- 1 - R ALkyl ated ami noal cohol s and saltgﬁtﬁéreof a precess for their - (

prsgaratlon and pharmaceutical formulati‘ons contalnlng them The present
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wherein Ar denotes a radical of aromatic character which is 5

unsubstituted or substituted by hydroxyl1 n denotes the val- ues zero or 1
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the strength of contracti of the heart nuscle and can be used for
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from one another by at least two carbon atoms, and to salts
10  thereof, processes for the preparation thereof and to pharma=
ceutical formulations containing such compounds and the use
thereof. : . : _
1-Phenyl42-alkylaminoaLkanes and.o(-aminoalkyl phenyl
‘ketones and especially 1=-phenyl=-2-alkylaminoalkanols are .
15 known from German Offenlegungsschrift 2,135,678; of these
the Last-mentioﬁed group of compounds-dif¥ers, in respect
of its chem1caL structure, from the compounds, according to
the patent appL1cat1on, of the formula I essentially in the
absence of the aromatic hydroxyl group present in the sal-

20 jcylamide group. The known substances have the property of
stimulating the ﬂ-adrenefgig'receptors. In particular, they
increase the strength of éontraction of the heart muscle and
can be used for curative treatment or prophylaxis of heart
diseases, such as heart failure caused by congestion of blood.

25 : A radical of aromatic character Ar is primarily a
monocyclic, carbocyclic or heterocyclic radical of aromatic
characfér having 5 fo 6 ring_members and not more than 3.
hetero-atoms, primarily nitrogen, oxygen and/or sulfur atoms,

as ring members. A radicat Ar is, therefore, in particular,



[err].ﬂ%-attached to a carbon atomin a radical Ar and can occupy any of - uq
the, possi bl e positions. In a phenyl radical substi- tuted by the hydroxyl
'groﬁp,-the said-group is preferably in the 4-position. The radical of the
formula [err] can be a substituent in the-salicylanmde ring in any of the
possi bl e positions. Alkylene Al k can be2l ~near or branched and is, for -
exanpl e, 1, byl : - : 35,1 0r 3R len wly s I ,
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20 pyrimdinyl, while razi nyl .represents 2-pyrazinyl. Furyl is 2-furyl
or 3-furyl; pyrrylm? ezggéFPyP?thg- 9FPYL2 thienyl is 2-thienyl or
3-thienyl, while oxazolyl represents 2-oxazolyl or. 4-o0 azokyl, t hi azol yl
represents 2-, 4- or 5- thiazolyl, pyrazolyl represen 3 3- pyrazol yl or

4- pyrazol yL, 25 i mdazolyl represents 2-im dazol y r 4-imdazolyl and
thia- dfazolyl represent s—2C8—#4CHAtadh—3($r — ht@nH.azol - 5-yl or
1,3, 4-thiadiazol -2-yl . Salt$ of comgbunds of the flu are primarily
acid addition salts and, inOParticul ar, pharnmaceutically 30 acceptable,
non-toxic acid addition salts with suitable -3- inorganic acids such as
hydrochl ori ¢saat€achydr @br ancarbendatsul fiur iaC radiid a@r Aph@aEh@aEinC odGiugy Or

with suitable orgapjc aliphatic, _cycloaliphgtic, aromatic, .araliphati.c or
netero- cycttt R8BSy PPaSaP Leuppaitdsaer e Lns e RMAE Ror P4 Sk gubs t
acetic aci dtupedpbpntbeabydrogsutcognpbapacittie glydokiroapadisdpriefetriab laci d,

malic acid,;hagharhCogeitiofltrirfeathds <3308k ¢ (Bl amal €i C acid,
fumaric acid, pyrUV|% acli'd, 'benzorc aC|3, anthranil'rc acrd,

4- hydr oxybenzoi c acid, salicylic acid, phenylacetic acid, enbonic acid,

nmet hanesul fonic acid, 10 et ArarcH H-fapn € Naei Alk —1y@ oxyet hanesul f oni ¢ aci d,
ethylepg- sul foni c acid, 4-ChLorgaenzenesHIfonic acid, toluenesulfonic

