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10 [err] is [emd] (32 kule alégd%pt@sﬂtai ning 1 to 7 carbons in the
residue and 1 to 7 car 302 228 227 R3Y %ﬁ%ﬁ%,”ﬁl%xﬁm‘éxy \
to 7 carbons in each of the3$%6>?gY Ha&sﬂaﬁxd%ﬁr Y ani noatSERs

containing | to 7 carbons |g:‘e§gg %&9%;%62)(634693 3% dues, [err], or
15 -CH=NOR, wherein Ris hy 284 89% ﬁyvli'an 1 to 6 carbon atons,
[err] is hydrogen, [err] is hydrogen or [err] alkyl, [err] is hydrogen,
[err] al kanoyl or benzyl, [err] and [er($4) aAMINBSch hydrogen or [err]

al kyl, [err] and [err] are each hydrogen, hal ogen, or [err] alkyl, [err] is
hydr ogen, al koxycar bonyVRimi rWe| AB I[HASSREAa Swedish1B&RYy Corpdrate of Fackh8r931 20 t he
al koxy residue and 1M ‘t’a? 1g SvesisAzde herehy, ealafg{lhergysq; dor SF'F rgpmdtﬁﬂ%:{‘ranoyl,
cyano, trifl uoronet Eﬁ@,ﬁzuﬂ% q Spatd o us, gl (heymethod Vs}v;t%éﬁr: FPTAPES I o ogen,
or whereimn [err} and [ eFhe]prdseaivestion\vela s't‘dﬁﬁniﬁést%raﬁiggp-ra:bﬂm.lblﬂckﬂﬂgia_ehviltyhey 5
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[err] beihg in the 2 25 . or g p05|e fets)ntor‘{etﬁeﬁ%h@ﬁsflérﬂ?enégepggln%"ﬁdlg :
therapeutical ly acceptable acid addition sgktss 25 thergof. In the
compounds of the invention:- [err]wawsheb el By, 08 same or ndy be

different. [err] and [err] may be the sane orieay berq]i, {f erent. 30
Al koxyal kyl [err] has preferably up to 4 carbon atons 1'h each of the al koxy

and 30 al kyl nesi duetsreand each of them nmay be strai ght and/or branched. 10
Al koxyal kyl [err] is_ tHlsise—eCH y meEHaff=C ﬁlglﬁ;, €Hyl |
i sopropoxyet hyl, " n- ﬁg@ﬁ%@w&k‘ Beshaatiahat USRI 3 Ak AR, (e r

has preferably up t oreddyesldivRycatbofifarhifoBRY cohiliiag ) tb FS¢adbons in each of the
15

]
alkoxy residues, HOCH,CH,NHCOCH,0—, CH,0OCH,CH,NHCOCH,0— or 15
—CH_—.NORE wherein R is hydrogen or alkyl having I to 6 carbon atoms, R? is
hydrogen, R? is hydrogen or C,—C, alkyl, R* is hydrogen, C,—C, alkanoyl or
benzyl, R* and R® are each hydrogen or C,—C, alkyl, R and R® are each hydrogen,
haloger, or C,—C, alkyl, R? is hydrogen, alkoxycarbonylaminoalkyl containing 1
.20 to 7 carbons in the alkoxy residue and 1 to 7 carbons in the alkxl residue, C; 20
alkano¥1, cyano, trifluoromethyl, ——CONRR!, —CONHNR"R!, wherein R!
and RY are hydrogen, or wherein R!® and R*! together with the nitrogen atom to
which they are bound form a heterocyclic ring, Y is —O— or —CH,—,nis O or an
. integer from 1 to 5, inclusive, m is 0, 1 or 2 and Ar is a phenyl ring, R! being in the 2
25 ol: 3 p(:.sition on the phenyl ring, and therapeutically acceptable acid addition salts 25
thereof. :
In the compounds of the invention:-~—
R* and R® may be the same or may be different. _ .
R? and R* may be the same or may be different. '
30 Alkoxyalkyl R has preferably up to 4 carbon atoms in each of the alkoxy and 30
alkyl residues and each of them may be straight and/or branched. Alkoxyalkyl R'is
thus e.g. methoxymethyl, methoxyethyl, ethoxyethyl, isopropoxyethyl, n-
propoxymethyl, an t-butylox;ymethyl.‘ : '
Alkoxyalkoxy R! has preferably up to 4 carbon atoms in each, alkoxy residue
35 and each of them may be straight or branched.- Alkoxyalkoxy R! is thus e.g. 35
methoxymethoxy, methoxyethoxy, ethoxyethoxy, isopropoxyethoxy, 2-ethoxy-1-
methylethoxy, and t-butoxyethoxy. o o o
Alkoxycarbonylaminoalkoxy R! has preferably up to 4 carbon atoms in each
alkoxy residue each of which is straight and/or branched. Alkoxycarbonylamino-
40 alkoxy R! is e.g. methoxycarbonylaminomethoxy, methoxycarbonylaminoethoxy, 40
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35 and each of them may be straight or branched. Al koxyal koxy [err] is
thus e.g. 35 nethoxynet hoxy, nethoxyethoxy, ethoxyethoxy,

I sopropoxyet h

Alkoxycarbonylan1noalkoxy [err] has preferably up to 4 carbon atons i n each
al koxy residue each of which is straight and/or branched.

Al koxycar bonyl am no- 40 al koxy [err] is e.g.
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er abl ylibif g’rzpl peri di ne, piperazine or norpholine. 20 m
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CO%OUH Ciateniien ﬁatuagom\smal-af adrengggi ¢ 30
[err] sti mil Btler-sCHzﬁ CHh r-t—ﬁ némlslprdrmm ngs.r endogenousl y
caused %Fgﬁa elﬁfﬂ Nﬂ]é‘ he invention are
aI so us H _(mi qpnﬁdh ,% Se e B R‘ ,s ,ét;oqglyp“f ot her val uabl e

maceuuycm omyﬂpmmdds RS Bl‘ceéehl‘lﬁdrogérasmhyl @i- echy undReof tlhe i nvention

'are t hosage ¢agh fwﬂrcmo% @F‘lh or gth hysirogem fo [err] i s hydrogen,
o ZE L S R L jﬂﬁfﬁ ber], o
& RF gre

[erf] )er&- ewes hyd: oﬁéd R‘isiliy r@d’eh]R’ eidarr] or [err],
e? i shytispgeno Smethyl, REaid R} eqap hydsoge ogen, 45
FaARs o
carbamzl methoxycarbonylammoe yl, of morpholi ylcarbonyl Yls—O——
is 1 or
. Rlis —OCH,CH—CHz or —OCH,C=CH, and R’ is hydrogen, alkanoyl, '
cyano trifluoromethyl, alkoxycarbonylammoalkyl —CONR*™R", or i
30 —CONHNRMRY, especially those wherein R' is —OCH,CH=CH, or 50 :

—OCH,=CH, R? is hydrogen or methyl, R* is hydro, _Fen formyl acet /1 or benzyl,
R’ and R® are each hydrogen, methyl or ethyl, and R® are each hydrogen, r
chloro, bromo, methyl or ethyl, R’ is hydrogen formyl, acetyl, cyano,
5 tnfluoromethyi methoxycarbonylaminoethyl, floxycarbonylammoethyl
S carbamyl or morpholinylcarbonyl, and partlcularly those wherein R' is o- 55
OCH,CH=CH, or 0-OCH,C=CH, R is hydrogen, R* is hydrogen, R* and R® are
each hydrogen or methyl, R? and R® are each hydrogen or methyl, R’ is hydrogen,
carbam;zrl methoxycarbonylaminoethyl, or morpholinylcarbonyl, Y is —O—and n
is 1 or '
60 3.R'is alkoxyalkyl and R’® is hydrogen, alkanoyl, cyano, trlﬂuoromethyl : 60
: alkoxycarbonylaminoalkyl, —CONR"R", or —CONHNR"R", especially those
wherein R! is alkoxyalkyl, R®is hydrogen or methyl, R is hydro en, ormyl acetyl,
or benzyl, R® and R® are each hydrogen, methyl or ethyl, R and R® are each
hydrogen, chloro, bromo, methyl or ethyl, R’ is hydrogen, formyl, acetyl, cyano,
65 triffluoromethyl, methoxycarbonylaminoethyl, ethoxycarbonylaminoethyl, 65



acetyl or benzyl, [err] and [err] are each hydrogen, nmethyl or ethyl, [err]
and [err] 40 are each hydrogen, chloro, brono, nethyl or ethyl, [err] is

hydr oge R—formHl et yr—ty-aRor—i---terorethys

nmet hoxycar bonyl am noet hyI . et hoxycar bonyl am noet hyI car banyl or

nor phol i nyl carbonyl, and partrcul arly those wherein [err] is o- [err] or

[err], [err] is hydrogen [err] is hydrogen, [err] and [err] are each 45
hydrogen or met hyl, [err] and [err] are each hydrogen or nethyl, [err] is '
hydr ogen, 45 car barryl met hoxycar bonyl am noet hyI or nor phol i nyI car bony[
Yis-O.andn?s;LorZ 2. lerr] Iﬁfprﬁmfprrl and [errl ig
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particul arly tlBose wfidsgen,rch ocr ibtomas mathyl &gﬂ[yark’ sl(yrdr err, t}rmy[ agery] ,crysno, 10

hydrogen, [err] is ﬁ ° gropaylpminget y'ea hmﬁ‘Pe‘EHé’thyl
[err] “and [err] areq ’dﬁf ;"d.eﬁ.o eufa%F h}',xi R éh%fs&e sr%mw

r net hoxycar bonyl am Roaid érdriniestlyl; R aree ¥cH I8drogéich rlﬂletl@ sor 2
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hydr ogen, net or¥ Bﬁg ﬁ °" ‘[ﬂg ; }il‘_o ‘;QL&F § £gl’
brono, nethyl or et i‘ﬁd‘ Qf oth 4
trifluor onet hyl , $p0i,\chDEd) b oaliﬂemyeb hyl, R® 1eh h d:mhaym hyl ,

65 3 trlﬂuoromethyl methoxycar ethoxycarbo lammoethyl :

3 carbamyi o pr@m%&mqﬂ“ a‘f‘ Pr"irrmrr et ﬁ‘rsc%‘fé%%’[ler 1
met hoxynmet hyI " met haniinedt inbmethexyt | HJOerr Jori s

hydr ogen, s [err] andCH;0©H§PbHHﬁ0 Sd)Ydr ‘Ils h}ft@z i iachre

‘h , hyl
each hydrogen gy met: gen’l%arlIQ%‘ny o £ m+§'?c or mgl?pgl&m(;licreﬂ'bozyl Y is 30
met hoxycar bonyl am n ]-',d ﬁi) 1o nyl car ony l[err nis 1 or

. 6. Rlis —&;:H_l\-[g%g" ‘E%E R’ is %};irogen, alkanoyl dg?f) tr[fblp ethyl,

al koxyal koxy, and [%“F PoarRomipeuns %%{[‘rm R ﬁ%‘m’ﬁg‘

al koxycar bony! gti no T@r‘f'orbé.éyn band ROk 1hy Sybr hAsY

I s al koxyal koxy, [ ehydroges, ﬁasmgﬁm: orrethyEb yl lg’esh dro n, ynzhybgemxl cfyamqryl

l .
acetyl or benzyl, Rm%wwmllﬂﬁg or%xfé caw m lsgﬁ? ﬁ%éyttmse here@;l g1son rosoR are

RYH¢ ether rlss

each 10 _ hydrogeﬁ),e et 0
fornmyl, acetyl 40 Cyaﬂ-Butyhsomﬂ: ofethfl Mrlom@dr anal‘boetchl I, 40

et hoxycar bonyl ani nobydsgden oc arethyinR’ and rR' )8?943 % ydrogen,
particularly those m@g@j‘ n“‘[tle]"?“]aﬂ’l°§yl?@'f‘ﬁ PEM9 ‘“‘YFF@{ %738?“

et hoxyet hoxy, [err] Iss;tbyﬂw&ﬁﬁbun&seémhe lnSedﬁMﬂitﬁﬁlGﬂthe[fBlldﬁ]u;iand [err] are
each hydrogen & net hyl)l -[[2F 4]- canbemylphenpxydethylaguinch - hy (- @lviphenexylpeanayel - R 1-‘6

i s hydrogen, carbam} thogy r onyl, Y
S 15 ;0 -- and Ti gré %@?ﬁﬁgﬂ?%@&ﬁ%@cgr %ﬂgﬂeh@%b ;‘}9 [err]
or [err], and [Oerr] L s3)h dtlogmnthyla-l Xk atoy tarbapyiphenoxy)ethflhmivelond t 163/} allyl -
P enoxy p[rlop?nne(:hyl 2-(2- methylphenoxy) ethylammo] 3-(2 - allylplienoxy) -
. propanol -

51- [l methyl 2- (4 methylphenoxy)ethylammo] -3-(2 - allylphenoxy) -
propanol - 2, :
35 6)1-[2-(@4- morphol1nylcarbonylphenoxy)ethylammo] -3-(2- allyl - 55

phenoxy)propanol -2,
7y 1'- [1 - methyl - 2 - (4 - carbamylphenoxy)ethylamino] - 3 - (2 - methyliso -
nitrosomethylphenoxy)propanol - 2,
8) 1 - [2 - (4 - carbamylphenoxy)ethylamino] - 3 - (3 - allylphenoxy)propanol -

The new compounds can be obtained in accordance with methods known per
se. Thus a compound of formula II

g3 B Im.
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al koxycar bonyl am noal kyl, [err] or [err], especially those 20 wherein

[err] i s al koxycar bonyI am noal koxy, HOCHZCH NHCOCH2O-  or 20
Ferr—ferr—s—hydregen—er—nethyr—fer+r]—i-s—hydrogen,f ormyl acetyl or

benzyl, [err] and [err] are each hydrogen, nethyl or ethyl, R and R are
each hydrogen, chloro, brono, nethyl or ethyl, R is hydrogen, formyl,
acetyl, cyano, trifluoronethyl, nethoxycarbonylam noethyl, o
et hoxycar bonyl am noet hyl , 25 car banyl, or norpholinyl car bonyI and
rticularly those wherein [err] is net hoxy- 25 carbonyl am nonet hoxy,
@t.lﬁzxyga[ bony| anmi noet hoxy.  ethW340¥arbonyl - ani noet hoxy, 4
t hoxycameremy! am nonet hoxy, [err] or [err], [err] is hydrogen, R4 |s
hydr ogen,, R'Ar,elﬂdR’FanéRéhayadh nin maﬂoyﬂﬂ(omyhodroxméuplapdlm and R are each

hydr ogen, is_ poth 1vq go ormed b |group
et hoxyc%]: gn&%mc shich amﬁ',ﬁ“g{ ekt E“%ES" af f°“;¥§i’°"y 30 -sand n is 1

or 2. 6. [err] is - NOR, [err] ydrogen al kanoyl, cyano,
trifluoronethyl, aIkoxycaronyIanrn alkyl [err], or [err], especially
those wherein [err] is - CHRNOR, ] s hydrogen or mettll, [err}is
hydr ogen, fornyl, 35 acewyl nzyl [err] and [err] are each

hydr ogen, nethyl or ethyl, [err] and’m "‘érr] are each 35 hydrogen, chloro,
br ono, rmdhh‘ﬂn or ethyI R' i s hydrogen, fornyl, acetyl, cyano,

trifluor orre mogudIn, haamhn@utm bannmshm( albimnyl am noet hyl ,
. carfpanyl ’hcﬂ E‘.E }P éﬁ;}é@gﬂ g‘]" fﬁ_ 'ng Wnerei [err] is
lsonltroaadrm uncrms bfgeﬁierm le, actl mﬂd} £t£b% net hyl,
propyl i s@mntatl@sldplmnh c1d0|e g46)enzenesulﬂhum Iacldoﬁbrbmommh honi err] i s hydrogen,

