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ac radi cal s, the substituents preferably being present in the rings:-
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ur ei do gr outhe&:rScuhﬁttrhdstafk Haiyzofl iali paiitilailE00we alkinoyl] fa@tnastabpge 30 are
radrééal s whi Eessible halegge prome ik gsperially fucging gtp‘tretdmhgtormebe:rnattmlslys -and/-or. -.be sub-

stit{t ed, e n pan be straifght - chain
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tero Sradicals iR are -ti cul ar, oxygen,
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o- hal ogen at om or a - hydroxyl -gr oh‘p’ or. egbove all.a p-lower al kanoyl am no
radical, a p-[2(]ower al koxy)-




5 ethyl] radical, a | ower o-alkyl or o-al koxy radical, or an o-al kenyl

or o-al kenyloxy 5 radical, R' denotes a [ower alkyl radical, a |ower

al koxy radi cal, '

above all a hydrogen atom J[err] denotes a | ower al kanoyl radical, such as,.
in particular, the acetyl, propionyl or pivalyl radical, or above all a

hydr ogen atom [err] denotes a hydrogen atom or the hydroxyl group and Ag:>

[err] 1G_, denotes a hydrogen atom or [err] together represent a secong
bond and [err] and 10 [err] each denlotogs.,as hy‘drogen atom or [err] 5
toget her wt

hydrogen atom or \Rlereirﬁg’edmecs aydiogdr, atmprpe@emyhmgneﬂsm rghcalupz emrdna[l!er r]

h d hydrig ke gharpioy lopren
?23. calenot ﬁeaamynoi,. 'ﬁf‘,}gﬂp'g%' e ol Q1 QFE mmﬁf %hﬁ% °K§z en%éggmébt(w

radi cale a 15 mpr komgb@mga or&)- All@kyO E46350a1,36r O o~ loﬁ-l hyl5

radi cal or the hyd . tf*lmlsraétatet slko

menti oned especi al [{§% . gyﬁf}%g% s 'P%? F‘;?F‘;}ﬁﬁf i;gr\ﬂm ein R
denot es asg- | ower g KapydeR

p-[2- (| owner alIOkoxy bsi ogadatonalo:; Rf a:rd m bﬁeﬂ‘esﬂetah&m}deliohtyhnd Rirand 10
enote ”Y @a|0x0 grenp aeg(anp
o-allyl or o-all yI%% %fﬁ%eagy v G};m:' ;'epéesafs
radi cal, such as t ove afl&&&emgn;&al ydr ogcehrér

especially a Iomer
[err] denot esl5t he bwet dkoxy gmmopa lmingén amn;, tlinertnﬂ,t&rttmemull radical qithectygroxyt grdups al

above all a hydrog®&¥ ‘E’ err tes dr he h droxyI
group and [err] depgl qgarawa g% ‘Ené'z i ﬁtj’ﬁ‘,ﬁiﬁff*‘etf 3
second bond and [ ep412- (lmdalii&y)-ethyl] {aﬁi&al]fo 2 fihexyath drquemyatloﬁar or

[err] togethe® wit br er rakenyloxeradical dor o eeampl aﬁﬂvloxz@r ltzﬁrﬂr ladowst dendfe
a hydrogen atom ofg at‘mrt‘*ﬁ;’u:t& mm y‘f‘%@%%?ﬁ? ot okap and
[err] each denote g egg&,l,an

represent hydr ogendamls wdrrkeﬂttmmmﬁﬁrleaegaﬂleraemmn e nmanden.cdinddenote

a hydrogen at¥m a ‘IOUV\Er&a 1:: Wldtcﬁecenmntsmﬂw ’@drreth
alower 30  all ;%ﬁ%‘ for .
‘ feéenth a

exanpl e chlorine, heSed aQ:Eond'thdRﬂ-E aatber
hydr ogen atorn andath#decgren 1 ad RCO uﬂdbwtmbEthfbmanblspahyl,fa lowdr| vy arg

2211-T3- 130v] ar ample methoxy, a halogen atom, for example chlorine, the tri-
hyélr oiypg opyl 1 y40>ggb§gﬁ:§f}ﬁ %x"dﬁm@atﬁmngLﬁgy‘@@ﬁ§§pl?enoxy>{ - 13-

(o - chf orophenoxy)\ydrox Ppropyl] wah dm-l(ﬁl{);solqmﬁ&n l-hydro -

H

1(2H) - iso- %; ) chlomp!npmw i~ rionhydro@pwp{ﬂl -4 {ﬁperldl)ilb -3,4n‘E<lﬂ'ld’OY'p“§@0*T?' 2 4
win none, (3} v
pi val oyl oxypr pyI2] glp ‘&yl} gf)ln}xs dlt?l?o’g fi Gt[_gﬂ

I soqui nol i none hy dd? j,( 2H) - 0Re, 9 vealld -
pi peri dyl } - 3 4 - 2d| ﬁly-d lgﬁxyp eﬂo‘iﬁ)q-uz nrﬂ dtdﬁ@ﬂﬁpyl]and aphﬁﬁ@l}a.l 3,42 - {1 -

[3 - (0 - oxyp Aibyy )1(2H leoqlhtyrém pylﬂierapeurically
i hydro - 128 gﬁgg; Lg’gg%r gr;{yboﬁzduglum/&%.d *
addition salts, : _ QA_ #bR oL fbrmula :

i ntravenously, |n a dose of about 0 01 rrg/ kg, 40, to arcotlsed cats,

causes a distinct |owering of 4he bl o pressure. ‘~’Ey i‘ner corrpounds to
be mentioned particularly ar. Q,S_Q,,m‘c'.,,f_g,; mﬂ@dg/(Mhywogen, | over

al kyl, lower al kenyl, lower aWdinyl, 5 to 7 -Ng- d cyclo- 45

al kyl, carbanoyl -I ovver al kyl, Atydroxy, lower al koxy? |ower. al kenyl oxy,

| ower al ki nyl oxy, QBWer aficfil MQ&Q@PE&WJ alidyl, QYt@'?ng-%ﬁﬁbréafcy&ﬁ- and
R'' is hydrogsn, 1 dm,rcamh llpwé‘i Dh@yh;oxg} tover alie@kyl oﬁ ) éu@r, alkinyloxy,
trifluoromethyl, 0, Yl \W": arba ram 7 r I QiIFngen or
| ower al kanoyl , e“°’ glerr]
denote a.hydr Ogen meR.,Odlen ts: e%’se&tsan@mu and
their 50 her aﬂenpeuoallj ysefud eduu hddaion ddlraddrsw oomppa:ids R’ pteferabur igl icarpounde

R preferably is i ﬁ‘gﬁ s, Ryl orretqfa Eﬂrﬂ"f‘éﬂﬂ%“q?l’ai”sp"dﬁ@ B R'his
met a- posi tions or # "énet@%fé’& oﬁ @ cqfaatﬁ[,sg ofTF&H:ufaQb Gar bonyl

and para to nethyl @ngeth Odyéléhe hyI0REED x?,SaﬂlﬁGﬂy b pa:gab@, tHloro,
particul ar thse obromes nﬂh«uomebwl R cyaup, RE( s\Hydrogen) l{d:thyl okt limmo, 55
car bamoyl met hyl, h‘b ry{y %pmrgyds%y o—me o-alPaf_’ . glel;e: ono,
trifluoronethyl or vl, b3 G bxy, lo g ’fy) @i no,
55 R2' is hydr ogen,-mﬂﬁbﬁtn;é{hyl @r@@h@nx i© prefetabli Ingdt gen,amdxetﬁylo:lirmed:ox&ermi- is
hydrogen, and salts thereof. O said conpounds, R is preferably o-nethyl,
o-al lyl, o-cycl ohexyl, p-carbanoylnethyl, o- net hoxy, . o-al | yl oxy,

o- propar gyl oxy, o- or p-chloro, -brono or -trifluoronethyl or o-cyano, R’
is preferably hydrogen, m nethyl mnethoxy or m 6

1, 505, 573 ' 6 acetylamno, [err] is

e L o e - ) o




[err] is hydrogen, and their therapeuticall y useful acid addition salts.
Corrpounds to be nentioned speC|f| caIIy are 1-[3-(o- rret hoxy phenoxy) 2-

1- [3 (o cyanophenoxy) 2- 5

hydr oxypr opyl ] - 4- (1- oxo-i soi ndol i,no) - pi peri dine and their therapeutlcally

useful acid 5 addition salts, whjch, for exanple, when adm ni stered

i avenously, in a dose of about 0. 01 mg/ kg, to narcotised cats, cguge a
inct | owering of the bIood pLsBsw €. The neM/conpounds are q@talned

S R L e
1l it
[err]-can be GoRpaindd tWﬁel"lrﬁmﬁﬁmJQbH& ot %xatﬂs&haxyhmeﬂo}y)mherel n [err]

_havec?t he |h¥d!0&moetl]-ﬂ’éhom ydoling)- lpe:idn@Sand tht hb[?r(stﬂtvanaihsm w2f] represents
hydr dge gswglgﬂ *"’f’(‘g‘é*ﬁ‘a‘@ eg‘;al?en ag"éﬂﬂ ® Ihempeutioglly E@q“‘a [er] X apd X
representso 1 g ei,m l%tﬁ“%‘j;gg‘“ e°£ta nmeani ng, and Z
denotes a reanklnm ;ﬁﬁtdewt:?ob ngﬂxﬁdspvhx(ﬁrare)inamdls&vé oget her.=f orm an
epoxy, gr oukm . c%r exanpl e; a possible procedure ‘i Byt O _,
react a corrp l?ﬁ&xaﬁ’f’e’t’h the Ferr] with a conmpound of theornula
[err] wherein [err] have the abogf_aj:egpl ngs and either Xqgib represents
the group [err] wherein [err] has the indicated neani-ngs, and Z represents
a 25 reactr\pe reasted with jacomppyind efcthe fommddan or X and Z together form an epoxy
group. A reactive esterified hydroxyl #&grdup s, in particular, a hydroxyl

-group esterified by a strong |p rﬁ"(; gani ¢ acid, above all a
hydr ogen halide acid, such Yas"\depqﬁ—fehJ\or),eﬁem d, hydrobrom c acid,
- hydriodic acid or sul phurl c acr % Or,,an gr gani ¢ 30 sul phom o aC| d, for

exanpl e be neﬁulﬂgh |Q, &gr@%@ gmw&%a . O

. p-toligenesy %ﬁﬁﬂlqéﬁa its RJo e?-rdel{oﬁ@ra & ®al or i rw br pni ne
or i odi ne. forhils react i on i's carri ed out |n the usual manner. When a
reactive ester is used as the@batHr@mderial, the reaction is preferably

carried out in the presence of a Rasic condensatl on agent and/or with an

excess of s ARAN Ay RISk bl bicaincaning, ad 2 aEel T & compound

of the fo M@vely esterified hydroxyl group, or X and Z together form an epoxy grou;
(I'l bROwher ei rTHey, firasantpleca pivsble prvesdwe Bys reacarvohmundefcheidmwiat h a cefrpound of
‘the formula [err] whereij n X, Z, [er rx] ‘have the above neani ngs. 7
1,505,573 7 This reaction.is carrijed
out in the usual manner. IFTM’&%S%_SZ are used as tle starting
materi al , wikea cunpowndnd tbﬁ‘fo’ziﬁéﬂforrrula Jlb can preferably-be used in the
form of its- metal phenolate, such Qs/ % ot 1 met al phenol-ate, for exanple
sodi um phenol ate, or the re fon |§/carr Put the presence of an
aci d- bi ndi ng agent, 5 '”-’”W@”I‘y\ojc,a/condenggti on agent, which can
forma salt with the conpoun t he % formula Ilb, such as an al kal i
met al  al cokistenit 4k, dln, SluRLIR]QRﬁﬂﬁ]R}Uﬁd’Sthe shobs nkaningndnd eitken be split of f,
mtr@ﬂuced%g%%% Wemig.ﬁ?%gﬁoge W“"E‘Wg&aghé f oehece s. TRus, for
exanpl e r an aryl 10
- radi cal wh nf,@t |°; o:’ i;t% gcﬁlggj" ﬁ’?@onverted into an
opt i onaII chlom asd,bbstdmbzmﬁda@dar ou jsylphdtic caad; treacorgadc t ed i nto an
opt| HHRal | ys“h’ sct"lc uf"éd" 'bF Peeepesﬂphoms % hi s &hse above
al'l an opti® & Gy ining an oxo
group. 15 as the stamng Aa th Qﬂuﬁ ﬁly ealndaadubm(;hle pgembapofvml ch contains an
. 0XO0 gr oup basic condansation agernamhfma exm@sheeqommuedofctaqrm# IBr oup,. such as,
inp ?ticul arF““%F"c%F%RW efified with a | ower al kanol
aral kanol, such as net hanol ,Rpj:@qlol p- nltrophenol or begy!

