmethyl)~N-(3-chloro-l-propyl)amine in 11 ml of dime-
thyl sulfeoxide is dropped to within 10 minutes. The re-
action mixture is stirred at room temperature for about
4 hours and let to stand overnight. Subseguently, it is
poured into 50 ml of ice-water and extracted four times
with 10 ml of toluene each. After clarifying the crganic
phases with activated carbon and then exXtracting them
twice with 50 ml of 1 N hydrochloric acid each, the com-
bined aqueous-acidic phase is washed with toluene. After
making the aqueous phase alkaline by adding 35 % sodium
hydroxide solution up to pH 9 under cooling by ice, it
is extracted 5 times with 20 ml of methylene chloride
each, then the combined organic phase is dried over an-
hydrous potassium carbonate. The residue obtained after
filtration and evaporation of the solvent is purified by
chromatography on a silica gel column. The elution is

performed with a mixture of acetone and toluene.
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After dissolving the crude base obtained in a mix-
ture of 6 ml of ethanol and 14 ml of ethyl ether, the
solution is acidified until pH 5 by adding 20 % ethano-
lic hydrogen chloride soclution at -5 °C. The reaction
mixture is stirred for one hour at -5 °C, then the pre-
cipitate 1is filtered, washed with ether and dried to
give the title hydrochloride in a yield of 3.0 g (31 %),
m.p.: 151-152 °C.

Optical activity: [a)i® = +50.3° (¢ = 1, ethanol)

Chemical and optical purity as determined by HPLC
method: 289.5 %,

Example 2
S—2—[3—([1,4}Benzodioxan-2-ylmethylamino)—l—propyll—
~3(2H) -pyridazinone hydrochloride

The process described in Example 1 is followed, ex-
cept that 5-N-([l,4]benzodioxan-2-ylmethyl)-N-{3-chloro-
—1-§ropyl)amine is used instead of R-N{([l,4]oenzodioxan-
-2=-ylmethyl)-N- (3-chloro-1-propyl)amine to obtain the
title hydrochloride in a yield of 3.2 g (33 %), m.p.:
152-153 °C.

Optical activity: [e]i* = -50.8° (¢ = 1, ethanol)

Chemical and optical purity as determined by HPLC
method: >99.5 %,

R- and S-N-([l,4]penzodioxan-2-ylmethyl)-N-{3-chloro-
-l-propyl)amine used as starting materials in Example 1
and 2, respectively, can be prepared e.g. as follows.

To a solution containing 12.0 g (50,0 mmol) of race-
mic N—([l,Mbenzodioxan-Z—ylmethyl)—N—(3-chloro—1—propy1)-
amine base (liberated from its hydrochloride salt by
adding 35% sodium hydroxide solution}) in 97 ml of ace-
tone, 18.85 g (50.0 mmol) of L{-)-dibenzoyltartaric acid

monchydrate are added under stirring. The solution is
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stirred at room temperature for 4 hours, then let to
stand overnight. The precipitate is collected by filtra-
tion and recrystallized several times from acetons.

Thus, the L{(-)-dibenzoyltartarate salt of R-N-
—ﬂl,ﬂbenzodioxan—2-ylmethyl)—N—(3-chloro—l—propyl)amine
is obtained with 1:1 stoichiometric composition in a
yield of 4.5 g (30 %), m.p.: 149-150 °C.

After evaporating the above filtrate under reduced
pressure, the base [containing $§-N-([1, 4]Jbenzodioxan-2~-
~ylmethyl}-N-{3-chloro-1-propyl) amine as main component]
is separated from the evaporation residue [which is a
mixture rich in §-N- ({1, 4]benzodioxan-2-ylmethyl} -N~ (3-
-chlore-l-propyl)amine salt] by adding 35% sodium hy-
drexide solution. The pure amine salt of (S) configura-
tion is obtained from the base prepared as follows:

To the solution of 7.1 g (30.0 mmol) of crude base
in 15 nl of ethanol, 5.65 g (iS.O mmol) of L{-}~-
-dibenzoyltartaric acid monchydrate are added. After
stirring the reaction mixture at room temperature for 2
hours, the precipitate is filtered, recrystallized from
ethanol several times and dried. Thus, the L=}~
~dibenzoyltartarate salt of $-N-([1,4]benzodioxan-2-
-ylmethyl)-N- (3-chloro-l-propyl)amine is obtained with
2:1 stoichiometric composition in a yield of 4.2 g (33
%), m.p.: 100-101 °cC.

The chemical and optical purity of both diastereo-
meric salts are =99% based on HPLC analvysis,

The amine bases of R and S configuration are liber-
ated by adding 35% sodium hydroxide solution to the
diastereomeric salts in water, and used directly for the
preparation of the compounds of Examples 1 and 2, re-

spectively.
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Pharmacological studies

Effect on the intraurethral and diastolic blood

pressure on anaesthetized cats

This investigation was performed according to the
method of Lefévre et al. [Br. J. Pharmacol. 109, 1282
{(1993})]. The essence of the method can be summarized as
follows.

