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5' - DI ALKOXYPHEN-| ' - YL- I M NO- 2-1 M DAZOLI DI NE DERI VATI VES AND THE USE
THEREOF ROB 03M&398REATVENT OF URI NARY | NCONTI NENCE The pre®emtEPony2nd i on
relates to 2'-halo-3",5 -dial koxyphenil' -yl-imno-2 5 imdazolidine, the
tautomeric 2'-hal o-3',5" -dial koxyanilino-2-imdazolines and/or the
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I m dazol i di nes are known. The best known is possibly clonidine, 2',6-

di chl orophen-1' -yl -imno-2-imdazolidine. Wth regard to the conpound
according to the invention, the nunber of structurally simlar exanples
known i s Thiengresshthisivértiainretsésitee?’-HaofE 528 2080§ pHes < ybissina-Z at egor y  of
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di scl osegompeRltRas! yatitulRig M tréathgr innaiazmiartinencehi ch the  conpound
according to the invention are structurally related. The conpounds

descri bed therein count as vasoconstrictors and hypotensi ve agents.
Specifically, . 2-(phenyl am no)-2-im dazoline and clonidine are discl osed.
25 The cgﬁﬁﬁﬁﬂds according to the invention or their properties in relation
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imidazolidines are known. The best known is possibly clonidine, 26~
dichlorophen-1‘-yl-imino-2-imidazolidine.

With regard to the compound according to the invention, the number of structurally
similar examples known is limited by their nature.

15
DE 2220906 describes a category of phenylimino-imidazoles of therapeutic benefit
to which the compound according to the invention are structurally related. The
compounds according to the invention or their properties in relation to the
treatment of urinary incontinence are not disclosed.

20 |
JP 48-76870 discloses a category of phenylimino-imidazoles to which the
compound according to the invention are structurally related. The compounds
described therein count as vasoconstrictors and hypotensive agents. Specifically,
2-(phenylamino)-2-imidazoline and clonidine are disclosed.

25 The compounds according to the invention or their properties in relation to the

treatment of urinary incontinence are not disclosed.

WO 96/32939, to which reference is hereby expressly made in its entirety,
discloses a category of phenylimino-imidazolidines for the treatment of urinary
30 incontinence to which the compound according to the invention are structurally

related. The compounds according to the invention are not disclosed.



di scl oses a category of phenylimno-imdazolidines for the treatnent of
urinary 30 incontinence to which the conpound according to the invention
are strucworelobases r el at ed. The conpounds accordi ng to thePCTEPOY/I4209 are not
di scl osed. WD 03/064398 PCT/ EP02/ 14299 2 EP0887346 di scl oses anot her cl ass
of phenyl i m no-im dazolidines, phenylnethylen-im dazolidines,

phenyl ox -imdazolidines in that the phenyle-group mandatorily is
substit u%%gégga difclases g ‘?\fcéﬂﬁ’ 9§ P%ﬂ%'”ﬁﬂ?‘ﬂ@ﬁ%}%‘?ﬂﬂﬁ?o- gr oup
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phenyl i mphehyiedaaop nbnutorihiis bubstituteddst an uteido IRRUNEONR -), an

i mazolidine-nitrogen atomfor treating hypertension. The conpounds of the
present SHY@REYIBMIRPOradp (BRSNBELNER 10 BEEE@NGQ- (RBNSRes-group.

i avol | AAECHEoT BouitSBial Hare et B RoRHRIREHEE “he compounds of the

present invention are not disclosed. 15 EP0202461 di scl oses
phenyl i m noi m dazol i di nes which are substituted at an imno-nitrogen atom
for trealdSAz448a7 distlesesspenyliminagoigrrotidinesiwhiolk ape eglkstitutedratenei afn ar e
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i m azol i di@nbidveRESH afd ABY &@F@Qeéha' | have hypotensive, sedative,

anagetic and antisecretoric effect. The conpounds of the present invention
are not disclosed. For the sake of conpleteness a search report al so nade

reference t o EPQ902218, 25 whi ch however does not deal wi th chem cal
corrpoundg)E2$E78§9'%ﬁeé>ah%whw'm%z@ﬁ@mreﬁwxém?m ghaingre; sybstitutetbate i s

meant t gL Y 4hid9bfiiNe-nitrogen atom for treating hypotension. The compounds of the

present invention are not disclosed.

15 EP0202461 discloses phenyliminoimidazolidines which are substituted at an
imino-nitrogen atom for treating heart-diseases. The compounds of the present

invention are not disclosed.

FR2208671 discloses phenyliminoimidazolidines which are substituted at the
20 imino-nitrogen atom and / or an imiazolidine-nitrogen atom which shall have
hypotensive, sedative, anagetic and antisecretoric effect. The compounds of the

present invention are not disclosed.

For the sake of completeness a search report also made reference to EP0902218,

25 which however does not deal with chemical compounds .

In the context of the present invention, by incontinence is meant the involuntary
release of urine, i.e. weakness of the urethral contraction. The various forms of
urinary incontinence include urge incontinence, reflex incontinence, overflow

30 incontinence and stress or load incontinence. The most common forms of urinary
incontinence include load incontinence or stress incontinence. These affect

women in particular after more or less difficult childbirth. The reason for this is that



rel ease of urine, i.e. weakness of the urethral contraction. The various
fornms of wurinary incontinence include urge incontinence, reflex

i ncont i newoa3/0648es f | ow 30 i ncontinence and stress or | oadpcm@mmt/is2zence. The
nost common forns of urinary incontifence include |oad incontinence or
stress incontinence. These affect wonen in particular after nore or |ess
difficult childbirth. The reason for this is that WO 03/064398

PCT/ EPO2 ptetr@dcy andrahjjdhirthycameasilyi lpad to weakaningafithg pebicifloar. Wdkgreni ng of
the pelvic floor.. Other causes of incontinence be found, for anpl e,
i n dammgG9YEPS RN RERIENCSMaX Be fBundi 6 Praisple: In damags to b enissiar F T nar y
tract or t i ﬁh‘éfﬂ}' Nt i higation It
has now ggﬁp@@rhglc%hgggﬁa}%cg{?hat ttﬁagt?(r)%ﬁﬁg’g&béﬁéfg&ﬁ}ﬁn?u have an
out standi ng agoni stic effect on al pha-1 L-receptors. The substances have a
highly selective effect on the urethra and prevents urinary incontinence.
10 Oneda 1PN e Ninvention is therefore to develop a drug with
whi ch urjnary.j L nen ! ctively.
Anot her ﬂsﬁégsc'%(o%g Emé'@\oég? ﬁ%ﬁ%@ﬁ?ﬁ@?w%%b@%%foﬁ@uﬁ ng\%ev\%ﬁch act on
the conbiagandifg HeRRME BecPdn blghalf lerddebtois Mhetsubetdnees navald Igighiyng

ot her organs 15 such as peripheral blood vessels. Another objective is to
devel op &elestive effeet e the wiethrafand greyenisfyrdary INCONERENEE. t herefore, the aim
of the present invention is to find an active substance 20 with one or
nore of the abovenentioned profiles and to devel op a suitable nedicanent
fromig. M SHQE4BRE FIBLRPRZLAIAPR thardisicid @slellgsadri W wiick he

i nvention The ‘conpounds according to the invention are represented by the
f ol | owi narrinary incontinence can be treated better, i.e more selectively.