[err] is*Hydf % Tend ihit shloragbramaop iy or met hyl, [err]
ands| errbaﬁ%%%ﬁh ﬁ%nwnprnaree “ﬁrda %ﬁﬁw S ﬁ”g}é Car{cy'myl ,

met hoxyc agelnsrayé a,g:almnhgthl hydroxidex biobks sodiumadr myrmm ydr6x1d and nis | or

2. Speci #ik leoﬁquﬁ{n?a ch pscpotassiem carbonaterasd g tel slesihplates r ng: 45 1)
1 - [2 - S"tc Aaﬁ 803‘1%5'@% F °rﬁ"r‘?o‘]°tass“§“ tet‘l']t(ﬁ?‘ ylatg,) | yI phenoxy) pr epanol
2. 4" - car barryl phenoxy) et hyI amnol - 3 - (2 -

rret hoxyet hyI phenoxy) - propanol - 2. - rret hyl qn 2 - (4 -

carzBanyI phenoxy) et hyl ar&;;o(l,)A éH l{(%ﬂ mﬂ@%{( hg)noxy)fbsopanol - 2.
50 4) 1 - [I - nethyl [OCHE y‘r y) - Pt hyl ami nol ;

al I yl phewheyih - propanol - 2. 5) 1 - - methyl - 2 - (4 -

met hyl pheno&ry)l?é. RfthmldrRﬂlhavet&sam(eﬂleanm’dslayélﬂlﬂabmydan-be]EHaaEdinol - 2. 55
6) 1 - [¥thacgmpousd ofthe fesmula¥r bonyl phenoxy) et hylaminol - 3 - (2 - allyl -
55 phenoxy)propanol - 2.7 1 - I 1nethyl - 2- (4 -

car banyl phenoxy) et hyl am nol x 3 - *nethyliso - W)
ni t r osomet hyl phenoxy) pr oparfd} 1-1[2- (4 -
car bany! phenoxy) et hyl ami nol ™ 3 - ( rpeal | yl phenoxy) propanol - The new

corggound%v an be obtained in accordance wi th nmet hods known perzsse Thus a
conpound 8f 1"%”1&4 i‘lﬁ’ J‘II , L%(”Zhave the same meanings as given above.

This reaction is carried out conventionally, preferably in the presence of a
basic condensing agent and/or an excess of amine. Suitable basic condensing agents
are e.g. alkali_metal alcoholates, preferably sodium or potassium alcoholate, or

30 alkali metal carbonates such as sodium or potassium carbonate. 30
Alternatively, a compound of formula VI
(R')(RY)Ar-OM . 1) .
wherein
35 Ar, R! and R? have the same meanings as given above and M is hydrogen or an ’
alkali metal can be reacted with compound of formula VII 35
. l-l
x'n3 1|t5 8 '
z--CHz!.‘IBIIIII—C-(Cﬂz)n-Y (VII) .
lals
{en,) 8®
wherein
b R:, R4 R% RS R, RS, R%, m, n, Y, Z and X! have the same meanings as given
above,
40 This reaction is carried out conventionally. In those cases where reactive 40

esters are used as starting material, the compound of formula VI may suitably be



4 1, 524, 036

4 wherein Ar, [err], [err] and [err] have the neani ngs given above, [err]

is a hy | '

esterification of a hydroxy group with a strong organic or with an

I norganic acid; or [err] and Z together form an epoxy 5 group, is

reacted with an anmine of the fornula (II1) - ' 5111

[err] wher &n [err], Y, mand n have the sane neani ngs as given above. The.-
esterified hydroxy group is particularly a hydroxy group esterified with a @
10 hydr ohalsogen aci d, such as hydrochbmo3e acid, hydrobronic acid, o5 ‘U
hydr of odi ¢, 1078CH O sl 1nH BRGE o A DaHoldie SR B Wl 6600 phenhlel ORIy~ <
particularly a strongdiamOpiRhdlsteStH B fks AR | tHe prosshee UFIHACARS YinBiap agént,aci d,

4- br omobenzenesul phaqmeferablg a dpt(den_smsetﬁtnnevmdmap iy mi acsalt of ttie cobimognd ¢f forsula

preferably chlgro, bYloHg ssanalleli mephaleohalater | on i s capried out,

conventi onal |y, pr efcamaim ot Hrai T MLl Aok B el £ ko itng

agent and/ os=wi th am kuve drsamé meaningeas dhovd andlie whieh tie nitesgekemsigthe Bmimgent s

are e.g. al™adi net ggg %ﬁgrﬁﬁ?ﬁéﬁ% F:hé‘ﬂ:ﬁ?fft ee%ﬁg@blamswamxwe, _
al kali netal cqrbon q’f Qgpﬁi i Al

al cohol ates such as cﬁ@di:idmly%t ?/ at’e, p:l’gt aaSS| um e hgls-at esnﬁ'g‘&rﬂi‘gklé’%?g&s'?hsm _ 10
tert. butyl ate. Alter natResidyey splitiabladuyhydrolykis fatsr gl an dcyl redidpe, Q@icgﬁf '

aay e a

20 wherein Ar,[err] gﬁfﬁgg Iéjl‘_'fg'gﬁg‘ﬁ%gr Eﬁﬁé“’%ﬁ%ﬁ?? yepb . E"chan_ be

reacted with aiconp 3[3’511291 £?'; ﬂ§° éhrbén 1) y ] dr caﬁﬁ?ﬁ,?ﬁ oﬁyl%%clffs 15

25 [err], Y, m n anoluéhekdpheny!her sbmmohmmpwgmom; t.imll)a%wagpnaﬁd, se.g. -

reaction is carried BEEeERey dith MIVRIe SEpEY THHIERE R CESINIDLY o

basi ¢ condensi ng agecﬁttaﬁmi}tﬁh @fboﬁ)&éﬁﬁ_sy o1 AT AoxYLT; Kkanoy Efones prefemy
Iy

e condensi ng
agents are e.g20 al kal i Praféreed Hldeadyrzablatresiduep e fticr hyadrgxy Sgrohip rire oxyeaibamd, um 20

al cohol ate, or 30 ﬂkaﬁ%&ﬁ%ﬁé&%ﬁ% ar hgnat %gs Eﬁl;t h agb‘?r%;d%? - Oécaln ot assium
carbonat e. 22 Hkyldky 1?’\2 §I'd | Em’f%h h th
(R)(R2) A -OM :{tio;gn atom obtaining aopos( 3 haﬁba.r ein Ar, yﬂe” and ’e(r re] have
t he sanme neani #ys assql iWéwlyate%%%nd_ Eﬂgﬂ\s m%géﬁg@:& gil;utﬁ%ggg ﬁ;ﬂ;‘%?{{}lﬁ; met 23
can be reacted with Al o t%zr% Tyl arvl ex bhenvi or bynidvicTiel ) '
[err] wherein [err] ,?1_; olybis m yob :t_ﬂ-&ao €don e: aat\séay _lﬁl%ﬁﬁﬂelﬁaﬁgw:&bkﬁlﬁi ven
above. 40 Thicgl masiawt.i on is carried out conventionally. In those
cases where re#ttive ¢ sempayndy huvige bslrelyratle sesidpesprerefifermuly VIl whencRinp oudel
of fornmula VI may sul Pya (fgy be :

(=) (r%)arocs,cn cn, (VI
o IIR13
N
wherein Ri \
Ar, R* and R? have the same meanings as given above, RY is the group of th
35 formula IX gsasg > group ofthe 44
. 7 . .
X o (Ix)
-cl:-(a:z),,-v : _
= (ca,) »°
- -and X% is a carbonyl or thiocarbonyl residue.

The hydrolysis is carried out in an analogous way, e.g. in the presence of a
“hydrolyzing agent, e.g. in the presence of acidic agent e.g. dilute mineral acid, such 40
40 as sulphuric acid or hzdrohalogen acid, or in the presence of basic agents e.g. alkali '
. metal hydroxides such as sodium hydroxide. Oxycarbonyl residues, aryl su phonyl .
residues and cyano groups may similarly be split off by means of acidic agents such
as a hydrohalogen acid, suitably hydrobromic acid. Preferably, the splitting takes -
place using dilute hydrobromic acid, possibly in a mixture with acetic acid. Cyano
45 groups are preferably split off by means of hydrobromic acid at an elevated 45
temperature, such as in goiling hydrobromic acid, according to the **bromocyano :
method” (v. Braun). A tert.-butoxycarbonyl residue may be split off under
anhydrous conditions by means of treatment with a suitable acid, such as
trifluoroacetic acid. Acidic agents are preferably used for hydrolysis of compounds - -
50 of formula VI. . 50
Residues splittable by ammonolysis are especially halogenocarbonyl residues
such as chlorocarbonyl. The ammonolysis may be carried out conventionally e.g.
by means of an amine containing at least one hydrogen atom bonded to the
nitrogen atom, such as a mono- or di-C, to C,-alkylamine, e.g. methylamine or
55 dimethylamine, or especially ammonia, preferably at an elevated temperature. 55
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5 used in the formof its netal phenolate such as alkali netal phenol ate,

pr

bi ndi ng agent, preferably a condensing agent, which can forma salt of the

conmpound of forrmula VI such as an al kali netal alcoholate. 5

Anot her type of reaction is one where one splits off a residue froma 5

conpound of forrmula | above, wherein [err], Y, m and n have the Sdne

ani ngs as above and in which the nitrogen atom™f -the am no group and/ or

@ e6hydroxy group has attached shhesget o a spllttabl e resndue - 9. one

ptT oLy YT O oT—1.&T 1 orr 10
Resi due%% “gﬁt heacs SBRY gre & ggegf 4 é'Fl Eof P fY é’§ splittable by
hydr ol ysi SReSId ﬂftta&mrl@hdbﬁbxﬁ are%ldjﬂ'ﬂﬁlkﬂmubﬂ hebéyly dydrol ysis are e.g.

V

an cacyl araélsmahaﬂmn splabﬁfv«ewere lyoxycar bonyl, such
as “al ko P‘B(S’ﬁ '°?é“ Ys‘st °“’Bl|§§ ’gﬁ fed hygr Bar bonyl ;

O, in ce “catafyst Raney-n .
ar al koxy ﬁ)@ b&&;ﬁh ,q% 4 222- a car bobenzyl oXy;
haI o0genadehldrostlyd xycaeb yl ocghmewmy 2—trxbr aethb mb gy, suhmh as 15~

ojguenesnay ff@tﬂv hésme @ eta eid@ﬂﬁlall(s calldy| oge ted eg
o e e R R R R S A ool

benzoyl s@¢h &y avBoBY a&ibld, Vlcohs v’v\ﬁert, [theTRb slln r zind&ligys koxy or aI kanoyl
gr oups pog;ﬂsr wivlh wenomcabdm femd42-hdo§§o¢nll@kmﬂvonﬁ Oesiduesmay Preferred

hyg ol y x lamp(“)afP@PMta%oﬁyl 20 al kanoy!
| Q{)enzggf An'%ﬁﬁ °" G “e'ieﬁ'e“m‘g ﬁqn lesaryumho@tn &Be A no'3roup which

can be usmdnaulphmyg wai yina ehte spjn by =dwdtioas

tri phenyl-"% ﬁe gg E i Eegga‘t'brh' a’MPlngs“tholeve char ge) .
250 ff fr. ﬂlﬂ ﬁ:gbeagk h tﬁ{ﬁf rea?w pst he agino group
can be being? |tute l ene resi- ues any orgam c substituent being
used, e. Randlabls ivable by maﬁr%mlyss,ssmg@lmrﬁ s splitthble, fr IkyI aryl, e.g.
pheny! Ezstmzm?m e e *"L‘ﬁm“mﬁ fivent | onal I

sugg abl Yaryl Tbuéh' Dafbriyl. Ohe 3 Ar¥icd 6t dbvertioRblly Blingl Oare & 25 O her
corrpoundsﬂdcaqplm ler hiyeaimallyysesdeptible groumues are of formul a Vl II when [err] 30

i's hydr eﬂ‘ [Splitta) t]"'%fgﬁ L F“‘ }%sgl leneani ngs as-given
above, ‘}ﬂ, n %fé'g%]'e&l rorael !f &dl;é’mﬂ. mte c[s,-err] and X' is a

ca%onylbemyl toha%tmclba phiknyt. @hE Gumpentaftoe isvact redb osvmsoxmuycsed os0 in an

anal ogo %:miyﬁet“ﬁé“p?"égéh%aé egfrach %9’29“6?979%91 dhghthit, e.g. in the
pr esence T °|n AN SRtk babh drtirBul X KEWhEHR R SHRPAAO  as sul phuric
aci d or Hyudg ogen aci d, in the presence of basic agents e.g. alkali

nmet al hydrOX| des such as SOdI um hydroxi de. Oxycarbonyl residues, aryl

suBi)honyI resi dugs And, €yano groups MBYs 2S| it Br Ly be split of f35by nmeans of
aci dic agents such'as # }/drohal ogen acl a‘nﬁw)hja\bly hydrobromc aci d.