L

wherein R, has -the above meamngs, can be reacted thh a compound of the fornula

R o e s
aﬂ / / (C)z
7 Nkcw—/v\"

Z— Cﬂz— C'”—C”z"— P .
\ &z . Cl. (.,;)
[

wherein X, Z, alk,, alk,, Ph, n, R, R;, R, and R, have the above meamngs -



al cohol, or an activated esterified carboxyl group, such as a carboxyl
group esterlfled mnth cyano nethanol or an acid hallde grouplng such as,

in par

or acid anhydrlde grouplng POSSIb|e acfd'ahhydrlde 20 grouplngs are in
particul ar those of m xed anhydrides, especially.of m xed anhydrides with

carboni c aci d nonoal kyl

esters, such as carbanic:acid nonoethyl ester or @

car boni c\aei d nonoi'sobutyl ester. The conversion of the group Z" is

ef fected, for .exanple,

by reaction with 2B505573 amonia or with a 7

corr ESpondl ”QW xgg Cﬁ'&'l@d @%n the[usuki%agge? rif Ec%vi estersgaie usid as g: (;T]e

reaction is carri egtaﬁhlé niafln

dTBE A€ formuld IAEIn! dréifersbly

tenpera- ture, if Ffeoedsiar tatplrdnodaﬁlsmldsyallehehm gllerblaeDfof akatiple, soditdh as at

a tenper at ur e swhi cRhelge, beﬁ/@f?é the gregenicy 9f id bindi
pressure and | Pt deﬁnﬁfgg ﬁgu@g“ %ﬁ&%ﬁﬁﬁ‘ri fa&W‘Q nﬁr'f%‘;he

reaction is carried O resuftin tiddeats @anObe Qi yﬁ,aﬁmduced omed’rﬁ& ely.
el evat ed terrperaturwn;hmme wspemfelieemmrgducrarrl ed out | n_an inert solvent

using 30 % | gnger e“g’ﬂ% whrei 1 dengessanagiilonol s
such as met hanol g,g% “bd%fg,gi; ¥ é af,%’m% Wh’&héi‘kyjmveﬁ,] ,?’P {ﬁﬁne alfd
mu

benzene. Furtherrmlmbam‘oylrgrmparrpl e |n corrpounds of the for

wher ei n

[err] denotes an ar Arraienab%{r lssmﬂrestoasp@b@dalby: Ql?thmlljnf@adnonzﬂvmvdrﬁedharbnm be

converted intgq an x9 gm“P d,ureido grou can be
convert ed mtg)lj an @mnlpxa % ehc,l;%’;-ﬁ lafgﬁ,% 1 %‘buis&n re in”
particul ar a react iwithla owmdlkinoleoi snmetlfa&ﬂl o, pehiit heaa o2 benzyl

car boxyam no radic °°h@ Pé?q yl rwan kh gsra gathoxyd Broumestegified

cor r espondi ngygal o “p' méé%nlgﬁ’ ggqi‘“t‘}g@ﬁ“g‘i‘de ”
chl or ocar bonyl am ngroky cular those of eﬁé eix {,}:ﬁ sio group

is carri.ed out, f omtbxahqpicelcm la;onwﬂwloesﬂemrsum ® harbom aadmmeaylaste@r carbonic

correspondi ng ani néeid, ] east atom This_reaction can
be carried ougsin tagg,iﬁg;;%m vem&ﬁs%? po gé ea‘ig#“' rtﬁ ] cr Whoni

or am n& and -opti onal | etemmﬁedrnarmtﬁrtﬁhﬁﬁaf aevlaiaﬁ&ftem ra-
e=°es meratnrem;:h:h fte ped@mowle@ an

t enperature. Furthdy
aryl radical sub-

skssi

: even "be: edhl,!m
y gtlon 18 arn Oelﬁ.t Tﬁ%ﬁ%

mer capt oal ky! soor rrem& Jﬁeayenr bt ts prldonath ol clsu?g’xarrplﬁ
by reaction with: aarle:gatneaceone&hoeﬁxaﬁpleaocmmmﬂﬂ _
esters are here abdthan Ithe'é»s%&u he@rpbﬁ anme?me@ o 'o anl c aC| ds
preferably with hydpq r}’fd tad: Fopt:)‘r‘l‘;ﬁ;
hydr obr oni ¢ ‘ass d- orsummdrea 6 giiap, (2 rntocanad;,h awsumuﬁ&d weido 35
aryl sul phoni ¢ aci dsroupuch as benzene- 50 sul phom c acid

p- br onobenzenesul phogolzc
reaction can be carh%ge

isch S Brpa%: ’%,Sq@féjéﬂﬁ nol %‘Hﬂm mdml’ifs:iﬁ?‘sﬁg The

presence of s&l vents amdponir@s‘on&u atiepirédo gréuptid QS@beexaﬁx leS
agents, such as basiineﬂoandemmmga guing possessing hﬂmtrledydmgcxdamry or eI evat ed

tenperature. Furthegpor
denotes an aryl ra

R el Tl

[err]-al koxy ‘badl cahtudwy[aehyd]oxyakylr bz;ggmkow, mefaitoalkpl xﬁaéa Bioallfokye chdickl

hydr oxyl group," ¢ ax] rqa veagsten Pk ¢ [coreesRe al kyI
o oS ot cal S yéz%mm f o g s %ﬁ’%& aﬁ; E%?
Reactively esterif |l@ahohi¢ Yith GEIPHUAS adid Gor earylm;m@dict

groups esteriied \Mﬂplmnlcheld,st-b eumed@hmacndmn@etolu@&ulphomc acid. The 50
reacti on can be carr| é‘ge&ﬁfuvm

60 presgnce of soI
agents, such as ba5|cFﬁ

[err] denotes an a
group can be converte

& CerSiefh Pty e psualy 1?1 theh o
S s TSR A o,

tonipoubd €oft the: fortula 1, m&em dams ﬂﬁd’r}l rifical

el evat ed t enp®r at urssbs F%Ze °r Zalkoayypd igrldud &1 repioeents @ meactively Fstenia ei n 55

[err] denot es an aleknyduﬁedadthckelstrowacuhhmn;ohedradl cal ,

onsm 21 §€l mﬂéxﬁﬁg,ﬁ Imercaneesafir] of rakoRRy dr oxy!

e QR yl gtoups & 95&‘&“1@ dg%fyl grouiﬁher ein

. 1,505, 57 3 6 The reaction -can be carried (l)ut u.wgl] @pnmgawslyaﬁ iesexy al Kol
radi cal or an al kylﬁﬁ?‘@:ﬁﬁfgﬂsﬁw % e’ gﬁgﬂ gg,ﬂmr?%ﬂtf’%h?ffect ed
I n the usual manner, hhe?m{ R 8dnbt¥Can lqu,‘glf an

al cohol of the forrmlbsatu
Furt hernore, $ydr oxef|theg¥

‘eérblv]a llydrowl dtoalz,ohd lndrwyl geup kRamale ahhanaiiato

Rl RiQr—t Whersin Bi defoteppn alkyd whcalalawlkavbedlc#l,om 65

exanple by 5 reaction with a reactive ester of a | ower al kanol or a
di azoal kane, such as di azonethane. 5 Reactive esters are above all esters
with strong inorganic or organic acids, prefer-.ably with hydrogen halide
aci ds,, such as hydrochloric acid, hydrobromc acid or hydriodic acid, with
sul phuric add or with aryl sul phoni c acids, such as benzene-



sul phoni ¢ aci d, p-bronobenzenesul phonic acid or p-tol uenesul phonic acid. 10
The reaction can be carried out in the usual manner, advantageously. in

reaction is preferably carried out in the presence of condensation agents,
such as basi c condensation agents, or the phenolic hydroxy conpound is -
oyed in the formof a salt, for exanple a netal salt, such as an

i metal salt, for exanple the sodiumsalt or potassiumsalt. Tg/ 15
igon can be carri ed out at lorg&rﬁg or d| hary or eI evat ed ter§per ature.

1 S , EHPH .. he ReH—2 wher ei n

[err] denol@hml dadical ‘gj? alketmlbalradtmbstt lawdlqalo'@rs or by a .

subst i tuerﬂeme feme @Eﬁ’%& @!ﬁ as‘ﬂlaz miethan Yf o- phenyl ene
. radi cal cqn,ﬁ Oh g,x iﬁhd“tap B} _group or

groups, suedaucmsmthfaoﬁacm oEalobgr atkmtbnaﬁhwﬂktuh ﬁfh ad;ak@tetmg 20 5 -:-agent.

20 Possi bl fiRng doprganiccx @ m‘f%ﬂds le ali phat i c,
aral i phat i dlo ICEE_ %@a@%@htﬁ [ gf’ 1}5‘ el N the f6r m of
their fun g[,.lb)(ﬁ{o esulPHogi0 a8 ob ! u]pmiaeﬁaal y “hl or i ded* or

anhyds i des, H@E rGXHRNLE bE L Sied buth*Ed uaahmrnade&m PR meanhydig des, such
as ket eneszesa;Ee of solvents. Whaﬂsmbelrermﬁzp ebtéds, Qe MRaRtioRGS pidferabl earﬁdr mul a | vr/m ch

contain hyom eondensauon gents, |y qso? m?nbgen ed S
(esterifi % ’° 0P ¢ ner for -
exanpde b C&ﬁgacd&gd u{:ﬁl‘] Yavar) am y I n theli or m of

their reacti Y@l hqastss.st@rmatﬂou&sof ambmas Iaﬁheﬁnﬂ'lﬁl baless for exanple
chl ori des,anasl exdisgl’ sﬁhsmed hnyangim! gedup onby & subginen t@htbjmrmhxsqm:mch as met hanoI

and et handgoupcand for Ph jeppleyancphenylene esters,
pure,er m! §f‘da?‘|‘ﬁ‘§f’d$'f"ﬂ’e‘§g"t“8sl‘ s‘&iﬁ%ﬁ“ﬁ’i“% r?ﬁ”’é d?mggzgmth z(parbonlc

aci d nonoa %m% 0Rids, RF bHmfRNAR: fphu®l and e
MoNoi sobutgy %%gﬁéﬂcﬁggzyﬁmp b};ginﬂ:hfbnﬁeﬂfmﬂﬁnduo eﬁhme@,nt ain an

acyl at ed hwydir gxipllidess esperatip or' anhydsideyr fna exeple: bere sqy| thikedj n t he usual*

iy szﬂ*’t“a@@ﬁ’f W’%%‘tﬁtr%& T A L

as appr oprmaahde,,f efamp»ea:ypiegmm wikh tartox aratxds, admi&e@slyai H&Ifomnet al hydroxi de

sol utions Vef@rlmel?@h givativ th sodi um

hydr gxi de éﬁ] {Ef v "ﬁ% % n the course of
one of th ' &ﬁrs&haacdi&ﬁjdrahdﬁ@ ewhydroxyl or am' no
group can anqbtmombd eét& be ac Iat ed as descrl bed above