Another aspect of the invention consists in developing drugs which act on the
contracting mechanisms of the urethra without seriously affecting other organs

15 such as peripheral blood vessels.
Another objective is to develop a non-toxic drug with few side effects.

Overall, therefore, the aim of the present invention is to find an active substance
20 with one or more of the abovementioned profiles and to develop a suitable

medicament from it.



structure (fornmula I'): Formula I: 5 HW /NH R20 N R R10 whereby R
stands for F, d, Br, CF31 CH2F or CHF2, 1o R, and R2 independently of each
ot her maywbe3asps, to C6 -al kyl, like nethyl (M), ethylpCTHP)2/1400pYl
(Pr), isopropyl (iPr), 1-butyl (Bu), 2-butyl (2-Bu), tert.butyl (tBu),
pentyl (Pen), hexyl (Hex) etc. Preferred are conpounds with 15 R being F,
A, Br or CF3 and R and R2 independently of each being an unbranched C to
C6 - al kylDetailgs desqription o theyirwepHaMounds with R being O, Br or CF3 and 20

E’r of 2?r eRﬁv h%%e%@%n%%%@ﬁg? %[@%ﬁ@ﬁwg% Ef%pqg%nfﬁ,albgthte@l?ve;ﬁﬂ ”g;ieng

met hyl , etditur@(fopfhagryl):: 25 Most preferred are conmpounds with R being Cl
and WO 03/064398 PCT/ EP02/14299 5 R, and R2 both being nethyl or ethyl.

Formula I:
5
HNYNH

I

R,0 N
R

R,O
whereby

R stands for F, CI, Br, CF,, CH,F or CHF,,

10 R, and R, independently of each other may be any C, to C; —alkyl, like methyl
(Me), ethyl (Et), propyl (Pr), isopropy! (iPr), 1-butyl (Bu), 2-butyl (2-Bu), tert.butyl
(tBu), pentyl (Pen), hexyl (Hex) etc.

Preferred are compounds with
15 R being F, Cl, Bror CF, and
R, and R, independently of each being an unbranched C, to C, -alkyl.

More preferred are compounds with
R being Cl, Br or CF, and
20 R;and R, both being the same unbranched C, to C, -alkyl.

Even more preferred are compounds with

R being Cl or Br and

R, and R, both being methyl, ethyl or propyl.
25

Most preferred are compounds with

R being Cl and



In the context of the present invention these conpounds represented by
formula | are naned as 2 -hal o-3,5'-di al koxyphen-1'-yl-im no-2-

i m dazol ivwome/0643ps t he context 5 of the present inventi onPCHEPIEI4ZYY

"i m dazolidi ne" stands for 4,5-di hydr&i m dazol e, whereby one starts
counting by one nitrogen atom and goes to the next nitrogen atom by

passi ng the one-carbon-brid In case of any conflicts between a

r epr esentfatangnRphoth tm:m@mejgw arthvll a or by a nane, the representation by

the structure formula shall prevail. 10 Li kewi se, the conpounds nmay al so

be present in the tautoneric formaccording to Formula Il: Forrmula I1: HN

N R 20 M, ke Eﬂ&eiﬁof"l’ﬂ@rp#@ﬂeﬁthﬁvér\ﬂbﬁtthbg@'&bmp&nas répvesBAte ffo@r%u@lf' ned

above. In the context of the present invention these conpounds represented
by for nrulaae hameﬂ% Aanald-3S'-Bialkenyphen; %yl-mlab%xmamhdme— ¥ thendandext-

d | - hal | d f
any. ot 19 Bt bissepEeatva e Bt AAHOLINBySENGE et aranVPirEZdR: by a
nane, -t hw&eﬁgsﬁﬁts?ér;sg%@t 5 3he WIoHh ABHTTAG 9088 InPhéHitogdi™Ng

t hese conpound npoun

2' - chl or até@n,dy pahsm?g h@@r&hearbbn br}dge mn nasé’ofany danflictsthetaced™ (based on
forrrul al R=d, ' -chl or o- 5" -di et hoxyphen- 1
-yl - | i rﬁ@p@sentﬁh@aMa atm@ture{qra%@ 06hyfaom&mﬁathre rﬁpFesgntatR)n bythe R2 =

Et). VIO QR Qi3 mird SRER previi®

10

Likewise, the compounds may also be present in the tautomeric form according to

Formula Il:
Formula ll:
HN\fN
R0 N
R
R,0

15 wheréby the substituents R, R, and R,, are as defined above.

In the context of the present invention these compounds represented by formula i

are named as 2'-halo-3',5'-dialkoxyphen-1°‘-yl-amino-2- imidazolines (2'-halo-3',5-

dialkoxyanilino-2-imidazolines). In case of any conflicts between a representation
20 by a structure-formula or by a name, the representation by the structure formula

shall prevail.

Among these compounds the preferred compounds are
2'-chloro-3',5'-dimethoxyphen-1°-yl-imino-2- imidazolidine

25 (based on formula | R = Cl, R, = Me, R, = Me),
2'-chloro-3',5'-diethoxyphen-1*-yl-imino-2- imidazolidine,
(based on formula | R = Cl, R, = Et, R, = Et),



6 2'-chloro-3'",5"-di propyl oxyphen-1' -yl -imno-2- imdazolidine, (based on
formulal R=d4d, R =Pr, RR = Pr),

2' - br onp-80,03/0643bsret hoxyphen-1' -yl -i m no-2- i m dazol i di nepcT(drazedIon
formulal R=Br, R =M, R =M), b

2' -brono-3',5' ~di et hoxyphen-1' -yl -i m no-2- imdazolidine, (based on
forrruIaIR—Br R =&, R =H), o .