can be a substituent in the salicylamide ring in any of the
possible positions.
Alkylene ALk can be linear or branched and is, for
example, 1,2-ethylene, 1,2-, 2,3- or 1,3-propylene, 1,4~
15 butylene, 2,4~butylene or 2-methyl=2,4~butylene, and the
carbon atom attached to the nitrogen atom is preferably
branched. _ '
Pyridyl is 2=, 3= or 4=pyridyl; pyridazinyl is 3-
pyridazinyl or &=pyridazinyl; pyrimidinyl is 2-~, 4= or 5-
20 pyrimidinyl, while pyrazinyl represents 2«pyrazinyl. Furyl
is 2=furyl or 3=furyl; pyrryl is 2=pyrryl or 3=-pyrryl;
| thienyl is 2=thienyl or 3-thienyl, while oxazolyl represents
2-oxazolyl or 4-oxazolyl, thiazolyl represents 2=, 4- or 5-
thiazolyl, pyrazolyl represents 3-pyrazolyl or 4=-pyrazolyl,.
25 imidazolyl represents 2-imidazolyl or 4-imidazolyl and thia?
diazolyl represents 1,2,4~thiadiazol=3-yl, 1,2,4~thiadiazol~-
5=yl or 1,3,4=thiadiazol-2=yl, '
" salts of compounds of the formula I are primarily
~acid addition salts and, in particular, pharmaceutically

30 acceptable, non=toxic acid addition saLts with suitable
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The new compounds=pdssess valuable pharmacological

acid, ﬁapht hal enesul fonic acid, sulfanilic acid or cycl ohexyl - @ '

20 properties., The main action of the new compounds consists
in stimulation of cardiac ﬁLreceptors, which can be demon-
strated, for example on the heart, as a positive inotropic
or positive chronotropic action. Thus in concentrations from
about 0.3 ng/ml an increase in the rate and strength of con-
25 centration (sic) is produced on an'isoLated guinea pig atrium.
| The positive isotropic and chronotropic action can
also be demonstrated in vivo (anaesthetised cats) in the form
of an increase in the maximum rate of pressure rise in the
Left ventricle (dp/dt) and of the heart rate, from about
30 0.3 Fg/kg administered intravenously. 1Individual compounds
display a marked preferential inotropic .action in this res-
'pect. The new compounds also produce a blockade of adrener-
gic ﬂ(-feceptors, which can .be demonstrated, for example
from about 100 ng/ml, in the form of an inhibition of noradren-
35 aline contraction on an isolated seminal duct of a rat. The
new compounds also produce a reduction in blood pressure,

which can be demonstrated from about 0.003 mg/kg aftér-intra-
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conpeuﬁds ‘are superler to the substances'knomn fromthe German (gi:

The following compounds were tested to determine their
stimulat1ng activity on_beta-adrenerg1c receptors-

20 I: "{ =CN=-[2~-(3=Carbamoyl=4-hydroxyphenoxy)=1-methyl-
ethyll-aminomethyll=4-hydroxybenzyl alcohol;
I1: % -CN-[2-(4=Carbamoylphenoxy)=ethyll-aminomethyll-

4-hydroxybenzyl alcohol; (known from ExampLe 5 on page 17
of German OffenLegungsschr1ft 2,135,678);
25  III: ' DL-lsoproterenol sulfate.
A) Positive inotropic and chronotropic effects on an
isolated guinea pig etrium.' ~
Guinea pigs of both sexes weighing 250 ~ 450 g were
anaesthetised intraperitoneally with urethane (1.5 g/kg), '
30  and the atria were fixed in an organ bath. A continuous
registration (1sometr1c contraction under 0.5 g of diastolic
pre-tens1on) was made of the rate of the right atr1a, beat=~
ing spontaneously, and of the force of contraction of the
Left atria, stimulated electrically at a constant rate of
35 2.5 Hz.t The organ bath contained 50 mlL of Krebs—henseliet
solution at 32°C, oxygenated with a mixture of 95% of'02 and
5% of C0p. The substances were added'cumulativeLy.



tests, increasing doses of DL-isoproterenoL sul- fate were adninistered
'irﬂ?hvendusly until the maxinum effect 15 was - reached.. - The maxi num
effects of the substances were expressed as a X of the isoproterenol

maxi rum and the doses for hal f-naxi mingeffects (ED50) wer e deternined.
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Table 1

Action on the force of contraction and rate of 1soLated gu1nea
pig atria :

Compound Increase in force of contraction Increase in rate (= - Ratio of
: (= positive jnotropic action) positive chronotropic action - chronotropic to
Activity 7 Relative. Activity: n Relative inotrcpic
(hcso, ng/mlL) extent of the (ECSD; ng/ml) "  extent of the activity
action as % of action as % of
the action of y the action of 2
isopoterenol (sic) ~ isoproterenol
I 0.3 - 100 0.1 100 _ 3:1
11 0 85 0 . 75 21
III 1.0 100 0.7 - 100 1:1
1 EC50 = the concentration which produces half the maximum effect,

2) the maximum effect of isoproterenol = 100%.




suQ;;ancq I, which is Ilisted 5 in Table 1 and can be prepared in
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accor dance mnth the present application is, in conformty with the
reciprocal ratio of the particular EC50 val ues, about 200 tines greater
than that of the conparison substance™ 19.~ The extent of i notropic

s&\pulatlon of substance | is greater than that of the conpari- 10 = son
substance |l and corresponds essentially to that of full stinmulation
caused by i soproterenol . " The chronotropic activity of conpound | is about
300 tinme a&rle'?atz'er than that of the conparison substance I, while the
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especially to conpounds of the fornula | wherein Ar denotes phenyl or
pyridyl, for exanple . -

