EP 0 302 792 B1 Description The present invention relates to new
carbocyclic or heterocyclic derivatives and to a.process for preparing
them 5 Mre particularly, thegpysgt+ey el ates to the novel

am noal koxyphenyl derivatives represented by the general fornula 10 2 15 in
whi ch represents a -S-, -SO or -SO2- group, RX and R2, whi ch are

| denti cal oPesdripiaey ent, each denote hydrogen, a nethyl or ethyl radical or
a 20 hal ogen such as chlorine, bromrn or iodine, A

denot es a st r dhgtesend inventiom cditad- tal rey| aarbecyclicd prc beterdraglic rdyrivativem aAd tte aSprecesdhton
atons or a eeprariygtheypr opyl ene radical In which the hydroxy is optionally
substi t utsed bMom RagigeprlyathR yrventign relaies to fkg novel aminoalkoxyglant desvaiupg reprrsentesk byathe
al kyl radi cegneralfgmula: g denot es hydrogen or an al kyl radical or
R3 and R4 when taken together, denote an al kyl ene or al kenyl ene radi cal
having from 3 to 6 carbon atong and optionally substituted with a phenyl
radi cal or optionally Interruptidd by -0-, N = or | 30

-NR 1' K1 denoti ng hydr.og | ower al kyl, phenyl, diphenyl nmethyl,
benzyl or hal ogenoben-é/’?yl' 3 A”,"‘éy‘. is Ydiected fromthe
group consi sting of phenyl ally sulstituted with R, in the a position
wWth respect to the nethine gr eyp directly-linked to B; furyl and

i soxazolyl optionally substitutéd with Rin the a position with respect to
the nmethine group directly linked to B and further optionally substituted
Wi t h “ohe orinkdicle: groups selected fromG -C4 al kyl and phenyl groups; 40
benzi m dazol -EL1-yl . Opdpreacrad 4 36-,sebr<r idaat @oupni th R in the second position;
benzi ni dazol -R-ayd ROt iwbiallateyidentites o titférend, wdich lleridtel Mydtdgen, a palsyl bi ethylwadidal or a
respect o the net hi ndalggeosychds cilginkordminskceddine B and further optionally
substituted dn a nitr dgwiesatsypoliyor pranchdit-eliylens apdicek hading fraym (G © catdas|or a 2-
phenyl, di phenyl met hy hydrexepregyilens radical| i yhipf the iydroxy| is opfiqppliy Substituted by a lower alkyl
i ndol i zi n-2-yl, indoli#e 3-yl, pyrazol (P)J,l 5-a] pyridyl, indolyl and
qui nol yl optifsnal |y sGH?EGF-hV%?R"éB’%W' Bi5h the a position with respect to
the net hffne Jtoup di rgi'Pf WVF'F?R"é‘d”t?S' ! Iffd""';" or Rs and Ry 8%?{"@@'??'899”;?&” ﬁ‘ﬁan
an al kyl radical, or gl.t%' rI]"(S%' ?{ylererrg f%%?v'"glrﬂ":tﬁe_ﬁ?'ﬁge ms a0 pRiopaly SUEtS,
the description and i A1 A RheRY! 47 e, & Phe"t BIfesy %g yneam"n?;r attaches to the
terms stated above: 50 "al kyl " denotes straight- or branched-saturated
al i phati g, hydrocarbon residues having up to 8tcarbon atons, such as methyl,
ethyl, n-propyl, isopropyl, n-butyl, isobutyl,” Ué&tt-butyl, n-pentyl, '
neopetit yl , n-hexyl, n-heptyl or n-octyl, "lower alkyl" denotes saturated
al i phati c hydrocar bon g £8dn6t# hydtash 50 a Wivet Slkyft phéhi b BiBhcAIMBTYI, SeHEM oralogaobanl |
ethyl, n-propyl, isopeapatcal, n-butyl, iso-butyl, tert-butyl or
1- met hyl g opydy, 55 is Sdicotae from| the giplp cenvisting of @hdnydoptionally] substitutaLibitht IR,L il theck
with a | ower al kyl gr ousttioasittespenid thalpthine group directly linked to B;
furyl and isoxazolyl optionally substituted with R in the o position with respect to the
o methine group directly linked to B and further optionally substituted with one or more
A groups selected from C,-C, alkyl and phenyl groups;
40 benzimidazol-1-yl optionally substituted with R in the second position;
benzimidazol-2-y! optionally substituted with R in the « position with respect to the
methine group directly linked to !3 and further optionally substituted on a nitrogen atom
by a radical selected from (C1-Cs)alkyl, phenyl, diphenylmethyl, benzyl or halogenoben-
zyl; and _
45 indolizin-2-yl, indolizin-3-y|, pyrazolo[1,5-a]pyridyl, indolyl and quinolyl optionally substi-
tuted with R in the « position with respect to the methine group directly linked to B.
R represents hydrogen, an alkyl radical, or a cycloalkyl radical.
In the present context, both in the description and in the claims, the following meaning attaches to the
terms stated above: '

50 "alkyl" denotes straight- or branched-saturated aliphatic hydrocarbon residues having up to 8 carbon
atoms, such as methyl, ethyl, n-propyl, isopropy!, n-butyl, isobutyl, tert-butyl, n-pentyl, neopentyl, n-hexyl,
n-heptyl or n-octyl,

"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-methylpropy!,

55 "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:
R can denote, in particular, a methyl, ethyl, n-propyl, isopropyl, n-butyl, isobutyl, tert-butyl,



ncycl eal kyl," denotes an alicyclic ring having from3 to 6 carbon atons.
Thus, taking into account the neanings given above: R can
denote, in particular, a nethyl, eghylsg n%péq)pyl i sopropyl, n-butyl,

i sobutyl, tert-butyl, 3 EP O 302. 71 1 1-methyl propyl, n-pentyl,
neopentyl, phenyl, nonofl uoro-, nonochloro- or non- obronDphenyI,

di fl uoro-, dichl or o-1-asthgprbsyh maplrayly | neopeotgin ngehy!,| -modofiuckione tnbrydclibreN yor , mori-
nmonomet hoxy- or di mesbmonopidngingitivorcadlichiato- pr dibromedphgryp rengrethyhdy disdethylphenyl, or
substituted with a habtrogehoxyt ondimethexypheoyl opdicapy bk nrettutipbeanll, radical subsiituted with a
can denote, in partiissgenratorgoria cyclopropyl xedieal, 1, 3- pr opyl ene, '
2-net hy$ - 1, 8- pr opy!| e¢fe, denota.- int Repticdlare @ h *eth\éeneﬂip@px!@nt aﬁmhm'yﬂ%@r@vt?n%uh" R3
can denote, in artl‘eiﬂ"ﬁfhy'eﬁﬁ?fétsl’ﬂﬂ"am@ WRpP chaip. pr , isopro but

i sobutyl, tBtt- butylSenpepgs, H}I/‘Pa“ pigy methw ﬁ@-‘f‘rt‘wm”y 'SH@ f"'bﬁwﬁgﬁ? 't‘?ﬁ’b
n-octyl radical, R4 1’"9""""3' n- !

Ve y¢
. c n ?ﬁh I t I n% tnF sglym tertbu%ﬂ
n-pr opyl ! pr opyl aﬂ paf't y or n- oct Z‘?ldal gYh e -

pbnt hex l He
n-pent yF, ﬁog.%fﬁ.y' , g A tﬁtﬁ@t Eﬁanm.eﬁéwo
taken toget can aﬁwethylgneo :;ézg S%rentf— tIJWe ﬁy ?‘nethylene
1, 5- pent anet hyl ene, ;h id3a-1, %—perﬁanmg ML BAR=CHh- dﬁglas hat Rs and Ry, taken with

. 5-pent anet hyl ene, 3-§¥lidenaddn Jo whcP#aY farseédaaﬂe@rt%n deriste, ) BHIdURZ A pyrrolidinyi,

, 5- pentanet hyl ene o pipdkiltyl =mbAphding®. SibbrazingliaGidtnyipherakiAL 4-Msonppbrdaiy! b kiefn-
with the ni trogen atiad¥ofyicacidal.ch they are attached, can denote, In
part I\C/ul ar, Aoparticolbdlyhalgtle cidss of compounds of formula (1)[atepl§trsb ehywhichrayrrgdnasbitsipd indolizin-
pi pera2| nwyl grdupiet hyl pi perazi nyl, 4-phenyl pi perazinyl or 1 HIm |dazolyl
r adiic A pathérciasaeflcompaahdscand those|iraeiichdt apd Aperghde hpdrodepr nul a (1) are
t hos |2n whi Refticdyrlyr eselub sempounds rof fertfwlai (21 e Bosp| in grhish s RRtesent hydroaes andfRs
conpounds reRresentsigdbutylqr Ginandiu Rach:priosRDt nersee! @il dr ogen. 20
Parti cul ar | yoUes é?'\!ﬁb'ed@FPB?HﬁHﬂg‘ fermule §1 i those 1 whisheR rapgrsents #p W?F‘l?h' QQSV°'°P'°PY'
repr esent gf?y%iro en an 4 re resents tert-but resent

- pr opy) . é"”'&%‘ﬁﬁ% ReFeP e ot oL 18 SpropouBce tfweﬁ'a P,

nlC Cl

whi ch R rg"b'P 35& o fi'i E’f 5 SRR Ao o Gl b Pkl
elates o Jrasn% SRR o k), H;;t?gu. ftﬁined. -
formul a ( QP%Qr &Qiat% G{raté fb%&% @gg& alat Slate,
organic S@t’tr&c%n Js rigte, ?{amﬁitatet ShrGte/ TR0, Hﬁéyidté)'ﬁ ioB&zENER ﬁlaﬁnate, %ﬁ%&‘n-

f umar atgg, pﬁ@lﬁt@%ﬂ@%kﬁtﬂm@a&tm@ﬁgmﬁ-h@ theBsai foRASdOwith DA B LacidS SR a8 ¥eClysine or
hexanmat e, nigidherbiy! enesal i cyl ate, et hanedi sul - phonate, acetate,

pr Op\l~6nat e, tAr éxeraples ofSindrganic! AL of Bisltymdt the HYlreAad, ypdoRriddl eulpha®) allghamate,

Ci Nnnanat e phaspiatedna hidrate @iay bameitiated, aspartate, palmtate, stearate,

i taconat e, ingibelohjee,of the awentiohelEee wites N-glidet deriwties otibnaepesds of FGullfnat e
and t hesphyl|The cepmetdstot forrada (1ptdn eaist, inlsems aasks irf tbe fopa o/pptital momersnimeartizalarchs
such as t laeeshi efitirpcaspmetiid eatbion prasenttien A repsesents agihedsoxgpropyipne gim ¢ sal t s of
this type, tThe innoriieroislatesrat the sarms, e fooakithpaisomer b thatcempasnds s forrauia(l). fladeopRst e
and, nj t raP@“QrﬁPg’/‘s‘ﬂﬁée‘t’r‘E He; dgHesrptatosy, er IpRyproBig vder. e in t"ﬁémi“rﬂfléﬁt"i“{ﬁ?\ Tor @xagipledn {hg

t he oxi W&bﬂaﬁ%‘t‘? Wt%‘%"eof the co ounds . of for mul a 1 ~The
conpourfﬁs ' at the, pr‘?ﬁ’y te5phdhe in " " H °ng "8‘?”“ | phag)
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45 These properties are capable of making the compounds in question very ussful on the treatment of
certain pathological syndromes of the cardio-vascular system, especially in the treatment of angina pectons
hyper-tension,arrhythmia and cerebral circulatory insufficiency.

In the antitumouwr field, the compounds of the invention may be useful as potentiators of anticancer
drugs.

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

Depending on the administration route selected, the daily dosage for a human being weighing 60 kg will

55 be between 2 and 500 mg of active principle.

The compounds of formula | can be obtained:



bei ngiconsidered in the dextrorotatory or |aevorotatory form or in the
formof a mxture, for exanmple i'n the formof a raceric mxture. 40 I t
has been found that the am noal koxyppeuage:/dggivatives of the invention
possess exceptional phar- nacol ogi cal ‘prdperties, especially calcium
transport inhibitory properties, as well as br adycar di c, hypoten- sive and
ant i adr ener gil.Vhen @represests .a -Bf an‘SOh 1 igeoup e\ oapretsents #teaﬂmeaé edical,(bycondsosingd® tief
ti e inventi omresgnes tohems acid rcsshioc lndBinr & peleswivers sach- SCHmethylaipboxidgSor an alchhasfer
properties arcxemplepatsne. efa ket Aephtal anathyheiiol kelenej er atfge@p'armlvmwchws@ﬂ @fomatie
t he treat menfydsecaten. foserpmplerieerenry iduane dyHencofr-gikeyphen derkpiye ol appasel dgrayila:
system @&specially in the treatnent of angi na pectoris,
hyper-tension,arrhythm a and cerebrgl circulatory i nsuffici ency. In the
antitunmour fi eI d, the conpounds of the invention may be useful as

potentiators of anticancer drugs, 5S¢ Consequent |y, i nvention al so
rel ates 1,0 phar maceuti cal &FBys @ oPmvditi ons con %)nl ng, as active
principle, at |east one am noal koXyprenyl

derivative-of formula (1) or a
pharmaceutically acceptable salt of Rthis derivative, or an N-oxide
derivative thereof, in conbination th a pharmaceutical vehicle or a

sui tabl e exci pient. Depending on the adm nistration route selected, the

dai | y dogageirf wichastidpseniacd 83 ones@higigp,66), IRy it IR Hale the sbed WReiinglasiitdvd) G0
ng of acti vergpresents gm alkyiohl eadizeiras definels indlie fhratutayl)and X eprosdnts ialogemedahy, ploferablyEP
0 302792 Bl bromifkeor Bn ratkpisughemtiosy groufS-hadng fi8@2t tqrocaboantbm& suelras Slene@mala,
al kyl ene r admethhnesiighouydexgeors am @rylsuiphonyiexy pgrepelryvg dlomaf ta cliddcadwo egtanesy saahdas n
a pol ar sol véenzenssudthorydoxyl prrstolygriesuidhointoxy. aith &y arpine eflgerskebformulayr  exanpl e

but arfol ,2°or a ket one such as nethyl -ethyl. ketone, or a non- pol ar sol vent
such as an aromatic hydrocar bonn(% exar‘rpl e benzene, tol uene or xyI ene, a

4- al koxyphenyl derivative of gg fogmula: 6 RX Cy- gs)g)/( -
(a) R2 15 In which B repre l\s a -S+ or -S02- grou R, and R2 have

t he sane, rreanl ng as above, A repreg&gnts am al kyl ene radical as defined In
the fornil a (1) and X represents a al ogen atom preferably brom ne, or an
al kyl sul phonyl oxy group having froml to 4 carbon atons such as for

exanpl €, et BARRSHH, RRORY hihe e Hbaiords b o BHh %mea.reeuminpméw?&r&m

10 carbon at gff&muﬁqgm,@fopﬁgm%%ggep onyl oxy or p-tol uenesul phonyl oxy, vvlt

an am nesr)Of geng héoral, MeBbhdbnsatibh in question is performed at a temperature between room-temperature
and the refluxing-temperature of the medium, thelacid lacdéhb:CgeuB3 for Rdanifle, A \afkall WBtal

samé*’f‘reani Ng caSonab oK igydtoRidd G amekdess &l @ming etfomitian®al koxyphenyl derivative of

formul a (1) i n Théeonipponus of fomnufar(Bdn fusstien c@be obtained:| N general , the

condensat i on ia whereX tsiadwioge, mesohdensatich eita 4chytirexyplEngitdaretiieef gapenal formula:

roomtemgerature and the refl uxi ng-tenperature of the medium the acid

acceptor being, for exanple, an alkali metal carbonate or hydroxi de or an

excess of amine of formula (3). R, |
. - >m (0
| R.Z i | |
45 in which Cy, B', R; and R; have the same me;ning 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,

50 preferably bromine, this reaction being performed under reflux in a solvent such as methyl ethyi
ketone or N,N-dimethylformamide and in the presence of a basic agent such as an alkali metal
carbonate, 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,

85 b) when X denotes am alkylsulphonyloxy or arylsulphonyloxy group, by condensation of a halide of
general formula:

Hal-w



The conpounds of fornmula (2) in question can be obtained: a) when Xis a
hal ogen, by condensation of a 4-hydroxyphenyl der.ivative of general
formula: 35 R1 40 EP0302792B1CY-B " -’ -
(e) R2 45 in which Cy, B, Rt and R2' have the sane neani ng as above,
wi th a di hal oal kane of general formula Hal-A-Hal (5) in which A denotes an
al kyl ene radical as defined in the fornula (1) and Hal denotes a hal ogen
atom 50 in which Haldia$ the Isaroarinpaning tab love. erscWidenvtds @n alyyipiphényt radical bavihg from 1
reflux in a stel4eahonsierts. iasonrapihethardsyiphoRdi srae aptisulhaqyigradieal having drome§riod®
and in the predhepaemss oy ornmelebepzppesuiponyier ptolyevesnkeny|. imasalvent yhigh isaaneacidf or
exanpl ef pot as¥PWANIHBHTRR Ryridiag, wil & Ahydrexgikery darmtivaId geneeah forauias odi um
hydri de, an al kali netal hydroxide, for exanple sodium or potassium
hydroxi de, or an alkali metal al cohdbjate, for exanple sodium nethylate or -
ethyl ate, 55 b) when X denotes lam_al kyl sul phonyl oxy or
aryl suIBhonyI OXy group, bycgogrdens Qf-oaabel | de of general fornmula:
Hal - W5 EP 0 302 792 Bl 1 n whis as the sanme negfghg as above and W
denotes an al kyl sul phonyl radical hgving from1l to 4 carbon atons, for
exanpl e net hanesul phonyl, or an aryl™®ul phonyl radical having from6 to 10
carbon atons, for exanpl e benzenesul phonyl or p-tol uenesul phonyl, in a
sol ventsswhi chinisicGy28] 8, Bnd R: have @RCsafb Wanind &Y avd¥esRAl £ ddhples dh BIRylendirdditaPas
4- hy@xyal k odeginedar forada (e of general formula: 10
Cy-B - - - A- OHAR regaaf® thé compounds oftformbla @), thBse cdrl beaprepalid tyasoaddnbieg, S@ esuitable
| eani ng as sdiwontesugings MNetimathwifermamide laid) ingheepregedi¢ecef| a leasic chgénit wead dsranfatkplhmbtal
(1) .. As regearkpoate.Her exomplo padssivof caikonate| aa kgl metahw@xiéam%ea;gpégaroeaowium
condBns® ng, hydrpxide.san alllh metak bydyide puch e Isodiusm. Ridride Aeemykall hatah dicphalatea ot oxaplen e
presence of SHumaEptayiae anpthigiep 48vdipryRiiepud]iderivaide Af f¥Ruip dfiabeve withra balogaiated
pot assi um cHrBerhgwerabimylekal i netal hydroxi de such as sodi um or potassium
20 hydroF%iﬂ_gfeo an gl kali metal hydride such as sodi um hydride or an
al kal i Jeta Ehhof te, for exanple sodiumnethylate or ethylate, a
4- hydr oxyph eri | ve of 4) . abo | .cohol
of general f%}?hﬁa&hﬁgﬁt %nA%ne ta?%%ggef&ﬁa Wﬁ?ecﬁ%)fwd(téﬂ%wtg e%%%%%&?&ﬁéﬂﬁg Q
radi cal as dethdegndolnds Brofrlid M) G bblpréddda A gdhardl rblBaié 't a B osired
above. The cEBEHANSM&hod descibdcBin U batedt o e 1P/ SR e tnditidasadd&ibed RéreunigicedUr €,
by adaphing t¢h tid6: R84, rhiske COMPOIMNDE of R@MINEL(MOEkndES GhthiRA b Nixiklp 2P #HoPtedida.
4,117, 128 Openkd@sulphbryD Sphd@mAib ichditltohtBd RI4GIAR Icarbdddcle or heterbdycldWSihg & FB&RBI-CrafROSE
conpotnds ofeadtion Bl depfofbrtingaiie BEgenih &erambsibion df ithei beazeResdiphbniardd foBalyihib group by
benzenesul pheany lof dassipdh piogddudes © redeasrate the GHgoupequi red car bocycl e or
het er ocycl e usiersgndar é¢ pxachples @ragttiogs commonly used for preparing derivatives of formula (4):

36 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: '

s COOR
40

14 .. Cg)

45

in which R has the same meaning as above and R represents a lower alkyl radical preferably ethyl,

with a halide of general formula:
50 R,

. Rg
Y =OCH
Hal-B oca, (9)

55 RZ

in which B', Ry, Rz and Hal have the same meaning as above and in the presence of a Friedel-Crafts

6



reactison and deprotecting the oxygen in the 4-position of the

benzenesul phonyl or phenylthio group by neans of classical procedures to
regenerate the OH group. Hereunder gpa soperRleas of net hods conmonly used
for preparing derivatives of fornula (4)::35 1) The conpounds of
formula (4) in which Cy represents a 2-R-indolizin-3-yl group can be
prepared by resddlyshgpchps alyrafoibni ghieride theprovidata cpmpaynd ofegeearal forga:nul a: COOR 40
>0 -R 45 in which R has the sanme neani ng as above and Rl 4 represents a

| ower al kyl radical preferably _ﬂﬂﬂ,‘ with a halide of general formula: 50
R 65 Hal-1'-K4~ocu3 C-) 55

R2inwiich B, R, R &ye meaning as above and in the

presence of a Friedel-Criafts 795 Bl catal yst sejqb,ﬁs

al um nium chloride to priQui . of' g ~QcHf or mul a: 4 | f4F 5
- R RI 10 i 3 R2 In
which B, R R, R2 and R14 have the sane ani ng as above. The conpound of

formul a Z°10) i s subsequently denethyl at ed i ng an et hanet hi ol /al um ni um 75
chloride mxture to give a 4-nethoxyphenyl derivative of general formula:
co 2H 20 in which B', R, Rq, Rz and M have the same meaning as above. » R AN N -B

' - 70 O N The compound of formula (1bf is( gubgeqae'itly demethylated using an ethanethiol/aluminium
2 in whigh B, cibrid&mixtungho gRe B avetioly@haanarivaiartr GehedBiomaay e whi ch, when
heated to about 200 C provides the required conpound of fornmula (4). 30
The conpounds of fornmula (8) are either known conpounds havi ng been
publi-shed in J. Chem Soc. 1962 '8232627-2629 or conpounds whi ch can be
prepared in accordance with the nethod described therein. 2) The conpounds
of formufa (4) in which eny- R a 2 RunI nol in-3-yl group can be
prepared by reacting an a-halo eton - formula: 36 0 'o

R- C- CH2- Hal '\ N 6) 40~3.rOBhi ch R drid)Hal have the
same neani ng as above, wt nmet al deri ; f general formula:

in which B', R, Ry and Rz have the same meaning as above which, when heated to about 200°C
provides the required compound of formula (4).

30 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 thersin.
2) 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 formutfa :
35
o
U R-C Cl-lz Hal

40
in which R and Hal have the same meaning as above, with a metal derivative of general formula :

-

R,

M-B'~ . ~0Ts (17)

50

in which M, B', Ry and Rz have the same meaning as above and Ts represents a p-tolusnesulphonyl
group, to provide a ketone of general formula :

55



R B 3 - OTa (17) R 50 in which M B, RL
and R2 have the sane neani ng as above and Ts represents a '
p-tol uenesul phonyl group, to provigegagkesoee of general fornula: 55 7

EP 0 302 792 BL 0 Is RRCC 2 -B - <>> - -O1T (18)
a2 to inwhich B, R R R2 and Ts have the same meaning as above.

Thi s ketone of formul a (18) when treated with 2-am no-benzal dehyde [ Hel v.
Chem Act. vol. XVIII, p. 1235 (1935)]Rgives the 4-methoxyphenyl derivative
of general fornula: 0 whi®h B, R -Ols

(19) 2ol R-C-CH -N- “2 ~0TsR2 in wiclfii®, R R, R2

and Ts have the sane neani ng Zs abo
basi ¢ nmedium for instance in aqueous

¥ch i s subsequently hydrol ysed in
kal i metal hydroxide, to provide the

required conpound of 25 formula (4. 3) The conpounds of fornula (4),
in which Cy represents a 2 R—pyrazolo (1,5-a] pyrid-1-yl group can be
prepared |n'ac hag%ﬁesm%dmdescrr ed I n Eur opean patent .

appl i caf i on ik M. v e AL BE ) 2
hal i de of fo1 v ﬂ mg)g?,%p ge i go &einul cata such as
for exanple a n| u C Porr 0 provi e 4 met oxyphenyl der| vative
of 30 general formula: B - '"H OCH 35~~~~~~~~~~~~~~ 7 7

~~-R /R2 40 in which B, R Rl and R2 have the same neaning as above. The
pyrrol opyridine derivatiye of . formula s then denet hyl ated for
|nsta ce by using pyrid VdRgeh! Ts 220- C to fi®¥i de the
required conpound of f . _ The conpounds of fornula (4)
|n ich Cy representd gRoup caﬁl be prepared by reacting benzene

th azhalrde of formula the presehce of a Friedel-Crafts catal yst
such as alum niumchloride, to provide the required conpound of fornula
(4). 5) The compounds of formula (4) in whi ch represents a 2-R-phen

% qaenﬂsbvgw

group can be HrRighB R RyyRa gndJeihang thp s3apimeaning asgRoye, wichis,subss

basic medium for mstance in aqueous alkali metal hydroxide, to provide the required compound of
25 formula (4).

3) The compounds of formula (4) in which Cy represents a 2-R-pyrazolo [1,5-aJpyrid-1-yl group can

be prepared, in accordance with the method described in European patent application No. 121, 197,

by treating a 2-R-pyrazolo[1,5-ajpyridine with a halide of formula (9) in the presence of a Friedel-

Crafts catalyst such as for example aluminium chloride, to provide the 4-methoxyphenyl derivative of
30 general formula: '

e
35

N l.-R R, | @19

in which B', R, Ry and Rz have the same meaning as above.
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).

45 4) The compounds of formula (4) in which Cy represents a phenyl group can be prepared by reacting
benzene with a halide of formula (9) in the presence of a Friedel-Crafts catalyst such as aluminium
chioride, to provide the required compound of formula (4).
5) The compounds of formula (4) in which Cy represents a 2-R-phenyl group can be prepared by
{reating a halide of general formula:

R

50

B '~Hal CZ 5)

656



EP 0 302 792 61 in which B, R and Hal have the same neaning as above, with
a met hoxyphenyl derivative of general fornula: 5 )

1 - OCRH3 RRCOY o Rin
which R, and R2 have the same neani'ng as above, 'in the presence of a
Friedel -Crafts catal yst such as alum niufichloride, to obtain the conpounds
of general forimwhigh B1R dRd Hal have the same meaRing 'as above, with a methoxgpheny! delBaeElRf general
(27) 20 formula: 3 R 25

in which B, R R -and R2 have the same neani ng as above The conpounds of
fornmula (27) are then denethylated using for instance aqueous iodhydric
acid to provide the required cqnpound of forrmula (4). Conpounds of formula
(25) are known products havingibeen described in C A - 81, 632859, or can be
obt ai ned in accordance wt v ageglur es. 30 (Zternatively the
conpounds of formula (27) i /Y B' rebresents a -S2- group can be ‘
preparedmby treating the al kali* netal derivative of a

2- R-benzenesul phonate, with a ﬁhenyl derivative of forrmula (26) in the
presence of nethanesul phoni ¢ aci d/ phosphorous pentoxi de, in accordance with

the met hod desgrinRE®, iaRd RP WEVthe® SnleORening\BE bbovd I8 the prosense af a FliedbPGratts catatyst
compounds of f&QeATaE duritldm bflordh) it bbotdiyiné BIMREHRB bisgeAdtal@ibingnal | y nono- or
di - substistuted 2-R- 35 furan-3-yl group can be prepared starting from

t he Qg;responding nmono- or di-substituted 2R-4,5- dihydrofuran-3-yl group
whi ch™”can be synt hesi zed bf‘heating a *ketone derivative of forrmula (18)
with a 1, 2-di hal ogenoet hang_of gener rmul a: 40

Hal 4 CH CH Hal ~B'- <dc’) R15 16 in wargh R15 and
RL6 Whi ol are the sanme o erent; repreSent hydrogen, a | ower alkyl
radi cal 45 or a phety hdi cal ; I:n-t-he presence of a basic agent such
as an al kali netal carbonans, to obtai® & cycl opropane derivative of
general formula: so R~~~ -B 7 - QOls

R16- HC CQ 55 in which B, R Rl, R2, RA5, Rae and Ts
have t he?® R R aag By e o samgpecping s sy, 11" 71 | o
derivative of gg'ﬁ@r%;tgg;;‘%:ggg%gag?@ggjgmﬂfe% T

Compounds of formula (25) are known products having been described in C.A. 81, 632859, or can
be obtained in accordance with known procedures.

30 Alternatively the compounds of formula (27) in which B' represents a -SOz- group can be
prepared by treating the alkali metal derivative of a 2-R-benzenesulphonate, with a phenyl derivative
of formula (28) in the presence of methanesulphonic acidfphosphorous pentoxide, in accordance with
the method described in Communications, April 1984, p. 323.

6) The compounds of formula (4) in which Cy represents an optionally mono- or di-substituted 2-R-

35 furan-3-yl group can be prepared starting from the corresponding mono- or di-substituted 2R-4,5-
dihydrofuran-3-yl group which can be synthesized by heating a ketone derivative of formula (18) with
a 1,2-dihalogenosthane of general formula :

" Hal-CH-CH-Hal (28)
r
RisRie

in which Rys and Fhs which are the'same or _'Qifferent, each represent hydrogen, a lower alkyl radical
45 or a phenyl radical, in the presence of a basic agent such as an alkali metal carbonate, to obtain a
cyclopropane derivative of general formula :

_ P
50 Rls-ac\
c-B'- ,-0Ts
|
R, ~HC 7. C=0 CZ ’)
16 i R
R 2 :

55

in which B', R, Ry, Rz, Ris5, Ris and Ts have the same meaning as above.



the presence of a phase transfer catal yst such as for instance

tri phenyl phosphine or tricaprylyl methyl anmoniumchloride to provide a
4-tosyl oxyphenyl derivative of gengpglagsotzgia: Rin which B, R RX N2.
Rl s, Rl, and Ts have the sane neaning as above and the said 4- 16

t osyl oxyphenyl derivative Is then detosylated by treatment with a basic
agent such as afheadykiapropane tiaivativy dif foriuthe(29)tio sybseauentle hediedl betrgen 1@dand JARTLINd
of fornul a (4he présescecd apbesadensidr catglysiabch ag 4oy instanoaivipbényBhosplipe @ drivaprelyimmathyl
optional | y noammonigm cifioridede broyidlet ai¢-tosyiyiRenyt derisativgofygenagel fppulsan be obt ai ned
by oxidizing for instance with nmanganese oxi de, a 4, 5-di hydrofuran
derivative ‘of formula (30) to obtain a furan derlvatlve of general fornula:

20 25~~~~~ R 1~ 1s -R 30 in
which B, R R, R, R's, R6 and Ts : \ sanme neani ng as above, which
furan derivative is subB ‘Pré &%hsic agent sych as an

al kali netal hydroxide, to obt aifjn .t he reyorfed conpound Jeymul a (4).
AIternaf’lver, The corrpm § &rmla(!) in which Cy represents a

2- R-furan- 3- yI can be prepared by reactin a conpound of general formula:
35 HO2C77i - (3 2) 40 in which R has the sane neani ng as

above with a in3nicA 'Ok, RO AL, (R) ABrsl Ravd MR BARSRBAgOds abold bR b -deladd-t s
catal yst SUChosyRxyphéy) dUrUHIVEIB idh id6tBsyled O) trdduRerd with BBEIROMENEAEH Asahialkal @éta)

gener@/l f or miyéroxide to-prévide the3dqult¥d compound of formula (4). (3 3) so
HO C- The -cBinpaungshef dbrmbfa, (4)Ry which Caneprdianth aw eptiotiedly sene anelirsuistjiuted 2-R-

above, whi ch furen-3ulEeqgrembé yotaiwedduy lpaidiziheg foe thstise with mahgandse kit @ 4sbindihydrofuran
2t hyl at ed defivativecoh foruter @Pirte elttain & fyemn derivalyh obgengrgirierdive hydr ochl ori de or
aquecug?hydrobronic acid, to provide the required conmpound of formula (4).
Alternatively, the corrpounds of formula (4) in which Cy represents an
optionally substituted 2-R furan-3-yl grgup can be prepared by oxidi zi ng,

for instance with rranganese oxi de, a suI phida 10 EP 0 302 792. Bl
derivative of formula (3®),.tpobia+sl = W 10Tssubs

2-R-3- (B-tosyl oxybenzenedep I f ur an™~edafF-wdt i ve whi c»Cj ubsequent ly
treated by a basic nedi urR; galice an @l kali netal ide, to

provi de the required conpound & fornula (49. 7) The conpounds of formula
(4) in which Cy represents a 1-R-benzi m dazol - 2-yl group can be 5

obt ai negl by rggmtd BIRAR,LRR-RENHL BhFPZRNE 1dishie Medtityl : Gb&E, Withuthfddrifativd 1
the presence gbseguelly @ARU-with'abdsie agart alidhSds USRI afotal hididxitle G dbRINOHS CERuiretiO

obt a+f a conmempsnebi iganargl fornula: 10 , N
R1 u ) ~~~- Bt - Alternatively, The compounds of @®mula (4) in which Cy repré’s@n&l)a'Sz-BEIuran-a-yl can be
R prepaile@ by reacting a compound of general formufa:
f . 95
U HO.C [’ ,] R @2)
S 2 0
40 _

in which R has the same meaning as above with a halide of formula (9) and in the presence of a
Friedel-Crafts catalyst such as aluminium chioride to obtain a 4-methoxy derivative of general formula:

45

~B'- ocHy @3)

b
50 - |-
aozc \o/ R R,

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

65 by heating and demethylated with an appropriate agent such as pyridine hydrochloride or aqueous
hydrobromic acid, to provide the required compound of formula (4).

Alternatively, the compounds of formula (4) in which Cy represents an optionally substituted 2-R-

furan-3-yl group can be prepared by oxidizing, for instance with manganese oxide, a sulphide

10



in whiich Bs, R, R and R2 have the sanme neani ng as above, which Is
subsequent |y denet hyl at ed usi ng an et hanet hi ol /al um ni um chl ori de m xture
or 2-norcaptoethanol In the presencegpod sgpotoush 20 hydride to obtain
the required. conpound of formula (4). Conpounds of fornmula (34) in which
-OCH3 is replaced by -o Benzyl can also be used. In such case the conpounds
of fornul a (34)erivative atletmutan(3¢ teotdarhem 2gtioad!e dubsttitedy2-Rér(4-tonddaivrneonpsulphart )unem
charcoal for olerixative mbich issubseauantyctbaled hpe basik oédimpioninstance 41) atkaliotal Rydroxide, to
represents hydpeyenthe mared eprirered o fergulp(4t ected in the 1-position with an
appropriate N- 7p&he °°'“P°1md6t°éé‘1"i"\*| (ﬁr"M'E'C'P &y PRiesealn e -B-bprzimidazoldrvh grpuRst Re
can subsdquent PRIIRRS Byorepning a 1TF\“b°ﬂ€'§|di"7@ wit) & figfidecef Jampia 49) "bV‘B(P@G%ﬂcé§f a gijedeine
conpounds of f GFAfRIPERYSHTUCh A minivm egjoridey o eRlaime comprung,of pevR| fPRMulaiinst i t ut ed
5- R-i soxazol -4-yl derivative can be prepared by reacting an isoxazol e
derivative of general fornula: 30 R - B- HHal

(35) N 21-R 35
and Hal fave the same meaf
formula (26) in the prese
chloride to obtain the co brnul a: 4

R - -15 (36) 50 in which B,
R Rl, Rg and Rls have the sane reani ng as dyove, which is denethyl ated,
usi ner or instance alum niumchloride, to provide the required conpound of
for a (4). Conpounds of fornula (35) are known products having been
descri bed i n Gazehich@i B il and| B2 Hagg thg Barfid Bd@jngvdsi dbevet Wieichols Isetyseqontyodendthyiated
for rQri‘a (35) casingban ebengthiekiaiuminiure chioiidgamitarevirt hxmerpaptaetbanebih B presence of sodium
descfT beé? t her Bidjdeie optalg dhej reqsfrecheompennd of faimuler(Mat i vel y, the conpounds of
formul a (36) i ROMPAURYT oRIMyla (3A)i8 WHIER -G fsgaRisred Ry -GRBenzd sansdlzorRewssed. Inguph case
group, can be WBPQP?P@W%%”&B‘%@@&[’P\B‘@SW"FF? Renzrechising dX dnsfangseRligdiym charcoal for
Het ero. Chem %a'""lgs %’e g8 6 gﬁgg Ne
é ggzmitghoé?/ be”ggﬁ gr PI'or u? ce a Elén n{) gﬂoH é/vﬁgl} c?nosrumj|E| g;% ggﬁw;?nrxﬁﬂaﬁg:g’m::mg
roc
represents a - Qﬁ’ Sroﬂnﬁuaak)h%h.w%{? DYHERDE oGy Lo é&:hs -k onlaS

repl aced by -0 erf&%é/ an%’br red! B at-ﬂéarpi é‘éofé'd%&ba& f §énbrlaforidiad! N9 corrpounds
of fornula (4). These 3-substituted -5-R-3-(4-0-Tosyl)-benzenesul phonyl

| soxazol g derivatives can be 5 pr epar ed |n accordance wth the method
desc\eﬁbed in Gazz. Chim Ital. 98, 656 (1968) i.e. by reacting a

benzenesul phonyl - ket one and gn hydroxamrcygci d derivative. (93) The conpounds
of formula (4) in which Cy reb-‘r a l-Rl 1 -2-Rindol-3-yl or 1-R
1-3-Rindol-2- yl derivative camy be pr-@pared: a) when Rl, represents

hydr ogens by reacting p-methoxytitgphenol substituted by RlL and R2 10
groups, with 2-R-indole or 3-R-indole in the presence of iodine, to provide

an indole derivative of general formula: R 15
in which B', R, Ris and Hal have the same meaning as above with a 4-methoxy derivative of formula

"<=J (26) in the presence of a Friedel-Crafts catalyst such as aluminium chloride to obtain the compounds
40 of general formula :

O in which B, R Rs5
ve vvlthd4mathoxy derivative of
| yst suc §a| um ni um

- -1 - 6
p R, ﬁ__j 8 @ ocH, (36)
_ N\o _

50
in which B', R, Ry, Rz and Rys have the same meaning as above, which is demethylated, using for
instance aluminium chloride, to provide the required compound of formula {(4).

