EP'0 302 793 Bl Description The present invention relates to new
carboxyclic or heterocyclic derivatives and to a process for preparing
them 5 More particul arly, tg]eohﬁb/%ydﬁgn relates to the novel

am noal koxyphenyl derivatives represented by the general formula: 10 [err]
15 in which: B ~represents a -S-, -SO or [err] group, [err],
whi ch abesdrigeri i cal or different, each denote hydrogen, a nethyl or ethyl
radical or a 20 S hal ogen such as chl orine, brom ne or

i odi ne, AThe present inventiogl aslaéscto @ews tarizoxyglic or beterboyalivcdedvhtizdskanddne prachse &ir

havi ng frepain@them. 5 car bon atons or a 2-hydroxypropyl ene radi cal in which

t he Hydr o)Mere partisgiaiive the| invpntiop inlatest to thechors) aminpaiimetphenykgsrivativagirepi¢sentpco by the
denot es9Mp@lfogwid :or an al kyl radical 25 [err] : denotes a
pyridyl, phenyl, 2,3-nethyl enedi oxyphenyl or 3, 4-nethyl enedi oxyphenyl radi -
cal or a phenyl group substituted with one or nore substituents, which may
‘be identical or different, selected from hal ogen atons, |ower alkyl groups

or | her al koxy grou s, : denotes a single Egnd or a linear- or
br anched- al kyl eneC¥ \m‘ rOrpoTALk B, 5 carbon at Ohb, 30 oY,
represents a group of formAota. [err]r40 45 50 55 3. EP 0 302 793 B1 [err]
R represents hg,drogen, are al kyl radical, a cycloal kyl radical,
a benpgzyl radical or a phen radi cal optionally substituted with one or
nore substituents, which may be identical or different, selected from

hal ogeninaers, for exanple fluorine, chlorine, brom ne atons 25

aAd fromsower al kydepresedtsrr-S-aiS00my-S0Os groipgt r 0 groups, [err] are taken

t oget her MidnthRt,he Cehidhcane Bibaieaitoo difftverthesin dgnor lyd@pdna e nethyt o ditgr amlical oaa
Qptienal |y aromati chalpgerosuctoas diloringy brbimipe erdediwcycl i ¢ group having from5 to
10 carborh at ons anddepgies @ sfegidhty o brisrched-altylsde taglical hivingrfeoo2 forb eankon atopsoF &1 on
with respect to t hez-mgfonmygqq)@gpal in which the hydroxy is optionally substituted by a lower

alkyl radical,
Rs denotes hydrogen or an alkyl radical
25 R denotes a pyridyl, phenyl, 2,3-methylenedioxyphenyl! or 3,4-methylenedioxyphenyl radi-

cal or a phenyl group substituted with one or more substituents, which may be identical
or different, selected from halogen atoms, lower alkyl groups or lower alkoxy groups,

Alk denotes a single bond or a linear- or branched-alkylene radical having from 1 to 5
carbon atoms, :
30 Cy represents a group of formula :
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30 - ! an optionally aromatic 5-nenbered heterocyclic
group,:s the heteroatons or heterogroups being selected fromthe groups O S,
N, [err] 35 in which [err] denogggp dayge®gen or a lower alkyl, phenyl,
benzyl , di phenyl et hyl hal ogenobenzyl radical; Oand N, Oand [err] S and N;
S and [err] Nand N, N and 50

[err] the heterocycliR,group being optionally substituted by a R group in
the [err]-position mﬁﬂ% respect to the nmethyne group and optionally
substituted by.ogye groups sel ected fromgl awer al kyl and phenyl
groups, 55 ¢ 7 R - &0 optionally atd ti§$6- t o g40- menber ed
nono% or di-byclic.hete ocyclic group, the heteroatonsTpr heterogroups
bei ng sel ect ed™frm e/groups 0, S, N 4 EPq & ﬂ/f93 Bl [err] Oand N
Oand [err] Sand N, S%nd 10 [err] 15 10 N and N. N and

20 , t he heterocyclic group bgj.ng optionally
substituted by a R gﬁ%hp in the a-position with reSpect to the nethyne
groUB, [err] which are the sanme or different, each represent hydrogen, a

| ower al kyl radical or a phenyl radical or when they are taken together
with the carbonRgy =whi ch they are attached, represent an optionally
aromati c 6-nenbered carljocyclic ring, 25 [err] represents
oxyggn or sul phur 2\Rio 4~ represents oxygen, sul phur or a group 30
[err] [err] 0 N“ which are identical or different, each represent
hydrogen, a | ower alkyhzradical or a benzoyl radical, with the proviso that
Cy-does not represent a 1-indolizinyl group. 35 In the present context,
both in the de§§{iption and in the clains, the follow ng neaning attaches
to tde terns stated above: "al kyl" denotes straight- or branched-saturated
al 1 phatic hydrocarbon residues having up to 8 carbon
R represents hydrogen, an alkyl radical, a cycloalky! radical, a benzyl radical or a phenyl
radical optionally substituted with one or more substituents, which may be identical or
different, selected from halogen atoms, for example fluorine, chiorine, bromine atoms
25 and from lower alkyl, lower alkoxy or nitro groups,
Rs and R; are taken togsther with the carbon atom to which they are attached to form :
- an optionally aromatic mono- or di-cyclic carbocyclic group having from 5 to 10
carbon atoms and optionally substituted by a R group in the a-position with
respect to the methyne group, '
30 - an optionally aromatic 5-membered heterocyclic group, the heteroatoms or
heterogroups being selected from the groups O, S, N, -

) ’
-~N—R1 1
35 '
in which Ri1 denotes hydrogen or a lower alkyl,phenyl, benzyl.diphenylmethyl
halogenobenzyl radical; O and N; O and '
1 . !
Mot 0 -N-R1 1!
Sand N; $ and
N-R
45 11
N and N; N and
t
-N-R
50 11’

the heterocyclic group being optionally substituted by a R group in the a-position
with respect to. the methyne group and optionally substituted by one or two
groups selected from lower atkyl and phenyl groups,

55 - an optionally aromatic 6- to 10-membered mono- or di-cyclic heterocyclic group,
the heteroatoms or heterogroups being selected from the groups O, S, N,



atons, ‘such as nethyl, ethyl, n-propyl, isopropyl, n-butyl, isobutyl,
tert~butyl, n-pentyl, neopentyl,; n-hexyl, n-heptyl or n-octyl, 40

"lower al kyl" denotes saturat edgplpizghabs g1 hydrocarbon residues having up to
4 carbon atons, such as nethyl, ethyl, n-propyl, isopropyl, n-butyl,

i so-butyl, tert-butyl or 1-nethylpropyl, "lower alkoxy" denotes a hydroxy
group substituted with a | ower al kyl group z Rdeflned above, "cycl oal kyl"
denotes an alicyclic ring having from3 to cat’bon atonms. Thus, taking
into account the neani ngs gi ven above: 45 R can denote, in
particular, a methyl, @eeN.Oadpropyl, isopropyl, n-butyl, isobutyl,
tertSbutyl, 1- nethylpropyl, n-pentyl, neopgntyl, phenyl, nonofl uoro-,
nonochl or o- or mnonobronmophenyl, difl uoro-, -d+khJ;0ro- or di br onophenyl,
nononet hyl - or di met hyl phenyl, or nononet hoxy-"or di met hoxyphenyl radical ,
a met hyl phenyl radicau;sggﬁﬁiégted with a hal ogen atom or a cycl opropyl
radi cal, 50 A andlan ®enote, in particular, a 1,2-ethylene,

1, 3- 6ropy|ene, 2-met hyl - 1, 3- propyl ene,» 1, 4- tetranethylene or

1, 5- pent anet hyl ene chain, Ak - [err] canydgnote, in particular, phenyl,
benzyl or phenethyl radical, a nmethoxyphenyl ot di met hox- yphenet hyl , for
exanpl e 3, 4-di net hoxyphenet hyl radical, a dinethyl phenethyl, dlﬂEthOX-
yphegyl , di met hoxybenzayind®: nend i dyl et hyl radical or a phenethyl radi cal

substituted in the 55 aromatic portion, with nmethyl and
met hoxy radicals, [err] can denote, -nhapf;tl cular, a methyl, ethyl,
\n< propyl , |sopropyl , h-butyl, isobutyl, tert-butyl, n- pentyl neopentyl ,

n- hexyl, n-heptyl or n-octyl radical, Q/ can denote, 'in particular,

¥ phaenyl cycl ohexenylthe heterteyafit gronalp&'ngwytlonalm W}betmmvdpmﬂhgfpup ip $heiachpkitions
EP 0 302 793 Bl dih dw@pyqsp@ytothefwwegrevm drofuryl, thienyl

di hydr ot Ri &vdyfle; pywhieh g “‘QjF Sftprepto paeh FP gReal Anfrpgen, Pr'ﬁWGhE'EM' yadical or a
pyri nidyl , pyra2|n'l‘°n °V%&5§%ﬂ 'WW§W%@t  atoms, foyoh fhey are
benzofuryl, ben- z ’°s°f‘?ﬂ5‘ ' na||y51 ’?ﬁﬂ%’%ﬁ"ﬂf’lcam g8z ol y1 |

qui rfdl i n{1 ben2|55?é§ ’¢m%Ph Qui nox- alinyl, qui nazol i nyl ,

|ndoI|Z|n”3 yl, t hi o yr|&?Ps“ ror ?8 rot hi enopyridyl, pyrrolopyridyl, 5
pyrazolopyrldyl pyrrolopyrlda2|nyl i m dazopyridyl, dihydrofuranonyl,
i m dazol i nonyl, chronmonyl. A partlcularlx W@Iuable class of conpounds of
formgla (1) are those in which Cy represent§1a i ndoli zi n-3- yl group.
Anot her cl ass conpounds are those in which [err] each are hydrogen. 10
Par ti cul ap,lad Beef ulvhied BleQdsnikal 6f difiénLdadh (epjesébt Bydrbifen.ca lower\dlikye Padiclieor @hai n
\Ferr] 15 represent seraoyi Mdi@} hyl - N- (3, 4~ di met hoxy-[err] - phenet hyl ) ani no]
pr opy| exlythgpougo thilidyees ot wardosedt £ oinpaieindgroad. fornul a (1) are those in which
R r epr esdntte prasent Sopexh [bpth imthe clysctiption enyl/ih thyratpings, the @ollowing Mbaming rettashesi totheal so
r el at edennostatbcalpirar maceut i cal |y acceptable salts of the conpounds of
fornul a ('gy(yl" denotes straight- or branched-saturated aliphatic hydrocarbon residues having up to 8 carbon
atoms, such as methyl, ethyl, n-propyl, isopropyl, n-butyl, isobutyl, tert-butyl, n-pentyl, neopentyl, n-hexyl,
s n-heptyl or n-octyl,
= 40 "lower alkyl" denotes saturated aliphatic hydrocarbon residues having up to 4 carbon atoms, such as
methyl, ethyl, n-propyl, isopropyl, n-butyl, iso-butyl, tert-butyl or 1-methyipropyl, '
"lower alkoxy" denotes a hydroxy group substituted with a lower alkyl group as defined above,
"cycloalkyl" denotes an alicyclic ring having from 3 to 6 carbon atoms.
Thus, taking into account the meanings given above:

45 R can denote, in particular, a methyl, ethyl, n-propyl, isopropyl, n-buty!, isobutyl, tert-butyl, 1-
methylpropyl, n-pentyl, neopentyl, phenyl, monofluoro-, monochloro- or monobromophenyl,
difluoro-, dichloro- or dibromophenyl, monomsthyl- or dimethylphenyl, or monomethoxy- or
dimethoxyphenyl radical , a methylphenyl radical substituted with a halogen atom or a
cyclopropyl radical,

50 A can denote, in particular, a 1 ,2-ethylense, . 1,3-propylene, 2-methyl-1,3-propylene, 1,4-
tetramethylene or 1,5-pentamethylene chain,

Alk - Ry can denote, in particular, phenyl, benzy! or phenethy! radical, a methoxyphenyl or dimethox-
' yphenethyl, for example 3,4-dimethoxyphensthyl radical, a dimethylphenethyl, dimethox-
yphenyl, dimethoxybenzyl or pyridylethyl radical or a phenethy! radical substituted in the

55 aromatic portion, with methyl and methoxy radicals,
Rs can denote, in particular, a methyl, ethyl, n-propyl, isopropyl, n-butyl, iscbutyl, tert-butyl, n-
pentyl, neopentyl, n-hexyl, n-heptyl or n-octyl radical,
Cy " can denote, in particular, a phenyl, cyclohexenyl, indenyl, naphthyl, dihydronaphthyl, pyridyl,



formed With an organic or inorganic acid. As exanples of organic salts of
this type, there nay be nentioned the oxal ate, nal eate, fumarate,

met hanesul phonat e, benzoate, agp@idpatzgs ppanovate, succinate, hexamate,

bi snet hyl enesal i cyl at e, et hanedi sul phonate, acetate, propionate, tartrate,
salicylate, citrate, gluconate, |actate, malate, cinnamate, 25 mandel ate,
citraconate, asjadrorytidy), fyygl diiydeivey), tiéngladibydeothienyapyorlyt dipydppycat.alyezolyl,

p- ami nobenzoat énidagblul ayrienidyl, periovh rpyadakiptomresolyl, dnqrhzelylcbistopll,| lenrohindtiete, as
wel | as the salethiertybindely. hanzimideaglyh hénaexazab. quinekio benzisoxpzolyl nnlayloqu"m-st i di ne
salt. As exanpPWylh cquinarpipwafideliziediv. s thignopyridys  telgiwdrothigeopnieyh oRyFPlaRridd,

hy pdbr oni de, slBY'ﬁT?!&’P&"dV'suPﬁWMtdéz‘“ybhd@'ﬁ?\"&?\@‘dﬂndd‘PMd[‘Z\‘“&Q“S"VhaymHEZ"WEHXLl oned.

ot her Wt o he i nvention rel ates N- oxi de der.i vati ves
oF the f)gﬂisfefﬁw yatie oo of Smpa s H%rme'aﬁﬁafaﬁf&ée BfWhFE(ﬁmpaas‘cfﬁa BTN
Sone bg‘%,therclaséc ound,rsnau%thogglinw%% § eac‘.h reh Qﬁ ICU' ar as a result Of

t he, asy 'hydroxypropyl ene chai n.
The'’i nven |Cl(')'%|y at es ac?s Le sa |n§, ﬁ?&[ e isoners of the conpound

of fornmula (1), the isomers being consj dered in the dextrorotatory or

| aevorotatory form or in the OrdrhrAikafyure, for exanple in the 36 form
of a racemc mxture. It has been fQund that the am noal koxyphenyl

derjsvati ves of the invention possess3exceptional phar- nacol ogical
properties, especially calciumtransport inhibitory properties, as well as’
br adywa#ems a [Nfpatby-N-(3,4-tinethexych-phadata hanemod prgpyloxpgoper t i es. Fromthi s

¥ewpoi rdther tvilaabisr @fnpounds] oficfomua(fickse thbsetil ehicn R eerrdsents ar ieoprdpglse cysloprdpyich B
repregeap-s a [err] 40 group. These properties are capable of nmking the
'-Qgrﬁaound@ewweef@wlsp o?lat%ﬁoyhme'@mﬁcel@ﬁa"r lseceptalie salie 19f thefcompeunds ¢f frawladiogi cal
syndr éved win apieegsnia prdpasapais édiflar system especial ly in the treatnent of

ang| na c?"ﬁ'F‘P'gs °fh‘3f%‘f°t§é‘f%Pfoﬁ'séYR°h ‘Hrﬂ‘%‘( %Befé'@?"étfPSaP"a@F’r ggleaie. Jpmarats,

§7‘°" 9%y s“l"ﬁ%‘"’!‘ EHe tF"o

b e u s 8?' O:E log?te, Cé{'ate |trat nate Eb nna
eIa lelo] e. asparla ear , ita nate, ate mino nzo

' nvembbﬁgne@ul %n éﬁ% 0] Ime&:bn?{ l sCt sa(?tg fg‘# Cv?tl'ﬁ Eﬁég §

conta r e, | ea s one am noa r| vat ive

of for § Morl i've, or

an %sgﬁt@@,aiﬁégmgmbg %1*“;25{‘"3?‘2%’3’&“?&?9?%&* S'G'V?&“g"%;‘?'ﬁ*g%eﬂ‘?‘f”éﬁ?"veh. cle

Or @ SUiAndiRbrobRr b MéntioriBlates to theSBEH dofivaivbs bftfie SdMiPoliids b farviylty)r out e

sel ect edrhe cbpdilds| of fofh @ Pcah @xistAn EdaiBBdasdatih Bg fok@iof btitdY istiderk,Gn pérticliatas abet ween

2 and ré&s00of ¥ as§melt dakben ProsanCivtiah @.repfésents & Bpdiskiiromdend afamul a (1) can be

‘Bt ai nedrhe linverfibre relaBsy & [recsama tithe,do alShe BomerSGthe conpoymdanh thrriula gpthedsomess an

al ky| &eieg caneifieed in theydegtomiaters pniggvoriotatotyfermp pieis dhedermodf aamixtae.ifal easmpdepin the and i n

a pel farmoba speemic mixture. as di net hyl sul phoxi de or an al cohol, for exanple 55

but anol , bas keok fouesh thaksthe amingalipwichsny! derivpfivesias therjavention nessgemexgentione! lsk-vent

such &@c‘éﬂv'ca‘r%ﬁ’?&ﬂ'% oRRPaiRlyCRRIClyBIRransReRt inBibEeR) PPYsEasz el ap bradegaeicohypRipi-ene, a

4- aI ké'X?/r_ﬂH roprgic PRPeriAS.- of general fornula: 6 EP 0 302 793 Bl [err]

rom this viewpoint, the preferred compounds of the invention are those in which B represents a -SOz-
~ 40 group.

These properties are capable of making the compounds in question very useful on the treatment of
certain pathological syndromes of the cardiovascular system, especiaily in the treatment of angina pectoris,
hypertension,arrhythmia and cerebral circulatory insufficiency.

In the antitumour field, the compounds of the invention may be useful as potentiators of anticancer

45 drugs.

Consequently, the invention also relates to pharmaceutical or veterinary compositions containing, as
active principle, at least one aminoalkoxypheny! derivative of formula (1) or a pharmaceutically acceptable
salt of this derivative, or an N-oxide derivative thereof, in combination with a pharmaceutical vehicle or a
suitable excipient.

50 Depending on the administration route selected, the daily dosage for a human being weighing 60 kg will
be between 2 and 500 mg of active principle.

The compounds of formula (1) can be obtained:

l. When B represents a -S- or -SO,- group and A represents an alkylene radical, by condensmg. in the
presence of an acid acceptor and in a polar solvent such as dimethylsulphoxide or an alcohol, for example

65 butanol, or a ketone such as methyl ethy! ketone, or a non-polar solvent such as an aromatic hydrocarbon,
for example benzens, toluene or xylene, a 4-a|koxyphenyl derivative of general formula:




10" in which B represents a -S of [err] group, Cy, [err] have the sane
‘meani ng as above, A represents an al kylene radical as defined in the
farmula (1) and X represents a BapQegepgdgpm preferably bronmine, or an

al kyl sul phonyl oxy group having from1 to 4 carbon atons such as for

exanpl e, met hanesul phonyl oxy, or an aryl sul phonyl oxy group having from®6 to
10 carbon atons, such as benzenesRIphonyI oxy or p-tol uenesul - phonyl oxy,
with an am ne of general formula:;115 [err] 20 in which [err] Ak, [err]
have t he sanme neani ng as above id-fQrmthe desired a oaI koxyphenyl
derivative of formula (Cy-B' -A\-}tree bas{7 In general, the
condehsation in question is peN=s=e 0 at a tenperature between
roomtenperature and the refl uxi r]%(tenperature of the nmedium the acid
acceptor being, for exanple, an al%kali nmetal carbonate or hydroxi de or an
excess of amne of formula (3). The corrpounds of fornmula (2) in question

can be obt a|hrbe se}nts ) ofXS ndensategrg?n of
-5t g as above, A represents
d()foorﬁelprI ?fy frﬁ ené

4- hydP oy LHRIY fecidiiot Yehbd i o o, proforaly b

&y-B - alkylsu on |oxy roup, having from1 4 car] H:Ea{o sg % (hn honylo y'Il E ﬁave
(e Sam o e o b 4 e e A8/ Sk A Pl
“(5) in wqyng,Q(A,,, Qh%o%’bn@rlaﬂ%lnﬁlﬁe radi cal as de |ned |n or mu E 1)
and Hal denot es a hal ogen atom 45 pref erably brom ne, th| S reactl on
bei ng performed under reflux in a solvent such as nethyl ethyl ketone or
N, N- di met hyl f or mam de andoth A A PResence of a bagtLyagent such as an
alkali metal carbonate exanpl e 4pot assi um car te, an al kali netal
hydri de such as sodi um hyded de, an al kali netal hydroxide, for exanple
sodi um or potassi um hydroxi de, or an alkali netal alcoholate, for exanple
sodi um nmet hyl ate or ethylate, so b) when X denotes an al kyl sul phonyl oxy
or aryl sul phonyl o group, by condensation of a halide of general formnula:
Hal - W 58 which Rs k. 5% hys) the sametrpraniag Aabrye-tp oy thecdesited peingaiepxxphenyhénrieativesef

al kyl su %'" d‘?’&‘a?Faﬁ 4\ fromlto4carbon at ons, for exa e

net hé’ﬁe ulg??u the gpnde iﬁ‘?’\é Wﬁ;{ "°'i"&8 g ESAmA °$‘”P ogmigPefgiuE g o
at ons, dl’ 'i"%efﬁgg],fa oﬂcceﬁt‘)f e & tﬂ?ﬁ' all el o TRt
whi ch i ¢ (i' %QI YlLgi ne, with a 4-hydroxyal koxy
derivati Vﬁwﬂ nﬁ@%ﬂa@ﬁn,@c@d&eﬁsﬁl ofa4- ‘ﬁ b% I%%ﬁra%o& nBLlf lal" whi ch Cy,
B., [;rr] have the sanme neani ng as above "and” A denoteS an a yI ene radi cal
as defined in forrrula (1). As regards the conpounds of formula (6), these
@n be prepared by condensing, in a1sui tabl e sol vent

me

—RY -
35 Cy-B

40 in which Cy, B', Ry and Rz have the same meaning as above, with a dihaloalkane of general formula
Hal-A-Hal  (5)

in which A denotes an alkylene radical as defined in the formula (1) and Hal denotes a halogen atom,

45 preferably bromine, this reaction being performed under reflux in a solvent such as methyl ethyl ketone
or N,N-dimethylformamide and in the presence of a basic agent such as an alkali metal carbonats, for
example potassium carbonate, an alkali metal hydride such as sodium hydride, an alkali metal hydroxide,
for example sodium or potassium hydroxide, or an alkali metal alcoholate, for example sodium methylate
or ethylate,

50 ‘b) when X denotes an alkylsulphonyloxy or arylsulphonyloxy group, by condensation of a halide of
general formula:

Hal-W

55 in which Hal has the same meaning as above and W denotes an alkylsulphonyl radical having from 1 o
4 carbon atoms, for example methanesulphonyl, 6 an arylsulphonyl radical having from 6 to 10 carbon
atoms, for example benzenesulphonyl or p-toluenesulphonyl, in a solvent which is an acid receptor, for
example pyridine, with- a 4-hydroxyalkoxy derivative of general formula:



“such as ‘N, N-di nethyl formani de and in the presence of a basic agent such as
an alkali netal carbonate, for 15 exanpl e potassium carbonate, an al kal
metal hydroxi de such as sodi umgprp sRtA@sHUM hydr oxi de, an al kali netal
hydri de such as sodium hydride or an alkali netal alcoholate, for exanple
sodi um nmet hyl ate or ethylate, a 4-hydroxyphenyl derivative of fornula (4)
above with a hal ogenated al cohol of general fornmula: Hal-A-OH (7) 20 in
which A denotes an al kyl ene radRgal as defined in the fornula (1) and Ha
has the sanme neani ng as above. ¢D ounds of fornula (4) are known products,
for instance those conp, :%%pgs RN _EVy JotPr esent s a benzofuryl or
benZot hi enyl group and egent s a [err] group. (gbpse conpounds are

di sclosed in US 25 patent No. 17, 128. The othe onpounds of formula
(4) can be prepared in a generaﬁzprocedure, by adapting to the desired
conpound the nethod described in the aforesaid US patent or the nethods
desgri bed hereunder. I n nost cases, those conpounds of fornula (4) can be

obt ai neg, fiferf by g%, Band- FQ VPG Shfd nragn@ AASDe anahupgerlm% Qrgﬁér;gtrmapasc hai n

to the mgggamggmg@qpocyc e or heterocyé¢le using a Friede e reaction

and 30 dgPregir@ s E&nﬂobﬁ‘dsQﬂ(ibgﬁ‘Jh lef) tﬁeggacaﬂ 08 Qrdphrb® By Bdndbildfg IR B 2GRS YohoNy!  or

pheny|duéh & m-arRdthhiori@adsandflin B RSNt albiadls BIAH Ash dsQanlalRBICHAEIRbrBorlaRSoOH -

gr O . exdntislee poladtum BErBoraAAMAIRS ndfal RgRIkIRIAE Such Qﬂ'ﬁ&fﬂnyom&dsufni)ﬁydm’xﬂ@,&hlam@i

der i vatetal engdrigh shor asusaiumdhydride) orGongiali mtbal @kcooate/Ttor @axdmble sadiumhmettividiy or

r epr esthytat®, @4-ydoxpehelyf d@Bativy of Formule (Arplove dith oifialdgenaled laotollgf gbnwralviormaie: Cy
presents a 2-R-indolizin-3-yl group can be prepared by reacting an

i ndol iH8-&@Hderfvati ve of general fornmula: [err] 45 in which R has the sane

reaffi ng as above and [err] represents a |lower alkyl radical preferably

et hyl , in Wuf:rh A fdepotgs; @ealltyfeng éqqézflaﬂs qemeﬁm the feympulg 1) and Hal has the same meaning as

[err] EP O ?02 % Bl in i 4 h ave the sane meani ng
b C‘F.?P Ranya forelpigner i °§'“B%t'f'%ﬁ‘ pichy {7y, ppriggents 4,

2?1' a %\éeou ﬁor benzo en qg Hﬁg%ﬁdeg?seatgﬁeggq gf°8? sSareg' Iosgfﬁ m% m ni um

[ er r] m unz f &ﬁuf Qa\ﬁebe ‘3 a?e%nﬁ }ar'Er %%urgbgvgda ﬁ'n% to the The

COWPOlHaﬂ @j&h e%érb
ot hancHfied bt b matt eonmn;w - ﬁe%b&rnx@b,af. S .1" el vat i ve
of ge'?)ﬁén%l orf &i’eﬁW{u@ ‘chdirf to" t}w required carbocycle or heterocycle using a Frredel-Crafts reactron and
30 deprotecting the oxygen in the 4-position of the benzenesulphonyl or phenylthio group by means of
classical procedures to regenerats the OH group.
U Hersunder are examples of methods commonly used for preparing derivatives of formula (4):

a) Compounds of formula (4) in which Cy represents a group (D) .

1) The compounds of formula (4) in which Cy represents a 2-R-indolizin-3-yl group can be prepared by
reacting an indolizine derivative of general formula:

@ COOR

14 CS)

in which R has the same meaning as above and Ris: represents a lower alky! radical preferably ethyl,
with a halide of general formula:
50

Hal-B'- -oca, (9)
55



20 25 i'n which B', R [err] have the sane neani ng as above whi ch, when
heated to about 200 C 30 provi des the required conpound of fornula (4).
The conpounds of formula (8) argp @adlmsggnown conpounds havi ng been
published In J. Chem Soc. 1962 pp. 2627-2629 or conpounds which can be
prepared in accordance with the nethod described therein. 2) The conpounds
of f or mu ahi¢hll, Rn Ratand HalDave thp saBscmbaing a2 -abbve rindl vzt dresdnae of myfiriedbi-Brafté gr oup
can be 38talyst sprhexp alumiiufrabloride 12 pidvidena chanpondl oPgemprphformdiane wi t h a hal i de of
formula (9) and in the presence of a Friedel- Crafts catal yst such as

al um nium chloride to pr owm4?'ncomound of general fornula: 40

[er®] in which B, [err] hpve e sane neani ng as above. The conpound of
formula (12) is sub dgmet hyI%{ed usi ng an appropriate agent for

i nstance so hydfobromi c agdid or anl ethanethiol/al um'(pjél)n chloride
mxture to give the reqyiredcgnp gow.a (4).

2-Aryl-imdazo[ 1, 2- ridines are rom 3. Med. Chem 8, p. 305
(1905). The other 2-R imdazo[1l, 2-a]byridines can be obtained in
accordance with the nethod described 2 the aforesaid reference or using

cl assi cal procedures. 55 Al ternatively, the conpounds of fornula (12)
can be qbyREBR, Rl AN aAd Ri oy héldtiel rbabifg &labove; @l - pyridine and the al kali
met & sal tyrHafcoRpdimdBlibiid (b9 isMbduéfiy Abmbthyididd Bing P dthandthiolafirhPiEHsaslSs Of

f or mul a niidhire ko givdlt £hethdkysheiil 8sHRANS ofyeityd) ioftilia: Or  3- R-4- pyri dyl group can be
obt ai ned by denethylating with an appropri ate agent such as aqueous
\Hydrobronmi c acid, a 4-net h%HQ EP 0 302 793 Bl yphenyl derivative of
general formula: [err] 15 2 which B, [err] have the same neani ng as
\abo%e and R has the s ning as akove with the exception of hydrogen,
to provide the requi s of fidrnmula (4). The conpounds of fornulae
(13) and (13) in whjch B] repjesent 8 roup can be prepared by

oxi di zi ng a sul fi delger j¥att la: 20 1ét)r] 25 30 in which
[err] have the sane ning as above~t
forflfula (13) or (13'). Compounds of famula (14) are known havi ng been
described in US patent No. 4, 128, 5522 The 35 ot her conpounds of
formula (14) can be obtained in accordance with the nethod described in the

af or esaiyfl yhigh Bﬁﬁrﬂ« B H, Thabd 0% San& TRANRYSs Hovd RRiBH viked hdted @ bbb 86 &Par ed
frog a Jidwabihé Ailed chdbound of formula (4).

The compounds of formula (8) are either known compounds having. been published in J. Chem. Soc.
1962 pp. 2627-2629 or compounds which can be prepared in accordance with the method described

N

therein.
2) The compounds of formula (4) in which Cy represents a 2-R-imidazo[1,2-a] pyrid-3-yl group can be
35 prepared from a 2-R-imidazo[1,2-ajpyridine with a halide of formula (9) and in the presence of a Friedel-
Crafts catalyst such as aluminium chloride to provide a compound of general formula:
\ N )
T 40 72 3-—1{ R,
| g 7 NN -
N B <: >>-0CH, (12)
45 | RZ

in which B, R, Ry and Rz have the same meaning as above.
The compound of formula (12) is subsequently demethylated using an appropriate agent for instance
50 hydrobromic acid or an ethansthiol/aluminium chloride mixture to give the required compound of formula
4).
2-Aryl-imidazo[1,2-aJpyridines are known from J. Med. Chem. 8, p. 305 (1965). The other 2-R-
imidazo[1,2-alpyridines can be obtained in accordance with the method described In the aforesaid
_reference or using classical procedures.
55 Alternatively, the compounds of formula (12) can be obtained from a 2-R-3-halo-imidazo[1,2-a}-
pyridine and the alkali metal salt of a 4-methoxy dgyivative of formula (15).
3) The compounds of formula (4) in which Cy represents a pyridyl or 3-R-4-pyridyl group can be
obtained by demethylating with an appropriate agent such as aqueous hydrobromic acid, a 4-methox-

9



whi ch R is other than hydrogen, by oxidation with hydrogen peroxide in
acetiic acid to provide the correspondi ng 3-R-pyridi ne-N-oxi de whi ch when
reacted with a nitric acid/ sulgplysgacrea@id m xture gives rise to the
correspondi ng 3-R-4-nitro-pyridi ne-N-oxi de. 40 This nitro derivative
is then reacted first wth acetyl bromde, then with iron powder in acetic
aci d t gpiynyl@erivatve obganersifomdiang 3- R- 4- br ono- pyri di ne whi ch, when treated

wi th a thiophenol derivative of general formula: 45 [err] so in which [err]
have t he sanme neani ng as above and Mrepresents an al kali netal atom such
as sodium provides the required conpound of formulaR{14'). 55 4) The
coffpounds of formula (4) in which Cy represents a 2-R-quinolin-3-yl group
can be prepared by reacting an a-hal oket one of:gepe Ry tadw: 10 EP O
302 793 Bl [exr] in which Rland Hal have the sane v as above, with a

metal deri [ 2 rruI a: 10 - [err] 15 in
Wn_'%och M B \ ' '&g\i ng a “bo "Ran%sz represents a
p-tol uenes a ketdne ofjl general fornula: 20

[err] 25 in ICh('%% R [ar] and Ts have & ame ] as above. This
ket one of fornula*("18) when4reated W th 2-anfno- benzsl de yde [Helv. Chem
Act. vol. Xvill, p. 1235 30 (1935)] gives the 4-nethoxyphenyl derivative
of 1sgene whicHf ®) RUAr: R,3ave the same meaning as above and R has the same medniag lad aithe with Whi ch
B', R tfeadxteptidhivl hykioghm Yeprbvidd tirBquirad®ediipaghde of fermor@4). Whi ch 1s subsequently
hydr ol ys eThelcomfxmedsoof roerdulasn(i §) @and (18/5ih avhicke Bi represgote @ 13028 broeyd ¢an e fpedbarbiy/ bl oxi de,
\t0 pr ovkideng hsulfide gerivatve oigenp@tomiulaf forrmula (4). 5) The conpounds of '
formula (4) in which Cy represents a 3-R-cinnolin-4-yl or 4-R-cinnolin-3-yl
\gf Bup 45 can be obtained by reacting a 3-R-4-hal,ogeno-cinnoline (J.

Chem Soc. 1953, p. 609) with a thiophenol derivati¥e of general formula:
[err] 55 in which M [err] and Ts have the sane pearlg as above and B
represents a -S- group to pli?qvi de the 4-tosylSo eﬂmj;lti ve of

geperal formul gz
. s-< > -ocH, Z N-R R,
Y = |

) (44) %2 or r«)

30

W in which Ry and Rz have the same meaning as above and R has the same meaning as in fbrmula (13) or
(13).
Compounds of formula (14) are known having been- described in US patent No. 4, 128, 552. The
35 other compounds of formula (14) can be obtained in accordance with the method described in the
aforesaid US patent while those compounds of formula (14') can be prepared from a 3-R-pyridine, in
which R is other than hydrogen, by oxidation with hydrogen peroxide in acetic acid to provide the
. corresponding 3-R-pyridine-N-oxide which when reacted with a nitric acid/sulphuric acid mixture gives
\_/ rise to the corresponding 3-R-4-nitro-pyridine-N-oxide.
a0 This nitro derivative is then reacted first with acetyl bromide, then with iron powder in acetic acid to
give the corresponding 3-R-4-bromo-pyridine which, when treated with a thiophenol derivative of general
formula:

50

in which Ry and Rz have the same meaning as above and M represents an alkali metal atom such as
sodium, provides the required compound of formula (14').

55 4) The compounds of formula (4) in which Cy represents a 2-R-quinolin-3-yl group can be prepared by
reacting an «-haloketone of general formula :

10



EP 0 302 793 B1 15 in which R [err] and Ts have the sanme neaning as above
and B' represents a -S- group. The 4-tosyl oxyphenyl derivative of formula
(21) or (21') is subsequently hgprodogesed Bin basic nmedium for instance in
aqueous al kali netal hydroxide to give the required conpound of fornula (4)
in which B represents a -S-group. 20 Conmpounds of fornula (20) in which
-OTs is replaced by [err]gcan al so be used. In such case the corresponding
conmpound of forrmula (21) eor. (21 i s denethylated using for instance
hydrobromi ¢ acid. The s&rprifystelerivative of fornul 41821) or (21') when
OX|d|zed with a suitable agent such as hydrogen perOX|de in acetic acid or

b e’ R TERA PR o e s S Ao e S0P Sn AR on on'a

catal yst such as palladlun125 charcoal or platinumcharcoal gives the
required conpounds of fornmula (4) in which B represents a [err] group.
Al tepatively the conpounds 0 la (4) in question in which B
represents a[err] grotmd'c ro®sl from a 3- R-41Rxl ogeno- ci nnol i ne or
- R- 3- hal ogeno-cinnoline b ing with a benzenesul - phonyl derivative
of general formula (20) in whigh B represents a [err] group to obtain a
conpound of 30 formula (21) of (21') in which B represents a [err] group
whics i s detosyl ated as described above to provide the required conpound of
formul a (yhichg), E'hB: emenifohavel theosamb areaniigaas( abpvel and Vilsirerdnestlyts b @ivl@shesulpborg!
6- R- pyr r gioa. 1o Grovidepketodaofigandsal formda oup can be prepared by reacting a
KQéhalogenonethyl pyridazine with a netal derivative of formula (17) to
provide a pyridazine derivative ofggeneral fornula: 35 [err] 45 i n which
B, Perr] and Ts have ahe sanme nmeanl ng as above, which is subsequently
reacted with an [erré »hal oket opeO \gr la (16) in tg presence of a
non- nucl eophi | i ¢ bas€™suth ds. P8 3_ di azabif §EIO[5,4,0]
undec-7-ene to give the pyrrolo -o]pyrlda2|ne derivative of general
formyla: 50 55 12 EP 0 302 793 [err] 10 in which B, R [err] and Ts
have 't he sanme neani ng as above. The tosyl derivative of fornmula (23) is
then hydrolysed in a basic mediumfor instance aqueous al kali 15 nmet al
hydr oxi d@, which BRTROM]| Aard¥8 nkvedh dafd meqiimyudnBovef formula (4).
3- Chl or onms ketdne Y foinfbZ(18) WhérStredtel HAVBarRiRGTRAEEMENR (M) Chée AcDVdbivaNng.d 2350
Khi nge Get1e88) giveSthl l4-methoxyphenyi derivative of general formula :

‘be obt

N\ _ 1

35 \\,~0Ts (19

in which B', R, Ry, Rz and Ts have the same meaning as above, which is subsequently hydrolysed in

basic medium for instance in aqueous alkali metal hydroxide, to provide the required compound of

formula (4).

5) The compounds of formula (4) in which Cy represents a 3-R-cinnolin-4-yl or 4-R-cinnolin-3-yl group
45 can be obtained by reacting a 3-R-4-halogeno-cinnoline (J. Chem. Soc. 1953, p. 609) with a thiophenol

derivative of general formula :

50

M=B'~ o -0Ts (2 0)

55

in which M, Rs, Rz and Ts have the same meanirg as above and B’ represents a -S- group to provide
the 4-tosyloxyphenyl derivative of general formula :

11



Soedi n. '3, pp. 412-414 (1970). 7) The conpounds of fornmula (4) in which Cy
represents a 2-R-pyrazolo [1,5-a] pyrid-1-yl group can be prepared, in
accordance with the nethod desegpig@ #98 grur opean pat ent application

EP- A-121, 197, by 20 treating a 2-R-pyrazolo[1l,5-a]pyridine with a halide
of fornmula (9) in the presence of a Friedel-Crafts catal yst such as for
exanpl e alum nium chloride, to provide the 4-nethoxyphenyl derivative of
general formula: 25 E{,err] 30 in which B, R [err] have the sane neani ng as

above. 35 The 1pyrro| opyri di ne deri vat ive of fornmula (24) is then

demet hyl ated fqQr_ Jpgusing pyridine Rydrochlorigg at [err] to

pr0\?| de the requ e ound of formul a (4)} 8) The cofpounds of formla
Y epr sents a phenyl ) be pre

t|ng
'e—ge Crafts

et the required conpound of
49?‘ 9) The cospounds 0 3 INW 4) in wiyoch Cy represents a
up or a 1-R-2-naphthyl group can be prepared by treating a
hal i de of general fornula: R 45 [err] 50 in which B apd Hal have the
same neani ng as abgve and .[err] each represent hydrogen r are taken
together with the CTarbon atomto which they are attached to forma phenyl
growp, with a nethoxyphenyl derivative of general formula: 55 13 EP O
302 793 irBihidR R, ReM:Jand Bs havé the slimheChednipg bg aboee/dnd Bhepesoe aveagieupg as above, in
t he pr eserithe 4absylaxyphengickistivalivead' faamaa(23) or$21') $sustbsegeenty ydiolysadnin bisiconedilen  t 0
obt ai n tidndnstaovepo amasuscfikal) metl midrokide togiva the| requirpd &Bnpowmdveih footmld3(4) inRyhich & 1 |
have t heepsasents andegidurg as above and [err] have the sanme neaning as in

Kar #ul a QPegundsgf formula (20 i whi ﬁmepimedf%r%'ﬂaacaeﬁzﬂﬁy baruged: st epretiby | at ed
usi ng f@?"qsmﬁ'amwpa b fpamylay@ e (21 tis demeihwiatediysing fop astenge hydsbrmiesfids onpound
of formul a % 'ph‘ Y?ﬂ‘f?dgf%f‘“'?@ W (2) e yoxidiz ﬁ&vﬁﬂ‘t 'FG&‘?&‘E?‘E’“H%{\‘M“F?e'been

OXi a etlc ld m a r 4 i
descr i bé’ ¥ repr'eﬁ‘sentgg - groury ‘ovh?c?rfmcggn%ﬁundea‘:ter rpg?en ation on a ca&a?? %h as palla mnr}< nown

pr Og‘;edu c arcoal or platinum charcoal gives the required compounds of formula (4) in whvch B’ represents a
-S02- group.

Alternatively the compounds of formula {(4) in question in which B’ represents a -S0O2- group can be
obtained from a 3-R-4-halogeno-cinnoline or a 4-R-3-halogeno-cinncline by reacting with a benzenesul-
phonyl derivative of general formula (20) in which B’ represents a -SOz- group to obtain a compound of

30 formula (21) or (21') in which B’ represents a -SQO2- group which is detosylated as described above to
provide the required compound of formula (4).
6) The compounds of formula (4) in which Cy represents a 6-R-pyrrolo{1 2-b]pyndazm-5—yl group can be
prepared by reacting a 3-halogenomethyl-pyridazine with a metat derivative of formula (17) to provide a
- pyridazine derivative of general formula:

as aki &g of fornula (9)

35

RT
:v'm O-CHZ-B'--O'R Caa)
| \N/N ) |

45 in which B, Ry, Rz and Ts have the same meaning as above, which is subsequently reacted with an a-
haloketone of formula (18) in the presence of a non-nucleophilic base such as for example 1,8-
diazabicyclo[5.4,0] undec-7-ene to give the pyrrolo [1,2-blpyridazine derivative of general formula:

50

55

12



Al ternatively the conpounds of formula (27) in which [err] are each

hydr ogen and B' 30 represents a [err] group can be prepared by treating
the alkali netal derivative of agggigaeagaqesul - phonate, with a phenyl
derivative of formul.a (26) in the presence of methansul phonic

aci d/ phosphor ous pentoxi de, in accordance with the nethod described in
Communi-cations, April 1984, p. 323. In accordance wi th anot her process, the
conmpounds of formula (4) in which Cy re‘hresents a 2- naphthyl group and B
represents a -SO2- group can be obtai pga reacting a 2-hal ogenosul phonyl

35 napht hal ene with a [erg'L—fhe 40Te. Thi s ssul phonate
derivétive is then re-arranged in t hage=esénce of alurgfﬂ.i chloride to
obtain a conpl ex whichs teg by an, acid such a hydrochloric acid to

f7fornmul'@ (4). 10) The conpounds of fornula
(4) in which Q/ repr ¢sent ptionally nmono- or di-substituted 2-R-4, 5-

- di hydro furan-3-yl gr e prepared by heating a ketone derivative of
f or muf®a (18) with a 1,2- 40 di hal ogenoet hane of general formula: [err]
(28) in which [err] which are the sane or different, each represent

hydrogen, ; Avlidd¥e'r Rl &Y land AiaG ofoariing radical, in the presence

of a basic aﬁu@?&s I%HRJ%@%f fdbn §) i¢ th&?!‘iy%lllﬁéf iRQ %@éuceme&d?n th&&d&e ueous alkali

cycl opr opaag ﬂ@rmu@ttd Mbvidefth bdbontpBindLet Rrmur(a)l 4 302 793 Bl [err]

10 in whi ch $hiordfettlybpyritiazmBds BSkndmY Qorhtind mgr&amlpmsﬁa .ab«ame.eaiam Sikl.

cycl opr opsbedirdgrdpvarisvegio).f ornul a (29) is subsequently heated between 100

and [ err] 7) Thetdomppmeseffamuiafid)an phicsey tepasmhisar 2-B-pyratolodt 5alpgdu-tf giodp camist ance

tri phenyl ptepgpdiimaccodarice iwia e ynhejfiodeledtyibedainiorpaesm pelahtaappigiation EPpY-1211 182, ly

4 1 0sl ox yrpdie gl 2-Rreyrazsplel 1iSeedpydding withe g &blide of forhua (914 the preserke op 8 FriedshCralts ch

B, R [eF?tf'V%ﬁ'EP"'I@ foreepampla alungiginge ohieridei iepPreyisle dsot @ethexypheme detypiiye of general

4- tosyl oxyR¥#y| derivative is then detosylated by treatment with a basic

agent such as an alkali netal hydroxide, to provide the required conpound

of fornmula (4). 11) The conpounds ofR for mula (4) in which Cy represents an

opti offal | y mono- or di- substj,tupg fgg@n- 3-yl group can be obtained

by oxidizing for instance w tl : e oxl &, a 4,5-di hydrofuran 30

derivative of formula ( a furan derivative s?\general f ormul a:
c

[err] 35 40 in which AerytRafd Ts have the sa ing as above,
whi chgfuran derivative i ubseguently treated with a agent such as
an al kali netal hydrox i i
v.
. in which B', R, Ry and-Rz have the same meaning as above.
35 ‘The pyrrolopyridine derivative of formula (24);is then demethylated for instance by using pyridine
hydrochloride at 200 - 220 *C to provide the required compound of formula {4).
8) The compounds of formula (4) in which Cy represents a pheny! group can be prepared by reacting
benzene with a halide of formula (9) in the presence of a Friedel-Crafts catalyst such as aluminium
A chloride, to provide the required compound of formula (4).

40 9) The compounds of formula (4) in which Cy represents a 2-R-phenyl group or a 1-R-2-naphthyl group
can be prepared by treating a halide of general formula:

R
45 .
- Ry -B'-Hal Cz 5)
.I .
\‘. R -
8
50
in which B', R and Hal have the same meaning as above and _R} and Rg each represent hydrogen or are
taken together with the carbon atom to which they are attached to form a phenyl group, with a
methoxyphenyl derivative of general formula: _
55 .
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conpound’ of formula (4). 45 12) The compounds of formula (4) in which Cy
represents a 2-R-furan-3-yl or 2-R-thien-3-yl or 2-R pyrrol-3-yl group can
be prepared by reacting a conpqgiglags rgpageral fornula: [err] 55 i n which
R has the sane neani.ng as above and Q represents -0, -S or 15 EP 0 302
793 Bl [err] 5 with a halide of formula (9) and in the presence of a
Friedel -Crafts catal yst such as alum niumchloride to obtain a 4-nethoxy
derivative of general forndy a: [err] 15 in which B, R [err] and Q have
t he sanme nmeani ng as above, ] which is subsequently decarboxyl ated by heating
and denet hyl ated with af ‘qoaH$ agent such as py2é8)i ne hydrochl ori de
or dqueous 20 hydr obrosli-e _&Ci d o provide the required conpound of
formula (4). Alternatively, the conpounds of fornmula (4) in which Cy
represents an optionally sibstituted 2-R- furan-3-yl group can be prepared
by oxidizing, for instance W t h manganese oxide .a sul phide derivative of
for 3 &0 o tionaII ubst j
_ q‘u Ss v;gi):h h?gfl averl) %&H‘ eanr:? a ovma 3 tie pr ence of V%Fri(eﬁel-cga ﬁ%ag)és&aught ly
treated 1) unifor anc an a ‘i netal hydroxide, to
provi de the 25 requrred conpound of fornula (4). 13) The conpounds of
formula (4) in which Cy represents §t1 -R-imdazol-2-yl or 1
- R-Benzi m dazol - 2-yl group can be ohtlained by reacting a 1 -R-im dazole or
1- R-benzi m dazole with asalide o 9) in the prefence of a
Friedel -Crafts catamwsi ' pride, to obtd’n a conmpound of
gerieral fornula: (30 [e in B, R [err] have the sanme neani ng
as above, [err]s e&gh esent hya.ogen or are taken together with the
carbon atons to which they are attacked to forma phenyl group which is
subsequent |y demet hyl ated using an ethanethiol/al um niumchloride mxture
or 2-nercaptoethanol in the presence of sodium hydride to obtain the
requi red” 1’1’8' Buﬁ'cﬁ'oﬁ"dtﬂorhﬁ‘ﬁlt%? “(aﬂ‘f me@ﬁ?ﬁ)ﬂﬁﬁ’i’ﬂ‘é" 3¢ Ry G'i’qrﬂ"l have @afam%mmne B[err]
is repl deB a so be us case

compbunds °F‘8?Lﬁ‘g 5'21 P Eﬂ’eé‘ ﬁt«‘sz Zt?iaa‘teeﬂa“tﬁgt 'ﬁ%’yﬁrtﬁacldrt%t ance

rovr e the re m ou
pal | adi fo }&L mo i'&‘éctJ ﬁéi%érbgéii &g&iﬂ&i’iﬂ% Rfmf&)%ggé &
mhen R ng&g&&p % a?ﬁ. nzi m dazol e 1's -pr te |n t he
- posi t1 ORo¥ali iyaiiie %ﬂﬁ&ﬂ&é ait (B GF Whidd) F9T A PR| B6 dalS hidiGen ndaRZY!
gr O4p WhbgEkeRs R -8 ﬂz;&%e bypeﬁ‘aréoemdaﬁi:‘g thd allhf Thtaff derivitivh 00a Slrateaionesll
pr ocedurgignate? With a p AetieOdTRMaSl 6Pk theOird8dhad df fbthbribulpkbnic hicieshdsidrdas ent s
an opti qaadotige, Hlabstdahdetvirel tenistriod A¥sRAKId iecomMmuiREtioN MY @982 abe prepared by
reAct i Ng am dceddengoivith aidtol plotess 1 caperpaicalof fomumul(€)in @Mich Cy represents a 2-
[err] naphthy! group and B’ represents (a3%8)D2- group can be obtained by reacting a 2-halogenosulphonyl -
35 naphthalene with a R;Rz-phenol derivative. This sulphonate derivative is then re-arranged in the
presence of aluminium chloride to obtain a complex which is treated by an acid such a hydrochloric acid
to provide the required compound of formula (4).
10) The compounds of formula (4) in which Cy represents an optionally mono- or di-substituted 2-R-4,5-
dihydro-furan-3-yl group can be prepared by heating a ketone derivative of formula (18) with a 1,2-

40 dihalogenoethane of general formuia :
Hal~CH-CH-Hal (28)
) ]
“ RysR16

in which Rys and Ris which are the same or different, each represent hydrogen, a lower alkyl radical or
50 a phenyl radical, in the presence of a basic agent such as an alkali metal carbonate, to obtain a
cyclopropane derivative of general formula :
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EP 0 302 793 B1 in which B, R [err] and Hal have the same neani ng as
above with a 4-nethoxy derivative of formula (26) in the presence of a
Friedel -Crafts catal yst such asgpbwabrresgychl oride to obtain the conpounds
of general fornmula: 5 R[err] 15 in which B, R[err] have the sane
meani ng as above, which is denethylated, using for instance al um nium
chloride, to provide the required conmpound of fornula (4). Conpounds of
fornul a (35) are known products havi ngtjbeen described in Gazz. Chim Ital.

76, 30 (1946) while the™ J:%re conmpounds Qf formula (35) can be obtained in
accordance with the metho S€B'i-het }
i
a

) Shr0ms cl assjical nethods. 20
Alternatively, the c 0 f_ foreua=(386) in whi (gz[grr] represents
hydrogen and B' repreqén %’e‘h] graup, can be obt& negd in accordance
with the nethod described in B. Hetero2 Chem 23, 1363 (1986) by reacting a
1- (4- et hoxy- benzenesul phonyl ) - 2- NN- di et hyl am noet hene wi t h hydroxyl am ne.
Simsjarly, conpounds of formula (36) in which B represents a [err] group,

[err] i sinahiRE, RIMNRNYEY AOCHAdFE Havb fho¥ainé Redrftiglab above.” €PI aced by - O Tosyl can
be used fomhekycRpropdng dbrivative Of oRRRORS) i SLbSIRRY REbIdHotwash 1007aRG T3H- i fi- .
These 3-prodandel biUé @ase Srasieh- éaflay@r $iR6 Yds) fol0 HBERB QdHeR/ABIbhing JPXREMIRmethyl

deri vat i an@soniuavchlogidelto @rovifdis 8€bsyickyoa Helaave oljehdialrmuisret hod described in
Gazzs Chim Ital. 98, 656 (1968) i.e. by reacting a benzenesul phonyl - ket one
and an hydroxam c acid derivative. 1§¥ The conpounds of fornula (4) in
which Cy represents a 5-R-pyrazol -4- group can be prepared by reacting a
onpound of general _formla: _30_[ 2 in which B, R [err] and Ts

_have the sane neani figs 3 " 279 e, 'to obtain the required .
scompbund of formula,(4): Th -onpo of formula (37 2®¢ conmpounds which
can be prepared in Rego ? e wth JR,Hetero. Chem, , 1363 (1986) i.e.
froma N, Ndinethyl am noethene deri va%i ve and hydrazi ne. 45

Al ternatively the conpounds of formula (4) in which Cy represents a
S- R—zpyr Q%thérﬁa'}’k qu Rz‘f'ﬁw‘?ﬁﬂ—, 4?1? Tglh v% léémg tegrlli'ned aLngI’an _hCOrEg)g 0 oxof ?ner al
for mul a:gemfative is then detosylated by irdihant h'b 'aqq’lft Rcﬁ"@ a Séﬁgﬁl al ro>¥d o, to
MBaNi NG pR§ic8 AR \Equiré oy b3l ). €xCess. The Co S 1 ’
11) The compounds of formula (4) in which Cy represents an optionally mono- or di- substituted 2-R-
furan-3-yl group can be obtained by oxidizing for instance with manganese oxide, a 4,5-dihydrofuran

o derivative of formula (30) to obtain a furan derivative of general formula;
- R
1
35 \
L, 31)
- Ris ' R, -

40
in which B, R, Ry, Rz, Ris, Rig and Ts have the same meaning as above, which furan derivative is

subsequently treated with a basic agent such as an alkali metal hydroxide, to obtain the required
compound of formula (4).

45  12) The compounds of formula (4) in which Cy represents a 2-R-furan-3-yl or 2-R-thien-3-yl or 2-R-
pyrrol-3-yl group can be prepared by reacting a compound of general formula:

% HOZC-U -R (g 2)

Q

- 56 in which R has the same meaning as above and Q represents -0, -S or

15



EP 0 302 793 Bl fornula (38) can be prepared in accordance with the nethod
described in J. Hetero. Chem 23, 1363 (1986) cited above. 16) The
conmpounds of forrmula (4) in weEPoiBo2yesepresents a 1 [err]-2-R-indol-3-yl or
l-[err]-3-Rindol-2-yl derivative can be prepared: .5 a) when [err]
represents hydrogen, by reacting p-nethoxythiophenol substituted by [err]
groups, with 2-R-indole or 3-R-indol,e in the presence of iodine, to provide
an indol e derivative of general fo+nuga: 70 [err] 15 in which R [err] have
the sane meaning as above, which can t'len be oxidized with 3- 20

¢ hl or O%?hr b éeo tl)f(%orr%glla ?9) and lR Eh%\{)lregeencg Qfea ledJ? %raft cat{liyg{ #I?t I x{%ﬁnl%f:lgqﬁig%{oal[ err ]

f of mul taina4-me derivative of ] fo
have t RE*S&RE ﬁﬁﬁhlﬁ@ YO0 GRS (PLIommHR: conmpounds of fornulae (39) and (40) can

subsequent |y be denethyl ated using 2-nercap- toethanol in the presence of
sodi um hydri de to provide the requu{ed conpounds of fornmula (4). 35 b)
whgn [err] is other than hydrogen, by treatl ng a corrpound of formula (39)

or (40) with an iodide of fQ%nuI 58 mhlch i s other than
hydrogen and denet hyl tTngJt < SU st| P 3der|v so obtained with
ﬁ éﬂ od

2- mer capt oet hanolyd ggence I um hydride,™ to provide the
required com pounds 0 mil a (4)R, 17) The conpounds of fornula (4) I n
whisch Cy represents a 2-R-5-[err]- 425 6, 7-tetrahydro-thieno[ 3, 2-c] -
pyrid-3-yl group and B' represents a -SO2- group can be prepared by
reacting a 2-R-5-[err]-4,5,6,7- tetrahydro-thieno[3,2-c] pyridine in which
\Ferr] ingvhishiBs R, Rncle d}bﬁyeﬁwemmhmaarmsrﬁg@bm wfichge pbseguerty dearbaxyled] er r |
(41) 5bv pepting P%d%%ﬁt ated \yith 79 q@propriplacagenesust #e Picknei hygroghioride oV aguepys t he
\p{zéseneﬂ"l'?f""\'f‘e"ccﬂa é’é‘l!\d H‘Bﬁ?‘l‘:‘""é’ﬁw’ %Ef BB (- ent oxi de to obtain a

tetrah d t'ié’up[ r;T %(% . rspr gan Opti %g%gweh err]
10 in rmul to o na to su or] None same
oo gah.f}ag a§§ s&% éﬁ& ?mgsx% ié%@fau ','Iiaﬁ g" oy g Ml 3

13) The compounds of formula (4) in which Cy represents a 1-R-imidazol-2-yl or 1-R-benzimidazol-2-yl
group can be obtained by reacting a 1-R-imidazole or 1-R-benzimidazole with a halide of formula (9) in
the presence of a Friedel-Crafts catalyst such as aluminium chloride, to obtain a compound of general
formula :

. (34) .
35

40 in which B', R, Ry and Rz have the same meaning as above, R; and Rs each represent hydrogen or are
taken together with the carbon atoms to which they are attached to form a phenyl group which is
subsequently demethylated using an ethanethiol/aluminium chloride mixture or 2-mercaptoethanol in the
presence of sodium hydride to obtain the required compound of formula (4).

Compounds of formula (34) in which -OCH;s is replaced by -O Benzy! can also be used. In such case the

45 compounds of formula (34) in question are debenzylated using for instance palladium charcoal for
obtaining the required compound of formula (4).

When R represents hydrogen, imidazole or benzimidazole is protected in the 1-position with an
appropriate N-protecting  group for instance a benzyl group which can subsequently be removed, if
desired, using classical procedures.