Preferably, the splitti &Y t akes
- or a cyclic tautomer of formula XI having formula XII

(=) (RZ)Azoulch:u cln-nt’ . (XII) '

. O\ l;;/I‘Ill
can be reduced, wherein Ar, R!, R?, R’ and R* have the same meaning as given
above and R*' H is the same as R™. This reduction is carried out conventionally, “
40 e.g. using a di-light metal hydride, such as sodium-borohydride, lithium aluminium 40
: hydride, using a hydride such as Borane with formic acid, or by means of catalytic
. hydrogenation such as with hydrogen in the presence of Raney-mckel care being

‘taken not to reduce other reducible groups. P
In a further method, the oxo group in the compound of formula XIII

'Y

o e 8 | .
45 : by (r )nzocnzg o - é-(cu,) /) (XI1II) 45

! !
4R6

9

wherein :

Ar, R, R?%, R?, R4 RS, RS R, R?, R®, m, n and Y have the same meanings as
given above, can be reduced to a hydroxy group. This reduction is carried out
conventionally, especially using-a di-light metal hydride, as mentioned above, or

50 according to the “Meerwein-Pondorf-Verley” method, or a modification thereof, S0
suitably using an alkanol as a reaction component and a solvent, e.g. isopropanol,



pl ace using dilute hydrobromc acid, possibly in a mxture with acetic
acid. Cyano 45 groups are preferably split off by neans of hydrobromc
acid at _an elevated 45 tepperature. such as in boiling hydrobromc acid

according to the "bronocyano nmethod” (v. Braun). A tert.-butoxycarbonyl
residue may be split off under anhydrous conditions by nmeans of treatnent
wth a suitable acid, such as trifluoroacetic acid. Acidic agents are

pref erabl y~dsed for hydrol ysis of conpounds 50 of formula VI. . /)
50 Residues splittable by -ammonol ysis are especially hal ogenocar bonyl _13
resi dues ,such ag chlorocarbonyl. The amopeise3és nay be carried out 7
convent i onal | y—e—g—by—rears—of—amarm AR " IW-

at om bonded to the & rg?gg%"ﬁ%rﬂkagﬂ?ﬁ such 35 3 gigipl iggproggno ,°’t(§'["err'i(, e.g.

met hyl am ne or 55 . P AT

% AGhAE a BRp&aMBRE Fatmb dawnoni a, preferably at
an el evated tenperature. 55 6 1,524,036
6 I nstead of anmoni a one may use an ‘agent ,\'/\,f;g ch relases ammoni a gh as
hexanet hyl enet et ram ne. Resi dues s,ol,ki:%abﬂe_é_tpg,, re Fon are e. g&ﬂ'e)r r
such as berzyl or [err] aral koxyc‘ér"bon sueh a5 begzyl oxycar bonyl, which
may be split off conventionally by neans of hydrogemarysis, especially by
catalytically gcti v%q_‘glmhydrogen, such as 5 hydrogen in the presence of g
hydr ogenati ng cat al ys? Ar, Re, K0, RRRNRY, R RKRY, m, alkbY have shedarosmerpings dsghvee by
hydr ogenol ysi s are Rbd;e.laogethmfih Kbis g ceaidbowhith is ahihtods transformed to a residue R is

tri chl or oet hoxycar b8¥§2s 2cah odoet haxy- or I'%i L0 RaRAE HQ6Y fakd@Ny!
whi ch may be spl it Qttﬁivé’é'h&é’ni'%é‘ﬁ%ﬁ%f i fz gsr“fm@gf{my @bupantiticakher ¢ 10
reduction (so cal |l ed ZlRaving thenasaningtgiviay abaye.cThus, odNasaereact [eithhr acrompernd obe

obt ai ned by reacti néprmpla{V - 10 or netal alloys, such as amal gamwith
conmpounds whi ch give hydrogen such as cgrboxy acidg, alcohols or water, the
use of zinc or zinc alloys together vm'tef’ acetic aqid being preferred. '
2- hal ogenoal koxycar bonyl resi duesH@mikybAs @CHRCHPBE@HNRYUt ed usi ng dXVbni um
or chromium (I1) conpounds such as 15 chromium (&4 ) chloride or
chromum (I1) acetate.’ 15 Anot her residue-

splittabl e by reductwitra é¢csnpaind ﬂkyl-zh'ong/bomﬁmh'd afsfotmbla&NEsul phonyl , which

may be split off conventionally by redyction usi nascent hydrogen, e.g.
by nmeans of an alkali netal, such as I{thiumor sodiumin |iquid ammoni a.
This residue mey be split 20  gfaficyl APFOGH,CHOHXENRHt om Care h@&lto be 15

taken to avoid other reducible groups 20 being redygced.  Residues

splittabl e by nmeans of pyrolysis, especially residugs splittable fromthe
nitrogen-atom are SkaSldompbuid alkyl-OHSHREdbY R RCRP Bt Dhidve (e Sdiftmealidgst abl e
substituents are e @s@verGhond. A¢ reactidnds cafried@uCronméntiphally eghin alee same ey asor - o
benzyl or 25  aryl thefrastionof girepppundof forpyladf yith anpwine,r i ed out .
conventionally taking care not to 25 inflyggee other thermally susceptible
groups. Residues splittable by nmeans of fernentation, especially residue
splittable fromthe nitrogen atom are substiR'uted, or unsubstituted .
car banoyl groupms. Suityhl‘ usd I fuent Sy, ar it & $da “q’gpr _[err]' t 099
Ca-al kyl, such as et hyl b g“:‘(‘i’\‘?é"ai‘é\’ﬁk?is‘?%?g’rﬁ;zm%‘y‘i’aﬁ%&m Lt mpodite
fermentation is car rdligiZt where @ne oH Zf amdad?lisyhyelraxy and Chelwghemisa?) davidg théeanenzy e

gt Zbuher Crelnghent .
urease or S0y bean RTH e tar iils boipbina %t dimih Y o evat ed

R!
o . | :
| 25 HO-alkyl-O(R})ArOCH,CHOHCH, NR® (XVID) 25
: . lll‘ .
with a compound alkyl-Z or a compound of formula XVIII
. -
. |
Z-alkyl-O(R*)ArOCH,CHOHCHNR" (XVIII)
|
R‘

with a compound alkyl-OH, whereby R?, R?, R*, R® and Z have the same tﬁeanings '
as given above. The reaction is carried out conventionally e.g. in the same way as
30 the reaction of a compound of formula II with an amine 30



In a further nethod, a Schiff's base of formula X or XI when [err] are
hydr ogen. 35 [err] 35 (X
(XI) or_a cyclic tautonmer of formula Xl having f

(XI'l') can be reduced, wherein Ar, [err] and [err] have the sane neani ng as
given above and [err] His the same as [err]. This reduction is carried out
conventionally, 40 e.g. using a di-light nmetal hydride, such as
odi um bor ohydride, Iithium alum nium 40 hydride, using a hydr|dé/such as
rane with formc acid, or by neans of catalytic hydrogenation such as
t 8 hydrogen in the presencel,if0B&ney-ni ckel, care being tak&n not to
“Teduce ot her reducible groups. "LRgd further nethod, the oxo group in the
conpound of fornula XiII ferr] (X11r) 45 45
wherein Ar, [err] ‘m n and Y haRke¢ the' same nmeanings as given above,, can be

reduced to A8 dr (grolu Th| LICtI nis carri ed ou conventional ly,
ccpect st S Bt B S i dnove. or 50

"FF

éordl ABoveO th e I\/EerV\/el n- Pondor \/er ey met hod a m)dlflscation

reof, Ehusserietcabireacts icorgpaund af feamua X3X o reactlon conponent” and™ a:

oI vent, e.g. isopropanol, 7 R? 1,524,036
7 and using a netal al kanolate such ap a netal isopro | ate, e.qg.

al umi ni um i sopr opanol aHO+ R IArQCHIGHORCHNR*hod, a conp of formula XV
(XIV) [err] wherein 1'1‘ :

5 Ar, [err], m n, and Y have the sane mneani ngs as gi ven above, and wherein
X2 IS aviliSd cbibowht koAl Ghéinbie, RS ROTHABE kave ahd @due [err] is used
as r eactnzabings\dseiveh abqvp. The raddiiony adakyeﬂ ,outxcongentionpdly, eeg. if thand conpound Xl V
can be rEETFayasithe reac"%‘tfﬁ %“@B?ﬂﬂ(ﬁﬁrﬁ‘ﬁf"’éﬂalg{/l“’“ién €N one of [err] and Z2 is
a hydroxy group and the other {fh-igsZ having the. neaning given above

ThYs, one can react either a cormgund of formula XV [err] 10

(XV) with a conpound al kyl -Z, or R4 compound of fornula XvI 15

[err] In an alternative methddYHérivative of a}oﬁmWatIQoﬁ&]QWQH‘QQ’ gskyl - OH, wher eby
[err] andd K¢ fraeschthérogearind w&:ammges all Sxgrowprat a barben atdBoundact i on is carri ed

out conveanity ?;ﬂgllmgbcted“‘teﬁetég - Be repiduerRidenrefengblyf a conpound of
f or rul a "PY O ¢ iheyfTsicyes fantpining £ caRonyl 810UP. \yaen [err] is al koxyal koxy,
[efg] can be [err] or a hydroxy@~pup. 20 A conpound XV wrl1 n X2 is
Z1-al kyl -O can be reacted with% conpound [err] where one of "ferr] and Z2
I's hydroxy and the other is Z having the sane '

Said compounds are e.g. of the formula XX

o

]
(RYR)ArOCH,CHOH C NR*

ke

(XX)

wherein
R', R? R*.and R* have the meaning given above, when R® is hydrogen.

20 The reduction can be carried out according to the above described manner 20
using complex methyl hgdndes, e.g. lithium aluminium hydride or di-isobutyl
aluminium hydride. Suitably the reaction takes place in an inert solvent such as an
ether, e.g. diethylether or tetrahydrofurane.

It is also possible to start from unsaturated reactants and to hydrogenate .

25 catalytically C—C double bonds or C—C triple bonds to C—C single bonds by 25
means of hydrogen in the presence of a hydrogenation catalyst, e.g. platinum,
palladium or nickel, such as Raney-nickel taking care not to reduce other reducible

TOUPS. .
8 })n compounds containing a C—C triple bond, this may be transformed into a '
30 C—C double bond and, if desired, stereospeclﬁcally into C—C-cis or C—C-trans 30
double bond. The hydrogenatlon of a C—C triple bond to a C—C double bond
" may, for example, be carried out using 1 mole of hydrogen in the presence of a less.
active hydrogenation catalyst such as iron or palladium, e.g. Raney-iron or
palladium with bariumsulphate, preferably at an elevated temperature. The

35 hydrogenation to a C—C-cis double bond may take place e.g. between 1 mole of 35
hydrogen and a deactivated catalyst, such as palladium on active carbon and in the
presence of quinoline, palladium on calcium carbonate in the presence of lead salts
or Raney-nickel.

The hydrogenation to a C—C-trans double bond may take place by means of

40 sodium in liquid ammonia, using to avoid affecting other reducible groups, short 40
reaction times and no excess of the reducing agent. Optionally, an ammonium
halogenide, such as ammonium chloride, can be added as a catalyst.



meani ng as gi ven above. Thus, one can react a conpound of fornmula XVIl 25

[err] (XVI) 25 with a conmpound alkyl-Z or a conpound of
formula XM 11 [err] LMl R —a—coRpeHRE—aHH—OH—whereby ——
[err] and Z have the .sane  neani ngs as g| ven above. The reaction is carried

out conventioenally e.g. in the sane way as 30, the reaction of a

conpound: of fornmula Il with an am ne - 30 8 '
1, 524, 036 ~ ' 8 [err] A conpound of formila /)/

XIV in which X2 is a hydroxy group can be reacted conventionally with a .
conmpound,al koxygl kyl -Z, where Z has t he sang@40mani ng as above. Thus, one 9

ggg’p{)ﬁﬁgt a?kg;;;rﬁyidilb% I Oie%hegl mlﬁhﬂabzm%réuglkél{bgﬁ% ﬁaﬁ%& N agl 'ven

e
above. The reacti onohéhas erQidpecialiy iy Halogérpat mboﬁieg to the at&mnsaﬁg se\ay as
the reaction ofy a c thap éuis dotofepla bydragen lt'mthalm %‘;%ﬁctwns, especially

10 [err] I an‘alt oGty @ﬁﬁ%ﬁ%““’ﬁ?ﬁ%ﬁ“%ﬁ“ﬂ?ﬂﬂfr@v | Bt

where [err] -and [erg Qi 0igrog A BEbrVYS lcaIBulStad hcE Ghen thocRlcgaeap at a
car bon at ombound toma%:must lml tteGiyd 1 e %@Mgﬁ@&daéqtre 0X0 roug The
residue R is gy ef er abfgmenynce o dorgulay b ‘Wa@g‘{l%{ I

t ompoun mn w 1c a hyd
group 15 alkoxycarbon;elzgmigga?kgl-zpcompoum{ err ofi ds’ ar e e g. 6?
the fornmula XX [err] wikisgone daeidalt aaadnﬁoand]:fﬂoawﬂaxlvé nmeani ng gi ven above,
when [err] is hydrogen. 20 The reduction AN be carried out
according to the above descri bed rrg Ar_geﬂﬁmﬁgﬁpl ex methyl @xygyides,
e.g. lithium alum nium hydride or |-|sobuty al um pi um hydrlde Swtably
the reaction takes place in an |nert soI vent such as‘an et her,

di et hyl et her or tetrahydrofurane o start fro

unsat urated repgt antiithatauycard sc%f@%@ ﬁ;}‘& tﬁﬂﬁ%%ﬁﬂﬁﬂbl e s

bonds or CG-C triple? a&lﬁdtf&t actidn 1armm5a@ ogen in
the presence of a hydrogenation catalyst,. f&[—o‘? ati num pall adi um or
r

ni ckel, such as Raney-nickel taking care no educe ot her reducible
groups. In conpounds containing a CGC tripl eRbond this may be transforned
into a 3 G C double bond and, if desired, stereospeC|f|caII into
C-Ccis ar CCtrans ao:oqlpmmdélrbﬁm R‘%OH "cﬂﬁigg l% "F*}*‘F‘ﬂl e.
bond to a G C gpubl &¥h mﬂfmhgﬁ’q&%&% in RS £ Y U8Phg"H Bl e opo
hydrogen in the presencmu ne an sast @edmpbenmymhegﬁmahlm catal yst such as

iron or palladium e.g. Raney-iron or palladiumwt t’k bar i unsul phat e,
preferably at an el evated tenperature. The

| L
H,N-alkoxy(R?*)Ar-OCH,CHOHCH NR" (XXI)

b
with an alkoxycarbonylchlonde, whereby R?, R?, R*, and R* have the meamngs L
given above. The reaction is carried out conventlonally e.g. as has been mentioned 25
25 for the reaction of a compound of formula II with an amine
HN—R?"
ke

A compound I in which R'is alkoxycarbonyiammoalkoxy can also be obtained

. J reacting a com ound XIV in which X2is Z'—CO—NH-alkoxy with a compound
kyl-Z?, where Z and Z? have the meanings given above.
30 Thus one can react a compound of formula XXII 30
. S R
. _ I
2'—CO—NH-alkoxy(R)Ar-OCH,CHOHCHNR" (XXI1I)

ke

with a compound alkyl-Z?2, whereby R? R, R, R" z! and Z? have the meanings
given above.