Discussion:

A) Isolated guinea pig atria _
The inotropic activity substance I, uhich is Llisted
5 in Table 1 and can be prepared in accordance with the_present
application is, in conformity with the reciprocal ratio of
the particular EC5g values, about 200 times greater than
that of the comparison substance II. The extent of inotropic
stimulation of substance I ‘is greater than that of the compari-
10 son substance 11 and corresponds essentially to that of full
stimulation caused by isoproterenol. |

The chronotropic activity of compound I is about 300
times greater than that of the comparison substance II, while
the extent of chronotrop1c st1muLat1on is somewhat h1gher

15 than that of the comparison substance II.

The comparison compound II exhibits a slightly pre-
ferential stimulation of chfbnotropic receptors, as can be
seen from the ratio of chronotropic to inotropic activity,
which is 2:1. The samg'appLies to compound I.

20 B) " Anaesthetised cats | _

The inotropic activity (increase in dp/dtp,,) of

substance I Llisted in Table 2 is about 30 times greater, and
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il Chegss “”S“bs“t%r‘fgdf’r ?Hﬁ%ht%gg%% ésga ?-a'i.‘l’?f%yhoﬂ 8YREs 87d tAkK

denot an al kyLene avin on a n represents
zero or 1, tornolsal teheheie- AofdenntparphenvhrOroppnaﬂnézeUPFCQFPyp e

?éfiféibLipeﬂ?”?1°3‘t84%€g ggﬂd eiﬂdb%@aaﬁh&% t hgreekangle BRYEREi 8F -
6-pyr1daz1nyL, or pyr1m1d1nyL, for example 2=, 4- or S=pyrim-
jdinyl, or pyrazinyl, for example 2=-pyrazinyl, or furyl, for

20 example 2=-furyl or 3-furyl, or pyrryl, for example 2-pyrryl
or 3-pyrryl, or thienyl, for7exampLe 2-thiényL or 3=-thienyl,
or oxazolyl, for example 2-oxazolyl or 4-oxazolyl, or thi=-
azolyl, for example 2=thjazolyl or 4-thiazolyl, or pyrazolyl,
for example 3=-pyrazolyl or S=pyrazolyl, or imidazoLyL, for

25 example 2-imidazolyl or 4-imidazolyl, or thiadiazolyl, such
as 1,2,4-thiadiazol=-3~-yl, 1,2,4-thiadiazol=5-yl or 1,3,4-
thiadiazol=2-ylL, each of which is unsubstituted or substituted
by 1 or Z hydroxyl groups, and Alk denotes an alkylene radical
havﬁng 2 to & carbon atoms, and the nitrogen atom and the

30 oxygen atom, or, if n_represenfs-zero, the phenyl radical
are separated from one another by 2 to 3 carbon atoms, and -
n represents zero or 1, or to salts thereof, in particular
pharmaceutically acceptable, non4toxic acid addition salts
thereof. - |

35 Thé invention relates primarily to compounds of the
formula I wherein Ar denotes.phenyl, 2=-pyridyl, 3=pyridyl,
2=-furyl, 3-furyl, 2=thienyl or 3-thienyl, each of which is

§+RE1S0 DhAFimebul Foar Phe BEREpy abre, d0885°



of the®™f ormul a | mentioned in the exanples[ or to salts thereof, in _'(;//
_partlcular phar maceutical |y acceptable, non- toxic acid addition salts
t hdteof. 20 The new conpounds of the formula | are prepared in a
manner which-is in itself known. They can be obtained, for exanple, by
reactlng a conmpound of the fornula [eFrP With a conpound of the fornmula OH
[ rol rhegemns@netaiutbe erouna;ketukeandy[erb} eeayﬁsemys grioepst,i wad.

erifie rou e o present s,t ri y
group, and &Kedgﬁ%?g graggyieBF mﬁg?éfg &ivéﬁa 21° ?ogetﬁég%heﬁggggfhe
_epoxy groupanddt&e népresentatbheapd|th300xyganyaanwnoogbou§ namgpae= Al k
~and n have gpﬁtgbggﬁonegnhnghengl {gd1c§@d/9 kgpg$§EE9dfrgM S?@V%hhkﬂgra-

resulting fréee co or a fesult ng s into a free
conpoun®; abw/2 be, 3|#adbghreGOMSQpaﬂdtPngearﬁé§OF§|ﬁg’ﬁlﬁfuﬂe SF it®oners

into the. i sggpts 95eF@S@|VHH9 arﬁeguhbknahaaﬁaaahe1weumylb%céptaan@upodes
A reactive esterified dr oxy raqrou err] or Z2 is a hydroxyl group which

