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Kar 2GRN riothc é@&&dﬁhmﬁ!\@%@ hepoty 189
whi ch V&Y pi’ay Thal o1 peTiB/HRY25pes, otk 29 &
it is t'lff1 @szpﬁ{d&pﬁ d® be particularly descrl bed |n e '
st at enent : 5C2C 170—188-FPgs séﬁfDZ mn‘/mmtmaom reI ates to '
phenoxy- hydroxypropy1 %ﬁjﬁ%"% 3 530 p-substituted -
phenoxy- hydr oxypr op Ggrgwg@y BV 3@ macol ogi cal pro- perties,
useful i.n the treat rmmts-wfsunsaasgxdmaasesoe em spoention also relates to
met hods for the prerf¥?£63 632 BN 1NIEIBEIHER BRd to pharmaceuti cal
preparation, e.g. i age units, containing them 10 -
[er] - recept or bl oG b REGEDRUTIPROPPY ORRGROAGh by 2l prenol ol (11) and.
oxprenolol 10 [err een GPRRADIGNOSSESS (OO0 ﬁerapeutic effects in
the treat nent of heart d| seases 15 and vascul ar di seases such as angi na ..i#
pectoris, h%_/‘ger(flenswﬁaa AI&"&Wt MSSLheur&aiﬂmBodﬂK:omndtecefrtal n forns of

arrythm a. g 5, tiph §%“’€‘\'ﬂ'\% \Rerebsp declage % l“’&g@r FW§ they bl.ock -
not only thed &ﬁi@f‘s% bl héa\:gme%uo %ﬁk therapeutic
ef f ect,sbut "al Sihetphee BﬁEn{n o:reaemoo;sh&mkﬁh p‘ﬂ@xﬁﬁi& a8d anghriu@ichi .5 This may: |
lead to unde@msebtnsxred@heﬁiyetwﬂ@xmopﬁarpms|hemgsva2@ble pharreaalogingl pani f est or :
| atent ast hrigrieBHsEk orbe egamf rgg egeci igyeation glsq felateh OGRS may, in 20
such cases, oS B Bhonthus e ¢ AT FFRIFBTTP 51 thi s reason
treat ment Wit h dedepipr mxaeﬁm@ﬁm dch ek progiamloDds), apeadol HLihd @sprédoRt conpounds |,
Il and Il &Bdve is [Price 25p] 2

1, 308, 106 2 contra-indicated for gasthma sufferers. The recept or"’

bl ocki ng effect on bl oodoﬁzrsg SwnE(CH hese.cgdm@ mj@ygeans t hat adrenalin,

which is released fromtHe ow of the S pra Fenal | ands, has a pure
pressor effect inste he bal anced R CH=CH,

I

of which
O||OWI ng .

on
0—~CHy CH-Ch-NHCH(CHY),

m

have been shown to posscss good therapeutic effects in the treatment of heart diseases
15 and vascular diseases such as angina pectoris, hypertension, vasoregulatoric neurasteni 15
and certain forms of arrythmia.
However, these compounds have the disadvantage that they block not only the
B-receptors of the heart, which produces the therapeutic effect, but also the {3-receptors
in blood vessels and bronchi. This may lead to undesired side effects with patients
20 having manifest or latent asthma. Blocking of the G-receptors in the bronchi may, in 20
such cases, lead to bronchospasm and attacks of asthma; for this reason treatment
with B-receptor-blocking substances such as the compounds I, II and III above is

rp\
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§deﬁﬂﬂ_, ghr-effect as it does in untreated patients. 5 The conpolinds ‘of
-i‘_.;the pre_ ent invention are useful in the treatnent of heart 5 di seases :
‘whi € av0| di ng_conplications due to [err]- B{;ﬂ cking in bronchi and bl ood
vessel si The prqpnt Lnvention provides n13 ¥t it uted 2
.phenoxy~ hydr oxypr opybxam::rm's:aﬁeforrdstuﬁi safile@rsOThd Recpoye bivtiag dffed ot | briod [vessalls] .
whereinj[err] is. arfitesp d%)mﬁ!nerthataﬂ aﬂ}&t Bichy igctelesytd, from jthe marowy off ght et
or branghed al kyl en€, WE T’rh‘hug Hh‘_g HForst Phghe E“lﬂ“‘é‘def""r?ﬁ’ﬁber ob
‘the groyip consisting réezﬁtzﬁ tioh lareDfisefll ANGD SLarAbds Yok néaddi cals
with | .{o 3 carbon afisass el élv&dmg cofnﬁ[cﬁr]ons $1uea h yblagieg iataehckir and Blbddal ght

or -branthed al kyl ra'ePﬁféﬁaI with 1to rbon, 15 atons harmacelétlcally
accepta)I e, nhon-toxig ?}!?QM’&?‘M ’ESY T RHBTBE, phﬂ?éy'ﬁyﬁfféﬁi"ipéﬁlf‘l‘mf‘%
particularly concer neof H‘ onpounds” of Formula |V wherein A as a straight
chai n alkyl ene group containing 1-3 car -Gi-SriRhnd Z is a OR2, [err]
group. 20 Si nce the new conpounds gescri bed above cont ai n an
asynmetfic cart? n atom 20 they exis the formof optically active
fornms, ywhich can be resolved into thei tical antipodes by well known
met hods|such as by using optically acti Ve acids such as tartaric acid,
canphor4 10- sul phoni ¢ acid and di benzyl ta?tarl c acid. Exarrpl es of corrpounds

accordihg to the invention are: 25 w

1-i sopr opyl ami no- 3- [wheefneRY Js- amekdpmpytedrhoﬂu)qpiwmacgc]al -AptsOapafuighs 2r branched
25 1-1sopropyl an no-agﬂc‘gﬁw iningcletocindarhore § ffhtp £royPagepAisti
- sopropyl am no- 3 [F? (T xy"§W§/'I’ )—B]Fﬁerfﬁ Jp‘l"&ﬁ ﬂ%l "ITCOO

1-i sopropyl am no-3- [p-(et hoxynet hyl ) - phenoxy] Rs pr opagel -
1-i sopropyl am no- 3- [ x@ifremhylzss&afgbﬂyﬂ Bidichedl a)uepr&wx»yi}h b oo epa:m{ atB.ms?:&xd

1-i sopropyl am Ad- 3- [ g@taFﬂljk ars lor hrfaekh W’E: o 3sapranol 42
30 1-isopropyl ani no- a lﬂzﬁ o ﬁ‘%’f‘(ﬁ&f'lm ?’@3 ltw wherein

1-i sopropyl am no- 3- Aﬂs n) abHASR@Yik a OR?,

- propanol -2 1-isopr cﬂg&l;%aﬁbgbssz dgmﬁsmx greupbon I am doet hyl') - phenox
.- propanol -2 1-i28opr opy P& 6—"9” %0(1 atom,

- propanol -2 35 tg%calxﬁm% T:%Is &m Egjﬂg rﬁ:‘k é’i ! V
are particularly pre @.I’d’sQQLtan35cxd n:azh;hﬁr afq Qnd dbefitwaaedcian the form

of an optically active ElxmilQrcf compounds accordmg to the mvenuon are:

1-i sopr opyl ami 8%- 3- [ p- G[‘%’P“P i gg .25
1-i sopropyl am no- 3-[ p- (1[ |( )_ éﬁ a-g anol 2 These
X

_p-substituted phenoxy- hy g2V may be pre- 40

par.ed by 1- 1sopropylammo-3—[p-(methylsulfmyhnethyl)-phenoxy] -propanol-2

40 A) reacting3a corrpou.}r}ﬂ’PﬁﬂPY‘*t“H’é" thexycarbor 1am‘d°e‘hyl)'!>hen°x¥] 'Pf"Paml'z 30

1. 308, 106 propylamino- p~(acetanndoeﬂ1y -ph W f th
1-isopropylamino-3-] p-(£ -mer.hox;carbonyl agh olQ €

formula [err] O to for m@p@wmwa;l[pa@ thb@cz{rmmlaoeihm-pneﬁbx mﬁhnémr mul ae A,
Z, [er r} and [er r] havé-isobrepyiapenet 3akp-(giaccomidatryephencsy ] prapapl-2sent s
The following compo s of the general formula 1V are particularly preferred 35
in the form of the racemate and in the form of an optically active isomer:
1-isopropylamino-3- [ p-(8-methoxyethyl)-phenoxy-propanol-2
1-iscpropylamino-3-| p-(G-acetamidoethyl)-phenozy] -propanol-2
These p—suboututed pherox‘,r-hydroxypropylammes of the formula IV may be pre-
40 pared by 40
A) reacting a compound of the formula