40 1n conpouﬁ%l%?:l"“‘tdhé‘fﬂﬁrfﬁm § wh ®m for exarrpl e

ne
chl osj ne EER “hedn Jere sbnq,y%‘fonﬁ f”"’aﬁ%ﬁ r] oss Ph, this

hal ogen at 4 |oSalkﬂxﬁlewlelzydmxmd1e usual manner,

f or exanplselutiops m@bhm F@h Or nation in the

presence o‘P‘“PR“c f“db P[S‘B‘g m“?dug? mﬁg(gg g"“‘@% whi.ch contain

an umubstﬁ‘}g’f an | S pasd |y

substituted iy @mﬁmndsgdsfouhpsmmularl wiieh b erhalbm aa)tn,tﬂxeexanglé radical. This

can be doreblofipe QIH%O I [ihis e especially at
b b e ks ence of a

rrmg % X Hn?.; i
non- el evat g *'¢ i ._

cat akyst, St 18\ Sardl sQnOodl d@Qvlnchr 'rracaéauai @ um c#fl ori de or
the corr esqmnddxcal wS& is’ partlyl 50 ntm:edrhyd:dsr groups, can be_halogenated at the

50 Furt her#ir e ca"il n'néi) &S“eo‘P tl“hé‘s 'af?" S ‘§ “5’&5?’ subst i tuents
with a C—% D b o ooy gbond-or' . C-C
tripbe bon converted Into a C—C ‘si ngI e bond by cat al ytliﬂ :

hydr ogenat i orFurtbmbre,am corly uhi; t \
-@? [ such .as’ Raney

EtS'E
catal yst, %F i °0F’t‘% %Y%%%E%ﬁi‘i o
“ni ckel , @‘& @cﬂlj‘l ¥ L@ A& Mlatinum or 55 Car e nmust be
-t ake#5 at tismmtmu IﬁERﬁnEyahxclﬁL rpmhmrnedlhdu hd pallgiion) ps aeuve chotodlat t ac®ed. 1n
conpounds ©dre mixe bé takemat ¢ eﬁame E_‘FP‘W f'ft’ Ak th.a CCtriple
bond, thi Swmwm“ ﬁl 3 oLy o b ﬂgoubl e bond and
can | f desjf Igekhed, e récuiid s@ebospt _' | 1y _ 6uid. .

C- C- 60 ans- Ginduadhetdaoifid. C-60 triple bond fy aCedIﬁ!;tuble'hox@fcalabm@eﬁ ppfoe bon®? to a C-C
doubl e bongkampley byechydras sgce. .-.1,. pgenation with 1

mol ~of hydgﬁm%%} i %‘ ag kon catal yst,
s dbable

such as ir a§ adm ampRaH;eyxeanr ‘6l awl qia:bdrmum on barium

- sul phate, especially at eIevated tenperature. The reductlon to a GCrcis
doubl e bond can be effected, for exanple, by neans 'of | nol of hydrogen
9 _ 1, 505, 573 - :
9 .




in the presence of a deactivating catalyst, such as palladiumon ani nal
charcoal in the presence of qU|noI|ne paIIadiunfon caIciunfcarbonate I n
t he pr i H-etket—Fae d
C- Ctrans- double bond can be effected for exanple, by neans of sodiumin
liquid ammoni a, in which case, espeC|aIIy taking.5 I nto account a
urea group, short reaction tinmes and no excess reduci ng agent are 5
enpl oyed\and, if appropriate, an ammonium halide, such as amoni um
chloride, is agded as the catalyst In reqn,gggg conpounds of the fornulg
whi ch cont ai —=a e —at-ery ;- s f Fry-eri

an a-aral koxy or a- émkgnm t{%@}% i such erx: on amma’aeha@ can be
split to give free @ HORMby Hd q*ﬁx i ﬁ“’;%é ko ti)"éiffﬁﬁ g
id 51@; hi€hSdase yofa

10 in such cases esfpxeamﬂlé ybybeﬂﬁysf soditii€in %

t he usual manfer, Btftl guoer r¥korp feadyipw ruugseandl W ¢xoss pdadngngentgke a

hydr ogenati on cat aI E TOPrigE| 4R IR iabei m“Pﬂ“E‘K’efhl"@é‘tsaﬂ yst.

In resulting compoundsa sneésul Jh o thewdmia noeﬁaleéatam i Qak RS, g0 an 15
aromatic nwecl eus, mmagrotipeorraﬁ xytaaaam AJBoRyl¢ks group, these

15 The reduct}%n caFFF‘ cefantfP& to Xylrﬂmeresmftm:lyex 10
nascent hydrogen (f ?ﬁkﬁ% n“f&‘?’h

al uni ni um anal gam a(}j’allddduh pteahaLy u&gga]awsta tl vat e Foge cagalgﬁttﬁ"

hydrogen in the preseftaesting Ictutppmdsnof nhecfoahul:ol! vﬂﬁdll mskbsslnmmagmhp;sdns:m 20

It is also pobsibl e™mgy glgct‘%nc ﬁ%ﬂ%’?@ﬂe@ Bauns in wglch err]

20 t oget her represq,t;;&mg'i,g (X Bk ents
hydroxyl and [err] o ﬁtagl@ﬂmgéﬁhﬁd{ &Bgeﬁlih p{e &e@f(ﬁla LEup is
carried out u&%the reatalygy: - exanpl e b nmet al I'i ¢ reducti on, such as
by treatnent

such as.sodi um bg 3 bggﬁr”gﬁ@ﬁ%’“% 'to c?mp{:’elf 5| yfrf—!rééﬁ?ggp ww%g?ggﬁé' des??

hydr ogen, for. exanpl-e Thy cud oﬁ the blocgr@upds eanied oof inahqdhsdl imahkid, fgrahdngli UM

ni ckel or coppér c c, i g5/byjtpe td‘}(ﬁhdedl ﬂ@bhl,mnvmltcethdmoal
Raney nicckel Gr co e §:1 %Eéﬁm ;(l:fy %ﬁrgﬁfm petiEedo Ut i %
t he presence of dil ki d p(ﬂeyﬁ,ﬂ,ed

tenperature, in an wite. Vidke gektiopris pnfeatbldcmmdd 8t m the pms0¥ diluginel @sid /or
np
pressure. solvents, at low; ordinary or elevated temperature, in an open vessel or in a closed 3Q
' vessel,: under pressure,

The reduction of t NGB EREN R an 4l sa,he, il b Gflaf il b 1eRGERL RIS wi t %
t he Meerwei n- PonndMeEmMembﬁyorﬁv&tapdmh LrShus, fOF AXBRPILE , oxd REnfARA GAMNGOUNd :

can be treat ed in Ui thel uswhmr:r witht $lomer] atkwet, s Iaaiecﬂznpamlmhthamesence

i sopropanol , ‘i th& HEES g eto sp : "ﬁh SpiRivR isaprpnylats| ate, ? |
al um ni um i sopropyl,,vg,;,,.gn p,esemsh Pt ség’ s §s§&% ‘gﬁ@%ﬁﬁfﬁ&& the 3
hydr oxyl group in a(s Imda o t or mul-a erern ep]i?esents
hydroxyl . This gi v Wmd[lerhe]usmetnmsem ampedyndadremd. The
splitting of fgcan ch‘ & s pehlahuse érm% f ntipgﬂf‘cﬁﬁrm ‘% Y‘if?'eat mept
wi th strong acids, zﬁélﬁlhorﬂs ofb iokide. AF hfpropHatd, &fl

concentrated hydr omﬁﬂseparator EdnlexanIple, thCte oroeéﬁbd: fhrr&dloﬁt ihh bﬁﬁd@ﬁfd yér ating

agents, such as ph&%p ?f) ?gr’én‘fgpeé‘ﬁ P“c{%! A L’é%’? r| de or oron trioxide.
S€! ?g

| f appropriats, thgo ﬁ%‘}“ F°§";For 45
exanpl e, the react lenﬁ:ple,alsy h&lyﬁamyd hydr ocar bon such as

benzene or tol uene Fﬁmhlqmommmtndsef snut!nllewh@emaphddhrtpmenhyshtmw

group by hydrogen i % dmgg‘:“ ?ﬁ‘ aRsl 'epmrlé'ﬁﬁseperr]
represents_ hysir oxyf. écﬂsu e’ e chriE?E%tc RO bk &?E.ﬁalrytlc 50
hydr ogenat i on. Furbhmtemofd;ydmgwmﬁthad of Eydfdgcmdnaathlyst,\émraei

represept a secondPlEn orchickelgatalystdir o%enat ed to, conpounds in which [err]
represent hydrogen gt mf’"} él H pecensliy B%trcf‘F‘E‘hl“a‘r simpylangoysly, | a5t ¢
hydr ogenat i ors5 50 The reactidds Snchidtngd |b§diﬁérﬂgﬁrtﬁéﬁs9ﬂnﬁﬁ{3rmh§£é{eho@d outss
in the usual nannepr abisem rsolvenuloaldxlueﬁﬁ}du;iorrbaicmml‘énsktysdragcgemnd/& hRstgr esence
of a hydrogenation®gc dh‘?@%ﬂ rPtam@ Pmlm & rclopeid okssdl

catal yst. The react Oﬂ&mﬂﬁﬁé(ﬂﬁg Qf,‘é’?‘?ﬁdﬁ hr 23 25341215 O products

si nul t aneous|6p or smeb@AAl i eefree foAdl of M Bl hich are also | N&50
reactions nenti onedﬂce!amssyeb!:dferm‘entweul“hm,rfw hetnplsdwhc, mamaleor muaedtdales pdesence

55 or absence of s pﬁ-ﬂﬂyﬂ Tafs% porohyds bl
a2t e, R A TS ff m%?
uﬁilhg

appropriate 6 a Chmdumaﬂélxsmdmrexﬁh@’dﬁt@dthplbﬁ%hih@ Bedegkesan 65
I nert gas atnosphere. Depending on the process conditions and starting
materials, the end products 60 are obtained in the free formor in the
formof their acid addition salts, which are also 60 :




enconpassed by the invention. Thus, for exanple, basic, neutral or m xed
salts and at tinmes al so hem hydrat es, m)nohydrat es, sesqui hydrat es or

- rew
conpounds can be converted into the free conpound in a nanner which is in
itself known, for exanple by neans of basic 65 agents, such as alkalis

- @T™y On exchangers.. On the other hand, the resulti ng free bases 65 10
@u 573 10 can formsalts w t ke
Q anioc or |norgan| c aci ds ACI dssbgssqgl for the preparatlon of afgl d addi tion

sal t-s—ere—espec ) . eh—8 . .; 6 . epeutically

usabl e sak ' “i' : QSfl Vg} haest,st emau Bned: hydrogen

hal i de aci “°° s, for exanple

sul phuri Cf&(ékgn leﬂf; Y phunc acuﬁ,Cfo m;ﬂd: §dl[ih6mﬁﬁ ﬂapho@&ir&m oric acid,
al i phat i c acids, umyiclacnﬂ, panrchjom;t iacid, Oaliphegit,e plisgofic| mmatis @rathtrcmsvthcc acits orw

sul phoni ccab‘txﬂs acig aits i gidscsugh asgfo ‘E:é"éq @cegie: pcid, PP E)‘Fdﬂ sc acid, succinic
acid, gl y Elg g%ﬁ"h Yo ?acnc Cld malgﬁ,%%gug’ ‘mnzt%g‘fq, &9 agad citrie€. acid,

ascor bi ¢ uﬁhcﬁd, a,owyﬁatxebeﬁzoacaom Rilicyliyraddi & gci d, fuMeiic

aci dlo benzammgsalm cr:i, ethanesilphonia pacidy tsiejuipheri¢ dcidn- hy dPoxybenzoi ¢
acid, sal WP ‘tfntm‘tphmw%mt%“@gﬁﬁgtﬁo:g%onl c acld

met hanesurng, ﬁl estipnoni ¢ aci oxye ’hanesul phoni ¢
acid, ethyl erm&el ewhe:h

t ol ué‘hesul emvecfo ewu phap YS sﬂstt Wit lic Heid
R e
new CO”DO salt§} UGél RS ;satmde pre@ding Ghd fBwing adkt, Ivwh al so serve

for tgohe pupprﬁprm&talsono bé utdesstopc asuthe PomgspPading splsss with !P;aréems@ﬂ?lt ng the free
base 15 Iat| and -a | L 4 he bases from
he sl ts W%&“@ﬁ% B S AR, o
the free fl@ﬁtnﬂwa ricdl Qa afmmst alf;d"liillthe foith fof racénka a&wmrmm)unds are,

t he _reced:u eerm!lncfa!ois&tm |ate al'so to be upder stood
os " Pl cor s L AT Y eyt o oA el o B

i nt ended Ugdaner, for.example by chromatography on a suitable stationary phase, such as silica 20
The new ccyapouﬁdm@mnqmdd,emchdhangpeenrpm—heted hvath ecomplex-foaming beavsi ng material s