§0 14) The compounds of formula (4) in which Cy represents an optionally substituted 5-R-isoxazol-4-yi
derivative can be prepared by reacting an isoxazole derivative of general formula :

R, e~ -B'-Hal (35)
55 15 l
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met al hy‘droxi de to provide the required conmpounds of fornula (4) in which
[err] 1 is other than hydrogen. 15 Starting
2R-5-[err]-4,5,6,7-tetrahydro-t hEreggé87ed B4 pyri di nes are known conpounds
havi ng been described .in Heterocycles, 22, 1235 (1984) or can be prepared
in accordance with the nethod descri bed ther ein. 18) The conpounds of
fornmul a (idyhicmBWRI Ryh ai/Hal baye $weane meaning Rs elipve Wil 34-pethgxy deriviative 3t fpimulgr(@ip can
be prepariedhebpresepedr of 4 Eiiqde)-Giafts maiglyeirmyctops plpminiyinzehionds) toj obtaiphihe lsoreunds of
repr esent®n@@EmYgF or hal obenzyl radical and further reacting the

4- hydr oxybenzenesul phonyl derivative so obtained with palladi um 20

char ®al in diphenylether to provide the required conpound of formula (4).
19) The conpounds of formula (4) in thi ch Cy represents a 5-R-thiazol-4-yl

group can be prepared by denet hyl at i a conmpound of general fornula: 25
[err] 30 in which By er gt hesamgneani ng as abeye, using
hydrgprom c acid in }i: cid, 35, pro@r de the required conpounds of

formula (4). The conpo ds f-RforrruI 8 (43) can be obtained in accordance
with the method describedon Tetrah.Bdett. 1972, p. 2777 i.e. froma

sul phonyl net hyl | socyani deand a t hi ogl ycolic aci d derivative. 20) The
conpounds of formula (4) in which Cy represents a 1-[err]-5-R-imdazol -4-yl
gr oups cann bhaice I8, &, me drD sinddRFEHaly tha tshiig) mékriing ad- db6ver amtiDRtdememylatbd) ubiRg for

pr esence intansoghirsivurh piloride,ao pavieonPpagiidd 6émpbind of fogewe@al formula: [err] in
whi ch B', Reoripponds,of fdmauie (356hae seuwp praglacts haying Seanbdes@ibed i Gz \Ohitke Heihg, 30

requi red (wﬁpumhdbe otherf eampoings (o} jormb (35) canhige csriprgUin dscarrfandeowithLihe: neihdd can
be obt ai rrsgcriped thereip piaseieal wehedst he net hod described in Tetra- hedron Lett.
23; Pp. 2dymatrey.ghg 3; nds b formpig {96 i wh'ﬁhaﬁy'rewaenf;mvere A e repragenin2

| m dazol ‘ﬂ@?’r&ﬁé‘?r P8 be '“?"hé‘ Q?B?ﬁﬁﬁ%ﬂ‘g‘ 5 methedtiesaribed olprn: Cheng' 23, 1363

represent(égeﬁ) in F’E%\’r?g‘ "h"' P “E?P‘“?’I?r"ﬁ‘ﬂlhéd' ming V\/m ch
' [err] are ?“éy "érmrwd?bﬁ’? ﬂ'é' eue ro amz' ?“ R‘fr‘Fe "‘é ’Tﬂg to

rm a 4)0? e -5 -Q.( &os - en enes hon xazo enva ve (ga Cc' I C

group hav acdnc ﬁ' g%g tgaau

gr oup 'n%%z%n fibfonsi he AnQQ i&a,r a sér.v o TRIRE: oo

a 3- R m&mn f&ar.eu prgsrem aE-?m“:p 4azqr4twg.roep @&matdaapzreuh gr oup

can be prrggg@,r Efcorpbund & | he met hod described in J.

vol . 435, No. 12, pp. 4217- 4222 (1970) by heating a 5 conpound of general
formula: [err] in which [err] are §aken together with the carbon atomto
whi ch they are attached to forma gtoup is having from5 to 10 carbon
at'ons and optionally substrtuteo biy—an R group in the [err]-position with
respect to the nethy ap!- TS of 4t osyl 0XgBenzene substit ut ed
by [exr] groups in a appdo riate ent such as benzene and in the
presence of anhydrou§ cu E chl orgde and triethylanine, to obtain a

4-t osyl oxyphenyl derrvafrve of genetral fornula:

H

40
in which B', R, R1, Rz and Ts have the same meaning as above, with hydrazine, to obtain the required
compound of formula (4).
The compounds of formula (37) are compounds which can be prepared in accordance with J. Hetero.
Chem., 23, 1363 (1986) i.e. from a N,N-dimethylaminoethene derivative and hydrazine.

45 Alternatively the compounds of formula (4) in which Cy represents a 5-R-pyrazol-4-yl group can be
directly obtained from a compound of general formula :

50 'I'sO-C>--SO2 CH
o 3

N C=CH-N (38)

R=C d N CH3

65 0

in which R and Ts have the same meaning as above, and hydrazine in excess. The compounds of
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20 [err] in which [err] and Ts have the sane neaning as above and [err]
have the sane neaning as In so formula (37) which is then detosyl ated

usi ng an appropriate agent sucBpasg2iregpfal i nmetal hydroxide to obtain the
requi red conpound of formula (4). b) Conpounds of fornula (4) in which Cy .
represents a group (E). 35 . The conpounds of fornmula (4) in which Cy

I epr esefrrmulz (38) 63ni by miepael -l agebrdgice MitiRite amrthiod ddecribdd- i -Jy Hetgrp.otheme &%) 1988

obt ai nefi98h) citadzpboveng a 2- R-i m dazol e or 2-R-benzinidazole with a halide of
f or mul a19)9e icomroreds|of Pl @) bfwhigh Ly ireptRsentCr &f 152-BidelfSyd or Sie 3-Raigdakyhi ni um
chl or i d@erivatye gangeiprpargd ¢ onpound of general formula 40 [err] 45 50 in which
B, R [er?{p']'“ﬂh@té reRigseats fydrogan, By FRictng Pa‘hﬁ?\?é‘/"?i??ae"?é bstifutad Ly T 2ad, Rxgravps.

hydr ogen HI 2Pdndpla e 3-Friadpia Rehe qiPtsrce pldoding foproddeoths™mide dmivetive ohesperal e

att ached P&™3%rm a phenyl group. The conpound of formula (47) is then
denet hyl at ed using an appropriate agent for instance an 55

et hgnet hi ol / al um ni um chl ori de m xture go give the required conpound of _
formula (4). 20 3 Bl c¢) Godnpounds of forrmula (4) in which Cy

represents a group g_quspd v Iagé4) in whjch Cy represents

for instance a 2-R- f o.@ TCBgesent s BPS®@- group can

be prepared by reac : 3?3- hal ogemo ronone with a 4-nmethoxy 5

derjsvative of formula {9) ifi which B regpresents a -SO2- group, in the

presence of a Friedel-Craft® catal yst sdch as alum niumchloride, to obtain
"~ the chronone derivative of general fornula: 10 [err] in

which R [err] have the sanme neaning as above, which is optionally

denet hyl aitexbicht.ngy &ndr Ri have dhec eamemeaning dsyabowh woinh caratheal be roxidiged it 3-
Rydeochl othiognperbenzoip peid fodpeovidp thesulpheny! derivelyapefwanprabforidg nul a 20 (4). d)
Compounds of fornula (4) in which Cy represents a group (G The conpounds
of formula (4) in which Cy represents &n optionally substituted

5-R-2, 3-dl hydro-furan-2- 25 one-4-yl cagn be prepared by reacting, in basic

medium for instance 3 Im car bogatreT™g ne of for a (18) with a
2- HAl ogenoacet ate ¢ | Lf"o$q]a]'l "8&?3 (%Ii [err]
in which Hal, [err g t S mea g“as above, to obtain a ketoester

which is first hydrd e\d\t@b/in basi c |m§di um and then treated with a strong
acid to provide the carbox‘ylic_acid deri"vative of general fornula: [err] 45

inghich B, R [err] have the same neani ng as above.

in which R, Ry and Rz have the same meaning as above. .
The compounds of formulae (39) and (40) can subsequently be demethylated using 2-mercap-
toethanol in the presence of sodium hydride o provide the required compounds of formula (4).

35 b) when Ry, is other than hydrogen, by treating a compound of formula (392) or (40) with an iodide of
formula Ry1-1 in which Rq4 is other than hydrogen and demethylating the 1-substituted derivative so
obtained with 2-mercaptosthanol in the presence of sodium hydride, to provide the required com-
pounds of formula (4).

\_/ 17) The compounds of formula (4) in which Cy represents a 2-R-5-R;1-4,5,8,7-tetrahydro-thieno3,2-c}-

40 pyrid-3-yl group and B' represents a -SO2- group can be prepared by reacting a 2-R-5-R;1-4,5,8,7-
tetrahydro-thieno[3,2-c] pyridine in which Ri1 is other than hydrogen with a compourid of general formula

N

R

1 .
45
M-SO3-< \>-o Bz 1)
2

R

50

in which Ry, Rz, M and Bz have the same meaning as above, in the presence of methanesulphonic
acid/phosphorous pentoxide to obtain a tetrahydrothienopyridine of general formula :

55
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The acid of fornula (50) when treated with trifluoroacetic acid or thionyl
chloride provides the required so conpound of fornmula (4). e) Conpounds of
formula (4) in which Cy represqﬂuf @ (H The conpounds of formula (4)
in which Cy represents an optiona ?y substltuted 5-R-1, 3-di hydro-2H 55
i m dazol - 2-one-4-yl can be obtained by reacting a 5-R-im dazol-2-one with a
hal i de of formula (9) to obtain a conpound of general fornula: 21 EP O
302 793 Bl [err] in which R [err] andlﬁ have the sanme neani ng as above
which is subsequently denethyl ated usi approprlate procedures such as in
-the presence of g od C aci d e\ roc e or robrom c acid,
to &btain the req‘dlﬁ ds% 4;60% ‘Xg an a(I ?grnatl ve
procedure, the conpgunds J'of fHrgula (‘ I'n question can be prepared by
adapting the nethod axg+0 that dederibed in J. Am Chem Soc. 68, p.
2350 (1946). According to an alternative nethod, the conpounds of formula
(1) |n which B represents a -S- or [err] group and A represents an al kyl ene
radlcal, I t hos whi ch res s a | ene radical, can
al S0 be y ﬁ;{ﬂ é{d'?j naé’(???ensame mea’f' sﬁgg"gé ”o'}asﬂp 'g‘%/@e%i‘ﬁ’@ﬁa%qﬁﬁ'“hs an
al kal i 'Tﬁ& mﬂﬁaﬁ Q)F‘%Fﬁxla (49 are RethR R r‘l@?g g Etsu nasaalnk et al
1

1yt O Wit akoiSs cx bbbl vy e o ol i de
SUCh as seRmMb 2RstH 4,589-1dken Fb-tﬁ\ A@ c]..ﬂ}ﬁ&. s GAipBun £vm r’ﬁ | um
met hy| atreHetdrocptibyy bati235 (fo dpaed ac ahéé%ﬂw\t’r% thod @ & therain, & Ove
with a c8nmewodpaindgdiemak (i)qni wubraCy FepFekdnts38) 2-Rltendfi20d] p% otddf cafbe
“eani ng pepareh by bycholsing s ebrapaabd yf fouIac@BTh Whith ROY fePéseifs ibenzyl or halobenzyl
benzenesdicghandy fudiey reacting: thel daytesitiepronesyiphony! Ganlitioalso obtaindd vt Edlisiva
sal kapl eneharcediiit dihenylethdr &y providhl tie, required donipenne of foemubae neani ng as above, the
react i oA9tTAR cARPYNdERE famulz (4) Brhish Lyusreessats wchihiazahy Ak gronparam bel pepaetioy he
ref | uxi APMeRYAIRG ¢ampaundfof generatferdivlam and in a pol ar sol vent such as net hyl
et hyl ketone or dinethyl sul phoxide to formthe .desired am noal koxyphenyl
derivative of formula (1) in the formof the free base. 35 When [err]
repfesents hydr ogen, the nitrogedﬁaton1is preferably protected by a labile
group for instance a protecting_droup which can be elimnated in basic
medi um for exanpl e jghe _t ecgl Xy hoai! (BOC) groggs) The conpounds of
formula (52) are pr§ductg whi own or which can be prepared by known
nmetdgods. 40 The comound3y-pf forrula (1) in which Cy represents a group
(E), A represents an yl ene chdin and B represents a -S- or -SO2- group
. can al so be prepared by reacting a 2-R-im dazole or 2-R-benzim dazole with
4 hal i de of general fornula: 45 [err] 50 in which B, [err], Hal and X have
‘the sanie wikal',IR) RaandBokidve atRsane MBRTIRSAHboveRiking! HyirbstoRic @Bidiinacetidacid R
~ pr esencerodde tharequiied cenenpts of fosual4)as tri et hyl am ne to obtain a conpound of

gener al THeogompbunds of formula (43) can be obtained in accordance with the method described in Tetrah.
Lett. 1972, p. 2777 i.e. from a sulphonyimethylisocyanideand a thioglycolic acid derivative.
20) The compounds of formula (4) in which Cy represents a 1-Rq1-5-R-imidazol-4-yl group can be

k/ obtained by demethylating with 2-mercaptoethanol in the presence of sedium hydride, a compound of
40 general formula :
R4
© N -n'-< . -0cH, (44)
<
¥ 2 |
50 R“

in which B, R, Ry, Rz and Ry have the same meaning as above, to provide the required compounds of
formula (4).

55 The compounds of formula (44) can be obtained in accordance with the method described in Tetra-
hedron Lett. 23, pp. 2373-2374 (1972) i.e. from a sulphonyimethylisccyanide and an imidazol derivative.
21) The compounds of formula (4) in which B’ represents a -SO,- group and Cy represents a group of
formula (D) in which Rs and Rs are taken together with the carbon atom to which they are attached to
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55 22 EP 0 302 793 Bl [err] in which B R [err] and X have the sane
meani ng as above, [err] each represent hydrogen or are taken together with
the carbon atomto which they gpg spt7agpgd to forma phenyl group and A
represents an 15 al kyl ene chain, which conpound is subsequently reacted
with an amne of formula (3) to obtain the required conpound of formula (1)
in the flann odn aromateemivas er diSSiyetic| carbogyclict Greupc baving Ureohs5 ¢d 16 oarben atorfd pnd n

whi ch Cypptiopglly eghstiitted bna Bgrrup iivethé y-pesition witorespct-to the lpwsthybegreg, @+ instance a 3-

R- 4, 5- diftigden8=yt. @rigycigheyxen-tyyl on b-R-3¢-dieydroenaphit-2-ylzatoun | cRy be prepardsa inrrcenidang®

r epr esemit’ he mghoq)fleT@qeﬂ]in g &b, Chemn vahedB Nep g o B3171492% (IPTPY ibyi hegling a
cycPopr GYBRMENGHEOPRRPER! ot formul a (29) in the presence of an aqueous

al kali 20 nmetal hydroxide solution to provide a 4-nethoxyphenyl derivative
of general formula: 25 [err] 30 in which B, R [err] have
t he sane neani ng as ogs\whi ch is then reacted: - with a dihal oal kane of
forpula (5) and the{resultingiproduct with an am ne of{4Bdrmul a (3) or 35

- wth a conpound of\ gege formula (52), to provide an am noal koxyphenyl
derivative of general fobnula: [err] in which B, R [err] have the sane
meani ng as above and A represents an al kyl ene chain. 50 The

cycl opr @i il Gind Wi lale\tkeR toghtRdr With the (caBon dtdm TNRARAANG "l HtaliB@ to8mPEEMEEN 100
andys1 30 hvirgNroEto N0 REBHC oY and oPIAR slisshOBE BY a Bagralb Yibthe S4p6dNioA Mith REpecSt ance
tri phenyd maasqiyingqroap, with & apidy | of lansslbyooraeitDsubstitusd BN RO Rhd @, tgioups Gvarde t he
requi r edpropBatel isblyadt subhiasclsengbae andeib the @reséncé ofranhyldeous dupri¢ chidrii@arfdaiethylainina, f r ee
base. 1l obilirend-Bsylepphemt tdrigatise of gehergjfoomyls : by treating, wi th an oxidizing
agent, a sul phide of forrmula (1) in which B represents a -S- group, this
caonfound of forrmula (1) being in thg formof the free base of a salt
thereof 55 so as to gbtain the requifired conpound in the formof the free
base or a salt thergoig~\here the ~gayged conpound s Rrovided in the form
of a salt, the freq base i fti®o e@'Eﬁ/ered b@séatment with a basic
agept such as an al aki/ tal carbéfEee for exanpl e potassi um car bonate or
an 3l kali metal bicarl$onate for exalgBI e sodi um bi carbonate. 23 EP 0 302
793 Bl Generally, the reaction takes®place in water or in an organic

sol vent such as nethylene chloride and in the presence of a suitable

oxi di Zi ROWRASH! RSMHETsHavel thS safbINdBhify LMW BB R IaRFIAL Fave BBIsERS mBARing as in
per Fang fnadi£ (39 whichGE tHeh QBsyR&NZShE aEdpfbprides BfSRCEUBIDasOdh IR mdtal Rlia7okiBd wrgent
used, Mobthiblhe SequifedTompdiAX bidemurid)Sul phones can be obtai ned. These o

(N

b) Compounds of formula (4).in which Cy represents a group (E).

35 The compounds of formula (4) in which Cy represenis a 2-R-imidazol-1-yl or 2-R-benzimidazol-1-yl
group can be obtained by reacting a 2-R-imidazole or 2-R-benzimidazole with a halide of formula (9) in the
presence of a Friedel-Crafts catalyst such as aluminium-chloride, to provide a compound of general formula

\.—4'40
e N R! @ 7)
® _L'- _ ~ocH,
Ry

50

in which B, R, R and Rz have the same meaning as above and R; and Rg each represent hydrogen or are
taken together with the carbon atoms to which they are attached to form a phenyl group.
The compound of formula (47) is then demethylated using an appropriate agent for instance an
86 ethanethiol/aluminium chioride mixture to give the required compound of formula (4).
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5 'mixtures can be separated by conventional procedures for instance by
chromat ography. 111. When B represents a -S- or [err] group and A
represents an optionally substi tgd @goz7dds OXy- propyl ene chain, by reacting
under reflux a 4-hydroxyphenyl derivative of fornmula (4) with an

epi hal ohydrin, such as epichlorhydrin or epibromhydrin in dextrorotatory or
| aevor ot)doowguntipofivrania (4) intwhishiCy represéntaia gowt (Y e of t hese isoners, for
exanple in racemc form and in the presence of a basic agent such as an

al kal i netTag caropoyed pfopmuis, (4) in whish &irppreesseis &es distenseca Piicheemen-3yharadnkandi B' net al
hydr oxy geresenisr a oSQemSrauP <88 A rpreparep B f8actingn? 1Pf3-bplaodeo-chigmong wish B haetagxy

hy dr i 8 e deri¥afics, offermula ) iAW) P rertesspts 315%- igsoup: inybp Rresence g, friedel-Crafty catalyst p| e
sodi um THSP RS/ flupipiug chigridgy ip Qhtain the ghyomene detiyative of gggpraldorulay,ch as met hyl et hyl
Ketone to give the oxiranyl- nethoxy derivatives of general formula: [err]
26 in which Cy, B, [err] cpave t he sage meani ng as above. The

oxyrghyl met hoxy derivativgs of fornul 31(57) are then treated under refl ux
with an amne of forpula (< this bedrgperforned in ar solvent such
as nethyl ethyl kepsf ' 2Py of forWll g (3) to give the
desired conpound o é&l Hg—FeT m of the free base In which A
represents a 2- hy&{oxyso e chai g which can be reacted, |If desired,
withs@ |ower alkyl hatideYn the presegce of a 30 strong base to provide

t he conpound of fornula (1) in the formof the free base in which A
represents a 2- hydroxypropyl ene chain in which the hydroxy is substituted
by a | oinerhichl Ry amsidRc hdve then ssmenweaning es ,ablyve- whichdiscaptionatlyy ddnethiisledmising for

par al | einstatice aquepus hydmipromiadaid off pyfidineniideeci&iny, to brovids, the requitet somppyed of formula

4-( 32haf¥d- 2- hydr oxypr opoxy) benzenesul phonyl derivatives. On reaction with
the arnine of fornula (3), these derivatives will nevertheless give rise to
t he desfr@APamdzefiis Ingythich Gy sepresentsi g oeyp @hi ch A represents a

2- hydroxyggé) %I@gﬁ%ég ai n@( hew(;I n%orunrgs of f%r mﬂl aubé‘?‘%{%@r %’% &b]ggingfd in
I WRIFTY BRIOORIR PR PRUSTETY B A
cccofl discA s % ‘%&g%e J%E’ag‘;f}ai‘jg;ab%'ema%%w S B 8 A, 1 o0

far
§ §: ]
| lg% ener: : . .
exanpl e oxa C, net esul phoni ¢, benzoic, ascorbic,

1
e mar i c,
panoi ¢, succinic, hexam c, bisnethylenesalicylic, ethanedisul phonic,
acetic, propionic, tartaHebsCls&PpRylic, citric, gluconic, lactic, malic,
cinnggm c, mandelic, 40 citraconic, aspartic, palgf @c, stearic, itaconic,
gl ycolic, p-am nobenzoic, gl%ltgin‘i c, benzenesul pRoh+# or theophyllineacetic
acid or with lysine or histidine. Simlarly, the N-oxide derivatives of the
>0npounds of formula (1) can be fornmed by oxidizing the conmpound of formula
(1) in iqubish HanRiwiahdh Rarhaesptbe equre redasing s ahiovsi, teepbtaipeatetobeier whith iscfing bydngiysed gen
per oxd die besic Bedivh @nd then trexedowith a1strodg adjd to providebthe sarkoxylic agid derivative of general
di al kyaleimmsal koxybenzenesul phonyl - benzof uran or benzot hi ophene derivatives
are re- ported in US patent No. 4, 117y 128 as presenting pharnacol ogi cal
effects in the cardiovascular field. EP-A-235 111 discl oses cardi ovascul ar
active am noal koxybenzenesul phonyl -deol i zin-1-yl derivatives, which are
excl fded fromthe scope of the presknt application by ns of a disclainer
(Cy representing a go icoggldep y)A0r ou In th@r se of the
el aboration of the prlesént! i nvent Ssts were carm™ out with conpounds
specifically cited in tﬁﬁf‘%‘f’oresai di US patent, nore particularly with
2-ethyl- or 2-n-buty|-3-[4¥(2- R,
di et hyl am noet hoxy) benzenesul phonyl ] benzof uran. Fromresults of these
tests, it could be concluded that in the dog at the dose of 10 ngy/ kg by
i nt r aveinetish BORLA, Ri dna TR, Kvowe sandipcaning as siokey present a weak
a- ant i adr enesdyi of famula\(§0) whenrttbated with triliorqaceic tacid ail thignyh chidride prlovidesttheadquiaer gi C
ef f eed . colvipone of loowladden surpri singly di scovered, in the context of the

present invention, that by replacing the
e) Compounds of formula (4) in which Cy represents a group (H)

The compounds of formula (4) in which Cy represents an optionally substituted 5-R-1,3-dihydro-2H-
56 imidazol-2-one-4-yl can be obtained by reacting a 5-R-imidazol-2-one with a halide of formula (9) to obtain a
compound of general formula:
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mono- or di-al kyl ami noal koxy chai n of the benzenesul phonyl - benzof urans or
benzot hi ophenes of the prior art by an aral kyl am noal koxy chai n, conpounds
are obtai ned which show nuch ggpaisge 3 mnd [err]- 24 EP 0 302 793 B1
antiadrenergic activities than those of the known conpounds in question.
For instance, aral kyl am noal koxybenzenesul phonyl - benzof urans or

benzot hi ophenes in question have shgwn, at doses as lowas 0.1 to 1.5

nmg/ kg, sub-total inhibition of the 1adrenerg|c effect together with an

i mportant [err]-antiadrenergi ¢ a ; Such v | uabl e

anti adrenergic proﬁqag‘tﬂ - 8 ~0&pe pr eit I n conmpounds
sinflar in structure tlo the‘ aral Qamaimg(OF:1 koxybeuzenesul phonyl - benzof ur ans
and benzot hi ophenes _i TRon but RI n whi ch the benzofuran or

benzot hi ophene nnlePy IS replaced by anot her carbocyclic or heterocyclic
group. A particularly vahijgbl e class of conpounds of the invention are
those in which B represen a [err] group, and Cy represents a group
selected from 10 - 2-R-indolizin-3- yI - benzofuryl, benzothienyl or

i ndol i\ whBY B, MaRS, KK IRy JlrM B hdde %@Zrﬂé Woantighsh absvs BRIDEA %@s@&ﬁﬂfy%’e%gthylated

2-R-i ndmp} -a §m fate roéHdhr@Q shdhY bs FHER GH8soRc egoﬂléhlﬂ@ fid Beid- Midine hydrochioride or

pyrr 0|h(9{ir$br5m|b A abw 1Y heq¥RH ordiukd & Wrddih 1#).6- R-pyrrol of 1, 2- b] -
pyrisdazi Rs dranbrndide procedurd)thd@Edmpoiintis OF fardvialal(4)Ghy dueBidh @anR drépatel By bdapting the

2- R- pymieatoad [sinfiidr, 16 that] daydribelt i JyAm. -Chemii Sde.88[ il 28504i9ag)r i dyl nore particularly

2- R-i m décxcofdibg B @] gtgmatisle Brethbd, thedpdpaindyad foorhiukx € Ninlwhicth Baegesetts g t8-ar 1S0;-

2<R- 3,9%ougd iahd/ & rapfagerdmanliylenegradicah profergbivethgse imwhich Aprapreseoislaprdpylesd- ridiical, péreny| -
napht H%SP beorotaingd oy reastingr Inythe pRsdnce ah A thesic agept such _asjancaiiely mefsbeasbooatetfocul ar | y
R R0 rRIBTRISPaRssigp carbpnatey an alill imetahydmxide suckysp sefiugy or notassiugs hyseaxide.fag alitell t hat

t he cd9Q! (Han FHE ﬁ)&?’”@dﬁdv‘i“’t %S‘fa"tahé“e@b ﬁ@%\ﬂﬁﬂs fop pxamplo_ sodiymmetaxiaty & At

| east SHwla) 2 HBvdryyPhapy desivative of formuia ) alpaye pitthcompgurg of generalderaulgar £ or med wi t h

t he known conpounds. In contrast to the known zrmounds, it has thus been

pos |b| e to denonstrate for the conpounds of t nNesent invention a
phafnmacol ogi cal spectr uﬁrﬁ‘é{/eﬁ MrfRant i cal ci um a- and
[err]-antiadrenergic corrpo nts with a 25 bal anced intensity which is of
t herapeutic value, for exangle, for treatnent of angina. As has been
reported in detail by R Charlier in "Bruxelles Medical", No. 9, Septenber
1964, iPREIESX Rt IhexaMe mohnirgSas A66/E RAESHeibAB reprasehidichiBiia of @ berbréSuidhoMadxpBent
shoul g-teigenesuphbilyRxy tablicd) K fepréstnlan alflerdIthdi@PidZH: DAk, IH) hadthd siHothbRahiay & t ype
car di uaeCHé Mactibe GRihg PIBG. at & Aertipdtaturectioliveefl gRMiteMpRedtad b thd rethixing kéripgratufee

a-1 ec epthemmdia\aed ieaolapsopa sad.as BBthy! othyHewey ardimdtsuiphdxidb ecbrmahpiastat | on of
such cowegkmykhenybddrivative ofdainnie (1) indle fanmodf trm freeb@ened unsuccessful , very

pr ofsabl yWhianeRst repredsats fhidregen.iibe nigogpere eterp tisopreferaipha grotertsd by & hdﬂ,mowmrynsansﬁer y
part i & preiegtieg govr whichoeandfe dlimisated)incheaie gledium artexample the tegiobutoxyearbany! (BAE)

[err] Sf¥Reptors being unaffected. In fact, the nost undesirable

haenod n‘éh‘?l EmRHAAY eisPrnuiadpR) athPregrCls TS arehkngnp ioh Ahiseandie; RieRgHed Y APEM U | ng
t\hel r u

the®] or 1o 'ga%:g%a%@g 2 ) m”vﬁ*,gb ﬁg&r@%s'rahts?%éod' ?égﬁﬂ%ﬁ‘r% C°”Se§§a_'fg%; AR

drugs \ v reZI. Cllia pge'L§£, g??’%ﬁ &g cCep ’°3° t%46n
45 Rl
Hal-B'-</ : \> ~Q=A=X (5,9
50 R,

in which B, Ry, Rz, Hal and X have the same meaning as above and A represents an alkylene chain, in the
presence of an acid acceptor such as triethylamine to obtain a compound of general formula:
565
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These conpounds, which are of genuine clinical value, decrease the attacks
of angina by reducing the work of the heart by slowing the heart rate.
However, these is no fall in thegpgydgeliasdly arterial resistance which, on
the contraty, rises .through release of the tonicity. These drug treatnents
nevert hel ess nodi fy sone haenodynam c paraneters in a direction which, at a
40 fundanental |evel, detracts fronrthe val ue of these drugs for angina
pectoris patients in 1%u% and heart patients in general. If the

anti adrenergic aspec of fI bl o rs i s considered, it becones clear that
only the tachycardra\a asa of the force and the speed of
contré&ction of the heart are apable 3f being neutralized, the arterial
hypertensi on involving a sti Aéffr' hg-f8ceptors ¢n y ch
fl-antagoni sts have no action. |nAact, while th&_Cay¥di ovascul ar

di st ur bances brought about by the stilnmulation of the [err]-receptors are
the npre harnful to angina patients, Byt is nonetheless true that arteri al
hyper?ension al so plays a not insignificant part. In addition, blocking the
[err]-receptors involves a risk, depriving the patient suffering from

cardi ac y Rt &1 & RNAY ardix favé RERSASAbdAnY 2S RIS, 35 H&*‘éa@ﬁ'rsﬁ%séﬁ?ﬁﬁ%gba’or% ngs

i Nt o pl aykel Sgbthdtiwith (o Sarbbr bk &t vHich 19 arel dtschbd fo $drRRGMenyllgtbup dnghl rﬁ%esents an
nechagi samyueﬁeﬁ@aumn‘bhe&ﬂmn&@@u&faquéhlyq&cﬁaWammnm forrfdta @fioldvaiN tiefreduliey

[ er r] - adiompeid biGoraRl(H M thé RAISHa fe8 basal t 1 cul ar, to an increase in the force
and t he spsadaryfthe ompoanes blormfa (t)hewmarytreprésems anauEicalyBeno- orfdi-tsihstitutsy 21 em

i 's_ bl oclreds-dibyupo-fomhB3ehgrop.i Afrapresangs & dkylena cighincetid iBrisprbsonts iae$roy -S0ep goue k@es a
Wor seni reg podpatad by hydidysing rradyclbprerakeidanivative of formulh 29t 8 theoggeseade of en apeeis@leali t hat
t'he uze mgftal Aydrexide solifiop tuevidptacisesti®Rypheny| danivdtive of gererahfeunueonpl ete wil | al ways
"involve a cardiac risk. It hence appears to be desirable not to seek
conplete a- or [err]-antagonistic properties, given the clinical side
effects that these can_bring about. Ré seens nore | ogi ¢l ai mto subdue
rather that to elrﬂ?naﬁg t he cardrov cul ar di sturbanc€s® 'ch characterize
the h¥fperstimul ation of f\e g (St as a who EP 0 302
793 Bl The conpounds of t ve e IS objectlve srnce t hey show

- inconplete a- and | ﬁbOantiaorenergic properties. They can hence be
- consi dered, not as h!r gbl kers buk, as adreno-decelerators, that is to
say pgrtial antagonists of the a- and [err]-adrenergic reactions, '
potentially devoid of the disadvantages |isted above for [err]-bl ockers. 5
In addition, the cal ci.uminhibitory conponent denonstrated in the conpounds
oft he iimwReH B ) R\ Rzl RABGhd RS havb tRXSARIMCARNRY asCDOR WHIBRNS thbrorekdia!:

phar macol egwited dilsparins bhoiulal (fcind the assditing\aciDetivath adarhihedt forinlila (33 oknown, i n

ef f ects, t hatitht & eohpaand pbgdneal foomlle (5A)nta progde sn emipoaifoxyphenyhaerimatice opgamenat s of
the action fomuantial in heart cells and, in consequence, this transport

pl ays a fundanmental part in the electrrcal conduction as well as in the

di sorders which ma occur therein (erhythnra) In addition, it is known
that 10 cal ci um re |nvoIved]|n the excitation-contraction coupling

- whi ch®control s the deg e f va

iC- {i n oth nmus nd, in
t he sanme circunstances rigic 4"“0 Qf adks of %?’
caIEf%F“

pectoris. Conpoungs nrantagomtsts act at the level of the
cell nmenbrane by se |ve,y prevenﬁ?ng calcr&hrfronrpartrcrpatlng in the
procegs of contraction witQin the arterial cell. In fact, it appears

increasingly clear, at the present tine, that the clinical results provi ded
by the .

in which B', R, Ri, Rz, Rs, R¢; Alk, Ris and Rys have the same meaning as above and A represents

an alkylene chain.

50 The cyclopropane derivative of formula {56) is subsequently heated between 100 and 130°C in the
presence of a phase iransfer catalyst such as for instance triphenylphosphine or tricaprylylmethyl ammo-
nium chloride to provide the required 2,3-dihydrofuran derivative of formula (1) in the form of a free base.

Il. When B represents a -SO- group, by treating, with an oxidizing agent, a sulphide of formula (1) in which
B represents a -S- group, this compound of formula (1) being in the form of the free base of a salt thereof

55 s0 as to obtain the required compound in the form of the free base or a salt thereof.

Where the required compound is provided in the form of a salt, the free base thereof can be recovered
by treatment with a basic agent such as an alkali metal carbonate for example potassium carbonate or an
alkali metal bicarbonate for example sodium bicarbonats.

23



15 conbination of calciuminhibitors and [err]-adrenergic inhibitors are
better than when each inhibitor is used separately (J.A MA 1982, 247,
pages 1911-1917). It appears, gpogeggsgBihat no [err]-Dbl ocker which exerts
in addition, a significant inhibitory action in respect of calcium
transport exists at the present tinme. Fromthis standpoint, the conpounds
of the i|@enenly. e rgpotimdakes plgeelin whieragn ireant argraic spivemt wrrpt)memlerawulorm andim a- and
[ er r] terrésachech e syjiable oxidizingagntt suthl ds fdsexanfplef sodidm meredaip, petabainm peshenganatehey ar e
capablog3-ghlorepsrhenasietagiflsi ve t her apeuti c applications than a separate

[ err] - bl SreREING P “%? g Aot Eﬁl"c'?“ﬁ'ﬁﬁeﬁ fhiu E’f‘?’ﬂﬁ"s oCHPPeNgR 6% R obtained. Thewent i on

pos§e§’§x’“é{?f>‘ e;"aﬁae ?Pe‘tﬁchpéﬁaﬁﬂrﬁ?*@ed by an oxygen-

= 8 . ally sub zEa Jr X e: t h
:‘;(r)lg(r) 8 det 8 Ive of f rmula. (4) ’5 “epihalo Tifl, puC asI : €
tradi PSR yd 'é P ?"@gﬁg " ‘i:’i-lgr '_' grm f g’B aé fﬁéﬁ‘ i r °f th

a[e mi
COﬂBOlfgr? Y %ﬁ b Qaf? a5, @ S es%ui o?i i
ant - hﬁ@ ﬁl etal uchrhstsri r anojlkaﬁ‘%{a Bicho afoSR exa%pﬁ;yndrone
aaaw%a.ryatacsndo aapo‘l%?%&%nl Quch oty P&t YeotBihe! Brdn\%sthe Whtlay | S

conbat,,%qm@demag%mggaymﬁm@un s such as diltiazem verapaml or
ni fedi pine. In addition, conpounds of the invention were also shown to be

- capgbl e of inducing a substantial increase in the coronary flow 30  The
results of pharmacol ogi calgtests perforned for the purpose of determ ning

t he cardi ovascul ar properti'es of the corrpounds of the invention are

retorded below. |, Cal cin |b|t [y rtles 35 @ﬁhe properties of

i nhibiting calci ufyth~ % e | evel by the conpounds

of-®he invention were denOsrTated by measuring their antagonistic action

with respect to the contr Il e response to potassi uminduced

depol ari zation on isolated Tat aorta. It is well established that the-

depol ari zati on of a snoboth nuscl e nenbrane by potassiumrenders the latter
per neabl e to x ra | ul g cal Ci um and i nduces nmuscl e contraction.. 40
auves

de ‘&ﬁ‘ﬂ%}‘ meth formula areP'l énbtlreta{eg I;}ncpe reEI X WI Ont r Hm’?n ra]?Spﬁnse
to de e%r uPaO oy S syl AL fna exc%sJ § f’i’l.%ﬁ@%i Byl the
t 0”' C Q&‘ .Cé‘ 'aQQreQ ’&orﬂ R&&‘ Hmuﬁ%ﬁ Oh el 16 beEla trée?bhsé ﬁmvﬁ‘c%eﬁ(‘l‘-ept%&n%@ uation
o @hdirP B aSredtibdl 7 Abdbd, lith & loven SikHEHERIEAR ShePirbsdRddrlal ty tO

[ erdb] slr&tﬂ %a.se i Qrotnﬂ&{'hg |cGH®uhk5&dorWﬂl§ (B tﬁ@‘o}npmhe ffba base in Whiéh R @ploBentdd 2 enmoved
from madrexyMbSAens chamlis whIEH B hytbxA BRUKILBAbEL JowaQfigi radiédd cut into strips
appr oxi Malsethe/ ca46s, ByFplotutes MayCheSioMEd\M pedallel MRS EoirPOUNEs biSomilag57) labsve.coni N a

- - thisseaked-@ehabiggavotypopad)batatesiiphong daivamel. f | ed Krebs- bi carbonat e
sol ut i onor( tadtiomMttNthElamin ahFdria® (3), Aeseritbrvatived will nedetthetass pivd rig withe dasirdgd 2. 5 M
[ eras] cdriipoundsiek fpmudroidlen whithsA rdptesenhts/ad-mdrokyprep@@@ndhiin.t hr ough whi-ch a stream of
5- 7% carTherrordbayndsa farmule &y thereby\okiaisd im the dase) of tha drerbdsacan thembengonfedted fo.  The
pr eparbarmensuticelly aseanisble tsalts by Jeagtignorib @ syitableseanis GF ingraepia avisl. fep remaletordlie
resp oﬁ?@'cr BRErc) depthignestliphogiep Pereeie ASPARIC. RIMEIC, r%’&%’?“a é}‘”‘a")l? t%ﬁ@i“!iﬂ'eéﬁ"cﬂ

I &tenedisyiphanic, £f°PB’H° toniaric 44 SiricnQlcanisi lRets "ﬁeﬁ'
oY EfF‘P gﬁdawfg%? ey Sy oty A b%'m g Lo "{iﬂ%&nw.eﬁdhg ed

bk Wxﬁ@“@?g et e

( 17
reseonsem&. al eormm%a&m&m&a%bm&mwn%mupb&k&mopﬁerw YVetivgi0aIB tre-Of @
CONPOYRELAQ US PRork RY. SN 170128\68 BrebdingQmbimashidglraIQddaN 8 chrdiovakatilay fighd. NUt €S
| ater, aEPIQYEsSPASIBCHESR daribvastslar Rittive GlnvibSikdxiBerfpesuphdniahdofdh-1-y3 @erivatives,
which are excluded from the scope of the present application by means of a disclaimer (Cy representing a
- 1-indolizinyt group).

50 In the course of the elaboration of the present invention, tests were carried out with compounds
specifically cited in the aforesaid US patent, more particularly with 2-ethyl or 2-n-butyl-3-[4-(2-
disthylaminosthoxy)benzenesulphonyllbenzofuran.

From results of these tests, it could be concluded that in the dog at the dose of 10 mgkg by
intravenous route, these known compounds only present a weak a-antiadrenergic activity and no or

56 -practically no g-antiadrenergic effect.

It has now been surprisingly discovered, in the context of the present invention, that by replacing the
mono- or di-a!kylaminoalkoxy chain of the benzenesulphonyl-benzofurans or benzothiophenes of the prior
art by an aralkylaminoalkoxy chain, compounds are obtained which show much greater «- and §g-

%sm
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EP_O 302 793 Bl The results obtained on the aorta used in the experi ment
were then expressed as a percentage of the maxi mum contracti onal effect

before incubation with the tesgpyiss By way of exanples, the results
whi ch foll ow were .obtained, the conpoun s of formula (1) being in the form
of the base, hydrochloride or oxalate. 5 10_ * eS_ Ski | S|
h antiadrenergic activities than those of@hed@own compounds in quddtidn. . . . 25
0 30~~~~For instance;aralkPaminoalkoxybenzenesulphonyl-benzofurans or behzothiophenes in questizih cha®b
\Y shown, at doses as low as 0.1 to 1.5 m{/kg, sub-total inhibitioG4f the «-adrenergic- effgTt together with an
U4, > |rﬂportant B-antiadrenergic action. o ..... . 9.

.9. 8. . Such very valuable antigdrenergic properties were also found to be present in compounds smmlar in

, structure tox the aratkglaminoalkoxybeuzenesulphonyl-benzofurans and bgnzothiophspes_in questiap but in _ ~~~2

Ei:’ 0 hizh mgxemfu@@ or benzothiophene moiety is replaged by another carbocyclic or heterocyclic group.
~ 10A particularly valuable class of compounds of the invention are those in Uhl(‘é’l B represents a -S0»-
.group, and Cy represents a group selected from : 5 - e ClC4 10

- Qﬂggojqryjjlegylhlegxl | or Lngﬂyl more particularly 2—R—benzofur-3-yl ‘2-R-benzothien-3-yl, 2—R-mdol- g%

C 3y,
*A - . qumo*ny?su\)h as gﬁ'qgiﬁolln-S-yl

h - pyrrofo[1,2-bJpyridazinyl more particularly 6-R-pyrrolo[1,2-b] pyridazin-5-yl
15 - pyrazolof1,5-aJpyridyl more particularly 2-R-pyrazolo[1,5-alpyrid-3-yl .
- Imidazo[1,2-a]pyridyl more particularly 2-R-imidazo[1,2-a]pyrid-3-y!
- 4,5-dihydrofuranyl more particularly 2-R-3,4-dihydrofuran-3-yl group.
/ - phenyl more particularly 2-R-1-phenyl
. - naphthyl more particularly 2-R-1-naphthyl
i 20 - indolyl more particularly 2-R-indoi-3-yl or 1-R11-2R-indol-3-yl.

Moreover, it has been found that the calcium inhibitory activity of the compounds of the invention is at
least equal to, of not greater than, that observed in tests performed with the known compounds. In contrast
to the known compounds, it has thus bsen possible to demonstrate for the compounds of the present
invention a pharmacological spectrum revealing anticalcium and «- and g-antiadrenergic components with a

25 balanced intensity which is of therapsutic value, for example, for treatment of angina.

As has been reported in detaill by R. Charlier in "Bruxelles Medical", No. 9, September 1969, pages
§43,560, it is accepted than an antianginal drug treatment should be capable, in particular, of antagonizing
the antiadrenergic type cardiovascular reactions. To this end, agents capable of blocking the a-receptors
have been proposed. .

30 Howsver, the clinical application of such compounds to the treatment of angina remained unsuccessful,
very probably due to the fact that a-receptor antagonists induce only a very partial neutralization of the
W adrenergic system, the activity of the 8-receptors being unaffected.

In fact, the most undesirable haemodynamic manifestations which occur in angina pectoris patients
during their painful attacks are, most of all, cardiac, and consequently involve the g-receptors.

35 In parallel, treatments have been proposed with drugs which are g-adrenergic receptor antagonists.
These compounds, which are of genuine clinical value, decrease the attacks of angina by reducing the work
of the heart by slowing the heart rate. However, these is no fall in the peripheral arterial resistance which, on
the contraty, rises through release of the tonicity. .

\/ These drug treatments nevertheless modify some haemodynamuc parameters in a direction which, at a

" 40 fundamental level, detracts from the value of these drugs for angina pectoris patients in partlcular and heart
patients in general.

If the antiadrenergic aspect of 8-blockers is considered, it becomes clear that only the tachycardia and
the increase of the force and the speed of contraction of the heart are capable of being neutralized, the
arterial hypertension involving a stimulation of the receptors on which g-antagonists have no action.

45 In fact, while the cardiovascular disturbances brought about by the stimulation of the g-receptors are the
more harmful to angina patients, it is nonetheless true that arterial hypertension also plays a not insignificant
part. : :

In addition, blocking the g-receptors involves a risk, depriving the patient suffering from cardiac
insufficiency of a compensatory mechanism which he normally brings into play to limit his circulatory

s0 insufficiency.

This reflox mechanism, the main component of which makes use of the pathway of the g-adrenergic
system, leads, in particular, to an increase in the force and the speed of contraction of the heart. In
consequence, if this system is blocked, the patient suffering from cardiac insufficiency experiences a
worsening of his functional breakdown. It is hence logical to censider that the use of a g-blocker whose

56 action is pure and complete will always involve a cardiac risk.

It hence appears to be desirable not to seek complete a- or g-antagonistic properties, given the clinical
side effects that these can bring about. It seems more logical to aim to subdue rather that to eliminate the
cardiovascular disturbances which characterize the hyperstimulation of the adrenergic system as a whole.
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0 The compounds of Qe Ir@ention meet this objective since thefFhowl Wicoraplete a- and 8- type Ci

1% antiadrenergic propertieg\|[They-can-hence-be-gongiflered, pgt as g-blockers but as adreno-decelerators,Apt ~~~c
0j ci isdp say partial antagpnists of the - and g-adrenergic rpgctions, potentially devoid of the disadvantages
ci ~~~~listed above for g-blockers. c 25 2 -
N~~~8-~~ In addition, theeglsiumoighigitery component demonstrated in the compounds of the invaption will act g5
3% as an exceptional complement to the pharmalcoltrgicja_lospfcaum of their @rdiovgscgar action.
a’ _ 1t is known,_in ejfeci,éllal the transport (?f ﬁth iurm, lons is one of the main components of the action
o potential in heart gellg and, @'ﬁsgcggseguegceL is_transport_plays a fundamental PR il’?%)e /%cirical ‘
0%C ~ conduction as well as in rders which may occur therein (arrhythmia). In addition, it'is kfiown that 20 C
10 ° calcium ions_argq involved in the excitation-contraction coupling which’ conttols’ the degree’of vasoconstiic-
tion in smoog1 cle and, in the same circumstances, plays a critical part in attacks of angina pectoris.
I's Compounds which are calcium antagonists act at the level of the cell membrane by selectively
" preventing calcium from participating in the process of contraction within the arterial cell.
In fact, it appears increasingly clear, at the present time, that the clinical results provided by the
15 combination of calcium inhibitors and g-adrenergic inhibitors are better than when each inhibitor is used
separately (J.A.M.A. 1982, 247, pages 1911-1917). _
It appears, moreover, that no S-blocker which exerts; in addition, a significant inhibitory action in respect
of calcium transport exists at the present time.
From this standpoint, the compounds of the invention possessing both an anticalcium component and
;20 an o= and g-antiadrenergic component will be of fundamental value, since they are capable of more
extensive therapeutic applications than a separate 8-blocker or a separate calcium inhibitor,
Compounds of the invention possess an « and g-antiadrenergic component reinforced by an oxygen-
economizing effect capable of providing a therapeutic effect in man in the syndromse of angina of effort,
which can, moreover, bs treated by ftraditional g-blockers. However, the major advantage of these
25 compounds will reside in the fact that they may, as a result of their anti-calcium effect, be used in the
treatment of angina at rest, a syndrome induced by the appearance of a spasm in the coronary arteries,
which is combated at present by compounds such as diltiazem, verapamil or nifedipine.
In addition, compounds of the invention were aiso shown to be capable of inducing a substantial
increase in the coronary flow.
30 The results of pharmacological tests performed for the purpose of determining the cardiovascular
properties of the compounds of the invention are recorded below.

\/ I. Galcium inhibitory properties

35 ~The properties of inhibiting calcium transport at the membrane level shown by the compounds of the
invention were demonstrated by measuring their antagonistic action with respect to the contractile response
to potassium-induced depolarization on isolated rat aorta. It is well established that the depolarization of a
smooth muscle membrane by potassium renders the latter permeable to exiracellular caicium and induces

\,/; muscle contraction.

T 40 Consequently, the measurement of the inhibition of the contractile response to depolarization by
potassium, or the measurement of a relaxation of the tonic contraction on potassiuni depolarization, can
represent an evaluation of the power of a compound as an inhibitor of the membrane permeability to Ca**
fons.

The technique used was as follows : _
45 The aorta was removed from male Wistar rats weighing approximately 300g, and cut into strips
. approximately 40 mm long and 3 mm wide.
These fragments were placed in a 25-mi isolated organ trough containing a modified Krebs-bicarbonate
solution (112 mM NaCl; 5 mM KCI; 25 mM NaHCO3; 1 mM KH2POs; 1.2 mM MgSQOs; 2.5 mM CaClz; 11.5
mM glucose, distilled water to 1000mi) through which a stream of 5-7% carbon dioxide in oxygen was
50 passed, and maintained at 37 ° C. The preparation was connected to a force microsensor and the contractile
response recorded after amplification on a recorder. :
A tension of 2g was applied to the preparation. This tension was maintained for 80 minutes in the
~modified Krebs-bicarbonate solution, and contractions were then induced by replacing the Krebs-bicar-
bonate solution by a potassium-Krebs solution (17 mM NaCl; 100 mM KCI; 256 mM NaHCOz; 1 mM
§5 KHz2PO4; 1.2 mM MgSO04; 2.5 mM CaClz; 11.5 mM glucoss; distilled water to 1000ml). When the contractile
response of the preparation had become reproducible, a given amount of a compound of the invention was
introduced into the bath. Sixty minutes later, a new spasm was induced by potassium depolarization.
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A : 25 60. 3 . 84.3 .
[err] 25 Il. Antiadrenergic properties The object of this test is to
determ ne the capacity of the ceppagadesgf the invention for reducing the
I ncrease in epinephrine-induced increase in blood-pressure (anti-[err]
effect) and the isoprenaline-induced 30 acceleration in heart rate
(anti-[err] effect), in dogs previously anaesthatized with pentobarbital
and atropinized. For eagh, dqg.. .t he dase..af ..epj.nephrine (between 3 and 10
[err]/kg) which induced a reproducible increase in the bl ood-pressure of
approximately 133 x 102 Paeand the dose of isoprenaline (1 to 2 [err]/kg)
whi ¢h i nduced a reproduci Hfe increase'in the hear't rate of apprOX|nater 70
beats/mn. were first deternmned, The dose of epinephrine and of
i soprenal ine, deternined in “thi"s” manner, were injected alternately every
ten 35 mnutes and, after &wo successhve referenee responses had been
- obt gjned, an amount of thegtest conpqmnd was adn;nlstered i ntravenously.
Anti-a effect 40 The percenta&e reduction in the hypertension induced
by the test conpound conparéd with The reference Rypértension previously
obt ai ned (approximately 100 nm Hg) wa$ recorded. ~Anti-[err] effect 45
The percentage reduction im the accelgration of ghe heart rate induced by
the st est conpound conpared with the reference tachycardia measured
previously (approxi mately 70 beati s)” was recorded. "I'n"both cases, the
results of the reduction h@ bl ood- pregsure or i NSt he heart rate have been
expressed as follows: + for a reduction < 80% 50 + + for a
reduction [err] 50% + swhtewh o oo f Bres & of @AUETH O subrbotal (al nost conpl ete
reddttion). The following results were recorded 55 36" EP 0 302 793 Bl

Conmpound Dose (ng/kg) t|-[err] fect anti_, 8 effect Ex. 1
0.13 ++ Ex 3 11.2 + + +
+ 5 ' 10. 1 o + + + + +
Ex. p t & + + Ex. 7 _
1.3 + 0 6 | + + + +
+ Ex. 9 1 2 + + »
Ex. 10 0.13 Y+ + jy + + E4Q11 3 . +
+ +  ++ Ex. =N 1.3 s + +g +
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Ex. 13 0.13 +or o : + Ex. 14 3 +

+ + + 15 Ex. 46 0.12 + + +
+ + + By way of conparison, the gpowozg9spgpunds showed the foll ow ng
anti-adrenergic effects: 20 Conpound Dose (ng/kg)
anti-[err] effect antl-[errl ef fect Conmpound A 10 +

0 Conpound B 10 PR + + + +25 These results

denonstrate that the. comao-u-nd.s -0f »t-he « Avent ion.show much .greater [err] and
[err]- antiadrenergic activity than those of the conpounds of the prior
art. The therapeutic coﬁp05| tions accor ding to €he invention can be
prese‘rhted in any forms®itable for' administratisn in human or veteri nary
t herapy. As regards .t he adni.nistsation yuoit., .thi.s. can.take the formof, for
‘exanpl e, a coated- or uncoated tablet, hard- or soft-gelatin capsule,
packaged powder, suspension or 30 syrup for orah adm nistration, a
suppggitory for rectal g@dministratdon or a sol u§i on or suspension for
parenteral adm ni st.r.ati.on. JThe.therapeutic¢ .conpesitions .of. the invention
may contain, per administration unit, for exanple, from50 to 500 ng as the
wei ght of active ingredfient for orfal adm nistration, from50 to 200 ng of
active ingredient for rectal adnmi ¥ stration and"’from 50 to 150 ng of active
i ngredi ent for parenteral .adni pi.strati.an..35. . .. .Depending on the
adm ni stration route chosen, the therapeuti cal veteri nary conpositions of
he invention will be pRepared by gonbining at Jeast one of the conpounds
formula (1), or a non-toxic addition salt of this compound, with a
suttabl e exci pi ent 1t “pbeirmy ‘posst byl e~for-t-he 4 arte~ to consi st, for
examdl e, of at |east one ingredi.ent selected fromthe follow ng substances:
| act ose, starches, talc, magnesi um stearat e, pol yvi nyl pyrrolidone, alginic
acid, colloidal silica,gdistilled ter, benzylzal cohol or 40 sweetening
agents. The foll ow ng n-1im td ngNgxanpl es Ll l¢strate the invention:

- EXAMBLE 1 45 Prepagat, B. 7 8
~ 2-isopropyl-3-[4-{3-] t hyl - N- (3, §- di et hoxy rr]- phenethyl)
am no] - propyl oxy} benz sul phon i ndol i zi ne alate (SR 33700 A) a)

1- Et hoxycar bonyl - 2-i sopwopyl - 3- (4- -'Ret hoxybenzenggul phonyl ) indoli zine 50
Into 114 m of 1,2-dic roet haneere di ssol vet 13.4 g (0. 058 nol) of
1- casdboet hoxy- 2- i sopr el i n- dol ,8 ne and 12. 7,8 (0.061 nol) of '
4- met hoxybenzenesul p | chlor §d¢ The sol uta-ob was stirred and cooled to
prr] while 23 g (0.174 mal) .of .alum aiun.chlarl.de.ves e added by small
actions. The addition was term nated after 30 mn and the nmedi um was
allowed to return to roomtenperature for 4 hours. After that, the m xture
was foured onto ice and 20 M of concentrated hydrochloric acid were 55
added. The nmediumwas stirred for 30 min and the organic |ayer was decanted
and washed with 3 fractions of water. The extract @was dried on sodi um
;gl phate and isol ated ugder vacuumto obtain 24.87g of a black oil (theory:
. This oil was !)urlfled on a silica col unﬁ-ﬁ.u5| ng first
n- hexane/ 10% et hyl acet,?te and th
37 EP 0 302 793 BJ ?

- hexane/ 20°? thyI acetate as el uents.
. -
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In this manner 3.25 g of 1-ethoxycar bonyl :
2-1sopropyl -3-(4- nethoxybenzenesulphonyl) i ndol i zi ne were obtained in a
formof a white solid. Yield : gpd $tom3EiP. 103-104 C (hexane/ net hyl ene
chloride). 5 b) 1-Carboxy-2- |sopropyl 3- (4- hydr oxybenzenesul phonyl )
indolizine Into 100 mM of methylene chloride and 25 m of ethanethiol, were
suspended_6..7..4d, (0, Q2Q, mol) of .aluniniumchloride, The suspepsion was
stirred and cooied to [err] While 2.5 g of 1- ethoxycarbonyl 2- 10

i sopropyl - 3- (4lnethoxybeﬁienesulphony?) |ndoILﬁ ne in methyl ene chloride
wer e added. The 'addi tii on t®ok about 15%nin . Th® reaction nedlun1mas al I owed
to feturn to, roomtenperature and mai ntained, at this tenperature, for 45
mn . After pouring onto’ice,” 5l “of " "Coficentt Ated” ‘hYdroc Woric acid were
added while stisrring andd he nedium was extracted with 2 %ractions of ethyl
et her. The ethgreal extragts were coldected an&® washed wi¥h 3 fractions of
30 g1 of a 10% aqueous so ution of sodium carbonate. The aqueous phase is
was aci di Ti'ed "ahd 2" priecipi 8t 8 Wag oBserved.” T THi's fenner™ I g of crude
1- carboxy-2 isa@propyl - 3- G- hydr oxyberzenesul phenyl) indolizi ne was obtalned
inthe formofga beige selid. Yield: %#4.6% 20= c) '

2- Isopropyl 3- (4 h droxybenzenesulphonyl) indolizine For 2 min, 1 g (2.78 X
10- g nol )" 6f" 1- car%oxy 271'80pT 6pyT 3= 4~ ﬁyﬁToxybehZéhé§d1phonyI3 ‘i ndol i zi ne
was heated at ferr]. The bl ack residue so obtained was taken up in

net hyl ene chl oPi de and a'slight precipitate wad eliminated by filtration.
The filtrate. was.evapar.ated.to..psrovigde .0..8, 9.0f .a. Qr.owe .0i.l. {t.heery: 0.877
g).. 25 This oil was purified on a silica colunn usi ng a net hyl ene

chkeride/ ethyl acetate 95/5 mixture as eluent and 0.6 g of a green oil was
isolated. In thig manner g-isopropyl -g- (4- hydr geybenzenesyt phonyl )

i ndol i zi ne was tai ned. ieId 68q4 Purlty 7.5% 30

2- 1 sopropyl - N—( 22? err]- ﬂe/, hyl ) am no] pr opyl
oxy benzene doI i 2| nal a oom Penferjat ure, 0.510 g
(1. x 10-3 dr opyl - 3- (B Mydr oxy enesul poyl ) in- 35

dolizine, 0.5 ¢,0f potassfum carbonatig, and 5 of di nmet h{fl sul phoxi de were
stwredfor30a1n To this mxture Uab24 ¢ CuﬁSX[erH{ﬁm) of
1-chl or o- 3- [N—set hyl - N- 34 di et hoxﬁ[err] phgnet hyt ) am#o] propane acid
oxalat e was adged. The i rring wasg nlintain ‘Tor 16 d: roomt enperat ure
then for 2 h at [err]. The dlnethylsu phoxi dé” Ras el imnated under vacuum
and the reé$idle” was™t akefi “up "1 i "waf"et T "Thé WédT (i Ra's {f'hen tW ce extracted
h ethyl acetate. After that the extracts were tw ce washed with water
and dried on 40 sodi um sul phate. After filtration, the filtrate was
evagor at ed under vacuumto obtain 0.845 g of an anber- coloured oil. This
oi | was purlfledg)n a S|I|c§ col um usi ng as el ugnt s, et hyl acetate
contai ning 5% tken 10% the 20% net hanol to prov1de 0.5 g of desired
product in free affse forn1@£1e|d 73% purity 99,&@@ The{bxalate was
f'efmed using 0,538 g of hasE so obtaineg, and an hereaJ $0Lut|on was

oxaf ic acid. 4 oxal "recrystﬁlllzed ethyl
acet at e/ net handg| hyl et n thISl nner O. A7
2-isopropy|-3 -[N N—(3 hox ] ph )anlno]
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propyl oxy}benzenesul phonyl ]i ndol i zi neoxal ate was obtained in the formof a
white solid. MP. : [err] 50 EXAMPLE 2 Preparation of : :
4-{4-[3-[ N-net hyl - N- (3, 4- di met hoyy gls96 b3 Bjenet hyl ) am no]
propyl oxy] phenyl t hi o} pyri di ne ox- alate (SR 33682A) 55 a)

4- (4- Hydr oxy- phenyl t hi o) pyridine A m xture of 0.0386 nol of

4- (4- met hoxy- phenyl t hi o) pyri di ne hyg phoride in 1 OOM of 47%
hydrobromi ¢ aci d was heat ed t E¥nbii4 '@’fﬁ?u?zs“The hydrobromic acid in
excess was then distilled off 38 -0 302 793 Bl using a rotatory

evaporator and the residue was taken up i.n water. The solution was tw ce

washedl with ethyl ether and neutralized with a sodiXigE hyemexinde casrtieous

solution. The precipitate which formed was fil teredtmmlon%aﬁeﬁ wi th wmat er

and dried under vacuum at the Jtenmperafure of [err] ﬁag‘anqg-rq

4- (4-hydrd §/’"Pphe:nylt Y0) pyr.r I ne \was Obtained in y| etd or 969

[err] (hey
4-{4-13-[

i o} pyridine oxglat

Vs hyl - N (3, 4- dimet hox:y;'[serr] pheq ‘{cﬁyl pam no]pro7yl oxyl phenyl th
YA sol ut$tgn ;of-(GE0 1~ ofCH, 33.3

4- (4- hydroxy phenylj{ hije) pyrs di ne :and 3g o nel y :cr ushed: anhydr ous 1=0
pot assi um car bortat e “¥h 50nm* of di*nmet hyl sul phoxi de 3 Was pl a-ced uhder st-r rring
for 3Q min. To t‘this medium?™. 016 nol of
1-chl or o- 3 [N-rre.t hyl - N- (3, ZE di net, hoxy [err]- phenet.hyl ) am no] propane acr d
oxal ate was addéd and the stirri ng was mai nt ai ned at roont t enperature for
24"‘hours The reaction nmedium was poured into water, and extraét ed with

iyl ether. Thé organic phiase wds washed with vvat‘er dritd onsodi um
suI ul phat e 'and f||tered Afte:r t he soI vent was evapdrat ed oIf an oi |l was
provr ded which was purified by chromatog- is _raphy on a silica colum
(el uent: snethanacl). The required :c ound in e sbase form so:obt ai ned was

t hen transf orged i nt X an oxial at e by ¥addi n et her eal sof ut i of of ox-al ic
acid. In e nndl - { 4- (3P ristrifR) WM hdfy- 707
[er r] phenet hyl );aniigo=pr opyl oxyl;phenyl t hi 6 pyri di;ne oxal at e was obt j ned.

