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ER O 518 819 Bl Description The invention relates to the

am di nophenoxyal koxyphenyl deri vagp y@3g afglgjhi 0 anal ogs as defined herein
which are particularly useful as selective Leukotriene B4 (LTB4) receptor
ant agoni sts, nethods for prepara- 5 tion thereof, pharmaceutical
corrpos-itinysermtlowpri sing said conpounds, and a net hod of antagoni zing LTB-4
and of treating conditions or syndrones.-in mammal s which are responsive to
LTB- 4 ant agbhweiinentios refetes daiihel awidinprisentiyaikoxyplsnglrdeivativas angidhio englepoas defined Herein
conpri si rwdich atecbagiowiasty sely) a pelactive Lispkpisiang Byn(LTRePrapepics gntagniets.Jedthode for prapara-

st r uct Galtiey theredfephg@eceutiephepmpesitiopbsompridngssaid Cpmenpupdsand amethed of aniagenzing B nes)
of f or nul@ad pf treptina cppditionser syidrames inyeanpaINligh\AEYesRoRRMe der Tt %ﬁ‘ﬂgﬂﬂsm 'éﬁ'ﬂSsP'H

whi ch t hé:°'§%’5‘i'fd’" Bm@ﬁ@'c?l W"SG%IPR'F@%S%@"‘& F's rﬂ??d enyoey. — err

which R4 § '°s s “’5 ﬁ% d'VB'Fge’ftdWLQ '( é

in EP- A-f% nE‘P ' ﬁf«%} TTSI'%UF'S'E > SRRt

and [ efr lca"ﬁaf %d.k"al?:a’"@ bla ' °w° " bl a) 'h?ﬁ.?n .ﬂ&sk' n

activity. th anlgraof ﬁ“ fory by | ator e| ng a
potent ik ﬁ mas.&wg ghf orbBHE O

( PWN' s) atgpa%ﬁlyﬁﬁ'ﬁhonu&eam J:y?Js?ﬁMlti ean@ an g, ﬁr:hoa&l ﬁ’ﬁ&u%tldn%nd foectgt her

| mMpor t gntet igiel AHFLRAR MivtlaRRidbA! Mbdatsts B.g. |bRIkIEL lhd)-gdmMR AntaHAFBNE LTEL Rés§ 640RN-
LTB4 has iagiited IO the Crtkrdgenbdls bhe mumbsrOgeiffinttodf dideaBdtNREth &f rhbithdtohd AL, Y
di seases,inflanibkord owé @RsaEb Opetriasie, ddhistetofial-antififlaMiaiiy @Fug-ine0sal gastiop/ME Qdult res-
PSOLt asi Pirattrd N disireds OsydhadomaN{ARDSS, | mytoaidiar Vinfakttivg, | adyic ethiniie,S theragudysig-indaddy | t
r&s; pi r abaropenth, aridriges phasyaethmane ( ARDS), mnyocardial infarction, allergic

r hi ni taes, hEweeds al grengsrded drutbe drt lirefirding petantsantaganists| o LEB.péTalman PMIWsa sspQally
Ther e i s those whioh grenasaliyl active.t Ihhasghepn found thatcthe) gomrotngis taceerdingdo espresentf inveMidd  an
human PMedibit sigsifieant BB gntagepistis agfyity op humen BMBlIsjagd are priallyeactivet  has been f ound

t hat the coThﬁdiYﬁ'ﬂ'Q" eplates tanginapbenpxyalkexyrheryh derivatiyesand tip asglegsiof the famywla f i cant
LTB4 antagonistic activity on human PW s and are orally active. The

i nvent®on rel ates to ani di nophenoxyal koxypheny erivatives and thio

anal ogs of the fornmula 2gQ-R;r] 30 and pharmac ically acceptable salts
thereof, in which: 35 ] is ami no which i sCeNB—Bs di substituted by a

substi tuent selected f al i phatic xar bon radi cak, an araliphatic
hidf ocgr bon radi cal , it XoadKsa 3 a cycl oal i phatic hydrocarban
radi cal or is am no [ S dlsubstltut a divalent aliphatic
hydr-ocar bon radi cal R, [err] is hydrogen, hal ogen, trifluoronethyl, an

al i phati c hydrocarbon radical, or is hydroxy which is etherified by an

al i phat | Gn@pramhi@buticahy aécbRbuid dafts Bér6dANPWricwr aromati c al cohol or which is
esteridsi e idamingwiitdhi iPhror 6r disiibshilted b b sismidntsoated Aoy b SipRit Bydrderbon radical,
hydr ogen af iaralighatitytirocasidh elicalydni sdmatis radied), ané d cfdicaliphatie hodradartios radieallpiBiaminaci d,
an™ef ganiwhich &srdizobsjiuied bp e idislglert alipbidtit dydracarhon edicahr a car banmic acid; [err]

I ndependdatid hydmgers haogan,dtiflueromethyl.cana@lighglisnhyfiroG@whon gadicah bk bydraxy @h'):h iscethariffedr r |
is a di vayentaliatiphedhplc aialiptiatiocainohebror racaialicay bicabiol errwhichyis leserifiert by ew lipbaticlyy an
ar onat4ec araliphaticedarboylic adigher ei n t he phenyl rings of fornula | may be,

[ ndependeﬁat“’r Vydmge'b Alean#fusk Adisal WP'QP {strierived Bt antarpapig 0690’&1@"’0 An AigANic carboxylic

subst i tuéﬁ%i%@"@@?‘éc?’\at"ﬂm"ﬂ%r}ot en tr| fI uor orret an aI | phat | c

hydr ocar

al i phat [ ChSh] %’d ptaﬂi a{;%y "éabdfc mﬁ up‘gﬁdi atdﬂ'ra |tu|& Qy one o?
ca(rjbox g'g 2 e cL hal ﬁ'uo fﬁ §ca |ca| hydroxy, and
In epen ?\ rj) ich |€ é\]g an || a eeé( @%d% n I| %omgl hatic
substitug ﬁc rom haI ogen, | uoro E)

hydr ocar RQggreih a

ﬁﬁhe aﬂ&VéjEé?i%Mons?«ibg b@.}’uﬁ&eﬂéb&eﬁﬂ@'oﬂ?ne' a?.otﬁérhﬁﬁﬂef hlﬁﬂm&}&i one_ or
al i phapi eofd SuREHRlent3selBSE Rorh halbgsh StifidoloRigth{Y arP Bip bmb&&daﬁoom ﬁ’adi’éﬁlah)}d \tdng

car boxy!| ingdrady vehich Vi @nBiitied EbyCdc‘)Céhﬁﬁhé BIBeHol 6r WHIGHT i Gatiea b?rauﬂléﬁ atidTBY arBiBhatic
substi t ulc@toxpit adia; al i phatic radical; which are particularly useful as

sel ect i vahérdiB-a cpordalihatii Byidfocarbaht hﬁidﬂ Y b saRathdd ibyNarl BIPhaOT radical; which are
phar mac e particiatly cspfabassselective LTB-¢ Arstagoaist methotforsaeéparationtispas) pBarmacedtical compdsiod of
ant agoai fiensgeompising saiti cahpoundeatndng rakittod of etaganizing riTeH4sandhefctivatingediseasgsonsi ve
t 0 LTB- 4 mammalgovhich rreuresnagsivecto dTR-6 plegenidy using piich coreroends ior aharmasayiod) icompdsions
conpri si tigpssamerising seid campoungs ofi thecinyentioant i on.



2 EP 0 518 819 Bl As the conpounds according to the invention have a
basic centre, they can-thus form ag q_%!ﬁg%'lé gen salts, especially
pharmaceutically acceptable salts. These are fornmed, for exanple, with

I norgani ¢ acids, such as mneral acids, for exanple sulfuric acid, a
phosphori c oAs thg dompahdsCacadrtifly toOthe mérmouiagaaibasic eenb@ thdyi can #mk dem asid Gliditoa

[ err] aci daltspespatiallyfpharmasemtiqallyeacceptableUsalia. [Thdse tarkt fodined) fos etagblef withcidoripapicGacids,
hal ogen, fsoch @xeingudl ecide: ot example isalfurisanid) a piospiwticl orehtydrdhalic adith siawithroggasid carboxylic

di car boxy|dcigs,anicties (@i )e'kmaqérbexshﬂjk abmmmmw;qmg%wbwrggl c,
pht hal i € dlogas; top xamale; acetigicid, sughyahs c gRidsdior exagple oxlep| e
ascor bi c, raiepisosycginicy ae'plpcfumm ipthalic 0r tterpphithalisr aciq, tspghc as, Bydpxycarberylie gcidsyifero
aci ds, fore"E'R%ﬁ"@'bﬁ%P'ﬁ lactigrmalic. fariaris o Giltg agid, sch sparpino,acids, f?fre"W‘R'%asB? ‘?\'l c
sul f oni c ZAiaic a %cbﬁ"z&§ lé’r‘f’ W"BP’?)P{"%ISQ'GF'F Gﬂi’ﬁ: sughi ‘Hs‘cv\& fang: & 8H

o s ;;%;@# LR L ;%?g

e ar 0
d. HY l h j"h roegarbon ra lca 0E¥e1(%‘ampe iower kyl ower ower a n
aci met % {lc F | and
: radi Cal ' Sse c n9 r Jh erak %low& en ar
! al kynyl . c?did% ;ﬁéfj‘ lt%lkylf 915 s%ﬁ@i&yecycﬁgﬁdnﬂn@hl&y is

substi t yt Qﬂs&&ﬁ&&] or nQMSlror EJI Mﬂshtﬂt@&' f&%%?&b@aﬂ b¥itREAE BY lowdr QAT 2l kenyl “and
pheny! - I ower Akl radiol 1461 eRabhgte) DidubsBtutdl &F bR subRE) chbsubSitutddOfor SXARB, €.,
cycl 0al kyl disaBéktescop BeiRdatily tRuEdiRBH KamitycicodiiCdich S FonyTBpHERA, idderye 6t fRibrefN O-
or g0l ysubsiihd whier js Substin@eABP laf , ardiiatit! lsificalt prbferdbly by amiaueihicl ik ylonosAbstinted Byt i C
radi cal | scorrésponding ahgdlyicr sacomialilg by baphtegl. or substituted such as

nonosubst i A divaledt aliptatic Bydegpban, radiiabis,dertekdmplecwaralkgiemondar i |y tri substituted,
car boxycl iA disalent aliphalic ydrecabor redical whis fist ihiryptadriotsan yaromatic fabicad iise foy lexampiei loger
whi ch i s slkylerd-phanyistedoyoratiyianaarigwecaliryiené-taphthyleneflawerdityiene.s ani no which is
monosubst iAnualigptie gicehst isefop GxafiPleg a aven plkangl orlewas ratkenc. [apd gy aralighntichai¢ohol g fqﬂ(

di val ent eﬁ"? gipkeyiiewes algBlon r adi cal is, for exanple, |ower al k}/el ene.
di val en®® al i arﬂ"et'c M@af%aﬁ"\PQd? e%ﬂm'mcer'ﬁ vrssuqswvte# PUﬁtf%ewbsaw aﬁmu c

di cal i dne %‘amP Pbsél'i“ ’eﬁ’?'ém | ene or | owe
Pk ane nﬁiw 7 %{2 | at%ﬁa 2 %ﬁﬁw I B amPlp §°‘”‘1’ 6'F°"¥>?éﬁ’ﬁ?’
wel|a

a | owner aI an ar hatlc a coho

e‘xa/rrpl €y acaR) alp atl car oxyllc i |s Qor e pe a lo S e on l%weé fanolc acld and ]a?) I,;rallphatic
ke%

exanpl e, tﬁ‘: or ﬁaué% ﬁc %é f&r“&%ﬂl 8. Ueler2S
nonosubst |ali|gd,§0ggxy g&gmggﬁ mL,ed g Heh ﬁ arl trisu PI t ut ed.
Hydr oxy whi Ry béy Rl hich 8¢l adh Me@wm@ ﬁ ighrfic &rrboa;ne ab.af@%rfexﬂ;ﬁ@%r hiRanoy, O
exanpl e, | fheA-loRdrkamadoyP lor Iuﬁsusamaﬂak&ns{baweaaadyn PRRAYES - ReAYI, nBHKHBYY inddMdyl or
al i phat &sC fusrerix ¥} héteradidytl such as fpPiidyREBERYI, ErienPcarSINRL pyarolgR&BAng, AkanyIEaEhyI, and
al kenoi c amidazoly@aBorgin ar al i phatic 30 carboxylic acid is, for exanple, a

ph‘eﬁ‘yl - | ower Amladyd redlical Wddhdis deln@a desl arhorgdmici carbesit abit fis, g6l dxymple) aikdoxyokrBdnyiCoror
ar al i phat iakemydoxiarbghyl ovhizlt il each, cdb® rarecwaniptiteted oo \satrstitatbd dp canl Monyatic Fadi@ndalsi | y
| over  al k ewdgdloxygarbay! which phesbstilutddoneubstitdcchydgieoaliyl. An acyl radical which is
der i ved+f r omimacybradical which i derived tsony lriswfonic aeid issfor dxemplealansseionl, enatkanesitomby | |
phenyl - | oweloalihesyiieny! oaryigwienybst i t ut ed or substituted aroyl, such as :
benzoyl, napfft AgKIm iGah Whieho {p| degyedsitpny IﬁR?F"é'HGy?c'd Br f°h@i‘9€?P!9alaWP carbeaml wiich is

ri dyl car y Rl ppialiy ‘156 rrol vl carbon fura | car bonyl and
"1 dazol H Qa’f"ggﬂy?t"” vk %?%aﬁ ¥ §“thé‘f—'¥?,§'ﬂfhfaﬁ bsmug oan

d namva:h
o o c el g fn o 'sf%qﬁ%%ﬁ‘f I oy
cyel ot kontgaif Mm% tua%alchogs Hrﬁ ys 0
An acyl r ute E&nQQF rWBaﬂcﬁH oPQ*a?np Cb)ga sdbsti

al kanesyl f A wns@ﬁ,y c}h BRM yl, 16Wer i IQWéé'alkWyl ﬁ;FdY x§ JePQN

acyl radi Ggwer ¥ikdng &eﬁﬁﬁdw\éﬁéﬁcow %Weﬁalﬁﬁ&ﬁ&iﬂl&«eﬁﬂ& oylo‘izy ah® pheRyiadhat ﬁkanoyloxy

ani no- car rpérhbly, e(bhedyﬁ'ln§$l§¥36rhlhlhli &1 1RYo At Kxhibit aky ddbrisbdubditutent. Y1 . An

aromati c r adprerired positidn® bf 1R RBINGMNG strutlfdl Bisréritsih 8@ cOrfosfonting pHekl Gy i sPMul@ Pare:

nonosubst igosiionsl 4 @ard) of § theda) Tk SCO-RL,iposifiod @, (orkho) foeRA A positioh & (Har) fot O € NHENH-

secondasgsi |Rs. Treisshshinérit Ryltneyibe locetdd @0 ithet mitragpiy bf thesGOANHISHdi@ping., napht hyl |
The general definitions used above and below have, if not defined differently, the following meanings:
The expression "lower" means that corresponding groups and compounds in each case contain in

particular not more than 7, preferably not more than 4, carbon atoms.
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//;danyl or fluorenyl, or heterocyclic aryl, such as pyridyl, thienyl,
pyrrolyl, furanyl, and i m dazol yl , U‘@lba@i rings of fornulae I and I A as
wel | as aromatic radicals referred t ore and hereafter are generally
unsubstituted or further substituted such as nonosubstituted or
pol ysubst i t wkiegbn is, W paRisdarDubrind] chiskde dr biohie, dnd fuitBenord Mcludas iddine Siolartalidyius, &d,
i n parti cpdrietlar, COC;-alkaaNd B, fobyxampdUinsthylt alied) tn-rsaplyle Bbrapyf, menatyt, isebubPd, sye-buty,
consi si tiledbaf! dndlfathemmoret inclides @oreaspdnting perityd\exyl sand ybptyl | radicals. Gi-GeNiM! is prower
al kynyl , feyet: oxy, |ower al koxy, |ower al kenyl oxy, phenyl -1 ower al koxy,
| ower &l kand;gwetnwenvl igvie pariduiee Gofr-gkenyl and i, fohexample, 2ieromd bk tndyyor 8xytenyl. Cs-

Pr ef er abl §s-Alkdng ipprefaydd. r ng‘s of formula | and I A do not exhibit any
addi ti onal 4emssel nu't'empaﬂ @'f%%’(F’eiﬂI‘yfﬁ'bS’Idt@ Hﬁ@'ab'i' P'[°H%§9¥I‘ oI I OWI ng st r uct ur al

el enents i nPhept ‘B"(ﬂ’ra&'gﬁrfﬂlp ' L 15589 2ippgrethy.

(para) l?r;’ar:; i S'I‘ lean 'ézg I‘IV" ' ‘bf"t ‘P?EZ‘:‘F’o‘?he’[‘VéP? fs'a“éﬂ’ﬂﬁf aB‘E)?I"I"IVbH‘ 4
0

el her 'kes ferrr Bl fpipieninl ey

ei ther ni gylrg pf %y Ei:l )3

above and i | S:
The expressj; E n prr%%ns’ *hat cho'rr spngr'ld ng gI!E{JL?Og&g%d&\é\%%d %%m
each case C‘E&Ié?' é:%i’ i hefikd @ﬁ.cmfatd.snw.ﬁﬁa B Towér aniend B! @ Haichrl c,08LkylofAN
4, car bo narﬁt.&ra‘e ple b fyRhd ORMrbSis m@saﬁrusde%baralry peniyidhe.N€,
chlorine or Lie Eieae 5410 uurph el DE,2C, -y lohts] Profdrabili BRIghLCAMIRT andl ik Yior Bxample]
par ti<cul agyidn! BrbpyRA6l Bulend, PontARTRGGienaBédhdne 2ad Bl octilerfl GPTI-AlkylsndRs gy |
n-Qut yl , ies&t)spytially peyldhetaid alsoktylond) tiéxylenddtteptylsrisher nor e i ncl udes

corr espondl owep @Wilgto, whith isyihterduptbd Ibg ptprényl aditat @d:Sis, ih partidulat, owpr allkylohephiesyieneb
Lower al kiewerl alkyfene ion Iqy@r talkglerleanaphttytene-wernakylese shabr ase &a0piliyjen@pipng@eiQsiCsor
1-, 2- or aligdepetae rfietGs-alkgieng-napdividne-Gi-Realkylene,s prpiebli rstraight-chaiyvend ds, kipmgtample, | n
parti cul amethrlwperuh@ ethylana.f 1:3-ihylepe-phepylenedyZrethylehes sydh-as 4 desthylghek4-phisgylenen
particul ah2 e‘t;, prie. aﬁmropﬂe rBpnyiepdy] . rPoRMieRg.| Such as A Jupropyienedsferhagiene-h&ipfogylene,

phenyl # oftehy &P?(E’I?I)Y'erﬁﬁel lprordirals: gie o °8'I’9§9‘?I‘9if‘9 A2wthylppe- ’IS‘&'P“M'%‘G’F gethylprey idi- and
-al k |, o t I 2- h
ReAC A Arar RN reny°rﬁzBaI'EVIeeﬁr%Pthv'F'@r%]cy allmefreés PP ¢
cycl opr op§i 1 he" 5%;* 4 o
L (o)
[qgf‘lr/? p§o28¥oprc%g )%L I:(g sob lo& s: o%én ngg%ﬁ%e mclude)gcor ;Pgwgg:r%
0! hé Is -A 0!
3 en-yl PIRER: TSt v Frlea e 'km%h ka%le' a *ﬁ&%%ééffo?&t@’
Iovver aI k¥yRIAE cl ég-AIkQ\yB;EVI bietd an or "ex a ene

pentyl ene, @»ﬁenzm ukas&esﬂﬂr paﬁkaéreﬁﬁeﬁﬂcr Euﬁ‘d& suaﬁae%halokw marsztaﬁbﬁﬁbﬁm}e.mer

al kyl ege %2o-iop 3-pheylipdpyideg.ul ar, [err] pre era |y straight-chain, and i's, for

exampl e, et iywer afkanoPibADi) lﬁrlﬁrtrclhdllt - @Mcan@fbﬁ} Vi BéHGoulsh @430 @REnoyiBGP bth B &cand

al Se”oct yst@ang, prbpdnyibxyi & pRél&oxf er red, especially pentyl ene and al so

but yl ene, heowsr alkenogioxyhie,pih \paticudar, (3ECs-alkenolyloxye in @articythre CeCankilkenbylaxg, such e prapt ed

by a phengdnoylexgli cal [err] is, in particular, |ower alkylene-phenylene-

| ower & kyl &hanyldower Gikenoylakyk isl én pariivglpi tpheriyeCeeCslatkammyload, [y Ipertiulas ughny& S2-Cealt |

al kyl ene lenoylaxy.shichas ehanwviagsitwoxy, phenyigtepiomyeay of, phenylpivelayloxy.or exanpl e,

met hyl ene-p FQS'?P@Y'HEUH ippar, G C'Z‘£'§?Wt@h\éﬁp¢1@nﬂémpl? W@'P’Wyl%'??éy B@ch

as 1, 2-etP¥d "ér?é’a'fy'%’ ipwypatbonyl. €2y y?’@??ém"&'s%’f?ﬁe vl ene- phenyl ene- 1
e ph o grantp eprlrswﬁah@ . Bigorgy

, 3- propyl e é"‘e IZ’H 'snSI" PRt GprGreralke
EutZylete hyI en e H%’H Iégiiel‘\rb E%?clﬁér ghgy Fg%?lk&&c%r ony?sppe?erred |sgcyclopentyloxycarbonyl
I k I
% :; H :I k&, félﬂ?ne J}g a&ﬁ{:]m% 5?/% ffonf" ang |sbfore xam Ie ’etheag% eethage ér Propane
1,2-et @I{an Xl GIH'epaﬂnc cﬁlb?aalkéng 6nyﬁ'f&0é%mb|§ bénlepﬁnf 4 gubar,

[err]- al ﬂ?&ﬂyl blﬁmyl I‘%nyﬁé Il@nesm% ®preferfel Oxy n- propyl oxy,

| SOPr opy | OX EycidhHebIomX Yo, in BEHRiIaY | X0y -cydidkaddsiinshy pleforfol 'cpdllfp&llt@?éyulf&ﬂfior
f ur t her mogyaioneraresiftriyl.COr r espondi ng pentyl oxy, hexyl oxy and heptyl oxy

radi cal s. [ ®aghthySb k-Cos@-nbghttgr. ef erred. Lower al kenyl oxy is, in particular,
[ err] - & kenyddaniyyis,dsrGxantple, 1-02-, Broatqndanyl. al | yl oxy or but - 2- en- or but-3-
Fluorenyl is, for example, 1-, 2-, 3-, 4- or 5-fluorenyl.
Lower alkanoyl is, in particular, C1-Cy-alkanoyl and is, for example, formyl, acetyl, propionyl, butyryl,
isobutyryl or pivavolyl. C2-Cs-Alkanoyl is preferred.



erryl oxy.. [err]-Al kenyloxy is preferred. Phenyl-lower al koxy is, in
particul ar, phenyl-[err]-al koxy, S@mgﬁg?rﬁyl oxy, 1- or 2- phenyl et hoxy,
or 35 1-, 2. or 3- phenylpropyloxy Lower al kanoyl oxy is, in particular,
[err]-al kanoyl oxy, in particular, [err]-al kanoyl oxy, such as ac- etyl oxy,
pr opi onyl oxy PaényHoweh lalkghoyys, id.mtenilara;bﬂeﬁmmybﬂmyanbﬁ and is, fgrapxdmpde banylacetyl or 2- or
[ err] - al kesphengprgpioriyh PleayltG. €slatkanoyl[isprefbrredl kenoyl oxy, such as pro-

penoyl oxy. 4®aphthoylRh&roy R-nkpbtheyl. al kanoyl oxy is, in particular,

phenyl - [ er r] dndeioaki® jdr @xample; h. Had-wof €daapyl. phenyl - C2- Cs- al - kanoyl oxy, such
as phenyd acetfipigagy! is,derenam Hh tp?otnytoxiiusrenpheny| pi val oyl oxy. Al koxycar bonyl
is, in partidoe &?’“ @Hsr -thg emiRna BBl F‘“%EHCP“P@W?'QWa'eB( g in maPmalg,and are
et hoxy-, pP licu W s@leaqti Hng rieng, Bs JLT } eg for the treatment of a

err] - Al'koSpgition d“? rae'f“ des"ﬂ]sW%l‘Py of Tr'?" 'ﬁiﬁ"

%er r% -al ke gXB ?i g ﬁeas%tl’f i?z rg‘l’c l$h|n|t|:
éaﬁ n utro and mer]s n re also useful

rLE“ W Osjf\ j:ﬁ m | ’tests usm advan

[err]- al'ke
cycl ohexyl ox eously .

[err]-cycl
[err]al kanggy Qr% réé‘dsdmsco daﬁnd%@ﬁflﬂ %EplfGE ﬁ{?@mth@ NG soluﬁb " &F HiStsratitf

é@e

m-—vsé?ﬁ?*

| SOPr 0pgAe sddbdud ilitiond, Bhd dn-vido FeANYE SHErEINTLY parbrierily AcRinkaa6busip Grally, e.g. as a suspension
Aryl al kanegUh bquabils softtion! ThelRdkdgh FNitd ma Ybtwbél dbbut dlsk@Me ekt 458100 nd/Bl. The
exanpl e, baddgge in vivb rday réige 2depprim Yon Bthd) flite Sof labiAiiétkation, between about 1 and about 1000
Phémyl - [ er mpikgpdtanesul fonyl is preferred. Cycloal kanesul fonyl is, in

parti cul ar, [Benefi¢ial @ffedtoad keahaed lif pragdacolqpicel tests gahetatly iaped mpasnarare@sad ifustiztéd or
cycl ohexanbsen.f onyl . Napht hyl is 1- or 2-naphthyl. 56 | ndanyl is, for
example, 1-, 2-, 3- or 4-i ndanyl FI uorenyl is, for exanple, 1-, 2-, 3-, 4-
or 5-f | uor Bepgptor Bingdingwith '~ D 8 guirepbilt ar, [err]-al kanoyl and is, ’

for exanple, fornyl, acet ‘ , prop |onyI but%ryl | sobutyr g or pivavol yI
C2-Cs- Al kano%’“’f@' ,(@Y"éf)raéﬁprenpred frompiingoagulgte E‘g‘aBlemPFeW%d lgockip dﬁP@(ﬁfﬁde 50 S,
in part P%uv'hva “’F@r 'a'r‘%éﬁ |°f HRSPAN; (Dupqgt. VW A et dp

2 o i @? };; g e ‘g;nﬁ?%ﬁf'; i
e 'without ¢ 0| %l

Fl | uffer um an gnesi (B P
ku;;)[]gn:)yvlsf d N Eﬁgv %&Sg)’ nepﬁ iﬁcgegaf%fhg gﬂﬁ p:@g tubes ntamm ﬁ%d?
and are parns.xoﬁ 3 LN 145 cafi‘i§d il tﬁac.re Yifind-foll b(abd tel'pSi d gne,q,e,g p,sBs

ant agoni st Qitnof-nibtals. iR HRihized wat'%r eB ke Qs §1¥|9 foP% dxithafdly'58 5!
responsi verolidved Bﬁtha%!uﬁ&&dnm ABBOR RS n rféfrrfa] cdnEdnB&lioR)The csillsusherion is mixed
rheunat oi dardrcehtfitided Sor 5inkiA Lt20BRE,6IMwEIDYne dhs‘ﬁ%ﬁ BufieR) SRY findiybshspension.

non- st epHi dalsinaig of PHILTBIG LTH, Yredbpio-is Me4sGredl inliflact B@Rdn’ paRMbipNonudkédr lelikocytes, as
respi r at or yeschibsd by Gormaly ardir L GoimaRPEnd 1Ry, AVEtdIOEnzyMda14¢:1379 878, sl eh@ttthuman
rhivitis, ieehaptiilsa brg Ssuspendeduin eidenkie | Balatgae rSalt, Schutich (HESS) jah ase@naatriom of 3he 106
conpou nds cellis/askay tubsy Smaligant oftheccell kspensior (300 Lihis addee [tgigsiicats tubex cohthieing SE@AI3HINt
of pai n of Ldasperifiqyiatiyity 82dCiAmmol, tDiuBont-NEM.t Bostan, M) ab s tfiaad zorichntiatiansaf 0B, 100 i
above- cia ebiffpr and S0 il drig gr bufige MNonspeqifighiiinding is deteryined: ip therriesence\df 30 ol £T8, The
usi ng advaftediges iiaied by Fdditog of ee"gmsneea'og _andsgorginued dhHQ i nes 2 mi- %"%HE'P%Y?V it
vitro in t'ﬁ‘éaf?do'PWrYaG'F““bWﬂ'P" 8\"%’9*' giman, GE/Ccglas fiker fitprs %E{l@e’o%fé""@b‘feﬁt"?’&?fser anthd
in vivo ejtMReynde %{Y ik 3‘1"" ﬁ'ﬁ'i’@ é‘P'éﬂaF’}?s w%'ﬁ%?ﬂ'“a%’%’@u ftays 3P Blaged in polysthylgas o
suspensi onscﬁ"'apwg'ﬁgw 89 scitiiation cpgigail (NEN) Afist. papllibrg-
about 0% %?f' gstgmm ?ﬁ cacfa ong & a;begorrnﬁd \l}fl%n -|S}eaF 88snon analysis
dependi ng oOn e route of adm ni stration, between about 1 and about 1000

ng/ kg per @%'"dﬁ%%ﬂ"“a?%?ﬁm ects are eval uat ed i n pharmacol ogi cal tests-
generally .g. as illustrated

50 Human PMNs are prepared as previously described. Neutrophil aggregation is assessed by monitoring
the intensity of light passing through a suspension of cells (Craddock et al., J. Clin. Invest. 60: 260-264,
1977) using a Payton dual channel aggregometer (model 300BD). Cuvettes containing 0.25 ml of cell
suspension (256 x 108 celis/ml) in PBS without calcium and magnesium are incubated with 5 ug/ml m| of
cytochalasin B for 2 minutes at 37°C. 5 1l of 2 uM LTB, in PBS (20 nM final concentration) are added and

s5 the aggregation response monitored for 3-5 min, the time required for optimal response, Compounds are
solubilized in 0.01M DMSO and then diluted in PBS to 0.001 M. 5 il of compound solution is added along -
with cytochalasin B and cells as described above. Following the preincubation period 5 i of 2 uM LTB, are
added and aggregation is measured. Percent inhibition of aggregation is calculated by comparing peak

»
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20 herein. Receptor Binding with [err] to Intact Human Neutrophils:
Neutrophils (PMN s) are prepared gpregiggreseuul at ed human venous bl ood.
Blood is dispersed into 50 25 m pol ypropyl ene tubes containing 15 m of
HESPAN ( Dupont, WI m ngton, DE), and m xed. Tubes are allowed to stand at

r oom t enfwights inrtes PregenckOandi abseness of nampéundrRercenfinhitition iiscrlotietl @od funstidnof dedegrent .
The supefaneanifion obqomppusdaidtie @idatatmined diregly romdhe dBapB0 nmin at 400 x g. The
remai ning pellets are d| I uted in 70 m of Phosphate Buffered Saline wthout
cal ci um Att-Induead Neptrope e 42 hout netals; G BCO Gand Island, NY) and 35

m of &his ensi on are plac each of two | ene tubes
contai nin gﬁ wigy ’ﬁ'—qp $ g;ﬂ o i" V! E’" %gy grams o 8y % are
t hen cen given 6Y

e e gmgr-zf“ Fiach h ﬁjﬁgg 4 Z,,::;%f% °" et

:
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-

e de
of PB% %.‘ﬁ 5 1 b, aI. ee%m &I;g @sr .;3

»Qﬂsl ,Qhts %&Dﬁr&@nﬂeﬁljj | mm Pe‘r Barsi@ " he/ B dﬁrpveu
bUf f er anpB%@ ahd BBshed Stand WFrbRbIn %Q&‘eeﬂtté atol' i%"‘hou S MSliowiRg admkiSrRroh of Qhpbuhd '3? xed
and cent gehfcldQsChithe? rous, Blobd SHimpid BreXtai@n (0Pl @\WREd V1 HREpNBRByIdHetRcrBishiRge and

final reabseemigN0.08m 7.5% EDTHI BIGbdOReuli@hil bounBCaP dRbrEnined UBTHE.SUFeBkhidoR H-Nt act

human 19 ohgamidaii Mskiedeat Anthgahikin Gi/the ETB, ARiuchd heuitiopath rByporse idnid camipbuhdsitestddas man,

R and LcarulaedMet hods Enzynol . 141: 372-378, 1987). Intact human

neut r ophi | #naigesic sictivihecad ded demonisizatdd esp. Batheoendall-SSiitlottesbiot arkaigesta, ¢.5IBS8pscetiodan

coitcent r Atch.dm. Rirm@codyr. JBercil| 499 498y t ube. An al i quot of the cell

s\uspensi on Aftiigemmetpryi activityl dancbet dempnsiratbd byameastiringdive ighibitfon iohthe gded® antl ifhiBitin

[ err] 20 spietbe Inflex efgrolymorphonggleadi(?Nifig)| and mepenyeleax|fykocRes {reanocylgs)and magrophiagas)

concent r #ter e/l asiminisrafion i tha g maglel iowhiah, pleiisy isfiet instycag) by driesgngoterasptinjnto the

Nonspeci Pipyal IS?‘I‘M a‘f°§"’tﬂ%f°e‘?‘ ﬁ'l‘I'I”é?Pai‘?‘Ia't I“IeP ’B'I"I?ﬁ@rfé‘& Therap @4 {{/(19§Qn partiular

react i on‘:"f"%g fha ?%""' f i %FS ensj 8{?‘ aep% font'%ﬁ%ﬁ-n%

for 20 I h

mgf ggitgv E l%benze esu g ﬁwd‘%l%latl %c ro %ﬁo%% \Mé ?fg% rﬁll V;%'il;' %FﬂiCP Found

are pla ! gféz 3 ° El mni Svira lfé' fgr" rIﬁi'c"“s"eaod de% ™ 5

Mo Forts @a doaﬁ'aefd. aheh're&s& &kéd@n’nL el a5 DbdcABed MY Nduhd b, ﬁnve;t' on,
035 bkt SR o] ST o B8 ool S LA o e b e

non- 1| i neagmgtagg’fg'@mrsasn@ géspggﬂagg RS/1. [err] -1nduced PWN Aggregati on 50

Human PMN\S TAé vt 8spaclalit SrelRe€ ¥ BdisPodindd &F Gdrinlie d . and\@HanhaaliichiyagesphBRt daf) 1S
assessedthbgofidwhitior i ng the intensity of |ight passing through a suspension

of cel | sR{ iSramihd avich &tmanb- or didubsfiltsdby & subetiient Bcted idin BEdr, alkyOibwr alksyl) towar

Payt oms daliginylcpranyHowercaliyl, phpnpiadver alkempidpem3-G@BIkynylLpheriyl, @aphthyl) indangi, f@rddyi25 Nl
of; cel | evgioglen snd pydicaikenyl, thdoalkl| dnd /cmdidalkenyl FiSE being logaubstitubeid cir tnonael palggiesi um
are’ i ncusfitutedcbyidwehalky, Qyis minpriwhidlf is dipehsttbied bislower Blkflene; 2 mi nutes at [err]. 5

ul of 2 Bavig bidropen. halpgs, gﬂﬂ@“mﬂﬂm e glisyl.clowerralienyh nipwes ratkyeyd dewer atkaxys pwehe
aggr egat ?"Eﬂ"ly'?’%!s IHB?I‘S'éWerrﬁ'PW dherogh lawes gipqpyloxys dower ralkeRayiqu ras cPhpryHowest #irml

respo ds are soI ub| I | zed in 0. 01 M DVSO, and then diluted in PBS
to 0.00 1“avrs 'yd 'k% PR ﬂqng' w 'F'brf uwbewut wamt%gquﬁav B

oms:n—-"‘

and ceII '“y
err] %"%ﬁ °’ Vit % ?I?étf%i ‘I}ﬁ *IBof%f’Zr?v’éﬁl Sin
erc enyl ra

%pgt{p s: onls pIotted as a
fU“Ct ' Onxzq |oI~ | QSb m&%ﬁﬂfeﬁ@ﬁhb fbné- ows&iiipﬂw B Claiy[3Fe- .Ea%ﬁtﬁ;]leng?dvﬁr diyRed

di rect | Ywieretinb e b of bféfulal 1 [ ABBAdAntybf bR ariibr, Subbitsd SPSRBH Gk
rats ( Cr dubstitdeBsel rroﬁﬂnaBbéhe{nﬂuo oyl Bﬁv&ﬂalkylMﬁw&r a(k&@@‘lo%ﬂpamﬁﬁlmroﬂf wbAst ed
over Nighélkoy, | iGwer LalkekyiRy,EptioRyI-oWBM blkoxfil lowe? didandyioXy, ddWer RlkénobRy bHESheRdower

t r eat mendlkegdyitd. Rats are given vehicle or conpound either intravenously: or
oral | y awireit the arbreaticaddicalafirt the atibes defigitions elay be) [iabpendsptindfona ardthele substititesy f r om
bl ood sasneloe snoEhiubstieots jseledtedafranohaldgen, difidor@rOetisy: dawed sl f lovear alkertyl, owenakysyl,

i nf usi onhydfoxy2 (@ven glkaxy Bldwer| alkenyloxg.t Rhdin-lowerr alkory riqweu alanpyoxadioweri aliesaylory endal | v,
drug Bs Rfenriewpnalkgeayiege. \Wen drug is administered intravenously, rats are

first anesthreinvendep WPPWHS(PIW kg campgunde fof eaela inand: Rbaesewicelly| accepisslejsalpu| ar
veinis thereof, in which:

R; is amino which is mono- or disubstituted by a substituent selected from Ci-Cz-alkyl, phenyl-C1-C7-alkyl,



exposed and cl eaned of the surrounding tissue. At 3, 4 or 18 hours

follow ng adm ni stration of conpou R4l e by either route, blood
sanpl es are taken (0.3 ni of bl oodefﬂs?qﬁﬁpol ypropyl ene m crocentrifuge
tube containing 0.01 m 7.5% EDTA). Bl ood neutrophil counts are determ ned
usi ng a Teghaiyil @anCé=Estcytibalkyl) €3t -0yoingiityl ibaing Lnsiestiuted AN hage B solgsastituiee by C;-Cr-

[ err] - i nduatigtioneaninoplich isdisubsiiaebay C.e0s-dkilanec onpounds tested is cal cul ated.
Anal gesi ¢ Bedé hydraggn, GaG7-blkoxsd enpheert-CaCeakosy;g. in the Randall-Selitto test for
anal gesi a, Reeischydragend EsCreraliexycarbonply SivCs-glkanoyl, FahanvivEic Gigianoyy henzoyl vhich is| ggsub-
(1957). 5 Artituterfor svhstituted by beleden trifiporemethheCicferptitils o1 Git @ chlky. Ateis s -ﬁgf'qamcar-

i nhi bi t i orPosy! whisk 'séﬁéil?ﬁt“‘é?ﬂj"'lslﬁhﬁ“ﬂﬁe@ P [1-Sryalkyh for lsWép'F'ﬁf'l 'ﬂ "@f‘ or fluorenoyi, or is Ci-

pol ynor pho?ftﬁ'ﬂa@&l‘m yh\/gh %‘n‘&’ -Haprsuionyhe Sre-Or vales cRhpyisuliony), or is

Ryinogy ‘EV Cit Gt H"°E'¥|é’ li

h ! £ 15 en

s tirst i%dule a';fg)"ae@;qe Tc PRt A e %ﬁv'eeeasgay@-ﬂkvbe"*
accor di hog &m re| t fi %of%rmal e urt%aﬁsgat(ég Jomorl |§Je§9nder%y%f 0 e%no her, .
(1980), i nﬁ{ 615'1 é# nJ:%EE firiof et ‘£ elc,-
pl euri sy S R s an -ast ic actrvity
denonst rat@ﬂrehnnpﬂe EHe' %@Jb &éﬂﬂﬁl{ﬁ?% LA Rt of) f@ﬁeﬁ%%“%%% f beJnla Qothd? St -
e.g. asideppditeach Gihed Qbstiilon@ | soled®bd frohy haTGLRR.BUSH a4 Gkc,-The

tri nltrobed% 1esul fonl c acid-induced chronic colitis test i n the rat e.g.
as_descri bed Tllié/ inVifhtidro6spedidily @blatesCRSEoPEURLS oP fofrilla 1 95D ph&ﬁaceﬂﬂal@&co@ﬁﬂe kais
used’t o e ViRdretAtie whiohTEBDIRIS deated mf dosifidnS4 (parel) & &8t dr\5e(meta) oftthd ¢okrispbiiting phenyl ring

I Rf4 ammat owith réepee ko M -sR:A sdecated inepositich2H{ortho)f theaoredpdntiitlgl pr@dy ity ISith respect &k
test, ez0.;and-GieNU)rNibBdis lipgatatbin positiob 4 ddara) di.the corresponding Phddel rimg with resgbBBd X:82;
367-371 can [bke ioveatidn especiallyirelatesdto cenmoonds dbfoiwla Ief f ect s i ndicative of utility
I n dermat ol ogi cal disorders such as psoriasis. The invention especially

rel ates to conpounds of formqula I and pharmaceuti cNHyYy acceptable salts
thereof, in which: [err] WM no which is Q- Ofl di substituted by a
substit #ent sel edte @ X ot Kyt X{-o1 =nCl- NHovRy (133 al kynyl,
phenyl - | ower al kyl, phenx=0Ower al kenyl , | -1 ower al kynyl, phenyl,

napht hyl , indanyl, fluorenyll, cycloal kyl, and cycl oal kenyl cycloalkyl and
cycl oal kenyl each being uns®astituted or nono- or polysub- stituted by

| 'ower alkyl, or is amno which is disubstituted by |ower alkylene; [err] is

hydr ogen, lep @%eut;cgdyfaj:&%ggggl Wbreof| iR WRiER: 2 Kyl , 1 ower al kenyl, |ower

al kynyl , 'ﬂwﬁrm )sneyna il Bitbiy Mo d?mﬁ:@wmdyema £9 |-p|ﬂmfwamyu-

| ovier al kade, Qush ad BN I PARN, QIClEs-CEycBEIGRHinD] SUMRT astbiizcy Wik is
[err] is husesmsy oadubaiaasyoonilalgl, 1:ipseuisl KsER LG, -AGE bucafas\&memm -S
unsubst st Yigsdies: substituted by phenyl, naphthyl, indanyl or fluorenyl, or
I S cycl oal Reax yyaifogeroer\d; -Ch-aiktig, suasashﬁdmokwt ed or nono- or pol ysub- stitut ed by
| ower al kyRs, isOhiydiogenl, O 2-alkakycadighyl, Osucip lae mysthokyoaxBdnylia bk eotydaklcarboiiyli shelyGz-C)l |
napht hoyl ,alkoxydarbawl, suwh a$ beneylemcakionyl,0t:-Gs kbl $uch bk ooty bbrfzoyl yhich is luesubstituted
[err]-al kamem;ﬁtﬁmw haldgen, trifluergrodtioyd Ge-@mratkyll dr Gk -alkayy, sptreas)d,sdimethakibehzoyly C3- or
I's am necstayelgalkyliaprbenyl whichgig lyaaubstityted br isybstitaob by &1 -Ryrtlkyl. shiehniasl 2-sepmpyi-Serhatyfl- or
phenyl ; [évwlj’hexx'%rpe indently of one another, is Oor S; [err] is |ower

al kyl ene, ’f‘d’Wé e Iene phen@qene | over al kyl ene or Iower

al kyl ene- é‘?} {s o form wherein th hen JI ngs OIS‘ fnorrr&tl‘a I
b . ti 6 one anowner,
gﬁﬁst.‘etﬁ'e 5 é’té%%"lﬂ’m AP oL ot PSS plovep It oGP
| k I ,
oo o By o P PR 0 53*@%?‘&3&%23%%@?@ btepe s,
al kanoyl Ow .e/mbswamﬁmﬁr QEH 1§ a.@ﬁ.yﬁainé &M liliBrop@Rtifo, d61- %nalﬂyi gma@n-aﬁ&‘-be

i ndepenge i dmib, éaaea@mahmgnzyﬁauﬁﬁ a.wfoe-dyckbmkﬂmn& %udﬂ”%%n- ILHi%‘ Rich is

sel ect ed fuhQmkinAddO8 SR bstitudd! by UGLE HyIN Y pipedRideiubsttuted | by ¢,cm@vrky|agdeﬁrax l2.meier
al kynyl, hygdnamey, | ower al koxy, |ower al kenyl oxy, phenyl-Iower al koxy,

| over  al k 3R G/hy@voden dr DVEX -alRdx DEyaswahond 55 phenyl -1 ower al kanoyl oxy. The

i nvent i on RIPEcCablkdtesulidngll akh hO mehaeq Bthaw- of isdpapmebuitordy!, phehyld G, rakasilions| | v
accept aisl esudadst ientyiseifapgi Ca-Cricyckaliane-syifenyt, [sudhsasanytiofexanbsulidnyi, sr phengsulfanyl, or is

di subst i t mingcanyonyl whigh istsilpstitgted by 61-Scalivll phanpirG: {Ceralkyl-onbhiepyl;,

phenyl - [er>§1]and1¥4< -0~

X is C4-Cy-a|kylene such as pentylene.