Compounds of formula (35) are known products having been described in Gazz. Chim. ltal. 76, 30
(1946) while the other compounds of formula (35) can be obtained in accordance with the method

55 described therein or classical methods.

Alternatively, the compounds of formula (36) in which Ris represents hydrogen and B’ represents a
-802- group, can be obtained in accordance with the method described in J. Hetero. Chem. 23, 1363
{1986) by reacting a 1-(4-methoxy-benzenesulphonyl)-2-N,N-dimethylaminosthene with hydrox-

11



S 7 v OCR (39) 20

ain wiich R R and R2 have the sanme neani hg as above, which can then be
oxi dized with 3- chl oroperbenzoic gpod;oﬁ(-)gfpaopw de the sul phonyl derivatives
of general fornula: 25 R so - OCH (40) 30

0] 2K 3 a2 H3s in which R Rl and R2
have the sanevlamini ng as above. The conpounds of formulae (39) and (40) can
subsequent | y $eiladerrempapnds & fprmgs (36) ip whieh B agpresprdee tfagtoup. iy isethpr thanchydreganf
sodi um hydr i d@@dimwiighoQblies f%’l@c uP) ! semisoiserbier @taining thp gogesp g)d'"gm"‘m“"ds

b) when RI | ?f§°"a't"hé4r) Tt“ﬁ%?r? ﬂy eﬁ“‘%@r %@@@fqenﬁ" esulphaty diperolg e VaﬁWﬁi:Faa 39)
or (40)%with p&?f’afe dn gpgordgice with the ﬁédr lﬁt?g' f’d? %fgcf""‘r et 2R R (1969 100y

t han hydroge 'ﬁ F{\ o]

Wih 2 mercan a{?f’}’"dsw Ay A A R R e

we an be rep red

;:?rgl Ir‘T;;nlcgg a ﬂ Vvﬁ rg}én%y gy I,rﬁect | éthoR thgﬁﬁnggﬁ ﬁ(em |R1 jﬁzt IZE
The conpounds f: yols h éa. ?0%2 céﬁm e 'Stgt g’?ngd@l n accor dance W|t 0fhod

described in Tetrahedron Left. 23, pp. 2373-2374 (1972) i.e. froma

sul phonyl net hyl i socyani de and an i m dazol derivative. 10) The conpounds of

formula (4) in which Cy represents 2-R-benz&m dazol -1-yl group can be

obt ai ned by reacting a 2 g™Ngenzi ni dazol e wi a halide of formula (9) in

t he sence of a Fried§ 8 AN(S] ch as 4431 Ni um

chl o&%e to provide a ¢ A OﬁES 12 a“l?gl 0302 792 B1

-R -QOCR3 10 NS R2 in which B, R R

and % have the sane neani ng asrabove The c®ympound of formula (47) is then
yPated using an appropri afe agent for. Instance an i5

et hanet hl ol /al um nl um chl oride m xture to_gi ve the required conpound of

formula (4). Accorqbqgtnda ternatlve’meth

S
Fadi cal. pr of B b e w@%ﬁ% °é'“PW°s %@8%@?”? 38%23(1 fﬁdavcaie”e

al so be obt ai ned by reacting, in the presence of a basic agent such as an
al kali netal carbonate, for exanple potassi&g1carbonate, an al kali netal
hydr oxi de such as sodi um @ potassiun120 ydroxi de, an al kali metal

[ i um @ - | -gdeohol ate, (f@r exanpl e
! jh*g @e@% vat i ve of fdc:))r mul a (4)
above with a conpound of\gep ormul a: _

- Rz

35
in which R, R: and Rz have the same meaning as above.
The compounds of formulae (39) and (40) can subsequently be demethylated using 2-mercap-
L toethanol In the presence of sodium hydride to provide the required compounds of formula (4).
vt b) when Ry, is other than hydrogen, by treating a compound of formula (39) or (40) with an iodide
40 of formula Ry1-1 in which Ry 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
compounds of formula (4).
in which B, R, R¢, Rz and R+ have the same meaning as above, to provide the required compounds
of formula (4).

45 The compounds of formula (44) can be obtamed in accordance with the method described in
Tetrahedron Left. 23, pp. 2373-2374 (1972) i.e: from a sulphonylmethylisocyanide and an imidazol
derivative.

10) The compounds of formula (4) in which Cy represents 2-R-benzimidazol-1-yl group can be
obtained by reacting a 2-R-benzimidazole with a halide of formula (9) in the presence of a Friedsl-

50 Crafts catalyst such as aluminium chioride, to provide a compound of general formula :

55

12



25 v 4 R 3 NIR R4 30 in which X has the
sane neani ng as above and preferably represents chlorine or a benzenesul -
phonyl oxy or p-tol uenesul phonyl oxy ga@idp3l7e2 817 €presents an al kyl ene

radi cal and R3 and R4 have the same neaning as above, the reaction taking
place at a tenperature between roomtenperature and the refl uxing
tenperature of the nediumand in a pol ar 5ol vent such as nethyl ethyl

ket one or dinmethylsul- 3 phoxi-d® to formthe desired am noal koxyphenyl
derivative of forrmula (1) m of the free base. When FR4 represents
hydr ogen, the nitrogen at\y i_s : &bIRy protected by a |abrleygroup for .
i nstance®a protecting group”whi cl¥can belelinminated in basi Jr®qi um f or
exanpl e the terti obutoxycar- bo\r,%I' B3 geQup.  _The conpoun formul a
(52) are products which are kno O' 1l 553 prepared by known 40

met hods. The conpounds of fornula (1) —hi ch Cy represents a .
2-R- benziom' dazole,.,A represents an al ky§_.ene chain and B represents a -S
or -SQ2- "group can al so be prepared by r @act i ng 2-Fl - benzim dazole with a
hal i de of general fornula: 45 R Hal-fl'- B ( <AX)

60 R2 in whi chypBhicnh B R, A%nd Ahav@ i sdmbM¥sningRE a98® Meani ng as above and A
represents an al kid &dMpobdddds FormiiR (47Pis theh MBmBIhARE Gsing Bh eBitofHale thgdit & MlsiceSdaC N
as trietfyl am difunbtAoRinfiuh oA WA Qe HERAGIRY coritfolM dliomidla (4. EP O 302
792 Bl,-R R B According to an altémdlifeXmethod, the compounds of foriad)) iR wicd @ rbpresais Gh-sBor,
R R, R2 aneB0X trawearidhreropastsnabaaidylacy asica pbaf@abhathoseAn WBIpH RS€iMdsent&d propylene
al kyl ene charadicalwtancdisoctmngitained by Sreztidas dqjihe ptdsgnce @b e tbasic agenhisuah as i ratkalDinetal
fornula (3) tabalieafoneraimele reresiume ceronpatpoanradkat fnefabhyvirdxide Edch dsrsotitre of petassigh a
free bas?. i Bydroxide, anSylikgii Imetal Hydrid) such @msediviel bydsifle popmelkali nfetdl aicoholstei foh exgmple
represents abediypt Meiivate pr atiyidle. aoft-Mulraxyrbenyt dervealive gf formula (4) above with a compound of
2-R- 4, 5-di hy@8¥8@ g% 3-y| group, A represents an al kyl ene chain and B
represents a -S- or SO2- group, can be prepared by hydrol ysing a

cycl opr on%ane derivative of formula (29) in the presence of an aqueous

5

A

al kal i tal hydroxide solution tgrpBovitle a 4-met hoxyphenyl derivative of
general fornula: 20 R X~A-N ! 1 TIC ?R' US
So) BeN *0-OH 26 Sg ! a-t0 i'n which B, R R,

R2, R 5 and Rl, have the same neani n§ ag above, which is then reacted:

30
o in which X has the same meaning as above and preferably represents chlorine or a benzenesul-
phonyloxy or p-toluenesuiphonyloxy radical, A represents an alkylene radical and R; and Rs: have the
same meaning as above, the reaction taking place at a temperature between room-temperature and the
refluxing temperature of the medium and in a polar solvent such as methyl ethyl ketone or dimethylsul-
35 phoxide to form the desired aminoalkoxypheny! derivative of formula (1) in the form of the free base.
When R represents hydrogen, the nitrogen atom is preferably protected by a labile group for
instance a protecting group which can be efiminated in basic medium for example the tertiobutoxycar-
'\,«* bonyl (BOC) group.
: The compounds of formula (52) are products which are known or which can be prepared by known
40 methods.
The compounds of formuta (1) in which Cy represents a 2-R-benzimidazole, A represents an
alkylene chain and B represents a -S- or -8O:- group can also be prepared by reacting 2-R-
benzimidazole with a halide of general formula:

45 i

Hal-B'- ~0=A-X Cs 3)

Ry

50

in which B', Ry, Rz, Hal and X have the same meaning as above and A represents an alkylene chain, in
65 the presence of an acid acceptor such as tfriethylamine to obtain a compound of general formula:

13



30 + - with a dihal oal kane of forrmula (5) and the resulting product with
an amne of formula (3) or - with a conpound of general formula (52), to
provide an am noal koxyphenyl deri vigg pgge ¢d2 general fornula: 35

1 Rlag-HC Il | C8 X -0-A -NR

45w 40 R6 HC C- O R 48 in which B, R Rl, R2,
R3, R4, R 5 and R16 haveAle samg, nmeani ng-as above and A represents an

al kyl ene chain. The cy gpane derivative of fornmula (56) is subsequently
heat ed bet ween 100 and_ in lmﬁ presence of a phase transfer catal yst
such as for instance triNpe gosphi rfy or tricaprylyl nethyl ammoni um
chloride to provide the requirpd 2, 3-di hydrof uran derivatC'v of formula (1)

in the formof a free 50 bage-. % B-aepresents fa £8P group, by
treating, with an oxidizing agent ,~g=sldlphi de of fornula{1)Y in which a
represents a -S- group, this conpound of fornmula (1) being in the form of
the free base of a salt thereof so as 1 obtain the required conpound in -

the formof the free base or a salt thereof. \Were the required conpound is

provi ded i my, thgy AN R AadAk have e ain%%aR%F L‘{&?J, &4 AGEHesBfts 37 a|ky|§n‘3%ﬂ¥r?,r ed
by treat menjnidi dofpsund RSdubseBiGHAMR) re%?wtﬁ%n Ahing c}l@ nuta B 8 bbtéiA tHa Qb RIr&d doffoound
exanpl e pot FIsrnlda1§ ATROBAM & ade Bdreal kal I netal bicarbonate for exanple

sodi um;bi car beinmbe, thEesegoahds f folntif (1BRARKIEHITY dprkRts Bh BStiBnally I mdit 61 di-Ghbstifited N
or gani ¢ sol 2:RaB-diyab-fkah-37 ighoyp, R presunB rah Giyladtbhbin atd B repree@tsd &- of SG- group,

sui t abf e oxdad bz ipregared)eniydelysing a syciopropans aafvaive SDimua (23 in thelgrb®nced basfibaun 14
EP 0 302 794kal reppthydmridgasvition to iprodide & H-oretpapimsyizieietvaof ghnelBdgenidi ng on t he
oXi d_jji ng agent used, m xtures of sul phoxi des or sul phones can be obt ai ned.
Thes& @ xtures can be separated by convgentional proceduresfor_ instance by

chromat ography. 111. W‘] M@ represents -S or -5802- grgé @ Ah _ o
dy oxy- pr e chain, by

represents an optional I'Y subsgtituted
reacting under reflux a 4-Eydr0x & 04 ve of forrmula (4) with an
epi - hal ohydrin, such as e uz’hk‘: epi bromhydrin in dextrorotatory

or Iae\?ﬁrotat'ory form!t}rs-lm theg Tormofhka m xture of these isoners, for
exanple in racenmic form’ and i B the presence of a basic agent such as an

al kali metal carbonate, for exanpl e potassium carbonate, an al kali netal

hydroxyde, i Qhice¥2HPRCrS R MR naR91hd Sshe dding LOMNE whitis Mok AabedT®t 81
hydridg, such G QRkidaketaY Forrhiga §ra@%eaégﬁmbd orbREBYith bR amine 81 iGARI@t €, for

exanpl e sodi unpiret hyl ate of ethylate, and in a polar solvent such as nethyl
et hyFket one -t @iugh el EPgehdid YorEIk 52X Y to0Rsvids @h aMdSalikyphiyCdchlatlsashaa R