~and 2b sompgund, 3 el avy t f
e B e (e e e e coggt;ff@mg%mﬁt b1

- #racemate %X%&B&@Senﬂﬁdﬁeﬁfun@ﬂk u@ SRR i ca| i somer s-ar- mxtures t her eof

(i somer mi xt pﬁl@ lsomers, for exalﬂéﬁst!#nﬁs 15 Sy, rCOIWF be separat ed
| nt O3 he t en eous e fml.)le 91 %, of the
phy5| co c p,e ‘éﬁ; é’@ﬁy;t s,{,drga manner,  for

exanpl e byu&hpl@ﬁiatthgrc erON a SUI tabI e stat | onary hase ' such as silica
gel, or al umR@WG‘%ﬂH’@S CW em

conplygx- fo?"l‘ﬁ "ﬁe‘i’%ﬂbg eﬁﬁl m&, t‘Tver morrpound
or by form Negegt E}Hc!mﬁ&t Qesolved acd tb(kﬂovﬁxoxﬁmiﬂd for- éxaﬁplexarrpl e the
silver ni tliyaie&y ermsxepmnally ﬂgit felvent; withothe bid of Bitrevet shnts!ﬂbn conpounds of

the. pure ¢y fsat , and
SUbSQﬂue”tm?E %@ﬁﬂf% M ol e SOITET S¢5 T OF

exanpl e trlﬂﬁﬁmﬂ&@”@d&ﬁnemcaim ameramtml’udularl;t hmoumradpucaﬂmlaew; for exanpl e
phot o- chenacxdalatea/forfezmmpbxam@ -andh\L-fo %tma%m%dmwl @‘ﬁm suit- 35

abl e wavel i ’fl“lli’br?“‘&ag P Gficeacidy A B as an aliphatic
hydr gear boft,"g ?bet thoéﬁ)d x&&ﬁﬁﬁﬂ&ee&forar@mgbabﬁeee&mhmmgl nt 050 t he

i soners OanOIﬁQGtSzbﬂtiGn (mnﬁ|lgdrtattha)mman}oparmwlplnsnumtd)gmm ofjead i soners. -
Racemat e npmumsegﬂ patirulsdy toethe nsh preducty Wlich fhave by %F@F”é‘bidgsﬁﬂt’ﬁ‘? iC

(diaster eo?fﬁ;'ige e b %nategdﬁimﬁamo& ok 58 Skt b bRl ishiaing Cheni cal

di ff ssenceg { nown manner, f.or exanple b$

chr omat ographyheaml{mnndsfufahetionmﬂd cryst aI lisation., 40 Resulting racenates
can be resol ved according to. knoygn pgeihodsg, for exarrpl e by
recrystallisation froman odp,‘tl cal I‘yc{a.c_t)@{e solvent, with the aid of

m cro-organi snms or by )fegetimog w;vt/h an oﬁbmcallma,actlve acid which forns
salts with the racenic cmﬁaﬂpﬁund\arrd-cs*eﬁratlon of- the salts obtained in
this manner, for exanple on the basi s %f 45 , their different

sol ubi1itigeq af Peferrdahurtiri rRdrials, LATBE Sbraifed, 6} Wakglh) if & bgnpamidiopodes can be 45
| i ber at ed  thy¢ férmelat nent with suitable agents. Particularly customary
optically active acids are, for exanple, the DD and L-forns of tartaric
acid, di-o-toluyltartaric acid, malic acid, mandel i ¢ aci d, canphorsul phonic
acid or quinic add. Advant ageously , the nore active L-antipode is.

i sol ated. 50 Sui tably, those starting materials are used for
carrying out the reactions according 50 to the invention which lead to




products and particularly to the end products which have been specifically
descri bed or S|ngled out. The startlng naterlals are knomn or can, |f they

known. R 55 The corrpounds of the
formula O used as preferred starting materials, can be obtained, for

exanple, if a conmpound of the formula 1505, 573 [err] wherein [err] and
[err] hayesthe indicated meanings and [err] denotes an [err]-aralkyl @
radi cal, suc _gs a benzyl radical, is reacfg,gasygth a conpound. of the 11
forrrula [err] whef-e+R——er+1—heave—tire—rmdrcatedEarT mgs - ang. X

and [err] have the- ‘5 meani ngs i ndicatedsor fornmulae VI or IX, and in

the resulting compound of the formula gl 0 drengy- aral kyl radical [err]

i s replaced by hydrogen, for ‘exanple by c\t\aﬂrytlc hydrogena- 10 tion

as descri bed above.

10 The inventi on al%@“@.ﬁ?tﬁg Bk %ﬁﬁﬁmﬁgﬁ%‘%ﬁﬁmms AR ng a
pharna- ceutically e Ive anmount of a c npound formula I, 1A or
above, ' together with a pharnaceutlcaily rmer The neM/conpounds can be
used as nedi canents, for exanple in. thex ,Qﬂof fhar maceuti cal preparations
I n which they or the|r salts 15 are pres inamxture with a

phar maceutical, organic or inorganic, solid liquid 15 excipient which
Is suitable, for exanple, for enteral for exanple oral, or parenteral

adm ni strat I OgeaSUI L ab ﬁ %I Fﬁhave %e m te& %%a ar&l ﬁ{éﬁia{ q]a&eh[gée 5
cal t

whi ch do not pRundV\et B¢
gel ati ne, |actose, ﬁwac , rragne5| um st ear at e taI c, veget able oils, benzyl

al cohol s, gum pol yal kyl ene gl ycol s, 20 Wit petroleumjelly,

chol esterol or other known nedi ci naI ex,m pi €n~t\si The?sphar ma- 20 ceuti cal
preparatjons can be; for. exanple, k,p-;vt’he ‘f*&r—Wof ﬁ)abl ets, dragees,

capsul es, or supposi tories, or in a IT\s,md fohg,aas solutions (for exanple
as an elixir or syrup), suspensions or emul si ong. They are optionally

sterilised and/or conta arlear%&ibggl%%ﬁgﬁ%@d@?ﬁnﬂ&%ﬁ%@wwﬁyﬂhig‘ﬁ@eﬂ'SerS

wetting agent g Or egglll e osnmotic 10

pressure ar buffers. TTheyimemnalssmelmsrtb ahmqpamcamtmsmdnec ultg a:ph 25
val uabl e material s. CeTH*Fe“ ampush of a ed1 ¥ i nary
e cine, are Tor mi %ﬂﬁﬁgﬁ%@@ﬂtﬁ e S WG "L
new conmpounds 1depen§s peent Ea PRk 2 5r rfarg c,tsdslﬂairendmand ons
t he individual requexcipiemnetéch iF-ewitablr.efop txemple,tfet wewl domsrernple] grak an)

admini stered to a - d§'€itaalﬁl“tﬁf‘albf°'as‘£f o fj?g @‘o s ff%l dai ly
dose of 30 5-100 nﬁ“;n a%jtg,xﬂ“?mﬁaﬁ@boﬁg ‘berbpEalte erfe 2lycald, SO be
used advant ageous| ywhit gekicléuinzRy ich &nowtnl :madmnalrtxdpmht rraet phmnaM th 20

ot her anti - hypert eneiutical prepars tlglsam#eoford’r IP s’
and- hypert ensi ve acf‘tpb‘ﬁ‘:g;\g\ﬂg ﬁf ﬁrﬂgﬁl fnfia:r ’ﬁi P those
of the type of [err]; a ﬁa.x o VR xen@roemnem O A Chod ialating
[err]-am no- 235 [eﬂk osﬁ ticO prysalre vy qnﬁ@spl’rjm cam elsal conmih gg peler gherapeugikally he . 25
hydr azi nopyri dazi neSal f‘!"nérhsggs e gsﬂsoéau%tbt Eetegingy Seflicige o1 o

mat erial s whi ch incP® iy P8I B of ACoddMoRs 3 be
extrarenal acti on- Oged Sid @ndividuall redulirerfienBLIFGi @8aiples the Sitva mgpeunds tah ban 40

i nhi bi ting act¥®on ondmmeerbh@h-waesbhm enimdl of abloet 75 ke bpdysweightja fq daily dogenf
exanple, 'n 40 par Prid) B ARG K a:ﬁ,%eéwgﬁd S L

anal ogues, can be uggd'in BAMbidation! vt
benzot hi adi azi ne. der i vainpseasls, mmg\ aasmhmaﬂemwdeemandhx dmobéjusedi e Sin

5
benzenesyl phorfani de partigyhe thoseyof ¢he( tre of eapino-S %‘Hﬁﬁ E}% E?P ‘“c aci d$
and benzof ur ane- 2, 353HRIREY openie A % Frect TaZinopyri mm'f'@?eg:ﬁnm es
whi ch fol | ow ill ust rat §uikkle duRW& trd SRt WREH mhﬂée‘dﬁl‘dnfreﬁtbbthcmtoﬂgl jehal 45
Exa l e 1Amxtureannfthﬁﬂ exyrashal betion-omathd) Gs¢ hlimol'!j/ kg@m fwef? e an
rrpg of 40 inhibiting g:?cncgr on the lg(ack-resorpnon ‘}u?the tubulus, such as, or Xgm ,aﬁ q()
' ' partlcular saluretics as .well as ethacrynic acid and its analogues, can be used.
Particularly ‘suitable compounds are benzothiadiazine derivatives, such as thia-
z:des .and hydrothiazides, benzenesulphonamides, phenoxyacetic acids, benzofurane-2-
' carboxyli¢ acids and benzofurane-2 3-dlhydroxy-2-carboxyl|c acids:
45 The examples which follow 111ustrate the invention without however restricting it. 45

Example 1 .
A mixture of 30.2 g of 1-(o-methoxyphenoxy)-2 3-epoxypropane and 387 g of




12 1, 505, 573
12 2- (4-pi perldyl) 3 4- d| hydro 1(2H)-|squ| noI i none in 50 n1 of absol ute

The reS|due S aC|d|f|ed mnth ethanollc hydrochlorlc aC|d on addlng ether-
2 {1 [ 3- 0- met hoxyphenoxy) - 2- hydr oxy-

yl]-4-piperidyl)-3,4-dihydro-1(2H)i soqui nol i none hydrochl oride
’ G\CI pitates and 5 af.t er recryst al i sat i on from et hanol / et heﬂJeI ts
;2'=(. e e—aS—tHre- rting

71
mat er i aI 21( Pipridyl} ‘bﬁh & j( alewlutg ob] b°l1€d
2-(2-chl of} ﬂ’,@iﬁ Airaei ;n ﬁ‘%m v@‘_o_ )_ 1101%] added dr opwi se
to a mxt yfoeylpi-pﬁéldg}sﬁ-m@a@aeﬂum naa/el roam deQn@p tesdan@m no-1- 10
benzy| pi péfer chcrysallisatiop G®myrthapdl/etheemdnet HH—1H36 t enper ature. After5 conpletion
of the 10 azi(ikmpeﬁdvl)-E,Mhyrdmamm)mqmokﬁdne,elsddais Iﬂeataeﬂg n@terid, ours to the

refl ux teFﬁS t*lﬁrf%‘lo e r The residue .i-s taken
U 1 1 vt gy DAt E@%ﬁéﬁ%ﬁa ‘é‘éﬁ‘? B phammsani c 1 ajet i s
driad ovemberap pdamnsw ameofa e Aft&lcbiiplétesm Hﬁ is naken up in
alittle eddiranothe sgaction oiixturé useldatvd t0h4éb¢ramothe ceflimy utxnperatvlts andis chloric acid.