EP 0518819 Bl phenyl and [err]-cycloal kyl, [err]-cycloal kyl being .
unsubstituted or nono- or pol ysubgpbt;,qlggfbgy [err] alkyl, or is am no which
is disubstituted by [err]-alkylene; [err] is hydrogen, [err] al koxy or
phenyl -[err]-al koxy; [err] is hydrogen, [err] -al kanoyl,

phenyl - [ er r Theaihveativo \elspeckiynmiates taviaoradounds ofi iemiga 15 andspliatmﬂosdicaﬂv agnepleltie salts ed
by hal ogdhereot. in hichor onet hyl , [err]-al kyl, or [err]-al koxy, or is

[ er r] - cydh oaldeGi-Saalkyianingy suchescdi-elhylaming oh Si-Faprapdamioe. %cﬁ&ﬁ'@kﬂb@@ﬂcib?'alky"

[ err] - al @pino, gychjas ﬁ\aﬁbﬁtbﬁ@;y'ram"wn&a%rcveralmamm-eﬂﬁy|as Feyglagexylaminp which is
[err]-&l I&‘ﬁﬁ’é%‘iﬂ]‘qdo?iﬁ'bs"']ﬂﬁé Y1 GrpGarafiepl. Apipericing pubstiyips by Ci-Ce-alkyl, such as 2-methyk1-
[err]-cy®P8dMPanesul f or ph sul fonyl, or is aninocarbonyl which is
substltutﬁédfwma@r‘}' gfém"y'sﬂﬂ‘eﬂﬁﬂe‘[”@'rr] al kyl or phenyl: [err] and [err]

each are urther nore are, independently of one another, -O or

=-S5 [8rd Wl S _a[r LJ%X'a? Qe lerrl-al kylene- 10

phenyl ené: [ *r %Qa

unsubst i ts 'Ve ﬂees %-%Ia te“;;;%ﬁ'ﬁ’gﬁ{ta ]‘/)f%'“%ﬁle&g% t{{%{:‘e@uckr rs%%!e %?‘gd by
one or Ja](m,[oss@eg@&gsg% opyigtiohal ogen, trifluoronethyl,

[err]-al Iﬁél,s gﬁﬂger{d?@[- -AkdkPsMch Haky? phenyl in the above definitions is
unsubsisi tR4tie 6, -0f2ralkbxycarBMyITBUCK as MSMEREMSLAN tok YctPbxyBdttonA Yhehy:-C, -Cikikoxycarbonyl,
subst i t utsgéh d3ybeRFyRxarbBIN, €, THakinoy SOk 8s adelyr ®br2oy! iwhioRishmbudetRuted or substituted
tri.fl uor eoylbyen, tifludroeth@ll &i/Cs-alivh) @r CLCH-dlkony, lsachlas 3 Hdimdtioxyhehdo@CLGRSClbaktyl-y
relaf es tcarberyhpioehniel snsnbstifuted ron bubsttutedbly PhGr-akyt suchias 2tidopropyd-6-epthalitydolealidas

t ker eof , bomylwhi ch [err] is located in position 4 (para) or 3 or 5 (neta) of
t he cower @spoh¥ aig-phenyl ring with respect to [err] is located in position
2 (ort hoyXeds CtGrealkylone: esppeialiperdyleshenyl ring with respect to -Xi - - and
-C( = NH) - NHe '[“’éFtP]‘ fyriger| espagiallin F‘P%?JW’!WETH‘S & oy a5 quﬁ@a@ﬁtfcﬁ'hfsﬂﬁﬁﬁﬂﬁp'ﬁg
pheny! r iSal§ tgreoh iy ect to err The jnventjon especially relates to
compound ‘(ﬁd"Fthﬁ f(\ﬁﬁh hefhy "%W(P"ﬁ?ﬂ.{?ﬂ’-‘fﬁ@@&tl cally acceptable salts

t her ed®, r:F T°E?[‘°’ eFfT' Y SyFh g8 et xyal kyl ami no, such as di-ethyl amno or

di-i soprgé fr)e ,o[err] al kyl - phenyl -[err]-al kyl - am no, such as
nmet hyl -b érg, Bne e[lael h | oal kyl am no, such as di-cycl ohexyl anm no
which is"U I

= Sl S U ko b it e
hydr ogen Or tHeCihfehtich! ffeY relatsiCH ﬁ\&h&ﬁtfaoiﬁ)! pré%ﬁraho"‘n AV @EHRFbunds according to the
[ err] - al kpytiom TRE Péparatisn & RomBoundloN s YL OE Ydr eimpRCéndtasnzedningy | |

phenyl - [ er g)a cdmiguny eRthdRmMlianasuch as benzyl oxycarbonyl, [err]-al kanoyl,
such as acetyl, benzoyl which is unsubstituted or substi t ut ed by hal ogen,

triflwarorrethyl, [err]- alk%ﬁ or [err]-al koxy, has
3, 4- di net hoxybenzoyl , [err]-cycl oal kyl car bo V\/m chis

unsebstituted or substit KDY [err] aI kyl \ 2 Bsopropyl 5- et hyl -
cycl ohexyl car bonyl ; [err{ fi’ - Nrr] is [err]-al kyl ene, such
yl i ﬁgs bf /
y of one anotRer, 45 substituted by one or

as pentyl ene; wherein t la I A rray(IB@ unsubsti t ut ed
nore substi tuent s sel ected from hal ogen, trifluoronethyl, [err] al kyl , and

or, fufthernore, indengnen

[err] al ko nventr n espeC|a .rel ates co Hnds q {: hnui

and phar naffe atr% %%;gf % P Gy R GPEar corfrgh PR pap 8R4 %!
Rfa

di - [er ] a ' b [ r
al kyl aJr‘h N0, nd I)f[';lwrr% ﬁ[ﬂuﬂﬂ i th 'ssq%gg%kﬁlrga%&"gsotkﬁ as
di - cycl ohexy m no Whl ch |s unsubstl tuted or substl tuted by [err]-al kyl,

1-pi peridino substituted by [err]-alkyl, such as 2-nethyl-1- piperidino; R2
i's hydrogen or [err]-al koxy, ©@R,as rrethoxy [err] is

[ err] -gl kanesul fonyl, such t hane- et hane-_or zzsopropanesul fonyl,
phenyl -[err]-al kanesulfonyl such as b qu ﬂyl
[err]-cycl oal kane- sul fonyl @ or phenyl sul fonyl ,

or is

85
or a salt thereof in which Z is a radical which can be converted into the variable -C(=NH)-NH-R3z, Z> is
converted into the variable -C(=NH)-NH-Rz, or



am nocar bonyl which is substituted by [err]-al kyl, phenyl- [err]-al kyl or
phenyl; [err] and [err] are -0-; [eprsiesideir] - aI kyl ene, such as
pentyl ene. 7 EP 0 518 819 Bl The invention especially relates to
conpounds of formula | A and pharnmaceutically acceptable salts thereof, in
whi ch: [ err]e) & scompound[obihe formuleWaas di - et hyl am no or di-i sopropyl am no,
[err] -al kyl - phenyl -[err]-al kyl - am no, such as nmet hyl - benzyl - am no,
i-[err]-cycl oal kyl am no, such as di- hexyl am no which is 5
unsubstltut ed or substituted by [err] 91 1-pi peridino substituted by
[err]-alkyl, such as 2-nethyl - pi p [err] is hydrogen or
[err]-al koxy such as net hoxy; [err_] Fggzﬁl [err] and [err] are -0-;
10 [err] is [err]-alkylene, such g Bhe invention further
especially relates to conmpounds oRaf ormul a IA and pharmaceutically
acceptabl e salts thereof, in which: [err] is di- [err]-alkylamno, such as
di - i SOprOpy|o@£r§dﬁQherJo?i§WJaclbéwWéj&%ﬁﬁdgﬁhéﬁfn’ida @ koxy, such as methoxy; 15
[err] is [err]-al koxycarbonyl, such as nethoxycarbonyl or octyl oxycarbonyl,
phenyl -[err]-al koxycarbonyl, such as benzyl oxycarbonyl, [err]-alkanoyl,
such as acetyl, benzoyl which is unsubsty futed or substi t ut ed by halogen
trifluoskonethyl, [err]-alkyl, or [err]-a kox such as
3, 4-di met hoxybenzoyl, [err]-cycl oalk Q:a'rlﬂ%;h)ﬂg whi ch is unsubstituted or
substituted by [err]-al kyl, sugl opr opy! - 5(mes)hyl - cycl ohexyl car -
bonyl; 20 [err] and [err] are -6-; /] is [err]-al kyl ene, especially
pentyl ene. The invention further especially relates to conpounds of formula
| A and Pharmaceutically acceptable salts thereof, in_which: [err] is _di-
[err]-al kyl & ﬁ‘ﬂ‘ “'%%REH‘ "HE"“C?F—'%*!W 'l‘Pa?ﬁ“P?d°'6\“'ad¥1 Necs 3 By s 2 A2 i9 %?r]sai s
hydr ogen or 9 WB@/Z“‘ X278 Wi 'a'éfr‘ﬁs nd y‘ﬁ'r‘%’ﬁ’éhw PFaPie g che
[err] are - de” ¥q’ Vi re ?,sfeél'ﬁd nventron reI at es
in partjcul 5? t"o opl ner ) gla or i};g?ﬁ'fgb' Al tlo J
[rgnprg{ ?1032 %arfﬁef Ocﬁ‘?] ma C) ?“ (frd I'O ess Is CO"?Zg d in as Flg eq %T es
dﬁbr

r£ i rrgr G Q%ﬁﬁreﬁﬁ gizon.
The prepar atnk .j} t e coss i d ired compound is

characteri zggdeR t , a a corrpoun ormﬁ a IIa

NN-Or agsal t ghilaer @lﬂrftmd Pat¥bsCbhich @oktdin | htsleét BrﬁaddaﬁlélcerWG' fSrhaﬁvﬁﬁe hfems RRHEL e dre
into the vagplopidteacldaddtiion saits; FSaksSsl siaﬁih?’ miaddffalsHich 2Bhtain b hdid grod are frasent asd)
for the nedaw amibdses. Of corrpounds of the formula | in which Rs is hydrogen,
i n a conpouns radicalt 23 ewhich lcanibedcontektad nforihd validbleOICOR, S lidr ekdiiplo&fand, Barddkly ©ha &kt | S
a radical onattwdtedcarbole converted into the variable -C(= NH)-NH[err] is
converted i nAgadidaleZa\wehichaeh ke eddfertoflijo- thibvaripigde FO(=NH)-NH-Rs is, for example, (lower) alkoxy-

. iminocarbonyl or halogeno-iminacarbonyl [Halogeno-C(=NH)-1.

\’/ Reactive esterified hydroxy (e.g. Zs or Zs) is, inparticular, hydroxy esterified with a strong inorganic
acid or organic sulfonic acid, and is, for example, halogen, such as chlorine, bromine or iodine, sulfonyloxy,
such as hydroxysulfonyloxy, halosulfonyloxy, such as, fluorosulfonyloxy, (C1-C7-)alkanesuifonyloxy which, if

40 desired, is substituted, for example, by halogen, such as, methane- or trifluoromethanesulfonyloxy, (Cs-C;-
Jeycloalkanesulfonyloxy, such as, cyclohexanesuifonyloxy, or benzenesulfonyloxy which, if desired, is
substituted, for example by (C1-C7-)alkyl or halogen, such as, p-bromobenzene- or p-foluenesulfonyloxy.

The reactions described in the variants above and below are carried out in a manner known per se, for”
example in the absence or in the customary manner in the presence of a suitable solvent or diluent or a

45 mixture thereof, the reaction being carried out, according to need, with cooling, at room temperature or with
warming, for example in a temperature range from about -80°C up to the boiling point of the reaction
medium, preferably from about -10°C to about +180°C, and, if necessary, in a closed vesssl, under
pressure, in an inert gas atmosphere and/or under anhydrous conditions.

s0 Process a):

A compound of the formula lla in which Z; is activated carboxy (Zy) is, for example, an anhydride
thereof, including a mixed anhydride, such as an acid halide, for example chloride,
or an anhydride with a formic ester, an activated carboxylic ester such as cyanomethyl, (4-)nitrophenyl,
s5 polyhalogenophenyl, for example pentachlorophenyl, esters.
The reaction is, for example, carried out with an agent suitable to introduce Rs, for example, an amine
of the formula H-Ry. The reaction with compounds of the formula lla in which Z; carboxy or a salt thereof,
for example, takes place under water-sliminating conditions, for example, with azeotropic removal of the

9



81 EP O 518 819 Bl c) a conpound of the fornula IVa [err] 10 or a salt
thereof is reacted with a conpourgp @1 Bornula |Vb NH 15
[err] 20 or a salt thereof in which [err] is a group of the fornula [err]
and [err] is [err] or [err] is [err] and [err] is a group of the formula
[err] wheetei pf eactionfortbyetreatrehnt avitls a] stabje eanderisieg rapent, sfoh sp@moley NAW-dipysiobexpit 0
and the ewbadiimide Thy tagiop withran ectivates erboredeativativeemays edyaritdgeeusly g eniad out éible i f
desi r ed, Peseremef@baep-of the fornula | or a salt thereof obtainable according
to t he pr ocWiableghaspsharg.sfor example: #iefi metah Avdroxjdss. dydrides. aides. rlkgnolainsi saghonates,
oﬁd"@?‘e"&'”‘?‘é’}"t"eﬁ h@f’%\‘ %M@Fn '“t"Ba"tVHE"dP?r\/% nloM¥n a"‘%{ f'WE@"'&% olIERY of

t he fo WRG mehygroyides and pisp catpeyqyE gminess 5 ¢ |
a salt of ?' #1 t‘fﬁ' 'TE (a-g,g:}lr §°d5’5'n 8? de "H‘r'ﬂ“ ?}§°' 2"

n d tonl %t f e I of lfﬂ%
corrpou |sopr %m aminopropy! rm trr et IIHI E?ﬂ imeti ylan? ﬁ)ona .
obt ai rrebt’.s. 5;%? W o eh%r grh 2 mi I iGN
i sol ated ,’% ;5s_d| SaSbp@ne
basi c cent rF‘i’efer tW tﬁ‘o§é‘ r%ﬁ‘ifda)ard Jm?ploy@é fn ﬂﬁHﬂrz‘?Hé h&@ﬁe Xyt b tion
sal ts, W@ér*e@poﬁ@ﬁd foalton 5 é’arn‘feh Qﬂt dnl dMife S the” R A, NPr8BredChothpSiin@4! Br #8S ©
present @smfi@ild fo ¥drioshoRtidiy@iid hdlid ca ac[dQ:ﬁlBt}deWBﬂ KithidHeMativeth¥esit €d 1 nto

the vagiable [err] is, for exanple, cyano, carboxy or a salt or activated

car boxy. Pbess by: A radi cal z2 which can be converted into the variable
-C(=NH)-NH-Terr] is, for exanple, (lower) alkoxy- ininocarbonyl or

hategeno- i mlkomermmbcwbphvl lisHial o@@ple -CCC+-alkddifjmihacarBeglciuchyas reatiiosy-iof etbakydmyishcarxy

(‘eg. [ eboyl, whorgas halggeng- minotaviprayliis, oo bxample iehioro-dmigocerbengt i fi ed with a strong

i nor gani ¢ dteferakly, theseyeemrounsgof theifermula jlitd arenemiployed inf whichedeaisnGh €4 -alkexy-ingjeasar- such

as chl or Penyl sush gprimethoxyr of B‘me'@“'“@G'P?'UhWQ)KG’?ﬂ'% rfcmefersblhyﬁrws BY fesetipg with

hal osul fé'ﬁ?P'!B(?"d ‘S‘lﬁ‘& 13N #eid resyiltingr ip dhe| o 1"195@9 ac'(' tPPfﬂ? ‘R’é’f’ﬁa@’ﬂ‘!%ﬁ??@%ﬁfs

whi ch, f‘seﬂofm' é"é‘? H‘°’9F’§° aeids tsF‘i“u‘ise'B'“e o3cidgn g

1¢ 26,

hane- aawg s é’P ( 1Ol aﬁ'?eéﬂ'és%&rdrdﬂ' ooy,
gﬁzhag’e Tahéhr t %& uer(;s§t;ccrﬁ % frgalrjrg h Ic ﬁg&ﬁgd
i s substrh ik y ic or terepi-

L géam (4 rz%ra e sen.Iﬁ e

p- bromobey es(]éh %P%?a

Var i ant S %&hggé fBrln lJr;hrc IQreqm for é
*alplgp haﬂo bl Qne%né rb n&uﬁnﬁ%fdy P%ﬂ&?ﬁcnds”ar hf‘dr&u’é RS o

sur t abl € hifdcHIBRE ack] ordaniUildnicOdcicd edpocily*rhbthaRedulficasdia; orldiBrbhAC hdidaMe é‘d.ana
carried mdra.caagcordr ng to need, with cooling, at roomtenperature or wth

warm ng, for exanple in a tenperature range fromabout [err] up to the

boi i ng pocess cpf the reaction medium preferably fromabout [err] to about
[err] gsand, I f necessary, in a closed vessel, under pressure, in an inert
gas :at nos prmafo!alﬂmdioeﬁ campawnds afrthey hmaulss Neznandi V6 @8 smplbybd My slidsZ ia ) grabp obrmpound
of ™t he f tormuld -X-Zs | wheini Z lis ljalpger], espscialiy biomine.cald Zaistpdrgxy[ err] is, for

exanpl e, arThemeegiibniiel cariddeque gfeforablydh dwi prepeacerdt ackise ayahr mentioned wbdveasuces aci d
hal i de, fesumesadaptee chl oride, or an anhydride wrth a formc ester, an
activdled JHP HeiRg Materiaboan be pigparedfaliowing metheds Ys$9) ni t r ophe

pol yhal ogebYR¥ R preraretpe sigrtingnateriglof i3 frpus gy é??? plecaqompaund ?‘r%e “’\’é‘&“?t ion is,
for exanple, carried out with an agent suitable to introduce [err], for
exanpl e, an anine of the fornula [e,]. The reaction with conmpounds of the
formula I1a in which [err] carboxy r a salt thereof, for exanple, takes

pl ace under water-elimnating cong s, for exanple, with azeotropic
removal of the z, (IIb)

50 R,

in which Z3 preferably is a group of the formula -X;-Xz-Zs, wherein Zs preferably is reactive esterified
hydroxy, is reacted with a compound of the formula

&5
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EP 0 518 819 Bl water of reaction, or by treatnent with a suitable

condensi ng agent, for exanple, N, Neplpgyg8@wkyl - carbodiimde. The reaction
with an activated carboxy derivative nay advantageously be carried out in
the presence of a base. Suitable bases are, for exanple, alkali netal

hydr oxi des, hydri des, am des, al kanol ates, carbonates, 5

tri phenyl met hyl i des, di (Il ower al kyl)ani é‘s am noal kyl am des or | ower al kyl
silylam des, or naph- thal eneam nes, |o¥#er al kyl am nes, basic heterocycles,
anmoni um hydr oxi des, and al so car P TR (BBypl es whi ch nmay be
mention®d are sodi um hydr oxi @g hydri de, sodium am de, sodium (m -
et hoxi de, potassium tert-butoxil potassium carbonate, [|ithium

tri phenyl methylide, [Iithium di i sopropyl am' de pot assi um

3- (ami nopy4 Wéabz%% »%mxpsrt ro% Asxrlb)a@ @io%ess rr%&.bxé &Pabrag gaph-
10 th@}:egﬁd Z:%epresdhts Habt L HYroxy! 'or me
N- et hyl piapgy nﬂ%f #H8Yibrivid |ar\ tJrr{eH mgrt byr@ﬂ\'reﬂ FQ)&b und of the

1, 5-di azalgpsng! o[ 4. 3. 0] non- -ene

1, 8-di azabi cycl o[ 5. 4. 0] undec- 7- ene (DBU). Pr ef erably, those conpounds of
the formula I'la are enployed in which [err] is activated carboxy. The
correspendi ng reaction is carried out using an ine of the formula [err].
Preferred conpounds of the formula Ilg/are §efresponding acid halides such
as acid chlorides or brom de i N eof .(kp Process b):

Alk%xy i m nocarbonyl is, for koxy-i m nocar bonyl such as
rethoxy- or ethoxy-im nocar- bonyl, al ogeno-i m nocarbonyl is, for

exanpl €?chl or o-i m nocar bonyl . 20 Prererably, those conpounds of the
forrruIaIIIa are emr)lo edrn whrch errl is [err alko |mnocar- bonyl
such as mét gk °‘h°r‘f?§ab|"’e 3 ’i"@‘r\“ lowing thesneghod as

carried oﬂ?sc r"b%[e‘feﬁ "Eq‘f”'lfﬁr‘?{)'ﬁf"&"a& r%’) Ef?l (i) atgrknopy o % '?Raf?d apgordingdo

correspgn tlon It of

efera Iy ,w yoi a%F ro;
exanpl €, ip m%ﬁ%g%ne %?B{%;m% cgﬂ;ﬁpﬁ% g‘ﬁ’r’lyﬂ CI d
a phOSphOFo'rrﬁuIQI yga xyrré . e 20k i Wi s 25
[err]-a K %p fr{;w,gcrds K zf '1 e, are uns

ubstituted by hal ogen, for exarrpl e aceti c acr d, such as saturated or

at ursgt ed di carboxylic acids, for exanple oxal ic, malonic, succinic,
mal ei ¢, fumaric, phthalic or tereph- t&alic acid, such as hydroxycarboxylic
acids, for exanple ascorbic, glycoli actic, malic, tartaric or citric.
acid, such as am no acids, for exangf el agpartic or glutam c acid, benzoic
acid or with organic sulfonic acid ) &¥r ] - al kane- or aryl sul fonic
acids which are unsubstituted or syubstdiuited, for exanple, by 30 hal ogen,
for;exanpl e nmethane- or toluenesRhfonic acid. Preferred acids are
hﬁfrohal ic acids, especially hydrochloric acid, organic sulfonic acids,
especi al ly nethanesulfonrc acid, or dicarboxylic acids, especially naleic
acid. Pr 08'@??"'@! jn theypresspesrkahpiey  t hose compounds of the formul ae 1Va and

| Vb ar ¢ e tf’ R Pé"g’ F ng)matesial of “(%: ﬂ‘”@f"'ae e of & £orpound T:%’lr‘;r rmula, #ildiej n
[err] is Hm°é h TRy '8 W"H%Wi g methad) as; desprbed g pro )rrasuitpg dh i s
carried oﬁ? fn the presence of a base e.g. as nentioned above,
such as cesi um car bonate The starting material can be prepared

foIIOV\A‘?g nmet hods known per se. I n godg{) to prepare the starting materi al
of the formula Ila, for exanple, a und of the fornmula [err] 50 in

which [err] preferably is a groug he formula [err] wherein [err]

preferably is reactive esterified s reala)ed wi th a conpound of

the fornmula 55 10 i
50 R2

f

which, in the next step, is reacted with a compound of the formula {lic) following the method as described in
process c).

§5 The invention further includes any variant of the present processes, in which an intermediate product
obtainable at any stage thereof is used as starting material and the remaining steps are carried out, or the
process is discontinusd at any stage thereof, or in which the starting materials are formed under the
reaction conditions, or in which the reaction components are used in the form of their salts or optically pure
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EP 0 518 819 Bl [err] in which [err] is hydroxy or nercapto, follow ng the
met hod as described in process cgpolgiggiepef variables [err] 10 and [err]
represents reactive esterified hydroxy, the other preferably represents
hydroxy or mercapto. A conpound of the fornula |IVb can be obtained, for
exanpl e,antippdesonverting Z2 of a conpound of the formula [err] 20 in which Z2
i s a radi cAlcompouath aeerdingcto dhenipeantiaagwiiight is) obthipableaby thip|PEocess(can e conyeriqdeinto]

f ol | owi rRgothey sompaupthepcerdingjtodherinvgation jna manaer kaawnips I’s°Cor711')]ounds of fornul ae

(11 b) and rpmq:ef thervarigbles apniae '?,O&?rﬂt?éﬂf A 'i'°el€1>f 9@&‘6&8& W%‘B’EWH‘Q%%%

¢§

se. 28 e fomuia Lor gpls orect oan b Nea
pr ef er atﬁa a‘?”%"' e ae@iast R %Ea@r E:{r\ec% o oy xa rB? Q‘M’ % and
[err] i S| " nesulfona tol en sufgng - t he
for mJLoa |u t| 596 | |n ahsﬁbr

presence lammonium ﬂr&mﬁé @P berlz 9tn fﬁ cﬁ rﬁ& Jvﬂéﬁa WBvbe, rongsg
forml a AaL.£ eond[a.%rna agéhts, Such W TRRAINHeta Tarides; @fr aybraau(ok.aeta ) fob &aﬁ.ae%ea.ane dmidgit o

radi cal g hfdrté o,tgbga,;,@ﬂo,{,dgl AV be HacdsEpy rret od as described in process a)

resul ting ifik, GORyuges myf c&rb@orfdﬁi’g%ﬂn&w@oup can be N-acylated accordingly. The acylation is

[ err] s5Camidd 6it,in & Mahrde kid@H persde@iing b Suitabla ayRiiing\ddetit. An &@MPI6 dNdlsuithold dtpiafingr Mul a

(1'lc) fcigbraws agorbgvandTeitthofdrata ARZ Caila)) eilerd Ac [dibi@sd 2B acyl radicdl correspdiitingitow@nt i on

f urt her varableLRd candaa enosasiiraperticalér redetivepaciveied hydouxyl CArpeopdate hydrow carntbecaativated,

i fiter e dra sxample ¢yl Gsirongh kieidsn slgh easabydmhalic sur agpebotitiie ragidf for sxarepdal b shygroehlarie.ng

hater i al hydmbromicacid.cameptitinally sutstitted, dorexarapler liychalogan; alkapecatbpyligyacistes by ai ecid of

di sco#tt i theuéamyia Agyi. st By evitable rastiyhting oar doyplingh respenishef the mp?m@“%'!%ﬁ'ﬂaﬁﬁfsmar e

formed nedieyiartipsity. Ay | can furheranore; rgpresenion pggvalie; ester.t wherer &adenien it GaieNrent s

are usedYRIOMeWEYt Bpniyaphenoryedr polyhgiogency such .pera?qh&x: op cphenoxy. Activatingand °?5’P‘H‘? Bl

ant i pode’gageﬁs E’E‘J @ﬂﬁaeae'em*arw pagcyigncarb Ploy F%ﬁl?f:‘a?"ﬂ’é 9] BNsy t he
n

rocess & ?1 ﬁ%f’?’?@?m@’ o " on
' a fFan st e '“; o a8 g ,k‘sg’ Nhypaing 'f,w}ﬁc;; K Ot e
am no ( f (}id] pe ogen rr“ -a| 7 =AIKOXY F“&l’ )éﬁ ZO! rboe 3 @ngg;; - or
sal ts 1 hﬁ é e rkg ‘ i f?g Talo 1 Samols fsopyl Hoftor
mono vi-1.25 m‘&u oo 3t fso lium perch-
su e I ' rHs! P dx§m&@-r2re'th°o -Qéthoxydafdbnyr X 2 diRydroquinisiing! Jord
N-4l ky g5 Tm 'L o !

reacti V%uﬁa%k@ihoéaﬁorﬁ%y&a%mésar[aﬂﬂés] torfdxkiple Hiath phbrPllcy SEARIB bedisheh)l |&Hépd&y|0r
i odi de, aige,(faHh¥imole thishehyiphadpkivié isifae dA1-€,-Cf- Qkyl-znaaaah@pyad.maﬁ naiaes; wk brihplee OF
p-t ol uenﬁﬁ&hyﬁmmarepynaxﬁmm iodide.[22 pFelerablyldghotesihalbgtin @uchf a8 chigrind Gbremink, Bfd Ayo-.
sul fate, pi@iecompduridsididier folnaii(If oCOY) @britdirDtrBaturatdd Padiaals, isticht a8 Qovadr)alRengCatoups,
sodi uss hyate @an e cdVerted| intd isatarail reativhia s b manity knawai mbe s Othug, if@rexarapiel multiple

dv ANt ageodssire hydregerated by estgyticdydrbgenation indis presencsf of hydragerstigrsafalysts Glitable for

r abutthis aumesai heing.Horosauipie.onickbiesuely las Ranew triekél.candmnble; metals| ay thel glerivatives. dor

however exarnpley ydes, Suchi as ealadiem of Rigtinggeende, whichc may de ApRligHi if devigd, tQrdupked
hydri degnalgrialg, Riogiagels to pasoncor galpiia 3t enateny’ henhydeegenatingi nean iy eargsd Ybdli um
et hox‘!"de!"esﬁ*t‘.i?'s botweqe d 8¢ ahayt 100rat M?f]mqmstewyﬂ?t r%%ﬂt‘”e‘t"r@m&d e’gﬁB‘PﬂH? Caﬁi di no
group ceﬂ‘?"“ "Nl‘-e 8?’! oY 9'3'29656?' P%; 08 pdvantagequsly, ‘iaﬁ'go J’an a
manner kj‘f % 5‘? h i % % ?P;Pa'& fitn-oulRelap £HsT
sui t abl € é‘ﬁz mvte}lt?i”g % cQes t? a;é é\(?el g))rﬁ r{as %ér%eg}ésq%"%lcew mgf%c%ul a;rfd thvg}er €

Ac de ot rresp on in

par ti Cul ar Dép%ﬁtﬁﬁg' oY'Gihea&mBubé/ @fts?a%nﬁ'm{eﬁéié’ind m%ﬂBEé)% inBh BorkPOEHAS Y b& ﬁﬂh@l‘érm of

acti vat Qﬂe of the possible isomers or mixtures thereof, for example, as substantially pure geometric (cis or trans)
isomers, optical isomers {antipodes), racemates, or mixtures thereof. The aforesaid possible isomers or
mixtures thereof are within the purview of this invention.
s0 Any resulting mixtures of isomers can be separated on the basis of the physico-chemical differences of
the constituents, into the pure geometric or optical isomers, diastereoisomers, racemates, for example by
chromatography and/or fractional crystallization.
Any resulting racemates of final products or intermediates can be resolved into the optical antipodes by
known methods, e.g. by separation of the diastereoisomeric salts thereof, obtained with an optically active
s6 acid or base, and liberating the optically active acidic or basic compound. The amidine (wherein Rs
represents hydrogen) can thus be resolved into their optical antipodes e g by fractional crystallization of a
salt formed with an optically active acid.
Finally, the compounds of the invention are either obtained in the free form, or as a salt thereof.
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for exanple, by strong acids such as hydrohalic or carboxylic acid, for
exanpl e by hydrochloric, hydrobronggo23ag@iggp optionally substitut ed for
exanpl e by hal ogen, alkanecarboxyllc acid or by an acid of 20 the for mul a
Ac-OH, or by suitable activating or coupling reagents of the type detailed
her ei naf t er , Iniviewpditheiclosé eetationshis bétween|tier frde compouhdsr ank dhenmomeoundsgoin diwcfiorim efriheir
act i vat ed ssltst wheneveh e compbiind]srreferessl, to imthip zentdxt @l carrespenging salbis latsx jntended, provided
(4-) ni t r opuerioRyssible oprrpipREdtoderdbe, cirgurestaness. pent achl or o-, - phenoxy.
Activating afte tnBpints dnciuding deir saliznsantplsehe abtaingdyis *bg/éma?f their F"Yﬁ“ﬁ@i o iBelpdgr |
car bodi P mihessovepls used Saieis cnstallization. | er r;l alkyl- or NN - di

[err]-cycl oal ha"&&?%‘ ?%pa%f-o"%md'a%tod those | HHP'P fﬁl" 8@"’8’ s""h as oral
N, N - di cycﬂ'dﬂ’é % thiPge ';teré' ad"?'!% ‘ng W g’ﬁ@ Ha:an
activatin or d "‘J\cf- aﬁ}ﬂela&w%c'ﬂﬁ

for ex arrpl gs B rs rg]a |oig wec mpou Aventon, alone.
N- hydr oy -2 '"a"° %L °°’. ; 98&2. for’ff“ %rngns ¢ 5 8 G2 RPURHE. Iorably
furt he”mrf% a%ut an «'%G ephhrmma} il

nmate, suit Grviior? o % erQlQ:ErBQ ﬂEtra%@JFP DbsaRhiPRMYE b 48 &k PlaBlets,
sui tabl e ]tataété))éé%ﬁ d 8BS RoridR04E VbR -as bRPouRs. AiBdeSre prepared in a manner known per se, for -
2- et hyl y55-¢ |usnékl'] ZoReiignal inikiRg3 grafuldtihg) idktiRg Ollissolving or freeze-drying processes. Thus,
2-t er t - butgrbrmacdiidah ploduciOomwa sl useTtdacteC Botai®d ByOtdnibiiing Sthd tactivé Qo:aﬁdﬁhcamm@ond
canpounds, exéigiéntsy wmsie| appidpriske gealyitating: b ixtyre awhinh iy lobthingtt, dindn prbeasing el mixlre @
sut¥abl e [ynowied) frdgsired yrrsesssalye Sited dditivh dicshitablecanxiiaras i tabletd ioetdns op bramp Reblets|
cy@nam de or Thei ghlreragdiquically @atiye gompopndsef thé invérttior are usefut in ithelmeanyfhgiie sfipharmeceuti-
di sul f i 2e gt compogitions poradrigipg -ap -sffectivegammyntpiherea iim cenipnéiigh jod @dmixtfire rwith yexgigients or
1- met hy| - Zagiats owuiahier fodl pitfeu avteraloir chaventerst papligetient. Eyedasiod afetrblple sang) zﬂeb‘gems%h
as chl or i rRemgpising thaactive ingsecipniNggether withta) difyiants, $rap [9eipRes depsrosp. puCTpSsy 'ﬁﬁﬂ"@ spipiteh
(1 A) cont dhelplass adas @lypigy b} Iloricans. §9 dlige Haleu, E‘P'{‘S\ﬁé?' d!sli'@ﬁ s'” r°6 at“l"f?!se
can be corR?é’P‘f“é eglygob, f%’eff"?ﬁ%f’ rE:Ic bipders,p-g- ?‘?F"%F“H"hﬁﬂ'é fuR Ste

f gacAffL. P %B% &P "rVéPV'Pi 8? 5 %?F'PB d)
e retu R ;;%g ‘%ﬂc i 3‘?’%:3 i )
for exarrpl aOS| ios r anta (?? :ésd?ifg % emulsnons o suspen

gﬁ;‘ vati V soruthn us en | an% s o ich
be sﬁyln a on rgméyrp F%gl& for Qofor
cal ci um Car!o tid& eﬂ(e %Ba% s}’ué?r@rﬁuiefv‘ naOéUnc&\Irate su

pressures &ﬁ&dﬁ?%ﬁc# Briiu in gi!nQQara% e, ol%nyf igyRélid :ﬁ%ﬁpweegwaatam&mtaaﬁﬂut
[err] to alwidb, I&QQer lutioRs AGirkeblébrghic REIOMBER sENRRI Tnii@isH 6F, & torepaidiich P Biteric
[err]. Theoktngs soi@idnd & sAEME BSIBIGRPisHudts Suith b SsdtyDésllulds pRthaldld SrgdroxyBidByimétsyl-
wat er, & |oaintdse philianed|Colofzats ot pBMmphte cai baadabd to 1B RbBIS N @batitgs i -chatddataiféts, férn
et her, f orexawgmerpd &entifyoaralndndicate varidu®deses al dctivecadapLmn.yth iadditivo) ey inay alexcomaine
aceti c aciather Teeapputivaint valoablen lsahstanaeb.a$aids coropasitions nave reparbd ratcortingniat enveatichaland
pr ocesses nhigng. ganylatingrameshtingtmathods mespackielyr anticcogtain abdbd e tediSY. meferable awhiol e

of starti rig %ref e petivesingredientet hods, t he new conpounds may be in the form of

one of ®he pdulshiy fasmelalignsfors tr@ﬂ“’?ﬁ"ﬁ*tﬂ??‘@@”ﬂ Hpsjude an effegtive | & a gpgpound of the '
subst ant i d‘l“'leyi%d’l'"éc HRsnAnvRNtagequscariers 'WW%S‘)W'PS%E’}%““?J%"’I"’ mfcconighlecsolvents to
(ant i podedFsitpass ety ht: rs"‘Hv‘%‘l‘qvﬁgs the e ﬁ?"?gq%;ﬁ?’g‘al pos%%l "e‘enl\b/sgﬁgers
or nixtures

he i deliver t
resul ting Lﬁﬁnfy‘f 'ﬁ?%'ga e i) kme W‘Bﬁost E ﬁ%’ d&ter o Tt f‘aéifﬁ?f ?gﬂ,&;ﬁﬁﬁeﬁ of e,
physi co™chj Qf téjéec EEhQQSﬁc?etQ con {°GEn T QO R ROISTRRE PETS R
or opt cal” c& .reasem &ffﬁ%ﬁ%f o oA EP b e it
chromat ogr, Xne r%‘ft r' e ihGtodidn @ﬁHePQapa by 8 Larhé &Quﬂre@ﬁter&ﬁé &S

of final ppp Qﬁétﬁn&rto%efﬁgﬁﬁ% hrid ﬂﬁnﬁa@&hﬂ tobfiton/€d 1 Nt0 the optical
anti podgs byTHeAYhadERiidaNshmposhiolls acBfdinPBRlaf 1 Bdh Hafusdd6r dlinisid ﬁrc@éas SIQRBMaeid
sal ts t herspndts, RifdnMabR bivel Qisddle, iRbrasia, Adri-stfoldaMantiiRfamaaiofy-dAlig-iIRfAGR, gadfiépathy,
| i ber at i ngdiih RsinatoryClidtleys adtilome (BRDS) myddérdiliaiftarction D aneieN@initid, emadidhdistiiuced
(wher ei n [nettroperiiz; pridaste piiase &gjttia0gen) can t hus be resolved into their optical
ant i podes e. The dogagerdl attive rerhpoond, sdradisterachilsi dependént an el dpediasr afedmwblbdiied animal
opt i cal 5y (merhinalk thadiody, wéight algé emd ibdiniduelaopsition.chod o the Hfieemjoh ederinistiatipnaA gnitdoséger
obt ai ned ifer w#lcadininiskatipp kg mammakofabouy |7 kg may ccoftain 2. betwe@dp apout 1 Bin@ abouB1000n
vi ew of t Heg/kg|rgsdayobthe astivhisgrpdienbet ween t he free conpounds and the conpounds
in the formof their salts, whenever a conpound is referred to in this
context, a corresponding salt is also intended, provided such is possible
or appropriate under the circunstances.13The conpounds, including their
salts, can also be obtained in the formof their hydrates, or include