~has been esﬁéﬁlFPéacb?cédsPFSﬁ 88i §atits sh4ereCirFar a strong i norganic
acid, such as a hydrneemnhahtdenaeldp ire Lpaeki,cihapalrgdcadhlrgr ito, the

._hydrobromcf?l[&ﬁ%:épg chP8Hag8r EESUP{aukgu&lgg%ghqh Qr YeRbr@d organ|C

acid, in pa onic aci suchas an aI|- phatic
or aroh&tlcpbeh?bnlZ-QErddY1or3enanpﬂelwe?héneyﬁlp@n?ctadﬁayl' each of

4 nethy'pheayo H'EQnuﬁsasg@1eutédb59neaheka%%lBOQyC1ag»da aqermagnesents

primarily ha en, for exanple | orine, 15 bromi_ne or iqdin
sulfonyloxygbeﬂPavnPﬂg &kaﬁaﬂpéeﬁraarGﬁﬁ?ﬂ&"§u5§@ﬂﬁ&én?§"‘ﬂ@r e%&hﬁle

met hyl sul f opyLB¥Y QEofis nehhvhphepyb&uh&enybq&yorThe OVt lseadlsi amheire-
carried out |n a manner, rrie

particul arl §frf18 EB't‘§PéPf|ﬁ§ Hbfé??ﬁf“édﬁ?ilﬁlﬁﬁcgpgégcth8° L{@l)‘ﬂfcled
hydr oxy$ greupdi addsedonaddansaghensloyf.in the presence of a basic agent,

SUCh as an Inorgan|$hga§QVeL% o%X%QQEQegne%L%%h%Lq§tQL the compounds
of the formula I mentioned in the examples, or to salts
‘thereof, in particular pharmaceut1caLLy acceptable, non-
toxic acid addition salts thereof.
20 _ The new compounds of the_formutafl are prepared in
a manner which is in jtself known. They can be obtained,
for example, by reactihg'a compound of the formula

X,

Af—CH — CH,—Z, (11

"with a compound of the formula
OH .

' — AK—IO). - | | (IID)
25_ 2,— Alk— (0}, CONH, |

wherein one of the groups Z4 and Z, represents a reactive
‘esterified hydroxyl group and the other represents the pri-
mary-amino-géoup,.ahd Xq denotes hydroxyl, or wherein Xq and
Z4q together denote the epoxy group and Z, represents the pri-
30 mary amino group, and Ar, Alk and n have the above meaning,



carbon3te or hydroxide or an alkaline earth netal carbonate or hydroxide, (g%;
or an orqanlc basi ¢ agent, such as an al kali 25 met al | ower al kanol at e,
an® or an excess of the ba5|c reac- tant, and usually in the presence of a
sol vent or mxture of solvents, and, if necessary, with cooling or heating,.
for exanple within a tenperature range 9ren1about -200C to about [err], in

an_epen or L8P $3S8Ls ?Fglorb%ncgnv nggsrégultqr§D$Pg rgopgghnd

~exanple in an ?ﬁbspﬁere of nft materi a roula |
or Il are kmbmnaosaéanODeaprepaiédngnsalﬁannép whifcrej sompounde| ANEYoWN.

‘Thus a conpagnd1ﬁfdsyer£ernybaaﬁatkh&hsrebeuhxdhgxmhxgoeupwahgshe$ay be
present can r ot ect ed y nmeans of r ot ect - gl’ ou f or exarrpl

one of the beﬁthﬂeééPWBéa Bél6ﬁF°é&ﬁ"BeahéFé@éﬁd&@ef?P FéaebQ“Fﬁe‘ts
_FrledeI5CIa5§§1geaggd on a carbon atom of. the radical Ar by nmeans of a

hal ogenoacet yl for QrQagety chi o, |de i_.n the
presence of a SU|taﬁlEeEéﬁﬂgeaSFaer?SPe §§%§F8*§|uﬁfﬁFﬁ éhP5r "Safd t he
car bonyl grbu¢ronytherAuphuhmghnbasebybncespemnd1eHubyobtammabbea@aﬂpbe

reduced to EPeﬂSﬁEPEG?LrgéoggroﬁgeaﬁéﬁgBhﬁ ac1F SLRA BB, Wil ogehui tabl e

hydri de reduci | ogen can be converted into
t he prlnaryhahfdg gpmdp FerPPPtﬁeﬂléXahwﬂéobyLPFé&bnﬁMﬂ’ﬂPFHNaﬁnﬂﬁlaY6F1a

suitabjg depiyat b¥ed] heregliL favel G%1B§X8IFETah)é|t$BﬂbeUr@I§hﬁQ, a®Rd, in
deconposition of the resulting co eral acid, or

nd w di |
by react|onpﬂffh°ﬁh35IRaFtrﬁﬂ aPrg PﬂcoﬁuﬁﬁPﬁéF acﬁFdes&ﬁi &8 8% 4115t the
resul ting hbﬁhtmalbﬁ\deomaanUldeBaﬁcexaﬁﬁlefby wnanaL@fmhydmaesmefon1c