15~~~~~~~~m formuta: 75 Cy-B- - ~ -0-CH (-H3
~~~~~ 2 0 R 20
35
R
RI g HC \ 1
L c—n'-< . -0-A-N - R, @'6)
st e —JF-:/ !
40 R, .~HC”~ C=0 T Ry
16 ) R
2
R .
45 in which B', R, Ry, Rz, Ra, Ry, R{s and Ry have the same meaning as above and A represents an

alkylene chain.

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

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

55 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 bicarbonate.

Generally, the reaction takes place in water or in an organic solvent such as methylene chioride and
in the presence of a suitable oxidizing agent such as for example sodium periodate, potassium
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in whith Cy, B, R and R2 have the same neani ng as above. The

oxyr anyl met hoxy derivatives of fornmula (57) are then treated under refl ux
with an amne of formula (3), this peiggzresarned in a polar solvent such
as nethyl ethyl ketone or in an excess of amine of formula (3) to give the
desired conpound of fornula (1) in the formof the free base in which A.
represents ap@mag@nathgrdrableroperbangdiesnid. chaitn whi ch can be reacted, if '
desired, with Pependios anl thy oxidizing aaeny wsed.haixiyree ok prhoddesor suipkmnes panske olained.
provi de the Jbﬁﬁﬁmﬂ{ﬂes@?” P%?W‘&d Pﬂ "Y%“Q"ﬁ‘d"ﬁfcefi"#'ﬁsdqf "tswecefhveféromatg@anhm vvh| ch A
represents albWheg @ ; S '

by a | owér aatagx_wsaﬁae‘ by racing fdsfglw %Maétdng é°rPrﬂQdW'¥“ an opi-
paral l el wit Hal ’H in Bﬁmfp g-ﬂﬁﬁ c' \?@tato orl y(ggofabasrm orin the form
4- (3- hal o- 2- il ’é Ngﬁ‘;

with the ani g d.u 5 Li.’ﬁ"ﬁ %e&;igi;al w‘; %“’ "’"43 Solfiry & Erhéq K ;I“‘ eta.
rise to ;ohe oa@dfovc&% »fnet

I Ikeone
2- hydroxypron,v .\%Qﬁ‘e&h mreth eﬁ&[ﬂ%@U ﬁer ora‘nasnu % Uher eby of')ta'
the formof the free base can then be converted to phar maceutical l'y

acceptabl e salts by reaction witgh a suitable organic or inorganic acid, for
exanpl e oxalic, maleic funaric t hanesul phoni c, benzoic, ascorbic,

panoi ¢, succi nic, hexar‘e C.t DL S ens_eﬁl %ﬁl-bﬁ 3s et han?;% }H phoni ¢,
aceti\c, propionic, tart r|c NG Zgluconlc MNact4c, malic,

ci nnam c, mandelic, citraconic, aspart i c, palditic, stearic, i taconi C,
glycolic, p-am nobenzoi c, glut arﬁzc, benzenesul phon| c or theophyl | i neacetic
aci d_or Wi th |l ysine or histidine. Simlarly, the N-oxide derivatives of the
compound® of fornula (1) can be formed by oxidizing the conpound of fornula
(1) in quest NI HB ety a&ﬁﬂ?ﬂﬁ@l‘*&ﬁé’“@%‘?ﬂ’@laﬁ '°°é( ent for instance hydrogen
per oxi de or 43‘99"31’”3’5?‘%%‘?%‘ YRS of o E?ne 53 it af‘r?"‘!l‘&?fﬁ%“'aof

d | in %Bqlar s nt h a me ne of formula
Eﬁxbﬁéﬁien@ T e e &E W??i g'@ g"m tPT s ?;3;§: e @P?"*s 2
Nbnoal ky ) rox(ifwro?:léenfo am w Eg can z)e Teacte ali e m e esence ‘a

vc pre; S a 2-
benzot hi Opm ﬂ guwaYnef gﬁmz; S Fs t.u &iﬁy v vl
presenting ﬁrs&ﬁ&g 04 Iny Brodbckd Ak Be ioﬂneh #p&é\&a i@u"tﬁé pdiind b@ﬂoﬂ\mad(én above'Jﬁ
the cour se ygf casd B (BHaRBHyBokyPRPSy et BiosBiptRaf dbivhtR¥Ent i On, . tests were
carried gut Vi RasiRR MM dSanitiRes iidrin@akd) Yindsb laBfhatives ) PoRbIRS Qivél rikdSoRRY @dked
nmor e parti Gohgduhds oMdkmulq B ich A @prederts D2thtkoxylprébylede éndim.

di et hyl am noetHaasiypdadsdnieatin o) aRyeb] bl it thalormbaf e Saseican Mbn bdemsrted ta
tests, it @barinacebitalyoaecdptitiiehaltshiayt reachiont With aOsabist orgidnie ofl degardd ackl) forgxraknplelwyalic,
I Nt r avenoumafeisufumarid, methendsniphenic.C bampaic reseoriin | pampic.eseditic, chewapad bismethylenesalicylic,
a- ant i ad® e etherpdisulphonic.yadetic, @rrionio. tertarigosaficylic; teitica lglugonieo laftic, matid, sidnamia rreandelic,
ef fect. Si reiteepnicy aspadie| paimitice steeid, \fagonigeglyeslis. cramifobens i salitanie.cpnzanegulphonic or
1- posi tion thE*H"'%ﬁ?C“A'FRg‘)I’ eHAH P8 o1 B -n which is itself substituted with a
nong-; or di - aVR{AMY:Hhe dg atived, of {0Ri MPoLPEs S’qt L (t”gcﬁ’iaR?ef°'im‘?5rbﬁfﬂ’d‘t9FBg jthe

e or

cal eff ect Va8 ﬁ'!°8r‘”'“? F‘é?‘t?r°'°%¥?‘%° NG A997 K35 SIRIRNCe| M dipgRnpoerox

34
Kggneg;m g}?n’zen IﬂdftEnzo zi% 9;' fézé‘ai %g WQE\QO'@%T 134 3675%3% d%thEHm'mﬁ?"
P

2- et hyl -

- or Iky il bnzgﬁng Q)p zotﬂl'i') o derivatives ar re-
dl - n- but yI %Hﬁda%)ﬁ@ emp/y slaQ %Lén%ﬁd}%a%&d&% f¥ct i&ﬁr r Adlg.t
benzoyl gadi cglie & eof kiR WL AIBH @ B SprédMVREniRR ] fogtd rv@Fbewa.éa a@wnwlcsms'o%nas

whi ch wer e spsiticahyfi Gb@Nh 1Ry alofshid A0S fbb!bnte‘ﬁ%l‘bt Barlidr) Qith tDethy® 6F 2aMytyNed-1Q2-
f or t her apyiethifaminocsttioky)bendéhdsuiiianyBlentdiliet nonoal kyl - or
di al kyl - am nombrk auspite oz hyde @ets,i iV @buly ©6 catiotided fhat knevaiog faDthei dvsé an e naykg by
reported i mntaveeousi foate,atheseeknvenaampounds oy greadnk \al wealti caatiamenenglc abtivily vantii noeer
of : 50 practically no g-antiadrenergic effect. :
Similarly indolizine derivatives which are substituted in the 1-position with an alkyloxybenzoy! chain
which is itself substituted with a mono- or di-alkyl amino group, and which are stated to have pharmacologi-
cal effects in the cardiovascular field, are already known.
In this connection, there may be mentioned French Patent No. 2,341,578 and Eur. J. Med. Chem. 1977,
55 12, No. 4 pp. 345-350, which specifically describe 2-ethyl-, 2-n-propyl- or 2-n-butyl-1-{4-(3-di-n-propyl- or 3
di-n-butylammopropoxy)benzoyl]mdoluzme optionally dimethylated on the benzoyl radical.
These known compounds showed antiadrenergic activities which were non-existent or low, at all events
too low to be of any value for therapy.
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- thiophene [(J. Med. Chem V, 13 (3) pp. 359-366 (1970)] - naphthal ene or
di hydronapht hal ene (Chim Ther. V; 7 (5) pp. 369-377) 5 - pyridine [Ing.
Chim V, 59 (283) pp. 3-13 (1977)] ep oido99®B$, 2-c] pyri di ne [ Heterocycl es,
V, 22 (5), pp. 1235-1247 (1984)) - indole [EBur. J. Med. Chem - Chim Ther.
V, 12 (5) pp. 483-487 (1977)] - furan (French patent No. 2,400, 515) -
chronmone (Uthextmonealkie or dlall@E@nn@aﬂit)xybeI@oyl derivafieestag atsmrknoverd out wi th these
known conpouininsterire asdendried in $weritoratifre mpreafkihras Jiskylaninglrenzoativedyaivegiot:

activi t i es buhiogtepelt. ied-Cheraay,. 1413) e B5LWERI9Z0t oo | ow to be of any val ue for
therapy. It~ H&Eh“i'?dﬂﬂﬁ B'é‘&’in'PmPhYHa'eﬂer{C'a'ddThP' Mn7 5t wpafErflo- or

di - al kyf am ndﬁ'F’W 9 ‘éﬂ‘f?e‘hé%@? IPB1T 13( ves ressenbl i ng t hose
described ih Ef t°'° y"f’f g g 1@ he benzofuran or
benzot hi opherﬂ%o Mlced tS‘rS)pﬁ 8??\ r("yé)l]bocycl ic or

het erocyclic fih 'ef %aé L NiD j; % uabl e antiadrenergic is properties than

known S ! pho&f lt}{(?hesg no OQE&L&S&I ‘gecHh§ saptg ?&Em}ﬁesm%}%}m?&%%w
deri vat' V Getvid fehi Eiofe) &t GPevbif fob %@Q@ﬁe of Q;F ydiddSor Eg&
fi-antiadrenepgl fowlbdah fdund 88 a\é&%ﬁoﬁ h&%h BB.E salkytinihdifko nEhedulphd §dh0dtPes
route at %%%I:@thbé&%e@e’ib&& hU® plten':t N4 X B, 10 otk ik GRIBEHD bbri2oflTaR 8 bdRkothiophene
di - al kyl amioRgaal B¥anesIEeM B iloMatsitocydfd ér\haiblowiREic My phdabiTom vailidblé ahtiddiereicCy
repr esest propérddshifan kgsvailkiphdhgIieheawObilitieydforeNaidhES) pabitioL Kign bénzoyl B&rk&RNEor Bhe20
qui no\/ ny lab@e-cipgnetabapd, 2- b] pyri dazi nyl noiety. A particularly val uable
cl ass of corﬁmomatd@ceo& arides-antiadeenbigicrprepedios vers aegisteredn incthe [Bbg bRihtravadoua nahiteAat
have t he desseaspiewns Ad tats mykd eittmebmect to Bonae pr dialsylengincalkox3Bhzengsuinhpny! @Bivatives
reprigsent Sf frmda K| in vieh c@l repregen®y anosy G@E!mtt@" ePegROb{vﬂJ o5 dprzothien! fferoingtance a
qui nol |2PiyIqu'fﬁbmé°'p}?91ff9'P[é€1biﬂyf"§FZ'2¥' oKl nol i n-3-y
pyrrol o[ 1, 2 ’b R YA AR A s of H‘Plﬁg:'ﬁ'mRa'ﬂ 'P°F%I" hich iy :I‘ » s and A have
pyri dazi n_ _ ea ?5\ 1:1’3!4!&5 rfgﬁ,spra?,la é”‘b’ﬁ’r 3 E’ealieaqnfsyan alkyl radical and Cy
2- R pyraz8l c;il:’é r u'a 2-R-q o[ 4, 2- a] pyrl dyl nore particularly
2-R-im dazo(1 f Qre particularly
> R4 P hycﬂ”"i yr{z '"ﬂo':‘:“ p ”9'°H dazfﬁ%f,g R-indol -3-yi and |
- R1- 2 R-i ndol; ridyl more _I | 0[1 , 1t has been found
that the cal qmwygm hyi Rlods ‘gﬁ,tm;,awy nds of the invention is
at | east eqUanlidotypmorbEarf&tarlggﬁ-ﬁaﬂo%ﬁ&;tl ﬁd"1-R1t1 -m@@é fved in tests performed
with thg knowsyopi@paunds. In contrast to the knovvn conpounds, it has thus
bee WOSSI bl MordRerdie AEEsEbA BUR thallihet dARIUAORMMRLI ASIvRY of ttREcoRpPOMANbF thdi@kiidnG$ata
phar fracol egitealal ®p @ abtrdidttel Ga athat bigse@sd in QatsQietidrmadn dittethe Bivén ZoragbluhdsCOhebmfasti C
conponent ® the tkhova Spolres, an basdthusnibeen Possiplendoi delmonsyrate ffort thee capewids ®f Wal pasentf or
exanpl e, fregntion @plameacologidal spacfiumersvealing aticalbiers and efzod Bedtiadrenaligit eantpofwntshyith a
Char | i es balanc@®} inteesity whichvs df berhpeuticglue, Jor e@mpleg fehegatnedbd angineges 543- 560, it
i s accept ed Astan bean raparted ingdatal by dF Lf?afi'qf dn {'Privretiesd¥inslicrld Nine 9ceaptemiber 1969, pages
par ti cul aP¥3-%P. ihisaaessier ﬂangn erangingt fragiireatrant;theuld P eanakle. @7 particalar, piantagonizing
reagt jons ‘he?d"ﬂdfﬂ‘%’g'é e@@e %@@rﬁsgu'% é‘i?ﬁ\!ﬂ"% TSf“"E) I‘”Efb 6991 GeRRPI( °frbé>e@1@ﬁ e §‘"ﬂ%?9'§’s
been pr40p chm!:_k? 2 Yc ion f suc com eat(r:n%;[n o? reS uCned
to the freé}t ueat@qae "ct ¥ JIH U §§é§8 Worenk S var,ﬁ S ok Lffé e
fact that, r;EE {i Q,F neur | zat I on
of the adr eri.e "ré&{ esm %na;esm% @g&.ba@h wic an.F;ﬁﬁﬁ wefeeécq.r B @&hﬂ awiefpzﬁeﬁ{sed-
In fact, Gk 'EﬂéﬁhauMﬂcéﬁé&é &6/ Fosh A BMREMRE Thd corBEUdniy indive bSs occur
angi na pect a4 ioGralldf trioRMbits BVl Bo8n BFoBosed Al Biudd whiH %K@a@én&g-crw@btopsnté&ohsts
cardi ac, ande caymasHsEWHidnyard 6T\GBhuR clitieal RBiub/REP4se . attdbhs of angihdbylradudhg &b work
t r eat nent sf thakeart lbg SBwing D GsaRictatai Hovedr, trgss isvd 2ininatiecpefbtadi P64l gisistatic@adth,oh
ant agoni sthe conffayskises bropgiurrbisse oib eftonizie of genui ne cli ni cal
val ue~xt decribesainigtesattehia ok@rtiadfiesamgdifysoiby hasgdupiamy patametarsrik a d¥ectidnewhivbaata by
sl ow ngoe t heddmeatal leveh teiractsifrom Whervalue bicthese idgighitor éngink peatoris ipetiepts in faHievlar and heart
arterial pdieMsingeessalwhi ch, on
If the antiadrenergic aspect of g-blockers is considered, it becomes clear that only the tachycardia and
the increase in the force and the speed of contraction of the heart are capable of being neutralized, the
arterial hypertension involving a stimulation of the a-receptors on which g-antagonists have no action. _
55 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.
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the contrary, rises through release of the a-tonicity. These drug
treatnents neverthel ess nodify sonme haenodynam c paraneters in a direction
which, at a 50 fundamental |evel, gplgdpelizgzBiom the val ue of these drugs
for angina pectoris patients in particular and heart patients in general.
If the antiadrenergic aspect of ,-blockers is considered, it becones clear
t hat only t helnt aiditigre dtogkiay heds-tsaeptars bvelas ea risk, tdapiving rtise patieat  $uffering pieed capdiiac
contract i orinsgfficierice oh@agompensatory aprehdnismohitiehen gormallyt riads intedplayt teclingilr bie ciralatory
hyper t ensi desuffigionsivi ng a stinulation of the a-receptors on which

, 6- ant agoni st Shiheflex meshaniam. de. mas compopent platich mghps wsetdh e pathuyodf dkec fradipnergic
di st ur bahcey¥step 0lBkt inRFEigHiarip I BCreasp rify et orsp apd thenwpegsl plegasiircionsofdhe heale In
mor e har nf (fP"eauey |'fn‘§‘s BiPMR g §'°°"i°f‘ the Pﬂ‘!?ﬁ'ef”r‘fé’l‘”@s'?"t FRidiaq Wsufficiapgycpxperjences a
hypert ensi dﬁ”%‘l“%“ % " "%BEB étrl 1“?’1?3 Pt°°“sh‘1'8‘ that “I‘EP“% % gL W’BYMT%

addi tion, @—%?——?— ‘erop the
sufferi n stggMé]%E arséog:s%nﬁ%a otﬁo ::9?? mﬁ%cﬁ a- aa?;\f(?f ISI pr OR% IV n
nor mal 'y brcuaga,s& Nimbayouhy o Ho'h ,sa i &ox ol Hoh ﬁ,sceso Y
reflex mechan r%%on{pbﬁmdg%'f Qhecﬂmﬁ&ne%et ﬁ eVSs‘ﬁowP ncl':n%let@fjl:fL Y\@%-t%a
the fi-adr eRf@hégie proZMrﬁJse Fheyl @A ®Snce! 3 dBAYi PeQUJw'i“hs sltidciiRs bl @5 @83 fo-dedeibrikbrs,
force and teis3pesthahl 2H@HnIsRGE 1he §- M stddRndlGIa Factiohd) pASHISR WSRAOEe dibadidhtages
system i & hiktog kde tot fologkailsi ent suffering from cardiac insufficiency

experi ences anwdditmnihagaldim hibitdry bariponsmabenibhealod dwthe corbpoursdsive the énvbiigh @it act 0
consider t kawn tiveptiosat caiplesnenBe Hie pbdcdacolabioa speaitim dfnheirsandiavascudan dctiomnpl et e

wi Il al ways iisdingen, én eftectd thaicthe trerieport ¢f daleinm dora i erzer of theomiie cateronantshdf ghenastiont o
seelk_? npl eotential inpheartgeell rand,gio n¢onseausner. dhje tianspert plgvsy @rfundamentdl i paitdallthe glectiicdle
ef f eCct s 0h&enduetien @s wakh apini th@d“a%m whigh majoeqewr theseie @"B!jﬁ“ﬁ'é)l Int agdifignp it fsokngwh thate
rat her tharfaFigmdens grenigyolyed gthe WEH“BW‘&E‘E‘E?F‘% coypliag Yhiph prROEQs R idegree pfaaspcenstiez e
t he hyper stﬂpmsaw% H‘“ﬁﬂ’e “I“Hé" %F%’?Fe 'i"Es‘ %!?ﬁsé‘§"'éfa\lﬂ‘?6 [reattacks af RgiRBBRTIHS of
the invention® ée Ieip “e?‘%maa"e Sha b k& T

o e
anti adr enerpéﬁ"g mcrea all 8 Sﬁrese @6 cr:c lr:eu S ers
af%ér?o én?j W %}(? %{"ix‘ " ﬁ‘}e.g B

but as ad ren
and 8-adre Qb' 1%1}2'2' er' ér\'/ o] e tga% 3va§ﬁh h' sed

[i'sted above it & e s, mo% e it nf Bbid m.&rbxe.{shﬁ a&ﬁloﬁlmnlf.em QhuﬁufBFyYacﬁdHﬁP@Q&&t
denonstr at Q,dcdmm{ s&gl’gﬁgglgﬂﬁe Gbsehtitfmel NVeNtion W Il act as an exceptional
conpl emeggt  t OFrbi @ni BiAMIBBROIS Gbrgdunds A Mo liBAtH pésBéksing Beth e BMiBAGh BdmpdRdnt BrY

It I\SJ knowan d-ran@fg@Gddrenbigiat compénehtr @il 9B O tundbmeéntdl GhIlENsinBd) Shelr Sared Bapalilé of hﬁre
mai N~ConpoRkRBisive tHerdbbitic agiicalibhsiGh @sbpatdie s-Blodkeradt b sqpalate @RBIdM imkibiteroNnsequence,
t hi s transporConpoands otith inelgiorepdsedss p@s- and B-dntieeirepbreic icomgambnt 2dnfa oxichyGni asygeas
wel | as i n etémemiding Gffebé capablhiot broviting aderapeutitefiet in rianrin et dyndreme off angiaaldi effodn,
it is knswwhichagan.cmbrepvem beo treatesl by itaditiningleftbiogkensh Howsveri tthet meiar edvactagec ofi these
coupl i ng wispeepuadsnvill ssisle tim the degy thabthey may s oreauitrdf gheir tapheplqivm effpsio bp upagdsie the
and, in thdeamar of praingral reth cyndrmeripducgd By thejapegarapesr 9f ) sRasm t“éE‘k%OVQS‘P’Yaﬁ"fg‘Teﬁa
pecioris. wg&wﬁagatmt Breset by CoRiPeynds Fush pRejFreR, wragepi mifedipine) evel of th

cel I menbr ane 1 é@?‘?‘\?W ﬁP%(Pé‘?W’?’hb’e'B S8 S Po'?ﬂ fRPRle &f patana g F‘f'?s‘f"ﬁ'é'

i nar
procesg&, B "t e resu th oE }wrmacoo ica er{)rm% eJh urpoie of. deLe|rm|]:1|g‘CttlTe cardlovgs%l?l rs
;e t.af 08 ol

i ncreasi ngl TR (= v b clinica provi
by the co 0rﬁ’at on o Ca C|sum| |torsec % adr energi c i nhi bi tors are

better than RM iRAGEry oLk OF 1 s used separately (J.A MA 1982, 247,
pages 1911-1917). Tt appears, noreover, that no fl-blocker which exerts, in
addi tion, a sii@nidpemadbs iHMRInGichiBtH" na.%bbrpsg thd mbRS BRObvePEho@@ b tne MBoinpaund@sd® s
exi sts at tidventph @6re @bmdristaed byQneasuring theifaritdbosistis actionl i fskpect th eheGOMRCIE[Sponde
t he i nvent it®pot{aeiom @ribcad GlepadriBatiam ol Rblated ot hatia I€ 30 Retsliiistat that the depolarization of a
smooth muscle membrane by potassium renders the latter permeable to extracellufar calcium and induces
50 muscle contraction. _ .

Consequently, the measurement of the inhibition of the contractiie response to depolarization by
potassium, or the measurement of a relaxation of the tonic contraction on potassium depolarization, can
represent an evaluation of the power of a compound as an inhibitor of the membrane permeability to Ca**
ions,

55 The technique used was as follows:
The aorta was removed from male Wistar rats weighing approximately 300g, and cut into strips approxl
mately 40 mm long and 3 mm wide.
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an a- ‘*and f+ -antiadrenergic conponent wll be of fundanental value, since
they are capable of nore extensive therapeutic applications than a separate
f1-Dbl ocker or a separate calci um ighplpd 982 gFonpounds of the invention
possess an a- and fl-antiadrenergic conponent reinforced by an oxygen-
econom zing effect capable of providing a therapeutic effect in man in the
syndrone of Thegfragmedts @dré plated iBH 25ini isdiatexangan Noughaedsiningd@ mbdiise tikeabsbigarbonate
tradi ti onablutiodn k12 oveNaGh SHoMek 125 nrtl\mvahm}aqt mitkiBROadge raf MgBes @.50uMSelindd .5

Wi ll resi ¢ ghcaskedistibiastt watdide 1009en) thrayoh viichza steeemlof 5GP ¢dron rdickide in exxbean wah
ef fect, b@assedkand maintpieediat BRGrdba Pf@ﬁafaa?fg\i'%&ma@d?fb‘sta forgp @?’ﬁeﬁ"m"q thelcrotsertilgy

t he app@aﬂﬁﬁ%@ﬁﬁ*mé9 dafersmplifisationen asceAlry arteries, which is conbated at
present by cdbiF8ehefs20s\RSHAPRESd P |the; %Q@Fﬁ'm\/éﬂ“a P WB? ’“ﬁ'f"?'é%ﬂ for ﬁ% "‘"l“F?s in the

addi ti on, "1?8' #'ﬁa%b'fffb"t‘% spiffioR A "'W@‘P@s %%;h%"n % bwa;/-'
d
i nduci ng rf%g; Hﬁ OFJJ {f b%ﬂlﬁle wal f IQ ?ﬂd oath'l %contracme

0
phar n'acol onse o e pr t?a r% ome repro uc bl en a unt o 2 & nventlon waa

cardi ova E mL mWas In

bel ow. I. hé:?éénigm awwag.rt%@wtﬁ e &5%% e%§e 'd% boi ithe
Cal Ci U | R g o st b i : e “CoNpoUR S Eb% 4‘7 °

i nventi on wedyeya) FBBMbes! tRCeddis WRASHol Warel dBRinbd, M3l BBPdUhE di oA (1P Boi ih the
respechstQymbEm@gﬁﬁn@&buhﬁdgasﬁQQQe to potaSS|un}|nduced depol ari zati on on
i sol d rat aorta. It is well established that the depolarization of a
snDot nmuscl e menbrane by potassiumrenders the latter perneable to
extracel lul ar cal cium and i nduces 50 nuscle contraction. Consequently, the
nmeasyrenent of the inhibition of the contractile response to depol arization
by pot @sium or the neasurenent of a relaxation of the tonic contraction
on pot assi um depol ari zation, can represent an evaluation of the -power of a
conpound as an inhibitor of the nenbrane perneability to Ca++ ions. 55
The techni que used was as foll ows: The aorta was renoved frommal e Wstar
rats wei ghi ng approxi mately 300g, and cutilnto strips approxi- mately 40 mm
| ong arfti 3 nm w de. 17 EP 0 302 792 61 These fragments were placed in a-
25-m isolated organ trough containing a nodified Krebs-bicarbonate
solution (112 MM NaCl; 5 nM KCl; 25 mM NaHCO33.;, mM KH2P04; 1.2 nM MySO4;
2.5 MM CaCl 2; 11.5 mMglucose, distilled water to 1 0G0OOM ) through which a
streanupf 5. 7% carbon dioxide In oxygen was passed, and naintained at 37 O
The preparation was connected to a force mcrosensor and the contractile
Eﬁponse recorded after anplification on a recorder.. A tension of 2g
mas, applied to the preparation. This tension was naintained for 60 m nutes
in the nodified Krebs-bicarbonate solution, and contractions were then
i nducedsby replacing the Krebs-bicar- bonate solution by a potassiunm Krebs
solution (17 mM NaCl; 100 mM KCl; 25 nmM NaHC03; 1 mM KH2PO4; 1.2 nM MySO4;
2.5 MM CaCl 2; 11.5 mM glucose; distilled water to 1000m ). Wen the
contractile io response of the preparation had become reproducible, a
gi ven anount of a conpound of the Invention was introduced into the bath.
Sixty ffnutes later, a new spasm was i nduced by potassi um depol ari zati on.
The results obtained on the aorta used in the experinent were then
expressed as a percentage of the maxi mum contractional effect before
i ncubation with the test substance. By way of exanples, the results which
fol l ow yere obtained, the conpounds of fornmula (1) being in the
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20 By way of conparison, the f-okl-owi-ng -resutt-s+wer e obtai ned with known
compounds: 25 ) 7-S2--r-  -( -R 0 30 Conpound R
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40 ' : ' ' Rl CO 7

N- O (CE2) - Am 450 55 25 EP 0 302 792 B1 Conpound R Ri R2
Am % of the maxi mum contracgp@yz @bfgct 106M 10-7M
Conpound C n-C4 HO H H -N(n-GA4 H9) 2 25.0

74.4 Compound D - C2Hs CH3 CH3 -N(n-C4H .9)2 19.3

64.7 Conpound E  -C2Hs " H H, .. .-N(n-C Hn2 37.9

89.1 10 11. Anti adrenergi c “pf 6pei'tT &s” The "object” of this test is to
determ ne the capacity of the coapounds of the invention for reducing the

I ncrease in epinephrlne-induced bncrease In bbood-predsure (antl-a effect)
and the fsoprenaline-Induced acc®leration In heart rate (antl-ft effect),

I n dogs previously anaest hatt zedw t'h* pent'cbéarbi*t-al* arrd” &t r opi ni zed. 15

For each dog, the dose of epinephrine (between 3 and 10 Lg/1kg) which

| nduced a reproduci ble increase (n the bIood.pressurenof approxi mately 133
X 102 Pa_and the dose of isoprenaline (1 to Zag/kg) Which induced a
reproducfble i ncrease in the: heart- rat e *of -appr oxi ret el<y~70 beats/nmn. were
first determ ned. The dose of eplnephrlne and of isoprenaline, determ ned
in this manner, were injected alfernately evegy tenlnrunes and, after two
successi ve reference responses h&@d been obtaihed, an “anount of the test
conmpound,s20 was admi ni st ered«i-ntravensusty- «Anti- a -et-f-eet The percent age
redugti;on in the hypertension induced by theest comgpound conpared with
the 2 reference hypertension previously obtsi ned (qéproxinately 100 mMm
Hg) was recorded. Anti-S effect The per cent age reductlon in the

accel eration of the heart rata i nducéd”by™t"he "t est “coirpolind conpared 30
with thezreference 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% + + for a reduction 2 50% 35 ..+++ for a reduction sub-total
(al nost conplete reduction). The followi ng results were recorded: Conpound
Dose (ng®kg) anti-a effect anti-A effect 40 Ex. 7
4.9 + + + Bx. 8 o5.89 & + + +
+ Ex. 9 0.12 o+ L+ Ex. 19 0.52
+ + + Ex. I1 L;Q §f+ + g‘ + 45
Ex. 13 4, 3 + + 2 +& By wag@ of conparison, the
known ,conpounds showed the follogjng anti-ad%energic%effects: 50
35 -g
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55 26~ EP 0 302 792 B1 Conpound Dose (ngl kg) anti-a effect anti-6

ef fect Conpound A 10 + 0 Conpound B

10 o+ * 5 Ep 0302792 B1 Conpound C 10
+ 0 Conpound D 10 + + Conpound E
10 + + + Conpound F 10

0 10 *

2-et hyl -i - {4-[ 3- (di - n- but yI'ani no-propyloxy] benzoyl' I ' ndol" Zi ne. These
results denonstrate that the conmpounds of the.dnvention show nuch greater
o- and j5- antiadrenergic act|V|ty t han thoseeof t he conpounds of the prior
art. Tie therapeutic conpositions according tS the invention can be
presented in any form sut t'abl’e® for “I6"admi'mirstrat ¥ on” I'n" fruman or veterinary
therapy. As regards the admnistration unit, this can wake the formof, for
exanpl e, a coated- or unc@ted tablet3 hard- @ soft-geglatin capsule,
packaged powder, suspension or syrup for oral adm nistration, a suppository
for redtal adnministration-or-a sof uti on or suspensi-on-f-oF par ent er al

adm ni stration. The therapeutic conpasitions of the inyention may contain,
per adnministration unit, topr exanpleg efrom50«0 to 506 my as the wei ght of
active ingredient for oraI adm ni stration, from50 to 200 nmg of active

i ngredi,gnt for rectal adm-m stratior and- from 50 4o - 450. wpy- of active
|ngreg}ent for parenteral -adm ni stratd on. Dependlng onat he admni stration
rout e chosen, the therapeetical vetem nary compositions: of the invention

w il be prepared by conblnlng at | east one of the conpounds of fornula 1,

or d_pon-toxic. addi tion sal't” of " t'hT §* TAnPSUN, ™ Wit I "a~sur't™abl e exci pi ent,

it beimg possible for the latter to consist, for exanple, of at 25 |east
one ingredient selected fromthe foll ow ng subst ances: | act ose, starches,
tal c, magnesium stearate, polyvinylpyrrolidone, alginic acid, coll oidal
silica, distilled water, benzyl al cohol or sweetening agents. The follow ng

non-limting exanples illustrate the invention: EXAMPLE 5 30 Preparation of
2-i sopfopyl -3-{4-[3-(tert- butylanino)propyloxy]benzenesuLphonyI) i ndol i zi ne
hydrochl oride (SR 33712A) @) 1 =

- Et hoxycar bonyl - 2- |soprop¥ 3 (4- nethpxybenzeggsulphon ) indolizine 35
Into 114 m of 1,2-dichl oBoet hane wek® dissol ¥ed 13.4 & (0.058 nol) of

1- carbg;thoxy 2- |sopropylg oI|Z|ne,and 12. ? g (0.06¢% nol) of

4- oxybenzenesul phonyl Zchl ori de. Ihe sol ut gon was s@irred and cooled to
0 Cwhile 23 g (0.174..ndL).. af.. al.ugiinium.chl.dride_weréd added by small
fractions. Else-, The addition was termnated after 30 min and the
rmmummmsMImmdtoreUMntoromntamaaUMe40 for 4 hours. After
that, &he m xture was poured onto ice and 20 nl of concentrated
hydrochl ori ¢ acid were added. The nmediumwas stirred for 30 mn and the
organi c | ayer was decanted gnd washed with 3 fgractions of water. The
extkaet was dried on sodi unfisul phate and |solated under vacuumto obtain
24.8 g of a black oil (theomy : 23.28 g). Thls oi |l was tnﬁlfled on a silica
colum®sing first n- hexanePlO@@ethyh acetate?and t hen n'hexane/ZO@@ethyI

acetate as el uents. T
_ _ 5
<\:§, '« o
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45 In this manner 3.25 g of 1-ethoxycarbonyl
2-1sopropyl - 3- (4- nmet hoxybenzenesul phonyl ) indolizine were obtained.in a
formof a white solid. Yield: 13.95¥p d4g3.702@3- 104e C ( hexane/ net hyl ene
chloride). 50 b) 1-Carboxy-2-isopropyl-3-(4-hydroxybenzenesul phonyl)
indolizine Into 100 mM of nmethylene chloride and 25 m of ethanethiol, were
suspended 6.7 g (0.050 nol) of alum ni ys-ekhoride. The suspensi on was
stirred and cooled to O C while Xys8'g & oY@l Ay | - 2- 55

i sopropyl - 3- (4- met hoxybenzenesul phonyl ) Y madl i zi ne i n nethyl ene chl ori de
wer e added. The addition took about 15 min . The reaction nediumwas all owed
to returfi to roomtenperature and mai ntai ned, at this tefpef shapaximaogoass
mn . After pouring onto ice, 5 m of concentrated hydrpGH%‘-‘Gf-?"é’-déFﬁ‘were
added while s{irring and the mediymwas extracted with ; Clia®5 Ofg=gkhY!
ether. The dt¥¥Peal jextr&ts wérd coflect'®d 27 P 0 3d2 797 %1 gnd *
washed wjth L L 9 - S0
carbonate. The aquepus, phase was aciflified and a precipitate ivas observed.
In this manneex.48 pf7CylU¥e- : =50;~ : ~NHC(CH,), pom 1 269 79,6

1- car boxy- 2-4 sopr opy hydeoxybehzenesul phonyl )i ndof i zi ne' was db-
tained in the formefNa Y ge $olid.}5 Yield 44.6%c), . :

2- | soprogy! -33- (4- hy#ir oxy€gzepgsul phpnyl )indolizine For,2 nin,, 1g2.78 x
10-3 ywpl ) ofi 1- car bdxy; 2- Bsbpr epyl - 3+ (4- hydr oxybenzenesul phony! )i ndol i zi ne
was i 0 heatetxs2§2000° The bl-38) s S0 obt ai nediwas t &k up3lA
net hyl ene chl ori de a shj ght prectpitate was elininated by*filtration.
The {iltrate was evapy at & to’provi fle 0.8g of a brown &i I (theoryf
0.877g) .29This oil was purified on a silica colum using a nethyl ene
chloride/ethyl acetate 95/5 m xture as eluent and 0.6g of a green oil was
isolated. In ?)mvy %qu§on. the following results were obtained with known compounds :

2-i sopr opyl - 3- (4- hydr oxybenzenesul phonyl )i ndol i zi ne was obt ai ned. 15

Yield: 68.4% , Puritya 97.5% d)
: : geewrwcngugm(zhmss 20 Wile

2-Isopro%y|-3-[4-(3-bra

stirring 1.6g (5.07 x

2-i sopropyl - 3- (4- hydr os RzenesSW phonyl )i ndolizine, 0.8g (5.6 x 10-3 nol)
of potassium carbonate and 49§ (20.2 x 10-3 npl) of 1, 3-di bronopropane are
slightlygrefluxed in 30m of nethyl-ethyl-ketone. After 24 hours, the

medi,um was cooled and filtered to elimnate the mneral salts and the
filtrate was i sol at ggormder—vacgummamd— e umder i ghvacgpmrtol el i m nat e
the 1, 3- dibronnproEaﬁ%mPW“%(ce . ps %ipLihg §mw334¢«go%£¥gghke1 up in

wat er contai ni ng sodli um hydr pxi de ahd #erEMbr dmi ntr&d piodudr®Mas | ext r act ed
to provige 1g of a ¢onpqund WRICH, WBS Pug!l T1¢d 0gyg SIIcaggpl umh using

di chl oronethane as ¢luegt. Ip.ghls panngys 0.199 @hg -

2-1i sopr Opyl - 3- [ 4'(3 bt oo PO '"y'Jr ﬁ)\uy}L benrzenest phunyl } +Hreet—z+re—has '
obtained in the formof a greenish oil which solidified after sone days. 30
Yield : 40.67% e)
2-Isoproﬁyl-3-{4-[3-(tert-buty|anino)propyl@%ylbenzenesulphonyl} i ndol i zi ne
hydrochl oride A m xture of 0.9g (2.06 x _10-3 nol) of

2-1 sopropyl - 3- 14- ( 3- br onp- pr opy! oxggb, qubﬁénﬁ@hizine

4% 2N N-R R

N N
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35 ant 0.76g (10.3 x 10-3 nol) of tert-butylamne in 4m of

di net hyl sul phoxi de are stirred for 48 hours at roomtenperature. The

di met hyl sul phoxi de was el i n nated ppdeyp2veggym t ogether with the
tert-butylam ne in excess and the residue was taken up in water containing
sodi um hydroxi de. The medi um was then extracted w th di chl oronet hane to

gi ve 0.8g & L qw o | ch S |purift ed Jon, g jan
et hyl acet a?en?pngt hanol 0'15‘95/ b ?n xtn@e as ellwu-ent. %?ﬂ? ﬁéﬁ% @fé@éﬁé&v g)
was 40 tHen transfdrmed ihto the hydrochl orijde whi®tMwas recrvé?éM i zed
from et hyll es@loaisd ed-bano| . H | t i § f@rner), [0. 520as.0f 74.4
2- i sopr dpyl e@npodnd 8- (cemst - oum-yl acHNq) PrepwhoXy] benagaesul phonyl véatrdol i zi|ne
hydr ochl or|i cienpaaral Bt -gbiked| om tfheHf gr-mred;Ha, White smbid. Ylel d: 484 3% MIP. :
198-200 C.745 USing the sane proceduré as that descriped above,
2-ethyl -3-(4-[3-(di -n-butyl am no) propyl oxy] - benzenesul phonyl }i ndol i zi ne

aci d oxgl %tﬁmmeg#t&a;@&\gs (SR 3371 1A) (Exanple 2). Yield: 75.5%MP. 71-73

e C (ethyl MPLE 7 Preparation of

4-[3-(di-n- b%)bbﬁéﬂoﬂ@ﬁ&&&@tb%ﬁébﬁ%ﬂﬁ@%&dﬁb BNAS YRS REthE rAdrBdrrof ralicihd fnb
QA) @) (4rideescOinydphipRin@ Mol (atshde RAEBILADRsGRe EAL-R ofEUtUdnd Qe Bbprbhafite-IRBatedof
(4- met hox ubeRzabsrals Hbdu1ate Yanii-p @fiete 1R dogs pldidusiyl anadsthatizBy aitrOpsatolRAINE atropmied.
added 502 niok esxh dad, thel daseLahegitidpbiiriedigstvesadl 3 b 10r Leydg) whiah irdbchduavepediiciniincteasened
for apout irlthe loipad-gresaucedt agproximately 138 x nofofa andrijwe dasb Lof ésoprédatiner (1 tidni2 3Lgfkgy which Of
ti me, T he indbsed@rreprogusivblp ingreast ip the ezt rate ek abpiozignately 78 bed@s/min. w&ife yst3HRImMIOR. Bib
organi ¢ pliessech\eaiseriving anch @dsoprergiiesl deisrmaendi itii's mRriaG Meredinacted alismptaly exery den
dryngss. Infinutesjagd. GHgs ﬁ@rsuewswd?@mﬂséwz@rﬁe%'wp Bersrppiained, ap araeuet ofdhe tesbeamnewy i n
avyie of0 ofvapEiginigipres intrayanpusly.” 5 b)

4-1L3-(di - 2 Butél am no) pr opyl oxy] benzenesul phonyl benzene oxal ate To a

sol uti on &fge 7 nmol of (4- hydroxybenzenesul phonyl ) benzene | n 25m of

di et hyl sul cehtavty;a?eda de % (éertensmn |9<§ J"ﬁ)ﬁga%hm %Q{' go%lrpg ng 0 Ip'gn qul %47

nmol of ,_,gl “Ser d rrl
hour s at roomte eratu e an

(oéi wat er’ wer e CT After extractlon

with ethyly,gkBfdet the organic phase was dried and evaporat ed to dryness to
obt ai n an‘m‘?y‘p‘r oduct. The oxal ate was fornmed by adding oxalic acid in
ethyl ether #hg paRerigh®scBdon fthd hdcaletatidh of hehdRSRe MAudBA BY thel @t compodnBicdmpared
nManner , s 4-witPthe efershch tichilcartia Adadurea Ryviodsy] (BispRckpRaBLl0bBAE) Wb RBgrasE oxal ate was
obt aj ned i n 1abyth easds, @He rdsBifts of itHa redvbtidn in bidbd-Plessute driirbiPhicap aN®have bo6ANIPréss&d as
Preparat i ddioves:

2- n- but yl - 1- $ 4er[a3educkion 5-50%t y| am no) pr opyl oxy] benzenesul phonyl } benzi m dazol e
aci d oxal at e+ 20or(aSRILBHZIS0% a)

2-n- Butyl - 1- { 4-*blovasgvatiprosup-idia (elreasteomiploieserkbionlenzi mi dazol e A sol ution of

0. 0035 nol oftreAalipyiogispity werk yeckrdedi mi dazol e, 0. 0035 nol of

2-n-butyl -benzi m dazol e and 25 0.0035 nol_of triethylamne In 15m of

di oxap was maint ai ned |f @ompgouBd ODBS MEEHT| Shii-d sienO] aRElsdtioct fom
40 Ex. 7 49 + + +
Ex. 8 [ 5.89 + + + +
Ex. 9 0.12 + + +
Ex. 10 0.52 + + +
Ex. 11 1.2 + + + +
45 Ex. 13 3 ++ + + +

By way of comparison, the known éOmpqunds showed the following anti-adrenergic effects :
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tenperature: The solvent was elim nated under vacuumto obtain a residue
whi ch was purified by chromatography on a silica colum (eluent:

di chl orgoet hane/ et hyl acetate 9/1). Hpg 8dd B2rgnner,

2-n-butyl - 1- (4- br onopr opoxy- benzenesul phonyl ) benzl m dazol e was obt ai ned and
was used as such. 30 Yield: 50% b) 2-n-Butyl-1-(4- [3 (di - n-butyl am no)

| propyl oxy] benzenesul oe(w'po{mdbe ng@é%ﬁg)' é%ﬁ—k‘Jf # 3i& ol9ctd sol ution of
0.0017 nol of 2-n-butyl Re—BeREeRe berzi m dazole in
15 m of 35 di net hyl suljpif8 P‘d\é a. add@d 0. p034 rf‘bl u n- tﬂJtyI am ne. The
reacti on medi um was al | o%ﬁlﬂ’m!'@%t and f8r 17| hotirts* at {r oom*t enger at ure and

t hen pour’ed into 50 m doMR¥dC  [aft er'Cextr hcti o, the et tered phase was

dri ed and evapor at ed t(r ‘5‘9 he r'8sidup so obt afned Was durified by
chromat ography on a si lfi . (eI nt: Hichl orompt hane/ et yl acetate)
to obtain an oil whichlwa p ahslaTdlaTa hé formof lthe free base

(yield: 9509 . The oxal at e &fathtlhd%(dm wlqyﬁ@mrmldxywaezwmdmby di ssol vi ng
the base 1n 40 question 1nto ethyl ether and adding an ethereal solution of

oxalic acid. LIﬂesg hbsﬁ:lt@grggr{strge QHaIP l{ftey L:on:lpo(nﬂfs[o’? t(\éi'lannhQNtsMAv@-mu@p)greater a- and g-
propyl oxyj baRzfdnedié Bifihhn theBRTINTLERBMIE ofthé fhicP¥@| at € was obtained after
recrystal | i zatrhethefapsiiic eérhiBiIfdns acesiiiglic the thbentisregunr tt pré¥antdd in any form suitable for
2- i sopr opy | addvirfsiratiod-ir{ Bliman -obukte/ihaytna@py. |6 eqskde hy JathainZedtars it )Ry fakdythébimh of 1
, 5- a] pyri di fmeexamplead edad{ SRINSBEB ket chiprd- or soft-gelatin capsule, packaged powder, suspension or
2 I sopr opyI syBipnidr et ladministeatiore ree suppesitom ybrpxectalz edmudistiatids- erj ppolutiph e su€pepsion for
sol uti on of patenBgal edtinighation- | sopr opyl - pyrazol o[ 1 , 5-a] pyri dine and 0. 03 nol
of 4y et hoxybaheriberarsutic.coppesiiphs & Hiedrveriien may S0taif| pas prpinisttelion unis ier 2Mamplga om 50
cooled t& ‘2&00 g apfhegfeignid pctiye mg@dipns|for gral administialionnirashPiei28@ maes activriagredint
one fracti ofH' 'a‘ﬁﬁl af"ﬁ'é'sﬁ"aé%‘(t‘t"ﬁdéfﬁm éﬂ 1?H1"Wa‘§a clive '696@‘319'1‘ for pasentprg) agrgjnistration.
r oot t enper gums Agnﬁl vgﬁn am BOrPQ?éItI the

and dl st I l llag com 35??W SUlt ml%%(?&ﬁ ln% Zsc?m |sﬁ U'Iﬂ[i
sul phate to ﬁ é’é@‘% cted om jﬁv fb rE ée Se, S ch s tlc §§1\%tdag
vas then” r IEJ‘ hd% éjal %Q%é‘réonﬁ, Vs al% %@eeleﬂ.nBE%Y\g e a’

product in t Mg no "ym% ,e\ée‘h ew;g-} I's manner ol
of 2- |sopropyl 3 4 met hoxy enzenesu onyr pyrazolo[l 5-al pyri di ne was

obt ai ned. 28uampLEE 0 302 792 Bi Yiel d 60% MP.: 138- 139C b)

2- | sopropyl=3-(4-hydr oxybenzenesul phonyl ) pyrazol o[ 1, 5-a] pyridine 5

;A i xt ur eprgardilor) bP 2A8boropyi-34 4+ B@RMOEYeindiplodylHRILERENSOAMBAINE FidbIRIAG Mylibchloride
pyrazol o[ 1, 8rRagpga) di ne and 0.054 nol of pyridine hydrochloride was heated
at 220 C for 1 hour. V\al er was then added and the m'xture was distilled In

filtered®and concentrated. The solid so obtained was then recrystalli zed

from i sopr opyIMoeiten! ofd.Jfiehisragthang wiie dissoived d.¢ ot @1058 mel) gt HrarseasthoxyrP-igaprapylin-

ranner 0. G Uit BB”’ o b e e e oy DA b, o Sirec e
1 1 Clh

pyr azol o[ 1 W%:J?gflrd Y

ddition was terminated a ter 3 min and the medium was allowed to return to room-temperature
40 for 4 hours. After that, the mixture was poured onto ice and 20 mi of concentrated hydrochioric acid were
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
0il (theory : 23.28 g). This oil was purified on a silica column using first n-hexane/10%-ethyl acetate and
then n-hexane/20%-ethyl acetate as sluents.
45 In this manner 3.25 g of 1-ethoxycarbonyl 2—|sopropyl-3 (4-methoxybenzenesulphonyl) indolizine were
obtained in a form of a white solid.
Yield : 13.95%.
M.P. 103-104° C (hexane/methylene chloride).

50

Into 100 ml of methylene chloride and 25 mi of ethanethiol. were suspended 6.7 g (0.050 mol) of
aluminium chloride. The suspension was stirred and cooled to 0°C while 25 g of 1-ethoxycarbonyl-2-

55 isopropyl-3-(4-methoxybenzenesulphonyl) indolizine in methylene chloride were added.The addition took
about 15 min . The reaction medium was allowed to return to room-temperature and maintained, at this
temperature, for 45 min . After pouring onto ice, § mi of concentrated hydrochloric acid were added while
stirring and the medium was exiracted with 2 fractions of ethyl ether. The ethereal extracts were collected
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Yield:" 99%- MP.: 146.2 C. 15 c¢)

2-1 sopropyl -3-(4-[3-(di -n-butyl am no) propyl oxy] benzenesul phonyl pyrazol o(1
5-a pyridine oxalate A m xture of £pgQge 8 gef

2-i sopropyl - 3- (4- hydr oxybenzenesul phonyl ) pyrazolo (1, 5-3] pyrldlne 0. 003
nmol of 1-chl oro-3-(di-n-butylam no)propane and 0.004 nol of potassium

car bonat e anchw&herd withf3 fuidtion2 @f 3@kl wké M -aguepwrsolttonvah sodiim cartedaté. Jhe 4§ueposrphasat
100 OC. Tliwes raisiifiot! peshe preciitetwasisbseet poured into water and distilled in the
presence of ‘'etthisimapreot tor of crudet brarry Ptsgpreny-Sddydremyberizplesirbonyindolisine wes eb-was
filtered &ingdingnrierm eigtheige saile resi-due was then -purified on a silica colum
usi ng ah delyi[448%et at e/ hexane 3/7 nixture as eluent. The base so obt ai ned,
in oily fo}rﬂ%r’rz§ was then treated with an et hereal solution of one equival ent

of oxalic @'%@M’WB@E%\GT%'@W%W% or ned was filter ed out and

recrystalli d fmrmom lJ o er/ -.s e Vlizine was
6}9786 héL E “e 'pr ;;n ﬁchﬁoﬁg ng&q:ﬁaj lgcipltate

Tanner, a 3 éo 08
propy! oXy ﬁ‘ﬁn@ .ﬁ atéd é){ a
Yield 92% ‘bll pun I@Mh@ de%ihyp cetate 95/5 mlxture as Iuent and 0.6
2-1 SOPI OPYY 4 gradrtbill s(s{,@g& | obutyl am no propyl oxy] benzenesul phonyf}pyraz Fo[ 1

, 5-al pyri di Nngm@manadr-iSoptopit-333-a beAzendsulpRonk HiRIRNi A3 Was 3btamed
4- ( 3- brigmapopyhexy) benzenesul phonyl ] pyrazol o| 1, 5-al pyridine A m xture of

0. 00 | padty 207.530pr opyl - 3- (4- hydr oxybenzenesul phonyl)

. pyrazol o[ 1, 5- a]pyridine 0. 064 nol of 1, 3- dibronDpropane and 0.004 nol of
C for one hour. The nediumwas then poured into water and distilled in the
pr eséne@e of Vehilh pliningc beRE 87 x APTanolidf GHisaryoryh3-Slduinanrienteperaipbonylinrolizne)?-8g € 6was
filtered AAM°ceAiced n?t?sav@d:atbena&mnaﬁﬁgé20r29swah@°'m i 1SityRmoppRnefare-tighsly refluxed
silica cofMAem gfdn '%Ehv' é?t | Aftor &4 bauesy e madium a3 cqejed aag filtered tp qlifinate fhariggral

0. 0021 rmpaltafang tp% |alte41 rrgerbngﬁ%pgd)y]eawder high vacuum to eliminate the 1,3-

elegég[}gsgl ] [é\ﬁ rei ﬁ taiﬁego}lp 'B vJater Xntammg dlum hygrom eI Qneddthle brgmbneated prcgguct wa%1

9| e tra e rgvu 1@ nd which,was 8urude on a silica column tfsmﬂ dlchlr)romethane a|s
soprop T 2 1 no) pr ‘benzenesul phonyll pyrazo ol 1

21)5?2;%25,% iaaﬁg.w%@s%%ﬁgaa% S B o o

ai pyrld,bnq,e@n 0.67 of tertiobutylamne in 4
N, N- di net hyl sul phOXIde was stirred at room terrperature for 24 hours. The

mi xt Ur'e Wa2-IB6pripRIb- {41 8-ReriRiilyRimirdiiopl/ 06/ berdefdsulbhdgl} indolikihehyarcemaiase of et hyl
acetate. After drying on sodium sulphate, the mediumwas filtered and
concentr at edh inxtuadfa.9y (206 aS0~3 mol)odf| 2isdp@pyR3-[AEedmokprapgiogfibeh engsultmgiBndolizing N
et hyl et hend @téyy10.axetoat molriok tedibatylamise trhéml df deethgulptiokitle ena estimegiufos/ 48 bovts @f
oxal i ¢ acragmaercperatie.\The tigefhyleuphoxideavas efjvingid aridacdcwastogather yitft b farthotylafming ni
an et hyl @teeass gy repiduectas takon wprie watggontainipgisodiufihgdroxideanner 0.002 nol
of U_ | S&gﬁr ra?g;qm wag thery %drfqt%'rﬂ"f‘@iﬁ’ﬁ'f’?mathﬁ“ﬁ & give & Pl vghoy ait which was purified on an
benzenesup) ’H’B%if %’ﬁa "Ri t ?'r?é’sdﬁ' pratas ’§ Bﬁt"éhsﬂé’d‘a'"?‘f 539 vr894,
d into t chloride which was recrysta ized from ethyl acetate/methanol.

MP. 208 In this manner, 0.520g of 2-isopropyl-3-{4-[3-(tert-butylamino)propyloxylbenzenesulphonyi}indolizine
hydrochloride was obtained on the form of a white solid.
Yield : 54.3%
M.P.: 198-200°C.
45 Using the same procedure as that described above, 2-ethyl-3-{4-[3-(di-n-butylamino)propyloxy}-
benzenesulphonyl}indolizine acid oxalate was obtained (SR 33711A) (Example 2).
- Yield : 786.5%
M.P. : 71-73 ° C {ethy! acetale)

50 EXAMPLE 7

Preparation of 4-[3-(di-n-butylamino)propyloxyJoenzenesulphonylbenzene oxalate (SR 31810A)

a) {4-Hydroxybenzenesulphonyi) benzene
55
To a solution of 0.05 mol of (4-methoxybenzenesulphonyi)benzene in 150 mi of anhydrous benzens,
was added 0.02 mol of aluminium chloride and the reaction medium was maintained for about 15 hours

under stirring at room-temperature. After this period of time, the mixture was poured onto crushed ice. The
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EP 0 302 792 B1 EXAVPLE 11 Preparation of

2-isopropyl -3-{4-[3-(di -n-butyl am no) propyl oxy] benzenesul phonyl ) qui nol i ne
oxal ate (SR 33695 A) 5 a) EP 0 302 792 B1

2-| sopropyl - 3- (4-t osyl oxybenzenesul phonyl ) quinoline In a sealed tube a

m xture of 0.02 nol of 2-am nobenzal dehyde and 0.02 nol of

1- (4-t osyl oogdpiephase eaesaliéqidtiodried o Sedivet suiphatd artdamapdrated do dvaeshieat ed at 185 C
for 2 hours. s manneuiddydagbinkaasulphtral bengenerwas obtainkdyin @ yiblyilof @%her and
filtered. WWP.:18%°Ghe hydrochl oride: about 90 * C. b)

2- 1 sopropyl - 3- (4- hydr oxybenzenesul-phonyl ) qui noline is To a sol ution of
0.017 nolf d? ‘113_(‘!*5 éﬂtﬂwnﬁeom&xxlmns %Em&xﬂﬁﬁnyl) quI nollne in 250 m
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oxal ate 25 To a solution of 0.005 nol of

2-1 sopr opy| eX3wPdeE Bydr oxybenzenesul phonyl ) qui noline in 25m of dinethyl-

sul phoxi de, was added 0.015 nol of anhydrous potassi um carbonate. The

m xt y_/e waPredaratione df 2-o1bui@le! - {ﬁ-[&,-(dn-a_-hujyl&)n|@ﬂﬂgoymw]bqnienesulphonyl}benzmvdazole acid oxalate
1- chl"Or 0203-(EBB383IMUt yI ani no) pr opane was added. The reaction nedi um was

mai nt ai ned under stirring for 24 hours. After this period of ting; the

m xture was? 6&[5%!!13 1%@%9&%*23&@9@%2@&@?@&'%@59‘& et hyl ether. 30 The
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2-isopropyl -3-{4-[3-(tert-butyl am no) propyl oxy] - benzenesul phonyl ) qui noli ne"
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2-1 sopropyl - 376 4-s¢iBiof di 0.001 Donblydf 2miboyHE-HOMbropoyy-banacnesuirbory]) lhenzimigazele Bris mt of
oxal at e $SRiIB8NGLIRHoxiy was added 0.0034 mol of n-butylamine. The reaction medium was allowed to stand for