5" other solvents used for their crystallization. The pharnaceuti cal
conpositions according to the i ngpgs@e1dE t hose suitable for enteral,

such as oral or rectal, transdernmal and parenteral adm nistration to

manmal s, including man, to antagoni ze [err] receptors, and for the

treat ment Jhe follewindexampies ue intaprietk o ritustratasthe inggniion and ardh pot 4@ bee canstued aﬂbagbnl sm
of LTB4 limitations gheyeonc Jamparaliresy arenghenf iscdegipes Senfigvadeoff et hantionad etheuiseapll y
active ce1ipeiees ¥e perfoemed ndert P@ised B, Areferghly P?fw‘éﬁﬂrﬂ??%dﬁ iafh 100 Higo Ak or
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par ent er 'i dg hak mag i el mﬁe oy
t abl et1 , QL m%HBBB rﬂ %nd @Eon
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M Xi NG,  ShAsHH 81 101Binuté=0R 0! Y The S YibD & Kblod IrA%ERs ¥0419C R 96 MRERS Updr jﬂus
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active CRRRpHR09! méinkridldichorcihofi® 431 tRéisant 1612868 43PRA @RI SneliyfishenoRf Ibshx -

M Xt ure SvishbxyHNEN-DiSl aethgithylfberkamide MORdhyBehlofidd alaXxbitiess Pam:gr anul es, i f
desired or necessary, after addl tion of suitable auxiliaries to tablets or
cores of coated tabl et] pounds of the

i nvéntion are useful ifs G0 s 20 cal conpositions
do_crprlsmg an effectiV |PH¢(Z|$J1U adm xture with
exci pifents or carriers §9H“f’ab &6 Lofi1 48i tlh¥rH:&8¥el ale Néﬂ%ar ent er al
application. Preferred are tablets and gel atin capsul es conprising the
active ingredient together with a) diluents, e.g. |actose, dextrose,
sucrose, mannitol, sorbitol, cellulose and/or glycine; b) lubricants, e.g.
silica, talcum stearic Al S magnesi um or_cal QVHm sal t and/ or

pol yet”hyl enegl y q@Profsi¥ - Gx @ QEE nesi aI um num

silicate, starch paste, gel 0 aks mer h | 1 ulBsle, sodi um

carboxynet hyl cel | ul ose and or nonV|nyIpyrroI|done I f desired d)

gﬁ"i ntegrants, e.g. starches, @g®,, alginic acid or its sodiumsalt, or
erygscent mxtures; and/or e) absorbants, colorants, flavors and

smeeteners | nj ctable conp05|t|ons are preferably aqueous isotonic

sol uti on% QE

fromfat %%'f

ks % ?“pﬁ‘e’;&%ﬂé{ﬁ r‘é?‘%;ﬁva)%riv arﬁ%pﬁgr%?p&ﬁé%@%e%%ﬁ?zed
and/or ¢ e&u ]n@/s% z%n’otf,e dro zglgi‘%: 0 ale r}g qo
erml Sisd y ﬂ ﬁ? ?trgg ng (PWI @ J US zde e%ngé ?é]ﬁ:ﬁ? ¢
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sugar - S@l bf wa and'ib FRia@P SdiG kbled. ToRRY fltath 8 LH%@S tibn ofls8diém hydroxide (12,57 g)
pol yVi nyhRgs idlwatP e rdd@lingalHRY 55 9s fHodd Gha RRASONith water ) amdclaﬂ@xmﬁmx{,@ﬁquer
sol ut r"bnienédarbs*ﬁhﬁadm e organic solvents or solvent m xtures or, for the
prepar at i On dhifred>solufiori 6f etHyBd-hydigiybeRdhathiboMibidéate 3210 gaid4anmad! ih bOME afHy@QuiCt S
such as Hgesndthyderinbride Baregthd Wit cbiem @arbdngid I(75:7yg) R8DiyinaRarayIL5-ditsémapettans| (@se
pht hal at @.38Coimol) amt Ispated aipf0gTiiot £5 beurs. Bfter @dalagltotreoni températine thesreactiorcis dittéretys  of
coat eg, tand|te rosulting filtrate xnpriesratet] dn vagemi<i T ptop) totafford rckelient @t (87 b This deeed isof
active cewifirsubycchromatogreehiyton silica geh 850 aewith 40-608% ethiit agbtete/hextres as khe relvpit i affoed | v
val uabl esttrirpreepentogibprrenaserprimiddaig e aa?leﬂ @dpared according to
convent i on#| Stifpdc solygion of Afvarey Srimpthory-tNdis(1 tW’WQR?QZ""?“é@B’@E‘HS\K& mg.ghef
contain '85‘6'?11“ %5 mL grgy 5“30 ;@W@F‘é’f"é{?ﬁ‘?ﬂ"dﬁ °df"‘f‘ 69%{9‘ S ?‘9 {rmac 43,ramol)
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sol vent s
Char act efghih ﬂaUandthJ &L s ar Asaronylhgnoxylpontony

conpr Psi ngefaa CEI % ﬁanogo@snyr sssess\sﬁuea .ﬁ%wwnmetf&\swﬁe@mbuaﬁdsoeaw&na' 'y
W th cargi I onal rate controlling barrier to deliver the 4
conpoun d4-[Sf[btahﬁloﬁ*ﬁioﬂeﬁﬁ)pﬁ&h&y'f&ﬁtbxy@ﬁ-nﬁth&@m N-BibthyiSbnadnfitieP ri3AAY EbdRloRG is 65-9

over a prifdddhgRde@Ar i-gal2alsthbkyEIN NdisthyldRiaarioRyfpRéNGkyIpehtBR J0dR6hecarbbximilida®
skin. In conjunction w th another active ingredient, a conpound of the

i nvention may be admi nistered either # rrultaneously, before or after the
other active ingredient, either separately by the sane or different route
of admi nistration or together in the sanme pharmaceutical fornulation. so
The pharnmaceutical conpositions according to claim1l can be used for
—-exarrpl e in cases of rheurrat0| d arthrltls mflarrmatory bowel di sease,
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55 (mammal ), the body weight, age and individual condition, and on the form
of adm nistration. A unit dosage f Gp gfgr@d§ nistration to a mammal of
about 70 kg nmay contain e.g. between about 1 and about 1000 ng/ kg per day
of the active ingredient. 13 EP 0 518 819 Bl The foll owi ng exanples are

i nt ended t (1.25Ig) assdoloddse fdame | nventi on and are not to be construed as being
limtations thereon. Tenperatures are given in degrees Centrigrade. |If not

menti oned ot herwi se, all evapggag&,&g&d%gz‘p@rﬁsgfdmfwder educed pressure,
pref erably between aboutp3+5—arer+860—mHg—Hhe—stuetur-e—oef final products,

internediates and startijn i"??é}t-e i%C560.94: do % b7 b%%@éﬁd rd anal yti cal
nmethods, 5 e.g. nicroanalf¥ds bl Ce¥elli rlo &tb i 8% ilstics (e.g. M,
IR, NMR). Abbreviations used are those conventional in the art. Exanple 1:
A stirred, 0 #[&[4s(@hinsininomelfyl)stiehydyIpentoxy)-3-methoxy-N-methylbenzamide monohydrochloride is ob-
4- [ 5- [ 2-, pretaved fror-ofhil, Ao8-métioxr-iNnbibylanihdeartenyinhandsyipeptoxylbenzenscarboximidoate (475
phenoxy] pemgbasyihikecrrsae oarHtod W8 dGat e (420 ng 0.87 mmol) in 20 nL anhydrous
et hanol is t rid4{Sdd-(aminoiminomethiichenoxyigartod-8methbxyberzeld] pipgrdifeomonghydioghierids is ob- -
After war niagd themr gibvh +Hirigmptiourid!-piperiinyieashonyliphryosinetieryibanaeaecarhoximidoate (390
concent r at 8@ #5f @08 F2edi ssol ved in chloroform (20 ni) and
reconcentrated. The resultiing hvdrochloride salt is then dissolved in

et hanol (40 nlL), transfer rethﬂcLahtdarf@sﬁwamsbui‘le and treat¢d wi th anhydrous
amoni a for 10 m nutes at I oBbe ﬁe afled and heated to
[er¥] for 45 mi nutes. Upoigﬁiy_iwﬁg '- o 8%4 icuo t he
resulting material is pur gel (15 g) with
3- 20% mae hanol / di chl or omet hane as the el uent to afford -

4-[5-[ 4- (amn rfd$ [ﬁ'(ﬁmlngmhgmgﬂpﬁmq I5xqthoxy-B§-(phenyimethyllbenzamide  monohydroch-
3- net hoxy- ride bis s Ehtaipgs Zaethay-Hirieiepimeleipaipecgdonydrhenexpipentaxgs s
f oam CHN E%{F%’\&Faé'?%'a"qt’ef %F‘B a*ﬂfeb'f‘%fsﬂ’am% C 61.22; %H 7.91; %N

8.24 20 Found: % C 61  48: % H 7.57,; % N:
8.22. [&Fr] 30 (i-Prop g i sopCepydidulaith sor S5,884iN; Q0B HED; al , |et hyl
4-[5-(2-met hoxy-4-[ N, N-bf Fheor el D] Y] OV el oxy] pent oxy] -
benzenecar boxi m doat e, clag, éy e,,p%r@ﬁ% gg‘,@%%p % Eﬁl |l ows: A stirred,
[err] solution of 4-hydr v".,e'nz m*“Lﬂ'J rein 1400 nmL of .
di\chil or ggret hane and 75 niL anhydr ous ethanol is treated with anhydr ous

hydr ogen chl drif-tflamigaminamethygipheprgipentoxyl-3patioxy-NiN-di-g-progyibanzasyide gnogehygroghipride
room t enpefat urPBEng cAfour Lihd thiEFeeiry tHiyNgiprapdamipeseenyiienamigeniedhed

wi th 500 nPengenetaRepimidopia (139,925 coloflesgdPamt of et hyl acetate. The renaining
solids (60.4 g) were dissolved in 1200 m of water and the residual solids

filtereds To the filtratle i s cdNledbuated @r GicHeN;OfC-8.6e,m hydr oxi de (12.57 g)
in 150 nL water. The res[ ) i 7651 | | 0 (washed with
wat€r to afford et hyl 4- h;gra‘%o X be,);lb %ﬁfeqa "q%ygg‘j[ (O)%thlgg%g gtirred solutiaon
of ethyl 4-hydroxybenze e n 250 nL

anhydrous N, N-di met hyl formam de is treat ed W|th cesium carbonate (5.7 g,

232 ol and-liIﬁS@FWBM@ﬁE@WJPWXﬂ-Sg"GWNﬁ'rﬁfmfhvmelzaw@at'eemolwropé?f\d? i§ or
1.5 hours. o%gitedy o®om t & @r’%&“l??“é"‘ INNrdimelhyarpinesarbpryliphendxepentexyn d

the resul tP??@enP?q’W?“ﬁ‘fd@atg&ﬁﬁ@ﬂ)(?sé‘tcéﬂr SHi%%Mcuo (< 1 ntorr) to afford a yell ow
oil (85.7 g). This material is 45 purified by chromataography on silica gel

(850 @) gmth 10- 60% et h)/l aceCHi edldulated foe S--HaNeOkEED et to|afford et hyl

4-[ 5- br omopent oxy] benzeneg; 3:991.0 T] Astirred X
sol uti on of 4-hydroxy-3- m,}fjxg_j(yh %gbé 1 I&%legvtﬂygz :g%%eﬂ\ecar boxani de
(319 ng, 1.27 mol) in .:rm_mmyv.vur - ¥de is treated
W th cesium car bonate (435 1 33 mm 50 and eth

4- [ 5- br ggropedidd " TRj-metfry YF’H?MW‘“&'?PG“%@!&’Ped mpn-
[err] for y6’° % 'sAf"E‘t@P dc 5’.81“ g'g' %8 P HY %F‘G‘f' A-(phepdmptayaminggarbpayll-
partiti onet™B¥Y ?%‘VIB?W“%{‘&%M‘{ & % °° S{9RT* or gani cs washed with
brine, dried over sodiun din vacuo to afford a

yellow oil. This materigl is @ cdicuisted foy Cahsdia@iChy0 By onlsilica gel (22
g) withsB0-75% ethyl acdt #hdf,Nekapn@sesas; (NG n:e.85 | % N: 7.93;
Found: % C: 63.74; % H: 6.61; % N: 7.96.
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eluent: to afford ethyl

4-[5-[ 2- met hoxy-4-[ N, N- bi s(1- net hyloqnbmg B nocar bonyl ] phenoxy] pent oxy] -
benzenecar boxi m doate as a colorless oil. Exanple 2: In a way anal ogously
as described in exanple 1, the follow ng conpounds can be nmanufact ured:

4- [ 5- [ 4- ( atriSrié{amineinimomathiphénexdnepiopd-Armethgly-Nsethitenzamide Nmppofiydsachiptidge i$z oliri de
monohy drigesd| Em @byl -g[Sdg;memgnyﬁdN—ethylgnm@gplﬁgqyl]phenoxy]pentoxy]benzenecarboxumndoate (490

4-[5- [2 -1 ehd R3erlesg fR@"N- di et hyl ami nocar bonyl ) phenoxy] pent oxy] benzenecar boxi m
i doate 14 EP 0 518 819 Bl (1.25 @) as colorless foam CHN cal cul ated for
[err] %5 cHNcIiaaawfbrczz%ﬁ;mﬁmm;o %H 7.46; % N:

8. 88; Found: % C. 6T RS T B W o,

4-[5-[4-(am noi m noneth g:g*ne %]‘r’g ] ﬂ’% hgﬁygﬂ- net hyl benzam de
nmonohydrochl oride is Pyt

4-[5- 12- met hoxy- 4- [ N- net hyl am nocar bonyl ] pheno ] pent oxy] benzenecar boxi m do
ate (475 n¢f5latamieiminomethylipherioxylpenio yl-3-methoxyeli(1 d-dimethylethyl)benzamide monohydroch-

1- [ 4- [ 5-leride ( isnPhiginadi fiemesthy) I‘)’Eﬂ%‘ﬁ’é‘é@%ﬂéﬁ@dmai@lemwmﬂwwxyﬁﬂeﬂ@ﬂﬂ di ne
monohy dri§eienespiPemideste B30 rpg)iah e gOTERRTPAR: hy |

4-[5-[2-net hoxy-4- (1-piperidinyl carbonyl) phenoxy] pent oxy] benzenecar boxi m do

ate (#90 ng) as a col ¢rl escHARUaES@RHERIGalEE RD; f or [err]; Theory: %

80: 523. (z)g % H 7.20; ﬁmry q 53c. 6h.0H 1% H: 736 | %6 NC&as: % H 6.97, % N:
AN5- [ 4- (ami noi mi nonef.hmhené‘x‘iqﬁ%%‘? .rXJ,LIH 71’35 hﬁy"'&%’ henyl net hyl ) benzam
de m)nohydroch- lori de I's obtained from et h I

4- [ 5-402- metdiamino ?ﬂ?ﬁﬂ opaddmetsesriber !]'R?ﬁ?@ﬁ’&k RRBPHY ide is
benzenecRianek |ffﬁ'r'oR5'§1! é‘ RORY M eaEoay! ?P&P?ivlpzwxvlbenzeneca Oximidoate

CHN cal dPRELPR s # loripsst 1’“ Theory. %C 63.95  %H 6.56; %N 8.29;
Found: | % C 64.11; %H_ 6 80 %N 829 30

4-[5-[4-(am noi m nonmef hyl ) mrdroatcyidtad-not Cyish B:QrokdBRLY: NN- df - n- pr opyl benzam de
nmonohYydrochl oride is '% 1 e%c eo‘iéon

4-[5-[2-met hoxy-4-[N, N+ BJ o] t% Q.;: erllly %ph=r§9¥,y @én oxy] -
benzenecar boxi m doat e L= W P—as a col-oit+-oss—ibam
CHN cal cul ated for [err] Theory: % C. 62.45; % H. 7.65; % N. 8. 40;
Mnd 30 od @-[s-gg(argre@rmmorqgt\qu)phpnopcg]pentox%q\,net@pxg@nzowjz-methylplpendme monohydroch-

4- 5- [ 4-odli 1idi H'?‘ﬂ%ﬁ#et% ghﬂ |[ *eoasskﬁz-%e%! H‘B?!V‘"KF#&P%Y'}?B%WR?@H%m de
nonohy drR§EenesRTberimiteate B a colorloys faam et hyl

4-[5-[ 2- nmet hoxy-4-[ N, di net hyl am nocarbonyl ] phenoxyl] nent oxy] -

benzenecar boxi m doate| (474 cmgl)cateﬂated fortEhids N CEOEIEO; 45

CHN ca&l cul ated for [e pqu g:cezf(’ ;g?;%g [ oy Nl B4zl ﬁl; % N. 9. 25;

Found: % C. 58. 35; 0 aQ% N:
4\{5 [ 4- (am noi m nometthyH—-phe “0‘2'?,6,2935‘/ B3 m,.”ux;a:.ﬁ et hyI N- ( phenyl net h
yl ) benzam de rmn- oh dr ochl or| de | s obtained from ethy
4-15-] 2- metid W y}%pp ‘ﬁyn 'H?M'lﬂefe%ﬂ"% el hydrochlonde is ob-
pheno%’y]‘ﬂé%’t FB’@ ﬁ‘zlé' ESrE il ety A | RoxylgenipxyiBena? XpYsigee STAN |
cal cul at@8"B?Merr] 55 Theory: % C. 63.45; | % H
6. 85; % N 7.93; Fopnd: %.C. 683 .74, %H. 6 61, % N 7.96.
CHN calculated for C24H32Na 05 Ci-0.75 H2 0; :
45 Theory: % C: 58.64; % H:6.87; % N: 8.55;
Found: % C: 58.61; % H: 6.60; % N: 8.58.

1-{4-[5-[4-(aminoiminomethyl)phenoxy]pentoxy]-3-methoxybenzoyi]-N,N-diethyl-3-piperidinecarboxamide
monchydrochioride is obtained from 1-[4-[5-[4-ethoxyiminomethyl)phenoxylpentoxyl}-2-methoxybenzoyll-

80 N,N-diethyl-3-piperidine carboxamide (1.00 g) as a colorless foam:

CHN calculated for CaoHs2Ns OsCl-1.0 H20;

Theory: % C: 60.85; % H: 7.49; % N: 9.46;
Found: % C: 60.86; % H: 7.51; % N: 9.40.
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15 EP 0 518 819 Bl :

4-[5-[ 4- (am noi m nonet hyl ) phenoxy|gremnBgie-Bt et hoxy- N- et hyl benzam de
nonohydrochl oride is ob- tained from et hyl

4-[ 5-[ 2- met hoxy- 4- [ N- et hyl am nocar bonyl ] phenoxy] pent oxy] benzenecar boxi m doa
te (490 ny) td4éS4-<antingintinogsthliphenoxydpentoxyl-3-methoxybenzoyllpyrrolidine monohyd@piNpride is ob- '
cal cul at e#inpdfrofneethyl - 4-[Ffr-pethoxy-4-(pyaolidpgicagispnyliphengyyipentpxylianzenecagppyimidoalp/ (731
Found:  ™Mgaadcglgriesgioam: o5 1 6.92; % N 9.46. 10

4-[5-[4-(am noi m nonet hyl ) phenoxv] pent oxy] - 3-net hoxy-N- (1. 1-di nethylethyl)b
enzam de nonohydr OChE ljor i decHNscaRMkiad BEC:s Ads N§0. CBI.T5H, O; | |
4-[5-[2-nmet hoxy- 4- N- ( 1,[T=gr ety By amomocar oqnyt P IREmdxy] pent oxy] -
benzenecar boxi m doat e (5%3?"%) %%aégé% qr f;gjgitjoanﬁ #%bﬁ

CHN cal cul ated for [er rJ,,_“ExeaL' T=Ya! AViuh ol & i A 6; % N: 8. 88;
Found: ., % C. 60.90; % H 7.35; % N 8.84. 20
4-15-] 4 ( ami4rioiamineiminerpsthybehenaxippiemiNob-giethgbenzantidex ymagohydrechiyige b ésn disinek
monohydr ofrem athyldidS-[4-TN.Nygiat lmcqupogyﬂpéqnﬁ:sy]]pentoxy]benzenecarboximidoate (678 mgq) as a color--
4-[ 5- [ 2- meBHBHY- 4- [ N- n- pr opyl ami nocar bonyl ] phenoxy] pent oxy] benzenecar boxi mi
doate (538 ng) as a colorless foam 25 CHN
calcul ated for [err]; Theor YCHN caftuifiad 60C.18:,Ns Na&b-0-25 H.025; % N. 9. 15;

Found: % C. 60. 27, . 9.30:
1-[ 4-[ 5-[ 4- (ami noi m nor fegw yRerzoyl ] - 2- net hyl pi p
RSN

ertdine  nonohydroch-
4.} 5-[ 2- net hoxy- 4- (2- et hyl - 1- pi peri di nyl car bonyl ) phenoxy] pent oxy] -
benzenaétar b S @Enatiminpmasty)phgnoxsipenioxyldy. fidiethlbenzamida menohydraghlerige £32& ang) isrob--
[err] 35 tained from ethyl 3-[5-[4-[N,N-die yipﬁ@@ga{ponyI]p%nggy]pegqg]pgnzene%rpgxinﬁqqgtp;(475 mg) a$ a
8.42; Foufrlessfoam:c. g2 55 o H 7.17; %N 8. 32.

4-[5-[ (am noi m nonet hyl ) phenoxy] pent oxy- 3- net hoxybenzaoyl ] gor phol i ne
monohydrochl oride is ol}- 40 ¢Hx darRalatbd ONTHEHAM 0sCI-1.25 H0;

4-[5-1 2% et hoxy- 4- [ 1- n TP~ AT Y T sy TP %% fenzenecar boxi ni do
ate as a colorless foamE N cpl Hlb% d {f or B84 | . 0.14.
Theory: % C. 58. 64; o LE gl g7 855" Hound-— - 19 C. 58.61; %

H. 6. 60,; % N. 8. 58. : '
M 4- [ 5 [ 4- CdPri4r{@minemberat ph;_ammﬁwz IpEhrdighhyibenzamider (TenepiyEresileridd - Iy, Nebtained hy |
- 3- pi per i B eEu 2eiddNiNrliet ks z‘lﬂP’FVEPé"‘P’leGﬁﬂe%ﬁcﬂB%"‘l‘iﬁ‘%h( 78 mg) as a color-

1- [ 4- [ 5- [ #eEPHGxyi ni nonet hyl ) phenoxy] pent oxy] - 2- net hoxybenzoyl ] - 50

N, N-di et hyl - 3-pi peridine carhoxamde (1.00 g) as a colorless foam CHN

calculated for [err]; Theor YCHN cakulfod 160C,8s2NsOsOb1:25 HEOA O % N: 9.46; 55
Found: 8 % C. 60. 86; et 1- 20 0 N of - o, - — 518 819 Bl

. g o : 60. 7. N: 9. A
L-[4-[5-[4-(am noim norrelﬁagj\f)nhqw Dent,ox! 6,? $°/'h ,>§y%§brzoyl ] pyrrolidine
r’?ﬁﬁohydrochl oride is ol- t%’:(a;md .r'é%;ét ."{ﬁ'ﬂm’ G .

4-[5-[ 2- met hoxy- 4- (1- pyrrolidinyl car bonylj) pheno&]npent oxy] benzenecar boxi m d

oat e (731 nhiS-Hdanmincipinesmathylrheperdpentaxyil.R-dicyciohawylelynetepxyepsamjde  monohydroch-
40 loride is obtained from ethyl 4-[5-[2-methoxy-4-N,N-dicyclohexylaminocarbonyllphenoxylpentoxy]-

benzenecarboximidoate (663 mg) as a colorless foam:

CHN calculated for Cs2Hsg N304 C1-0.75 H20;

45 Theory: % C: 65.74; % H: 8.02; % N:7.19;
Found: % C: 65.83; % H: 7.93; % N: 7.18.

4-[5-[4-(aminoiminomethyl)phenoxy]pentoxy]-3-methoxy-N-(1-methylethyl)-N-(phenylmethyl)benzamide
monohydrochloride is obtained from ethyl 4-~[5-[2-methoxy-4-[N~(1-methylethyl)-N-(phenyimethyl)-

80 aminocarbonyl]phenoxy]pentoxyJbenzenecarboximidoate (483 mg) as a colorless foam:

CHN calculated for CaoHas N3O C1-0.75 H20;

Theory: % C: 65.09; % H: 7.19; % N: 7.59;
Found: % C: 65.08; % H: 6.90; % N: 7.64.
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Theory: % C. 60.62; % H 7.10; % N:. 8.84; Found: % C. 60. 31; %
H 6.87; % N:. 8.84. 10 EP 0 518 819 B1 )
4-[5-[4- (am noi m nonet hyl ) phenoxy] pent oxy] N, N- di et hyl benzam de

nmonohydrochl oride is obtained from et hyl

4- [ 5- [ 4- [ N 4¥E-ti-(ehihgininometint)hebamipértgiiaToetyokp Bieiadotgiybiiizeetadambioaceamidboat e
(678 ng) masphgdrenblotde- is |oblgined tpamnpthyll 3-{5-[3-methoxy-4-[N-cyclohexyl-N-(1-methylethyllaflingeartomy at ed
f or [ er r |iPiPheplpgnioxyloerzenecagpximiioate (727 mg) ap agglorless g\ 9. 39; Found: = % C

61. 69; %H 7.29; %N 9.29. 20

3-[5- [54 (am noi m norretJhyI )pbmwaggm%yﬂ%mbgw‘;wl bengam de

nmonohydrochl oride (327 TS tamred—fromrett |
3-[5-[4-[ N, N-diethyla iﬁ%" r&@% ncx@ﬁ%’ox f;:c%rﬂg'nycar boxi m doat e
(475 ng) as a col orl esks—P4%m CHN cal cul at ed
for qgr] Theory: % C. 60.52; % H 7.62 % N 9.20; Found: % C:

60. 71; 0/ 4HI5- [47(ar3|¢0|mmometw)pl9nqqlpentoxy]-N N-bus(1-methylethyl)benzamide monohydrochloride is

2- [ 5- [ 4- pkiaipeddiom ﬂb\ﬂrét[?r;ﬂl-wMbmﬂlxmmmmWaWW@PMWHMMmﬂa@bMm'doate
nmonohydr (d%hmg)as@ecolodesy foemi ned 30 from et hyl

2-[5-[4-[NN-di et hyl am nocar bonyl ] phenoxy] pent oxy] benzenecar boxi m doat e (278
ng) assa cool or- |l ess floam é]qmcmlaféulfgabgﬂasfmoad.¢omo35 ; ;
;higry %A’NC 962'652’ Tﬂeory % c 6258 '} %H§%7 e | & 60-51  %H
4-¥%5- [ 4- (am noi mi nomet! Vi % 8 | 2N B8R yl - 3- met hoxybenzam
I \de nonohydroch- 40 loride is obtained from et hyl

4-[ 5- [e2- neﬂﬂwawnq-wnommy@ Botetioaohénanilneotom-N ok 1-nbtaviathv)beoeamidsx y§ -obtained
benzenec &P ox Pl d o Aiel4¥HDisfigmetapdethyhanpinasarbenyphenexyipentorpii2unethoxibenzenscarpgx-
[err]; 4lpidoats (1.00 g) as acolorless foam: Theory: % C. 65.74;, % H 8.02;, %N:
7.19; Found: % C. 65.83. % H 7. 93: %N 7.18 :
4-[5-[4-(am noi m nonet hb/b)mlaam]fam;mmb;d— met hoxy- N-(1-net hyl ethyl ) -N-(p
henyl et hyl ) benzam de n 014 ! . U 17 OM et hyl

4-[ 5-[ 2- met hoxy- 4- [N—(lE ;'t;’ e f”rgggﬁ'ij_\p( I{Ea}éfn&?‘g Pg)?i’ 50

am nocar bonyl ] phenoxy] p - } B ng) as a col orl ess
foam CHN cal culated for [err] Theory: % C. 65.009; % H 7.19; % N:
A-B9; s5-ound:-I5-14-(Amingimingmetidphenoxyippptoxgl-methyl-Nyphriyb, @ramidq monohiggroghloBdeBisgb9 Bl
4-[ 5-[ 4- teingd fep rﬁﬂwbmtmjnpmﬁtsbyqvmmmlemmmwmwwah@wum 12

- rret hyI efMFPSIeAE ani de nonohydrochl ori de is obtained from et hyl

4-[5-[ 3-net hoxy-4-[ N-gyclohexyl - N- (1-net hyl et hyl ) anj nocar bony

| ] phenoxy] pent oxy] benzecaambnaxédn&r@aa{ams(ﬂ(Wong)o as a coljorless foam 5

IC::HN catcu!)ated for [e ré. TNeory, 6645% Ws}g 1; % N: 7. 76;

Q % G 64.44; r-}ﬂaw c: 65.03° 8,80 '

“[JE: [ 4- (am noi m nonetd h" ph “vulmn'” E'— i %7'* pethy| et hyl ) benzam de
nonohydrochl oride is obt a| ned from et hyI

4-[5-[ 4- N41‘{F5 Br( ineiigerraiybehenaxylpentonidbi lethyht-ntstyibeneamida. y oaamethaesselr boxi
m doat‘® obfpined, ggpo,ephég sAi6ti4iN-(1-methylethyl)-N-phenylaminocarbonyllphenoxylpentopl .
cal cul at E?ﬂ'Z?"B?a’ gmidpate ppyypaertess feame: 62 55: % H 7.97; % N 8.75; Found:
% C. 62. 20; % H 7.57.__%N_ 8 68 20

4-[5-[ 4(am noi m nomet hy| LHE caimiaed iy CherMNsgdpPent oxy] - N, Ny bi s(1-nethyl ethyl )b

enzamde is obtained Theory: | % C:62.68; | % H:6.71; | % N: 7.56;
Found: % C:6264; | % H:668;, | % N:7.67.

4-{5-[4-(aminoiminomethyl)phenoxylpentoxy]-2-chloro-N,N-bis(1-methylethyl)benzamide monohydroch-
loride is obtained from ethyl 4-[5-[3-chloro-4-[N,N-bis(1-methylethyl)aminocarbonyl]phenoxy]pentoxy}-

g0 benzenscarboximidoate as a colorless foam, m.p. 125-128°C.

CHN calculated for C25Has N3 03 Cl2-0.5 H20;

Theory: % C: 59.57; % H: 7.28; % N: 8.01;
Found: % C: 59.40; % H: 7.17, % N: 8.31.
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from -ethyl :

4-[5-[4-[ N, N-bi s(1- et hyl et hyl ) am g@gai®8{y/B] Phenoxy] pent oxy] - 2- met hoxybenz
enecar box- imdoate (1.00 g) as a colorless foam 25

CHN cal cul ated for [err]; Theory: %C 68.54; %H 8.18;, %N 9.22;
Found: % Q-[5a8(aindoimirinbthy)phahdxyipefiodil-2-BieiBiA-N, I8 His(1-methylethyl)benzamide monohydroch- -

4- [ 5- [ 4- ( Aovide Ois nobtained t o ) qiityk rcdS{8Hmatnd-& RN M-bis{ methiylethy Mminaearbphyilpkanaxyipentexyl-
nmonohydr odantzgndcarboximjdagiy-as gplerieds foarsrm et hy | :
4-[5-[4-[ N-net hyl - N- phenyl anmi nocar bonyl ] phenoxy] pent oxy] benzenecar boxi m doa

te as aScol orless foam [CONNGAbHRGERTH:N, Op20IHL03D
Theory: %C. 64. 86; WH—o6—59 ANT 87 S—Fogmt . 65.02; %

H 6. 36, % N: 8. 80. "?I"\eogf:q %C; 63/?26? % H: 8.16; l%N: 8.50; 7
4-[ 5- 4- (am noi ni nonet hy LR8N oh (A FERPH [, 1 N8B e BP9 b1 ) - N phenyl benzam
i de  noponet hanesul - 40 fonate is obtained from ethyl :

4- [ 5- [ 4-[ N- (4iSritaminoigtinombihylithenbyipphtexyi-2romethexy diy-bis(timethpiethoenzanidy | - mon-
benzenec arohysikdchipiitigals cobtained; from| el ddSI3fronthexy-EHHN-biall methuiptbyl)aminpcafhonyilphegsxyl-
Theory:  Rpuexylpenzggpcarbaximidoaty ay  colorgs\oany, mbg 13¢H¥AG- % C. 62.64; %H
6.68;, %N 7.67.
4- [ 5- [ 4r(am noi m nomet hyl ) phenebae e00s HsNOpbIREM,DIN- bi si( 1- met hyl et hyl ) be
nzam de nonohydroch- | ofd Ti)b_ oL e 1O e Y —
4-[5-[3-chloro-4-[N,N-b :ﬁ ~fretth FSE fe‘l ') arf} ip %bE@E]};ﬁE oxy] pent oxy] -
bérmzenecar boxi ni doat e as_.al’iizﬂ efd T J;n ~ 125, niC. CHN cal cul at ed
fla [err] 55 Theory: % C. 59.57, % H 7.28; % N:
8. 01; FRgund: 45-[44aminoidnomethyl)pheyopiipemoxyF2,6-diciigrdN.Nabigirmethiethyl)odfrangide5 18 8rhon- B1
4- [ 5- [ 4- ( @hydreshipfidedersbipiped e athxhAISEhT-dshiaro-2INREbiRHmetyiRthPlaminocarhomiliphenetyyy | ) b
enzam de PeMeparzeraqarbexmidaate ap g celeress Ak® f r om et hyl

4-[5-[3-nethyl -4-[ N, N-bi s(1-net hyl et hyl ) ami nocar bonyl ] phenoxy] pent oxy] -
benzenecar boxi m doat e a COHN Bdicifafed idP BFTHaMNs 05 Cla-0.5 H20; CHN

cal cul &ed for [err] Th —T9% o 2 S \: 8.50; Found:

, , ! , : - 55.61; “I "% H 6.53; 17.78; ’
%C 63.59; %H 8. .18 YN % 10| oy o0, | %N.7as :
4-[5-[4-(am noi m nonet h =Z2-Hethoxy- NN Bl s(1-nmet hyl et hyl)

AP e [ ag et MfEe-anyminmonpByRese B SR DB el Yioh

5- [ 35 net - migopypthylphenpxvippntoxyhs6-i isidrmethyipthylvenegmide mon-
pent ox ;3;:’]0 b ehydeasblerideli® ehipitedoomeethd 445-3Stdimaty&IN.Rybir!-methilethyaminpcarbpayljphenoxyl-
CHN cal culratieglbprzenecarpeximiddaiegp p colorlesg feam:g2 32: oo H 7.84; % N 8. 38;
Found: % C. 61.94; %H 7 73 %N 7,90 20

4-[5-[ 4- (am noi mi nonmet hyl ) pheRmesibyrasit 0] Higha@a C1®MH.0f 0- N, [N- bi s( 1- met hyl et h
yl ) benzam de non- ohyd Jgg orid '-E PUET, ﬁf_ T Wi .
47[5-[3,5-dichloro-4-N, N L 3‘1 ngoti')gg‘ ' hiyl QESEiOCErﬁg%S] qhenoxy] -

p&rit oxy] benzenecar boxi m - BFa¥al £ 25

CHN cal cul ated for [err] Theory: % C. 55.61; % H 6.53; % N 7.78;
Found: % ﬁs—[ﬁ@mgngi,minomgguyl)phqgg»gg),entoxy%,Wibrpmg-m,N-lgw -methylethyl)benzamide mon- :
4- [ 5- [ 40 ( amphwIerHiteRRtee tihyaLigiaRe NEREY | fvh t Divyd.8-dibremet-iRb NRi3(1-ngthyietiviaminopasharyll- et h
yl ) benzar RhRExYIReBiRxyIRsRphecaoRimifaifasacogiasafop®d f r om et hyl
4-[5-[3,5-dimethyl-4-[ N, Nebis(1-nethyl et byl )am nocarbonyl ] phenoxy] -

pent oxy] benzenecar boxi mi (| GNealadated 160d6tak RSwSBrpam  CHN cgl cul ated for [err]

45 Theory: | % C:45.96; | % H:5.49; | % N:6.18;
Found: % C:45.86; | % H:5.53; | % N:6.10.

4-[5-[4(aminoiminomesthyl)phenoxy]pentoxy]-2-hydroxy-N,N-bis(1-methylethyl)benzamide monohydroch-
loride is obtained from ethyl 4-[5-[3-hydroxy-4-[N,N-bis(1-methylethyljaminocarbonylJphenoxylpentoxy]-
benzenecarboximidoate as a colorless foam:

CHN calculated for C2g Hzs NsO4 Cl-1.0 H,O;

Theory: % C: 60.53; % H: 7.72; % N: 8.47;
Found: % C: 60.57; % H: 7.31; % N: 8.06.

85
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Theory:: % C. 63.82; % H 8. 33; % N:. 8.26; Found: % C. 63.82; %
H 7.82; % N 7.99. EP 0 518 819 B1 '

4-[5-[4- (am noi m nonet hyl ) phenoxy] pent oxy] - 3, 5-di brono- N, N- bi s( 1- net hyl et hy
| ) benzam de non- 40 onmet hanesul fonate is obtained from ethyl

4- [ 5- [ 2, 6- d¥Ir@Eoindimnimpihtipksnaxyipenttnyl-€mbtexy A6-pist-methpietitpenzamide mon-
phenoxyl [ebysraghior que'm?eﬁ?@@atﬁbom m doate as a colorless foam CHN cal cul at ed
for [err]; Hig-14- am|no:mmomethyl)phenoxy]pentoxyifﬁ@etpg)(y-N M;glghyl)gglz%de cymnorgdrggﬂond%
6.18; FolRI73T50BC. 45 86: % H 5.

4-[5-[%( a% %féﬂﬁgg‘dH’Egﬁ(}'?*j‘%*ﬂ‘l?@]‘%‘@wﬂpam}ﬁ Nrﬂfd‘r'a‘?&ﬂﬂ‘ﬁ'vll?eﬂ?agrdf mﬂwf@%yl )b

e

benzenec% e '?1'9
Theor Y oL with fo s of %

H 7. 33 ch(g/n‘bth e ﬁwe bme e"ﬁed with brlne, dned Vo dlum sl Ifatlg an
3-[ 5- [ 4- Cabiaiod g by E«e@‘%mﬁyﬁa yl)b
enzam de pefFRiide @l%cy) Mrle&efoanmi\opo £ bf this material (500 mg 1 1 mmol) is dissolved in 1 mL -

3- [ 5- [ 4( tHasddbrid trRete® brlopisenite RRSMoR @NinaXY heidt1BBingIaK Y miiNtdhdk Ioity) &R ZRMIY e
nmonohy@r ecddded si6ldy didpwase tb Gridide. crystallization. The crystalline product is collected by filtration, washed

3- [ 5- [ 4( avith nadhieri ana nairisb yio) gide GHH5-i(@pihaninarydtiyOptienoxybodtddy Jk8-mdtHoxyrRiNBid(Binbty)t ) ben
zam.de rthpbeyaimide [(2)-2botwnalibatei:1) (625 eng), np = 145-146 *C.

4-T5- [ 4- am noi m nonet hyl - 3- hydr oxyphenoxy] - N, N- bi s- ( 1- met hyl et hyl ) benzam de

hydr ochl ori de. Exanpl e solution of

4-[5-[#(am noi m nomet hyl3 lcr@g@%m&éf@ﬂ%&; nga”u R i s(1 -
met hyl et hyl ) benzam de nmp ﬁg?ﬁﬂdr oghgv@PP%ie Igz N7 3hind| ) in 20 mL water,
is treated at [err] withFowdm| %C:889% b (78 Nsoff Um hydr oxi de. The

solution is extracted sequentially with four 50 nL portions of

di chl or onetbaingle 47 e acwaybanalgousty G ndescridad Uit atple S3, ks Pliehving tdnpddride&an Bei ed

over sOdimanfatirddat e and concentrated to give

4- [ 5- [ 4- (dsri4ri@ninoimioenedtiiyiphepdxeinentoxylfendtiaxy-N.NDis(embtaplethylibarzdmide( 1- met hyinon-

ethyl) - lomethenepulfenafe] is7 Sbigineds drom dd¥-BrpreincimifiareathyliphepseylpdniomyldfmethiviaNNetistt | al

(500 ny, methylelmiibenzainise (H0B g} and ehethenesuligtic agidy ot 122183 Feat ed dr opwi se wi t h a
sbHt i gn of +ifkd-@misoiminomethyiptngryipentoxy kS-mpthexy frbis(1 "mhéeth:zbe@@'w@? ( 1opongt

i's added hydrexypiangsulipnaleds-obtaineq frem ddS-trgraipaiminereliyrhanoxy] 13?5’%631%{'?1&' s duct

i s col | ecietiytely )bP‘FZP'P'FaﬁoB Ao %ﬁéﬁ‘é‘ﬂ""ﬂ‘ ‘Hy‘lé?"ﬁﬁ‘i‘a"%ﬁ’f@"&l’w 0,

gt L)S/ | gﬁe oﬁ%,mh A A.c[ﬂ T{iygn drg{:%vethyl; 'S" xﬁ%ﬂ att:;(;;

cal culsat ue m 4% a"d 4/ 2 poNf9)-7i e solution, 4.
%C, 62. ﬁ

once the resu i’n%sm S are pa lohed Betwsen eth dcetate
%C, 62, o dutht .ayer&% O};@%‘i it B8 bine S 9{ %jgd

; nitbgfaBAYP 8 é}“u a}m | ace
4-[5- 4- Qam J20WBL 4 ydn%ﬂnbeaﬂsmy BBk oxvsat it £hyl)
benzam d@,,ethg;ymmggg thayRinhdeniadie | S Obt ai ned ro
4-[ 5-[®- (am noi mi nonet hyl ) phenoxy] pent oxy] - 3- met hoxy- N, N- bi s( 1-
met hyl et hyl ) benzam de (éOO ng) and met hanesul fonic Hd = 122-123 *C.
4-[5-[4- (am noi m nonet hy ) oxy]pentoxyl 3- np+h 3& N-bIS(l met hyl et hyl)
benzani de  noni@-Pop)ghidrGxy ; nekl NHITO-OCH;
4-[5-[4- (am noi m nonet hyl) ] peXt oXy] -3 nekbOxy- N, N- bi s( 1-
met hyl et hyl ) benzam de (500 ng) and amoni um 2- hydr oxyet hanesul fonate, np =
118-120 *C. Exanple 5: A stirgef,sol ution of
4-[5-[4-(am noi m nonet hyl )phenoxfl] pent oxy] - 3- met hoxy- N, N- b| s(1-
nmet hyl et hyI benzam de m)nohéb‘rochl oride (200 ng) in 4.0 nL anhydrous

met hylsen&FEIR BIsPREPy) &s ¢ celorfe
CHN calculated for C2sHasNaOs;

Theory: | % C:65.48; | % H:7.65; | % N:8.18;
Found: % C:65.46; | % H:7.65; | % N: 8.05.