2" - br onp-23chBro-di, ﬁ‘r@pmmﬁbﬁnﬂ"'- Imingr4rdoidazoifide@zol i di ne, (based on

formula I, R = Br r, = B), the.tautoneric forns of any of theses
corrpoundéb%%%?’al;f?fgﬂ'{'%' Eo %1 TIF{r R, Iggﬂ’har macol ogi cal |y acceptable salts
of any Ol HAEmbWo 5t éh'ﬁefq ,»é;gxénowsa -iRind-DERRAazERMROUNds. Among these
conpounds are nor'e err

2' -chl or Qb@éecﬁbnd»m&llabquaBenR;L“Me -RypFMe)2- i m dazolidine, (based on
formula |

2' - br ofio 3‘br®“0tﬂ @EQW&%ﬁBﬁn‘ﬂ 'yye NRrardmidazalidingz ol i di ne, (based on

formula | tautomeric fornms of these
corrpound b%:%dog F%@L{la l ggr U1 a Tl br 2299?)har macol ogi cal |y acceptable salts

of any of2'Hhembyve,5t-aipreFEoXypHedr 118yl ahiridRsinidszutime)ds. Most preferred is
2' -chioro-3', 5" -di met hoxyphen- 1' >l%lll-lmno 2- imdazolidine, its tautoneric

form2'- (Q&S%O@lf@nwlaIaRtllBﬁetho afe [ RQ- 2- i mi dazoline or a

h I ly . h d
o ar ot g A LAmEER SEER Pt of Mebes kPR tbgs AdfeBirer RlouhRRCl bFes ™" ©°°°
accor gh NGHaPmbesIBYIcalIlY abfe ddtébléssélt'%%f My OfTRE e @A RImicficISrmeBtiheakgnt . The

present description also does not distinguish between the free
compounds.

Among these compounds are more preferred
15 2'-chloro-3',5'-dimethoxyphen-1‘-yl-imino-2- imidazolidine,
(based on formula | R = Cl, R, = Me, R, = Me),
2'-bromo-3',5'-dimethoxyphen-1‘-yl-imino-2- imidazolidine,
(pased on formula | R = Br, R, = Me, R, = Me),
the tautomeric forms of these compounds according to formula Il or
20 pharmacologically acceptable salts of any of the two tautomeric forms of these

compounds.

Most preferred is
2‘-chloro-3,5'-dimethoxyphen-1‘-yl-imino-2- imidazolidine, its tautomeric form 2'-
25 chloro-3',5'-dimethoxyanilino-2-imidazoline or a pharmacologically acceptable

salts thereof.

The present description does not distinguish between the two described
30 tautomeric structures according to formula | or Il as they are considered to be
equivalent. The present description also does not distinguish between the free

base of the compounds and a pharmacologically acceptable acid addition salt



base of the conpounds and a pharmacol ogically acceptable acid addition salt
WO 03/064398 PCT/ EP02/ 14299 7 thereof unless otherw se expressly stated.
As a conswquenes9It hereof, if one of the conpounds is disecosrd2bypynane of
structure fornula, the corresponding 7tautoneric form and pharnmacol ogically
acceptabl e salts of both tautoneric fornms are neant as well unless

ot herwi se expressly stated. 5 The substances may occur both as a free base
or as an taeredf anidist iotheradde exprEssiynstatied ohs auasimsegliercaathereoio if guei & thei ds
such as hydrochl oric_acid, hydr obr?nic acifd l‘ﬁul Rhuri C aci& phosphoric
aci d or cogmaundsds disciased byshalpgf stryeiure frmula.dne gorresppading, i ¢ aci d,
mal i ¢ aci,d, i A [ AN df i i '

benzenes J?%W?)#’ﬁ@’ @t’ﬁ@ ?‘(arf‘gqq{anes H%@giégcgg"ﬁw F%E:bflét%cg@ quut‘égis?ég Ié;?fg irrégaci d

and ot hejrg mésfRnadll ynlebdotrwisaiextzessigstatedg to the invention are used
in the formof the hydrochloric acid salt. 15 The conpounds according to
the ingention nay be adm nistered as a nedicanent by oral route, by

i nhal atiqqp, int | Ly, int , | ar,

T ansder niia bR ey ogpULEGH BE hekinad¥, o A RutRed Syl SR C !

preferr e@lzxa%ﬁ?léﬁ%feeeﬂpeé'lwérémbr%i@_dmd@isﬁtara%dwymoctm@ﬁ(s a6l hpdrobromic

conjunction wth other suitable active substances. To determ ne the

opt i mum dmsd, sulphiurie auid i prosphbec asiskor @ganici anids/sueican eralitaeld, Citiigr i ous

framewor k condi tions, have to.pe taken i.nto _accoun h f.or . npl e,

25" o e aMBURFCRe e i SHECP P L S P A CRERE

di - f it day,
I Seas bl@&%gggg\%@h{)@g @%ﬁﬁﬁngétg%ga%gigﬁémbsachﬂé{@%&d,%Jeomc%@ﬁi and@ per day

pr ef er my, and is nost preferably between
0.01 ny agtfedd

Preferably, the compounds according to the invention are used in the form of the

hydrochloric acid salt.

15 The compounds according to the invention may be administered as a medicament
by oral route, by inhalation, intranasally, intravenously, by subcutaneous,
intramuscular, transdermally, vaginally or as a suppository. Oral administration is

preferred.

20 The compounds may be administered on their own or in conjunction with other

suitable active substances.

To determine the optimum dose of the active substance for urinary incontinence,
various framework conditions have to be taken into account such as, for example,

25 the age and body weight of the patient, the nature and stage of the disease.

The preferred dose for hufnans is between 0.001 mg and 1 g per day, preferably
between 0.001 mg and 100 mg, and is most preferably between 0.01mg and 10
mg.

30
In some cases a smaller amount may be sufficient, whereas in other cases a

larger total amount may be needed.



ng. 30 In sone cases a smaller anmount may be sufficient, whereas in other
cases a larger total anount may be needed. WO 03/064398 PCT/ EP02/ 14299 8
The t ot al woaislog43d®se nmay be taken in one go or in several PRarHPORNEI9
depending on the therapeutic regi nen8 The therapeutic regi nen may al so
prescribe intervals of nore than one day between the doses. 5 The active
subst ance accordi ng to the invention nay be admnistered orally in wvarious
formul ati ons, as a solid, in liquid form as a povvder in the form of

tabl ets ate t abl et ar: ted fablets oral ..

di si nt eg@? tﬁ&??? gpse may %e "HB’Q'% geq 8&)\” severgl pgr[{%fbss Lﬁe@enfngg‘?r};\nul at ed
form astife HETRSAM O RgiREh Uth@meré@eﬁme@nrﬁan nfdy élbb ﬁ?ésc?bﬂeqﬁtewé]sto‘?e form
of drops or in other forns. wder be prepared, for exanple, by
gr|nd|ngnmhetbambnekhwtuﬁwaenﬁﬂedose$stance to a suitable size. Dilute
powders may be prepared, for exanple, by finely grinding the powdered 15
substafice with a non-toxic carrier material such as |lactose, for exanple,

and T o9Hel ivbisuBSiahcB UHBHdindtd e RIBAIGH mEHR sahisttld ARy i thi S

pur pose are er car bohy such as starch or nanni se powders

may posswbhaus tmmmwonfsl, a\gmsnaﬂg@hd T B faitnh Vassa pdingieerinithg faraeot s,
col ourings and other pharnaceutical excipients. 20 Capsul es may be

pr aguced abjets; ep @gcqatwﬁ%blgtomaar-@@ateﬂéal@lﬂ% At @r@hdtslrﬁ@?mng dablet.her
P e o 85 SduPPa eBktrin Db f I Ut tioiobinss bfiPRoSion oS855 hi o

t he capsehfulsion, elixir or syrup, in the form of drops or in other forms.