[er;] (et hanol) 20 EXAMPLE 3 Preparation of ;
2 {4 [ 3-[N et hyl - N- (3, 4-di rrethoxy [err]- phenethyl)am no]: :
propyl oxy})bae; _egesul shonyl ]+ pyri’dine oxal at ¥R 33691 A] 25 é)
2- (4-Met hp erjzeriesy phon, I)pyr 8 ne In eooni of di chfor omét hane was
di ssol'ved; 0. 052 ;nol \gj#~2- [(Z"Pret I‘E@‘Xﬁ? tﬂcﬂyrl dA-le Eryﬂrgghl 82 ride.
To this sol utlon pr g T, S0l ution of 0.156 m)l-of
id ire200m: 3B of

3:chl or o-per benzoi or onet hane. was déled
'S i erysti ryirfy. TECH ‘éa

....nn&a

drop- by- df &5-%hd L‘mnumﬁe& il rra?%fai ned

underssstiJring f; n. at [err] and then the t.errperatr,rre was brought to
[err]. The m xturev¥wa® washed wit:h an aqueous sol ution of ;sodi ym car bonat e
then with water. The organi c phase was dried on anhydrous sodi um sul phate ,
filtered and distilled using a rotatory evaporator. The residue so obtai ned

was, purified by
T 40
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chromat ography on a silica colum using a 1, 2-di chl oroet hane/ et hyl acetate
95/5 m xture as eluent. 35 In this manner

2- (4- met hoxy- benzenesul phonyl ) gplg sho¥@3\@ds obtained in a yield of 78%
MP.: [err] (isopropanol) Using the sanme procedure as that described above,
4- (4- met hoxy- benzenesul phonyl ) pyri di ne was prepared. MP. : [err]
(heptane). 40 b) 2-(4-Hydroxy-benzenesul phonyl)pyridine A mxture of 0.028
mol of 2-(4-methoxy-benzenesul phonyl)pyrr die@,in 7Q m of, 47% hydrobrom c
acid was heatéd to refluxi for H?é}yrs Aftr thrs period.of tige, the

hydr obf cyqaci cess d-rustagl d&l Their.@asi:dox 1se 6ai ned
Was5talggér¥ u1p7a| washe Siwth efrfy t’reated wth agtive
charcoal and i The aqueous sol ution egas thén neutralizéd with

sodi um:hydr oxi:de sol ution: and the precipitafe3which for méd, wa$ filtered
out and washed wt h,water? The 'dégi;red p ct_was'idried; under vacyum at
[errg] arek. r Beriyét y 1 Hzed Tr‘@ma'ﬁ’efzﬁ“ahéo(ﬁ?guol @3 5 d0re. 994 this
manner ,; 2- ( 4- hy -nzenesul phonyl ) pyri@ihe was ebtained in a yield of
88% so MP.: rr]l/Usr ng the sane nethod as that :descritbed above,

4-(4- hydroxy benzenesul phbnyl pyrr di ne was pre- pared M P.: [err]

(hept afie/ i soprbpanol 7/3) ¢ ¢

2-{ & [3 [N—Met.'nyl N (3, 4- glr rret ho>6}]l [err]- henét hyl )am noj, propyl oxy} benzenes
ul phony| dxays2i 0 al ate. ;g a s&i—m op- k3 af : 66.7 : 87.5

2- (4- hydr oxy- be@ﬁesul phenyf) pyrid di Re? i di met hyl sul phoxi de, were
added 3g of fih crushed anhydrous pot assi um car Bonate.! The i xture was
t hen mar nt ai neld der 39 - EP § 302 793 Bl strrr|r1g for 30 mr] and 0. 015
ot 200f ; 1- chl orp- {2\ net hy[ - N- (3; 4- di met hoxy- [ err] - ghenet hyl) ari no] pr opane
aci d oxal ate wagaadded. Stirri ng was still maintained fors 24 haurs and the
reacti en m xturje yWas thenzpoureed into water and extiracted w thsethyl ether.
. The or@anic | ay\q as washed with water, dried on sodi um?sul phdte and
filteréd. Aftey The fil trate was evaporat edpcnahe desr red produc:t SO

obt &i ned was purified by chromafc@ raphy “on a,silicag col unn usi rrg
met hanglsxasmelgtu.rﬁ The pur-eo{)as-al-m m@ tshes.st rzapsfsor:merlsi nt o an

oxal ate by addiffi ¢lo of oxalicaeid inN ‘et et her. s n thiss rranrrer
2-{4-[3-[ N-methyksN- (3, 4- 8i net hdxy-[err]- phenethyl)am no]
progy! dxy} benz‘en&g(uh:ﬁgonyf] pycr di ne oxal ate was q:bt ai ned M F’ [err]

(et han6| : the sane, rret hod as tﬁ‘at:, desc.rr bed above , t he
fol | owg - 38 “was prepar edi
X[ 4-{3-[ N met: ;K;-xbodr-rsei-havuy( I )=arlr$-r10] pﬁb-riyl’oii/}ﬁbenzenes

‘ul phonyl ] pyri ck n% oxal ate3( SR 38680 A) -'.' I e 4) MP.: Jerr] (et hanol ) .
15 &XAMPLE 5 F’reparatron of 4-{3-[N-nmethyl - N-(34c[|rretho.xy- .
[err]- phenet hy:l ) am no] propyl oxy}benzenesul phonyl benzene ,

@
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hyd}ochlbride (SR 33652 A) 20 a) (4-Hydroxybenzenesul phonyl) benzene To a

solution of 0.05 nol
‘anhydr ous benzene,
reacti on nedi um was- mai nt ai
roomtenperature.
crushed ice. The 25 qrganjc
and evaporated to drynegs.x
benzene was obtained inl any
4-{3-] N-Met hyl - N- ( 3, 4&d met
honylbenzene hydrochlur Jde-
- (4- hydroxybenzenesul pigonyly
added 0.0294 nol of p@t@assi
. 1-chl oro-3-[ N-net hyl -

m xt y§ e was mai ntai ne
60 mM of water were a

sol ution of ¥l
N (3, 48d

et her eal
4-{ 3+ N net hyl -

MP.:
2J”sopropyl 3-14-{3-]
am no] pr opyl oxy} benzefesul.
m-xt ot e of 0.0021 nol of 2-
benzof uran, @& 002 nol of 1-

After this period of tine,

Bfter exiracti'on™w f A et'hyl™ “et het,

of (4-nethoxybenzenesul phonyl)benzene in 150 m of
was added 0. Ogp o8b2 pdz B4 umi ni um chl ori de and the

ned for about 15 hours under stirring at

the m xture was poured onto
pbhase was collected, dried on sodium sul phate

n thls manner (4- hydroxybenzenesquhonyI)

el d% wof 68% MP. [err]: b) '

1oxy@[err] phenethyl)anlﬂo]propyloxy}benzenesulp
BO=TF0» & s6l-uti.ofn «0f 0« 0247 <1l .Of .
benzene in 25 m of dlnethylsulphOX|de,
im c@r bonate &nd 0.0147 fiol of =
dlnethoxy [ePr] phenethyl)anln@] propane. The
stirring for 24 hours at roomtenperature and
the organic
fed £0 35 dryress to obtain an asly product. The
add¥ng hydrogen chloridg in ethyl ether to an
5e SO0 provided. In this manner,

was

"foky-1 ert I -pheret hyt yant o} propyroxy}

ydrochl ori de was obtained in a yleld of 30@6

ﬁ?ANPLE 6 Preparation of %

| - N- (3, 4-di net hoxy- [erFT phenethyl

chl oro-3-[ N-rfet hyl - N- (3, 4-d
0. 0002 nol oi&pot assi um car
stirged at[ekr] for 1 hour.
distilled i n¢the presence

dried on sodjym sul phate, f

taken up in yl acet

on a silica umm usi ng
in fsee bas: orm was take.
'oxallc acid et hyl et her

of 9% MP.: [err] (nethar
descri bed above the follo
B1 Conpounds:
40
&
f5
T
3
50 g

55

- phonyl. benzef.uran. axal.at @ (SR .336.70 A) 45 A
sopropyl~3-(4-hydroxybenzenesu|phonyl)
nethoxy-[err « phenet hyl ) am no] 4ropane and

of N, N—dlnethylrornanide was
nt Q

s then po wat er and

Af t t-h¢ H Xt ure was
Pt eked’ 50 a oncegzr resi due was
sol uti was pur ed by¥chromat og- raphy
as eluéht The ol prodﬁtt so obt ai ned

ethyl gcetate andsone eqd! val ent of -

p
g:céﬁded %‘h‘é pr eci plé" e sch"‘f‘or med was

manner v
acetate). Using the sane _nethod as that
EP 0 302 793

ol Lethyl,
ng conpounds wer e prepar ed: 40

-} o - e
N - R -
] 1 ) '
~ N~ ™~ I~
:ﬂ =¢’l =€‘l =ﬂ
| L) i ? t ? 1 ?
o ] -]
N\ Nz S/ N
¥ AU ~ O
o N ~ N
" K n h S %
1 \h W u
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2-n- Propyl - 3-[ 4-{3-[ N-net hyl - N- (3, 4- di et hoxy-[ err] - phenet hyl ) ani nol propyl o
xy} benzenesul phonyl] benzofuran oxal ate (SR 33689 A) (Exanple 7). s MP.
[err] (nmethanol/ethyl acetategpgag2 793 B1

2-n-Propyl -3-[4-{3-[ N-net hyl - N- (3, 4- di net hoxy- [ err] - phenet hyl ) am no] pr opyl o
xy}benzenesul phonyl] ben- zot hi ophene hem oxal ate (SR 33688A) (Exanple 8).
M P. : [Byrwal of compadsam de/febhing remdts wask @ptainddDwith kicvibinpdind®y :epar at i on of
2-n-butyl -3-[4-{3-[N-nmet hyl - N- (3, 4-di met hoxy-[err]-phenethyl) anino]-
propyl oxy} benzenesul 3 onyI ] benzof ur anhydrochl ori de (SR 33646A) 15 a)

2-n- But yl - 3- [ 4- ( 3- pF RS ubmg)/ JW@ghdaf uran To a
sofution of 0.02 but vyl -3 g dr oxy - enzenesu phonyl ) - benzof ur an
in 150 m of di metky “Be, was added 0.06 nol of finely crushed
anhydr ous potassi um 4rboR&te. The mixture was stirred for 1 hour. After
that 0.1 nol of 1, 3-dibrono-propane was added and the reaction nedi um was
20 heated to [err] for 6 hours. After the reaction was term nated, the
mi'xture was filtered and evaporated to dryness under vacuum The residue so
obtai ned was then taken up in dichloroethaneg Jeashe dakishia ¥@iteac~then with
a di | ut ecauppoud on of sodi um hydr &i de and frgfgnky ofiflebe Wat er. The jorgani c
phase ,was evaporatgd to dryness under vacuu-m-t-o—eb&-aq—n—a—r—e-s-r—d-u-a-l-.orl whi ch
Was purl fied by chromat ography on a sili ca' c ,(eI «m?ﬂﬁne./ et hyl
acet at’e 9/1). * I'n this manner, 2-n- bu:ty Wf é brormpropyl o.xy)

benze
\2- n- But yl 4-3-[ N-net hyl - N- ( 3, 4- di met hoxgy [err]- ph hyI-) ]:propyl oxy
} benzenegul phopyl |- B&Rghfuran hydroch oridfe’ 30 Earé xturgsmo . 0086 nol
\efe 2- n- but yl - 3-[ 4- { 3- bromqpg opy! oxy) benze-nes#ri Qhonyls}' g)enzofur.an 4 g of
anhydr:ous poPassr um car borfat® and 0. 015 nod

N-net byl - 3, 4- di met hoxy-[err] - phenet hyl am rfe i n 50 h1 of di fret hyl su‘l phoxi de
was mai ntai ned under stirring for 24 hours. The reaction nedi um was poured
|nto wat er and extracted with ethyl ether. The organic solution was washed

2 [E drred 8n sodi um sul phate, 3s filtered and evaporated to dryness
under y residue was purified by chronatography on a silica
col um é'oﬂ .ws%uaﬂrwa & &%QQL i hy .%tf&rgd

hydrsae.la sgr.h hrifd? ﬁa&lﬁf [6idss vr%d

SQh Uﬁdcglgra 9&@@ nt ff%Elz c;g Brevlously §thatized wr%@rﬂ&farbltal and atropmized
rl'n
ﬁﬂ?&

2- - butpg} gadn §lhrieBilo @y whieh ikdodeB @ RéprdaéiBiaintasb -
prowhawb&em@mew ,bmmiuarparhnhmr&ebm%mamar ebt apm@dviich a yield
\6f 3Baced @ rdgducible erbish i H6 harEie Pydppekinasly 70 Exsiih. BolklirRIHep@iRY TH of
2- 1 S 0g>e @P phinéphifirnd-4nd -of Mopredaing, délertnied -ird thiserhdnaery whre linidcted hateradtély leyery ten
ams nojnples pndl aftey fwo sdccedsiyn retaresel rFgsprmses| nheb haen Dtkiodd] arbanaojuphyof thel itasecoopaindt e ( SR
336794 admjnisferddintravampysly- 3- ( 4- met hoxybenzenesul phonyl ) pyrazol o[ 1, 5- a] pyri di ne
A solution of 0.03 nol of 2-isopropyl-pyrazolo[1,5-a]pyridine and 0.03 nol
~of 4hpHe oy benzenesul - 50 phonyl chloride in 60 M of dichloroethane was
\“cooled to [err]. After that 0.068 nol of aI um ni um chl ori de was_added in
orf® f r JBP iPBIGCAYE "PRHStignein the fypepiension iy gd'j { FPHPARY with the
r oorriefeéer‘?ﬁee'?"&?'fﬂnﬂmf QS?‘"°§S'H8'E}?'%°" SRRl ﬁ°°15 red into iced water

and S l.ed in the presence of ethyl acet ate After drying on sodium
sul p J‘ EM e nediumwas filtered and concentrated. The solid so obtained

"o t hQ‘ﬂe ﬁﬁgerniéﬁé l%li dtlgrﬁﬁ the acceleration of the heart rate induced by the test compound compared
with the reference tachycardia measured previously (approximately 70 beats) was recorded.
In both cases, the results of the reduction in blood-pressure or in the heart rate have been expressed as

follows :
+ for a reduction < 50%
50 + + for a reduction 2 50%

+++ for a reduction sub-total (almost complste reduction).
The following results were recorded :
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froman ethyl acetate/hexane m xture to provide a product in the formof a
white crystalline solid. 55 In this manner, 0.018 nol of

2- i sopropyl - 3- (4- met hoxybenzenesgp glyppwhs pRyr azol o[ 1, 5- a] pyri di ne was
obtained. Yield: 60% MP. 138-139 C. 41 EP 0 302 793 Bl b)

2- 1 sopropyl - 3- (4- hydr oxybenzenesul phonyl ) pyrazol o[ 1, 5-a] pyri dine A m xture
of 0.012 nmol of 2-is R v 2 X ]
pyrazol o[ 1, 5-a] pyri dj @\’R‘ngdp Pﬁ?%R o 5 @,@ fori de was heat ed
at [err] for 1 hour.| Wixet wds t he#® added hhd the m Xturejwas 5 distilled
in the presence of hﬁ" &cetjat eMdhe nedi um*was| dri éd* on{sodi um sul phat e,
filtefed and concentj atfdf The sé¥td s obf Ai*ned| was *t*hen recrystallized
from i sopropyl ether tE. ovilde a4 §t al ] ne produqt. In this

[
manner, 0.012 nol of} 2- prdpyl - 3z (4- dr%xybenzenesu phq nyl )

pyrazol o[ 1, 5-a] pyri di *Was dbt ai N2d. 99%. 1 [err] c)
2-1sopropyl -3-{4-[3-[ N\ hylf- N- (3444 di rretflg&y [Err] +p ené}t hyl ) am no] pr opyl
oxy] benzenesul phony] } rgzollo[ 1, -a] pyfri dipe oxpl atg., 15{A mi xture of

0. 003 nol of 2-isoprpy,.- - (4- hydjgxybenzepgsul phonyl),
pyrazol o[ 1, 5-a] pydi d . _
1- chl or o- 3-[ N- net hyl < . rr} +phengt hylyam o] pr opane and

0. 004snol  of pot assi umeg(m_sborate o2 6| of + N+N-d met:-hy-lfo mam de was
stirred for 40 mn. ‘at Lc1 r—THre—reactrommediruhmwas—then pOUI’Ed into

wat er and |st| led in t resence of et te  After ing on

ssdi um sul r%’h"é{alye cqniparisqp: ﬂeﬁ?g vy p%"? Shlo‘fveJr\é%fog nd gc?gtﬁ%déenf rlg'z‘i’tege Thg resi due
was then purified opa-silica.colum using.an-ethyl acetate/ hexane 3/7
m-Xt 1e as el uent. Th&omasndsh Brise fnagdet | nbi-aciffps) f @#ting effaets| t hen tr eat ed
with an ethereal sollg.mgin@ln Pne eui valfent of oXali cgacidl and the
precipitate which f¢ mgomg |Itefoed OTt and+recrystal I I zed from an et hyl
ether/i sSopr Opan0| *ttH-e——-h-s—rerret —0-~ GGZC rot—of—

o oo R o B A R AL S L .5
gﬂf’sopgé” o % 'Ek E?EE @emon%aﬁrt, ﬁyf&t g in a% xi& sl o
pr opy| Oxa%” 4 "@'P'Lwraa Pga%%f i) ’u. AW b&a%ﬁ‘c et 'e%%o%a 3 or

1- (4- FosyloXHDSAZLREEIRA0 R YeuppoditoryE foR Wrhetdd badiMts¥ation B Dsolution Ay B&s‘é&défoﬁ @f 0.1
m)l of padhtetandminkestibexysul phinate and 0.1 mol of brononet hyl isopropyl

one i N ¥heGhefdpoulit chhpdsions®t hy Intedticianeaydontsin peSddministalion uniGor &xainpie, fidth 501 N.
'er m X tdI508 rghss thd1@eighn oLisctn ingddient loecoraradministration, @dm®0 td 200trbgedl agliva syredibhie
pasty r ésirattabadsrinisiisionianditormsisto I e stsactive|ingred@st fardbatenieaiadminishrationt er, once
wi t h 800 nPeperidingt drathel adarinistiaiianatolty ehpseh, dehthéragutival vetgkingri r corhpgsitiogs ehdher

vacuum firgention wiliuires prepateddys cqmbihing at least one of the compounds of formula (1), or a non-toxic
addition salt of this compound, with a suitable excipient, it being possible for the latter to consist, for

example, of at least one ingredient selected from the following substances: lactose, starches, tale,
PN magnesium stearate, polyvinylpyrrolidons, alginic. acid, colloidal silica, distilled water, benzy! alcohol or
40 sweetening agents. _
The following non-limiting examples illustrate the invention:

EXAMPLE 1

45 Preparation of 2-isopropyi-3-[4-{3-[N-methyl-N?(3,4-dimethoxy-ﬂ- phenethyl) amino]-
propyloxy}benzenesulphonyl] indolizine oxalate (SR 33700 A)

a) 1-Ethoxycarbonyl-2-|sopropyl-3 (&rqeih_gx_ygenzenesuI_;_)rlon;_l_l)_mdgh_ang
50 Into 114 m) of 1,2-dichlorosthane were dissolved 13.4 g {0.058 mol) of 1-carboethoxy-2-isopropylin-
dolizine and 12.7 g (0.061 mol) of 4-methoxybenzenesulphonyl chioride. The soiulion was stirred and
cooled to 0° C while 23 g (0.174 mol) of aluminium chloride were added by small fractions.
The addition was terminated after 30 min and the medium was allowed to return to room-temperature
for 4 hours. After that, the mixture was poured onto ice and 20 mi of concentrated hydrochloric acid were
55 added. The medium was stirred for 30 min and the organic layer was decanted and washed with 3 fractions
of water. The extract was dried on sodium sulphate and isolated under vacuum to obtain 24.8 g of a black
oil {theory : 23.28 g). This oil was purified on a silica column using first n-hexane/10%-ethy! acetate and
then n-hexane/20%-ethyl acetate as eluents.
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product was provided after recrystallization fromethyl acetate. 40 In

this manner, 0.074 nol of B o

1- (4-tosyl oxybenzenesul phonylgh-g33d#B4gd )y but an- 2-one was obtained in the

formof a white solid. Yield: 74% MP.: [err]. 45 b)

1- | sobutyryl - 1- (4-t osyl oxybenzenesul phonyl ) cycl opropane A m xture of 0.05

nol  of inlthi§ Aahiies B1265ydd a et atidnyhB3yiripyE3-@eidiipkybnzbassulghooyiiendofifineOferernl ) of

1, 2-obshined raferei dlambiteasotid.0. 12 nol of potassi um carbonate in 100 m of

N, N-deldret39ptef or mam de was stirred at roomtenperature for 60 hours. The

r eactPotP3rP4ctQuihexanedmetipyisne elorideit 0 wat er, acidified with dilute hydrochl o- 50
~risc acid and extracted with ethyl acetate. After drying on sodium sul phate,

t he BredfaheryrisorrepykEdydraybensenaeupienybindelizinghe resi due so obtai ned was then

2;1r7| L: ;ep?%}% chr orrat ?ﬂ%% hy on a sili c%aC(t)I um u3| n ndgdne'eltg ?60563 e/ hexane
1 |s‘i5‘{5'ﬂ'f' '°" ° Ehetﬁ’s? P C CYEH ﬁﬂf"g{ 'gd in a
esu ? m: tln %? éggmcz re cr'l?:ldmaintal at, this
5 m| a med wed, to retur i
1 I S erﬁurg r145 mm P‘Xﬁ cul] %rg rg«idr@hllé)f
et h [vﬁg 5 act §xt i ﬁ*&ﬂ n\é% e{ real extracts were collected
1-1 Séa uﬂweu 143 réet.k&saf 9 bduz sblls fanw s caasr%aﬂ% agfeca®pitéké On of
0,05 d¥kicifdd 2@ d ipkdiphl eun m of water was then added and the 5

medi UMpWakis RBAnSY 3l @Qﬁi cﬁfde[ﬁd’a\‘ﬂoxyf D lsoprGpyB-{4-hydidRyberizBsa@pholdls indiiziné Mas ed under

I edUgifhe® afSaieofanligh Belidr esi due was taken up in dilute hydrochloric acid
\and vléigt4deeed in the presence of ethyl acetate. After drying on sodium

sul phate, the nediumwas filtered and concentrated. The resi due so obtai ned
\wes  ¢)i2dsopppyl3f4-mdrdsybendenesniahany) iadizineon a si lica col utm using an et hyl
acetate/ hexane 1/1 mxture. In this manner, 0.016 nol of

1- i sfss@tpiny1 94278 x H9droalyYelreadaestis ';ﬂ'(}'ht}z?w'éﬁﬂ?ﬂﬂ Wé°’\)0é$"d8'l3t“alwi‘1%d |n 10

t he '@;&ﬁ;‘?@; ‘?CEY 'E; ft'?’;ks;eﬁ:q%s% wtgtqé;argteqlt %;{?Y[%et ylena ch r:o éf“h light peqcipitat gg
1 | S t ilrati ;
ColyBN K58 ‘Wﬂgh'ﬂ-dﬁ@@m SRR qfoa?? bl 01 Pr oy

|
%l |I 3s ' _
ih: ;EWM i OB ERE R AR P Y8 Bl geane, 00048 ol of 1o

Si um carbonate in 5 m of N, Ndinethylformam de was heated at
mn. The reaction m xture was then poured into 20 water and
d' Stdn' '23é$p4 Iali!@{éo[hm{}ﬁ T(:ﬂf _aifRbthokl-s2h Gy famindipkdBliod§ Y béigen@Suipherii L -
sul payasiRs oxki medirum-was~ fTFtered ~amd tontentrated.” The™ resirdue Was t hen
uri fred-by ©hromat ography on a silica colum using an ethyl acetate/hexane
1/1 m at wolrterhpordtdrs, S0.5M@NG&1.57 ©.10C3dholef 2adopropyl-3-(4-hydroxybenzenesulphonyl) in-
134 Saziey 0| g df- polas§idn [chibonatehant -SNm{ &, dimethyiselphaxidy -wWeer stifreqh Foe 3@ iy | Tpahis no] -
pr opyixworey(.$24 n WS su P ool | o dycbloroSi Betigl-Nvidst-diatizpxyréghdnathylaminok grprane 25 Yi el d
66% acid oxalate was added. The stirring was maintained for 16 h at room-temperature then for 2 h at 50°*C. The
dimethylsulphoxide was eliminated under vacuum and the residue was taken up in water. The medium was
\_/ then twice exiracted with ethyl acetate. After that the extracts were twice washed with water and dried on
40 sodium sulphate. After filtration, the filtrate was evaporated under vacuum to obtain 0.845 g of an amber-
' coloured oil. This oil was purified on a silica column using as eluents, ethyl acetate containing 5%, then
10%, the 20%-methanol to provide 0.583 g of desired product in free base form (yield : 73%; purity :
99.4%).
The oxalate was formed using 0.530 g of base so obtained and an ethereal solution was oxalic acid.
45 The oxalate was recrystallized from ethy| acetate/methancl/ethyl ether.
In this manner 0473 g of 2-isopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-g-phenethyl)amino]-
propyloxy}benzenesulphonyljindolizineoxalate was obtamed in the form of a white solid.
M.P. : 135-137°C.

50 EXAMPLE 2

Preparation of 4-{4-[3-[N-methyl-N-(3,4-dimethoxy-g-phenethyljamino] propyloxylphenylithio}pyridine ox-
alate (SR 33682A)

55 a) 4-(4-Hydroxy-phenylthio)pyridine

A mixture of 0.0386 mol of 4-(4-methoxy-phenylthio)pyridine hydrochloride in 100ml of 47%-
hydrobromic acid was heated to boiling for 8 hours. The hydrobromic acid in excess was then distilled off
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e)

2-1sopropyl -3-[4-{3-[N-nmet hyl - N- (3, 4- di net hoxy- [ err]-phenet hyl ) am no] pr opyl
oxy} benzenesul phonyl - 4, 5- di hydrgpé seu3@el ate 30 A mxture of 0.002
nol of -
1-i sobutyryl -1-[4-{3-[|\|-rret hyl -N-(3, 4- di met hoxy-[err] -phenet hyl ) am no] -
propy!| owsinplaaoiaten esapopivoand thecrpeidus was pemapamdiaté. T Solntivh was twice iweshpd wityétimbt hy |
amoni ugther Rhdpquiializedhwithirespdiot tadrofider gajredug sol@ign. (The predibitatervenich tfarmed wasdiilterad wa s

t hen pueyt.taghed With water@end tisg vagsh %a coym at thg tbipssatere PANCUSi ng an et hyl

acet at e/ héndainganmer 4ty drarchetyltipleviidine yadrblined ip 2ofidldof@Bm An et her eal

sol utf oM Po?“?h‘é‘“ﬂ%f%‘@"%’ﬁ”?ﬂ"&'\ﬂ"ﬂed vvas then treated with one equival ent of
oxalic acid in e is manner, 0.0013 nol of

2-i sopr @@ﬁ”%l“t'ﬁeﬂ{l ) &ﬁ*ﬂéﬁfﬂ%‘@“ﬁ@mﬁﬂ'ﬂ?&&@&? Iphay Jt'}'%m%%?)‘a'ﬁtﬁam noj - i
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50 M P.oxgite waeoltgigdochl ori de: about [err]. b)

2-1 sopridfyi158-G @iheyalir oxybenzenesul phonyl ) qui noline To a solution of 0.017
el & 2-isopropyl-3-(4-tosyl oxybenzenesul phonyl) quinoline in 250 m of

et hanol_"_‘ﬂgﬁs added a solution of 0.068 nmol of sodium hydroxide in 5 m
of vvate}g The m xt ure was heatesd to refLux for 2 hours z'and then t he sol vent

neutral PWacid. The preC| pitate Whl ch formed was then

filtére |lized froma dichloroethane/ heptane 1/1

m xt ur eég g%_ﬁaam&l%g&% %89—‘*[’?5@}@ En t hi s manner,
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of  58% il ¥3 this bditkiibd, prebibusly cooled to 0°C, a solution of 0.156 mol of 3-chioro- -perbenzoic acid in 200ml
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The m xdhometograshysn iarsiligadcofugin uSifg aril 2-dicklordetiian@&B acatrte 955 rdixture as eluent.

- chl &r o- 3in[tis mrannh3-Arpor@xyibegramesuipbory hryadine] was ltaiaad iy B yiakiohtd%r opane was

added. MRe Widclsogrorapdlbn medi um was mai nt ai ned under stirring for 24 hours.

Af t er thl ys"psemeo%f"\sf Progedwe asHiat feseribpc abgye htumadiexy-panepramuirbenybpyddies wpact ed
'?;F her. The organi c phase was washed with water, dried on sodium

\wl phat'\é 1104 t%‘f‘%‘ﬁ““ﬁhd evaporated to dryness. An oily base was so provided

whi cff r d b r raphy on a silica colum (el uent
I soprop é‘%‘ Jm "zges—'%P yr%ﬂ?o an oxal ate by adding oxalic acid in ethyl

et her. A mixture of 0.028 mol of 2-(4~ methoxy-benzenesulphonyl)pyndme in 70 ml of 47%-hydrobromic acid
was heated to reflux for 6 hours. After this period of time, the hydrobromic acid in excess was distilled off.
45 The residue so obtained was taken up in water, washed with ethyl ether, treated with active charcoal and
filterad. The aqueous solution was then neutralized with sodium hydroxide solution and the precipitate which
formed, was filtersd out and washed with water. The desired product was dried under vacuum at 80° C and
recrystallized from a heptanefisopropanol 8/2 mixture.
In this manner 2-(4-hydroxy-benzenesulphonyl)pyridine was obtained in a yield of 88%.
50 M.P.:148°C.
Using the same method as that described above, 4-(4- hydroxy-benzenesulphonyl pyridine was pre-
pared.
M.P. : 215° C (heptanefisopropanol 7/3).

55 @) 2—{4-[3-[N-Methyl-N-(3,4-dimethoxy—ﬂ-.phenethyl)amino]propyloxy}benzenesulphonyl]pyridineoxaiate.
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To a solution of 0.0085 mol of 2-(4-hydroxy-benzenesulphonyl)pyridine in 50ml of dimethylsulphoxids,
were added 3g of finely crushed anhydrous potassium carbonate. The mixture was then maintained under
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15 In this manner,

2-isopropyl -3-{4-[3-[N-nmet hyl - N- (3, 4-di met hoxy-[err]-phenethyl) .

am no] propyl oxy] - benzenesul phgyhkislirda @ | ne oxal ate was obtained. M P.:
[err] (ethanol). EXAMPLE 13 .20 Preparation of
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m xture of 0.011 nol of 3-(4-tosyl oxybenzenesul phonyl) net hyl pyri dazi ne and
0. @l1expPLek 1, 8- di azabi cycl o[ 5, 4, 0] undec-7-ene in 40 nl of
hexanet hyl phosphor am de was heated at [err] for 30 min. After that 4g of
br onoRregatalién ofse{A-{bipndthykiHEAdmuttoxg- Aghbacthylaining] propyitkybélizet@sdighenykdfRne
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‘watferd) Udivdeeivherreassuipianyibangmiat e and filtered. The sol vent was eli m nat ed
under v cuumto OVI de an oily residue which was purified by
chromat ﬁ‘ prcé "I?ES'P’&YH?PZE@P‘{E'H'EV')"S"GQ"G H &7008k ¢f eplydrous henzéries

I

was 2 de o ctign mam;fnp fqh about 15 hours
rrannegg or ‘Sti |n at ro )? H gg y Eﬁs PATIO: 'Btr;:?rg; r%ou@d@éﬁ cru;s%d4§ e -
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The s@b uddet 0¥ees nadl bhporadivl caliulath BR) 0.@137 ehdEof WaBlorb AL Rrethipl-N-{3, m&roxﬁﬂ-d

Yréut mhdriethelimitol proproe The mixtiredwas Fiathtainee Qidat tering f6 @4 heursa Foonasmperdt@S a0 | N

di chl68mb ek watar evergraddeadhaftes ettrattion mittvetay! wtherhibel onghrtidphass veis drigly dn@ dvapbrae@ebi UM

s Ut p IfEness Aneptgin an aily erpduct[Tbe hys¥oghlpride was fofriaddoly lagtdirg\feygrogemt cbidridafin ethyd Gther | N

t hi s @yaiereal sglution of {ha baseyse @reyiderbsul phonyl ) - 6- i sopr opyl - pyrrol o

[ 1, 2- b]'RYYS Ranpem A-{HEEmetad N2, érd'"!eﬁow-w@mm#mum%opmy} bergsneguiBONIbBE:3 Bl
Zene hydrochloride was obtained in a yield of 30%.

N\ M.P. : 114°C (sthanol).
40

EXAMPLE 6

Preparation of 2- -isopropy|-3-[4-{3-[N-methy|-N-(3,4- dlmethoxy B-phensthyl ammo]propyloxy} benzenesul-
phony| benzofuran oxalate (SR 33670 A)

A mixture of 0.0021 mol of 2-isopropyl-3-(4-hydroxybenzenesulphonyl) benzofuran, 0.002 mol of 1-
chloro-3-[N-methyl-N-(3,4-dimethoxy-8-phenethyl)amino] propane and 0.0002 mol of potassium carbonate in
2 ml of N,N-dimethylformamide was stirred at 100*C for 1 hour. The medium was then poured into water
and distilled in the presence of ethyl acetate. After that the mixture was dried on sodium sulphate, filtered
50 and concentrated. The residue was taken up in ethy! acetate and the solution was purified by chromatog-
raphy on a silica column using methanol as eluent. The oily product so obtained in free base form was
taken up in ethyl acetate and ‘one equivalent of oxalic acid in ethyl ether was added. The precipitate so
formed was filtered out and recrystallized.
In this manner 2-isopropyl-3-[4-{3-[N-methyl-N-(3, 4-dlmethoxy-ﬁ-phenethyl)amlno] propyloxy}
§6 benzenesulphonyl] benzofuran oxalate was obtained in a yield of 90%.
M.P. : 151-158 ° C (methanol/ethyl acetats).
Using the same method as that described above, the following compounds were prepared :
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ul phonyl ] - 6- |sopropyl pyrrol o- [Ep ®3¢d mgrBrdazi ne oxal ate A m xture of

0. 0022 nol of

5-(4- hydroxybenzenesulphonyl)-6-isopropyl-pyrrolo[1,2-b]pyridazine and 1.5
5 g of Cmy@ﬂsous pot assi um carbonate in 25 m of dinethyl sul phoxi de was
stirred for 30 mn. After that, 0.0027 nol of

1-chl or %"-Igt;gm%ﬁ el E's(}t‘"dWﬁ%?’%say@?@w'ﬁ“"ﬁmwﬂw%?mwﬂm%ﬁ%{ﬁef"fa'k al ate

mai nt ai ned at roomtenperature for 18 hours. The

was add %
d
s o ) g&;ﬁgﬁ% O L, TR

on sodi} r evaporating the solvent, an 0|Iy

resi due was obtai ne was io purified by chronmatography and a silica

col unh pgimsieset hanol as eluent. The oxal ate was fornmed by adding oxalic
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chf onat dgethyiuiptionsia vas siainfaiped gdbnstimingifor phaars. Hiehgdctianoeddivmerds @raerbin®/wWater

m xt ur eand|extracted switheathyk stherQ TI®O@ganis| solisfion was washed with water, dried on sodium sulphate,

2- i s&pritigpd .and evapqrerad, fogdyrgemynderedelu ¢ily frepidye, wampurifiest by eheainatagraphy/¢red d  of
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f S e '\hﬁ* -Fprardenash
0 2= 'So%i%ék}:ﬁ C)n Q?sdg) r ﬁ'g{g%ej“g 1ution was S'([)I rred
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was coohedhpiBqoneutralized with dilute hydrochloric acid. After that, the
mxture—‘was—g-r-stl lled in the presence #f ethyl acetate. The organic phase

was dr i ggoaiiors 0digm syis
obt aig eRbnyERE ulpHGHT} P
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A solution of 0.03 mol of 2-isopropyl-pyrazolof1,5-alpyridine and 0.03 mol of 4-methoxybenzenesul- -
so phonyl chloride in 60 mi of dichlorosthane was cooled to -24 ° C. After that 0.068 mol of aluminium chioride
was added in one fraction and the reaction medium was aliowed to return to room-temperature for 3 hours.
The mixture was then poured into iced water and distilled in the presence of ethyl acetate. After drying on
sodium sulphate, the medium was filtered and concentrated. The solid so obtained was then recrystallized
from an ethyl acetate/hexane mixture to provide a product in the form of a white crystalline solid.
85 In this manner, 0.018 mol of 2-isopropyl-3-(4-methoxybenzenesulphonyl) pyrazolo[1,5-alpytidine was
obtained.
Yield : 60%
M.P. : 138-139°C.
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et hyl acetate/hexane 4/6 m xture. so In this manner, 0.0073 nol of

2-i sopropyl - 3- (4- hydr oxybenzenesul phonyl ) furan was obtalned in a yleld of
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4- (4- rrethoxyphe y |o Ci nnoI I ne were obtained in a yield of 80% 25 MP.:
[ err ledafpee §50pr opanol / hept ane) Using the same procedure as that described
above—ut—from 3- br onoci nnol i ne there was obtai ned 3-(4-
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35 A mixture of 0.1 mol of sodium 4-fosyloxysulphinate and 0.1 mol of bromomethy! isopropyl ketone in
400 ml of N,N-dimethylformamide was stirred at 85°C for 90 min. The mixture was then poured onto ice
" and filtered on fritted glass. The pasty residue so obtained was successively washed twice with water, once
with 200 mi of ethanol and finally with ethyl ether. After drying under vacuum for 2 hours the desired
N\ product was provided after recrystallization from ethyl acetate.

40 In this manner, 0.074 mol of 1-(4-tosyloxybenzenesulphonyl)-3-methyl-butan-2-one was obtained in the
form of a white solid. '
Yield : 74%.
M.P.:160°C. %

4 b) 1-lsobutyryl-1-(4-tosyloxybenzenesulphonyl)cyclopropane
A mixture of 0.05 mol of 1-(4-tosyloxybenzenssulphonyl)-3-methyl-butan-2-one, {0.05 mol) of 1,2-
dibromo-ethane and 0.12 mol of potassium carbonate in 100 mi of N,N-dimethylformamide was stirred at
room-temperature for 80 hours. The reaction mixture was poured into water, acidified with dilute hydrochlo-
s0 ric acid and extracted with ethyl acetate. After drying on sodium sulphate, the medium was filtered and
concentrated. The residue so obtained was then purified by chromatography on a silica column using an
ethyl acetate/hexane 3/7 mixture as eluent.
In this manner, 0.026 mol of 1-isobutyryl-1-(4-tosyloxybenzenesulphonyl)cyclopropane was. obtained in
a yield of 53%.
56 M.P.:106 - 107°C.
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To a solution of 3.6g (0.0134 nol) of 4-(4-nethoxyphenylthio)cinnoeline,
there were added 30m of 47% hydrobrom c acid. The m xture was stirred and
heated at 125 C for 4 hours. Theplay@bsebsgqgic acid in 35 excess was then
eliminated with a rotatory evaporator sand the resi due obtai ned was taken up
with water. The solution was neutralized wth sodi um bi carbonate and

dried under vacuum at the tenperature of 60 C. In this manner, 2.9g of
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on sodium sulphate, the concentr ted The residue so obfained was then purified
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Preparation of 2-isopropyl-3-{4-[3-[N-methyl-N-(3,4-dimethoxy-g-phenethyl) amino]propyloxy]-
benzenesulphonyl}quinoline oxalate (SR 33694A) .

4 a) 2-sopropyl-3-{4-tosyloxybenzenesulphony quinofine
In a sealed tube a mixture of 0.02 mol of 2-aminobenzaldehyde and 0.02 mol of 1-(4-tosyloxyben-
zenesulphonyl)-3-methyl-butan-2-one was heated at 185°C for 2 hours. The mixture was then taken up in
_ dry ethyl ether and filtered.
50 M.P. of the hydrochiloride : about 90°C.

b) 2-lsopropyl 3-(4- h_ygroiyge_nze_ngsglg!logxl)gtlm_ogn_e
To a solution of 0.017 mol of 2-isopropyi-3-(4-tosyloxybenzenesulphonyl) quinoline in 250 mi of ethanol,
56 was added a solution of 0.068 mol of sodium hydroxide in 5 mt of water. The mixture was heated to reflux
for 2 hours and then the solvent was eliminated. The residue so obtained was taken up in water and
neutralized with acetic acid. The precipitate which formed was then filtered out, dried and recrystallized
from a dichloroethane/heptane 1/1 mixture.
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evaporator to provide 2.5g of an oily residue. The desired product was then
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was obtained. Yield : 10. 2% b) 1

3- [4 {3-[-Methyl-N (3, 4-di met hoxy- - phenet hyl ) am no] pr opyl oxy} benzenesul phon
yl ] ci nnbithis earmes Pigopropyp&-(4-hydroxybenzanegulphonsfia@nofiep W8 .00@I0eY inre lylpldef 56%.

3- (4-MWYdr8kybenzenesul phonyl) ci nnol i ne and 0. 4g of potassium car bonate in

10m of di met hyl sul phoxi de was stirred for 30 mn. After that, g1 (0. 0008
nol ) af 1- ChI O% lforgopyl-s {4-[3-[N-methyl-N-(3,4-dimethoxy- ﬁ-phenethyl)ammo] propyloxy

4 h t Th
g& st gg@r“ i sa ngr m@ ﬁ*""““& fontne, ca
~3~[N-m ¥ 4-§ ph%net e was a 2] reacand

and the stl rlrtJ n
medi “s”l xde @P%

SO|0t etfoﬁ& 5\%5'"% 3

am% ﬁ er ﬁﬂng Qh am{xfa eav];ag §)§ red
evapqrtatvrarera Si8ed Gt ﬂ erre rauror ah.s a‘f J' b 2
col Ungiphd, NikerdB LA@ NRhpoRBaSB! dfaks. tAX y This

base raiobi@bhytdna i boilsh [sRbM : &p nﬁana ma.rsfo%éw.hm %r. Bﬁ‘a‘iat a’ﬂ@iﬂb Babnan
et herkalin &RH wheroN of oxalic acid and the salt so fornmed was recrystallized

fram et inambis. rhahner] h2SsopropykB-4BI3:[N-nfdthiN @, 4-dirfidthoxy-4-phenethyl)  aminojpropyloxy}

3- [ 4-HeBzepdduiptiniiyduindling Sxafatelwasmblainad - [ err | - phenet hyl ) am no]- 35

pr opyM.dky}dzeazemedll phonyl ] ci nnol i ne oxal ate was obtained. MP.: [err].
EXAMPLE 18 Preparation of .

>/I sOpPMBYE 13 - [ 4- { 3-[ N- et hyl - N- oxi de- N- (3, 4- di met hoxy- [err] phenet hyl ) ami n
)}% 40 propyl oxy; benzenesul phonyl ]i ndol i zi ne acid oxal ate. A solution of

2_ 7 5(frpqq atiens” 9h {A{3-[N-methyl-N- (3 4-dimethoxy- B phenethyI)amlno]propyloxy}benzenesulphonyl]-6

2-i SWW di met hoxy-[err] - phenet hyl ) ani no] -

propy b nz nesul do z| ne in 40m of dichl oromethane was cool ed
to, [e ?? 5@’138{9"2?-"9?- ﬁ?f}s %ﬁ‘n 8% mol) of 3-chloro- perbenzor c acr din
40m of QEQHL%F:%%HQ%?WV\@ g ﬂdézm &&%}o t% n%&”\l omd thylsul 3@5 then
2l | OV st DR Hon D b5 Ui ewi@% Mi 4 sodi um
car QS@To?ybﬁ&L AHon) acl IRAFoRuCL er\e&&r mi? .r.%ras @.xrarr&a aeerssfa hd! Rk 2H urmat e_and
| t &k tdd@h-torhpdRatPOYERE 2 Weles &80 rRd as %ﬁr&gm@ 31 R4t akd Y PRk - The
reﬁ:l b Poni6t WdBLiiRér; hadhdd Widh watéknd dHR8 ulieF vekdupf!l by chromat ography on a silica
col urm mstigannet SanedyioRbefehas@ifionimeiitoitidhzihdRas cbinbd MQ yMidorisghe. deri vative
in fraee. :base Gwael). The oxal ate was then fornmed by addi ng an et hereal
solution of oxalic acid to a solution, of the base so provided, in 50

2-¥sopropyl -1-[4-{3- [N-rret hyl - N- oxi de- N- ( 3, 4- di rret hoxy-[ err]-phenet hyl )am n
o] - pr ofynigwe1ab AL real (o SHertepY Py briEinpsuiphenyrosteyinysidaziae and\@91bimohichdé& The

N M N'azsbr%@'el fRiuRles-7 o8, $0 1) oljiexamathyisbasphoranidewas heqte g 781 Hfor7APIni AEX ANVPL E
ﬁ methyl is opyl ketone were added while mamtammg the same temperature for 8 hours.
V4
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In this manner, 5-(4-tosyloxybenzenesulphonyl)-8-isopropyl- pyrrolo {1,2-bJpyridazine was obtained in
crystalline form.
Yield : 7%
45 M.P. : 149 °C (isopropanol).

\;Jaen
pr IO

©) S-{4Hydroxybenzenesulophonyl}-6-isopropyt-pyrrolo[1 2-blpyridazine.
A solution of 0.0034 mol of 5-(4-tosyloxybenzenesulphonyl)-6-isopropyl-pyrrolof1,2-blpyridazine in 75ml
50 of ethanol was heated to boiling and a solution of 0.0034 mol of sodium hydroxide in 3ml of water was
added. Boiling was maintained for 6 hours. The solvent was eliminated and the residue was taken up in
water and neutralized with acetic acid. The precipitate so formed was taken up in dichloroethane and the
solution was washed with water, dried on sodium sulphate and filtered. The solvent was finally evaporated
off.
85 in this manner, 5-(4-hydroxybenzenesulphonyl)-6-isopropyl-pyrrolo [1,2-bjpyridazine was isolated in a
yield of 75%.
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To a solution of 24g (1 nol) of sodium hydride in 500m of

NN- di et hyl f or mam de, there was added, drop-by-drop, a solution of 68g (1
mol ) of imdazole in 150mM of Ngp¢@agseighgsf or mami de. The nedi um was 10
stirred for 2 hours and then 126.6g (1 nol) of benzyl chloride were added.
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1- bepzyl - 2- (4 met hoxybenzenesul phonyl )i mi dazole in 10m of iodhydri c acid
was heatesrions 5 hours at [err]. The reaction nediumwas then poured into
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chrogat ogr aphy using ethy acet ate as eluent. Yield: 78% 40 EXAMPLE 20
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50 In this manner, 0.0073 mol of 2-isopropyl-3-(4-hydroxybenzenesulphonyl) furan was obtained in a yield
of 91%.
M.P. : 131 *C (ethyl acetate/hexane).

d) 2-Isopropyl- 3-[4-{3-[N-methyI-N-(3 4-dimethoxy-8-phenethyl)amino]propyloxy }benzenesulphonylifuran

56 oxalate

A mixture of 0.003 mol of 2-isopropyl-3-(4-hydroxybenzenesulphonyl) furan, 0.003 mol of 1-chioro-3-[N-
methyl-N-(3,4-dimethoxy-8-phensthyl)amino] propane and 3.23 x 10~ mols of crushed potassium car-
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52% M P. [err] 48 EP 0 302 793 Bl b) 1
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[err]
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2-chl omqpy{dgr.rb%@%phdgnloom of N, N-di net hyl formam de were added. The nedi um
was sgtirred at roomtenperature for 3 hours and the slight precipitate was

fil tergm@tﬁydroﬁfpﬁ@,wmmgrnat i on of the solvent, the oily residue was taken
up in 100nt ~of "water~and"Che m xture was stirr ed. The product which -
CNét al | imoetsolvich df BBg (0184 molpd 4qdrnetavdphwagihiodinndlind) thaest vasre addiBd 30mi loh¥7edii S
nanner hdirgblomie bdid b enizern oas Istred rapt hpated ati (@5 n@ fanetshooist Theniadrobromic gddeind of
8990035 \VekRess \{rag rthq\ eliminated with a rotatory evaporator and the residue obtained was taken up with water.
The solution was neutralized with sodium bicarbonate and filtered. The product so isolated was washed on
~ the filter with water and dried under vacuum at the temperature of 60°C.
. In this manner, 2.9g of 4-(4-hydroxyphenyithio)cinnoline were obtained after recrystallization from a 7/3
\_~  isopropanol/heptane mixture.
40 Yield : 85%
' M.P.:238°C
Using the same procedure descnbed above but from 3-(4-methoxyphenylthlo)cmnoIlne, there was
obtained 3-(4-hydroxyphenylthio)cinnoline in a yield of 90%.

5 ) 4{4-{3INmely k-0 4-dimethoxy--phenethyaminclpropyloxy ohenythclcimolne oxalete
A mixture of 2.5g (0.01 mol) of 4-(4-hydroxyphenylthuo)ccnnolune and 7g of crushed anhydrous potas-

sium carbonate in 50m! of dimethylsulphoxide was stirred for 30 min. After that 4.4g (0.012 mol) of 1-chloro-
3-IN-methyl-N-(3,4-dimethoxy-g-phenethyl)amino]propane oxalate were added while stirring was maintained

s0 for 24 hours at room-temperature. The medium was poured into water and extracted with ethyl ether. The
ethereal solution was washed with. water, dried on anhydrous sodium sulphate and filtered. The ethy! ether
was eliminated with a rotatory evaporator to obtain 5.3g of an oil which was purified by chromatography on
a silica column using methanol as eluent. The base so provided (4.7g) was then transformed into an oxalate
in ethyl ether medium and the salt was recrystallized from ethanol.

&5 In this manner 4.1g of 4-[4-{3-[N-methyI-N-(3,4-dimethoxy-B-phenethyl) amino]propyioxy }phenyithio]-
cinnoline oxalate were obtained.
Yield : 70.8% '
M.P. : 138 and 160°C.
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pr esenq Goxathte G e@&pfatﬁérnay ddtng Qdng@iRdréal REIRBE oN@saliel racialCen@ thes 6ali suTToRmddpiat €,
\Fil t ey samebdGRmGahdat ed. The green solid so obtained was recrystallized

first friam ted r alyeenf unasoganft hem-{FNmetityly-(3,28metiarze-Bahanethyin t émisochranner ,

0. 034 proplloyfbedzendsutpbaylicmyiine nziatecsas loptiossy MF. Nti8N@ was obt ained in the form

of a white solid.
"EXAMPLE 18

\\, Preparation of 2-isopropyl-1-[4-{3-[N-methyl-N-oxide-N- (3 4-d|methoxy-ﬁ-phenethyl)ammo]-
40 propyloxy}benzenesuIphonyl]mdollzme acid oxalate.

A solution of 2.75g (0.005 mol) of 2-isopropyl-1-[4-{3-[N-methyl-N-(3,4-dimethoxy-g8-phensethyl)amino}-
propyloxy}benzenesulphonyllindolizine in 40ml of dichloromethane was cooled to -10°C. Under stirring, 1g-
(0.005 mol) of 3-chloro-perbenzoic acid in 40mi of dichloromethane was added to the reaction medium

45 which was then allowed to return to room-temperature The mixture was washed with a sodium carbonate
solution and then with water. After drying on sodium sulphate and filtering, the solvent was evaporated off
using a rotatory evaporator. The residue so obtained (3.1g) was then purified by chromatography on a silica
column using methanol as solvent to obtain the required N-oxide derivative in free base form. The oxalate
was then formed by adding an ethereal solution of oxalic acid to a solution, of the base so provided, in

50 tetra-hydrofuran/ethy! ether.

In this manner, 2-isopropyl-1-[4-{3-[N-methyl-N-oxide-N-(3,4-dimethoxy-g-phenethyl)amino]-
propyloxy }benzenesulphonyllindolizine acid oxalate was obtained The N.M.R. spectrum was found to be
correct.”
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Yield: '82% MP.: [err] 30 c) 2-(4-Hydroxybenzenesul phonyl)indene. A
suspensi on of 0.01 nol of 2-(4-tosyl oxybenzenesul phonyl)indene in 100m of.
2N- sodi um hydr oxi de and 160m gof a8h hefgy was heated to [err]. After

conpl ete dissolution, the react I on nmedirum was poured into 35 water,
acidified with dilute hydrochloric acid and distilled in the presence of

di chiexnmpPeg t9ane. The residue was stirred in the presence of animal charcoal
and Sodium sul phate and then filtered and concentrated. In this manner

0. 00Preparhtionf 2- ( 4of hy dr oxXiytisesyE2[d8{N-phibyliN-(¢ 4 ritvetiexyrtsheodiydi ned |amiml-yi el d of
52% pidpioxy }eazengsulpinpijiiderolet(SR 897W@xane) . 40 d)

2-$4-{3-[ N-net hyl - N- (3, 4-di met hoxy-[err]-phenet hyl )am no] propyl oxy} benzenes
ul ph@hYBpiaimidpzolexal ate. A mi xture of 0.005 nol of

2-(4- hydro benzenesul phonyl )i ndende and 3.5g of crushed potassi um

car bonaioe iasieio oo engrs e w.ﬁﬁ%r"wé%g*ﬂ'w dedechoreigs aketor ¢ hat,

roH%-d rNg of |m|d ole in 150ml of dlmethylformamlde he medium was
T r s P&'ﬁ’b;{% ) T s e
whi ,,, when =pd © PRgMe PO 2P AIFe ™ The

her {e Iti
i °"c traed "%&%% :"I'" 8&1%?'7 th ethyl et her The et her eal
d %M wat

soI utlon vvas washe '(’:]rl e on anhydr ous sodi um sul phate and

fikt & RHenzyiBRa-RbtAN b&,tzg}gguwa,@,)ﬁ,damldﬁat ed with a rotatory evaporator and the
resi due-sao -olt ‘ameé’ was “puriftied by  chromat ography on a silica colum. The
base soroRy Mtichat 44438.28 MEoft1tbaRs firiiadred in 200@1 ok Bcethitrlial therelwsredddidéd) Gropyl | ¢ aci d
Jd N ety 576k ezs m&lof 4-metidxjbehz@ndsalprivayl chioride dissolved into 50mi of acetonitrile. After one

L [ AhguB- 1MLt yholt r@thilartinerebra agod]sd frp-npaiamotdsyhanaiied oider stiring for 12
\Jor20 p poun yThé erezipitates wisibniategl dnd thensdlutian veae pludfted bydigh ehessureliplid ditomatofrephy)

(et hasiug dighiommretigeaasleuentc5 50 EP 0 302 793 Bl EXAMPLE 23 Preparation of
2- i soprio g mapoqri-fenzyi- RﬂmmvbﬁW‘?ﬁulnb%V'Wﬂiﬁ??eb?MMW)i'aﬁﬂi?lé]ﬂf 5%.

propyl oxy} benzenesul phonyl ] - benzofuran acid oxalate (SR 33747 A) 5 a)

2- | sGb}:'B‘WY_"-34_P3Q"I‘B"°B{°6iﬁﬂ'ﬁ!’%'§}!f“ﬂ§59 benzenesul phonyl ] benzof uran This

ccfﬁ'pound vas ot2|n i, 6. g crlbed | 9a MP: [err]
28'%55;%3‘1;@ e ‘Zﬁgg :.1'°82.ﬁ o 1o

WE Fre e o
%923?"51'.%& %1- A2k "mero xzer%s g&%ﬁ bIa &%aﬂy.equmb%oxy benzyl )

am no) pr opyl oxy'} benzenesul phonyl ] enzofuran aci d oxal
d) 1-Benzyl-2-[4-{3-[N-methyl- N-(3 4~dimethoxy-g-phenethyl)amino]propyloxy} benzenesulphonyllimidazole.

N
A mixture of 0.5g (1.6 x 10~3mol) of 1-benzyl-2-(4-hydroxybenzenesulphonyl)imidazole, 0.86g (2.4 x
35 10~%mol) of 1-chloro-3-[N-methyl-N-(3,4-dimethoxy-g-phenethyl)aminoJpropane oxalate and 1.1g (7.9 x
10™3mol) of potassium carbonaie in 6ml of dimethylsulphoxide was maintained at 35°C for 3 days. The
reaction medium was then poured into ice water and the oil so obtained was purified by high pressure liquid
. chromatography using ethyl acetate as eluent.
\_~ Yield: 78%.
" 40
EXAMPLE 20

Preparation of 1-isopropyl-2-[4-{3-[N-msethyl-N-(3,4-dimethoxy-8-phenethyl) amino}-
propyloxy }benzenesulphonyl]benzimidazole oxalate.

45
a) 1-Isopropyl-2- (4—benzyloxybenzenesuIphonyl)benzumldazole
To a solution of 7.08 x 10™* mol of 4-benzyloxybenzenesuIphonyl chloride in 10ml of -acetonitrile cooled to
0°C, there was added 7.08 x 10~* mol of 1-isopropylbenzimidazole prepared in N,N-dimethylformamide
s0 from benzimidazole and isopropyl bromide in the presence of sodium hydride.
After that one equivalent of tristhylamine was added. The medium was stirred at room-temperature for 12
hours and the acetonitrile was then evaporated off. The residue so obtained was then taken up with water
and extracted several times with dichloromethane. The organic extracts were collecled, dried and evap-
orated. The residue so provided was purified by chromatography on a silica column using a
55 dichloromethane/ethyl acetate 99/1 mixture as eluent.
In this manner, 1-isopropyl-2-(4-benzyloxybenzenesulphonyl)benzimidazole was obtained in a yield of
- 52%.
M.P. : 94-96°C.