2- i sopr opy| W oyra at roenytenwerbiurezant then Ppsrdrintd F0 o & wateh Zerexfaglioanthe Sthexeatphase wes
of 0.008 rrmne@ﬁndle\faswm ”9353 Tpe tresidyp éwb@n%n@smﬂmﬁbﬁwwo rapr erparsitica
and {0,022 rfglumg felyepy cHigh | acgiaiebi9i AFRINCAR) 28 high Wik e [desiip@ arogict ity form
for 30 nin.ofthedrep @a%?tw's'ﬂ 5& JPeemsﬂ)aﬁ of frepatariodiiavidsy rapierpd i dipsdying foeg base in

col um u¥] ﬂegﬂ'{l}'gf léaéﬁsl}jﬂtalé’ﬁﬂ%[g}fg{ ?L?qmngmtopw %cb%%zenesu}éaﬁonyr} benznm}dazole acid
(4-%

manner, 0.01
2- |saopropy(1Ai ba'"ef’ aﬁerbecws%"r'lzgts'oalfm etham' 4. 5-di hydro furan was ob- so

tamed in thauppE g of a Wmte solid. Yield 66 % MP.: 103 C (ethyl

acet at e/ pexane). D) 2-1sopropyl -3-(4-tosyl oxybenzenesul phonyl ) furan
Preparation of 2-isopropyl-3-{4-[3-(di-n-butylamino) propyloxylbenzenesulphonyl}pyrazolo[1,5-ajpyridine ox-
alate (SR 33684A)

50 ,
A solution of 0.03 mol of 2-|sopropy|-pyrazolo[1 5-ajpyridine and 0.03 mol of 4-methoxybenzenesul-
phonyl chloride in 60 mi of dichlorosthane was cooled to -24° C. After that 0.068 mol of aluminium chloride
was added in one fraction and the reaction medium was allowed to return to room-temperature for 3 hours.
The mixture was then poured into ice water and distilled in the presence of ethyl acetate. After drying on
55 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.
In this manner, 0.018 mo! of 2-isopropyl-3-(4-methoxybenzenesulphonyl) pyrazolof1,6-alpyridine was
obtained.
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55 A nixture of 0.035 nol of

2-isopropyl - 3- (4-tosyl oxybenzenesul phonyl ) -4, 5-di hydro-furan, 1 nol of
manganese di oxi de and 3 A-nol ecul agp g3peese By powder (previously dried at
140 C under 0.01lmmHg for 5 h) in 400m of dry ethyl ether was stirred for
66 hours at roomtenperature. The mi xture was then filtered 31  EP 0 302
792 Bl andieidh®0%o0lid was rinsed with dichloronmethane. After concentration,
t he nedi uM-Rad38&HB®AL ogr aphed on a silica colum using an ethyl

acet ate/ hexane 2/8 mxture. In this manner, 0.009 nol of
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2-i sopropyip. 374-4,» [ 3 (di-n- butyI am no) pr opyl oxyl benzenesul phonyl } furan was
obtaingg. Yield: 92%30 MP.: 98 C (ethanol/ethyl ether) EXAVPLE 14

Pr eparat i eRAMBLE 10

2-i E%ﬁropyl -3-{4-[3-(tert-butyl anm no) propyl oxy] benzenesul phonyl | f uran

oxal at e ( Biep@&is0 21)-isGdvopy)3-Q-[B-gertiobutylamino)propyloxybenzenesulphonyl}pyrazolo[1,5-alpyridine ox-
propyl - 3- aldte (SR $8686Mpr opyl oxy) benzenesul phonyl Jfuran A m xture of 0.003 nol
of 2-isepropyl -3-(4-hydroxybenzenesul phonyl) furan, 0.06 nol of 1, 3-

di br onopr exrsiaerrapric 18- (aemenipyigty)kenagassuiphppipgezalait-dayidineat e in 8nl  of

N, N-di met hyl f ormam de was 40 heated at 100 C for 1 hour. The m xture was

poukgd | nt o Avakuse chRA0} MY of F-iserioryi-¢Hhedrpylangnegie ?"V@PHW"’Hé&]%Yf'@"e - B4 pol

drying on? ‘i" AT ?Pd?" oopﬁ ol A5 gt M?”% nejerug myof
oSy ISR o e s i P Ll
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In this manner, 0.0021 mol of 2-isopropyi-3-[4-(3-bromopropyloxy) benzenesulphonyl]pyrazolo[1,5-a}-
pyridine was obtained in the form of a viscous oil.
45 Yield : 69%.

In a flask, a solution of 0.002 mol of 2-isopropyl-3-[4-(bromopropyloxy)benzenesulphonyllpyrazolo[1,5-

50 alpyridine and 0.008 mol of tertiobutylamine in 4 mi of N,N-dimethylsulphoxide was stirred at room-

temperature for 24 hours. The mixture was poured into water and then distilled in the presence of ethy!

acetate. After drying on sodium sulphate, the medium was filtered and concentrated to obtain a base in oily

form. A solution of this base in an ethyl sther/ethy| acetate mixture was then treated with one equivalent of
oxalic acid and the white precipitate so obtained was recrystallized from an ethy! ether/isopropanol mixture.

55 " In this manner, 0.002 mol of 2-isopropyl-3-{4-[3-(tertiobutylamino) propyloxy]-
benzenesufphonyl}pyrazolo‘[1,5-a]pyridine oxalate was obtained.
Yield : 99%. '
M.P. :208°C.
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In this manmer, 0.00282 nol of 2-isopropyl-3-[4-(3-bronopropyl oxy)
benzenesul phonyl Jfuran was ob- tained in oily form 45 Yield : 94% b)
2-1sopropyl -3-{4-[3-(tert-butyl am nepay sg2 3884 benzenesul phonyl ) furan
oxal ate A m xture of 0.00282 nol of 2-isopropyl-3-[4-(3-bronmopropyl oxy)
benzenesul phonyl Jfuran and 0.013 nol 50 of tert-butylamne in 7m of
di met hyl sul ptrgseLEdt was stirred at roomtenperature for 24 hours. After
that, the mxture was poured |nto water, distilled |n the presence of ethyI
acetate ] b pinolrogyieky iberrerentiphenyil prals
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nhy oug ta in.
were obtai Nioor stama%tet s% ﬂ@ﬂ%? '}Ti%ef. Pp b el %@?}%94 stﬁregrlnﬁé &sttﬁanhle%éd I:.m

chr onmat ogr gy dmd!
4- (4- Hy dse0x ks RRJRiE PRASY Iva_ab QBéﬁla& wﬁf w&e}pa&a% “sadih SilpHate] B@HEZAA Bvaboritbdioltho&
.59 (0. 00 6m! pasofwas-doS providtaywhich Rite pitffied! bl LhfoStobradty on a silica column (eluent :
benzenesul piprophnon asdieagiorined Rbtn@xdatgby 4iddg oxad dcidah ew@diheim hydr oxi de in 20
m of i sopr op&rts manedr, POsopiopyd-B-{evst(diFn-twasamiveptapdoxyh bedrenefiphonyi}wdoliidboxal@te Yras
hours. Aft enbtainediinta wiedd oft5B%. m xt ure was all owed to cool, diluted with 50 m
of wat erssanf@PadB@iiq ethanolli t h concentrat ed hydrochloric acid. The product so
obt ai ned was Ytiea ithgnsame methed! agnbatveeserived vibevh. dirorpont-& {btaithutglamingprosylaxyie
desired corhsBiehRFuiRRAnEiioualne seif pxFaaASB pI @bt PP fiotaclighedbhy on silica
usi iag’ chl or¥Por'if-230 E1(5PHMPano)n t his manner, 1.12 g of
4- (4- hyd;oo%m&néepesul phonyl ) - 5-i sopropyl - 3- phenyi -i soxazol e was obt ai ned

Preparation of 2-isopropyl-3-{4-[3-(di-n-butylamino)propyloxyJoenzenesulphonylHuran oxalate (SR 33701A)

45
A mixture of 0.008 mol of 1-iscbutyryl-1-(4-tosyloxybenzenesulphonyl) cyclopropane and 0.022 mol of
tricaprylylmethyl ammonium chloride was heated at 130°C for 30 min. The reaction mixture wan then
chromatographed on a silica column using an ethyl acetate/hexane 25/75 mixture as eluent.
In this manner, 0.0145 mol of 2—1sopropy|-3—(4-tosyloxybenzenesu|phonyl)-4 5-dihydro-furan was ob-
50 tained in the form of a white solid.
Yield : 66 %.
M.P. : 103 ° C (ethyl acetate/hexane).

55
A mixture of 0.035 mol of 2-isopropyi-3-(4-tosyloxybenzenesulphonyl)-4,5-dihydro-furan, 1 mol of
manganese dioxide and 3 A-molecular screen in powder (previously dried at 140 °C under 0.01mm Hg for 5

h) in 400mi of dry ethyl ether was stirred for 86 hours at room-temperature. The mixture was then filtered
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30 in a ykeld of 65.9% MP.: 173- 174.5 C. c) 4{4

[ 3- (di - n-but yl am no) pr opyl oxyi benzenesul phonyfr5-i sopr opy- 3-

phenyl -i soxazol e 35 Thi s conpeprpsoseme@it ai ned fol l ow ng the net hod
described in Exanple 16. MP.: 53.5 C (toluene) EXAMPLE 19 40 Preparation
of 2-isopropyl-3-{4-[3-(di-n-butyl am no) propyl oxy] benzenesul phonyl }i ndol e
aci d oxal amtghe(s8IR &8 7iSA with dizhiprem@hanp\Aite3eo(icbnivativrh theymeadiamzen ckramgbasappbd on a

i ndol e 46silica colymrsysing @h gyl @fetate/ipxepe 28 mixtar@- 3 nol ) of

2-i soprop ¥| Inghig mapner. RIS PPl HHsPRTPRYFS-(4rieRylowy bensprepiphery lfurag tas obtained in a yield of

i sopropyl %ol e _and 4- net hoxyt hi ophenol in the presence of iodine) in 25 ni
of di cli MEme¥RG R Restatethp¥ap)dd and cool ed to about -5 C. After that 2.6 g

(15 x 10- 3- chl or oper benzai c chd in 25 m of dichloronethane was
added drd 2&%—"&?@3" !&69%%&9‘1%% then al | oned to return to

roomterrperatur | § L 4_0 ntai ned FRL i qs | mg action
pr OdUC 0 asg u n o ygu»L' ?0?& za d,gs&§ Onﬁré an éfé{%iﬁif vhee
twice W' ﬁd thj E\é%ctm'? eUimnVWag c d%ht by QhPliie sy Hﬁ&ré Sthat, the

filtered rﬁu WiS dRfl eH%he‘We%e&X%P&ﬁﬁta 2t e ofgnid Bhale WRSGHRH on So Furd s@pha
i sopropyl mtara& And Bhdia¥alsd) BhEZBG®RS Kb BRARKAl vas A Blrfied\BrSa QﬁHa%bl&ﬁrdarﬂl JiRdd using an
recryst al ethyt hcs@telhexiné 40 minkwd. uene. M P.: 178-C. 55 Usi ng the sane

proceduw € am thib alanide 90073006 oabRuRopyl-3-(4-hydroxybenzenesulphonyl) furan was obtained in a yield

3- |sQ/r pr opafb+R- ( 4- met hoxy- benzenesul phonyl )i ndol e was prepared. Yield: 90%
M P. :~124M€. : 138° C (ethiRc@at8ta®®?2 Bl b)

2-1 sopropyl - 3- (4- hydr oxy- benzenesulLphonyl )i ndoge To a solution of 3.3 g
(0. Q1 nol 9 2dgorpyi-3dicddytbullaminolpeapyipxyloptrenesuiphooyifwromgletei ndol e in 20 m  of
N, N- “dfdret hyl f or mam de was added a sol ution of O. 024 rml of a 50% -

sus pensr on o'BP‘HWI H %Iémar‘?ﬁl ZOS%TEV"Q “"PMS’P’%H"“ZZ“ I"“i’| ot 18

of N, N d| e T m '" ' ° d ﬁ?’u
C](c)o'2ed F %E ;“'r‘{’él"“’ n 5 sul dr wa al )? od a E’g%rgen rate g |
235 | :c‘ C%‘y ‘ﬁgﬁ c&\ é}% D% |c% ;bm us né:ath E?i

water, act¥ ? ; rao’ées {4—% ot p&fpruaglbﬁrze&emmsﬁw&why

on sili ca,aslogta,];, s rranner .

2- i SOPr OPydig oA~ hydr oxy- benzenesul phonyl) [ ndoI e were obtained in oily
form sgb ang. idgec phiaRkehy \wiker) crystal | i zed from an et hanol /water m xture.
Yielkd: 82% MP. : 152 C. Using the sane procedure as that described above,
3-i s&)’prom&dmv@LEM hydr oxy- benzenesul phonyl )i ndol e was prepared. is Yield:
4.9% M P.7 about 72*C. c) 2-1sopropy

- 3- { 4- ( 3-Rretiaratiorini Rydopmpyh &Y Hidioy buxiphibeprpeirs eldnpdmesdhbnyt}ivrap ozatatel(SBXE&TRAE 20
Thi s c#npound vvas obt a| ned in accordance wth Exanple 1.

r\/ A mixture of 0.003 mol of 2-isopropyl-3-(4-hydroxybenzenesulphonyl) furan, 0.06 mol of 1,3-
dibromopropane- and 0.005 mol of crushed potassium carbonate in 8mi of N,N-dimethylformamide was
40 heated at 100°C for 1 hour. The mixture was poured into water and distilled in the presence of 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/hexanse 2/8 mixture.
In this manner, 0.00282 mol of 2-isopropyl-3-[4-(3-bromopropyloxy) benzenesuiphonyllfuran was ob-

tained in oily form.

45 Yield : 94%.

A mixture of 0.00282 mol of 2-isopropyl-3-[4-(3-bromoprapyloxy) benzenesulphonyi}furan and 0.013 mol
50 of tert-butylamine in 7ml of dimethylsulphoxide was stirred at room-temperature for 24 hours. After that, the
mixture was poured into water, distilled in the presence of ethyl acetate, dried on sodium sulphate, filkered
and concentrated. The residue so obtained was purified on a silica column using a methanol/ethy! acetate
2/8 mixture as eluent.
The oily base so provided was then lreated with an ethereal solution of oxalic acid and the precipitate was
55 recrystallized from ethanol.
In this manner, 0.0023 mol of 2-isopropyl-3-{4-[3-(tert-butylamino)propyloxy]benzenesulphony!}furan
oxalate was obtained in a yield of 82%.
M.P.:1436°C.
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Yield:"79.4% M P.: about 85 v C (ethyl acetate/isopropanol 8/2). EXAMPLE 20
25 Preparation of

1-met hyl - 2-i sopropyl - 3-{4-[ 3- (di - n- it y hggrrgogPr opyl oxy] benzenesul phonyl )in
dole acid ox- alate (SR 33744A) a) 1

Met hyl - 2-i sopr opyl - 3- (4- net hoxy- benzesul phonyl )il ndole 30 A solution of 6.6
9 (0.02 nol EXMIPLE-7sopr opy| - 3- (4- et hoxy- benzenesul phonyl)i ndole in 30 m
of hexanet hyI phosphotr| am de was cool ed to about o * C and lg (0 022 m)l)
of a 55% - , diriogddoxydipenzanpdely Y ’ 220loAf (B
the hydrogegd/@¥ol ution was term nated 2 8 g (0 02 rml) of rrethyl |od| de
were int r%duced The stirring was maintained at roomtenperature for

hours ad th#& %5‘1919%'& Rﬂﬁ‘fy\'/xéi&t%%ﬁﬁ"e‘ﬂ’"?%?ﬁ"lm!élw‘é@"’ext ract ed WI t h et hyI

et lhe;:] The gt erate 0? ﬁ V\&O o i wat ef drl ed Ogldd é
ek By s

obt ai ned af

on-by-dré] 5 S Bkt Wik rss%% emgdratu
78. 7% sF? enlg wzd tg?emc% %r@lrrﬂ R Q se%doﬂ% & QM&%S
1- et hyI 3 ArRIORS RBMbe @as(sﬂctmhl{%%%n@%%@@@ﬁ“ aterPJﬂthY t%o WEtSindd vl Pdch/tal-
Yi el d: 85% jighhi Rom abdetd 188 a6 6Ma® hrORérORAAl by Shdion dho rhphy on silica using chloroform
- Met hyl - 25 | s0dqmieaPY! - 3- (4- hydr oxy- benzenesul phonyl)i ndof; -Fhl s conmpound was

obt ai ped acconthhis ghahidr, 268Gk SisdRody)-3-phéh@ladd-tosylok§beriaéhe shibidnylj-isakBzbdlewerd Sbtaitgd
t he sane procedtly & 583%t hat descri bed. *ove,

1- et hyl - 3- Peipraspyl (high prdsshrpdigudk shrdreatgep@g ul - phonyl ) i ndol e was prepar ed.
Yi el 4./ 45. O%P. M4P5 -18B°C. C (di chl or et hane/ et hyl acetate 9/1). 55 34 EP O
302 792 BL c) 1

Met hyl - 2-i sbdrifhydrog:-bpazepegulphpny!he-tserrspyahiham) 598 oxyl benzenesul phonyl |

I ndol e aci d oxal ate Th| S corrgound vvas obt a| ned accordl ng to Example 19 c)
Yield: 80%5 ﬁg (q)lpture of 2 Oogdgma: E‘ W of OPr&P ?é 'tm ‘H Jenesu'|1pfr:]i%;s;y|) |soxazFIe and
3 Prepar at i % 2P : j A ﬂ%
T A ﬁyﬂ“e%s%% e dredpid Pl el
0 met hy q 5%% esx‘e?g a |§I>§ ic wa% p%ﬂ‘% phr t%glja y on snllca using

chloroform as eluent
In this manner, 1.12 g of 4-(4~hydroxy-benzenesulphonyl) 5-isopropyi-3-phenyl-isoxazole was obtained
30 in a yield of 65.9%.
U M.P.:173-1745"C.

35 This compound was obtained following the method described in Example 16.
M.P. : 53.5°C (toluene)

4 EXAMPLE 19

40 Preparation of 2-|sopropyl-3-{4—[3-(dl-n butylamino)propyloxyJbenzenesulphonyl}lindole acid oxalate (SR
38743A

45 A solution of 1.4 g (6 x 1072 mol) of 2-isopropyl-3-(4-methoxyphenylthio) indole (prepared from 2-
isopropylindole and 4-methoxythiophenol in the presence of iodine) in 25 mi of dichloromethane was stirred
and cooled to about -5°C. After that 2.6 g (15 x 10~2 mol) of 3-chloroperbenzoic acid in 25 ml of
dichloromethane was added drop-by-drop. The temperature was then allowed to return to room-temperature
and the stirring was maintained for.2 hours. The reaction product was washed with a diluted sodium

50 hydroxide solution and then twice with water. The medlum was dried on anhydrous sodium sulphate, filtered
and the solvent was evaporated off.

In this manner, 1.3 g of 2 |sopropy|-3-(4-methoxy benzenesulphonyl) indole was obtained after recrystal-
lisation from toluene.
M.P.:178°C.

55 Using the same procedure as that described above, 3-isopropyl-2-(4-methoxy-benzenesulphonyl)indole
was prepared.
Yield : 90%.
M.P.:124°C.
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m of 'N, N-di met hyl fornman de were added 14 9 of anhydrous and crushed

pot assi um carbonate. After that 6.8 g (0.037 nol) of 1, 3-di bronopropane
wer e added and the nmedi um was heatgpdy gg2 7298yl C for 0.5 hour. 16 The

m xture was poured Into water, extracted with ethyl ether and the ethereal
fraction was washed with water, dried on anhydrous sodi um sul phat e,
filtered *ar?_dfqesﬂaﬂ@rj&m@em_@@ypﬂmwﬂds@ of 1-methyl-3-[4-(3- '

br ono- propoxy) benzenesul phonyl ] - 2-i sopropyl -indole (yield : 69%. This
crude br onop? @sehpn 9&8-p PPl molpis2-isipeoputSiiénethpxyBenzeresuihontilindalenin|28 m! ghR de
and 2.2 {etdiomsmide yas added. %muy?"a?hor?é‘* et & afteuisusaargiomendiuiniydliide and 8912

stirred atorHsmey ‘@H‘Bé?‘é’t"bf" 10f I °f wormag) el'ih“'i 'ﬁ?‘!ﬂ“r’\‘lxﬂt‘%’?ea!‘?ﬁ& &8 Fdert bd
with et hy'r°"§dm popier’. Atpr gtgP [{’(ﬁ‘( ﬁétﬂ" %Zt“PP’%a‘PéF‘m‘
fipg & %ﬁ% il

col um o( SR oduéwa? b(tu
1- net hy -l S opyl - - - er - uty am no)propyl oxyl benzenesul phonyl ] -

i ndol e wag pobisaigned after recr ystal lization froma heptane/isopropanol 1/1
M xture. 25ysing b damétgrosiure Mk fthat ddsdritfor abeté\\dRbdpropd- ﬁﬂhycf’d’x?ﬁéli’z@ffebtﬂfﬁonﬂfndole

2- |sopropwdsp;lgp{,,4d[3 (di - n-butyl am no) propyl oxy] benzenesul phonyl ) benzene
acid oxahiaheseg8R33722A) a) Sodi um 2-i sopropyl - benzenesul phonat e 35 To
a sohuti ompPofabd®725gc.(0. 268 nol ) of 2-isopropyl -phenol, 40g (0.268 nol) of
N, N- dirmet hyl t hi ocar banoyl chloride and 3.1 g (0.013 nol) of

tri- et hy | & érsoplopytiEf{3c(dretutyEmingprapyiod emrenasbiptooyilielie avidexamteded, at 15 C, a
sol utj-on of 27g (0.67 nol) of sodi um hydroxide in 1130m of water. The
stirri g wadhisredmpovridrag okieingdlip accerdansewith EMemp®dr 2 hours. The organic
fracti on Veld: ¥%€n washed with water and the tol uene was evaporated off. An
oi Iy resil¥fie A8 8IS Ghy'areieeficomiemere! B8 purified by-distillation under
vacuum (]@g %4% C. 0.5 nm40 Hg) to provide 34g of 2-isopropyl

0- phenyl - thi ocarbamate. This product was then subnmitted to a

5 .
t2r ?gzgr zII;rZI Etlége%PtIE Eh¥Pé/ISO T S S i-n-Dutyial -.A loxylbenzen ulp o aci a
t I VVCA W,
of form 5 he sol ution $o. obt ained and at a terrperature of 15 C,

wer e t heny) Qalem-2225rdoy i (4-ARHRMhR Iv@std de. The stirring was naintained
for abgut IZ "?TQUTI'S“'FHE (f’O'r“m‘)tc},"atr %ﬁ@é@‘{lﬁe‘n distilled under reduced
pregsure, tResofidr) of €81 §lUS0NRRI Gt KLiBopkpylla 4 WRInGYy-tRRMnELRIphoRPStdERY iR YHr K iofle
was adde chekdmefyiphdpholramidéaias toold So #oiti* 0ahe tlg §U22 df of £3589l Udisp¥sion of sodium

r ecr yst al Hydride dves raaged?®0 srhelicffactivn’. | Afagthemldrogen Bhdlution iwas Skrhinatét 2819 (BS mol) of
render ed roahyplicgiide vieye inttodungyl. Jbelistinringe Wdsomeidigineh el tobre-tqpipeivpe foall2 hews @Btiss ned
was dr #sednediwhewasvongd inta vat@CadCexBicteld rwith lethg] ateen e oPdred phase vao dashed with water,

12- i sopr opYied preatwéressatiiph gvieltate ane filtsredbThaiethetiwas Yo lekporaed 384 so Usi ng the
sanme proc ediprtis manner 8¢ ok dmethyetdsoprnpyies-(¢-aethoyrbenzensesulphonyl)indole were obtained after

2- et byl - U&%M@@'em [5o10 ifaRreragevbea@ne HD0% was prepared from 2- et hyl

0- phen%l - t hi ocar bamat e (B P. : 130-132-C 1 nmm Hg) b)

2-1 sopfo -1- -nethox nzen S benze

1110 ol W@.ﬁéﬁ% RGBT R RO e RSN Rerommy Pl e Seat oo
to about et & d| ssol ution of the anhydride. After cooling to

roomten at1ggq3(h ﬁ‘gs{p 91%?5?1 mol ) of sodi um 2-i sopropyl - benzenesul phonat e
and 4. 89 (0.0425 ani soI e were added. The nedium was heated at 80 C

for 2 hou 5-1M P2-86hrdpP-F-@aars:Q BRGERkUsHRnARdopour ed onto ice. After
‘extraction V\n?’tw’ 'efg%yalpglﬁ(q '@‘E)(gf 0" 3027 IS7952@‘,5'1‘ -
This compound was obtained according to Example 19 b).
Yield : 87%.
50 M.P.:202°C. :
Using the same procedure as that descnbed a,(;ove 1- methyl—3 isopropyl-2-(4-hydroxy-benzenesul-
phonyl)indole was prepared.
Yield : 45.9%.
M.P. : 185° C (dichlorethane/ethyl acetate 9/1).
55

dri ed dgca"am' 9 on
SRR S;i L ;éztg ﬁﬁ e ?éb “ze:zg vl m%gs SR ca
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ether, ‘the ethereal fraction was washed with water, dried on anhydrous

sodi um sul phate and filtered. The ether was elimnated to obtain 9.8g of a
crude product which was purified by gphg seeiga@Eephy on a silica col um

(sol vent: dichloroethane). In this manner, 5.2g of

2-isopropyl -1-(4- nethoxy benzenesulphonyl) benzene were obtained, after 5
Usi ng the sanme procedure as that descri bed above 2- et hyI i

- (4- et hoxy- béhzmm%w?th)'emw‘éwO\ﬁmﬂmﬁb@w) ned. io Yield: 66.6%MP.
71 ' C. c) Yolds8¥k opyl - 1. - (4- hydr oxy- benzenesul phonyl ) - benzene 15 A

m xture of M"Zgab(’@g I(ZS”H’BP"Y“'bf _

2-i sopropyl - é - met hoxy- benzenesulphonyl) benzene and 42g of S, pyri di ne
hydr ochl ori eated al 220- C for 0.% hour. After cooling, the nedium

Lot P Probalubl? & ARG EE GG Bl by L GAOShRANC polliS. bl fHAE! NaY

sol uti on \es
and filteret he sol vent was t hen eI im nat ed under vacuumto obtain a

product whic h T SoiltRf b¥2d Glo dodEilolf & M- L dpYdpy R &4 BERLRESordhyBindote in 100
mxture.. 28 of N, -amkthylsforﬁﬁﬁrﬂlag verd -ad&@dQk g of anhydrous and crushed potassium carbonate. After that
2-i sopropyl . 8 g (o yiadi0or Y- 3RMAGHRDRBAHRRRTBHI BHANREMENEH RasDha@ll RETDOF O fak 0 Halid
of 80% W4 Prtie mitire Gras (gsiirexD intohweated, aéx@adiid OaR GhithiyEether and the ethereal fraction was washed with
2- et hyl - 1- (atdry difed on-dpbytirces eediun kaphate) filteed zan @vapastep ne pitaie @.71 ) ol -mbtby1d-[6(3-
83% 25 M Peromdpr8pox(bgraanesulnheryil2dsppopdindble Q¢S ) .69%). This2eriidsoiyprogpydpody derivative

- [ 4- { 3- [ N- meashdjgsoligd( i8,69-reli aglintathyipulpt®xigh entb £.8 gl P 89rimab jof tert-butylamine were added. The
propyloxy} breedivah wes pph@w -at seoftemeeralere dor B diows.cpoured into water and extyacted withTaihyg
Corrpoundz%laﬂh%b"fhaleﬁéﬁa'fsﬁ fag\iam Q‘ef‘ Masheg, pith ‘ﬁ‘%c@ﬁﬂl P aniydrpys-odigra selphalse fijtered and
Exanpl e 3b. SREAIL: T@B”'@'%H(ﬂdl#" 50 gfained <€ 2 0hYas thep pudfied py ejgvm@ogmev agyllica column

e ?%“22 e e R SRS o

oxal at e ’fﬂ 957" jout 80" C
(i sopropan et et her). EXAMPLE 24 40 Preparation of
2-1sopropyl - (tert but yl am no) pr opyl oxy} benzene- sul phonyl ] benzene

aci d oxal até(m§§728A) a)
2- | sopr opyl =I="12-T73- br ono- pr opyl oxy) benzenesul phonyl ] benzene. 45 Wile

Sti rringsel lprBghrabn 261N GHopSyI--24] aqalmgﬁmmfp@sﬁwm&aﬁéammhmmn@%ad okdtate’ 9
(0.0072 nolBRred723ky 1 Sopropyl - 1- (4- hydr oXy- benzenesul phonyl) benzene Tn
100m of N, N-di net hylforrram de. After that, 5.8g (0.0288 nol) of

hour 50 The nedi um was cool ed, poured into water and extracted with et hyl

et her. 35 To a solution of 36.59 (0.268 mol) of 2-isopropyl-phenol, 40g (0.268 mol) of N,N-dimethyithiocarbamoyl
chloride and 3.1g (0.013 mol) of tri-ethylbenzylammonium chloride in 270ml of toluene was added, at 15°C,
a solution of 27g (0.67 mol) of sodium hydroxide in 130ml of water. The stirring was maintained at this
temperature for 2 hours. The organic fraction was then washed with water and the toluene was evaporated
off. An oily residus was so obtained which was purified by-distillation under vacuum (138-140°C; 0.5 mm

40 Hg) to provide 34g of 2-isopropyl O-phenyl-dimethylthiocarbamate. This product was then submitted to a
transposition reaction by heating at 300°C for 3 hours. The crude 2-isopropy! S-phenyl-thiocarbamate so
obtained was then taken up in 600ml of formic acid. To the solution so obtained and at a temperature of
15°C, were then added 225ml of 30%-hydrogen peroxide. The stirring was maintained for about 12 hours.
The formic acid was then distilled under reduced pressure, the oily residue was taken up in water and

45 sodium hydroxide was added to pH=9. The water was eliminated and the residue was recrystallized from
200ml of boiling water. The cristallization was rendered complete by adding sodium chloride and the
precipitate so obtained was dried under vacuum at 60°C.

in this manner 24.6g of sodium 2-|sopropyl benzenesulphonate were obtained.

Yield : 70.7%

50 Using the same procedure as that described above sodium 2-ethyl-benzenesulphonate{yisld : 100%)
was prepared from 2-sthyl O-phenyl-dimethylthiocarbamate (B.P. : 130-132°C; 1 mm Hg).

65 A mixture of 110mi of methanesulphonic acid and 11g of phosphoric anhydride was heated to about
80°C to complete dissolution of the anhydride. After cooling to room-temperature, 9.5g (0.0425 mol) of
sodium 2-isopropyl-benzenesulphonate and 4.6g (0.0425 mol) of anisole were added. The medium was
heated at 80°C for 2 hours, cooled to room-temperature and poured onto ice. After extraction with ethyl
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The ethereal |ayer was washed with water, dried on anhydrous sodi um

sul phate and filtered. The ether was then elimnated and the resi due was
purified by' chromatography on a sgp §ase g8 gfm using a dich-

| or oet hane/ hexane 6/4 m xture. In this manner, 2.4g of
2-isopropyl-1-[4-(3-bronD-propyIoxy)benzenesulphonylIbenzene wer e obtai ned
55 i n oi btgerf the piheryal diaction wgsl Washed ith] wids Sdrigd ion @nhytilees sodiamesulphate areldfikered. The
that desethoriyed eliraibaseccto obtaintdfig| of ja crde p(cgudh whinlp vy BiffddobyyghronBBgraphyEm silRa 2
792 Bl bepohawesaiepticiey 'P giBaekene was obtained in a quantitative yield. b)
2- 1sopr oyl - 1n i3 mapeert 5. IzeﬁPPf? %Kﬁﬁ?‘f‘@‘%ﬁ'&ﬁ@éﬂ@gﬂﬂ'kﬂ%ﬁﬁm Mgt Sitredg @ftey
oxal at & Eecrys‘a"'zﬂt'%f'?[“d\e@a isoproeol 45500629 nol ) of

2-i soprop P 1 k(S br ono- propyloxy) benzenesul phonyl ] benzene, 2.26g (0.031

T b 3*; fi C e 3R & ot Trerng ey Mo pBtm a5 feraone

ext ract"edvm go ‘hyl et her. The et hereal fraction was washed with water,
dried on gygreus sodi um sul phate and filtered. The ether was elini nat ed
to obtain 2. kg of a base of which the acid oxalate was forned in ether
medi um 1§ 2—lsop|'09 |I1Qk—ﬁydmg-ﬂa{zenelul&gnﬂfbenzene

2-1 sopropyl“l‘t21¥3 (tert=Dbut yram ni-o)propyl oxy} benzenesul phonyl ] benzene
aci d oxal at & WiGreO bt £20) @Xh18 BBl of 24oiEhyRY{4-rAelidxPBenkérdsighblyYbenzene and 42g of
acet at g/ i pyiEe pRifdthioride3vaY inedtall at GAPACNLA.5 Holib After colSiing)Ghd MEIHERES tAeD OF thuiater !
2- et hyl - i arjddextraxe@tvéthtdidblatogthami Tie) gichidmptheneydolulianeas ks gsivedrwith [Waten aendriea on d
i s oxal at enhyerausspdiyya sdghate SRY BIBREE3e spiFechngs then@ininated under vayfugl td olitdin agasoii:dP.
2037/ C ( Weigpraseerysializeiamn Bihpiacetge/aeptane &8 miktwe: known phar maceut i cal

t echni ques, 'ratheawmré 28 oh2-isPpiPRyl {4y dPothepzaneryirhany-eetreenvese pkiainggrie p Afeldpf

| ngr edi enfi%. ng 25 Corrpound of the I nvention 100.0 St arches
99.5 Col | ¥Fda]®0sf1 i ca 200. 0 30 Clg? Claims for
fol | owi ng_Cofifd ﬁ'&sf"ﬂ@"'S?"é't"ész'e‘%l’f““B’E“'°@I—P°"f92““|9 ot th e 4 Pfepﬁﬁ' n ﬁl!""dé'é 35
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1. An am':@ wl%&ggtg&/_eﬁsgp%één\é%#e of fornmula: v ) oy B W----4

30 This compound wan obtained following the same procedurs as that described in Example 3b.
U Yield : 88.8%

M.P. : 88° C (ethyl acetate)

Using the same procedure as that described above, the compound hereunder was prepared :

2-Ethyl-1-{4-[3-(di-n-butylamino)propyloxyJbenzenesulphonyl}benzene acid oxalate (SR 33740A) (Example
35 23)

Yield : 72.4%

M.P. : about 80 ° G (isopropanol/ethyl ether).

EXAMPLE 24

4
Preparation of 2-isopropyi-1-[4-{3-(tert-butylamino)propyloxy}benzene-sulphonyilbenzene acid oxalate (SR
33728A) '

45
While stirring 11.6g of anhydrous and crushed potassium carbonate was added to 2g (0.0072 molf) of 2-
isopropyi-1-(4-hydroxy-benzenesulphonyl) benzene in 100mi of N,N-dimethylformamide.
After that, 5.8g (0.0288 mol} of 1,3-dibromopropane were added and the whole was heated at 100 °C for 0.5
hour.
50 - The medium was cooled, poured into water and extracted with sthyl ether.
The ethereal layer was washed with water, dried on anhydrous sodium sulphate and filtered. The ether was
then seliminated and the residue was purified by: chromatography on a silica column using a dich-
lorosthane/hexane 6/4 mixture.
In this manner, 2.4g of 2-isopropyl-1-[4-(3-bromo-propyloxy)benzenesulphonyllbenzene were obtainod
65 in oily form.
Yield : 84%
n3®: 1558
Using the same procedure as that described above, 2-ethyl-1-[4-(3-bromo-propyloxy)-
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R3v R2 in which: B represents a -S-, -SO or -%$02- group, R and
R2 which are identical or different, each _denote hydrogen, a nethyl or
ethyl radical or a halogen atom A EP 030279380t es” a strai ght- or
branched- al kyl ene radical having from2 to 5 carbon atons or a 0

2- hydr oxypr O‘F%%ﬁg'ggjgh?@l{%%e%Qag\lggt%dq,hgqugxmwgﬁe,&s optionally substituted

by a |l ower a denot es hydrogen or an al kyl radical

in C -Ca, - -1+ I Enz&Hdsuiphisih loGal okdibtd™, - Cs; or R3
and R4 Menaﬁﬁf%%p%"og[é‘?{%w?j’ ‘g%%orég'{-gﬁ%g’i@w Gk Ja%bi%% AN cal havi ng
from3 tos6 cambRRwat &nNB5A RGOSR haNE! 2-KogrepyRi-laidbBlo-piobfloxd) BdhesHEbuighasdilsetkene,
or opt.i onal | ¥26gMnb.e31r g & brtthitytakhine and’ 25mi of dimathyisulphoxide was stirred at roorfeitbriperdtide 6043
Bl benzenesuhdqosomhe rhdoemnviess ehenasurediniaiwaeel androx@actpd anth bthatethwe yi el d. Db)

2- | sopr oyl - 1¥Hedethetbal( trazfidn- wast wasizadi with )watea piibd ary aihedrawensediuh shipieyd jriddittaret erha @ihelr
oxal ate. 5 was ofimimatrd torobtainf2.kd .obgbasd oD@ ERIhanapid)oxgite was formed in ether medium.

2- i sopropyd - 1- (Mthis3ndnnerb g plodrigprucey 1 - Ehlesrbutylamivhlprepy Py herzeresulphopilyenzeneO@id
mol ) of ter toxgateyaantpieedfier romypaliiggtionfrere ety laceRiginerkirdec WAs stirred at
room t enper at'®lf €58r 48 hours. The medi um was then poured Into water and
-extracted Wh: ¥BAG| ether. The ethereal fraction was washed with water,
dri eddon anhyd/o0% "e€5ame J‘%"ﬁ?ﬁ” el "é'rﬂ‘{j{z’((;}“ﬂ”fbw@ﬂ‘!“° FPaYi S esuiRion¥iipnsprg ecid
to obt,aj_.)n""z.é‘g;&wa%/pﬁﬁﬂ% AFCRHERTRR S8 0 oxal ate was formed in et her
medi unté¥10 noLols .oaoner, 1.8g of

2-i sopropyl -%'—P[' /E (?g?%?%urio?/l am no) pr opyl oxy) benzenesul phonyl ] benzene
acid d’);i}'}al at egyfo glvai ned after recrystallization from ethyl

acet at e/ i gppropanot—7/3 Yield: 60% MP.: 116C. Using the same procedure
2-ethyl -i - [ 4- { Redotcfgt mhiAby BRErRALRICA DYdnAYYas, b%&@@%%iﬁih% el ﬂow%an@emsdwas
1s oxal ate waspapgaepared (SR 33763A) (Exanple 25) Yield 43.1 %MP. 203.7 *
C (i sopropanol) EXAMPLE 27 20 According to known pharmaceutical techniques,
a capsul e containing the foll owing 1TTg CaLENTS A PLED red: |ngredient

ng 25 Compound of the invention, g ©99.5

rches

Col l oidal silica 0. 5 | 3Cp@owridrpd the invention | 100.0 “
Starches 99.5
Colloidal silica 0.5
S 200.0
D |
Claims . i .
Claims for the following Contracting States : AT, BE, CH, DE, FR, GB, [T, LI, LU, NL, SE
% 1. An aminoalkoxypheny! derivative of formula :
R
\-) . '
40 Cy-B~ -0-a-N~R,~ | 8D
| Lt
3.
Ry
® in which :
‘B represents a -S-, -SO- or -SOz- group,

Ri and Rz which are identical or different, each denote hydrogen, a methyl or sthyl radical or a
halogen atom,

50 A denotes a strgight— 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 lower
alkyl radical, )

Rs denotes hydrogen or an alkyl radical in Cy-Cs,
Rs denotes hydrogen or an alkyl radical in C1-Cg; or Rs and R4 when taken together,

denote an alkylene or alkenylene radical having from 3 to 6 carbon atoms and

5
s optionally substituted with a phenyl radical or optionally interrupted by -O-,
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Clains'for the following Contracting States: AT, BE, CH, DE, FR, GB, IT,

Li, LU NL, SE 35 1. An am noal koxyphenyl derivative of fornula: Ra 40
Cy-O0-0-A-NR EP0302792B1 ( U 4 ' 1 R3 R
3 in which: B represents a -S-, -SO or -SO2- group, Rl and R2
whi ch are identical or different, each denote hydrogen, a nethyl or ethyl
radi cal or kenkembsyipbenytitenzane Aas obtained in a quandiftitesielda st rai ght - or

branched- al kyl ene radi cal having from2 to 5 carbon atons or a 50

2- hydr oxy pr @@ysapreg-iridds- &%ﬁ’bqt!r‘ﬂ'ﬁimmvEﬂ@ﬂiﬁﬂfﬁ@'ﬁ!@?ﬁﬁﬂ?_@ﬂiﬂwxﬂy‘?s ubsti t ut ed

by a lower alkyl radical, R3 denot es hydrogen or an al kyl 6adi cal
indG - CE? R4A mixture of 2 %‘ |— (3al:|r -pr?pgmqe nqepps@phocg]be nFPneR3
and R4 when2 289 PP‘t'B e F?&P“‘VB@WB @ ' "’?ﬂ" @?%P‘éﬁé%ﬁ'i"&%ﬁ‘“’ﬂé‘\/“%g
from3 to 6 héelgerthe eal tracti S wa:r?% ?wn tﬂ F‘P o i{i‘redaﬂwesp?her
or Optlona'@gg&.ﬂ abd BB tsﬂazlayofam&f ﬂc Jac.a dod i‘l ‘Ji;"i"i

EP 0 302,/9 nner, 1.8g of 2-|so I1-[ 9 &ﬁé egfepélacnd
| over al kylox’aﬁte ained %Wécws |I| n{T&ﬁN etat Ano ) a 09 &no

radi cal, Cyyjeid: 60% IS select rom he group COI’ISI sting of phenyl

optlonally ﬁtpbsﬁet@ted wth R |n the a position with respect to the

met hi ne gr oup usihg @6tshife bicbkRd 2-6hyBi-[4BKMH-bANEMIhGRBERY 1Y benLiabiuRRcHy ibénzene acid
subst i t uksedoxamts Wafprbpardd (SR 337888)i(Exadple 86t h respect to the 10

met hipg grovgddsxeetly linked to B and further optionally substituted with
one or nor eMgr gz S@dopopard) from C - C4 al kyl and phenyl groups;

benzi m dazol -1-yi optionally substituted with Rin the second position;
benzi g dazoBEXAMRLE 26pt i onal | y substituted with Rin the a position with
respect # the nmethine group directly |linked to B and further optionally
substituted ofcqdetip gy Rhgrmaceutical techniques, a capsule CoftiginiRg He rfollawing inotediprle tvag
from (CG CAYRAEYS:, phenyl, di phenyl methyl, benzyl or hal ogenobenzyl; and

i ndoli zi n-2-yl, indolizin-3-yl, Juammm ~5-alpyridyl, indolyl and

qui nolyl optionally sub- stitu ed Wi tlhgramnn the h pasiftion with respect to
the methine group directly lin gpresents hydrogen, an
alkyl radical in G -08, or a Eo‘thg N i%&%- C6. 20 2. An

am noal koxyphenyl derivative a C(Q,n apg,,cgo Claim|l igsvhich B represents a
Loy gl

-S@2- group. 3. An ami noal koxyphenyl derlvatlve ing toclaimlin
whi ch Cysg epresents an indoli zi inyl, pyrazolo[1l

, 5- aLp/yH dyl. 25 4. An am noal koxyphenyl deri vatl ve accordl ng to Caim 1
in whrch Rélg%rsesents an i sopropyl or cyclopropyl group.

. Claims for the following Contracting stateé : AT, BE, CH, DE, FR, GB, (T, LI, LU, NL, SE

% 4. An aminoalkoxyphenyl derivative of formula :

o R
i 1
St

% Cy-B- -0-A-N-R,~ (n

Ry .-
Ry
* in which :
‘B represents a -S~, -SO- or -SO;- group,

R1 and Rz which are identical or different, each denote hydrogen, a methyl or ethyl radical or a
halogen atom,

50 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 lower
alkyl radical,

Ra denotes hydrogen or an alkyl i'adlcal in Gy-Ceg,
Ra denotes hydrogen or an alkyl radical in Ci-Cs; or R and Ry when taken together,

denote an alkylene or alkenylene radical having from 3 to 6 carbon atoms and

5 optionally substituted with a phenyl radical or optionally interrupted by -O-,
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S. An ‘am noal koxyphenyl derivative according to aim1 wherein the

phar maceutically acceptable salt is 30 t he oxal ate or hydrochl ori de.

, 6. A pharmaceutical or veterinargpe@gpP9e2 Byon containing, as active
principle, at |east one am noal kox- yphenyl derivative according to Claim1l
in conbination with a pharmaceutical vehicle or a suitable excipient. 35 7.
Process for preparing an am noal koxyphenyl derivative according to Caim1l
in which A represents an al kyl ene radi cal and.uaz{]'epresents a-S or -S-
group, whereby a 4-al koxyphenyl derivative of general formula: 40 cy B -
-O-A-X 45 R2 in which B represents a -S- or -S02- group, Cy, B, Rl and R2
have th& sanme nmeani ng 2%~ |°ﬁROI ganaing hydrggen or aA!°‘f“?§pﬂ“‘éb'@rﬁ‘sc4aﬁh°8Y'k9‘P’!?ﬁ3ém°thY'

radical as in Claim1 Senayierp ?@Q%‘H Igadical, | o en atom an al kyl sul phon on
group having f®om 1 t o'*£°LSPhi F‘ng 8?“3'5W93 °§3d ISW ‘é‘? HWb H‘é&h
from6 to 10 carbon at ‘?f\'@“m isorSZ %08

and in pol ar or non- "a"‘f “bSt ﬁhms “o
£p 0 303 792 BL UN-94 u e} e "" @ % t%’s' %eﬁﬁpr‘g%?u nggﬁés é"bove
to formthe desired amygpa EBFYJQ Wllally%ﬁéntﬁ@tj'w\{ﬁﬂlrnthi EREnddRSifont OF M Whi ch
can, if desired, be ree&&ﬁﬁhaw-b D1 &pistély ARSRUES GIBR Gn M6 o PHRAESHRRMINCregokTlo bR
form a pharmaceuti cal | jefiné @Rluglreetip Bhked ) 87 @ furtnbrOogonally QBEed &1 a nitrogen
preparigg a am noal koxyphesyyh réial Seldctod GromC@PCHRIRG, dhonyl,] didhdhylmétiiyl, Mbbidl ok
represents an al kyl enend@@nabadzylsid B represents a -S- or -SO2- group,

wher eby a 4- hydr oxyphemgdlizicsyl, inelbliziaS-yd foyrgeoivgt, Sd]pyrioyl.indolyl antimuigylylBptionally sub-
R 20 R2 in which B r epitdsbwithS ia theS-position-wBRespegt Ul reathine@yqupirectin inkBtoliv e
the game neanifhg as i nre@eadntn hydroge, an alkyj radi¢abin b &, or R aydidaley! rrdisgldm BeCof a
basic a&ent, with a conpound of general formula:. XXAmA R > in which X
represent & aAm'w@?f‘YBHGGYh"efa’ﬁ"ValakGWﬁ’e tpFairmy| 1B #lichyB RIEsHAA §Q2fordm 1 to 4
carbon atons or an aryl su hon oni/dq%roup havi n hghfrom 6 to 10 carbon atons

A represert sA’hﬂ"%‘I P;W BT‘FE %Yila%? r° EPy Wi Mgk &Y FEepraseits #uingplizinssy 'h'éd‘§yéme
meani ng,_as | eyl RYrqzolo tion taking place at a 35 terrperature
bet weeri’r qom | epp: én?‘&ﬁ'i\gnyﬁ'&?rhvtang 5.:‘3&!1- Wik PR @«Biﬁ%ﬁay o OesQn‘?s 'SF gﬂ)})ﬂ ree

a pol ar sol V&R Ihpro o) am noal kox errva
base form whi'c gn I'f desired, be

8. An aminoalkoxyphenyl derivative accordmg to Clalm 1 wherein the pharmaceutically acceptable salt is
30 the oxalate or hydrochloride. ‘i
6. A pharmaceutical or veterinary composition containing, as active principle, at least one aminoalkox-
yphenyl derivative according to Claim 1 in combination with a pharmaceutical vehicle or a suitable

excipient.

35

7. Process for preparing an aminoalkoxyphenyl derivative according to Claim 1 in which A represents an
alkylene radical and B represents a -S- or -S02- group, whereby a 4-alkoxyphenyl derivative of general

Loy formula :

40
R

Cy-B'- < \>, =0=A~X

R

45

in which B' represents a -S- or -SO2z- group, Cy, B', Ry and Rz have the same meaning as in Claim 1,
50 A represents an alkylene radical as in Claim 1 and X represents a halogen atom, an alkylsulphonyloxy
- group having from 1 to 4 carbon atoms or an arylsulphonyloxy 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 :

55

* c L N S * -
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reacted with a suitable organic or inorganic acid to forma

phar maceutically acceptable salt thereof. 9. Process for preparing an

am noal koxyphenyl derivative accordepg Fo762a8itm 1 in which B represents a
40 -S- or -S2- group and A represents an optionally substituted

2- hydr oxy- propyl ene chai n, whereby an oxiranyl met hoxy derivative of general
formula: Rt 45 Cy-Bt- -O-CH2-CH2H2 \0 R2 50 in which Cy, R
and R2 have the sane neaning as in d ai nﬂ'll-ﬁ);l B' represents a -S- or -SO2-
group Is treated under reflux, with an angjne_ of generaiiformla: 55 EP O
302 792 BL R\N-9? 3 in which R3 and R4 have3The same neani ng as in Caim1,
this beihg perforned in a polar solvent or in an excess of the said am ne

- to give the dGSIrgéiagJﬂn aIk xy henrxl derlv tlvyg0 n the f moakoy;
@f ige; ol iriet °§ﬁm%mnfgaﬂ%§?¥§

base in whic de % o o S}

an am noal kox%?n allrma Et?cal c)[acce tab

having from 1 The presence of a strong base to provide
the desi re% aPLaR8 okwmag r;yalm‘na&axy@w@%v& Dol mgga Bhainf N fHihEa RBRSonts an
whi ch A Tepr eggithe raticer Sh408 Qaprdabmd %! -8 Broly) rbwﬁéawadnmve of
substituted byengd radmisidl: having from1l to 4 carbon atoms

am noal koxyphenyl derivative so obtained being reacted, if desired, vm t h a
sui-t abl eisorganic or inorganic acid to forma pharmaceutically acceptabl e
sal t \thereof. 10. Process for preparing an i noal koxyphenyl derivative
according to Caim1l in which B represents O group, whereby a sul phide
of general formula: 20 CY-S- m @p-p'~ -0H

VR R3 30 in which Cy, Ri1, 4 and A have the sanke
meaning s in Caiml, is treated with an oxj di zi ng agent, this sul phide
being in the formof the free base or a salt2thereof, to formthe desired
am noal koxyphenyl derivative In free base form V\/ni ch can if desired, be

reacted with a §Qb| Sant %a-gl Cr é | nor ?%n(lglc ag have tﬁe same meaning as in Claim 1,
ctr 'F

h Fl
ooy | 5 popelBa o 0, fpseip ¢ ¢ %ﬁ%%@fﬁr%w°8%9?"B%ﬁfzggﬂ°é%'m B¥8hy! | i ndol | i ne

and its N-oxide and phar- nmaceutically acceptable salts. 12.
2- Et hyl - 3-{4-[ 3- (di - n- but yl am no) pr opy| gxxtipergenesul phonyl )i ndol i zi ne and
its N-oxide and pharnma- 40 c-e__ﬂgti cally a‘\lzac__ep‘;abl e salts.

30 o .'

\_/ f
in which X represents a halogen atom, an alkyisulphonyloxy group having from 1 to 4 carbon atoms or
an aryisulphonyloxy group having from 8 to 10 carbon atoms, A represents an alkylene radical as in
Claim 1 and Rz and Rs have the same meaning as in Claim 1, the reaction taking place at a

35 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 acid o form a pharmaceutically acceptable salt thereof.

9. Process for preparing an aminoalkoxypnenyl derivative according to Claim 1 in which B represents a

40 -8- or -SO2- group and A represents an optionally substituted 2-hydroxy-propylene chain, whereby an
oxiranylmethoxy derivative of general formula :

Cy-B'- -o-—caz-c\u-}az

50

in which Cy, Ry and R; have the same meaning as in Claim 1 and B’ represents a -S- or -802- group
is treated under reflux, with an amine of generalformula :

55
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13.

2-1 sopropyl -3-{4-[3-(tert-butyl am no) propyl oxy] benzenesul phonyl) pyrazol o[ 1,
5-a] pyr| dine and its N-ox- ide ancp@agipamii cally acceptable salts. 45
14.

2- | sopropyl -3-{4-(3-(di -n-butyl am no) pr opyl oxy] benzenesul phonyl ~qui nol i ne
and its N-oxide and phar- nmaceutically acceptable salts. 15.

2-1 sopropyl -3-{4-[ 3-(di -n-butyl am no) pr apylRgxyl benzenesul phonyl } f uran and
its N-oxide and pharmaceu- tically accepfabl’® salts. 50 16.

2- | sopropyl - 3-{4-[ 3- (di - n-butyl am no) pr op§ oxy] benzenesul phonyl | i ndoi e and
its N-dide and phar ma- ceuti cal |y accept abl e salts.

1- Met hyl - 2- |so 4-p3 - n- but i am no?c ro }/I ox | benzenesul hony
ndol o and 48 gﬁ %&F s@éggég e EENE S G 1 V9 g oeiapeRin & Pa splent 9ein pn
| k di t h R .and,
are hydr ogon. -4 %D ool SRRy @T%Tm%i e 69 154 PR R
L M EP MRorilaile $ith GPbd it i HalddhagthPhd 1 ES
1. Process for %@cﬂoﬁ&%@ i ser@@ oﬁ@sﬂ&»@‘iﬁ de%f&:\é%d | a¥fino fﬁf ﬁﬁi" a.

5 R-0A-NR4 » derivative in the form of t e Base in which A represents a 2-hydroxypropylené chain in which
~~~~~~~~ R t3 2 théhpdixg R subeBtuted by an a3 having from 1 to 4 &PSoRSRAES a - S-, -SO or
-S»- ggoup, R thél BrilinGatkoxypHélICderiai® JodBRInbCBingQbactif if sl witheDsuRabERiGdnR or
hydr @gen, a netikythanraciatdipim & pchintagbutiolly accagthidgen thatedln A denot es
a straight- or branched-al kyl ene radi cal having from2 to 5 carbon atons or
a 2- hydr o3y Fraopssl fermepadny aedminaatkeyprehy! tdbriyativg deaydingi tg Clajpt it dmwaihichyB sapiesents ait ed
by a.lsower 280- group, whereby a sulphide of geaprbfprmutadi cal , R3 denot es
hydrogéh or an al kyl radical in Cl-CB, R4 denot es hydrogen or an
al kyl radical in G -C8 or Rs and FRA w®hen taken together, denote an
al kyl ene or al kenyl ene radical having ffom3 to 6 carbon atom; and
optionally substituted with arghenyl or optionally Interrupted by
-0-, -N=or 25 p -N-ft1 1 ' RdrSdefoting rogedi-By, a | ower alkyl in
G - c4, 25phenyl di phenyl met hyl , benz )
hal ogenobenzyl radi cal, Cy S Fel ected fmrQpfthe group consisting
of. phenyl optionally substituted with in the a position with respect to
the nmethine group directly linked to B; "2uryl and isoxazolyl optionally
substitpted with Rin the a posi ti-on W|th respect to the nethine group
direcsly |i kel o, B a00RS, W, th@h HaRt he Bakdl Heshmf sé intakiRd, MirbleORt MloxOBIHE