The . hydroé'ﬁP N jn W‘B“ ¥hor) _jso- 15
qui nol i nofge 1 igy “‘f@g%ed'ﬁ;égf‘ F“steg‘; ‘%&%ﬁé g{?’ﬁ,@gZ?G 278 degree C

(W tlh dec eliericp edd. t TN hydrotBlotfde gof0 fZ-(l-benzyl—4-p1pendyl)—3 4-dlhydto-1(2H)-1so-
2-(1 - benzsmmﬂhnqypmmﬂ)néicmstdlmim(ﬁné(@% atﬂ%q%ﬂs‘r’@l(mmwydrochl oride are
hydrogenaP‘?ﬂ‘ )oget her w t h 10% st rengt h pal | adi um on charcoal at

room 20 ne tion mxture is
(e roft PR 3 it ef%%:l Gl 0 oL

W t h wat eby fillfagonf anatﬂt uk Ss aenasmlieat viater. (Fhy fBRe, is taport@Siodue i s di ssol ved

|2 n( 2Sp! |p te d setth?am?_ afﬂya?"é%ﬁ %‘Eﬁgﬂﬂ? _@jgulgexm pygleocupnde

%§ Ut ated with
. 18-3230 d C
vé,% @Lﬁé t{“;N sogg)umeg.F o

- 176 degr ee C

ethes. |t ”E ﬁ base UBlratt ol § N Hy@idxide
( deconpos indein fl e. Drying, and e 6f theSs
hydr oxi de so utlon and ‘extracted:- W|th - 25 rret hyl ene chl ori de. Drying, and
evaporation of the sol vent, gi vBamplee base. as an oi . ‘Exanple 2 A solution
of 9 9 g (08 gofgﬁ (006 mob) | of 1 b tplylopy) 3, 3eparx-proprmepidfes 008, 9 g (0. 06 nol )
(4~ pmﬁf‘)ﬁ% - pitdrost-(2E-bhgui ﬁgﬁfﬂl sitlsanieim h orizge and ' 24
and therl Eva Iﬁma . T ' c@tallls&pﬁ&ﬂ l-wdt ated to the -

" r efI ux te stdlisariop - from &hdndlﬁaer, 2-39[33@41!013!1&@)@-1&&@@@3@4 pipar-vacuo The

resi due i M \I\%’E‘fl er, cryita lisation from
et hagol - ‘E??W'ff er- s

idyl) -3, 4- -| soqm nol 1 none melts at 104- 105 degree C. The
mal ei ¢ aci d salt of th| s corrpouEgmmgbts after recrystallisation from

et hanol - 35 A soluticatdies1, g aﬁz-lﬁia @G&dﬂg@mxﬁ)‘-z( firbdy-14e6@I st | on) ..
5 Exarrpl exdsl-oéD}mtyri(zii)-z@nin hydrochlonde and 5 g of pwaloyl chloride

[3 (?gw éﬁﬁéﬂ% 2 ggi %hen ev:]g)or—
|dyI (4)) udnsﬂﬂpdltsgﬂhﬂamn@ oSt s And 59 of
pi val oyl e oxﬂe-pmpylﬁ pmdylc(i)}-pw r6-d-(2H)-isbquitatitiont oh ree C over the
course of of meltingoppint ZALH—£34°C liseebraingdpor - “40 ated in vacuo. The residue
is acidified with alcohollc hydgochl rlc acid and again 40 evaporategd.
Aftess recryshahikinadsi g f&qw Fox x;préphue[&a(pg@bh@xyphaﬂoxy) 2-
pi val oyl opgperﬂdyb-ﬂﬂ-;dghb'c}m i i Je!i):h ([s2bdjled OGUi nol i none
hydr ochl ob$ th F‘F}P“E@ZU_‘{__ “09‘? "ﬂe’g Exanpl e 4 45

A mxture “&lﬂﬁ , “} nd 7 g of 2-(4-
45 moperlé dﬂgdta jmdrgaq mSIe Ip lmeypammﬂes zadrysﬁf- i sope opanol is
boi | ed foﬂxsaﬁombmnsthmljetherraefwﬂﬂlm‘fﬂd then ‘evaporated in vacuo. The oily
residue is dissolved in absol ut: tllg%nol ‘and. t he_equi val ent anount of

mal ei ¢ aci d esd 6. b teN- 1)-SHedbay ~232: - (o -
chl or ophenmx?i'io?-?gp @d@%ﬁqﬁmﬂwﬁgfm@enﬁ] dxybfxyn{s oﬁ EO 3,4 -
di hyddro - rtf.ﬂ[g@H-l)for -5 hoslt; Thensictioromixtu

1.[_ ?'ﬁg w%ﬂ srrelt§ after
recrystal ¥ Z ; %r e C. Exanple
5 A sol ut |115‘3a_ mﬂ ?X%&a g r%} @ltepoxy- pr opane

and 7.0 gcﬁitalﬁse(ﬂo@hlﬁﬁ‘tﬁrdyf I/Ieddtmd elrs ‘at{ BBH-139S0qui nol i none in 80 nl of
| sopropanol is 55 refluxed for 5 hours. The reaction m xture is

concentrated by evaporation to dryness 55 with the- -resulting
precipitation of 2-{l-[3<p-(2-nethoxy-ethyl)-phenoxy>-2-

u




hydr oxypr opyl ] - 4- pi peridyl) -3, 4-di hydro-1(2H)-i soqui nol i none. The product
nelts at 116 117 after recrystalllsatlon from an ethanol/ether nixture The

mal ei c—ac ' yste T e of—e - S—¢
138-139 degree . 13 1, 505 573

13 Exanple 6 6.1 g of 1-(o-allyloxyphenoxy)-2, 3-epoxy-propane and 7.0 g of

2-4- plperldyl) 3,4- dihydro- (2H)-isoquinoline are dissolved in 100 m of ..
|sopropanQ~/ The solution is refluxed for 5 hours and then concentrated I?ii::)

vacuo. The™0i |y reS|due is converted with %5573 3.1 g of furrarlc acid q3

into the cry _ ? Z—fryeH-ocy

propyl ] --4- pi peri dyl } - E‘ - ﬁ% Ehgml I | none- fuig §4sal t
eits ol 185" 145 @é%@ , FOT L el
deconposi ti on. uged for Qfo. The dily residue is converted with

1-(o- rret.hoxypﬁenoxya)l- g, tS- e d’ys’ﬂaﬂmg ZB[fl [8-((—5Hyloi3@henoxy)—2—hydroxy— 5
oxoi soi ndol i no) - pi W?ng %é"]im& 2H)d fuﬂ}a?tef ofbesabsmelr sy hour s
while 10 stirring g SrrRUirton St %t TP SSPORPPSOR ¢ i f i ed wi t h
sat ur at ed ‘Iﬂydrogen chloride in ethyl- acelﬁaan@letp reach the pH= 1, and nore
cooled with aﬂ) ice batThenﬁmef 38£Pﬁe¥-@dnetk°mhmﬂl@repomm, mltmofllle(é—— col d

d

i sopr opanol di X ﬁ‘ﬁz Pe % g ?gffb 1o
i sopropanol, to yi eher t@t(ﬂ@fclt'% g %@@2 i sgma lgghd“iﬁg
propyl ] -4- (1 oxoi scﬂltaeld)lth ed dith ize-bojd taniledmhyl éthdigncat-ecdzsﬁ- 174
degre . 5 THigeds Palwlolts Y’g -2-ydsom Xt ur g
of 150 g of 2! ormﬂm-"y ° i )' i ?ﬁf@ln% : 2Rdg. 8 |t 15
of toluene is refl am—a laﬁeoarndfz(zrh telu | dn6s wdtdr! 11 NQ
and stirring is corsbpanmedoraZS hanonwlile rspezin girgngeis c«mu oped at tobmltanﬂetahnteer ed

and the resid f d the Hed tqlpene, e 1(dopyridyl-
am no) - 3- oxop%behal %lﬁﬁﬁ%%‘%ﬁm [ ﬁ%g Yndylamm0)-3- 20

1- (3- pyri dyl am no) - 3- ToZhk sapeyaloh bE2781g thegeod t4a|1a yﬂﬁm ethaiiélj 96 4 Yodiughi ne
m p. 150 155] . To thewhydnidearn added pertionwisg during HOF mirfutes whilk stirrjng ab18°g

bl 52"l < R TS mm%{ggggwm et

m nut es while sti rrthag@a‘;yn ﬂ,ﬂ;.;,eggnclag,d room t ehpera
over night, the m xturngos g merhdfe:teddded e 154i k tof 2 zﬁenuetad sﬂﬁnc acid’ dﬁﬁigt#(nt ed to

a vol une of 12Itmle% cga é%%é‘uemtxel ield
25 the 2-(4-pyyi dyl g é‘ﬁiﬂ%‘« e o K‘Tf %‘Egl%
180.6 g ‘thereof ar e antl @akdn b ih 2911¢ of RB}&PAk] &d cmsrb% tid NG 40
m nutes whil e stirri rﬂguadmoréplm;w ﬁltetcé htne diltatetmeiect mdrthsprcdipkatalmmd 67

degree The mxture”*“&n t‘?ﬂe’éd“‘f 95. de riCO to 25
degree, and showly ﬂmrue OtbaiCo x“?ﬁﬂs 65° m%ﬁg&ﬂ"%iﬁ 33&1% al i zgd
with about 4.5 It oaqmmmo@mmman absaded) ITE & qdblbA toCrobrh rékhysé er ed
of f and taken up |r1m<2 esﬂppraﬁe@)fTheszGpa wmin 600 amwwfhydﬂthﬁsoﬁeommreThe :

mxture is refluxedXEee F‘Q’E“gﬂ%g‘s? ’t‘%?’é'@td@ggﬁmo_wmdm mgb‘ﬁ'l‘ d and

t he pI"ECI pi t atce forlmf.dlml
4- (1- oxoi soi ndol i no) - pyrl di ne.” The mxture of 30 g t hereof, 400 M. of

gl aci al acetic acid and_,30 % 3 Plf’{ba? har coal’

hydr ogenat ed at ab%thgﬁhh@%fé ”éﬁ’ *b?rﬁa?r&egfgf%?"m"% famount’
of hydrogen has been apsps pB-otz l:ﬁlorbSSCﬁﬁihﬁﬂleh )rQO-rﬂyhefyp@pﬁImea-fokdi ered

and evapor at etf The reS| de!ed inh906r-2R8°¢le, t.he 45

t t t ed t P’ieﬁ’éﬁ hydeoxy, #vﬁlt-w%alquﬂda@eh'
nseous ‘2o o o or| QEERHE dﬁﬁﬁ; “Eéﬁ&%e%.% i

4- ( 1- oxoi soi ndol i ne»):e pn spiadoliah) 3 @ipeidi melting fietet

40 Exampl e 8 ¥h the eﬁéc!l- 3§n(il Z+hxylmxympeﬂ -b‘g &am;sise 7. 30
fol |l owi ng conpounds . a; . E ;ril ’((@ o(pl oro -
5 - net hyl phenoxy) - = hydrochld 270°

I soi ndol i no) -_ pi per| d nle- 3 hi2 dr-cdhh&ﬂmxypdexpxymnt-thoqymoMJ 1206612-0&oe|dsg-r ee

45 b) 1 - [3 %o - all iper £ - °° s
i Soi aldol i nE)) -(BI peri %%y%% Aaand _%uﬂtm?_}%;g(ﬁ’ O)l%’)' 1 -
[3- (2 - allyl - 3 - a.c;el y[[an@o heno&y) ’ DY ddaok YROSY- 4 (L doxo {1 -
0X0 - isoindolino) - g):]e])%nem - pi lcigbbtgrmhlociée; m?zgggq 911750‘;;%157[7 )180 g
d 1-1[3- (Z- cycl - oxgy- isoindalino) -y o
50 i ndol | - ) 1 -
b FF© ot R SRR i

| soi ndol i no) - piperidine - hydrochloride, nelting p0|nt 266- 270;



f) 1 - [3 - (2,3 - dinmethoxyphenoxy) - 2 - hydroxypropyl],- 4 - (1 - oxo -

| so- 55 I ndolino) - piperidine - hydrochloride, nelting point
— 161163559y =13 ——(o——alytexyphenoxy—2—hyaroxypropyl |
-4 - (1 - oxo - iso- indolino) - piperidine - hydrochloride, nelting point