- 20 A mixture of 0.0103 nol -of 2-isopropyl-3-[4-(3-bronopropyl oxy)
‘benzenesul phonyl] benzofuran and 0.0206 nol of _

N- et hyl - 3, 4- di met hoxy-[err] - phgpgtahgbggbme in 75 m of toluene was
refluxed for 4 days in the presence of nol of anhydrous and finely
crushed potassium carbonate. After reactl ng t he nedi umwas allowed to cool,
t he mi pt-Bbpremyl-2-@-hpdmxybérizbriesuightnybinzimiteizdene filtrate was evaporated to
dryness. After that, the 25 unreacted anine was separated out by elution
chr omat ogﬁaﬁgmof@mamumqfﬁwerahw 45 Y 30T gnot #f| 1dsopfopyir(benayiaxsenzendiyiphetulyi r ed

pr oduc tergisidazeie andyYP158 iof d0%rpaliadivr icharcogiand e Biyiu bigined was waintaipedunderet one
as ef udydrogengimogpheres Whensthe saauirpd (apandity pf hydsegen rraaimgroegramely affert abait 2ihevrere d

i nto alﬂ‘eegt::‘?abfﬁd%élf'%%d ?‘ﬁ‘l anck waphod it ethagol. Jhp Algools, oxdiaste werg |colleeipd, andayersratedx al i ¢
aci d. mpd

2-i sopr |thl "‘lB"Ee r{’% %‘%&Y“’W?@Z%eﬂpﬁﬂ%ﬂvmﬂﬁﬁ?wﬁ LERHE B EBY T Sxy} 30
benzen%fg zofuran acid oxalate was obtained in a yield of 40 to
60% MWF &C (ethanol). Using the sane method as that described above

t he fol ovm ng corrpounds were prepared: COVPOUNDS 35

2- | soprppyl - [ g m benzen
esul phg& i IS0 '%mtﬁ?a{ﬁl{é@tm%‘%ﬁﬁw%ﬁ i Exyﬁ)ﬁ?my%%wpnﬁ%? C
(metparrol)- 2=t sopropyl -3-[4-{3-[ -

N- (3, 4- divees hmays bet.ad x ploenabing 1)isdproppleni-aiydxpeyidenbaprcesshdinibaoy adhd 5
benzof equnaleats iofl pdibssidinadationatd BR5nE Hf Fnehyis(ifborion liere is dddBY 1.5[eglivdien( BEE1-hanol )
2> s 0p cupyB-{i$mpthy {N2(3[4fdinmatiokyy B-pidnéiBydmitolprepdne xyatelecr 1 | - phenet hyl ) ami no] et hyl o
xy} belbemedun phosiybd foe ahoof 15rhamrs Abdhi-Grentl theaes{dBRWESRtEMd A) ich Brdieqrededdgth M P. :
Y-err eindtabeiaio] ) 45 :

2-1sop 9'93"191 Se{ was] themerief nd pyapaiater gfidiiee PRSR o Bevided wasrAuisH thy tchomRied-benzen
esul ph pn a pj Z-‘G'P'EPP aﬂ"%@ﬁtwéﬂeﬁeé“%@m‘ 357 5‘39“‘)!9 T(‘ER’Q vezs gy fqUnesl usinger |

(et hané? 7“‘929"1' P pfypreaia Qt {4 LN et hy A -[e phenet hyl
EE i b, U L e e

2- | sopi L 4-{3-[N-methyl -N-[ (2-pyridyl)-[err]-ethyl]am no] propyl oxy}be
nzenesuiq—gﬁef’réyﬁ— benzof uran (SR 33783) (Exanple 29) Yellow oil.
2-1 sopeRRithiod- 4 { Ik InindilyReLARRRLGA Mol il | TR IRRIRGLBRARY! 0XY} D

enzepe M|m%teueu4w uramacrd—oxarate (SR-S33790—7A—(E=Xamtre—36)—55 M P.:
[err] g'rTe‘t-h'a'nUI—)—Sl EP 0 302 793 Bl EXAI\/PLE 31 Preparation of

&;i S 0P PP iMethokybedzandsibrER}pydmidihe 3, 4- di met hoxy-[err] - phenethyl) am no] -

To 8.7 x 1072 mol of 50%-sodium hydride in 20ml of N,N-dimethylformamide, there were added 12.3g
35 (8.7 x 1072 mol) of 4-methoxyphenyithiol. After the gaseous evolution was terminated namely after about 2
hours; 10g (8.7 x 10™2 mol) of 2-chloropyrimidine in 100ml of N,N-dimethylformamide were added. The
medium was stirred at room-temperature for 3 hours and the slight precipitate was filtered out. After
o evaporation of the solvent, the oily residue was taken up in 100ml of water and the mixture was stirred.
A The preduct which crystallized was then filtsred out and washed with water.
: 40 In this manner 2-(4~methoxybenzenesuIphonyl)pynmvdme was obtained in a yleld of 89%.
M.P.:72°C.

b) 2-(4-Hydroxybenzenesulphony pyrimidine.

45 A mixture of 46 x 10™° mol of 2-(4-methoxybenzenesulphonyl)pyrimidine and 10ml of 47%-
hydrobromic acid was heated for 1 hour at 90 ° C. The reaction medium was neutralized to a pH of 7 with an
ammonia solution and the pasty residue was exiracted with dichloromethane. The organic phase was then
dried and evaporated and the residue so provided was purified by chromatography on a silica column using
dichloromsthane as sluent.

50 In this manner, 2-(4-hydroxybenzenesuIphonyl)pynmldlne was obtamed

¢) 2-{4-{3-{N-methyl-N-(3,4-dimethoxy-§-phenethyl)amino]propyloxy}benzenesulphonyllpyrimidine oxalate.
To a mixture of 1.6 x 10~ mol of 2-(4-hydroxybenzenssuiphonyl) pyrimidine, 2.4 x 10~ mol of 1-
s5 chloro-3-[N-methyl-N-(3,4-dimethoxy-g8-phenethyl)aminojpropane oxalate and 1.1g of potassium carbonate
was maintained at 36°C for several hours and the residue was poured on ice and extracted with ethyl
acetate. The organic phase was then dried and evaporated and the base so provided was purified by
chromatography on a silica column. The oxalate was then formed using an ethereal solution of oxalic acid.
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pr opyl oxy} benzenesul phonyl ]i m dazol e di hydrochloride (SR 33800 A) 5 a) 1

-1 sopropyl - 2- (4- met hoxybenzenesul phonyl) im dazole Into 20 m of
acetonitrile was introduced O. lgppho®feslmi sopropyli m dazole. After that 0.1
nol of 4-nmethoxybenzenesul phonyl chloride in 20 m of acetonitrile was
added drop-by- 10 drop. The addition took one hour and the tenperature

i ncr easedn this 8@NneC 2-[A{3HBirmathybNiib4wimethexyistphepetiyaminghrpropenyleeseteselpidnilt nol

of tri exrimjdingrpxplete wessobtgitgdd t o t he reaction nediumand stirring was

mai nt ai_ ned for 20 hours. The precipitate which formed was suction-filtered,
t he fiEﬁ!‘éﬂE_%@/as evaporated to dryness and the residue was dissolved in

ethyﬁ ) te. wi th neutral er, the extract was dried and
S0l at BEPIEOR oL -4ty @&BWML%?’WWPXBM%QPQ"F?@WBM!H"@"P| ca
col urm =215 W|th et hyl acetate 15 prOV|ded4Sg of a browni sh oil
whi ch &0 | sopropyl - 2- (4- met hoxybenzenesul phonyl)
i md zg)fy’eéts%éség ?s&l‘&gg@eﬁes -“(Jgf 16% Purity: 99.9% (high pressure '

liquid chiedRivognaibssned, B m.xtur@é]r 0.05 SR orliflohs, b.os ML A LBy NENGHEE obb® mdi'Si NT
t he Sa@%uﬂ{c%%ﬁdér $hd dD005 1A ofRethyidntiRth a:%&yo?ide in 3ml of acetonitrile was heated at 115°C

- 1-benzy zamﬁéwn&m@wb«s@mn&mhmh@mmmt A ARZPERAE) wHIBK foRMIdGab Gbrdd anll he

f or m ofecigstiod Rork & GiRy! &¥dtelohlobdidin mied.r ] (et hyl acetate/ n-hexane 1/2) b

1- | 3©pr omythis 2nander, AR @oy STEFohRIDESE-d3IONYHdnYenesMpHGE) irdandSwas obtkiRed3in aAeidadt
anhydraass N, N-di net hyl f or mam de were suspended, under nitrogen atnosphere,
2.4 g WeB:weferr] nol) of a 50% - sodium hydride oily mxture and 1.8 ni
(4 x [err] nmol) of 2- rrercaptoethanol in 5 mM of N Ndinethylformam de was

(Sl_~12°7 X er r] of 1-i sopr 4- met hoxybenzenesul phonyl ) im dazol e
in 20 m 'the H“S‘Pm' gnegyiRtanyA) dnsiaep ang Q@4 mebief it 'Wa@'"? hen
heat edm '°r‘l'f?fF‘ '@ﬁg" 813?’ ‘”‘g BF‘é'EP"bﬁ p B‘H’Peﬁ'e |"P?E”8’“3\93 P%m' ﬂ TeF'

wat er tT at | on
and { hgm e"rf at i Ha S0 o ot P L %?"é%["ﬂ’%ﬁ P’bd T :Ev%

The oG gl Siboh %gﬁ&f%qus%&g&%fg;np@ngﬁa&% AheCortafholl s Bl b0 LG Lhe

fi Itragoq; was evapor at e wni s resi I'd was taken
up in ﬁe,ghgg%oronet hane/ net hanol 4/1 mixture and suctlon flltered to

el i m njiee. fAdeci nsol ubl e matter. The filtrate when concentrated provided
4. 7% g of a brownish oil. 35 In this manner, 2.3 g of

1-i sopé)qg}yy@g,@g@%§@§@pmaesul phonyl) im dazol e were obtained In the
e%-l’iyl ac at spengich @002 mbal ofY2-@iHtokyloXybeiénestlphonyiind&3. i ¥ iof) PN-Seders bideoxide qui d
c hr onmaenddpéuiey $thani viRs theqtest to 180 (@ tAfter| complete slissalutiort) the aeaetioh mbyliusGvas pourdddntg t he
sanes pw@@emﬂsd aih dilutet hydeeghiericlzeid anddistiled in the presence of dichloromethans. The residue

1- benz¥y3s-siagdqo thy aregenpd efprimababercoshendysodium myirhate ghd thopitergld pad geaepniraied he f or m

of a whi {nehis gennar 0-945mal of @-hydspaypapzenpsuiohgny bisdepe wascbteirp@ et 62 %n- hexane)
45  c)MP.:208-210°C (ethyl acetate/hexane).

é@%"ﬁ?}%%@ Jaé?s{sﬁr% s L

I met X e.

g ( yaxit‘féf? *’* i ﬂ?%’“?““’”‘y 4 9’?%%‘33; e b Aol
Y

gm 1y I- -(3( ﬁ\re{h xy rSHaF?e ded while stirring was maintained for 24
met yl k -[err] - phenet hyl ) am no] propane aci d oxal ate and 3 g
(21.5 The[rﬁﬁdl’u}n Wﬁ%'&)uf@ﬂ] mMa’iéi Shd! Btracted with ethyl ether. The ethereal solution was washed with
water, dried on anhydrous sodium sulphate and filtered. The ethyl ether was eliminated with a rotatory
evaporator and the residue so obtained was purified by chromatography on a silica column. The base so
_ provided was then transformed into an oxalate by adding oxalic acid in ethy! ether.
50 In this manner 2-[4-{3-[N-msthyl-N-(3,4-dimethoxy-g-phenethyl)aminc] propyloxy}benzenesulphonyl)-
indene oxalate was obtained.
M.P. : 176 * C (ethanol/isopropanol).
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carbonate. The nedium was then heated for 5 hours at 60 C, poured into 100"
m of water and extracted with 3 fractions each of 50 ml of ethyl acetate.
The extracts were collected and wpoged 708881 3 fractions each of 30 m of
water to obtain 3.45 g of a brownish oil. This oil was then purified on a
silica columm using an ethyl -acetate/ methanol 75/25 m xture as 55 sol vent
to proviEMPLR23 of an oil. The di hydr.gthl oride was then forned i n nmethanol

by addi ng gaseous hydrochl or| c acid. The rret hanol was evaporated off and
t he r 63|MEM5_% [ i) ethy (3,4 ® 2 , (4 pHreRy “‘ a:'» SU'phO v 0
302 793 Merzoluaniepid oxaial (SR 33747 P&)5

1-isofro N- rret 3, 4- hox err] - phenet hyl ) am no] pr opy!l
oxy} berﬁék&ﬁ%bﬂ&'@%’ﬂfﬁw @"&%ﬁ@&&ﬁ%ﬂfﬁéwe obtained in the form

g;ng \SIPI t e‘gw J:om oungI 3? gaaegnscr slﬁ'%/%e mgt%c} Xescribggin%xgrr?ple M. P.: [ er r] Usi ng t he

1- ben yI 2
phene{ohyl )ggm nto %%;F%xy %gﬁﬂnés%%onw Jr ¥ azoI e acid oxal ate was

obt ai nedcdppdundsf orm of a white solid (SR 33776 A) (Exanple 32). Yield

49. 21% TO—MP—130.5 C (ethyl acetate/nethanol) EXAMPLE 33 Preparation of"
4- [ 4- { 3-2ibbpropi1ays-tPbréntoethofiiERichédtiphdn @] behzdRldgnet hyl ) am-no] propyl oxy} benzenes
ul phonyIn.pL,1be-11d5¢cdi phenyl -i mi dazol e aci d oxal ate a)

4- ( 4- MethenpyoplaaHz-erecandbpipiony bonzdneSuiphonyl] ®@enzbfuianOmaz ol e Wi le sti rring at
roomtenperature, a solution of 2.1 g (0 01 rml) of (4-met hoxy- benzene) 20

ni+#r ofen at nosphere to a suspension of 0.4 g (0.01 m)l) of 60% sodi um
hydri de | nAZ“!JX‘\‘fP %fﬁ 0a93Eeh ¢ E‘PW‘R‘? Td‘éa'b'ﬂf‘?%qpy'f’ﬁé bprzepastlenopythpenzdyran pndy
was mal %'@Ef e@’y'ﬁ" °"z¥r?d° was seflxad Jor 4 days 1"6'8—?d
wat er . "59 ' a{:'??"?t? gf'?)arcf'ﬁg g ? "?i\gh oi | .
This gi I T 5’ﬁ'e 't ’? ‘%‘ il ness., 3
25 u re e out con c n lmm usm chior
manner, et Ted?E g& 3 o su todergs(i%‘érﬁ e
Was Obt hggﬁjs Qol acnd oxalate in ethyl acetatf using an
hgpgg,s W%ﬂ@é ony p eny -1m azo e 30 To ution of
0 28 9 (3in7 tnid €T by nrﬁp” ﬂéop%pfﬂéf[& NGOty PRUEM-dith&hox -B&nz f  amino)propyloxy}
N, N- ioMhishdsApRBRR] sbRzoNA 50/ SRbte mggfamsd i lalyielihf a0 ?t tle fractions
0. 354 g mb. :66P4cs@flarionn hydride. Stirring was maintai ned for 0. 25 hour at
room t enpetsiigltficcsama thethoa Bs Mat Aéstrigpd@bove the following compounds were prepared :
4-\(4- met hoxy- benzenesul phonyl ) -1, 5-di phenyl -i m dazole in 5 m of
N, N- di me2aMAJUBIDBa de was added. The reactor was heated for 1 hour in an

oily sath at [err] and 35 the mediumwas al|lowed to cool, poured into 30 ni

of i ced rrapopyiEritt{2:Nrontiy-Nds, ‘r@jmgthpxrbwzwanwommieeh@mwwiphmvl benzofuran
hemioxalate (SR 33752 A) (Example 24)

' M.P. : 197 ° C (methanoi)
k/ ' 2-1sopropyt-3-[4-{3-[ N-(3,4-dimethoxy-g-phensthyl)aminolpropyloxy} benzenesulphonyl] benzofuran acid
40 oxalate (SR 33753 A) (Example 25)
M.P. : 196 * C (methanol)
2-Isopropyl-3-[4-{2-[N-methy!-N-(3,4-dimethoxy-g8-phenethyl)aminc]ethyloxy} benzenesulphonyl benzofuran
hemioxalate (SR 33754 A) (Example 26)
: 180 ° C (methanol)
45 2—lsopropyI-3-[4-{4-[N-merthyl- (3, 4-d|methoxy-benzyj)ammo]butyony}benzenesulphonyl] benzofuran
hemioxalate (SR 33755 A) (Example 27)
M.P. : 154 °C (ethanol) '
2-Isopropyl-3-[4-{4-[N-methyl-N-(3, 4-d|methoxy-ﬁ-phenethyl Yaminolbutyloxy} benzenssulphonyllbenzofuran
acid oxalate (SR 33756 A) (Example 28)
50 2-Isopropyl-3-[4-{3-{N-methyl-N-[(2-pyridyl)-8-ethyllamino]Jpropyloxy}benzenesulphonyl] benzofuran (SR
33783) (Example 29)
Yellow oil.
2-1sopropyl-3-{4-{3-[N-[3-(1,3-benzodioxolyl)]- s-ethylJamino]propyloxy}benzene sulphonyl benzofuran acid
oxalate (SR 33790 A) (Example 30)
856 M.P.: 194°C (methanol)
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hydrochl-ori c acid. The precipitate which forned was suction-filtered,
washed with water and dried on phosphorous pentoxide under 5 mm Hg. The
solid obtai ned was t hen washedgpwpishe @by acetate. In this manner, 0.617 g -
of 4-(4-hydroxy-benzenesul phonyl)-1, 5-di phenyl -i mi dazol e was provided in a
yield of 91% 40 MP. : [err] ¢c) =

4- [ 4- EBAMRLEL hyl - N- (3, 4- di net hoxy- [err]-phenethyl)am no] propyl oxy} benzenes
ul phonyl 1, 5-di phenyl -im idazole acid oxal ate 45 To 0.60 g (1.6 X
[err] Pregprationt 4. (gt hydr dAseP1sevt2EhEdNims VS &-dimetbaxy-ginbenpthyl) i dazslineki n 17
m of PIePRexyHieRzepesyiPhRy iimidezgla dfpydrochlordey 8907y (5.28 x [err] mol) of
crudhed anhydrous potassi um carbonate. The nediumwas stirred for 0.5 hour

at ro8htP élr'zé&"iﬂs .°§‘5Rf'128?es'ﬂ_‘i’ﬂ9fy')ﬁ.’."§928'eg (1. 6 x [err] mol) of 1-chloro-3-[N-

met hyl - g‘ ag%é‘ ghq no ane aC| d oxal ate was added

and t he % %g‘ c& benzen squ on c or m 0 of al Ele Qvas andchHrop-b (rrer .
COO hQ&dgm twk n stu Rg &'r rry‘ate .

whi Ch LR 'R .éﬂ% rle £5§d§dt :heér%aéfa hnd.éM}'h Qhikthibed bHgg an oil
was Ch&MQQFe@.B eB hi€H ofned! ds%@ctﬁﬁl iIePEa, W8 'nitdte VRl ateasto A&k Yadlthe AN

anor phgidge ResClidblod IR SthiQcstRb HrBeFkshil Fith reutfad Watbr) thélakikabt Wi ribd aHaSdoReq®d i Nt 0
an oxal gle18.9 g aevsraw.shemharahe&abwunm%aé SNida1 oblukhh ETHESIBN Mih @thinedcemte
solsst peiidel 4.50% &l o twownish Sil wikich doltdifea.manner ,
4- [ 4- { 3-i sty | 1—|§<bp(03yl42-(d-imlhb>hbahyer{sﬂnnh]myp Ingite2blb Whs obtained in a yield of 16%.
am noPpitoBelotxriph eresserediguidt pivamatdgraphd 1, 5- di phenyl -i m dazol e aci d oxal ate
1S oM fledB6° Hi(dthyl hastateln-hekame pi2bpanol / et hanol / met hanol ). 53 EP 0 302 793
EXANRIskg the qame preceduiecas thapflescribed above 1-benzyl-2-(4-methoxybenzenssulphonyl) imidazole

4. f28- v qorgingg intie for ¢f3 whiteibelgersiisiy - [ er r ] - phenet hyl ) ani no] pr opyl oxy}
benzeﬁb"su?ﬁé’rﬂ ¥'5°°t @WP"%‘Yﬁ)azol e acid oxalate (SR 33791 A) a) -
4- (4- F’/Et hox nesul hon ‘%E&'I henél -thiazole To 6.3 g (0.03 nol) of
(4-nme e d’%’i!f? él' imigaz Eyanl de and 3.2 g (0 015 nol) of S—

(th Obef?,,ZS’&’m? arr;hyglgu Rrd et Wle & d, uder |P MLAN0) here gg
et q"m‘ ; m“%' gda&p‘& 2('&{3 o Msé%;&fm g mi“ i ?ﬁat
)9

the t ﬁﬁ% D -0 dﬁ’é\ﬁsa“p}bﬁﬁ@f@ nzét'l or}ﬁ)‘GrHul-JéPo@rl 28 nﬁan Wr@&ﬁ hﬁf& ution

of S Oakidh WaleQhdrCRIUE e HiCn tias 1IBR nEdisd 15180 - G1OLordBL B3R SNG PoreCikBd Wi t h

a Wb CpdoohirRbARAR6r. HieQrdWnlsh Blobiitate Which Udred WaSdIMMated! by MFatiomardiytra®lifess0di UM

sul phadidfieans a@shp@hchedled FBRCHIRS iatltlcrhd@mdilh vas ek trbdte2iCvitd \sodidin Bio@bedgaphy on

a Si | tocaeutalityuand this filtige e bvaporatbd) &ndry@ss. Elihel diwnish Desidual solidt wWds SakeRped a2. 2 g

\Qf; 4- @inhidrérosthebemethanel 4l oy [ahd Sugibrefitplod tit iobmiodte thacin@iuble tradttae The Milrbthe f or m

of a yin| conventratedabrovivieded.th g df40yavinBh oil. [ err] (et hanol ) 20 b)

4 (o8}- mwmmmm Tgerprepyi2-(4hysrnxyiphzengpulphanlibimidapglecwere ebtaifiedin the fpri3. 3 x
[err]o rﬁtﬁ" "bPe'Q"- {olid sfier prsiSAHieY s FQlMBNINg othyl apsiiaiman elueht azol e in a mixture

of 33YRH:642% acial acetic acid and 33 m of 47%- hydrobronic acid was

heat eB“'EPhxféts"’r@'ﬂ'l‘ B’)?ssf'@r"q‘ﬂ‘)%cq‘i%'ﬂﬁ‘@'apme medi um was evaporated to dryness

qg}rfg& rpue same proce urs as escﬁ)ed abovgq~brer?z%-é:-la—?\yc;roxyLenzenesup%ony8 |m|Hazole

was obtained in the form of a white solvd '

Yield : 56.4%

M.P. : 161 - 162 * C (ethyl acetate/methanol/n-hexane)

45 c) 1- |sopropy|-2-[4-{3~[N—methyl-N-(3 4-dimethoxy-g8- phenethy|)ammo]propyloxy} benzensesulphonyl] im-

in 23 mi of dimethylsulphoxide were stirred for about 15 hours at room-temperature, 2.3 g (8.6 x 103
mol) of 1-isopropyl-2-(4-hydroxybenzenesulphonyl) imidazole, 3.45 g (9.5 x 10™® mol) of 1-chloro-3-[N-
s0 methyl-N-(3,4-dimethoxy-8-phenethyl)amino]propane acid oxalate and 3 g (21.5 x 10~2 mol) of potassium
carbonate. Tho medium was then heated for 5 hours at 680 °C, poured into 100 ml of water and extracted
with 3 fractions each of 50 mi of ethyl acetate.
The extracts were collected and washed with 3 fractions each of 30 ml of water o obtain 3.45 g of a
brownish oil. This oil was then purified on a silica column using an ethyl acetate/methanol 75/25 mixture as
55 solvent to provide 2.4 g of an oil. The dihydrochloride was then formed in methanol by adding gaseous
hydrochloric acid. The methanol was evaporated off and the residue was taken up in dry ethyl ether and
filtered out.
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25 bi carbonate. The grey precipitate which fornmed was suction-filtered and
taken up in dichlorethane. The phenol derivative was extracted with an
aqueous sol ution of 0.01 nol Psq) hgqdr oxi de and regenerated by
acidification using acetic aC| nthrs rranner 0.7 g of

4- (4- hydr oxybenzenesul phonyl ) - 5- phenyl -t hi azol e was obtained in a yield of
66% 30 mn\hiPmande@r205 gCof 1-isopropyl-2-[4-{3-[N-methyl-N-(3,4-dimethoxy-g-phenethyljamino]propyloxy}

4- [ 4- { BnidNosuiphdnylimidadol, dhydrothitrilowgre pigtditied-ipine roeh biyd yratarsslia] pr opyl oxy} benzenes
ul phonyiéldi : B-4%enyl -t hi azol e aci d oxal ate 35 To'a solution of 0.75 g
(2.4 xPyryr:®9B4%ol ) of 4-(4-hydroxybenzene-sul phonyl)-5-phenyl -thiazole in 25
m  of MPN-29Get hyl | or mani de, was added 1.1 g (7.9 x [err] nol) of crushed
anhydr ou¥sipmh thessamanereasduse @A et deyebedeaboYan my'gt[ﬂ'\?'fé'd"qﬂ?y N, 55dimethoxy-At

roomt ﬁ%’%l?‘ﬁP’%!ﬂ'xﬂbWe@"R"Q"VH iidpzglerapid pysplate jyps qktained dn Hiedormnef genthits | -

N- (3, 439 ﬁ@taﬁyﬁf‘) Eé‘F’P'}'eﬁienet hyl ) ami no] propane acid oxal ate was added. The
react:/\ﬁ? ng t?‘g’a c—F\‘ t [err] for 0.75 hour, cooled and poured into
i cedf et SOAFG Y] aeing WI th ethyl ether, the organic |ayer 40 was
washed ter and dried.on anhydrous sodi um sul phate. After evaporation
to. dr Mer vacuum the oily residue was chronotographied on a silica

col &mpraaa,efhl Mt Aoty AtHoh i hertifiiod ok 55 sty RM AP OT at ed

et hyl/ = ur e. The acid oxal ate was t hen f or rred by addi ng
oxal i Ca)aQi-MethékyDohibghes@privnyl)-1,8-MphehyHnsidazowBnner, 0.8 g of -
6— [4-{3-TNTReThyI“N-"(C3,4-di neT hoxXy-[erT] - phenet hyl ) am no] 45
pr-opy| ox white retiging: Sati | ppbrotayrpbrafurep hee sgiltion hofa20! @ @O dmolx adf afdencttasy-ebieae)n ed
saf t er sulphenylsietolyisovatideoandf 2.0 01 (0@t Mmeal) oinkbphenjubdnzimidb@d cBoriGe iEAT\MPLECiIB&hdXO
Pr e par yetheemwaspddded drop-by-drop and under nitrogen atmosphere to a suspension of 0.4 g (0.01 mol) of

4- [ 4- {89%4-9qdi@thygpde lig 23mlaf GIWPBIVHVJWX'P% Aftgr-t @f?évqu pirnos mels p’gl% g
Abtain

benzen®¥i#y h‘B‘h fiumy_wap §B 'iV 394"0‘1""@’ Emasphqps; preductsasse

1-1 sob‘[?(‘ AP"tTB i? P minaLoWMRy. dj et hyl ani no- et hene 55
A s ut_l magn %77(4 efzg 4mﬂ)ox)blrenzene ulphory )-1 ,5-diphenyl-imidazole was obtained in a

1-(4- t benzenesul phonyl) - 3- net hyl - 2- but anone (M P. :156 - [err] and
759 m)l) of N, N-di met hyl f ormam de di net hyl acetal in 50 m of

t ol ue 1 efd T ours. After reacting, the nmedium
was nﬁ 4%44?@%@&3%@8&{0";‘)% 2 Mﬁﬁﬁﬁmmdagobe was stirred 54 EP 0 302 793

131t ogetr.hs%ouwoh B @&7@ 3.9 19YChél G 5aMMcabt8 6thdnoPin BAHIof N, NAGmEIRtbIHMINE Svas

suct i ofudd, bideF &iting\WRG BEfkieWakAbnS 8340\ BBRR oM njdie. BIiMRYAGHs nfehiaial Rk D8SI Was
\Lecr Y Stoad dtirGoRtheipeditng ndTihed.771ES Sram@inethbiy-tohieResTIBIUARAN-1,5-Biptdng-idifiazole in 5
A1- 1 sobit of NNimdthyidmiantidel v yddsaTaBesoh plOwgied fo2 1 Nblrdh afedily bowars 14D Stahiene
Aver & obd mbdigal wagalibweel t6 osanpodredCintp S &l of icdsl watér eddchcidfied o¥H +8with yancétated %

(hi gh hydegdaic ecidi Jbe @recibitatemabichy foapduyyas $uckon:filtgrext, mjashed with water and dried on

phosphorous pentoxide under 5 mm Hg. The solid obtained was then washed with ethy! acetate.
In this manner, 0.617 g of 4—(4-hydroxy-benzenesuIphonyl)—1 ,5-diphenyl-imidazole was provided in a
s yield of 91%.
" 40 MP.:300°C.

c) 4-[4-{3-[N-msthyl-N-(3,4-dimethoxy-8-phenethyl)amino]propyloxy }benzenesulphonyl-1,5-diphenyl-im-

45 To 0.60 g (1.6 x 103 mol) of 4-(4-hydroxy-benzenesulphonyl)-1,5-diphenyl-imidazole in 17 ml of N,N-
dimethylformamide was added 0.730 g (5.28 x 10~3.mol) of crushed anhydrous potassium carbonate. The
medium was stirred for 0.5 hour at room-temperature. After that 0.578 g (1.8 x 10™2 mol) of 1-chloro-3-[N-
methyl-N-(3,4-dimethoxy-g-phenethyl)amino} propane acid oxalate was added and the reactor was heated in
an oily bath at 105°C for 0.75 hour. After cooling, the mixture was poured into iced water and the

so precipitate which formed was suction-filiered. This solid which transformed into an oil was chromatographied
on a silica column using methanol as an eluent. An amorphous product was so obtained (M.P. : <50°C)
which was transformed into an oxalate in an ethyl ether/ethyl acetate mixture using an ethereal solution of
oxalic acid.

In this manner, 4-[4-{3-[N-methyl-N-(3,4-dimethoxy-g-phenethyl}) amino]propyloxy}benzenesulphonyl-
s6 1,5-diphenyl-imidazole acid oxalate was obtained. M.P. : 162 ° C (isopropanol/ethanol/methanol).
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b) 4- (4- Hydr oxy- benzenesul phonyl ) - 5-i sopropyl - pyrazol e 10 A solution of 4.5
g (0.01 nol) of

1-i sobutyroyl-1-(4-tosyl oxy- bw@g&ﬁﬁs@pnyl) 2- N, N- di et hyl am no- et hene
and 16 m (0.2 nol) of hydrazine hydrate in 25 m of methanol and 7 m of
wat er was heated under reflux for 1 hour. After reacting, the medi um was
evapoE¥AMRLE3é dr yness and the residue was purified by elution

chromat ography on silica using ethyl acetate as eluent. The oil so obtained
was t Preperatioy s pia| 4-j4A8-EN-mSthyHN-(@ndit@thoxyt-8-pifenetivi)aminciprobyiouydy stepienésplebpnaltbso f r om
wat er phepytthidaple agihenalate, (3'@33391'1Abf

4- (%4- hy dro - benzenesul phon ) - 5-i sopropyl pyrazol ewas obtained in a yield
of 333)7'0/@‘ pRypgnzer BUBOI) 10 Mé@'&@f@e liquid chromatography). MP.: J[err]

R

) tion

1'Ch' d ?‘a Haf:%r% Jaof HéoOPa”e in
40 mergd mryas s%uihmm g%rggfs.de uﬁﬁb’ﬁ T b Ushed
pot asg LiktdSiah® ldRhid@tharsl asreru days at roomterrperature A¥ er

reagct i ng, thi hemﬁee Iz%fmﬁemwséﬁéenwpﬂo@|)J61pxénthma@fe weRobidine@fin #6tRh ofdd 100 g
of i celiowddier extraction with 3 fractions each of 100 ml of isopropyl ether
the ovigansass | ayer was washed with 50 ml of water. The oily residue was then
ur i fMed: 189° @(methans) chr omat ogr aphy on silica neutralized with diethylam ne
and using 30 acetone as eluent. The acid oxalate was then formed in

\is e dyii-HedrrgbengenesuiphenylStohenyktbibzolso| ut i on of oxalic acid. In this manner,

4-[4-{3-[N-nmet hyl - N- (3, 4-di rrethoxy [err]-phenet hyl)
ani no] prEre Rt b@ﬁ&?@h&a gsrzﬁnysmwg'&meewp ?eﬁzeev'éh'a&e'w RO Was
9t

obt ai of glscual bromjcracid was heated under reflux for 35 hours. The

h
i

zy j’ tg {RWhé dIa su wp %T tg:f é;?ﬁtﬂ:;quﬁ?:ﬁgﬂan%%nbenzenes
dervat' fgﬁ - ben lfaenLt'asssl‘Jm %ony mﬁ'—?\lsﬁ-'ug‘ Wéjfoﬁ 3"#1 'ﬁ%’"er?tﬁ%ne Thi s
1- (4-g584 hoxy enzenesdl?%(%ld{/ benzenesuwh?ny'ﬁs B’t’ftngrtltgﬁge(wl\i;ls F?btaﬂ%d " y'elf) usi ng

t hg, s@ape. wsasedure as that described in Exanple 35. Yield 80. 9% 45 M P.

1) [err] 2) [err] b)

5- | Sogr opp-{a4N-bthEN-{3ENmdIRRY: B-pRMbthAAA MY oop ek badzeheulpionyll-siphshyHnRze  12. 45
’*g/ (0. &4 oxailtg "of 1- (2~ mef hoXy-benzenesalrphonyl’) -2 N, N dimet hyT an no-ét hene,

3.32 37 (0.04 nol) of anhydrous sodium acetate and 2.8 g (0.04 nol) of

hy el oxy Fraatselgion yidx a4 10 mal 01H)l—hyuroxyroenzmd_mlmmylaﬁdh@ﬂ-ﬂﬁézobin 2Favleof was

st i r rit-dimsthyB@méreide. wasadded dingt(@Pp a0 dtmeh of crishedanhydreustporassiunt ¢aebonatediThen was

pour ggediunt wasAtigechipr GF happ etgpomtguiperafure 9847 R« 18T°% malleafl Tobjerod-IBmethyir at 10

Thib Wﬂﬁwv-éwh%ﬁthﬂ)aﬁ‘é‘al RiaRNe; goid; ppalate yyps ppded cthe doactipadpidire wee healediebr and

\dT ) ed‘°ﬁ el &F °\7§E‘i’.}hrﬁ°%l?d PR PR IRfpdrest Anpr-exiraction with s} °“7°r 1"‘%1 rggnic layer

5- %0 OW od Wi ?5'8 "9?)8 85’&? l@ﬂ?@ﬁxéﬁ?ﬂl"é{a qeh a

5%
yi el e onl res romo ograp ied on a sili lumn using ethano as elue ﬁv F} ions
were collected and evaporated to dryness to provide an oily product which was taken up in a dry ethyl/ether
acetate mixture. The acid oxalate was then formed by adding oxalic acid in ethyl ether. i
In this manner, 0.8 g of 4-[4-{3-[N-methyI-N-(3,4-dimethoxy-g8-phenethyl)amino]
45 propyloxy}benzenesulphonyl]-5-phenyl-thiazole acid oxalate was obtained after recrystallization from metha-
nol.
M.P.:161.8°C.

EXAMPLE 35

50 _
Preparation of 4-[4-{3-[N-methyl-N-(3,4-dimethoxy-8- phenethyl)ammo]propyloxy} benzenesulphonyl}-5-
:sopropyl-pyrazole acid oxalate (SR 33801A)

a) 1-Isobutyroyl-1-{4-tosyloxy-benzenesulphonyl)-2-N.N-dimethylamino-sthene
55
A solution of 9.9 g (0.025 mol) of 1-(4-tosyloxy-benzenesulphonyl)-3-methyl-2-butanone (M.P. : 158 -
157°C) and 7.5 g (0.0625 mol) of N,N-dimethylformamide dimethylacetal in 50 ml of toluene was heated

under teflux for 18 hours. After reacting, the medium was evaporated to dryness and the residue was stirred
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63% MP.: [err] 55 EP 0 302 793 Bl c¢) _
5-1 sopropyl - 4- (4- hydr oxy- benzenesul phonyl ) -i soxazole A m xture of 16.7 ¢
(0.06 mol) of 5-isopropyl-4-(4- gptoepryrgb@izenesul phonyl ) -i soxazol e and 32 g
(0.24 rmol) of alum-niumchloride in 400 mM of dichlorethane was heated
under reflux for 6 hours. After reaction the 5 nediumwas allowed to cool
and t hdegeheruwita $0imi pbeysioigpxgneddr 1i5dwurafip nsEiymMas ghictiopfiftered, wabhed witix cxlobexapes

sti rredd the POITE pyehtained wag repry dellisediiiarm&bimt @ metbanok-al i t y and evapor at ed under
vacuum T'ﬂe""rse@?rtﬂﬁfe 57ad Hi Lisdbmtyeyirtasgeryibenagresupiion -N.Negimatylapineethoni t h 6
g of atﬁel %\I"é'&?aff"m ¥icyfEFed and evaporated. The product so provi ded was

purif chro a silica using isopropyl ether as
el uent " “H {'EH REpSUreg! ‘3'88 r%'FQXgrapny)'
5-isopr opyl 4 (2 dr oxy- benzenesul phonyl ) -i soxazol e were obtained after to

recrystal,l ( Yield 53.6% MP.: [err] d)

4- 45{ 3b§l!fH4 %prenfz&%ﬁllngws '%‘8&@ t{gir?’ﬁ] phenet hyl ) am no] pr opyl oxy} benzenes
ul phonyl ] A JailRRRE ABYY 10,05 Nee Jr5|-.sa%atg.loa Jmo'é mﬁi@u@m RldMethyld®ing t he
same NRiHeRlandS 611 0.2 MBI 6 Hy@Bsind ydraieanTnd @r WistR@bdlrgen  Of
4- [ 4- { JefiuiliomatHayi. A&ér(reacﬁhgdthe‘eﬁshmmywa[s&vspbm&b&@eﬁymsh RAdTihe GdslRUO WYY SukHeIRNZ Enes
ul phonslulierbehranstgrapipy on- iic [ueiny bthyl 0statd @é @luént. The ol so obtained was then crystallized

5- | seprtopy1oe 84 gfvetey dndledyétallized whokom Baerzenesul phonyl ) - i soxazol e 25 To a

sol ut i on lofthimadey 00 G1-(dhydyexy-befzermediromyl)iSiscbipylibyrablowastdvained in adeld oladded,
by smal38.7%racti ons, 3.95 g (0.01 nol) of

L~ (4-t B8y o mvzc@mmqymwm)mgamk hyl - 2- but anone whi |l e mai ntai ni ng the
temper MBrd7an17Perr]. At the sane terrperature 1.55 g (0.01 nol) of
benz%ydroxamc acid chl orj met hanol was added drop-by-drop in
20 minfl es. THAH "k‘ﬂEEP36:%&&?dwthe’ﬂf'%&ﬁeFﬁfﬂaf'r'EﬁJP'&PVE&QP"%&"?M‘E‘}V'P&rmp'f’ﬂé

t enper &Y3FY X gethen al | oned to i ncrease to 20 C V\/m I e stirring for 4

hour's. ThE rﬁ?u‘? ol %Y grgxy eNnze, gsujé 5 %opgo ra mol -chloro-

suct 450 sth |_ - E%()epc

recrysra ydro fs e'iyO lb a rbo‘R Qt B%'t njlp% A‘ﬁ rUt ' 0“
chr omatQedgPh é(n@a]urﬁ' reditd 8 it ré)éfq @R\be%te? d&eﬂ@b g o eae ARbrSoxtFRIHEAith 32

of 5-1 sefioRPEch 3t PddEmof -ishplofyt oS 1he 6)gaRe g S TVRIS LtaBHea Miith )50 QX éter. &haveurye

obt ai Neshiddd wa# thdn \pulied BT elhidn 2htométbgraphy on Ificet beutrilizgd witi eBtiAiIné ikt Ughg

chr cirttacegena als piuert] The ‘acid jpxatake] wes)then formed in isopropy! ether using an ethereal solution of oxalic

4- (4- Hadd.oxy- benzensul phonyl ) - 5-i sopropyl - 3- phenyl -i soxazol e 40 A m xture
~of 2.5 g I GisOBanerpd-j4-{04N-methyl-N-(3,4-dimethoxy-g-phenethyl) aminolpropyloxy}benzenesulphonyl}-5-
52| s oplisopybyl-Byreraleragifl oxplatetwasobtaihesk ybenzenesul phonyl ) -i soxazol e and 0. 8

35 EXAMPLE 36

Preparation of  4-[4-{3-[N-methyl-N-(3,4-dimethoxy-g-phenethyl)aminojpropyloxy }benzenesulphonyl]-5-
isopropyl-isoxazole '

4 a) 1-lsobutyroy-1-{4-methoxy-benzenesuiphonyl)-2-N,N-dimethylamino-etheno
This compound was obtained from 1-(4-methoxy-benzenesulphonyl)-3-methyl-2-butanone (M.P. : 48-
49.5 * C) using the same procedure as that described in Example 35.
Yield : 80.9%.
45 MP.:
1)63-66°C
2)66-71°C

b} §-1sopropyk-4-(4-methaxy-benzenesulphonyl-isoxazole
50
A mixture of 12.45 g (0.04 mol) of 1-(4-methoxy-benzenesulphonyl)-2-N,N-dimethylamino-ethene, 3.32 g
(0.04 mol) of anhydrous sodium acetate and 2.8 g (0.04 mol) of hydroxylamine hydrochloride in 160 mi of
~ methanol and 80 mli of water was stirred for 22 hours at room-temperature. After reacting, the medium was
poured into 200 mi of water and the mixture was stirred for 0.5 hour at 10 C. The product so obtained was
s5 suction-filtered, washed with water and dried under vacuum at room-temperature.
In this manner 7.1 g of 5-isopropyi-4-(4-methoxy-benzenesuiphonyllisoxazole were obtained in a yield of
63%.
M.P.: 62 -63.5°C.
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g (0.02 nol) of sodium hydroxide in 20 m of isopropanol and 10 m of water
was heated under reflux for 2.5 hours. After reacting, the m xture was
allowed to cool, diluted with Eosb2rd3BRt er and acidified with
concentrated hydrochloric acid. The product so obtai ned was
suction-filtered and washed with water to 45 obtain 1.4 g of the desired

~ ‘conpoeXtissararyit-idtxdroebprzpraguipiendtisedzela chr omat ography on silica using
chloroformas eluent. In thi s rranner 1

4- (4- hy d’r'ﬁ'%ﬁ‘;"et?éh%ﬂé%‘tﬁ;gg! P'BDM"é' Yb@zi}ﬁggﬁmﬂ)é%&a&%w ¥ 03ht ai ned

| n a o ated un for 6 hours. After reactlon the

4-[% rﬂ\‘l-wﬁ% 7d tRI-C t epﬂ' A2 1l gf '?“85%@6 Benzenes
| hO ) rgac ga
]l{l p 4 ttlf)g ctlve
ollo 0%5 )E% aci o oxa at e: 55
err . au QE i i
[ 161] {egry tgl'n ::&u e 0(>‘<‘y grr] phenet hyI ?aénzgﬁo] pr ggen%d;%f}tetr)enzenes

uI phoRyl] saeen- tha ene (SR 33 732 A) acid oxal ate a) _
2- Benmmeml pbpr(r,ate napht hal ene A solution of 510 m of a 25% aqueous
sol ution of potassium carbonate was added to a m xture of 60 g (0.264 nol)

of 2- Bpphtiags Paeany:Nans-imeinbgrs shenctylandngisbylsn)jbatenpiuphatyl5ofiOpy Hsb Of
hours at roomtenperature and then filtered. After washi ng first with a
1% sodi Jh'ﬁhmmm@@lneﬁ ising thersdme etodiist that desceked Int remple 8% um was dried and
recrystallized frommethanol. In this manner,

2- benE¥MRYE $Fhonat e- napht hal ene was obtained in a yield of 84% MP.

[\ér??] 15 b) 2-(4- HY roxy- benzenesul phon gnapht hal ene To 70 m_of

ni t r oBERYRE g 143N neiuN-C Adimetjoxys \ﬁh neaTelpRyiqKibanzanesprosit-Yy of

2- ben SRHRYLFPRORVIERRPYe nanht hal ene. The mixture was heated to 120 - 140 C
for a medi um was t hen deconposed
usi,p Q)%%ofy?éffqé{h% rﬁfi@gﬁygﬁk%g‘zaengé‘ﬁ%@l&%ier decantation, the dried organic
' 'ayer Warg aRbilidioh 0P 6l298 01 St dr Godih I8 M S Mg oudw&$1Laalt,@ TsJHélﬂ ﬁ?% ge 5/5
M Xt up Qo011 &t &&%@ﬁ‘ze%ﬁlp y3- H&Eﬁgﬁ &b«ﬁileﬁﬁé?rﬁéi‘& W6 SonfpordfufeCet W th @
di-chl e5-@TRt ihe REHRRbSREre,/{.55 FOG1 UG, of xxm.eqavemmews)malmdnwas
U1t U abedMrbgibyadrilyih 26 ritatos. T86 W Wds MstiRewror 1 hduPta: C hidl the emparaaaer ,
2- (36t- Wasthanx liolento aneasd PIR0NG Iwhildaipiag I l4ciders W risdlual wes thvapdfateltl th’dryiess [ er 1 ]
C) and the residue was suction-filtered and washed with water. The crude product so obtained was recrystal-

2: [ 4- §s8d [rbin riduh y40- thi- of Sthdnotl anviethdmopurifiedey refutigmevmstalvgiaptaminrstibpusingychioreloiibenz enes
thomﬁh]enhapht hal ene aci d oxal ate 30 A mxture of 1.4 g of
2- ( 4- hy dir bix ymanean 2650saf Sisepieny-B-phenytt-Hidseony-bBnasepsiiohondHsaxazgle werst ebtalriet m

cayﬁbohaty@ld of 53.2%.
Purity : 38.4% (high pressure liquid chromatography)
M.P.: 147.5 - 149°C.

N b) 4-(4- Hydroxy-bgn_zgnsu_lp_hgrl_yl)-g-lsoprop!l -3- phgn!l-lsoxa_zgle_
A mixture of 2.5 g (0.005 mol) of 5-isopropy!-3-phenyl-4-(4-tosyloxybsnzenesulphonyl)-isoxazols and 0.8
g (0.02 mol) of sodium hydroxide in 20 mi of isopropanol and 10 mi of water was heated under reffux for 2.5
" hours. After reacting, the mixture was allowed to cool, diluted with 50 ml of water and acidified with
concentrated hydrochloric acid. The product so obtained was suction-filtered and washed with water to
45 obtain 1.4 g of the desired compound which was purified by elution chromatography on silica using
chioroform as eluent.
In this manner, 1.12 g of 4-(4-hydroxy-benzenesulphonyl)-5-isopropyl-3-phenyl-isoxazole was obtained
in a yield of 65.9%. "
M.P.:173 - 1745°C.
50
c) 4-[4-{3 {N-methyi-N-(3,4-dimethoxy-8-phenethyf)aminojpropyloxy}benzenesuiphonyl}-5-isopropyi-3-

This compound was obtained following the method described in Example 35. M.P. of the acid oxalate :
56 158.3°C (methanol).
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and 1.5 équi val ent of

1-chl oro-3-[ N-net hyl - N- (3, 4-di net hoxy-[err]-phenet hyl )am no] propane acid
oxalate in 5 m of dinethylsul ph&Ric2¥e8 Bicated on a water-bath at 30 - 35
C for 15 hours. After that, 10 nl of water were added and the nedi um was
extracted wi th dichloronethane and decanted. The organic |ayer was dried
~and purlma silica colum using first dichloromethane and then a

o 1. 5 Rt A RO o 5 ol on ol oA

am nokﬂp DRy ' #¥3nyl - napht hal ene was obtained in a yield of
75% P EXAMPLE 39 Preparation of

1-[ 4- {3 Ed—éeﬁ{e Jsr'gﬁlggn%kﬁla!?%t hoxy-[err]-phenet hyl ) am no] pr opyl oxy} benzenes

ul phonyl ] - AQM&’OQ 9@99'}9 oiaézéﬁé u@tsa tﬁ)ﬁgf &?ﬁzﬁg @Qrbo‘n]i;%zv)as added toamxture of60g

2- 1 0do- T bl halsH| anapieibasfoh dAld ﬁd%y >bﬁ‘6h%|| @ mf GITHEEEHBO A \rbeipitate

obt ai e dorfred.| Binivin Vs BBid¥00r LBSCI5IHOGS al Rorr-teNiFBlafire’ahd Aen Rtred. Qﬂ&raﬁdsﬁ]ﬁb

sul phonyfirst &ith erﬂo/damtay. S/dioRbe Bdidtion @t Ben AMtlwieraihk Mbdidin a8 Idridd hridl redtystdhidéds -

Yi el d: 4R80rhdhaébiP. : [err] b) 1-(4-Tosyl oxybenzenesul phonyl) cycl ohexene

Thi s conpolnids mardern2banzereshlghohateonaplitishleht @asabtdned indogdd oflded. | n Exanpl e 22 b).
55 Yiene::98086 MP.: [err] 57 EP 0 302 793 Bl c)

1- (4-t4ydr oxybenzenesul phonyl ) cycl ohexene This conpound was obt ai ned

fol | ow rf@%ﬁhﬁy%yﬁg@q@g&@@&_@_@@b@ﬂe@xanpl e 22 c). I\/l P. : 120 C. 5 d)
1-[4-{3- [N— nmet hyl - 3, 4-di net hox 9?{ err phenet hyl ) am no] pr opyl oxy} benzenes
uLphonyI [l Stféﬁ@ %{E‘P‘H 9% 2| eqvigalopisqf gk "‘65%01‘@" ere gdded @0 gk Afmizenesd-

te napht ene. The mixture was heated to 120 ~ 140~ C for about 2.5 hours and became black The

S &g “V'I?swﬂ 4ﬂ$3° A ‘Tﬁ%*“h?'“gﬂé??" ﬁ@ﬂ"gfﬁggﬁ% e obor s e - 15

propylo
¥ So0r GiheoLlaLs ,,, TH "esmp%"d (5 x
0- ﬂ h.;}m;,,ﬁgpéw pgf,yl |énblwg odt&p,ggl e (prepared from 2-
20 |sgpmppy we@ol e and 4- oxyt I op eno I'n the presence of iodine) in 25

m of dichl ororret hane was Stl rred and cooled to about -5 C. After that 2.6
9 (15 X o} O2-Pr-f5pi-ethli-NBEAENSIRRE - BRASHYBMAGIbEpyidky oBnzBhes@bhoRIGTAbIMNRAB t fiNe
was addeslaldté Op-by-drop. ~ Thé “terperat ur e was then al Toned "to Teturh™ 1o~
roomtenperature and the stirring was nmaintained for 2 hours. The reaction
produmt wah miehesd.4g of 2-(@hydirdxyrbendensautfinonyi)-naphthalene 5 equivalents of potassium carbonate
and 1.5 equivalent of 1-chioro-3-[N-methyl-N~(3,4-dimethoxy-8-phenethyl)aminolpropane acid oxalate in 5
) ml of dimethylsulphoxide was heated on a water-bath at 30 - 35°C for 15 hours. After that, 10 ml of water
A were added and the medium was extracted with dichloromethane and decanted. The organic layer was
dried and purified on a silica column using first dichloromethane and then a dichloromsthane/methanol 98/2
35 mixture as eluents. '
In this manner, 2-{4-{3-[N-methyl-N-(3,4-dimethoxy-g-phenethyl) aminolpropyloxy}benzenesulphony!}-
naphthalene was obtained in a yield of 75%.
M.P. : 164°C (ethanol)

40 EXAMPLE 39

Preparation of 1-[4-{3-[N-methyl-N-(3,4-dimethoxy-8-phenethyllamino]propyloxy Jbenzenesulphonyll-
cyclohexene acid oxalate (SR 33767 A)

4 2) 2lodo-1-{4-tosyloxybenzenesulphonyl) cyclohexene
This compound was obtained following the method deseribed in Example 22 a) but replacing sulphonyl
chloride by sulphonyl iodide and heating at 40 ° C for 4 hours.
Yield : 40%
50 M.P.:109°C.

b) 1-(4-Tosyonybenzsnesulphonyl) cyclohexene

This compound was obtained following the method dsscribed in Example 22 b).
s5 Yield : 80%.
M.P.:110°C.
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hydr-oxi de solution and then twice with water. The mediumwas dried on
anhydr ous sodi um sul phate, filtered 25 and the sol vent was evaporated of f.
I'n this manner, 1.3 g of 2 isopgpigydez Fe4 &1t hoxy- benzenesul phonyl) . indol e
was obt ai ned after recrystal- lization fromtoluene. MP. : 178 C. Using
t he sane procedure as that described above,
90%) M P. 124 °C" b) 2-Tsopropyl -3- (4- hydr oxy- benzenesulphonyl)lndole 35 To
~a sol ut i ofhisgompousd yag piained fpﬂqwgingdhe method described in Example 22 c). _ _
2-i sopMipy12035( 4- nethoxy benzenesul phonyl ) |ndole |n 20 M of N, N
dlnefhylfor mam de was ded a sol ution of O. of a 50% - suspension
sodi u ﬂé{a@ﬂa@ Ry @42’ IAHIox¥f- E"f&we'a'ﬂtlHOMM‘EB&Z%*’&U’&'B’WBFVEM‘?@DQ _acd
N, N-di ®/| f ormami de. The medium was heated to [err] for 4 hours and
cooled g that a solution of 0.016 nol of sodium hydride and 0.008 nol
of 2 I@ $§° et hanol 40 was again added and the m xture was agai n heated
at [err for g hours. The reaction nediumwas then taken up in 50 m of
wat er,  g&ipid 4ed, extracted with ethyl ether and purified by chronotography
on sil Fea—Fr—t hi s manner, 3.6 g of
2-1 SODFPFHB%ﬂoﬁ (4 hwdr OXYﬂ%%Sﬂ%%MtQOﬂQﬁH{Hy)-NJ(Mh&hW epnsnaw ned ')é?nnﬂﬂ]' y
f or ms aIgEbp{THHG THShES - . Yield
82%. 451 PT OC
3- |sopmppnyaw(m«hmmqummhmambﬁ@@mhphmnyI)|ndole was prepared. Yield 46 9%
M P, abouft [érr]." b0 ¢c)y ~~ """ 777
244 sopr opYy kol@iop 4¢ 13-4 NMOﬁyhdM\Pf(Zﬁswmnvlm&h@thwpl@nyl!lwp Indele {sraded rfiomo2-
pN){ﬁyI Pmyém@bwe@ dphandidh the intenenox ofl iedine) IIZE ! eludighisramethapeswasistisdned i n
accor da é°%dt‘ﬁ 3o ﬂe’ ywt 269 @5 500%° Mehpo: 3-ghipseperbprzpic]acid in 25 ml of
(i soprd HWBT‘?‘E"[“HV’FS ﬁ‘éF' P'P)é‘f"ﬁ Tf‘ﬁ@"!?&'ﬁ'éreﬂpﬁgﬁﬂ gllowedye retyya {o raere-temppratyres t oy e

P agljen pro
e oo f’%ﬂ m@ w rth%%& "mdwwagg;%ﬁewﬁhseﬁ?%wm%%%opy| 0

A
)Z(yl} EZES .Q.; BI& f i d? 9 Boﬁhogﬁl%r(gﬁlg BZﬁ?érZﬁsu ého(w'a(‘ %SEP & was o%lzmidf after recrystal-

(i soprgﬁa “ether) 3-1 sopropyl 2-[4-{3-[ N-net hyI N- (3, 4di met hoxy
[err]-p q;sﬁ,rgma éaﬁ,mprsalmeomh&%xéch@aaZaeas,Sslispamwé-wm&ﬁoeafanQLuuphonynmdoue

30 was propared.
Yield : 90%.
M.P.:124°C.

35

b) g—lsop{opgl-_s-(4_-der_g:iy-b_enz_e_n_e§u_lp_honyl)irldgle
To a solution of 3.3 g (0.01 mol) of 2-isopropyl-3-(4-methoxy-benzenesulphonyl) indole in 20 mi of N,N-
-dimethylformamide was added a solution of 0.024 mol of a 50% - suspension sodium hydride and 0.012
mol of 2-mercapto-ethanol in 10 mi of N,N-dimethylformamide. The medium was heated to 135°C for 4
\_/ hours and cooled. After that a solution of 0.016 mol of sodium hydride and 0.008 mol of 2-mercapto-ethanol
. 40 was again added and the mixture was again heated at 135" C for 3 hours. The reaction medium was then
taken up in 50 ml of water, acidified, extracted with ethyl ether and purified by chromotography on silica.
In this manner, 3.6 g of 2-isopropyl-3-(4-hydroxy-benzenesulphonyl) indole were obtained in oily form
and the product was crystallized from an ethanol/water mixture.
Yield : 82%.
45 MP.:152°C.
Uing the same procedure as that described above, 3-isopropyl-2-(4-hydroxy-benzenesulphonyl)indole
was prepared. .
Yield : 46.9%.
M.P. : about 72°C.

.