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

or inorganic acid to form a pharmaceutically acceptable salt thereof.

35
11. 2-Isopropyl-3-{4-[3-(tert-butylamino)propyloxylbenzenesulphonyl}indolizine and its N-oxide and phar-
maceutically acceptable salts.

12. 2-Ethy)- 3-{4»-[3-(d|-n-butylammo)propyloxy]benzenesulphonyl}indollzme and its N-oxide and pharma- .
40 ceutically acceptable salts .

13. 2-Isopropyl-3-{4-[3-(tert-butylamino)propyloxylbenzenesulphonyl}pyrazolo[1, 5-alpyridine and its N-ox-
ide and pharmaceutically acceptable salts.

45 14. 2-Isopropyi-3-{4-[3-(di-n-butylamino)propyloxy]benzenesulphonyl}quinoline and its N-oxide and phar-
macseutically acceptable salfs.

15. 2-Isopropyl-3-{4-[3-(di-n-butylamino)propyloxyjbenzenesulphonyl}uran and its N-oxide and pharmaceu-
tically acceptable salts.
50
16. 2-1sopropyl-3-{4-[3~ (dl-n-butylamlno)propyloxy]benzenesulphony|}mdole and its N-oxide and pharma-
ceutically acceptable salts. . . .

17. 1-MethyI-Z-isopropyl-3_—{4—[3-(di-n-butylamino)prodyony]benzenesulphonyl} indole and its N-oxide and
55 pharmaceutically acceptable salts.

18. An aminoalkoxyphenyl derivative according to Claim 1 in which R; and Rz each are hydrogen.

. AN




35 * ' groups selected fromG -C4 al kyl and phenyl groups;
benzi m dazol -1-yl optionally substituted with R.in the second position;
benzi m dazol -2-yl optionally substi tgptgeghawgelBiR in the a position with
respect to the nmethine group directly linked to B and further optionally
substituted on a nitrogen atom by a radical selected from (d -C4)alkyl,
phenyl , di p@leims facthejellowingrGoptracting Sgate : ES hal ogenobenzyl ; and
i ndol i zi n- 2- yl, I'ndolizin-3-yl, pyrazolo[1,5-a3] yrldyl i ndol yl and

qui nol yl opki @fﬂ&?ﬁsyf’féwepéﬁ"{"ﬂ atenipaskpxpheny] d?’FYé“Va °b‘8’§1“tal on with respect to
the methine group directly linked to B. R represents hydrogen, an
alkyl radical in Cl1-C8, or a cycloa&kyl radical in C3-CS, said process

bei ng characterized in that 45 ta) when A represents an al kyl ene

radi cal and B represents a -S- < group, a) a 4-al kox ghenvl
derivative of general form$vaB orPmt=R =, 2 55 |(|\4 whi ch B
represen{s a -S- or -SO2- group, ©y and have t he sanme neani ng as
above, A'represents an al kyl ene radr al as aboYe “and X represents a hal ogen
atom an al kyl sul phonyl oxy group having from1l to 4 carbon atons or an

aryl sul phonyl oxy group having fromé6 to 10 carbon 1111111! 1J111'11 | 111!
11 11 IN ER ¥hickQ2 792 Bl atons ,is condensed, in the presence of an acid
acceptor /and i nea pol ar regresdfitsla O] -80- Gro$LLHoup, Wi t h an ami ne of gener al
formy a: HN- 17R, é@ R,  which atdidenital br ditBrent) dadidiehds/ Bydidgen, SanahyNBradtiyN@diasd or a
above, to formthe desi redgeaonoal koxyphenyl derivative in free base form
which can, |If d&sired, senatesccstraightvwribranched-akylere|radicelgeing tonnf td ficartpaatoms aca d
to foum a pharnaceuti calﬂ-qu'a&m@pviabl redicah int which direchyfiroxyois offffonally sulbsiitited Ry |8 Hawey |
derivati % of gener al f c¥atrpdicah 5 j s> Cy-5st d- 20

K 2 in which B ?epreserﬂ"%"tﬁhy@’gedrwﬂwlfa dieabin 1eﬁﬁd Rl and R2 have the

sane meani ng of Pabove, %“%}? ?f’ 9;’" ?rrf‘"?l’i};ifﬁv\gﬂ' g |'Bz g ! 65‘2'? enté gltagqn
d of | f a en n e 1 0 m
O O e A O STy SPaued it & PRy TioR o ool Heved By 0 N -

aryl sul pﬁonyl oxy group. having from6 to 10 carbon atons, A represents an
al kyl ene radi cal as above R3 and R4 have the sé'rrﬁm'eanl ng as above , the

reaction taking place at a 35 t enperature between roomtenperature

and the refluxing tenpersg} dbiumy hyHJ&SenWﬁd;' 16M8r ARG ih @,-8,, phenyl, diphenylmethyl, benzyl or
30 halogenobenzy! radical,

Y Cy is selected from the group cqnsnstmg of phenyl optionally substituted with R, in the «

position with respect to the methine group directly linked to B;

furyl and isoxazolyl optionally substituted with R in the « position with respect io the

methine group directly linked to B and further optionally substituted with one or more
35 groups selected from G;-Cs alkyl and phenyl groups;

benzimidazol-1-yl optionally substituted with R in the second position;

benzimidazol-2-yl optionally substituted with R in the « position with respect to the

\/ methine group directly linked to B and further optionally substituted on a nitrogen
atom by a radical selected from (C, -C4)a|kyl phenyl, diphenylmethyl, benzyl or
40 halogenobenzyl; and

indolizin-2-yl, indolizin-3-yl, pyrazolo[1,5-ajpyridyl, indolyl and quinolyl optionally sub-
stituted with R in the « position with respect to the methine group directly linked to B.
R represents hydrogen, an alky! radical in C1-Cs, or a cycloalky! radicat in C3~-Cg,
said process being characterized in that
45 a) when A represents an alkylene radical and B represents a -S- or -SO2- group,
a) a 4-alkoxyphenvl derivative of general formula

50
Cy-8'~ ~0H

55 :
in which B’ represents a -S- or -SO2- group, Cy, ,R1 and Rz have the same meaning as above , A
represents an alkylene radical as above and X represents a halogen atom, an alkylsulphonyloxy
group having from 1 io 4 carbon atoms or an arylsuiphonyloxy group having from 6 to 10 carbon

) TR O



pol ar "sol vént, to obtain the desired am noal koxyphenyl derivative in free
base formwhich can, if desired, be reacted with a suitable organic or
inorganic acid to form a phar nacewsp 6862 yoe@rept abl e salt thereof b) when B
represents a -S- or SO2- group ad A represents a optionally substituted

2- hydr oxy- 40 propyl ene chain, an oxiranylnethoxy derivative of

gener al fornul aatorRs dcondensed, in the presence of an acid acceptor and in a polay or non-polar sal@nt, with

X 2 R2 50 in whicinimyof geeprahietind® have t he same neaning as in Claim1 and B
represents a -S- or -S02- group is treated under reflux, with an am ne of
general formula: 55 1 X
. 13 % EP0302792B1 in which R3 and R4 hmen};ue sane neaning as in Caiml,
this being perforned in a polar solvent or inya excess of the said am ne: -
to give the desired am noal koxyphenyl der IRﬂatI ve in the formof the free
base in which A represents a 2-hydroxypragpyl ene chain, 6

gi ve an, am noal kGxvpRenkl rIRkieYal Lie MRD o8 3bvDSo 1EAHETbsil! divind L
Ral | de havi NG 1 i gt e e i o118 r&%ﬁé@vﬂ?@es@(ﬁblégo@ ,ﬁ@?}gnk' ﬁ?‘é to

provi de the: des;,d;de(gf@,ma@g@hmﬂcamma@g%,eq;mhé@y| ve in formof the free
base in which A represents a 2-hydroxypropyl ene chain |n V\:hl ch the hydroxy

i's substituted éryg)an-hadréyphei@ \dbrivgtivk bOgendraiti@mdiacar bon at one, the

am noalkoxyphenyl derivative to so obtai ned being reacted, If
desiked, with a suitable organic or inorganig acid to forma pharnaceu-
tically acceptable salt thereof, c) Wen B rgpresents a -SO group, a
sul phide of general fornula: 16 Cy- Sg,40. :og ~ 20

R3- 8z in which Cy, R, R, R3, R4 and A RMask=itie sanme neani ng as above ,
is tre@ed with an oxidi zi ng 25 agent,n t his sul phide being in the
formof the free base or a salt thereof, to fbrmthe desired

am noal koxyphengwde ] vgt\elrevtgﬁl (}(‘Sr £ base fg;y(r’ﬁfvm h caqﬁ] iafe deal S be
td th rgpr - same meanin oaove.
phar ﬁﬁ“t. caﬁ\/fea%&tadé&taw Seny %farbﬂ%%aesg W@a%mm"a U P o o ol af m 1

in whiCh B represents a -SO2- group. 30 3. An am noal koxyphenyl derivative
according to claim1l in which Cy represgl idolizin-3-yl, indolyl,
qui nol i nyl, pyrazolo[1l ,5-a]pyridyl 3‘%@55 according to claim 1in
whi ch R represents an isopr opyl or cycl opr @pyl. -group. 35 S. A process
accordipng to claim1 wherein the phar naceut cal | y acceptable salt is the
oxalaye or 0
in which X represents a halogen atom, an. atkylsuiphonyloxy group having from 1 fo 4 carbon
atoms or a arylsulphonyloxy group having from 8 to 10 carbon atoms, A represents an alkylene
radical as above R; and Ry have the same meaning as above , the reaction taking place at a
35 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 acid to form a pharmaceutically

\_/ acceptable salt thereof
""" b) when B represents a -S- or SOz- group ad A represents a optionally substituted 2-hydroxy-
40 . propylene chain, an oxiranylmethoxy derivative of general formula :
Ry
Cy-B -0 CBZ‘C\E 2
. 0
R,

50
in which Cy, Ry and Rz have the same meaning as in Claim 1 and B' vepresents a -S- or -SOz-
group is freated under reflux, with an amine of general formula :

BN- Ry,
R3 -.l

&6
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hydroéhl ori‘de. 6. A process for the preparation of a pharnaceuti cal
conposition, conprising putting at |east one 40 am noal koxyphenyl
derivative of the fornula (1) defingggiggegbap? | i n a pharmaceutically
acceptable form 7. A process for the preparation of a veterinary

conposi tion, conprising putting at |east one am noal kox- yphenyl derivative
of the for rrul a if WhictdBs andard hiave thd Simendsaniny & iPDlaimNE GesLsing pbridymads @ polarsbieent or
form 45 d ai nen&excetshié thbchilemineg Contracting State: GR 1. An

am noal koxyphenyl- tegivevthe i dpsired famiroalkeyrhenyb Qerivative in the form of the free base in which A
R1 Cy:-B- 70- A- N- Rrepresents a 2-hydroxypropylene chain, ( ) | 4 R 66

R3 2 £P 0 302 -79zivenjaminggioxyphergl derivative which cpopr ©ackad with an alkyl halidgtravingrfrom
-SO2- group, R, and 3 cabghptems ik dhej pesepgecal|a fypngibase &y eipyide tba dpsirgd ABingalkox-
hydrogen, a met hyl YRIPYE Agf %\_;"’? e fgrm of thy g8 |baRedR WHICR repgesents a 2-hyglroxypropylene
denotes a st ra tChalff n B'?' E"n'é"&mé‘f 'R?F'??Wé‘e‘t’ Berrcy! 109 B 1 1ochsadop 8o8ecar bon

atoms.or’ a 2- e cal . M % ; h'e h droxcy pptio ally
s :gzssarv 2 Y i
in O -:C or and i esna ok ERuR %@h&%’g% aftehlia* denot e

an al kyl ene or al kenyl ene radi cal haV| ng from3 to 6 carbon atons and
optionally substituted with a phenyl radi®l or optionally Interrupted by
-0-, cUN=or -NRL |" > RI X denoting hydrogen or a
| ower alkyl in G -C4, phenyl, b@nzyl or hal ogenobenzyl

radical, Cy I's sel ect ed -gng of phenyl
optitgpal |y substituted with R in the on W|th réspect to the
met hi ne group directly linked to B; 20 R, furyl and

| soxazol yl optionally substituted wwth R gn the a position with respect to
the nmethine group directly linked to B and®f urt her optionally substituted
wi th one or m)re roups selected fromC, -C4 al kyl and phenyl groups;

benzi m dasol - FY o“haﬁil SSWIAE 'ER’%H“’\RP’PW“RQ’!"\S a [jeove e@df?@‘eﬁfﬂ’ﬁh P’P @?‘F'z'“g
benzi m dfzol - ‘P'“ 'er e Wt" WAL °' éa"at“ g ! gpsired
respect to the °i°' ‘:" 9;“" d ;’at"fe i o e o‘lm% %‘%df '?"\cﬁ & taos‘@b?nd
further opti oné’fqai'/cgu'ﬁor? dlig: R %1'3 r?"?arc%" en” a1 e R caI sel ect ed

From (S~ O ah Kitkees BOSA ga.,pnwamwfsengsn L gflp. el ogenobenzy ;- and
i ndol i zig- , I'ndo pyrazol o yl, indolyl and

qui RO}yl opfi maﬂ\ haéms%nenatdehm.e%wra.g; B ot § hewﬁsh @\pebﬁeséa& M iddizid-SFIPREdIy1L O
the methine oquisinypfreilols-dibyhed |

4. A process according to claim 1 in which R represents an isopropyl or cyclopropyl group.
35
§. A process according to claim 1 wherein the pharmaceutically acceptable salt is the oxalate or
hydrochioride.

6. A process for the preparation of a pharmaceutical composition, comprising putting at least one
40 ammoalkoxyphenyl derivative of the formula (1) defined in claim 1 in a pharmacsutically acceptable
form.

7. A process for the preparation of a veterinary composition, comprising putting at least one aminoalkox-
yphenyl derivative of the formula (1) defined in claim 1 in a pharmaceutically acceptable form.

45
Claims for the following Contracting State : GR
1. An aminoalkoxyphenyl derivative of formula :
50
Rl
Cy—B—<-. \> ~0-A-N-R, = 1)
P S : ]
.t R 14
R 3 . ’, .
55
Ry
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30 ’ R represents hydrogen, an alkyl radical in CO-Cs, or a
cycl oal kyl radical in C3-Cs, 2. An am noal koxyphenyl derivative according
to Gaim1l in which B represents agp @z 78 8¢P- 3. An ami noal koxyphenyl
derivative according to claim1l in which Cy represents an indolizin-3-yl,

i ndol yl, 35 qui nolinyl, pyrazolo[1,5-a]pyridyl. 4. An am noal koxyphenyl
deri vative aoebicdi ng to C ai m 1in V\/ni ch R represents an isopropyl or

cycl opropyl grbup. 40 redpresohts &St Fi¥alok $Qy(dnepy| derivative according to
Caim 1l whereifh anhB phahicmere identisall dr yliferetegrcta bénetedutirpgansa miatbylox athritrasiogh or a
hydrochl ori de. 6. Proc8&egesgemprepari ng an ani noal koxyphenyl derivative
accordifig to G aim 1 iFAeRiee éﬁ“@'ﬂh#‘ Pfé@"g?ﬂ'%ikﬂfﬁe eeriRg) Ihaving oA te §lcarhprtiatens or a
represents a -S- or - S&hydreg BRY'G"Q\[?@PE'b‘y wacmthm%wm%wa"ﬁwbﬁmq Ry lgyer
general 45 f or mul a@kyRr cy B- Z

3 -OAXRB5in va%ﬂ“*“ ragicaldn OQ’?; R2
have the Same ani ng E?oe hg‘rgi(:an: o’?naken (@lCl av:a‘?{ l to% carbon aégjﬂ%n%
C aim 1°and X represen rou ving
from1l to 4 carbon atoné'o'gar"?lar? a‘?e @{'}% heﬁpraa H"Qhﬂgélf ﬁ?&XP? & t% 10
carbon atons 44 1%(]%%11 11 11 1 EP 0 302. 792
61 is condensed in the presence of an acid ac ttdr and in a polar or

non- polgr solvent, with an am ne of general forrmula: 5N 1Z4 3- in which R3
and R4 have the sane nmBandengling hydbydv @r a lawel @kyint ¢eC.(phyiediphenyimethyl, benzyl or
am noal koxyphenyl 10 halogd@bbnzgitradical,i n free base form which can, if
desired, be reaxcted wi tshselactediirdratbb groop gansisting ©f pienyd optiandllg satwsiitdted @itif Brimtha o«
phar keteutical |y acceppesiibrewiapipettheihe gbthing grofly dioetydinfedito Bir epar i ng a

am noal&oxyphenyl deri (e pndeisexezobyt elitiongliy ibelitigdnwith B in thehe eesition vitipreerselte thean
al kyl ene radi cal and B™Meigipe gioumditectly linkad tg B angfypther gptipnally sylfstitpted yitgone or more

4- hydr oxyphenyl deri vagPurs sgipctgdifrom Ci- \-agp Pheswharquas: 20

Cy- B benag\%@ I p o ?fuBted é ﬁé{stg?]fegory pogt:on - S

group and Oy, R and REPWIAEZYHY ¥ u;?" ‘i" 'P?? ?ﬁ“éél'e i
the preé€ence of a basi 5'9 %r‘?prd\ﬂ/l' | ' ' “ﬁ‘@w §t5’°|g°"
X-A-g-R4 K - in whi ch 3, Lo seec"'?al roge on’{ e"y %yuq' dn)W"Z)V( or

group hawngfromlto : 1 ra -a I'stitP
o Y onds 1Mo |n ol ﬁ"z Pg‘\difzﬂ |%§ %%[15 ]pﬁ%@wiyﬁ%%%ggﬁwﬁt:%

Cai m Jpand Rk and Rt Fé%?é@enishﬁdr%g”éﬁﬁan@@ﬂhd?&l ﬁ%JOE‘ oCla@ivJBaﬂeyl r i @@éf,t I on
taking place at a tenperature between roomtenperature and the refluxing

t enper at uee A antikRikekpEHeHyTIdGVaive BccdrdPg kaCizital iv @fith B teprosdtsad 80L-hpougesi 1 ed
am noal koxyphenyl derivative in free base formwhich can, If desired, be
3. An aminoalkoxyphenyl derivative according to claim 1 in which Cy represents an indolizin-3-yl, indolyl,
35 quinolinyl, pyrazolo[1,5-ajpyridyl.

o 4. An aminoalkoxyphenyl derivative according to Claim 1 in which R represents an isopropyl or
N cyclopropy! group.

40 5. An aminoalkoxyphenyl derivative according to Claim 1 wherein the pharmaceutically acceptable salt is .
the oxalate or hydrochloride.

6. Process for preparing an aminoalkoxyphenyl derivative according to Claim 1 in which A represents an
alkylene radical and B represents a -S- or -S02~ group, whereby a 4-alkoxypheny! derivative of general

45 formula :
| IRI
50 Cy-B'- ~0~A~X
) .

55
in which B' represents a -S- or -S02- group, Cy, Ry 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
group having from 1 to 4 carbon atoms or an arylsulphonyloxy group having from 6 to 10 carbon atoms

) R O T
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reactéd with a suitable organic or inorgani¢ acid to forma
phar maceutically acceptable salt thereof:. 40 8. Process for preparing an
am noal koxphenyl derivative accordi gg otm%ggm 1 in which B represents a
-S- or -S2- group and A represents an optionally substituted
2- hydr oxy- propyl ene chai n, whereby an oxiranyl met hoxy derivative of general
formul a: 45 R c@ydefed in thecpresentd (4R -aCGiHptd2ptHiOHd R2a patar whicoipol@ysolvérit, veith cin Biinéialv e
t he sane neangengrabfermuia :Cl aim | and B' represents a -S- or -SO2- group 55
is treated under reflux, with an am ne of generat fornul a: EP 0 302 792
Bl FtwRF 4 : R3__ 5 in which R3 and R4phage the same neaning as in daim
1, this Being perfornmed in a polar sol vent oﬂ in an excess of the said
amne: - to give the desired anlnoalkoxyﬂhenyl derivative in the form of
the free base in which A Jo represents a 2- hydroxypropylene chai n,
- to give an anlqﬁghko %] n I derrvatrve

ase

al kyl hal i de trv ree Fi!sli Qprm whlcﬁsgp‘s’? esrgpc?) gf;é %‘:}r s p suié%le awézi C:;%ﬁt Qggf o

base to 'provrvﬁn &R
free base in |c re re hy roxypropylene chain in which the

hydroxy is supgtdst ‘er%FLpQ)ﬁg %%n@rlo%l)(&xy&?ﬁ?ﬁ}l BQwEtva Bechraing té Claitd P R wihOAFopredents an
t he ani noal koxigae Widicalsid & bdrasnts @ -8DbAISHE glBgY, NBereBAE L drokyphdh@Sidridlive of
W th a sigitabjsme@rgainiac or K> |norgan|c acid to forma

pharpageutical ly acceptable salt thereof. 9. Process for preparing an

am noal koxyphenyl derivative according to Cgaim1 in which B represents a
-SO group, whereby a sul phide of general frnnula 20 Cy- S

OANN, 26 _ _ 4, *R
30 in whech Cy, R, R2, R3, R4 andCyrhi: Oﬁeani ng as in daiml,
is treated with an oxidi zing agent, this stefpfde being in the formof the-
free base or a salt thereof, to formthe desired am noal koxyphenyl
derivative In free base formwhich can, if désired, be reacted with a

sui tabl e organrc or inorganic acid to fornra pharnaceutrcally accept abl e

5% sopropy - £ SR e e g A e CAASTSY I

and its N—oxrﬁe and - nmaceutrc

y accep
X-A-N- R
) ’ o o
' ) 1|R3 -
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 R; and Rs 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
(N solvent, to obtain the desired aminoalkoxypheny! 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 .