A powder may be prepared, for example, by grinding the particles of active
substance to a suitable size.
Dilute powders may be prepared, for example, by finely grinding the powdered
15 substance with a non-toxic carrier material such as lactose, for example, and
producing it as a powder. Other carrier materials suitable for this purpose are
other carbohydrates such as starch or mannitol. These powders may possibly
contain flavourings, preservatives, dispersing agents, colourings and other
pharmaceutical excipients.
20
Capsules may be produced, starting from a powder of the type mentioned above

or other powders, which are placed into a capsule, preferably a gelatine capsule.

It is also possible to introduce lubricants known from the prior art into the capsule

25 orto use them to seal the two halves of the capsule. The dissolution rate of a
capsule can be increased by the addition of disintegrant or solubilising
substances, such as, for example, carboxymethyicellulose,
carboxymethylcellulose calcium, lowly-substituted hydroxypropylcellulose, calcium
carbonate, sodium carbonate, sodium carboxymethyl starch, crospovidone,

30 croscarmellose sodium and other substances. The dissolution rate of a capsule
can be also controlled by processing the contents into granulated forms, pellets, or

other forms, by addition of binders, dissolution-control agents, or other excipients.



25 or to use themto seal the two hal ves of the capsule. The dissolution
rate of a capsule can be increased by the addition of disintegrant or
sol ubi | i swog3/0s4898t ances, such as, for exanple, carboxynetrloy/rreb/ii4zbose,
car boxymet hyl cel | ul ose cal cium | ow y9substituted hydroxypropyl cel |l ul ose,
cal cium carbonate, sodium carbonate, sodium carboxynethyl st arch
crospovi done, 30 croscarnel |l ose sodi um and ot her substances.

di ssol ut TR aciive sgbstansapaay Be cepined i e W‘%’PQ"&P%?S&%'&WWQ hef
bi nder s. ThrQBuH B By 8idkirsbi B veGbBoIr b, iy pAEIR ool A8k 555

PCT/ EPO2/,hg98UrfaRtdrits, étgt i ve substance may be contained in the capsul e not

only as a solid but also in solution or in suspension, e.g. in vegetable
oi |, polyethyl eneglycol or glycerol, using surfactants etc. 5 Tablets

| ud bl d d.
(Ll ugl 90, KA\l kel ohoh B 5R) BRBESSHreD Mt S BSatl v e,
then fugd B&{ceggé@f&f%?ﬁdgerahe esei?ﬁ’e@H fith Uﬂ?eﬁs%ﬁﬂs@én%e@%’ng%‘(}’sﬁhnaﬂ@fﬂéws

excipients, e. ac ose, sucrose, glucose I uh chl ori de,
urea for fwﬂhertdoenpresseﬂ dot eddraplet aﬁieetabjetam@r&;oemtamvarmus excesntsf e.g.
cel lul ose as descri bed above, etc. d yceral, or starch pay be, ada(dgig for

exanpl e, StYCR®S Jagtpae rBICEPSH. r%i-’%{?@nﬁgd'u %hlef'g? df@@rfﬁhf%luglaeé?f' for
P e 1B ng]ygd%' gaﬁoefgfg)’esccﬁlc%h 1818 o8 Ucfied BB6YE Setf®) ) PONIE! &0

agar - aga CI um car bo CI um phosphat e,

sodi upy biGipedronat stardiBda g Peldddes, for eleanople pay hmﬁsturelﬂet&gm@ agériiscount er
di sintegration or dissolving which may be used include, for exanple, cane

sugar, stearin, solid paraffin (preferably with a nelting point in the
NG ¢ oS RIE R P AR BRI SR £ R A e
pectic acid, powdered agar-agar, formaldehyde gelatine, calcium carbonate,
calcium phosphate, sodium bicarbonate, magnesium peroxide or amylose.
15
Agents to counter disintegration or dissolving which may be used include, for
example, cane sugar, stearin, solid paraffin (preferably with a melting point in the

range from 50-52°C), cocoa butter and hydrogenated fats.

20 Suitable resorption accelerators include inter alia quaternary ammonium

compounds, sodium laurylsulphate, saponins.

Ether, for example, may be used as a binder distributor while cetylalcohol, glycerol
monostearate, starch, lactose, wetting agents (e.g. aerosol OT, Pluronics,
25 Tweens) and others may be used as hydrophilising agents or as breakdown

accelerators.

Moreover, the following may be used as tablet excipients in general: Aerosil, silicic
acids, silicon dioxide, Aerosol OT ethylcellulose, Amberlite resin, XE-88, Amijel,

30 Amisterol, amylose, Avicel microcrystalline cellulose, bentonite, calcium sulphate,
Carbowax 4000 & 6000, carrageenin, castor wax, cellulose, microcristalline
cellulose, dextrane, dextrin, pharmaceutical tablet base, kaolin, spray dried



conpounds, sodium | auryl sul phate, saponins. Ether, for exanple, may be used
as a binder distributor while cetylal cohol, glycerol nonostearate, starch,
| act ose, wetBiosugomgents (e.g. aerosol OI, Pluronics, 25 Twesrrpp2/and ot hers
may be used as hydrophilising agents ®Wr as breakdown accelerators.
Moreover, the followi ng may be used as tablet excipients in general:
Aerosil, silicic acids, silicon dioxide, Aerosol OT ethylcellulose,

Amber | i tl% (@S Ef_ﬁéﬁosﬁ‘mnb hesid s‘féblf‘attérmbnnw}’fmlarﬁﬁaﬁm{ol N. F.

t to 4000 &
2’085“Eﬁ%eﬁg%ﬁuﬂpse@a@g@?mﬁgeﬁﬁ i poidefed ik, [ty naktad, R o e

gg?ggiggg\ E’g&; féh@gmgﬁg?&bltolt Rldselonkapelyettatdrieglycols,ay dri ed V\D
act ar at e,