Start t I la, Ll wh

denot e spoxbetin BenobbiiRbEnTYah Erats: 8t B, oF, 4 pERRgPReb BTN | e
15 fornuLacid,mhederapresehtéspc)maepdes@nﬂsghydrdnyleanapﬂ@rmPlPmeev
sents ?SreaBFbvgngngrHBH?qehyPFO kng9TBxyfQBnkgﬁrQQEGthhﬂ%HQ% Q'r

met hanesul fonyl'oxy, by neans”o a I né reagents or “exanmple a n1xture of
dilute sodlanpﬂyﬁﬂedebS§GFHFF6ﬁraﬁeftéﬁﬁ&ﬁ&@yW&ﬁﬁﬂﬁﬁ&&ﬁ@ﬁVdP#@eqrn g

~ suitable sohgeppl ﬁgﬁyzguLfgxgngkg _nethylene chloride. Starting naterlals
of the for- F can tai ned, f.or exanp Ie by reactln% J* XY~

sal i cyl ani de mnth aTBFhapaﬁénBSPﬁﬁﬂénchré§56ﬁ6|n@”F ifp@ man

is in itself known, being carried out, particularly if a

iO- starting material containing a reactive esterified hydroxyl
group is used, advantageously in the presence of_a basic
agent, such as an inorganic base, for example an alkali metal
carbonate or hydroxide or an alkaline earth mefal carbonate
or hydroxide, or an organic basic agent, such as an alkalj

25 metal lower alkanolate, and/or an excess of the basic reac-
tant, and usually in the presence of a solvent or mixture
of solvents, and, if necessary, with cooling or heating, for
example within a temperature range from about -20°C to about
+150°C, in an open or'closed vessel and/or in an inert gas

30 atmosphere, for example in an atmosphere of nitrogen.

Starting materials of the formula II or III are known

or can be prepared in a manner which ﬁs in itself known,
Thus & compound of the formula Ar=H wherein hydroxyl groups'
which may be present can be pfotected"by means of a protect-

35 .ive group, for example one of the groups deéchibed below,
can be haLogenoadetyLated'by the FriédeL—Crafts method on
'a carbon atom of the radical Ar by means of a halogenoacetyl



meani ng of Alk, for exanple a chlorobronoal kane or dibrono- al kane, in the(%%)
presence of an al kal i ne condensati on agent, 25 such as an al kali netal
‘cahonate. These reactions are car- ried out in a cust omary manner,

protective groups attached to the hydroxyl groups being split off at t he

same time or as described bel ow. The eonpoends of the fornula I.can al so be
pngpared 30 rocess

- whéreéin [er?TLhégitEB”nﬁéﬁpﬁéethXPr8F°8§Kotg@qusggfc F EE%WE¥L§ek%rr]

substitut edobyalsoitabgeolpsishaclidgarfole exompdet @duminium] chliogiige,

-hydr oxyl n h tenh (o]r [~Ta PN} sdRtetl/itl 3mb oRAldC R haan
be replaceég g hgrga§ﬁ°ﬁggdg§§n?eepe§g%tgehggrgagn o ; bo and/or X4

and X5 toge?hgﬁ‘Géhéﬁeca"dpﬁaréﬁﬂ°F&dF€a¢ ﬁhﬁéﬁbdﬁﬁlbérP€BVa2€J 5y 2R

hydroges atpgystr8atmeHlj G§thta Ebetabmulagdkhab a@dheaa@ agenafs t He
radi cals X2, X3 and X4 otheg t han
1

hyd ar, at .l e er.r]. denotes a
radical Ar GRFERSPe §uB§?PFGPe by 2P BF f° FS 5§dwﬂpéﬁ 33 % ®fVerted
into hydroxgminorgabupeast xaraadaMBLEOQetheeatoenx4wan@ B mongeat foar

represent A diugtgplel A1 0 e tlEchnileo CABR WPIASST Y R JRATAARe,
atoms, or if Bheré oups [ |ﬁ F err
[err]togethend dﬁFenpaﬁétGPnePftﬁgﬁ RPGM GéﬁQaF@mPGHP @dtﬁy H%@FGQ@H“'