8. Process for preparing an aminoalkoxphenyl! derivative according to Claim 1 in which B represents a -S-
or -SOz- group and A represents an optionally substituted 2-hydroxy-propylene chain, whereby an
oxiranylmethoxy derivative of general formula :

® R

1

~R = -Q- ~CH-
Cy-B 0O CHZ C\H . /(2112

50 ] '

2

in which Cy, Ry and Rz have the same meaning as in Claim 1 and B’ represents a -S- or -S02- group

55 is treated under reflux, with an amine of general formula :

“ ] 0N O
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11. 2-'Et hyl*- 3- (4-[ 3-(di - n-but yl am no) pr opyl axyl benzenesul phonyl }i ndol i zi ne
and its N-oxide and pharma- 40 ceuti'cally .acceptable salts. 12.

2-1 sopropyl -3-{4-[3-(tert-butyl amgrop podped @Kyl benzenesul phonyl } pyrazol o[ 1,
5-a] pyridine and its N-ox- ide and pharnaceutically acceptable salts. 45

2-1 sopropyl -3-{4-[3-(di -n-butyl am no) propyl oxy] benzenesul phonyl } qui nol i ne
and its N oxide and phar- maceutically me-c fptabl e salts. 14.

2-isopropyl -3-f4-[3-(di-n-butyl am no) pr | 6xy] benzenesul phonyl } furan and
its N-oxide and pharnaceu- tically accep IiabTe salts. so 15.

2- 1 soprlopyl - 3- { 4- [3 (d| n butyl an no) propyl oxy] benzenesul phonyl }i ndol e and

its N-OXIde an caI accent

- Vet hyl - 'gv@g‘*dg “h & g% ga e e ST Sty B bsTieothimeti anee sopm g
ndol o and 173 roatoAORATAGAULICR! Y GRCAPEERE 138 hoyndh/a A"
am noal,&mxyphen,;éh)d {sa h,\(,@yprupmw e and each
are hydrogen vel an ah\lno*ﬂ%yphenyﬁfén%ﬂ »th?&%n gé-rel&ed ﬁtlﬁn%@ﬁﬁhéeoﬁawﬁ from 1
preparation of @ Phasortuoridtin Gl préserEs @5 b lstreHy, baSP B révitle eh BYdidd dMdnoBkoxy BRI
one amni noal koxygeneatyd inG@ey forvods ihéared 685 Nitvigh A Rpobeaisa 2lhyldxydropiiererthaiR intwhizRl | y
accept abl e f or nmhe fydroy prsobsifuted b an bk hing [rarh attd @ Barldn afomget eri nary

conposir i on,thec amipoalkexypbpnpluldrivatige at obteiast bangereamad) tfadekiod: with a suitablg pdnganig | or
derivati ve dmeganidesid)totioma rirmmateuticaihnagebrdabieeseletibiedfal | y accept abl e form

Pat ent anspr Uche Pat entanspruche fUr fol gende Vertragsstaaten AT, BE, CH,

DE, FR, GB, Rropess fpr prepgring\pn angigoalkexyphiny! slafivatya| aesxdinshie laireld v whieh Bespresentne| -
RR 22,20 in 8- graup, Whefebyas”"’““@l"h@ﬁ"@al!ﬁfﬂ\é"ader Fornel -S-,-SO oder -S2-, Ri
und R22 die gleichartig oder verschieden sind, jeweils Wasserstoff, si ne
Met hyl - oder Ethyl- gruppe oder ein Hal dgenatom 25 A

si ne geradkettige oder verzweigte Al kyldngruppe mt 2 bis 5

Kohl enst of f at omen oder sine 2- Hydr ox uppe, be! der die
' 'I%g E «gr uppe subst | tuiert

Hydr oxyl gr uppe gegebenenfal [s 8&r
Ist, Rs Wasserstoff oder e t ~C38 - Al gruppe R4

V\asserstoff oder eine G -C8 Alkylgruppdg oder Ra uRg¢'R4 genei nsam si ne

Al kyl en- 30 oder Al kenyl en-gruppe nmit 3 bis 6

Kohl enst of f at omen, die gegebenenf alls mt2 einer KJ

Phenyl gs uppe substitul ert oder gegebenenfalls durch -0-, -N = odor -NR11,
Lin R iAVMBGECH RS fe, BSleR, @i Athald the 6snd\ingiling @8 Ink§14ig U3 @atocs wilkean oxidizing

Phe yl gr uppegersi nis dippide ropinget hiyl @i ahe Srba1 Gaddeorzy |sgt tprer, ael dsrmsthe @lesired

Hal ogenoben zayirgalxqambedadenvalyelnlfm basa tiem whish henif desired, be reacted with a suitable organic
or inorganic acid to form a pharmaceutically acceptable salt thereof.

35
10. 2-Isopropyl-3-{4-[3-(tert-butylamino)propyloxylbenzenesulphonyi}indolizine and its N-oxide and phar-
maceutically acceptable salts.

11. 2-Ethyl-3-{4-[3-(di-n-butylamino)propyloxylbenzenesulphonyl}indolizine and its N-oxide and pharma-
40 ceutically acceptable salts.

12. 2-isopropyi-3-{4-{3-(teri-butylamino)propyloxyJbenzenesulphony!}pyrazolo[1, 5-a]pyridine and its N-ox-
ide and pharmaceutically acceptable salts.

45 13. 2-Isopropyl-3-{4-[3-(di-n-butylamino)propyloxy]benzenesulphonyl}quinoline and its N-oxide and phar-
maceutically acceptable salts.

14. 2-Isopropy!-3-{4-[3-(di-n-butylamino)propyloxy]benzenesulphonyl}furan and its N-oxide and pharmaceu-
tically acceptable salts.
50
15. 2-lsopropyl- 3-{4-[3-(d1-n-butylammo)propyloxy]benzenesuIphonyl}mdole and its N-oxide and pharma-
ceutically acceptable salts.

16. 1-Methyl-2-isopropy!-3-{4-{3-(di-n-| butyIam|no)propyloxy]benzenesulphonyl} indole and its N-oxide and
85 pharmaceutically acceptable salts.

17. An aminoalkoxyphenyl derivative according to Claim 1 in which Ry and Rz each are hydrogen.

“6 RN O ) A
* c L ] S *



si ne G uppe ausgewghit aus der Gruppe, die Phenyl, die
gegebenenfalls in der a- 40 Stellung in bezug auf die
di rekt an B gebundene Met hi ngruppe mpio Sdsteeti tuiert ist; Furyl und
| soxazol yl, die gegebenenfalls in der a-Stellung in bezug auf die direkt an
B gebundene Met hingruppe mt R substituiert sind und gegebenenfalls
zus~t zl i ch 18 tA piogass fodbe nrephretiancef Grhamageuticalsepmpnsiton, eqmprigho E4sting ktyleast onel
Phenyl - gr uppe gmingaippypherybgerivalivggecording to claim 1 in a pharmaceutically acehpipRlefer@az ol -
-yl, die gegebenenfalls in der zweiten Stellung mt R substituiert |st
Benzi ni daz ol 2 Rjpeessipthe Bopyaie At & yqielingry copppositionseqmpyising pytting Bb’i‘i'fb°'3ﬁﬂ'""lﬂ’?'l§°"'
direkt af B gePim¥&RYREeH; Wg\gaw@mm"faﬂ*mg&ﬂfamwwa SP™ind
gegebenenfa{,l S zus%tEI ich an ei nem Sti ckst of fatom durch sine aus

(CL-C4) - Al k) uppg AN VR Yo 510 b QB BARAREOA, e

ausgewdhl t e stl
| ndol i zi g 25 yl zol o[ 4, 5-a] pyridyl, Indolyl und

Chi nol yI i d'lleAémerJggg&whﬁﬁeﬁeg\'a JéerlFﬁ% gr a-Stellung in bezug auf die direkt an
B gebundene Met hi ngruppe mt R substituiert sind, uncl R

Wasserstoff, eine C-C8-A kyl gruppeRodor eine Cs-C6-Cycl oal kyl gruppe
bedeuten. ss 2. Am noal koxyphenyl d rlvat nach Anspruch 1, worn B eine
-S2- G uppe darstellt. 3. I1]_0 oxy nyd-gdefiwat nach Anspruch 1, worin
Cy siwe Indolizin-3-yl-, Indo Chi I|nyllo‘der

Pyrazol ol [ 1, 5-a] pyri dyI gruppe bedeutet. 47 R3;EP 0 302 792 81 4.

Ami noal koxyphenyl deri vat nach Ansprlgch 1, worin R eine Isopropyl- oder

Cycl opf opyl gruppe bedeutet. 6. Am noal koxyphenyl derivat nach Anspruch 1,
worin da® pharnmazeuti sch annehnbare Sal z das Oxal at odor Hydrochlorid ist.

5 6. Phar mazellt9%che oder vet eri narmedi zi ni sche Zubereitung enthaltend als

Wrkstoff nindetens ei n°' ’HB‘ﬁlq?szﬂe‘T’] ?QIé’F’?’v 892+ n%\(l:h Anspr.uc

Konbi nati on ni t MefHdt ph dip Fﬁ’g HePLeP aafer F'"%F"ﬁ@Y’h oder Ethyl-
geei gneten Bindgnittel . U O g e'&e "Hf"r’”ﬂig ell un géﬁ'ﬂﬁlenstoﬁatomen odr