O e oy PPt Rreh L, 2aheS ﬁs@ﬁgfr@d@%@%&h@ﬁ&e%ﬁ s o
oi | ¥ FBD}/\dlﬁCcmESﬂSthblllha,@tasm 15081, Styktid, biﬂof tabipt base Rb%/&tﬂsr'raiﬁlymt alline

t P |,
cal ves: PRSIt A sEALAGh ?8@?”'““’?93’?1"3 ifyose Mr&a%d)fylhciéotﬂelsr eetro
St abi | i netargh, srospavitane, syossiaanel/as W'U%@NGfOWQE%OYk’PéHpéPt ol , Tal cum
cetyl at Uﬂy X@Foggrrﬁémpcemeee B BlylSsRaThe tﬁblé@tﬂfg?e s HnK qRIZB) s/ et hyl

starch scar el | ose sodiu IceIIquse

hydr oxyppéﬁvpl?éllylﬁwt@bh Whigheal Sﬁﬁ'ﬁe?t§l §éeq%¥§tﬁ qﬁtﬁ‘? ﬁgl%&'?ﬁ pi ent K (M5)
is  pagt Padlatopssias:abAR, PRhEGH BR,S° am@NF.t he requirenents of the

foll owi ng 1o Pharmacopoei as: DAB, Ph Eur, BP, JP and NF. To achieve

del ayed rel ease, agents such as ethyl ceIIquse car boxypol ymet hyl ene,
hydr oxy pTomchisatehyelagdd célea;sa ag@ntﬁ)&lw’reaﬁﬁth}ééﬁlltdpﬁ%e met hacrylic acid

copol ymey arrb%gséébllg fRenpeaL Al di?abﬁﬁ%tmcamlaée wb@@ﬁ{e@ﬁﬂ dBhYlosdS be

used. Cl rror art %? ?
methacrylic acid copolymer ceIIquse acetate phthalate or polyvmy acetate may

15 be used.
Other excipients from the prior art may also be used.

The tablets may also consist of several layers. Coated tablets may be prepared
20 accordingly by coating cores produced analogously to the tablets with substances
normally used for tablet coatings, for example polyvinylpyrrolidone or shellac, gum
arabic, talc, titanium dioxide or sugar. To achieve delayed release or prevent
incompatibilities the core may also consist of a number of layers. Similarly the
tablet coating may consist of a number or layers to achieve delayed release,
25 possibly using the excipients mentioned above for the tablets.

The tablets may be prepared for example by direct compression.

Other orally administred formulations may also be prepared, such as suspensions,
30 solutions, emulsions, syrups, elixirs, etc. If desired, the compound may be

microencapsulated.

Syrups containing the active substances or combinations thereof according to the
invention may additionally contain a sweetener such as saccharine, cyclamate,

35 glycerol or sugar and a flavour enhancer, e.g. a flavouring such as vanilline or
orange extract. They may also contain suspension adjuvants or thickeners such
as sodium carboxymethyl cellulose, wetting agents such as, for example,



The tablets may al so consist of several |layers. Coated tablets may be
prepared 20 accordingly by coating cores produced anal ogously to the

t abl et s wwDl3medssg ances nornally used for tabl et coati ngeCTiEPO2/E289DI €
pol yvi nyl pyrrol i done or shellac, gumiiarabic, talc, titanium dioxide or
sugar. To achi eve del ayed rel ease or prevent inconpatibilities the core may
al so consi st of a nunber of layers. Simlarly the tablet coating may
consi st SR 8lcahbisavith e Péf%doiiéé,ﬁﬁ?l}ﬂese%ti@%%éﬂ y

usi ng thg;BQég? wnt%’%%ér:ltt%ikgﬁ%ﬁdy above for thg tablets. The tablets may be
pr epar ed 3R-N¥EUDRPPININAIYE r ect conpression. Cther orally admi nistred
formul ati ons may al so be. prepared, such as suspensions, 30 solutions,

emul si Onsﬁhes?/ddalﬁéun@}da&'tfesadrﬁtrﬁs_tetéd p@ehtatlly bidissenmay! miBiyihg or _

m croencapsul ated. Syrdps containing the active substances or conbi nations
t her eob auspending itio aliguid andénieciong by sudeutaneesB)] ptraonsaiar @rsweet ener

such as saccharine, cyclampte, 3 | ycerql or sugar and a.flaveur
enhancer,'“E@‘éﬁ”%sfrpﬁ%éuitg@eﬁﬂl‘fﬁrgg%'\'fgﬁ’ffq’ﬁ LeXaPPlg, WAl QY RedaThey may
al so contai'n suspensi on adjuvants or thickeners such as sodium

car boxymet hyl cellul ose, wetting agents such as, for exanple, WO 03/064398
PCT/ EP02/|Aje28ble $3lutionsarspiapared moitheaistiabivalyae igy wathdbb@dslitivintof et hyl ene

oxi de, or_preservatives s > - be
acini i st GrBeeaN G i 5 Migoafla B S URBIEOR fikh A CoBBERBHAC AR 0T |
a |i quiod teardfemgabintd imjedtionoyjals is@mpaidess, intramuscul ar or i ntravenous
route. Suitable solvents include, for exanple, water or oily nedia.

I nj ectabl e solutions are prepared in the u%(u?rafl Waé é&g W th tt,he addi tion
of  presckQ/ArAPRES SURRISIRE ) IE ey berfospyigted withJowegitiag an

conpl ex0W@éter—%_ﬁﬁ!:bﬂé?ortWét@-ﬁr%dlﬂﬂeirﬂ%t@rith Simh:CWpMyaﬂh?IembgaﬁibP@bESal To g
prepare %ULRPGOF,S I%!E;l%rl gs%érst@?g.cnqw&%npakrﬁ%te?eor n%mﬂéf{hee%g\f.t ow-nelting an
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wat er - sol ubl e or water-insoluble materials such as pol yet hyl enegl ycol ,
cocoa butter, higher esters (e.g. nyristyl palmtate) or m xtures thereof.
15 WO 03/Ww64308430CT/ EP02/ 14299 12 Exanples 1. Met abol i smCTEPd22091 ne t he
nmet abol i smthe enzyme CYP2D6 was react2ed with 5

2 -Chloro-3',5" -di met hoxyphen-1 "-yl-imno-2-imnidazolidine. After 30
mnutes 2.4 % of the substance had been broken down by the enzyne. 2.

Ef fi cacy Exaplesect i vi ty The efficacy and selectivity of

2'-Chloro-3",5 -di nethoxyphen-1 "-yl-imno-2- 1o imdazolidine is
determned as follows: activity in the dog activity on human selectivity in
the urethnetdbglisB> 66. 2 0.64 The nmaxi mum contraction in the isol ated dog
fenmoral artery and the human urethra are given as percentages of

cont r act i lendetenpinecihevinetabolismdhe garyme. CY%BDQGN@%tGaQTQQ/Mth t he dog is the

differen Wwe, t cent age ontr ctiqn_qgn.th fenmora ery at
To-5° Mearr Gt sl elB e da FEing; -m@aﬁﬁ@%?‘aﬁﬁ% 8524 Ao
which re [

2' - Chl or \gﬁgﬁe gnsﬁt?hgéﬁggyﬁgﬁgnﬁeké@3@@&@@2@’? r#r%azol idine free base Step
1 50 g of 3,5-Dinethoxyaniline were dissolved in 250 ml of toluene. 32.4 ni

of acetic, 25 anhydride were slowy added. The solution was stirred at r.t.
over ni ght2-_tpHicagy and selectivity

The efficacy and selectivity of 2‘-Chloro-3',5°-dimethoxyphen-1‘-yl-imino-2-

10 imidazolidine is determined as follows:

activity in the dog | activity on human | selectivity in the
urethra dog
65 66.2 0.64

The maximum contraction in the isolated dog femoral artery and the human
urethra are given as percentages of contraction compared with noradrenaline.