In an alternative method, the reactant can be a compound of formula XXVIII
. o
35 ' =) (nz)nxoaizémlu-nim" (0ovIII) 35

_Rl‘



35 hydr ogenation to a CC-cis double bond may take place e.g. between |

nol e of 35 hydrogen and a deactivated catal yst, such as pall adi um on

act i-ve—carbenr—anrd—in-the-presence of quinoline - di al ci

carbonate in the presence of |ead salts or Raney-nickel.. The hydrogenation

to a GG trans double bond nmay take place by neans of 40 sodiumin

i quid anmoni a, using to avoid affecting other reducible groups, short 40
(§§Sa0tion ti mes and no excess of the reducing agent. Optionally, an~amoni um

| ogeni de, such as anmmoni um chl oride, can be added-as a catal yst. 9
, 984, 036 1,524,036 9 In the reductionygenti oned

above, d@{eec St_De taken a reduced. In
the ed®¥l vl R0uF0 i MOkl malthal N OBV BRSO uCONST der
especi alad psidfe)tr 6681 tatadBlidieRIE {8 the aronmatic Fi ng,- so that it is not
repl aced byhep®'bigem. (sPhstituted)-phenexyalkyl, X1 ¢anrbeduct i ons, especially 5

catal yti c hydrogenati ons, one has tﬁ,consi der any thioether group present.
5 Preferably sul phur resistant catalysts are used. The vol une of hydrogen
toobe absorbed for the desi Zed(dHyjagenati on i s cal cul ated and® wheri t he
cal cul ated anount is absorbed, the %dr ogenation is term nated. Conpounds
of formula | in which [err] is al koxycarbonyl am noal koxy can be 10

pr epar eda bympaad DIXJIIchaei@g P Bhdikyll ddnibe réedttedncohentignaily with laydr oxy group wi th
an 10 aokesyrdar bonyl ani noal kyl - Z conpound. Thus, one can react a conpound
of formula XI X [err] ", (XI'X) with al koxycarbonyl am no-Z

where [err] and Z have the neapj gi ven 15 above. The reaction is
carried out conventionally, ef’ n the same way as has been 15 nentioned
for the reaction of a conpound @y &ornmula Il with an amne [err] A conpound
I in which [err}) ,I s al _k_oxtflcar bonyl am noal koxy can al so_be obtai ned by
reggcti ngglyrw@a ta ri:gd% ig/hy r?ﬁwﬁe nn?;(g( erjipf pscdefinpd\aboie: Thugn 0 20 20
~al koxycarBSAY e P de ™My B ah feact a conpound of the D mut a xxi
[err] ' (XXI') wth rn al koxycar bonyl chl ori de, whereby [err}, and

[err] have the neanings giyenla . The reaction | arried out
conventionally e.g. as halebﬁ W?ﬁ%ﬁﬂt‘r%ed 25 25 (k%g)or the reaction of a

conpound of forrmula Il with apsamine [err] A conpound | in which [er¥] is
al koxycar honyl am noal koxY can also be obtained b reacting a conpound XV in

whi ch™ x2¥ifhsa Fompopnd, fsubstitutedsphonvlife of & compoungaf formula XXXy nq [ err] have the

nmeani ngs gi ven above. 30 R* Thus one can react a conpound of formula
XXI | WS [err (XXII) with a conpound
[err], whereby [err] and [§rT‘](|: the meanings gf above. In an
alternative nmethod, the reactgat can be a conmpound of fornula XXVIII 35
err 3
[ 5 ] with a compound (substituted)phenyl-OH, where R®, R® and n have the same
1 meanings as given above and R™" is _ 15

(R‘)(R’)Ar—OCHCHOHCH(R’)lTI—

R4
wherein
Ar, R, R? R® and R* have the same meanings as given above.
20 The reaction is carried out conventionally e.g. as in the reaction of a compound of
formula II with an amine of formula ‘ 20
NHR"®
Re :
X In an alternative method, the reactant can be a compound of the formula
. XXXI:
()
om? &5 o8
i
(= ,(32)‘\:-001-12&-11':!-1:‘;:‘:;(&!2)“—‘!—-@ (XXXI)
: (ca,) 8
25 wherein 25

Ar, R, R%, R3, R4 RS, RS R%, RY, Y, n and m have the meanings as above, and
X¢ is a residue transformable to R7.



10 1,524, 036

10 wherein Ar, [err] and [err] have the sane neanings as given above and
wherei n.X4d_is a residue t+aRsioihpiH-e—t-—a—resaute—t —Yenr—terri—s

crlrtoaa—TrrcoragoccT T erit .

e.g. (substituted)-phenoxyal kyl, [err] can be [err] A conpound XXVI I
having [err] -can be reacted conventionally with a conmpound [err] 10
where one of [err] and [err] is hydroxy group and the other is Z as defined
above. ThuZT 10 one can react either a conpound of formula XX X [err}-_X%QE%b
(XXI'X) with a conpound (substituted)-phenyl-Z, or a conpound of formula

[err] . i — (XXX) with a conmgesedé( subst it ut ed) phenyl - OH

dnh : - TANE |
15 er 1] wher ol n A gia SREme o hycon e S B n Soiad P blud 2,

The reaction is carried out conventionally e.g. as in'the reaction of a

conmpound of 20 formula Il with an am ne¥of Jfornula

20 [err] In an alternative nethod, the rea i can be a conpoyl@nof the
formula XXXI= 6 [err] ® 1) 25 ‘wherein

25 Ar, [errd Y, n and m have the neani ngs gs above, and [err] is a residue
transformable to [err]. 11 1,524,036

11 In an al ternati vehereipntRdtis t he reactant can be a conmpound of the fornul a
XXXVI1: R7 [err] (xxgy! I g WRer el l[err] is [err]

5 wherein [err%, Y and n have the above nganingg, and jerr] is a residue
transfornmable to [err], mand [eFﬂ%—ﬁﬁukﬁq>%ﬂﬁﬂébﬂﬂboﬁeanings. A residue X
able to be transforned into [err] is e.g. @ psi due [ﬁ{r] trans- 10
formable into a [err], or a [err], when [err| and 10 [err] together
w th adj acent nitrogbeeihorm a norpholinyl or piperazinyl group, such as a
resi due _RLR%, R, RY RS RS R, RY, Y and n have the above meaning, and X® is a
residue transformable to —(CH,),,R®, m and R’ having the above meanings.
10 A residue X® able to be transformed into —(CH,) R’ is e.g. a residue X* trans-
formable into a —(CH,),CONR'R", or a —(CH,),CONHNR"R", when R and 10
R toge_téler with adjacent nitrogen form a morpho‘ﬂnyl or piperazinyl group, such :
as a resiague '

. zlcuzcaz\ . . ‘ - nzlcnzmz\ 2
(mco(cnz)_—E ?-n’ , or a residue l(m)oo(caz)_—i: ?n’
zz'mzc"z/- . : uzc"z/- : :
&15 ’ . 1S
wherein
15 R, R%, R’ R¥, m, Z, Z' and Z? have the above meanings. These residues are 15 -

each reacted conventionally to bring about ring ciosure e.g. as in the reaction
between a compound of formula II with a compound of formula III,
Another residue X* transformable into —(CH,),R’ is e.g. a residue trans-
20 ' for}gable into a —(CH,),,CONR¥R", or a —(CH,),CONHNR¥R"Y, such as a
residue :

20
. R@
zoo(ca,), @—-7
RS
which is reacted conventionally with a compound
’ - RIORIIN_'H
ora compdund _
[ .-
25 ' RPR"NNH,. : 25

The reaction is carried out in the same way as the reaction between a com--
pound of formula II and a compound of formula III. }
Another residue X*® transformable into (CH,),R’ is e.g. a residue trans-
. formable into an alkoxycarbonylaminoalkyl-(CH,), residue. These reactions and _
30 residues are the same as those described above for the cases when X* is a residue 30
transformable into an alkoxycarbonylaminoalkyl residue R*. .
In an alternative method, the reactant is a compound of the formula XL:
7 8

o’ _
(n‘)(n’)mzt':ﬂclnm-i:;(mz)n-v. ' (XL)

xlo (mz ’nng



[err] wherein 15 [err], m [err] and Z2 have the above neani ngs.
These residues are 15 each reacted conventionally to bring about ring
¢l os: —&- i ' - ' a
compound of formula Il1l. Another residue X transformable into [err] is
e.g. a residue trans- formable into a [err], or a [err], such as a 20

r esi due _

izggerr] which is reacted conventionally with a conmpound [err] or a
ound 25 [err]-

25 TH@ reaction is carried outl,i2h036he same way as thé reactiol?2 between a

com péug Qf formula Il and a conpound of formula I'l'l. Another residue X

‘transf or TAbAGRY, RER[ 1] RY, RV, R R°OY, nfand@hbvtiike dbb@ Hieanihgy sRaNe i nto an _
al koxy c ais Borgsitheenirasferiablle: fochydfoges si.gl benzyll bre slkanogawliictoce Bend 30 resi dues

arest he 94 to lsgreR'qwler | bed abpve far the cases when X2 isca residue
30 t rans;agz%gggz% %vﬁn%in%}?éf&;gf%gyy'@gr %o?f\f’i'%rﬁ"&]8‘5\"ﬁﬁﬂ°°‘fsl¥s‘1r&?f§r [err]. In an
al t er nat i veTheaibb@tmentimgedrreacbmrite ¢asried ono mheOknoivi PefseinTul a XL:- [err]
( XL) the presence or absence of any necessary or desired ii;%n oopdesBgg and/or e

1

15 e cf3AE B8enty gt roomy o clevaie tFmpEEIe RoTA

e yoenggaiedaptin 5 lberlr] is a
residue transd alinkbhe hahdy 6f Pgpdting @hedconiindé] o ma@y keattoyd whi ch can be
hydr ol yzaldehyds ¢fcthe/forfela XXXVIH 5 The above nentioned reactions nmay
be carried out sinultan LY. Ok ~af each oth j y sequence. The
above nentioned reactioﬁgﬂgl)ér—cg(r:rﬁfée@%ﬁﬁoi n a rranﬁltcsa(?é@rllo per se in the

pr gencewweixmbsegce of any necessary or desired diluti ng},&_l condensi ng and/ or
catalytic d e & Bavethrorms meanings 26 giyen abayre itk a eming pithefost | y PRing carri ed

out in 18" closed vessel.
10 In a still further nethod oHNp#Rpari ng the conpounds, one nmay react an
al dehyde of the formula XXXVII141, [err] ' (XXXVI11) wherein 15

[err] and [err] have the sane ani ngs as given above, with an am ne of the

for- 15wwekdim: [err] wherein [err] and [err] have the sane neanings as

gi wgn abqyeR’ and Rifthave th m@%%gsasswmabominthe pmsinee ofaduiti ng agent, such as
. 1

one of 't é’;ﬁﬁ:f‘f“m N e o F i"gg %Eg compousgof; a X as an
i nt er medi atFurth b?&hnaty egﬁi%"ﬁ:erreﬁli%&%&: e‘g%arg;% %& enifia IAUT t her, one” may,

i N a manwidraniaidshyde gea ketene of dredormuta QiR Yewhdrein RE hasthermeanidgl | wi t h an

al gy de R T o nk o foHidts X1 or SR ah e TR b by 1] s the
Mean! Ng then is reduced as described above. .

Further, one may, in a manner known per se, react a phenol of formula V
above with an acetidinol of the formula XXXIX:

IS-GI-T-R:B

(XXXIX)

uo-cu-cnz

30 wherein 30
R" has the meaning given above, to form a compound of formula I,
This reaction is carried out conventionally, e.g. under alkaline conditions, in a
suitable solvent, such as benzylalcohol by boiling the reaction mixture for some
hours. Thereby the phenol is primarily converted to its metal phenolate e.g. alkali-
35 metal phenolate before it is added to the acetidinol of formula XXXIX. 35
It is obvious from the above described methods for preparing the compounds
of the invention that the different substituents can be added by analogous
processes. Thus the addition of —OCH,CH=CH, and —OCH,C=CH groups as R'
can be done by conventional etherification. :
40 Depending on the process conditions and the starting material, the end 40
product is obtained either in free base form or in the form of its acid addition salt,
and, in this specification and claims, references to the compounds includes the free
base forms and the acid addition salts unless the context requires otherwise.
Thus, for example, basic, neutral or mixed salts may be obtained as well as
45 - hemiamino, sesqui- or polyhydrates. The acid addition salts of the new compounds 45
may, in a manner known per se, be transformed into free base compounds using e.g.
basic agents such as alkali or ion exchanger. On the other hand, the free bases
obtained may form salts with organic or inorganic acids. In the preparation of acid
addition salts, preferably such acids are used which form therapeutically accept-

- 50 able salts. Such acids are e.g. hydrohalogen acids, sulphuric acid, phosphoric acid, - 50
nitric acid, perchloric acid, aliphatic, alicyclic, aromatic or heterocyclic carboxy or
sulphonic acids, such as formic, acetic, propionic, succinic, glycolic, lactic, malic,
tartaric, citric, ascorbic, maleic, hydroxymaleic or pyruvic acid, phenylacetic,
benzoic, p-aminobenzoic, anthranilic p-hydroxybenzoic, salicylic or p-amino-