65

Example 6: In a way analogously as described in example 5, the following compounds can be prepared:
4-[5-[4-[imino(phenylmethoxycarbonylamino)methyllphenoxylpentoxy]-3-methoxy-N,N-bis(1-
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[err] sequentially with triethylam ne (0.068 niL, 0.48 mmol) and net hyl
chloroformate (39 ng). The sol uti oppigs18ighie Bd 30 m nutes, concentrated in
vacuo and the resulting solids are partitioned between ethyl acetate and-
wat er. The organic layer is washed with water and brine, dried over sodium
sul f at e arnrdetivisthybenzaatdeds obfdimed fesA-Bil4@minsimppmethylplenpulperithgHB-togthoxy-N.N-bis(1-
chr omat ogrmgsinethybbestamideanagetiydipditioridg (200 mé) aid) ber@y) Bhlespfariate{temg)taa meplpriersioan: as
the eluent to afford '

4-[5-[4-[i m no( et hoxycal bony caRauAERG RN 8RS Hpent oxy] - 3- 40

met hoxy$N, N- bi s( 1- net hyl ¢tfryberzanmde—ESH—S50——=Prog—=] i sopropyl ) as a
col orless foam CHN cal c{iTHe%H B?Cﬁgrzi'f] L‘I"hgb?g? BNe/0851 48, % H 7. 65;
%N 8.18; 55 Found: | % C:68a% pfe P72 ¢ %Ak | oo 7.65; %N
8.05. Exanmple 6: In a way anal ogously as described in exanple 5, the

foll ow ng C o Feld-i(blenzaydemiriolimiponagtieyiisheinoxy Jpentoxyl-3-methoxy-N,N-bis(1-methylethyl)benzamide  is
4-[ 5-[ 4-T i ateined premy l4tiei4H{@vigadnindgasthyhrenondpentoxyiydihetivantifisiienetasepiyii®nzastideo x y
- N, N- bi s( Imonotp@rochiori@dp (200 mgBang benzpyt chieridp yd1andh ¢4 9 enladessridae | s obt ai ned from
4-[5-[4-(am noi m nonet hyl ) phenoxy] pent oxy] - 3- met hoxy- N, N- bi s( 1-

met hyl et hyl ) benzam de norjofwéReble®iol 68H{RPEL: "0) and benzyl chl orof ormate

(73 ng)ss@as a colorless fdg o T,a!},m ay el 1_7UI €7 IN.7:;)_!) meory: % C.
. 0, . . 0, . . .82, 0, E NG £ . . 0, .
28.8\%1, 10 HH 7. 4L o N zh%’ @g:ng'.ﬁ; 2§§73§? 1£’N: 70 .O 7. 26; AN

4N 5-[ 4-[ (benzoyl ani no) i mi nonet hyl ] phenoxy] pent oxy] - 3- met hoxy- NN- bi s( 1- net h
yl et hyl ) benz &ff-[dEminp@-ordss-phemd-@-propenylamino)methyljphenoxyjpentoxy]-3-methoxy-N,N-bis(1-

4- [ 5- [ 420 amétimdsithyDbenzaptide)is piidinad diemn] 48104-@ripdimBomethyiiobepoxyiphiibxy EF-rhethaxy MyN-is(hy | )
benzani de melsthybhenzamidgrmanehydrechipride(40Qmed and pianginioyl ehiprisie (42 mabas sgpjoriess fogm:
colorless foam CHN calculated for [err] ; 15

Theory: % C. 70.82; %|HoHN cakGlated 4t &ls HaNDGs: Found: %d 71.11; %H
7.65; %N 7.06.

(o411 o1 ovor 3. YY) 8 GAD ) pent o) -3

4-[5-[ 4- (am noi m nonet hyl ) phenoxy] pent oxy] - 3- net hoxy- N, N- bi s( 1-

nmet hyl et hyl ) t&dd-dimindifi2-fiomeiitsthyrSimethyicybioh¢xiByqadppnylarcinalinetmdlpkepoxyiphftonyl-3e
(142 ny), amethoxy-iNGis(brethylelblibengaandecia ioblainest from 4-9ri4-{aminoiminomgthyl)phenoxylpentoxy]-3-
Theory:  mgtioxy-NNbistizmethylethyipenzamigy monphydroctiioridy (300 dgh grd L-megtim) chigroformate (440;
7. 60:; % @) agagaloress fpam:[ 4 [ i ni no[[[2- (1

- et hyl et hyl ) - 5- net hyl cyc ] phenoxy] pent oxy] -
3- 30 et hoxy- N, N- bi s( 1- rectiyéatimapd jobesaamiole i s obtai nedf from

4-[ 5-[ 4ss( am noi m nonet hy [T RITENOX U RENCOXY o o o aa. P :

met hoxy- N, N- bi s( 1- net hyl jt%ﬁ?bl%%fﬁ@%%%&gﬁ cﬁlrpg'ﬁe (300 ng) and
L>went hol chl orof or mat e (L40—Agl—as—a—Coloilass floam—CHN cal cul ated for
[err] Theory: %C. 69.67;, %H 8.69;, %N 6.59; Found: % C. 70.35; %
H: 8.38; % hiS-lélimpoloctyloxycarbonyllamino]methyllphenoxy]pentoxy]-3-methoxy-N,N-bis(1-methylethyl)-

4- [ 5- [ 449 iheparordact ¥A ox @E&?ﬂbonfm arfrfid-@eineipinpmeiahpiepeyieprtan i3 -methoreNIGBIS(-N, N
- bi s( 1- met'Pﬂ"Py I};{Weyz_am moyehydrigeRiqrds (3P mg) apd 9gtyl shiorofprmaie, (123 mg) as a colorless foam:
4-[5-[ 4- (am noi m nomet hyl ) phenaoxy] pent oxy] - 3- net hoxy- N N-pi s(1 - '
met hyl et hyl ) benzam de norjotHNicaolabdfor CRH{8O®; Ng) and octy] chl orof ornate

(123 m‘;‘)5 asacolorlessroﬁ] CH § CHl g,‘ TR §.87-2

Theory: = % C. 68.71;, % H g&}?S :jg 6 §§ Z;i—gw : o8 ‘q 68.61;, %H

8.50: %N 6.30. Fotind( 3| % Qdd1; H: 85041 Oy N.e.aé.

4-[5-14-[[[9H-f | uor en- 9-3/I } met hoxzcar bonyl ] am no] i m nomet hyl ] pheno>|<“y1 pent ox

y] - 3- met hoxy4Fnd-Hiekifigoren-g-yl)methoxycarbonyllaminoiminomethyl]phenoxyJpentoxy}-3-methoxy-N,N-bis(1-
methylethyl)benzamide is obtained from 4-[5-[4-(aminoiminomethyl)phenoxy]pentoxy]-3-methoxy-N,N-bis(1-
methylethyl)benzamide monohydrochloride (300 mg) and 9-fluorenylmethyl chloroformate (166 mg) as a-
colorless foam:

CHN calculated for Cs1Hs7N3Os;

Theory: | % C:72.65; | % H:6.99; | % N:6.20;
Found: % C:72.40; | % H:7.08; | % N:5.93.
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met hyl et hyl ) benzam de i s obtained from

4-[5-[4-(am noi m nonet hyl ) phenox epesig®(gls13- met hoxy- NN-bi s(1- 50

nmet hyl et hyl ) benzam de nonohydrochl oride (300 ng) and 9-fl uorenyl net hyl
chloroformate (166 ng) as a colorless foam CHN calculated for [err]; 55
Theory: YAG-[4AigBmethyeutionyiBm@]methyiidienogy JoedtoxyFSumathoxy-N,Mebis(1-rfgthyibtyl)- 9% H:
7.09; Obdnzanideq3.is 2 1obtainedEp {jons 1 34-1544-(apinoiminomethyl)phenoxylpentoxyl-3-methoxy-N,N-bis(1-
4- [ 5- [ 4- mpthyletyhbensanidd menchysiroghiprisei(308 1mad end nethane sufeny priende (A3 o ase colesless N, N-

bi s(1- me®Yd et hyl ) - benzamide is obtained from
4-[ 5- (%4- (amni noi m nonet h%I ) phenoxy] pent oxy] - 3- net hoxy- NN- bi s( 1-

nmet hyl et hyl ) benzam de omm@bk@th@a@ ng) and nef hane sul f onyl
chloride (73 ng) as a clp I%TTG‘ >7 or [err] Theory: %
$6go 77, %H7.37, e §7 fg:% ﬂ%n g 6&@3% 6H 7.55; %N

4-[ 5- [14 [ 1 m no[ (phenyl sul fonyl )am no] net hyl ] phenoxy] pent oxy] 3- net hoxy-N, N-b
i s(1- met hy H4d¥- Hsiyn}no[(;pj@mFﬁnp}@muﬂo}gnetluﬂqhgmng@pntom]@methoxy-N N-bis(1-methylethyl)-

4] 5- [ 4- PORRARS) i i0neAHPH) pifEMoxd % g femineipnometdiphRaRxy IRntRly-giethoxy-N.N-bis(1-

net hyl et ﬂ?tf“}'ﬁ'@ﬁ'ﬁ%@ﬁﬁ'ﬂ@rﬁﬂﬁ higsidh Pr"aba%qsbﬂﬁﬁgjoafas a colorless foam CHN
cal cusated for [err] ; Theory: O 64 51, 0 6.94; . YN 7.05; Found: %
C 64.73;, %H 7.17; [YCRN cdiculdfed fof @32Hi1NaOsS;

4-[5-[4-[imno[octyl ox cal YT %ijé‘{:lé]j e eht oxy] - N, N- bi s(1- net
hyt£t hy! ) benzani de i s r;&% He‘é éépﬁi y%JH 747 %" 986

A 5- [ 4+ (am noi m nonet A AOXHHPeRE-aC YN hyl et hyl ) benzam de
nonohydr och- | oride (250 ny and octﬁ/ chI orofornate 103 r’rq as a
col orl ess f”tB%H‘r['mE‘S["C‘V'°XYca’b°“Y“am'“01“‘9“‘3' phenoxyipgrtorydiNgNpig(t E’G‘hY'ﬁh ?!F?’]"ds isPheory:

% C: 70. 'piged from #-[Sq4-gminoimiporethyljphenoxyingpiprey]-N.N-tig({cmetiptpthyibenzamids. mghogydroch- o
7 05. foride (250 mg) and octyl chloroformate (103 mg) as a colorless foam:
4-15-[4-[[]2- (di nmet hyl aumino) et hyl ] met hyl ani no] carbonyl ] am no] i nmi nonet hyl ] ph
enoxy[pent oxy] - 3- met hqxngchléuhtesQ‘olcmlhhybet hyI ) benzani fle di hydrochl ori de
I s obtained from4-[5-] ;
phenoxyl pent oxy] - 3- net s , de (455 ny) and
phenyl [ 2-(di methyl am A 4 ) as a colorless
fledm s030 CHN calculated for [err] ; Theory % C: 56 97; % H 7.91; %
N 10.38; Fbtidii2-(dimetylemincieshgimethylaminlcarbpnidigminoimjgorethyijphangxylpegioxy}-3-

5-[ 4- Frggq(y N-bls(1-methylethyl)benzamnde dlhydrochlonde is obtained from 4-[5-[4-(aminoiminomethy!)-

t

4 |
et ST A5R 19 SN ST B-HBORYEYOO, . b
o1 W@*P%ﬁ% e L L e e S5 et SRTY xy !
4|

5- ps4- (am noi m nonet, bi s(1-
thyl et hyl ) benzam de m)noW@bﬁlﬂwfp[mzlasn&(}sﬂbﬂmbkq.car bonyl (BQOC)

arffydride, as a col orlfe ”1%6156.97 % H: 7.91: CHN cal cul ated for
[err] ; Theory: %C g%$3 8. Rl . Va3 Z@,Q4,o1gfo¢nd % C: 66. 26;
%H 8.29; %N 7.44. 4{%{4T_22d;rr“t..y.

- oxopr“bpyl ) am no | m norret hyl ] henoxib ent 0X Jemxyrret hox -NN-bis(1 -

met hyl et hgy z;léﬂ hylethoxyi¢ methyl Ipentoxy]-3-methoxy-N,N-bis(1-
4-[5-[4- K: ylgﬁn'y Ybenzamide mt}?'nol:y%roch ori

omef t oxy-N,N-bis(1-
buto bg?:yl gfqm ygﬁge?\)ﬁaysbz gfﬂess foam:

CHN calculated for C31HssN30s-0.5 H2O;

Theory: | % C:65.93; | % H:821; | % N:7.44;
Found: % C: 66.26; % H: 8.29; % N: 7.44.

50 4-[5-[4-[[2,2-dimethyl-1-oxopropylyaminoliminomethyljphenoxy]pentoxy]-3-methoxy-N,N-bis(1-

methylethyl)benzamide is obtained from 4-[5-[4-(aminoiminomethyl)phenoxy]pentoxy]-3-methoxy-N,N-bis(1-
methylethyl)benzamide monohydrochloride and pivaloyl chloride as a colorless foam:



met hyl et hyl ) benzam de nonohydrochl ori de and pival oyl chloride as a .
colorless foam 55 22 EP O 518 g2 gspdgfghycalculated for [err] ; Theory:
% C:. 68.99; %H 8.40; %N 7.79; Found: % C. 68. 89; % H: 8. 43; %
N:. 7.55. 5
4-[5-[4-[ (1- oxobutyl am n | A TOXY] - 3-jret hoxy- N, N- bi s(1-
net hyl et hyl ) benzani de is nﬂﬁ’c@l@u’ﬁ?@%’rﬁ%?ﬂ&a%ﬁ%%&

4-[5-[ 4- (am noi mi nonet hy| Tdesn o § &80 x |y PEH:BAh @ x% N\RF®i 5( 1- net hyl et hyl ) be
nzani de nonohydrochl ori di Feuse: b 'PB.8Y h| 3y HdASnd AMNHPDr| ess foam 10 CHN
cal cul afed for [err]; Theory: % C. 68.54; %H 8.25; %N 7.99; Found:

% C. 68.52; 45%-{i-08bilamino)ifiinbnetifyliBbnoxdiipentoxyl-3-methoxy-N,N-bis(1-methylethyl)benzamide is

4- [ 5- 4- [ [obibinG®t ok € EpsaavichaRyelhy Roroa] beRioR Sicbisky MR-LR Yy BB Mshzadideet h
oxy- NN- bi sichohydiseridigé sridhpty)ybenuriaenastiecolotiess iamt ned from

4-[5-4- (am noi m nonet hyl ) phenoxy] pent oxy] - 3- met hoxy- N, N- bi s( 1-

nmet hyl e’ hyl ) benzam de no AP LRGAL Pl SCH, n&il sopropyl chijorof ormate as a
col orl ess foam 20 for [err] Theory:
% C. 66.52; %H 8.00; |%heery:7 ?‘Gcmﬁéﬂind%ﬂ 8’)%5(: ©0:1%: | % H 7.80; %N
7.48. 25 Found: % C:68.52; | % H:8.09; | % N:7.68.

4-[5-[ 4] (acet yl ani no) i mi nonet hyl ] phenoxy] pent oxy] - 3- met hoxy- NN- bi s( 1- met hy
| et hyl ) benzasjsq@{i1snetigtethbrdicdimylf-dntinBliminomsthyljphenoxylpentoxyl-3-methoxy-N,N-bis(1-

4- [ 5- [ 4- ( anethiyithyhbendimide Yid LRI Gsivi |4F6-P(@niidimidornatiiyi)eheiexiNpditdxy s retiioy-NyN-sd(hy | )
berzani de nmylethgifbsokamizia Imenohyidrochivddecand isppromyhthinréfahmata 8s acalmiessfbaass f oam 30
CdN cal cul ated for [err] Theory: %C. 67.58;, %H 7.90; %N 8.44;

Found: 20 % C. 67.46; % | 35 Exa le 7:

4- [ 5-[ 4- ( Ani noi mi nomet hylp ,c%ég“'ﬁd/%%ﬁ“&qi rethoxy—N-N1oi s( 1- net hyl et hyl )
benzam de (3.65 kg, 8.01 @Pg % 16863 Jéﬂ“lsrpoacééb'n?'?erl le (29.2 L) with
warmng up to [err] and fifioenskt el % f0dpret B8 || \% MhE#-d 20 gal | on '
reactor. The product crystallizes out and is rewarned to effect solution. A
hot filZ%er € 4-BJ4-[{Ede G RMBE)inonthglipheriody 63 BRy 1G-methol N, Nibis@)mettyletgitisfdaimids iid 6b-
(9.2 L) i saiseddesh 4-[3{M4-@minoimindmetiyl)phendxypewtorgEEmstioxy-0l,N-ais(1-methyletiyilbérdamide mon-
cryst al | i 2bgdrachidridelaed adetytichingidd asescoloddse foaact i on m xture is stirred to 55 C
at which point 40 «crystallization begins. The hot water bath is replaced
with angice bath and the %W&B&ét&’d’fonc&%ﬁﬂséo [errI and fliltered. A second
reaction m xture of the $efe—s+ o +S5—FHr-SHH-afeousty—and filtered al ong
with the first reaction fiteetiye] WHS7SBopIct: 199 W NeBd4nilt h acetonitrile (4
x 2L) and dried in vacuo|(f8erd: % & 676 Y% Hi8.400] B A:Blflirls and at [err] for
anot her 24 hours to give the crude product (95. 9% HPLC 99. 3% .

Acet oni gsr i | eExarhpie 97: L3-[5-14vpineoingicbmbthylipher@iypefitodd-3imethaxyeN,N-bis(1-methylethyl)benzamide

4: [ 5- [ 4- ( aswsky, adhaoe)tisyibspivahie acetonitpe (20.2 1) Vith3varmifig upiie BoraXand itdxbdograveddtrical-

- Tret hy| et Hy Injobee 20 gattbrel eadti) THR- froductaeyitatiiadseouf 4nd1iy rgwBmv8 o gfectisoutign AlfichBigredn a
20 gal | on spletio tobmalein dcith (280 @.08.62andleg in dcetoritrile ¢9.2 Bds addeds abidly iatrhancaxetheymadccu@- 160
(440 g m 6BsC.ohdeld aystalizascand dnp tredissolyssx Ther reactieri mdur i /siradola 554€ af whiel] peimd
filterett graiplizaion bagins.|The hefr hath, isiTepiaced] with #fvies batheng thengyspeasioneolgd fo 19/C
reactor. PR Heraddf @P°°P‘§ 'eé?‘Pb "l of the eﬁ'zP is, gn gimulapgously iang é'ﬁfféraéﬂ“ﬁ pith 1F“Br

66 hours. figt reﬁ?‘\éﬁléi.g@‘ﬁ ° q Wi '§‘"‘°é‘h’62‘r) 2ng die ?P?g %A"g:h
water (3 £ and [mof oﬁgﬁ(aﬁi’r%nﬂw%:e :;%?henoxy pentoxy}- %)
|s

nit rogen

4-15- 4* ( meth Ibenza | 2R-l§$ ate (1:4 8782,\2) 3)com ed in a 20 galg:&yl )
benzam deﬁ QM? c ;}eg % 5;{39.9 g%ﬁdna} i)
Pto

b e pr epar Jo@tfct E)Smh ‘?o c II & Etl a‘ﬂ%nt lﬁlrﬂpe?a |rred ently overnight 15 hours
br ono- -aﬁ ilfoFeRMRiShed ith wabP@ xk L) gt dHad FRkduol(dh - @C@Mmgs ot bnobid Gndet 2 hrogedded
4 cyanogheped p to give 4-[5-[4-(aminoiminomethyl)phenoxylpentoxy]-3-methoxy-N,N-bis(1-methylethylbenzamide
{Z)-2-butenedioate (1:1), mp = 164-166°C.
The starting material can be prepared, for example, as follows:
To a solution of 1-bromo-5-chloropentane (3794 g, 20.45 mol) in acstonitrile (38 L) is added 4-cyanophenol
(2437 g, 20.45 mol) and powdered potassium carbonate (2827 g, 20.45 mol). This suspension is heated with
s5 stiring under nitrogen at 96°C bath temperature (82°C-internal) for 20 hours. Additional powdered
potassium carbonate (2827 g 20.45 mol.) is then added to the hot reaction mixture followed by potassium
iodide (3397 g, 20.45 mol) and methyl vanillate (3725 g, 20.45 mol). The reaction mixturs is heated under -
nitrogen for another 3 days until TLC shows no intermediate chloro compound present. The bath is
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(2437 g, 20.45 nol) and powdered potassium carbonate (2827 g, 20.45 nol).
This suspension is heated w th 55gp glshig Bigg1 under nitrogen at [err] bath
tenperature (82 Gintenmal) for 20 hours. Additional powdered potassium
carbonate (2827 g 20.45 nol.) is,then added to the hot reaction mxture

f ol | owed réyovpbargistiriogrstopped. dbe (@G@ﬁ mixturei® filkBochhmt hroggida filtet trock and intd anether 203725
g, 20. 45 galivh)reactBh cThe diflratei is stirreid end) iceolddswitheant iee] batn te 10 °§i for 3 dewrs e tha pdiedr 3
days unt ifiterst, @asiad wih digthyliether (fedl b)t@d(S#‘I‘P‘deaQ}'er(’f%Gn@ Hg)dp give MgthyIibiift-i S
23 EP cyangaignayepepioxyl-dmgtherbenaeates mp 1PS-10 * Gt é‘éﬂ'catﬂsé RUEly ot 9953%- Meiwif-e i s
filter&d lﬁ(ﬂtWi"HP A %?f“PMl ?é}ethe’rfveifw%ﬁs‘?% 8 7& s\ rfeq'ssg@dd%\ﬁfﬂwdff’@?e t@?r L The

f||trate“f' ) %3' 8cﬁ°lggf’ E j:%f t"%? !?G‘ d
the pr 0C|'-51 :n)af: (f(g? @dvat ; OV %at omreaE :(g 2 %der coolmg 10° C

vacuo [e
ICG L s-add r1h r|n ing to 10°C
gﬁfpogiagn& rse Eé S ol Pot 15 Lot ook T aaodd 6 4 e HiD 1o
g| xy entoky]-3- meth xyben onc acid, mp 159-161°C. HPLC indicates 99.1% purity.
[5- (4- cy a% G ol v 0 o

Ho§uct is

di ssol ved.nérsu tv?a%ﬁeahv)hﬁmr aétw anx(:ﬁ@) bad WhiddNin\Rkdd RO gibd aliS:fatdy ano;mﬁo@;aﬁ

t hen cooln@sthokyenBit abid, msmeo)bucmg@mei&atés@ersabmwg ammoni um hydr oxi de 40% I n
wat er,s57. 1 Ags-(dcyafiopfdnokyiper@resimetkdkybedtbidTadia! (8680 o] 1@.18 &Adl) isOsuspBnddduneditts
then sti ndrérpbtithe €86 1) Ehe totls i& atgea Ebriyr enidiifie [1845 § 11.00 md!) limpwise avetl 20 weulis ght
at. room tialiogpeer Bt dimethyifermaide Af4tdey, 10.0 @lol).rhe treactoa Mmibjturevist dtirréthat iraoen lempdrature for
hyth*”oc hl @ ihqura @it 6(hbur alsbmpdete golitivn is Sbtaidelic Theosplutionlis énpeantratédf in @acus (501 €,i3gmand
ctgl i ng tHg) foagive]4-15-(+-dyenophehpwipenoul-Imethdxgbeprayehivridg as o solid, hichlis then sédisdoivert h
wat er 0240 wyhlwf@m @8 L) withou durther] purificption Indrenolad Yo § € wiihaa ice bath. Diisopropylamine

4[ 5- (4- c\#f6proH8 esdrpnwize oyes @ipesiofish h haw- I herepetion mixtureds ptjrred A0 (C for 3

i ndi cat e'0y anbien, °W'%'é’@8?ﬂt?"ﬁ'\°d 9 09 ime) issadder]: The eaction (s iqlipwpd by TLC
filtrated® hP‘f‘\é'ra%tP’mx? Hiligs P'ﬂ@?’ ‘W't“ﬂ MR '@’Pm ”&)(tL "‘“‘"‘YF'H%e ﬂﬂ&(ﬁqvaqoghenoxy)
filteredPHRYkeE W%é?'dkd - T’En ‘%g ight at '°°|:‘r"
4-15- (3 acn ammon m qﬁ%om e (! N 2x wate (18!) anz lg\;:ne

|4 Fg | (C?lt e %é rom ane s ut:on |s clrued ov r:fé) magne i aFgJil erecl
e

sg;pende Sen Qﬂl gyhl'l S é].@s vé &hdn ( nd% LQ“ de
45 & b 9 .s”é?dh WHid? o E) TtQVp?Jdu G dibwbat t@éry e.rom%ms e

( 74.4 0, fikdled) widhbd with EWOH/HEE. 3, @1 2y shddried '|r§va§l§o' (smﬁaa{m ng)q .Leeéme

21 hour s of aiig-@cyophehdx§IpehtdxPIathatioRy-R MLBIK(1-AdthyidinyD Rt iRhARYe, fnrb%o-s.@JthPQ@ ink- s

concent r aficalds 4 puriesia.feerr] 3 nm Hg) to give

4-[ 5- (4- cy aFthenBIgEmY ) Y16 dodd Y| anded Bati o 0 YD artzsayitated with Bahgidrodschyarogealchitkide \biadr C h

IS thes raqétiesd|7viezinddts. The siutdnl io el irethé &a dath 3@right avdt theohyidroper éhiveide addition is

pyr i fi catcominuesingh aiditibrell hdup af @r €. 4-[ht{4-Oyanophproay)bEmtoky]-3retrorEil,Bibisl 1ametipistiyBH 7 7

g, 30. 40 benzaiidp 44290 de 857 mojshissssides, wpidl querr 300wiingés dndhapuexothdFmecraisesaibe iraantion

m Xt ure mpdtue lqnmgr@tu@ttop@r(p ]Hyprggeng:hlqmagldlacpﬁs céntinyed for 6 hours and the purple solution

N, N- di netsh dél" u*ér?éa? “SriThrerepgion mixyre ig f@gwwmy)TLPs(etwa@@temee rh esingpilica s

olth1
ﬂ&‘%

fol | oved P °2 4f dél'sd? reqa@éfoafwmg'aﬁé@s reﬂqf'P'I Wit T'Qi'tcégq'ﬁ“[ﬂﬂ?’l with hydregep o
bypr odu thhl F'B'@ sallutl% rre rea r and triturated with anhydrous
pent oxy] df? §Purt & g; ofher %9 ?eé, % dolls Eﬂ%m'srﬂ Trl‘??'g:’af" d
stirred & r and
the | ayer a"‘fnoﬁarb %Eﬂ yere"elcgr Ay oagrgo P dﬁc g-:gclaﬁ ori c"‘é{e"’

(1.0 N, f@ anolv‘@be(h (_)]-ﬁ Jd%led f?z J?Mqﬁe é(thﬁl [£ B rgj. xy-g-[l‘i(N g§(1 Irl)et IFr
(18 L) anghindéasdfyhtnb §12Pentoks) n?&flgxﬁuﬁl?éé b d%ﬁQH?éoh@d‘%é dfﬁﬁ gn is
dried oveposRYSHP YR BRYAER! A tol 6 %Q!utﬂ:ﬂ orC 2.6 Ge&S LAl %Qtu#a{bnvi@cuo
[err], 3 oBtamédd Andrtigihgy S\,eﬂﬂdhﬁln(tﬂs Ié&%&ﬁ) IQJR@ Q%ﬂl@ﬁ&ﬁt@?ﬂé] comtnUBY &Hethdr 2% Rbukd (1 -
met hy| gt Isyt. e ri2@vh HiksHe is38lonecSsy TLE. (CIDR/MSOH] S11)iuding ifes latés.ch il of fobk @Y418NO|
(21.5 L) rényiretiofointdngplelsioftreactidhewifiChefictliciosatufation wittdl atwoniigas! THeSrefittibn mixtliReis
product ifikeréd andweedfilkate diviyeait inth ltwoz @qual\pettionsg Dbncéntration in ¢aeudd G5 MC 3 Tine HRY ghbsGh  i-S
filter edoiywishedsuspention] ehich| is Clargdd irfo x 2@ ghllpn zeactord Thie @ admixedwithohyldechidric agid "m
Hg) to gi(12eN, 380 W) glilt@Bwithodatep {44 L). At this pomt the compound dissolves (pH is 1.62). The solution is
4-[ 5- (s4- opshad Weﬁd@?ﬁeﬁﬁaﬂ?}),mm) ted g 126s¢ith-afioli Badiuat hygioxige sofytionZ3.01 de,
np [err] L. FTP!;@JM sHspenpien crygaliizes) a;""!ﬂf overgight 7120 1§ H'&ﬂ@!Od'(CQB fiforgd,| Washed witho| ed
in an i caasn(Sx ¢ &) nddripd !ErYG"‘@d?%c B Hg) fhatvnthe areeuss % f ohihe reaetion over
35 a per Mg fs worked wpi{g, g signilar gnner gp 9\?’1’61[15%3"?'@!“?'"‘1"?‘?"‘@’ enaxEPegiord-3ERAtONE g ht
and the hydrogen chloride addition is continued an additional hour at [err]
4-[ 5- (4- Cyanophenoxy) pent oxy] - 3- net hox¢- N, N- bi s( 1- net.hyl ethyl )- benzam de
(4200 g, 9.57 nole) is added rapidly over 30 m nutes and an exothermrai ses
the reaction mxture tenperature to [err]. Hydrogen chloride addition is
continued for 6 hours and the purple solution stirred overnight at [err].
—TFhe-reaet+on—m xture is followed by TLC (ethyl acetate/hexane, 2:1) using



chl oride. The thick purple solution is transferred into a 20 gallon reactor
and triturated with anhydrous diet eplo $eBab 12 x 30 L), renoving the ether

solution after each wash. The reactor is put . under vacuum (3 mmHg) for 0.5
hour to di spel nost of the hydrogen chloride |eaving ethyl

4- [ 5- [ 3- meN.Ndjs{-methyleiti)benzémide ivebthigdemh 112-Hirt GiPLE indiegtes pitveity ok 98/4%.

pent oxy] benz &emplar®oxi m doat e nonohydrochl oride as a thick purple 45 oil.

Et hanol 2 B @4stimey. solutien @b 4-1§-H-@miecimiaemethyhphanrylpentoxddtmathoxy-N,N-bis(1-methylethyi)-

4- [ 5- [ 3- melegEPRydenanshydrophiarice (308 me, P4t haeues  ojaridg fs treated at
entoxAl b r&aé%:wa%wv i § f@ﬁ% g&%nm} eyl Wﬂ’ %aso ﬁ 4%61"15’01 on

is cool ed 3 £°§° ALY é?“"

7.5 hours zﬁlﬂ q‘g ult| ma%gng d asc 1{ gty Prﬁ

bat h, and )gn% ﬂf E%; g ln'g:o% p eno en{méyé
react | op, 13 Nbik(? y,)g 774 A
t ot al four ys I'S req I re r}zor conp etlon of reactlon vmth peI’IOdIC
resaturation with anmmoni q—ggljs-—qihe—r-eae&-r-eﬁ—m—)e(—%r—s—\‘-r-mt ered and the
filtrate divided into twg glculgted for GasbleoNeincent ration ih vacuo [err] 3 'mm

Hg) gives an oily viscouq midapepteBsedibch) w:382vargRechogal ¢ a 20 gal |l on
reactor 45 This is adm xed de;hu h %Oehrne | meist; % J2NNodb) nl) diluted with

water (44 L). At this poiT —conpound-arssotves (pHA1Ss 1.62). The

| ut d t H ad t t
i (2)\%} :MOPhI S Sé“"ff,ga wﬁ{,g"“‘%)?g‘}&hysoﬁﬁ"ged ? xaarjp% ]ﬁ) e 8 tpe ?Eogmna c'ok‘lléou%&is 0
ckystal | j Zﬁﬁ-{ﬁ- l&nﬁ&&lsﬁlduﬁétﬁ h%{/ éagj %uﬂﬁm&fﬁrﬁﬁlkn %q*!'&ﬁ gﬁ Nfﬂlé(f er ed,
washed # t Qg ﬁ;ﬁ)b 4-Ba-tahhinditHindMethyi)pheno -thﬂleN/l@blg(he

product . TRgnyismbuzdnide m&fohH?&hl&%C( 0Ofg)Tank mmbtﬁoxmkoﬂy hidhicb 79 rﬁd)rys &I
manner to @iovess4oat®- [ 4- (am noi m nonet hyl ?phenoxy] pent oxy] - 3- met hoxy- 24

EP 0518819 Bl NN-bi s(1-nethyl ethyl)- benzam de is obtained, rrp [err]. HPLC
i ndi cates a purity of 98. l‘?bly”eu sotratTn of

4-[ 5- [ 4% ami noi ni nonet hy! b3 . 123 et hoxy- N_N-bi s( 1- et hyl et hyl)
- benzam de nonohydr ochl of iTakery{ 408Cngy,830 MHmrmt) forN: 678 i anhydr ous

' ' BC: @.19; C % HGLENti %IN:§2%ik h triethyl am ne
(0.068 nL, 0.48 nmol) and methyl 1socyanate (0.030 nL, 0.49 nmol). The

SbLUt i 0By | S d-fiiRhomA-RtRYHkHHami &W]&vﬁﬁcﬁrﬁmhﬂpﬁéﬁ&&ﬁe 3-R6indxG-NN-bid(1LO

sol i ds ar em@Ryidityl)benEpticeis bMERSA 1R 5[ @RIngihomBHy I)Wefn&{ Tperithhy1-SBREy N, N-B¥ (S

i s washed mbthyltiyBbeREandiCndibliyaRchishité @éo AYnd OSHbiyMsStyana@ (1 rig) s & @ASGRES ha:ed.

The resulting material is purlfled by chrorratography on silica gel (15 Q)

with 70-100% et hyl acet a[Eé'_“ ines S TIE.ELuent to affory

4 [ 5-[4ed i m no( et hyl am r Vi ; noxylpent oxy] - 10
smet hoxy- N, N- bi s( 1- net hyj| eéry 19601 50.04; ke | att 820: | [oN] 988; { oam1  CHN

ca culated for [err]; Thddfoynd: | %GE6694 &0 WB.091% [7NGIR9. U N: 10.93; 15

Found: %uC. 65.79; % H 7.61, % N: 10.90. Exanple 9: In a way -

anal ogously a¢s. ld@(sﬁ.marhﬁacarﬁoﬁmaﬁ?ﬁa;rm&oﬁ»emyujbn&iswmhﬁxﬁs-nm@xyt@klbemn%ynemyu

compounths geasnre® M UfdGined €Ofrom 6 4-[5-[4-(aminoiminomethyl)phenoxyJpentoxy]-3-methoxy-N,N-bis(1-

4- [ 5- [ 4- [ | méthadtiyBhohzathidsaidnonyidEiioidé (S0RMmEICAY biyTisdbanad @Y mbpdseisamkdse ®anoxy] - 3

-met hoxy-N, N-bi s(1 - nethylethyl)benzam de is obtained from

4-[5-[4-(am noi m nonet hylf) X %0 - -rretnoxy N, N pi s(1-

met hyl ethyl ) benzam de o %EE%}PS §5ﬁ¥& J-and—34-4li met hoxybenzoyl

chloride (170 ng) as a cqglednass #G&6A3; 5% H: 80 % N: 10.64; CHN

calculated for [err]; Thedioynd: | 946: 6835 3% H: TGy | 7 HA0.25. | o5 N 6. 78; Found:

%C. 68.19; %H 7.55; %N 6.23. 30

4-[ 5-[ 4- [ | m agdkinhopEheRytiraihd)satbmmibmind mathpRRAbly fehte9 ) Smbhny INYREE@X Y ] pent oxy

] - 3- met koxyethyidthylibentamiden @40 M) 6d bbtdined %ﬂu%Mahiﬁouﬁh&rﬁé);mdweﬁéx?ﬁbntoxyl-s -methoxy-

4- [ 5- [ 4- ( adiz{1Fmetyiotiylitehdapive sty Brocticiuy 1308 mgpénaprsnyNsdiybriat( (8 mg) as a color-

met hyl et hylbssit@mz am de nonohydrochl ori de (300 ng) and isopropyl isocyanate

(54 ng) as a colorless foam CHN calculated for [err]; Theory: 9% 66.64;

% H 8.20; % N 10. 3§ cHN calculated for CasHezNs Os:

55
Theory: | %C:68.97; | % H:7.37; | % N:9.75;
Found: %C:689.20; | % H:7.75; | % N:9.37.
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Found: : %C. 66.94; % H 8.09; % N 9.99. 40

4-[5-[4-[ (Et hyl am no) car bonyl ] am rg}orgug\gfgeghyl ] phenoxy] pent oxy] - 3- net hoxy-
N, N-bi s(1-met hyl et hyl ) - benzamide is obtained from

4-[5-[4- (am noi m nonet hyl ) phenoxy] pent oxy] - 3- met hoxy- N, N- bi s( 1-

met hyl et hyl ) Bxemplend:de a wen erajogeustys gipscrieed ( BOExamplp, imnmb «f titveypredesdingyexaraples, (1145
ng) as a ddipwing ecompoyndsigan beldnwiadtusett at ed for [err]; 45

Theory:  %dS-l4ggninciminomgthyl)ph@nexylpentayyNy- ethyhNepheny|benzarpide monghydr@hlog; % H:

7.96. % N-[s—ﬂgdarg50|m|nomethyl)phenoxy]pentoxy]-z6 dlmethoxy-N N-bis(1-methylethyl)benzamide mon-

k
jy[ﬁl kflsbl[ 0 i"{ﬁ i ) am n %xcar bo no! @b@&#@tﬂﬁeﬁ%ﬁé&ggﬁ%ﬂxy] 3-met ho
4-[ 5- { :
gL rﬂgv?fyeﬁ‘éh i %ﬁ%ﬁ%ﬁw R Yooy ™o

v 6o 8 %E;gde/o it lebgourns ot Alor N Y R i Byt f@‘mhv'sﬁ@ﬁr‘” g
? 37. 25 4-[5- ﬁﬁa&nmﬁorﬁe*@l)mn@ﬁm erQethoL(ﬁs ﬁiefﬁ?ly mﬁ%@%ﬁ%yl%ﬁnﬂﬁﬁgr
or exanplofydrdchioride of the pr eceedl ng exanpl es, the ng conpounds can

be manuf aQ1[51[4E(£’m|nonmmomethyl)phenoxy]pentoxy] 3-chloro-N,N-bis(1-methylethyl)benzamide monohydrochlonde
4- [ 5- [ 4rs ( P5-AqirihoMARBAGMA)HORR PPt eMOMNNisat hy eihih@BoHzAREE BRensHydroch-
nonohydr odditi@r i de;
4- [.5- [ 4- ( &i$-[elaminoroinbdthyl)phaloxyipenoxyierrhanoyy-N-tis( d1i-methyidby)bdizahide Sfahohydroch-
- rre\t*l'iyl et loyilg;benzam de non- 5 ohydrochl ori de;

4-{5+[4-( éﬁ-M&WMmW)Q@MMﬂMM.N{bESB- di methyiethy)oddzédite fobohydroch-

- met hyl28t Iefilg;benzami de non- ohydrochl ori de;
4- [ 5- [ 4- ( dd-isdf-famingiminopgthyliphengosing ﬂhemy']2%6 8 -tetramethy| iglenmdsiokydrochloride;
met hyl et W@wxmcaeonymwo)mm Uphenoxylepstoxyig - 3-mef oxy-N,N- bls(1 -methylethyl)-
[

t

5

t o

i- ng,; g} %—@ﬁ no %B@Rhen%hs%gép%%%ﬂm%ﬂa Sgrle(t:hm(yoNr 8 bllglh -methylethyl)-
5

4-[5-[ £ net ho

"N bi o LIk ?ﬂ Wfa;'%e% PR BIRPHIR or | Eo el Rt sist motnany-

g;} > [0 bl 1R el e B Y000R ShbheR* ¥doh FoftBRG 9 Mo 6r%hs il hghbdleft ! ) ©
4-Y5-[ 4, g oD~ i 2.
rre\ggyl[ 4 ( o %rgg%ﬁg?ﬁo noﬁgﬁ?@ﬁxm% NRE IQJ( 1%&\'\'ymh§lsb%nzam de (2)-2

5-] -[4 (am noi m nonet hyl )phenoxy] pent oxy] 2- met hoxy- N, N- bi s(

1-net hyl ethyl )b m de nonghytrogcir—torde:

5-[5-[%- (eamynz)l ﬁinﬁgmat hyl )p; e%fg J gbeé’!‘?i“oxy] 2- z(?.'fshgo N-bi s(1- -

met hyl eshyl ) benzani de nonohy "gQ,s 20 Loridgi TR g

1-’4/[5 [ 4- (am noi m nonet hyl}) éﬁ'e] %glte%é']b I1+2,2,6,6

-t anet hyl benzam de nonohy uﬂ{é;ﬁﬁm 00

4-[5-[4-[ (3-pyridyl carbonyl g nis w;teporret hyl ] pﬁgnc?xy] pent oxy] -

3-met hoxy- N, N-bi s(1 - net hyl é+hyr)y—venrzarm-ae;

I gy <.>tahfeb°n A no) nwmgm o ph%gs..fnygls B e S e,
i m dazol FEH sat? ¥ 5%‘? b ﬁaw gy mgert@'een RS0
-rre: hyl et l¥ in fo q[dto 8:‘? 32'5&) et § nec;fssg;r;%ach
ZOFSaI[ %k( itl o t%ﬂ EX Qﬁiﬁ % e & n 0(1 a s_lp_reen with 1.2

- met hyl et hy |HHs % I ut e edl oa e %ﬁ;{s

Analogously tablets are prepared containing about 10-100 mg of one of the other compounds disclosed
and exemplified herein.
50 b) Preparation of 1,000 capsules each containing 40 mg of the active ingredient, for example, 4-[5-[4-
(Aminoiminomethyl)phenoxylpentoxy]-3-methoxy-N,N-bis(  1-methylethyl)benzamide (2)-2-butenedioate
(1:1):

55
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active:ingredi ent 200.0 g Lactose 2.535.00 g Corn starch
125. 00g Pol yet hyl ene gl ycol 6, 000 gp ¢ %98 8fb 81 Magnesi um st ear ate 40.00 ¢
Purified water g.s. 40 Procedure: Al the powders are passed
through a screen with openings of 0.6 mm The drug substance, | actose,

magnesi um st earate and hal f of ta&ﬁeﬁlé@ﬁ'&g in a suitable m xer.
L-L%Q naed in f};f

D

The other half of the starch i§ f water and the
suspensi on added to the boilingwpakéddidadh of [ Bgod®!yet hyl ene glycol in 250

m of water. The paste forned mag.qadie.dsf@atbhesp@@dqrs, whi ch are
granul afed, if necessary, 45 11| am duu1IIU|d| armount of water. The

granul ate |s dr| ed er ﬁ roken scr v
W?%a';;;;ﬁ ox il Q,ri 3 Rl oroRs 68 mih g bSinco

openi ngs a e mixer and neslum on wr F

bl sect ad. | @.g.ni Sh st s m.,a.sw g big

10- 100 oun ose

50 b) ;lggepai@%f&gy @Zpséieé)aQQrﬁé&?e%“&&&un%@%@oui’m'n{yd?%e%@:ef&m%un&%sc%@éd ang

i ngredi entexedidificd®mé@p! €
(Am noi m nonet hyl ) phenoxy] pent oxy] - 3- met hoxy- N, N- bi s(

1- net hyl etdimgbenzam de (Z)-2-butenedioate (1:1): 55 26 EP 0 518 819 B1
acti ve isn@iaisis edrithe follGwing ConttagtigoStates : AT, BE, CH, DE, OK,#R, G8gT,Myduf sk éT,8Er ch

80. 00 g Magnesium stearate 3.00 g Procedure: Al the powders are passed

t hrough a 1scAeempousd di ttegemilags of 0.6 mm The drug substance is placed in a
surtabl e m xer and mixed first with the magnesium stearate, then with the
l\act ose and starch until honobgenous. No. 2 hard gelatin capsules are filled
with 309 ng of said mxturecgpgh, using a capsul eNﬂ) filling machine.