50
c) 2-lsopropyl-3-[4-{3-[N-methyl-N-(3.4-dimethoxy-ﬂ-phenethyl)amino] propyloxy }benzenesulphonylfindole

This compound was obtained in accordance with Example 1.
55 Yield : 50%.
M.P. : about 115 C (isopropanol/ethyl! ether)
Using the same procedure as that described stove the following compounds were prepared :
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oxal ate'(SR 33807 A) (Exanple 42). Yield: 42.2% MP. : about [err]. 10
EXAMPLE 43 Preparation of :

1- met hyl - 2-i sopropy!l - 3- [ 4- { 3- [ NEwey o2 798613, 4- di net hoxy-[err] - phenet hyl)am
noj - pr opyI oxy} benzenesul phonyl ]Jindol e (SR 33741) 15 a)

1- Met hyl - |sopropyl 3- (4- et hoxy- benzenesul phonyl )l ndol e A sol ution of 6. 6
g (0.02CqmpeYyndst 2. |sopropy| 3- (4 met hoxy benzenesul phonyl) IndoI ein 30 n
of hexamet hyl hos trlam e cool ed to abo 0,022 nol)
of a 55%s°‘}'§ S

ek b IPrE olael feRioR
After t! é smgyté?}?g"dﬁ’éi’g'ﬁ? }E °'(°g°é327 nol ) o; net hyl >
i odi de AA%EO b .[4.@%@" %‘{é

L Lrin i.ntain r 00 ratuef'or
12 hour Qgﬁﬁé - 4—§%ng{;he lg-%t{en&\\,‘ygammo]prﬂpd 39? nze esu hon Wﬁg ?Fﬁ/
et her. ) real e was washed with water, dried on anhydrous sodi um
sul phat,@parhgojtl,ég @red The ether was then evaporat ed off. In this manner,

4 g of 1-nethyl-2-isopropyl - 3-(4-nmet hoxy-benzenesul phonyl )i ndol e were
obt ai negkaprieus 25 recrystal lisation fromisopropanol/hexane 1/1. Yield:
78. 7% P Terr]. Using the sane procedure as that described above,
1- met hyRregaratiGropr opyof - 2- ( d~miathyiR2-i6ypriyREBAE S-methiaNaE Wdnedol-@pheaghamipgly ed.
30 Vi el wlopyloBfBenzdviedtiphorlyBinddle GREIAME/ | SOpr opanol 9/ 1) D)
1- Metshyl - 2-1 sopr opyl - 3- (4- hydr oxy- benzenesul phonyl )i ndol e 35 Thi s _
conpoural 1MethybbisenrapgicB-@owthodrheazeneuiphaamiyidele40 b) . Yield: 87% MP.: [err]

Usi ng the sane procedure as that described above,

% th | - B-solubigr efpGf - (A2 Mol 20 UM%MWWY'E?W ulahenyl | iedoigais %e‘})ﬂ ed.
u

%m
55%"‘*

%o eﬂgz%?ﬂ:g’a osm iamide é§ ole{ & qpmtﬁp;? gg%hgﬂ%ﬁﬁa ;{gﬁ f(F;g;‘Sgt -esug;em on q{

Ak h v

o b B G R
accordl Q’M (ﬁﬁ é(:llu |l1 rWas ora:)edoi‘fW e "

hedit Egjiﬂﬁ;gggf“ﬁp é? ‘%&%@@ '-éun ‘“&‘gre prepare a8 Wl Soiod 431

- Met hylviefs 18984 OpYI - 4-{3-[ N met hyI -N- (3, 4-di net hoxy- benzyl )am no] pr opyl o

xy} benagpespdqgnonyl ] i ndoI e acid oxalate (SR 33768 A) (Exanple 44)

Using the same procedure as that described above, 1-methyl-3-isopropyl-2-(4-methoxy-benzenesul-
phonyl)indole was prepared.
50 Yield : 85%.
M.P. : 125°C (hexanefisopropanol 9/1)

) b} 1-Mothyl-2-isopropy3-(4-hydroxy-benzenesulphonyljindole
35 This compound was obtained according to Example 40 b).
Yiold : 87%. .
M.P.:202°C.
Using the same procedure as that described above, 1-methyl-3-isopropyl-2-(4-hydroxy-benzenesul-
A -phonyl)indole was prepared.
" 40 Yield : 45.9%.
M.P. : 185°C (dichlorethane/ethyl acetate 8/1).

c) 1-Méthyi—2-isopropyl-3—[4—{3-[N—methyl-N-(3,4-dimethoxy-ﬁ-phenethyl)amino]

45 .
This compound was obtained according fo Example 40 c).
Yield : 75%.
M.P. : 96 ° C (isopropanol/diisopropylether 4/6)
Using the same procedure as that described above, the following compounds were prepared:

[t

50
Compounds

1-Methyl-2-isopropyi-3-{4-{3-[N-methyl-N-(3,4-dimethoxy-benzyl)amino]propyloxy }benzenesulphonyijindole
acid oxalate (SR 33768 A) (Example 44)

s5 Yield : 62%.
M.P. ; about 105° C (isopropanol)
1-Methyl-3-isopropyi-2-{4-{3-[N-methyl-N-(3,4-dimethoxy-8-phenethyl)amino] propyloxy}benzenesulphonyl}-
indole acid oxalate (SR 33805A) (Example 45)
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55 Yield: 62% MP.: about [err] (isopropanol) 1

- Met hyl - 3-i sopropyl -2-[4-{3-[ Nnet hyl - N- ( 3, 4-di net hoxy-[err]-phenethyl)amn
o] propyl oxy}benzenesul phonyl ] EPion8b2 79381 d oxal ate (SR 33805A) (Exanple
45) 59 EP O 302 793 Bl Yield: 60.8% M P. about 94 * C (ethyl

acetatel/is ropanol [ diisopropyl ether). EXAVPLE 46 5 Preparation of

2-i sopfd ‘by‘?ﬂp -[4-{3-[N-nmet hyl - N-( 3, 4- di net hoxy-[err]-phenethyl) am no]-
propyl'ﬂfy}aﬂé‘ﬁ%r\(‘e@ V'ﬁ?}ﬂ?ﬁsj’mﬁﬁ‘@%?ﬂybeﬂw)al ate (SR 33718A) a) Sodi um

2-isop lLé nzenesul phonate 10 To a solution of 36.5g (0.268 nol) of
2-1i soé%&genol 409 (0 268 rml) of N, N-d| met hyl t hi ocar bamoyl chloride

5
and “3. ';gwgaglbrjw m)l ) of b h
was adg A 56 o A
130mi ' at this terrperaturefor 2
hours. a)'gt;@u,grg%?.b‘gy,_ggn@&{egmoms t hen washed with water and the tol uene was
evamprat“e'd"iﬁ" “~Amoil1y 1tesi due was so obtai ned which was purified by
di sti || atrd @Bolikionl Sf 36/53G01268 rhdhl of b-isBpropyiPRehid) 40 (0.488 Riél) PN, RdiinelyltiochBaRGYPPY |
0- phengnlotidienanis I3yt tid013 Gwan oh HisthAbendyldntimddiuMCHBEIdeVIB 370kiN BolGenb Was Adiied, laD152C,
t r ans posaitibronf 27g0.67 owi) I/ sdaient hydgxiad in] 130 off veater. 3Thia Gstifisy wadsheaistainedicat this
2- i sopeopyitur&iopl2dwyk.-Thhiomgeeic haatiert wasimenotasteid vl walsrsant! tertoloenk ewas exaporateds 00
of feoraffi &n Qilyi rdsidupovas [se obtaihast whinh vwae putiied b digtillation uader sactiemi@8-3401€e0.5Mnf err ] -
ver e thim e aigrdel 3429 Rrisqpford (pliepridioetbrithipearhamitd e ThisTeredust wasr thegsumittedviel st ai ned
f or apinwpositonyeagkan by lpatingias 3pQyCnfoeS Beury Thimgrudendsisorigryt $-phesy-tiigrareamatesiced
p( gs s Ugdkained mas then k?"e‘!?i i |§@°"W§’§ f°f'%lf< @7id- U8 thensafiierso obtriped 3o #rA WYRRHYPAE was
added 6C wé@fhe %ﬁ%ﬁ m&wﬂ'e aWa sjrfjeg vaéngee\é&‘ aw&? %"Hé?t | i zed
o
e cr IIizaf?on

toluene

addl ng, o (%h ﬁ%éeé{ngalg ?“6 eig?%ggr lﬁ ffgbr by |
vacuu g;? E °'%bta' e z’ at compiste ding so foridé an

2- |sopro x ,s @,q ,g\opygg;,%e 5@&,&{3(&,@ X%QJ‘GQ 70. 7% Usi ng the sane
progedysi®: ASed hat descrl ed above sodium 2 f “henzenesul phonate (yi el d:
1009 WagsiRf @6 d4fs prbéealite 2s Flah¥dschBod aedwlsodmnnﬁ-tethwlbmb&eammtyw Brobbj
[err];wab prsgarsigfom Bpthd-O-sremi-aipginyibiotahodiRis B Ry D8ORS LIWMNYY | ) - benzene 30 A
m xture of 110m of nethanesul phonic acid and 11g of phosphoric anhydri de
was het) Rasbpiopyl-aipombthdPbetzdnasulpborpl)-Béneendi ssol ution of the anhydride. After
cookd ng to roomtenperature, 9.5g (0.0425 nol) of sodium
2- i sopr opythikiga ot hidsil bivhethanpsiiphonit atidcapd (10g O4 BHspholic anbfdride e hestedde ebaatided.
The et Grie wermpléte giseaiition ofgie @tydideAftes Gpaling tooigpra-tbmperaturso AHg (0985 aoliot and
plaur eFodHT F-ipapropylagneenesulphenatec #1d oHBNOIORRS ply lof gusolst wrse addeple Thet Medivay was
fract |*19?F6°6va'ss%ﬁsfﬁe%j hows: Roakedte roowmwt%a PRYEPA TS 1ot Afte Aceagtiorvithestth
fi | Perde’ the,hacea kactigh was ?1 A deatep, grisdhpndnhydsous godiym sulhaigpad 1‘?5%6’?9 whi ch
was p I’, %ﬂ a f‘\_‘rt?)ﬁ'ﬁ?"b .P% glcraﬂa %{o@ﬁ \fIfE was purified by chromatography on a silica

column (solve loroe

In this m_anner, 5.2g of 2-isopropyl-1-(4-methoxy-benzenesuvlphonyl)-benzene were obtained, after
\_ recrystallization from heptane/isopropanol 95/5. '
40 Yield : 42.2%
M.P.:100°C.
Using the same procedure as that described above, 2-ethyl-1-(4-methoxy-benzenesulphonyl)-benzene
was obtained.
Yield : 66.6%-
4% MP.:71°C.

©) 2-1s0propy}-1-(4-hydroxy-benzenesuiphonyl)-benzene
A mixture of 4.2g (0.0145 mol) of 2-isopropyl-1-(4-methoxy-benzenesulphonyl)-benzene and 42g of
so pyridine hydrochloride was heated at 220°C for 0.5 hour. After cooling, the medium was taken up in water
and extracted with dichloroethane. The dichioroethane solution was then washed with water and dried on
anhydrous sodium sulphate and filtered. The solvent was then eliminated under vacuum to obtain a product
which was recrystallized from an ethy! acetate’heptane 2/8 mixture.
in this manner 3.2g of 2-isopropyl-1-(4-hydroxy-benzenesulphonyi)-benzenewere obtained in a yield of
85 80%.
M.P.:160°C.
Using the same procedure, 2-ethyi-1-(4-hydroxy-benzenesuiphonyl)-benzene was prepared in a yield of
83%
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columm (solvent: dichloroethane). In this manner, 5.2g of

'2-isopropyl -1- (4- et hoxy- benzenesul phonyl ) - benzene were obtained, after
recrystallization from heptane/ gp@rsoer@s@y 95/5. 40 Yield 42.2% MP.: [err]
Usi ng the sane procedure as that described above,

2- et hyl - 1- (4- met hoxy- benzenesul phonyl ) - benzene was obtained. Yield: 66.6%
45 M PM.P.: 158G (heptane/Bogremapal 85§ - 1- ( 4- hydr oxy- benzenesul phonyl ) - benzene A

m xture of 4. gmﬁo 0145 m)I) of

2- i soprdpy Bsppromy-iA-{3d Nymew Y- Bricdimetheng A phonethdlamisal - apiepyloRyibenzengsyl;
hydrocrﬁebiel_‘?i@'d PiatReat ed at [err] for 0.5 hour. After cooling, the medium
was faken_up in water and extracted with dichl oroethane. The dichl oroet hane

sol utiqpn f°f'ﬁ%‘f’i'd\X’/ﬁ%?fé@%ﬂl"ﬂm%‘f‘%?”}?r@cﬂ?@eﬁ ot desriped Inde@mRig 8- um sul phat e
and fil The sol vent was then elimnated under vacuumto obtain a
product™ Wi

rc‘f RELRS B vlat 4l ésryvé}me%%,nyounéﬁeréu%aeerfwgsegE%Pe% 2/'8 mxture.
|2nI tsopr Qﬂl N-E-ﬁth FN-(3, 4-dmr1]eztrgﬁggg- Tenﬁth 5no]Bro§gI ylox Vl?%nrzeenesrbghonyrabedrzene acid 20 i el d
of 55 844 R, : [err] Usr ng t he sane procedure

. 2-et hyIMﬁ_-;(pﬁs ey@depopanddenzenesul phonyl ) - benzene was prepared in a yield of
83% 60 EP 0 302 793 B1 MP.: [err] (heptane/isopropanol 95/5). d)

2- | seprexamPte4d 4- { 3- [ N- net hyl - N- (3, 4- di net hoxy-[ err] - phenet hyl ) am no]
propyl oxyfbenzenesul phonyl ] - benzene acid oxalate. 5 This conpound was

obt ai ndiephmretidnowi rof  t h&-(2schives-bpnayl)-@athylsB-[a43-[NvabthylHig 8, 4-dibetiotyrs- b sethyl)dmifd)-.

Yioel d: prpyietyienzenpsuiphdnyl]-48B Adptrehydrodhiens[3-dnyading exalate (I378ahesCr i bed above,
.the co ound her eunder was repared 10

benzenesul I]benzene ac (SR 33 7 5A) (Ex I e 47) Yield  77.8%

@sg; § g‘ ;‘_g o sg%m pnzyp2-gip 3@?-316 tgtO %dg-t hIq21r0[3 2-c]peyr|dme and
ﬁyl()2 C SOM on o P:zos” orous G"t?’"d 3 S?mﬂﬂ:ﬁ%dméz q%ﬁ:wéulphomc ac??, E?ﬁ{;ﬂ ::i?;rr:\rll‘ phenet
propy| Q‘ﬁ%%d and water was ad% tlenLth%lettg; ;ﬁl e #a n:%b yﬁd' 9%.', Q?f%t gyg ,ﬁﬁ‘i&, ydréus

oxalatgd’, frl h dhl th distilled off and the ojly residus (25g)was d
5- (2- ORbaRiQr bﬁ%v Ik 4t J0W orSaobek H?Msx&ew?a&éﬁ ayni?r' Vh st dohodiod & ' ahyd

ro- t hi @pead Br 4-HodrBYTHe Uthakol ﬁa%ﬁfﬁrh&e@ 4 thbresid (kbn GP r. The medium was

5- ( 250 C lrbaddOwith B Icharcba ey afid ReualiZed viihraadtiv de.@ -ArtB fmrm&rﬁm’e’ plobilY Whsddfsgand
on the filter with water and dried under vacuum at 60°C to obtain 12.5g of a product which was purified on

, a silica column using dichlorosthane/ethyl acetate 8/2 as eluent.

./ .In this manner, 9.1g of 5-(2-chloro-benzyl)-2-ethyl-3-(4~hydroxybenzenesulphonyl) -4.5,8,7-tetrahydro-
thieno[3,2-c]pyridine were obtained.

35 Yield : 45.3%

M.P. : 176 ° C (hexane/isopropancl 7/3)

b) 5- (2-chloro-benzyl) 2-ethyl-3-[4-{3-[N-methyl-N—(3 4-dimethoxy-g-phenethyl)amino}-

A mixture of 0.0031 mol of 5-(2-chloro-benzyl)-2-ethyl-3-(4-hydroxybenzenesulphonyl)-4,5,6,7-
tetrahydro-thieno[3,2-c]pyridine and 2g of anhydrous and crushed potassium carbonate was stirred for 0.5
hour in 20m! of N,N-dimethylformamide. After- that, 0.0031 mol of 1-chloro-3-[N-methyl N-(3,4-dimethoxy-g8-
phenethyl)amino]propane was added.

45 The medium was heated at 100°C for 0.5 hour, cooled, poured into water and exiracted with ethyl ether.
The ethereal fraction was washed with water, dried on anhydrous -sodium sulphate and filtered. The ether
was then eliminated and the oil so obtained was purified by chromatography on a silica column using
sthanol as solvent to provide 1.3g of a base (61.9%). .-

The oxalate was then formed in dry ethylether and recrystalized from an ethyl

50 acetate/isopropanol/diisopropyl ether.

In this manner, 5-(2-chloro-benzyl)-2-ethyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-g8-phensthyl)amino}-
propyloxy}benzenesulphonyli]-4.5,6,7-tetrahydro-thieno[3,2-c]pyridine was obtained.

M.P.:110°C

§6 EXAMPLES 49 {o 53

Using the same procedure as those described above but starting from the appropriate product the
following compounds were prepared :

61



SR TR P2

29. 4g (0 047 rml) of sodi um benzyl oxybenzenesul phonate was heat ed at [err]
for 16  hours together with a solution of 20g of phosphorous pentoxide in
200m of anhydrous et hanesul phoni ¢ acid. The medi um was 25 cool ed and
wat er was added. After that tER0IBD2Z7E3Biwas neutralized by addi ng sodi um
hydroxide to pH = 7. After extraction wth dichloroethane, the

di chlooroet hane fraction was washed with water, dried on anhydrous sodi um
sul piat% and filtered The dichl oroethane was distilled off and the oily
resr | ved 300m of et hanol er that, 20m of

30% é’ ? Iy PLEI e Eeneylatioe e o SRR HIRET RO 6t e 1 or 4
hours W 9\75 el iminated and”the resi due was taken up in water.
The iumwas 30 treated with active charcoal, filtered and neutralized
V\nth—aeetrc acrd After filtration, the product was washed on the filter

Wt o \BHrépy1- R, # é@ﬂdﬂﬂ&@%—pﬁ%&ﬁ%ﬁnﬁﬁo] %pﬁoiﬁbéﬁ?én@édbh&r%ﬂ%zdﬁfra@ aB§ Qpluict

wWhi Cjagdas puri on a silica columm using dichl oroethane/ethyl acetate
8102 P, &logehis-Cl(etbtof. manner, 9.1g of

5- (2-chl or o- benzyl) - 2- et hyl - 3-(4- hydr oxybenzenesul phonyl )-4,5, 6, 7-t et rahydr
o- thdsno[ 3, 2-c] pyridine were obtained. 35 Yield: 45.3% MP. [err]

(hexane/ i sopropanol 7/3) b)

5- (22rle¢plr®wb1-ﬂ9dﬂ-ﬂy‘[3)(1 .a-ththId»xo@nr{ynl-,ﬁ[-Shs[lhmmﬂpmwlowa@®emdfpmvllbemnq eadid - phenet
hysl ) altao] -

pr op\Poxif e (ehaadsethasplbny| | - 4, 5, 6, 7-t et rahydr o-t hi eno-[ 3, 2-c] pyri di ne

oxal ate 40 A m xture of 0.0031 nol of

H- (Zﬂ.cﬁfl'oro benzyl) - 2- et hyl - 3- (4- hydr oxybenzenesul phonyl )-4,5, 6, 7-

o ireest LGP PR enEuer, SymraroN i et PR B AT o1

t hat hl or o- 3- [ N- net hyl - N-(34d|rrethoxy[err]
phen'grhfﬁggt%{aﬁuﬁér)‘%%%ﬁ'g was added. 45 The nmedium was heated at [err] for

5 fpayar., cool ed, poured into water and extracted with ethyl ether. The
egshe'r-eal fraction was washed with water, dried on anhydrous sodi um sul phate
and Zisdprpyrsia-{3remehiien- (3\4@%Jtr’ribﬁvlﬁ@hénahﬁﬁhﬁﬂ]p%aoiymsanﬁnbsumr@marerwrd was
pur i 45-@nydiypyertie ae@begteaphy on a silica col um using ethanol as solvent to
pr ow.ge 100 3¢020T (ethp acstatdadihddef).. The oxalate was then for med in dry
ethylether and recrystallized from an ethyl 50
awet AAMPLESHr opanol / di i sopropyl ether. In this manner,
5-(2-chl oro-benzyl)-2-ethyl-3-[4-{3-[N-net hyl - N- (3, 4-di met hoxy '1[1err] phenet
hyl ) anﬁm]dmg to known pharmaceutical techniques, a capsule containing the following ingredients was
pr orﬂ?‘?p@??} benzenesul phonyl ]-4,5, 6, 7-tetrahydro-thi eno[ 3, 2-c] pyri di ne was
obtained. MP. : [err] 55 EXAI\/PLES 49 to 53 Using the sane procedure as
tffose described above byt st ar ingegedtr om t He ‘@gplopri ate product, the
fol |l ow ng conpounds wer ¢ ov2 793 Bl [err] 49:
2-isopropyl -3-[4-{3-[ N L 1 o]
pr opyl oxy} benzenesul phony, “ﬁgggﬁg uran aci ite. MP. : [err]
(pethanol ). [err] 50:

| X (1 the mvgntron

Claims
Claims for the following Contracting States : CH, DE, FR, GB, IT, LI, LU, NL, SE, AT

1. An aminoalkoxyphenyl derivative of formula :

50 1
c;;-a—@—o—:x—r;z—uk—nh (0
R
R 3

55 ‘ 2

in which :

62



2-i'sopropyl -3-[4-{(3-[N-(3,4-dichloro-[err]-phenethyl)am noj

propyl oxy} benzenesul phonyl | benzofuran acid ox- alate. 10 MP. : [err]
(nmethanol). [err] 51 _ EP 0302 793 B1

2-isopropyl-1-[4-{3-[ N[ 3-(1, 3- benzodi oxol annyl )] -[ err]-et hyl ] am no] propyl o
xy} benzenesul phonyl | benzene acid 15 oxalate. MP.: [err] (absolute

et handP ¥9: [err] 52 20

2-iso opyI| N—netgwl-hk$§ 4- glngggoxy ggrz%@ fyrep acid
am- no 9| %'1?7]99 BTN PrePYp YogareResyiehanyibanzolyrap acid pxajaje;
(absoE’ﬁ{D Pgt 89 qrethpnofy | 53: 25 F

2-i%o§ 2 -3-[4-{3-[ N-net hyl - N- (3, 4-di net hoxy-[err]-phenet hyl )am no] propyl
oxy}b nesul phonyl ]-1 -nmethyl - 4, 5-di hydro pyrrol e acid oxalate. MP.
:100 ,.102 e NPLE DS ar dj t 0. known
znprEal ALl PaRhEb B TiL rpur P Sp P PR, 8 £ e

phar N ques

was,, p ased t nmg Conpound of the i nvention 100. 0
Star h’ﬁp T2l ERAGR 5 o o Poaar st a 0.5 40 Clains 5
d ai mpekpr the following Contracting States: CH DE, FR, GB, IT, LI, LU,
NL, SE—AT 1. An am noal koxyphenyl derivative of formula: [err] in which:
62 25BprBpyB 024 {8Q8-[331 3[bBhzodioxdRanyN)]-g-ethyllaminoJpropyloxy Yoenzenesulphonylloenzene  acid

2- isopkapy| - 3-[ 4-{3-[ N- (3, 4-di chl oro- benzyl ) am no]

pr opy MXy }jdaeqzabeshaaibtpdnomy | | benzof uran acid oxalate. MP. : [err]
(nmethanol). 5 [err] 50: '

2 i sopP Byl - 3-[4-{(3- [N-(3 4- dICh| oro-[err]-phenethyl)am no]

propyl oxy}benzenesul phonyl | benzof uran acid ox- alate. 10 MP. . [err]
'(\U?E"’? hﬁ'I'FSIP')’pVH [4—-{3-[N-methyl N-?é 4-dimethoxy-benzyl) aminolpropyloxy}benzenesulphonyllbenzene acid

oxalate.
M.P. : 168°C (absolute sthanol).

N°53:

25
2-isopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-8-pheneihyl)amino]jpropyloxy }benzenesulphonyl]-1-methyl-
4 5-dihydro-pyrrole acid oxalate. .
M.P. : 100 - 102 ° C (othyl acetate/methanol).

30 - EXAMPLE 54

According to known pharmaceutical techniques, a capsule containing the following ingredients was
U prepared

% _ Ingredient mg
Compound of the invention { 100.0 '
Starches 29.5
o Colloidal silica 05
40 200.0
Claims
5 Claims for the following Contracting States : CH, DE, FR, GB, IT, LI, LU, NL, SE, AT
1. An aminoalkoxyphenyl detivative of formula :
2
50 RI
Cy-3—<;>-o-A—1'v-A1k-R4 1)
R R3
65 . 2

-__—___’_'___————-—."—

: RN W L

in which :



[err] 51:

2-isopropyl -1[-{3-[ N[ 3- (1, 3-benzodi oxol annyl )] -[err]-ethyl]am no] propyl oxy
} benzenesul phonyl ] benzene - acid EBo0@®oara3B1 MP.: [err] (absolute ethanol).
[err] 52: 20 2-isopropyl--[4-{3-[N-nmethyl-N-(3,4-di methoxy-benzyl)

am no] pr opyl oxy} benzenesul hon | ] benzene acid oxalate. MP. :[err]

(absol ute et anol) [ PPrps % O- or -50.- group,
2-i sopropyl -B-§4Fe3. | I\YY’[%E 'F”N‘-’aﬂ g 91“%%%?%&?9“1 %Vrdfoﬁe'bﬁé’?‘?g‘ryh%ﬂe}héﬁff‘ﬂiﬂ Pr opy!
oxy} benzenes‘&rl phonyl ]

YL FD aC| 'd .
[err],(ethyl” acetat e/ a'g E%A:]‘%F [?’n @ZJ‘W" Nomis
phar naceuti cal techni q szne radicai in ‘” °><]V |ona L egdaly(gn_t <

was prepareds, | ngredi erBotesh extle f the |nvent|on 100.0
Starches Ry denote méth IdnG@oxyphenyl or 34-mglh§en%9‘o tEE
Cainms for the fol | ow fge ;Eh%ﬁ}l bﬁ% frtdne biEmark Bubsfithnts! wiich

NL, SG AT 45 1. An aniigge Qimerhe @MéctdaerOMVﬁtobéreat&ﬁs foaamnlyagro&@r lertlor EP
0 302 793 Bl B lower alkdx@RfolsERTtsCca S, -SO- or [err] group, [err]
which are identical ordedités £sisgn boneacknnderne.t itaritysirDgem radicdldving lfro@r1 wihy|
radi cal or a hal ogen, oérbon atoms, denotes a straight- or

branched- al k5§ ene r adirembsehtaaigrogp bifgrmuid:t o 5 carbon atons 5

or a ”™-hydroxypropyl ens radical in which the hydroxy is optionally
substituted by a Iovver al kyl radi cal |n [err] [err] denot es
hydr ogen or_ ankg radical in [err rE—’ denotes a pyridyl,
phenyl , 2, 8- net hyl @edi oxyphenyre or hy di oxyphenyr radi cal or a
phenyl groyp sub tuted with one or ‘m) uents whi ch nmay be 10

i dent¥Pcal or dféferent, selected fromhal ogem atoms Iovver al kyl groups In
[err] or |ower alkoxyDgroups in [err],

25 R

9
| i .
R, Rirm '
"I e or ] il S
. R - M
30 '8 : ~
Ré 07 "R |
(F) : . G)
/
35
: R..~N -
\*J 13 [\\ '
40 I"R
- o\
]
12 ()
45
R represents hydrogen, an alkyl radical in C1-Cs, a cycloalkyl radical in C3-Cs, a

benzyl radical or a phenyl radical optionally substituted with one or more sub-
stituents, which may be identical or different, selected from halogen atoms and
from lower alkyl in C4-C4,lowdr alkoxy in Ci1-Cs or nitro groups,
50 Rs and Rs are takon together with the carbon atom to which they are attached to form :
- an optionally aromatic mono- or di-cyclic carbocyclic group having from 5 to
10 carbon atoms and optionally substituted by a R group in the a-position
with respect to the methyne group,
- an optionally aromatic 5-membered heterocyclic group, the hetercatoms or
55 heterogroups being selected from the groups O, S, N,

'
-N-R 11

. TR O A R




Al 'k ' denotes a single bond or a linear- or branched-al kyl ene

radi cal having from1l to 5 carbon atons, Cy represents a group
of formula: 15 (D) EP 0 302 793 B (E) 25
[err] 35 40 [err] 45 R

represents hydrogen, an alkyl radical in [err] a cycloalkyl radical in
[err] a benzyl radi cal inovhich Raheengtes hadiogealor @ fuweslied InyCiCishieny, lieeg! o t h one
or nore sub- stituent shalaganabbnzptagdidak OiadeNt@ead or different, selected from
hal ogen atons and from lower alkyl in [err], lower alkoxy in [err] or nitro
groups, 50 [err] Lare -tta.lg?n;toget her with the carbon
atdbmto which they are attached to form - an 6ptional|y aromati ¢ nono- or
di -cyclic carbocyclic group having from5 to 10 carbon atons and optionally
substituted by a R grogﬁ“‘f %€ a-position with respect to the nethyne

group, - an optionally aromatic 5-nenbered.heterocyclic group, the
he;%eroatom; or 55 ~N-Rejser ogroups being sel ected
fromthe groups 0, S, N, [err] EP 0 302 793 Bl in which [err] denotes

hydrogen or a | ower al ﬁ%dh, L@rr] phenyl , benzyl or hal ogenobenzyl
radical; Oand N, O an r and N, S and 10 ' -

[err] Nand N, N and 15

[exr] the heterocyclic group being opti ona-l_l}_\é substituted by a R group in
the a- position with respect to the nethyne gildup and optionally
substituted by one 20 or two groups selected from
Jower alkyl in [err] amd hple@tytlic goaupsng epticrallyofibstiulal byya & oot in theba- t O

10- renber ed nono- or dpositigcwithcredpettds the yrethyte groupLand optloealii sdbstitatad byraneor

\heper ogr oups bei ng sel gdvegrodns setedidvigrogy lovgn slkyd jn G-CaNind penylgraups.0 and N, 0

and 30 [err] - an optionally aromatic 6- to 10-membered mono- or di-cyclic heterocyclic
group, the heteroatoms or heterogroups being selected from the groups O, S,
N,
25 y
“N=Ryys
O and N; O and
: v
30 “N-R .
Y Sand N; S and
]
35 e .
| N-Ryq
N and N; N and
N
40 -
ARy,

the heterocyclic group being optionally substituted by a R group in the a-
position with respect to the methyne group,
45 Rz and Rg, which are the same or different, each represent hydrogen, a lower alkyl radical in
C1-Cs or a phenyl radical or when they are taken together with the carbon atoms to
which they are attached, represent an optionally aromatic 6-membered carbocyclic

ring,
Rg represents oxygen or sulphur, .
50 Rio represents oxygen, sulphur or a group

'

65 _
Ri2 and Rys, which are identical or different, each represent hydrogen, a lower alkyl radical in

C1-Cs. or a benzoyl radical,
with the proviso that Cy does not represent a 1-indolizinyl group, as well as the N-oxide derivative

) AR V) RO
* [ L M S *




Sand N; S and 35

[err] Nand N, N and 40 the heterocyclic group being optionally substituted
by a R group in the a- position gplgsoeespedt to the met hyne group, 45

[err] whi ch are the sane or different, each represent hydrogen, a | ower
al kyl radical in [err] or a phenyl radical or when they are taken together
Wi th the ctelocfrandia orrsmaceutighlly obrcotalkly salfitrent. t ached, represent an optional ly
aromati c 6-menbered carbocyclic ring, [err] represents oxygen or
sul phur ,2sén aminoalkogyppenyl derivative according teffiairg d/ip whigh Gyepresests| arpyl Gyclo&\e)gp up
[err] 55 [ B ;o b d vdmf@pnﬂué mn%dwoww g ihyciotury), edg'yﬁtowenv'
hydro§en, BY19 hesihyeip Hezoly. im 51: "‘6‘ y' ”VIS*@WZ' "dF"é'Hf (9 °'y\7vf ﬂ
provi so thég‘faz - BRYEAUH, |H:Z inolify!, | Pey4soxee ?’I
N-oxi de def¥ yi| %"'l%‘ﬁ""y:q P ' daz g E Ao d Io‘g’fﬁé&%‘m RAY
accept abl ePS& U Y her o 2: az'}i{h 'Q}n ikl Ko nP"yder' Va

Ve “acco dlng t
i y ool Bk phd Al Sy K F?‘%@F“ﬁ%%&ﬂ’? g% henyl
di hydr otjyi ﬂﬁ‘%—x'mlno§lkox};phenyp3515:r \Bil%l acc&iﬁuhﬁ' qJ @M 1O YhnichP¥ i Férdsdmts ah MhdIRALI-H! -

pyrim dyl, pg¥ragi Behkothiéhyl, indel cFM linyloifﬁélah)é b]pyh&ﬁ%ﬁ blo[1 BJa]pﬁ\‘?@i df'imndazo-
benzofuryl {1,228 pgRyIYpYl , 1 ndo benzi m dazol yl, benzoxazoly

qui noisi nyl , ben2|soxazolyl C|nnoIInyI qU|noxaI|nyI qU|nazoI|nyI,

i ndol i zig- 311 Yminoblkdx@shey rded\yati\ge h@bma@yd r@xihi € o ppich dylreprqss;ms Gin Oisgprapglly br,

pyr azol opyeycibpldopyl proug.ol opyri dazi nyl, i m dazopyridyl, dihydrofuranonyl,

iym: dazol i nonyl, chrononyl. 10 3. An am noal koxyphenyl derivative according
t o 'd ai B 1An amingaikokypiBnylaiovivativeracesrding-1§ Bleind 3 wheainpthe droupAn  ami noal koxypheny!
derivative according to Claim1 in which Cy represents an indolizin-3-yl,
benzofuryl, benzothienyl, indolyl, qo»ml-uw-lgﬁ pyrrol o[ 1, 2-b] pyri dazi nyl ,
pyrazol o[ 1, 5-a] pyri dyl or imdazo- [1,23%a] pyridyl group. 15 5. An

am noal koxyphenyl derivative accordi ng P‘B Claim 1 in which R represents an
I sopr opyl or cyclopropyl group. 6. An ami noal koxyphenyl derivative

(R ot 9Pl AN ER 5 b o o] chosfl €8 oy group. 7. n
am noal lkoXyp ij]yélko%ﬁ iVa@vea{C&Q&lﬁd BLidif 1@ndlei e HARaBlulcal Seceptable salt is
har maceut jg 3kdiate @G'?tﬁ

8. A pharmaceutical or veterinary composition containing, as active principle, at least one aminoalkox-
o ypheny! derivative according to Claim 1 in combination with a pharmaceutical vehicle or a suitable
-/ excipient.

| 35 9. Process for preparing an aminoalkoxyphenyl detivative according to Claim 1 in which A represents an
alkylene radical and B represents a -S- or -S032- group, whereby a 4-alkoxyphenyl derivative of general

formula :
(N R
40 1
Cy-—B'-< D>-0-A-X
.
45 RZ

in which B' represents a -8- or -80z- group, Cy, Ri and Rz have the same meaning as in Claim 1, A
represents an alkylene radical as in Claim 1 and X represents a halogen atom, an alkylsulphonyloxy

50 group having from 1 to 4 carbon atoms or an arylsuiphonyloxy group having from 6 to 10 carbon atoms
is condensed in the presence of an acid acceptor and in a polar or non-polar solvent, with an amine of
general formula :

H1

56

.




the oxal ate or hydrochloride. 30 8. A pharmaceutical or veterinary
~conposi tion containing, as acti ve pri nciple, at |east one am noal kox-
yphenyl derivative according § qb g¢ N conbination with a

phar maceutical vehicle or a sur table excr pient. 35 9. Process for

prepari ng an am noal koxyphenyl derivative according to Caim1 in which A
represents an al kyl ene radical and B represents a -S or -S2- group,

wher eby a 4-al koxyphenyl derivative eral formula: 40

[err] 45 in which B represents a g?%gl{] ®err] group, Cy, [err]have the
same neaning as in Caiml, Arepre ts an alkylene radical as in Caim1l
and X represents a hal ogen atom an al kyl sul phonyl oxy 50 group having
from1l to 4 carbon atoms or an aryl sul phonyl oxy group having from6 to 10
carbon atonms is condensed in the presence of an acid acceptor and in a _
pol ar ol ¥ugh- 'Eol”‘!!tra“g(ﬂ‘\f\ét‘ﬁ the \gpme, magping As AROYSt t°g‘&'ﬁ\ethéld°§“8‘i’ ﬁ’ﬂr‘l“&a'm%"‘%' EP O
302 793"%’1"‘]{; ;e ic é?"rt]ﬁdﬁ’%’ ey fpagted with @ s4itable opgapic g%tﬂ‘tig%&ﬂﬁ?g as
abBve PAPRREcHl AcgeptPla 7 |iB““é‘foﬁoxyphenyl derivative in free base form

V\hl Chl CBFO eslsf I'd ©| r{ne% alpl% alKOX en erival IIPIa l f 9n ! e aCI d
.10 SRS iR S S

prepari der| Vat rve accordr

regresents an kyI ene radl caI and B represents a S— or [err] group,
whereby a 4- hydr oxyphenyl derivative of general fornmula: 15 20

[err] 25 in which B' represents a -S- or [err] group and Cy, [err] have the
same neaning as in Caiml, is reacted;y in the presence of a basic agent,
.W-th a conpound of general fornula:
Némr] in which X represents gy+Bfl-g
having from1 to 4 carbon atons or an aryl sul phonyl oxy group havi ng
from6 to 10 carbon atons, A representnlsa an alkylene radical as in daim1l
and [err] and Alk have the sanme neanidg as in Claiml1l, the reaction taking
pl ace at a tenperature between roomterrperature and the refl uxing

-gH al kyl sul phonyl oxy group

teffperat ure of the rredr um n oI ar sol vent to obtajn the desired
am noal }?d&% |9FP“PF ot 8 ?8?5“"0‘3‘??“‘“? ps9&aP dy, be
r eact ed > {fRe" ErP‘te?fSFee° 8?6%1%?98"‘0?' %?5’?‘5%1‘1‘.‘[’8{ 938? YR b m a

pharmaceutically acceptable salt thereof, 40 11. Process for preparing an
anmy,noal koxyphenyl derivative accm-rmmglk-en4d aim1l in which B represents a
]
R,.
o/
in which X represents a halogen atom, an alkylsulphonyloxy group having from 1 to 4 carbon atoms or
35 an arylsulphonyloxy group having from 6 to 10 carbon atoms, A represents an alkylene radical as in
Claim 1 and Rs, R« and Alk have the same meaning as in Claim 1, the reaction taking place at a
temperature between room-temperature and the refluxing temperature of the medium and in a polar
, solvent, to obtain the desired aminoatkoxyphenyl derivative in free base form which can, if desired, be
\~ reacted with a suitable organic or inorganic acid to form a pharmaceutically acceptable salt thereof.
40
11. Process for preparing an aminoalkoxypheny! derivative according to Claim 1 in which B represents a
-8- or -S02- group and A represents an optionally substituted 2-hydroxy-propylens chain, whereby an
oxiranylmethoxy derivative of general formula : '

45
R
Cy-B'~ —O-CHZ-CH- 2
50 N
o}
R
65 in which Cy, R and Rz have the same meaning as in Claim 1 and B' represents a -S- or -SO2-~ group

is treated under reflux, with an amine of general formula :

. AR




-S- or Terr] group and A represents an optionally substituted

2- hydr oxy- propyl ene chain, whereby an oxiranyl net hoxy derivative of general
formula: 45 [err] 55 i n whi cep@so2[7eg Bt have the sanme neaning as in
Claim1l and B' represents a -S- or [err] group is treated under refl ux,

wi th an am ne of general fornmula: [err] EP O 302 793 Bl [err] in which
[err] Alk and [err] have the same nmeaning as in Caim1l1, this being
performed in a polar solvent or a‘f}"g &S of the said am ne: 10 -
to give the desired am noal koxypheny erivative in the formof the free

. base in which A represents a 2- hydr oXpr opyl ene chain, - to give an

ami ndal koxypheny!l derivative which can be reacted wit h an al kyl halide
having from1 to 4 carbon atons in the presence of a strong base to provide

‘Lhe: desi r%dwh%wom e% oSiS il €1l Dl B0 Qo8 4 S5 BARG 11

which Ar 9 ypropy RE erah
hydr gxy | S S gf\ aﬁwmozﬁll ﬁ}éér v£ i Vo ltohf oft 3&4&&4@%@%@ ich tahe
- am noal koxyph %y@&xwrgpyfbge | ne bei'ng reacte esired, wth a

sui tabl e orga@g.ce Q’fan’uﬁlﬁfkg@ ohyl A6 vtwcpem@ (BLARETTRE S bl AbIY ndving $BHaD! e
sal t thereof .10 32arbbif Et&ﬁ‘§ﬁn O prefinbPe d SHBnBasdid PRAUMS YiBIHEA MninskiokybRdnklY €
accordi ng t o defivaiv@inlthé Rorri/af 166)réd BabPin WBRA ASepPeséils a 2-hydroxidrogleRd)ghain\ietiichby a
sul pfsi de of @eredmky i eubsttited by aralky Hadig flom3Dtoidrvatdbn &bmdy, [err], A and Ak
have the tharminsalkoxyphgndsleiivativel sai obtained ibsing reatbd.df vesirén, avith axsutalitd rgardigent |
thi's sul pinprganidmsidrigjform a pheemdceuticaily facdebtablé salidhepmbe or a salt thereof, to form
the desired am noal koxyphenyl derivative in free base formwhich can, if
deS| r ect2. Brecese dex peaparing tan apincalkoxyrbpry! davivalive accgding to Clgim 1 inovhigh i reprasents & o

ot nf%a pheﬁ%ﬂ@%ﬂ”ﬁww%/suli’!?'é%ﬂtgam@f%'alr'% t hereof. 13

2-1 sopropyl -3-[4-{3-[ N-nmet hyl - N- (3, 4-di met hoxy-[err]-phenet hyl ) am no] °

propyl oxy} benzenesul phonyl]- indolizine and its N-oxide and

phar maceut i caI |y acceptable salts. Bp 14,

2-1 sgpropyl - 3-[4-{3-[ N-nmet hyl - N-( -di met hoxy-[err] - phenet hyl ) am no]
propyl oxy} benzenesul phonyl Jey-begZof ur a ALN-Q\IN-Qz(i de and

phar maceutical | y acceptabl e sal t 3 l'z

2-n-Propyl -3-[4-{3-[ N-net hyl - N- ( 3, 4Rdi nmet hoxy-3 err] - phenet hyl ) am no]

- propyl oxy} benzenesul phonyl ] - benzofi@an and its N oxide and
pharggaceutically acceptable salts. 45 16.

~2-n-Propyl -3-[4-{3-[ N-net hyl - N- (3, 4- di et hoxy-[ err]-phenet hyl ) am noj
pr opy| oxyihbehivhe3ye Sl Reh Gayie, A enAiobhdyo alpheame rdading ks in\Ciaim 1/ds &sdbd with an
phar mac e ubvidizngl agera.cthie poiptitdecheing lint the fd. of the free base or a sait thereof, to form the desired
2- n- But y| ar@indatkoxygheni-dedvativelin fes(t@selfonhi whithien \i-desired,| bepéreted Wity & jultabiggpanic
pr op¥| oxy$rideoraasin eeidtoferoramhpmmageytically acgentablsfsalt thereefnd i ts N-oxi de and

phar maceut i cal | }/ acce,h)t abl e salts. _ .
13. 2-Isopropyl-3-[4-{3-[N-msethyl-N~(3,4-dimethoxy-g-phenethyl)amino] propyloxy}benzenesulphonyl]-

indolizine and its N-oxide and pharmaceutically acceptable saits.

' 40 14. 2-lsopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-g-phenethyl)amino] propyloxy}benzenesulphonyl}-
benzofuran and its N-oxide and pharmaceutically acceptable salts.

16. 2-n-Propyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-p-phenethyI)amino]' propyloxy }benzenesuiphonyl}- .
benzofuran and its N-oxide and pharmacsutically acceptable salts.
45
16. 2-n-Propyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-g-phenethyl)amino] propyloxy }benzenesulphonyl}-
benzothiophens and its N-oxide and pharmacsutically acceptable salts.
17. 2-n-Butyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-g-phensthyl)amino] propyloxy }benzenesulphonyi}-
50 benzofuran and its N-oxide and pharmaceutically acceptable salts.

18. 2-Isopropyl-3-{4-{3-[N-methyl-N-(3,4-dimethoxy-8-phensthyl)amino] propyloxy}benzenesulphonyl]-
quinoline and its N-oxide and pharmaceutically acceptable salts.

s6 19. 2-lsopropyl-3-[4-{3-[N-methy!-N-(3,4-dimethoxy-g-phensethyl)amino] propyloxy }benzenesulphonyl}-
pyrazolo[1,5-aJpyridine and its N-oxide and pharmaceutically acceptable salts.

o - AR
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18: 2-1sopropyl-3-[4-{3-[ N-net hyl - N- (3, 4-di met hoxy-[ err]-phenet hyl)am no]j
propyl oxy} benzenesul phonyl ]- quinoline and its N-oxide and pharmaceutically
acceptable salts. 6 19. Ep0302793 B1

2-1sopropyl -3-[4-{3-[ N-net hyl - N- (3, 4-di met hoxy-[err]-phenethyl)anm no]

propyl oxy} benzenesul phonyl ] - pyrazol o[ 1, 5-al pyridine and its N-oxide and
phar rm&@e§r{+@dN1Mpﬂude,~@ﬂtd§rb¢t@xm+ph®athﬂ)?mino}p@ﬁvl@yB02 P@Rer@suighonyll-6-isopropyl-
5-[4-{3- PNONEt»%BlIPmﬂFZ("SM“&iW%@Wpl[a@ﬂcfutipﬂbmmlﬁw-no] propyl oxy}
benzenesul phon -isopro ?/ pyrrolo[1 2-b] pyridazine and its N-oxide and
phar eﬁ'l'*?fa?yl %gg Elmlrlg 3§§qu@§hox32&-p enethyl)amino] propyloxy}benzenesulphonyij-4,5-

2- | &opr offfydrofura a"{’gs W'ﬂ%?ma'maf(egﬂca"vonwahﬁwﬁ err] - phenet hyl ) ani no]

BL;P%@E% 4b§ %f E—( -e- . .%%ge“ 'f l(.:3 Q;)phenet[:lI )gmi%tf)]u B%le&g enzenesn'ﬂ;)honylguran nd
2-1 sopr opy {a TEY ‘1 3F et hoxy- [ err] - phenet hyl ) am no]
_g;g@g'tégxgiée&gfye& % (R 3t¢omtwp-bﬁe%ethh)%fns&epr@p@exﬁt@.m&fpwy&ﬂéohev
2-1 sopr opyI E>{a3 ce"ﬁcﬁ"y al\?-cz%table sél met hoxy- [ err] - phenet hyl ) ami no]

pr opylaxy}sbﬁa,;yest 1mimaﬁ.y|h~] (sudﬁh&.oaﬁﬁlpﬁénahmammblde propFioR P EBRERIphéryAi ] Y
accept abhgihpddbe andife N-oxide and pharmaceutically acceptable salts.

2- 1 gopropyl - 3-[ 4- {3 [ N-ret hyl - N- (3, 4-di met hoxy-[err]-phenet hyl)am no]
pr opy| 28X yretpzasupipl2H O-{3HNmethyl-NE3, Ainsthdiglqd-ghenstit arbisoH\- oxi de and

phar mac e propydaxy Jognzassaptoayiingols ardt its N-dikisle 8fid pharmaceutically acceptable salts.

J( methyl - 3-i sopropyl - 2-[ 4-{3-[ N-met hyl - N- (3, 4- di net hoxy- ( 3- phenet hyl ) am no]
pr o[l xgrpinealkexynrovil detinativplabcoreingl te Claimd! intwhiciNRogidde eestcerpimdrogerceut i cal |y
aec%?pt able salts. 26. An am noal koxyphenyl derivative according to Claim1l

i N whi@¥mp dorthe @HEW“&P@“‘FEFHPQ@EFP ‘B ains for the follow ng Contracting

State:. ES 1. Process for the aratl on of an _am noal koxyphenyl derivative

of f ortuPgeessior fhe preparaign P?F“\ﬁmp oxgppenyl derivatiyp of formula : represents a -S-,

-SO or [err] group, [err], WhICh are identical or different, each

dendt e hydrogen, a nethyl or gthyl radical or a hal ogen, A

denotes a straight- or branched-al kyl ene radi cal having from2 to -5 carbon

atonms or a 2-hydroxyprgpy L C P igh the hydr y is optionally

substituted by a 40 8 <4 '%'A ?T%eﬁkal kyl o(qé inf[err], [err]

dengt es hydrogen or an al kyl ¥adi cal inR* err] [err] denotes a

pyridyl, phenyl, 2, 3-nethyl er?epi oxyphenyl or 3, 4-nethyl enedi oxyphenyl

radi cal or a phenyl group substituted with one or nore substituents, which
be identical or different, selected from hal ogen atons, |ower alkyl

groups imwhight] or 45 | ower al koxy groups in [err], Ak

denst es a Bi ngl e bonrpresenta al-$-nS8r er -80:-Proapched- al kyl ene radi cal having from
1 to 5 carfbmnd &.ons, which are identical or different, each denote hydrogen, a methyi or ethyl radical or

a halogen,
A denotes a straight- or branched-alkylene radical having from 2 to 5 carbon atoms
N\ or a 2-hydroxypropylene radical in which the hydroxy is optionally substituted by a
40 lower alkyl radical in Ci~Cs,
Rs denotes hydrogen or an alkyl radical in C1-Cs,
Ry denotes a pyridyl, phenyl, 2,3-msthylenedioxyphenyl or 3,4-methylenedioxyphenyl

radical or a phenyl group substituted with one or more substituents, which may be
‘identical or different, selected from halogen atoms, lower alky! groups in Ci-Cs or

45 lower alkoxy groups in C;i-Cs,
Alk denotes a single bond or a linear- or branched-alkylene radical having from 1 t0 5
carbon atoms,
Cy represents a group of formula :

50

56

i U



' represents a group of fornula: 50 55 EP 0 302 793 B1 10 20
25 26~~~~~~~~~~~~~~~ |l R represents hydrogen, an al kyl radi cal
in [err], a cycloal kyl radical gpgbhes¥d3 gy 30 ' benzyl
radi cal or a phenyl -radical optionally substituted with one or nore sub-
stituents, which may be identical or differ ent sel ected from hal ogen at ons

andfromlovverkalkyl in[err],|ower a.l herr] or nitro groups, [err]
are taken oget5n‘ekvmth t he carbon avto h they are attached to form
- an opti naIIy/) tic nono-2%r dis-c c ca bacycllc gr 8&p having from5
to 35 : 10 chebc and optionally substituted
by a R group|r§the @DOSIIIOH wth respect othe thyne group, - an
optionally aronmatic )manbered het er ocyclic group, e het er oat ons or

het er ogroups being selected fromthe groups 0, S, N, 40 in which [err]
denotes hydrogen or a Iomer al kyl in [err] phenyl, benzyl or 45

hal olgjenobenzyl rang O and N, Oand [err] 50 S
and S and 55 N §nd N N and 69 EP 0 302 793 Bl [err] the heterocyclic
group being opt] substituted by a R grgu the a- 5

position with'? t he met hgghe group an |¥ subsggtuted by
one or two gr ed fromlower dalkyl in d”phenyl groups, -
an opgionally fc 6- to 10-nmenbered nona“0 ¥~ cyclic heterocyclic
group, the het eroat a%s or( )het erogroups bei ng sel ect%l fronlé)he groups 0, S,

N, 10 Oand N, O-and
Rta'T“'jjl'
- -R
AN\N

5 ' M
2 | R

. /

[N

)

R : represents hydrogen, an alkyl radical in Cy-Cs, a cycloalkyl radical in Cs-Cg, a
30 benzyl radical or a phenyl radical optionally substituted with one or more sub-
stituents, which may be identical or different, selected from halogen atoms and
from lower alkyl in Cy-Cq lower alkoxy in Cy-Cs or nitro groups,
Rs and Rg are taken together with the carbon atom fo which they are attached to form :
- an optionally aromatic mono- or di-cyclic carbocyclic group having from 5 to
35 10 carbon atoms and optionally substituted by a R group in the a-position
with respect to the methiyne group,
- an optionally aromatic 5-membered heterocyclic group, the heteroatoms or
heterogroups being selected from the groups O, S, N,

40

v
-N-R 1"

in which Ryy denotes hydrogen or a lower alkyl in C;-C4 phenyl, benzyl or
45 . halogenobenzyl radical; O and N; O and

-N-R' '

60 | SandN; S and

Ry

55
N and N; N and

gk

, T )



‘15 [eri] Sand N0 S and 20 [err] 26 Nand N, N

and 30

the heterocyclic group being optionally

substituted by a R group.in thge gsoPpli on W th respect to the methyne

group,

[err] whi.ch are the sane or different, each represent hydrogen,

| ower al kyl radical in [err] or a phenyl rad| cal or when they are taken
together with the carbon atons to which they.gre attached, represent an

optionally aromatic 6-nenbered carbocyclic 36 1 ring,
[err] represents oxygen. or sul phur, [err] represents
oxygen, sul phur or a grtbQJ etgrocyclic group being optionally substituted by a R group in the a-

[er¥] [err] whi ch areP°F' 'V‘d%?Pe‘iSP'ﬂ?f"P@Y‘@W“péa%?P“P sbeiited Ry B gen, a
| ower al kyl radical in ro Fseéecffér‘f Wef%[ G Edehe"y'ﬁrt"?? t he proviso
that Cy does not repres n‘i‘p“ aya’ ‘?g
derivative thereof and

iecheteraeyqle o i de

%’%“lﬁ‘t"?s °éi ?"' f"ﬁ@F°8B‘°f O %ai d

progess bei ng characterl zed |n that: a) Wnen represents an al kyI ene

r adi cal

‘derivative of general formula: 50 55 [err] “NmRysich B represents a -S- or

and B represents a -S- or [err] growp, a) a 4-al koxyphenyl

a

[err] group, Cy, [err] have the sane nmeani ng as above, A 70 EP 0 302 793

Bl represents an al kyl engnd /2@ 4na!

anjal kysul phonyl oxy. group havi ng froml to 4 carbon atons or an
aryl sul phonyl oxy group having from6 to 10 g bqn atons, is condensed, in

the presence of an acid acceptor and in a pol aﬂ’or non- poI ar solvent,

an am ne of general fornula: 5 [err] 10 in which [err] Ak and [err] have
\-the same neani ng as abovand N:8 ahtosr m t he desired am noal kox- yphenyl

tert vative in free base formwhich can, if desired, be reacted with a
suitabl e organic or inorganic acid to for m @ phar maceuti cally acceptabl e
salt thereof. or ~N-R, 3

25

30

36

50

N and N; N and

-8,

the heterocyclic group being optionally substituted by a R group in the a-
position with respect to the methyne group,
R; and Rg, which are the same or different, each represent hydrogen, a lower alky! radical in
C1-C4+ or a phenyi radical or when they are taken togsther with the carbon atoms to
which they are attached, represent an optionally aromatic 8-membered carbocyclic

ring,
Rs represents oxygen or sulphur,
Rio represents oxygen, sulphur or a'group
1

Ri1z and Ria, which are identical or different, each represent hydrogen, a lower alkyl radical in
C1-Ca or a benzoyl radical,
with the proviso that Cy does not represent a 1-indolizinyl group, as well as the N-oxide denvatlve
thereof and a pharmaceutically acceptable salt thereof,
said process being characterized in that :
- &) when A represents an alkylene radical and B represents a -S- or -SO2- group,
a) a 4-alkoxypheny! derivative of general formula :

R
Cy-8'~ ~0=A-X

R

in which B’ represents a -S- or -SO2- group, Cy, Ry and Rz have the same meaning as above, A

W th

as above and X represents a hal ogen atom

. O



15 ' B) a 4-hydroxyphenyl derivative of general formula: 20

[err] in which B' represents a -S- or [err] group and Cy, [err] and [err]
have the same nmeaning as 25 EP 0302 7L, IS reacted, in the presence of
a basic agent, with a conpound of general fornula: [err] 30 in which X
represents a hal ogen atom an al kysul phonyl oxy group having from1 to 4

car bon at onsrepresents @ aiylood allioal b eloye gncbl pepremenitng) hdlogemaemt an dikysuiphobydexy at ons,
A 1epresent sgravp kavieg remd to Adirber atesss qilbo eriselpidnylaxy gloupbating\rkm I§dy &0 catonsane
meani ng as aPewd is qondensadinttheqiieseaaeiohen 3sdzaeeepBand in a polar or mon-plat sslvprsrwthur e
bet ween roon‘?’tﬂﬁfk‘?‘dﬁ'&ﬁ“’émwthe refluxing tenperature of the mediumand in
a pofar solvent, to obtain the desired ani noal koxyphenyl derivative in free
base formwhich can, if desired, be ngagigck W th a suitable organic or
inorganic acid to form a pharmaceutically acf'cept- able salt thereof, b)
when B represents a -S- or- [err] and B represents an optionally

subs i tuted 2-hydroxy-propyl ene 40 . chai n, an oxiranyl met hoxy

derivative of, W&eﬁallg%rﬁilﬁave[t " oo ah.nba Liso0e. QY torth e Hesh Gvih R are
Meani ng as apQwe) Attt it FUo SIS whic 3. P s ﬂgofq&ww S sl baéheiycer
Itt

reflux, Wthrn%aﬂc%%ﬁmgﬁwﬂeutcgﬁ 0 302 793 Bl [err]
5in Wmch [grr] ALk and [err] have'the sarre nmeani ng as above , this being

per f;,9r med i ngpa PRYdRhyphOtyY 8dRlatied ofigbnepdlioMless of the said amne: - to give
t he desired am noal koxyphenyl derivative in the formof the free base in
which A 10 represents a 2-hydrgoxypropyl ene chain, - to give an
am noal koxyphenyl derivative which can b Yreacted with an al kyl halide
shaving from1l to 4 carbon atons idy-§:hg e of a strong base to provide
the 2eesi red ami noal kox- yphenyl derival n the formof the free base in
whi ch A represents a 2-hydrdxypropyl ene qdiar n in which the hydroxy IS
substituted by an al kyl havi ng from lto car bon at ons. the
am noal koxypherlg Ogerl vative bt ai ned ct ed, i f desi r with a
sul b ¢ or g iR ¥ o S ehe qrmro% hapd e bn s e fee BBiaabi o
sal #°t her eof 2 3's\lﬁﬂaé’ 8" 8|SF°§%"§?1P bés“’gﬁ"t ?mpﬁ“"g it ®dener al
forml a: [err] 25 in which Cy, [err d Al k have the sane neani ng as
above, is treated with an oxi di zi ndlégén?ﬂ‘lnhl s sul phide being in the form
of the free base or a salt thereof, ton;ormthe desired

30

&N

Co

in which X represents a halogen atom, an alkysulphonyloxy group .having from 1 to 4 carbon
o/ atoms or an arylsulphonyloxy group having from 6 to 10 carbon atoms, A represents an alkylene
radical as above and Rs, Rs and Alk have the same meaning as above, the reaction taking place
35 - at a temperature between room-temperature and the refluxing temperature of the medium and in
a polar solvent, to obtain the desired aminoalkoxyphenyl derivative in free base form which can, if
desired, be reacted-with a suitable organic, or inorganic acrd to form a pharmaceutically accept-
able salt thereof,

o b) when B represents a -S- or- S02- and A represents an optionally substituted 2-hydroxy-propylene
40 chain, an oxiranylmethoxy derivative of general formula :
Ry
45 c .
y-B'~ -O-CHZ-C\H- Rz
) 0

By

in which Cy, Ry and Rz have the same meaning as above and B’ represents a -S- or -SO0z- group is
treated under reflux, with an amine of general formula :

55

b

" AR AR
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am noal koxyphenyl derivative in free base formwhich can, if desired, be
reacted wth a suitable 30 - organic or inorganic acid to forma

phar maceutical | y acceptabl e sagp glshetephts 2. A process according to claim
1, in which Cy represents a phenyl, cycl ohexenyl, indenyl, naphthyl,

“di hydronapht hyl , pyridyl, dihydropyridyl, furyl, dihydrofuryl, thienyl,

di hydrot hi enyl, pyrrolyl, dihydropyr- rolyl, pyrazolyl, imdazolyl,
pyrimdyl, pyrazinyl, pyridazinyl, Q$C$}BT , isoxazolyl, thiazolyl,
benzofuryl, 35 benzot hi enyl, indglyl, benzim dazolyl, benzoxazolyl
qui nol i nyl, benzi soxazol.yl, cinnoliﬁﬁ%, qui noxal i nyl, quinazollnyl

i nddlizin-3-yl, thienopyridyl tetrahydrothienopyridyl pyrrolopyridyl

pyrazol opyri d r- roIo r|da2|n , 1 mdazog i dyl drofuranonyl
i mi dazol i b 'gr?"“s %esmms sasae%vsraf%bgmsaefaﬂa? £ ool RPN B

represent 4 8’|‘°|°f g cc to ich Oy

Fopg osont < an'r’ a'" roah U{g%yﬁ? e B Bh eyt feerindh it WAn®

qU' ol i “y' ’ % v9 9 .JéX'Jmch Qo @leQA Yot 2R bR by ba i“vﬂg
i mdazo[1 P. th nE’J BC£ Siond Haly ' gislide %&hé&lr&ﬂ Kgdli C
represent s ath&QP&é?iPéﬁl/e P thé 36 QP{hQI?rXJ» b&B%Whucrﬂﬂ répreséht® b 4GS ExyBrlopynd ng tO

cl ai-m 3 wher ednhgin il \ehidltRUHdbR/ i bubsfluté L5 MIMAthSvidy from 1 to 4 carbon atoms.

[ N-gret hy | Y- drdnofikeky iR @uiates B btiainell 38ing Gdaltbd) ydesiey, Gth0dgbitablo orfantf #CESS
accor di ng irdofyanit adidio Tor@@IHharmacddficallywdcgptable 3biothéredl, Of

1- net hyl - 3) wiwo [Brrepydent? a[-810-{gbup.Nd-:0Pbitky bf-gbherdb brmula :

(3, 4-di met hoxy- ( 3- phenet hyl ) am no] pr opyl oxy} benzenesul phonyl ] i ndole and its
N-oxi de and pharmaceu- tically acceptable sal ts. EP O 302 793 B1 8. A
pr@@ess according to claim1 wherefh the pharnaceutlcally acceptabl e salt
Is the oxal ate or hydrochb9r_g_d NR 9558 8-4 g{ t he preparation of a

phar maceuti cal ‘conposition;, cong 0 puttlng a east one 5

am noal koxyphenyl derivative of th- formul a 6 ) defined inclaimlin a
phar maceutical |y acceptable form B. A process for the preparation of a
vef@rinary conposition conprising putting at |east one am noal kox- yphenyl

ccceptant & S o TR b §ta.gﬁ£°3%%§§&"g‘”“* A

am noal ko}é%ﬁ’l Jphgﬁ'ff Héﬁ%ﬁvé/ ﬁ) Guhich 2an, G diskired, be reacted with a suitable ( 1)

20 gh N Whi GRyanie &k inorganic aci®to form a pharmaceutiéafPicRSfdbleSsathereof, - or [err] group,
[err], mhlch are identical or different, each denote hydrogen a net hyl
or et h.ylA p@6dss abcoftingdto otdhn® g1, which Cy represents a phenyl, cyclohexenyl; indenyl, naphthyl,
Y dihydronaphthyl, pyridyl, dihydropyridyl, furyl, dihydrofuryl, thienyl, dihydrothienyl, pyrrolyl, dihydropyr-

. rolyl, pyrazolyl, imidazolyl, pyrimidyl, pyrazinyl, pyridazinyl, oxazolyl, isoxazolyl, thiazolyl, benzofuryl,

3s benzothienyl, indolyl, benzimidazolyl, benzoxazolyl, quinolinyl, benzisoxazolyl, cinnolinyl, .quinoxalinyl,

quinazolinyl, indolizin-3-yl, thienopyridyl, tetrahydrothienopyridyl, pyrrolopyridyl, pyrazolopyridyl, pyr-
rolopyridazinyl, imidazopyridyl, dihydrofuranonyl, imidazolinonyl, chromonyl.
2k

K_/ 3. A process according to claim 1 in which B represents a -SO2- group.

4. A process according to claim 1 in which Cy 'represents an indolizin-3-yl, benzofuryl, benzothienyl, -
indolyl, quinolinyl, pyrrolo[1,2-b] pyridaziny|, pyrazolo[1,5-a]pyridy! or imidazo[1,2-a)pyridyi group.