and/ orqgubstiralt deed, hx¢rayyheahesentuh&haamaéumau1[®@&htl%aqqnw&rmmdmsou
free hydroxyl , and, i desi red, g addltlonal pro ezs stang 15 are
carried out imtAe FBHD§&F56F°Ph8 gF GpE eyl trpao =R tha Liside  coproyndher -

or X4 and Xgorogrbhpile bspeahnisvelfy hydrdzdihet.he sh;admrr@xyﬂamrhsatUst wefnt

resent in a,radical ff, db f I
Byarolysi . ehpesnERyLas Ia, Wherainogq agth Fno togp ehs T atneyss <rRie cdh,

i ncl udi ng hpedr ogendhydis foh pammpdelablyy cysiltisiing raeronalsiua dyroduphes - and X4
and al $¢ hyfﬁpﬁﬁkapE?t99E¥¥anﬁou9§1cﬁ 3 ep3isedle A%%Jﬁ%ﬂ?ﬂ'@#& ﬂ|3+éy}

[err]-afyl-Lower al group can be renoved by hydrogenol ysi such
as an opti osghty 9ub$§$$uwede§iﬁéhfﬂe@5hyd§WémW-ﬂﬂﬂMﬂv JPWyHﬂéﬂance

1-phenyl -10 moahkxl oF" AYR hURRSRILE oRYDLiyL,UBY Sre BN 010 W 18 i e richiy @)Y |
ol ety. Canfor example a m1xture of dilute sodium hydroxide solution
_ and tetrabutylammon1um chloride in a suitable solvent, for
20 example.methyLenefchloride. Starting materials of the for-
mula III can be obtained, for example, by reacting a hydroxy-
saLicyLaMide with a dihalogenocalkane corresponding to the
meaning of Alk, for example a chlorobromoalkane or dibromo-
alkane, in the presence of an alkaline condensation agent,
25.  such as an alkali metal carbonate. These reactions are car-
ried out in a customary manner, protective groups attached
to the hydroxyl groups befng split off at the same time or
as described below. _
The compounds'of3the formula I can also be prepared

30 by a process in which, in a compound qf the formula
O—Xc

OX, X | _ : _ _ (IV)_

wherein Ary has the meaning of Ar or denotes a radical Ar
which is substituted by 1 or 2 groups which can be converted



exanp!é, | ower al kyl, such as nethyl, or |ower al koxy, such as nethoxy, and .,
'|sd§[|nanily benzyl. A group X3, and espec- ially X2 and X4, and al so g
hyd¥ oxyl protective groups in a radi-- 30 cal [err], can also represent a

radi cal which can be renoved by ‘sol vol ysis, such as hydrolysis or

acidol ysis, and al so by reduction, inelutliag hydrogenolysis, in particular

~anf_appro- priate acyl_ radigal, h th | radical, of i
carboxyl i c HFe MYaroRr b ke | Xaendi RanBGrT YARRTESTAALPYPR 9E 4 gkBg oy
such as benzoityemndwiai sb tae beyrephaced| bpf hadhaténesasd ¥§ capbesedts
acid, such ﬁ§?¢9&@ﬁ,a$k0% @ﬁ@0ﬂy'an&9§re% "phe ﬁgtbeéxeﬁeboexhote a

n - 12 - ¢arbon 2-h

c
‘et hoxycar bo or tert.-butoxy- ( y - hal ogeno- | ower
al koxycar bothyyalent eadipab 2%2?2*°?Fi€ﬁlBFBéPHBQyE&rBBﬁyF93F°9e" atonms,

- 2-i odoes hoxygwy beayte OREI PRAVEYoSHREEI hut edadtpBABY bl @wRr rabkexysakrbonyl,
for exanple benzgl- oxycar | met hox r bony or

onyl. or diphen C I
ar oyl met hox¥zafndsX4 b n?F,efthﬁRaﬂﬁ$B°B§Bna8§lBiyiﬁPB ndf1 4RB°5FE02%an
opti on- aIIyaﬁﬂbst:Autedi%hpmhyphbaoﬁthOHBrbalkybrg?ogpoupsmhhdhhsmbn
stituents, pripari int e iety, .ba , [
gi ven above?eaﬁﬁn%ﬁﬁta?sbnfgggéggﬁfggfi%ﬁr?PyY??Fgg??eﬁﬁgpkg gBEEtHEiQIHQI
‘renmovabl e radi¥gl anhdrXedtpoehbey, byeperspning pévaleatdredixalambigbrr] is