Anal ogously capsul es are prgpar ed cont ai ni ng abo@ N1 rrg of the other

conmpounds di scl osed and eyerm |f|ed her ei n. 15 d for the
follow ng Contracting St Q -BR% . FR, GB, I 7 LI, LU, NL,
PT, SE 1. A conpound of g rrru a 20

NH [errﬁ5 in which: [erR}] is amino which is nono- or disubstituted by a
substituent selected froman aliphatic hydfocarbon. 30 radi cal, an

aral i phatic gyglipcarbon radical, an aromatic radical, and a cycloaliphatic

hydr ocar bon AR o ichi s mdRE- BP ilbbiilled 1 &bBURRM JelebB8 HoH o aﬁynxtfal Hy@bcarbon
a\l~|/phatg,,c hyg&n%%*&%ﬁph&ﬁdi @dearbokfadics, &hY; & Radicd) 2n@ 8 fioakiphitic hy@ 5@ FHeh ?%Mbl: j an
al i phatic hya'ﬁQ&ﬂﬁM‘bhﬁ@&ié&Qkutedey ol divalBt Qligh%a¢ nplitbéafboh fag&rer 1 T1ed by an
al i phati c al rROROhydrogér|halpdeal triflucrdneiyhlan afighatity m&ktrﬁonallaﬁiednoér i® Thydkiy CéhidhSis
esterified bythetiflodolbyi anhdliphatic @itohal arakphitiatalcohal, ¥ Bmtici dicoRd! iofl whidbis esteriffe@ by Jani S
hydr ogen or aliphatic v aralipleitic rbowyfiic edid;i s derived from an organi c carbonic acid,
an orgami c cBa isbydréges oani adyl radicglhioh i derivedifidm ap rorganic earlibaiciacid,ao iodjani¢ eartiokyliand
[err] i ndepesvifleasitipniofcidorme artenicerid; are oxygen (-O) or sul phur (-S-); and
[&Fr] is a d¥wvandeXs independently of one another, are oxygen (-O-) or sulphur (-S-); and X is a divalent
aliphatic hydrocarbon radical which may be interrupted by an aromatic radical; -
wherein the phenyl rings of formula | may be, independently of one another, further substituted by one

40 or more substituents selected from halogen, triflucromethyl, an aliphatic hydrocarbon radical, hydroxy,
and hydroxy which is etherified by an aliphatic alcohol or which is esterified by an aliphatic or
araliphatic carboxylic acid;
wherein aryl in the above definitions may be, independently of one another, further substituted by one
or more substituents selected from halogen, trifluoromethyl, an aliphatic hydrocarbon radical, hydroxy,

45 and hydroxy which is etherified by an aliphatic alcohol or which is esterified by an aliphatic or
araliphatic carboxylic acid; .
wherein a cycloaliphatic hydrocarbon radical may be substituted by an aliphatic radical; or a phar-
maceutically acceptable salt thereof.

50 2. A compound according to claim 1 wherein
Ry is amino which is mono- or disubstituted by a substituent selected from C;-Cy-alkyl, C3-C7-alkenyl,
Ca-C7-alkynyl, phenyl-C:-C7-alkyl, phenyl-C2-C7-alkenyl, phenyl-C2-Cz-alkynyl, phenyl, naphthyl, in-
danyl, fluorenyl, cycloalkyl, and cycloalkenyl, cycloalkyl and cycloalkenyl each being unsubstituted or
mono- or polysubstituted by Cy-Cr-alkyl, or is amino which is disubstituted by C.-Cs-alkylene;

65 Rz is hydrogen, halogen, trifluoromethy!, Ci1-Cz-alkyl, C3-C7- atkenyl, Cs-C7-alkynyl, C1-C7-alkoxy, Cs--
Cr-alkenyloxy, phenyl-C1-Cy-alkoxy, phenoxy, C2-Cs-alkanoyloxy, Cs-Cs- alkenoyloxy, or phenyl-G2-Cs-~
alkanoyloxy;

Rs is hydrogen, alkoxycarbonyl or alkenyloxycarbonyl, each of which is unsubstituted or substituted by
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al i phatic hydrocarbon radi cal which may be ihterrupt e.croy an aromatlc

radi cal ; wherein the phenyl rings f I may be, one
anot her, further substituted by ongﬁgé%%gﬂ mor e su'b !ﬁmjmﬁ“"umh
from hal ogen, trifluoronethyl, an al i phat i C hydr ocar bon ¥adi cal , *hy#r oxy

and hydroxy which is et herifie amr—atpirattc—atcphol or which is
esterified by an aliphatic or aP%ﬂ"Fﬂ’ﬁ'&f"P'E ca lﬂ;ﬂ $if acid; wherein aryl in
t he above definitions may be, %Z"q‘tly Df1 0 ? anot her, further
substituted by one or nore subp £ r«s rpm hal ogen,
trifluoromethyl, an aliphatic eé bodfle” ;I-r—c;a-lg—hydroxy, 45 and
hydroxy which is etherified by an aliphatic alcohol or which is esterified
by an al i phdireceduse: Al thel rowdass #re Pesspdth mfr Fsogren ¢ith opeaings 9% 0 renm-Tihe d1up SeRstance
hydr ocar bi§rPlacediin@asuitahleyminer agd, mied first W agesiym sippigte, dhep ith the lactage afzil

maceut i cabl hompagenous o2 b2 gelptipcapsyes 3“3 lec with 300, g Gh s mixikre GActk Pﬁd'gtao“E’r“!% m

L et St 40 R U B B i s

phenyl - [ eP¥PHRERT  phenyl -[err]-al kynyl, phenyl, naphthyl, in- danyl,

fl uorenyl o IoaIkyI and cycl oal kenyl , cycloalkyl and cycl oal kenyl each
bei ng S uhst anm no
whi ch 73 Sb’?*. 0 Sl B B L4515, 8, B b ol ol o, o

halogen i1 i £ bompoariards hgliormbigr r ] - al kyl , [err] aIkenyI [err]-al kynyl,

[ePr] al koxy, [err] Cr7-al kenyl oxy, phenyl- [err]-alkoxy, phenoxy,

[err]-al kanoyl oxy, [err] al kenoyl oxy, or phenyl- [err] al kanoyl oxy; Ra is
hydr ogewn, al koxycar bonyl or éanyloxycarbonyl edNH of which is
unsubstituted or substitute 127 EP 0 518 81Q%B$“ac j ve i ngredient

40. 00 g Lactose 7.00g Nbdrfreo 3 00 g 5
Magnesi um stearate 3.00 ders are p&Bsed through a
screen with openings of
m xer &hd m xed first th the nagnesrunrstea ate, then with the |actose
and starch until honpgenous. No. 2 hard gelatin capsules are filled wth

300 ng of sal d m xture each, u5| ng a capsul e 10 filli ng machi ne..

Anal ogousl y les are re | pu g her
mm whlc s |su t en se an ar on

corrpounds dlrg ra ﬁ%ﬂ? £{%h$ cal

fol | owih ’al oc rt%n :

PT, SE 1 A ha J)&- n alrphatlc hydrocarbon radlcal or i{s hydroxy which is

NH in which: eu{eﬁﬁerd] w . RO 2lAbHof BralichatEDHRBho, Obr ambD BidnblLEr erﬂ.cbys Storiied by an

substituent mplafCophiipHafidtaMdxt fidat i ¢ hydrocarbon so radi cal, an

aral i phati c fmysl h%barhrra%dlrfdmar Whidh i8\BEIBS frofn dnuiania loarbaiche, SyoeaR chbbighd C
hydr ocar bon dcrigd subni®©4cid, or Addrbamicvddidch |s di substituted by a dival ent

al i phati c hyxr andax:h adegeadentplot o2 anothel \atbr aggesh, (-O-ploo g@phur {-64);f dnd 0G asat divalent an
al i phati c hyaiptatanjdasarbaciadicsl whidr maysbetintetruptey byvin arbmatis ragitcier i f i ed by an -

al i phat i ¢ al whetein the piveaylirpgradfifameali ¢ olay be, indepeadentindfione arothet burthay isubstifuteth by ene
esterif#ed by more subktjeatsiselecied frama halggier ttifluorometind ep |aliphatiectiydroce@leon radical, bydrgxy.i s
hydrogen or aaf hadipky which dsapthedfied y jas aiehalie elgotol einyeieh isr eptarfied @aﬁb@mheﬂca@’l d,

an organi c cHipheliq raroxyisiagd a sul fonic acr d or a carbamic acid; [er

i ndependent Ia‘qtﬁeﬁ?f“ %Yl dn ta sbove rdef'"é'P'és ‘B “Vcﬂf °§FIJ?'PWH fu hessﬂbs“t %O g

a dival ent i T”ibﬁt'tmﬁrs@& ‘“” r?ﬁ . '8 ?’ t’%‘&“ dé ¥
is etherifie by an alp atrc cohol or hlc |s oslerified by an a atlc or

ar omat i‘® racﬁ"ﬁ ydroxy whi )
araliphatic carboxylic acid;

wherein a cycloaliphatic hydrocarbon radical may be substituted by an aliphatic radical; or a phar-'
maceutically acceptable salt thereof.

s0 2. A compound according to claim 1 wherein
R1 is amino which is mono- or disubstituted by a substituent selected from C;-Cy-alkyl, Cs-C7-alkenyl,
C;-Cr-alkynyl, phenyl-C:-C;-alkyl, phenyl-C2-C;-alkenyl, phenyl-C2-Cz-alkynyl, phenyl, naphthyl, in-
danyl, fluorenyl, cycloalkyl, and cycloalkenyl, cycloalkyl and cycloalkenyl each being unsubstituted or
mono- or polysubstituted by C:-C;-alkyl, or is amino which is disubstituted by Cz-Cs-alkylene;

65 Rz is hydrogen, halogen, trifluoromethyl, C:-Cy-alkyl, C3-Cz- alkenyl, Cs-C7-alkynyl, C:-C7-alkoxy, Cs--
Cr-alkenyloxy, phenyl-C1-C7-alkoxy, phenoxy, C2-Cs-alkanoyloxy, C3-Cs- alkenoyloxy, or phenyl-C2-Ce-
alkanoyloxy;

Rs is hydrogen, alkoxycarbonyl or alkenyloxycarbonyl, each of which is unsubstituted or substituted by
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wherein the phenyl rings of formula I may be, independe anot her-,

further substituted by one 40 18" bstituents ﬁ jl u mlj
hal ogen, trifluoronethyl, an ali pEat iC k?;dr&gcar bon radl Hl Hm !! "1" o
hydroxy which is etherified by an aliphatic alcohol or which is esterified
by an al i phahengl, a#phthyiaindaiyhbi Guotsayl o isl dycloaliokytarbodyk beingn udsulydtituied dr msonacbav e
def i ni ti ons polgspbdiitiiedibp CeGe-alkid.ror Is\C1 € - alvaaoybor phéngkGa-Gr ratikbriogk ordsibamtayt, napbthioydy
one or nor e inderogltdr tiiuererioyl, greis i {Ce-dlkdnesuifortyl IpbamielrC: -Qr ralkénesdfonyhds 19y cyclaativanesul-
aliphatic hWYlo@f@hmhulfomd-iQt!@I amirlegatbapyiywhich & subsﬁtt@dd»v@&@w rhivtG1-Crsalkyl or

et heri fi ed mh al i phatic al cohol or which is esterified by an aliphatic
or arali pha ) andgy | deptly gEpne-anefppsieP A" 8 cycl oal i phati c hydrocar bon

radi cal may*pé Catstiie: éﬁ %9‘*&?{**&#?%5&%%%&6&%@ %‘F"aé{‘y'ﬁl’%'l'?aphﬂi‘mé&ﬁﬁt ally

acceptabl e & ?"e her eof .

[err] Ims afnw'ﬁY O\t'ﬁ?st e:’tsyé : ?f:orrgllp:gg?enméoun aCC(@% - -%wny d

from[err] 4 o Ty | Y W = ' 1

phenyl - C2- @i&% "Jo pﬁ? Pi* Sy 12 n%'lkﬁﬂh ’, %] ke RO
fluorenyl, Gyg& mle? et okt tﬂmﬁm fm.t.sas%é} kmh lofh L%%;V'sud%{%‘:h
bei ng UnSUbﬁﬁddtMt&n oP ofdCBktituBHts S¥Rickd Wer talo S 1- - alkyl; CAE,-dikenm@ M NO

which s di ghlshbiignyl Relirdy, €ec;LdioRy, 6y-CrBiReny phenyl- ?-b}' Ikdx§ fa%ﬁ)?loxy Cs-
hal ogen, t 1 ich-LIen6AEKY =iy bhonfi-e5-Cl-alRdnkyidxy o 8 bhamatbitaly Iaecebtaﬂé salttbdei/ Ny,
[err]-al koxy. [err]- [err]-al kenyl oxy, phenyl- [err]-al koxy, phenoxy,

[ e ] - al kaanaybmpound heeorting dldamnoywhaeiy, or phenyl - [err]- al kanoyl oxy; [err]
i S_hydr ogenR: &l dodnoywhich omgrio- ardisabdtituted [bg aysoastiloan gélectsgdom @ FC;valkylC phehy-Cy-C;-
unsubsgoi t ut elyloshemylilsed £4-Od-evdiodligyl, g-GCs-cydiialk@ Lishg uBslstiBled(xin @nvpb-, or palpéubstijuted

i ndanyl or Py Gofesipf, or islaming whigicis dishbietintod b SoPrydikyloasing unsubstituted or
nmono- or poFy@d‘b@'PQe!‘L@e% -y & phgylhiGytalkogyy s [err] al kanoyl or phenyl -

[err] or isPpdhb r?a Ca’bP'Wbl&a Ikaspyli phaei-EzriSsrplkaney. egzoyl which is un-
[err]-al kan8dgiityteghor su 'éﬁ?l éT'fWS."ﬁ@S‘HW'ff G'r'i 1-alky}, A 1 G1=Gr AP Ok dih Sa 6o~
f onyl , Zor ot h'°h Qﬁ '\‘Vér %L?ogatpl‘t["m diiapgyl or
[er?,/] al kylpﬂu ri lkag ﬁyf nyl ? o) qté -Cya yl cl )ﬂ or [:%vnyl-
i ndependent ' “ﬁ or ecrg 'sﬁ" ﬁ"t ' % r‘g %V }g% Q_ﬂy' X1 and
al kyl %2 eac a ﬁ mbr © n /<] n hty o on another, S alkylene or
Ber1 g 31 GRS ‘ﬁf xﬁgﬁ %2‘}?%9' Leeu 865, r}urmgﬁmmﬂ o9
formula | My, sulsBEER BY ﬁé‘B Mor@fsu erﬁ’éqﬁ ffror'ﬁ'*”ﬁiﬁ Ik 0
nore substi ;,g,be@,t -aignect ed from hal ogen, tr| uororre err -a k

[err]-al kenyhersib Slién]/l ik Do lefUiBNsQX MnsulisBiutod o8 uktReffore [lﬁebgnua{tlkﬁ{%%&her
phenyl - [ er r kutakueudy a bubstirdont salokiad foth Baldben, [tAlubrbmathyl T1QY aRNYard T3-CPRRENY! or a
[ err] - &l kanpydmbacguticail) acddptablé &uit tt¥ednat i ¢ radi cals in the above definitions
may be, independently of one another, substi- tuted by one or nore
subst i t uetat A compamod axdorfingtviclain demein t ri f| uoronet hyl, [err] al kyl,
[ err] - al kenyGQ-RiliS located in ppsiion } {ratak g H(mstaln Retisrgated[irepasiioned fodho) and
[err]-al ken;ﬂ(ak‘ﬂ)—@ﬂr@n?llw&tpt&nm}?ﬂ@h i4dpeya) of the ¢ojrespondingpérakeing. [ err |
Ca- al k#no %I oxy and phenyl-[err]-al kanlc')él oxy ;or a pharmaceutically
accept abl §§P“PPQ”PFE?°€‘EJ'P'"99°'3'"A giderpiaitl according to claim 1 wherein [err]
is am no which is nono- or disubstituted by a substituent selected from
[err]-al kyl, phenyl [err] al kyl, phenyl__and [NHr]-cycl oal kyl,
[err] - cycl oaI Kyl t ut ed,_or _non substituted by
[err]- E kyl, or i si}géﬁo \ ‘ r'rljmalﬂgmpe R2 is
hydr ogen, [err] - al koxy or \pF Nyl -[err] - al koxy err] is hydrogen,
[err]-al koxycarbonyl, [err]-allkanoyl, phenyl-[err]-alkanoyl, benzoyl which
is un- substituted or substitBeed by hal ogen, trifl uoronet hyI , [err]-alkyl,
or [erg]-al koxy, or is [err] 25 cycl oal kyl carbonyl which is i
unsubsti t ut @rbrés substituted by [err]-al kyl, or is naphthoyl, indanoyl or
f 1 uor enoyl , Rplis idBCiLGFaikyRINIKENSSCY-dIYRdHenyl-pheRdkyl-brifd, | drCkengpishikylinido, which is
[ err] - cycl oadslasstiemnd bif abstluteddy CoiCeaKy!l or Bpipdriging Substiuted ty GF0,AR@Ar bonyl whi ch
I S substi t uReid hipdrodee or ¢-Gul-dipky; phenyl -[err]-al kyl or phenyl; [err] and
56 Ra is hydrogen, Ci-C12z-alkoxycarbonyl, phenyl-C; -Cs-alkoxycarbonyl, C2-Cs-alkanoyl, benzoyl which is
unsubstituted or substituted by halogen, trifluoromethyl, Ci-Cs-alkyl, or Ci-Cs-alkoxy, C3-Cs-cycloalkyl-
carbonyl which is unsubstituted or substituted by C1-Cs-alkyl;
X1 and Xz are -O-;
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X3 each- are -O, or furthernore are, independently of one_another, -

-S-; [err]-al kyl ene or [err]al kyl gogspigiygene- C2- C4- m ﬂ I Emu
wherein the phenyl rings of forrmula | may be unsubstitu "ﬁ uu

I ndependent |y of one another, substituted by one or nore su stituents

sel ect ed fr onxtisCogeakylens;i f | uororret hyl, [err]-alkyl, and [err]-al koxy;

wher ei n phenywherain thia@henybrirgs @é formmuid lema_.y bes unsnisstilgted iof, Lgrtherore, infepetdestynefrape -

i ndependent | yangtherosubstiivtest biepne arnhse substitestitsisplocteds tigys hilegen rtriflugrometbyl e -Garabiyl,
hal ogen, tri f#"d&m%m'l°fa[Pbafm?°99ﬂ0R'5YIa°c°aHUe paltitheyaoh| koxy; or a 35
pharmacettically acceptable salt thereof. 4 A corrpound accordr ng to cI a| m
1 wherein [ser/rf°m “’?dc?é‘é’d"'\'é’@ tPﬁ'a“ fl“!"B Yja A %

Ri( isy | -a phe I- 1- - ﬁloa)p(y gp hICB |s
(heP o sporb i i % ysU a.r, wgmﬁabsmm pbenit 2%
formul a IA N

°95 ! Jc. Jne % 9f
I kan al If %gz C ? -su bn l, 0 Wﬁhen)(_!sulfonyl
bt ﬁ sy{ % e aI ky orph k " 3

unsubstltute plperl bstltuted by

[err]-alkyl; LC1l Wqu%pagﬁan{u dtibaly %c%%esaﬁ%rereof [e”] 'S hydrogen,
%o gy

[err]- alkoxycar nyl , phenyl-[err oxycarbonyl, [err]-al kanoyl, benzoyl
whi ch IS;sur?SUba.snhaou{dea@cd?ngiubﬁ.Hdamu@Mvrha;lemgen trifluoronethyl,
[err]-al kyl, mRrisbeccd.-aléiy:, [err]-cycl oal kyl - carbonyl which is
unsubsti t ut edmshﬁd&ibﬁﬁbﬁmtmérkbw [err]-alkyl; [err] and [err] are -0-; 28
EP- 0 518 819 Rlis[@FC:}-akaxydationyl,- mieiw}beoearkmrbaiyn C.+0p-alkbrdply benzdyh ghiciois unsub-
farpul a | A nastitued an rsshatisted thy thaldgenr jrifldornmelhgl CO-Cealkyil, il 6 aaiboty] Gs-Gf-cyolakylcar- -
anot her ,20 subshanylwhistl ishupsubstitutasiror sups@utedibystirGsteliik s sel ect ed from hal ogen,
trifl uoronet flandXeeme}Oal kyl , and [err]-al koxy; or a pharnmaceutically
accept abl e safetis Cherd eﬂesQVGPhWWFB@Mﬁ@FBMWQOE oclaim1 of fornula IA
wherein [err] is d| err -alk | am no, [err]-al kyl -phenyl-[err]-al kyl -am no,
di - [err] c?cl‘% '%‘f?& Fim; &of famayis Wyhersined” or  substi t ut ed by
[err]-al® r d‘fkﬁ' g%g(stltuted by [err]-al kyl; R2 i s hydrogen or
[err]-al koxy, d"°9°I%'r “Perr] al kanesul fonyl ,
phenyl -[err]- %"I ffg °I’ onyl, [err]-cycloal kane- sulfonyl or phenyl sul fonyl,
or is am noc b kyl, phenyl-[err]-al kyl
oh—phenyp | [Z*zr By Lo Xm%]}ne‘ﬁQ o § P&HP%E&&%%ELFBXNJ T%ftr:r]e e@Jal kyl ene. or a
phar rraceutlcaA%&m&&mgqog,gh‘ts&w@%wh;gm 7. A conpound according to
claim5 of T ognybidHyBmiNO 8F &iddprofidmino! S [err]-alkylamno; [err] is
hydrogen or [gyis hyddgbPsmettloy;" 1 1S [err] al koxycar bonyl ,
phenyl -[ err] -l ikaydysged;bonyl , [err]-al kanoyl, benzoyl whi ch is unsub-
stitutedsor sxbambid ebeok; by hal ogen, trifluoronmethyl, [err]-alkyl, or
[ err] - al koxy, X[iepenlyleny:oF @ phakydcedtitally Aéteptable &b theteofnhi ch i s unsubstituted or.
substituted by [err]-alkyl; [err] and [err] are -O; [err] is
[err]-al kyI1&nets-[b(ammommﬁlaﬂ)amnbwemyxvhmmmmthis(a-htethvlhﬂayl)berfzamide or a pharma-
ceutically acceptable salt thereof according to claim 1.
40
11. 4[5-[4-(aminoiminomethyl)phenoxylpentoxyl-3-methoxy-N,N-diethylbenzamide or a pharmaceutically
acceptable salt thereof according to claim 1.

12. 4-[5-[5-(aminoiminomethyl)phenoxy]pentoxy]-3-methoxy-N-(1-methylethyl)-N-(phenylmethyl)benzamide
45 or a pharmaceutically acceptable salt thereof according to claim 1. :

13. 4-[5-[4-(aminoiminomethyl)phenoxy]pentoxy]-N,N-bis(1 -methylethyl)benzamrde or a pharmaceutically
acceptable salt thereof according to claim 1.

so 14, 3-[5-[4-(aminoiminomethyl)phenoxylpentoxy]-N,N-bis(1-methylethyl)benzamide or a pharmaceutically
acceptable salt thereof according to claim 1.

15. 4-[5-[4-aminoiminomethyl)phenoxylpentoxy]-2-hydroxy-N,N-bis(1-methylethyl)benzamide or a pharma-
ceutically acceptable salt thereof according to claim 1.

16. 4-[5-[4-[(benzoylamino)iminomethyl]phenoxy]pentoxy]-3-methoxy-N,N-bis(1-methylethyl)benzamide or a
pharmaceutically acceptable salt thereof according to claim 1.



—_—

8. A conpound according to claim5 of formula I A wherei -\\is
il

di- [err]-alkylam no; [err] is hygp ggsgsfgpierr]-al koxy;

[err] and [err] are -O; [err] is [err]-alkylene; or ap

acceptable salt thereof. 30 9. A conpound according to claim5 of fornula

| A wher eitl $-i#-liminsfoclyloxgtarbphyilamincimethyliphenpxgyipentoyld-metheny:N.j-bis(imethglethyldr ogen
or met hoxy; bgneamide dr 3 phayaiaceuisally aB@®ptable sqitdherdof agaetdipgtoclaimat.e -O-; [err] is
pentyl ene; or a pharmaceutically acceptable salt thereof. 10. _

2 [ 52 [ 4- (Bnbidtimnesaviyetondemagimpiayibbanooaotaet NORiEmetbyisty Penzaidey Pt hy | )
benzanf de oPaENgseLAiFaly acceriEhlq 2l Iptpofaccortingdp Fl@imdal t t her eof according to

&5 14 1?*@(‘*" o s ey Al RS A L T
ARt pR L Gl MR ) i 2
4-[5- [ 5- (,am, Qi . 1) N
neny! 1 (4 DASEL. é%%’%ﬁhtp eGP B3Pl A Rl B Py P

=] comprigﬁg

accordi ng to £L3\eRing: f the formula Il :
4-[5- 4- (ani o poteting & P PRk TR enT oxy] - N, N-bi s( 1- met hyl et hyl ) benzani de

or a pharmaceutically acceptable salt thereof ac ding to claiml. so 14.
3-[5-[#4- (am noi m nonet hyl ) phZpoxy] pent oxy] - N, N- bi‘s("1- net hyl et hyl ) benzam de
or a pharnmaceutically acceptfhl e salt thereof _accOreNHgR;0 claim1l. 15.
4-[5-[ 4- am noi m nomet hyl ) g 0 y]}ggnt oxgb 2 MoOoxy- N, N-bi s(1-net hyl ethyl )b
enzam de or a pharnma- ceu c’éﬁ s t hereof Igprding to claim
1\_h5 16. R,

4-[5-[2-[ (benzoyl am no) i M nonet hyl ] phenoxy] pent oxy] - 3- net hoxy- N, N- bi s( 1- net
hyl et hyl ) benzam de or a pharmaceutically acceptable salt thereof according
to claim 1. 2va saltthgeqf ingahichd & aadicalwhich can be converted into the variable -CO-R1, Z; into the

4- - 4- [ i nmi no['8@PeI-6XFefFbony! | ami nol. net hyl ] phenoxy] pent oxy].- 3- met hoxy- NN- bi
s(1- met hyl et f g’;ﬁﬁgﬁﬁﬂrﬂﬁf °8’1‘p°&'" ?hﬁé%él’l% F‘Bé’f"ﬂ/&h’é@%‘?"&él"éa g“&pr“'ldWiThéof
accordng to 21. 18

4-[5-[4-[1 m no[ octyl oxycar bonyl }g
yl et hyl ) benzam de or a 5 f
according to claim1. 19.

,,no] met hyl | phenoxy] pent oxy] N, N-bi s(1-nmeth
hceutically accepi?bl e salt thereof

4L5-[4-[1 m no( phenyl met hoxya X X9 no%ﬂiﬁent oxy] - 3- net hoxy
-N, N-bi s(1- nethyl ethyl)benza or a pharrnace gal |y acceptable salt .

t hereof according to clain™2. 10 20. Process for the production of
conpounds of formula | defined in claim1l and pharmaceutically acceptable
sal t s t her eofor aGEPMEBHf Mwhigh Zx(i ¥ @ddicalNghich ca® B Cantidted fntd the vdriasiend(ankNH-AiH 15
[err] a0 or aowvaliibg Zist eefvaiablew(i=td)-NB4Rs,Jori S a radi cal which can be
converted i ntcprebdtieg @ eommbrdof fhefarwila IMat 0 t he variable [err], or, b) for the

uf acture of conpounds of the formula | in which [err] is hydrogen, in a
conpound of the 25 formula Illa
CO-R
40
Z; (va)
R,
45

or a salt thereof with a compound of the formula IVb

NH

E - NH" R3
Lo

or a salt thereof in which Zs is a group of the formula -X1-Xe~Zs and Z; is -Zs, or Z3 is -Zs and Z; is
a group of the formula Zs-X2-X3-, wherein one of the radicals Zs and Z; is hydroxy or mercapto and
the other is hydroxy, mercapto or reactive esterified hydroxy,

50

55
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[err] or a salt thereof in which Z2 is a radical whic converted
into the variable -C(= [err], 35 gpogf@8iasii Ng 22 guiﬂﬂtﬂﬂglw“w\ﬁ -
= [err] or c) reacting a conpound of the formula IVa ! sal t
thereof with a conpound of the formula |IVb 50 . .

[err] 55 or a sad,if debied.aohverting akengdourideof ithe formula | gr sl thefeof dhtairfable aedowling ¢ hé ™
is a group of tphegessar inudnathpromarhervinte meather oerepowrid orlaesalt dbreohacsorfiiay ftq the inderftien; r |
i s hydroxy or reenverding & feeaccompeundtohdhe fomnula, H pldsigeblengseardipn & e rresgest intpea salt,
esterified hydﬁeg%}’i“%!)sa‘t obfinalye spegdiag 1o tEiprepges intp the drag FereRguNd.gh e dernpilp ¢ornto
conpound® of t h@nqtlRsr galh g rpsolying 4 mbgyre of ippsrestTbtaiBble peEaNding to e BrogRsH gnd isplatipgsthe
process or in SAEHEIMKher into another conpound or a salt thereof
according t he invention, converting a free, conpound of the fornulag |

bt ai nabl e 2ok BIATHRIED Al GRuANnG feogoaind of (e Aoty Saim fptd culomery
obt ai nab1lge acCOPdi ng to the process into the free compound of the formula |
or into r Vi ' L SO, | |l e
accor ding &% %m;ﬁfﬁ%a T%E‘Qﬁ,z@;@;ﬁﬁéﬁﬁn@% i F sl ot 56 Bl 7
phar maceuti cal preparation containing a conpound of formula I according to
claim1 angsCAshRpiahd of b bR | atbordiry tol BBmMUS 8r Sdits ARG WRASe O afribititk | e the
accordi ng to théradeliiclremeontak thé hinkmlop afimaBeycust omary carriers for producing
pharmaceutical preparations. 23. A conmpound of the forrmula | according to

claim1 or 2&attHeoinpashdsodt tHedrmula @ according iedidvad dor edits tHamoflfbr use ad iredgarpe ot LB, on

t reat ment of Humen helyreamphonuciaarilemedeyleady. 24. The conpounds of the fornmula |-
adcording to claim1l or salts thereof for use as.antagonist of [err] on
human pcry2Br b inbameadestieal dopgesifion tseitable Zgy epgonzing HAPmerseRters i mamoalp semprisiog an
suitable for ﬁh?:;?%dﬂﬁz irgegPipra rantagonizing (AMSHE 4t A AeMAPHNDS ofc IR 1 S rgPhermaceutically

ef fective [ erycpentablesplt Heraofard aeasier-zi ng anmount of a compound of claim1 or a
phar maceuticalslré%accept able salt thereof and a carrier. Cains for the

fol | owi ng ElaMs fac thefgllaying Gontrapling $tptes LES, GRA )y ocess for the manufacture of
a conpouid of , the forpula | [err] 35 in i ¢h: rr] is amno which i
rmnofrpor di%L&)B‘Pﬁsﬁgéggﬁ?"%a WD%%F?WIHT" %@eg?‘,"t"g%?f r]ornI Zn al i phat : c e

hydr ocarbon radi cal, an araliphatic hydrocarbon radical, an aromatic

radi cal, and a cycloaliphatic _hydrocarbon radical 4@y or is am no which
i —di suhgtituted by a dival effORy phatic hydrocarbon radical; R2 is

hydr ogen, hal ogen, trifluor n"‘\ , an ali ph ey DAl M AT radical, or is
hydroxy which is etherifi e/ I_ir)?r_@ggc #l ceNol , araliphdl)i c al cohol,
or aromatic al cohol or whi Qg estlert? | al i phatic or araliphatic

carboxylic acid; [err] vgen or an acyl“¥&di cal which is derived from

an orgamsc carbonic acid? an organi c carboxylic 45 acid, a sulfonic
acid, or a carbam c acid;
et in which:

R: is amino which is mono- or disubstituted by a substituent selected from an aliphatic hydrocarbon

radical, an araliphatic hydrocarbon radical, an aromatic radical, and a cycloaliphatic hydrocarbon radical
40 or is amino which is disubstituted by a divalent aliphatic hydrocarbon radical;

R> is hydrogen, halogen, trifluoromethyl, an aliphatic hydrocarbon radical, or is hydroxy which is

etherified by an aliphatic alcohol, araliphatic alcohol, or aromatic alcohol or which is esterified by an

aliphatic or araliphatic carboxylic acid;

Rs is hydrogen or an acyl radical which is derived from an organic carbonic acid, an organic carboxylic
45 acid, a sulfonic acid, or a carbamic acid;

X1 and Xs, independently of one another, are oxygen (-O-) or sulphur (-S-); and

Xz is a divalent aliphatic hydrocarbon radical which may be interrupted by an aromatic radical;

wherein the phenyl rings of formula | may be, independently of one another, further substituted by one

or more substituents selected from halogen, trifluoromethyl, an aliphatic hydrocarbon radical, hydroxy,
50 and hydroxy which is etherified by an aliphatic alcohol or which is esterified by an aliphatic or

araliphatic carboxylic acid;

wherein aryl in the above definitions may be, independently of one another, further substituted by one .

or mors substituents selected from halogen, trifluoromethyl, an aliphatic hydrocarbon radical, hydroxy,

and hydroxy which is etherified by an aliphatic alcohol or which is esterified by an aliphatic or
55 araliphatic carboxylic acid;

wherein a cycloaliphatic hydrocarbon radical may be substituted by an aliphatic radical; or a phar-

macsutically acceptable salt thereof comprising,
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[err], independently of one another, are oxygen (-OJ)—or _sulphur (-S-); and
[err] is a divalent aliphatic hydgpcpéfagigegdi cal which may be interrupted
by an aromatic radical; wherein the phenyl rings of fgmm)ml“"@"ﬂﬁ"
i ndependently of one another, further substituted by ’
substituents sploawttiagla tontpouiadf dgdoarmula Ha f | uor onet hyl , an al i phati c®
hydrocarbon radical, hydroxy, 50 and hydroxy which is etherified by an
al i phatic al cohol or which |s esterified by an alyghatic or araliphatic
carboxylic acid; wherein ary Liin ‘the above deflnlnlogﬁﬁnay be,

Ror nore
yl, an aliphatic
s et heri f(la)y by an

hydr ocar bon radi cal ,
al i phati c al cohol or
arallphgtlc carboxylic acid; wherein a cycloallphatlc hydr ocar bon radi cal

may be ‘Substi EP& ﬂBYeofnn wﬂilclk E«.hﬂg'réﬁlcglamﬁcgg&nobe%@fé ﬁETe GEEteS ﬁl lZY mto the

accept abl e sall, LONpri sing, conver
conpound of F?ﬁ: s n;uA@acJ’uJeaof Blithrdoirids bt thtoRuleA ..;saA.&h ﬁah@ﬁmbea i av&ahﬁa.n& eﬁﬁd i s
a radi cal whi f&ia be converted into the variable [err] into the variable
[err] qg¢, b) for the manufacture of conpounds of the fornula I in which
[err] is hydrogen, in a conpound of the formula Illa 15 [err] or a salt
thereof in which Z2 is a radi caCOaRjch can be converted into the variable
C&: [err], 25 converti 2 |nto t he var Z,C( = [err] or c)
reacting a conpound of the f
wi th a2conmpound of the fornul

I salt thereof
’[ .’.T]’2 or a salt thereof in
which [err] is a group of Wl la [err] an rr] is a group of the
formula [err] wherein one of the radicals [err] and [err] is hydroxy or
mercapto and the other |s throxy nerca to or reactive esterified dr oxy,
and, if desi r@'aa salt c‘i"r@ opeFier 'at°lth°o‘13"a<§"°s§h "fﬁ%’r%of
obt ai ndbl e act ﬂ% W) 1%not her manner into anot her
compound or a°Kg¢n %%WE&P 3 ?o the invention, 50 converting
a free conmpound of the fornula I obtalnngq{accordlng to the process into a
salt, converting a salt obtainable according to the process into the free
cdupou Ryl of the fornmula I or into anotfey alt, or resolving a m xture of
i soners obtainable according to the p d (W@' ating the desired
conpound 55 2. A process according : 1 wher€in there are produced
conpounds of formula | wherein [err}2is am no which is nono- or
di substituted by a substituent selected from([err]-alkyl, [err]-al kenyl,
[err] [err] - abkasal therepi v alcompound efateldyrmulapieny| - [ err] - al kenyl , phenyl -
[err] al kynyl, phenyl, naphthyl, indanyl, fluorenyl, cycloalkyl, and
cys¥oal kenyl , cycl oal kyl and cycl oal kenyl each bei ng unsubstituted or nono-

32 NH
n
40 C - NH‘ R3
45 or a salt thereof in which Zs is a group of the formula -X1-X2-Zs and Z; is -Zs, or Z3 is -Zs and Z is

a group of the formula Zs-X2-X3-, wherein one of the radicals Zs and Zs is hydroxy or mercapto and
the other is hydroxy, mercapto or reactive esterified hydroxy,
and, if desired, converting a compound of the formula | or a salt thereof obtainable according to the
process or in another manner into another compound or a salt thereof according to the invention,
50 converting a free compound of the formula | obtainable according to the process into a salt,
converting a salt obtainable according to the process into the free compound of the formula | or into
another salt, or resolving a mixiure of isomers obtainable according to the process and isolating the
desired compound

85 2. A process according to claim 1 wherein there are produced compounds of formula | wherein Ri is
amino which is mono- or disubstituted by a substituent selected from Ci-C7-alkyl, C3-C7-alkenyl, Cs-
Cy-alkynyl, phenyl-C;-Cy-alkyl, phenyl-C2-C7-alkenyl, phenyl-C>-C;- alkynyl, phenyl, naphthyl, indanyl,
fluorenyl, cycloalkyl, and cycloalkenyl, cycloalkyl and cycloalkenyl each being unsubstituted or mono-
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EP 0 518 819 B1 or polysubstituted by [err]-al kyI
di substituted by [err]-al kyl ene; Rgpigs18\eds gden, O'M INﬂﬁH | thyI
[err]-al kyl, [err]al kenyl, [err]-alkynyl, [err]-alk

[err]- alkenyloxy phenyl - [err] al koxy, phenoxy [err]- alkanoyloxy

[ err] al kenoy loopojysubstitutptbn©il-C7-glieh, prjis ahik@awiigh iosigubstiiuted by C.-Csfalkylede; i s hydr ogen,
al koxycar bony iohydebéne hajdgen. iuerbmetipll., Cr €aeliylofs-G ialsenyl. Ss-Gnallaig Ct-Grraldan Co-
sublst | ][ ll:t ed g’&‘gglwﬁwbphenﬂwgwp T?Gii’hz IC2-6% a'kanasd?wﬁarcs %i'renqévyi[xv tOf lshe;vl-gz Ce-
cycl oal koxyc ei ng unsubstituted or nono- or substituted by

[ err] -al’kyl F'er's '?ng hld r’;oxréﬂar}barrbm :L'ia'i‘y'?}‘sf'é Y' é‘f“r ""QF'k'éH ?“‘W?&:L%‘;r i I
nﬁgﬂt Ihofllerr] ggﬂ C1 7- , -G7 =~ |s benzoyl, naphthoyl
phenyl | forl;&%ano or . fluor 1ka Cé{en CF alk; cr’rc cl

P ytsu r phen Isglgﬁ)ﬂ |n Tr n |s su 17 hén kggﬁ
phenyl - err] f or 1 f err |’1 eyn 1y one
another 15 G rdlmrys,fr b .r?ue@e Terr] o

[err]- alkyle J) Rl lofd Br RRYA
formula | rraz(?' é"p{%rhrde|r()een?rljeznt l'y ?)q‘e one gﬂ%%er esubs%u@gdﬁ%yapigwew%r@&

nore substit wasrb.ﬁ "UREHIBA Rlgsl 6rQBIRI1 B9 e, hidpbAddRy QBA Mothe, BiiistiotBl Ky bone or
[err] - abkenyimord Subktiueriskes@itbd frb Haleyan, trifi@brdnetrigl, R CY-alkilCC4-E;-akekRNES-OXalikyny),
phenyl - [ er ] hadeds®XGh-Crlatikoxy]l €aCk amenyloy Wheniad: 1G; alkésg NCayd:lkancRIdRy, Cs-Cr- alkenoyloxy
phenyl - [ err] asd pramogi-Oxgikanvfiozy;ei n the aromatic radicals in the above :
deftr ni ti ons whaeeitvdhe arenchtip exdlidals inl e elfove defintiorst rivgr be, mudpetdentlyt af toeel almhen Babstr
nmQre subst it tuedthy aneloe morecsubstitvents selestpd romthalogdnutifiwrostethyll Ci-Creralikyl, @d-@xdlkenyl,
[err] 2@ Ch-Er-ikyrath Rydnydy,, CibSrchikony Ca-Cerplkgnylaxvkehegyl-Cj-Er-alkoxn| GeeGryaikanoyloph €y | -
[err]-al koxy CS'F'é‘?“PY'O"aIaR‘hnoyI oxy, [e &ner r]-al kenoyl oxy and
phenyl -[err] PBB"K'&G?@T*‘B%‘}PV'%YF °’é H!?Hﬁ\a?m%‘:é aegaptablo salttbeipf-abl e salt thereof. 3.