185-186; h) 1 - [3 - (0o - propargyloxyphenoxy) - 2 - hydroxypropyl] - 4 -

0X0 - isoindolino) - piperidine - hydrochloride, nelting point

175; 60 i) 1 - [3 - (p - bronophenoxy) - 2 - hydroxypragpyl] -
& - oxo - |30|ndoI|no) - ngﬂhgerldlne - hydrochl ori de, It g point
2J7,_' SRR R EFE — - - (1 - oxo

- i soi ndol i né 1 XY) rﬁégwé@mpvpﬂw rﬁ?e’r 9!40n péqlm) -203-205; . 14
[ nda~ny| oxy). - 2 - hydr oxypr opyl Exm@e 9 (1 - oxo S SOI ndol i no) - pi peridine
- hydrochl orl'l‘dethe iakition 1§ 396 g1bf P-[R{oAn edﬁmhqnbxy)-&h}?amxymmm(mlon of 3.86 ¢

f 12 3- dx‘mn 3,4, sl of Fxaple 1
8x0| SE)I n((j(fﬂj‘eﬁ}}f m% ﬁ%}ﬁ,%ﬁ gl‘"ﬂf’ of Exarmle 1

and 2N puﬁloﬁqdnmwsuswlmmf hijeliylitd Aifforide akd alded Qbpii 20" € Wi t het hyl
acet gt e aminwesaywhile hekylddceﬁumas:is)wmdﬁrﬁshwsq@mdl ne in 50 m of
et h@l ene ‘E‘I‘}ﬁgﬁ‘dés “’%g"ﬁ) HP‘B? } figom femperatie. 5;&" net HiP ene
chl ori de g ﬁqghs 25 & of Wﬂén leﬂ:%efgomgdnng and cool i ng

wth ice. a&ﬂ:ﬁdsdr tumteﬂ dmgtuehlorideﬁn é:BylhcetatdSanattherp»mpitateformed t enper at ur e,

48 haurs wmeFtedll F‘@Rﬁvﬁgm | goet biteet ure.  The 10
mxture| lo '. _
dri ed, fllcme,ri e reS| ue 1.s- di

the 1,13 - (0
defignat € and Rat er,

.ve@?rﬁ 20 M of -
et hanol , the sol utlon aci dlfled W|th sat ur at ed- ‘hydrogen -chloride in ethyl
acetate and tyhe, ta 1 IS ed in 50 m of
hot Q)thanq,lpemﬁ ,f;ﬁ& W 3*&%&%&& §iﬂm§%}(¥jm Xt ugpe coal ed
with ice aﬁﬁlstkfermmﬂdumbﬁthe etipiaed et 1-[3- (o0 -
15 rret hox ywsshed ther. Theregy ﬁg;@%gzpm"w)' gﬂig y4oi ndol'i no) -
pi peri di né %émﬁ!jﬁ Rl QA ZTﬁwdét 5 le 10 A m xture
of 28 9. o thé bR i6) né‘smq;mm&meﬁmaambmﬂ&zﬂ g of252-(4 20
pi peri dyl )ethgnolie dydnochlo adsm | theo baluniom €THere phéxi ﬁxe |hsdxpr opanol is

| fluxed f of 2 fydsey f1 - th
....ﬁ:)rGec:J;?t atcggugr s gxliou Téﬂfq 1W§%f?’ i f%&& h et hert ‘el'here is

<thus. obtained 2-f .1- [3-([err] mﬁmhoxy) 2- hydroxy 1 propyl]-
pi pe#di dyl - 4)‘\} m&tﬂedﬁ RS/ 1 oof 14-24ehe thoxysb‘dpbmbdnoxxbhéepomrmmmdts at30181- 183

c imonem :
after recriySisph #sé&gﬁ%‘fﬁm%‘ﬁg&‘%%ﬂt on,ﬁ}ﬂmoqum £ b of - 24 g of

t he above. 30 M of 2N
25 et hanoli c;ﬂw;dlr O pipérizigl <ic+ BL4|-shlgdided(nl) -t ikbqui mialp&mpx aere precipitates
t he Pﬁ/dro-wlmglfglw 10§‘f-1110 -aft¢rs SOPTORY) >§y - hydPoxy - 1 -
propyl ] ﬁ%ﬁe (eﬂﬁzi % %‘]’u&‘ Ef@hlonc Q‘fﬁ% nol i none, which
nmelts at iggx rochlondeofz A1 ztuze-m&ﬁo g of

1- ( 2- met hasigrogiehdzgy hkynmxm-lzp&’pﬂﬂ)epipermloﬁ@me3,and1hydr6391(23)8 gof 2 - (4 -

pi pefd dy! )isoquigplinone, "d’i“ﬁy&‘ﬁ ‘1’(‘% - isoquinolinone in 30. m of%

i sopropanol is refluxed for 4 h S After .conpleted reaction, "trituration
WIhIt o Eer ISA) id Bgﬂ-ddw;pd I ﬂmxy){z?’?—eﬁﬁ%mpﬂand lmstbeo(y 43-4

c orop e peridy o - -

di hy 73,5{“ A H‘g@rfg@ﬁ%% Agoy &m - mnt“mhm@w el S at |

108 10 af -u'iau it e@tﬂeie%?e oxy). - 2 - hydroxy - 35228
g of the ab-C)yxepyb]a-Sﬁpdnayldl(Q$Q uedxhydroa (znb dinon@@h&lﬁqﬂdﬂ@i and to this

sol ution tl-’r&fé40is added 10 ni: of 7N ‘et ha

ﬁf’fﬁs -ollﬁsg yd %F orlc acid. After
trltgt{atlo % E{'Eé € of Zp- (1 - [3
- (2 - m3t anoplénoxy) % ¢ 0QXYpro p"" Q%Y 3‘4-1-dnhyd opyl] -

pi peri dyl Kzﬂmx)oqamaméhq W mmds@t 1831?8*‘1) e 40 . ~I soquinol i none, which
nelts at 210-212 degree. = 40

Exanple 12 A e gﬁ’" g 3f gPoxy- propane and
14. 9% g of h&f %a‘if tgi!n ﬁﬁ %&:@lﬁﬂégﬁum Zgraf)riaa-ln 36 m. of

| sopropan ropasol tsereflitedeidr #mourﬁ"{h@cm&onmw@ retbdbnnevalforaubre reactlon t he
reaction s'@l‘in'qeﬁna‘}ds‘hﬁlfﬁi’%

Reﬁde n 2N sodipe) Iy 8r gBnol , heat ed to
boi ling anff %ﬁ@ﬁd 'ii', eu Ggg zﬂn:fe{clﬂdr,at ion with ether

ther@ pr ecddﬂédt ﬁt @e ud, The npateic- a(cﬂ sath)}’ aqe-m@ﬁ&mkyﬂlenoxﬁ-z-hydiyxﬂlf oXxy 60




1 - propyl] - piperidyl - (4)} - 3,4 - dihydro - 1(2H) - isoquinolinone,
which nelts at 138 140 16 59 of t he above base is d| ssoI ved in 100 n1 of

sol ution there precr prtates t he nal eate of 2 - (1 - [3 - 50 (o -
cyanophenoxy) - 2 - hydroxy - 1 - propyl] - piperidyl - (4)) - 3,4 -

di hydro - 1(2H) . |squ| nol i none, which nelts, at ,183-184degree. Exanple .13
A m xturevof 18 g of 1-(o-net hoxyphenoxy) - 2, 3- epoxy-propane, 27 g of 4- 55

pht hal i mi ch)'pr pgridi ne- hydrochl oride, 60 m 85‘: r| et hyl am ne and.-300 ni ofls
i so- '

concentrat ed by ev appylhi-perhalimisopipsyidiag ds, cryswallised firomreghanalfgthey wdasbperdtd in 2N

sodi um hydr oxi de s&Yit Y‘W&W@“}?aueous suspension’is extracted with

met hyl ene chloride, the organic phase i ssahpleds wi th sodi um sul phate and.

freed fr.omthe sol venfablétsxomaicing2 - {1 - 63 (oofmeﬁukwhqwacrd hwira3ypropyl] - 4added to
the residue. The nmpipesidylac i s‘H‘PYFmof T-@8) ¢ drogrinele Byphenoxy) - 2- hydr oxy- .

60 5 . : 1, 505, 573

15 propyl 3= 4-phth irperd diRs st m L. glher and
melts at 201- 202dagl g,q?;\t/)u[? (A %Qmili{g’e%" ?Eg?'dﬁ&&rjpﬁ b‘}?&%@ cgtn't ai ni ng
2 - (1-13- (o - rret hoxyphenoxy) er]xdroxypropyl] - 4 - S )
pi peridyl} - 4 - di hydro - %ar staadUI nol-one: : ' 10
5 Conposition 2 -. (1 - [3 -- (o - %A&ﬁsﬂ){p&g&myrradeﬂark)topdroxypropyl] - 4 -
pi peridyl - 3,4 - di h.ydro 1 (ZI-%'lﬂ I, so ui.nol one Crystalline. lactose 10
Wheat starch ' : guesiun stearae - 10 Aerosil"

(Regi stered Trade I\gm,@m&@o Tal c Magne5| um st earate Manufacture 15
The active colpound | Theracteel comipbdad ds ed:wxrh‘a pdneof\nheeoheatsstamhcimrhhmshaﬂdact os®

and 15 wit h' Aer osiithofxgosi r¥9° thmnae%
further part of th%q@% lamﬂamig& w nﬂ%ﬁ

anount of water on g ghrm stk bfCappi9x. hthls
paste until a2&|i ghind yrigl ast the. dnuisyaﬂnrk.s abeaeam utlrewph aTsipve. jThasifies ttmss i 20

pressed ¢ hrough a <JFRaing guixed in a’&’nﬂ‘ed?slﬂéﬂﬁ and
t he drle‘d granul es %%”dbsm"éé %ﬁ(;u "é”% \?egof‘hereafter the 20

remai ni ng wheat starch, talc and nagnesi um stearate are m-xed in and. the

resulting mxture is: pmessed E)S(b at%le e@c}?ﬁn ? n%&rtﬂez%u%hiﬁ% fot ch.

cz“ﬁ

Exanpl e 15 Preparati on B?raTB SR ach Tt he
active ingredient: Edmula: o3 For.mul a:- a 25
25 1- [3-(o- et hoxypheno -% %‘}g xypmp!%iﬂ -

oxoi soi ndol i no) - pi per i di pe $PHF g ﬂ‘r;dmﬁlg €00 g Laéggg%;

1,956.00 g Corn starch Com starch " 90,00 ¥0. 00 g 30
PoI yet hyl ene gchoI 6, OOBolyethylen yool6,000 90. 00 g9000g

Tal cum powder o Talcum po - oo+ 90.00 g? ﬁe5| um

st earat e PuM’g'nﬁ:;‘“m Searue 24, 00 g Purified :
g.s. Procedure:. 35 - Aﬁerthe povvders are passed through a screen

wi th openi ngs f 0. l!iocndmeThen the - 35 drug substance, I

magnesi um st edf at e md\fl ‘TP‘.’ tosgﬁg’asss'lddl“@e % %ﬁ% ter
and the SUSPENS ON el b st i TE olsbchon Sl 6 88 bolinglIBdAGE Hié yﬁﬂ%ﬁe glycol
in 180 mM of water. gl};Ebler_anGtxﬂ df G#aree (TheSpastel @ tled &

granul at ed, |1;0nec%'@a!a ], fypactssacyy warheptarkbqu nfw W&? “‘ﬂ‘h@ nuI aIlo
I's dried, 40 oVEFHENLE 2 e s Solaei gl qumfgﬂ %

openi ngs and corrpressed_r ito - tabl éts.-usi ng concave punches vvrth 7.1
nmm di aneter, uppers bi sected Exarrpl e: 1§xamp1e i :

Preparauon of 10,000 capsules ‘éach oontammg 50 mg of the acuve mgmedlent :

ose, aI c

_Formula ' e
45 o 1-[3-(o-cyanophmoxy)-z-hydroxypropyl]-3-(1- LT S 45
. S oxorsomdohno)—pxpendme cyclamate . . . 5000 g
...~ Lactose - . . S 2,3500 g
- Talcum powder .j o 1500 ¢
: Procedure -
50 - All the powders are passed through a screen with opemngs of 0.6 mm. Then - 50

the drug substance is placed in a suitable mixer and mixed first with the talcum, then
with the lactose until homogenous No. 2 capsules are ﬁlled wn:h 300 mg. usmg a
capsule filling machine. _ .