Ani noal k&xyphenyl deri vat :Qi':j]%er e oo

B el ne G uppe der Fornel

eln Iky1

4- Al koxyphenyl deri vat d%ssaﬂfoseae%m@& Epm s

~~~~~~~~~ Bh4 Wasserstoff oder emQGA- Al ﬁgruppe oder Rz und Rs gemeinsam eine Alkylen-

R2 in debo B' ei ne G uppeodde AikérlehBluppemit BUHRY 6 KsHidastofthitioh,adid fegelSerentas mitistheR2

di e \» Anspruch 1 angegebwngguipedeustiniogeder bepbdnssills ddcieioreNAl dagl engr uppe

darstelit, we sie in Anspruch 1 definiert 26 - worden ist, und X ein

Hal ogenat om eine Al kyl sul fonyl oxygruppe ‘it 1%{)&s 4 Kohl enst of f at onen oder

ei ne Aryl sul fonyl oxygruppe mit 6 bis 10 Kohl en ¥lat onen darstelit, in

Gegenwar # ei nes Saur eakzep- tors und in einem pol aren odor nichtpolaren

Ldsungsnittel nit ei nem ¥ernf:d¥fessersioferder ainerC: flarliagtigalkgigruppe, eine Phenylgruppe, eine

HN- 35 in der R3 undpr"umethv'srumqs smcﬁenzylsaﬁgw%ew@w Hﬂ@q&w@uﬁx@@ﬁpe dar-

besi*Zen, zu kondensi er eﬁe'%t!x'f“e ew~nsc

Ani noal koxyphen 0Y deri vatg ;%ung F—"gr e ed" !(ta %"ed‘ed’h Y m& (7 ger i t

Tt oo ghgson o gan SETU DO A SR Cep R HL S Lo

annehnbares Sal z Uberfu h ebundene Methmgruppe mit R substituiert sind und gegebenenfalls zus#tzlich mit

einer oder mehreren Gruppen ausgewdhit aus C;-Cqs-Alkyl- und Phenyl-gruppen
substituiert sind;

% Benzimidazol-1-y|, die gegebenenfalls in der zweiten Stellung mit R substituiert ist;
Benzimidazol-2-y), die gegebenenfalls in der a-Stellung in bezug auf die direkt an B
gebundene Methingruppe mit R substituiert ist und gegebenenfalls zusitzlich an
sinem Stickstoffatom durch eine aus (Ci1-Cs}-Alkyl, Phenyl, Diphenylmethyl, Benzyl
oder Halogenobenzyl ausgewihlte Gruppe substituiert ist; und

50 Indolizin-2-yl, Indolizin-3-yl, Pyrazolo[1,5-alpyridyl, Indolyl und Chinolyl, die gegebe-
nenfalls in der a~Stellung in bezug auf die direkt an B gebundene Methingruppe mit
R substituiert sind, und

R Wasserstoff, eine C-Cg-Alkylgruppe oder eine C3-C¢-Cycloalkylgruppe bedeuten.

d
esteht, e|n

s§5 2. Aminoalkoxyphenylderivat nach Anspruch 1, woﬁn B eine -SOz-Grinpe darstelit.

3. Aminoalkoxyphenylderivat nach Anspruch 1, worin Cy eine Indolizin-3-yl-, Indolyl-, Chinolinyl- oder

Pyrazolol[1,5-a]pyridyl-gruppe bedsutet.
g AR O Y 0
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warden kann. 40 8. Verfahren zur Herstell ung eines

Am noal koxyphanyi deri vats nach Anspruch ‘1, worin A eine Al kylen- gruppe und
B eane G uppe der Fornel -S- oder gpS§R8p2 RdeuUt en, wel ches darin besteht,

ei n 4- Hydroxyphenyi derivat der aligeneinen Fornel: 45

Rl Cy-B - < > -OH 60

R2 i n der 4.B Améoalkoxiishapykieriche nack @nsprich 1,Svorio Belhe 1s5@Bpy1-thasr Tyalbprépylghgpelyeded®t. und
R2 die In Anspruch 1 angegebenen Bedeutungen besitzen, in CGegenwart eines
basi schenb-MAmielksoxgphenydderiet nathr Anspraenly widnr d&Spharmazealisch enmmphmbare Bale wad Oxalk® *
C L M  oger Hydrogtporig is302 792 81 X-A-N- R3 5 in der X ein Hal ogenat om

ei ne Alkyl sul fonyl oxygruppe mt 1 bis 4 Kohl enstoffatonmen oder eine

Aryl sul f ofry | FOgEY ge R vetegpamedizinisshn LHerelipmoa praliendhalel Aitkeleft mindesteps ein

Al kyl engr uppfé“'a’a'l‘@w\ew'deﬂw Bach iABsPryeh AR SeERINRUOD refgine Ripmaggyfischep Tragermatery R3
und R4 die |ah°,&h%"ﬁﬁ"h%‘?‘?'giet E‘Bt@'nen Bedeutungen be5| t zen, unzusetzen

wobei d# e, R hhre ?rs FP’ n v Frgpr i §Qen-
der Rackt | (i JEEie At m -é? iai @%;f e Vgt O Miﬁﬁa
erfol gt unt rlk pé?‘ er erlva s1n ormder
frei en Base, di g wtnsc te s mt e| ner geei gneten or gani schen oder
anor gani schen Sgure in ein phar mazeuti sch annehnbares Sal z UberfUnhrt werden
kann. 3} 9. Verfahren zur Herstellung eikes Anm noal koxyphenyi derivats nach
Anspiruch 1, worin B eine G uppe der For mel -S- oder -SO2-und A sine

gegebenenfal | s substituierte 2-kydyQxyp epkegip-xpedeut en, wel ches darin
besteht, ein Oxiranyl net hoxyderivat de getfei nen Fornel : 20
Rt CysB' - >> -0-CH2-CE-yH2 \ 0 25 !

2 woriem Cy, Rl und R2 die in Anspruch 1 a‘hgegebenen Bedeut ungen besitzen
und B' eine Guppe der Fornmel -S- oder -SO2- darstellt, unter RFckflul3 mt
ei nem Am n der allgerrm nen Fornmel: 30 RVFR R3 , 35 worin Ra und R4 die in
Anspruch 1 dhgegBoeine Frysesl cigt ﬁ?rg'eh et Al darplelhi Rk rfp Uldaf"eﬁ'euﬁs’im ek 1 -
tel oder in aeqeﬁgﬁwem etwwsn et oy o oo i plogia  feprya.) demor

0 yisuifo is 4 to oder
gew gé‘g;gsg e A TLD S et ot Sl Cogiyvac "%E’F‘P Fges
Ani noal koxy d e"r)eln\]/ aren ':\’/\/81 mch aren E.osun smltte i elTehm f.rgla g?{l adgem ne

o - - 'R"‘
. R}3 )
35 in der R; und R, die in Anspruch 1 angegebenen Bedeutungen besitzen, zu kondensieren zur Bildung

des gewlinschten Aminoalkoxyphenylderivats in Form der freien Base, die gewlinschienfalls mit einer
geeigneten organischen oder anorganischen S#ure in ein pharmazeutisch annehmbares Salz Uberfuhrt
oA werden kann.

4 8. Verfahren zur Herstellung eines Aminoalkoxyphenylderivats nach Anspruch 1, worin A eine Alkylen-
gruppe und B eine Gruppe der Formel -S- oder -S0,- bedeuten, welches darin besteht, ein 4- |
Hydroxyphenylderivat der aligemeinen Formel:

45 R'
Cy-B'- < >--ou
60 RZ

in der B' eine Gruppe der Formel -S- oder -SO,- darstelit und Cy, Ry und Rz die in Anspruch 1
angegebenen Bedeutungen besitzen, in Gegenwart eines basischen Mittels mit einer Verbindung der
55 aligemeinen Formei: ;

. ) ) D
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Kohl enst of fat omen in Gegenwart einer starken Base ungesetzt werden kann zur
Bi | dung des gew nscht en Am noal koxyphenyi derivats in Formder frel en Base,
worin A eine 2-Hydroxypropy- |enketgp oigeSoglht., bei der di e Hydroxyl gruppe
durch eine Al kylgruppe mit 1 bis 4 Kohlenstoffato- nmen substituiert ist. 45
wel ches in diese Wise erhal tene Am noal koxyphenyi derivat gewOnschtenfalls
mt einer geeignheten organi schen oder agor schen S~ure zu ei nem

phar mazeuti sch annehnbaren Sal z ungewan wekden kann. 10. Verfahren zur
Her st el | ung ei nes Anmi noal koxyphenyl deri vat ssnagh Anspruch 1, worin B el ne
G uppe der 50 Fornmel -SO darstellt wel’ches darin besteht ein Sulfid
der aligéneinen Fornmel: 55 49 * C S* EP 0 302 792 BI 15

oy- S -N - OlnAdqQ_)R&lnng?t% 8ng ﬂl@l,lsu@gylowuupqqzmlt Rsbls B4 qu?astwamngn jOfjer eine
Anspruch 1 an@3 @Y?@H‘B‘MQ’B%E’G&EQMQ%KM fiatornen pedegtgly ﬁﬂ’i f‘“‘\"?’@ b 9igsie

el Nes Sal Z€es elzgrlE El TEP' ¥ au ’E?ri%ﬁgtﬁtﬂundes
Gent ochen AIELEY @‘z@mﬁgf% e i et i
gegebenefif al | %\{a e débaBévﬁlﬁ o ROAE ot

ei n phar mazeu é 5\’? st'dl'i&%% ‘-ﬂ eiWSﬁ eu bares Salz Uberfiihr
2-1 sopropyl - srikand L etr. - butyI am no) - propyl oxy] - benzol suI fonyl)-1ndolizin

und dessen N-O(l d und des- sen pharnmazeutisch annehnbare Sal ze. 20 12.

2- Et hyl - 3- {94[ Serfafion BurlMetsitlidgiomes AmREINoREHnyREINES hac | AhspRIEh )1 - ot @ diri GluppB der
dessen, N- Oxi drstinel e ssien -STAahd Ry eilé igegdberniaesh sipsthsriBa2-AdroxiFopylenkette bedeuten,
2-1 sopr opyl - 3wélches Bariptbesteht, eludirbraimetnoyydiivaipt aiggmeiree Formel suf f onyl } - pyrazol o
[1,5-a] pyridin und dessen N~ Oxid und dessen pharmazeuti sch annehnbare

Sal ze,; 25 14.

2-1soprofgyl - 3-{4-[3-(di -n-butyl am no) -p (‘)pyl oxy] - benzol sul fonyl } - Chl nol i n
und dessen N-Oxid und des- sen phar gzet hnha Sal ze.
2-1sopropyl -3-{4-[3-(di -n- but)FIYaPn' @T%%ﬁmlfohyly furan und
dessen N-Q(I d und dessen 30 phar meZgutsch annehn®are Sal ze. 16.

2- | soprN{) 3-{4-[3-(di -n-butyl am no) - prQpy! oxyl - benzoi sul f onyl }-i ndol und
dessen NPOxid und dessen pharmazeuti sch annehnbare Sal ze. 35 17.

1- Met hyl - 2-i sopropyl -3-{4-[3-(di -n- butyl am no) - propyl oxy] - benzol sul fonyl }-i

ndol und dessghin Vo TS T-T0 0 Ut Seh
18. Ani noal kogggg,ggggy({dg'e Ej"-%%rsiaﬁc\a A& ﬁ%éﬁ’ jﬂgmmgltfd“ lgeH\Q =2 Q\Aelti‘mdpe der

Wasserstgf f bedeut en. Pat ent anspr Uche T U fol genden Vertragsstaat: GR
1 Ani,noal koxyphenyi derlvat der . Forrrel R 45 Cy-B- <' 0 -0-A-NR
(1 S )
_ . :.’i.';R3 _,;

35
worin Rs und Ry die in Anspruch 1 angegebenen Bedeutungen besitzen, in einem polaren L&sungsmit-
tel oder in einem Uberschuf des Amins umzusetzen

s - zur Bildung des gew(inschten Aminoalkoxyphenylderivats in Form der freien Base, worin A eine

2-Hydroxypropylenkette darstelit, oder
40 - zwr Bildung eines Aminoalkoxyphenylderivats, welches mit einem Alkythalogenid mit 1 bis 4
Kohlenstoffatomen in Gegenwarl siner starken Base umgesetzt werden kann zur Bildung des
gewlinschten Aminoalkoxyphenylderivats in Form der freien Base, worin A eine 2-Hydroxypropy-
lenkette darstellt, bei der die Hydroxylgruppe durch eine Alkylgruppe mit 1 bis 4 Kohlenstoftato-
men substitulert ist.
45 welches in diese Weise erhaltene Aminoalkoxyphenylderivat gewlinschtenfalls mit einer geeignsten
organischen oder anorganischen S#ure zu einem pharmazeutisch annehmbaren Salz umgewandelt
werden kann.

10. Verfahren zur Herstellung eines Aminoalkoxyphenylderivats nach Anspruch 1, worin B eine’ Gruppe der
50 Formel ~SO- darstellt, welches darin besteht, ein Sulfid der allgemsinen Formel:

65
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R ’ ‘ R3 50 . 2 in der: B

el ne Gruppe der Fornel -S-, -SO oder. -S2-, 55 R und R2, die
gl ei chartig oder verschi eden si nd, Epgvy@p_l-,gg Msserst off, elne Methyl- oder
Et hyl - gruppe oder ein Hal ogenat om ei ne geradkettige oder

verzwei gte Al kyl engruppe mt 2 bis 5 Kohlenstoffatonen oder eine

2- Hydr oxypr opyl en- gruppe, bei der die Fwdroxylgruppe gegebenenfalls durch
50 51111111 111111 1111 M S11 1111* »,C L EP 0 302 792 Bi
G ne N odrigal kyl gruppe substituiert isf, R3 Wasser st of f oder

ei ne C1-C8 - Al kyl gruppe, R4 stof f oder eine

C - COAl Xyl gruppe oder R3 und F4-§e |nsan1é$ eoﬁkﬂyﬂgq- odor

Al kenyl en-gruppe nit 3 bis 6 Kohlen ' n, dlk gegebenonfal l s mt

ei ner 6 Phenylgrupp%lsubstltU|§ﬁf odor gegobenonfalls
durch -0-, -N = oder -NR 1, 10 worin 1 Wasserstoff oder &ne

G -C4- Nledrlgalkylgruppe ei ne Phenylgr ppe, eine D phenyl not hyl gruppoe,
ei ne Benzylgruppe oder eine Hal ogenobenzyt gruppe dar- stellt, unterbrochen

ist, Cy der Cy, ﬁz, %%d%@gﬁwgrﬁchaluaﬁlggg%%?ng PQ&Gtundlh %eft?é?lHWFornq bér
gogebenenf al lCe'?en' Bas eJder eri?s Salzes davon mit elnem Oxidati HRY bbtiandfi7 48 Bidingdhdd

di rekt an B gR0nsamten Amibdikdkypasnyia@tRatsint For 8&Hileh BHseCHIb gbgebanefthlis )it diaflorgani-

| soxazokyl , sthéh @eOfbREMNhe Jatreimeidl farmfaz&iltiednl abitgmbatesBiElighgasetzt er@enthanekt  an
B gebupdene Met hi ngruppe mt R-substituiert sind und gogebenonfalls

zusdt zl i cH1.n2-sopespyed-{4eBH@etr. -bmha:&n@m@mgblmnzcﬂaumelmmmm aud déSisen(C¥-OhidkunH -destnd
Phenyl - grupp@npmmbsbmsdlanﬂmwamdhheo Benzi m dazol - 1-yl,
die gegebenenfails in der zweiten Stellung nit R substituiert ist;

Benzi mila?@| 2Bhy3-{4igi(Enbubeniepenpdryenseistiony hindgiien | uae ossen bikDeig wdf degsas

di rekt an B Rj@iasylseh aRﬂ?P'ﬁPﬁﬁﬁ?%pe mt R substituiert ist und

gegebenenf1gl | s zusat z4_[|3c X an ei nem St ;)x%st ?é{y?g"&'érewaﬁ%‘égaéﬁgfgﬂ%d% dessen N-
R '
ausgewAhl t e ossah RRaTpFPYl H‘g'ﬁ"g E@

g?gg: ;: n 13 2L Jso?priiéggu'ﬂsg;ﬁﬂar"z}?: (EX)F gflgng) %%Zr%u 8|¥ rcllm%egr&cl 9&9% }C\jdsiigd nd d[?f an

B gebundene |ngruppe m t su stl tuiert sind, und R

Wasser st oh§,, 2-@6% {4%1&% |%|H$)Ja?op9619i b&k%lf&%}-@@an%@'daé’éekw & dJ RREdessen
bedeut ep. 30png 100 @hreami: derivat nach Anspruch 1, worin'B eine

- SO Gr uppe darstollt. 3. Am noal koxyphenyl deri vat nach Anspruch 1 wor i n
Cy G ne | nelad-is@irobyRs-jaHs-(di-h-Bot@hitho)propibny PhansSulfon@gHRibiol und dessen N-Oxid und dessen
Pyrazol o[ 1, Sehaimysulistyilanghuippesdedeut et . 35 4. Anmi noal koxyphenyl deri vat
nach Anspr uch 1, worin R eine Isopropyl- ‘oder Cyclopropyl gruppe bedeutet.
5. Am Wb)aI17<-okMﬁhﬂﬁﬁomp\il-eﬂ-lﬁdmmhmmwyMv]mblwlfdalﬁ-i'pmamntﬂaﬂawn iNs@dd und
annehnbar e Siglssengharmageutisght annehmbare Salze.

' s,,_, 18. Aminoalkoxyphenylderivat nach Anspruch 1, worin Ry und Rz jeweils Wasserstoff bedsuten,
40 Patentanspriiche flir folgenden Vertragsstaat : GR

1. Aminoalkoxyphenylderivat der Formel:

45 Rl
Cy-B-~ < \> -0-A-N-R,~ | e))
i T, !
R R3 L ! )
50 2
in der:
B eine Gruppe der Formel -S-, -SO- ader.-S0;-,
55 R: und Rz, die gleichartig oder versch|eden sind, ]6W9I|S Wasserstoff, eine Methyl- oder Ethyl-
gruppe oder ein Halogenatom,
A eine geradkettige oder verzweigte Alkylengruppe mit 2 bis 5 Kohlenstoffatomen oder

eine 2-Hydroxypropylen-gruppe, bei der die Hydroxylgruppe gegébenenfalls durch

. R



odor F&drochlorid ist. 40 6. Verfahren zur Herstellung eines

Am noal koxyphenyi derivats nach Anspruch 'l , worin A eine Al kylen- gruppe
und B eine Gruppe der Fornol -S- odep gdZgzlpadeut en, wel ches darin
besteht, ein 4- Al koxyphenyi derivat der allgeneinen Fornel: 45 Cy-8B - 7
0-A-X 50 -Rin der B eine Guppe der Fornel -S-
oder -SO2- darstellt, CysineRpiedsigakylgupde substitvihristpr uch 1 angegebenen

Bedeut ungen besRd zen, A Wassersiolf kder elnggPuPpllkyipuppecl 1t, wie sie in Anspruch 1
doefniert 55 Re worden Wassorsigfhgdex eise i1 {qafitodasypne rgr Faiund Re gemeinsam eine Alkylen-
Al kysul f onyl oxygruppe m qden Alorylearoens| raih 3 thisrG Kehineieffeigrman. dig gpgebenentalls mit einer
Aryl sul f 8nyl oxygr uppe i ¥hoByigsPRPe FePsilR eder aqopbenanteifvdiictidlsia 98, i n
Gogenwart eines Sgureakzep- tors und in einem pol aren oder nichtpolaren
Lésungsmttel mt einem Am n der al geneoinen Farnel: 51

1111)11] (1L Ii] | 11111 1 111 * ¢ L M -§-R1iEP 0 302 792 Bl HN- P’> R
- 5inder Rs und R4 die in Anspruch 1 angegebenen Bedeut ungen besitzen,
kondensi eren zur Bil dung,g& R85 SN Q2NN IER Xéedgiﬁéh‘ Elae':%
der freien Base, die ge 11\ %} ﬁzg g},g Bg,l,zg@;up&e%ileg Efal %g,gz;%ii

anor gani schen Sgure in e Reb 4k | sch annehnbares Sal z erft

werden kann. 10cy/. Verf amee@rugsbrauk@wameéuls $8OGRPIYE Bie Phenyl, die gegebenentalls in der a-
Ani noal kgxyphenyl der i vat Sieinag RO dirdkt 248 Igkblndend iIMathindlulid BINR sastiipeistind
B eine,G uppe der For Weleﬁﬂnd)lﬂd)«azolyS%-gebﬂﬂe&nfaﬂﬂln derd-Sleitmg thetiezuy daedib @indkt an
ei n 4- Hydroxyphonyl der i & gé¢butdene MethiggmmpemeiR Fibstiteért sifGuinfRgegehenBhfalls zusétzlich mit
"N - OR20 R2 in der B den@de nppererd rupbay ausbewdft aod &r-CE8GRyl- dert Stenlitgrupgerd
Cy, RV und R2 die in Anspbsigfertsings ang eggebenen Bedeut ungen_besitzen, in

Gegenwar® ei nes basi schefpginidesol-Lyingie oeophpaen Wéf"tﬂehfm’ﬁgr Helngypit éH‘@F‘H‘éWSf
Formel : KC-A-N- 1R 30 Benzimidazol-2-yl, die gegebenenfalls In c?er a-Ste ung in bezug auf die dire|

der X ein Hal ogenat om OQ?H%" , P’Q‘ﬂ?’f"ﬁ’ﬁ 'b@ ' "d e a"T Zuzétzlgh anl
Kohl onst of f at omen oder tlc G‘f;‘f"'a e; e“ und Rpienyimethyl, Benzyl
Kohl enst of f at oMen bedeut 0“2 ohzm py dﬁ In odendV&h% %gegebe_
In Anspriich 1 definiert ,ra N dL st ' f : ﬁ 'ﬁm

ppe mnt
angegebenen Bedeut ungen %XR Dsind fTaUS et ze WO e Eeea t|o

Tenperatur zw sghen Rau”Wﬁ'égprﬁE)@reHE CP-@ ruppggeé?felnla’ b; @m%kﬁtkb\éruﬁhaesoe%@num
und in einem pol aren Losungsm ttel o unter Erhalt des ge- w nschten

Am noal kgxyphamybaiekypuetyRiervat rﬁafmsﬂeéh f, wmelﬁ’@sez-edwe assminschtenfal | s
mt \eyner geeig-
3. Aminoalkoxyphenylderivat nach Anspruch 1, worin Cy eme Indollzm-3-y|- Indolyl-, Chinolinyl- oder
Pyrazolo[1,5-a]pyridyl-gruppe bedeutet. :

35 4. Aminoalkoxyphenylderivat nach Anspruch 1, worin R eine Isopropyl- oder Cyclopropylgruppe bedeutet.

5. Aminoalkoxyphenylderivat nach Anspruch 1, worin das pharmazeutisch annehmbare Salz das Oxalat
(O oder Hydrochlorid ist.

40 6. Verfahren zur Herstellung eines Aminoalkoxyphenylderivats nach Anspruch 1 , worin A eine Alkylen-
gruppe und B eine Gruppe der Formel -S- oder -S02- bedeuten, welches darin besteht, ein 4-
Alkoxyphenylderivat der allgemeinen Formel:

45 Rl
|
50 . RZ

in der B' eine Gruppe der Formel -S- oder -S0,- darstellt, Cy, Ry und R: die in Anspruch 1
angegebenen Bedeutungen besitzen, A eine Alkylengruppe darstellt, wie sie in Anspruch 1 definiert
65 worden ist, und X ein Halogenatom, eine Alkysulfonyloxygruppe mit 1 bis 4 Kohlenstoffatomen oder
eine Arylsulfonyloxygruppe mit 6 bis 10 Kohlenstoffatomen darstellt, in Gegenwart eines Siureakzep-
tors und in einem polaren oder nichtpolaren L&sungsmittel mit einem Amin der allgemeinen Formel:

0" | AT O RN



net en ‘or gari schen oder anorgani schen Sgure i.n ein pharnmazeutisch
annehnbares Salz Uberftl hrt 40 werden kann. 8 Verfahren zur Herstellung
ei nes Am noal koxyphenyl deri vats naspho dospyeush 1, worin B oi ne Guppe der
Fornmel -S-oder -S02- und A eine gegebenenfalls substituierte

2- Hydr oxypr opyl enkett e bedeuton, wel ches darin besteht, ein

Oxi ranyl net hoxyderi vat der aligeneinen grap): 45 R1 Cy-B' - 7 N
-0-Cl2-CH 2 CH2 R 55 - worin Cy, Rk unfl R2 die in Anspruch 1
angegebenen Bedeut ungen besitzen- und B Byné Gruppe der Fornel -S- oder

- S02- dar stellt, unt er RUckf I uB rn| , e| nem Am n der aI [ gerrE| nen Fornel :

5
.3 worin R3' H‘H d\"r‘f1 'U ﬁ"gfg A 3 H’g‘ ?Jga‘h ﬂen 8’§‘TE jidung
ino dew al
A “gqg ﬁ"sge aﬂ@g@ Y ?Eg p%pnafm er.vaeggh"}%‘mﬁsn%z i zen
frei en,ﬁase vvorl n A ei ne 10 2- Hydroxypropyl enkette darstel I't,

oder - ZUryeRidkGURP HelsBRRg %@Qﬁtnkmﬁmwhﬁk%ﬁmﬂawW'eﬁorim& oifid ARYTSn-
Al Kyl hal ogenjrghp&uhd B Bihé atuppe el Rervial satdaar‘eedzﬂb&%&&nw&eseumrbe&sﬁtaa. en
Base ungesetmamx@ﬁaﬁuaed@mar Aigémdieh Gor@r: des gewlUnscht en

Am noal koxyphenyi derivats in Formder frelen Base, worln A elne

2- Hydrexypro- pylenkette darstellt, bei der die Hydroxyl gruppe durch eine

Al kylhgruppe nmit 1 bls 4 Kohlenstoff- 15 R atonmen substituiert ist,
wel ches in diese Wise erhal tene Am noal ko henyi deri vat gewl nschtenfalls
mt el ner geeigneten organi scheng am\ chggp Saure zu ei nem
pharxgzeuti sch annehnbaren Sal z uﬁg den kann. 20 9. Verfahren

zur He#stel l ung ei nes Am noal koxypheny| der vats nach Anspruch 1, worin B
ei ne Gruppe der Formel -SO darstellt, wel®phes darin besteht, ein Suifid

der aI i genei nen Fornel: R 25 Cy-S- OA— N- R4N |

~~R3 R, R2
pr B' 0 - d t f

Rs, R4 An ﬁ? gl:gb sitzen % dg %%rt egétaé Cg%(ﬁt wgé"t eme e blﬁ r#?%e%n

der fré en ar zes' aat 1 onsmitral

behandel n zur ung es 35 gewUnscht en Am noaI koxyphenyl der| vat s In

Form der frel en Base di e gagebenenfalls mt_ el ner organi- schen oder
anor gani schen Saure in ein pharmazeut Kséh“"él hnmbares Sal z ungeset zt werden
kann 10. Iy
2- 1 sopropyl -3-{4-[3-(tetr.-butyl am no) - propyl oxy] - benzol sul fonyl | -i ndol i zi n
und dessen N-Oxid und des-
in der X ein Halogenatom, sine Alkylsulfonyloxygruppe mit. 1 bis 4 Kohlenstoffatomen oder sine
Arylsulfonyloxygruppe mit 6 bis 10 Kohlenstoftatomen bedeutet, A eine Alkylengruppe darstellt, wie es
a6 In Anspruch 1 definiert worden ist, und Rs und Re die in Anspruch 1 angegebenen Bedeutungen
besitzen, umzusetzen, wobsei die Reaktion bei siner Temperatur zwischen Raumtemperatur und der-
RiickfluBtemperatur des Mediums und in einem polaren L8sungsmittel erfoigt unter Erhalt des ge-
N/ wiinschten Aminoalkoxyphenyiderivats in Form der freien Base, die gewlinschtenfalls mit einer gesig-
neten organischen oder anorganischen Sdure in ein pharmazeutisch annehmbares Salz (iberflihrt
40 werden kann.

8. Verfahren zur Herstellung eines Aminoalkoxyphenylderivats nach Anspruch 1, worin B eine Gruppe der
Formel -S-oder -802- und A eine gegebenenfalls substituierte 2-Hydroxypropylenkette bedeuten,
welches darin besteht, ein Oxiranylmethoxyderivat der aligemeinen Formel:

45
Rl
)

" 56 worin Cy, Ry und Ry die in Anspruch 1.angegebenen Bedeutungen besitzen und B' eine Gruppe der

Formel -S- oder -S02- darstellt, unter Riickflug m|§“emem Amin der allgemeinen Formel:

y TG A A



sen pharmazeuti sch annehnbare Saize. 40 11. .

2- Et hyl - 3-{4-[ 3- (di - n-but yl am no) - propyl‘oxy] - benzol sul fonyl }-i ndoli zin und
dessen N-Oxi d und dessen phar mazeut igpchagyeligyoar e Sai ze. 12.

2-isopropyl -3-{4-[3-(tetr.-butyl am no) - propyl oxy] - benzol suf f onyl } - pyrazol of
1,5-al pyridin und dessen N 45 Oxi d und dessen pharmazeuti sch
annehnbare Saize. 13

2-isopropyl - 3-{4-[3-(di -n-butyl am no) - pr qpyl gxy] - benzol sul fonyl }-chinolin
und dessen N-Oxid und des- sen pharmazeutisch?annehnbare Saize. 50 14.

2-i sopropyl - 3-{4-[ 3- (di - n-butyl ani no) - pr o}y oxYy] - benzol sul fonyl }-furan und
dessen NfOxid und dessen pharnazeutlsch annehnbare Saize. 15.

2-i sopropyl - 3- but Ian1no ropyl o benzoi sul f onyl ) -i ndol und
dessen N-Oxi dégvgkla{%’ tav atbe @éﬁﬂ%& PR Raess n agglron Losungsimi
1- Methyl -2-is

r opyl oxyl ] - benzol sfi{ ?1 9£r 'fs"h n g%’ﬁﬁﬁ%&el"&atﬂﬂgmﬂ'edse%féﬂe" Base, worin A eine

ete darstelit, oder
phar mazelt i sch anngln %x;}pheny&; rivals, walihes Mit einem R2mif 9%isBh
17. Ami noal koxypheRyi @tE!’ra d?ﬁenn @ Eta en H%re'u'ﬂ\ otz d % iidung des
Wasser st of f bedeut ghwindcRiten Xnb stk fRertibrivalR i Edin ddﬂﬂsié?l' B384, WA BiRé Qﬂfy&rﬁfyﬁﬁn

Zuberei tung, wel chpgeril@fel dars{amsw Bér i RyQRRIGrEAS dbrbmelmy AIGRAINKS %) B IbRIKARAsAL
nach Ansn{ uch 1 i nateméresupstitvienasteut i sch annehnbare Form zu bringen. 5 19.

Ver f ngn Zur welehiest ie |diesé GVeise Nuttialian@ t AincamoxyprdhAderivaa Qbeihschttbiane mit Wigr gsuijnetiies
dari n best eht organisvti@s bdsn an@ganiséien rasialekaxgimEne pydniepitisat anmataiibaren sgaizurhigedraridsit
of ne phar mazeweidstkenannehnbare Form zu bringen. PatentansprUche fUr

f ol gepden Vertragsstaat: ES 10 1. Verfahren zur Herstellung eines

Ami noal k@XySbhélg@qh@grzprvl-éﬂr%ellmelrpgIAmpalkoR(phgrgldm'lvats nach Anspruch 1, worm.@nq}iruppe der
(AN 4 RYorog! 1SR~ dpsstelit. melches darin bestehtgnq@lft@daumﬂ@enm}en Fompel - S-, -SO
oder -S2-, Rl und Rz, die gleichartig oder ver schi eden si nd, Jemeils
Wasserstoff, eine thhyl odor Ethyl - 25 & gruppe oder
si n Hal ogenatom A ei ne geradkettige oder verzweigte

Al kyl engFfuppe mt 2 bis 5 Kohleestgff'.o”' oder equ

2- Hydr oxypr opyl en- gruppe, be! derf dis oruppﬁ gé ebenenfal | s durch
ei ne Niedrigal kyl gruppe substituiert sserstoff oder
eine d-Ca -Al kyl gruppe, 30 R4 Wassty-st of f oder eine

Ct - C8Al kyl gruppe odor R3 und R4 genei nsamyei ne Al kyl en- K--

oder Al kenyl en-gruppe mt 3 bis 6 Kohl enstdf f at onen, die gegebenenfalls mt
ei ner

3

in der Cy, R¢, Rz, Rs, Ry und A die. in Anspruch 1 angegebsnen Bedsutungen besitzen, in Form der

frelen Base oder eines Salzes davon mit eipem Oxidationsmittel zu behandeln zur Bildung des
35 gewlinschten Aminoalkoxyphenylderivats in Form der freien Base, die gegebenenfalls mit siner organi-

schen oder anorganischen Sure in ein pharmazeutisch annehmbares Salz umgesetzt werden kann.

\_/ 10. 2-Isopropy!-3-{4-[3-(tetr.-butylamino)-propyloxy]-benzolsulfonyl}-indolizin und dessen N-Oxid und des-
; sen pharmazeutisch annehmbare Salze.
40
11. 2-Ethyl-3-{4-[3-(di-n-butylamino)-propyloxy]-benzolsuifonyl}-indolizin und dessen N-Oxid und dessen
pharmazeutisch annehmbare Salze. .

12. 2-Isopropyl-3-{4-[3-(tetr.-butylamino)-propyloxy]-benzolsulfonyl}-pyrazolo[1,5-a]pyridin und dessen N-
45 Oxid und dessen pharmazeutisch annehmbare Salze.

13. 2-Isopropyl-3-{4-[3-(di-n-butylamino)-propyloxy]-benzolsulfonyi}-chinolin und dessen N-Oxid und des-
sen pharmazeutisch annehmbare Salze.

50 14. 2-Isopropyl-3-{4-[3-(di-n-butylamino)-propyloxy]-benzolsulfony!}-furan und dessen N-Oxid und dessen
pharmazeutisch annehmbare Salze.

15. 2-lsopropyl-3-{4-t3-(di-n-butylamino)-propyloxy]-benzolsulfonyl}-indol und dessen N-Oxid und dessen
pharmazeutisch annehmbare Salze
55 '
16. 1- Methy|-2-|sopropyl 3-{4-[3-(di-n- butylammo)-propyloxyl]-benzolsulfonyl}-mdol und dessen N-Oxid und
dessen pharmazeutisch annehmbare Salze.

; A 0 R
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Phenyl gruppe substitulert oder gegebenenf aI l.s durch -0-, -N = oder *1

l- -3 Y e NR 1. 35 worin Rl
| Wasserstoff oder eine O -C4-N egb 0go2 k92 @1 uppe, ei ne Phenyl gruppe, eine

D phenyl met hyl gruppe, ei ne Benzyl gruppe oder ei ne Hal ogenobenzyl gruppe dar -
stellt, unterbrochen ist, 40 Cy ei ne G uppe ausgewahit aus
der G uppd?- AtnigoalRpryphehyldedivat naph detpeush Af wdrih &1 nd Rideweils Wasserstoth hedeitan.bezug auf

die direkt an B gebundene Methingruppe mt_ R substituiert ist; Furyl und

| soxazol yM8 \erigh %‘e@'ébé’ﬁ'é%ﬂ&?’ﬂ%‘ Ahprmgesptisgbent Zubereifypg. iwalchrs adn bagtehigmindestena R an
B gebundene AMtqafkeiyphepyiderivat pack Assppich "ﬂwﬁ"@rﬂhafg‘ia%ﬁﬂ“ﬁﬁha‘"g@ej@@e':r?éwla'l’flnsen

zusatzl9ch mt e| ner odor mehreren, G uppen au eWAh It aus kyl - und
Phenyl - gr u!bp\@ en zur Herstellung einer vetermarmedgﬁ_h ;{ng gg% Tsyl ,
di e gegebene"H’f%{P P"s“‘"‘f”ﬁ"'&%}""*’i\/\% PG 8"°n‘i"€’"l$z°é‘ﬂ P"“E"Eﬂ‘ % ﬁf'g fu ringeri.

Benzi m da %]e %%"u "glﬂ?ﬁ\g'? | nﬁ%magLétga[t. der a-Stellung in bezug auf die

dl r ekt ene grupp substituiert ist und

gegebenen al [ ch eine aus (C,
e f|1 \}eﬁaetﬁé;/hsz:ﬁ; %érgt%ﬂgﬁne%&%@@ﬁy&m@tdemosmg. " der
Halogenobenzyl ausgewdl il te G uppe substituiert ist; und Indolizin-2-yl,

| ndoli zin-3-yl, Pyrazolo[1l, 5- a]pykidyl I ndol yl und Chinolyl, die gegebe-
nenfal 1 in der a- Stellung in beng auf die direkt an B gebundene

Met hi\ngruppe mit R subst} }L%ﬁ ST naNupg. Vagsgrstoff, eine C
-Ca - Al kyl gruppe odor eine C3\C4 oal Ig?uppe bedeuten. 55

dadurch gekennzel chnet, daB man a} wenn A efne Al kyl engruppe und B' ei ne
G upp€ der Fornel -S- oder -SQO2- deuten, man 54 111111 111111 11111
11111 ®a11 * c L 14 s * EP 0 302 792 Bl a) ein

4- Alkoxyphenylderlvat der aIIgenE|nen Formel 10 in der B eine Guppe der
Fornmel -S- - - SO2- darstel un R2 d|e I n Anspruch 1
angegebenen Bﬁd nge Fm m

'n Anspyuch 1 o vfef%ra'ng Pgef o tf . %?35 %&F%@ﬁ%ﬁfﬂﬁw@“ﬁ@w- ol ey ©

ﬁl klyl S:ﬁf f Onlyl xygr queem & k th gﬁf b?s ?englgﬂatomen oder
rytsultonyl oxygruppe @nz 2%! e? ﬁgﬁz&}o %]ug gtebenhlgalls durch
Gegenvvart 15 ,rt ren

ni cht pol aren H[,sungsmw e,sqg" g-r Amy, peaI | gemrei nen Fornel: 20 in der
R3 und g4 di egpben angegsRpmmm Eieaw@,ucmm 5 SdBER, udtORASABINSAM oifd! Mikylen-

Bi | dung des 25 © odd) FMeidnlifupPe AR gkem&@iamdaem \yédeBeriemtalls AhitTRIske I
frel en Base, di e gewUneadiyginbal dubstifticit obéryegebg@aialiiicd FO-0MNFacdes chen oder
anor gani schen Saure in ein pharmazeutisch annehrrbares Sal z UberfUhrt werden

kann; oder .8) ein 4- Hydroxyphenylderlvat‘ derNaA lgemel nen Fornmel 30
35

: worin Ri1 Wasserstoff oder eine Ci-Ca-Niedrigalkylgruppe, eine Phenyigruppe, eine
- Diphenylmethyigruppe, eine Benzylgruppe oder eine Halogenobenzyigruppe dar-
stellt, unterbrochen ist,
40 Cy eine Gruppe ausgewihit aus der Gruppe, die Phenyl, die gegebenenfalls in der a-
Stellung in bezug auf die direkt an B gebundene Methingruppe mit R substituiert ist;
Fury!l und Isoxazolyl, die gegebenenfalls in der «-Stellung in bezug auf die direkt an
B gebundene Methingruppe mit R substituiert sind und gegebenentalls zusitzlich mit
einer oder mehreren Gruppen ausgewihlt aus Cy-Cs-Alkyl- und Phenyl-gruppen
45 substituiert sind;
: Benzimidazol-1-yl, die gegebenenfalls in der zweiten Stellung mit R substituiert ist;
Benzimidazol-2-yl, die gegebenenfalls in der a-Stellung in bezug auf die direkt an B
gebundene Methingruppe mit R substituiert ist und gegebenenfalls zusitzlich an
einem Stickstoffatom durch eine aus (Ci-Cs)-Alkyl, Phenyl, Di-phenylmethyl, Benzy!
50 oder Halogenobenzyl ausgew#hlle Gruppe substituiert ist; und
Indolizin-2-yl, Indolizin-3-yl, Pyrazolo[1,5-aJpyridyl, Indolyl und Chinolyl, die gegebe-
nenfalls in der «-Stellung in bezug auf die direkt an B gebundene Methingruppe mit
R substituiert sind, und
R Wasserstoff, eine C1-Cg-Alkylgruppe oder eine C3-Cs-Cycloalkylgruppe bedeuten.
85 dadurch gekennzeichnet, da man
a) wenn A eine Alkylengruppe und B eine Gruppe der Formel -S- oder -SO2- bedeuten, man

* R B
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KU~~~ e P Cy-B - . - Q0 35

R2 in der B elne Guppe der Fornel -S- ‘oder -S2- darstellt und Cy, Rl und
R2 die in Anspruch 1 angegebenen Begpw@idgageppiesitzen, in Gegenwart eines
basi schen Mttels mt einer Verbindung 40 der aligenei nen Fornel:
45 in der X ein Hal ogenatom eine Al kyl sul fonyl oxygruppe mt 1 bis 4

Kohl enst of f at omenr) eidéikexynkenAdsrivad derf aligppieimry Beroglpe mit 6 bis 10

Kohl enst of f at omen bedeutet, A eine Al kyl engruppe darstelit, wie sie in
Anspruch 1 definiert worden ist, und R3 und Rg die in Anspruch 1
angegebenen 50 Bedeut ungen besitzen, jlmsetzt, wobei die Reaktion
bei einef Tenperatur zw schen Rauntergez..r Lgr RUckfl ul et enper at ur
des Mediunms und in einem pol aren Losungsmi ol gt unter Erhalt des
gew nschten Am noal koxyphenyl derivats in Fornfder freien Base, die

gew nschten- falls mt einer geeigneten or ganf‘zchen oder anor gani schen
Saure in ein pharmazeuti sch annehm bares Salz OoerfUhrt werden kann; oder

55 b) wenn d&' é‘eemgélrp;ﬂ:% cﬂ? Fo EQF %EL)der ozoq%em 'H1 lm&l RzAdfe' |ﬁ§tnspruch 1
gegebenenfal | s Slé Slgb Héneb&d%u fig 5;95&’9{‘@9&( il @ ARK b sigBY ARspflich 1
Oxi ranyl net hOXyd%ﬁnYeﬁtwo%ﬁ istl uh&JR'EW H%%BerF@ﬁ\nEhe Alkylsulidnyibky@gpe e 1 Bl 4 &¥hlerBrof-
-Q ca2\-CR2 0 Rz akfhen oder emémrylﬁnf&wx@uppmln Bisth 0exdhiensASHEIRMLE Barstelid ) GERARRE N
Bedeut ungen besi temesSiurgkdsptodiune in@irsp@latha fodér MichipblarerBLS sOrbRinittelSPelinem Amin der
darste) | t, unter afsowherufiosmeli t el nem Amin der all genmeinen Fornel: N-R4 4:
15 worin R3 und R4 die in Anspruch 1 angegebenen Bedeutungen besitzen, in
ei nem pol aren Losungsmttel oder in ei nem Qberschul des Am ns unsetzt 20
- zur~Bi | dung des gewUnschten Ani noal koxyphgnﬂﬁlerl vats in Formder freien
Base, wo#in A eine 2-Hydroxypropylenkette darstellt, oder - zur Bildung
ei nes Ami noal koxyphenyi derivats, wel ches ni t3ei‘nem Al kyl hal ogenid mt 1 bis
4 Kohl enstof fatonen in Gegenvvart ei ner starken Base ungesetzt werden kann

zur Bildung des ﬁé‘““rlnﬁ;;ht 50 ATCBSALEQXURS 'axéeu{aa'ex iieat el Bldng e
oW nsc Am| eriyats in Form der r s%ﬁtgnf mit
der die Pydroxyl @ Vi hgh %ﬁk ‘L

hhohmbares Salz
st of f at onen substub; |ese |se erha ten
Ami noal koxyphenylﬁglaﬁh_mg,o,ggmn?gg ;,gg,fg%gmgmg;, EorRbiner geei gneten organi schen
odor anorgani schen Slure zu el nem pharnmazeuti sch annehnbaren Sal z
ungewandgl t werden kann; oder 30 c) wenn B eine G uppe der Fornel
-SO\ _darstellt, man ein Sulfid der aligeneinef Fornel: 35

Cy- S -0-N-R4- - | ~~R3 -3’40 —ou

35 B 2

S\ in der B' eine Gruppe der Formel -S- oder ~SO,- darstellt und Cy, Ry und Rz die in Anspruch 1
angegebenen Bedeutungen besitzen, in Gegenwart eines basischen Mittels mit einer Verbindung
40 der allgemeinen Formel:

X?A-t'i- R P

Rj-"

in der X ein Halogenatom, eine Alkylsulfonyloxygruppe mit 1 bis 4 Kohlenstoffatomen oder sine
Arylsulfonyloxygruppe mit 8 bis 10 Kohlenstoffatomen bedeutet, A eine Alkylengruppe darstellt,
wie sie in Anspruch 1 definiert worden ist, und Rs und Rs die in Anspruch 1 angegebenen

50 Bedeutungen besitzen, umsstzt, wobei die Reaktion bei siner Temperatur zwischen Raumtempe-
ratur und der RickfluBtemperatur des Mediums und in einem polaren L&sungsmittel erfolgt unter
Erhalt des gewiinschten Aminoalkoxyphenylderivats in Form der freien Base, die gewlinschten-
falls mit einer geeigneten organischen oder anorganischen S&ure in ein pharmazeutisch annehm-
bares Salz Uberflhrt werden kann; oder

55 b) wenn B eine Gruppe der Formel -S- oder -SO.- und A eine gegebenenfalls substituierte 2- -

Hydroxypropylenkstie bedeuten, man ein Oxgranylméthoxydeﬁvat der aligemeinen Formel:

45

. R R O
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inder Oy, R, R2, R3, R4 und A die in Anspruch 1 angegebenen Bedeut ungen
besitzen, in Formder freien Base oder eines Sal zes davon mit einem

Oxi dationsmttel behandelt zur Bilgpogogdese gewW nschten

Am noal koxyphenyl derivats in Formder freien Base, die gegebenenfalls mt

ei ner 45 or gani schen oder anorgani schen Saure in ein pharmazeutisch
annehnbares Sal z ungeset zt werden kann. 2. Verfahren nach Anspruch 1, worin
B eine G uppe der Fornel -SO2- darstellty so 3. Am noal koxyphenyi deri vat
nach Anspruch 1 worin Cy eine Indolizin i-, Indolyl-, Chinolinyl- odor
Pyrazol o[ 1, 5-a] pyri dyl - gr uppe CyeBtuie Ve 0ol SR Anspruch 1, worin
R ei ne fsopropyl - oder Cycl opropyl gr af stel 1t7 8 . Verfahren nach
Anspruch 1, worin das pharmazeuti sch angehnbare Sal z das Oxal at oder
Hydrochlorid ist. 56 EP 0 302 792 B1 8. Verfahren zur Herstellung einer
phar mazeuti schen Zubereitung, wel ches darin besteht, m ndestens.em

A I henRy f
L

Ver fahren zur Fbrste ung el ner veterin~ rned|2|n|schen Zubereltung, wel ches
darin besteht, m ndestens ein Am noal kox hﬁnylderlvat der Formel (1), we
sie in Anspruch 1 definiert worden |et, g& ewne pharnmazeuti sch annehnbare
Form zusbri ngen. Revendi cations 70 Revenmicatlons pour |les Etats

cont nagt ants suivants: AT, BE, CH DE, FR"@&B, IT, Li, LU NL, SE 1. Derive
am noal coxyphényl e de fornule 15 R 1

4 20 worin Rs und Ry die in Anspruch 1 angedeberen SBddawdungbn dssitBen, in einem polaren
represent e un Lgsupgamittel ®ler in-ofgem Upersch@ges Amprs umsetzt  R1 et A2, gui sont

| denti g@es ou di f$u6Bidwng dey apyripachip é\mnoe'mmh\ﬁnwmnvatsm@mm ﬁvdfe@géme wern A
radi cal nbthyl e WG&W%VPVW'GW“%?W‘ -@9%%al ogbne, présente un
radi cal al kyl ene &" @H%‘P%@'“ﬁsr fripealigyyphenyiderivals, !?E%’H'éﬁ'f‘e’ﬂé“kﬂh%PgSmﬁt"b'nbE‘s de

carbone ou un radK‘E1 PSt gﬁg Y ﬁ;“:{s‘ﬁ v %qsettwe e.n.?'g’»a F
6vent uel | ement S g IE t, el der le rox%’gmgr’;é;?r(f( meIBEﬁM&Jp &t 1 H‘?yg %en-

repr6sente un ato g?

R4 rv?e%@é ﬁ.”&.&‘se“\ﬂe. QMBteHL R%ﬂ&%%ﬁer@HeMQt 5@!3 nfﬁi WLEn&%ngnmegs’ ?
oU R3 et R4, o nistheh Yabroiidigafiihdn SERP 26 SR SIRbrmidLbufi 1 2 &mBélvandelt
al cdnyl bne cpiiRakhmnddede 3 A 6 atones de carbone et eventue | ement

substi ts6 par cynerﬁ\c’s:km‘eaéru@b@ay#oﬁnelcso GéﬂﬁaﬁtUﬁén|eﬁrSulmlaﬁr digénine® Fdmepar . - 0-,
-N x_ou 35 -N-R11, R, representant un atone

d' hydrogbne ou un radlcal al kyl e |nfer|e%{ en Cl C4, phenyl e,
di phényl met hyl e, benzyl e ou hal ogenobenzyl* est- choisi dans le
groupe constitu6 par un radical phdnyl ; 'ntuellenent substitu6

35 Cy-S- - ﬂovﬂ-?°ka\
)
’
~ i
R
40 2

in der Cy, Ry, Rz, R3, R¢ und A die in Anspruch 1 angegebenen Bedeutungen besitzen, in Form der
froien Base oder eines Salzes davon mit einem Oxidationsmitte! behandelt zur Bildung des
gewlinschten Aminoalkoxyphenylderivats in Form der freien Base, die gegebenenfalls mit einer

45 organischen oder anorganischen S#ure in ein pharmazeutisch annehmbares Salz umgessetzt werden
kann.

2. Verfahren nach Anspruch 1, worin B eine Gruppe der Formel -SO,- darstelit.

50 3. Aminoalkoxyphenylderivat nach Anspruch 1 worin Cy eine Indolizin-3-yl-, Indolyl-, Chmolmyl- oder
Pyrazolo[1,5-a]pyridyl-gruppe bedeutet.

4. Vertahren nach Anspruch 1, worin R eine Isopropyl- oder Cyclopropylgruppe darstelit.

s5 B. Verfahren nach Anspruch 1, worin das pharmazeutlsch annehmbare Salz das Oxalat oder Hydrochlorid
ist. -

_—
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par R en position a par rapport au groupe n6thine fix6 directenent sur B;
un radical furyle et isoxazolyle, 6ventuellenment substitué par R en
position a par 45 EP®00Te2 @84 groupe m-t hine fl x6
directement sur B et 6ventuell ement substitu6 aussi par un ou plusleurs
groupes choisis parm |les groupes alkyle en G -C4 et phenyle; un radi cal
benzi m daz @ e Vdrialer zur@isrsteiivrg| dineneharmazeitisahen ubeysitung Rvalahedasin pateht, nindgsiens ein
radi cal benzi Aintieatiokyphenyldprivat dey Eormalell). wivesiet in Ansrsuch 1 definiert wardendst, ip eine tphasmag
par rapport a@uéﬁcbaw@hmmf%bﬁﬂgke directerrent sur B, et eventuel |l enent
substitu6 aussi un atone d' azote par un rad| cal
choi si pgll’ fr ]V hr ?t&&lfnﬂ |n§r vgﬁm@rmac@gnsc Za] tunq,j Wﬂﬂ@ﬁf; indestens
benzyl e ou haF"B?'a ?cé'z%{‘e%yt"far Yot |98 Forog) ﬂédﬂ PR dBIANSRIYRY ‘zd?f nigrt W°' bn' &t in eine

i ndol i zi ne- 3- YA az %F%'F‘pﬁ'frbf"ﬁﬁ?f'e i ndol yl e et quino- |6yle,
6vent uel | e oéﬂd?&nEMW% par A, en position a par rapport au groupe

n6t hi ne t
d' hydrog{)ne ur?’i (%gdl cia| a %ﬂtgc%rﬁé&mmségm& LA la Ee@?/c og} E‘y%“ﬁﬁm

C3-C6. 2. [dr byrﬁeamgmjéﬁ,wgmw,{,@esel on la revendication 1, dans |equel B
repr~sente un groupe - II I L

111 S EP 0 302 792 B1 3. D6rivd am noal coxyphenyl e solon |la

revendi cation 1, dans | equel Cy rePy6sente un groupe indolizine-3- yle,

i ndol\yJ e, quinol 6i nyle, pyrazolo ] pyridyle. 4. Dé6rivd

am noal coxyphényl e sel on |gy-peye NNOFO L-Ntb,rrs. | equel K r)epresente un
groupe isopropyle ou 5 cyches syl e. 5. gD6risv6 am noal coxyphényl e

sel oh.d a revendication 1, dans |eqgel |e sel dhdr macaut i quemrent accept a-

bl e est 4% oxal ate ou e chlorhydr at®. 1o 6. Conposition pharmaceutique ou
v6tdri naire contenant, comme principe actif, au noins un ddrivd

am noal coxyphdnyl e sel on I a revendi cat I on 1 en conbi nal son avec un

v~hi cul e pharﬁ?é ue n exrc % % nabl e. 7. Procdd6 de

prepar at I50n d e(?ﬁrl Véun s nt?;8 % re%l nfaft Ehgé/u?.”.ﬂ,' E%e %¥h ai'b ég
| equel A’ a repr }b ﬁ@ euné Eﬁé S—
ou - S, qui cgnsi. St e rgsemdema%aulémyl dfrzsL ammae@wseédqﬁ dtafarar%tams
gdndrale: R 20 Cy-B' - ge carbone ou un radical’2 QahARGuel 4Rl Rroxy est
represente un groupe -gvem"sn%aesubst.wpamrﬁca y@rﬁféﬁbﬁr mame signification
que dansgl a rewgndi cat irgiésbate fn &t6rH¢ ElERIRJgEneLUD uh Padicailkyldlek gl -0fe tel que dans
| a Revendicatian 1 et Xegré&piite SR RioMe W hytbgine od'uh akdigbaligle ¢NCHCHRERs et Ry, pris
al kyl sul f onyl oxy conporcoajsibtertknt, reésénterit anpadichb alkydimb @n ealcényidne compnmpe de 3 2 6
aryl sul fonyl oxy conpor tatortes de c@bdie POé\@tiositesent eubsttvdpanen radicalphényisneieévantuete-
accepteur d'acl de et dammt'B@rrompupa'rrosoNvant pol aire ou non polaire, avec
une am m& de fornule gen6rale: HN- R4 K

|
“N-Rpye

40 Ri1 représentant un atome d'hydrogéne ou un radical alkyle inférieur en Cy-Cs,

phényle, diphényiméthyle, benzyle ou halogénobenzyle,
Cy est choisi dans le groupe constitué par un radical phényle, éventuellement substitué

par R, en position « par rapport au groupe méthine fixé directement sur B;
un radical furyle et isoxazolyle, éventuellement substitué par R, en position o par

45 rapport au groupe méthine fixé directement sur B et éventuellement substitué aussi par
un ou plusieurs groupes choisis parmi les groupes alkyle en C1-Cs st phényle;
un radical benzimidazole-1-yle, éventuellement substitué par R en position 2;
un radical benzimidazole-2-yle, éventuellement substitué par R, en position « par
rapport au groupe méthine fixé directement sur B, et éventusllement substitué aussi

50 sur un atome d'azote par un radical choisi parmi les groupes alkyle en C1-Ca, phényle,
diphényiméthyle, benzyle ou halogénobenzyle; et
les radicaux indolizine-2-yls, indolizine-3-yle, pyrazolo[1,5-ajpyridyle, indolyle et quino-
léyle, éventuellement substitués par R, en position « par rapport au groupe méthine
fixé directement sur B,

55 R représente un atome d'hydrogéne, un radical alkyle en Cy-Cs ou un radical cycloalkyle
en C3-Cs.

2. Dérivé aminoalcoxyphényle selon la revendicatidn 1, dans leque! B représente un groupe -SO;-.

! 00K 0 BORR T 11
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It 3- 35 dans |l aquelle R3 et R4 ont |la nene signification quo ci-dessus,
pour fornmer le dariv6 am noal coxyph6- nyle recherche sous forme de base
libre quo 'on pout, |le cas 6ch6antgp bRgs9es 880 I avec un aci de organi que ou
m n6éral convenabl e pour un former un sel pharmaceuti quenent acceptabl e de
ce d6rive. 40 8. Proc6d6 de preparation d un d6riv6 am noal coxyphenyl e

sal on | a Bevehidé amihcalnxyphénglasalon la cpyerdication d pdeps entek Cyl représaiteam| gravpk intiativine-2t B
repr esent e uyle,dndoivip.auin@éinyel pyrasoRl1,5-ajuridydensi ste a faire r6agir un dérive

4- hydr oxyphényle de fornul e gén6rale: 45 Cy-B - -001L R2 dans
llaquel | e B ég@ arvinepicexyphényle Selgrela resendisgtiog(hpdans lspuei} reprépenta urFgroupa isoprepyiedue
si gni fi tat i ofyclgerePylpans 55 | a revendi cation 1, en presence d'un agent

basi que, avec un co ose de formula gen6rale: 58
1111111 5 Déry§ °°l°fxwpie"v'e spien (5 reygdieaion | panpipruel I el é’f‘?’@a%"?"@fﬂ’eé‘é é‘f?ﬁ%‘a'un
atome d' hal o‘ﬂ%ﬁsé'°"ﬁ'ﬁt°§}’&$|§rhéﬁ"ﬁt§| sul f onyl oxy corrportant de 1 A 4 atorres de

car bone 0 ugn% Hpepharny lll fon n;pp ctz? dé wé
car bone r Ol osiion armaceu l'ebc nte comme prmcvp al u f
corvene 't Sl A R G

| a rdaction ayant lieu A une terrperature conprise entre |la terrperature
anbi ante @l pdcsts HBCHrEakkich en dBfivis UamikbaicilybréRe @blort] RN fovehicatioh iaREnsPR4WI Ie,
pour obgeni rrebresedﬁrm\/rediammmb QDB Y4PassBiyé 6n 5roGIaeBCHO-S0DPY GuifedrsiER #leonb@B& un
|'i bre_guo | ' dsavépesitoxyphényods fa@ahieaéiérald ai re reagir avec un aci de organi que
ou mnéral .convenabl e pour former un sel pharmaceutiquenent acceptable de
ce dbriv6. 15 9. Procede de preparation dRyn dsrivd am noal coxyphenyl e

sel o4 a revendi cation 1, dans | oquel B r Eerente un groupe -S- ou -SQ2-,
et A reprbsente une chatne 2-hy oxypr 6\13%&_%@ | ement substituee,
qui consiste a traiter un dériv Yoxi _ e Tornmul e gébnbrale: 20
R Cy-1B -C -H2-H 2 0 285 dans laquelle Cy, Rl et R2 ont la
nmgme signification que dans ia revendicatRgn 1, et B represente un groupe
-S- ou -802- au reflux, avec une am no de fornule g6n6rale: 30 vy

f—— T a%gf R e )
quo dans |a R 8140 iR rao.a,y e auﬁcamh.y ' DRk T e

ou dans un xg} @&“p 8840 atomes de carbone, en présence d'un accepteur d'acide et dans
, 30 un solvant polaire ou non po|a|re, avec une amine de formule générale:
-/
HN- R
. ll
R3 -’

36

dans laquelle Ry et R¢ ont la méme signification que ci-dessus, pour former le dérivé aminoalcoxyphé-
L . nyle recherché sous forme de base libre que I'on peut, lo cas échéant, faire réagir avec un acide
organique ou minéral convenable pour un former un sel pharmaceutiquement acceptable de ce dérivé,
40
8. Procédé de préparation d'un dérivé aminoalcoxyphényle selon la revendication 1, dans lequel A
représente un radical alkyléne et B représente un groupe -S- ou -$02-, qui consiste & faire réagir un
dérivé 4-hydroxyphényle de formule générale:

50

dans laquelle B' représents un groupe -S- ou SO2-, 6t Cy, Ry et R ont la méme signification que dans
55 la revendication 1, en présence d'un agent basique, avec un composé de formuie générale:

. R



- pour obténir |e derive am noai coxyphenyl e.recherche sous forne de base
libre, dans |equel A represente une chaf he 2- hydroxypropyl bne, 40 -
pour obtenir un dernve amn noal coxyp&prby&{@?ggml on pout faire reagir avec
un hal ogenure d'al kyl e conportant de a 4 atonmes de carbone, en presence
d' une base forte, pour obtenir le d6r| v6 ami noal coxyphenyl e recherch6 sous
forme de base |ibre, dans | equel A repr-~sente une chaf he 2-
hydr oxypr opyl bne, dans laquelle le grou&peA_qutgoxy est substitue par un
groupe al kyl e conportant de 1 a 4 atomesS da caffpone, et a faire réagir, le
cas 6ch6ant, le d~rivé am noal coxyphényl e &nst” 45 obt enu avec un
aci de organi que ou m n6ral convenabl e pour un former un sel pharnaceuti que-
ment acceptable de ce derive. 10. Proc6d6 de preparation d' un dériv6
ani noal coxyphé | lgauelie) ’6ﬁ°Wé§°'F%H'éﬁHP‘E£'IaB9P"$ ”’bl%(ﬁ‘éPeI E\é’P"‘E’?"V B%@ﬂt% LA 4
groupe - SO, gﬂ °%8?1§F’§ ne &f B‘? anyfyultg [}‘f"f"l‘g %‘Ttaf“ E} da.ca “%Ef *
C L M S rése vb a s la reven |cat|on a ot 4 ont s: nlﬁc
dans | aqUeI | e ven ion Fgacé ant Ieu é ung temperature om§ %e entrb Ia te
di . lant et Ia r ur ¥x3§u leu g} 1%
revendi cat | Or]a inodi hé ’de%gs 5Pon an c§soél6 tofa

I'bre ou d'un, an&eéga% éou Q\Wéfal JAldiBle c§1r Ar‘(u s@%ﬁm eGﬁR&XrR ﬁable de co
recherche sougé,fv@rrre baso |ibre que on peut, l'e cas dcheant, falre

rdagir ayec un acide organl que ou mineral convenabl e pour forner un sel

phar pueeut igjuemtsk e prapdraioh ei'viedsad brblinoalcoxy@dRank Gselod Ja revendication 1, dans lequel B

2- | sopropyl - 3reprksdnd (it grbute\-Sacn F8D) D A YEmssE)® ai tHats 2HiyamyyplopyiEhe | dvarituetonesint

son N-oxyde esublsuuéBSqt$einsstphaaitmmed&rivéqmdrmmwmpormbb@énéram 12.

2- Btyl - 3-{4-[ 3- (di - n-but yl am no) propyl oxyabenzenesul f onyl }i ndol i zi ne et

son N-ox%de et |eurs sels pharnmaceuti quenent acceptables. 13.

2-isopropyl -3-{4-[3-(t-butyl am no) prop benzbnesul fonyl opyrazol oll, 5-al
ridine et son N-oxyde et |eucg-pel&t RS,G-C acceptabl es. 25

EZ y llf'm Y ?ﬂz p

2- 1 sopr ﬁé)yl -3-(4-[3-(di-n-butyl am no) pr dpyl oxy] benzen%sul f onyl } qui nol ei ne

et son NPoxyde et |eurs sels pharnmaceuti @Querment acceptables. 15.
2-isopropyl -3-{4-[3-(di -n- butyl am no) pr opyl oxy] benzenesul fonyl }furane et
son N-oxyde e lies B Ksoré

2- 1 sopropyl - Ez\ (? éiéﬁ %‘% adogcrhq egrﬁg%g b %ggﬁlﬁ%@ﬁyf ge(? génget un
son N-oxyde ef I'eurs sels pharmaceut | querrent accepta l es. 35 17.

1- Mgt hyl - 2 i sopropyl - 3-{4- [3 (di -n-butyl 0) propyl oxyj benzbnesul fonyl }in

dol e et son N-oxyde et |eurs sels pharna ut 4quenent accept abl es. K->
1. & Dériv6 am noal coxyph~nyle selon | a rekgndrcation 1, dans lequel R et
R2 sont chacun un atome d' hydr ogbne 40
i 35 .
" dans laquelile Rs et Ry ont la méme sugmﬁcahon que dans la revendication 1, fa réaction ayant lieu
dans un solvant polaire ou dans un excés de ladite amine:
g - pour obtenir le dérivé aminoalcoxyphényle recherché sous forme de base libre, dans lequel A
représente une chaine 2-hydroxypropyléne,
40 - pour obtenir un dérivé aminoalcoxyphényle que I'on peut faire réagir avec un halogénure d'alkyle
' comportant de 1 & 4 atomes de carbone, en présence d'une base forte, pour obtenir le dérivé
aminoalcoxyphényle recherché sous forme de base libre, dans lequel A représente une chathe 2-
hydroxypropyléne, dans laquelle le groupe hydroxy est substitué par un groupe alkyle comportant
de 1 2 4 atomes de carbone, et & faire réagir, le cas échéant, le dérivé aminoalcoxyphényle ainsi
45 obtenu avec un acide organigue ou minéral convenable pour un former un sel pharmaceutique-
ment acceptable de ce dérivé.

10. Procédé de préparation d'un dérivé aminoalcoxyphényle selon la revendication 1, dans lequel B

représente un groupe -SO-, qui consiste & traiter un sulfure de formule générale:
50

56
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Revendi cati‘ons pour |'Etat contractant sul \/ant: GR 1. Do6riv6

am noal coxyphényl e de fornule: 45 Cy-B- "~ -0 --A-N-R4
(1) so~~ EF030279287T~~~ R 3 50
32 R / R2 dans | aquelle: 55 B reprdsente un

groupe -S-, -SO ou -S2-, Rl et R2, qui sont identiques ou diff6rents, '
representent chacun un atone d' hydrogene, un radi cal nbthyle ou ethyle, ou

un atome d' hal ogene, A reprsserft'e un radical al kyl bne a hat ne
droite ou ram fi 6e poss6dant de 2 h 5 60 I
1111 1 HEt 1111t111 111 ECy-3- -naunzne ou un radical

2- hydr o ypr opyl bne dans | equel le g oxy e vent uel | ement
substitu6 par un radical alkyle inferregr, R3 R ,frepresente un atome

d' hydrogbne ou un radical alkyle en Cl-Ca, R4 3 repr~sente un atone
d' hydrogbne ou un radical alkyle en CI-&,: ou R3 et Rs, pris 5
con10|n§enent repr6sentent un radical al kylene ou al cknyl bne conportant de

3 a6 a O”ESdaﬁsem&&ﬁfP 16, Sk, BY SAIL R dnfla Mtitle stMRSHiSH MR dARY |a£e£cﬁé1{i&@1' avec un
ph~nyl e, grﬁ'?) JHa & suﬁﬁ'gtétahmo% fotiP Yo B4tk 1ibre ou drun' ds s8¢ pbUf? former le dérivé
~~~~~~~~~~ N-dehinbaicoxih nJl@EEIﬁ?cﬁé‘E&Q?onH@d@Ed@@ﬁ:r&qu%M‘gﬁ PR cas BrheaH, £4id g bvec
al kyl e i nf 6rineidide @ryafidue-dumindd) RBbifable Goor3ErAHRY i3l H)éhﬁaceu.h@urbaiéhieac%table de ce
hal og~ngbenzghw, i s Cy est choisi dans |e groupe constitud

par un,radical ph~nyle, dventuellenment substltu6 par R en position a par
rapport adl.grsapppylrefds-(rbuthiamiGo)plopyiozy josnednbsuifeny!}Bdolizime Lo dorc dtoxfdar §tl leuretsels

i soxazol yl e,ph@wecsutipkinentesceptaasst i t U6 par R, en position a par rapport au
groupe’ nbt hi ne fix6 directenent sur. B et 6ventuel | enent substitu6 aussi par
un ou pf ud?Eftey-Eibligdin- WW@WPE’VOBS!PWWFZ@BGS@?OW@S"Z&P kst sonehrogyde -qtjlewss sels
ph~nyl e; 20 pharmaceutiquement acceptablesn r adi cal benzi mi dazol e 1 yl e,

dvent uel | enent substl tue par R en position 2; un ‘
benzi ni da3®|3SPropy -1y ERtviaping °"’é18‘?5‘§%"i9?”6@y16%‘?azﬂ°[‘éﬁ1%6‘§’79t A & %é‘?a ot
rapportzﬁau JrBu f'ﬁ?e?‘fgq“la'?‘%a‘if?? R%¥ermrent sur B, et 6ventuel | errent
;:’ngtpiats :I ;ilg?:ro yl-3- gﬁylgn it époépdlogyﬂtgs %IQ?T%?%Q/”? umo(gﬂg ts%onmlao {/He ot fBtirs sels
hal og6noben | es radi caux |ndoI|2|ne 2-yl e,

i ndol i zi ngg 3x |¥Jp IQV{QQ@-@‘ QL&ylaﬁnlﬁ})@Wylowﬁeﬂzénééﬂﬁld?ikﬂ}’fl;ﬁneeBt 95H NQiydeCH! Burs sols
6ventug)l e fidubimbi ScdBsthbids, €N position a par rapport au groupe
nbt hi pe fix d| rectenment sur B, R represente un atone d' hydrogene,
un r adi cale. a-ikgptopyISA4E3- B b@ylanifb)préioRbensiySdulicmlilisdoR 611 sdn3NGRyde* et leurs sets30
> 2 .phbdmatoutquatient acdeptabigsphenyl e sel on | a revendi cation 1, dans

I equel B repr~sente un groupe - S02-.