A process accorc(lzlsr; cordm% elrn%ﬁn there are roduced corrpougds of
formul a_| ted by
a subst f&% uen P’é f’°’“ 1 L’g% %ﬁ
[err]-cycl oa phe f bb ﬁféd t do‘?’ rp8'|ys stitu

y | yI w | dlsu sht
pol ysubstltu C7 | hyleney dlsubstltuted by [err]

].
-@l kyl ene Sl §rbs’:r ¥ 4 i .ma L el Bl
S—hydr swen tﬁfltﬁ easxrﬁ@a NVilogon, i ANeXL arrwea?y gﬁ@ %['
en20y| whi clg ydlo'ilk Eb?b which i WRSBstrnd @ s&b@trtﬁblp By cf-8} -Q 1, ¢ ﬁApﬁﬂ&W sindanoy! or
trifluoronet ydrenoytSdr id G, Kikdnesufidnyl SHehi-CRCkdidesulRhy!, G3-d; 2y did alkanesulfonyl or phenyl-
cycl oal kyl casiomyor Nunﬁbcdrﬁonylﬁﬁlldzgfstdubdﬁuﬁd b IC, SpHaRI] phbiiyRC, -O¥aillyEdr pheridl; Ky bna OF
I's napht hoyl X issitHa&R0Y0-, o furthdrinore QRO WkiepedentySot lofd dnbbrk @03 @648-;HQ Ny C2-CAdnaRNé or .
[ er r] al anes @h-Loamiansprenyibrectet,cativismnesul f onyl , or phenyl - sulfonyl, or is
am nocar bony whein atie preny uiogt dft latveith biay be wisubstitutel , or, piwtiRintors, [irelopendantik vt orer
phenyl ; [ err pnathed splesfituled @a@he ar wore Gubstityents salected fnamr helogane friflianahegtiyh @16 aliyl.of
one anot her, and®-Gralkogs; [err] is [err]-al kyl ene or 35
[err]-al kyl eweﬁ hehﬁéueméw aP@'P iins\is unsubstityied pe furthermere jhdepgridently eheneghother,
formul a®l maj¥ bﬁww egied frpry halogsp, ridflueromethyh ny eCarglint 3¢ CofCralkexy; or a
anot her , subQ'Pﬁ"f‘?fP'étﬂa"Mﬁc‘iﬁﬂtéb'%fa"ﬁ'ﬁfeéf subst | tuent s sel ect ed from haI ogen

tr|fluoro t yI err Wherel n|y .

above defi | Oca m “ 1 '%D s fﬁ )NH hg

anot her i ﬁa? 3{"9 %sé P H 8
rr aI

trifl uororret H’cT y, or a phar rraceut [ caI |y
accept abl g, salprocség%ﬁr&ng técua.m,rh%mer@&&%&ucw& GirBrhuiier ei n ther e
are produced conpounds of formula I wherein [err|] 1s [ocated 1n position 4
(para) or 5 (nmeta); [err] is located in position 2 (ortho); and -C(= [err]
is 45 4 located in position 4 (para) of the corresmﬂdl ng phenyl ring. 5.
A process according to cl ai erein there r od|||ced conmpounds of
formula I A 50 X~X,—X C-NH-R.

NH [err] wherein 33 ma 3 3 1A)

55

wherein
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[err] is [err] which is unsubstituted or substltuteﬂ"m

1-pi peridino substituted by [err] E@'d‘é‘hs@%ﬂ S hydrog J mm'mﬂmmu

i s hydrogen, [err]-al koxycarbonyl, phenyl-[err]-al koxytarbortyl »

[err]-al kanoyl, benzoyl which is 5 unsubstituted or substltuted by

hal ogen, tr iF | iscdi-Civei-dikylamirog ICf -ICe -alkyjt-phenyla -Gy @lkylHaminb,k disCy-Ce {cniaakylayiod evhiclk yd -
carbonyl whiuosvbstitutedros substitited ibye@l -Garalkgiop 3-pipbridine dulisitutpe by $+-Gil-dtyyl:; [err] and
[err] are - Bejislydioggn ar §1-Cedlkdxyial kyl ene; wherein the phenyl rings of formula
| A may be urfsisydiogen EdCaralkodygarpanidy pheny:Ct -Ceralepseaadhanyl. (Go-Corplkanay. bpgzoyl which is
anot hers, sutygsubstitntespr 5 st!iwed @rh%?'etfﬁﬂmqtftyhé’n?sa'%l% t-Bdalkoxy ﬁﬁaﬁﬁ@é‘r‘iy"
trifluor orretcﬁfis’P“Y' YWQ;"&!‘WM efeostiwed Py Qi-Ro®pt or a pharmaceutical I'y

accept abl e Iaf' A process accordl ng to cI al m 1 wherei n t here

o .
‘E‘;rer ]pr Ovmufgwhﬁ ?queﬂ@enyl ﬂgsugfsigum[u@t g::éren %’i‘i f Ofnktgalog n, rlue:}‘i;hs\')? [? e

subst i fUt ed e{: t't” V °"E»?r more_su
-cycl oal kaneﬁgu ?on enyul(?su?f‘cc&E e Salt herse i ndear bonyl  whi oh | )

subst i t ut €d Abﬁfo Jc]: ré}rllé(% ICBIHP{WJID tth@ErBLnroa\I.léﬁU L:onQHourQiQ%mnlmula[lﬁcvﬁéreﬁnd [er r]
are -O; 20g, is di-el- -alky?‘a il i} CQ-EIkﬁ-pmﬁfm-ﬁWNaﬁrﬁs M-O@@%&m&mﬁ@%rch is
thereofs 7. ufsuBSiRARASP srib@ﬁﬁédjbm -c4 Qg ﬂbuH&r@mM"&%ﬁ&t&H By L& -aigre Produced
conpounds ofR, figryalehen dr B,-hakaxy;n [err] 1s di- [err] R2 is hydrogen or

[ err]-al koxX\Rs i®B:-Csalkanesiitfohyl, phordyBC1- G meonyr[@my}cycwﬁu&wydnyl brephamysuionaj ch
| ssunsub-  stor islatnindcattionyd whish istsulistitdtedby CraCicaign phenyliCh iCakp oehesi;, [err] or
[ery] -cycl calahd/Xcae -O-bonyl which is unsubstituted or substituted by
[err]-a& kyl ;% [isc@srGr-adividng; orar fhatmageutic@lly aceptable salbthéreofs | - al kyl ene; or a
pharmaceutical |y acceptable salt thereof. 30 8. A process according to
clai m 1 whergireressrepading @ clsimotivheeain tbesprpre areduced Fonropnda bomuadhhaseih [err] is
di - [ err] - alfjs i -Fealkylgminog hydrogen or [err] -aI koxy [err] i s hydrogen:;

35 err Rzéﬂ&'d Carfe 'a'k
ohar madbut | B4 ﬂé%r stauporsbmid BriCuis) St v st m

ycflgalkylcar-

wh th PE*"& gro 'Pt‘f" 'F 'Iﬂ\’ Ky [ B
di ee'?lhgl ame ti 'sf’ (o) t&ﬂ? p@%ﬁ@ldi C-Galdr 1] i s hydrogeL (r)r net hoxy;

h tyl
I[Oerr] ISutlyc ﬁq@; acckg%{;e}él Bi%e sh%[:gu%'%er eo?p%bfgégtf%)'&fg\egrgcggg agLO?dl ng to -

claim 1 ghey ;%dasstéaé‘:{r&%nﬂ?tdﬁ cBRCOMRREh srd are %’oa& oinQQﬁ@&rlﬂbé'rA RRgsaPxY] -
pent oxy] - 3- B idwey-cN - et hyl et hyl nzam or a pharmaceutically

accept abl e sgl.ghya.laggnejpbr@ggwxgh ng to cl ai m 1. 11. A process according to
claim 1l whergiighytildgéng | s produced 4-[5-[4-(am noi m nonet hyl ) phenoxy]- 50
pent oxyg - 3- e lahdXyard\:0\- di et hyl benzam de or a pharnmaceutically acceptable
sal tv t her eof isl@-CrAlkplea: essphatracsuticalaccéptableaiitthdresther ei n there is produced
4-¥8-[ (am noi m nonet hyl ) phenyoxy] -
pent oxy] - 8- meirdvessyachording trolaimy1 wietejn therdlaré preduepd pamrayrids otformalailAlwheein a
phar maceut i dalid drethyareipe erisi-isopsepylemingier eof .

Rz is hydrogen or methoxy;

Ra is hydrogen;

X1 and X5 are -O-;

Xz is pentylene; or a pharmaceutically acceptable salt thereof.

lkyoL am no

46 10. A process according to claim 1 wherein there is produced 4-[S-[4-(aminoiminomethyl)phenoxy}-
pentoxyl-3-methoxy-N,N-bis(1-methylethyl)benzamide or a pharmaceutically acceptable salt thereof
according to claim 1.

11. A process according to claim 1 wherein there is produced 4-[5-[4-(aminoiminomethyl)phenoxy]-
50 pentoxy]-3-methoxy-N,N-diethylbenzamide or a pharmaceutically acceptable salt thereof.

12, A process according to claim 1 wherein there is produced 4-[5-[4-{aminoiminomethyl)phenyoxyl]-
pentoxyl-3-methoxy-N-(1-methylethyl)-N-(phenylmethyl)benzamide or a pharmacsutically acceptable
salt thereof.

]

13. A process according to claim 1 wherein there is produced 4-[5-[4-(aminoiminomethyl)phenoxy]-

pentoxyl-N,N-bis(1-methylethyl)benzamide or a pharmaceutically acceptable salt thersof.

34



55 13 A process according to claim1 wherein there is pro

4-[5-[4-(am noi m nonet hyl') phenoxy] -gp g 518 819 B1 ililllL llﬂ “!Il

pent oxy] - N, N- bi s(1- et hyl et hyl ) benzam de or a pharmaceuti

salt thereof. 34 14. A process according to claim1l wherein there is

produced 314.A [phcéssnaoccoding ro reizinh il widneim dbeyd is produced 3-[5-[4-(aminoiminomethyl)phenoxyl}

pent oxy] - NN- [nesioavd-Ndt-tis(1-wethyethwhbanzamidecks apharmaqoiticallyecentable saitl thereel cept abl e

salt thereof. 15. A process according to claim1 wherein there i's oduced

4-[5-[4- (afb rfblpmcf’ﬁrﬁ*ﬁ@?f hg‘h %HW"%"'" there jso produegq 445 inoqethy °l<y1'

- met hyl et hyl )qyefﬁ&s@ﬁf'&@o iﬂfﬂ‘P @MP?’E%W'F'%@C@E’E‘P%? Vsa&FﬁtP aP'ﬁé?'(e‘B?“’ 16. A
ocess accordi

o s S piRdY95 .
4-T5- 4- B% herem there ls produce 4-[5 [4-[(benzoylamino)iminomethyl]- .
henocy] pent &f ok %o%"ﬂfbﬁf ARG 2 FROTecayicaly aceptal ai

phar maceytica y ‘accept abl e salt thereof. 10 17. A process according to

clai m 1 "Wheg e} B LhGr @ b .‘ﬁeP' @ﬂﬁf “thefs dl%i &E 4 BHEBLNOD éf 2RRbF
met hyl ] pheno AP 9894: .??P {i-nb n‘m’ %E% ik 3}”1 epl.
phar maceut i c bleYsalfh6r8ht! her eo . A pr ocess according t
claim1l V\,herel n there is produced 4 [ 5-]4- [| m no[octyl oxycar bonyl ] am no] -

et hyl ] phengxy Jppesds aeydrdifg\todbisih 11 whBtbiR the?s By rddiest a{5-[dimmMbloétyloxycarbonyl)amino}-
phar maceut i cahdtyylpraeylpsiidxg)-Bois(1tnitiyRthyenzamhile ofa phapa@6dicsiy acceftas shit figre- 1 O
claim 1 wterein there is produced 4-[5-[4-[imno- 20

( plenyl met hoxycar bonyl am no) et hyl ] phenoxy] pent oxyj - 3- met hoxy- N, N-bi s( 1

- ey hyl et hy9.)oerprenvsde ageordingphde neataait | €al Wherairc cdreabli®  sprbducedh e r4d®{4-fimino-
Pat ent arsspr | Ueheayimethexmeashenylanirchreetiiilphenaxylpentahl-dvaethoxet dishisinethyletiylibenBifideCH,
DE, DK, FR, (@82 phammaqeuticplly acogpiabipyalt tepeohs 1. Ver bi ndung der Formel CO-R

NSO ianapric L CNt RS0t =X+ X2

oder dis ubg PﬁeP'aPiﬂﬂP"Pé‘l' W?“%lvﬁgfﬁ’m?'f tﬁe HF'e‘H" DE’L% gﬂrg‘r‘ﬁ t'T &h%“ é!Ln%TnSE

al i phat i%8 2 r\{ I%‘hl enpasser st of frest, einem araliphatischen

Kohl enwass&r sfe5¥Te él Rem aroma- 40 ti schen Rest und ei nem

cycl oal i phati schen KohI enwasserstoffrest oder Amno ist, das disubstituiert
ist mt einemzweiwertlgen a|¢(§r@t i schen Kohl envass Vst of frest; R2

Wassger stpf f, Hal ogen, Trifl ugrnet hyl, einen al i phatl Eﬁ]

Kohl enwasser st of frest dar st \ oder Hydroxy } —&snem

al i phati schen Al kohol, ara M th%-%%
verethert ist oder das m e ali phat i s dér araliphatischen
Carbonsaure verestert iRf; 45 Rs Wasserstoff oder einen Acylrest
darsteliss, der von einer organi schen Kohl enslure, einer organi schen

Car bonsaure, einer Sulfonsaure oder einer Carbam nsaure abgeleitet ist; Xl
une Xa unabhangweinvonei nander Sauerstoff (-O) oder Schwefel (-S-)

dar st el | en; undRiX2Améne rdarsteiiydas\mpno- gder digubsiitwierti istorhit aineto [lubsiitvariers ausgewdhit s
darstelit, dé'“emﬁlleﬂ#ﬂ%hwe@hlﬁﬂwwmﬁ"%gﬁ"mww Kehianwasseretpffiost, pinam amna-
wobei di“e Phéi§ ém'ae'ﬂeﬂlrs!/q'ﬁé!'r’h?ﬂsemam fx?feﬁreﬁt e A\gnino i das rdﬁP'?F"tu'eﬂ ist

substituiert ”%' '??"k%‘ﬁﬁ”@ 9 :ﬂ)g’: n ubst | tuenten oder | t
Py o Oggg o t* g R% gﬁﬁp 8?%’? ?“ei‘ bt
: . y aas?tg;s |t emeral (0] g‘ §J é er
mt eing a" (AP gk dhioR! Ack dééaé e Roionbe Leinor

orgamschen Carbonsure, einer Sulfonséiure oder einer Carbammséure abgeleitet ist;

X: und X3 unabhéingig voneinander Sauerstoff (-O-) oder Schwefel (-S-) darstellen; und

Xz einen zweiwertigen aliphatischen Kohlenwasserstoffrest darstellt, der durch einen aromatischen
Rest unterbrochen sein kann;

50 wobei die Phenylringe der Formel | unabhéngig vonsinander weiterhin substituiert sein k&nnen mit.
einem oder mehreren Substituenten, ausgew#ihit aus Halogen, Trifluormethyl, einem aliphatischen
Kohlenwasserstoffrest, Hydroxy und Hydroxy, das mit einem aliphatischen Alkohol verethert ist oder mit
einer aliphatischen oder araliphatischen Carbonséure verestert ist;

wobei Aryl in den vorstehenden Definitionen unabh#ingig voneinander zusitzlich substituiert sein

65 kann mit einem oder mehreren Substituenten, ausgew#hlt aus Halogen, Trifluormethyl, einem aliphati-
schen Kohlenwasserstoffrest, Hydroxy und Hydroxy, das mit einem aliphatischen Alkohol verethert ist
oder mit einer aliphatischen oder araliphatischen Carbons#ure verestert ist;

wobei ein cycloaliphatischer Kohlenwasserstoffrest mit einem aliphatischen Rest substituiert sein

NI aromat i sckiBn Al kohol

35



wobei Aryl in den vorstehenden Definitionen unabhangi g vonei nander

zusatzlich substituiert sein 55 1 el nem oder

Substi tuenten, ausgewghlt aus Hal gggr?a'r?r?ﬁuor met hyl , emmwmmm,'m”m
schen Kohl enwasserstoffrest, Hydroxy und Hydroxy, das mt *ei fie

al i phat i schémn/ddeodirophampe@tivob vertrigiiches 88z davont. ei ner al i phat | schen oder

aral i phatischen Carbonsaure verestert ist; wobei ein cycloaliphatischer
Kohl enwas e Verbipding gach Anprruchiineasinal i phat i schen Rest substituiert sein 35

EP 0518 819813‘31 /&mno dag m?mkemnd-s%@werbvﬁfrfn 'g)ﬂmrﬁ%i}vqn?e W"@Q?I”Wfa?gii Cefredkdy| 7
davon. 2. %&éﬁ'ﬂﬂs@fﬂﬂﬁ' ml Co-frr I a'kBHoPhG"V'

é‘P’fh"P’k ndgAvl Fluprg |y P‘ l@%!MP @a"erv'
di subst! L:'n;fu-e o Py m«» uﬁﬁ%"i A@%‘ el bgas@%ﬁ&en

Pheny! - C2- C ‘ it 0B nﬂa,. ﬁkkg,? %ﬁ.%o k.xo und
Qycl oal kenylg, 3 ﬁ}% $Le ﬁ@‘é&é Eﬂ dgﬁ% % o ol?lgila'l%
nono- odor by ar s as
C2-Cr - Al kyl en gli ﬁ lA'u(é‘;FyEarbo% lonZAlk%ﬁ&%a%oﬂ;lfdaris BG&IQ uns-EBétEuieH%SFE‘sBHW
C, - C7- Al kyl stithiert QZ‘P%H?? 'Nﬁﬂ)hthypﬁ‘rd bdeK IFrbnyl Sdier CfcIdNKE: ﬂ;&fbon}IQSt das unsubstituiert
Ca- C7- Al kenyke rono-ruemnpdiysiastithiert itk 0r-AIANaHa%Y G, -6-2AIaRoyfbder PRYAYIACE G, -alkanoy
Cs- Cs- Al kenay logetYBeRsbgr, NapHttidyll indsadyl(Sted Fiictsroy ot Yded 207 T lckrsuifoltn, Mwapessy-of f,
Al koxycar boagansidoy, 0Mdsanpibaikaysniioni@ayr Pre@isaiionyilist oddr AviiotBoony) et laaé it (T €5t
odor . sub- sikyiLirenyl-CirCi-aliiih edey PhenNaspibstitaiglt jst; | ndanyl oder Fl uorenyl odor
Q/Ekoal koxycarhonyg K irebhéngiasonainandy edeus eind; oder nono- oder

pal ysubsti t ui efetCaristAlkg@ien,C2-GitAllylenphenylep@es-Biviapbded ozt cAiylonmhpithylen-Cz-Cy-alky-
Phenyl 2002- CIBHaﬁtkanoyI t5 i st odor Benzoyl, Naphthoyl, |ndanoyl oder
Fl uor enoyl i stwobejier Phenylringe dgriFamel)| 4 netﬂ';'f‘q'g Mﬁewﬂef@'te@m oglprkagieargnt Syhstituen-
Ca- C7- Cycl oﬁ"l@&?ﬁ'ﬂleﬁéﬂ'ﬂ)lkd%ﬁra"ﬂ% |25 Helegepy Trifluarmeltnd, Cr KAy QP‘SUNW"Vi &,
das mit C, - %““‘N d;g!ﬁt%l' 1 "efya@r 4"@)"0%%99"151’?@99?'@% HfeerGerAliepayioxy, Go-Crox
gdclﬁ% UE;‘ |b e g\éﬂ n&}f% e% engen Deflnltlonen ucnaabhﬁnglal vonelnander mit sinem
o8 h ) e i c:'"::A. R
der For el ab%% énﬁﬁe@&ﬁ by %{8@%& W, ten
substi t ui erqlchggsgz ausgew~ T rau ogen i
O\aC7- Al kyl , Ca- Cr- enyl Cs- C0- Al ki nyl, Hydroxy, C 07 Al koxy

OV- C, - Al KENYbBikitung REEAMS Jan%nal koxy, Ca-Cs-Al kanoyl oxy, Cs-C7-

Al kenoyl oxy umg ﬁﬁm&a&%asssmwokadwmhmmsreﬁ mit einem Subd@bdten HuSgeRsKNERS CSChen
Reste in doig;wmylsrehdsaenalky: Phétiyl un@ 0840 CHRAARANCH-C: -0YRI08kyl) aRsiBstituidkilodsH nivAdh
odor nehr er eder PoljEabstituise MitaimemUds Ky JAIKYI od6rt Ansid ist, dad MR @3-C; - ARPIGEHIEUDtRUICRILS;

Hal ogess, Tri f|ReoWasedréigil, C1-Gi-AlkdZy odohPhenll:Ci i -alkdeyAlaisiity | , Cs- C7- Al ki nyl ,

Hydr oxy, Cl- 0RsAVksserstoff, Ca-CizrAlkdxkaarbghyh XGsCs fAlkenoyl, PlignylCé-Catalkanoyl, Benzoyl, das un-
C2xs- Al kaneybisivigrt odgB sabstittiprk ish ot |Halogeny Tiiflugmethyl] CC2-Aley! adiek SnyAtsy. otde Ca-ei n
phar mazeut i Sehyclalkyleatepnyl| ite idess uBubstituige vagar._substitdlert/ést it BubigAlind oderANapbthabh 1,
wori n Rl Arrindenoy pdert Fitorenoy! gdes Crrirrélkanguifory!, ®henybGt G- taliersulfonyls@s-GrrGyclonlkpaspifo-
Subst i ffuent 84, °da’u§ WEEWP'IV' éﬁ’lé’d@) Aminqegrbeqyk it dapifitii G -Crelkyl. ey Hey{C; -slioth oFgr|

und Cs- CO Cﬁ'i‘,“l fulert sy I oaﬂl k I ubsti tui ert odor m)no- odor
pol ysubsti t ui t”" ‘e‘é "ﬁ' 1 l (E%-g ﬂ'?eﬂﬁnq%’t oS
Ca- Cr- Al kyl on ?‘s ye"'

odor et i (L i a;?' ;éﬁ:sz,%m o R 515&?6"3 o A

u

C% Cs- Al kKan@yd o r Bdor
SUbSt i tui ert | wobei rrI*I#en I ﬁ'% ﬁén nugéfﬂﬁﬁmluns@sﬁt&grf é{ lﬁuér £8@Gem unabhiingi

G - C7- Al kKoXyoneiRéha Er sinérh KaGb&iRfeRQRY husheiintt SLRHaWbGSH, RfublmdlnGt €, -
substi t ui erth%ﬁd@@ﬁkox@ d elﬁ)bhar&dﬁhtusﬁl@@&?&ﬂ%&ssdzrﬂi?dﬁow oder Fl uorenoyl
odor G- C7- Al kansul fonyl, Phenyl -G - C7-al kansul f onyl ,

Cs- C7- Cy ol ogbrksiadumgl hdoh-Anspuch 1, wofily | oder Phenyl sul fonyl i st odor
Am nocar bonyl -Ce4R; indStsllung 8 (data) 6Fer Bl (kyth), angoaingt|istGRo- @, Steliubg/2 (crtls) rangabinat list;
subst i t ui er tind-€¢=NH)-NH-R; in Stellung 4 (para) des entsprechenden Phenylrings angeordnet ist.

55
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X,» und-Xs jeweils -0- sind oder augerdem unabhangi g vo

-S- sind; X2 C2-C7-Al kyl en oder C2gp4ys¥gkaib@iphenyl en- al kyl en i st;
wobel die Phenylringe der Formal | unsubstituiert sein EH@ Lum,Eﬂe,"rem
unabhangi g 45. vonei nander mt einem odor nehreren :
substi t ul es.t Veibmdyngaashopesridnt1 deuBorllogen, Tri fl uor et hyl . Cl- C7- kyI Und

C -C7- Al koxy; wobei Phenyl in den vorstehenden Definitionen unsubstituiert
i st oder auBerdem unabh~ngi g vonei nander nit einem Su i tuenten

substituiert ist, ausgew hi = N Hal ogen, Trif rret , G-C7- A kyl und
G - C7- Al%koxy; oder h \tischeyverdr Ag \ z v 50 4.

Ver bi ndung nach Anspr’rbﬁ iCd‘RI * ‘ (5&'?3%3&}%} 5 (neta)
angeordnet ist; R2- in Stel MOt

g
ghet Ist; und -C( =
NH)-NH-R3 in Stellung 4 (para)

dos ent sprechenden Phenylri ngs angeor dnet
ist. 55,36 EP 0 518 819 Bl K2 i . L 11l 111 11
111 5. Verbi ndung nach Anspruch 1 der Fornmel I A NH 5R, -CC X
r- Xi-x X n3® C- N+ R3 (A) R2 10 worin R Di-C -C -al kyl am no,

Cl-C.-A kyl phenéﬁ Dier: @ﬂl@ia,ﬁ)ﬁb ag]- ﬁoAlkJiﬂhergaG a8 BN&a@cﬂ?&oa‘i@l&ﬁﬁ@'ddsﬁludas
unsubsti t ui erggs Y 15IbhD Sok bubbtRiart ibtSHit GILG, Al aﬁf Pibefidino, @Gttituidrt It 5L} A0,
substityd ert m g, Whsserstdft Odel8]-Ci-Aikoxy darstelit; R2 V\asserst of f oder Cl -C4- Al koxy
darstel lt; Rs VAsSwWekststhif C-Cl-Alkokycarbéyk PhyBCHORaMoxyckBépY | G2 Cs-Alkanoyl, Benzoyl,

- C4- al koxy cardammslistitiar Gder Aibsttaiary st miBHalagw,| Triflberssthyl) S HOS-AIKYILIGder C1-CielAikoxy, Ca-
substit ui ert CsSlycloalkylcaibdngigdas, unsibstifvienmdenstibsgituiert @it C1 Cd-AyIlst bedaptbtir  Ci

- &, Al koxy, Ca-XGhdXey@lsmdi kyl car bonyl, das unsubstituiert oder

substitet ert mXe @GrCr-Albylondirgtbliti st , bedeutet; X1 und Xa -0- sind; 20

X2 CA4- C7- Al kyl owebgiadigt Rienyiringgysiee Foretiele '@HWW‘M"ﬁg@eﬁé‘ﬂeﬁ% ni9pbhgingig voneinander
unsubst i t ui ersebstiiert selt Ber-mt AiReM RERN delreeR PubsHpIiRDy a@%@f“? fugi Hajogeng Eifigorme-
kSnnen mit eitfe G Gu'év‘y'ﬂﬁ%?té?‘éﬂk%ﬁg?' io{npbprmazeutisgh, varfeiglighes Salz fdavang| ogen, '
Trifl uornme: téﬁ |,

-C4- Al koxy oder ei n pharmazeuti sch’
vertragPi cfred®
worin RI Di-Q,-

'g'gﬁc’l'ég 1 °' "?lﬂ’ﬁ Forrmel |A,
armslo, ’:q?‘yla no, }1‘&; % lamino, das un-
Di - Ce- Ov- cycl %b l su tltu er;) lst't]mlt %ﬁy {-Hipgridino, sz Selrjttgm Harst?llt;m.t G

-CA-Akyl, 1 -H b4- P ’:2 f e kensulGHyPddat Phenyififion
Visser S% pf 1 %Qﬁ'gupt der 4 % :st:l%%l ; %4% n§luﬂ£, 34*048-:‘!,11w od:: 20

f

Phenyl ansul f ony , CS/C oa kansulfonyl odor Phenyl sul f onyl
darstellt odor mnagq;a@-tgﬂ,ayl darst ellt, das substituiert ist mt
Cl- C4- Al kyl , PhﬁW'-C;QIkyGﬂd&%tkM;'od&@fphﬁhﬁﬁﬁﬁsbh vohrigiidhes‘Salz ddwonsi Nd; X2
C4-Cr7- Al kyl en darstellt; oder ein pharmazeutisch vertragliches Salz davon.
35 7. Veg br.ndemmdirgaiachxmsrichGdebFaiesl ISeomel | A, worin R Di-G
- C4- al kyl am no Rhais; € alkylarbiib dbdstediter st of f odor Cl -C, - Al koxy darstellt; Re
€ 2- Al k 0Xy c iR aspérstofPiden G1-C/Ohkogy dadtédlax y car bonyl , C2- Cs- Al kanoyl ,
Benzoyl, das un&u@us@mW(yp%bqnvloﬂmy@ub‘ﬂlkquamowl.|Qetcsﬂkanowaﬁugm das unsubstitu-
Tri f | uor met hydr odey)subgtituien igtynit Hanger, TafluormethylACiBeAkyl, @der(Sh Caytoxya Cic (4 -Cydlpglkyl-
carbonyke  dasarbenylidesiunsuiptisfiort adersubsityion ist misiCerCe-Aldederstellt G - C4- Al kyl | :
darstellt: X1 und X3 -O- sind;

Xz C4-Cy-Alkylen darstellt; oder ein pharmazeutisch vertrﬁgllches Salz davon.

8. Verbindung nach Anspruch 5 der Formel 1A, worin
45 R1 Di-C1-Cs~alkylamino darstellt;
Rz Wasserstoff oder G1-Cq-Alkoxy darstelit;
Rs Wasserstoff darstelit;
X1 und X3 -O- sind;
Xz C4-C7-Alkylen darstelit; oder ein pharmazeutisch vertrigliches Salz davon.
50
9. Verbindung nach Anspruch 5 der Forme! IA, worin
Ri Diethylamino oder Diisopropylamino darstellt;
R. Wasserstoff oder Methoxy darstellt;
Rs Wasserstoff darstellt;
55 Xi und X; -O- sind;
' X2 Pentylen darstellt; oder ein pharmazeutisch vertrégliches Salz davon.

37



Xi -und Xa -0- sind; X2 C4-C7-Al kylen darstellt; oder ei nJﬂm i
vertr gliches Salz davon. 8 Verbi @@gwﬁgfg?ﬁnspruch 5d 'Hm;ln"mnmm n
45 R D-Cl -C4 -alkylamno darstellt; R2 Wasserst’off® odor® s =
Cl-C - Al koxy darstellt; Re Wasserstoff darstellt; X, und Xe -0- sind; X2
C4- C7- Al kyb.on[5¢4eAsineinifometbglphenexylpeptinvey]-8ramatbotyt Nsh-his(r-arethylathl)berlzersid Saérainckheron -
50 9 Ver bi ndoazgutischolertrdgicias Sala davodeachRospmeh 11 A, worin Rl Di et hyl am no odor

Di | sopropyl amino darstellt; R2 Wasserstoff oder Methoxy darstellt; Re
Wasser st oftt- 44 Aginoiminomgthyl)phenoxylpentexyidrenetkexy-NN-digthyibpnzaxnid peen eip| pharmazeutisch
darsteldt; ood@dliches SalzsavenreadAngrsgehdertragli ches Sal z davon. 37 10.

4-15-[4- (Am noi m nonet hyl ) phenoxy] pent oxy] - 3- net hoxy- N, N- bi s( 1- net hyl et hyl)
penzar o SachSuTaREnoh oy ARl ity Mol e oRpRCh

1. 11. oder ein pharmazeutisch vertragliches Salz davon spruch 1.

4-[5-[4- (Ax pQimj,nonet hyl noxyl pent axyl. - 3- oxv- NN-di et hyl benzam.d. -
oderci'h ph: ﬁ%é{ﬁ’,]myg@f};ﬁ%ﬁeg\zgi; bR e o A AR 1
4-15-[ 4- (Am noi m nonet hy p?leno y] pent oxy] - 3- net hoxy-N- (1

-met hyl et Ryl Q.al : ' _ei m]% ' .
vertrigli ?% e:jg %m%&%%g&g%ﬁwc N,?Fmﬁ’sgbﬁét?_yé. e bher G pharmazeutisch
4-15-[ 45 (Am noi m nonet hyl ) phenoxy] pent oxy] - N, N- bi s( 1- net hyl et hyl ) benzam d
oder ei n Bk M-ERLAkHiromfiomémyiiphetgkylgehesy)-Shy doxd-NNPEis(N ey MMBérad baer bih- phar-

3- [ 5- [ 4- ( Ami ra2buitis¢chodRitiflichgs(SaR [evol hivh Ahspraeh N, N- bi s( 1- net hyl et hyl ) benzam d
oders ei n pharmazeuti sch vertragliches Sal z davon nach Anspruch 1. 15 15. .
4-{ 5- [ 4- ( A 45 #i(Bepzaytatminb)rpiimeedyfighprery Joaatoky]-3-niehaxyet i-bisii-mbibyidihyhbdriagnhie t hyl ) b
enzam @o odorodei ein pitacmazeutisch wertréiglichies Saiz daverghacic Amspru@ni.z davon nach Anspruch 1.
16.

4- [ 5- [ 4- [ (BehiEdininlect)yaamomiiamigaimethdiahergryipaniexyk y-methepeyt W RpisN-rethyiethyl)i - ne
t hyl et hyl ) beia%gfidpderein Pha’"&?&%\"“@iVPl:[:gﬁ'iﬁ}eﬁﬁi'éﬁVP’b%Xg'@Pt“P'hbl i ches Sal z davon
nach Anspruch 1. 17. . . .

4-5-[ 48[ M Heiblr [ﬁ%'fd‘w HRIRTiagkneibyIRRen oy PP RiPisamthylelibenzamid 1hedey
N, N-bi s-( 1-%%&%%%“?\ yrertr ?gg%ﬁ‘aﬁd"d fach,

PURLFrezeut i sch vertr~gliches .
Sal z davog, n +§E.§ RS methox{3rbonyTaminomethyliphenoxylpentoxy]. -3-methoxy: - N<bis(i-methy-

A-[5-[4-11 | . P 7 MR et
L A e N, R WO e

ANSpruch g vkdan Herstell Verbind definiert nach Formel | in Anspruch 1 und ph tisch
4-1 5 [ 4- [ [ T QR e B SRR any L am o) EChy T Phenoxy ] pent oy s e

- 3- met hoxy - NaNodwantdin ininB)vertiiufyde} B&M&aR1 d oder ein pharnazeutisch
vertragliches Sal z davon nach Anspruch 1. 30 20. Verfahren zur Herstellung

von Verbi ndungen definlert nach Fornel | in Anspruch 1 und pharmazeutisch,
vertragliche Sal ze davon, unt?ssend a) Umwandel n iljﬁei ner Ver bi ndung der
Forael |la 35 C—NH-R, NH
& zZl YN N X € - NH R3 40

R b X - X2-X3-- Xl—Xz-XJA@ (IlMa) R%Eg;ier ei nem Sal z
davon, “horm Z, ein Rest i r in den vari Rest -CO-R~ ungewandel t

45 wer den kann, 2

oder einem Salz davon, worin Z; ein Rest ist, der in den variablen Rest -CO-R; umgewandelt
45 werden kann,
von Z; in den variablen Rest -CO-Ry, oder
b) zur Herstellung von Verbindungen der Formel I, worin Rs Wasserstoff darstelit, in einer Verbin-
dung der Formel llla

50 CO-R,
Z,
R2

oder einem Salz davon, worin Z» ein Rest ist, der in den variablen Rest -C{=NH)-NH-Rs

38



von Z, 4in den variablen Rest -CO R, odor b) zur Herstel
Ver bi ndungen der Fornel |, worin REpMssgsfgeff darstel I”’!ﬂﬂﬂ'ﬁwjlm&an
dung der Fornel Ilila 50 * L 22 .

b X=- X2-X3 < (E 56 2 oder el nem
Sal z davon, wonmgewtRdalt werdae Bdnn, Wbwandkbr von F2 dhedlan valablatﬂeahcﬂéﬂ‘!)-NHERsmely NH- RF
38 * C L oMmsezen gingraladbindwigtdexoro@dVakann, Umwandel n von Z2 in den

vari ablen Rest -C( = NH)-NH Rs, oder C) Unsetzen einer Verbindurig der
Formel IVa COR ZR3 (lVa) R2 10 odor el_ Sal zes davon mt einer

Ver bi nduhg der Fornel 1Vb 15 NH.. CGNH R 4 ! / VW
/[ oder einem Sal z davon, worin

20 \
Zs sine Guppe der Formel -Xi -X2-2Z5 v@ tzsun&v -Zs darstellt, oder
Zs -76 darstellt und Z4 eine G uppe dsg p|l Z5° XZ2- Xs- darstellt, worin

ei ner der 25 Reste Z5 und Z6 lT%ydr oxy oder Mer capt o dar st el It und der
ander e Hydroxy Mercapt o oder reaktiv verestertes Hydroxy darstellt, und,
falls erwanscht, Umwandel n ei ner  Verbi ndung der Formel | oder eines Sal zes
davon, erhaltli Chod%ﬁ&ﬁbs%ﬁ&s\éi{ﬁn@m&d’érwﬂﬁduh di oA, V&I se i n eine andere’
Ver bi ndung oder ein Salz davon gemaB der i ndung, Umnandel n einer freien
Ver bi ndugg der Fornel 1|, erhaltlich nach dem Verfahren, in ein Saiz,
Umnvandel n ei nes Saizes, erhaltlich nach deiNH/erfahren, 30 in die

freie Verbindung der Fornel | oder in ein %nd@;,ﬁs Sal z oder erneutes L6sen
ei Rgs | somerengem sches, erhaltlich P em fahren und |solieren der
gaw,nscht en Ver bi ndung. 21. Pharm )¢ Zuber ei tGrYd’,) ent hal tend ei ne

Ver bi ndwag der Fornel | nach Anspruch d Dbliche Trager. 35 22.
Verwendung von Verbi ndungen der Formel | nach Anspr uch 1 oder Sal zen davon
und Ublichen Trigern zur Herstellung_pharmazeuti scher Zuber ei tungen 23
Ver bi ndung der Fo?49e einem @izhdaxens G’bﬁa f'"@o‘f‘-,fl‘ppSaqeégmd‘&(/ d@@?"{%e‘f?ﬂ rg
ei nem Ver f ahr erf@sight oder 22 -Zs( 93 ‘?"B iR ?ﬁ']e
tierischén Kor @th 252' d Z‘VE'Y ? °aH@rda$g&rth’ d “?'ﬁ' 8’ﬁa azt“’
Sal ze davon Zuremes llcﬁ‘nac mi;glga odg in ander%!'?\eh; 19?%1 elne ere une r
Human- Leukozyt € g
Y Sder a dav 'St fr QrQVerg%&dn et F?:r'rhren
Gegenvi r kung f<§4h§k|. : %ﬁ%é k %In atade. G il &%@ﬁm.
L'RBs- Rezgpt or e, el a9 SaWiddli) HQ%aE ‘ofheltbd & émf

ei nes phar ”aze%hﬁféhge\‘rﬁ‘srcﬁésa&ﬁdu %Hch%h\%ﬁat%\{ﬂ@ lsb\l%%n%bfﬁﬁﬂnﬁg&ﬂ&ﬁferm

21. Pharmazeutische Zubereitung, enthaltend eine Verbindung der Formel | nach Anspruch 1 und Ubliche
Tréger.

. 22. Verwendung von Verbindungen der Formel | nach Anspruch 1 oder Salzen davon und Ublichen Trigern
o zur Herstellung pharmazeutischer Zubersitungen.

23. Verbindung der Formel | nach Anspruch 1 oder Salze davon zur Verwendung in einem Verfahren zur
40 therapeutischen Behandlung des menschlichen oder tierischen K8rpers.

24. Verbindungen der Formel | nach Anspruch 1 oder Salze davon zur Verwendung als Antagonist von
LTBs auf polymorphkernige Human-Leukozyten.