! | . 0-Clyx
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3

5 ) [err]

5%or [err] where Hal neans a hal ogen atom preferably chlorine, B) reacti
a conpound of the fornula V above with an amine of the fornula [err] to
form a3conpound of the fornula | \B3%H%hich fornmulae A, Z [err], Jerr] an
X~have the §m Cg;g&mdwg &S rRhaye. 10 C) alkylating a corrpound of
&he formul a 10 [err] reductively by
usi'ng hydrogen and acet one toR’f-oN'rh—ﬁf—cW"pand of the fornmula [err] in whick
f defrul ae A, Z, [err] and [err] haveot he sane neaning as above, 15

D) al kytating a conpound of the fornula

15-[err] by tof feC4 campomidioh the ferouip AV whiich tfdrmulheoA ) (RS, Riand R boef orm a
conpound of the tresaringr gy zebevy,and X geRteensformul ae A, Z, [err],[err] and Hal
have tRhe sane meaning as above, 28, CH, ~ E) hydrolysis of a conpound of =
the foPnul a ? 20 [err] to forma conpound of
the formula IV, in which forrrul ae A c{'[err] [err] and [err] have the sane:

nmeani ng as a er Jl rou whi ch ¢ e & ved hydrol ytic-
PRk e e T
1,308, 106 H.N—R! to form a com ound of the formula IV, in which fornfutae ALZ, gySI s of a
corrpound of andtmmvémfﬁml:me:{i,mgn aboys. NQg strong al kali or strong acids to form
a conp¥und of €helyinsma EPmIP‘?FndPﬁﬂ\MfPWaforrml ae A Z, [err], [errP and ,
[err] have the same neaning as alaoe/ . G hydrolysis or pyrolysis
of a conpound of the formula: '”2'|”'C”2‘””2 5 [err] to forma
conpound of the formula IV, in Nchof ormul ae A, Z, [err], [err] and [er]
have the sanme neani ng as above [err] and [err] each represents a
hydrogen atom a lower alkyl- [e g aral kyl - or aryl group, 10 H)
hydrol ysis or hydrogenol ysis of conmpound of the formul a

10 [err] to forma conpound of the formula IV, in which fornmulae A Z,

[err] [err]l”gt‘r‘fﬂ""f”e‘?yrTs‘“ﬁa{\y‘émﬁeﬁéndsécﬁ‘é%af?ﬁ:;%;&?'ﬁ‘ﬂd@é*wéﬁa‘“{‘err] is an amn

protecting group such as benzyl-, acetyl 3 car bobenzoxy group, 15

|) reacting a phenolate of th8 @ ptindlz=l ¥

-15 [err] [err] with a conpou ofonhe formfa [err] to forma conpound of
the formula 1V, in which for e A Z J[err] and X 20 have the sane
meani ng as above and Mas a cafion, preferably an alkali metal cation, 20
or reacting a phenol ate of thk—zabove formula with a conpound of the for mul a

in which formulae A, Z, R? and R? have the same meaning as above,
15 D) alkylatng a compound of the formula 15

O-CH CH-CH 5~NHy
OH

A-Z

by reaciion with a compound of the formula Hal—CH(CH,), to form a compound
of the formuia IV, in which formulae A, Z, R R® and Hal have the same meaning
as above
20 E) ’bydroly31s of a compound of the formula 20

0~Chy~Ch~Chy-n—R!
0R%

A2

to form a compound of the formuls 1V, in which formulae A, Z, R', R* and R?
have the same meaning as above and R* is a group, which can be nemoved hydrolytic-
ally, preferably an alkyl- or a tetrahydropyranyl group,



which formul a [err] are as defined above, .and then hydrol ysing” °

sbgenol ysing the product to forma conpound of fornmula IV J) *

. a conpound of the formula [err] 25

r abl y b\‘f using a-conplex_al kali nmeb38:®ydride to form a_conpound of
“formul a F)V,hydrslysmf(‘afko&%f_uﬂalkﬁﬁle fifal] have the same neaning

and B represents [err] (the being attached to the [err]

r [err] (the [err] group being a tﬁ'& f -the [err] group) or 5

1, 308, 106 g 5 K/
is of a corrpound of the fornul rr] o form aconpound of the
[V, in which fornulae A [err] [erd] have the sane neani ng as

d [err] is a lower ﬂk%ylorLu%aél€dst Jn%%lcomggun olyr!heg LLdEIV in which

Orel Iy a phenyl Eﬁmﬁgz R, R? and R® have th
hydrol ysis o %ﬁqmmrﬁfmlmaafv &ﬁisa %1? nﬁ: ere A Z [err] 5
[ er.r: d ['err] have the same neaning as above aEgMere Y neans that the
; ring i s substituted V\nth14hala;g@.m, 5 h as chlori ne,
bror 10 ‘or iodine., a W Les
10 after, if desired, the racennt us obt’%u ned is resolved into its

)t i 2 y active antipodes in manner kn per se, and, when a
‘phar’mackuti cal |y acceptable, non-toxic gcgd addition salt is desi red,

reacting the compoung fhus cfng,somiomt Horfuig Uw! ﬂmﬁc@fomulae 15 7, R, R* R
reaction A above is mwettersadd ek 20 aboE atdRBaddl RNealD tepieits o) Hiy@bgen stngani c
15 Sol vent suck&gas 12 Jower 4kyt1-eQCr-aﬁ§b wakdpért dndlgemp, decahydr onapht hal ene,

p

benzonitrile raffin O IV pohydsatmelis ofr toeprppuad of Weie or in nol tent®
state .af a tenperature of [err], preferadity- iecpz-].m_ﬁln clinical practice the
corrpounbls of the present invention wll _XRgr |y 20 adm ni stered _
or al | y,,' rectally or by injection, int jorm of pharnmaceutical prepar- 20
ations jconprising the active |ngred| ent ¥ither as a free base or as a

iphar macjeut i cal |y acceptable non-toxic, &etd addition salt, e.g., the
 thydroch|l ori de, |act atoaqmas:eﬁ@b@dandlesuinmamle,wrﬂcmfoaﬁﬂacAazt IR R2Vidnd R* Bave

phar maceuti cal Iy acc# tsal?ﬂ @@@Jasm @bove AglCBY ii anginyno preteqiipg gimsichgs barztihe

novel clonpounds;sof t f§ ?“3%:‘? nerically or 25
ispecifijcally are inten éd to m&é‘eﬁ’g{?‘h ‘?rﬁru?free am ne base and the aci d
‘additign 25 salts of the free base, unless he context in which such terns

‘are usdd, e.g., in the specific exanples wuld be inconsistent with the
ibr oad joncept The carrier may be a solid, @ solid or liquid diluent or
gcapsul_, These pharnaceuti cal preparations gonstitute a further aspect of
ithis invention. Usually the active substancd=&ill 30 constiture

,bet ween 0.1 and 95 %itby cWEjoGHat ofGhe tohamprepar ation, nore specifically 30
bet weeny 0.5 and 20 % or between 2 and 50 wel ght for preparations
|ntende|d for injection and between 2 and® '5'@*’?3/’— |ght for preparations

SU' tablie for oral adp @ixsh cbdo@ of the formula IV, in which formulae A, Z, RY, R?, R® and X

B ] 20 have the same meaning as above and M as a cation, preferably an alkali metal cation, 20
or reacting a phenolate of the above formula with a compound of the formula

© X—CH,—NR'R}, in which formula RY; X and R" are as defined above, and then
e hydrolysing or hydrogenolysing the product to form a compound of formula IV
. ) reducing a compound of the formula

0~Chy-B—NR!
25 ' ' 25

A-Z

preferably by using a complex alkali metal hydride to form a compound of the
formula IV, in which formulae, A, Z, R}, R? and R® have the same meaning as
above and B represénts —CHOH—CO— (the C=0 group being attached to the
NHR! group) or —CO~—CH, (the CH, group being attached to the NHR?! group) or




