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(54) Title: NOVEL 3,3-DIPHENYLPROPYLAMINES, THEIR USE AND PREPARATION

(57) Abstract

The invention relates to 3,3-diphenylpropylamines of formula (I), wherein R1 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 R5 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 R5 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-
ceutical compositions containing the novel compounds, and the use of the compounds for preparing drugs.
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NOVEL 3,3-DIPHENYLPROPYLAMINES, 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.

W0 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

wherein R1 signifies hydrogen or methyl, R2 and R3

independently signify hydrogen, methyl, methoxy, hydroxy,

and X represents acarbamoyl, sulphamoyl or halogen,

tertiary amino group of formula II

/R4
_N II

‘\R5

wherein R4 and R5 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 R5 may form a ring together with the

amine nitrogen, said ring preferably having no other

heteroatom than the amine nitrogen.

5 The compounds of formula I can form salts with ‘[5
physiologically acceptable acids, organic and inorganic,

and the invention comprises the free bases as well as the

salts thereof. Examples of such acid addition salts

include the hydrochloride, hydrobromide, hydrogen

10 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.

The HOCH2—group is preferably in 5-position.

20 Preferably, each of R4 and R5 independently signifies

C1_8-alkyl, especially C1_6-alkyl, or adamantyl, R4 and R5

together comprising at least three, preferably at least

four carbon atoms. R4 and R5 may carry one or more hydroxy
groups, and they may be joined to form a ring together

25 with the amine nitrogen atom.

Presently preferred tertiary amino groups X in

 

formula I include the following groups a) — h):

CH(CH ) CH /CH

30 a) —N: 32, b) -N: 3 , C) -N\ 3 CH CH»
CH(CH3)2 C(CH3>3 UCH332 2 3

CH CH CH CH *
3 3 3 / 3

35 \C{__cH \c-——— H2
/ 2 /

d) _N ’ e) —N CH2 , f)
\ \ _._ /

C—-—CH C CH2
/ \ 2 CH \CH

CH3 CH3 3 3
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CH ——CH CH "" H2
/ 2 2 xi/ 2 CH

g) -N r h’ " \ / 2
\\cH2__CH7 CH2-CH2
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Preferably, R4 and R5 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 R5CO in a 3,3-diphenylpropylamine

of formula III

R6CO

III

wherein R1 to R3 and X are as defined above, R5 is

hydrogen or R70, where R7 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

\Q—oR1
IV

of formula IV

HOCH2

wherein R1 to R3 are as defined above and any hydroxy

Petitioner Mylan Pharmaceuticals Inc. — Exhibit 1005 — Page 5
f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


Real-Time Litigation Alerts
  Keep your litigation team up-to-date with real-time  

alerts and advanced team management tools built for  
the enterprise, all while greatly reducing PACER spend.

  Our comprehensive service means we can handle Federal, 
State, and Administrative courts across the country.

Advanced Docket Research
  With over 230 million records, Docket Alarm’s cloud-native 

docket research platform finds what other services can’t. 
Coverage includes Federal, State, plus PTAB, TTAB, ITC  
and NLRB decisions, all in one place.

  Identify arguments that have been successful in the past 
with full text, pinpoint searching. Link to case law cited  
within any court document via Fastcase.

Analytics At Your Fingertips
  Learn what happened the last time a particular judge,  

opposing counsel or company faced cases similar to yours.

  Advanced out-of-the-box PTAB and TTAB analytics are  
always at your fingertips.

Docket Alarm provides insights to develop a more  

informed litigation strategy and the peace of mind of 

knowing you’re on top of things.

Explore Litigation 
Insights

®

WHAT WILL YOU BUILD?  |  sales@docketalarm.com  |  1-866-77-FASTCASE

API
Docket Alarm offers a powerful API 
(application programming inter-
face) to developers that want to 
integrate case filings into their apps.

LAW FIRMS
Build custom dashboards for your 
attorneys and clients with live data 
direct from the court.

Automate many repetitive legal  
tasks like conflict checks, document 
management, and marketing.

FINANCIAL INSTITUTIONS
Litigation and bankruptcy checks 
for companies and debtors.

E-DISCOVERY AND  
LEGAL VENDORS
Sync your system to PACER to  
automate legal marketing.