15
Selectivity in the dog is the difference between the percentage contraction on the
dog femoral artery at 10° M and the percentage contraction on the dog carotid

artery at 10° M, which reveal uroselectivity.

20 3. a. Preparation of 2'-Chloro-3‘,5"-dimethoxyphen-1°‘-yl-imino-2-imidazolidine free

base

Step 1
50 g of 3,5-Dimethoxyaniline were dissolved in 250 ml of toluene. 32.4 ml of acetic

25 anhydride were slowly added. The solution was stirred at r.t. overnight. Petrol
ether was then added and the product was filtered, washed and dried.
63.5 g of N-Acetoxy-3,5-dimethoxyaniline were obtained as a solid, m.p. 163-
165°C.



et her was then added and the product was filtered, washed and dried. 63.5 g
of N-Acet oxy-3, 5-di net hoxyaniline were obtained as a solid, mp. 163- 165C.
WO 03/ 064803 306IBHYEPO2/ 14299 13 Step 2 5 56.5 g of N AcetParyEr8/be2e

i met hoxyani line were dissolved in 20013 of acetic acid. The solution was
cooled to OC and 150 ml of a 32% hydrogen chl oride solution were added. A
solution of 12.75 g of sodiumchlorate in 15 m of water were added

dropwi se. A viscous ochre yell ow paste was formed which was further

reacted over 0.5 h at 2C, then filtered, washed with water and dried. 10
33,0 g of N Acetoxy-2-chloro-3,5-di net hoxyaniline were obtained as an ochre
yel low solid, mp. 117-118C. Step 3 33,0 g of

N- Acet oxy- 2-chl oro- 3, 5-di met hoxyani | i ne were dissolved in 2 | of ethanol

15 and rgtdpuxed with 400 m of potassium hydroxide. After 2 h 500 m water

QEL20Lé‘d5§§£B‘?%LE&%%Q%&%’S?@%?@%&%%“ o BuaaH i ok 2oglin aph
> ah or or BoclTion W% SO T, 3N’ FAT n o ST RYARLER o Ghick Sutan i um

i socyanaperaveidRiedi FsebnEenast 19@5 § dfcsodilimothlacattoine1s 4l Bf wateofvere
benzoyl chl ori de were added dropwi se carefully. The white suspension was

r ef | uxedad@edridropwisearfd viseouscoehredyellpsy paste was, formegl whidhwes fustherof

2-chloro 25, 3, 5-di pet ho i,Lline.in 30 f. hen added and

the obt al§Rcted W%@Sé‘ ?@%ﬂ%ban g'{}%?edi“%.s%ﬂgv'm%gﬁeq\%@fj \(,am?isevcvilt't h ice were

added,and3Ng BAYLALEtoxy-2-chloro-3,5-dimethoxyaniline were obtained as an ochre
yellow solid, m.p. 117-118°C.

Step 3
33,0 g of N-Acetoxy-2-chloro-3,5-dimethoxyaniline were dissolved in 2 | of ethanol

15 and refluxed with 400 ml of potassium hydroxide. After 2 h 500 ml water were
added and the ethanol was evaporated under reduced pressure. The aqueous
phase was then extracted with 2x250 ml of ether. The ethereal phase was dried
over magnesium sulfate and concentrated.

28 g of 2-chloro-3,5-dimethoxy-aniline were obtained

20
Step 4
14.4 g of potassium isocyanate were dissolved at 10°C in 450 ml of acetone. 14.2
ml of benzoylchloride were added dropwise carefully. The white suspension was
refluxed 10 minutes and then cooled again to 10°C. A solution of 28 g of 2-chloro-

25 3,5-dimethoxyaniline in 300 ml of acetone was then added and the obtained
mixture refluxed over 3 h. 700 ml of water with ice were added and the aqueous
phase was extracted with 3x600 ml of ethyl acetate. The organic phase was then
dried over magnesium sulfate and concentrated. The brown residue was dissolved
in 100 ml ethanol and refluxed together with 35 ml of an aqueous solution of

30 potassium hydroxide. After 1 hour, 500 ml of water were added. Ethanol was

distilled under reduced pressure. The brown solution was neutralized with 300 mi



phase was extracted with 3x600 ml of ethyl acetate. The organi c phase was
then dried over nmagnesium sul fate and concentrated. The brown resi due was
di ssol vedwoioa/0d4308 ni et hanol and refl uxed together wth 3®CTEPOt/1€2m9 aqueous
solution of 30 potassium hydroxide. Afdter 1 hour, 500 ml of water were
added. Ethanol was distilled under reduced pressure. The brown sol ution
was neutralized with 300 mi WO 03/ 064398 PCT/ EPO2/ 14299, 14 of an ammoni um
chl or i de S ALEMIRCRIHE chleride|saiutigh 8Rd ghesqidt which Rigsipitatadevag, filtafadned
wth water i (2-chl oro- 3, 5-di net hoxy- phenyl ) -t hi ourea were
obt ai ned%\é%ﬁa%%b\g%%%t%%%ﬁgg%dm p. 159-162C 5 Step 5 35 g of
(2-chl or @53,¢b-¢fi (BEhRWY-3EEMéthokpbengdthienadivisrel vbthihed 1) arl brefvn
met hanol . 6.6 m of nethyl iodide were added dropwi se and the m xture was
ref | uxed poveter2mp. 19%1621G d was then filtered, washed with ether and
di ssolved 10 again in 110 m of nethanol. 11 m of ethane-1, 2-diam ne were
added dnd the nixture refluxed over 8 h. A white powder precipitated which
was filtefiggd.s washed with nethanol, ethyl acetate and ether and dried.
53.3 g o =Chl oro-3', 5" -di net hoxy-phen-1" -yl -imno-2-imdazolidine were
obt ai ned 3tag af idichiomedyBatimethgxy-ehyPeatbourés Bereb disBobedr at 160 ofl of
2' -Chloro-3',5"-di net hoxyphen-1 gl -im ng- 2- :fgl dazol i di n?‘- hydr ochl ori de
2,2 g of Metheppbrbaml o methvt iRdige wers, pddad (fopwise gag oihedbeure d@shase
were 20 hN. 1 i u ! . 1M
sol uti onsrgﬁ&%ﬁp% Eg? P&%oﬁ%&'@%ﬂeﬂlt%gt qusgtéﬁg&lﬂ]v\}a@%%da ed dlfjgﬁpﬂeda
f or matjporagefin & WOt @l of methanol. 11 ml of ethane-1,2-diamine were added and the
mixture refluxed over 8 h. A white powder precipitated which was filtered, washed

with methanol, ethyl acetate and ether and dried.