8. A process according to claim 1 in which R represents an isopropyl or cyclopropyl group.

6. A process according to claim 3 wherein the group

-O-A- -Alk-R 4
23

50
represents a [N-methyl-N-(3,4-dimethoxy-phenethyl)aminoc]propyloxy group.
7. A process according to claim 1 corﬁprising the preparation of 1-methyl-3-isopropyl-2-{4-{3-IN-methyl-N-

55 (3.4-dimethoxy-(3-phensthyl)amino]propyloxy}benzenesulphonyl}indole and its N-oxide and pharmaceu-
tically acceptable salts.
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A ‘ denotes a straight- or branched-al kyl ene radical having from
2 to 5 carbon atoms or a 2- hydr oxypr opyl ene radical in which the hydroxy is
optionally substituted by a 30 Ep g 302793 B1 | ower al kyl radical in
[err], [err] : denotes hydrogen or an alkyl radical in [err], R4
denotes a pyridyl, phenyl, 2, 3-nethyl enedi oxyphenyl or

3, 4- met Byl A pedessxacpdrding lto iclaith ¢ awheain the pdhermmabeugjealiyi pceeptalgie istititise thevexilate ome  or
nor e substhytaenidride. whi ch may be identical or different, selected from

hal ogen atons, |ower alkyl groups in [err] or 35 l.ower
al koxy & cﬁr]ﬁ@cﬁﬁﬁ forthe] prepargtion of a pharmaceytigeh cerapositian, eyrRiising rRYting ah lepstrepar - or
- branched- aﬂ"k’]PP'é%‘éP*}e@d|°'8%I’F""ﬁé\/F’Hg‘°’f’]"Brﬂ)1d°f"E9d5" clampbin & phaypaceytially acceptable
representéb@‘group of fornula 40 [err] [err] 50 55 (CE EP 0 302 793 B1

10 ents
| oal R12 " iy P 'g’y] p"é‘" E’é‘g 2 FIEP S nal |
.Eﬁﬁs?aw?eva &E{%"va%%r e g 5‘5& 'r'r'%é"n '"apmmar%’ e 'egcflca?{orna ’
di ffere&ialr[:§ﬂ'fif9fgﬁjovjll§g(r)&ﬂ%ma tggs and fromlower alkyl in [err],|ower
in |err

al koxy nit roups [err] and [err] are taken

t oget hey, VﬁJ*h&Qﬁb&ﬂkﬁﬁﬁmﬁgggbﬁgnmglCh they are attached to form - an
optionally aromatic nono- or di-cyclic carbocyclic group having from5 to
- 10 cagbon atons and optlonally substituted by a R group in the
[err]-position with respect to Rihe met hyne group, - an optionally aromatic
5-menbered heterocyclic group he het éroatons or 20

et erogroups being selcgesegfr o -QHAGARALIG-R,S, N, [er({) 25

I'n which [err] denotes hydrOge a lower alkyl in [err], phenyl, benzyl
o/hab ogenobenzyl radical; O aﬁd N, [err]3 30 Oand S and N; S and 35
[err] Nand N, N and 40 [err] 2

in which :
25 B represents a -S-, -SO- or -SOz- group,
Rs and Rz, which are identical or different, each denote hydrogen, a methyl or ethyl radical or '
' a halogen,
A denotes a straight- or branched-alkylene radical having from 2 to 5 carbon atoms
: or a 2-hydroxypropylene radical in which the hydroxy is optionally substituted by a
30 lower alkyl radical in Cy-Cs,
R denotes hydrogen or an alkyl radical in C;-Cs,
Rs denotes a pyridyl, phenyl, 2,3-methylenedioxyphenyl or-3,4-methylenedioxypheny!
W radical or a phenyl group substituted with one or more substituents, which may be
identical or different, selected from halogen atoms, lower alkyl groups in C;-Cs or
36 lower alkoxy groups in G1-Cs,
Alk denotes a single bond or a linear- or branched-alkylene radical having from 1 to &
carbon atoms,
o Cy represents a group of formula :
40 . _
R s Ro— N
5N ‘ 7 ' |
= C- or \  R.- -R or
R / ._ 8 N
s 6 '
(D) (E)
R,
&0 i’
R,—- . : R,,- '
7 | TICr or " :t: R or
LN 07 \r7
% 10 10
' (F) (G)

n N



~ the heterocyclic group being optionally substituted by a R group i'n the
[err]- 45 position with respect to the nethyne
group and optionally substitutgpolgegeeser two groups selected froml ower
alkyl in [err] and phenyl groups, an optionally aromatic 6- to 10-nenbered
nono- or di-cyclic heterocyclic group, the heteroatons or heterogroups
being selected fromthe groups 0, S, N, 50 Oand N, O and 55 [err] 74 EP
0 302 793 BL Sand N, Sand -NRL 1; Nand N, N and 10

[err] the heterocyclic group being olp -ﬁ ~substituted by a R group in
ne group, [err] whi ch are the
n,

the a- position with respect to the y

sane or different, each represent hydr e -Rower al kyl radical in 15
[err] or a phenyl radical or when they~are'tfaken together with the carbon
atons to which they are attached, represent an optgpnal |y aromatic

6- menber ed carbocyclic ring, [err] represents oxygen or sul phur,
[erg] represents oxygen sul phur or a group 20 [err] 25

[er?] and ferr] i kol I GIET oy AR BAES FPEDL,
hydrogen, a |ower al 1 b bIC@ bﬁbnf\%cﬁ 35 tioRall Qﬁb%ﬁ’cb!f mdg 9{; tgipt he
proviso that Cy doesstuﬂgﬁts rv@ni&ﬁ&ﬁa@rﬁe identicel 13K Gikrérért,3blectBd GEHR - haldgen nlls aw the
N- oxi de derivative tflcmnem‘r alRy1 Gh @,-@ba{emmyutnlcg@ oyme&@e.msabl e salt thereof.
30 152. An Rnaal koxydiarsnybgeter with Ael caBoaem tcoihid thed afsl athdivd toifeimhi ch Cy
represents a phenyl, eyal aiienatystbmatic mbadr\dr di-ayeljplcaddydyclicchrdup dhavingetohi $14ol |
pyridyl, dihydr opyri dy| 10 tastsopl atorsi dmyl chptivinally\substituted diyyd R getiup yrdthe takriositionl |,
pyrrolyl, dihydropyrrol ykh resppetaothe wethynerdratezol yl , pyrimidyl, pyrazinyl,

- pyti dazi nyI oxazol yl ;- & oeptianelly ggmaﬁchﬁ"a'zfob ay¢d heﬂﬁeqcz@mwp. thebmtzromwyl
ireel yl benzi m dazol yI hetesegiousx raqsylecte%nnntbppwynso BeNzi soxazol yl, -

C|nnoI|nyI qui noxal i nyl, qui nazolinyl, indokizin-3-yl, thlenopyrldyl,
tetrahydrothlenopyrldyl pyrrolopyridyl 35-N-R, pyrazolopyrldyl
pyrrol opyri dazi nyl, |n1dazopyr|dyl dlhydrofuranonyl |n1dazollnonyl

B represents a -[err]- g{‘aqo nobe e accordi ng
to daim1l in which resents an'In |Z|n3yl 40 benzof uryl ;
benzot hi enyl indonI qU|noI|nyI pyrrolo[1,2-b]pyridazinyI,
pyrazol o[ 1, 5-a] pyri dyI or im dazo- _&_R

30 11

chr Qm)nyl 3. An am noa}n w%XcXQJ‘eQ%ﬁeQW \ggi‘kyae Io%crca Fmgg Vpl}em(/, benz I(I)rn whi ch

Oand Sand N; S and

113

N and N; N and

'
"N"R‘ 1

the heterocyclic group being optionally substituted by a R group in the a-
45 position with respect to the methyne group and optionally substituted by one
or two groups selected from lower alkyl in C;-Cs and pheny! groups,
- an optionally aromatic 6- to- 10-membered mone- or di-cyclic heterocyclic
group, the heteroatoms or heterogroups being selected from the groups O, S,
N,

50
\J

MRy

Oand N; O and

55

TRy

- R



- [2.2-a] pyridyl group. 5. An anminoal koxyphenyl derivative according to
Claim1l in which Rrepresents an isopropyl or cyclopropyl group. 45 6. An
am noal koxyphenyl derivative acegpp@optes 81C ai m 3 wherein the group [err]
50 represents a [ N-net hyl - N- (3, 4-di met hoxy-[err]-phenethyl)am no] propyl oxy
group. 55 7. An am noal koxyphenyl derivative according to Claim1 wherein
the pharnaceutically acc8ptdli®andalt is the oxal ate or hydrochloride. 75
~EP 0 302 793 B1 8. Process for preparing an am noal koxyphenyl derivative
according to claiml1 in which A represents an al kyl ene radical and B
represents a -S- or [err] group, whereby a 4«&R§guyphenyl derivative of
genefal formula: [err] in which B represents a -8- or [err] group, Cy,
[err] have the sane nean&ng §§ in Claiml, A represents an al kyl ene radi cal
as in daim1 and X repr 8BNSV &%al ogen atom an al kyl sul phonyl oxy 15
group having from1l to 4 carbon atonms or an gryl sul phonyl oxy group having
from6 to 10 carbon atoms is condensed in tim¥8qgsence of an acid acceptor
and Tn a polar or non-polar solvent, with an am ne of general fornula: ' 20
[err] 25 in which [er ] R Ao pve, to
formthe desired am noal %}gﬁﬁﬁ%ﬁﬁ?ﬁ%iﬁ%{fﬁg;ﬁ%@@g&bﬁg f‘g?g’r% \ﬁ\/rt\'lae?h can,

i f desired,grRfid REACT GfhicH atdthe seim SraftteRn® BALR NFosarit hiydtejeB A lowerafidyiCtadidll lOr M a
phargaceutical | y accept@ir@ phetlytradidabéraBin thdy ardaRMASIBhBIONIth Mietialbn BEMEL

am noal koxyphenyl| dervwhichttey @rectiached! irdigesbr@ afthptionall} ajomatitlB-Bdmberdiepbegeist S an
30 al kyl ene radi omp, and B represents a -S- or [err] group, whereby a
'-\4- hydr oxyprfenyl der i wegreseats ofygeresreulphiur,f ornul a: 35 [err] 40 in which B
‘represents Rao-S- or [representgpxyaen. sulphuGy agfawpr] have the same nmeaning as in
&aim 1, is reacted, in-the presence of a basic agent, with a conpound of
general fornmula: 45 [err] 50 in which X repyesents a hal ogen atom an

al kyl.sul phonyl oxy group having from 1l to 4=-M<R,QOon atons or an

aryl sul phonyl oxy. group having from6 to 10 carbon atons, A represents an

al kyl ene ragdic as
y25 12 and Ris, wr}lich are identical or different, each represent hydrogen, a lower alkyl radical in

C1-C4 or a benzoyl radical,
with the proviso that Cy does not represent a 1-indolizinyl group, as well as the N-oxide derivative
thereof and a pharmaceutically acceptable salt thereof.

30 2. An aminoalkoxyphenyl derivative according to Claim 1 in which Cy represents a phenyl, cycichexenyl,
indenyl, naphthyl, dihydronaphthyl, pyridyl, dihydropyridyl, furyl, dihydrofuryl, thienyl, dihydrothienyl,
_ pyrrolyl, dihydropyrrolyl, pyrazolyl, imidazoly!, pyrimidyl, pyrazinyl, pyridazinyl, oxazolyl, isoxazoly!,
N\ thiazolyl, benzofuryl, benzothienyl, indolyl, benzimidazolyl, benzoxazolyl, quinolinyl, benzisoxazoiyl,
cinnolinyl, quinoxalinyl, quinazolinyl, indolizin-3-yl, thienopyridyl, tetrahydrothienopyridyl, pyrrolopyridyl,

35 pyrazolopyridyl, pyrrolopyridazinyl, imidazopyridy!l, dihydrofuranonyl, imidazolinonyl, chromonyl.

3. An aminoalkoxyphenyl derivative according to Claim 1 in which B represents a -SOz-group.
oA 4. An aminoalkoxyphenyl derivative according to Claim 1 in which Cy represents an indolizin-3-yl,
40 benzofuryl, benzothienyl, indolyl, quinolinyl, pyrrolo[1,2-b]pyridazinyi, pyrazolof1,5-a]pyridyi or imidazo-
[1,2-a) pyridyi group. : ’ ’

5. An aminoalkoxyphenyl derivative according to Claim 1. in which R represents an isopropyl or
cyclopropy! group.

6. An aminoalkoxypheny! derivative according to Claim 3 wherein the group
-O~A-N-A1k~!!4
[ ]
50 By
represents a [N-methyl-N-(3,4-dimethoxy-g-phenethyl)amino] propyloxy group.

s6 7. An aminoalkoxyphenyl derivative according fo Claim 1 wherein the pharmacsutically acceptable salt is
the oxalate or hydrochloride.

. A



Claim1 and [err] and Al k have the same nmeaning as in aim1, the reaction
‘taking place at a 55 t enperature between roomtenperature and the '
refluxing tenperature of the negh gapsngs gy 2 pol ar solvent, to obtain the
desi red am noal koxyphenyl derivative in free base form whi ch can, if
desired, be reacted with a suitable organic or inorganic acid to forma
phar ma@e uRrbapad foy prapatieg trarhisoatkestyphanyictodafive accorditld t0 cBBP1 HOMidBIA bfresdits@pess

for prepaaliylege edica and® sdptesenisnSnyr -Ste grovatwherebia d-elkakyphgnytl deridhtine of gbneral Whi ch
B represefmmiag -S- or [err] group and A represents an optionally
substituted 2-hydroxy-propyl ene chain, V\,her eby an oxiranyl met hoxy
deri¥ative of general fornula: 5 [err] R15 in which Cy, [err] have the
same neaning as in Caiml and B re ts a -S- or [err] group is
treated under reflux, wth ancyssi'RZ6f ¢ ab-Agtnula: [err] 20 in which
[err] Alk and [err] have the sane 1 s in daim1l, this being

perf(o)rmed in a polar solvent 25 or oi n an excess of the said amne: - to
give'the desired am noal koxyphenyl deri dative In the formof the free base
in which A represents a 2-hydroxypropyl ene chain, - to give an

am noal kqxygf BWep.Qé”eHs‘éabl 4es8fighddp Cﬁgnpﬁnof ﬁzar‘?aw ‘é%é‘m@éhma'akw cilial4l de

havi ng f.rgghshnis Qn AikfigleadcsR b9 FBeiaif 1t )PFeSr%@d?r&ea ogéhn &tbrh CdCal @&B\mﬁ? ir ovi de.
the ,gesi r@&lﬁpfhml PrYLRARY biodSor an arylsulphonfiBilyl oY 'hh‘ﬁhg'fﬂ%mtd't@1 €4rthon

free baseasbshddlibdin thd SrédRRRSHP BN BcicPlacdepitt Rhd YIHoRPH nB Boldt Ralldit, Win wharsifs dthe

hydr oxy igenaab&inuibtit ed by an al kyl having from1l to 4 carbon atons, the

api poal koxyphenyl derivative so obtained being reacted, if desi red, . Wwth a
sui'table organic or inorganic acid t qk m a pharmaceutical Iy acceptable
saltzot hereof. 35 11. Process for pre%%r‘i g @n am noal koxyphenyl derivative
according to Caimlin which B repredents a - SO group, wher eby a sul phi de
of general fornula: 40 [err] 45 in which Cy, [err], A and Ak have the sane
nmeaning as in daiml, is treated with an oxi di zing agent, this sul phide
being in the for mof he free base or sal t th eof to for m&he des red
ani fdal kd e?"gﬁ‘é A"aé'? g;ﬁ 4}:1?? ’E@‘;‘B&é@c‘m‘rﬁ% ﬂb

react ed foQ fogpsired, beJpacis afre™y 3'?%[“1?5"‘?(9??{?

phar maceut| car S/mag%"c%ar')"fa%lae sa&Ht Jte'f‘?ereof 12.

2-1s OP Oy ce§s Jor4 prgéanlu%r[@t Eiélko%l‘eﬁyl %ferq}af@tab% g[tg rCfa]m P Wﬁéh*w e)n@ggng%

propy! Oxyal RR FaRAUn td Bdg! 6rZJ85§ %&Q Whetety £ 4inGGo@Pdnyl derivative of
phar maceUehsalidmiudscept abI e salts.

2-isopropyl -3-[4-{3-[ N-net hyl - N- (3, 4 d| met hoxy-[err]-phenet hyl ) am no]
propy!l oxy} benzenesul phonyl ]- benzofuran and its N oxide and
pharmaceutically acceptable salts. 77 R

. 35 1
Cy-s'-< > -o
40 RZ

in which B' represents a -S- or -SO2- group and Cy, Ry and Rz have the same meaning as in Claim 1,
is reacted, in the presence of a basic agent, with a compound of general formula :
45

' X-A-N-Alk-R,
’

R
50 -3

in which X represents a halogen atom, an alkylsulphonyloxy group having from 1 to 4 carbon atoms or
an arylsuiphonyloxy group having from 6 to 10 carbon atoms, A represents an alkylene radical as in
Claim 1 and Rz, R+ and Alk have the same meaning as in Claim 1, the reaction taking place at a
55 temperature between room-temperature and the refluxing femperature of the medium and in a polar
solvent, to obtain the desired aminoalkoxyphenyl derivative in free base form which can, if desired, be
reacted with a suitable organic or inorganic acid to form a pharmaceutically acceptable salt thereof.

" R O ARD W




EP 0 302 793 Bl 14.

2-n-Propyl -3-[4-{3-[ N-net hyl - N- (3, 4- di met hoxy- [ err]-phenet hyl ) am no]

propyl oxy} benzenesul phonyl ] - b%%‘iﬁ% gy'd its N-oxide and

pharmaceutical 'y acceptable salts.

2-n-Propyl -3-[4-{3-[ N-net hyl - N: (3, 4- d| nmet hoxy-[err] - phenet hyl)am no]

pr opy| X \PrdvessAerwenatimghamanhinoalkéxyphenyl dvémiive tabdoajiigeto ©laim dl i Wiich\B @epredents d

phar mac e u$- @ a$0:zy gmor ek A epesentd ansoptich@lly substituted 2-hydroxy-propylene chain, whereby an

2- n- But y loxiganylepethexy [dedivative laf genetalf@mdla di met hoxy- [ err] - phenet hyl ) ani no]

propyl oxy} benzenesul phonyl - benzofuran and its N oxide and pharmaceutically

accéptable salts. 10 17. '

2-|1 sopropyl -3-[4-{3-[ N-nmet hyl - N- (3, g¢- di met hoxy- [ err] - phenet hyl ) am no]

propyl oxy} benzenesul phonyl ]- quinoljhe and its N-oxide and pharnaceutically

accept able salts. 18. _ :
-l 'gopropyl -3-[4-{3-[N- metcPfyP s T%‘&)@g?ﬁ%‘ﬁ*ﬁz- phenet hyl ) am no]

propyl oxy} benzenesul phonyl ] - pyraZofo[l, 5-a]pyri@®ne and its N oxide and

pharmaceutically acceptable salts. 19.

5-[4-{3-[ N-Met hyl - N- (3, 4-di met hoxy-[‘err] - phenet hyl ) am no] pr opyl oxy}

benzenesul phonyl ] -6-isopropyl - pyrrol o[ 1, 2-b] pyridazine and its N oxide and

phagsrac e witchl dyy RAGEHR! RN Be Sathd Meanit§ as in Claim 1 and B' reTresents a -S- or -SO2- group

2- | sopr opteatdd bitied Rfix/\Wwitheh Bine bt deRerdifékinBt hoxy- [ err |- phenet hyl ) am 'no]
propyl oxy} benzenesul phonyl ] -4,5- 20 di hydrofuran and its N oxide and
. Pharmaceutically acceptable sal ts. 21.
: 2-1 sopropyl -3-[4-{3-[ N-net hyl - N- (3, Mdatie-tﬁloxy [err] - phenet-hyl ) am no]
x155r oyl oxy} benzenesul phonyl ] furan and 4 g.ts Noxi de and pharnmaceutically
acceptable salts. 26 22. Ry
2-1sopropyl -3-[4-{3- [N-rret hyI N- (3, 4-di net hoxy-[err]-phenet hyl )am no]
propyl ox?/ benzenesu hon ]I ndol e and its_N-oxi de and rghar maceuti cal | y
accept ab : R4 have the same meaning as in Claim 1, this being performed in a polar solvent

Bopr of

Rﬁimlﬂ henet hyl
o omyt oy bl "ﬁé?@f% ki ::“’EP,%?W' D EABIS e la 1o i B3R B men A
phar maceut | g " - . A
-met hyl - 3-i stp rc%)lﬁngm )6{’% g g‘h ina,s%% gctevg\gﬁ alk | Idﬁ’ha Eﬁm no] -
|c

pr ogy! oxy} b%mmsmlhem bR aeeﬁ. s‘ae&s
accept abl e s Hy8roxyis ¥ubSttutadTby 4 an‘éﬁ-Eth? accordl ng to

i N whi chthp &dividoaiRdx@pHandl rde@ative s%5o ed ofAg Q&a‘éteﬁoif dbdit8d, BFih RALRbHI® @rggrtlc or
_phar nmac e inbrigiréd acRIG RS i phadiaceGiRay abcobable Pakitherddf) at | east one ani noal -
koxyphenyl derivative according to claim1 in a pharmaceutically acceptable
f orm 117 ProRase dw prephring an reninpaliepyphertyl davivaiive accurding ta Glaimy1 MOVMvdE tep@sants a
conpri si ri@- pour.iwheretyt a suiphide ofgeneral farmdal kx- 40 yphenyl derivative
according to claim1 in a pharmaceutically acceptable form PatentansprUche
. PatentansprUche fU fol gende Vertrggsstaaten: CH, 7DE, FR, GB, IT, UL, LU,
WL SE, AT 45 1. Am noal koxyphenyl erivat der Fornel: sO
oy-88- i A-t- () 4 R2 worin bedeuten: B
-S-, eine -SO oder 802 Gr . ARsrR0e gl eich oder
ver schi eden sind, jeweils V\asser st , el nenRi\/Et hyl - oder

%

R,
45
in which Cy, Ri, Rz, Rs, Rs, A and.Alk have the same meaning as in Claim 1, is treated with an
oxidizing agent, this sulphide being in the form of the free base or a salt thereof, to form the desired
aminoalkoxypheny! derivative in free base form which can, if desired, be reacted with a suitable organic
50 or inorganic acid to form a pharmaceutically acceptable salt thereof.

12. 2-Isopropyl-3-{4-{3-[N-methyl-N-(3,4-dimethoxy-g8-phenethyl)amino] propyloxy }benzenesulphonyl}-
indolizine and its N-oxide and pharmaceutically acceptable salts.

s5 13, 2-Isopropyl-3-{4-{3-[N-methyl-N-(3,4-dimethoxy-8-phenethyl)amino] propyloxy}benzenesulphonyi}
benzofuran and its N-oxide and pharmaceutically acceptable salts.

™ R O A



78 ) 11111171 11111111121 HE1 11 111111 . M ¢
EP 0 302 793 Bl Ethylrest oder ein Hal ogen. A oenen gerad- odor
verzwei gt ketti gen Al kyl enrest rgg g 8oPrgs 31 Kohl enst of f at omen odor oenen

2- Hydr oxypropyl enrest. in wel chem das Hydroxy wahl wei se durch oenen G -

CA- Ni ederal kyl rest substituiert ist. 5 Rs Wasser st of f
odor o#hé&n-Rapy-Eit-{3ANpthy e (3,4-diRrethoxy-s-phenethyhaminplen  Ppropylaxy }oenzetmsigtionyl)-

2, 3- Met hyheeastirap egpitrchirptide apd phanBacqutivally lagdeptalklé ety phenyl - rest odor eine
Phenyl gruppe, welche mt einem oder nehreren Substituenten, welche gleich
oder v PrepylAri4@N et (3, opy-g-pherethylamipglenat BioRYIoxYYoenzemesulphonyl}

Ni eder al B9IgHigpRaas astiisN-g4de ead a@'&f@?"ﬁ?ﬂ%%ﬂ?&“ﬁ subst ituiert ist. 10

Ay o g S T R e |5 B 0

For el n and Xide an pharmaceutic ble alts. 1 30 8 7

0der, 47 a.s0 opy|-3-[4—{3~[N-r9emyl-N-(3 4-d|meth§y-s-p ethyl?aqrﬁ'ro] (F) propyloxybenzenesulphanyll:
% L PR

(G 36-~4; e and its N-oxlde and phal maceutlcall acceptable salts
Wasser st oqﬁn ol nen pAT I res el nen -Cs -Cycl oal kyirest,

Benzy| §& Liscprbpf-34-{3-IN-methyl-N-(3,4-dimethoxy-g-pherd oSt , ISx{bn26Rd3liMRhaf M t
ei nem odcwm ?@ﬁg}hdﬁabﬁ‘,’tstnf@(%gmp yﬁp bﬁ c@,ﬁ lm‘éisﬁ’vorschl odeﬁﬁs@?n
konmon, gew~hlt aus Hal ogenat onen und O' C4 Ni eder al kyl -

Ct - CA4- 1. G @B INTdstyyl-Naslo timbihbaty gepheiig famildaspislokyyi er tbeﬁﬁhesulﬁﬁmﬂ]’-ﬁisﬁﬁopyl—

bi | den zwseohiterblyrdazienanionNeried akifphdnbageutivallyvaedeptable salts. gebunden si nd: -

ei ne wahl wei se aromati sche nono- odor dicyclische carbocyclische G uppe so
mt 5 20 S-lsepropyidtiefiNaneta-tibhdimpiioxyiehonetiviinod efopyiohy JosnaeneRui@onylides- i n der
a>Pesi t i einyeraimen piddts Niexide ppd pharmpceniipaly sgepiabia salier t i st, - sine wahl wei se
aromatlsche 5- Iledr ge het erocycl i sche Gru pe, wobei d| e Het eroat one odor
Het er 0 a( ﬂﬁ'aN Qfsdlﬂghoxgﬁg‘gg mlrgl q@pygg}benzenesulphonyl]furan

t R~ SNROHS %B’éﬂ’mﬁf“‘ica'm&g‘?@ta@? odor  einen Ci -Cs-Niederal kyl -,
Phenz}/lzz 2- sopro‘éﬁh- Ea‘%ﬁ\lme I—N( hox;~:p~ © ]1$ in1 oy o1 Liiil %1%%31&111
i Byl -Gy methoy gl g RRgie PRIy

and its sutic ptabl

23. 2-isopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-8-phenethyl)amino]  propyloxy}benzenesulphonyi]-1-
methyl-indole and its N-oxide and pharmaceutically acceptable salts.

24. 1-methyl-3-isopropyl-2-{4-{3-[N-methyl-N-(3,4-dimethoxy-(3-phenethyl)amino}-
propyloxy Joenzenesulphonyilindole and its N-oxide and pharmaceutically acceptable salts.

- 25. An aminoalkoxyphenyl derivative according to Claim 1 in which Ry and Rz each are hydrogen.
35
26. Process for the preparation of a pharmaceutical composition, comprising putting at least one aminoal-
koxypheny! derivative according to claim 1 in a pharmaceutically acceptable form.

oA 27. Process for the preparation of a veterinary composition, comprising putting at least one aminoalkx-
40 yphenyl! derivative according to claim 1 in a pharmaceutically acceptable form.

Patentanspriiche
Patentansprliche fiir folgende Vertragsstaaten : CH; DE, FR, GB, [T, LI, LU, NL, SE, AT

45 1. Aminoalkoxyphenylderivat der Formel:

_ R,
50 Cy~B-®—O—A-N—A1k-R4 . €D
|
. R R3
2
55
worin bedeuten:
B . -8-, eine -S0- oder SO2-Gruppe.
Ri und Rz, weiche gleich oder verschieden sind, jewsils Wasserstoff einen Methyl- oder

- A



EP 0 302 793 Bi Hal ogenbenzyl rest bedeutet; O und N; O und 5.- S und-N, S -
und -N-R1 1; 10* Nund N, Nund -*R1 | 16 wobei die heterocyclische G uppe
wahl wei se substituiert ist dur@pesgerddBfauppe in der t-Position bezUglich
der Met hi ngruppe und wahl wei ss substi =+ tuiert Ist durch sine odor zwel aus
C -C4-Ni ederal kyl - und Phenyl gruppen gew hlte G uppen, -20

- esne wahl wei se ar offffyirestoflsr @n Halegen0- gl i edri ge mono- oder dicyclische
hete- rocy® ische G @jpprgerybpisr verpweighistigandivleniast mild bisfe Kelveny odefis den

Gruppen 0, S. N, 25 einen 2-Hydroxypropylenrest. in welchem das Hydroxy wahlweise durch sinen C;-

SNRI110 und N 0 (fwdliegeyalkylrest substituiert ist.
ARLIE S und®N S un serstoff oder sinen C;-Cs-Alkylrest,

. . Pyridyle, Phenyl 2,3-Methylendio; yl- r_3,4-Methylendio: = .
GN_ RL I EI nfl N, dN lﬂ? ode; He_ill:al th )goru 91 wgigmee gw"eg§m\/&9£? ?meg'zrén ut;s%;@%!gn?l i sche
uppe wahl wel se dur éuelcﬁ am bde ﬁ&pi oift kBnn n, g Anit'afd ' rﬁeﬂ, Cr=Ca- | .
Met hi ngruppe substit (& o B9eRlladeralk qdor ver schi eden
Sl nqo ] eWeIA}ks Véasser 3ing binfactie! n e'&% 'li?ﬁa%a% &ty vLéigte l(\Jkylenrest mit 1 bis 5

rest oder elnen Phenyuh&slondshcdn. S! € "1'den zusanmen mt den

Kohl enst of fgt omen,  aR¥eriph&dst iFerm@ebunden sind, einen wahl wei se

aromati schen 6-gliedrigen carbocy- clischen Ring, RO Sauer st of f
odor Schwefel, R o Sauerstoff, Schwefel oder sine Guppe 50 -N-R
1, % Rl und Ri's, wel che gl ei chgader vg¢schieden sindjeweils

Wasser st of f, /€1 nén~Gl- C4- Ni edgglal kyl - jest? ger enzoylrest, mt der
MaBgabe, daB Cy kei pg€1-indol 1z nyl gr upperpaeut di-r dess@FEE Oxi d- Der i vat
.spwie sin p malz6 I sch annehnbares Salz i€ n‘l n. 80111]|1111111111

2 (D) (E)
25 Ry
9
i ,
- : . R,.~ -
R? . oder 1" b oder
" | I ® : — R
(F) - (G)
a5 -
RI3 N I
_ -R
N 0 \N
40 Ryp . (H)
R Wasserstoff, einen C1-Ca-AIi'<ylrest, einen Cy-Cs-Cycloalkylrest, Benzylrest oder
45 Phenylrest, welcher wahlweise mit einem oder mehreren Substituenten, weiche

gleich oder verschieden sein k&nnen, gewihit aus Halogenatomen und Ci-Cs
Nisderalkyl-, C1-Cs-Niederalkoxy- oder Nitrogruppen, substituiert ist,
Rs und Rs bilden zusammen mit dem Kohienstoffatom, an welches sie gebunden sind:
- sine wahlweise aromatische mono- oder dicyclische carbocyclische Gruppe
50 mit 5 bis 10 Kohlenstoffatomen, welche wahiweise durch eine R-Gruppe in
der a-Position bezliglich der Methingruppe substituiert ist,
- eine wahlweise aromatische 5-gliedrige heterocyclische Gruppe, wobei die
Heteroatome oder Heterogruppen gewahit sind aus den Gruppen O, S, N,

1
56 -N-Ryj.

wobei Ry1 Wasserstoff oder einen Cy-Cs-Niederalkyl-; Phenyl- , Benzyl- oder

" ) O O 1




EP 0 302 793 Bl 2. Ami noal koxyphenyi derivat nach Anspruch 1, wobel Cy
Phenyl, Cycl ohexenyl, Indenyl, Naphthyl, D h- ydronaphthyl, Pyridyl,

Di hydropyridyl, Furyl, D hydr gby g 7e3liienyl, Di hydrothienyl, Pyrrolyl,
D hydropyr- rolyl, .Pyrazolyl, Imdazolyl, Pyrimdyl, Pyrazinyl,

- Pyridazinyl, Oxazolyl, I|Isoxazolyl, Thitazolyl, Benzofuryl, Benzot hi' enyl ,
| ndol yl, Benzi m dazol ylHalogmheray@stdegdutet; Oninddt Onwpd , Benzi soxazol yl
C nnol i nyl, Chinoxalinyl, 5 Chl nazol i nyl, Indolizin-3-yl,

Thi enopyri dyl, Tetrahydrothi enopyridyl, Py(r.ﬁ_q#ﬁfyri dyl, Pyrazol opyridyl,
Pyr- rol opyridazinyl, |mdazopyridyl, D hydrofturanonyl, |m dazolinonyl,
Ch®ononyl bedeutet. 3. Am noal koxyphenyi derivat nach Anspruch 1, wobel B
si ne -802- G uppe - bedeutStd My®unds ~ Anj noal koxyphenyl deri vat nach Anspruch 1,
wobel Cy sine Indolizin-3-yi-, Benzofuryl-, Benzothienyl-, Indolyl-,
. Chinolinyl-, Pyrroloti.2-b]pyridazinyl-, P;&.azl l.o[ 1, 5-al pyridyl - oder
I n‘iwdazo[ 1, 2-al pyridyl gruppe bedeutet. 5. Am noal koxyphenyi derivat nach
Anspruch 1, wobei R ei rkfunhipﬁruﬁcpyl - oder Cycl opropyl gruppe bedeutet. 15 6.
Am noal koxyphenyi deri vat nac nspruch 3, wobei die Guppe -0-A-N-A k-P. 4 i
20 ] R3 ei ne
[ N-Mst hyl - N- (3, 4- di net hoxy-, 8- phsnet hyl) an‘i'H(’)I]‘bl opyl oxygruppe bedeutet. 26
7. 4Am noal koxyphenyi derivat nach Anspruch 1, wobei das pharnmazeutisch
annehnbare Sal z das Oxalobdi ddsterddyehEshs Nar@ipb dvahinibise Substitliéi BR.AREH bische oder.
tierarztliche ZusanmmenSaippel igder a+Positiintbezuglichl der Mbthikigruppl fundrivattheside sisstiel N
(Am no- al koxyphenyl der iwiat isnaesdth gins pder @hei laus 1€ Kohiaderaikyi-oumd rRhbnydgruppen
‘phar mazeut i schen Vehi kgbwéhikeGruppenem 30 -gesigneten Trager. 9. Verfahren
z0# Herstel |l ung el nes Aine rveblivéissanhrtisrpe Gedisi \Paplieririom mhnoAndss dicgdiische hefebsi A
ei nen Al kyl en- rest undecplische Gsunpe, wbpicdie Hetproglpme oder Hstpeagruppen fusrtied wel chem
sin 4- Al koxyphenyl der i PatPrene®. SaMN geneinen Forrnel : 35 40
Cy-3B - -OA- X R 45 worin B -S- oder eine -S2-G uppe
bedeutetb,.Cy, R und R2 die gleichen Bedeu{l en wie in Anspruch 1 haben,
A & nen A kylenrest wie in Anspruch 1 bedeutet und X sin Hal ogenatom esine
Al kyl sul phonyl 0Xygr uppgy f 1 h66 ugés 4 Kohl enst of f at omen oder si ne
Aryl sul phonyl oxygr uppe mf’ 6°bI's 10 Kohl enst of f at onen bedeutet, in
Gegenwart sines S~ureakzeptors und in ei nem pol aren oder nicht- pol aren
LUgungsnmittel mit einem Amin der aligenei néfrBagrnel 50 HN- Akk-R4 55 worin
Re, Alk und R4 di e obi gen Bedeutungen haben, kondensiert wird, um das
erwUnscht e Am noal - koswp@®nyugerivat in freier Basenformzu erhalten,
Wwel ches, falls erwOnscht, mt einer gesigneten 81 *C L M S
35 '&'Rn:

‘N und N; N und

)
-N-Rj1.

gewdhit sind, wobei die heterocyclische Gruppe wahlwsise durch sine R-
Gruppe in der a-Position bezliglich der Methingruppe substituiert ist,
Ry und Rs, welche gleich oder verschieden sind, jeweils Wasserstoff, sinen C1-Cs-Niederalkyl-
5 ' rest oder einen Phenylrest oder sie bilden zusammen mit den Kohlenstoffatomen,
' an welche sie gebunden sind, einen wahlweise aromatischen 6-gliedrigen carbocy-
clischen Ring,
Rs Sauerstoff oder Schwefel,
Rio Sauerstoff, Schwefel oder sine Gruppe
50

)
"N-Ry 3.

55 Riz und Ri3, welche gleich oder verschieden sind,jewsils Wasserstoff, einen Ci-Cs-Niederalkyl-
rest oder Benzoylrest,
mit der MaBgabe, daf Gy keine 1-indolizinylgruppe bedeutet, dessen N-Oxid-Derivat sowis ein

pharmazeutisch annehmbares Salz hiervon.
* C L M S *




EP 0 302 793 Bl organi schen oder anorgani schen Slure ungesetzt werden kann,
um ei n pharmazeuti sch annehnbares Sal z hi ervon zu bilden. 10. Verfahren zur
Her st el L ung ei nes Am noal koxyphegplodoiz¢aisy nach Anspruch 1, wobei A elnen .
Al kyl en- 6 rest. und B -S- odor sine -SO2-G uppe bedeuten, gemAG

wel chem si n 4-Hydroxyphenyi deri vat der all geneinen Formel: 10

Cy-E 2. AmingailiexyRPenyRlerivet maciB'AnspRich ddeebeCyn BhenBCRydhenemd. hdsdguNaphthyinBih-Cy

R und R2 wdrenaptitsl, Fyedyl, BiudrapyididchivryhiDibydrofurkia Shienyt Bingdréthitnyh Pyrratyl, @iydmapetr t

ei nes basi h&praraiyltimldazoly]. Pyrimidhd Pysaeipyhi Ryddaaigy ezoi. lsgearelyinEhinzeiyy Basgofuryl,

X- A- N- Ak - RBenzphienyl, Indolyl, Benzimidazolyl, Benzoxazolyl Chmohnyl Benzisoxazolyl, Cmnolmylg)Chmoxalmyl 4 R3
worinX ei ﬁhil’-?éf'l? H‘ﬁ?ﬁ? v T | Talyp PeRYGyE Rirrloryidyl. Ryrpzolopyridyl, Pyr-

Kohl enst of %P g Jaifazapygey. yd’%'aﬂ\?rsy idestliperyt G ?’Ubtﬁgeqtﬁ"t 6 bis 10

Kohl ff h | bedeut et
o Bo> ), Ao e B & e B, ol a's%%ﬁ%d“”@sa SEL”ﬁaben edeute

urrges,gt 24. anngalk M@lg1 b\ﬁdbeieégpgﬁe g Bg\got hien
Raumnt . ) L aren
Logungrs%e{ %Wlt tatt;‘ﬁgndet ur ntdgésm‘g{ o' itaiaAm {r'lloa koxypﬂenyl g‘g

frei er Basenform zu er hal ten wel ches, faI | s erw nscht, mt ei ner

geei gnetg nAﬂfn%%k@ﬁélﬁﬂeﬂﬁ%c%spruch R W6He0A BInS GHREbySaldr @yéﬁ&fﬁ@ﬁ:ﬁﬁe BRBSERN
kann, ssum ei n pharnmazeuti sch annehnbares Sal z hi ervon zu bil 11.

Ver f ahr e aniinodtiexyphenlylderivet rachaspridh 3) asdekdik Brubenyi deri vat s nach Anspruch 1,
wobei B -S- oder sine -SQO2- Gr-uppe und A sine wahl wei se substituierte

2- Hydr oxypropyl enkett e bedeut en, ﬁel H'eﬂkpg ein

Q(l ranyl met hoxyderivat der aligeneinen HKor el 4", woi CRud
degreliﬁnBeet ngnwenACy- sr - Ry U-CH -1H h 0 a2 45 wor m Cy,

R und R2 die gleichon Bedeutungen wie in Anspruch 1 haben und B' -S- odor
sine -802- G uppe bedeutet unter RUckfiuf3 mt oinern Am n der allgeneinen

Formel : KHE"™ [IQ’ VBN AS: m?‘ﬁhm‘kf'phﬂ?eﬁ’ywqﬁlf’p&'P’@g@P@ hedefetBedeut ungen wie In
A 1. ha
it tﬁ%{" SooRrBBHR ot wispsh Ty gl Rhte et musriia 545 7% ey -

das erwOnsc m noaf‘koxyphenyl derivat in Formder freien Base, worin A

sine 2- Wdﬁ%ﬁ&&ﬁschg%b&qgﬁﬁhﬁebﬂg%%etz%& AIhGRRERs WiRstoft mindestens ein Amino- 1
|~ qlll 1alﬂo§<§|p1a r‘i}ﬁ tLdath N\sptuu\ hin Kombination mit einem pharmazeutischen Vehike! oder einem_
30 geeigneten Triger.

9. Verfahren zur Herstellung eines Aminoalkoxyphenylderivats nach Anspruch 1, wobsi A einen Alkylen-
W/ rest und B -S- oder eine -SO.-Gruppe bedeuten, gem#B welchem ein 4-Alkoxyphenylderivat der
allgemeinen Formel:
35

Rl
~ Cy-a'-<_ > -0-A-k
R

45 worin B' -S- oder eine -SO;-Gruppe bedeutst,.Cy, R1 und R: die gleichen Bedeutungen wie in
Anspruch 1 haben, A einen Alkylenrest wie in Anspruch 1 bedeutst und X ein Halogenatom, eine
Alkyisulphonyloxygruppe mit 1 bis 4 Kohlenstoffatomen oder eine Arylsulphonyloxygruppe mit 6 bis 10
Kohlenstoffatomen bedeutet, in Gegenwart eines S#Hureakzeptors und in einem polaren oder nicht-
polaren Lésungsmittel mit einem Amin der allgemeinen Formel

50

Htf—Alk—R 4

Ry

worin Rg, Alk und R. die obigen Bedeutungen haben, kondensiert wird, um das erwiinschte Aminoal-
koxyphenylderivat in freier Basenform zu erhalten, welches, falls erwiinscht, mit einer gesigneten

d | AN R AR




EP 0 302 793 Bl - ein Aninoal koxyphenyi derivat zu ergeben, wel ches nit

el nem Al kyl hal ogenid mt 1 bis 4 Kohlen- stoffatonmen in Gegenwart einer
starken Base ungesetzt werden lgpggoaurssdas erwunscht e

Am noal koxyphenyi derivat in Formder frelen Base, worin A eine

2- Hydr oxypropyl enkette, in welcher des Hydroxy durch ein Alkyl mt 1 bis 4
Kohl enst ofgkaischenceres ariorgenischereBdurg ungesdizs dvergdere kann,3m ein pharmazeuftigthzannehimbares wobei
des so eShahewerezudifianoal koxyphenyi derivat, falls erwlUnscht, nit einer

geei gnet en or gani schen oder anorganl schen Saure ungesetzt wird, umein

phar rra‘z"eﬁ?‘i’%‘[?ﬂ 2 Hersipliyag eigesiminoalpruphepyidesivatsnachy Apsprucknt.wobeh A pipen-Mliarieny |
Her $t el | (874 veq ﬁe§ ﬂ&‘ﬁ"r?ﬂ‘él §83<9‘b’ﬁ‘é°n%dﬂ'é?’l PEPE8 peleham gl diHydrpryphenylderiuat der o e
-SO G uBEm BB gemAB wel chem ein Sul phid der all geneinen Fornel : Rl
15 2 20 worin Cy, R, R2, R3, R4, A und Ak die gleichen Bedeutungen we in
Anspr uch 1 haben, mt ei nem Oxi dat | onsmittel behandelt wird, wobel des

{NF | din Form der frel en Base oder Sei zes hi ervon vorI iegt, umdes

I nscht e Am noal koxypheny!| gp+s* HBasenf orm zu bi | den,

vvel ches, falls 25 erw inscht mt geei gnet en or gani schen oder
anor gani schen Saure ungesetzt warden kgnn, um ein pharmazeutisch
annehnbares Sel z hiervon zu bilden. 13.72
2-sepropyl -3-[4-(3-[ N-net hyl - N- (3, 4di et hoxy-, 6- phenet hyl ) am nol propyl oxyl b
enzol sul phanp! Js+ Bakoleing i-80LEUppasmaaitot Nnd)cy,dmsmwm @) giamsncBEduBmperania dhnbar e
Sei ze hi @énspaueh 1 B6beihdn Gegenwart eines basischen Mittels mit einer Verbindung der aligemeinen Formel: '
2 | sopropyl -3-[4-[3-[ N-nmet hyl - N- (3, 4- di met hoxy- 1B- phenet hyl ) am no] pr opyl oxy
}benzol sul phonyl ] - benzof uran und 4dgs Oxi d sow e pharmazeuti sch
annehnbare Sei ze hiervon. 15. & E-%'RNR
2-n-Propyl -3-[4-(3-[ N-net hyl - N- (3, 4- c#-_mat hoxy 8- phenet hyl ) am no] pr opyl oxy)
benzol sul phonyl ] 35 benzof uran und dessen N- xid sow e phar mazeuti sch
annehnbare ervo

ot S '°*V§%ﬁt’z°<a'ﬁ} %ﬂ e P o

anneh nbaqﬂg tur zwischen Raumtemp ratu und der Riic luBtemp ratur des
2-n-Buty ol o LAIOUFY dos BB RS AR ﬂof 7.,%%1/' oxyl b
enzol s ul ﬁswr @rﬂgrﬁ’u w a.ﬂaﬁan 55 Glis NiridsSht, Srﬁi%ﬁerp lgh&E b\"ghrﬁ&#bna&lﬁﬁ nbar e

Sei g2 hi ghofghischb® Siure umgesetzt werden kann, um ein pharmazeutisch annehmbares Salz hisrvon zu
2-1 sopropiden3-[4- (3-[ N-net hyl - N- (3, 4-di met hoxy-, 6- phenet hyl ) am no] pr opyl oxy

] benzol sul phonyl ] chinolin und dessen N-Oxid sowi e phar.nazeuti sch annehnbare
gel ze 11 aenembren 205HAellung eines Aminoalkoxyphenylderivats nach Anspruch 1, wobei B -S- oder eine

2- | sopr op§Q-@ufpé-upd-A diharedhingise ulfsBiidria] 2-Hpdrirgprypylankgtth dadsuton. geandB mekimnopy | oxy .
| besszol s @ingxvanyimehoryderivhtaler gligemeaieaFppek di n und dessen N-Oxid sow e
pharmazeuti sch annehnbare Sal ze hi ervon. 20.

5-[4{3-[ N-Met hyl - N- ( 3, 4di net hoxy-, & phenet hyl ) am no] pr opyl oxy~benzol sul phon
)(Irr}ﬁ_-i sopropyl - pyrrol o- 50 [1,7
phar mazeut i sch annehnbar i1 ZE4H BT VOR ~CH

2-i é"opropyl 3-[4-{3-[ N ng? yl - ] l%ggy \pSEp?ﬂenet hyl ) am no~pr opyl oxy
| benzol sui phonyl ] -4, 5- di hydrofurahn und dessen M Oxi d sow e pharmazeutisch
annehnbare Sei ze hiervon. 55 22. Ry

2-| sopropyl - 3-[4-f3-[ N-nmet hyl - N- (3, 4- di met hoxy- ~, - phenet hyl ) am nol pr opyl oxy

| bepzol sybanemd, luhd R ieWiikbnsle BsR e ¥ledn ARMHEN P RESORBAE Bt IS Gbe ngedyybare

Sei ze hi gruppdibedsutet, unter Rilckflug mit einem Amin der aligemeinen Formel:

HN-Alk-R 4
50 1'13

worfn Rs, Alk-und Rs die glsichsen Bedeutungen wie in Anspruch 1 haben, behandelt wird, wobei dies in
55 einem polaren Lésungsmittel oder in einem UberschuB des Amins durchgeflhit wird, um:

- das erwiinschte Aminoalkoxyphenylderivat in Form der freien Base, worin A eine 2-Hydroxypro-
pylenkette bedsutet, zu ergeben,

. AR



83~~~~*~~1 | 1| 1]1I11 11 11| EP 0 302 793 Bl 23
2-1sopropyl -3-[4-(3-(N-net hyl - N- (3, 4- di met hoxy- p- phenet hyl ) am nol pr opyl oxy}
benzol sul phonyl ]i ndol und dessep gNg¢2<rg3 oW e phar nazeuti sch annehnbare
Sal ze hiervon. 24..
2- |1 sopropyl - 3-[4-{3-[ N-net hyl - N- (3, 4- di net hoxy- $- phenet hyl ) am nol propyl oxyl
benzol sul phosity Aininbalkogyphenylderivett uysrgebercl wbichem ehitchirem ety eicdenid mitolpie 4 Kohlen-
phar mazeut i s#¢ifatemee limiSisgeaway siner piprkseny Bese Yipesetzt werden kann, um das erwlinschte
- Met hyl - 3- i stypirestspxyphanyideriva gilﬁorretdhyfrem Baseq werinnf teingx: %H\g 'g gam noj -
propyl oxy) be‘fﬂ%‘?‘sﬂﬂsp‘f\\@f?ﬂ e in Al mitlsRiad Hehlepstaifatemen e-bpiituierhish Sedeviet
annéhnbar e S¥r2#Mervon. 10 26. Ami noal kox on i deri vat nach Anspr uch 1,
wobei R1 YRy d@g&é@?ﬂf"’f’% Apigealioppery ferg’F‘nB’"s ?’H ﬁ 5?8 8'9'P°tsﬁ" @%hﬁﬂen

ares Salz hiervon zu

Vertr ags afnore VS ARPER=L Wi 148t 8P AhPTAEPUETC

Am noal koY henyi derivats der Fornel 18 R1 O . Cy- B-

WOr i nAE)é\I_ m‘:één 2 e?stellung eings Ammoalkoxyphenyld erivats §fch Ans &ch 1, wobel 529"8 -us[?[-)eRs g
.. 8 Il '

und P2, Pc%e g %Thcﬁegger? e'('/glr“ghc'wer egﬁ %’?er? ] evvel S V\asser stoff, elnen

Met hyl - oder Ethylrest odor ein Hal ogen, A eonen gerad- oder

verzwei gt ketfl gen Al kylenrest mt R ,bis 5 Kohl enstoffatonmen oder oenen

2- Hyglr oxypropyl enrest, In wel chem %\s Hydr oxy wahl wei se durch einen C,- 30

C4- N eder al kyl rest substltéy QLt b, RS, -p-a-N-Alk-R, VAsserstof f oder einen

Cl -C-Akylrest, R4 pen Pyri dyk-, Phenyl -, .

2, 3- N@thylendloxyphenyl odor 3, 4- -thylend|5xyphenyl rest odor ei ne

Phenyl gruppe, welche mt oi nem odeF‘zmahreren Substituenten, wel che gleich
ero ver schi eden soin kénnon, gew-hlt aus Hal ogenatonen, Cl-C4- 35

‘Nl eder al kyI gruppen odor C % Ni eder al koxygruppen, substituiert ist, Ak

ei ne ei nf® ’h@y’ ‘nBﬂ Btzle‘Y“’IS’ 'éH'elglef?B%i‘r%ﬁﬁ’e‘B'ﬂlSP" vieri% fesp 'éFl "ﬂﬂ%y’l‘@ﬁ'ﬁ%t m t

ird,-~wpbei das Sulphid in F e von
1 bis 5 l@cm‘ egt, | um d erw nscrﬁvé A%P oalkoxyphenylderlvat n freler Ba?eﬁ%s e blden, welchég,yfallg der

' 25 erwiinscht mit einer gseigneten o ggjgg_ rganisghen u umgesetzt werden kann, um
ein pharmazeutnsch—anr?ehrhbaﬁes é&?ﬁl ierv E%GE) %55 0 55

n zu bilden.
13. 2-Isopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-g-phenethyl)amino]jpropyloxy }benzolsuiphonyllindolizin
und dessen N-Oxid sowie pharmazeutisch annehmbare Salze hiervon.

8¢
14, 2-Isopropyl-3-[4-[3-[N-methyl-N-(3,4-dimethoxy-g-phenethyl)amino]propyloxy}benzolsulphonyl}-
benzofuran und dessen N-Oxid sowie pharmazeutisch annehmbare Salze hiervon.

15. 2-n-Propyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-8-phenethyl)amino]propyloxy)benzolsulphonyl]-
36 benzofuran und dessen N-Oxid sowie pharmazeutisch annehmbare Salze hiervon.
16. 2-n-Propyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-8-phsnethyl)amino]jpropyloxy)benzolsulphonyl}-
o benzothiophen und dessen N-Oxid sowie pharmazeutisch annehmbare Salze hiervon.

40 17, 2-n-Butyl-3-[4-(3-[N-methyl-N-(3, 4—d|methoxy-/3-phenethyl)ammo]propyloxy}benzolsulphonyl]benzofuran
und dessen N-Oxid sowie pharmazeutisch annehmbare Salze hiervon.

18. 2-Isopropyl-3-[4-{3-[N-methyl-N-(3, 4-d|methoxy-ﬁ-phenethyl)am|no]propyloxy]benzolsulphonyl]chmolln
und dessen N-Oxid sowie pharmazeutisch annehmbare Salze hiervon.

19. 2-Isopropyl-3-[4-{3-[N-methyl-N-(3,4-dimsethoxy-g-phenethyl)amino]propyloxylbenzolsulphonyllpyrazolo-
[1,5-alpyridin und dessen N-Oxid sowie pharmazeutisch annehmbare Salze hiervon.

20. 5-[4-{3-[N-Methyl-N-(3 4-dimethoxy-8-phenethyl)amino]propyloxy }benzolsulphonyl}-6-isopropyi-pyrrolo-
60 [1,2-blpyridazin und dessen N-Oxid sowie pharmazeutisch annehmbare Salze hiervon.

21. 2-Isopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-4-phensthyl)amino]propyloxy }oenzolsulphonyi}-4.5-
dihydrofuran und dessen N-Oxid sowie pharmazeutisch annehmbare Salze hiervon.

55 22, 2-Isopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-8-phenethyl)aminojpropyloxy }benzolsulphonyl]furan
: und dessen N-oxid sowie pharmazeutisch annehmbare Salze hiervon.