46 25. Pharmazeutische Zusammensetzung, geeignet zur Gegenwirkung fiir LTBs-Rezeptoren bei Sdugern,
umfassend eine wirksame LTBs-Rezeptoren entgegenwirkende Menge der Verbindung nach Anspruch
1 oder sines pharmazeutisch vertriiglichen Salzes davon und einen Tréiger. )
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IF |l PatentmsprUche fUr fol gendgp yg1s sfwdst aaten: ES, zur
Her st el | ung ei ner Verbi ndung der -Fornel 5 ”m"”"mm, i!l h
~~~~~~~~ NH C - NHR3 X1- X27- 10 R2 worin: 15 *AnknoL
das nono-Patedtanspriichetfiit folgende Yeriragssiaaten eE$i@&R Subst i t uent en, ausgewahlt aus.
ei nem al i phati schen Kohl enwasserstoffrest, einem araliphatischen
Kohl enwadls eYeslalypf zus Hersteluing eingr Yedsingungtdprsformesh Rest und el nem
cycl oal i phati schen Kohl enwasserstoffrest oder Amino ist, das disubstituiert
i st ~cki mt el nemé&kv\ert i gen al i phati sqiggn
Kohl enwasser stof frest R2 V\asserstloff thogen,

St

Trifluornethyl, elnen ali ity schen Kohl en g {ordVB=Ryar stel It odor 20
Hydroxy ist, das mt el néf D ¢ o‘ ar al i phat i(§chen Al kohol
oder ayomatischen Al kohg At he'rt s g mt einemaliphatischen
odor araliphatischen ggrbonsaurerest verest : | st; Re Wasserstoff oder

ei nen Acylrest darstel I°t, der von el ner organi schen Kohl ensaure, el ner

or gani schen Car bonsaure, einer Sulfonsiure odor einer Carbam nsiure

abgel eitet istyworin{l und Xg unabhi ngi g vonei nander Sauerstoff (-O) oder
Schwefgl (- S- )R, Oaind 8drétéiN); das! MbnatSoder disubstituiof? isE mit ihemV\BLb¥RIchiet) Clisgewshit aus

al i phat i scheafenKealiphaisonars Ketiehvaskdrstaridst, dmerm tacaliphiatiscitba rKobloriwalksestofi@st, diiet@brhass C hen
Rest unt er btisoiencResswnidreinemruycloaliphatscheshi KohliveassehstaffregicodeieAmifistgas disubstiniertastgi g
vonei nander miteinére pweiwertigaip gliphatisthen Kohipawassekslofieta it ei nem odor nehreren
Subst i t uent en R aMasgesigthiHalogans Tliwbrngthwl, eifgni dlibhatischent Kehlenwasbargiefirest davstellt ioderhen
Kohl eratas s eHyirexy fistedas mit-ginpmo sliphalisphen-ilehol pralinhiatischen tAlkehoh odar gromgtipgkensAlirebel

Al kohol ver ¥areiiertiist pdar desgpyit sipgm aligigtischen qslpiasaliphatischerafaraopsiurerasiugrostert ist;

aral i phati sché® ‘(‘fﬁﬁ%’é‘ﬁ%é’&?’eeﬂ)@r Acyfrest daystefit, dagpem| elpgr\qraanischen KobigRsdvraneipRien
Definiti one?fgﬂ'f?&'lfﬁfqa'f? ureh Sine ?fHé‘FeQ‘l?é%'t‘ellcF@ﬂ“'Ei?B @PQ%"%‘HT‘ sein kann nit

d P49 Ypopipaggier S ) g thyl-,
L .efohgf’ Iy °§‘€h 'fr%*ﬁg \RE L P sl A R PR

ei nem al i pha

| h deY %rﬁ\teh% bhh g, v% ander ‘Nel%lrmneé QM e&@%?n kgngnlgﬁ nutOdor
aral i phati Sﬁ Ehit au alo en, Trgiuor oifior alu:d_gatlschen
cycl oal i pha 6%9@&5 st W&oy I y, nﬂ‘e er‘ﬁ ils L B istBdr mit
sMbst i fyui er §ine Ghighat %Hodé?gﬁfphﬂiséhep SrhbR% e ,g(ert rigliches Salz davon,
unfassend a) WM& AR iNddnvoRtteR&Hden/BEfRitEHAH riﬂatfﬂ lgFﬂﬁaﬁhdér |lz8sabfich substituiert sein
NH 1 kann mit einem oder mehreren Substituenten, Mikgewhit’lis Haldgen, Xrifluormethyl, sinem aliphati-

(Ha) 45 . schen Kohlenwasserstoffrest, Hyf@dxyOsha Hyhoxie GsSaik ginéhi iphatisther iAIRohdl vepdtibrtRRa st -

I st, der i noddemitvinsr aighatisoheRodér arafifbaisthen Ogmoaate vdresteetisten kann, 50

von Z,ssi N den websi iembdyelnalibietischer GOhBhwassaebinffrelst) mix einena@liphétistHen rRgstvanbstituiert sein

Ver bi ndungekannt@derléilmmmmuum“wﬁgﬁzmmm ghfessergr stel |t, in einer Verbin-
ddﬁg der For red Nmwhndels ircgined Yerbindung der Formel lla

Z, NHo
C - NH" R3
R, .

oder einem Salz davon, worin Z; ein Rest ist, der in den variablen Rest -CO-R; umgewandsekt
werden kann,
50 von Z; in den variablen Rest -CO-R;, oder
b) zur Herstellung von Verbindungen der Formel I, worin Rs Wasserstoff darstellt, in einer Verbin-
dung der Formel lila



EP- O 518 819 B1 COR 5 /M
t (I'ta) 10 oder egpg®Psigpflavon, worin Z2 ein Rest
der in den variablen Rest -C(=NH)-NH R3 ungewandelt wen m“l““wm In
von Z2 in den variablen Rest -C(= NH)-NH R6, oder c) U m
Ver bi ndung der Fornmel |Va 15
COR Z3 (lVa) , COR, = mmmmmmmeeee— 2 20 odor
ei nes Sal zes davon nmit el ner Verblndung der Forno

QEZA)SaI z davon,

NH CGNH R3 z47-~ (1 vb) 30
worin Z3%ei ne Gruppe der Forns %2 Z6 darstel I't,

odor Z3 -7Z6 darstellt und Z4p €l Ne=& uppe der For re=Zs- X2 X3- darstelit,
worin einer der Reste Z4 und Z6 Hydroxy odor Mercapto darstellt und der
andere Hydroxy, Mercapto odor reaktiv 35 verest ertes Hydroxy

oder eines Sal O

Wi se in eine %ﬁ%ﬁ,gﬁze %{:Q,I&B g::\:;% Bdm8lIVh g{aﬁ avon ge |("-l)dmrﬁ‘Eg(ﬁndung,
Umwandel n ei ner "frel en Verbi ndung der Fornsl |, erhiltli ch nach dem
Verfahren, in ein Saez, Umwandel n sines s, erhaltlich nach dem
Verfahro,ra, in die freie Verbi ndung der 5M | oder in ein anderes Sal z
oder eneutes Ldsen eines 40 | sonege em sches, erhaltlich nach dem
Verfahren und Isolieren der gewUnschte r%un 2. Verfahron nach
Ansps uch 1, wobei Ver bi ndungen der FOrXg her’g 1t werden, worin R
Ani po, das nono- oder disubstitui ertRy st mt ei nem Substituenten,
ausgewahdot aus Cl -C7- Al kyl, C3-C7-Al kenyl, C3- C7-Alkinyl,

Phonyl -G - C, -al kyl, Phen I-CZ Cr- al kenyl Phon | - C2- C7- al Ki nyl, Phony!,
Napht hyl, | ndanyi odesgines Salzps RPN finer ¥erbingyag E?le°'im?H'VEycl oal kenyl ,

Cycl oal kyI und Cycl oal kenyl, jeweils unsubstituiert oder nono-, odor

pol ysubstituiert mt C _Gr-Al kyl, oder AmNp darstelit, das m t

C2- Cs- Al®yl en disubstituiert ist; R2 Wasse: t}gﬁf Hal ogen, Trifl uornmethyl,
Cl-C7- Al kyl, Ca-C7-Al kenyl, G C7-Al kj Rskoxy, C3-C7-Al kenyl oxy,
Phenyl - G - C7- al koxy, Phenoxy, C2Z4 {Noy| oxy, C3{8®H)Al kenoyl oxy oder
Phenyl - C2- Cs-al kanoyl oxy darstellt; R3 Wasser st of f,
Al\kaxycagbonyl oder Al kenyl oxycarbonyl darstelit, jeweils unsubstituiert
odor sub- stituiert mt Phenyl, Naphthyl, |ndanyl oder Fluorenyl odor

Cycl oal koxycar bonyder iefnbm ShRS davbri; Rk iZs Wil GrusidOder POt -XQ061Zs darstelit und Z, -Zs
pol ysubst i t ui erdarstif oder ZE 7z Ahakeydiit irfdtz, QiHaI Gréspbe Qe PIm@ I29Xb-XxP dfafstelit, worin einer der
Phenyl - C2- C7- al heste @y lundl 2t Hoatory ddemmerydpto duaping bnd\der ankiérd aiyargky, M8REptd-bdsd FeaktivY |
I st, odoss C - CherbtsmasHyddoongdrsteliPlosd) ydlls &iviikiséht, Wrhwandesiu bihed Vgilbindung der Formel | oder
Cs- C? Cycl oal k caires Sélzas\dhvoo chehiltith @ach|dem Viedahyen odartin andeyer Weiserin eiag derg [Veibintiyng .
dasrit G - C7-0d85ein SalzAdidegr gerf¥ficedey | EriDdunGy Uawindein ceirer frbthio Ypibindunig sder tFaimst 1,
i st; Xi und Xa ahiliishanaghl domNerielirenaingisrSalz. Ynwandealn einasalzo entittiichnanh dam ¥erfahren,
C2- 04 Al kyl ean@m’}q fraje (Yerkindung |Q9r| Egymejdbeder in ein anderes Salz oder erneutss Ldsen eines
C2- CA- Al Ryl ennalfﬂ‘l’t"f?yg%'ﬂsc@ Qﬂa“h?hli‘jmh 4°§hV°Ff§'t’°" urd '30"ermésewanseM%\éqmquvmge

der For nael bhan e| t e| n reren Sub tituen-
t bsti t&ui g?r{;ﬁ QEIB‘ Gy %ﬁg\eg 931‘91 ino, das
en substi AEG |-I .E :ﬁi\ﬁ ?%V } «k;{:fv P% mw Cs-

darstellf, und, f%nsems&@ o g@ s es%' fo Y ol 0o Ak BB

Q0- C7- Al kyl , v B’mhyl Indanyl,
Q-C7-A Jée yl pléé‘eny E%? kyl cl&ll 19 ils Uridistituiert oder mono--
oder polysubstituiert mlt C1 -Gz-Alkyl, oder Ammo darstellt das mit Cz2-Cs-Alkylen disubstituiert ist;

Rz Wasserstoff, Halogen, Trifluormethyl, C1-C7-Alkyl, Cs-C;-Alkenyl, Cs-C;7-Alkinyl, C1-C7-Alkoxy,
C3-C7-Alkenyloxy, Phenyl-Ci-C7-alkoxy, Phenoxy, C2-Cs-Alkanoyloxy, C3-Cs-Alkenoyloxy oder Phenyl-
C>-Cg-alkanoyloxy darstellt;

50 Ry Wasserstoff, Alkoxycarbonyl oder Alkenyloxycarbonyl darstellt, jeweils unsubstituiert oder sub-
stituiert mit Phenyl, Naphthyl, Indanyl oder Fluorenyl oder Cycloalkoxycarbonyl ist, das unsubstituiert
oder mono- oder polysubstituiert mit C1-Cz-Alkyl ist oder C1-Cy-Alkanoyl oder Phenyl-C2-C7-alkanoyl
ist oder Benzoyl, Naphthoyl, Indanoyl oder Fluorenoyl ist, oder Ci-C7-Alkansulfonyl, Phenyl-C;-C7-
alkansulfonyl, C3-C7-Cycloalkansulfonyl oder Phenylsulfonyl ist oder Aminocarbonyl ist, das mit C;-C;-

55 Alkyl, Phenyl-C1-C7-alkyl oder Phenyl substituiert ist;

X1 und Xz unabhiingig voneinander O oder S sind;

Xz Cz-Cg-Alkylen, Cz2-Cs-Alkylenphenylen-C2-Cs-alkylen oder Ca-Cy-Alkylennaphthylen-Cz-Cq-alky-
len ist;
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A kenoyl oxy und Phenyl - C2- Cs- al kanoyl oxy; 5 wobel di '
Reste in den vorstehenden Defini teroggis g1vadhl ngi g vonei nanammmghﬁmﬁm
oder nehreren Substituenten substituiert sein kénnen, ausg al

Hal ogen, Trifluornmethyl, C-C7- Al kyl, C3-C7-Al kenyl, C3-Cr7-AlKkinyl,

Hydr oxy, C1- Owobsf R'Qi’penvmge@ﬂ Pdricel dyhabk%llglgﬁm'ymdeand élﬁermbtkomhreren Substituen-

C2- Cs- Al kan®yF uierapinCdinpgny ausgenabik pus inaipgeh drifluom@thylCE -6 -Rilk 0Set G xAkemdefs- ei n
phar mazeut | GeMdRy, r*'W °1 %HE%‘Y-&%TCZ “AaRyioNny. PhenyisC-Gealiom Pafe-Nlrraviogispréich 1,
wobel Ver bi 4166 &P 'a kangyloxiest el j t werden, worin Rl Am no
darstefit, da¥° a'° heBl t"F’g "“éﬂ’"‘*’% Peff?it‘g"eél H‘?“gﬂdﬁ'?t"ﬁq%'ﬁ'ﬁ gipem

M ’°' oR Tt hyl, Cy-Cy-
aUSgeWaq/h IC][ éj‘féy 5-Cr ik gﬂ '%’]Y Yd" h U]k%'ﬁfg?ew ré::;g%e; (E:-alkm.cy
pol ysubst i ttheQr ":ano s' 2 oyl Eqny H%"V| °'“d’ grmazeptisch vertrég-

Ca- Cs-,Al kyl on di su StItUI ert ist; R2 Wasserstoff, C, -07-Al koxy

oder Phe@yl\legahren%cﬁlA'ﬁ%h dalydibe? IVLrbmdlﬁﬁenV@e?‘ el Pmrgesgﬂt A‘Mﬁﬂxﬁﬁcﬁrﬁlp@nyl
C2- Cs- Al kanfasteitt, B8E M6 G-C?dbpals@ds{ﬁéﬁa@Y miB &M\‘P%ﬁ:bshﬂéﬁenu IQusg ,[dug U, &5, langder
substi t ui emhe.hym -03-4lkoPragy and €5 mgt Bibs-Cieloaliend,- diistidtuiS! 8er mono- oder

C1- 07- Al koxpplysubsittiiorf it eifdin CYC/-ARY basr ARG RE Was rhiBta-CeCliEy ok @BuRGbibr igt; €7 t  0dOF
subst irg ui ert RsWassbistoff] G; Gy -AlbkydderTtheryl-OiaOdiIkdRY barstdiE | ndanoyl oder
Fl uor enoyl odBs Waskefstif A kGiaNkbiycalydnyl, ©5365Mkanéyl,-Faényatkoyskahdyq Behzoyl, das un-

C3- C7- Cycl cabdtituies 1odérosubifuiert ist rmityHaloges ITrifRloempitlyl @h Conlkyl ddert CietieAlkoxy, oder Cs-
Ari-hocar borfystCypigalkylcerbenylrist, dgs -udSubsiitier! odePtegbpjiuief, istGPit & 10y Alkgidedier Rapttholl,
supst i t ui erttdapay edexFlugrengyheder) GaviziAlkgnsulipnylsPheay!-GdEr-alanBifertt Fr-GnBindiratherisgjfo-
vonei #&nderyl gder c!’d?e'?y's”'é?ﬂy'sif’tn%ﬁef RAminpgarkonyl /sty gascmit Sol€r-Alkyl, Phenyl-C;-Cr-alkyl oder

C2- C4- A kyIPé"ﬂ %ﬁ 1“69’?‘%2 lyl on ist; vvobel di e Phenylringe der Fornel |
unsubsti tui er il 's' A YROpipAnger 2@ oder -Svgiidei nander it
ei nem oder ' N k‘;} yn 'e' é' %0 'ﬂ'f yjon 'nd aus WAhIt aus

vor ot 8 ’engr'£ ﬂﬂf b o "’? "8 ' °"*%'1 g’ai'}we (el g
vonei nander " th’d ﬁt %g hl t

Hal ogen, Trvb,t dalEHe tuisH) - t 'st ° ‘gf%:@gbti"%g

phar mazeut 'A'ﬁ&mnu%womm aan a.\f&nv iBhos |dr ch 1,
webel s0/er bi ndungen der orrre her gest e wer en vvor| n -

Stel | unga.d \(ewea)naam.&pr&n(mw&bab VershidRRyoh B&tFohr%i } hefg8stolk wer&ne%rmng 2 ( or t ho)
angeor dnet i SICO-RINAl Stefiiing 3 (Plird)-oblb-Sehetafangbsbiret/iBE RA i BRiAY 2C{Sholdh E&i?&n@ﬁ&enden
Phenyl ri ngsndrGye NHENER, In Stellund 3 (Para) \dey Sntsprottidndvh PRenNARGY ar§ddrdhet ishO

Ver bi ndungen der Fornel 1A NH 40 X
/\1C- 28 8 VediirnRechishsprdch 1hesbgiodrididudgendsrdrermel orin R Di - G - C4- al kyl am no,
| - C4- Al kyl phenyl -G - C4-al kyl ami no. Di - Ca-Cs-cycl oal kyl am no.darstellt, das
ubsti t ui ert odor substituiert ist mt G -C4-AKk oder 1-Pi peridino,
substltwert mt C -C4-A ., R2 Wassersto S -C4- Al koxy darstellt;
SO R% WasRgrQCeid 23ALk ; C
- C4- akoxycar bonyﬁ C2- ano§/I ?CzBe’rer}oy unsuw {zﬂ%le‘pt odor -

substituiert ist mt Halogen, Trifluornethyl; -C4- Al kyl, oder C,

- C4- Al koxy, Ca- GCs-Cycl oal kylcarbonyl, das unsubstituiert oder substituiert
nit C, -C4- AI kyI i st, bedeute®; Xi und Xi( -0- sind; X2 C4-C7-Al kyl en
darstgllt; wobel di e Phenylringe der Fornmel | A unsubstituiert
oder aul erdemeggggtpng,gg; @onponei nander substituiert sein kénnen mt el nem

oder mehr er eng, b@.tmtﬁa&]ﬁa G@GLSIGIG;\%MchﬁMSaIk'»]B&\ﬂ&eﬂ‘csE‘AJ didaRyiFRino tlelrt !
- CA- Al Kyl daunGubstitisht dNoK Sitsstituidnde it [, G JaBrZEmik ekidind) sﬁb@ﬁ ibrflltt O
davon. 42 Rz Wasserstoff oder C;-Cs-Alkoxy darstelit;

50 Rs Wasserstoff, Ci-Ci2-Alkoxycarbonyl, Phenyl-C-Cs-alkoxycarbonyl, Cz-Cs-Alkanoyl, Benzoyl,
das unsubstituiert oder substituiert ist mit Halogen, Trifluormethyl, C1-Cs-Alkyl, oder C1-Cs-Alkoxy, Ca-
Ce-Cycloalkyicarbonyl, das unsubstituiert oder substituiert mit Cy-Cq-Alkyl ist, bedeutet;

X1 und X3 -O- sind;
Xz Ca-C7-Alkylen darstsllt;

85 wobei die Phenylringe der Formel |A unsubstituiert oder auBerdem unabhiingig voneinander
substituiert sein k&nnen mit einem oder mehreren Substituenten, ausgew#hlt aus Halogen, Trifluorme-
thyl, Cy-Cs-Alky! und Cy-Cs-Alkoxy; oder ein pharmazeutisch vertrigliches Salz davon.
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EP-O 518 819 B1JfIIflJ 111111 11111 J11111 6. Verf H

wobei Ver bi ndungen der Formel | A hergges rden vvor| m ﬂﬁ

D - C1- Cg- al kyl am no, G -Cs-Al kyl phenyl - %1 CIB al kyl am no, l """”I‘s””",
Di - Ca- Cs-cycl oal kyl am no, das un- substituiert oder substi tUI ert st mt

C, - C4- Al kyl 6. Welfahpanrnach Ansprusuihwbbet Vertsiidungh derCbrmisfiANolgystellt wldtdent wdrint ; R2
Wasser st of f oder RCDi-C{S—aldylaming, AaCsAlelighbnyl-6;-C4-alkylamino, R&a-cs-cycloalkylamino, das un-
Cl1- CA- Al kansulshigstitpiert ofitin ewbglitui@t istAit Gul-GsaAdieyl 1 Pipexidino, SBstififeri@yitCoi-Allyh Sarbteliiny |
oder Phenyl sul f ofy/Wasterstoff eder C1-Gaiblkoxadarstelitar bonyl darstel I't, das
substituisert i stRanPt-Coikansulipgyk PhenyEfcGyyalkamsulfond. 6d- %yWCGdlsﬂnsmmqer PhénylsuifenyiK3
-0- sind; X2 G&ts@'ﬁ ek fiminpcaghapd tdarstelit; desqasstiiiant isheit i LeNkyls EhenylkGrtGaialkyl edee s
Sal z davon. 16MWEverfahren nach Anspruch 1, vvobel Ver bi ndungen der For el

| A hergestellt i %ﬂ“ﬂ nod rstellt;
Wasser st of f ode\r,\éz(‘,p‘%gA %Sﬁ?aéﬁdgrteﬁthrm%" lichps ?'bonyl
T P o B R SR
C1- C4- Al koxy, C3pGia G" SJ E das unsubstituiert oder

arl Y Ph

substituiert i StRJTbLm Alko en -‘yﬁgﬁd carl:?éh IL&QSs&kan I, &z&% astm ubstltu-
CA- C7- Al ky | en igpgddi SibbtitiierO8 it Raidhe TRAUSReRHE, CRE/1 )/’\l)(ﬁrJdéla(g o(gcﬁﬁé)?y %

20 & Ver f ahr eraBai) oy imBubsiitilerlodeViaBaituieHast it RFIERARN, dbRkeIE-0r NEl

hergestel |t wer defundw@ro-inl Di - G - C4-al kyl am no darstellt; R2 V\asser st of f
oder ,C, - Cs- Al kOoXyCseleyaityinh ldarstelRerdsibeirsphtriiagsiufischl dsridghdnbs sa|z>6av¢md X3 -0- sind;
25(_/ X2 C4-Cr7-Al kylen darstellt; oder ein pharnmazeutisch

vertragl ech®s VadahrenchachoAmspr@ch 1)/estieieVertindungas Her Ragel 1Atargdstelitwedsddn, weinbi ndungen
der Fornmal | A heRigeigh dhatkylaminaidarstelitor i n R Di et hyl am no oder

Di i sopropyl ani noR«¥assereiplf eder RpCapkoxw dasstefif oder Met hoxy darstellt; 30

Rs Wasser st of f d%ﬁ‘é’?%?wﬁd%e“&nd Xe -0- sind; X2 Pentylen darstl ilt: odor
ei n phar mazeut i s¥H"g étj‘F"l ches Sal z davon. 10. Verfahren nach Anspruch 1,
wobei 4- B5-[ 4- (A?&?fo?’rﬁ"wl?ﬁsf' I)%ﬂ&%bm@%ssmﬂrﬁg@hemmxgﬂ N, N bis. 35
(1- net hyl etgyl\)rt? nzam d oderh rmazeutl ch v rtra | i ches Sal z davon
nach Anspruth g‘[ "¥e o\‘/% %I\' arpef! é‘ﬁ"g bYgida: worinyohe|
4-[5-[4- (A noi r’rh2 g;‘ﬁgﬁ stel ol 3 et hoxy -N, N- di et hyl benzam d
oder/ ei nphar malzlga "E “Sal z davon hergestel It wird. 40 12.
Verfahren nach Ap

4-[5-[ 4- (Ani noi nxrmarenn;étmaawmwyskﬁ ArPTRdRes S Niafch: E-

t hyl et hyl ) - N- (phenyl et hyl ) benzanmi d odor ei n phar mazeut | sch vertragliches

Sal z davon e vefdhteninadh AMsprich 1l JobeV/ @S- RIKMRviMiAGHbHNNShBAM P Pentoxy W8 0Rdthoxy -N,N- bis .
4- [ 5- [ 4- 6sAM NQi-ibiiRstRbhkanid 6000 ¥l bieridzeutidh vemabliane%s(a&uamﬁ hae’(, $pruch 2 hergestolit

yl)benzam d oséd. ei n pharmazeutisch vertragliches Salz davon hergest elit
W rd.4 14. Verfahren nach Anspruch 1, wobei

3- [ 5- [ 4- ( Antia¢eriahreo nrecin \Angodob N xwdbgie A5 {Amindihifdnisthghphdnorgpdntokyl t 43-methoxy -N,N-
yl) benzani d_odisthyleenzaniti aderein ebrringzettiscrevettidglighésctalz sla®a hergeitellionirdher gest el | t
wird. 504 15. Verfahren nach Anspruch 1, wobel 4-[5- [4 (Am noi m nonet hyl )
phenoxy] pet (Y?’\@"eﬂ Znach f Eﬁpﬂ’k 1. N°'Wl HT[%H'((“E'”‘H’E'F tHyDphpnoxpleeniei-dmesipery-Ne1-me-
phar mazeut i scﬂly v P'é@??vm Yagnramiciofappin H'@r'gaégltﬂaqhwﬂr "F'e?s Salg davoe havgastelpird.
nach Anspru

NN b s- (18maly&§; %n ity %WE% iy [Z;]bf “ches Sal
26“[/8”[ ZeE ?ﬁgk%ﬁmrs‘ﬁ‘”rﬁ% Ani;?'&' ﬁ% wiftel g-%‘l Eaﬁ Jﬁ)ﬁﬁi %@5&%2 ;ﬁ ?hfls-ﬁ-methyleth-

met hoxy- N, N- bi enzam d or el n eu I'sch
ver tragl jchigs V§%%n ‘F‘E’éﬁ%sﬂ?&flgeﬁ;b@i 4-[%-[4-(Ammoummomethyl) phenoxy] pentoxy] -2- hydroxy -N,N-bis-

(1-methylsthyl)benzamid oder ein pharmazeutisch vertrigliches Salz davon hergestslit wird.

16. Verfahren nach Anspruch 1, wobei 4-[5-[4-[(Benzoylamino)iminomsthyl]phenoxylpentoxyl-3-methoxy-
N,N-bis-(1-methylethyl)benzamid oder ein pharmazeutisch veriréigliches Salz davon hergestellt wird.
55
17. Verfahren nach Anspruch 1, wobei 4-[5-[4-[Imino[octyloxycarbonylJaminolmethyl]-phenoxylpentoxy]-3-
methoxy-N,N-bis(1-methylethyl)benzamid oder ein pharmazeutisch vertréigliches Salz davon hergestellt
wird.
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wrd. 43 C L M S* 18. Verfahren nach Anspruchll

4-[5-[4-[I m no[octyl oxycarbonyl ] agp gghgBidugt ] phenoxy] pen [!ﬂ &J“Z"jumﬂ”m :
-nme thyl ethyl)benzam d odor ein pharmazeutisch vertragliches el
hergestellt wird. 19. Verfahren mach Anspruch 1, wobel

4-[ 5- [ 4- [1BnVerialirpd evagh wadphoi yic avobe nylsammoqmqmwﬂbeanmi:y«bthyl]ﬁhenoxy]peupmi-oxy]
- 3- met hoxy - NINMbidfi-w¢ thylmbyiibsrizenid pligr leprphamazdutisdeverteigiches Relzrriavos inbrigesteiit wird.
vertragliches Sal z da- von hergestellt wird. Revendl eati ons Revendl catl ons
pour | es 18 Yarighrem magha Angpric & uwvapain tHS-14imino@ienylgethoxggarbopamipgr metiyliohewoxylj |
LU, NL$ PT, reptpxgpEs- pethwmgléumhywmp@amlggmer ein pharmazeutisch vertrégllcheqﬁ;qupa-

COX, - R1- 3  von hergestelit wird. CC- MR3 20 R2 dans laquelle: R est un groupe
am no qui esr;tdlcrmno- ou disubstitue par un substituant choisi parm Ies

Lo oy eetosndTR R o B Pt e 8 ot B8 GBI A RN

cycloal'i p athues ou encore est un groupe am no qui est disubstitue par un

r adi cal yd&&@% rT?]'lphatique;.divalent; R2 est un hydrogene ou un i

radi cal hal ogono, trifluoromethyle, un radical hydrocarbone aliphatique, ou

encore un groupe hydroxy 6th6rifi4 par un al cool aliphatique, un al cool

aral i pgati que ou un alcog)t aromati que, N qui est estfrifid par un

aci de carboxylique alip Bque ou araliphatiqye; Eft un hydrogbne ou un
' Sﬁga 3que, d'un acide

radi cal acyle quil ddgrys d un acide -.\ ,
Iy ackde gul @- ou d' un acide cqIani que ; XI

car poxyl i que or gani gyt

e{_X3, independanmren de" I adt r'e? s ghacun un oxygbne (-0-) ou un
soufree(-S-) ; et est un radi cal hydrocdarbone aliphatique dival ent qui.
peut 8tre |nterronpu par un radical aronatique; 35 00 | es noyaux
phenyle de fornule | peuvent, independanmment |'un de |'autre, etre encore

substitues E@ 'aﬂ‘l'?"?)u pI usi eurs substituants choI sis parm |s radl caux
haI ogeno t VANLLY, I"é q“ﬂ%‘%‘"}"&?ﬂ %Mbﬁq 6 ﬁé‘?"‘a? 45 tadicaux
vgga prb '{PB%JF“G& Ip 'ﬁ‘gff s?g@ “° st
est6r|f|e pﬁ‘ ‘i)’ ﬁgéﬂf}'& '8 B‘F’?‘&?s L ogepe ‘15‘h3 "“ Bl “Bs
dr g II

groupes ar y est u ér? tr : % |epun“r‘é§@a o %ar%%%%g%e@
droxy &ﬁ&% aI’SIHI Q?‘a 'ty qt % 0 up alco?l

73

uns des aut

subst | uant rﬁ'ﬁab ool ol 1 uf ol '
adi catn %’ Efw,e?s Nl up'iﬂa b le M oot oo Qe ueqH' anﬁqﬁé Ao 1 4
par un al co rboﬂJVIlh dnfdUs; dH aEiHé s&&ﬁqu@%ﬁ Qtuh béige damidle a%' Q%Ciﬂﬁ&%}nh%e

al i phat i queryplde Rhutb, sBhiEhactihBh oxy&¥iae LO-) balth Soaire L8LFirePCar bone cycl oal i phati que
pout Otre subsst in fdbicad Bfdrdésrbénd AlighaquébivaAtdui PBuCEtreOMertompl pétein Seifealfdntatique ;
acceptabl esoiles foyamt pHEnyke de foemuyls BeifenE iHdEmbtdamnidht 12in dﬁtmaqnesareseamsdb&més
revendi cat i pen ub, cuCEhsiBuls exgibstituantdRtholsist pari 16 Gdipaix dalogiino, (ittluoesithyie Naes: radidaux

di ‘subst i t uehydexcarbonés eliipbatintes amtirorh et Bidrogynutiest dwrifiéapir oa alkooh bilpyidtiqueosy §il o<E7,

al cenyl e onesguidiFar umbaiderppibexylique @bhdifye phasaiiphatiqual: kyl e en Cl- C7),

phdnyl - (al cefhip$ erounes @zleians lep téinifians CidessynpewveetninggRendammen s dos apleesiAtrg | e,

i ndanyde, f engere SHstitees Ray u epplusjaues substiwgnty ehalsie leprd les radisauxrhaldg @yffuorométhy-
cycl oal kyl e‘eeiesc' ‘Faﬁ’&lh ?F?Tb@"e&tﬂﬂ'la“%s th’%ha&Ed‘Md’ﬁ’@nq‘élfﬁ's?‘?‘?’U%sPabH“ MR- ou
pol ysubsti t gl g‘P Pagbpyliu o oy aglinbatique ; ot un dicd 5
am no qui e%‘idmd E‘ﬁ'ﬁ at % tre {bsitug pay i ¢ ﬁﬂé‘" S cs . R2 est un
hydr ogbne ofl YA 9P 53%: S8 3[”‘1‘? poft g, VI"?JB’F’ W, alkyle en C, -cC7,

ai cknyPe eng ﬁ% ﬂ Oéﬁ'd%‘ 51, Seansaueft 5 03V urPloufie affiho oftleSi5ROMb O3tV eisiBestd - C7-

phenyl - ( af Cﬁ) n Slbstittant choisi B ﬁ\PQéYadlcaux alkyle en Cy-C;, alcényle en C3-Cy, alcynyle en C3-Cy,
phényl-(alkyle en C1 -Cz), phényl-(alcényle en C2-C7), phényl-(alcynyle en C.-C7), phényle, naphtyle,
indanyle, fluorényle, cycloalkyle et cycloalcényle, les radicaux cycloalkyle et cycloalcényle étant

50 chacun non-substitués ou mono- ou polysubstitués par des radicaux alkyle en C1-C7, ou encore est un
radical amino qui est disubstitué par un radical alkyléne en C2-Cs ;

Rz est un hydrog&ne ou un radical halogéno, trifluorométhyle, alkyle en Cy-C7, alcényle en C3-Cy,
alcynyle en C3-Cy, alcoxy en Ci-Cy, alcényloxy en Cs-Cy, phényl-(alcoxy en Cy-C7), phénoxy,
alcanoyloxy en C2-Cg, alcénoyloxy en Cz-Cs ou phényl-(alcanoyloxy en C2-Cs) ;

65 Rs est un hydrogéne ou un radical alcoxycarbonyle ou alcényloxycarbonyle, dont chacun est non-
substitué ou substitué par des radicaux phényle, naphtyle, indanyle ou fluorényle, ou encore est un
radical cycloalcoxycarbonyle qui est non-substitué ou mono- ou polysubstitué par des radicaux alkyle
en C1-C7, ou encore est un radical alcanoyle en Ci-C; ou phényl-(alcanoyle en C2-C7), ou éhcore est

4



al canoyi! oxy en C2-Cs, al cenoyloxy en C3-CB ou phényl -(alc

C2-Cs); 65 R3 est un hydrogene ppoHiglsaglesal al coxy mmmjg&@““‘“‘
al cenyl oxycar bonyl e, dont chacun est non- substitue ou s des
radi caux phenyl e, naphtyle, indanyle ou fluorenyle, ou encore est un
radi cal cycl ol radiosy benztyden ybphtogile) indepbylenanfiueheie, buencote esburoradical alcanesulfonyle en
pol ysubst i t ueCp&r, piésy+airdnesulionylen ek yG1€Crp ncyCloal@igsulbonyle oo 0PeCrs gu  phénylselidnie | ou
al canoyl e en @ko@astun rpdicahgmingcerbenledyil ast substid & dps radigaus alde en €@z, Algnyl-(alkgle 0
618 819 Bi en C;-C7) ou phépyle ; 11! 1 le radical benzoyle, naphtoyle,

i ndanoyl & ou ¥ eidfkdnispendampent Eyncdgautiesiont ghaqua iMA: al canesul fon)sl e en Cl
-C7, phényl - (?ﬁe e%inme'@Pf P eervzézdei*w}é"e e"y& %PE%W%@JF‘WH?P%% 4 (efkyleng pn -

phdnyl sul f ony CeCe)ggrhiyiga 'd| ca m n car bopyl e st subst irt ue

par des radi cQ% §?53 aén"@ &-Q
§|Iié/|- p:oxy;

9
X1l at Xe, ind h° r 0gxlo en Bcica 'fl::
radi cal 5 kyl p ] ly(ﬂ ép il
C2-C4) ou (al H 109 e, indsps ul\ Q8 vautre,

noyaux phenyl gyd§, £rrEH o@ pﬂusu&ﬁé@ﬁﬁﬁﬁuamé %BEHQ i&"ﬁ&& shes' 168 Sadlcai HiffuSromé-

“tre substit uaﬁlepawy;etaa cﬂlb7 IAERYIE b ésépaé,fnmwa&m, Q:b&t»&' ScaRPBrTE:-E Bicényloxy en

hal ogbneg et g8, 'pélyF@idaxylehid: lojp biearbyioRy kaideRoyRRly 68 C J;Q.ényl -{alcanoyloxy

al cenyle en Cgn 6]03)a| cynyle en Ca:C7, hydroxy, al coxy en G - al cenyroxy
en C3-C7, ph~pylun(dalseoses aedfbpﬂlesmi)pomﬁﬁél\alﬁ(pydnﬁé{dﬁutmlh C2- Ce, aI cenoyl oxy en

C3-:C# et phdnyl - (al canoyl oxy en C2-C8); ob |les radicaux aromati ques, dans

| 8s_d~f i ni t3. oGempisé selasia savergiatioa it dans lediEb eRdestegrbupe’ ammodei dst moror ey di€bstitué

substi t uss pararm sbstilactsiheigir parmsiubs tadicaws ralkgle cn 01 K37 s piaylitalkylecen Galogiivede ett
| es radi caux eydoekyleen@ECs.tinyadisal cutitaldvie anrCsCs 6@t naatsulstiiypé ou menEu Eplysubstitué

al cynyl e en Caar@ps fﬂWﬂ-P‘cﬁU‘}"e eh| G iR PU BeotE; est yyradies E'B'ﬂﬁyﬂ‘bﬁ?t disybstitgé par deg-gadicaux

phdnyl - (al cox%’é‘ﬂ‘e@ﬂc al canoyl oxy en C2-Cs, al c~ noyl oXy en Cs Ca et -
ph~nyl - (al can&yPHRYN radicgl glooxy£n fu %é’ Padoyalcox %'b %I’ un p0| nt
de vue pffar ma ’EJ Vd grdic I(B'ﬁ°" \/E‘ 5?3823[“1' rficgnoyig “V"
est un groupe (aui § pa'de flic ﬁ

L g ”'?rE- s"%a it 5 Eﬁm ‘j@?&f %%jz

ndn/SUbsgo' t uecg)g alcaﬂééum lggﬁ’ giwou
encore est Ungha pé’i"&b%bﬁibhnt?éﬁyl Qﬁ ﬁhTéﬂME(aRﬁS e éﬁcﬂ%@' bﬁéﬂHé a

en C3-Ca; R2 ®Sht )Qnsohb/éinﬁ&gb@-?mp&b phd rBﬁSQeEt@At Rbcu kR Rdatamoht f'ul® Ho l'autre -0 ou -S--
phdnyl - (al coxy en Cl1-C4); R3 est un hydrogene ou un radical (alcoxy
en Cl -Cl 2)- xasdampadical awmr&ay:!ze, A (digiehden LG PpHsnylndGRAY brec.em) C2- C5)
benzoyl esqui 65 les Moyaus piEaIS el forule 5pasdnt BEEndRBIbSHOE GUBGHCEEUNISPALAYRMO l'un de
trifluoro- mnetrduyb,ctreahicyh @uidtituds, par (h ol plusiduesOsupstiURNIE cheidis/ pardillee Fadioiu® halsgénoin
radi.eal (cycl oiiidignhéthyle, d1eCE)C1Capbaeoxy en o7 ;est non- substitue ou substitue
par des radi caiujesaddicpivephényleCliangTes définiiong cirdesses tsoit mon-suiistiugs on dp Intusyindépendam-
| ndanoyl e ou frieatdiuedeldutie. som ceaguosubstitue parn e dibsiewrs subgituprts eofsisppime lee redicgux
- C7, phefiyl - ( balegdrre fiflucreméjivle. dkylezp Ci-C; eteoryon Cic§ral oal canesul fonyl e en )
C3-C7 ou ph6n9‘|' &4n| e 5P Sele, ac‘E?B‘aE'Pﬁ:‘b‘I"'EP%S?e ¥R Phamacediaueani nocar bonyI e qU| est
substitu6 par des su stltuants C7)

£ AR AR B{
I S el e o F)'eeps SZEU “ﬁ%a A %ﬁ?gﬁé %g?');zwvwéfaﬁ
Cc2-C7, ol (al ﬁ°"f°5p°8da8n C2-A4) - phenyl bne- (al kyl bne en C2-C4); 35 oa |l es
noyaux phdnyl %or%%é%él%#%véndﬂﬁ#d &h{.,g,,pon substitues ou encore,
|ndependannent n de | "autre re chacun substitues par un ou plusieurs

substituants choisis parm |es radi caux hal ogdno, K>
trifluorgmethyle, alkyle en C -C7 et alcoxy en C, -G 0O | es radicaux

phenyl e, dans |es deflnitVu | -dessus, sony 'o\-supstltuds ou de pl us,
8. X, —(Xq f C@Hﬂ% un opra)
par es rad , halogeno

i nddpendam nent | Ry
pl usi eurs substituants ch

trifluoronmethyle, alkyle en CL -C7 et al coxy en C, -C7 ou | "un de ses sels
accept absses d' un point de vuegrpharnmaceutique. 4. Conpose solon la

revendi cation 1, dans |equol - R, est place en position 4 (para) ou 5
(nmeta); _

dans laquelle :



A2- est. situe en position 2 (ortho) ; et -C(= NH)-NH
position 4 (para) du noyau phdnyl EEP4§518 81905)|rrespondammﬁ ",Mﬁﬂﬁ”ml on
| a revendication 1, de fornule I A

NH R1- OCC C

55 R2 dans |mQesdlunetadiddd di-(alkidPerOCH-C-afir®, Blky! en G1-C¢)-phényl-(alkyl on SI}{I:(ECD-aMbo ldl'l O
m Rl est urcyckdkyd ah CACs)Hamink gli eetmotSsubsiis) cuzast substitug parkdek radicauglalkyle en Ci-Ce ou

- C4- ph~ny| - (Teipéyitincesubebiué pa@sdep radicauxa@lkyldipn C(-6ycl oal kyl en C3-CS) - ani no qui

est non- subdkiesU® hydrogene owvrbyedical eleoxpat Cdes: radi caux al kyle en C1 -C4 ou 1

- pi p6ri&i no Reuast vm hydsogdng: up aadicab@lconree @k )rcerbe'w'ecphénma'mv &3 C1 -G EFMS’gene
ou un radi ceAicargyleoRy Cerfs.(hengoyle qui est nonpubsiitué oy H%;!’F hijes syhstituanty; baiggéno,

(al coxy en cfluprpmethyl a’ﬁ“%'@ A ‘H‘~q§‘¥ 8Ge °\é"|’1’a 1" en ) Cs cariomyls A est non-

al canoyl e e "@2“’68 des 5 Bea {5t i t ue ou substitu6 par des
substltuant §) al(':,"trélfl HQr m—thyle al kyle en G -C4 ou al coxy en

{eyel @g o Vi fo Rl by RERA, o Y31 hishoRlosRdiTlA [
par des subs aU {u &s £|' si %E s Q‘IDISS pa s radic a@dg
radi cal al kyhbe en 6 (gg, ﬁ@xcp enyT | ¥or mul e vent
8tre non- sul};@t'h,; élléas%s séiélac%mie@d'uh B&iﬁl&@@&?ﬂﬁﬂﬁﬂ&euhqdd” de |'autre, 8”3