To |5r odute pharmaceuti cal preparations containing a conpound of the
I hvention 35 in the formof dosage units for oral application, the

sel ect ed conmpound may be . r’Hé@ vvrth a solid pulverulent cagrier,
e.g., Pact ose_sacchargse_  sor hlj’_r\ manni-tol — starches such.as pg)t ato

starch, corn SR)amgdrolgis dmydompemd roh;hedahthhl ose derivatives, or gelatin, and
&1 ubricant such as magnesi um st earate, cal ¢cium stearate and pol yet hyI ene
gl ycol waxes, and then corrpre" é‘df”r%—p/ oft0-R4bl ets. I'f coated tablets are -
r agui red, the 40 cor es, sscepr edg/ag described above, may be coated
Wi th a concentrat.ed sugar .sq ion 40 which may contain, e.g., gumarabic,
gelatin, talcumand titani‘umYioxide. Alternatively, the tablet can be
coated with a lacquer. dissolwesl'in a readily volatile organic solvent or
m xture of - Qrigahi @mpaind 8Nih6 forkle $V,lih Whickiymbe AUIRY R end Remee coatings in
order to digtd unesrhngreaéwleyndoﬁtmdmetalbyle(ﬂs-@mmmongyljzr{)@erent active
subst afices Bfffer 3‘7 ?%’Fﬂ] Lsof L t he active conpound.
45 For the preparat onysbs ‘t°tnp° a{]tﬁ c"alﬁsul es (pearl-shaped cl osed
capsul es) con- sisting of gel ataqﬂaQ¢cyfqu/examl e, glycerol, or simlar :
cl osed capsul es, the active subjst (rag y be adm xed with a veget able oil.
ﬁEI nul

Hard gelatin capsul es my con ates of the active substance in
conbination with solid, pulve nt carries such 6

1, 308, 106 6 as | actose, saccharose,-
sorbitol, rrannrtol starchesgﬁﬁ% ot atq starch corn starch or

anyl opectr nyherec @y £ 5i f"f@sfor rect al
Xr fOI’ 2 mssuc Tine.

applicgti onor&@,ran ezene e asrse e posi torr es corrprr sijgg the

active subst andereifrer, aﬂﬂuktd,mle memhteahmd?mamai 1sfrstu11vgd inase, °%el atin 5 '
rectal capsasies ey @n oy apkasmicepticallyriascenyghle, wi t h vegetable
oil or 5 pggﬂa%mjfdo?‘{émmhIsodn?gag%ﬁmgugﬁyq‘ﬁ‘?“doﬁh‘éﬂa}uﬁﬁﬂlW‘E’at| on may be in.

the fofm of  SYFHdR&ac®h 5 USRERSHréitably woneeaml Bgh Solnpll h@NSrgaMOt ai-nisng- from
about 0.2 %plvent adochutas 2(2 ?&daryahydrozgﬂtmttﬁe, deaahpdpdnaphchalent) Hewendeileher ei n

descri bed, “W%%ﬁ T’IB & potvRfls r fpmolten. sptexat rempsanEt hanol , wat er,. -

2 \
-glycerol, afd (f_ L QP! éMC&eLttg i BLERfk: 10 at I ons
may Cogt ai N s&redwlagee&m@ mr&doﬁr,glf i ﬁzﬁnéi‘téf %}d 2

car boxynet haticss @@prising Oliecaceie iggrédivh sgrédichcdderi A g f eba& or Sod pltamnesm aly par ent er al

appl i cat i oniscep bl? F} nelexis; i caglel I‘B’esa eHa h?ﬂdea ‘L‘ﬂé‘?'a ion of a o
vat er - sol ubl¢: GligeT i X maécﬁgtzb@ﬁ. e SEEIP subst ance 15
tlli.

prefergbly dpttuﬁarg eiidhdeat tbQIﬂ:l el bR OAHAibR) %6 by wei ght .
These 15 solsutfi mﬂﬁeme,ahm thﬁomhtaxtnnsrthablstldlztmga t eg.amdthor buffering

agents and Cceé%ﬂi’l‘\?é‘ml OrgigEe r"G‘@‘r 8& lébEmrt anpoul es. .
The fol | owi 3385 ?;’&r rgﬁ%‘;;] ”ﬁgﬁ}ﬁﬂ; .
1, 2- Epxy- 3o Sdiveen X95e Xt p&b@aaﬁt aepeaﬁ@)ly was @i ssol ved
in 50 20 rrltemesfopﬁ @qniamo% @crldtm&m@dl 130wetight fos pppapiphsaintenied The m xture

was heat ed fphm@ﬁtwamré@rm 2otrdh¥; Vel ‘PYgW‘tAﬁ‘Eé‘F HS“&’P‘H“‘H?/&““‘H‘F fmerl whereafter it

Was evapora el QUL plaR S s kit 2 cobipblidl of BE iRBld] | ON was
extracised finr&i %?Mnth &i,a{gngééu prgéa raﬁ)hcﬁ'f)ﬁetl‘%a\ééclefdad ras&tfﬂb déﬂ@yttbm oride. After

evapor at i onmt;éd tvttle ansehdqytﬂméencmmm [=1-Y bna%ewgose, sorbitel, mpenitgehl ori de of

1-i sopropyl & T 0 ' 2 was 25
ob ai gedpyv@m ﬂ%%e&tﬂy& ?&“’gﬁfb@e’% T %{gﬁg%%g efﬁiwel ghed 10.4

g. Mel4oi ng cores, prepared as described above, may be coated thh 2 concentrated sugar solution
which may contain, e.g., gum arabic, gelatin, talcum and titanium dioxide. Alternatively,

the tablet ccn be coated with a lacquer dissolved in a readily volatile organic solvent .
cr mixture of organic sclvents. Dyestuﬁs may be added to these coatings in order to
distinguish readily between tablets. contammg drﬁerent active substances of different

45 amounts of the active compound. 45

For the preparation of soft gelatin capsules (pearl-shaped closed capsules) con-
sisting of gelatin and, for example, glycerol, or similar closed capsules, the active
substance may be admized with a vegetable oil. Hard gelatin capsules may contain
granulates of the active substance in combination with solid, pulverulent carries such

el




L 4

err]. Equiv. weight: found 304.0, calculated 303.8. The starti'ng *

1, 2-epoxy-3-[p-([err]-nmenthoxyet hyl)-phenoxy] -propane was :

H frompﬁ([err]-methoxy- ethyl)-pheg&l stvhich was reaected with 6

.epi chl.gr ohydrii | st

ferr]. a{[ a pressureaeﬂactbsesaccrhtrpddgsorbml manmtol starches (eg potato starch3@nbseeipbres 2- 9
i'n

{Accordijng to the net%%’ed‘é%c?eﬂ e dF‘PYa%E T the o n ounds Wer e
pr epar ed as hydrOCh|C9,5 “ﬁ%mt%] Es,agn;?tlurem a neuuﬁeméongéie,%msnm
:1-1'soprjopyl am rg0- 3- [rgx [cafsml @i BlbeRX Y] aRACRANGN: wgetable b NG 5
‘point 435 [err]. Equemfinwdi ght: found 323 0 cal cul at ed 317 8. Exanple 3

:1- i sopiopyl ami no- 3- ( ét“l‘?t&‘xy %‘E@{ﬁ’h g avin 32%' g2 :F%P err].
.Equi v. jWE' ght: foun(fv ta‘lz?j’thg&éc’ﬁ G aril;sncé‘ L taheubalance bem sugar 2:1?

‘Exanpl d 4 nnx'cure of ethanol, water, glycerol and propylerglycht DpERAIRRYdhaARRI@Prefer] P - 10
‘(N - etthyl [err] - ngmllwpiymumgdvetﬂwym)g ageqmemyr} ang reabemymbthyl  an
‘0il (tHe base). EunS‘““l%?u%?‘“ RS gt f ound 833 calcul ated 338 0.

: par -applica m;ecti’on can be prepared as an aquéous
.Exanmpl g 5 1-isopropylaé water-soluble phannaceuncally acc;/pmble ialt of the acnve substance

[[err]-(met hyl 4sul T qrnsféraant ayd Jopdeerratix/ Hf- 560 P00 dz 110G/, [0 hwight4Dhese 15

[err]..}JEqui v. wei ghtsoluﬁowmay 3l40] c@raincydbdiging tagegts 38§/ o buffering agents and may con-
.45 Exarple 6 veniently be provided in various dosage unit ampoules.

' 1-i soprjopy! ami no-3-[ p- (. erfor1 wm f"mr?{e?jbue ate l;51eélnoxy] propanol -2; nelting

:poi-nt [lerr] (base). Equiv. wei ght (base): Eim&dl 290. 0, cal cul ated 294.0.