53.3 g of 2'-Chloro-3',5'-dimethoxy-phen-1‘-yl-imino-2-imidazolidine were obtained
as a white powder, m.p. 204-206°C.

15
3. b. Preparation of 2'-Chloro-3',5'-dimethoxyphen-1°‘-yl-imino-2-imidazolidine-

hydrochloride

2,2 g of 2'-Chloro-3‘,5'-dimethoxy-1‘-yl-imino-2-imidazolidine free base were
20 suspendend in 10 ml methanol in an ultrasound bath. 10 ml of a 1M solution of
HCI/Ether were added. Then diethylether was added until formation of a white

precipitate. The precipitate was filtered off, washed with ether and dried.

2,59 (95%) 2'-Chloro-3',5'-dimethoxy-1‘-yl-imino-2-imidazolidine Hydrochloride
25 were obtained as a white powder; m.p. 203-205°C.

'H NMR (400 MHz, DMSO-d6): d = 10,60 (NH), 8,38 (NH), 6,73 (1H, d, J = 2,7 Hz,
aryl-H), 6,64 (1H, d, J = 2,7 Hz, aryl-H), 3,88 (3, s, OCH,), 3,81 (3H, s, OCH,),
3,65 (4H, s, Imidazolidine-CH,). MS m/z 256/258 (100/43) (M+H)*

30



precipitate. The precipitate was filtered off, washed with ether and dri ed.
2,59 (95%9 2 -Chloro-3",5 -dinethoxy-1 "-yl-imno-2-imndazolidine

Hydr ochl owDda/06358 wer e obt ai ned as a white powder; mp. 208TAPSL1429H NVR
(400 MHz, DMSO-d6): d = 10,60 (NH), 81538 (NH), 6,73 (1H, d, J = 2,7 Hz,
aryl-H), 6,64 (1 H d, J =2,7 H, aryl-H), 3,88 (3, s, OCH3)03,81 (3H, s,
OCH3), 3.65 (4 ..l mdazplidine-CH). M5 mz 256/ 258 (100/43) (M-H)+ 30
VO 03/ oe4‘§§‘§r %é'ﬁ' %%B‘i?ﬁﬁ%‘gb&afgh&%wgﬁoé%?%s%%ﬁ PP PreRaedDY PRRetWEs

hydr ochl qgéllRn&GRR ilPdPagpar ed by procedures well known in the art. The

ot her conpounds descri bed can be prepared |ikew se, starting fromthe
cor r esponthengther Sebippukds yascribed:cam belpee parestlikevige, startihg'ier the anal ogous
5 hal ogenati on as, described or other well known enat 1 on procedures.

. . \ ¢ hal o
Steps 3 Q%reéppafjl”&;?-ﬁ‘r@aﬂf%)ﬁ%l'ﬁ%'”a@ecf@f&t%ef@.”ml’@d Y PHegRISeut i cal

Conposi.t i I : .
> ta & (oo R & desc BBUEBrbtner well known halogenatian progedies. $(epRS f o m
of the hmdre)rdnbwrthggwqiaj@gla@ d¥sckibed ose 105 ng Mcrocrystaline cel ul ose
30 ng Corn starch 30 ng Povidon 5 ng Sodi um carboxynet hyl starch 5 ng 20

Colloidal silica 3 ng Mgnesium stearate 1 ny

10
4. Pharmaceutical Composition

Example A: Tablets
2'-Chloro-3‘,5'-dimethoxyphen-1*-yl-amino-imidazolidine 1 mg

in the form of the hydrochloric acid salt

15 Lactose 105 mg
Microcrystaline celulose 30 mg
Corn starch 30 mg
Povidon 5mg
Sodium carboxymethy! starch 5mg

20 Colloidal silica - 3mg
Magnesium stearate 1 mg
Total 180 mg

Preparation: The active substance is mixed with some of the excipients and
25 granulated in the usual way. The granules are sieved, combined with the

remaining excipients and compressed into tablets weighing 180 mg.

Example B: Ampouless

2'-Chloro-3',5'-dimethoxyphen-1‘-yl-amino-imidazolidine 1.0 mg
30 in the form of the hydrochloric acid salt

Sodium chloride | 18.0 mg

Sufficient water for injection to male up to 2.0mL



Total 180 ng Preparation: The active substance is mxed with sonme of the
exci pients and 25 granulated in the usual way. The granul es are sieved,
conbi ned wiotd3/064388 r emai ni ng exci pi ents and conpressed i ntPOTIEPOL/@1299

wei ghing 180 ng. Exanple B: Anmpoul es®

2'-Chloro-3",5"-di net hoxyphen-1' -yl -am no-imdazolidine 1.0 ngy 30 in the
formof the hydrochloric acid salt Sodiumchloride 18.0 ng Sufficient
water for injection to male up to 2.0 nL WD 03/ 064398 PCT/ EP02/ 14299 16
Pr epar at i, i ; i rida: i in
wetor of ToparelinEhe KEu DA B8 SSpEi PhERE ORI R0R Y TRy ¢
condi t i omjeétidrxadtranSterreanatd @as anfpoluldin3in Sseplicroindaorphen- 1
“-yl-amino-imdazolidine 1 ng in the formof the hydrochloric acid salt
Lactose 178 ng Magnesium stearate 1 ng 1o Total 180 ng Preparation: The

active_substance is_mxed wth the excipients and filled into capsules in
the usﬁa@ﬁe&lﬁﬁ__‘% (8Ps4Rs64308 PCT/ EPO2) 14299 17 Patent Glaims 1. A
conpound ZaghRsrEiRN G - HnéRbRYKEr-1-JilEHo-imidazolidine 1mg

in the form of the hydrochloric acid salt

Lactose : 178 mg |
Magnesium stearate : 1 mg
10 Total 180 mg

Preparation: The active substance is mixed with the excipients and filled into

capsules in the usual way.