primarqdy a;ghoplp M@ﬁtbcsaanetﬁenﬁyeﬂoFMnhx@aas,gePOkushssa%HCEha$eof,
optionally substituted 1-phenyl-Iower alkylidene, wherein sub Ll%uents,
especi al |y thetaeoppenye,nbsed9d Yan BE, XioPnexAmptageroter Hﬁﬂ§ 3rel ower
alkogyb 15 ?tW?d gﬁaﬁphaaka?bﬁnfvéiﬁegearaaqbala9dgagua? whid¢brcanble ire-
nove y solvolysjs, in particular, hydrolysis uch.,as | ower  al kylidene,
for exampl o ety hEfEory U B6RFER5I fHeRcr 28 c 1l RianiF. FORNE 4R INGEne | n
whi ch the pheeyl hydrekylsaong)i dfi- dakliyedybshet adddthpnhdwerogeksl stagels as
nmet hyl Sor_%ﬁgegagp%edakhggy, such as net hoxy, and especially benzylidene
or cyclo- arkylrdene, "for éexanpl e cycl opentylidene or cyclohexylidene.
Starting materials Whechesamabeofistlei arenesf ¥pm ¥g Qalga areXgsafd X3
primrily !Poébehéprnbpfnghndaﬁg!Ebg@tﬁakysreée@cexaemye SRl S FWithe hyd-
m neral acids” and afso_mﬁ h organi c 25 acids. Radicalsg [err], X3 %ndfor
X4 whi ch caﬁObéLr%HB§Eatb9“t present in a radical Arq, 1s effected by

means of solvolysis, such as hydrolysis, alcoholysis or acid=

20 olysis, or by'means-of'reduction;-including hydrogenolysis.

A particularly suitable removable group X3 and X4 and
also hydroxyl protective groups in a radical Arq is primar=-
ily an °<-aryL-Louer alkyl group which can be removed by
hydrogenolysis, such'as an optionally substituted 1-poly=-

25 phenyl=lower alkyl or 1-phenyl-louér alkyl group wherein
substituents, particularly in the phenyl moiety, can be, for
example, lLower alkyl, such as methyl, or lower alkoxy, such
as methoxy, and is primarily benzyl. A group X3, and espec-
jally X, and X4, and also hydﬁokyl'protéctive groups in a radi-

30 cal Arq, can also represent a radical wh{ch can be removed by
solvolysis, such as hydrolysis or acidolysis, and also by
reduction, including hydrogenolysis, in particular an appro-
priate acyl radical, such as the acyl radical of an organic
carboxylic acid, for example Louer-atkanoyt, such as acétyl,

35 or aroyf, such as benzoyl, and also the'écyl radical of a
half-ester of carbonic acid, such as Llower alkoxycarbonyl,
for example methoxycarbonyl, ethoxycarbonyl or tert.-butoxy-



hydrod’enol ysis, in particular optionally substituted 1-phenyl- |ower alkyl @
groyps, @and also suitable acyl groups, such as optionally substituted ' '
1-Phenyl-- | ower al koxycarbonyl, and 30 also optionally substituted

1- phenyl -1 ower  al kyl i dene groups which are jointly formed by the groups X2
and X3 and X4 and X5, and al so hydroxyl1%rotective groups of this type pre-

sept in a radiaal, [ ebila: e [ ey R W Al i FYa
activated ﬁ??grb %Sjgnl' orhael%?r%p e lvﬂq{gﬁ‘ ﬁaq.(ﬁ@(’)x ec:]ae,g,té 3 ;'nwet#; égfée@e'_'néceé:%'% '

ni ckel cat &injsthLog@et hoxyratdpenylcian 2o deeihafdr b o makionat el yst .

_(EOUpsl[Crghb%deQ?ehEﬂFhMﬂd¥11¥5%%¥3d&ﬁ&%?¥$¢bbnyt; ﬁﬁ}-ﬁﬂaﬁhwé?ﬁgﬁhy%UCh
‘as acyl radicals. of qrgani arbagxylic acids, r exanpl e | ower al kanoylL,

and hal f - eQFEEETEPNLd Binidd PRANY URed XY EATIEL 1Yohser® ol VKBS TN S8 el

. al so, Bbor bvaytle, fotrr iexampler adhienal cy,l caryt d rdbaary gl land ddrsm, aln pdpetniydnd ower
al kyl - 5 iilden 8 I i | C e J.ol.nt!ly, f J he
_ radiycaLs x3 Lgﬁdes)@s&ﬁﬁ‘ggingﬁg%&%ﬁ%q:ﬂ% h{/l rolxﬁpdp%t%nctﬁ/{é@gr%ﬁbps of
this type gtédseentisn Rriggirddly [idv rihecahenydpaidiaty ohavrs rurex afp bach
radi cal's, R el FEAWIH g0V ilvierAldBRIVie Wdrnl VP a WS e A by HoSidriLy

conditions, for 10 exanple in the presence of a mneral acid, such as
hydr o- chl &Fii¢Ydr sulfuric acid, or of an alkali metal hydr oxi de or

carbon8te or an al alriemvedrlten mutiad a Uyl rane dlej ovn 3 hquatt% 4Hd HAdVor
such as isggropyl m ne. Radical,s X2, X3 and/.or, X4 nd/ or