. ‘) O
* [ L L] H * .
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11~~~11 1i ) oder _ t oder 8 o~~~~~~ Ot
(F) ~~~~~~~~m~ C 10 R13-- -1 Rlpo3027936H) 20 R
Wasserstof f, einen Cl-CO-Al kylrest, elnen C3-C6-Cycl oal kyl rest, Benzyl r est
oder Phenyl rest wel cher wahl wei se mt ei nem oder nehreren Substituenten,
wel che2dg 2‘@PUPPVb@rEr{3dW@M'%@éW'MOW R-G'Pmethvl)afglemmoxmyzmw’lég@ﬁaﬂ% men und
cl-c4 N| E’!!’é?eaﬂeR%Q’“d @”'GPWMGE'GE'PWR’M'-G Sgaepieng™ r ogr uppen, substituiert

, ST, c?é Zésg gRﬁyl Fi4-{3-IN lm%thyl N-3, :»%Tnl?h%xy é ph;cri!eettr\rgltl)grg hhgrgmffkgr%zg gt} @S@ng | ches sie
gebun ne § 1 " P~ Eﬁ fische
mond-  odBPPHIMEGiHn E?ﬁﬁ%’ '88?"88‘8’9%?*1“&'&%%‘“@&5’1?@"‘ "t 3%”6‘?%"%0

Kohl engst pe in der a-Position
bezl o ﬁ{(ﬁ fv%e i v&‘ﬁ’?%{ 'é"’"""‘”" i mwad%%zmw i sche
5-gli edr erocy |sc e tero er '

Het gr ogr g@?@éikg%\’é@r@id&nv&' dél&h %&u&elnwgger pfhﬁ R sowsis Msse?QofV\éM&e' R,1

Wasser st einen G -CA-N ederal k heny -, Benzyl- oder 35
Hal 09%%%xh&e&tmbﬁi&%@ivﬂﬂadésﬁaﬁsso Und NR 1; 40
Sund N Sund -NRL 1: N und N, N und *
~~~- N-R1 Yerfalwen zur Herstellung eines Aminoalkoxyphenyldenvm Fétm& het erocycli sche G uppe
wahlswei se substituiert ist durch eine R~ Gruppe in der a-Position bezUglich
der Met hi ngruppe und wahi wel ¥ substi- tuiert ist durch eine oder zwei aus
C, -C4-Niederal kyl - und Phenyl gruppen gew~hlte G uppen, - eine wahlweise
aromati sche 6-bis 10gglg- RQQ; aglgyclische e- 55
t‘ocycl i sche Gruppe, V\%Jbel d-¢ rgag%oﬁélgdeﬁ Heterogrtg pen aus den
Gpen 0, S, N, -~ EP 0 302 793 2] R,

2

o

worin bedeuten:

25 B -8-, eine -SO- oder S0.-Gruppe,
Ry und Re, welche gleich oder verschieden sind, jewelils Wasserstoff, einen Methyl- oder
Ethylrest oder ein Halogen,
A einen gerad- oder verzweigtkettigen Alkylenrest mit 2 bis 5§ Kohlenstoffatomen oder
einen 2-Hydroxypropylenrest, in welchem das Hydroxy wahlwelse durch einen Cs-
30 Cs-Niederalkylrest substituiert ist,
Ra Wasserstoff oder einen C1-Cs-Alkylrest,
Rs einen Pyridyl-, Phenyl-, 2,3-Methylendioxyphenyl- adsr 3,4-Msthylendioxyphenyl-

rest oder eine Phenylgruppe, welche mit sinem oder mehreren Substituenten,

welche gleich oder verschieden sein kdnnen, gewshlt aus Halogenatomen, C1-Cq-
35 Niederalkylgruppen oder Ci-Cs-Niederalkoxygruppen, substituiert ist,
Alk eine einfache Bindung oder einen linearen oder verzweigten Alkylenrest mit 1 bis 5
_ Kohlenstoffatomen,
. Cy eine Gruppe der Forme!
40
s Ry= N :
Rs NG ‘ 7 l '
& c- oder Rg- -R ocder
R / ® - N
6 )
i (D) (E)
60
55
e

- W



-NRL 1" 0und N Ound 5 -NRL 1; Sund N Sund 10 -NR1L 1; Nund N, N
-und 15 gewAhlt sind, wobel die heterocyclische G uppe wahl wei se durch sine
R- Sv 20 EP 0302048 g4n der a-Position bezUglich der
- Met hi ngruppe substituiert Ist, R7 und Re, wel che gl ei ch oder verschl eden
sind, Jeweils Wasserstoff, eonen CG C4- N ederal kyl - rest oder einen
Phenyl rest oder sie bilden zusamen mt den Kohl enstof fatonmen, an wel che
si e gebunden si nd, e‘}, nen wahl wei se aromati schen 6-gliedrigen carbocy-
25 | 11 ~Sauerstoff oder Schwefel, RO
der eine G uppe -N—Rll.!t'ie j und R1 3, wel che
®i nd, %sel | s Wasser st 1- CA- Ni eder al kyl -
rest oder Ben Tt def f gabe, dat Cy ndoﬁlez]fnyl gruppe
bedeut et, dessen i d-Derhvat sow e ein 35 @7 D mazeuti sch annehnbares
dasﬂ.\{erfahr en dadurch gekennz 9

clischen Ring,
Sauerstoff, S
gl ei c oder versé¢hi

Sal zes hi ervon, wobel chnet st daB a) wenn
A ein N Al kyl enrest und B -S- oder sine -SQO2-G uppe bedeuten a) ein
4- Al koxyphenyi deri vat der all gemal nen Fornel: 40 4652 worin B -8- oder

si ne - SO2- G uppe bedeutet, .R2 di e gleichen Bedeutungen wi s oben
haben, A einen Al kylenr est wi e o en bgdeutet und X ein Hal ogenatom eine
Al kyl suI phonyl oxy- gruppe mt is 4)Kehi enst of f at onen, odor sine

Aryl sy phonyl oxygruppe mt 6 l@l{ ohI en- st of f at onen

bedeutet, in Gegenwart sines Siur eq{<zept or g nd i n ei nem pol aren oder
ni cht - poI aren Losungsmittel mit eirém Am n er all genei nen Fornel:

N- Al k- R4 55 R3 worin F, Alk
und:- R4 di e gl ei chen Bedeutungen wi e oben haben, kondensiert wird, um das B6
1111%1 11 1R | EPWass9G2ff,7 9enBF -a-AlloHiress heieen AGd-GrolyicloalingratioBerizyiest adet | n

frei er Basenform zu bi Pepayiresiyaplehas vahipeisq mit aingm; edor mehreien tSubstituenten, weiche
gleich oder verschieden sein kénnen, gewihlt aus Halogenatomen und C(-C:

Niederalkyl-, C1-Cs-Niederalkoxy- oder Nitrogruppen, substituiert ist,
Rs und Rs bilden zusammen mit dem Kohlenstoffatom, an welches sie gsbunden sind:

25 - eine wahlweise aromatische mono- oder dicyclische carbocyclische Gruppe
mit § bis 10 Kohlenstoffatomen, weiche wahlweise durch eine R-Gruppe in
der a~Position beziiglich der Methingruppe substituiert ist,

- eine wahlweise aromatische 5-gliedrige heterocyclische Gruppe, wobei die
Heteroatome oder Heterogruppen gewihit sind aus den Gruppen O, S, N,
30

-I{I-Rl 1 .
: wobei Ri1 Wasserstoff oder einen C;-Cs-Niederalkyl-, Phenyl- , Benzyl- oder
35 Halogenbenzylrest bedeutet; O und N; O und
4
-N-Rj1:
\__«
" 40 ' Sund N; S und
]
-N-Rj3;
45 N und N; N und
\
-N-Rj;,
ks
50 wobei die heterocyclische Gruppe wahlweise substituiert ist durch eine R-

Gruppe in der a-Position bezliglich der Methingruppe und wahiweise substi-
tuiert ist durch eine oder zwei aus C;-Cs-Niederalkyl- und FPhenylgruppen

gewahite Gruppen,
- eine wahlweise aromatische 6-bis 10-gliedrige mono- oder dicyclische hete-
65 rocyclische Gruppe, wobei die Heteroatome oder Heterogruppen aus den

Gruppen O, S, N,

e A O O



el ner geei gneten organi schen oder anorgani schen Sgure ungesetzt werden
kann, um ein phar- mazoutisch annehnbares Sal z hiervon zu bil den; odor 6
0) ein 4-Hydroxyphenyl derivat dgrogéd g3 @i Rnpn Fornel: tO _
~~~~~~~~ Cy-8 -% -0 10 R2 worin B -S- oder elne -S02-G uppe bedeutet und
Cy, R und R2 die gleichen Bedeutungen wie is oben haben, in
Gegenwart eines basischen Mttels mt einer Neﬁbl ndung der al |l genei nen
Formel: XCG-& NAk-R1 4\ 20
R3 worin X ein Hal ogenatom eine Al kyl sul phonyl oxygr uppe mt 1 bis 4
Kohl enst of f at omen odor &P H&¥ MBAul phonyl oxygruppe nmit 6 bis 10
Kohl%nst of f at omen bedeutet, A einen Al kyl enrest w e oben 25
bedeutet und R3, R4 und Al k die gl ei chen BeecltRyuyigen wi e oben haben,
ungeset zt wird, wobel die Unsetzung bei einer Tenperatur zw schen
Raunt enper atur und der %J&lafrj gf hgrrperatur des Mediunms und in ei nem pol aren
Ldsypgsnmittel stattfinde urn das erwunscht e Am noal koxyphenyl - derivat in
freler Basenformzu bilden, welcies, falls egywdnscht, mt el ner geel gneten
or gani schen oder anor gani schen Saure urrgesetlft ll\brden kann, urn ein
phar mazeuti sch annehnbares Sal z 30 hi ervon zu bil den, b) wenn B
-S- oder eine -SO2-G uppeuld™ NAn@i ne wahi wei se substituierte
2- Hyslr oxypr opyl enket te bedeuten, ein Oxiranyl methoxyderivat der allgemeinen
Formol: R 36 R2~T 40 worin Cy, R und R2 di g&g&el chen Bedeutungen wi e oben
haben und B -S-oder eine -S02-G uppe bedeutet, nter RUckfluB nmit el nem
Am n der aligereinen Formel: 45 HN-ALK-R4 4 R3 50 worin Ra3, Alk und A4 die
gI ei chen Bedeut ungen wi egeuiifétnsm’ab'ewi dbeﬁvéammhschwﬂf@bpembluﬁlsqjdﬂd! pine & nem
pot’& en Ldsungsmttel ocﬁIPPPPI'P@Fﬂ'@ﬂﬁ“@)é?%‘@'ﬁl]Befd&hmmpl%sl@ﬂwtm@%fuhrt wird,
um * - da¥ scht”é'c')?rﬁ‘?ﬁ?aﬂdkro‘? F'ﬂ‘éﬂqwe'éﬁtw?sﬁefffeﬁ RineIe: -Gorhliederpligns e
worin A eine 2- Hydrof@"tgf?? R‘é’?fté’d ipchiifen; zusamman rpibdpn {ohlgnstofiatomen,
ei n Anmi noal koxyphenyf’%g ’@?’bﬂ%ﬁ“‘e'\/\%ﬂh@ﬁﬁga’ﬁ?‘f‘“ op Sioliedrigan ALPYg eni d
m t bi s ﬁ Kohl enst ) er enwart eaner starken Base ungeset zt
wer den kan unr das xyphenyi derivat in Form der
freien Basgio wor i n Aselenmeowz 'HnQ%ﬂPEQ kette, in welcher das Hydroxy
durch ein Alkyl mt 1 bis 4 KohI enstoffatocren substituiert ist, 87
-N-Rj3.
30

Ri2 und Ri3,  weiche gleich oder verschieden sind, jeweils Wasserstoff, einen C1-Cs-Niederalkyl-
s rest oder Benzoyilrest,
mit der MaBgabe, daB Cy keine 1-Indolizinylgruppe bedeutet, dessen N-Oxid-Derivat sowie ein
35 pharmazeutisch annehmbares Salzes hiervon,
wobei das Verfahren dadurch gekennzelchnet ist, dag
a) wenn A sinen Alkylenrest und B -S- oder eine -S0.-Gruppe bedeuten,
«) ein 4-Alkoxyphenylderivat der aligemeinen Formel:

. R‘- ’
Cy-B'~ ¢>-@-k‘x
)

worin B' -S- oder eine -S0,-Gruppe bedeutet, Cy, Ry und Ra die gleichen Bedeutungen wie oben
haben, A einen Alkylenrest wie oben bedeutet und X ein Halogenatom, eine Alkylsulphonyloxy-
gruppe mit 1 bis 4 Kohlenstoffatomen, oder eine Arylsulphonyloxygruppe mit 6 bis 10 Kotilen-

50 stoffatomen bedeutet, in Gegenwart eines S3ureakzeptors und in einem polaren oder nicht-
polaren L8sungsmittel mit einem Amin der allgemeinen Formel:

HN~Alk-R,
.

55 113

worin Ra, Alk und Ry die gleichen Bedsutungen wie oben haben, kondensiert wird, um das

* c L M -] *



EP 0 302 793 Bl bedeutet, vorzusehen, wobel das so erhaltene

Am noal koxyphenyl derivat, falls erwlnscht, mt einer geeigneten organi schen
odor anorgani schen Saure ungesegpto 3g2r®@3 Birn ei n pharmazeuti sch annehnbares
Sal z hiervon zu bilden, 6 c) wenn B eine -SO Guppe bedeutet, ein
Sul phi d der all genmeinen Fornel: 10 Cy- S-

-0 A - N - Al k-9wipscits Mnoalkoxyph%qlqnyﬁt WreueRBasem'm mpildenqwelchies, falls awiinsght.amit

gl ei chen BedeAineU ARAIISRA EVO?W'FCW?SRS’PVU‘EWQE"’WMW%WQBWé’ﬁﬁd& kana 4 A8 PNt e
behandel t wi r’EPz%%'eﬂ""‘ﬂ'ﬂ‘Qa’Sﬁﬁﬁ?rﬂ'QﬂWPﬁ" Plse?h der frel en Base oder eines Sal zes
hi ervon vorl i nr erwn te Am oaI oxyphenyi derivat in freier
Basefif orm zu %’g‘; éﬁéﬂmﬂ@ﬁ?ﬂx&"vﬂf@r ir']‘ge"é‘?‘%{‘ t mt einer geeigneten

or gani schen oder anorgani schen Saure ungesetzt werden kann, umein
pharmazeuti sch annehnbares Sal z hi ervon z@i bilden. 20 2. Verfahren nach
Anspruch 1, wobel Cy Phenyl, Cycl oheg<e defw!, Naphthyl,

D hydr onapht hyl , Pyridyl, D| hydroﬁ{/' |, D hydrofuryl, Thlenyl,

Di hydrot hl enyl, Pyrrolyl, d hydropyrrolyl Pyrazol yl, Imdazolyl,

Pyrimdyl, Pyrazinyl, Pyridazinyl, Oxazol ;F I soxazol yl, Thiazolyl,

Benzof uryl, Benzothlenyl, Indolyl, Benzim dazolyl, Benzoxazolyl,

Chi nol I nyl , Be¥ig iBS@X add leinb -SE-GHasP ibBdbutet GHAl GYORALAIR! die §ibitHidn Beddutibigen wib

| ndoks zi n- 3- ydben Habbre MOGagBAw leinesTissksischaly Mittels iitemeqyarbindhg dePytigsosditgn\Foiney |
Pyrazol opyridyl, Pyrrolopyridazi- nyl, 1m dazopyridyl, D hydrofuranonyl,

| m dazol i nonyl, Chrononyl bedeutet. 3. Verfahren nach Anspruch 1, wobei B
ei.ne -802- G uppe bedeutet. 30 4. Vexﬁ-ahnmkngch Anspruch 1, vvobe| cy el ne
Y ndol i zi n- 3- yi -, Benzofuryl-, Benzothie X | fidol yl -, Chinolinyl-

Pyfré o[ 1, 2- b] pyridazinyl -, Pyrazol o[ 1, 573l pyr| dyl - oder '

| m dazo[ 1, 2- a] pyr| dyI gruppe bedeu- tet. 5. Verfahren nach Anspruch 1, wobel

osorach S o Me GHoBRS .zw %%@ R e Y e P oSS e DA
| K3 R3 opit ut ein lentest wie oben
beded etel ne [dle ol 3?’ % nd Aﬁ?de ol iﬂbﬁgﬁ] v ga%ﬁ% ééﬁi ,tgxggepppe

25 bec}
1- Met hyl - 3 ' ALY n mTp e ttfindet, um d erwlinschie A noalko yphenyl-
(3, 4- di met hoxgnapimi sne&daa(fbrmm np&émé %ﬁyb.b@ﬁsém ik biRt QBtg

dessen N- OXi GhagrOaoRamitRdn 18kureZ Ghidosét voRidh | afﬁ%mﬁ@kmzéam@ﬁ\aaﬁbhmbarééesé@hr en
nachsﬁnsprucm.ehonwbgbn das pharmazeuti sch annehr nbare Sal z das Oxal at odor

Hydr ochl or i 6) wean B -S- bddr 6ind -SO4irliipd v AZdite vdRKvSibE Subbtidor®i 2yidroxypropylenkette
phar mazeut i sezibwdten, gib Sairanpinsiahgdenigat derdigasredrarag: Coer f Uhren mi ndestens ei nes
A noal koxyphenyi derivats der Formel (1), wie in Anspruch 1 definiert, in
ei ne R

'.

35
-B'~ ~0-CH,,~CH-CE
Cy-8'-< U

worin Cy, Ry und Rz die gleichen Bedeutungen wie oben haben und B' -S-oder eine -802-Gruppe
bedeutet, unter Rlickflug mit einem Amin der allgemeinen Formel:

HI'I-AIR—R 4

R,

50 !
worin Rz, Alk und Rs die gleichen Bedeutungen wis oben haben, behandelt wird, wobei dies in
einem polaren LEsungsmittel oder in einem UberschuB des Amins durchgeflihrt wird, um:
" - das erwiinschte Aminoalkoxyphenylderivat in Form der freien Base, worin A eine 2-Hydrox-
ypropylenkette bedeutet, zu ergeben,
65 - sein Aminoalkoxyphenylderivat zu ergeben, welches mit einem Alkylhalogenid mit 1 bis 4
Kohlenstoffatomen in Gegenwart einer starken Base umgesstzt werden kann, um das er-
_ wiinschte Aminoalkoxyphenylderivat in Form der frelen Base, worin A eine 2-Hydroxypropylen-
kette, in walcher das Hydroxy durch ein Alkyl mit 1 bis 4 Kohlenstoffatomen substituiert ist,

o O




\
phar mazeuti sch annehnbare Form 55 10. Verfahren zur Herstellung einer =
tierarztlichen Zusammenset zung, unfassend das Qberf(hren m nde- stens eines
Am noal koxyphenyl derivats dergfgorgsghoddl, W e in Anspruch 1 definiert, in
ei ne pharmazeu- tisch annehnbare Form 88 [T dl 111181 1
11117 111 EP 0 302 793 Bl PatentansprUche fUr fol genden Vertragsstaat:

GR 1. Am noabddeststpiesassheler i vat der Fornel: 8 RL Cy-B- |
- O A- NA| |wolgf das so erhaltene Aminoalkoxyghehyldegivat, falls erwlinscht, mit siner geeigneten organischen |
R3 R2 woroder anoxganischen Siuke umgesetzt vird, um ein pharmazeutiscs.apnegmbﬁges.% higyvpr zu '!
S02- G upp¥denr. und R2, wel che gl el ch odor verschi eden sind, jeweils |
Wb sor st 69 MO ek TSRITPP bodsesel SEBHGN G BloBRBFOIPIal ogen, A
ei hen gerad- oder verzweigtkettlgen Arkylenrest mt 2 bis 5
Kohl enst of f at omen oder el nen 2- HydRpxypropyl enrest, in wel chem das Hydroxy
wahl wei se durch einen C - 20 C4- Ni eder al kyl rest
supstituiert ist, R3 Cy-S— @ 0his-0dafixat nen Cl-Ca - Al kyirest,
Rr ei nen Pyridyl-, PhQai 2, 3- hyl et oxyphenyl - oder
3, 4- Met hyl endi oxyphenyl - rest oder!ei ne Phenytigruppe, welche mt ei nem oder
mehreren Substituenten, welche gl efzh oder verschi eden soin k6énnen, gewdhl t
aus Hal ogenatonen, G -C4- 25 Ni eder al kyl gr uppen odor
.Clys- CA- Nivefie CRl i PRy, G LIRPR Rind &M Rt didicnbreBddeintrigen Melin Anspruch 1 habert; infteinginnf ache
Bi ndung am&stionsmitd Dehdnbely @ifd, Odbéi dae ISTpRId G EormAlide VilolR rBasd odier teinds IShlZesS
Kohl enst aiénab Ousingt, Gyi das erwlinschte Amiroaikdiyphpytledier inFosiereBasafdorm zu bilden,
N ( welches, falls erwlinschidmit einer geeigneten ftganisclien oder anorganischerd 8%uréd umgesetzt
; ( E) 38 werdsn kann, um ein pharmazeutisch a@ﬁy\mna)'es Salz m#von zu bilden. ode

“R'2 oder 45 RRL (F) 50 R~~~ 13-.
2. Verfahren nach Anspruch 1, wobei Cy Phenyl, Cyclohexenyl, Indenyl, Naphthyl, Dihydronaphthyl,
Pyridyl, Dihydropyridyl, Furyl, Dihydrofury!, Thienyl, Dihydrothienyl, Pyrrolyl, Dihydropyrrolyl, Pyrazolyl,
Imidazolyl, Pyrimidyl, Pyrazinyl, Pyridazinyl, Oxazolyl, Isoxazolyl, Thiazolyl, Benzofuryl, Benzothienyl,
Indolyl, Benzimidazotyl, Benzoxazolyl, Chinolinyl, Benzisoxazolyl, Cinnolinyl, Chinoxalinyl, Chinazolinyl,
25 Indolizin-3-yl, Thienopyridyl, Tetrahydrothienopyridyl, Pyrrolopyridyl, Pyrazolopyridyl, Pyrrolopyridazi-
nyl, Imidazopyridyl, Dihydrofuranonyl, Imidazolinonyl, Chromonyl bedeutet.

3. Verfahren nach Anspruch 1, wobei B eine -SO2-Gruppe bedeutet.

30 4. Verfahren nach Anspruch 1, wobei Cy eine Indolizin-3-yl-, Benzofuryl-, Benzothienyl-, Indolyl-,
Chinolinyl-, Pyrrolo[1,2-b]pyridazinyl-, Pyrazolo[1,5-aJpyridyl- oder Imidazo[1,2-a]pyridylgruppe bedeu-

] tet. _ .
5. Verfahren nach Anspruch 1, wobei R eine Isopropyl- oder Cyclopropylgruppe bedeutet.
35
6. Verfahren nach Anspruch 3, wobei die Gruppe
s —O—A—l;J-Alk—&
40
.Ra

eine [N-Methyl-N-(3,4-dimethoxy-g-phensthyl)amino]propyloxygruppe bedeutet.

45 7. Verfahren nach Anspruch 1, umfassend die Herstellung von 1-Methyl-3-isopropyl-2-[4-{3-[N-methy!-N-
(3,4-dimethoxy-(3-phenethyl)amino]propyloxy}benzolsulphonyllindol und dessen N-Oxid sowie pharma-
zeutisch annehmbare Salze hiervon.

8. Veriahren nach Anspruch 1, wobei das pharmazeutisch annehmbare Salz das Oxalat oder Hydrochiorid
50 ist.
9. Verfahren zur Herstellung einer pharmazeutischen Zusammensetzung, umfassend das Uberflhren
mindestens eines Aminoalkoxyphenyliderivats der Formel (1), wie in Anspruch 1 definiert, in eine
pharmazeutisch annshmbare Form. _
55
10. Verfahren zur Herstellung einer tierdrztlichen Zusammensetzung, umfassend das Oberflthren minde- :
stens eines Aminoalkoxyphenylderivats der Formel (1), wie in Anspruch 1 definiert, in eine pharmazeu-

tisch annehmbare Form.
o LT
* c L M s *




0 66 ' R12 e (H R

Wasserstof f, einen Cl-Cs-Al kylrest, einen C3-C6-Cycloal kylrest, Benzylrest
odor C EP 0 302 793 Bi Phenzbmqgs\ahcher wahi wei se nmt ei nem oder
nmehreren Substituenten wel che gleich oder verschi eden sein kénnen, gewshlt
.aus Hal ogenatonen und C -C4 N ederal kyl-, C, -C4 -Ni ederal koxy- oder'

Ni t r ogr (stestanseriiche: flir (9laenden \éqﬂramtaem&mN bi | den zusamen nit dem

Kohl enst of fatom an wel ches si e gebunden sind: 5

ei ne wahlt wéseakgrpheyiieRdehtRTde: odor dicyclische carbocyclische G uppe ni t
5 bis 10 Kohl enstof fatonen, wel che wahl wei se durch eine R-Guppe in der

a- PosPtion bezl glich der Methingruppe substituiert ist, - eine wahlwelse
aromati sche 5-gliedrige hetergayclische G uppe, wobei di e Heteroatome oder
Het er ogruppen gewghlt sind gug-—de Gruppen 0, S, N, 10 R la wobel R, i
Wasserstof f oder eonay-8:- aﬂk':!l‘er‘Phenyl : yl - oder i5

Hal oggnbenzyl rest bedeut et ;~&femd N, 0 um3d -*R1 1; < 220

Sund N, Sund *R1 1; 25 Nund N, Nund -NR 1,

R
30 wébel die heter ocyclische Gruppe wahl wei se
substituiert ist durch elne R- Guppe in der a-Position bezUglich der
Met hi ngr uppé&inbegeuwahl wel se substi- tuiert |st durch eine oder zwei aus
C, - CssNi ederml kyl - und-sRemeysoyodagpsoncappd,i hl t e G uppen, - eine wahl wei se
aromat i sche Ra-unbBRs, 10-wdidhe (hidid)eodsd verschinda@r sidd, Cigwdils Id3sordwei @ined Methyl- oder
rocycli sche G uppe, wolmlrestioderieimtHalogat one oder Het er ogruppen aus den
@ uppen O, R N, - N- Rieiren gagd-@dernerzipigtietligan Alkyigriest mit 2 bis § Kghlehsidffat@nasreder- N- R1
1~ 50 N und N. N und einen 2-Hydroxypropylenrest, in weichem das Hydroxy wahlweise durch einen Ci-

20 Cs-Niederalkylrest substituiert ist,
Rs Wasserstoff oder einen C1-Cg-Alkylrest,
Ry einen Pyridyl-, Phenyl-, 2,3-Methylendioxyphenyl- oder 3,4-Methylendioxyphenyl-

rest oder eine Phenylgruppe, welche mit einem oder mehreren Substituenten,
welche gleich oder verschieden sein kénnen, gewihit aus Halogenatomen, Ci-Cs-

26 ' Niederalkylgruppen oder C; -C.,-Nlederalkoxygruppen substituiert ist,
Alk eine einfache Bindung oder einen finearen oder verzweigten Alkylenrest mit 1 bis 5
Kohlenstoffatomen.
Cy eine Gruppe der Formel
30 ) » Ro=. N
R 7
5 \ ‘ (.
oder ) gs- -R oder
o - / -
' (E)
35 (D)
'\/-'
40 R
9
i
R - s
7 | IR oder :_t__. R  oder
® LI o ey
10 ()
CAF) - ' ’
50 : - -
R 13 T - |
-R
R8N,
<
85 Rys (H)
R Wasserstoff, sinen Ci-Cg-Alkylrest, einen Ci3-Cg-Cycloalkylrest, Benzylrest oder

* R )



-N-Rl .1°. 55 gewdhlt sind, wobei die heterocyclische G uppe wahl wei se durch
eine R- Gruppe in der a-Position bez~glich der Methingruppe substituiert
ist, R7 und Rs, wel che gl ei (gpq)gbzr-,g\gemschl eden sind, jeweils
Wasserstoff, eonen C, -C4-Ni ederal kyl - 111]

111] 11  *| 111 Hi I TH | 11 1] 11 EP O 302 793 Bl rest oder einen Phenylrest
oder sie bilden zusaRmempirest tweldisan vwblwbien gritodifent odre rmeheerenv@ilibstiventen evelpad unden
sind, ei nen wahl wei se@leigh @det yesschieden Geig| dathni gewdihit apd dlelpgenatbrnec mshCREng, RO
Sauer st of f _oder  Schwhbiederalkys, C1-Ce-Niedogjkoxy- oder Nitrogruppem, gehstituignt it  Schwef el oder
sine G uppB wdAR 1. E'WRF‘E”I]’I'I%I‘ TRi} dem K°Nﬁ@$‘%‘ﬁ@"’g?’b‘f’%°?oﬂ%$eb9'&°§ gifeden sind,
jewdl | s Wasserstoff, e rifg wehiweigs araatigehio anqng oder gdigyclisshroparhasyclivshe Bape i t
der Mal gabe, daB Cy kel (Rt ibis °I" '?WF‘ é'c'ﬁeﬁeé'ﬂﬁe@? d“’&'ég'g% Gruppe in

N- Oxi d- Derivat sow e ei r?'es g i ervon 1%1
Ani noal koxyphenyi deri va %‘19"}2 '% "gtl yl,
I ndt;tpyl Napht hyl , Di h- tH)? Fogr?'é‘eﬁ *°'°E>'§’I?"°a§ hbs' rsgﬁyrfuﬂ u
Di hydrof uryl, Thi enyI Di hydrot hi enyI Pyrr o) yI D| hydr opyr- rolyl,
Pyrazol yl, | m' dazol yl, Pyrimdyl, Pyr azi nyI-,N-II-'Wli.dazi nyl, Oxazolyl,
| soxazol yl, Thiazolyl, Benzofuryl, Benzothienyl, Indolyl, Benzim dazolyl,
Benzoxazol yl, Chi nol i ny'wobcﬁWWﬁﬁé@é@b&Qr einé @.D@LwnéuéIalkylﬂPhélmﬁabédEW ade” 0
Chi gazol i n_yI , I ndoli zi nﬁbyénbenmfearuaau,{e\ @lnd NTen,r,@hydrot hi enopyr 1 dyl ,
Pyrrol opyridyl, Pyrazolopyridyl, Pyr- rolopyridazinyl, I m dazopyr i dyI
. Di hydr of ur anonyl | m dazol i nonyl Chr ormnywd(g&deut et.

Am noal koxyphenyl derivat nach Anspruch 1 118 gj ne - S2- G uppe
bedeutet. 25 4. Aninoal koxyphenyi derivat nach Anspruch 1, wobei Cy eine

| d#l i zi n-3-yl -, Benzof &yHN; SBechzot hi enyl -, Indolyl-, Chinolinyl-

Pyrrol otl, 2-b] pyridazi nyl -, Pyrazol o[ 1, 5-al pyri dyl - oder

| m dazo| 1, 2-al pyridyl gruppe bedeutet. 5 Am I koxyphenyl derivat nach
Anspruch 1, wobel R eine Isopropyl oder opyI gruppe bedeutet. 30 6.

Am noal koxyphenyl deri va&“&?}:@c pruch 3, vvobel die Guppe -0-A-N-A k-P 35
13 & ne [ N-Met hyl - N- (3, P' B%y- , 8- phenet hyl ) ani no] pr opyl oxygr uppe
bedeutet. 40 7. Am noal koxyphenyi derlvat nagh Anspruch 1, wobei das

phar mazeut i sch annehnbare Sal z das Oxal at od¥rRtydrochlorid ist. 8.
Verfahren zur Herstellung eines Am noal koxyphenyl derivats nach Anspruch 1,

wobgl A eilnen Al kyl en- vlbs‘e?tdleuﬁbderéyéh&he@@ﬁpeeﬁaﬂﬁelses%st@ﬁ&pﬁﬁd@@fjahg AN,
gemAB wel chem ei n 4- Al k@rpph &Nder dPokittatbesl@iich der Methingruppe und wahlweise substi-
_ _ tuiert ist durch eine oder zwei aus Ci-Cs-Niederalkyl- und Phenylgruppen
W ' gewihlte Gruppen,
- sine wahiweise aromatische 6- bis 10-gliedrige mono- oder dicyclische hete-
35 rocyclische Gruppe, wobsi die Heteroatome oder Heterogruppen aus den
Gruppen O, S, N,

. ) 1
\_ -N-R11:
© .
O und N; O und
-I{J-Rl 1:
45
Sund N; S und
' .
-N-Rj1:
50
N und N; N und
' .
-N-Ryj,

55
gewdhit sind, wobei die heterocyclische Gruppe wahlweise durch eine R-

) Gruppe in der a-Position bezliglich der Methingruppe substituiert ist, '
Ry und Rs, welche gleich oder verschieden sind, jeweils Wasserstoff, einen C;-Cs-Niederatkyl-

" N A




45° al | genmei nen Fornel: so Cy-B - X

N -OX255 wrin B -S oder eine -SQ2-Guppe bedeutet, Cy, R und R2

di e gl ei chen Bedeutungen w e i ngfpsgoeyel gy haben, A el nen Al kylenrest we
in Anspruch 1 bedeutet und X ein Hal ogenatom eine A kyl sui phonyl oxygruppe
mt 1 bis 4 Kohlenstoffatonen oder eine Arylsul phonyl oxygruppe mt 6 bis 10
91 | 1| tebY dder éineni Rhenyirbst oder BI® bilded G:Bsam@®n Bilt déo iKbieersotididracno men
bedeutet, in Gegenwar &n edlehe sio[abusddarind eren wahideipmarematiechem Grottedeaen garbecyni cht -
pol ar en L63ungsm t t el cligthen Biogem Ani n der al | genei nen Fornel s

HN- Al k- R4 R 10 wouetstofgder Schwsfshd R4 di e obi gen Bedeut ungen haben,
kondénsi er tPwi rd, um SaersiofioReeialoder sine AP  Kkoxyphenyi derivat in freler
Basenform zu erhalten, welches, falls erwinscht, mt el ner geeigneten

or gani schen oder anor gani schen Saure ungesetzt werden kann, umein
pharmazeuti sch annehnbares Sakz hi ervon zu'NiBden. t5 9. Verfahren zur
Hersfel | ung ei nes Am' noal koxyphenyi deri vats nach Anspruch 1, wobel A einen

Al ky[%n- L
yl'en- reg d,.B ﬂg%%c%hé}%rs&%e Qvﬁépfaﬁei@%gag%ﬁ oI, L -NRbaRAM €1 n

4- Hydr oxyphenyl derl va;e nen F

-O H 25 mit der MaBgabe, da8 Cy keine 1- Indohzlnylgru o bedeutet dessen N-Oxid-DRBdval'Rbie &b - S
oder. ei nephanRdaldsshdnfehRBalesiSt nidghtd. CY RZ die gl ei chen Bedeut ungen
W e isn Anspruch 1 haben, in Gegenvvart ei nes ba5| schen Mttels mt elner
Ver bi nCthgmdﬂilkoﬂWhgﬁerﬂemcths‘ﬁBJch 13@obdl &y PhdrylAL{cidRdxenyl, Indenyl, Naphthyl, Dih-
a~~~~~~~~ ydrortp @byl \Ryridyh Oityeariopyritiel] Rune Dinydrofury e MlenyiADibydrstbibnyh Opydivb Djtydopyre  mi t
1 bis 4 Kol.Fysikalfimidezvivh Podtadyl FAyraginyhrRyridaainyg howasdiyh Xspgazolpip Ehiazpiyl, Benkofgryll 0

- Kohl enst oBérzptbineyth insiohile Benaimidazoly Bepzexaxpliy Cinelinyd, Bengisexazelyl,Girnoknyk Bhinoxfiode ut et
Urfd Ra, RChipgzeling} ledefzie-3ivh | THenopyidiihTetratydigthipatnyridyh PRekpyidyh Genzoleaysian, Pyr-
ungeset zt rajgryrigazing imidazopyied, Digypeefurgnenyt idagoipeny!. Shrameny atur zw schen
Raunt enper atur, und der RUckf| uBt errgerat ur des Mediups und in ei nem pol aren

Losung f‘F‘é’Pa"?i“éPP?‘Tyldﬂ'ﬂ’é't"acwsB'H@ F’ﬂk%géﬁ? egOArﬁ"r‘PB%P?{’GRt?‘phenyl derivat in

fr e! zgr.r $ aimm? %rpi g&nv We' C Sy% 0|IZ| 3= ofu\{\g fE%nzol}é rY urn
e

gpe St eladtt St kot Nt e

ei n phar MBéde

5. Aminoalkoxyphenylderivat nach Anspruch 1, wobei R eine isopropyl- oder Cyclopropylgruppe bedsutet.
6. Aminoalkoxyphenylderivat nach Anspruch 3, wobesi die Gruppse

« —O—A-N-Alk—R,

35 Ry

sine [N-Methyi-N-(3,4-dimethoxy-g-phenethyllaminolpropyloxygruppe bedeutet.

40 7. Aminoatkoxyphenyliderivat nach Anspruch 1, wobei das pharmazeutisch annehmbare Salz das Oxaiat
oder Hydrochlorid ist.

8. Verfahren zur Herstellung eines Aminoatkoxyphenylderivats nach Anspruch 1, wobei A einen Alkylen-
rest und B -S- oder eine -SO:-Gruppe bedeuten, gemiB welchem ein 4-Alkoxyphenylderivat der

45 allgemeinen Formel:
R 1
i Cy-B*~ < > -0-A-X
»‘R 2
55

worin B' -S- oder eine -SO>-Gruppe bedeutet, Cy, R1 und Rz die gleichen Bedeutungen wie in
Anspruch 1 haben, A einen Alkylenrest wie in Anspruch 1 bedeutet und X ein Halogenatom, sine
Alkylsuiphonyloxygruppe mit 1 bis 4 Kohlenstotfatomen oder eine Arylsulphonyloxygruppe mit 8 bis 10

" AR R 0
# € L M 5 *x




10. Verfahren zur Herstellung ei nes Am noal koxyphenyi derivats nach Anspruch
1, wobei B -S- oder eine -SQ2-Guppe und A ei ne wahl wei se substituierte

2- Hydr oxypropyl enkett e bedeut ¢p g sg23 ge! chem ei n Oxi r anyi net hoxyder i vat
der aligeneinen Fornel: Cy-B' - --HHC 0 R 55

R~~~~~~~~~m~ 2 worin Cy, Rl und R2 die gleichen Bedeuturfgen wie in Anspruch
1 haben KdhiehsB@ffaton®®n bedewteteinn@egeB@R-sines Si@eakzdptors hd inSpinent polarerEpted nBB? 793 51
G uppe Ipeleren tasungsuittelamnit diarkArhin errgiigemeinprerarmeti N der al | genei nen For nel :

INAk-R4 5 | RR3 worin Ra, Ak
und R4 die gl eichen Bedeutungen wie in Anspruch 1 habon, behandelt w rd,
wolfei dies in 10 el nem pol ar eBN smttel oder in el nem QherschuB

des Amins durchgeflhrt wird, um -gjdas erwUnschte Am noal koxyphenyi deri vat
in Formder freien Base, worin A elde 2-Hydroxypro- pylenkette bedeutet, zu
ergeben. - ein Am noal koxyphenyl derivat zu ergeben, welches mt el nem

Al kyl ha'w%ﬁ’fgf G by @Cﬁ% iger 'ﬁ%@elu ensntaG f%f&glgpd G50 Wluhschite Mifinoatt 1 ke

Base ung E{ﬁ ldé@ﬁzg ent’dlm rhéite) erwlnscht, einer gesigneten
Am noal lgpxy SHWde E'r{ol'g\éﬁgchbmsfu?g l'iﬂ\ é zt vfe l‘?ﬁanﬁatﬁr?em W’ﬁ'n&eﬂ}ﬁ Aﬁ" ﬁehmbares
2- Hydr ogxm,@m; aednt e, 1N her Hydroxy durch ein Kyl mt bis 4

Kohl enst of f at omen substi t ui ert i st, bedeut et, vorzusehen, wobei das so

er gl §.e Verfahien A H&SIGRY GiRYS Hﬂﬁdamatypnehﬂadri&t@ﬁaommgpmch 1M6beﬁA 8iRén MRMEngNet en
Or gani s @€ ndd 6e:S- aid efra NS5 OfPpeShatben, GEREER waltheihl ¢inl 4-HytfogRenpliéivitadeeut f sch
annehnbatigemeibad Eoréler von zu ' 20 bil den. 11. Verfahren zur

Her stel | ung ei nes Am noal koxyphenyi deri vats nach Anspruch 1, wobel B eine
N SO G uppe bedeutet, gemaB wel chem ei I& Sul phi d der all genei nen Fornel . 25

205- -0-A-N-ALk-R4 30 Tt
R 3 Rz worin Cy, R1, R4, A und A k die gleichen
Bedeut ungen wi e in Anspruch Icyh-abe /mz}eﬂh% Oxi dationsmttel
behandelt wird, wobei des Sul phid in er freien Base oder eines Saizes

hiervon vorliegt, umdas erwOnschte Anmgnoal koxyphenylderivat in freler
Ba&%enform zu bilden, welches, falls er v!\’]znscht mt einer geeigneten
or gani schen oder anorganischen Sgur e ungesetzt wer den kann, urn ein

phar mazgy ;{Q plgb%eéru @iﬂ K&)Eyzﬁ' dll-‘!j Qhel\ edeutungen wie in
2- Iscprqpafiucﬁ e, séhs%fwﬁmlham i 5 BetambAgh Al OPY ! OXY
| bgnzol sul phonyl ] | ndoI Izin und dessen N-Oxid sow e p armazeuti sch
annehnbare Sai ze hi ervon. '
X-A-N-Alk-R,

(N '

Ry
35

worin X ein Halogenatom, eine Alkylsulphonyloxygruppe mit 1 bis 4 Kohienstoffatomen oder eine

o Aryisulphonyloxygruppe mit 8 bis 10 Kohlenstoffatomen bedsutet, A eineri Alkylenrest wie in Anspruch
N~ 1 bedeutet und Ra, Rs und Alk die in Anspruch 1 angegebenen Bedeutungen haben, umgesetzt wird,
40 wobel die Umsetzung bei einer Temperatur zwischen Raumtemperatur und der RlckiluBtemperatur des
Mediums und in einem polaren Lésungsmittel stattfindet, um das erwlinschte Aminodalkoxyphenylderivat

in freler Basenform zu erhalten, welches, falls erwlinscht, mit einer geeigneten organischen oder
anorganischen S#dure umgesstzt werden kann, um ein pharmazeutisch annehmbares Salz hiervon zu

bilden.
45
10. Verfahren zur Herstellung eines Aminoalkoxyphenyliderivats nach Anspruch 1, wobei B -8- oder eine
-S0;:-Gruppe und A eine wahlweise substituierte 2-Hydroxypropylenkette bedsuten, gem#B8 weichem
ein Oxiranyimethoxyderivat der aligemeinen Formel:
50
R,
Cy-B'~ -0~CH,,~CH~-CH
y ‘ 2 N\ / 2
‘ - o)
55
R,

worin Cy, Ry und R, die gleichen Bedeutungen wie in Anspruch 1 haben und B' -S- oder eine -SO;-

92 N O O




la”

2-isopropyl -3-[4-{3-[N-net hyl - N-{3, 4-di met hoxy-, - phenet hyl ) am nol propyl oxy)
benzol sul phonyl I - benzof uran undgpcbaml‘tﬂl d sowi e pharnazeutisch
annehnbare Sai ze hiervon. 45 14.

2-n- Propyl - 3-14- {3-[ N-met hyl - N- ( 3, 4- di net hoxy-, S- phenet hyl ) am no] pr opyl oxy)
benzoi sul g bideutpiemiesRieidve miheinaeAmia denalignieines Beakine: phar nazeut i sch
annehnbare Sei ze hiervon. 15.

2-n-Propyl -3-[4-(3-[ N-met hyl - N- (3, 4- di net hoxy-, 8- phsnet hyl)am nol pr opyl oxy}
benzol sul phonyl - 60 benzot hi opheiﬂl‘lmu-agzssen N-Oxi d sow e

phar fazeut i sch annehnbare Sai ze hi ervlpn. 16.

2-n-Butyl - 3-[4-{3-[ N-rret hyl - N- (3, 4- di et hoxy-, 8- phenet hyl ) am no] propyl oxy) b
enzol sul phonyl 1- benzofuran und dessen N-Oxi d sowi e pharmazeuti sch

annehmhar ‘?u ‘?\lk Y 8 puh 1,paben, behandolt wird, wobel dies n
I e e
phar mazeuti sc ,ﬁm&ggﬁg@g‘ez %Me |ervon " a M 2 EP dgrOOZ 793

Bl 18. - ein Aminoalkox phenylderwat z2u ergeben, welches mit einem Alkylhal md mit 1 bis 4 Kohlen-

2-1 sopropy! - 3sidstdtofnsn [i it eiver( starflend B4¥8 t Jhédetdd -waRRA luin2 Basn xwphisoty | OXY)
benzed sul phonashidoaikpyprea@tieiva , ib-FoinpYibd fldish B&E, AQHSA RinblZMydebxFPofiylenketts, in

phar mazeut i schsichamnédsriyarory Sarkir einhallgr mar. bid 9. KoblpdbtoBatomen substituiert ist, bedeutet,

[ N- Met hyl - N- (®rzésetliemet hoxy-

- phenet hy Iwpberida® BCparbgltphmkmrm:whwldghdngaHS] ergUnisghtypomid pinér-gegignetanorgagischen

[ ié 2- b~py ;g;tmmamuerdéﬁsﬁe tmpeseiRy wirds oyl ein rivarmazeptisgh jageahmbaierc Aisld Aleevorsay ze
Hi-ér ¥on. en

2-1 sopro -3-[4-{3- N- rret h di met hoxy- he henet hyI am_ng] pr.opyl oxy
I
(}aﬁﬁgﬁol 2\? éiﬁﬁ?gp"g th?ttrg te we > ?‘lés"%ﬁﬁ}! Jile a'ﬁgemg%ﬁ Sho Sy i W bB'har (339? i sch

2- Isoef)ropyl 3-[4-{3- [N—rret hyl - N- (3, 4- di met hoxy- p- phenet hyl ) am no] propyl oxy}
benz8! sul phonyl ] furan und dessen N-@fl d sowi e pharnmazeutisch annehnbare

Sal ze hiervon. 22. :
2-1sopropyl -3-14-{3-1 N-net byl J_\l-% JI drReetRo XN pRenet hyl ) am nol pr opyl oxy
} benzol sul phonyl ]i ndol und gegs _Qil,d’SgWI e? &grgﬁzeut i sch annehnbare
Sal zg, hiervon. t5 2& 3
2-1sopropyl -3-[4-{3-[N-nmethyl - N- (3, B, di met hoxy-’, - phenet hyl ) am no] pr opyl oxy)
benzol sul phonyl ]-1- nethyl-indol und dgssen N-Oxid sow e pharnmazeutisch
a\mrelehnbare Sal ze hiervon. 24. 1 o

t hyl - 3-viodroPy,dRy Rz, Rs| Be, fAuridMlTdie lnigichdd- Be@outungenmeip liro Anspiuh p heheat iy bieami no] -
--203 Qpidatiopsnaitie) péhandels (wirdy| wohei rdps Bulphitbin Famnided drgigw: Rasil-odyri eiftes alkes hiervon
phar mazeutvpriegh uth AesheriydnsehtssAminaalkpphenyiderivaisin fisjer BaseniRek g4 Ridar walahesy s nach
Anspruch Prwipgshle mitpeiney, grpignsten erggniscien geersanprganizchensaye, umggsetsyaierdam kanp, yyr
Herst el | ukly P@?’H‘é@“ﬁ?ﬁ%\?ﬂ?ﬁ@é‘ﬁf$§€'ﬁ€'ﬁ”ﬂﬁ‘aﬁ‘f?@nset zung, unfassend das

forL:
i LiseRrons éhr@esﬂe iR %ﬁ? oSl ap g
einer tieMar? 7SF°" Md RO RRIRLoulsEh anne R IEVe%s ber f Ohren ni nde- hstens
ei nes 180 ; An oo tisc

Afg, Qq%mﬂégﬂ%“ fwdf N ad n@mﬁmﬁmmn}w& ol erg%%céwﬁp

annehnbar gg PRBmEECUELH bnahrhHAf-salat Hiory
contgactants sul vants CH, U . LU NL, SE, AT 1. DMiVA

am noal £02%Resy)s- ﬁ-{@@N fn@fhWN @,4-d|methoxy-ﬂ-phenethyl)am|no]propyloxy}benzolsuIphonyl]-
benzofuran und dessen N-Oxid sowie pharmazeutisch annehmbare Salze hiervon.

18, 2-n-Propyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-8-phenethyl)amino]propyloxy}benzolsulphonyl]-
50 benzothiophen und dessen N-Oxid sowie pharmazsutisch annehmbare Salze hiervon.

16. 2-n-Butyl-3-[4-{3-[N-meﬂ1yl-N—(3.4-dimethoxy~ﬁ-phenéthyl)amino]prppyloxy}benzolsulphonyl]—
benzofuran und dessen N-Oxid sowie pharmazeutisch annehmbare Salze hiervon.

55 17. 2-|sopropyl.—3-[4~{3-[N~methyl-N-(3,4-dimethoxy-ﬂ?-'bhenethyl)amino]propyloxy}benzolsulphonyl]chinolin
und dessen N-Oxid sowie pharmazeutisch annehmbare Salze hiervon.