Preparation of 10,000 capsul es each containing 50 ng of the active
ingredient: Fornula: 45

= Lo \U uyauupucuu;\y}-a ||yu Oy propy ] 3{1 = 45

0X0i soi-ndolino)-pi peridine cycl amat 500.0 g Lactose

2,350.0 Tal cum povvder 150.0 g

Pr edurﬁmﬂgmmmnm u" the povvders are passed through a screen with

pi ngs I 50 the drug substance is placed'in-a s \l't/abl e
jeand” mxed‘ flrsts Wrth the tal

then vvrth the Iactose un |I

o +

homroger — : -0 rriideh S3C =
machi ne. WI}T,WE CLAIM IS:(— - -1, 505 573 :
16 WHAT W Cl-Afipgrigings_of the formpla  di nes of th '?r y.a [err] wherein [err]
denotes an optionally substituted aryl rad{ca érr] i.ndependently 5

of one another are |ower afkkylene aﬂf.il caFJS' e eaeh separate the nitrogen
atom 5 bonded t o #g-hemcand—idhe A p ‘bayysted to them by 2 carbon
atons, R2 denotes an optionally ac /at ed h xyI group. Ph denotes-.an

optronall [ i rr] deng¥es a
hydr®gen ﬁfh%%pid%ﬁ%’g leﬂeﬁ%}glﬁglg&%g ; ﬁgf%@dﬁétiand [err]

denot es - abbltslmertoeh hndrdndrmdﬂnecmow pdtd elttmatby)mcafbbn R, [err] together

repr esent d&’ Jo% ?5”{ F g@&bﬂ’ll efeSeana'p gitut 0 atom or [err]
t oget her. g g{f,glplfuﬁSﬁn]ieﬁo at° 2a 1 ower al kyl
radi®al omR,andh Qi)iid ohea, @m oro[err]

t oget her womhor(¥ tpas ﬂeedlrﬂasre mﬂb&r@cﬂ drogen atom a

Lo :L.s,,t@?}@ e i wr%ewram e o ogen

15 [¥rr] (1 A2 esrnf[ﬂarfc tm#and Ph have t he neani ngs defi-ned |n16I aim.l,
and salts thereof. ounds of the. fofnuk,ad ew ] wherein R denotes a
hydrogen atom’' a p- aI ka | am noe Wyl . r ¥#lealye’an, optional |y Iovver
al kyl at ed - p- car b&royt-craavcats —Mer/a?%(anoyl radical
o-nitrile group, a p-lower al koxycaﬁ)onyl am ny- I-ov A al Kyl ‘radi caI an
o- hal ogen atom or a. hydrox | group or aboveé all a p- | ower al kanoyl anm no
radi cal , cin RBo | Bké‘xy’}kn afkpand Ph havsttheyrhepnings defived in chind bwer - o- al kyl or
o-al koxy r o Es a{]ﬁhg'ﬁﬂn&?nyl or o-al kenyloxy 25 radical, R denotes a
| ower al kyl radlca ower al koxy radlcal a lower* ‘al kenyl radical, a
| ower- al kenyl oxy .. radd,,cal or abpve al: I"" Ly ﬁ)gen atom -[err] denotes a
_Iovveo al kanoyl - rad| cel suchT‘a‘s /?t'”he acetyl, pro b_onyl- or.
pivalyl radical, é}e\éee@_@-&@mm—eﬂk ['err] “Benotes a Hydrogen
atom or the hydroxyl ”group and [ernM~30 1 denot es a hydrogen atom or
[err] together repr dSent a second bond and err] an. err] ~each denote
a hydroge ébrhY ’raf’lel’:lgﬂr“? Y‘r ﬁv@n ‘0X0 .group and'
[err] eac db,g&la lelggl ége er_r.]_-r_epr esents
an oxo gr piy dgr{nqrcrr]aberaeih wgﬁm,atpa[n(laﬁdil afidoxy)-' - denotes a
| one?® aI k%}t%’a} %‘y ymcr!loo ) ke%lhg mﬂkep!ioqroup 2r, above
all, alo ) Y'a hal ogen at om
thetrrflumif:élyr&mdd, ove \%ﬁ Q;%ﬁggs mvdﬁrrthelr--salts 4.
oundsabyfzetlhehyﬂmgmdml!a mdmgdira ﬁp\nﬁml kanoyl am no

rad| B FadRarfos tladmﬁd mﬂﬂ Hyl] B8di cal, for
S o £ I T

e filling

r o-al kenyl oxy
g at&ii mtrdy,{o@x lowex : ye all” a-1ower

hydrogen

radi cal , gotp @dRIAERAGCh denote § hydld

o- al yI onmoaadkdxghemp(gmup, the gitro gwup g above alll @ lowestr lalky! radicab- net hoxy

r adi : "Y"é P A \PeiPEsH ctom, the tiffuasegethyl taﬁ'ela)e ey hydroggl o pidnyl or, in
parti cul P Pi ndd ada.&?dmmp&a,ah@eéﬁ 1! dendles WY SlioRErEieaRidyfaine [ err] denofes a
hydr ogen gﬂﬁm for ekdmple heysbewghaytino, Gir loﬁi&dall{oﬁ‘__ yl] demtmsm drogen-atom or

[ er I‘lo and ihp yoxt,qsggla)ﬂze allog%%t oe-.;lykysl)eor o—alkoxy Yac aﬁlﬁfh as the o-eaCh denOt €. a

o-methoxy radical, R’ represents hydrogen, R,’ deniotes the acetyl, pro-
pionyl or, in particular, pivalyl radical, or above all a hydrogen-atonr, R; denotes a’
hydrogen atom or the hydroxyl group and R; denotes a hydrogen atom, or R; and

. R, together represent a second bond and R, and R, each denote a hydrogen atom or L

45 - R, together wth R; represents an oxo group and R, and R, each denote a hydrogen 45
atom, or R, together with R; represents an oxo group and R; and R, each denote a
hydrogen atom, but in which above all R, and R, each represent-hydrogen and R
and R, either represent a second bond or each denote a hydrogm atom, and R"*



45 [err] together wth [err] represents an oxo group and [err]

each: denote a hydrogen 45 aton1 or [err] together with [err] represents an
OXO0 'I' oI NLY &€ v Ty . v = A
[err] each represent hydrogen and [err] and FS elther represent a second
bond or each denote a hydrogen atom and [err:]

1,505,573 denotes a |l ower alkyl radical, for exanple Ikoxy
radi cal , Eg; exanpl’e nethoxy, a halogen atom for exa "ﬂ

Ly {LuogonEthyy radical or, i part) Ch“g'ni‘it,ﬁosawgydr39*,“3[‘“‘;‘?,?[”“3?? e

pi peridyl} - 3 4 - dgmes a lowedtllkvyehd@alr fod ¢ ple meuhﬂo iwerlliosyoxadical, for example

56 2- (1-13 "[;5”9 2 E’ii‘l‘,‘?sag;““ﬂ% yBitesppterhyl radical gsi Per i dyl )
- 3,4 - dihydro - 2:={d Qurg dx %x 2

met hoxyphenoxy) Rihydrpi- vxm%yn 9;93 . %ydr{)gypmmh? 4 ”endﬁl} 34 hydr o5-
1(2H) - isoquinoli Qﬁln (° ChIGrOthnoxy){- xhyF@xypm@!i] 4t- otpyri‘bb}y)SA 2 -
hydr oxypropyl] - 4 Esl‘”q“‘ . roryp DYAL2 . vt %gﬂ

i soqui nol iene. 9. 3 - d,ﬁ,;ldw YL Vb R RO FYPIoP hy’d’r"%‘;?'ypr opy! ]

- 4 - piperi d]ﬂ} - 8.2 {:lr-r[ydr(@-sol ﬂ:ﬁﬁH}z hydt(ﬁrﬁﬂ'bpyl]O-MI qﬁya@dyl.’ls}; &hyd(o]_ [ 310

<p - (2 - nethylet W‘% dr ox - 4
piperidyl} - 3,4 - 3d| Xﬁrd -l(%'? ¥ h‘g""YPmPYI]"‘ PlPeﬂdyl}-

‘-'LJ..
:

.15 11. 2 - (1 - 0.9rr(1-- Bapas y leehyl) - Iphealé; &/ptomdulx merldyl -
(4)) - 3,4 - -H hydrpependyn}(-zsm dxhydmsoum vk gu?ueolﬁ o gl Y
met hoxy - 4 - chi ordg!o]’ﬁe 'Zﬁmo Wy&r d]W’P’]YPmPle ermrdyll (4)}(-43)4} - 3,4
- dihydro - 1(2H - I:iz)qyt LI‘@‘&'SQ ; { .

cyanophenoxy) 2 -pnﬂam]t owr?pro W dihydropH m{)r j&f” z Bydé(lngmpdﬁhydro -
1(2H) - |soqu?°nol i noné 214{1 Thk- é@ﬂp@nmu@oxybﬂtzr-dmadxypmpsohepxpéndﬁl-aams- 1-1320
in the fiorm of thei 3 34 %:%"‘ l md;rljﬁ*‘f}ﬁ"t?ﬁ‘;‘pjfﬁme tll ed & ethof C| ai m;
113, in the formof thone THaR ST d sher P 118, mgﬁmfﬁm af therr 10

Pi peri di'nes of, t he thepapentically usable salts. -

25 [err]c wher® n [ er r 16 -chisridipes ioh ghe fomatlaneani ngs defr ned in claim22 and
salts thereof. 17. 'Piperidines as clear med |;)zcl ai m’sig,//?sn V\hr ch formul a I
[err] is substituted 30 - k_ph_eg,yj_ wdeyﬁl %p_E)/h’y gl hydro-5- or
6-i ndenyl or 5,6,7, 8- tetrahydro 1 or 2-° ,,parf) or sa| ’radi cal s
substituted by one or two nenbers sel ected froml oweg al kyl, al kenyl,

alkinyl, 5 to 7 ri R FUeR.LR,, RY,CAIQMN ¥hd P B4E %&ekrﬂagyaédﬁéd ci%lnk)!i trta' 0-
al kyl , hydroxyal kylsalts hlatedgenoal kyI car banoyl al Ig -

al koxycarbony m.n 161| ysmuted )
al ki nyl oxy, hé‘ﬁrox% kpé"““y tﬁi‘;‘i‘ﬁa m WN rsss;'i" KMX »

phenyl al koxy, OH, lo ﬂ, kiR s berea.