15



R20NR RIO 5wth Ris F, d, Br, CF31 CH2F or CHF2 and R, and R2
i ndependently of each other may be any C, to C6 -alkyl its tautoneric
accordi ngwom3gesses al forrmula I HVN R 20 N R R10 10 or PET/EP02/14299
phar macol ogi cal |y acceptable salt of ®ny of the two tautoneres. 2. A
conpound according to claim1 with Rbeing F, d, Br or CF3 and R, and R2
independentl%/ q?f_each bei ng an unbranched C, to C6 -al kyl. 15 3. A conpound
accor di ndat8MI2iM$ 1 with R being O, Br or CF3 and R, and R2 both bei ng
t he sane unbranched Cl to C4 -alkyl. 4. A conpound according to claim1l
with Rbeing d or Br and R and R2 both being nethyl, ethyl or propyl. 20
5. A conplouAdoatundi dugording t@fordula t h R being O and R, and R2 both being
met hyl or ethyl. WO 03/064398 PCT/ EP02/ 14299 18 6. A conpound according to
claim1l1, the conpounds being 2'{C ro-3',5 -di met hoxyphen-1 -yl -imno-2-
i mdazolidine, 2'-chloro-3',5 HHdietNpxyphen-1 "-yl-imno-2- imdazolidine,
5 2 -chloro-3",5 -di propyl oxyphen-\ﬂ,/‘ -yl -imno-2- imdazolidine,

R,0 N

» R
R,O
5 with
Ris F, Cl, Br, CF,, CH,F or CHF, and
R, and R, independently of each other may be any C, to C -alkyl

its tautomeric according to general formula Il

4

R.O

R
R,O

10 or a pharmacologically acceptable salt of any of the two tautomeres.

2. A compound according to claim 1 with Rbeing F, Cl, Bror CF, and R, and R,

independently of each being an unbranched C, to C; -alkyl.

15 3. A compound according to claim 1 with Rbeing CI, Br or CF; and R, and R,
both being the same unbranched C, to C, -alkyl.

4. A compound according to claim 1 with R being Cl or Br and R, and R, both
being methyl, ethyl or propyl.
20
5. A compound according to claim 1 with R being Cl and R, and R, both being
methyl or ethyl.



2' -brono-3',5' -di met hoxyphen-1 " -yl -imno-2- imdazolidine,

2' -brono-3", 5" -di et hoxyphen-1 "-yl-imno-2- imdazolidine,

2" - br onp-Ww0,03/0643bpr opyl oxyphen-1 " -yl -im no-2- im dazol i dipag/Epot/aazboneri c

t hereof or a pharnmacologically accept®ble salt thereof. 10 7.

2'-Chloro-3',5 -di net hoxyphen-1 " -yl-imno-2- imdazolidine represented by

general formula I, Formula l: HNNH I I MONOC 15 MeOits tautoneric
2 -chloro-3,5" -di net hoxyani i no 2 i m dazol i ne represented by general

forrrulall Formula |1: 20 MeQ.or. a pharnmacol ogically

accept atf}- eﬁs%ﬁmp@#n%ﬁ%%f"ngﬁ@ Cﬂ%!B‘ Pa@?&?é‘?%@”%%%g 064398 PCT/ EP02/ 14299
19 8. Conpoi”bq\lc?r?)@éddﬂﬂeﬁhﬁa erh ﬁ'ﬁh 2lihi@aZofif€r di ng to general

formul a one o rracol ogically acceptable salts thereof. 9.
Conpound aczahibrosB’ tfﬁdwlb!ox)jpr@haﬂ ‘r-irhintoe2-7imadaznlidiney to general formula ||

or 5 one of the pharmacol ogically acceptable salts.thereof.
5 2‘-chloro-3‘,5'-dipropyloxypheri-1°-yl-imino-2- imidazolidine,
. 2-bromo-3',5'-dimethoxyphen-1‘-yl-imino-2- imidazolidine,
2‘-bromo-3',5'-diethoxyphen-1'-yl-imino-2- imidazolidine,
2‘-bromo-3*,5'-dipropyloxyphen-1*-yl-imino-2- imidazolidine a tautomeric

thereof or a pharmacologically acceptable salt thereof.

10
7. 2-Chloro-3‘,5'-dimethoxyphen-1‘-yl-imino-2- imidazolidine represented by
general formula |,
Formula I
[ ]
HNYNH
l
MeO N
Cl
15 ' MeO ,
its tautomeric 2'-chloro-3‘,5'-dimethoxyanilino-2-imidazoline represented by
general formula Il
Formula Il:
[ ]
HN\|¢N
MeO N
Cl
20 MeO

or a pharmacologically acceptable salt of any of the two tautomeres.



10. Compound according to one of clainsl to 9, characterised in that the
phar macol ogi cally acceptable salt is the hydrochloride. 10 11. Conpound
accor di ngwomsoesof clainms 1 to 10 for preparing a nmedi camemEP02/14299
particularly for treating urinary incontinence. 12. Pharnmaceuti cal
conposition containing a conpound according to one of clainms 1 to 11. 15
13. Pharmaceutical conposition contalnln% a conpound according to one of
cl ai ms 18t cCamppundacaonsing taoanypef oeins ¢ odlacm@rdmg ta ggners! éorarddll @r bet ween
0.001 ng and 10 r.ef er abl bet 0.,01 ng and 10 ng. 20 14.
Phar maceut i ¥4 © 8@%38@"?\389%96@?/&0&89 Y\Sﬁtl%fée%r 13°in the formof a
tablet, or a capsule. 15. Use of a pharnaceutlcal conposition according to
claim12 or 13 for oral admnistration 25 16. Use of a pharnaceuti cal
conposi t BonCampound mgcomired to amyl 8f deimis 1ftor7 aaaomliegéo weherg) doremila i ladr,
rectal or vaginal adm nistration ound according to one of
claimsd1 tooﬁqoﬁﬁheéhﬂiﬁ\aﬁﬁl%ﬁqubfﬁccggtaﬁee% =\ e(ﬁP accordi ng to one of
claims 12 to 16 for preparing a nedicanent for treating urinary
I nconti nence.

10.Compound according to one of claims1 to 9, characterised in that the

pharmacologically acceptable salt is the hydrochloride.

10 11.Compound according to one of claims1 to 10 for preparing a medicament,

particularly for treating urinary incontinence.

12.Pharmaceutical composition containing a compound according to one of
claims1 to 11.
15
13.Pharmaceutical composition containing a compound according to one of
claims1 to 11 in an amount of between 0.001 mg and 1 g, preferably between

0.001 mg and 100 mg and most preferably between 0.01mg and 10 mg.

20 14.Pharmaceutical composition according to claim 12 or 13 in the form of a tablet,

or a capsule.

15.Use of a pharmaceutical composition according to claim 12 or 13 for oral
administration
25
16.Use of a pharmaceutical composition according to claim 12 or 13 for

transdermal, parenteral, rectal or vaginal administration.

17.Use of a compound according to one of claims 1 to 11 or a pharmaceutical
30 preparation according to one of claims 12 to 16 for preparing a medicament for

treating urinary incontinence.