. R DO
* c L | H *



35 Qy-B- < -O A-N-Al k- R4 (1) 4"
~~~~~~~~~~ R D . ~~~3 R2 dans | aquelle: 45 B
represente un groupe -S-, -SO gpig3efoz Rl et RP, qui sont identiques ou
differents, reprdsentent chacun |'hydrogbne, un radical n6thyle ou 6thyle
ou un hal ogbne, A repr~sente un radical alkylbne a chalihe droite
ou r anfl§i 2deopropeirdt[4-23-N-rRetapl-Dri® 4 dichethoardmbaethylamine]arapsiioxgbenddisolpbangtiy pr opy| bne
dans | equrtazdieli.greloyridin ung dessenN-Oxie sawicggharmazeutisch annehmbare Saledisrion.at i venent
substltue par. un radi cal alkyle infdrieur en Cl -C4, R3 repr6sente

' hydr & Prid-{3HIN-Meihy-dids. &'a'metﬂp -Rhepsthyeroi wmmxv}bem'smph@wl}ﬂﬁeﬁr?w'-wwad| cal
pyr |5dyl e i B‘HIHWXF’P@" “'E' desser NridM E'@I%%Wiﬂ%fﬁ‘,ﬂ wnlirbare Salebityinene-  di oxyphényl e
ou un l e substitu6 ar n ou u5|eurs substltuants gw
peuven ‘ﬁ et (I;FN ffigph hphﬁgf ”'%’]‘g rr‘f’ ol -4,
d' hal ogb 8 ugEressen R-Uxid sowle pha""aze P %h'err’ﬁ"brl eurs en Cl-C4 et

'Sﬁfm?fe% ﬁ,ﬁﬁo é—g% g PhENE IR ﬁgﬁy% ﬂéékh parivcproskERASREM ndikl, 2L 0"

ones de carbon esente un rou e de fornule 94

1 111134 ilédplapyllﬂL[JI—{d-[N-rA& ljl-'ki-‘-ai%ethoxyj;:a%h&e@@%nﬁr%ﬁ:r&loxy?benzolsul{)tlgnyl{ndol

Yo~ ~~~~~~und- desTeN N-OKid ToWi rmazeutisch annehmbare Salze hiervon 0 R9 R/R 16
Rt% 7. ~~ =~ e QU

QU 10 23 2-Isopropyl-3-[4-{3-[N-methyl-N-(3,4-dimethoxy-g-phEtBthylidmino]propyloxy)benzolsulphonyll-1-

(G 20 R npthyli-indol und desseRN3MdboRi pharmazeutisch annehmbare Salze hiervon. R 12(H) R

represente |'hydrogbne, un radical alkyle en G -C8, un radical cycloal kyl e
en C3- 8 .1-Mathyi-drisorreryl-Didr{3yN-metbyl- Nl 4rdimtihonl-Gph@rthyiamingE ul t at i venment

sutfee i t urqealexyiirenzalsujghanglliesial und ggssen N-Oxid sowie pharmazeutisahianrshinbare iz, higgeen.
peuvent 8tre identiques ou diffdrents, choisis parm |es atonmes d' hal ogbnes
et par # Aminoallgxypiigawlderiya gach Apspruch 1.\obel Re Hnd iz jewsils Wessgselpffsif-er i eurs en Cl- C4

26. Verfahren zur Herstellung einer pharmazeutischen Zusammensetzung, umfassend das Uberflihren
25 mindestens eines Aminoalkoxyphenylderivates nach Anspruch 1 in eine pharmazeutisch annehmbare
Form.

~ 27. Verfahren zur Herstellung einer tierirztlichen Zusammensetzung, umfassend das Uberflihren minde-
stons eines Aminoalkoxyphenylderivats nach Anspruch 1 in eine pharmazeutisch annehmbare Form.

30
Revendications
R Revendications pour les Etats contractants suivants : CH, DE, FR, GB, IT, LI, LU, NL, SE, AT
~ 1. Dérivé aminoalcoxyphénylé de formule :
35 .
R!
N Cy-B- -O-A-Ei-Alk-R 4 (1)
40
R %
2
dans laquelle :
45 B représente un groupe -S-, -SO- ou -S0,-,
Ri et Rz,  qui sont identiques ou différents, représentent chacun I'hydrogéne, un radical méthyle
ou éthyle ou un halogéne,
A représente un radical alkyléne & chaine droite ou ramifiée ayant 2 & 5 atomes de
carbone ou un radical 2-hydroxypropyléne dans lequel le groupe hydroxyle est
50 facuitativement substitué par un radical alkyle inférieur en C1-Cq,
R représonte I'hydrogéne ou un radical alkyle en C1-Cs,
Ry représente un radical pyridyle, phényle, 2,3-méthyl@nedioxyphényle ou 3,4-méthyléne-
' dioxyphényle ou un groupe phényle substitué par un ou plusieurs substituants, qui
peuvent 8tre identiques ou différents, choisis parmi les atomes d'halogénes, les
55 groupes alkyle inférieurs en C1-Cs et les groupes alcoxy inférieurs en C1-C4,
Alk représente une liaison simple ou un radical alkyléne & chaihe droite ou ramifiée ayant
_ 1 2 5 atomes de carbone,
Cy représente un groupe de formule :

3 MW



-bu‘nitro, Rs et RS  sont pris ensenble avec |'atonme de carbone auquel PEB

sont |lids pour former: - un groupe carbocyclique nono- ou bicyclique
~facul tativenent aromatique ayant gp g3p2 793 B1 a 10 atones de
" carbone et facultati.venent substitue par un groupe R a |la position a par
rapport au groupe ntthyne, - un groupe hdt6rocyclique pentagonal

facultativenent aromatique, |es hdt6roato- nmes ou | es hdtdrogroupes 6tant

choisis parm |es group 5~ N. 40 s Ry~

| -N-R11 0O R1li 1l reprdgente |'Ryek ogene ou yn radffcal @l kyle inferieur en
Cl-C4, phdnyle, benzylzi:uﬁpqgég~nobenzy¥b;‘p &g~N; Q/ifk45 -N-R1°©

; Set NeSet -N-R11 ; 55 Nef N6 Net 1111 HI “11- | EP 0 302 793 B1
-N-Ri | le groupe h~terocyclique @ant facul tativenent subgitue par un
group. R&labs position a par rapport au groupe
met hyne et facultativenent substitu6 par un ou deux groupes choisis parm
des gJ,oupes alkyle inferieurs en C, -C4 et phényle, - un groupe

het er ocycl i que nono- ou bic&plique hexa- & ddcagonal facultativenent
aromati que, |es h6teroatone§9ou h~t 6r ogr oupes 6tant choisis parm |es
groupes 0, S. N, 10 -N-R11 Oet N et t5 -N-R11 ; Set N, Set -N-Rl1l 25
Net N; Net 30 R7‘ | e groupe h~§df‘ rgue et ant
facul sati vement substit u6j|par_Ilin Ryroup. R A la poditi Bar rapport au
groupe nbthyne, R7 et RgT gu' sont i den®ugues 8 (fi~rents, reprosentent
chacun | Phydrogbne, un radi ét‘alkyle inferieur~en 1@4 ou un radi cal
ph~nyle ou bien, en 6tant pris enggyble avec | es atones de c&bone auxquels

ﬁiJsont li6s, ils reprdsentent un carbocycl e hexagonal
20

0P \N i

25 R[z (H)

R

R représente I'hydrogéne, un radical alkyle en C1-Cy, un radical cycloalkyle en Cs-Cg, un
radical benzyle ou un radical phényle facultativement substitué par un ou plusieurs
30 substituants, qui peuvent étre identiques ou différents, choisis parmi les atomes
d'halogénes et parmi les groupes atkyle inférieurs en Ci-Cs, alcoxy inférieurs en C1-Cs
ou nitro, .

W, Rs ot Rg sont pris ensemble avec I'atome de carbone auquel ils sont liés pour former :
. - un groupe carbocyclique mono- ou bicyclique facultativement aromatique ayant 5
35 a 10 atomes de carbone et facultativement substitué par un groups R & la

' position a par rapport au groupe méthyne,
- un groupe hétérocyclique pentagonal facultativernent aromatique, les hétéroato-
mes ou les hétérogroupes étant choisis parmi les groupes O, S, N,

i
i
40
-N-Ry,
ol Ri1 représente I'hydrogéns ou un radical atkyle inférieur en C1-Cs, phényle,
benzyle ou halogénobenzyle ; O et N ; O et
45
i
-R-Ry,
50 ;SetN;Set
' 13

65
NetN;Naet -
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35 ‘ facul tativenent aromatique, Pe repr 6sente

| * oxygene ou | e soufre, Rio represente |' oxygene, le soufre ou un
group. 40 40 EP0302793B1 =TT TTTTTTTT- NR I, R12

et Ris, qui sont identiques ou diffMents, repr6sentent chacun |'hydrogbne,
un radical alkyle inférieur en Cl1-C4 ou un radical benzoyle, 45 a

condition que Cy ne represente pas un grou 1-indolizinyle, ainsi que le
N-oxyde de ce derive et un sel pharnaceuti que?ﬁa’nt accept abl e de cel ui-ci.
2. Derive am noal coxyphenyl 6 selon | a revendication 1, dans |equel Cy
represente un group. PIgeuRe bitéreayellaum Gt fgquitativamente $EUS RRR YO Ee Raia

di h§dr onaphtyl e, pyr iRe§H « pgr ‘P'bﬂW"P I"!?ﬂ‘y‘l‘elﬁtgi at"ﬂ’f'ﬁvcﬂ"?ﬁ“ freun oo
thi 6nyl e, di hydr ot hi i @0" |sy’F'€" deFi 9RHAP idrigyrs, on ?~a%’

i m dazol yl e, pyrini d)H"é?|ro foge meRPT P;g% hoxai R °g?' daculta VBSE‘S’?OI yle,
t hi azol yl e, benzof ur ‘g'at' '8‘?%‘?”' oU PP ‘?s éf?@‘n 3P Rarmh leg @roupes
benzoxazolyle qU|noI Ie ben2|soxazolyle C|nnoI|ner qui noxal i nyl e,
qu1ﬁazollnyle i ndol i zi ne-3-yl e,” thi ~nopyrjdyle, t~trahydrothi6nopyridyle,
pyrrol opyridyle, pyrazolopyridyle, pyrrolobyR{dazinyle, imdazo- pyridyle,
di hydr of uranonyl e, i m dazolinonyle, chrononyle. 56 3 D6riv6

am noal coxyphenyl e sehgn!@ef €vendi cation 1, dans |equel B repr~sente un
grgeps -S2-. 9Cc*C L M & EP 0 302 793 Bl 4. Dbrive

am noal coxyph6ny| e selon | a revendi cati onné dans | equel Cy represente unm
groupe indolizine-3- yle, benzofuryle, o‘%ﬁi Myl e, indolyle, quinolyle,
'pyrrolol1,2-bjpyridaziny|e, pyrazol o[ 1, 5-al pyrldyle ou

~tmdazof 1, 2-al pyridyl®etN:S@&. DWive am noal coxyphényid selon |a

rexeendi cation 1, dans |lequel R repr6sente un groups isopropyle ou

cycl opropyle. 6. D6riv6 am noal coxyph~nyllyselon |a revendi cation 3, dans
| equel le groups 10 -OA-NA k-R4 R3 16 -NrRpresente un groupe

(N-net hyl - N- (3, 4-dl met hoxy-j p- phdnet hyl ) am no] propyl oxy. 7. Derive

am noal coxyphényl 1 selon.|a revendi catl on 1, dans |lequel |e sel

phd? macout i quenent acdt8pl aﬁle e est |'oxalate ou le chlor hydrate. 20 8.
Conposition A usage phar maceut i que ou veterjnaire contenant, comme principe
actif, au noins un dérive ami noal coxyphenyt®Rglon | a revendication 1 en
associ ati on avec un v6hi cul e pharnacouti que ou un exci pi ent appropri6. 9.

Proged6 pour la pr epasatohwnae clfd6d bR fmaamleﬁpmms%@naﬁduwnlaa:a
revendi cation 1 dans doqfidne pafragport au grdusdhéley@et € un radical al kyl bne et B

reprdsent g, 8ORG" O4inesontSdenBiglies S@&mérema,rrebreauedu cHicuRl Ghydiidend; uikarRuYEpeNY| 6 de
Lr mul e g~ner al e: inférisur en C;-Cs ou un radical phényle ou bien, en étant pris ensemble avec ies
atomes de carbone auxquels ils sont liés, ils représentent un carbocycle hexagonal

35 facultativement aromatique,
Rg représente l'oxygéne ou le soufre,
Rio représente {'oxygénse, le soufre ou un groupe
S :
40
~N-Ryq,
Riz2 et Ri3, qui sont identiques ou différents, représentent chacun 'hydrogéne, un radical
alkyle inférieur en C1-Cs ou un radical benzoyle,
45 & condition que Cy ne représente pas un groupe 1-indolizinyle, ainsi que le N-oxyde de ce dérivé et un

sel pharmaceutiguement acceptable de celui-ci.

2. Dérivé aminoalcoxyphénylé selon la revendication 1, dans lequel Cy représente un groupe phényle,
cyclohexényle, indényle, naphtyle, dihydronaphtyle, pyridyle, dihydropyridyle, furyle, dihydrofuryle,
50 thiényle, dihydrothiényle, pyrrolyle, dihydropyrrolyle, pyrazolyle, imidazolyle, pyrimidyle, pyrazinyle,
pyridazinyle, oxazolyle, isoxazolyle, thiazolyle, benzofuryle, benzothiényle, indolyle, benzimidazolyle,
benzoxazolyle, quinolyle, benzisoxazolyle, cinnolinyle, quinoxalinyle, quinazolinyle, indolizine-3-yle,
thiénopyridyle, tétrahydrothiénopyridyle, pyrrolopyridyle, pyrazolopyridyle, pyrrolopyridazinyle, imidazo-
pyridyle, dihydrofuranonyle, imidazolinonyle, chromonyle.
56
3. Dérivé aminoalcoxyphénylé selon la revendication 1, dans lequel B représente un groupe -SQz-.

. |



R 30 C&-B "' - -0-A-X 35 ob B represente un groups -S- ou
-S2r, C, R et R2 sont tels que d6finis dans |a revendication 1, A
repr6sente un radical al kyl ene gggozizgasi a revendication 1 et X
repr~sente un atone-d' hal ogene, un groups al kyl sul fonyl oxy ayant 1 & 4
atones de carbons ou un groups aryl sul fonyl oxy ayant 6 & 10 40 at ones
de car béndériésamineineiepiéayié spigpriGeeandieatids lirdasscleamt Gureprésente iud groune inkefizinetfn

sol vant pofeaiberzoiptylen benzgitiényier indelyie cavinphire.amirplelt &dloiudepinyie pyrapml h¥-alpyridyle

HN- Al k- R4 aadmidazo[1,2-alpyridyle. R3 ou R3, Alk et R4
sont tels que d~finis ci-dessus, pour former |e derive am noal coxyphdny[ 6
d~si rid SolREriAmiReageryRdeade pelqg iereyridiclion i danglequelit TeprEsRsifiun grques isepsipKle gu
reagir ave¥RRPPHEi de or gani que ou nineral so pour former un de ses sels
phar macgqut ement. ac tables. 10. Proc6d6 pour |a preparation d' un d6rivé
am noal g‘oxfr ey ‘°%"é'§*§ﬁy'$sa°h°|"i"v’S‘ﬁ’a‘."E“é{?’? %%a'f' %\159 ?%"(ﬁ’gel A represente un

r adi géal al kyl bne et B repr6sente un groups -S- ou -S2-, par |lquel un
derive 4- hydroxyphenyil de fornmule-geRdagker,56 97 *C L M S* EP O
302 793 Bl CY r-D - o0 B 4repr 6sente un groupe -8- ou
-SO2- et Cy, RL et R2 sont tels que d~T8nis dans |la revendication 1, 10

est anene a rb6agir en pr~sence d un agent basi que avec un conpose de

formyd e g6esssets un grodive TN-MsthyiFid(3iGmmetiroxy=g-phénéthytiaminoipropyldy.

R3 ob X represente un atone d' hal ogbne, un groupe al kyl sul fonyl oxy ayant 1
a 4 at oneDéde aaridaloogpléaylé sel@n 18 vgyenditaton Sty bdne Meglie) Yoy seh plantacutiueb@ntcdcospis  de
car bone, Alespitdsdantwelestiohgiteal al kyl bne comme ;< -/20 dans | a
kFevendicatlon 1 et Ra, R4 et Alk sont tels que d6finis dans |a _
revendi 8atGopmosition |aausegrn chaproaseuligumeou Vétérinaite eonlenant ipprame PrnciPecastifppy gvinetre | a
t enper at urdérivgreingpiecxyrinyiéselon inyevendicatien 1den aseciatice ayre univehicule Rbermaeaytiqug qu

sol vant poN&rgiRENt PP ht enir | e derive ani noal coxyphényl 6 desire sous
forme de bas ?#ei bre q i ,oué. fg ultativene tre %mane h ,r~a%ir avec. un
aci de_oPgdPIfePR AERerelien et %?k’m 8 e ¢
phar fhceut’ 8;@&2‘ ol ‘éﬁﬂge 39S B gouers S 5Py B BIPLIT SFME tin
d~riv6 anminodarco y ~9ny 9°C€F6n 1 a revendication 1, dans | equel B
represente un groupe -S- ou -SO2- et A represente une chal he

2- hydr oxypropyl bne facultativement subgtitute, par |oquel un d~rivé

oxi r gahnyl n6t hoxyl 6 de fornule g~ndral eyt

Cy-B ‘- < \> -0-A-X

R
35 2
olr B représente un groupe -S- ou -80,-, Cy, R; et Rz sont tels que définis dans la revendication 1, A
. représente un radical alkyléne comme dans ia revendication 1 et X représente un atome d'halogéne, un
s groupe alkylsulfonyloxy ayant 1 2 4 atomes de carbone ou un groupe arylsulfonyloxy ayant 6 & 10

40 atomes de carbone, est condensé en présence d'un accepteur d'acide et dans un solvant polaire ou
non polaire avec une amine de formule générale :

Hl;l-Alk—R4
45 R3

ou Rs, Alk et Ry sont tels que définis ci-dessus, pour former le dérivé aminoalcoxyphénylé désiré sous
forme_de base libre qui peut facultativement &tre amené i réagir avec un acide organique ou minéral
§0 pour former un de ses sels pharmaceutiquement acceptables.

10. Procédé pour la préparation d'un dérivé aminoalcoxyphény!é selon la revendication 1 dans lequel A
représente un radical alkyléne et B représente un groupe -S- ou -SOz-, par lequel un dérivé 4-
hydroxyphénylé de formule générale :

55
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30 *y>, : > 8 -<:>0H0-d 2-G2 35 Rob Cy, R et R2 sont
tels que d~finis dans la revendication 1 et B repr6sente un groupe -S- ou
-802-, est tralte au reflux avep ¢g4g maigye de fornmule g~nerale: 40
HN- Al k-R4 45 0O R3, 'Alk et R4 sont tels quo dMinis dans |a revendication
1, co qui est effectu6 dans un solvant polaire ou dans un exces de ladite
am ne: - pour donner |e d6rive am noal cgxyphenyl 6 d~sir6 sous |la forne de

| a base libre oO A repr~sente une chat h¢'2- hydr oxypropyl ene, 50 -
pour donner un ddriv6 aninoalqu*ph peéé 8tre amen6 a reagir avec
un hal ogi nure d' al kyle ayant 1°a 4 bone en prdsence d' une base
fort’e afin de produire | e derivd ani noalcoxyphdnyl 6 ddsir6 sous |la fornme de
| a base |ibre ob A reprd4sente une chatn% 2- hydroxypropyl bne dans | aquelle
| e groupe hydroxyle est substitu6 par un groupe al kyl e ayant 1 a 4 atones

d b deer 6
o o B AR r:?.épee- e ',,%é?ﬁ BRI ol dile S ElafBh 1 o o
de gccept re

pour former un es 'se ceut |quenen

1*0112111 tililitililil |II EP 0 302 793 Bl 12. Proced6 pour |a
preparation d' un ddrlv6 an1noa|coxygh6n | d selon | a revendi cation 1 dans

| equel B repr6sente un groupe - un sul fure de formule
gdngrale: Rl1 Cy-S- -AR Ik R4 R3 10 ob) Cy, R, R2, R3,
R4, A et ALk sont tols que d6flnis dang I a revendication 1, est traite par
un agent oxydant, ce sulfure 6tant sous la forne de |la base |libre ou d' un
de ses se#¥ resprémntefuo refvgve dhalogbme,i unegravp® RikdduiandpptEyat[1ch ¢ Blomesidescadenéd ow ne de
base |i buegyupe grsforfylonipyant § & dfratemestle carbone fereprésepteginrradispbalky®Be commaen
aci’ege or gensi %qt?ée"d\gatm ﬁ@r aa. Rap iy |§¢f\1 @'smva éfinisrdaes la rayengication ., g gfagtion ayant

phar maceu?'i ® |Z§ ajure ambiante et la température de refiux du milieu et
2-isopro rﬂ?t” P“‘N— rivg_ aﬂ\"}‘?ﬂf “V'ébdéﬁ:@? % | oxy) b
enlzans ulgg]ﬁ r’ﬁl‘% j("?gf@' %’ °°|\'i'-"&'9ﬁ grograug gy Takapﬁggﬁ?gﬁﬂ@%g ment
acc e t ab Fg g pha_[nzacett@uement accepta

2-1 SOpJ,Op) r LA dehbe atniiiba storOia RAGRURADA! +, AR PY | OXY
)b eanne%bﬁ%ﬁé?ﬁ % ﬁz- - %Jm d-é t%é;\a?r%;%ke Qi éﬁ;%é 2-%p$l%’xy?>?jp§léne facultativCJeument

phar mce@&dsﬁlh&”ﬁﬂ eq@eﬁ G B )@ﬁnn I8thody8 de formule générale :
2- n- propyl - 3- (3-TN-mat hyl - N- (3, 4- di met hoxy- p- ph6n6t hyl ) ami no] pr opyl oxy} b

enzgnesulfonyl] benzofuranne et sQn N oxyde et ses sels pharnmacouti quenent
acceptables. 25 16. Le [ '

2-n-propyl -3-[4-(3-[ N-ndt hyl - N- ( =cli thOé -a- phenethyl)ananJpropyloxy}b
enzbnesul fonyl ] - Cy-B'~- =0~CH,~ Q }“z
35 '

o ol Cy, Ry ot Rz sont tels que définis dans la revendication 1 et B' représente un groupe -S- ou -S02-,
p— ost traité au reflux avec une amine de formule générale :
40

HN-Alk-R,
|
R,

ol Rs, Alk et Ry sont tels que définis dans la revendication 1, ce qui est effectué dans un solvant
polaire ou dans un excés de ladite amine. :
- pour donner le dérivé aminoalcoxyphénylé désuré sous la forme de la base libre ol A représente
une chaine 2-hydroxypropyléne,

§0 - pour donner un dérivé aminoalcoxyphénylé qui peut étre amené 2 réagir avec un halogénure
d'alkyle ayant 1 A 4 atomes de carbone en présence d'une base forte afin de produire le dérivé
aminoalcoxyphénylé désiré sous la forme de la base libre ol A représente une chae 2-
hydroxypropyléne dans laquelie le groupe hydroxyle est substitué par un groupe alkyle ayant 1 &
4 atomes de carbons,

55 le dérivé aminoalcoxyphénylé ainsi obtenu étant facultativement amené 3 réagir avec un acide

organique ou minéral approprié pour former un de ses sels pharmacsutiquement acceptables.
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benzot hi'ophene et son N-oxyde et ses sels pharnmacouti quenent accept abl es.
17. Le

2-n-butyl -3-[4-{3-[ N-net hyl - N- ( E&plo do2793@KY-, p- phonet hyl ) am no] propyl oxy} b
enzbnesul fonyl - 30 - benzofuranne et son N-oxyde et ses sels

phar maceut i quenent acceptables. 18. La

2- i sopr &\Rrocgdd gouf B prparptioh 'l NEr{v8 amingdigemtphénylé-selon fehwevebtibatipy arﬁaml]aweb@yl oxy
) benzenes ueréaqgie pn giayee -A\1 arigud n suire e xyulegistralges sel s

phar maceut i quenent acceptables. 35 19. La

2-isopropyl -3-14-{3-[ N-net hyl - N- (3, 31d| met hoxy- O phendt hyl ) am no] pr opyl oxy}
benzbhesul fonyl]- pyrazololl, 5-a]p ne et son N-oxyde et ses sels

‘phar maceut i quenent accept abbﬁss-{:[ La™ -O-A-N-Alk-Ra

5-14-{3-[ N-et hyl - N- ( 3, 4- di net hox

6- ph~n6t hyl ) am no] pr opyl oxy} benzbnesgul f onyl ] - 63

i sopr,ppyl pyrrol o(1, 2-bj pyridazi ne et 2son N-oxyde et ses sels

phar maceut i guenent acceptables. 40 21. Le

2- 1 sopr opYdu-c¥; Rt-A 3R, M TR 6Nk sdik (o dtio el BAX M reveRdicsBGH 113650 (AHtS BRI a1 OXY |
benzenes ul dkpiam] be dutfre SHnDIYE O 14Fit B 1aaseS Mo Dlr B%Y 66 s& sefeE Soub Brfier Ie dérivé

phar mac outaniHealeamshé YRCEIORLEBIMe’dd. babLlibre qui peut facultativement 8tre amené 2 réagir avec

2- | SGPr opyn-adidd rgdndiug dh MmEraNHppdbrie podr-ictnBiainlua6ys sefs-pghirmacintiyubmertadtegtsbleapy | oxy
} benzbnesul fonyl)- 45 furanne et son N-oxyde et ses sels

phar mac &dtliaqu e rgspropp Sd {2t radthy-BE3,4-diméthoxy-g-phénéthylaminojpropyloxy)benzénesulfonyl]-

2- i sopr opyidorie st $cB-N-tydeott esl selstph@macediangtdnbacger@ablsidn 6t hyl ) ami no] propyl oxy}
benzenesul fonyl]- indole et son N-oxyde et ses sels pharmacouti quenent

act et aM-dg. s isopropyh3gd-{3-IN-méthyl-N-(3,4-diméthoxy-g-phénéthyl)aminojpropyloxy)benzinesulfonyl}-

2-i sopr opﬁenzgm[aﬂ"%%sfw RO G SeREqlePhamIrqiique IR} afceﬂhl?j??dt hyI )am no~pr opy! oxy)

benzbne Ifony t on N-_oxxédg q !
h i%t"l lpro %26 B-In%g-yl Ei qs_ thoxy-8-phénéthy )am|no]propyloxy}benzénesulfonyl]
i by - %ﬁap%wf 'a'é Bt &hﬁwcwwmzma?cﬁmm (3- phenot hyl ) ami no]

- propy | be oy ’
phar mcgﬁﬁwﬁgﬁﬁ %5%&{?/ "r{éwes %" %E W’a lg%%&ﬁ%%"ﬁégesum%]n | a
revendi cat1 on ans | eque T sont Tchacun hydrogbne 99
FEHTTT T 47,10 - - 2-n-butyl-3-{4- F3-[N-méthy -N-(3,4-drstid: ﬁﬁ%hé?m&ﬁyl)'éﬁa 5‘}6?66916&& hasheaan r

" Et abo contbg%mnﬁ:auim%;{tyde g&eg-selj:ﬁ Q&:&BMSM h&e&at'srr‘&ar at | Ofr?a un 0?91‘?# V6
anr noal coxyph~nyl 4 de formule: 5 ~~mmeee R1 Cy-B-

-0--H Aid(-LR42-isopropyl-3-[4-{3-[N-méth)(l-N)(S,R&mﬁﬁmdas%éﬁéﬂqwirioqp'ropﬁoxy}benzénesulfonyl] qui-

r\gpr esent awléine etrsonl Noxyds-of ses Sk plarmac&BRuemetiacceptables. Rl et R2, qui sont

i dentiques ou diff6rents, reprdsentent chacun |'hydrogbne, un radical

6t hys 1% Lau dedspprerybBri4nd-INaisthylih@ 4-diméthoxy-8-phénéthyamipploropyiaebanrdnesufonyl

al kyl bne pyerraihEalayiging et sou Nroxydefel eas sely phprmagediqupmenicagesptales-car bone ou un
radi cal 2 hydr oxypr O?i/ bne dans | equel -l e rougv ¥dr ox | e est

facul t att nent substi4aiN-gaihyihEddmethory-4p Ll @P’P@LHXY}EPPZ@“U"@W'}S'/ 20
R%S isopropylpyrralald Abdpyyid %?‘S&bH@XVH& oLigs PeltRheecafigipmant arcerpbietys, R4

repr &e dﬁ..U N s{,pé}gpyf?é‘h_{g)(ﬁ QMyﬁv (3! Q oxy-s-grlénetmamlxo]&g% oxg(()}xbgrng'ne Wonyl]-%'ii-

3, 4- et ydrofuranne et son N-oxyde et ses sels pharmaceuthuement acceptables.

22. e 2-Isopropyl~3-{4-{3—[N-méthyl-N-(3,4-diméthoxy-p-phénéthyl)amino]propyony}benzénesulfonyl]-
45 furanne et son N-oxyde et ses sels pharmaceutiquement acceptables.

23. Le 2-isopropyl-3-{4-{3-[N-méthyl-N-(3,4-diméthoxy-g-phénéthyl)amino]propyloxy }benz&nesuifonyl]-
indole et son N-oxyde et ses sels pharmaceutiquement acceptables.

50 24. Le 2-isopropyl-3-[4-{3-[N-n‘iéthyl-N-(3,4—diméthoxy-ﬁ-phé'néthyI)amino]propy!oxy}banzénesulfonyl]-1-
méthylindole et son N-oxyde et ses sels pharmaceutiquement acceptables.

25. Le - ' 1-méthyl-3-isopropyl-2-[4-{3-IN-méthyl-N-(3,4-diméthoxy-(3-phénéthyl)amino]-
propyloxy}benzénesulfonyl}-indole et son N-oxyde et ses sels pharmaceutiquement acceptables.
56
26. Dérivé aminoalcoxyphénylé selon la revendication 1, dans lequel Ry et Rz sont chacun de I'hydrogéne.
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- nedi oxyphényl e ou un groupe phényl e substitue par un ou plusieurs

"~ substituants, qui peuvent 8tre identiques ou differents, choisis parm |es
at omes d' hal ogbnes, |es groupe*ﬂ%ggﬂﬂi eurs en G -C4 et |es groupes
alcoxy inferieurs en G -C4 , 25 represente une |iaison
sinple ou un radical al kylbne & chalhe drolte ou ramfi'e ayant 1 & 5

at ones Revendiastivns @our(iEtat contractant sulapt £Eent e un groupe de fornule: 30

R1 -. I GC ; Ou - R -

ou (D)1 Procédé pour la préparation d'un dérivé aminoalcoxyphényld @e formule : RR .1
45 ou J1 I a

ou W ~~~~~~~ 0 R, to (yb

(s1 50 . - N O 55 R12
(H R represgnt og e Lggadi cal al k en G -C8, un
radi cal cycl oal kyle € g:a dls.(r?.%? gg‘?\zfﬁ e ou un ¥g.§i cal phényl e
facul tativement substitud partun ou 100R3 ~  ~~emenm 11]1]1 1111 |1

11 11 EP 0 302 793 Bl pl ungurs substituants, qui peuvent etre
i dentiques ou diffdrents, choisis parm |es atonmes d' hal ogbnes et parm |es
groupes %Ja}g,%el\enfdrleurs en C-C4, alcoxy infd- rieurs en CG-C4 ou nitro,

F6 et R6 g SONt PrhisssemsGiibipe 380l AkBE de carbone auquel its sont
11655 pour ROBI®! © S qui sont identiques ou différents, représentdht cHicUM [ d/eGnb Qn Yédidalhkdinyd D NO-
ou bicyclique facul tadu stgwtundaeyeRs,i que ayant 5 A 10 atones de carbone et

- facul tati vament subsépréseifie pfadical IGRLEDE chit@ dréite A ThrhifiddNayant[20X Srakpeeidé au
groupe mthyne, - uragéneudeulh cHdialoZyaikoxghneyPe tidng doibl b agroupb aydregme et
aromati que, |es h~t Gacoimtiveimentessbstiué pa sin hidicBratkgle iédes ebCani, choisis parm |es
gMupes 0, RS, N, 10 repésitite lhydragdiRe od ury ragical-glivie @n ¢+-CGay dr ogene ou un radi cal

al kyl e i nf&ieur en repéser®un ratidal pyrislyleBhényle, 2,3-méthylénedioxyphényle ou 3.4-hyiRy| e ou

hal og~nobenzyl e; 0 @ediggyphéqyleeu yn greypRphépgie SbstipégRer un oy giysieprs substituants, qui
peuvent &tre identiques ou différents, choisis parmi les atomes d'hajogénes, les

groupes alkyle inférieurs en C1-Cs et les groupes alcoxy inférieurs en Cy-Cq,

25 Alk représente une Haison simple ou un radical alkyléne & chathe droite ou ramifiée
ayant 1 & 5 atomes de carbone,
Cy représente un groupe de formule :
%0 o RS\ " R7‘ N
. / c ou 1} Ra— ' J.R ou
_ %6 - :t,'
N
d R
: 9
il
R -
. Rg= 11 i
"I = =
45 R~ - ou ou
8 o 07 \ps”
RIO 10
() ' (@)
50 R' 3—| . I -
-R
RN
] « -
o5 R,z (H)
R _ représente I'hydrogéns, un radical alkyle en Ci-Cg, un radical cyclealkyle en C3-Cs,

un radical benzyle ou un radical phényle facultativement substitué par un ou

o N O AR A




25 Net . N, Net 30

-N-R11, le groupe h6t~rocyclique etant facultativenent substitue par un
groupe R a |la position a par rap@grdsﬁwsgrgqupe nmet hyne et facultativenent
substitu6 par un 35 . QU deux groupes choisis parm
des groupes al kyl e inferieurs en G -C4 et phényl e, - un groupe

h6t ~r ocycl i que nDNo- plusidirCsubstincate, dubxeuvent Ste-idagtiones ou diftdudrits ichoists- pa?minlbs
aromati que, |es h4t ~r samendbalaéndsct @y lesugrapes bl inhars e Cpa, racokyelsié-

- groupes 0, S, N, 40 - Ngur en]Gi-GBu nitro, QDet N; Cet - N-R11. 50
; Set N; Set I\ﬁﬂi}iﬁs 55 Nsest prig ensepbletavecl'atome de carbone a"Q"Q'@ii@l"quOtIIWmi" EP O
302 793 BL -N-R 11' le Uy uB UgseUPR rathoexsljaup | ane- v ah'ﬂvclha%lhcv'mwemweﬁmm@ta%u u

par un groupe Rb la os@b’? A 2210 7ame gp) (t""&hfa nﬁf}tbﬁtwéeparwgrgqpe%
qui _sont identiques ou di®'# Bsitipn pa’r’@g’ ﬁf“ @Yﬂfcun I dro bne., u
radi cal al kyl e inf~rieur "Er?m@Pe 2 gng@ gT' (‘F{é los gt 6°Laant
pris ensenbl e avec |es at'SrrESY 8 8‘8?%’8‘#?83 igsPaymt dos grapes Q. §sN: ¢ o
reprdsentent un carbocycl e hexagonal id facul tati venent
aromati que, Rs represento | Voxygbne oﬂ*Rﬂ soufre, Rio
repr~sente |'oxygbne, le soufre ou un groupe -N-R11 R12 et Ri 3, qui sont
identiques ou difflrents,y rn?PJaﬁié‘eH{e@H}drde%‘-‘d&Qm radh:)!l@‘ik?\@fi}l?ﬁeurléﬂ cﬁ-@g'dﬁ@r{yle,
alkylg inftrieur en G - GdnAK ol RaibgBRdoBrtyle D BE RY 0% condi t'i on
guo Cy ne reprb6sente pas un groupe 1- i ndol'i zi nyI e ai nsi quo du M oxyde de
ce derive et d' un sel pharmaceuti quenent acceptable de celui-ci, ledit
proc~d6 6tant caracteris6 en ce que: a) Iorsqﬁ_eRA reprdsente un radical
a}\ggl bne et B reprdsente un groupe -S- ou -SO2-, ) un ddriv4
c®xyphdnyl 4 de formule g~n~rale: 25 30Cy-D - -N =X
SetN;Set
N-R, ;
2 11 ¢ i
NetN;Net
%0 | -N-R
117
-\:_/. le groupé hétérocyclique étant facultativement substitué par un groupe R & la
position a par rapport au groupe méthyne et facultativement substitué par un
35 ou deux groupes choisis parmi- des groupes alkyle inférieurs en Ci-Cs: et
phényle,
- un groupe hétérocyclique mono- ou bicyclique hexa- & décagonal facultative-
O ment aromatique, les hétéroatomes ou hétérogroupes étant choisis parmi les
s groupes O, S, N,
40
’ L
“N-Ryy i
45 Oe6tN; Oet
]
50 ; SetN; Set
|
~N-R,y

55
NetN;Net

I

) 0



30°1 ob B' repr6sente un groupe -S- ou -S2-, Cy, R et R2 sont tels quo
dMinis ci-dessus, A reprdsente un radical alkylene comme cd-dessus et X
.~ repr~sente un atone d' hal ogene,gpifsgy fis8 35 al kyl sul f onyl oxy
ayant | A 4 atones de carbone ou un groupe aryl sul fonyl oxy ayant 6 A 10
atones de carbone, est condens6 en presence d un accepteur d'acide at dans
un sol vant pol aire ou non pol aire avec une ai ne de formul a gdndral e:
HN- Al k-R4 0O R3, Alk et R4 sont tels que deiungﬁ -dessus, pour fornmer le
ddriv6e am noal coxyph6nyl 6 déstrd 45 Y forme de base libre qui
pout facultativenment etre amen6 & rdagir avec un aci de organi que ou m ndral
pours former un. de ses sROPURBAERCYIQYY ﬁ%ﬁéﬂ@'@@&@ﬁt"&%?’"ﬂ@m@ R&nadbri ve
4- hydroxyphen le de forR?ﬁ'F"é’ @P%ﬂég” grqype méthyne, ~==Oy-* -1 $0u
55 00 B r&pP ento ' o8 ‘sf>q2'és%?f°"gga°‘ﬂ% \‘—%' gpae. un, padicql gliede
ddfinis ci-dessus, 1-Ce ou un radical phenyly o 1 Prfs) qnsemole e 302 793
i tlreré nc ocycle héxagon

Bl afrene A rdagir %°"8- ug%\sg'é ?°mb§§’| aué) 5?/556' th %%ﬁ’b!)s'é "% or nmul e
gdneral e: -A-N-AI k s tg. @;K 4 nt e un at one d' hal ogbne, un groupe
al kyl sul fog%/l oxy ay ;é yg%é)%"s%u QA ou un groups aryi suifonyl oxy
ayant 6 a 10 atones car one represergte un radical al kylne 10
comme ci-dessus et Rs, R4 et Alk sont tels que definis ci-dessus, |la
rdagé i on ayant lieu & une tenperature CO”PFI ge entre la tenperature
anbi ante et |la tenperature de reflux du m et dans un sol vant polaire,
pour obtenir | e derive am noal coxyphenyl 6 désire sous forns de base |libre
qui peut f8cuetRad i veoesobt i@ntimenordifiérenty; eptisentent/ehecunthyritogtiss, on geicsl glige Ou
M neral approprie pitéredren@eCs onudedisatbergeles phar naceut i quenent
atcept ablaegonditioh que Cy ne igprésents; pasain Brqupp -ndeliainge, @insicrue dp Y-oxBle dece-dddyB-otet A
repr esentdelﬂﬁﬂé’h%fh‘a@mquﬂnwaqcem‘}bﬁﬂ@mﬂub%e facul tativenent substitute, un
dérive oXadtRressHéfiantrac¥dse se cp gvaru| e eneral e: 20 >00C2-CU U 0 R2 25 oD Oy,
Rl et R2 s@hersquaiAtepérsntayn radicd alkylengest ﬁ"%?“‘?‘“?‘é‘ﬁ?e%@ﬂt%’%n groups -S- ou
-802-, est t AN OEVE FeloppPifevIe golomMiRo98Re de fornul e gdneral e: HN-Al k- R4

R3 2
‘.
© cy-8'- <:_L:> ~0-A-X
30
L
W, oll B' représente un groupe -S- ou -SOz-, Cy, R; et R: sont tels que définis ci-dessus, A

représente un radical alkylene comme ci-dessus et X représente un atome d'halogéne, un groupe

35 alkylsulfonyloxy ayant 1 & 4 atomes de carbone ou un groupe arylsulfonyloxy ayant 8 & 10
atomes de carbone, est condensé en présence d un accepteur d'acide et dans un solvant polaire
ou non polaire avec une amine de formule générale :

HN-Alk-R 4
|
Ry
oll Rs, Alk et Rs sont tels que définis ci-dessus, pour former le dérivé aminoalcoxyphénylé désiré
45 sous forme de base libre qui peut facultativement étre amené & réagir avec un acide organique
ou minéral pour former un de ses sels pharmaceutiquement acceptables,

ou
8) un dérivé 4-hydroxyphényié de formule générale :

50
R

L
>

55 Rz

oll B' représente un groupe -S- ou -SOz- et Cy, R; et Rz sont tels que définis ci-dessus, est

" A 0 G
' | * c L M s *




od R3, Ark et R4 sont tels que dMinis ci-dessus, ce qui est effectue dans

uh sol vant pol aire ou dans 35 un exces de ladite anmine: - pour donner
e d~riv6 am noal coxyphenyl 6 desiggg, Iéﬁforne de |a base libre o0 A
reprdsente une chai ne 2-hydroxypropy - pour donner un derlv6

am noal coxyphdnyl 6 qui peut etre anene a reagir avec un hal ogenure d' aIker
ayant 1 a 4 atoHame adsagiead frosdficealun[2gért 6ikRe Biet D6 cdh@Bss deGbrvmalegEdéralgde produire -
l e 40 dérive aninoaicoxythnyIG desire sous |la fornme de |la base

| ibre oui A represente une chaine 2 hydro opylbne dans laquelle le

groupe hydroxyl e est substitu6 par uh~&r 2 aRker ayant 1 & 4 atones de
carborte, -l e derive am noal coxyphényl 6 ai obtenu etant facultativenent
amen6 A reagir avec un acids organi que eu nlneral approprie pour former un

de ses sels pharnaceuthuenent accept abl es, O Iorsque B
repr6sente un f)g}r)& rEsentgy! P?%P "@é’“?‘?ﬁ"ﬂ‘lﬂ"@" % Yao'i'F L a 4gtymes de carbone

oy- S raupe @rylg u rbo sentoryg radical yIene |
sont f%ls que & & gﬁ'gesé‘l's?i ;F%'é o “ dt" lat 925 ﬁ(ﬁ ﬁ?t "e‘f: "“°

sul fure 6tant l§n Fantgcirg f“ﬁeﬁ enr fature I?:xy "é f wéigou?ré? g"f:u 9 qui

forner le d6r

peut facultatq %; ¥eaB ﬂ%dﬁgtac n ég (?9793

Bl or gani quebyolursﬁﬂer@ Fé?alres@rﬁboﬁrp%b BOHJ ! &E‘K rddﬁsé?\?e éﬁ%hé“’iﬁ‘é §-hy{droxypropyléne
phar maceut i qeBEvbmét Stiitada] ShSasrive. oxirinRfirf ﬁbxfl@b@f&rnlu@e dersrapdi cation 1
| equel Cy represente un group. ph~nyle, cyclohex4nyle, indényle, naphtyle,

di hydronaphtyl e, pyridyle, dlhydropyrkdyle furyl e, dihydrofuryle,
thilnyle, dihydro- 5 thi knyle, pyftolyle, dihydropyrrolyle, pyrazolyle,
|ﬁrdaznlyle pyrimdyl e, pyrazinyl e—~pyrdazinyl e, oxazo- lyle,
i soxazol yl e, thiazolyle, befyoBlry 'fﬂﬁgh&f§;ﬁﬁhdolyle,
benzi m dazol yl e, benzoxazol yl e, qui , benzi sxazol yl e, cinnolinyle,
qui noxal i nyl e, qui nazolinyle, Indollzgge 3-yle, thinopyrldyle, t6trahy-
droth|6nopyrldyle pyrrolopyrldyle azolopyrldyle pyrrolopyridazinyle
i m daZopyri d d|h drof zol i.nonyl e, ronon
b ocade el off P dyn gt s @d%n gaggsvsoea B o GkuRt & 0h S0 s
4. Procdd6 5318‘“a£”"@%8ﬂﬂ?8 %hs | equel Cy repr~sente un groups
i ndol i zi ne-3-yl e, benzofuryle, benzothi®ényle, indolyle, quinolyle,
pyrrolo[ 1, 2-bj pyri dazinyl e, yrazoloﬂﬂ?fﬁkﬂ1ﬂﬁw dyl e ou imdazo[1, 2-a}-
pyridyle. 5. Proc~d6 selon | a revendi t|on 1, dans lequel R reprdsente un
group i sopropyl e ou cycl opropyle. S6. Pr006d6 selon |l a revendi cation 3,
$r§ | equel | e groups 20 -O-A-N-Al k-R4 R3 25 represente un groups
rret hyI N- §BRA At S RE Bk iétsTque pdlinis Gdeydup, a8 IqhiadssREYd @Y un solvant polaire ou dans
un excés de ladite amine :
- pour donner lo dérivé aminoalcoxyphénylé désiré sous la forme de la base libre ol A
représente une chate 2-hydroxypropyléne,
. - pour donner un dérivé aminoalcoxyphénylé qui peut étre amené 2 réagir avec un halogénure
% d'alkyle ayant 1 & 4 atomes de carbone en présence d'une base forte afin de produire le
40 dérivé aminoalcoxyphénylé désiré sous la forme de. la base libre oli A représente une chaine
2-hydroxypropyléns dans laquelle le groupe hydroxyle est substitué par un groupe alkyle
ayant 1 4 4 atomes de carbone,
le dérivé aminoalcoxyphénylé ainsi obtenu étant facultativement amené 2 réagir avec un acide
organique ou minéral approprié pour former un de ses sels pharmaceutiquement acceptables,

45 c) lorsque B représents un groupe -SO-, un sulfure de formule générale :
R
50 Cy-s- @ -0-A-N-Alk-R,
t
R R3
2

65
oll Cy, R1, Rz, Rs, Ry, A et Alk sont tels que définis ci-dessus, est traité par un agent oxydant, ce
sulfure étant sous la forme de la base libre ou d'un de ses sels, pour former le dérivé aminoalcoxy-
phénylé désiré sous forme de base libre qui peut facultativement &tre amené 3 réagir avec un acide

s '_ A R 0 e



7. Proc6d6 selon |la revendication 1, conprenant |a preparation du
I- n6t hyl - 3-i sopropyl -2-[4-(3-[ M
met hyl - N- ( 3, 4- di m~t hoxy- ( 3- phdrﬁ;@gbaﬁ?gp] propyl dcynbenzenesul f onyl ] i ndol e
et de son N oxyde et. 30 ses sel s pharnmaceuti quenent acceptabl es. 8.
Proc6d6 selon | a revendication 1, dans |oquel |e sel pharnmacouti quenent
accept abl e ogaiique' o0 xriviéed appruiprié m:uchinmr by g sok @els FHarmaBeutiGliomentchcceptables. | a.
pr epar at bon d' une conposition pharmaceuti que, conprenant |la m se sous une
f or ns phairerddie selory irerependication dp daris| lequdl Swi reppdssntel rvn dniovpe \Bhénylen odlobexépyida~ny | 6
de f or muliedégyle, nadtyilas dihyidienaplityle, maexidyled Hibygrdpwidyle, fuiyle, dikydipfuryle, dii@u®e. doudro-| a
pr epfar at i tignyie: euvelvieslitydiopyrioyls. @vm}g’&gemvaqo'aﬁlei Rydmidde, ry@ripyie RYidazinvle. e sous
“une 40  Wie.dgosazoly ﬁd'ﬂ'?ﬁatxblm' {HoYie: Renzatbignyjs, ingahde. Benzimidezniyies bemw@zqu guino-

ani noal cd 860%!% qroplot "5" piailsy phirezelige Ipdglanevsiny thigapryeigyle tétrahy-
Revendi ca“lr ’Bq? ﬂy"ﬂ?“df PPHWV"*'SQYI"@'&W{' aziape. A izopwwp,\,cghvdrofura-
ani noal cd® nefte f*EW%’f' Cy- B- <f : ANRK

SR "5‘%?“ ?""ﬁ% Bvondii .3 ‘15%’%1 B eertren BT BGRRTR02n: o, °f epr esent ent
chacungl FI)J? @b Qa rdv df-:@ﬂ)rclaharﬂﬁ 3G ?;r@éént@ttmﬂdanpé)“déﬁgin@@lllg%%urﬂ&
irlol irloly A

| ;|-11| I o oth‘é ylé, nHoly fe, pyrroloft,2th} [1 5-a]pyr|dyle ou uﬁl@aQJTE-ﬁPt € un
r adi;gal eene a chal roite ou ramf |ee ayan t ones de car bone

ou un radical 2- hydroxypropylbne dans | equel le groupe hydroxyle est

f acul t at ipreBEsdelon IBehditktionD 8 darisNeqguEI(H retbsenth iy breugenéopropdléu @mo.sr‘opyvem R3
represente | hydrogbne ou un radical alkyle en C-C8, 5

r'epr eséntReocéidé selnd ilacravendiyatiordy; dens Iqsjoel teydreups 2, 3- m~t hy| bnedi oxyph6ny| e ou
3,426t hyl b- nedi oxyph~nyl e ou un groupe ph~nyl e substitu6 par un ou

pl usieurs substituants, qui peuvent 8 re |dent|ques ou diftérents, choisis
parm |es atones d' hal ogenes, | 59 g er inférieurs en ClL -C4 et

| es groupes al coxy inférieurs en Ct AIk reprdsente une |iaison
sinpl e ou un radical alkylbne a chathe drolte ou ram flde 10

? g?ﬁ?ﬂ (]a' a?ngésg'rtng er? gsrogp% [I&-mé%)rﬁg-m 4%{méthoxy-p-phénéthyl)aRmo]%n%Q&l&yun ar OUE(; de N
(D 7. Procédé selon la rev ation 1, comprenant la ‘:E})ar%gn %3 ‘?ﬁ\éthyl-a Asopropyl—Z—[4—{3-[M-

R 26 méthyl-N- 34-d|méthox@ éthyl)ammo]propyloky}benzénesulfonyl]lndole et"de son N-oxyde et

QU 39 ses sels pharmaceuhquemerl eptables. (G

8. Procédé selon la revendication 1, dans leque! le sel pharmaceutiquement acceptable est I'oxalate ou le
chiorhydrate.

35 9. Procédé pour la préparation d'une composition pharmaceutique, comprenant la mise sous une forme
pharmaceutiquement acceptable d'au moins un dérivé aminoalcoxyphénylé de formule (1) défini dans
la revendication 1.
N/ 10. Procédé pour la préparation d'une composition & usage vétérinaire, comprenant la mise sous une
40 forme pharmaceutiquement acceptable d‘au moins un dérivé aminoalcoxyphénylé de formule (1) défini
dans la revendication 1. '
' Revendications pour I'Etat contractant suivant : GR

4 1. Dérivé amincalcoxyphénylé de formule :

R‘ '
50 CY‘B"@—O-A-?-AM‘-R“ e))
R B
: 2
65 dans laquelle : '
B roprésente un groupe -S-, -SO- ou -SO;-,
R et R, qui sont identiques ou différents, représentent chacun I'hydrogéne, un radical méthy-

le ou éthyle ou un halogéne,

“ |




[I'Np R~ (H 1 2 40 R represente |' hydrogbne, un
radi cal al kyle en C1-CB, un radical cycl oal kyl e en Ca-Cs, un radical

benzyl e ou un radi cal phdnyl e fagplpigpbizggmgnt substitu6 par un ou plusieurs
substituants, qul peuvent 8tre identiques ou diff6rents, choisis parm |es
atones d' hal ogenes et parm |es groupes alkyle inf~rieurs en Cl-C4, alcoxy
infd- rieursAen Ct- Clrepisentetunoadichbalkyiéne 3 chifbe gtoitdR@: ramifiég eyent P i Satemesedeb| e
avec | ' atone de car borabosaiqueain reflical @dwdrodyprdeylgne dans isavabrie groupen hygraxyip eost
car bocycl i que nono- ofacmt\!mﬂt%@‘W&Wftf&ﬂﬁ/@hﬁﬂfﬂaﬂmﬁ&w%ue ayant 5 & 10
atomes de cdlbone et Pawentedhydieghnernu ug asicel ke ep&r-Cun groupe R a

positFon a pr rappor'[epfai?" r”@dﬁ’é?ah‘?}‘!'%@hé"y'e EF d'?i@ﬂléf‘ﬂ% Pﬂ’ @V'é'
pent agonal facul tatlv Br’?ﬁt”'l" 'l?%pe o fpst a”’SG'” p'“s'e"’s s“t”a"ts qui
tonmes ou Ies hdt ~r ogr Y

Et‘aﬁ‘ rﬂ‘°’?‘%§a’ d ',°g§(|°s' 'ﬁ Rll

55 od Rt t ~sent egrf e el 'éeuﬁ (1 3;'0 Y%I h‘%‘%sfji o‘era

ph6nyJ , ben Ie ou h a '% f’ ¥ Iul 11
r

(- ab e
111 EP O 2 793 o8 do formule : Set N; Set N-Rll,
10 N et N ; ; gr odpe hat er ocyclique dtant facultativenent
substitud par un groupe R a la position a par rapport au groupe m-thyne et
facul tativenment suBs tu6 par un ou deu>g, oi sis parm des groupes
al kylg inferiefirs en -4 et /J20 phényl e, - un
groupe heterocycli (iue/ no- ou bl% cI [ que agonaP“f acul tative-
ment aromatique, | e$ h~ teroatorres ou h6r-rogro s dtant cholsis parm les -
groupes 0. S. N, 25 -N-R @) Cet N, Cet 30 N-RI 35 (E)
- Set N; Set
~" 20
R
0
26 R .-
R.- 11 -
7 - [
R - T | ' ou P ou
8 Npo 27 “Rio
%0 R0 | (G)
: (F)
-\/ Rl3-T l -
35 “R
| 0P \n
t
| Ry2 R
N : .
40 R représente I'hydrogéne, un radical alkyle en Cy-Cg, un radical cycloalkyle en C3-Cs,

un radical benzyle ou un radical phényle facultativement substitué par un ou
plusieurs substituants, qui peuvent étre identiques ou différents, choisis parmi les
atomes d'halogénes et parmi les groupes alkyle inférieurs en Ci-Cy, alcoxy infé-
rieurs en Ci-Cs ou nitro,
4% Rs ot Rs sont pris ensemble avec I'atome de carbone auquel ils sont liés pour former :
- un groupe carbocycligue mono- ou bicyclique facultativement aromatique
ayant 5 & 10 atomes de carbone et facultativement substitué par un groups R
2 la position « par rapport au groupe méthyne,
- un groupe hétérocyclique pentagonal facultativement aromathue, les hétéroa-
50 tomes ou les hétérogroupes étant choisis parmi les groupes O, S, N,

id

|

56
oll R11 représente I'hydrogéne ou un radical alkyle inférieur en C1-Cs, phényle,

benzyle ou halogénobenzyle ; O et N ; O et
—_—

- Y0 Y



-NR11 5 40 Net N; Net -NR 1 45 | e groupe h~terocyclique 6tant

fcacul tati venent substitu6 par un groupe R a |a position a par rapport au
groupe mthyne, R7 et RB, Jp ¢ 96t 7939t | ques ou di fférents,
repr~sentent chacun-1'hydrogbne, un radical alkyle inferieur en Cl1-C4 ou un
radi cal -phenyl e ou bien, en etant pris ensenble avec |es 50

‘atones de carbone auxquels iUs sont |ids, i;s representent un carbocycl e

hexagonal facultativenment aromatique, Ry _N-Rr,, ; represente | Poxygbne ou
|l e soufre, R O reprdsente |'oxygbne, | &' sbufre ou un groupe 55
-N-R1T' EP 0 302 793 Bi RL 2 et R13, qui sont identiques ou differents,

repriesent ent chacun | Pi/#Mbgdfie, un radical alkyle inferieur en Cl1 -C4 ou
un radical benzoyle, A condition que Cy ne represente pas un groupe
1-indolizinyle;, ainsi qua |l e N-oxyde de ce gerive et un sel

phar maceut i quenent accept abl e de cel ui -ci.-B-Ry4y DMi VA am noal coxyphsnyl 6
sel on ia revendication 1, dans | equel Cy represente un groupe phenyl e,
cycl ohexenyl e, indenyl eﬂethyl e, di hydronaphtyle, pyridyle,

di hydropyridyle, furyle, |‘nydtr-'of uryl e, thienyle, dihydrothienyle,
pyrrolyle, dihydropyrrolyle, pyrazolyle, imdazolyle, pyrimdyle,
pyrazinyle, pyridazinyle, oxazolyle, isoxazl e, thiazolyle, benzofuryle,
benzget hi 6nyl e, indolyle, benzimdazolyle, 1 11’benzoxazol yl e, quinolyl e,
benzi soxazol yl e, cinnolinyle, quinoxalinyle, quinazolinyle, ‘

i ndol i zi ne- 3-yl e, thi 6nepiupecthstéancydliqier ddny thewihiveasrd Bybstital/pa un groupe R & la
pyrrol opyridyl e, pyrazdositionrd pey lrapporpyu grobpepytiyda 2l faguitaivernemt slévstiué ey om dy | e,
di hydr of uranonyl e, | mi dwazdsiuk gowgesechoisia rrami res @rouges &Gdei inBrieurs en Ci-Cy et
al-poal coxyphényl 6 sel ahéivie. r evendi cati on 1, dans | oquel B represente un
groupe -S2-. i5 4. Derunasouaehitiasyelinug pieadnph dicydinvenhexe & digagerd! dasuitalive- 1,
dans | oquel Cy repr~serftest Gﬁm%ﬂéﬁﬁ ’Pé?ﬁﬁpfnff Ak hégérogroupes glant £heitis parel les
benzot hi enyl e, .i ndol yl g Y e, pyrrol o[, 2-b] pyri dazi nyl e,

pyrazol o[ 1, 5-a] pyridyle ou i mdazo[1, 2-a]pyridyle. 20 5. Dérivd

ani Rbal coxyphenyl e selon la revendication 13 dans |equel R represente un
groupe isopropyle ou cyclopropyle. 6. DMiV -Bmi noal coxyphényl e selon I a
revendi cation 3, dans loquel le groupe 25 -OA-NAKk-R4 R 3

OetN;Oet
30

{
~-N-R .
. 11 ’
(-
35 SetN;Set

|
=N-Ryy ¢
NetN;Net

i
~N-Ry ¢,

45
le groupe hétérocyclique étant facultativement substitué par un groupe R 2 la
position a par rapport au groupe méthyne,

Ry et R, qui sont identiques ou différents, représentent chacun ‘hydrogéne, un radical alkyle
. inférieur en C1-Cs ou un radical phényle ou bien, en étant pris ensemble avec les
50 atomes de carbone auxqusls ils sont liés, ils représentent un carbocycle hexagonal
facultativement aromatique, )
R représente I'oxygéne ou le soufre,
Rio représente I"oxygénse, le soufre ou un groupe

55
|
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30 reprdsente un groupe

[ N-met hyl - N- (3, 4-di met hoxy-, 8- phendt hyl ) am no] propyl oxy. 7. DWiVvA

anm noal coxyphényl e selon |a revengb%aéobgps . dans | equel e sel

phar maceut i quenent accept a- est |'oxalate ou le

chl orhydrate. 35 8 Procede pour |a pr~parat|on d' un derive

am noal coxyphmpyt ;S el qun sénideig@s3ChuGiHsients, réprébafitsnt |cR&EUR IybrobdaB) WS edkaPalkifb
radi cal al kyl ene et B inflsuP&cOt-G dilun@dodi@dnzofle, OU - SO2-, par | equel un
deriv6 4- ahcadiipheur\tythedeprdsentarpdsaungedaps &indolizidyle, @lvisi Bue lo N-oxyde de ce dérivé et un

-0- A- % 45  sel pharmaceutiquement acceptable de celui-ci. R2 0O B' represente
un groepe -S- ou -302-, Cy, Rl et R2 sont tels qua definis dans |a

revendi c i Bérivd ammoal@pw@éw golonria reyefidisation 4| Hans iequel Clynmepréspata in| groupe phényle,
revendi cat i exglohexénylex indépyies Japtitve. \ihveroranbivie: pisitle ediydropyridge furyle, ginvdipfuryle,

al kyl sul fon?‘le&!? @Vﬂ'ﬁt’"éﬂy"?\ pyreelyley iy digeyreolylep Byiazolyle: mdaj?lﬂe:p@"aldy'ﬁsemzmyl oxy
ayant 6 a 18 fzdﬂaﬂﬁs °’ﬂé°“6°ar'{96ﬁ8'y'°'e'§'ﬁz°('¥dﬂﬁB@T‘Fgfﬂryl?nb‘ﬁ'F‘B%'@Hl?e'"ﬂ"'ﬂ?\

d' aci d¥ et ﬁ%?‘ \? He- 'VBU c'ﬁ?ﬂ‘]"f}:ﬂn | finprelinglpe (9“'[}‘??%""&' °"6'§ ¥ éS'F'mJI a
g6néral e Eﬁ droth opyn yle, pyrrolopyridyle, pyrazolopyridyle, pyrrolopyridazinyle, Idaﬁg 107

* C L M p‘g Vi, di ydrﬁﬂa?ﬂ?&")@@%T""8W'ﬁ?§hr°%3"¥'°et R4. sont teis que definis
ci-dessus; poME a&ﬂ%@%@hﬁgﬂ@él&ﬁ’ 8 re@%ﬂdk]:/?tr h@&%?@&‘lspg Legrége%d Jné;rcﬁlgéj%dc orns de

base |j;bre qui peu at'1venen e anen n aci de

Or gani que, Obss Bihéadicolyphdnyis RbIBE R rdlBndilBtichAS dané § udp Bk dg?f&ﬁg dnCYEUTE Phiolizine-3-
accept abl esyie, SoeRzoifid) HRALBhIBAYE, ihddlyie! @ﬂiﬂy&t 'pPrﬂJl éﬁlp ! nVI@ pyrazolo[1,5-a]pyridyle
am noal coxygliwietdp Sapywiayis.a revendi cation dans | equel A repr~sente un

radi cal al kyl bne et B repr6sente un groupe -S- ou -S2-, par liquel un
der'veeo4-5. hpélvé ayipbataoxsiphdhglé fsalomi reyergiatiah al| deans lbqueDR -rﬁrésente drbgroupe isopropyle ou

t2 oul B repopee e un groups -S- ou -S2- et Cy, R et R2 sont tels quo
d~finis dans la revendication 1, eW anend & r6agir en presence d un agent
basi que &ve@éruﬁarnmﬂyemhémwéfmmla yewenglication 3| dans lsqual Ingpre R4 R3 25 00 X
repr~sente un atons d' hal ogbne, un groups aI kyl sul fonyl oxy ayant 1 A 4

at ones®de carbons ou un groups aryl sul faqny gxy ayant 6 a 10 atones de
carbone, A represente un radical al N dans | a revendication 1 et
Rs, R4 et Alk sont tele quo d6finis dan®. a revendication 1, la reaction
ayant lieu a une tenperature conprise entre |la tenperature anbiante et |a

obt eni® 1'c. aertE vn oust e el oo o BB MBI Y. 200" [ T O i

) 7. Dérivé aminoalcoxyphénylé selon la revendication 1, dans lequel le sel pharmaceutiquement accepta-
W, ble est I'oxalate ou le chlorhydrate.

35 8. Procédé pour la préparation d'un dérivé aminoalcoxyphénylé selon la revendication 1 dans lequel A
représente un radical alkyléne et B représenté un groupe -S- ou -SOz-, par lequel un dérivé 4-
alcoxyphénylé de formule générale :

40
R,
Cy~B'~ < \> ~0=A=X
45
Ry

ol B' représente un groupe -S- ou -S02-, Cy, R et Rz sont tels que. définis dans la revendication 1, A
représente un radical alkyléne comme dans la revendication 1 et X représente un atome d'halogéne, un

50 groupe alkylsulfonyloxy ayant 1 & 4 atomes de carbone ou un groupe arylsuifonyloxy ayant 6 & 10
atomes de carbone, est condensé en présence d'un accepteur d'acide et dans un solvant polaire ou
non polaire avec une amine de formule générale '

o HN-ALK-R,
Ry

o A N
* [ L M s *




-peut- Tacultativenent 8tre anene & r~agir avec un acide organi que ou m neral
approprl 6 pour former un de ses sels phar nmaceut i quement acceptabl es. 10.
Proced6 pour |a preparation d' u%ﬁie% noal coxyphényl 1 selon | a

revendi cation 1, dans | equel reproésente un groups -S- ou -S2- et
A represente une chai ne 2-hydroxypropyl bne facul tati vement substitu6e, par
loquel un @641 MKl o0 SoRNBIY GiB-deNAX ¥ildBssUE pbi idiére G6rind drfihdalcotgphshilé O¥sird sous

-0-C  2CH-gmé de tase Itk & pedrkacEiiativBrment @86 aheé @agr A4 unnackie dbégasiqdecou minéral
revendi catgoiforinein dd ses 64 prammcatigUdmgItacyeptabls: ou - SO2-, est traite au
reflux avec une am ne de formule gen6rale: 50

HN- Al k- BA FRGcéod phiala Pisharation Ban siéivé amivlogcoqyrbényBf sefenda romendichtion fedpashlenushfi on
1, ce qui resrésentbfunctadieal céiwiineuet Bbrrésante BB groupe p¥l el 190-nPadigAke! YR BRERL de

| adi t e ani hydroxyphénylérde dsmuie géné@lednr i v6 anj,noal coxyph~nyl 6 d6sir6 sous |a’
forms de |la base libre ob A represente une chafne 2-hydroxypropyl ene, 108

I 1111111 1111'1 11111 11 1V1 EP 0 302 793 Bi - pour donner un
deri V& am noal coxyph6nyl 6 qui peut 8tre ne a reagir avec un hal ogénure
d' al kyle ayant 1 a 4 atonmes de carbone esence d' une base forte afin de
produtre | e derive am noal coxypGy+B/l=G la forme de |a base libre
ob A repr6sente une chal he 2- hydroxyp e dans |l aquelle | e groupe
hydr%(yl e est substitu6 par un groupe al klyl,e ayant 11 5 4 at ones
de carbone, |le d6rlv6 am noal coxyphényl 6 @ nsi obtenu etant facultativenent
‘amen6 a reagir avec un aci de organi que ou mn~ral appropri6 pour former un
‘de ses sel g PhegdBROut HiatRB by -BOL P LAIN, @R, doht 1RGO 8RS BN Na ledentitaip@r,at i on

d' yn- ddri vést anenB @addgR sy plasoayd Gurbdpbitibasidue RN dirimes @svodnuibagéasrilequel B 10
repradsente un groupe -SO-, par lequel un sulfure de fornule géné6rale: Rl 15

Cy-S - 0- &-tNIAl | k-R4 3 R2 20 od C&y, R, R, R3, R4, A
et Alk sont tels quo d~finis dans XaA'ri:%Hﬂr%@tlon 1, est trait6 par un

agent oxydant, ce sulfure 6tant sous Ig forne de |a base libre ou d' un de
ses sels, pour former |le dé6riv6e am noal Toxyphényl 6 desire sous forme de

base #i bre qul pout facultativenent 8tre arrene a reagir avec un acide
or gani que FRPFASPIg urh Q) P?"H’é;ﬂﬂbﬂ'i’ gnpbqﬁﬂ!ﬁylsﬂ réag? 4_atomes de carbone ou

phar naceutlil I/?[yl ato rbone, rsp sente un radical alkyldne comme

éf dan tI 1Iréctona
2-isopr opy‘i' '} % re Iat z@%%itbae jéfl)(a T ti I ,d&gtoxy b
enzengsul féZn SoNaM Sl boly ésn.ﬁeaé Qasmsiﬁeo b 84 Soud msaweluguanen
accep tabl ¢ eut facultativement 8tre amené 2 réagir avec un acide organique ou minéral approprié pour former un

de ses sels pharmaceutiquement acceptables.

§"~“/ . 10. Procédé pour la préparation d'un dérivé aminoalcoxyphénylé selon la revendication 1, dans lequel B
35 représente un groupe -S- ou -SOz- et A représente une chafne 2-hydroxypropyléne facultativement
substituée, par lequel un dérivé oxirannylméthoxylé de formule générale :

R

\_/ 1
40
Cy-B'- <~ X ‘°'°“z'c{*'f“z
| (v
-~ Rz

ol Cy, R; et Ry sont tels que définis dans la revendication 1 et B' représente un groupe -S- ou -SO2-,
ost traité au reflux avec une amine de formule générale :

HN-ALk-R,
|
R3

Xy

50

olt Rs, Alk et Ry sont tels que définis dans la revendication 1, ce qui est effectué dans un solvant

55 polaire ou dans un excés de ladite amine :
- pour donner le dérivé aminoalcoxyphénylé désiré sous la forme de la base libre ol A représente
une chaihe 2-hydroxypropyléne,
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13. Le

2-1 sopropyl -3-[4-{3-[ N-net hyl - N- (3, 4-di m~t hoxy-, i - phonot hyl ) am no] pr opyl oxy
) benzenesul fonyl ] - benzof uranne ekpqubzl\}-sgmde et ses sels

phar macout i quenent acceptables. 30 14." Le

2-n-propyl - 3-[ 4-f 3- 4N- n6t hyl - N- ( 3, 4- di n6t hoxy-, - ph~net hyl ) am no] pr opyl oxy} b
enzbnesul f onyl Jpoub@inge fudr EAEEShindaRAybhéayy dal Rt BiRSavRé 3 BAYRT VB G halspdmine Nt
accept abl es. . Idfalkyloayant 1 2 4 atomes de carbone en présence d'une base forte afin de produire le dérivé

2- n- propyl - 3- [ Zenfirdalpddypréig/ ldédiié (sBust fadioniel He fay bas8 -liplacsie Ahvrgprsonte nop prhaipey Rox y }
benzenesul f onylHydro8propylenelsiamziedualieds blowe hytrogereshsubstijud acun gape sksyisayant 1 2
phar masout i querkawmeacleepberel es. 16. Le

2- n- but y| - 34 gériv-gmigopteaxhghényié @Bsi Jobtnuitand fapultatiromiaet n@edng | 3 beoin Gesr Bhy@Pieky} b
enzenesul f ongpYiqueiss minsfal;pPRRIPREPOULIMORLIHL TS/ 398 St Pharmaceuliguemen AEGPRIBRIBR: | quenent
o ey apth PeAs.750. raipwmlep €. 1S9, sTireRsPERAYS ot reeneelon e ey

2-i sopr opyit THCEeR-gogL | < VA2 oxy
} benzeffesul FBRRFPE YLIrUPA 51q- R @F‘ﬁgwuwr%%fa@ gegéég‘b'sel s phar maceut i quenent
acceptables. 18. La

2-i sopropyl - 3-[4-{3-[ N-n6t hyl - N- (3, 4-B§ n6t hoxy-, e- phenet hyl ) ami noj pr opyl oxy -
}benzbnesul fonyl]- pyrazolo[1l ,5-4a] 1.di ne et son N-oxyde et ses sets

phar mageut i quement accept abl @?-5.4 -0~A-N-Alk-R

5-14-{3-[ N-net hyl - N- ( 3, 4- di net hoxy® et hyl gani no] pr opyl oxy~benzbnesul f
onyl]-6- isopropyl pyrrol o[ 1, 2-b] pyri dazi ne et soR N-oxyde et ses sels

phar maceut i quenent acceptables. 20. Le2

2-isopropyl -3-[4-{3-[ N-nmet hyl - N- (3, 4- di net hoxy- p- phenet hyl ) am no] pr opyl oxy}
benzbinasul f etgl] R RB-R:s58:, A ot Al Svyithelafqus aéfinia deibs I8 aavendicatiopdie e tratécpar e bagent
phar maceut i gxydaende sutiwe ptasidoes la f@dine deda base libre ou d'un de ses sels, pour former le dérivé

2- i sopr opy| a®inpatcofyPhérivié rBsind\sbusNor(r@ dé beertibtemubmput feculidivereant-$ie)amendd i6pgioayed oxy
} benzbnesul foadidel drganifiva arminéral @PrIANE RPUS foymies up de sessels phasmesquligieneast Acreplableent
acceptables. 55 22. Le i .

2- i sopffoplp 18- [ 423 R’d‘-“?fﬁt{ﬁw‘!'ﬁh -G 4gimeihonakphepsthyemipelproryerieas s disMox y }
benzenesul f 8W9liNe 4 59p Hroxyde;et sa5 felpPhsryagautigyemeptacespialilos, o maceut i quenent
accept abl Si_ 1092’E prC -3- - N- % - 4- iv%to -g:;{;))génét 3' Bingltzy f It%‘xe)benzé esulfonyl}-

2-i soprop ngﬁéfﬁfﬁzf%iﬁ" ; ﬁ%{%ﬁ{%’sgﬁﬁn %’? ot DooRGHE %9‘( M o] pr opvyll_oxy

shenzepesul 0 met hy son oxyde ses sels

phar ma‘ceu‘m gyenment 2 -f4— J[ -ﬁtéth?l—‘k-(s Ll-%imé hoxy—ﬁ-phénéthyl)amino]proﬂyloxy}benzénesulfonyl]—

- et hyl - 31 365 QR estion fFok elﬁl\%ela\_%a@uﬂan#kcéﬁqd’eméhm&éaaws._( 3-'phené6t hyl') ami no] -
5 - propyloxy}benzenesul fonyl]indole et son N-oxyde et ses sels
phatriraceuis, gslement @6y rPlaabiemethd -3 PaimetRxyaapisasthyhanivabesykE s rsuliomy]-
revendjscat i @shzdthioghdfsetisafiNokydRbt 86 sdfphairitevlifi@mennt ackepthblésy dr ogbne. 26.
Procedd pour |a preparation d une conposition pharmaceuti que. conprenant |a
m se sousiéune f or _@-blfyl-3-[4-{3{Hirasihpdesidinsthorng-preoéiaiarnibdlerop)/icayjberznesutionyi}-
deri v6 am nberzoforrynebitay Neoxyielsbses sels phaveagelitiaepmeotacdeptadlds. Pr ocede pour | a
pr(%pér ation d' une conposition a usage veterinaire, conprenant |a mse sous
une f ofael7pharFrsereapy ?ﬁdé?réﬁl“éta!d'&’e@f"gmé@’ﬂ“ﬁaﬂ‘éT"ﬁﬂ?yﬁ@"EHJP’%M‘X}B"“Z"’"”“"°“V']'Q“"

am noal coxy peléipgatsoniipryde pises grjpiimageutiquempnt poceptableson 25 30 35

18. La 2-isopropyl-3-{4-{3-[N-méthyl-N-(3,4-diméthoxy-8-phénéthy!)amino]propyloxy Yoenzénesuifonyl]-
pyrazolo[1,5-alpyridine et son N-oxyde et ses sels pharmaceutiquement acceptables.

45
19. La 5-[4-{3-[N-méthyl-N-(3,4-diméthoxy-8-phénéthyl)amino]propyloxy}benzénesulfonyl}-6-
isopropylpyrrolo[1,2-blpyridazine et son N-oxyde et ses sels pharmaceutiqguement acceptables.

20. Le 2-isopropyl-3-[4-{3-[N-méthyl-N-(3,4-diméthoxy-8-phénéthyl)amino]propyloxy}benzénesulfonyl}-4,5-
50 dihydrofuranne et son N-oxyde et ses sels pharmaceutiquement acceptables.

21. Le 2-isopropyl-3-[4w{3-.[N-méthyl-N-(3,4—dim@hoxy-ﬂ-phénéthyl)amino]propyloxy}benzénesulforiy|]-
furanne et son N-oxyde et ses sels pharmaceutiquemernit acceptables.

56 22, Le 2-isopropyl-3-[4-{3-[N-méthyl-N-(3,4-diméthoxy-g-phénéthyl)amino]propyloxy }benzénesulfonyl}-
indole et son N-oxyde et ses sels pharmaceutiquement acceptables.
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23.

24.

25.

27.

EP 0 302 793 B1

Le 2-isopropyl-a-[4-{3-[N-méthyl-N-(3,4-diméthoxy-ﬁ-phénéthyl)aminojpropyloxy}benzénesulfonyl]-1 -
méthylindole et son N-oxyde 6t ses sels pharmaceutiquement acceptables.
Le 1 -méthyl-3-isopropyI-2-[4-{3-[N-méthyl-N-(3,4—diméthoxy—(3-phénéthyl)émino]—

propyloxy }benzénesulfonyllindole et son N-oxyde et ses sels pharmaceutiquement acceptables.
Dérivé aminoalcoxyphénylé selon la revendication 1, dans lequsl Ry et Rz sont chacun de I'hydrogéne.

Procédé pour la préparation d'une composition pharmaceutique, comprenant la mise sous une formse
pharmaceutiquement acceptable d'au moins un dérivé aminoalcoxyphénylé selon la revendication 1.

Procédé pour la préparation d'une composition & usage vétérinaire, comprenant la mise sous une

forme pharmaceutiquement acceptable d'au moins un dérivé aminoalcoxyphénylé selon la revendica-
tion 1.
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