55 salicylic acid, embonic acid (i.e. pamoic acid), methanesulphonic, ethane-- 55



gi ven above, in the presence of a suitable reducing agent, such as one of

t he above 25 mentioned. This gives a conpound of formula Xl or X as
an internediate, which 25 then jis.t 't her, one
may, in a manner known per_ se, react a phenol of formula V above with an
acetidinol of-the formula XXXI X' [err] _ (XXXI'X) 30

wherein |

30 R 3 has ‘“he neani ng gi ven above, to forma conpound of formula 1. This @

reaction is carried out conventionally, e.g. under alkaline conditions, in\{_ ¢

a suitablg solvgnt, such as benzyl aI cohol 134,81 | i ng the reaction mxturea3s

for sone hours. mere 3] rrarﬂ%gonv Teg Lo |t?remata
] ic

phenol ate e.g. al kaldurphgﬁg’ tol uu et ane nth fu nlé:'e'sgacid mc, éﬁfﬁﬁ R

acetidinol of for rrulnaetmxa(hesuyptophana,aydirte dr argidiie, ous from t he above descrl bed

met hods f or preparin °H’ omn ast‘rﬂa?“’
NS SR P ”?33{ %ve B R e e 5

[err] and -[err] gr oupsrhan Qb ouﬁﬁ‘m ﬁtﬁn n (he Risice d»fQ&iﬁng material and
etherificativen. 40 process,be @eﬁgo piipabantiposies onrraceamate, erpifi thiey cantain affhest onee
o

starting materjgl, tﬁﬁg“{%ﬁg‘ 3&&3’&4 bae Salioi ﬁ)hﬁ%” %1"?#&‘5*(“5 AF E%‘"’gﬂ?&ﬁ fongn

or in the formof i tghyadl diffeFend E)fth'té mpodert
clains, references tlspmehe(dmtcmunds fmmsbudvsne'aﬁs@f éhrematmmywmramalt he

acid addition salts ‘EEYFF igation he cont.ext r UI re ot he %eknow ethods

exanpl e, basi cys neutgﬁheaﬁf@m(}g ﬁw o s
hem am no, sesqui - Oclirgq:m‘s chy ait resctionl Iwﬂham ¢ haids feﬂﬂmgSsani oitthecdsmw
conpounds 45 may, iBpu prafingthe s th39e°b Eedt P& cPflthﬁlbd*ffF Bt base
conpounds using e. g. oA “% 'g"ﬁ é‘gﬁf&@ ereqdll t he
ot her hand, theofreel.-%a c AT, 1Jartaly ah&aMd .aa@@,mmmacm

i norgani c acids. In Qamh‘prﬁ n’&tﬁcmoloﬁhlmﬁdd axakdlltf’bbﬁ,t%hxdsocy P%?ea@by such'

aci ds are used whi ChbWﬂf'ﬁf Eﬁ“@% & %@’}%&ﬁ%ﬁ% aﬂé‘”"&‘l}fs ShaliySUCh
aci ds are-e.g. hydrogaly0 t¥Snject l‘(ﬁm%?h arﬂ rﬁﬁh hic
nitric acid, pé&kchl o:rontamacn waiq mnt e;headslﬁcybdsmrasah maﬂgr acceptable

heterocyclic car boxy“ qrsulp qﬁﬂkﬁ'gﬁ ohl C,
oL oo o T R R

hydr oxyrral eic or Py rsolid or l@idai; lu eﬂy mﬂé |Usuau aha arhaunt -aaﬁmmohmdusm,l
anthranilic p- dros%l?éébbw ight Flie na@tlem hri0r$d° 2‘5‘% YW°18 &19’ tionyci d, 30

enmboni ¢ acid (i. h{ﬂeﬁ‘% at:o gﬁs mng lgntwl;po igof

1,524, 036 the present mventwn in the form of dos dral@Bnkhistration, the com-

hydr oxyet hanesgkphomoepd sedectes hmne' e.g.WithHlegtose '
t ol uenesul phonit, “%fﬁ‘g‘i’cffﬁﬁf?ﬁﬁ%"’%ﬁﬁﬁd@§o Higg%%h £§’hﬁfrl "g fni ne 3
trypt ophane, | yS| ne sqﬁ, gmsﬁ,ﬁ,ste f yeth unds -
such as e.g. picr at gssssedunto lebletssE dodied tablets 4re rquuiredf the fabaye p aseiscoubmw wed by

synthesis. The jfree %&@%S’“ P gonce @dg 'élfl?f mg'%l "gggom : é‘{f%lg( F&ol at ed'
and the bases are t s ok bl ol %n‘éi&afs@vo ed?ga\mcféangmuﬁ BN
dependi ng on the chmobenmfrosmmo'an nzga dyeingayibehddad th gpded cediginglish epsilg bawtenas
optical antipodes ortablete tde'feffli'F actjve °PﬁE%Pn€b?ﬁ‘&'Fh1d1§?fePtém°“B'ﬁé’f shevastiest ri c

carbon atom bgspresENfais Fiokid 5B ¥adime LRI Eshibedt Hb& Qes),
The i somer m xt?Jres \Qtﬁé{c@ﬂaﬁgﬂm{ﬁn&e}g@nﬁ%&a rrg? y gb ?n)‘ff?a";’aoiiﬁ 43

10 physi cal - cheni cal capiuies.dhaastivecompoyndds mi tab Bﬁﬁsﬁ%‘ c4p8
stereo- i soneric (di g ERERMAERTEES b/ ?f&ag"ﬁc xﬁ?&'ﬁ% gikgol E‘ hy

and/or fractiosal potato starch, corn starch or amylopectme), a cellulose denvatwe or gelatme 50
: Dosage units for rectal administration may be prepared in the form of :
suppositories, which contain the active substance in a mixture with a neutral fat
base, or they may be prepared in the form of gelatine-rectal capsules which contain
the active substance in a mixture with a vegetable oil or paraffin oil. _ .
55 Liquid preparations for oral administration may be in the form of syrupsor. . 55 -
suspensions, e.g. solutions: containing from 0.2, by- wexght to 207, by weight of the :
active substance described, the residue consisting' of sugar and a mixture . of
ethanol, water, glycerol and propylene glycol. If desired, such liquid preparations.
contain colouring agents, flavouring agents, saccharine and car oxymethyl-'
60 celrulose asa thlckemng agent. 60
Solutions of parenteral administration by injection may be prepared as an
aqueous solution of a water soluble pharmaceutically acceptable salt of the active
compound, preferably in a concentration from 0.5% by weight to 10% by weight.
These solutions may also contain stabilizing agents and/or buffering agents and may
65 suitably be prepared in different dosage unit ampoules. ) 65

¥



crystallisation. The racenmates obtai ned can be separated according to known
net hods, e.g. 15 by nmeans of recrystallisation froman optically

acti ve sol vent, h\T/ neans-of mecro- 15 organi SR, Or @L a reaction with
topically active acids formng salts of the com pound and separating the
salts thus obtained, e.g. by neans of their different solubility in the

di astereoners. The individual antipodes can then be recovered by treating

: @g salt with a suitable reagent. Suitable optically active acids-are e.g.

20 L- and D-fornms of tartaric acid, di-o-telyltartaric acid, malic
itd, mandelic acid, 20 canphf4oHaé phonr c acid or china acidi4i.e. ,

1,35, tefranydroc ane ¢ Prarerapry the nore
active pRaf ° e a\'/'\%mﬁﬁﬂagletae"srpfrsorﬁqs&l gé/ 'r?aé'} Fynﬁh?:a%w' the conmpounds  of

the i nventTl&rsoHd substakiteslinelidedace groundak klweor,dad dey:cteu partielt bize. or by injection in
the for 'Uﬂd% plrigrh NM aﬂp iFmdaf! incmsel Ofsolvemcont ains an active
a,
t1 mst%dﬁ

comnpone ﬁi‘:ﬁ %agi ﬂ‘f‘&' }ptablse 25

non- t oxidiided w:thBu i—ﬁoxst&n& ariy E am n@bf solvenigt at e, acetate or

sul p hanmsgell)r aqleetedrtn thattlieomsmtt s acqisiste mcen;mmatl dfyetzooeThabl e carkier. Such

cqgpos! S BOL PR R, Bt RRISIETLIN R on. e corri o
Camiet Gl n Sdoh alivag Ehak (g Wi 4éd throd uall'y, the

armunt dﬁrmeothrnwt&f ssutedl hasmg)a i’neéh(}:ze of abbm lgﬁ% nvass ig) then of t he

pr epar aPjaesd ind Ptlaéfﬁfls @ [Zyiiebo i tt fs 30 for
e Bt DR AR SRR I o5 S o0

I n the pHeagtaétaDreing infa fn eﬂ’&ﬁ?p&sﬁﬁl&bepfeﬁﬂ&ll&icta@dﬂeﬁl@ﬁﬁsa'lonl ng a corrpound of
the pre® namoe itippoures inteca Mrameoha s for oral admnistration,
the com st& m‘ﬁ'ﬁf‘%‘?ul ent carrier,

ey W eh a@ﬁ@ﬁﬂ:aﬂ%bﬁnal mmses:eih eﬁﬁﬁng, sﬁxrf ¢ttoa ageﬂmm i, a mtarch, e.g.
pot at o sdl&mmagen,ts)m addedr Afterchis mix, thepriasspbaild kave thegighicamose deri vative or

gel at i ngosits gﬁa pletting. @g gnesi um st earat e,
oo g AAFLTA A i SRR LA A0 GBI, SRl o0fe®, I oL 282,
| f25coat salecttﬂbﬂet\matef th hl:ﬂssdlpclslwoaﬂhe)s«a tte eemleacbtaeletray b#s coated with

a conce 'Edr'at’ Q‘f‘h t°f " tlf ® contain e.g. 40
gum r i) it Al ARG e a8y
be 40 e eGiokpieks ua( aquueﬁl trwm-.a ee m sMQ heisi | e organic
vent Sférthm’ arptioncpf nce!ﬁc?& raje plody g’ g‘ﬁy be¥added in
- order té‘" }B%ﬁme?ﬂ’g@ ot ﬁi‘-}f‘\%‘é"ﬁ é&fﬂ“b‘t"&‘w‘ HersPes 8%t active conpounds
-or with dni QbIER larTBIdNfréin @lihekilg povadet U £@ TRAUNSIePmea®ed . 45 In
pr epmkasewmldheym\fu el ati ne. capsul es &Fearl shaped, closed capsul es),
4 whi ch & E’ﬁeglf Sspe! ithase Hhigh arefoushy grbitferyace copted With o nrBpar at i on of
similar ¢l ph tfbl@@&gdlﬁﬁﬁlly pddRedaBY in¥chined RBAHENE dicetrBhik @6undhg N @ veget able oil.
Hard geHahqen&o@qssui plastiogyilipas; toa boxeg rtaiws be spedific tésegeamtiapted conpound in
mat’il ﬁ“'\?ﬂ tlh a. SpP, Irﬁﬁémgu ver ul ent oF) rrier SE,Ch H23 Iagt ose,. saccharose,

: ubstance va 1s depen on
: SOI‘ b'tOIadmlﬂ'ﬁi'? o¥1 lE'llel Eis 900 OOmg/dth@ t@ip&l‘it corfl starch or

anyl opepémﬁe)dmnmsmiohla S eo mamg/datat\iﬁrawenogehdmmatmuoﬁ)osage units for rectal
adni ni st, r afheofollorige Bxamples ilusteaie the intration; Tampsratytgpprssdivedrin es, whi ch contain
the act ¥¢&8°&fbstance in a mixture with a neutral .fat base, or they may be
prespared in the form of gel GEXAMPLIBGI al capsul es which contaigs the active
subst ance lhgafhi-xm y-8-(2nnl b'h)hen dd 8Ig ( Hruatﬁefthq#r)')orl 55

Li qui d QEERmt Al s J“’fﬁ‘ %‘i.f‘%’f 1o as Jig‘ iy formof syrups or
55 SUSpQﬁ’&'tQQShydR)cﬁ}onaQ nrz §-c mﬁpﬁune )engm @%nyei ght to 20% by
wed0g ht n&henb ramlolvlewsmem elsmdud)mklthtmntaamgdﬂ@ Mpnsi stgong of sugar
and a nik Gr Enepftrugtppsapias| veri t“@ﬂ‘ NMRycerol and propyl ene glycol. |f desired,
such liquid preparations nayeseoqbeg h, col ouring agents, flavouring agents,

sacchar i ne2.agcfdardpo: x?amt(zryﬂethoﬁethyl)phenaxﬁb}ophmmdass goft &K{2ckeni ng agent .
60 aminoethoxy)benzamide were reacted with each other in accordance with Example
1. The melting point of l-[2-(4-carbamylphenoxy)-ethylamino]-3-(2-methoxyethyl- =~ 55
pl}slnoxy)propanol -2 hydrochloride was 105°C. The structure was verified with
R

"EXAMPLE 3.
19 g of 1,2-epoxy-3-(2-allylphenoxy)propane and 2.5 g of 4-(2-amino-
60 ropoxy)benzamide were reacted in accordance with Example 1, The 60
ﬁydrochlorlde of 1-[1-methyl-2- (4-carbamylphenoxy)-ethtylamlno] -3-(2-allyl-
phenoxy)propanol-2 melted at 94°C. The structure was verified using NMR.



Sol utions of parenteral adm nistration by injection nmay be prepared as an
aqueous solution of a water sol uble pharnmaceutically acceptable salt of the
active canpaund preferably in a concentration from0 S0%by weight to 10%
by wei ght. These sol utions. may al so contain stabilizing agents and/ or

buffering agents and may 65 suitably be prepared in different dosage

unit anpoul es. 65 - 14 o
1,524,036 14 The preparation of tablets '
for peroral use can be carried out by the follow ng method: The solid Py

substances incligded are gr ound or si eved 1154,@86sel ect ed particle.size. A 15

bi ndi ng agent TS honogeni ze suspenﬁg@% sel ected anpunt of solvent.

S The active CO”D@U &mﬁz %§?§?ﬁ‘£) Ip! Ej‘)f ag,gnt;g &'f D1Rby- S
continuously wth 5hetnb gerﬁremédjhlaear ¢k wikteE:; &tlemmhyafb-that :

t he sol ution | uni fcb‘Pm \{ilgﬂ'eg‘gi Rhep@xy hes lafﬂiv‘éf =(Zallyipherdxyly any
parts. The am) nt of’m%'f cltpdat, ¢ §té‘I‘°é‘Ef(‘-§’6"' 56 ‘f"ﬁﬁ’t‘"gt ss attains a
consi stency  tem ni scent of wet snow. TheexmMmeieBni ng of the pul verul ent

m xture wthwt he bi nd| 7y ga@éritZ-amkm-(Mylommpmme lénd 33 g rlt(ﬁ-meésl-t o

gat her tOQEt her sli 91 bnxpy ‘?Péfl [l- ggf-?ﬁq?&éﬁ%xaﬁgh %E %dﬁj);il‘ enox

process is carpi ed rmg

sieve in the formo? a net of stal nl ess st eel havi ng a mash si ze of about I -

mnm The mass is then plac be drledl
dryi ng. cab net - T 5 Ah AR Fﬁ°““’°"%ﬂ$ e Shonid e 8
st andar di zed car efulcbglemwaelsgqﬂN K, enten@ﬂdetihmnﬂélfz hour $rmlafivatee i s of

ut most i nport dice fdﬁfet?ﬂéeft @ﬂdlfb rse tsacaad hofrth)tl ?tt_l)’l getate 5 t his
tablets. Drying in {ok{f)éfhm ¥ 2 m?ggn "@ l&ﬁ‘ﬁ‘%m mass
aV|

i's not put on a trawijthéthet endosib] Qeetatéll palosqn c a nét bottom
After the drying step, the granules are g 0 that t he deS|red particle.
]

size is obtaingd. - Under.(£@lchhRyibieh 2. “? tﬁl rem)ved 20
To the so-called fi medpancdxmcua@ordgheel ggxa.t,pleg% Y .ﬁf,b ?f B;"o ayand 20

anti- 20 adhesive Qbﬁtgg 2 r1yhtetmsmdtn Mpn@l8°ctaehymmmahou d
have the right com positi %w’?%?m’tpétb'f ?‘fe h°Ab?ﬁ“é’a'r?éffdtb&B‘N‘tg°¥ﬁmmdﬂg
machine is provided with a sel-ectgd set of nches and dies, and is

adj usted for the weight of the tab 1.5;43 ,st conpr essi on 25

sel ected. The wei ght of ‘the tabl a# deC|5|ve e size of the dose in
each tablet 25 and is cal cul ated startlng frontthe annunt of therapeutic
agent in the granules. The degree of conpression affects t he size of the
tablet, its strength and its ability to disintegrate in water. Especially

as regards the two latter properties, the choice of conpression pressure
(0.5 to 5ton) is very inportant. Wen the right adjustnment is 30 set,
the preparation of tablets commences,-e.g. a rate of 20,000 to 200,000
tablets 30 per hour. The pressing of the tablets requires different tinmes
and depends on the size of the batch. The tablets are freed from adhering
powder and are then stored in cl osed packages until they are used. 35 - .
Many tablets, especially those which are rough or bitter, are coated with a -
35 coating, e.g. of sugar. The tablets are usually packed by machi nes

having an el ectronic counting device into glass or plastic galllpots or
boxes, tubes or specific dosage adapted packages. '
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The daily

dose of the active substance varies and i s dependent

on the type of 40 adm nistration, but as a general rule it is 100 to 400
/ ' adm ni i y at
i ntravenous adm ni stration. The follow ng Exanples jllustrate the
i nvention. Tenperatures are gi ven |n degrees C. 45
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any 'phenoxy) - et hyl ami no] - 3- (BEa gyl - 25 &8
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D - p(rj?pyl am ne were reacted i ,,,z%::ordapnc?“\'@th Exanpl e
2 S5 SESS
/| piEnoxy) - et hyl am noJ =3- 2‘a|s==ﬂnghen" %i 5 5
er%. The Prptdre er§ &y usi BGBER EXAVPLE
3- (2- al Il @egox'y)p:pogang a@étg»g3 g @f'ég‘.}4 met hyl -
3 vve;: re@ct ed—n aogowanceo aE@E;%l. The