Cannules were introduced into the femoral artery and
vein of pentobarbitone-anaesthetized, artificially ven-—
tilated cats of both sexes weighing 2.5 to 3.5 kg for
administration of the compounds and measurement of blood
pressure. The bladder was exposed by lower median lapo-
rotomy and a catheter was introduced intc the urethra
through the trigonum. The arterial and intraurethral
pressures were registered on a Hellige polygraph by us-
ing a pressure transducer. )

For excluding autonomic effects mediated not through
a-adrenoceptors, mecamylamine, atropine and propranolcl
were administered intravenously in doses of 0.5, 0.75
and 0.5 mg/kg, respectively.

An increase in intraurethral and blood pressure was
induced by phenylephrine infusion of 15 pg/kg/min; the
change over the baseline pressure was considered to be
100%. The test substances were administered intrave-
nously in 1 - 1000 ug/kg cumulative belus doses. An in-
terval of at least 5 mninutes was alleowed after each
dose. The dose of d-antagonist inhibiting by 50% the
phenylephrine-induced increase in urethral pressure (ED:-
urethra) as well as the dose decreasing by 50% the
phenylephrine-induced diasteclic total pressure eleva-

tion (EDsy diastolic value) were determined.
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o;-Adrencceptor antagonistic effect in isclated or-

gan experiments

A} Investigation of postsynaptic a,-adrenoceptors on

the rat mesenteric artery

This test was performed according to the method of
Angus et al. [J. Physicl. 403, 495 (1988)]. The upper
mesenteric artery preparation was suspended in Krebs so-
lution bubbled with carkbogen at 37 °C. A pre-tension of
1 g and an equilibration period of 1.5 hour were used. A
cumulative dose/effect curve was established for phen-
ylephrine. Then, after two washings and a 30-minute in-
cubation with the antagonist, the dose/effect curve was
repeatedly determined. For characterizing the antagonis-

tic effects, pA, values were calculated.

B} Investigation of postsynaptic o;-adrenoceptors on
human prostate preparation
" This test was performed according to the method of
Scheu-Eel Yu et al. [Eur. J. Pharmacol. 252, 29 (19394)].
Strips prepared from human hyperplasic prostate tis-
sue were suspended in a Krebs solution bubbled with car-
bogen at 37 °C. A pre-tension of i g and an equilibra-
tion period of 1 hour were used. A dose/effect curve was
established for phenylephrine. Then, after washing out
and incubation with the antagonist for 30 minutes, the
deose/effect curve was again determined. For characteriz-
ing the antagenistic effects, pA, values were calcu-

lated.

Pre- and postsynaptic o,-adrenoceptor antagonistic
effects

A) Presynaptic o;-adrenoceptor antagonism on the rat
vas deferens preparation

Briefly, the experiment was performed as follows.
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Vasa deferents were isclated from SPRD rats accord-
ing to Vizi et al. [N, S. Arch. FPharmacol. 280, 79
{1972}]. The preparation was suspended in a Krebs solu-
tion at 35 °C and stimulated elactrically.

A dose/effect curve was determined for xylazine.
Then, after washing out, the organ was incubated with
the antagonist. The dose/effect curve was taken again
with xylazine in the presence of the antagonist. The an-
tagonism was characterized by the pA, value determined
according to the method of Arunlakshana and Schield [Br.
J. Pharmacol. 14, 48 (1959)].

B) Postsynaptic o,-adrenoceptor antagonism in dog

vena saphena preparation

This investigation was carried out by the method of
Fowler et al. [J. Pharmacol. Exp. Ther. 229, 712 (1984)]
with slight modification.

B-Adrenoceptors were inactivated with propranclol. A
cumulative dose/effect curve was established for the se-
lective w,-adrenoceptor agonistic compound UK 14304, Af-
ter 30 minutes, the organs were incubated with the ago-
nist for 30 minutes. Also here, the antagonism was char-

acterized by the pA, values.
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4. A pharmaceuricy) compesition for the treatment of
benign Prostate hyperplasia, which Comprises a eop~
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ally additiveg commonly yged iR the manufactyrg of pme-
dicaments.

S, Use of R-2[3-—([1,4jbenzodioxan—2—ylmr=\thylamino)-:L—
—propyl}~3(2H)~pyridazinone for the Manufacture of a me-
dicamanr for treating benign Prostate nyperplasia.

6. Use of S~2{3-{[1,4]henzodioxan-—2-ylmethylamino)«l-
—prcpylj~3(2H)~pyridazincne for the Ranufacture of 2 me-
dicament far treating benign Prostate hyperplasia.

7. R~N- ({1, 4]ben;ociioxan-2-ylmethyl) =N~ (3~chloro-1-
“Propyl)amina .

8. s-N- i1, 4Jbenzodioxan~2-ylmethylJ -N- (3-chlarg-y.
“PTopyllamine .

8. Use or R-N—-{[l,4}benzodioxan-2~ylmethyl)~N~(3—<:hloro—
-l—propyl,'a.mine far the Preparation of the compound of
claim 1,

10. Use of S~N—([1,4]benzadioxan-2~ymethyl)—w-(3-chloro~
*l—propyl)am_ine for the Preparation of the Compound of
claim 2,

11. Method of treating benign prostate hyperplasia
in mammals which compriseg administering to 2 mammal ip
need of such treatmant ap effective dosage of g Compoungd
¢f claim 1,

12, Method of treating benign prostate hyperplasia
in mammalg which comprises adm:‘.nistering Lo a mammal in
need of such treamment &1 effective dosage of » conpound

of claim 2.
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