W

Exarrpl g 7 50 20 1 2-Epoxy-3 [p-(,@-metboxyethyl) phenxy]-propa.ne (167 g) was dissolved in 50

Sl sopropyl am no- 3- M ﬁ%&‘h er %&ﬁ%@mk i g{‘ﬁ noI

. Mel't : 50 ing poi Ntresidak afssolv VN HE) @ soluliod e 8
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" 10.sol ytion was added 1.;86. 1&9&03'1 B¢ ereglL [T Jnoind NE 35
m'xturé; was boi Fed Lumkn“l g"w;ghe" Vdﬁd’ﬁu gmo\m aﬁ?edS Vjsrl ng The? elragftep?mst he

m xture was filtered and evaporat ed and the rerral nder, which was an oil,
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40 Example 4 40
1-isopropylamino-3-{p - (N - ethyl - 8 methoxycarbonylamidoethyl) - phenoxy]-
propanol-2; an oil (the base). Equiv. welght (base): found 339.0, calculated 338.0.

Example 5
1-1sopropylammo-3-[p—(methyl-sulfonyhnethyl)phenoxy]-propanol-z melting point
45 98°C. Equiv. weight: found 341.0, calculared 337.8. 45

Example 6
1-isopropylamino-3-{p-(8-acetamidoethyl)-phenoxy] -propanol-2; melting point
112°C (base). Equiv. weight (base): found 290.0, calculated 294.0.

Example 7
50 1-1sopropylanuno—3—[p-(G-methoxycaﬂbonylanudoethyl)-phexwxy] -propanol-2. Melt. 50
_ ing point 106°C; Equiv. weight: found, 349, calc 347.

Example 8 .
1-1sopropy1ammo-3-[p-(;B-ethoxycarbonylaundoethyl)-phenoxy] -propanol-2. Melt-
ing point 120°C; Eq. weight: found 364, calc. 361.




pi peridi'ne were heated on a boiling water bath for 10 hours. The nixture
was there- after evaporated at reduced pressure and the residue was 3
di ssol yed in chl oroform and was tllg@ar@ypon extract ed W|th hydrochl.oric aci?
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p- ([err] ettp% tif m%’ to et hanol was
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mel ting poiddda® cetate phase was dried by means of potassium carbonate whereupon
: gaseous HCl was introduced. This caused crystallization of the hydrochloride which
was separated by filtration and recrystallized from methylethylketone. There was thus
obtained the hydrochloride of -l-isopropylamino-3-{p-(8-ethoxyethyl)-phenoxy]-
propanol-2 having a melting point of 102°C.
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Na in 100 mil of ethanol. To the soluuon was added 12.5 g of 2—hy'droxy 3-chloro-

55 propionic acid and the mixture was refluxed for 3 hours. The mixture was there- 55
upon evaporated and to the residue was added 100 ml of 2 N HCl and the resulting
mixture was thereupon extracted with benzene. The benzene phase was shaken with
sodium bicarbonate solution which was thereupon acidified by addition of HCI
followed by an extraction with benzene. After evaporation 2-hydroxy-3-[p-(methoxy-




bf @l coHol and neutralized with concentrated HO To this solution was add
0.5 g of Pd/C catalyst and the reaction m xture was hydrogenat ed at
at mospheric pressure until the cal cul ated amount of [err] had been
consumed. After filteration the b¥82% on mixture evaporated ?o dryne
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e
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1-i spropyl aghodRedfrdnPeié foBéwidg-i Raxy et hyI) phenoxy] - propanol -2 was obt ai ne

havi ng a 15 melting 0| nt ofﬁ%,err] drochl or|d e).
15 Exasipl e 19 -rwmtmae Ty RRe l-el)en%z&y >0 35
p-([err]-metho ™/1) - phenol was di ssol ved |n 100 m gjocgarbon tetra-
chl oride wheregpe#!16 g. of [err] was added dropw se wi 5.0 gsi nul t aneous
cool i ng of theFlla'@aug agm m xture. When the brom ne had r@aeted, the m xture:
was shéken wit Ei? 6% water, dried and evaporat ed vgnell(l% fﬂ%n a redl due
consi sting of R BFSMB fp- ([err]-methoxy- 20 ethyl)-Bhano™was obt ai ned.
Thi s product WfiSe sugCdaBariM ahd th Rtheldald in@da \dibsolviad fn0s0 grdds of Bstrvater.on of t he :
cor respondi ﬁ%emmomgoﬁydzlrcmhmh v fabrep csolptine efethe thavpumvst #wltslepropyl am ng:
accor ding t g g‘ﬁ’e“’e"ﬁrﬁé?é’sghbim\?@ﬁe A B AfetPLE F PP P YT hod B which
gave a The active substance shown above may be replaced by other pharmaceutically _
1-i sopr opyl aatpudie3acidbadiner @i [ er r | - net hoxyet hyl') - phenoxy] - propanol - 2. Thi
product 25 was converted to t% t[] drochl oride and di ssolved in 200 mni ‘*

of ethanol and;thereinon Aol PGS Pd/ C- cat al yst
at atmphenﬂ&ﬁt@g R é‘h @lsba %d%%ﬁml&g??ﬁsﬁ?hehad heen

consumed, t hdxireaal miateﬁéuwtxthraalm/a@ gﬁltdnt@lh&dl aﬂb ltlatxelila IBhe resi due
di ssol ved | *efferv tl dryindep tﬂka#fFln@ﬁ )> & (50 igh pndypagnesium stearate
_ r?lg wire mixed in and%e resulting n%fﬁ;re was pressed into tablets (10,000)
containing 25 milligrams of active substance which were suitabie for use as tablets.
55 The tablets were marked with break lines to enable a dose other than 25 milligrams 55
or multiples thereof to be adminstered.




i t hereupon extracted with ether. _ <
: igTopyl am no- 3-[ p-([err] - nmet hoxyet hyl )- 30 phenoxy] - pr opanol -2 was
fobtaarnefd after d(;yi ng and evaporati ng, and recryt allization: 30 from
§petrole m et her > 0
itheact) ve substance was produced fromthExafnglelevm ng ingredients: 35 ,
bpyl ani no-3- (p metgm; ety | -megm faino3-(pighoxymethylpher@xy)- -/
§n 0.6 g Su QE‘S 0]-2 hyx oride (250 g), lactose ) and an alcoholic solution of poly-
| inyl pyrrolidone (25 g). After drying, the granulate was mixed with talc (25 g), pota wczs 0g \J

ycerols starch (40 g) and magnesium stearate (2.50 g) and pressed into 10,000 b1con
g agent tablets. These tablets were first coated with a 10 %, alcoholic shellac
96% then with a water solution containing saccharose (45 %), gum arabxc (EO’A,E) gpﬂatm -'
d wat er (4 /o) and dyestuff (0.2 %.). Talc and sugar powder were used

kaccharijp and TR ti%rge RN ey mrg{eémo?@d/ h 10

30 0 g
iFI av__or_l_-
. Et hanal
‘Distil I

zsugar

‘wat er-.- JAfter coollng, he glycero was added ;nd a solution of the
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tvol ume Jof 100 mi | 1| 3, drSA®: . mﬁaadhfmﬁ-mpmosil in sufficient c?xf:med
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uti cal hy accz:em:mal B adiighnaddi he eaivs atbsance, B etoZﬂu ampoules which 15
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.f;sg) was : mxed with |actose (17 t tarch (169.7 g) and
icol | oi- I silica (32 g)rhe TBBpounfd 51,"%’&"?23;& 4 e%& o O.Vot Perd el @€l atin
£sol uti on and granul abwiesid h:mughldablib&mmbm sonehem tagd fadrperiptgral povdikor
tstarch (160 @) 20ta| E%%‘SO Sty s acatg ddbein (ngicesvag pralyeted Wf%@hl n 20

Eand the resulting m"* cﬁéng igquﬁé:%]:glggga folely
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‘The tabl ets were nardeed 18v|hbdns bafceahelsuaneﬁtltexmhlt eBﬂatetdbweot@nshws .
mlligrans 55 2r mhﬁf greof @@F“%tcge adnjpst er ed. 25

t1, 308, 106 ERG e cleart :Zte was record et b?or:}d an tn by the
€X, iYitan intrasricri