— o 0Ls o
V1 pHEno %) et hyl ani n‘B] 73 (2 Flglfphe@@i‘:}/gg 10
[eEr e structure was vergﬁlieg vm'glg =
BeE £35 4 g2d3g
DNt osdshgt hyl phenoxy) - pr opa®8I§§3arE§b§gjg of
Kyfehzarg e were dissol ved i 95253 &l gﬁ&g anol and
) &5, NaBH were then added dggiF@SL/@7HHE®E 50 m of
ed é§1§ t&d product was ext r aghgl, & t h=& B acet ate.
ph@é |§§evapor ated in vac@gg@.‘gt heg%tE@ ance, 1 -|
- Y 88 8§ 23°s8 SF§o
(2Bt (§Ei sBni tr & sBiret vl BSOS pEAfl -2 s
et iy, aFtaes VB Fed = (£EIzsFXA . 20
Ky) -BE hydani S0 g/g( %ald yBpheay L pr @88 -2 vas

o) . DA O g %pﬁn_—
ance 90 T EXAnfA e¥l St & tPnggPrpar 5¥8%

83 s8582 9x8°

Be 555, =828

<§ 5§§ﬁ§ ft’ﬁ:%cg

& % E N
n e =] S




phenoxy) - propane and 4-am noet hoxybenzam de. M. [err] as hydrochl ori de.

The foll owi ng conpounds have further been prepared by anal ogous net hods

1 24 020

16 [err] 17 1 524, 036

17 the m xturethus obt ai ned was pressed into tabl ets (10, 000) each of

whi ch contain 25 ng of active substance. The tablets are provided with a O
23

breaki ng scdre to gi ve dose ot her than 25 ng when broken. EXAMPLE 15. 5
Granul es were prepared from 1-[2-(4-carbanyl phenoxy) - et hyI am nol -3-(2-(2- "
5 met hoxyet hyl ) phenoxypr opanol - 2- hydr ochl d,524,836( 250 | act ose (175.9 g)7
and an al cohol i c 'Solwm%u@gk&%x ssgéa'.mqmn(@ eac!?‘t;fﬁ:clﬂ{ﬁﬂaﬂg step
the granules were m s@bstan ablefydrél b IQVlﬂ(ﬁW 1ig)scere € give
magnesi um st earat e (¢os&0ther) thames mawhen brokerd i nt o 10, 000 b| convex tabl ets.
These tablets are first coated with a 10gympLEQ% 2l coholic solution of

shellac and thes W th afraMIGRIHS pepirkd iroM 1q &wa DhenbRy) A5 GRANPER-@45") 5
gum arabic (5%, gelmethmet(m emzbmb)edml{yﬂro ﬂoid? SOTg),I lecteaaa]l?pew)iend zugar
ﬁ
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were used for powder 2Fler mlxed W1th t ? py1 %It %l énesmm %e%ﬁgeﬁig S@ ui sz

coated with a 66% sug,awa TebbOd ﬁ,gpll
i n carbon tetr&hl oriogealcahblic solutlon of shellac and then with an aqueous solutior=cohbMilidg 16. 10

15 Active conpound o#acﬂ@rqm{ Y blc {45 gpuff ( /)a"ﬁﬂcas‘borbl c
acid (0.1 g) were di &3t \iéﬁ“”” e %d@ﬁhw" J‘%ag "M‘%"ﬁ i i ve
100 ml of solu- tioni cI ob tdi mﬁdﬁn h cont al ns active

subst ance oneih m. was used. |nf|II|ng oules Wmch were sterilized
by heating at

rrl for 28 Bl St &R Ldf@ dnd ascorbi
20 The [err]-recept og it} Wk Ubhea i Vuticieht s Wf@ﬁﬂlﬂ%\;‘a& /o000 jEbfaolest ed
to denons- trate thetucm hipdobgjios,afhighreomeins lQang of Alcliveg ol avtemkewasaseded in

anaest heti zed cats (¥diling ampenlese ihick regrestesiiedcpyshesting at IRGE for 3 mignieed wi t h
reserpine (5 magkg bagi.pieglyf, adm ni stered intramuscul arly) about 16 houryg
bef ore the experi nent srhe p-redeptor blocku@mgdmldftwree figvesitiba twe ek twtédhoﬂaﬁarspl ne
in order to elimn ir by rties DAl @eﬁmrﬂ!ﬂes'@ﬂ :
and vascul ar smot% dlﬁ mr g °dy

pent obar bi-t al (280 inerne erréb lnﬁiﬁ e&&b doﬁéngtjy 25

ventilated with r oonsyanpathet& cbntlrcatotéltl @E% slerm;t The dalsoverseck.

Bl ood pressure was ven‘n%@ %‘? daf‘pg ?”gfo Ei %;g dhﬁﬂe rate
30 was register e lﬂ r&ﬁfrﬁh& fAlaca rful &ﬁd heart rate

el ectrocardi ogrsam w:%Ore frdmmtar caldmtaclimtem,mrmed: bpche wlet:tyocemq;i'am hear3 |
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rate response. to be lying quietly and to be lifted to an erect position by placing their forelegson a.
table t{)r 2 minutes. Arterial blood pressure was registered via a blood pressure

40 transducer attached to-the dog at the heart level. Heart rate was triggered fromthe - = 40

. ECG. All dogs were pretreated with methylscopolamine to avoid vagal influences. :
.Recordings were taken before and 15 and 75 minutes after administration of the
test compound, first in supine position for 2 minutes and then in the erect position
for 2 minutes. The test compounds were given in increasing doses with 2 hour

o 45 intervals. 45
"~ Table 1 below shows affinity values and intrinsic g-mimetic activity in
reserpinized cats and effects on blood pressure in conscious dogs of compounds of
the present invention. Corresponding values for propanolol, (1-isopropylamino-3-
(1-naphthoxy)-propanol-2), practolol, (4~(2-hy roxy-3-lsopropylanunopropoxy)

50 acetanilide), metaprolol, l-1sopropylam1no-3 -[4-(2-methoxyethyl)phenoxy]- . 50
propanol-2-), tolamolol, (4-[2-(2-hydroxy-3-o-tolyloxypropylamino)ethoxy]-
benzamide) and AH 5158 . (-1 -hydroxy-2-]-(lmethyl-3-phenylpropyl)-ammo-
[ethyl]sahcylamlde), are shown for comparison. . .



The conpounds were al so tested on consci ous dogs. Beagle dogs were trained
to be lying quietly and to be lifted to an erect position by placing their
forel egs onh—a—tablefor—2-—rrRutes—Arterial—bloodpressure—was—eghst ered
via a bl ood pressure 40 transducer attached to .the dog at the heart
| evel . Heart rate was triggered fromthe 40 ECG Al dogs were pretreated
~t.h net hyl scopol ami ne to avoid vagal influences. Recordi ngs were taken
%ure and 15 and 75 minutes after administration of the test compfound,
St in supine position for 2 mnutes and then in the erect position for 2
it es. The test conpounds We2403i ven in i ncreasi ng doses wil8h 2 hour 45
‘intervals. TABLE1 o
45 Tabl e | below shows affinpity values and intrinsic [err]-mmetic activity
in resgrpinized cats and Refsteinized o4t bl ood pressure in congcious dogs of
conpounds of the presfifdk ok fyentipon. Correspon é’gg;iqnaldees {or propanol ol ,

¥

(1-1 sopr opyl-am not 3pref EDGpgrkfIOXly ) anoj - _ 8 ol
r0R0e00) e Buidzhg ho

(4-(2-hydr oxy- 3-i $opropyl am noprlopesyiyy 50 b)), netaprolol,
(1-i sopr derrrenst nol 3- HR ( Z?rr&Rhox elteptpfnin he hoRepjne Feqr ;panol -8

t ol amolfor, (4-1 2-{ 2= NyaTr oky=3-0-{ ot yroxyprppytamnpyethoxyl - benzan de) and
AH 5158 (Boqasélblydy 0xd1 2- ]| {199ket hlyl - 39pheny| pr oyl ) | ami do-

| et hyl Jisapigybam ¢le)q sar ef sfown for  conpar| son. 18

1, 524, 3)36 ' ' ' , 18 TABLE | Reserpini zed cat
Bl ock ¢f Metapolol .| 0.2 4.7 Censci ous dsg [prrk3injmm Hg prene [err]
I ntringi affer, 1.5 py/ It v. activify npound HR PR
beat s/ rn',(r\;rmmolol Supi noe'} _ I%lfggct Pr o‘%a_nol o] '%) 0.0 ~32 0.1 0
+5 AH 51068 Pr a¢t o0.p| 0.60.3] +21 35 -38 +1p7 Met opr ol ol 0.2
4.7 0 : - -3 To| amol ol . 0.1 1.5

+9 Ex1 o3 | 03 32§¢§H 558 © 0.2 | b6 +21

- 38 Ex2 67 Ex|1 1.4 8.50.8 0 1] 8 0o - 28

-45 Ex|2 _. , 1.1 8.6 . 0 Ex 3 0. 05 - 0.2
+15 Ex3  Ua3] 905 .82 415 | o4 | -420. 5 +24 Ex 8
0.1 Exdl. 5 0.5+8 | 0.5 2423 | -46] Ex 9 0.04

0.3 . +13 Ex 3 >B.5 . +11 [The experirents

10 .. 0.
demonsyr &% that §hdkomppudds tsted are pot®Bat [rr releptor antagonists
-« W th of wastdhout intrggsicl[@rr]-ymmpkic acfivity. [The conpounds al so
« decreage bl ood préssure ih conscfous dogs pignificantly npre than
propra?olﬁi‘ll,0 practfol®® an ﬁétopr ol 1 and [ he sane| extent{as tol anolol. The
orthostarrc S5 O [he NMew conpourds,—are—not—as—pt onounced as t hat
of AH 5158Thd experimbmss [demomstrate ethatuthe cborpeundettesthelCare qeentrggr kedl y from supi ne
to erec ?sc(pg}gq %"FQ%@;?'“WTW\AEWQEWPMHPSP'M etic mstiviyi Fe @fnp?ﬁgls general formula I

ecrease blood pressure in conscious dogs significantly more than propran
practolol and metoprolol and the same extent as tolamolol. The orthostatic effects 5
of the new compounds, are not as é)ronounced as that of AH 5158, i.e. the blood
pressure does not decrease markedly from supine to erect position.

WHAT WE CLAIM IS:—
1. An gmine of the general formula I

7

_ . _ on n® 85 8
10 (RL) (R2)Ax-0-CH bRt : 10
. ~N-C-{CH,) -¥ tn .
isks 9
(cm,) R

wherein - : -

R! is —CH,CH=CH,, —CH,C=CH, —OCH,CH=CH,, —OCH,C=CH,
alkoxyalkyl containing 1 to 7 carbons in the alkoxy residue and 1 to 7 carbons in the
alkyl residue, alkoxyalkoxy containing 1 to 7 carbons in each of the alkoxy residues,

15 - alkoxycarbonyl-aminoalkoxy containing 1 to 7 carbons in each of the alkoxy 15
residues, HOCH,CH,NHCOCH,0—,  CH,OCH,CH,NHCOCH,0— or
—CH=NOR, wherein R is hydrogen or alkyl having 1 to 6 carbon atoms, R? is
hydrogen, R® is hydrogen or C,—C, alkyl, R* is hydrogen, C,—C, alkanoyl or
benzyl, R® and R® are each h)'drogen or C,—C, alkyl, R” and R® are each hydrogen,

20 halogen, or C,—C, alkyl, R’ is hydrogen, alkoxycarbonylaminoalkyl containing 1 20

: to 7 carbons in the alkoxy residue and 1 to 7 carbons in the alka/l residue, C,—-Cz
alkanoYI, cyano, trifluoromethyl, —CONRYR!, —CONHNR'R", wherein R’
and R" are hydrogen, or wherein R' and R" together with the nitrogen atom to
which they are bound form a heterocyclic ring, Y is —O— or —CH,—, n is 0 or an
25 integer from 1 to 5, inclusive, m is 0, 1 or 2 and Ar is a phenyl ring, R* being in the 2 25



10 [err] 10 wherein -

[err] is [er [err], [err], [err], alkoxyalkyl containing | to 7 carbons
in the al ko sidue and | to.- 7 carbons in the al kyl residue; alkoxyal koxy
cont di ning | g7 carbons in each of the gkkpsy residues, 15 - 18

al koxycar bony| =amTroarkoOXy Ccomntar i gt o7 car goms— T eac i of—tire—atkoxy
15 residues, [err], [err] or - CH=NCRABWkrein R is hydrogen or al kyl
having | ‘'to 6 carbofi atons, TS NYURAEnizededal 11 S 1TY[dT OQET OT €T
alkyl, R4 is hydrogen, [err] dlkapoyl or benzyl, R anqd R cgs io@@EJ}
hydrogen or [err] a] kyl, R7 and I?m:%péf‘é ch ﬂlydrqgen, 40 ABP.hem@gen, for

