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The invention relates to 3,3-diphenylpropylamines of formula (I), wherein R! signifies hydrogen or methyl, R2 and R3 in-
dependently signify hydrogen, methyl, methoxy, hydroxy, carbamoyl, sulphamoyl or halogen, and X represents a tertiary
amino group of formula (II), wherein R4 and RS signify non-aromatic hydrocarbyl groups, which may be the same or differ-
ent and which together contain at least three carbon atoms, and wherein R4 and RS may form a ring together with the amine
nitrogen, their salts with physiologically acceptable acids and, when the compounds can be in the form of optical isomers,
the racemic mixture and the individual enantiomers. The invention also relates to methods for their preparation, pharma-
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NOVEL_3,3-DIPHENYLPROPYIAMINES, THEIR USE AND PREPARATION

The present invention relates to novel
therapeutically active compounds, methods for their
preparation, pharmaceutical compositions containing the
novel compounds, and the use of the compounds for
preparing drugs.

WO 89/06644 discloses 3,3-diphenylpropylamines having
anticholinergic activity. In accordance with the present
invention novel therapeutically active compounds have now
been found, some of which are formed as metabolites in
mammals when treated with the 3,3-diphenylpropylamines
disclosed in the above-mentioned WO publication. These
metabolites have at least as favourable anti-cholinergic
properties as the parent compounds and can thus be used
for the control of events mediated by acetylcholine, like
urination.

The novel compounds of the present invention are

represented by the general formula I

HOCH,

\{:}-OR

~

~
2}@—**3
2

wherein R1 signifies hydrogen or methyl, R2 and R3
independently signify hydrogen, methyl, methoxy, hydroxy,
carbamoyl, sulphamoyl or halogen, and X represents a

tertiary amino group of formula II
7
-NC II

wherein R4 and R® signify non-aromatic hydrocarbyl groups,
which may be the same or different and which together

contain at least three carbon atoms, preferably at least
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four carbon atoms, especially at least five carbon atoms,

and wherein R4 and R® may form a ring together with the

amine nitrogen, said ring preferably having no other

heterocatom than the amine nitrogen.

The compounds of formula I can form salts with

physiologically acceptable acids, organic and inorganic,

10

and the invention comprises the free bases as well as the

salts thereof. Examples of such acid addition salts

include the hydrochloride, hydrobromide, hydrogen

fumarate, and the like.

When the novel compounds are in the form of optical

isomers, the invention comprises the racemic mixture as

well as the individual isomers as such.

In the compounds of formula I, R2 is preferably

15 hydrogen, and R3 is preferably hydrogen or hydroxy.

R2 is preferably in 3-, 4- or 5-position.
R3 is preferably in 2-position with respect to the

propylamine group.

20

The HOCH,-group is preferably in 5-position.
Preferably, each of R4 and R® independently signifies

Ci-g-alkyl, especially Cj-g-alkyl, or adamantyl, R4 and R®
together comprising at least three, preferably at least

four carbon atoms. R4 and R® may carry one or more hydroxy

groups, and they may be joined to form a ring together

25 with the amine nitrogen atom.

30

35

Presently preferred tertiary amino groups X in

formula I include the following groups a) - h):
) N/CH(CH3)2 . _CH, 5 N/CH3
a - ¥ -1 y = ~ 3
™ CH(CH,), ~c(cH,), C(CH,),CH,CH,
CH, CH
CHy CHs el
C——CH C— H2
d ’ CH f)
d) 'N\ ] e) "N\ / 2 ’
C—=CH C—CH,
oo ‘ Cg/\\CH
CHy CH, 3 3
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' —Cu
CH.,— CH CH U2
P 2 P cu
g) N AN 2
\\CHz_—c57 CH2-—CH2

Preferably, R4 and R® are both isopropyl.

A presently preferred specific compound of formula I
is N,N-diisopropyl-3-(2-hydroxy-5-hydroxymethylphenyl)-3-
phenylpropylamine.

The compounds of formula I may, in accordance with
the present invention, be prepared by per se conventional
methods, and especially by
a) reducing the group R®CO in a 3,3-diphenylpropylamine
of formula III

R®co
>CH-CH2-CH2-X 111
R3
R2

wherein Rl to R3 and X are as defined above, R® is
hydrogen or R70, where R’ is hydrogen, (preferably lower)
alkyl, alkenyl, alkynyl or aryl (such as phenyl) and any
hydroxy groups may be protected, such as by methylation or
benzylation, or

b) reacting a reactively esterified 3,3-diphenylpropanol

of formula IV

HOCH2
—or!

CH-CH,-CH-Y IV

2
RZ S

wherein Rl to R3 are as defined above and any hydroxy
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