.gr anul a’te was prepargg %n;)';e&m m@ﬁ@m&mmﬁ ﬂme@hwmmﬁympmﬁné%)
propan0|l 2 hychl ori d@a almmxuyapmﬁngewm@h&gmmdltb@thWt ion
yof poly- vinyl 3 yrroY gg’?f;@ﬁf ded'l‘é‘Fm 'mpgﬁé‘ém’é%@d%ﬂ%?‘m Bd 30
with talc(25 g), pot e SL R ‘2,4fgg'f“‘ e e 92 2.50
“g) and pressed. int Qn-&ﬂd Q&Odimecmwmqouslﬁ ﬁ]&hda'ko@rena_ﬁheﬁﬁrdsabﬂ'ESlem&ﬁe fahd St
;coated With a 10 % mducdltbd Peefus1®rP8454umAs ésbrmenplipn deﬁn@Vinaéfh—W %rpfahe\mnﬂewl
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“tetrachl ori de. 40 1 %F@poz%s were evaluated from the plotted log dose per cent blockade 40
~1-isoprpyl am no- 3- (p-a oxyet hyl phenoxy) - propanol -2 hydrochl oride (1 g),
"sodiumchloride (0.8 g) and. ascorbic acid (0.1 g) were dissolved in
-sufficient distilled water to make - 100 mlIliliters of solution. This
solution, each mlliliter of which
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15 ) contained 10 nilligrans of the active substance, was used to fill
arrpoul es which 15 were sterilized by heating for 20 mnutes at [err].
Phar macol ogi cal eval uati on The conpounds prepared accordi ng to Exanpl es
1-19 wate evaluated for intrinsic3®@810vity and bl ocking ef fect ogy heart
rate and for peripheral vasodilator 20 response to isoprematine in the
The acute LD50 in mce was evaluated. Alprenolol 20 was used as a

r ference substance. Cats wei ghing between 1.8 and 2.8 kg were

esthetized with 30 ng/ kg pent obarbi t al sodl_um i.p. The cats had been
preteated with reserpine; .5 ng/kg i.m about 18 hours before the start of
t he experinent.. Bil ateral vagot ony was perforrred 25 ‘before the start’
of ‘the experi ment . . 25 The
heart rate’'was recorded on an Offner cardiotachometer tri ggered by the
EKG conpl ex. Mean intraarterial bljood pressure was recorded froma carotid"
artery. The peripheral resistancejwas neasured in one of the |legs of the
cat in the follow ng vvz}yu' The f egu rg':\l arter vas opened in the :Fgui nal

N

region an@ the | eg was |1 f usgt30 S Ay B @d™del i v@red Bhrough a signa-
not or pumg at constant |i=afe. ‘Fﬁ’eﬁflow resistante 30 (the pressure) was
recor ded \ﬁ a a strain cau;e transqucer connected to the catheter| distally ::
to the pu The paw was fromthe circulation by a tight |igature:
around thérg)%nkl e. Intrclve %@u ected isoprenaline increased jthe heart *
rate and r&Zuced the pegrf Emo e{éuae oA i gopeenal ipe doge gijving 70- 80

% of the ma&l mal 35 C h ()pl C responsé“ was determned. This dose
(usually [err]) wa$ .t hen 35 repeated with 20 mnute intlervals. T
m nut es b@f re each |sogr enal [ newinj ection, the tested substancgs were

adm ni st e intravenoud y fog g b minutes, starting with a dosd of 0.01
mg/ kg andSigicr e ng eph subg gdlient JosE fg)ugf ofid. TIEe intfinsilc effects
of the te‘§t" subsgances| uer e dgge:? n ned. The dose produci ng 50% bl ockade of
the 40 -og soprgnal i naé’r’ esponsgﬁ wer e eval uat ed fromthe plottdd | og dose:

per cemt Ylockadg 40 {li agrans. 11 1, 308, 106 [err!
‘As is BVi @ﬂ :ir§:>mthe Tapl e aefg’ bj ght test substances were 2-1Q tines |es
activeg higns al pr@nol ol | as| § Ec% pl ogkage of thg [eri]-recgptors of the
heart. Th@& goerl mheral pasc8lizag slkef ) - bl ockiT ng activity for The dight test
subst anceg’'was -500 i nfEs et [than the activity of al prenol g 5

. The resulﬁ;ﬂ‘; deffonptrat g tfhat the gight test substances devel oped a

rel ativel g 5 styonger| bllockage of the [err]- qeceptors of the heart. t han
t he recepbé’-rs i @ snooth scl es. pue to t heirzcardi osel ectivity|the test
subst ance g“‘may be expertgd to give trter apetilﬁ effect ;i n heartgdi seases
w t hout d \§el opi ng conpl ijcati ons Hue goa“eﬁ}]ﬁ‘o ckagg'l n brorﬁri and bl oc
vessels. 4@ V\ECLAIMIE&:-gmm"q',\ ), -
10 1. A c®mpound of theaflormula,, %Tm Iq.m \5 ~ | =
. = - o oo Q & o (g
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4 [

erein [err] is an i%oproyl or tertiary bufyl' radical, Ais a’ °
gt or branched al kyl ene group containing 1 to 4 carbon atons, Zis a
45 [err] radical wherein [err] is a straight or brand
radicall2vith | to 3 carbon atons ages,oerr] is a hydrogem atomar B
or branched al kyl. | C ha g,gu[é Astatcef GEE PLAB! Gnes 1
di c acid additi@fes &%‘,?ih?”m tE::ds%le ; agpcas:a@ﬁe L0 ThpeRpRial 1 -

gmic form and phaumAdRtidgCatitity 20 the ezghame@bm&e wanem—ioomm axmed
n salts there the activity of alprenolol.

ng ta c a"f]m S R
r?raf:eut : cal | >1/ Rﬁpﬁ%ﬁﬁﬁym@ﬁig Ljrysé, £%§7§1J egﬁ,g’f rt@ﬁ

d accordi ng t ohehpii®efidt inrhefrodisdesed withos: ctemopmahdrgphamm dee to 6dalqckaae

y isonmer and phmm pledd Yeselaccept abl e, non-toxic aci-d addition
hereof. 25 wHAP -wE ciafRoind. according to any one of the 10
ng cl ai ms wherein. A dofmpéind of thForgiulaal ght chai n al kyl ene group

qing 1-3 carbon atoms and Z is an OR2, @g, [err] radical where
].4s as defined in claim1. 6. [err] 8=t “”a' propyl am no- 3 - [p-
f[err]§- nethoxyethyl) - phenoxyl] - pro ano&ﬂ 2 and pharmaceutically

rccept Abl e, non-toxic acid addition sal hereof. 30 7. (-)-1-
~soproPylanino - 3 - [p -([err]- nexydt phenoy] - propanol - 2 30 and
Jaharna‘eutlcally acceptabl e, non-toxic a Lg additions salts thereof. 8. (+)
1 - isopropylamino - 3 - [p - ([err]- net et hyl ) - phenoxy] - propanol -
2 and pharnmaceutically acce t abl e, n?n t oxi rlPgmd addition salts thereof.
@T”? (Ferr])-1-isopyl¥ REPY) raﬁé¥h o adiss)] i ol -
id 35 - phargacal %Pé o AL DR
t her.eof .
J( )-1- |sopropylan1no 3R eR?] acetaﬁ?doethyl phenoxy] - propanol -2 and

tphar mageut i cal |y acepl F | |ad°“5 F% 98 RLpM 0B %ﬁm@laf’

(+) - 1- Isopr opy! ani no%{ atlzé é‘flhc ﬁli/af’?a“%'ﬁ‘éa %ﬁﬁ"’ PR %14 adfigon salts

phar maceutical |y aceptabl'a, cdﬁﬁ:ﬂurﬁOd(:bdidu’BgCtodclﬁﬂdl lid @dterftia|lférfn iddepemiacenddlly

£12. ([err]) - 120§ somc@pyblanvm@xw a@d -eddiyon- sal - et hoxyet hyl) - ‘phenxy] 20
- propanol - 2 40 andmﬁhé aceu:&%ﬂl gcc‘% m“%ﬂ msﬁtﬁsf“’ pmfi’ﬂ’dﬁtlon
salts fhereof. 13 &o’i‘rﬁ 1T19 fe&.é pricalt dtevey atiryl ) -
“phenoxy] - propanol -roﬂto@nﬁbnﬁ &fdrmﬁﬁﬂéebﬁt&lyl mﬁsﬁlﬂem emmmanhﬁ)xahemfd

additi bn salts thereof . 51tA d aSLCO JOPIOMF| |‘¥§IF“QIU°CE‘11& “ e e B
. . l
et hoxyet hyl) - phenp g R r'g cala;frxbﬁh ne 1

% etho ﬁ&ad 2

-accept abl e, non-toxic aq;’l xyeth 1) phenoxy]

;f([err] -1 - |soprow&ammﬁt:euucaly- le, »yim BrefOXY |

fpropan ol - 2 andfopharanac;e(rt}-dail : -%oblie (W b]dcﬂfQPP@h Zsal t $0

thereof. 16. (-) - 12d | o )

| propangl - 2 and phar G h&%%ﬁm’z 54311 wrheiai'ad@zsﬂsaﬁscmsfe dd’ FRERCLY s

f t hereof. 50 17.9. (+()t)-1-iiopfopylampd‘-bpgﬁtﬁaa‘¢twrmdeeﬂ181)-phe[1q0{y} p:(omblezxynsm hyl ) .