C, -C7 alkyl, [err] }s hydrogen, paTnkoxf/ﬁnér onyl'm'v'ﬁf(b%ll kyjl aftemt.&mpfkagvi | 20
to 7 carbons in the ' | pk O "__q‘,g;t%;ﬁﬂ,s iIn &.pge alkygrecesh due,
[err]-C al kanoyl, ¢ yl, [edr] Terr]l ] whereifd [err] land
R are hydrogen, or| wpghgloti! € [ep] fogetper wijth the rlitrqgen atom
to which they are bpund form g tyclic fing, Yis----"orf |-CH,-, nis
0 or an 25  ‘integler Pracistal] tlo 9,3 | n(EI'Géiveﬂ m41§ 0, 1 or 2 arjd Ar isla
phenyl ring, [err] pej L t e 25 , 524, 036 - e _
18 TABLE 1 Reser pin zgggﬁrgital Bl océ'zof isof} 8 Chnsdi oud ddg

[err] in mm Hg prene Eblameigl kg O.lintfinssc |- +after {1. 52310/ Hg +32v.
activity- Conmpound ' R PR beat s/ m n Sugi ne

Er ect - Pr opanot ol 6“le ] %31 | 06 o ¥ 385 | %7 o
Pract ol ol 0.3| Ext 35 0.3 +1fs Metlopr o ol -£8 2 45 4.7

0 -5 -3 Toljanol ol 0.1 il 1.5 ' +9

-23 -32 AH spi5Ex? 0ld 850.¢ 0 441 - 38

-67 Ex 1. OER3 1o8s 02 0 4s 2% | 4y 49 Ex 2
1.1 - 8.5 .0 Ex 3 : 0. 05 0.]12 +15

-43 . -42 Ex 4 Ex4 095 0.50.3 +24° . +24 Ex 8 | 01
1.5 +8 Exg - 23 00 -46 EX 9| . 0._pA _4g0-

+13 Ex- 10 . 0.03 " . >8. 5 +1] The experli nents dqenonstrjate
that the c@&pounds |t eBx®d are poP&mt[drrq3 recepidr antjagonistg with dr

Wi t hout | nf"‘rl nsic ningfig actili @53 Tre>é:9rrpc unq(1 al so}decreasg¢ bl ood
pressure: i.n consci mj_s_d_o_q_s__ﬁ_qh Lcantll v or¢ t han progranol ol } practdl ol
and netoprol ol and the.l?'ams extent. as tol anol oL. The orthostatic effects 5

: t
of the new compoundecdgiof ofiifont3 mﬁg&ﬁg&&g&g@ﬁmimﬁmm st he.
bl ood pressure gdoes doldedteds bHasdprésirk BGodsci ﬁﬁﬂi} ifid&htly thofE R pr&ﬂ%rloi’dl,on-

WHAT WE CLAI M I'S: - - Ipractgloland metoprolol arsl thesage zktehtas toldnwidl. ThO orthostatic effects 5
[err] (1) the new compounds, are not as prorounced as that of AH 5158, i.e. the blood
_ ]p essure does not decrease _ma_rkcdly from supine to erect position.

WHAT WE CLAIM IS:—
: l_.. An amine of the general formula I

y

. ) onr? g5 28
10 o ) L SR N .
. (r%) (R%)Ar-0-CH CH-CH-H-C- (CR,) ¥ (n 10
lels »
R (ca,) #°

wherein - - . S - . '

R'! is —CH,CH=CH,, —CH,C=CH, —OCH,CH=CH,, —OCH,C=CH,"

alkoxyalkyl containing 1 to 7 carbons in the. alkexy residue and 1 to 7 carbons in the

. -alkyl residue, alkoxyalkoxy containing 1 to 7 carbons in each of the alkoxy residues,

15 - . alkoxycarbonyl-aminoalkoxy containing ! to 7 carbons in each of the - alkoxy - 15
residues, HOCH,CH,NHCOCH,0—, . CH,0CH,CH,NHCOCH,0— or
—CH=NOR, wherein R is hydrogen or alkyl having 1 to 6 carbon atoms, R? is
_ hydrogen, R? is hydrogen or C,—C, alkyl, R* is hydrogen, C,—C, alkanoyl or
benzyl, R® and R® are each h’ydrogen or C,—C, alkyl, R” and R® are each hydrogen,

20 halogen, or C,—C, alkyl, R* is hydrogen, alkoxycarbonylaminoalkyl containing 1 - 20
: to 7 carbons in the alkoxy residue and 1 to 7 carbons in the alkxl residue, C; 3
alkanoyl, cyano, trifluoromethyl, —CONR*R", —CONHNR"R!, wherein R}
and R" are hydrogen, or wherein R" and R" together with the nitrogen atom to
which they are bound form a heterocyclic ring, Y is —O— or —CH,—, nis O or an

25 integer from 1 to §, inclusive, m is 0, 1 or 2 and Ar is a phenyl ring, R! being in the 2 25

A )RR
—




wherein [err] is [err] alkoxyalkyl containing | to 7 carbons in the. alkoxy
residue and | to 7 car bons in the al kyl resi due al koxyal koxy containing |
to 7 carbens—r—each—et—the—atkoxy—resrdues—i5

al koxycar bonyl - am noal koxy. containing I to 7 carbons in each of the al koxy
15 residues, ' [err] or [err], wherein Ris hydrogen or alkyl having 1 to
6 carbon’atons, R2 is hydrogen, [err] is hydrogen or [err] alkyl, [err] is
hydr ogen, [\e’rr] al kanoyl or benzyl, [err] and [err] are each hydrogen or
[err] alkyl, [err] and [err] are each hydr ogen, 20 20 hal ogen, or A7
[err] alkyl, [apr] is hydrogen, al koxycarhdm;dsam noal kyl containing | tol¥ —
carbons in the arko g gg _Fh__'l"l?ﬂ'—a_""‘_
[err] al kanoyl, cya%éieﬁﬁlo I%ﬁgrﬁ 4%}'& a'f‘ﬁﬁer]‘l thi a"?' 8?‘:5&{1@? ‘r‘ﬁ{ £l °F2"Mt§r e

hydr ogen,. or wher ein [érAi: agirg dceordin, gttm)gleixme,rwhwetIMRE"mndrR‘t tqggher wittothet 0 '
whi ch they ar esbound“T"é q;gg Wé'flwdw@rq gtaghed formva pygrolidine, piperidinepiperaging s. 0

an 25 i nteger f rOHIBor mgdcp&hi'rlé 'ty%}amml 68 20 whérefl' R* s %@HJCQ{ ‘%rphenyl
ring, [err] being i -CHE=L f en, alkhfioyl, ¢ ano, trlfluoromethyl alkox carbonyl-
1,524, 036 v ey, CONREREE o1 O oo, o !{Hearph:enyl

i ng, and t henapeut FEEFYR ALl an) o A0 4 B 8 LOG R cror 1 10
am ne according to cJ-(aa:mCLCHMReEsEHyar &Y, hlkard ﬂub%ﬁihbﬁﬁlkﬁly&iib&d?ﬁ
nitrogen atomto V\hlaminoalhléy—@f)éméfﬂt FCHEQONIN &E' plyenemlll ‘tind R apd gadefingtid ne,

pi perazi ne or nor phc‘)‘l? 5‘
5 3 An amine 1accor (3 &Q Arglﬁe accordmg to ﬁlalmV\#‘I&’hglieHl el?lr the ort}[oepoF1 lon on Thgr r] iSS

hydr ogen, al kanoyl, ¢ e.nmu atnirief dcoadingad leiaiim ladrla)malrbamslalkoarﬂlmak’k |,

o) o o) kg AL L RS %2”]

I s hydrogen, aﬂokanoylhylcqrautlmxamyﬂ uororrethyf oxycar am noal kyl ., 20
[err] or [err], V\/ner Wénean rnestq claime laSZ,d'elfqrwe@'llsmlkﬂxmlanL R%is An

ani ne.accordi g 10 LA ay RABRE Rel RSPy AT TRRET AN e

15 phe nyI ring. 9 An amine according to cla1m 8, wherein R! i 1s methoxymethoxy, methoxy- )
15 6. An am né® accopdip 0t e¢tholyethonyl or , V\,herel n R is alkoxyal kyI i 25

hydrogen al kanoy! , %a@ﬁéﬁ% gé‘%é_ “IQ‘P'
[err], - [err] Whe'h r ehe Bk ylarélﬁ‘coﬁ'% aikﬂ NRPR! Z)r

am ne accor di to MHHR‘ Rhewteram R“Saremt dhajrh 1. net hoxy- 20'
ethyl or ethoxyet hyI 11. An amine accordmé to claim 10, wherein R! is methoxycarbonylammo-

30
8. An amine accor di gt °ﬂﬂP%Tﬁ¥ﬁ‘;5%‘"y 'Wﬁ%‘f’ﬁ'brq( %ﬁﬂ Eﬂ;@'ﬁ%’ﬁ*é’l ﬁg'?ﬁ'r R is

hydr ogen, al kanoyl , owamn,c ,N oxycar bonyl ari noal kyl , -
[err], or [err]s wher e d rl lamleo Mm Rerd—l(iﬂﬂfak,mhlereﬂgl An
am ne accor di ng to @l o ﬁ

g 11

s derloaie (liermaitlalic: 25 3
et hoxy, or ethoxyet b@d@ﬁned in claim 1, w1th the provxso that when Y i is —CH,—, nis 1 to 5. .25
10. An am ne accordi ngl¥ 6n@merm¢or¢ng® cldimr12, whefedy R] is isenitrosomethyl, methyl-

al koxycar bony! g no'”%fﬂnsg thyly sthplisoniosqsmethyl. peopHiseritsprmethyly g d;butyliso-

trifluoromethyl, al KOXy€an el a"é%r@ﬁ@ltKXﬁy oe€3fTthe Preceding claims, wherein R® is
hydrogen or methyl, R* is hl{drogen, formyl, acetyl, or benzyl, R® and R® are each
hydrogen methyl or ethty ? and R® are each hydrogen, chloro, bromo, methyl or -
ethyl, R’ is hydrogen, formyl, acetnl cyano, tnfluoromethyl methoxycarbonyl- -
- 45 aminoethyl, ethoxycarbonylaminoethyl, carbamyl, or _morpholinylcarbonyl. 45 -
15. An amine according to claim 14, wherein R? is hydrogen, R* is hydrogen,
R® and RS are each hydrogen or methyl, 'R and R? are each hydrogen, or methyl,
R? is hydrogen, carbamyl, methoxycar onylammoethyl or morpholinylcarbonyl, Y
is—O—andnis1or2.
50 16. 1- [2-(4-carbamylphenoxy)ethylammo]-3-(2-allylphenoxy)propanol 2. 50
: 17.1-12-4 - carbamylphenoxy)ethylammo] - 3-12 - (2 - methoxyethyl) -
phenoxy]propanol-2 ' _
18. 1 - [1 - methyl - 2 - (4 - carbamylphenoxy)ethylamino] -3-(2-allyl -

40

phenoxy)propanol-
55 |2[l methyl 2-(2- methylphenoxy)cthylammo] 3-(2 - allylphenoxy) - 55 -
propano
20. 1 - [1 - methyl - 2 - (4 - methylphenoxy)ethylamino] - 3 - (2 - allylphenoxy) -
propanol-2. .
21.1 -2 - 54 morpholmylcarbonylphenoxy)ethylammo] -3-(2-allyl -
60 phenoxy)propano 2. 60

2. 1 - [1 - methyt - 2 - (4 - carbamylphenoxy)ethylamino] - 3 - (2 - methyliso -
n|trosomethylphenoxy)propanol -2,
23.1-[2-(4- carbamylphenoxy)ethylammo] 3- (3 allylphenoxy)propanol-

R RO 1



[err], wherein [err] and [err] are as defined in claim1. 11. An am ne
accord| ng to claiml0, V\/nerel n [err] is nethoxycarbonylam no- 30 nethoxy,

—Tethoxycar , ,
car bonyl am nonet hoxy, [err] . or [err]. 12. An am ne
according to claiml or 2, wherein R is -CH=NOR wherein R35 ** s as

defhned in claim1l, [err] is hydr ogen, al kanoyl, cyano, trifl uor onet hyl ,

Xy- 35 carbonyl am noal kyl, [err] or [err], wherein [err] ana’[e_rr]

£ as defined in claiml, with the provi so that when Y is -[err], nis 1

080 13 An amine according tl260%i m 12, wherein [err] is 20 .

o0 00U RY iR b 8t R L b WSO o

40 14. An a2 Ae mnﬂo!ﬂgg t9 @myongrvé clrims hdo 33.cio b ﬁgmcéfaa ms, wherein [err]

o 0 e IR ST SNl S i A5Gl b O 8121 75 and
I - ’ ]

~brono, net ¥l Aoranenehgdcprd[rertp]any smhytlplagerl tof 251 imythe faxmedfydn cyano,

trifl uor’(‘J |'Som@ht hox r.bon 9 moet hyl . Nt

et Roxy cag iy’ a ?ﬁ“ 8e‘fcﬁ "ga}%ﬁ?yb%ﬁyfé}a'ﬁ'? WDZ?H °fﬂ%‘g§r"ﬁcﬁﬂkﬁ 95 15. An

am ne accordi Agarhie Mc&dﬁgl&claﬁﬂm[ iaitiie fhed dif]anloﬁtldauﬂicﬂ%&)de4 i s hydrogen,

[err] and 38y Alpregess ferthl Pw anyiegt 4p\defined7in gl [.ewhith are each

hydr ogen®® ‘s‘ﬁéfaﬁﬁ)?g a ppRop 5‘ car banyl ,

met hoxycar bonyl am noet hyl, or nor pmai i nyI car bonyI Y isu0- and nis | or

2. 50 16. (n")(nz)nxoca nnz

1- [2 (4- car banyl phenoxy) et hyl am no] 3-(2- aI | yl phenoxy) propanol -2. 50 17. 1

- 12 - (Wherelcarbarryl henoxr)et hyl ami nol _ - [2 - (2 - met hoxlyset hyl) -

phenoxyl r ther ?\lr.: gro mc‘l:lby &l‘l mXI |s )e,xdl{ y|group A

car banyl % rgam c1de€ getyhe glpﬂk,ppanol 2. 55

19. 1 - gréup, ImbhylannneZ)f-for(rﬂla-IIInEt yl phenoxy ) et hyl am no

al I yl' phenoxy) - 55 propanol - 2. 20 ,1 - [l - methyl - 2 - (4 - .

rre?ﬁyl phenoxy) et hyl am no] - =3 - (2% all yl phenoxy) - prepanol -2.- 21. 1 - 12
nor phol i nyl car bonyl piﬁrﬂ@xy llamno] - 3 - (2 - allyl 4 60

phenoxy).pr opanol - (cn,) ° . 60

22. 1 - [1 - rrethyl - 2 - (4 - carbanylphenoxy)ethylarrino] - 3- (2 -
‘et hyl i swhereimi { r gsopet, S’ enOX}/n a|2ro 3enol 2..23.1-12- (4 - _
car bany ! phofo Ry el Welpararioh of amméazﬁmﬁﬁggfaﬁmﬁpanO' -2 20

1, 524, 038 mprises reacting a compound of formula IV n—-am ne according to
any one of the preceding clainms, in the formof the free base. 25. An am ne
rding to any one of claips,| t8“23 in the formof awtherageutically

accept able salt. 5 *YE %MW ne according to any one of the
preceding clainms, in the formof a " 5 mixture of isomers. 27. An anine
accor di ngh¢reinany one of clains | to 25, in the formof an individual

i somer . Ar, R',R?, R® and R are as defined in claim 1 with a compound of formula V
. 'I‘s iy L
2-C-(cH,), -¥— ' )
Is
teny) 8°
wherein ' ' ’
30 : R; OR‘ R’, R R? Y, n and m are as defined in claim 1, and Z is as defined in 30
claim -
32. A process for the preparation of an amine as defined in claim 1, which .
comprises reacting a compound of formula VI
. (R R)Ar—OM D)
35 wherein ' 35

Ar, Rtand R? are as defined in claim 1, and M is hydrogen or an alkali metal,
with a compound of formula VII

1p3 &5 n’
X R 8
b R

2-CH,CHCMN-C~(CH, ) -Y

rR6

Hllllll HIIH lllll Il lIIl
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28. An am ne according to any one of clains | to 26, in the formof a
racem c 10 m xture.