acyl - 35 anino, cyyo ﬂb’la halogeng alkY onylum ac}»l-—l over
al kyl anm no- cesrbam;tmz G iy *&nm

| over al kyl ene sepakhb, y f Ho a1 yé:’;ﬂﬂ[, gup by?*2
carbon atons, [err]earbsnolyrly r-om,do,(Mk,amy iriil ¥ of Soehuyk dﬁg&ﬂo@e& IkGIHRI -

al kyl, [err]  is hydPyaens. & %Pn 049'0“P by ZFqun]atanpResent
oxo, and Ph i 5 uns gPSEY L, %ﬂ&d @gﬁ%ﬁ%ﬁfm é ﬂﬂgﬁgﬁ‘ﬂf‘by 40
one nenber |isted baymdh FRIRY, vﬂﬁ;}énab}a nng o

ri ng- menbered cycl dkquﬂhwl oaplbmrl-]dwenﬂkapdykra;rd althmpefuuallkwnyiqd ﬂdﬂoxasalt :

therapeqt ically us@t‘ffﬁ‘f% | ddl%dd %I on salt thereof. 18. Piperidines of
r

formula“[err] wherein :f/ é'% , lower alkyl, |ower alkenyl |ower
allkinyl 5 to 7 ring- rrenbered koycl oal gy,l ;o car bamzv\ - JAswer ,al kyl, hydroxy,

| ower al.koxy, I ower al kenyI 0 | ower [dl i dnyfoxy, AHf ’ﬁo, tri fI uor onet hl)gl
or cyano eactof R' and R'' i _dF’(agé’fr""Foﬂ(e_/‘”af"wcl dr oxy® | ower

al koxy, hal ogeno, trifluor orretk yI nitro, am no or §ower al kanoyl- 50
amino, [err] is hydrogen or- Iower al kanoyl each of [err] |s hydrogen or

[err] 50 t oget hehereip Rhis fryd '3%}5"1 quibaded y
o :
useful -acid additi s W o) ﬁ yﬂ @lﬁﬂfﬂ’néﬂeb a%%?imgen lo?weftear in
claim 18, wherein 51@11, xyglo M:'alko , halogeno, tnﬂuoromethyl nitro, amino or lower alkanoyl-
50 amino, R,’ is hydrogen or lower alkanoyl, each of R; and R, is hydrogen, or R 50
together with R, represent oxo, and their therapeuucally useful acid addition salts.
19. Pxpendmes of formula Ib as claimed in claim 18, wherein methyl, allyl,
cyclohexyl, carbamoylmethyl, methoxy, allyloxy, propargyloxy, chloro, bromo, tri-
fluoromethyl or cyano, R”” and R’”’ is hydrogen, methyl, methoxy or acetylamino,



cycl ohexyl, carbanmoyl net hyl, methoxy, allyloxy, propargyloxy, chloro,

brono, tri- fluoronethyl or cyano, R' and R'' is hydrogen, nethyl, methoxy
- arotal 10 1 _CNE E£79 18

OT RATTTyT ot ||u, TO " €T, U9, IJ1T 9

R2' is hydrogen, acetyl, propionyl or pivaloyl, and each of [err] is

hydrogen and therr therapeutically useful acid addition salts. 20.

Pi peyi di as clainmed in claim 18, wherein o-nethyl, o-alyl,
Iohgmlmlwﬂmm thyl, o-nethoxy, o-allyloxy, o- propar gyI y, O-

Dy- 8'3 ¢ chloro,s-byono or 4 .7fl uororret hyI -or o- cyan R . dr ogen,

pr opr onyI Ra'rx ﬁberyl mromaoplwoyhhq ea{:hewfrlﬂa andsRhlyd,iydy@snandandt hei r 0

t her apeut e

E? salts
[ 3- (o- math,% ‘fﬁbaéﬁ? Q mmm%ﬁof r?'#) pi perrdr ne.

22. '§- chloro, _bromo or -tnﬂuoromethyl or o-cyan, R” is hydrogen, m-methyl, m-me

[3-(0-cya rmplhe:mwygos 2 }edh xmyr eqsyl,]pmn:(onﬂ@mwal _|%dGthrR§)R"|.’>| per i d| ne. 10

23. 1 - [ Fe-and R is Bygro s ts r opvl 4 -
(1 - [ %sqr;@iﬁlyﬂ“ t@g 1810 '-olm%fgﬁm --ygllsrp}h;noxy) -
2 - toydroxyprzm (24-eh1 -s (medloxyphenw)‘ldbl-hydn)xyprogy]pa’+ dine. 2. 1 - [3 -
L TS s 108 8 | %0
1(% (ﬂfyvckoh&eruhﬁ&m&ﬁwlz- h?dmxwabupwmomdq - 4 - (1 - oxo

15 26. 1
- 1 sSBF- i ndoindelind) e di ne. - car bamoyl met hyl Phenoxy) -
2 - hydrox doofé&)trpl(-" ( "JYC'(’lfxﬂPbG%Y) 43@1"%‘?%) 4-Gi r%?l‘dff’he 20

28. 1’ RRERENAdxy) - Z - hydd kRO - logo 4 - (1 - oxO -

| so- |,§1,dﬂnnap.}p,permnaer Ine. 29. "1 - [: (o - allyl oxyphenoaoy) 2. -
hydrlﬁxyprop 12B. 1 - Léidmedwmheanb-zrhmxwwll %t Jerexaiife: 30 [3 - (0

[sﬁfcn’f}?rr?'rmm F%@%‘! alls%owvmo%oxi’ prh?ci}XJymeylﬂ 4 {d -oxPX s 25 .

.25 31. 1 - [30- 1Q|q3 (br-cymﬁbmm@y)zz hydidsxwgmt]o-pyl-](l o - ( -gx0 -‘iso-

rzd?ii 222) :sonpp Dﬁﬁw;me?‘ﬁ’@?l’fiﬂ{"ﬁ@ 733 1'::93%) e QYdroxypropyI ] o

1-[3-(o-ne 840 xo-boipdbliipipetidit@- pi per i di ne. 30

34. The corrpcsa.ndkﬁ- YI&Y)% 2-%?&315%”&4—9@“ pendmethe formgg t heir
salt® 30 3% \© gﬁegﬁ‘m%“é‘g 3, inthe form
~.of their t gk o¥: A stﬁ‘gn"oPe saoln?s d§'gs 0éess for ?he manuf acture of
new pi peri SPiOdesstfbrethé Mbdiiiciire] of néw pip&idines of thetfesmatan - [err] are_ as defined
inclaim1, and their’ 35 salts, characterised in that a conmpound ‘of the
formul a [err] is reacted with a corrpound {?he‘fsorrrula [err] wherein [err]
have the . indicated neani ngs, one oj@theﬁg S [@rr] represents hydrogen
and t he ot her repyegents B rcg,dlﬂg.a:f \éiq; forrru\ [err] 45 and X
represents the gréup [efr] havi NS AE %e’d’rreanr ng and Z denotes a 45
reactively esterifi.ed hydroxyl group, or X afid Z toget her. form an epoxy
-groupj ancwhereinl®,, R, alk;, alky, Rs, R, Rs and: R, are as defined in claim 1, and -theit505, 533

19 i f desisplisgcharagfess 'P?‘n icorrpounds of . the fornmula I, one or nore
subst i t uent s *aPEPIRT £h l’g’”rmdrfred or split off within the scope of the
definition of the end product - aderya resulting i sonerd@mi xture is
separated into the pure isoners_and/or a resulting racemate is resolved

into the df)f‘?aﬁt%ﬂ with # jcpyarpuRd of e Bymu2 eyl ting salt is converted into
F{ ﬁ4- /-K’z

' ’ . . k‘“c———(‘?n
40 X / 40 -
e \/x/m N\c/}% . L
m 5 B ' '
wherein R,, alk;, alk,, Ph, n, R; R,, R; and & have the indicated meanings, one of
the radicals Y,.and Y, represents hydrogen and the other represents a -radical of

3

the formula
B _ .—CH—eCH-—-CHz——Z |
45 and X represents the group Rq, with Rg havmg the mdxcated meaning and Z denotes a 45

reactively esterified hydroxyl group, or X and Z together form an epoxy group, and



5 the free conpound or a free conpound into one of its salts.

5 37. Process according to claim36, characterised in that as a conpound of
formula Il a conpound of ~terri: '
formula I'lla [err] which is enbraced by fornmula I'l11. 38. Process according
to claim36 and 37, characterised in that conpounds of formula Ila are

e X and ot he hat 022" oormennd ot s IMPAAIARIN " (>

conpound of fggmula Ib _ 1,505,573 19
[err] I's rea doftheform .c.ui‘.a
reactive esterifi e‘fj ﬁ%'@ ey wfthm pe. ﬁn‘? éﬂe“?ﬁlﬁ"'oﬂdu%:g to
claim 36, charact earnaﬁ,ﬁﬁdre 4 afmpu °ﬂmt,% ‘Easﬁ.. Sttty [ €7 1]
is a hyfroxy gr OU pradefmate @ik salklﬁduto pmﬂlotﬁadsulﬁigmﬁlﬂﬁlcﬁdv&fbdmprl si ng
a pharnaceutital | ythefrﬁqeimdamdmcmpo dd empwpfdts sfornmula | _as cl ai rreoF

i i {5 & ceapeyd of forpda

in claim1, togethgr Wi aﬁﬁr Pehar

42. A pharmaceutical- cohposition conpri si ngxa phar maceutically effective
anount 88 of a corrpound of formula | as cllaimed in claim2, together with
a pharmaceutical ly acceptable carrRerO—48.—SHs{{#Hmdceut i cal cond®®ition
conprising a phar | nt of a conmpound of fornula I
as claimed in cl a% é&i oge%ﬁ‘géon'%{’f %Sn rTIglfrdmaceut [ caI ly 30 accept abl e
carrier. A

30 44. Proceﬁ for the production of rrpourﬁ§—of'({rrrul al as claimed in
claim 2, substantially as herei nfte crlpé‘d'”w ,Lef—@?encé"“’to either of tfie

foregoi ng Exanples 1 to 6 and 10-12. Processafor the production of
conmpounds of for miach! is dbreded@ibfSmbA 18] ai m 16 35 subst antially as
herein described wt ms:%essemamdmg)menlﬁmes aod 37, nigt bommmdesf 35 7

to 9 ors 13. 46. Pi ngf’ E@}!Psubstat*ally as
herei n pef or gsdes- f&ﬁg gm% T '@f‘%‘ﬁide‘"t affy 2 SPORHRE 8 15
Exanples | to 6 and 10-12.2 I peri |ne _J? formula | and salts_ thereof

substantially as herein before 40 ’c Bed with parti cul ar@®:f er ence

to any of one of tRe.ExAFRA Q&ogpm&@ﬁnuﬂa&ub 40 ABEL & | MRAY,
Chartered Patent Agents, Northunberland House, @%ngh Hol bor n,
London, WC1V 7LH. Printed for Her xl\/B.j esty’ g St atlmgér;y‘ i ce, by the

Courier Press, Leam ngton Spa,.19 Publ /s‘ﬁ gel hy,The Pategt Office, 25
Sout harrpton Bui'l di ngs, Lond%n cﬁ%\l?f’§ E%Y»Nﬁlﬁ MfENepﬁas By be obt ai ned:
l Y - . .
_ X _

wherem Zss reactive estenﬁed hydroxy group.

20 . 40. Process according to claim 36, characterised in that a compound of formulaI _ 20
wherein R, is a hydroxy group is acylated.

41. A pharmaceutical composition comprising a pharmaceutically effective amount
of a compound of formula I as claimed in claim 1, together with a pharmaceutically
, acceptable carrier.

25 42. A pharmaceutical composition comprising a pharmaceutically effective amount - 25
of a compound of formula I as claimed in claim 2, together with a pharmaceutically
acceptable carrier. -

. 43. A pharmacentical composmon comprising a pharmaceutically effective amount
of a compound of formula I as claimed in claim 16, together with a pharmaceutically
30 -acceptable carrier. 30
44, Process for the production of compoundsofformulalasclmmedmclaxmz
substantially as herein described. with reference to either of the foregoing Examples
1 to 6 and 10—12,
45. Process for the production of compounds of formula I as. claimed in claim 16
35 "s’nbstabnualli'aas herein described with reference to either of the foregoing Examples 35
o 0 9 or
_ 46. Piperidines of formula I and salts thereof substantially as herein before des-
cribed with particular reference to any of one of Examples 1 to 6 and 10—12.
. 47, Piperidines of formula I and salts thereof substantially as herein before
- 40 descnbed with parucular reference to any of one of the Examples 7 0 9or 13 40
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