{ - phenpxy] - prdpanolpharnﬁcw@@ﬂmmpt amlm m e, nopstoxjc 35

: {=)-1-is 1ammo— -acctamdne yi)-p oxy -propanol-2

“acid afidition salts tq‘ergof 9

. aceutically aceptable, non-toxu: acnd Eltsl)lP‘gmthtiecé’wtl ioof 4 Od he
-@% 0!

(1, 30-8 106 11.  (+)- l-xsopropylaxmno-3[ -(3-aceta
‘Tabl e {he eight test gudaRtaiaifSacamibi, don fam@q:imsmmd{;mﬁe t han al pre;ol oI40
- as regards bl ockage of tlﬁ erlr-lsomvémmré -dp - thee W o Y
g g d ph ft(z-—x:g)oeuncally acceptable, non-toxic acid ﬂ?g tion salts nxgeT :
. 1 13. (=) - 1 - isopropylamino - 3 - [p - (8 - ethoxyethyl) - phenoxy] - propanol - 2
and pharmaceutically acceptable, non-toxic acid addition salts thereof.
14. (+) - 1 - isopropylamino - 3 - [p - (8 - ethoxyethyl) - phenoxy] - propanol - 2
45 and pharmaceutically acceptable, non-toxic acid addition salts thereof. 45
15. (%) - 1 - isopropylamino - 3 - ([p - (ethoxymethyl) - phenoxy] - propanol - 2
and pharmaceutically acceptable, non-toxic acid addition salts thereof.
16. (=) - 1 - isopropylamino - 3 - [p - (ethoxymethyl) - phenoxy] - propanol - 2
and pharmaceutically acceptable, non-toxic acid addition salts thereof.
50 17. (+) - 1 - isopropylamino - 3 - [p - (ethoxymethyl) - phenoxy] - propanol - 2 50
and pharmaceutically acceptable, non-toxic acid addition salts thereof.




_—
.

Vascul ar [err]-blocking activity for the eight test substances was 60-50
times |ower than the activity of alprenolol. 5 The results :
denonstrate that-the eight test slugagi@nces devel oped arelativelys 5

str ané? bl ockage—ef—the—fer+i=teceptor a of _th th tte-recept o
in smoot h rruscises-*-)-lPﬁ‘@“tPE‘ # k{i}ﬂ’ Z a§"ijbst ances may
e expect edptropagRy i °§‘c‘[°x§ﬁe V.5 hmiﬁzﬂqﬂml.wahMOut devel opi 1
conplicati Opﬁfﬁ&éu AR ﬂdtﬁbxomkllﬂlemdd bl ood vessel s. 10

WHAT Vg CLAI'M 20S(+)-1 -lsopropylammo-B-[p-(methyl-sxﬂfonyhnethyl)—phenoxy]-propanol-z and :

10 1. A m@uwﬂxmembk ddiren |
tertlarycgzmdigh egilggg&a ﬂlfng"% %‘%ﬂdqﬁﬁﬁg@ E<yl englogigﬁp or
Fﬁs

cont ai ni ng ﬁcns-[p-(ZJ mﬁxyasu{fmsrlm}nd@yl)-phenmtybnm}’anahd [err]”

radi calo whez emd’lp p-tasic aid adidlipncalss thereof. 5 [er’l]” al kyl
radcal e ﬁl.@@ﬁ%}m mwmaéﬁ%m or a straight
or branched &T‘W"? p)iena@q Spipadl-2, andn-toxic acid

addi tion Sakl{aﬁn&é&ﬁ&ﬂpﬁmeﬁabkh@x&ﬁziﬁaﬁﬂiDﬂﬁ nigreof) claim 1 in racemc form;

and phs naceutZkal(;glze‘PPWPﬂm -RhGX’ -PEPE-Ad A on Bal ts
acceptable, non-toxi ac1d addit

t hereof . pharmaceum -1-isopropylami 3 acetamido oggl heﬂg) QRNs aggording to
cflaim1l in Elﬁfrﬁgc&ﬁxcall)hﬁccm ¥e9 th(:El%:i(ﬁtticIa? o@ re%f.%% | soner .and
phar maceut i cal 17y a@e)elpbwbipﬂannn@h{m-Wm@hﬁwrammm -phabxyd-prhereof . 4. A =
conpousd acp@pleﬁ g phyymagey C‘iegPﬂf‘ ﬁ ﬂgﬁ)ﬁw ive, de®tro-
rotatory isgne %ghﬁj@gpr éﬁn 1 Yook g B b AN TEBSC Paci d addi tion
salts ther eg’?n +)- -isopropylamin -¢p1(;aam mtadﬁdaghyl)éphﬁﬁyy]@ne of the

pr ecedi ng cbapmmdmbareiﬂwu ygacgzptable, NOPBXig Afid p mmeﬁléoggn gﬂe g£%p
cont ai # ng- - 3%k &Ehbio PHARInOrAP45-f! :::%d PEEI:! HdiP ere is as '
defined in ¢I°8f FPR RS gm - Do-(AeethosyaRdR ﬁ@l%mxy? prophidt- ([err] -

met hoxyet hyb)and p J&@Qﬁyally acchpidbeaft@attoxic daaa ighahimhesfit | cal | y accept abl e,

non-t oxi ¢ aci d3zadidj-i-isenopsiaining-34[h€3- etquycafmnym@e‘hﬂ)' henoxy(] PfQP‘“E’

-i sopr 8yl akiFHF ’g‘mf"‘@‘:ﬁg}’o", B 200 alt;xyBIféﬁ s opanol - 2 :
30 and phar %ﬁ&,ﬁi&dz.’sﬁﬁ BA m&:aiaﬁ:smmaam&daw&m Itions salts thereof;
-8 (+) - 1- i;qe‘pro@y Jammqgilannso -3- [IH&-ace léreﬂl}’l)-Phermhmml-ﬁyl jnd- phenoxy] -
propan - ZP acEy! P “e&? - X‘& 2\ :0Xi C ddi tgpn salt
t her eo oh ﬁg AR i ﬁ“’“"'gﬂfﬁigﬁm SRR et ﬁ‘?ﬂ )-p enoxy]

- pr Opanol cess for tﬂz AAERERUS £ Rkipyund GS BEME] B, daeN-¥iki ¢ aci d

addi tion salcbxsprtdaermawmpoundofthc formula 35 10.

(-)-1-isopropyl am no-3-[p-([err]-acefan doet hyl.) - phenoxy] - propanol -2 and
pharmaceutical |l y aceptabl e, non-toxi d addition salts thereof. 11.- (
)-1-isopropyl am no-3- [p-([err]-acetdm doet hyl)-phenoxy] -propanol-2 and
phar maceuti cal | y aceptabl e, non-tox cid addition salts thereof. 40 i
12. ([err]) - 1-isopropylamno - 3 - - ([err]- ethoxyethyl) - phenoxy] =
propanol - 2 40 and pharmaceutical | y_.gacceptable, non-toxic acid addition -
salts thereof. 13. (-) - 1 - |sopropyl amno -3- [p - ([err] - ethoxyethyl)-
- iphenoxy] ‘8 opanol %‘ af har macelt i cal | y acceptable, non-toxic acid
addi ti @R sal't@ 3 fompEBg of g To ?‘ 1 - isopropylanino - 3 - [p - ([err]-
et hoxyet hyl) - phenoxy] - pr Opaﬂ-QiH—CZ-N‘l-ﬁ—R‘ and pharmaceutically
accept abl e, non-toxic acid addition #$alts thereof. 45 15.
(Perr]) - 1 - isopropylanino - 3 - (?p - (ethoxynet hyl) - phenoxy] -
propanol - 2;RRd BN RBHE RS ke A defe@RCRIAM AU ref?@Bnd OXi ¢ aci d addition sal

t her eof .
—CH——CH.
5 \0/

n

,_.

or —CHOH——CIL——Hal, (Hal is a halogen atom).