substi t,gids par un ou plusieurs substituants choisis parm | es radicaux
hal ogeno, 61 rddpbsdrsal® lahsvemtiicatidnksydeQorfile @, oa C4 et al coxy en G -C4; ou I
de ses sel s Rcéespinadaties dialky BDICHHC, chninel @IKpharn TR-CREEhEL@lky! 1n 61-05)‘»@%6-3&- ,
sellop | a r everBakmbi CHRC-athino kaireat.Hos-substituéoou det substitué ar dea edicalx atkyle EAICK-ZL o n

A\ - C4) - am rieipéfidihdsubstitué pd; deos Gllicayxiaikply len CaCkyl en G - C4)-am no, di-
(cycl oa@b kyl RenesCan @ydrogama mo umerdicgsicoxoen S11Bst Ri 98t wuradicd alsangsiiforyletenp@arCides
radi caux al kyény-@leangsuliarylecan Ci-Ci)o cysrlcaneswionyigles Cs1Cu 6u phényleidienyleanli epcaix et bk y | e
en Cl - C4; 2edical amiygparbenyle gyi a5t/ubeils wer dog syhstituagtsiafikulp o CoGsyphényi-(@kylemn Gi-Gap
est un radi CO&IPhﬁlVl‘?anesul fonyle en d-C4, phenyl-(al canesul fonyle en C|
-4), g/cl odf Sh¥e®nt L ony Ie en C3 C7 ou phenyl sul fonyle, ou encore est un
radi cal®

o ibstitu4d d bstit t | kyl o
2 ca am TS °ssugﬁﬁ@#9‘#@£%a&%s%§”s§nl uants alkyle en G
un radi Cal? 3&05% Qnsgloeﬂrgcgnuczho%%rleforaul?ﬁ %an%l N accept abl es d' un point de

vue phar rrac even catlon 5 de fornmule I A, dans
I dquel & JSP'HI adics & rag, C1- -C4)-am no; so R2 est un

hydr ogene Ol Lugt bR Fkicd (@l chsw, “80)-kalt n?ﬁco%nr G, 5-Bdrbdnfib, %Moy bn C,-
G -Cl12) - car QQ”MJnQoyleﬂﬂ?Qé('n Blub &% oﬁ%ut@ht‘u r-deéifald i@&h\( h@logé'% %m&%ﬁhﬁ@ afiedls o
benzoyl e quic,aRtouRBrySenOG el [EfcilkyiSon tos;moﬁwq 88 nbrA&lbSI&You SBbBLIE P& des
trifl uoront trhgidagx algtdenicz-ozn G -C4 ou al coxy en Cl1 -C4, (cycl oal kyl
C3- C5) sgar bogyt ¥ spdi -oest non-substitu6 ou substitu6 par des radi caux al kyle
en G -C4 35¢ estunXadicatalkdnes@nl:-G;Q- ; X2 est un radi cal al kyl bne en Cs-C7;
NEW aw 'inude sbe ssieacceptdbips dwc peitalb vesphamaceutipient de vue phar nmacout i que.
8. Conposd saelon |a revendication 5 de formule I A, dans | equel:
8. Composé selon la revendication 5 de formuls IA, dans lequel :
40 Ri est un radical di-(alkyl en C1-Cs)-amino ;
' Rz est un hydrogéne ou un radlcal alcoxy en Ci-Cq ;
Rs est un hydrogéne ;
X1 et X3 sont -O-;
Xz est un radical alkyléne en C4-Cy ;
45 ou I'un de ses sels acceptables d'un point de vue pharmaceutique.

9. Composé selon la revendication 5 de formule A, dans lequel :
R: est le radical diéthylamino ou diisopropylamino ;
Rz est un hydrogéne ou le radical méthoxy ;
50 Ry est un hydrogéne ;
X1 et Xs sont -O-;
X2 est le pentyléne ;
ou I'un de ses sels acceptables d'un point de vue pharmaceutique.

s5 10. 4-[5-[4-{aminciminométhyl)phénoxy]pentoxy]}-3-méthoxy-N,N-bis(1-méthyléthyl)benzamide ou I'un de
ses sels acceptables d'un point de vue pharmaceutique selon la revendication 1.



40 . Rl est un radical di-(alkyl en C - - am no;
un radical alcoxy en C, -C4 Re est lgg.d’n %r e: X, et mmm "m "ﬁgﬁ
un radi cal al kylene en Cs-C7; 45 e ses sels accep S

poi nt de vue pharmacouti que. 9. Corrpose selon | a revendication 5 de for rrul e
| A, dans | eget[5-[4Rbmiadininbrasthydptiéadxy]petitdxyF/héthaxy, Nadistitibiosaaide oy | 'anTis egs d6i8 st
un hydr ogbne aepthtgesraad ipoial derved praryacediiQue selon R3evedication 1hydr ogbne; X, et Xe
sont -0-; X2 est |le pentylene; ou Pun de ses sels acceptables d un point de
vue phar nmac&it4-6H{AeEmBEmindrdéthyl)phénoxylpentoxy]-3-méthoxy-N-(1-méthyléthyl)-N-(phénylméthyl)benzamide -
4-[5-[ 4- (sam n@mm@mwm@ymmaxwammﬁwwww tevendication i -hy | 6t hyI )
benzam de ou | 'un de ses sels acce tabl es d'un i nt de vue pharnmacouti que
selon la re¥d rfdp-@a(@miﬁﬁmmpmﬂyl)phén@y pentoxy]l-N N-g;s(1 thyléthyl)benzamlde ou I'un de ses sels ac-
4- [ 5- [ 4- (ani nSPRIBRRSARYIMY drum hamaseHttusSgion is f?vafq'rasw IN, N-di ! t hyl benzani de

?gvgng:’] Cg‘? | iﬁ 31[2? (Smiﬁgmlngmeghy?)ghéﬁosxy pentoxy]Dl&)ILl-blsﬁ-métl'}{/lé%yl%enza g%HtI'I ee séssoses ac- la

4-[5-[4-(am nol £epp e(?ﬁd‘f‘ﬁﬁ'/'f")‘l?ﬁﬂ?‘l%@?ﬂaﬁ%"ﬁ'?uexsﬂon r?rﬁ't‘%og'(m-ﬁ\l- (1

accept abl oo 54 f&@'ﬁ?g{fnﬁﬁ“‘g& Q?%é“cggﬁfnh df°*v-§‘ﬁ§$§‘t§::,ﬁ{§;"§§%r%§*ﬁ%ﬁ" fon g
phenoxy

4-[5-[4- Gam noim norrdt yI pent oxy - et hyl 6t hyl ) benzam de
ou lun de sgg ﬁ[@#&[ég%ﬁzoyus:ﬁ*m)ﬁ%ﬁamﬂ]phuhoweﬁtsxygi@mw@(ymws.em@wwme&%iaél hi

revendi cati on rlin del$bs 3éls acceptables d'un point de vue pharmaceutique selon la revendication 1

3-[5-[ 4- (am noi m nontt hyl ) ph6noxy] pent oxy] - N, N- bi s( 1- net hyl et hyl ) benzam de

ould/' un de seo-[spi-[InisofoctyeyrirdbiyBsnitb]rméihyllaréndxy entoxyles-rdiiasyrBdNchik(1-géteyldtigion | a

revendi cad i on bbnzatide ou I'un de ses sels acceptables d'un point de vue pharmaceutique selon la revendication 1.

4-[5-[4- (am noi m nonet hyl ) phenoxy] pent oxy} - 2- hydr oxy- N, N- bi s( 1- net hyl et hyl-)

benzani de o8 |4-{6#-liinofastyloxyshrbonylamipeiradihydehé toxyinentaxyrN.N-tis(1méthyéthelibaszemide | qoe

sel on | a r everldh gxgeis gels acceptables @'un point de vue pharmaceutique selon la revendication 1.

4-[5-[4-[ (ben | am no) i m nondt h hdnox ent oxy] - 3- met hoxy- N, N- bi s( 1- ndt

hyl dt hyl fbe?&a‘rl% &ﬂ"’éj’ﬂ?(nhewﬁnww °'§! finolméadiphengrgrsntgxylri- B‘P’Ht” HEis(ue

ph ar maceut i qué“ |e8wl)qeazapggéwdlue Sp iseH,sejs ao_E tables d'un point d ue pharmaceutique selon la
4-[5-[4-[im ndf"BE‘{'iﬂ'?S'x Vcar bonyl ] am no] mdt hyI ] phdnoxy] pent oxy] - 3- met hoxy- N, N

pg‘:jvt( 1- dreTEE/B c? Ocz Ero ui dese r:ozfrcp gnrg la'T' gea ?nelgsreef\/_gLndscTé? (i(feu%t gaccep ables
4-[5-[4- [9| m no | ] phdnoxy] pent oxy] - N, N- bi s(1

- met hyl 6t hyl )benzam e ses se s acceptables d' un point de vue.

phar nmacouti que sel on I a revendl cation 1. 25 19.
4-[5-[4-[i m no(phdnyl ndt hox¥gar bonyl am no) m-t hyl

- NN- bi s(3s met hyl ethyl)be e

de vue pharnmaceuti que sel

des\.conposds de formul o |

]l f-E1dnox pent oxy] - 3- m~t hoxy
Let-N Ecﬁept abl es d' un poi nt
20. Proced4 poyh y gr)odw re

A 1 et leurs sels

accept abl es 30 d' ur,p Pl que, qui consiste: a) a
convertir, dans un corrpos6 de formulo I A NH Z, ~~~~~~~~~~~~~~~mmmm 3 35
C - CNH-R30X| - X2- (I'la) 40 ou 'un de ses

sel's, ob Z1 est owfiun gaipascaeisqen Zpesitunm«@' U Rous Bre canverli an Jeyariahle LCO-BOZRien Iz,
en | a vari abl e YariehlgCO-Ry, %P'@h

b) pour préparer des composés de formule | dans laquelle Rs est un hydrogéne, dans un composé
de formule (lla

CO-R,

(IXlXa)

ou I'un de ses sels, oli Zz est un radical qui peut &tre converti en la variable -C(=NH)-NH-Rs, &
85 convertir Z2 en la variable -C(=NH)-NH-Rs, ou bien

47



b) pour preparer des conposes de fornule | dans |laquelle Rs est un
hydr ogene, dans un conpose de‘forppbgigbedp COR 50 -

fr< (I''lTa) R2 ou |'"un de se Z2 est
un radical qui pout etre converti on la variable -C(=NH) ’ g Ium
convertir Z2 A fdira réagir inndgmposé@p-iadphle NiB- Ra, ou bi en 47 c)

a faire rdagir un conpos6 de fornule Va 1 Pe I|IJ
1151 1 COR 53t ~ z(lVa) RAO-Bu |'un de ses sols avec un conpose de
formulo IVb N4 |Is 75 , C-NHR3

(1'Vb) 20 ou |'un de ses sel @ ©D\Za est un groupe de for % -Xi -X2-Zs et
Zc est -Zs, ou bien Z3 est s eet un groupe de f d b Zs X2-X3-, o0
run des radi caux Z5 ot Zs, €S¥=wA groupe hydroxy ou norcapto et |'autre est
un groupe hydroxy, rrercaptzo ou hydroxy & esterification r~act|ve et, si on
|l e soupaite, & convertir un conpose de formulo I ou |'un de see sels

pouvant Atre Qi LHMses hi®Netn compbs dgrﬂg}g,g;gg,bou d' une autre nenibre on un

autre conpos6 ou un de ses sels selon |'1nvention, a convertir en un sel un
conpose libre de formulo |I pouvant ftre obtenu par | e procede, & convertir
un sol pouvant ftre obtenu par | ®tprocede en | e conposd libre de fornulo |

ou on #n autre sel, ou a dedoubl %;_u;qﬁlmd ;ange d' i sonbres pouvant 8tre
obt enus selon | e procedd et, or | e conpose recherche(I¥d) 21.

Prdpar ati on phar macout i Ggte Mant un conpos6 de fornmulo | selon |a
revendi cation 1 et des excipienfs usuels. 22. Utilisation des conposes de
foryulo | selon la revendicafion 1 ou de leurs sels et d' excipients usuels
pour p?oduire des pr6parations pharmaceuti (?ues 36 23. Conpose de fornulo |
sel on | a reveidiue 4 pesrsels. Qi Zsastungspupe d@@&?“%t’?‘l"? §w‘aP‘i %rﬁsﬁih@lﬁ’f?é Zﬁﬁ?‘héd@ de
traitement th@r E’h?’P ocfarmule; 5 e (PP oroupq hydsphyses
de fornult | eypagle ot tp %H’H?’B‘é?ﬁhﬁq{ calp %’@1" fl??“ t’a "8' |on|comre
ant agoni ste?‘ {qn Jpounaits, gﬁ’e@%@& E“sem :

pure i s ﬂ’@“ﬁ?z gétg% s%&“" B
pteurs ch bre
ant agom SanELi'%% dl ?I]fb Jb églo &

ou d' un de ses sels accepta “un pol nt de vue p arnaceuthue et d un
eXCi pi gNtaq, rapdPaive rm&r;nse%h&qqa%ornaﬂﬁt .!.neéo K Bo SRS 3GbIBA 1S re%Hd)éﬁBﬁsl otbdes CR
1. Proced6 pgiplent8u&BRI €F UN CcONMpPos6 ormule 1: sO NH COR
NH C NI NH- R3
22, Utilisation des composés de formule | selon la revendication 1 ou de leurs sels et d'excipients usuels
pour produire des préparations pharmaceutiques.

35
_ 23. Composé de formule | selon la revendication 1 ou ses sels, pour utilisation dans une méthode de
N/ traitement thérapeutique de I'homme ou d'un organisme animal.

24. Composés de formule | selon la revendication 1 ou leurs sels, pour utilisation comme antagonistes du

40 LTB, sur les leucocytes polymorphonucléaires humains.

26. Composition pharmaceutique permettant d’antagoniser les récepteurs du LTBs chez les mammiféres,
qui comprend une quantité efficace antagonisant les récepteurs du LTB: d'un composé selon la
revendication 1, ou d'un de ses sels acceptables d'un point de vue pharmaceutique et d'un excipient.
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Revendications pour les Etats contractants sulvants : ES, GR

1. Procédé pour préparer un composé de formule | :
” NH

CO'RI ' ’ "
- C - NH—R;
X- Xo— X5 (1)

65 : .



65+ - ¥ < e XI- Xr X -3t R2 48 518 819 Bi

I c 1111111 1 H LI MK IfI®dansgpasiglgigsiRl est un ﬂiﬂ ;Hﬂ immmn

est nono- ou disubstitue par un substituant choi si parm 7"’
hydr ocar bones al i phati ques, |es radi caux hydrocarbon6s arali phat| , 'l es
radi caux ar ondeisdaselleet | es radi caux hydrocarbones cycl oal i phati ques ou .
encore est un Ryresuysgarayreraminguqui estmatpsaudisubstitué gaeun gubstiluant choisi patint b radicaux
hydr ocar bone &W?ﬂ"r@?'? G@hé‘lw lof radicagx hydrecatbands wrpfinhgindes. los radicauxzimatiques ot les
hal ogeno trif °éés GyGloplighptigues. MRIPUR: BF Y0 9B URR FRmEY Getelisubsitug merome
un groups hydr’%’i?ghé?’ﬂ Ipé]@p ‘r‘“"lﬁ’fYa' cool Al 'rﬁ atique, un al cool

aral i phati que R &' e, B%FE'P?'PY‘E° @P"él.ﬁliptﬁ‘t'ﬂuﬁs"u

car boxyl i que ° mr};’g’? § ﬁ;:éﬁ Ico Ilp g ayrpn alcool
di | | Ui e | aci 0 ng al atGHe d
radi cal acyl € gl ;{n E;% ﬁfjﬁ%ﬂl xe}ive dun clde bdm&ge 8’3?’%“?&1 %Weac'dk,

car boxyl hque QérG&Wq

et X3, ind Rdépbnai -& d%%at.% @ _>g ) 10U un
soufre (- S—) »@Sau%%déa%yaﬁa.rb'aéawaﬂ m&@& aﬁ&ﬁr‘gﬁ%ww&é( ot at|

peut Qre int ol ledMByhul BhéniB db Mh@S| peikeiridspdABamrikint lﬁsdenQMéUétr

fornul s | peugsnin, ou PIGKRDBNELBSNTERE choud»mpéilrﬁu |las fedlchu, haRberB, ﬁf&ib%ﬁth?lu 6& 'rsIdléElﬁc
par un ots pl Usydeaerboriss AliphtiqueIhyiirRyl @k SydFox liMEst StRSHifid B Iuf Ald¥ol ARARBENBY qui est
trifl uoromet hysidifié pasin aeidt catioxylidus aliphatidly 6 graiphdiquees al i phat i ques, hydr oxy,
et hydroxy qupl les groddek @rylef daks [pa définitioras| cbdeasus AelahtintdpemiamiheitUds uas tosQufred| dtdei d
par\~u n aci ds erectecxbdtiuégiear ah by blasidurpsebstitars ctiolsis Ipartii s eddica Halegéngy tORLPRMEthy- |
aryle, dans | Bs legemdligrux j hydracaiondsedliphatiquep elvdleony, , eti hydrepye nul cestrétirifis emr win Salddels
autres, #Btre ¥irkatique ou qui est esifisifis par gmmeucerbw-qyaphm-qwummmamms
substituants Ehy efical W’b?"éﬁ‘%'%&ﬂhétw%PWh?t@g?deé pariuh radisplslinhefepe ; | e, |es
radi caux hydr 8¢ Z%Pﬁeﬁe?sseﬁmin point deyup Rharmasputiyed AW egsigigi: est dt héri fid
par un al cool & converty, dans 1ip &5 'giuedst " esterifie par un acids

car boxyl;sque al i phati que ou araliphatique; oO un radical hydrocarbon4

cycl oal i phatique peut 8tre substitue par un radical aliphatique; ou |'un de
see sels acceptabl es d'unzpoint de vue phar rrac@[Hi que, qui consiste: a) a.
convertir, dans un conposd.de formule Il A 25 XI‘@I_!-L.@qH R3 30

X, - X27 X3- - R X (rra) oa | " un de(f §)sels
o® /71 et un radical atrt Xgt Ka—chirv€ 3n |a variable -COR, en

la s5 vari abl eg- ¥/ ou bien b) paw=_Artparer des conposes de
formule |I dans IaquelRlze R3 est un hydrogbne, dans un conpose K>

de fornule Ilia 40 COR R ~~~XI - X7 X3
Z ou(l'ub alp SR selds 0O'Z: |estuin rdics @6i (el &re dofveriZoncia ivariable I-00IRE A2, &l

peut 8tra convenriablee@ORa ovdienabl e - C(=NH) - NH- Re, convertir Z2 en |la
variabl e - C(= Npouxirép@er des commesésale famblail dans Hagelib IRs @St ud pagaee, diens Udrcombpeas
| V&80 CO-R, , deformulellla 7 _ (I'va) R2 49

o CO-R,

@x, Xy x3—® (IIIa)

45
ou I'un de ses sels, ob Zz est un radical qui peut &tre converti en la variable -C(=NH)-NH-Rs,
convertir Zz en la variable -C(= NH)-NH-Rs, ou bien
c) & faire réagir un composé de formule IVa
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CO-R,
IVa
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EP-O 518 819 Bl ou lun de ses sels avec un conpose de fornmulo |Vb * C L
M S * NH5 ' ‘ EP 0 518 819 B1 am Z4C -_NH_R3
I Vb) 10 ou |I'un de ses sels, 00 Za est un groupe de formulo -X1 -X2-Zs et
Z4 est -Z., Qu bien Za est -Z6 et Z4 est un groupe de foél;mmumnﬁ ﬂl“EC
“un des radi cullyn gosee sely@/ee wt composgrde dgmwuleMr oxy ou mer ¢ t
un groupe hydroxy, nercapto ou hydroxy A est6rification reactt ve,
| e souhaite, a convertir un conpose de formuls | ou |'un de ses sels
pouvant 8tre obtenu selon is b&iprocedd ou d' une autre mani bre en un
autre cdmposd ou |'un de ses solé£ fAn '|nvention, & convertir un conpose
|ibre de fornmulo | pouvant/ Obt enu pér | e procedd en ubI¥e), a
convertir un sel pouvanés enu par | e proc6de en | e conpose |libre de
formulo | ou sn un autre so gu a dédoubl er un nel ange d'isonbres pouvant
ftre obfenus selon le proc6d6 et & isolor Ie conpose rocherch4. 20 2.

Procdd6 sel on dua'uﬁ 8y Sd3Qbis,Ho! 2stlun GBS ad RAMM xR -BY &%'e& £ 3u BRIBLSH %208
formulo | dansg,|g0sdbipe &3 forfialb 2455 S -0 6P FundBh Phdiicatk! 7566t 1z, PV rélide hydroxy ou
di substitue paherdbtostidbivd ssuangro@baycﬁaxymar&btoloeSY i GaMficatiol Waiven G - C7,
al cenyl e on étasi il le salihaye ¥ kénvertr Un@ofoss BERAIe 108 I/ deSse® Bol poutani stre obtenu selon
phenyl -al c6mlypréoédsnolCa ke’ hutrephanityd el @h Gitrdytompbst &ulrun’de, sob 13618 \sbien I'iivaRiiny b €,
i ndanyl e, f | convertinywh @pmpogé litva ldé fokrsulet ponyant &l abny pat,le procSd&en un sel,r20sbingstid Xin
cycl oal kyl e i payait ¢ oeenpl por & ErodSdé ba ucomposd-libtehdsl fotmuies! aUenNavtre @él, ou 2
poliysubsti t udésloybler upl avdlangal dlisamires iphuvbnd e oBiERLETselon Ue @rocdsis oot és isolerrie rcanipasél
ani no qui eswchgrcbébstitud par un radical al kyl bne on C2-Cs; R2 est un

hy ogeaﬁe ou un radi cal hal ogdno, trifluoronethyle, alkyle on G -C7,

al cdnyl e 8n Rr3eedé selog g pond @at@'h‘@nﬁ?quebﬂ it df compasésyds fawww'aﬁ@uelh R1

Cs- C7, phd 'hWE‘t?Q mg'ﬂ q - Ou bty parge substntuam ‘3‘8‘ﬁ' raghc '
al cenoyloox;y%::aﬁ;1 Al i % a%% vl- *2 | Ic cﬁ"’jﬁbne
§§§ cé% bg“q

ou un radical

substi tTe o it ‘F’%Qg ?e°"ﬂ ﬁ?‘f
f1 uor dnyl e, uraé&%?\cor%gnegt un ra 5'1""6?/(’(': é'?' ol °s? I tn radeq @ y'éneen

non- subst i tUﬁz Qél'um?lg&ogé Y o Oh ¥ ﬁ.l;ah @?m@%& %kgﬁs N
OU encor e eSficyhile AUtLERl R SRABPY, mfcﬁ %7 xyC7) ,
ol.encqpe esatncaa@loxy onl €- éaaﬁle&.a,hoxbeﬁlép :
f1 uor 6noyl e, R0bkt RN AQErBgAS lou WA radki ﬂ@dxy@*bﬁ@ﬂae&“ hibn M*y@ar@dﬁylg t!ogl‘t7 chacun est non-
phenyl - (al casubsitifoaryibstitue paClies Gddicawt preh e} nagHie; tHdbryiby dueriuaidnyie o> bnédke st un
phenyl sul f ondies cyzivaler@eitdnds fui @t noA-eibsItlé AUIThEHICAT BulWsiud]pdr d8S fadiBaii 3lkils Ue
par des r adianatiCrabkgricare @st uB, radidal/gicapdytanenl G: (Gl de \phényE(Bicdnbylédn CLCy) aaRydreest X,
et Xs, 3 nddpe matiicantenioyle, naphtalde, lindanoyle @p flsarérioyle,naucannord estuun SadicdDalcanesuliidyl®@sh un
radi cal al ky®ifre phényGaicapesulfgnadeken IGn€7)ogydiRicdbjulipiyienen La€r (@il hshysutfonyle, ou
Ca-\C4) ou (anRYP Bten edicel2minagarhenyin gy e mebstted mayhmedlqam €91e04)C1-CoPhbreb(alhply aux
ph6ny| e de |¥ tFr'hQH RbénYleseuvent , i ndépendamment |'un de |'autre, ftre )
substitues piret¥nindép ?%W%Ur“gdgl?b‘ﬁf? |serﬁafm@ Qﬁ'b$5| s ar m |es hal 0g bnes et
| es rad? caux®t ‘f'\' eeef’? CG'CQ R'J?"V'é&P '9'I"¥P“é7n %Q”d?' yléne en

al cynyl e on 'ﬁ%

S/ r
pcgdgyl é§ alpﬁo ? au:ubs chousn% %Ealog anlg r@é %ioa: e ?ﬁ .
les defgnit |e(|3rbs &), a, I o s%h ggg;g b é é'y"(ﬂﬁqé
substitues Qﬁﬁeé*n‘%du@ddxﬁolﬁ i'if ki tHﬁé‘&-%e& éntﬁ 6B8 i, €t
| es radi cauxgub rsb!fsllth&r;ﬁf@l outdl eﬁ}s sébstit¥ants cﬁ&su&arml s haid &1@9@ 16s rgtﬂca loromé-

al cynyl e en thys, Gikylo BY 61-6X YicénHe GREY-CP hicknyld $h/Gs-63 %W , Ay 58 Calcén ony en
phenyl - (al cagyc,£phéhyl-(dieoky erﬁbﬁ@'l%aﬁﬁﬂéxﬁéh &Cscﬁloér@i(l&@%)da@é)ét Sﬁén% yioky
phenyl s al camnagiog)xy 50 en Ca-Cs);

ou leurs sels acceptables d'un point de vue pharmaceuthue

3. Procédé selon la revendication 1, dans lequel on produit des composés de formule 1 dans laquelie :
Ry est un groupe amino qui est mono- ou disubstitué par un substituant choisi parmi les radicaux alkyle
55 en Ci-Cy7, phényl-(alkyle en C1-C7), phényle et cycloalkyle en Cs-Cq, le radical cycloalkyle en C3-Cg
étant non-substitué ou mono- ou polysubstitué par des radicaux alkyle en Ci-C7.ou encore est un
radical amino qui est disubstitué par des radicaux alkyléne en C3-Cs ;
Rz est un hydrogéne ou un radical alcoxy en Ci-C; ou phényl-(alcoxy en C1-Cs) ;
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ou il ewrs sels acceptabl es d' un point de vue phar ITB.CEUtI ' on
| a revendi cation 1, dans quuel oneprmwmgdns conposds ﬁuﬁ,ﬂﬁ!mmﬁfmﬂs
llaquel | e: Ri est un groupe amino:qui est nono- ou disub wUls '«
substituant choisi parm |es radi caux al kyle 55 on Cl1-C7,

phenyl - (al kylRe esh u@i hydpyéne riwcury ragicalt (alege| eaClcPzEcahonyis- ﬂ!SG"OV!eeerr &etiCoaphényl-
cycl oal kyl e d@carylecan GerGshibonrayie g4 98 ON-EHEStHS qursHpstitug gar Gy thalpagac, difluorgre s
radi caux al kynéthviaraligle. %ﬁ‘&%ﬁ'&%é" %8 HeP‘%Rffi el?h‘!“ 'a‘?ﬁ GV |ky! e {Co G5 Raathenviar e

par des radi 65'&?“5’!‘1? sl "de 1196 tle radigsl @ ht°y'°

al coxy én C md Ie Iié % al esul alcal Eg’ " un
hydr ogbne ou % :ﬁt(r ' "° ua 1 7| n T:réeces 1'"%3?1 T’"@'m@ﬁr

phenyl - (al c4h ‘3 {ﬁﬁ unnl et 17 P4 20 Autge

par des radi céu hscf"o eno, t’r ou a cOXy en

C -C7, op encoLg & .cyura.k(,laﬁy 996&2 g‘;f. caaqé. 'nm cze&gy%n%r)e-(ﬁl?ﬁéhé’gﬁ’bﬁcﬂu' est

NON- SUBST i t UGy 4 rfohddS bhénye B R e$psda ﬁélxonaéu iubs Slerfebre, (idépstidariier® i'gh &St
l'e radi cal naRfibOstieCohacin substitubsSERBA b 9plu9ibh bdbRitGARYdnSisis PatmE RS PdaRaBSHalobého,
radi cal al Camﬁﬁbﬂ,;ﬁaﬁpﬁ Bkydlen(&:-C; e alcdxpemgl-e{ 2l canesul fonyl e en G -C7

cycl oal canesh fieansdicue phéhyde, @dnsObls GnRionG Sideb s ydoht, nof-subemassrod dasausundépaﬂa.aal
am nocagony lnentjuh de $hutrs,LEoatichicus sybsiftusd @ar un b plusibuissibstiahts whoisisqpamililes-radicaux
phenyl - (al ky Ihelogéno, GifluerGdgthyde.l aljpiecamyG1eG; eXdicazy eX@4-Csont chacun -0-, ou de pl-us
r epr esent ent ,ou soscaln accaptaesritia poigtve vié pharnghgedtiqueut re, -0- ou -.S- 10 X2
est_un radi cal al kylene en Cs-C,;, ou (al kyl bne en

G2-,C4) - phehy IPmeédé(salog {p reyudicationlp dang Jequeh op predyit g 036 ewr@lﬂeiamawal!eecp
pelvent 2Bt r e P @Rt RIacH 9P Position 44prral ae 8 (éta);: Rercrst ilye ARrB9FHHION 2 (arthels ef -CTNRINH-By o
chacun subst {84 §epesition 4dEF’ﬁIdH§?VéﬁP%é"V§%B§19fﬂ°ﬁdéﬂ't s choisis parni les

di hal trifl C1 -Cr;
o cat e Hae5o ek e rovagicaton 1o dand loafit oY ol B wa@g%ﬁﬁe g A7 ©"

non- subgstituds ou de plus, independam 15 ment |'un de |'autre, sont -
chacun Substituds par un ou plusieurs substituants quppl sis parm |es

radi caux hal ogeno, trlfl thyI e, al kyI e emCl - et alcoxy en C, -C7;
ou leurs sels accRpidDb ,@ g@l_nx B eu.tﬁgqu 4. Pr

selon la revendi cation 1)\_da quue rf’ pr des corrpos"es de forrrul e |
dans | aguelle -CO 20 Rl}lest place en po ion 4 (para) ou 5 (neta);
R32- est situe en position 2g(ortho); et - = NH)-NH R3 est situe en

position 4 (para) du noyau phenyle correspondant 5. Proced6 selon | a
revendi cation 1, dans |equel on produit des conposes de fornmule A 25 1NH
RCC- dans laquell$: - X2- X3 . C- NH R3 (1A 30 dans
| aquel | @& 95 R: est Mh radital wii(akgdenc 81 -Cgiaminal lelkyl e@n CCCs )-pSnyl-(alkyl ren, Ci(-@l)Hapino,edi- Ci
- C4) - phenyl - (e¥clkatyl @nCae)-ar@ag qui et mon-sulititué (av peti sybsitileg paraias @me)akmlmam& -Gudu
est—non- substlipirgading subsiitué pertsies radicaux plisyle e -¢eaidi caux al kyle en G -C4 ou j)
1 - pi peri di ndeSepEhvergeenp gy “E@é'@'&&P’@aﬁ!ﬂﬁeﬁ*k)ﬂ@s@W f@dm@ﬂe- yrradicet (aigpxy en Ci-
hydr ogbgo: ou gﬂt cpr ‘Eﬁy'@alp Vield) -;ng%bm;'gz raa'?gg%g ny AR, @B'ﬁevb L Pﬁegvge al
(al coxy*en C sg g}‘ -
al canoyl e en CC%"’&“ éaﬁ %‘E aRgfv! Eﬂ? e o YHHLE iR °sosl‘J 'PJ' %ylfee'bar
des substitu é)ﬁhs 0g-~no, trlfluororrethyle al kyle en G -C4 ou al coxy en
G - C4, (cyg) o e %)ﬁar bonyl e qul est non-substitu6 ou
substitye pai, %owbamgf e &Mkseﬁesnge idtsubstitie by HRord! néé 5 mmz%&ﬁt
un radi cal B iped Juerinde- A L imt pfd &b@ﬁmxch& §’b\énﬁ lﬂ
peuvent 8tr etmg}ﬁ,ﬁé{@g biloikEsn, c,QkJ BRERY 6n cf-8dependamrent | d " aut r e
8tre substit ygeulRabls uéa;eﬂmgalmlpeiutr@vwmmaem@bs choi si s parm I ea radi caux
hal ogeno, trifluoromdthyle, alkyle en G -C4 et alcoxy en G -4,
s0 6. Procédé selon la revendication 1, dans lequel on produit des composés de formule (A, ol : .

Ri est un radical di-(alkyl en Ci-Cs)-amino, (alkyl en Ci-Ci)-phényl-(alkyl en GC;-Cs)-amino, di-

(cycloalkyl en C3-Cs)-amino qui est non-substitué ou est substitué par des radicaux alkyle en C1-Gs ou

1-pipéridino substitué par des radicaux alkyle en C1-Cy ;

Rz est un hydrogéne ou un radical alcoxy en Ci-Cs ;

55 Rs est un radical alcanesulfonyle en Ci-Cs, phényl-(alcanesulfonyle en C1-Cs), cycloalcanesulfonyle en

Cs-C; ou phénylsulfonyle, ou encore est un radical aminocarbonyle qui est substltué par des

substituants alkyle en C1-Cs, phényl-(alkyle en C-C4) ou phényle ;

X1 ot X3 sont -0-;
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ou, Leurs sels acceptables d' un point de vue pharmacoutique. so 6. Proced4

selon la revendication 1, dans | e Pgpdui t des conpose

| A, oo: Rl est un radical - (al ky S‘FUB gd)f)j am no, (al kyl ﬂmmm' mnﬁm,”",
C, -4)-phenyl - (al kyl en G - C4) am no d| (cycl oal kyl en CG C5 dqdi *
est non- subsk dstié radicabalityleselrsCi-C;ue par des radi caux al kyle en O C4 ou 1

- pi peri di no @uded selsiaoceptablesidian polntidecae phahdcpitiguen C, -C, R2 est un hydrogbne
ou un radical alcoxy en ClL -04; 55 Rs est un radical al canesulfongll e en
C, -4, phanykredsed sstandeevendicalibre1.aiens(Bquel@n prodiitdep eemmrosissls irPun fy eang fravdlie 7 ou
phenyl sall f onfl est unoredieahdidaliey! ens@ -Gt hamingy cal am nocar bonyl e qui est substitue
par des subsid estignhydroging gy un dicabalcog an C qp k e
phenyl e: Xi Rsteskan mdigal (@lggxy ensi-Crz)-cpronyl ph%] % ﬁ?ﬁ ca:r '}L l?%

radi cal al ky‘l’sbﬁﬁ“z@f'ﬁﬂﬂe% @E’b ‘t‘f%’sg ﬁ | T 2 ifigor oL oY des
phar macout i g% % 1‘ a'qg?“b%r ?la"ﬁy % Teik a’(eg dans eque on prodwt
S

des corffoses® X B'F * dans Iaquel | e: Rl est un radi cal
1

-(al kyl e &5L un hydrogbne ou un radical alcoxy en GC.
-c4 Rs est tl}ﬁ %@gl aj:i;1 gbgﬁg.'gl?‘%gngpgﬂmg&ﬁ gyl e, phényl -(al coxy en

a-c)- carbony ca oy enzoyl e qui est non-substitue ou
substi t e gDap a8 sdicidh Feddhicaligh @Qﬁﬁ&equﬁlrdnfpl'ddﬁlf GuaRbripLsEs, deddrihyib B, Gihs Giquell®4 ou
al coxy en Clg, Qflun et biQakyk o cetl)-emind0) - car bonyl e qui est non-substitue ou
substitue pag, siean Aydrogene ol aAliaabalcadylelicecen C -Cs X, et X3 sont -0-; X2
esti_yn radi ca estlikiaidgsneen Cs-C7; ou leurs sels acceptables d' un poi nt de
Whar macext étoi€ontt®; 8 Pr ocede selon la revendication 1, dans |equel on
r odui tzedes xospascedicalakfitne miCeCl A, dans | aquelle: Rl est un radical i
- (al kyl enolﬂaurséb@acamahbw'ﬁjzpmﬂemmgfm#@gm'ie ou un radical alcoxy en C
-C4 Rs est un hydrogene; X1 et Xs sont -0 X2 est un radical
al kyl ene &n Bic&d?d selon ja reeendgat@ensdaa%'ewtoam@gﬂ GPS&ﬂmWSrﬂe feyenulg Jfty dans laquoll
phar maceut i dees@'amb@@%"ﬁ@l%ﬁ"*lwwmdl cation 1, dans |equel on produit
des conﬂﬁoses“d@fﬂ‘bPW[ﬂgHWI%\b e mPtNel | e: RL est e radical diethylam no
ou diisoprop %ﬁ*d”h@‘ r %“ ' R2 est un hydrogene ou |l e radical nethoxy; Rs
est un hydro b t' Xe sont -0-; X2 est |le pentylbne; ou |leurs sels

accept abl es iurs 1) p‘i]a%leé’ﬁ"ﬁn E‘Q'ﬂ ggfaeplﬂ%%gﬂqugo 10. Procede solon |la

reyendi cat | oft* AnS otRegue

4-[5- [4 ( Bn%nkgénég n{f%\% WY] ans le uel on prodult le 4w[5-[4-(ammonmmométhyl)phénoxy]—
pent oxy] - 3- g;ps bL( Fin 424 sbis (4BcofBbiSEurb Bdit do
accept abl esnaJ ude vue phar rraceuthue 35 11. Procd6 selon |la
revendi cation 1 dans (1 equel on produit le
4-[ 5- [ 455 211 PRLAHS NGBt IA bvoRdRERBX Y,] danp adtjuaxon| pidduitbis fey[4-(amidoidtinetiityipkémariri de
ou |'un de spgésdx@lEmaRARINAdIteBetkaride oo I'utt deckes vele aqobiabies -d'uCpoint de vue pharma-
coutique. 12ceutiiuec6d6 selon |a revendication 1, dans |lequel on produit le
4-[5-[ 4- (am noi m non6t hyl ) ph6noxy] - 40
pent oxy] - i2rmetobatéyseldn (14 -revstdicatiant iy dans Nequelhem piogkltt lay4-I5ti&feminaiminemétyliphgagare
ses sel ® accegtaiiidgnéthoxy-N- -(1-méthyléthyl)-N-(phénylméthyl)benzamidé ou I'un de ses sels acceptables
d'un point de vue pharmaceutique.

43. Procédé selon la revendication 1, dans lequel on produit le 4-[5-[4-(aminoiminométhyl)phénoxyl-
pentoxyl-N,N-bis(1-méthyléthyl)benzamide ou I'un de ses sels acceptables d'un point de vue pharma-
45 ceutique.

14. Procédé selon la revendication 1, dans lequel on produit le 3-[5-[4-(aminoiminométhyl)phénoxy]-
pentoxyl-N,N-bis(1-méthyléthyl)benzamide ou I'un de ses sels acceptables d'un point de vue pharma-
ceutique.
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15. Procédé selon la revendication 1, dans lequel on produit le 4-[5-[4-(aminoiminométhyl)phénoxy]-

pentoxy]-2-hydroxy-N,N-bis(1-méthyléthyl)benzamide ou I'un de ses sels acceptables d'un point de vue

pharmaceutique.

ss 16. Procddé selon ia revendication 1, dans lequel on produit le 4-[5-[4-[(benzoylamino)iminométhyl]-
phénoxy]pentoxyl-3-méthoxy-N,N-bis(1-méthyléthyl)benzamide ou I'un de ses sels acceptables d'un
point de vue pharmaceutique.
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d' un paint de vue pharmaceuti que. 13. Proced6 selon |a revendication 1,

dans lequel on produit le 4-[5[4- (&g NRidQ t hyl ) phen

pent oxy] - N. N- bi s(1- et hyl et hyl) benz?@@g{%gﬁﬁn de ses 1““'”“'““"1““ Lu“‘
d'un point de vue pharma- 45 ceutique. 14. Procede sel*on¢la* " % *
revendi cati 0 Procé6Bstonl R FoNBhdicaBorD¥,08Hé Toqhel on produit le 4-[5-[4-[iminofoctyloxycarbonyljamino]-
3- [ 5- [ 4- ((am nanéihyishaRdxisbntqxiesisthbiy-NNei( Baxgthyiduiy)Bensdmicendut oy lde sbyde)shessprbibsie
ou |'un de sesiubgbist dsoae piiaahdcettiqab. un poi nt de vue pharma- ceutique. 50 15.
Proc6édd selon | a revendication 1, dans |equel on produit le

4- [ 5- [ 4- (sanil& drevédio palanhia | rpyehdicationy 1.-dans lequel on produit le 4-{5-[4-[imino[octyloxycarbonyllamino]-
pent oxy] - 2- hy drétiiiphinay Ipontgxgl-Mtk-biat) tméthiigthylibenzamide de I'enudel seg i3elel ecoortablasad'un point.
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