10 29. i v
i somer. 30. A process for the preparatron of an am ne as defr ned in clar m

1, which conprises reacting a conpound of forrrula [T (I'1) [err] 15

V\/nereln ’

15 Ar, [er?‘]"and [err] are as defined in claiml1, and [err] is a hydroxy l?)
group and Z is a hal ogen er other reactive group fornmed by esterification>

of a hydroxy gebup with a strong organic oh32#4086 an inorganic acid_ or X! _

and Z together Tor mggeaPOXy group, Wth an amne of forrmula |11 [err]
wherein [err], Y, n and, m’,aa‘ekawde;‘n'nmjnmamd:aramaldetﬁ&dmkmh%ﬁ@z.sfaer t he
pr epar at i,on of an aﬁlF claiar 30 in clarmrl whi ch anRrr es re cting a

C On.poun d Of fOfoTUl a \4 gsprocess or the preparatllon offz}n amine as de l'ld in c erein - 5 ’
(1V) 25 wherei n °Ar, murpis) AR 5 ol off o 2 segeound of g‘lem Wth a

defined in<baim1, and Z is as dgfixness,jull-s-30s,5le 30. 32. A process for
t he preparation of an am ne as defined |h cl im1 i ¢gh conprises reacting
a conpound of formula VI [err] VI) 35 2" wherein

35 Ar, [err] and [e%lreqfﬁh?ﬁ %f Qﬁagrl é}o ﬁigéukbgmaﬁﬁcg%upﬂraggﬁnno?r an

al kali netal, W th Bothaghy enzyl only when D, is a labile

conmpound ofx-fornmula V [err] wherein 30 ,,s o5 [erE] £ Y, nand mare as

(VI1) 21 group.

51 wherein [er Ycorg:‘l‘_‘ﬁ@d F‘f é‘{lgﬁr"f’@@% eyggmr[riefamjmzﬂ% la@hight | nelf
in claim30. 33. A ess arat on of "an"am ne as defined in
claim1l1l, wherein 5 t he | abi roup(s) [err] and [erel is split off
froma conpound of the for"rr’riﬂz’am*zwg 5 [errf? WW‘["@'P?] i s hydrogen

or a labile group and D2 is ["err] or a Iabile group “Ferr] and D2 not both

bei ng hydrogen and rr al kano when [err] is a
| abil e 1G [ogi &%cqa r@?s"‘ﬁ"ﬁ?"%ﬂ& i é’b‘ﬁ %hdﬂ fgmulg Xlyi ne as
defined in claim 1, which 10 cqpqp(;zr,,s,g,smmduasng a Schiffs base of

formula X or Xi: [err] (X (XI'). ¢6F¥a
cyclic tautoner, corresponding to formnula-XI \e!?’/forrrul a Xll:
15 gl('lerem Ar, RY, R* and R? are as defined in claim 1, and R? is the group of formula . 15
7
ns 8
. -i:;talz)n-v ' o
R (mz)nn9.
wherein _
R’ R% R, R%, R’ Y, n and m are as defined in claim 1, and R™ H is the same

20 as R, _ 20
: 35. A process for the preparatnon of an amine as defined in claim 1, which - .
comprises hydrogenatmg a compound of formula XIII:

r?

_ o ¥ g8 8 _
(u‘)(n’)uocuzg _ b - <I: - teny, ¥ T (aIT)
Ja ls : P
. _ (ca,) R°
25 wherein .
Ar, R, R, R, R4, R%, RS, R, R, R, Y, n and m are as defined i in claim 1. 25 .

36. A process for the Ereparatlon of an amine as defined in claim 1 in which R"
;sé la‘l’koxycarbonylammoal oxy, which comprises reacting a compound of formula

. 7
r? g5 R
n®

(xz)n Ax oazcuulml-c-(mz) Y- ' (xiv)

36

9
(cu,) R

30 wherein 30
Ar, R% R3, R4 R% RS, R, RS, R, Y, n and m are as defined in claim 1 and X?is
(a) hydroxy or (b) ammoalkoxy or (c) Z'-carbonylammoalkox with, respectively,. .
(a) an aIkoxycarbonylammo-Z compound or (b) an alkoxycar onyl chloride or ©)

* = L M S *



-X2|sZ'

[err] (XXX) 15 wherein Ar, [err] and [err] are
as defined in claim1l1, and [err] is the group of formula 15 IX [err]

S
t he sane 20 as [err]
20 35. A process for the preparation of an anmine as defined in cl- aim 1,
ah conprises hydrogenating a conpound of formula XiIl: [err] :
) wherein 25 Ar, [err], Y, nand mare as defined M claim

25 36. A process for t he preparati on of an amine as defined in
C ml_in which [err] is al kefm6bonyl ani noal koxy, whi.ch cearpri ses ,
reactl ”gm%n&PEp c%Hl gunqr wEe?elrrlTyllleaof %t e\t{id i’?srdll and the other isZ, andzgzXrl 730

wherei n as defined in cla1m 30.
30 Ar, [ er 13].,A pfoceas fantic prepareticnof aedrhinead defined lingilaim 1 irwidech® i s (@) hydr oxy or

(b)s ami Ww&l ylor alkexy erwwm@mwﬁwmwm sompgundgfformulaespecs i vel y, . (a)
an al koxXycar bonyl am no-Z conpound or (b) an al koxycarbonyl chloride or (c)
2 ¥, 524,036

22 an al kyl-[err] corrgg)gznd wherucgr N on #[err] and [eg] is OHwand the
other is Z, and Zis

effnedesn “elah/'30. 37. A process for the
preparation of an am ne as defi med in clgigh 1 |n which [err] is al koxyal kyl
or al ko>%al koxy whi ch conprises reacting a conmpound of formula XIV: [err]
(XI1V) Merwrrnzﬂrs Rl 88/l RVRe, R0 301 e Seriflih B8fh { ha&egi M| and [err] is
[err] alZéxlkyi- orZ-zﬂkylb-a &K whenOX2 laz al Eﬁa ﬁé th lafkyt 21tb v@-lakyl reacting with
- ZZom g\Jevhere] B* is alkox al[(ﬂ-ro-f’reacmnalwlnbxyal kyl and when
EO Sits @ cqmpapnd Lihets Hsa'k°"yai'i5”‘%1lzll<§'1dZZQ“t‘&)asg'FﬂWS a conmpound | where

[err] is ab&wpfaéekmsme Breptkidn®f hd arhifé DieMed 4eH4iRGG, ilcpai m 36. 38. A
pr ocess if @whicheompprgarcadtinga compamd affanaulasXxddili ned 1n claiml in which Y is

0 ich conprises reactlng a corrpoupd of formula XXVI1I1: 1 5 [err]
( 1) 15 wherein Ar, [@Q[L] an err] are as defigggyin cjsaim11, and
wherein [err] is [err] wrth( f ]c"é’ﬁ*’pé'ﬁ’% 20

20 [err] where one of Z3 and Z4 is. (5—! and the other is Z as defined |n

claim 30th®91 A process for the preparation of an amne as defined in claim
1, which R? R? and R* are as defined in claim 1, and wherein X* is .

. RS
2—(CH),—C—
R¢

with a compound -
]
a0 | o \Cb) o
. _ 20
. _ (_"'"z’mf“g . .

where one of Z® and Z* is OH and the other j is Z as defined in claim 30.

39. A process for the preparation of an amine as defined i
comprises reacting a compound of formula XXXVII clined in claim 1, which

7

am® RS R 8 . -
1,2 iy
(R7)(R®) ArOCH ,CHCHN-C- (CH,)) - ~<;t'j>/ (30CVIT) )
1,16 :
. RR )
. . x )
25 wherein 25
. grou;‘)\r R', R% R?, R4, R% RS, R, R%, Y and n are as defined in claim1,and X®is a
CH,CH,Z!
/
—(CH,),CO.NH.N
\
CH,CH,Z?
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conprises reacting a conmpound of formula XXXVII [err] ( XXXVI 1)
25 wherein

25 Ar, - ' ' ; - _ — roup CH2CH2Z'
[err] 23 ; . 1,524, 036
23 CH2CH2NHI* or -(CH2), CO. NH. N CH2CH2Z where mis as defined

in claiml, and Z1l, Z2 and Z are as defined in-claim36 and 30 and the

conmpound |§’subj ected to ri ng closure or X is aresidue [err] and the @
23\

conpound is reacted with {efr] or [err] wherein m [err] and [err] 5
are as definedsin claimi1 and Z is as defi4wée in claim30. -

5 40. A procéSS tor the preparation of an am ﬁfefl ned rn clarm 1

whi ch conprises reacting a conpound of fornuja e’rr]ArC]\/I

(V) whergin 10 or Ar, [err]—@iﬁ)..p@rNﬂ-Nare as defined in claiml and M
is hydrogen, with a conpound of 10 fornula Z[err]

(XXXI X) wherein R is as defined in claim1, and férr] is as defined in
claim34. 15 where s asﬂellﬂfeﬂﬁeﬂﬁmfl(hhd Zha: mfd@ﬁé a4 defifled(ih claim Band0 as
defined insstaim |aridrthmntpnundmssu Slggr H%ﬁ:ﬁrg

conpound  of fs)rrrulg: LpTpquad fsyre ‘gﬁ LEE Wﬁg g Kdef i ngd
in claiml and [err] 40sAZ4focess for&he raf) n as defined in claim 1, which

20 42. A process aeuouwprighsmepctivg angmmued of foohua Ms 30 to 41, wherein an am ne
according to any one of clains 16 to 2 ,)@A%ﬁpared. 43. A proces
according to any one of claims 30 to 4 ereln the amne is prep@}ed in
the formof the freaerémse ' process according to any one of
clains 30 tol92 Eﬁ@é‘ afﬁaﬁéﬂﬁnsdlwb"?)}%!ﬁa{‘f‘ééy‘ifﬂg"!'mf}“*facff’ﬁp‘?ﬁ“d& 10
t her apeutlcally ac é‘BTﬁ alt. 45. A process according to any one of
claims 30 to 44, wherein the amne is prep,af-éd in the formof a m xture of
i somers. 46. A process according to any g,_rtﬁzmof claims 30 to 45, W& ein an

i ndi vi dual 30 i somer is isolated. 47 A process according to any one of
clains 30 to 45, V\hbenrenn t he am ne is rep ared as a racem c m xture.
48. A procesgsaccor di sﬁrgc d Bre ggggre daR i @Oictivdgfrcwé’rel ],an optically
active iSoner is 'ﬁQJ [\31 hc pnsesh drolyz Wzéﬁ%fﬁ %fﬂ% to %fﬁ%/ onéof
clains 30 to 41, substanti al y as ere|
. m3 lis R
(nl)(n’)nxocuzémlnm-}l:;tmz)n-y (xv)
R .
%10 tcu,) 87
wherein
20 Ar, R:, R% R3 RS, R% R7, RS, R%, Y, m and n are as defined in claim 1 and X" is i
benzyl or alkanoyl 20

42, A process according to any one of claims 30 to 41, wherein an amine
according to any one of claims 16 to 23, is prepared.
43. A process according to any one ‘of claims 30 to 42, wherein the amine is
prepared in the form of the free base.
25 44. A process according to any one of claims 30 to 42, wherein the amine is 25
prepared in the form of a therapeutically acceptable salt. -
45. A process according to any one of claims 30 to 44, wherein the amine is
prepared in the form of a mixture of isomers,
46. A process according to any one of claims 30 to 45, wherein an individual
30 isomer is isolated. 30
47. A process according to any one of claims 30 to 45, wherein the amine is
¥ prepared as a racemic mixture.
) 48. A process according to any one of claims 30 to 47, wherein an optically -
. active isomer is isolated.
35 49. A process according to any one of claims 30 to 41, substantially as herein- 35
before described with reference to any one of Examples 1 to 12,
50. An amine obtained by a process according to any one of claims 30 to 49.
5I.A {)harmaceutlcal pregl aration comgnsmg an amine according to any one
gfl claims I to 29 or 50 together with a pharmaceutically acceptable carrier or 40
40 iluent.
, 52. A preparation according to claim 51, substantially as hereinbefore
described with reference to any one of Examples 13 to 16.
53. A method of treating cardiovascular diseases in mammals excluding man
which comprises administering to the mammal an amine according to any one of
claims 1 to 29 or 50 or a preparation according to claim 51 or 52. :

T



before described with reference to any one of Exanples | to 12. 50. An
am ne obtained by a process accor di ng to any one of cl ai ms 30 to 49. 51 A
phar maceuti cal : C
claims I to 29 or 50 toget her wlth a phar maceutl cally aecept abI e carr| er
or 40 di | uent. .
H2. A preparation according to claimb5l, substantiall y as herei nbefore
@Eri bed with reference to any one of Exanples 13 to 16. 53. A od - of
ating cardi ovascul ar di seases in manmal s excl udi ng man whi ch conpri ses
_admiMi stering to the manmal an 3%#6¥ according to any one of cMains |,to 29
or 50 or a preparation accoy i NP scbel, M 1 51 or 52. 24 ;
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