1 - isopropylanino - 3 - [p - (ethoxynethyl) - phenoxy] - SR
2 and pharmaceutical |y acceptable, non-toxic acid addition salts’
50 14 17. (+) - 1 - isoproggbéﬂf&no - 3 - [p- (et hoxynet hyl 14

rrij-1- |sopropylan1no 3-[ p- (net hyl - sulfomygﬂethyl) phenoxy] - pr opanol -
)hfrmaceutically acceptable, non-toxic fcid addition salts thereof.
‘1-4sopropyl am no- 3-[ p- et hyl - sul f onyl yl ) - phenoxy] - propanol -2 and
ar megeut i cal |y acceptable, non-toxic aci ddition salts thereof. 5

~ (+§- 1-i sopropyl am no- 3-[ p- (et hyl - sul f ohyJ net hyl ) - phenoxy] - pr opanol -
B4 phar maceut i cal |y acceptabl e, non- tox?® acid addition salts thereof
#rr])-1-isopropyl am no- 3- 4 .
1] - et hyl sul f gy l.R A0 el Byl dmil MBVE: whefeON ) R, R2ar@MF are as defined
geuticall ¢ accep&&huemdnbmakdﬁm@xa@hdxaﬂdlt|on salts thereof. 22. 5

i | or b progerasion 9t R
jorpropytam ”Oarfﬁ%ﬁm]éuww“%%e Rt ssuati W

n salts thereof. 10 23. (+)-1- b_sggzng"o%};%m no- 3-
{r] - met hyl sul fonyl am doet hyl ) - phenoxy] - 2 and

geutically acceptable, non-toxic ac dtion salts thereof. 24.

rr])-1-isopropyl am no- 3-[ p- (acet am do | )- phenoxy] -propanol-2 and

rmaceutically acceptabl e, non-toxic aci ?ddl tion salts thereof. 15

§25.' (-)-1-isopropyl am no- 3-[ p- (aceram donmet hyl ) - phenoxy] - propanol - and

fl5 pharmaceutical |y @Q&Q{}&é&h@m Réiﬁ, z’;lﬁbgldq{d ngﬁaﬁ‘é{ her eof
RREgdra cl

{+)-1-isopropyl g no- 3[ 1. Aameka mar ¢ Y Rpad m 1asﬂdre R 10
iphar maceutical ly accebkoe;OPﬂoﬂuct!@mnmsacallwlamcomwmdsdlthesfomm eof .

([err]) 1-isopropylam no-3-[p([err]- netho% g?ﬁéﬁ?n]doethyl) phenoxy]
5-pr0- 20 panol -2 and pharmaceutical | yja 2e, non-toxic acid

@ddlthn salts thereof. 20 28. £
:( )-1-i'sopropyl am no-3-[p-([err]-nmet hoxygg
ipanol -2 and pharmaceutical |y acceptabl e, 1
‘t hereof,. 29. ( +)-1- |sopropylan1no 3-

Ip- ([eir] met hoxycar bp mttianivddet toyl mghemwﬁrmprm—mmagzww Z, R? and

19“’

ponyl am doet hyl ) - phenoxy] - pro-
&n-toxi c acid addition salts

efi 1

}ggar rageut i cal | ¥5 acc@b‘@&bﬁse‘l uﬁe@s)rrccgr ng to H%G,?B%dxgg m?ﬁxﬁs il)armgfatonllfci 15
{([er r]J 1-i sopr opy! aeamse?n‘f zﬁlgaﬁmﬁﬁﬁgﬂiﬁ%ﬁaﬁﬁ A HSET Ry ) TP RentXY] - pr o
%panol © 25 2 and pharnmaceutical ly acceptable, non-toxic acid addi t| on salts
't her eof.. 31. —CHZ-CH-CHz-NH—R'

(-)-1-isopropyl am no-3-[p-([err] - et hoxyc nypgni doet hyl ) - phenoxy] pr opano

. o
| - 2 and pharnmaceutically acceptable, no Xi c acid addition salts

thereof. 32. (+

) - 1-isopropyl mino-3[p-([err]-ethoxycar bony#&zi doet hyl ) - phenoxy] - propanol -
.30 .2 and phar maceuét aakzl g, e captralatess dofiBd fn0ddiG 19aH R* &6 prohe) Rhis bdnS

t hereofl. - 3@0 33. be removed hydrolytically. 20

([err])-1-isopropyl ani néléxmrgfsis[aecmd]naa‘t@w&n‘tldﬂwﬁ)m prh &l 2%, YU v erpRyeYL- 2
and phar maceut i cal | y %8 FAt L fopfa{a Jr%aﬁona&'adcoﬂﬁainﬁ'a@aeﬁédh Mqrﬁ%

(-.)-14i sopropyl am neontprike hydiolaiiglaacsmpaint la¥ khe-fpdamrOXY] - pr opanol -

phar maieutl cally acceptable, non-toxic aC| d addition salts ther eof 35

35. () -1-isopropyl ani no-3-[ p- ([ err] - ac@tr&éidoethyl ) - phenoxy] - pr opanol -

tand 3% pharmaceutical |y acceptable, no xioz; ag+® addition salts thereof
36. Aprocess feF the preparation of a oumn\tg/as defined in claim1 whichks
conprizes reacting a conpound of the forA a '

using strong alkali or strong acid where A, Z, R', R® and R® are as defined in
claim 1.




[err'j 40 with a conpound of the fornula
40 [err] where A, Z, [err], [err] and [err] are as defined in claim1

represents [err] or [err] (Hallg(ﬁlas hal ogen at om. 14 15
1, 30]5? 106 f s #‘ m {MJﬂLr o{d@}’?bpl ocess for t
_pr epar at i on4nfA aroeeniob ﬁgatd’éf e Wrh ri ses reacting
- ‘conpound casfprigeh dydIFITEI A RFPEPE T W ?r?na:?ne of the fornula [err] where
ée-f[err] [err] and [err] are as defl ed 5 inclaiml and X is as

i ned in claim 36. 538. A -
process for the preparatlon g%,c c@‘gﬁcﬁﬁﬁd as defr ned in claim1l where. [er¥}
I's isopropyl which conpri uctlvely al kyl ati ng a conpound of the :
formula [err] using hydro and acetone where A, Z, [err] and [err] are as
defined in daim1. 10 A-z 39. A process for the preparation of a

conpound as defined in claiml1l where [err] 10 is isopropyl which conpri ses'=
al kyl ati qge,agozpnundaﬁ&RtheﬁwﬁMﬁcm I1]ancb§{ aeioR’t dagnwepesedt a conpound of v
t he s‘ornulladrjzg;nra mwhe¢ owgy, aligl- ( e'r'@ 1F % gefl ned id caim1 an
Hal is a hatd 'ﬁﬁm’m SRR é g%nﬁgb“? iAo claim 36, 37-
or 39 wh&VE ‘fm yoIng or Hidrogenolys ’atom process for the preparation .

of a conpound as defined in gL@;}_m-r;I/zmbugih corrprl ses hydrolysing a corrpound
of the formula [err] where A, ,ﬁr ;[err] and [err] are as defined in
ich ca

claiml1l and [err] is a grou be renoved hydrol ytically.”
20 42. A process according e clai m41 V\,herer n[err] is an alkyl or

t et rahydr opyranyl group. 43. 4 process for the preparation of a corrpound as__
f'g‘;'r i‘egS' e 22T, Rhd e CRIPLREPn WA 9! KE RS & RARRNDEOT the formula. '
25 using oSt %@m@r&kskadabrdlﬁg toStafnDeigwiaein(R"idvelregzy Maceif] or[carbablnzoxyer r | and [ er r]
are as de;fquned in claiml. 15 :
A for the ation of a compound as defined in which

1, 308, 106 mpns?smimcgs °‘lem‘l’?§12r§1f°‘:fleé‘(’,’:?m po 19%0im 4 whi process for the*
preparation o n'Soun as ned in claim1 which conpri ses hydrolysi ng
or pyrolysing a conmpound of the f@tnula [err] where A Z, [err], [err] and

"[err] are as defined in claim1l [err] and [err] each represent :
15 ' 15

' A-Z

with a compound of the formula
X—CH,—NHR!

where A, Z, R}, R? and R? are as defined in claim 1, X is as defined in claim 36,
and M is a cation, or reacting a phenolate of the above formula with a compound
20 of the formula X—CH,NR'RY, in which formula R! and X are as defined in claim 20
1 and 36 respectively and R’ is as defined in claim 45 or 46, and then hydrolysing
or hydrogenolysing the product to form a compound of formula IV in claim 1.
48. A process according to claim 47 wherein M is an alkali metal cation.
49. A process for the prcparation of a compound as defined in claim 1 which
25 comprises reducing a compound of the formula 25

0-Chi~B—-tg!