35 17. 1-Méthyl-2-isopropyl-3- {4—[3-(d|-n-butylammo)propyloxy]benzénesulfonyl}lndole ot son N-oxyde et leurs

sels pharmaceutiquement acceptables. -

\J 18. Dérivé aminoalcoxyphényle selon la revendication 1, dans lequel Ry et R> sont chacun un atome
d’hydrogéne.
40
Revendications pour I'Etat contractant suivant : GR

1. Dérivé aminoalcoxyphényle de formule:

Ry
Cy~-B- < > -0-A-N-R >, (1)
P S ]
4
§0 R R3 L’
2
dans laquelle:
56 B ' représente un groupe -S-, -SO- ou -80;-,

R; ot Rz, qui sont identiques ou différents, représentent chacun un atome d'hydrogéne, un
radical méthyle ou éihyle, ou un atome d'halogéne,
A représente un radical alkyléne phame droite ou ramifiée possédant de 2 3 5 atomes

” R
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3. De6rivé&'am noal coxyphenyl e selon |a revendication 1, dans |equel Cy
represente un groupe indolizine-3- yle, indolyle, quinoldinyle,

pyrazol o[ 1, 5-a] pyridyle. 35 4. DerigpoagproaBgoxyphébnyle selon | a

revendi cat kon 1, dans | equel R repr6sente un groupe isopropyle ou

cycl opropyle. 5. Deriv6 am noal coxyph~nyl e selon | a revendication 1, dans

| equel | e sel pharnaceueighonent vagediqat 8-hydtGxypropyldnp alaess teadel dex afompeehsipxy @st
chl orhydrate. 6. Proc6dgentelgyentmbsitué par wi'radivalcliyiednderiawri noal coxyphenyl e

sel on | a revendkcat i on rdprésgnipun pteridhydmopnepuas eadical alife ealli-Gal  al kyl bne et B
represente un dhoupe - Seprésante gmplome (ihydieghing oy va radicabopleyiondel:-Can el ffd. pris
4- al coxyphenyl e de f or rFament (refrésentont up r?g-aB*_"ky-!é"? ou alcénylene comporignt gle3

55 dans iaquelle B a“ﬁ"@,g 2 Suhna e frepipellapent sustitys par yp sadical Riényle, oy qvepiupliy:
la mane signification JURS BEFAMAULALEVeNGi®ation 1, A repr6sente un radical
al kyl ene tel que dans la revendication 1 et X represente un atone

d' hal ogepe, un groupe al kyl spl fonyl oxy conporthint de 1 a 4 atones de
carbone ou un groupe aryl sul fonyl oxy conportafi-Rig 6 A 10 atones, cd

carbone, en presence d'un accepteur d'acide et dans 61 EP 0 302 792 Bi
un sol vant -polaire ou ngn BsBhbk indsHe dRGareyEhdi1Bu AR _katdMalie IREHRLALR C, id
R4 5 phényle, di-phényiméthyle, bénzyle ou halogéndBerzyledans | aquel l e R3 et

R4 ont |g nBne @i gnifi Gat ¢Hamisi EHIE IeChroihe SHrETué PaUn rdicanPliéniie, ddehitiolidnent substitué
am npaJ coxyphe- nyl e r gahrrealp6sitdo uaf ragpor ad grolp@adtlinebicédigaembnur@eut , | e
cas h~ant, faire reagnrradisabdurga) et Ghadeolyld) éventuettangain sulpstituéopar rfi, reérrmkition « par
convenabl e pour un for nmenportiau gredpspitthinediskditertgmenteyitB ei évoluelnbrt sulstitu®aussi par
dériy6. 7. Proced6 de pneopalusieirpgrouesichoids pirrblea rirqvoes akyiryep K6y Pirhé®eon | a
revendi cation 1, dans |usdauisal bangieigszeledryiecévgpiusiiarment sybstiyamer Biea pestiom2:
eeprdsente un groupe - 30 f@gjcal S?Mﬁ"dﬁjlﬂ?'z'dﬁné‘feg't‘@'eﬁe’ftaﬁ“!’%’”?é’& iRy o0 rPogltan; ¢ @
4- hydr oxyph6ényl e de for?ARP% aygiRypengthine f"de'@g‘]-e’_Bﬁf‘-t sur B, et éventudliement sl"gﬁ‘" gus8 2
25 dans | aquel | e B'SY '@ aegte ppf yaralipgbchoiel parmi les grgyees alkyle g0, Ci-fs. POGNYIR,
ont |a meme significat i SCYIENEE PP é\%@.ed'f’ SNEHI Rl 1 CUMIASLI T
t ba@ique, avec un 'Tq] ot Ez'f'%r'ﬁr & gondrar 8L '-°gé'] R Y!
agen que, Ie.? entuellement sul sulugs ga eE position’ « ra
X represente un altomeﬂg:h th%ﬂi’nﬂ%mrd:m groupe al kyl'sul fonyl ) y cofrportan
AP atmes de GABA0G Qmbl Bt QURE n rabi¥ %M,}lé Y-8 mamr%eiasskwte
6 & 10 atomes de carbong.c, g represente un radical alkylene tel que dans 1a
re~veondjcation 1 et R3 et R4 ont la nane si gni fication que dans |a
revendi cat i20Npdrivé biRinbitR%fphéhie WIB e rdvbrRhtadnU\@ant RETRES Apksente@gisips RNt re | a
tenperature anbiante et la tenperature de reflux du mlieu et dans un
sol vant polsi p&ivé poibalddkyphdtiyle skien Bbéventication 1, dans lequel Cy représente un groupe indolizine-3-
yle, indolyle, quinoléinyle, pyrazolo[1,5-a]pyridyle.

ot

Or édqé;']gup% tirfe-ge

35 .. . o
4. Dérivé aminoalcoxyphényle selon la revendication 1, dans lequel R représente un groupe isopropyle ou

cyclopropyle.
N 5. Dérivé aminoalcoxyphényle selon la revendication 1, dans lequel le sel pharmaceutiquement accepta-
40 ble est 'oxalate ou le chiorhydrate.
6. Procédé de préparation d'un dérivé aminoalcoxyphényle selon la revendication 1, dans lequel A
représente un radical alkyléne et B représente un groupe -S- ou -S0Oz-, qui consiste & condenser un
. dérivé 4-alcoxyphényle de formule générale: ,
45
R
Cy-B'- ~0-A-X
° y
Ry
55 dans laquelle B' représente un groupe -S- ou -SO:-, Cy, R; et Rz ont la méme signification que dans la

revendication 1, A représente un radical alkylene tel gque dans la revendication 1 et X représente un
atome d'halogéne, un groupe alkylsulfonyloxy comportant de 1 2 4 atomes de carbone ou un groupe
arylsulfonyloxy comportant de 6 3 10 atomes, da carbone, en présence d'un accepteur d'acide et dans
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ami noal coxyphényl e recherch6 sous fornme de base |ibre que |'on peut, |e cas
6ch6ant, faire r6agir avec 40 un aci de organi que ou m n~ral convenabl e
pour un former un sel pharmacouti ggregsos 7ecBepPt abl e de ce d6riv6e. 8
Procdd6 de preparation d' un dnriv6 am noal coxyph6nyl e salon |a

revendi cation 1, dans |oquel B represente un groupe -S- ou -SO2-, et A

repr6sent e uHMesolvdnh polaire Pu NYrORRNG: @rasppe Binise da/lomuisedShaspiesnt 45 substi t uee,
gqui consiste a traiter un dériv6e oxiranyl nbt hoxy de formule géneral e: 50
2\ H2 0 R2 55 dans | aquel |l e Q/,mli;nq} R2 ont |la mane signification

que dans la revendication 1, et B' repr6sente un groupe -S- ou -SO2-, au
reflux,® avec une amine de fornul a generahe:-'62 I

1111111 12111 11111 IIIIiI - 1111 EP 0 302 792 61 HN-F? ~3 - 5 dans

| aquel | e Ra(}%EF ﬁ)? q_.“rrrrye gmfé tion que dans.la re |cat la
quelle ot ont la mém nifica on que Ci- ess our former I Y

rdaction ay h%}éh ¢ &esdalgb Sl &% ave%cﬁo )fa%'ae

am ne: , JUA’un 8 Iy %ﬁa\ﬁ pS’JPuH lép RJ?M c%utfqﬁ { B‘b% cb Q& e de

base Il%r ans eque represente une ¢

2- hydr oxyﬁr GRYdsE41 Qe prépafdtitn @B QBHVE dhoBled; rﬁgﬁ&ﬁ&&&ﬁlﬁ@&&bﬁ&/ he dsHdQedueOR
peut faire rrbgefite AH PadicdNaiyRhe B HpRséhtedlrkorbide CRIRCEOAui Edsidte @ 1dreabLiRA de
carbone, en grAvssEiyaRxyphémpe dbaseuld généRle: pdur obtenlr e d~ri vl

am noaligoxyphdnyl e recherchd sous forne de base |ibre, dans |equel A
reprdsente une chal he 2- hydroxypropyl bne, dans |aquelle | e group& hydroxy
est substitu6 par un groupe al kyl e conportcpt 1s de 1 & 4 atones
de carbone, et a faire reagir, |e cas ech&an le d rive am noal coxyphdnyl e
ai nsi_sobt enu avec un aci de organicp+s'e c-:-ouvenabl e pour un former
un sel #Hpharmaceuti que- nment accept abl e 0o =ge=d6riv6. KJ 9. Procdd6 de
preparation d' un dériv6 am noal coxyph6nyl e_selon |a revendi cation 1, dans
| equel B 20 represente un groupe -SO, @ui consiste a traiter un

sul fure defornulegnrale 25 Q/S—- ON

“NR | dans laiefis BOrel u ihd
a re resente un ef t a me a SI nific tlon que
stoni fat | G dleepde AR G gam s é th @% s ﬁﬂéf,
sul fure 6tant sous Torne de ase I 8 (f ornmer le
d~rivd am noal coxyphsnyl e recherchd sous for rre de base i bre que | " on peut,
|l e cas echeant, faire r6agir avec 35 . _,_ghgpci de organfque ou mneral
convenapl e pour un former un sel pharmaceuti fienent acceptabl e de ce
dériwg. 10. Ry ..
2-1 sopropyl -3-{4-[3-(t-butyl am no) propyl oxy] benzbnesul fonyl )i ndol i zi ne et
son N-oxyde et |leurs sels pharnmaceutiquenent acceptables. 40 11.
2- Et hyl - 3- { 4apBlagudlle K- rbprésshte minradmer dimidodney ub @ripen elkyduffawmigky} cargboltan deé 2ed
son N @xyde atomep erlgr carbppd ©u un groupe-arylsulfonyloxy comportant de 6 & 10 atomes de carbone, A
représente un radical alkyléne tel que dans la revendlcatlon 1 ot Ra ot Ry ont la m&me signification que
dans ia revendication 1, la réaction ayant liou' 2 une température comprise entre la température
\_-( ambiante et la température de reflux du milieu et dans un solvant polaire, pour obtenir le dérivé
' aminoalcoxyphényle recherché sous forme de base libre que I'on peut, le cas échéant, faire réagir avec
40 un acide organique ou minéral convenable pour un former un sel pharmaceutiquement acceptable de
ce dérivé.

8. Procédé de préparation d'un dérivé aminoalcoxthényle selon la revendication 1, dans lequel B
représente un groupe -S- ou -SO;z-, et A représente une chaine 2-hydroxypropyldne éventuellement
45 substituée, qui consiste & traiter un dérivé oxiranylméthoxy de formule générale:

2

50

—

-Cy-B'= N -.o_cg -
L - f“z

Ry

85 dans laquelle Cy, Ry et Rz ont la méme signification que dans la revendication 1, et B' représente un
groupe -S- ou -S0z-, au reflux, avec une amine de formuile générale:
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phar rraceuthuerrent accept abl es. 12.

2-1sopropyl -3-{4-[3-(t-butyl am no) propyl oxyI benzbnesul f onyl ~pyrazol o(1. 5- al
pyridine et son N-oxyde et 45 | egpg MBl792 BRar maceut i quenment accept abl es.
13.

2-1 sopropyl -3-{4-[3-(di -n-butyl am no) propyl oxy] benzenesul f onyl } qui nol 6i ne
et son N-oxyde et |leurs sels pharmaceuti quenent acceptables. so 14.

2- 1 sopropyl - 3-{4-[ 3-(di - n-but yl am no) pro#é)_oggy] benzbnesul fonyl ) furane et
son N-oxyde et leurs sels pharmaceuti quengnt 4cceptabl es. 15.

2-1 sopropyl - 3-{4- 13- (di - n- but yl am no) pr opy0xy] benzenesul f onyl ) i ndol e et
son N-oxyde et leurs sel s phar rracouthuerrent accept abl es. 55 16.

1- Met hyl - 2-i sopr opyl - 3- (di - n-but yl am no) pr opyl oxyl benzenesul fonyl )i nd
ole et son N- @anjdauele FFSe"T]r %‘bla@%?'g’fﬁ'é%!ﬂ'ﬁ PEﬂJ%ﬂﬁ‘Et‘ﬂ'%ﬁE‘E‘éﬁS‘P’abl la géaction ayant Tieu
63~~~~~~~~~~ fars un sfvantpolpire qu dans wrexgeslgjaditgamipy 17 Doy |

am noal coxyph6ny|"8u ?5’F98'ﬁ lq derivd, 'ﬁ?ﬁm@’é!‘tpf‘egﬁ'eIeChﬁfﬁ'??ssW%EfU@? d?QPasét"bﬁQdaé'Br'ﬁq"e' A
chacun ulf at ome. &R emﬁ‘?rf ;:" ”‘iﬂ’ i3 di e uﬁrepaun%ﬁrw oif a0 G FURASL LLiRRL
§ Ef:% iy o2 R

phar maceutique C@ forte, pour hiY ® dérivé
am noal COXyph6ny|aﬁ\ln'3§ Ry n @IJ @&f\@r@ go@ l‘oﬂﬁb Qéjﬁoré“aﬁhs ISYusl®A représente une chatne 2-
phar maceut i quenenyqasghepEE! dins slendib 8ottt xy%s?ﬂﬁ&%'p@ﬂn%r&ﬂ@almbﬁahpn
vet eri najsr e conprggn atbrBes§ ddl carbeh®@, &%tfﬁll‘eeréébﬂ 18@hs Behdaht, R&#IVé @minoalcoxyphényle ainsi
am nQa) coxyph ny loBtemehv@t uh %lﬁ&&@:ﬂﬁh@&ﬁ iminBrallcon@nsbldl per L9 FoiBer un sel pharmaceutique-
phar maceut i quenenientacaitbplboce ddrbé.Revendi cat | ons pour |'Etat contractant
suivant: ES 1. Proc6d4 de preparation d' un deriv6 am noal coxyph6nyl e de
formyle: 19. Procédé de préparation d'un dérivé aminoalcoxyphénylR selon la revendication 1, dans leque! B

~~~~~~~~ 20~~~~représente-un-groupe--SO-~,-qui| co@yjsieB kdter uh sWure de formule générale: +~
~ e~ R3 .0 20 R2 dans
| agquel le: B repr~sent e un groupeR S, -SO ou -SM2-, 25 Ri

et R2, qui sont identiques ou dlflerentC, repr65entent chacun un at ome

d hydrogbne un radi cal nbthyle ou dt un atone d' hal ogene, A
reprdsent’e un radical al kyl ene ﬁ?é%a( ne crofbb“ﬁh“r Tﬁdede poss6dant de 2 A
5 atones de carbone ou un radical 2-h opyl en dans | equel | e groupe
hydroxy est 6ventuel | ement substitue par fun radicalR ker i nferieur, 30

R3 represente un atone d' hydrogepe ou un radical alkyle on O - Cs,

K.) R4 represente un atom@ d' hydrogbne ou un radical al kyI e
en Q/Ca,, ou R3 et R4, pris conjointenent, repr6sentent un radical

al kyl bne ou ahsEmnshdne SyCAITIRY R, 2R] ol0€ ot lﬁnén@%n@ﬁf%&:oq Qué a4k M RBvedbiication 1, avec un

6vent uel | er negjenBeiadnt, icbl Gulfkd iaHd sbuadérsial do MA@ bhCou @uh do/@Rtsuie] dodr fornle dérivé

I nt erronpu pasaminéhicoxyphényle @athathé-sbhsHdrine dé Base libre que 'on peut, le cas échdant]lfaire réagir avec

repr esengsant wnacﬁueoomntdudw\dmmguen@nauauMpquam tomher ab kel [pharinadeatquenent axterBible- &4,
ce dérivé. o

'\J.f 10. 2-Isopropyl-3- {4-[3-(t-buty|amlno)propyloxy]benzenesulfonyl}undollzme et son N-oxyde et leurs sels
pharmaceutiquement acceptables.
40
11. 2-Ethyl-3-{4-[3-(di-n-butylamino)propyloxylbenzénesulfonyl}indolizine et son N-oxyde et leurs sels
pharmaceutiguement acceptables.

12. 2-Isopropyl-s-{4-[3’-(t-butylamino)propyony]benzéhesulfonyl}pyrazolo[1.5-a]pyridi_ne ot son N-oxyde et
45 leurs sels pharmacsuliquement acceptables.

13. 2-Isopropyl-3-{4-[3-(di-n-butylamino)propyloxyIbenzénesulfonyl}quinoléine et son N-oxyde st leurs sels
pharmaceutiquement acceptables.

50 14. 2-Isopropyl-3-{4-[3-(di-n-butylamino)propyloxylbenzénesulfonyl}furane et son N-oxyde et leurs sels
pharmaceutiquement acceptables.

15. 2-lsopropyl-3-{4-[3—(di-n-butylamino)propyloxy]benzénesulfonyl}indole et son N-oxyde et leurs sels
pharmaceutiquement acceptables.
55
16. 1- Méthy|-2-|sopropyl-3—{4-[3-(d|-n-buty|ammo)propyloxy]benzenesulfonyl}mdole ot son N-oxyde et leurs

sels pharmaceutiquement acceptables .
o W] O
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phenyl e, df-ph6ny|nﬁthy|e, benzyl e ou hal ogdnobenzyle, . Cy est
choi si dans |l e groupe constitu6 par un radical phényle, 6ventuell enent
substitu6 par R en position a pargp @pePfde g 9roupe m-thine fix6
directement sur B; un radical furyle et 1soxazolyle, 6ventuellenent
substitue par R en position a par 45 rapport au groupe
nb6t hi ne f 1% @édvér anibaalcyphéngie rselbh @&t reGangindtio®|1| eaneréqueluifis bti BUSonadiesin paktome OU
pl usi eurs grdygregéna.noi si s parm |es groupes alkyle en ClL -C4 et phényle; un
radi cal benzi m dazol e-1-yl e, 6ventuel |l enent substitu6 par R en position 2;
un radi caf8. [feeesdendledieréraratiorpd'ydeccom@esiiian pedrhacavtigue camipsanpnt igcfaih de mRtre @y moingue | on
a par rsappo rqémé@mg\o@ieqemohﬁmemehe lagrpvpRdistionclcsouninetiorsp phagnaceutiogarent aseentablee nt
substitue aussi sur, un atone d' azote par un radical

choi si paF?nPché%é gr @&%‘I'chém%‘ﬁ"@ veggiinairg (g P’E‘"t ' f? F"ﬁﬁ’t’?l“rg“é un B%H%yl e
ou hal og6nolﬁ‘§ﬂ‘£§z‘? YPhERYlR sgion Jerravepdication 1,30 ¥ "i‘{%‘ 2"‘"y'f‘%ce TOHRYRANT 2PPIREPs: v e,
pyrazol Oééévggwngﬁxgq'ﬂa{ ndq ra%lant sutivagtwégo- | eyl e, eventuel |l enent

substi {4 'on a par rapport au groupe nm~thine fixe

di r ect emept . un atorre d' hydrogene, un
radi cal a ky?%ggﬁde&é%-gwnéjuuntﬁwﬁg |n°a' ox‘é’{')%ﬁﬁ %i%ﬁé; g'een C3-C6, ledit proced6
etant caract6ris6 par le fait quo-a) lorsque A repré6sente un radical

al kyl bpg et a represente un groupg,-S- ou -SO2-, 64

Hl 1gis 11s1 |1l EP O 302 792(B1 ) ii consiste A condenser un dernve
4- al coxyphenyl e de for nui Qno— &, ~0-A- (1)

~~~Cy-R -Ko R2 10 dans Iaﬁﬁ . esenhe @n groupe -S- ou -S2-, Cy,
Rl etR2 ont |la nBne S|gn|f|cat|o gue ci - dé@sus A represente un r adi cal
al kyl bee tel que ci-dessus et X rdgrisente un atone d' hal ogbne, un groupe
al kyl sul fonyl oxy conportant de 1 a 4 atones de carbone ou un groupe

aryl sul f onyl oxy conportant de 6 i 10 atones de carbone, en presence d' un

accept eur d'9aeslepuellet 15 dans_un sol vant polaire ou non poI aire,
avec une aning de for P?B'Iééenﬁ&‘féf%'% S, 290~ PH 021 ueI le R3 et R4

si gni f 2tat i on"yBldci - &'glc g‘?"; 0 yI 'ﬂ‘?é?"‘sr &P t;é'é cgﬁﬂ"héfﬁlam"l?o F?H%Vl &
reCh.er chd sou for ge réSente un r!:\ ca all?uz ﬁﬁns rgs Bra?nit%%s oggg'ag &tz a S%kom%s
r—agir avec un acide (f ramcg dro li s Qddfal % F’m? oxgrn

phar macout i quenent ac Stitué p on ste a
faire gragir gp deri vi,ssdhg y&n guur% 8ga:

CY- & 35 dansg aquel | %pr@sen{eetw ﬁ&ﬁé"&'ﬁydﬂ:@e&r &HWradl&l a(RHe'e RCe.: 3& RO%t RR pné?t
R2 ont |a mBne si gni f bdfdinteRidntyl HRrésmeAE s kidical Sliky BREGE A6y BreliEonpedMt dO3S gue,
avec un conpos6 de f osBriésdeddMBheabtBverdiBllement substitué par un radical phényle, ou éventuelle-

Ri 042 45 dansedtaggmembepaX-0-epr=6aent e un atone d' hal ogene, un groupe
al kyl sed f onyl oxy conportant de 1 4 atones de carbone ou un groupe

aryl sul fonyl oxy conportant de 6 a™10 at omes QJe carbone, A

L ~N-R; 4.

40 Ri1 représentant un atome d'hydrogéne ou un radical alkyle inférieur en C,-Ca,
phényle, di-phénylméthyle, benzyle ou halogénobenzyle, .
Cy est choisi dans le groupe constitué par un radical phényle, éventuellement substitué
par R, en position « par rapport au groupe méthine fixé directement sur B;
un radical furyfe et isoxazolyle, éventuellement substitué par R, en position « par
45 rapport au groupe méthine fixé directement sur B et éventuelleoment substitué aussi
par un ou plusieurs groupes choisis parmi les groupes alkyle en C;-Cs et phényle;
un radical benzimidazole-1-yle, éventusllement substitué par R en position 2;
un radical benzimidazole-2-yle, éventuellement substitué par R, en position « par
rapport au groupe mélhine fixé directement sur B, et éventusilement substitué aussi
50 sur un atome d'azote par un radical choisi parmi les groupes alkyle en C1-Cs, phényle,
diphénylméthyle, benzyle ou halogénobenzyle; et
les radicaux indolizine-2-yle, indolizine-3-yle, pyrazolo[1,5-a]pyridyle, indolyle et quino-
léyle, éventuellement substitués par R, en position « par rapport au groupe méthine
fixé directement sur B,
55 R représente un atome d'hydrogéne, un radical alkyle en C;:-Cg ou un radical cycloalkyle
) en Cs-Cs,
ledit procédé étant caractérisé par le fait que

a) lorsque A représente un radical-alkyldne et a représente un groupe -S- ou -502-,
R

o O



repre§ente“un radi cal al kyl bne tel quo ci-dessus et R3 et R4 ont |a nBne
signification que ci- dessus, la r6action ayant lieu h une tenperature
conprise entre |a tenperature anbi agp@ gob 7haghenperature de reflux du
mlieu et dans un solvant polaire, pour obtenir |e derive am noal coxy- so
phenyl e recherch6 sous fornme de base |ibre que | Von pout, |e cas 6ch6ant,
faire r6agir avee)iicongiste d comlegranuncrgdvéoteiorkypbérale de dmmeegdnémiepour un f or mer
un sel pharm aceuti quenent acceptable de ce deriv6; b) |orsque B repr6sente
Un groupe -S- ou -SO2-, et A reprdsente une chai hne 2-hydroxypropyl ene

6ventuel | enment substitu~e, il consiste a traitj/dr un derive oxiranyl mthoxy
de forrmufe generale: 65 65, * C L ¢f-n' Ogg02 792 Bl Cy-B' -
< 2 010 dans | aquel | € et R2 ont la m-ne

signification que dans |la revendication 1, et \B represente un groupe -S.
ou -S2-, au reflux, avec une amne de formnul e2gdndral e: 15
~* - dans | aguel l e R3 et R4 ont Ia nrne signification que dans la

revendi cdtion 1, 5 gfeté‘? 4R &ou -50;-, Cy,%a’% Uht 5Gh nﬁQAn

ou dans un exces fes KGnid€ un} ical alk Iéne tol’ qf» Lde 2L(:'e‘i“)(rp%s J'u?{ tome
am noal COXyph6ny|d¢1al5%belfncgg&p§glﬂ§ls lfSHle?y POREHE a8 1 Y £ atolléGe ERSHHE by On groupe
represente une chgisifondoly)cdmporsiidaityd ffomes d @utbordéngiMésbndd itun AEdebis@t d'acide et
ani noal cgxyphdny ldgnsdin&olkan®poidi® bl ndndolake, b@a Ghd arikeds fovhulsakegeaur e d' al kyl e
conmprtant de 1 a 4 atonmes de carbone, en pr6sence d une base forte, pour
obtenir | e d6rive am noal coxyphényl e recherchg, sous forne de base libre,
dans | equel A represente 25 une“Eﬁ ﬁne 2- hydr oxypr opyl ene, dans
| aqueld e | e groupe hydroxy est substitue panPun groupe al kyl e conportant de
1 A4 at¥nes de carbone, et a faire reagir e cas echeant, le d~rlvd

am noal coxyph6ényl e ai nsi obtenu avec un aC|de or gani que ou nlnera

convenabl e pour  §AStiaguater Raypf Ry ‘f?e‘?‘ff‘esé‘(',sc g%gﬁ éa'“‘ma"
dérive; c) Iorsqfe¥ ény feSE%’fﬂée” 'g}s se '§ que;Fpn E‘?S‘ 'lfa'f' fﬁ'f gir
sul fure de for rm|:§ %eh% aglqge ouyin nvenable polr un former un se macegtg]ueme )

gians ! aqﬁel le q/’ou il conflste g@d e%gu?téned%glﬁn t*-wlggm)go?%ﬁ Scfe%”ntﬂ% g@r]%la%n que

-dessus, avec un agen sous rnme de base libre
ou d un de ses sels, pour forner | e derive am noal coxyphényl e recherche
sous forme de base libre que |'on peut, |le ca$,6chb6ant, faire reagir avec
un aci deyorgani que ou nineral convenabl e po mer un sel
phannrceut i quenent acceptabl e 45 Cree- Q »698 2. Proced6 selon |la
revendi cation 1, dans |oquel B repr6sente un gupe -SQ2-. 3. Proc6d6 sel on
| a revendi cation 1, dans |equel Cy repr6sente®in groupe indolizine-3-yle,

i ndolyle, so qui nol ei nyl e, pyrazolo[1l ,5-al pyridyle.
35 ;

dans laquelle B’ représenfe' un,groupe_-s- ou -SOz-, et Cy, R et R; ont la m&me signification
que ci-dessus, en présence d'un agent basigue, avec un composé de formule générale:

I\/‘
“ LA R,

by ..

45 dans laquelle X représente un atome d'halogéne, un groupe alkylsulfonyloxy comportant de 1 & 4
atomes de carbone ou un groupe arylsulfonyloxy comportant de 6 & 10 atomes de carbone, A
représente un radical alkyléne tel que ci-dessus et Ra et R¢ ont la m&me signification que ci-
dessus, la réaction ayant lieu & une température comprise entre la température ambiante et la
température de reflux du milieu et dans un solvant polaire, pour obtenir le dérivé aminoalcoxy-

50 phényle recherché sous forme de base libre que I'on peut, le cas échéant, faire réagir avec un
acide organique ou minéral convenable pour un former un sel pharmacsutiquement acceptable
de ce dérivé;

b) lorsque B représente un groupe -S- ou -SO;-, et A représente une chaihe 2-hydroxypropyléne
éventusllement substituée, il consiste & traiter un dérivé oxiranyiméttioxy de formule générale:

55
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4. Proc6d6 selon |a revendication 1, dans |lequel R repr6sente un groupe

| sopropyl e ou cyclopropyle. 5. Proc6d6 selon |a revendication 1, dans

| equel | e sel pharnmaceutiquenent agcgpéapdegest | ' oxal ate ou | e 55
chlorhydrate. 6. Proced6 de preparation d' une composition pharnmaceutique -
conprenant le fait de nmettre au noins un d6riv6 am noal coxyphényl e de
formulae (I d6finie dans |la revendication 1 sous une fornme pharnmaceuti- 66
EP 0 302 792 S1 quenent acceptable. 7. ioced6 de preparation d' une
conposi tion vétérinaire conprenant |e fait de nmettre au noins un derive
am noal coxyphenyl e de fornul e Gy¥p'€l solc r.eg?gil cation 1 sous une
forme phar maceuti quenent 5 accepsapke 10 152

, 20 25 30 KJ 35 40 45 50 a5 67 . I° huh N HE | 111
1111 11 IN ll2

10 dans laquelle Cy, Fh: ot Rz ont la méme signification que dans la revendication 1, et B' représente
un groupe ~S- ou -S0z-, au reflux, avec une amine de formule générale:

T HN- R,
. W
15 S 33 -
o/
i dans taquelle Rs et Rs ont fa méme signification que dans la revendication 1, la réaction ayant lieu
o/ dans un solvant polaire ou dans un excés de ladite amine:
20 - pour obtenir le dérivé aminoalcoxyphényle recherché sous forme de base libre, dans lequel A

représents une chaine 2-hydroxypropyléne,

- pour obtenir un dérivé aminoalcoxyphényle que f'on peut faire réagir avec un halogénure
d'alkyle comportant de 1 2 4 atomes de carbone, en présence d'une base forte, pour obtenir
le dérivé aminoalcoxyphényle recherché sous forme de base libre, dans lequel A représents

25 une chaine 2-hydroxypropyléne, dans laguslle le groupe hydroxy est substitué par un groupe
alkyle comportant de 1 & 4 atomes de carbone, et & faire réagir, le cas échéant, le dérivé
aminoalcoxyphényle ainsi obtenu avec un acide organique ou minéral convenable pour un
former un sel pharmaceutiquement acceptable de ce dérivé;

¢) lorsque B représente un groupe -SO-, il consiste & traiter un sulfure de formule générale:

30
| | Ry
Cy-5-¢& NN =0-A-N-R
35 : ' 4y
— ] A 1
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/ R
- 2
40
dans laquelle Cy, Ry, Rz, Rz, 4 et A ont la m8me signification que ci-dessus, avec un agent
oxydant, ce sulfure étant sous forme de base libre ou d'un de ses sels, pour former le dérivé
aminoalcoxyphényle recherché sous forme de base libre que I'on peut, le cas échéant, faire réagir
avec un acide organique ou minéral convenable pour former un sel pharmaceutiquement acceptable
45 de ce dérivé. :
2. Procédé selon la revendication 1, dans lequel B représente un groupe -SOz-.
3. Procédé selon la revendication 1, dans lequel Cy représente un groupe indolizine-3-yle, indolyle,
50 quinoléinyle, pyrazolof1,5-ajpyridyle.
4. Procédé selon la revendication 1, dans lequel R représente un groupe isopropyle ou cyclopropyle.
5. Procédé selon la revendication 1, dans lequel le sel pharmacsutiquement acceptable est I'oxalate ou le
66 chiorhydrate.

6. Procédé de préparation d'une composition pharmaceutique comprenant le fait de mettre au moins un
dérivé aminoalcoxyphényle de formule (I} définie dans-la revendication 1 sous une forme pharmaceuti-
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7.

quement acceptable.

EP 0 302 792 B1

Procédé de préparation d'une composition vétérinaire comprenant Ie fait de mettre au moins un dérivé
aminoalcoxyphényle de formule (I} définie dans fa revendication 1 sous une forme pharmaceutiquement

acceptable.
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