A-Z -

where A, Z, R}, R, and R® are defined in claim 1 and B represenm —CHOH—CO—
(the C=0 group beung attached to the NHR*® group) or —CO—CH,— (the CH,
group being attached to the NHR! group).
30 50. A process according to claim 49 wherein the reduction is performed with a 30
complex alkali metal hydride.



a hydrogen atom or a |lower alkyl-[err], or aryl group.

SH A process for the preparation of a compound as defined in claiml
whi-Ch%conpri ses Rydrol ysing or hydrogenol yslrseg’l conmpound of *the fornula i
[err] ‘where A %4

,'| s an‘iam no pr ot ect | gq eparation of a compound as defined in claim 1 which L
10 46.] A process acco‘gﬁ‘?’ﬁ‘l ?YSN@F’ h ?fetf“‘hf"['é‘fl?] is a benzyl, acetyl or W
car bolenzoxy group. 47. A proces for the- fBf aconpound as \.J

plefrn'd in claim1 which conpri ses reactfi n ggs ate of the formul a
{err] {where A, [err] and [err] are as e ned [ laim1, X+4is as defined in
cl aimi36, and Mis a cation, or reactr g-a phenol ate of the above fornmul a
W th @ conpound of Ihe formul & [err], _\[)1hich formul a [err] and X are as
defindd i'n claim 1 and 36 res ectrve and [err] is as defined in

clai m{45 or 46, and t‘[‘]‘% gﬂ@r‘*ql iy ﬁaEfrasH F"o‘géﬁ’& ]/S’]dr[b "c’n’éwﬁrali‘ahéq—t@’forn}
a co _ound of forrrul a dm%%dﬁn@[%&&&t@%&?%@&&&pk&nﬁ@y‘ﬁﬁé7
Where_ n Mis an alklia p&hﬁlgrcﬁﬁt I on. A process for 't prepar ation 1?f a

3 argtig
O s T el L ey & compoud ot e s T D o CSMpPINS of

A Z,[arr], [err] and [err] are defined inget m_@,qamj’B represents [err]
16 1130 l06

16 514 A procesth or the preparation of orrpound as defined in claim1l
whi ch {conpri ses hydrol ysing a conmpound o he formula [err] where A Z,

{err] [err] and R are as defined |n cl ai _.% and [err] is a |lower alKkyl-

ferr], aral kyl -, or

5 52. A process accor AR gr dslis ogr@ﬁ??dt“hélmma‘r?]d Ol SRRl BIERE ed

by [err] is a phenyl ‘gfoupa c@r&@e@ k1S3 threiR RO B RNfineAbARPOUN
‘as defined in cl ar m lorwoiliadh corrprr ses hydrogenol ysi ng_a conpound of the
formlia 10 55. A process according to any one offq 36—54 wherein the resulting 15

10 where A, Z, errl TPy AL Sb) “@%i‘i%% 361156 ik 1n P hseiBANS
that tlhe benzene ri ngresc&dauins;nl icm givé & Iphakmék gedapm@ﬂasx-mﬁéaad adMtdL €SS
;according to claim 53salM1ere| n the haI ogen is chI orine, brom ne or-iodine.

15 55. A pr AcpePrrRiaFRyrIig tatyy et Gleimg 34156 Wheseim A 9dc% @rerfSt he 20

G
resul ting 15 e i rrcessr&%elﬁr&ﬂcdoﬂtopaa&, Hiis6 Blehdd i Clalny € abiinpOde.
56. A'process accor di ®8gmj GnearrfyclaﬁﬁbESGO-fSLCduletdﬁﬁall alestribele free base is

reacted with an acid to r AMPMFMMWGGM ¥ ohmioeipbyab Processosrcarding o axi d

one
addi ti rOI’] salt. 2 u(ga gess gcorglrdp &sgnglotgegé)r;erc@ T 3562
wher ei n A and Z are aﬁelght of a c g 4 aﬁ @ﬁemf%lms 1—35 or 59, together with a
) pharmaceutically ;cceptable carrier.
61. An injectable pharmceutical preparation which comprises 2 to 50 per cent
30 by weight of a compound according to any one of claims 1—35 or 59 together with - 30
a pharmaceutically acceptable injectable carrier.
62. A pharmacewtical preparation for parenteral application which comprises
an aqueous solution containing a water-soluble salt of a compound according to any
; one of claims 1—35 or 59 in an amount of 0.5 to 10 per cent by weight.
i 35 63. A pharmaceutical preparation for oral application containing 2 to 50 per 5
= cent by weight of a compound according to any one of claims 1—35 or 59 in
- combination with a solid, pharmaceutically acceptable diluent.
! : 64. A preparation acoordmg to any one of claims 60—63 wherein A and Z are
} as defined i claim 5.
40 65. A pharmaceutical preparation according to any one of claims 60—64 40
substantially as hereinbefore described.
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58" A process for the production of a cEBB:ATiAas defined in claim1
according to any one of clains 36: as herei nbefore
described. 59. A conpound as def i W %‘Fﬁm&% ]aQFned by a process
according to any 25 ONe Offage?, Xnd B, b adrdad is
25 60. A pharnmaceutical prepdRag Ldme@ﬁllf@’ndlmybreméé&enﬁoyll to 95 per cent
\uei ght of a conpound accor di ngp“ﬁ‘b Zartipe oﬂnfﬂ‘f agfamidesthyl -8 or 59, toget he
W th a pharmaceutically acceptlggg ) ﬂ,@rj’ol %r, Q&cm@\%&ﬁxfé@)t abl e phar nteut
pVeparatlon ‘whi ch conprises 2 tor&figer cent by ‘'wei'ght of a i
conpound according to any one Ryﬁe bling ﬁ#WihYQSlYS%@adhyg@sdnef Wit h 3
phamaceutically acceptable’i gﬂgb '%bl %, rr| & oadOBirie phar maceuti cal
Y

prepar, ation for parenteral ﬁitﬁngrgo g ﬁmﬁgsm@n aqueous sol utig
cont ai ning a water-sol ubl e salt (pf(p amettdgetdhd according to any one of

claims 1-35 or 59 in an arrt)untl’*‘é‘ﬁ‘7 53% rp’é cad methanply wei ght 35
63. A pharmaceuti cal preparatl “ffﬁ%‘éulo @3ntaining 2 to 50
per 35 cent by weight of a Qm@ggl accor ing to anyone of clains 1-
or 59 in combination with a sdagdll, Fhise Celomutlj kel7) for accept abl e dil uent.
A preparation according to any one (B‘ (H ﬁﬁ%@ 3 wherein A and Z are a
defined in claim5. 40 65. A *fcal preparation accord
to any one of clains 60-64 4(b(3£93$93ant|al |y as hereinbefore
g'esc,ri bed. J. A KEMP & CO., Chartered Patent Agents. 14 South Square,
ay's Inn, London, WCIR 5EU. Pri"fffed for Her Majesty's Stationery Oficd
by the Courier Press, Leam ngton Spa,HpHtl3numeHidH.shed by the Patent O fi

25 Sout hanpt on Bui | di ngs, London, WC2A IJAY, from which copi es may be
obt ai ned. O (H 93/93)

Page 12, line 13, for isoproyl read isopropyl
Page 12, line 15, for and read or
5 Page 12, lines 35, 37 and 39, for aceptable
read acceptable
Page 12, line 46, for -([p- read -[p-
Page 13, lines 10 and 12, for adidtion read
. addition
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