I X dr gx ot ec-
15 tive §kodPs X8 45 BRI EATIAYL @ @hoMP MH ek ¢ ed‘W%eé gb-’ycﬂ’&g’i'%'
are, in pageinollyaris,ceuchi rasamplt i ldal s udf's thistl i t-e e Stt-grtee rof Lclaozomi ¢ aci d,
such as, faqr le, tart.-lo R b r_«OR} i ituted
ai phenyl meesTi TR et S tHSURTY DU e Yy O ALRAY S & 50
these can Beiedipy&@nbype,r datmenang ey siaweblal kil amy lawgr alikoxwar boxyl i c
aci dsqssuch nas elspwes a3c|L‘9§'E%Q§rﬂ9>®éIn'ep, ]?alquogsq WY Graips | f“'&ﬂ?&%ry be re~

substituted by hal ogen, “in particul ar. rine, primarjily trifluoroacetic

Cacid (if n80¥&Saby iSP WMed ViFridveride RAT tiFUl@n ] iRY Yol  SuiltrAsastower
ani sol e), angtyl%dendl,SFoM telx FmpUE Gnert®iyd. e AW rC &l so P p y3i il ,0ro X4, - and/ or
hydroxyl p%%%%%l-touer alkylidene in which the phenyl moiety is option=
. ally substituted by lLower alkyl, such as methyl, or Llower
20 aLkoxy, such as'methoxy, and especially benzylidene or cyclo=-
alkylidene, for example cyclopentylidene or cyclohexylidene.
Starting materials which can be used in the form of
salts are used primarily in the form of acid addition salts,
for example salts with mineral acids'and also with organic
. 25 acids. ' |
Radicals X, X3 and/or X4 which can be removed by
hydrogenolysis,.in particular optionally substituted 1-phenyl~-
lower alkyl groups, and aLso_suitable acyl groups, such as
optionally substituted 1-phenyl=Llower aLkoxycarbonyL, and
30 also optionally substituted 1-phenyl-lower alkylidene groups
which are jointly formed by the groups X, and X3 and X, and
X5, and also hydroxyl protective groups of this type pre-
sent in a radical Arq, can be removed by treatment with
catalytically activated hydrogen, for example with hydrogen
35 in the bresence of a nickel catalyst, such as ‘Raney nickel,
or a suitable-nobie metal catalyst.
Groups X5, X3 and/or X; which can be removed by



. e . . . . C .
tive groups in a-radical Arl, which can be renoved by reduc- tion are also '
undﬁr.stood to mean groups which are renoved by treatnment with a chem cal
redlcing agent (in particular a 30 reduci ng netal or a reduci ng netal
conpound). Such radicals are, in particular, 2-halogeno-I|ower _

al koxycar bonyl or aryl- nethoxycarbonyl, which can be renoved, for exanple,’
by\treat- ment with a reduci ng heavy ﬁ%tlﬁ, such as zinc, or mnth a

-rﬁdum ng hﬁ?\%l‘&&ﬂlﬁ‘l §ﬁ|§tut§[iﬁbﬁi§" aﬁSyLi':l rCJHQ{BLHTHH Iar§a+{? é@fb&ﬁyuexamg
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“carboxylic afgl o, € XM St 47 i %ﬁ% ‘Hyldr %%%t'?g{gc?%lte ﬁa?ae?g“” aqid.
Protective g‘rwurrstaimlaazﬁmimro de:rmg/drtgcnmb,s armdchlsaaﬁ Pt | onahp Ve present -
in a radical er r sgﬁng t €, Ko | be
removed and JL I'gdcde Lyse'hy o-Lﬁ'e%lpby rﬁoegﬁieo Lemn‘%?)ﬂg-gg&a%\gcgp )99.0

groups &f tﬁ|d§ftey|m§' B:YClbﬁH@lr\edﬂw%anwnheﬂtmhs@%fmmtbxot@'sfsed by

descri bed, %H@'ra&ﬁ!’@.@% éM Wfté}?é/cgrr%,gsan@rx Ubﬁﬂ“@@J}yh}J‘r@xyL
separate process ste {)(gr above teactions are usub]ly carrjed out “im t he

presence of PLEAVEHe ATURT &E Hhig FPe iRTEE M HT sH mdicap Arg s"ri)'l‘e
for suitabl eierp&aatﬁrg on OttfeJnﬁum asf ta\ech atdicals § h@e saémo%dmby and are

carried out q.ls "}l!tté’lr Ctﬂ%er |J1g1é)rmheba£%p oarppl e |n an
e an /— ?

open or cl ose(f Vess ner
~exanpl d0ni t rexcpnp L eTHien stthear tnnﬁ}emaeerqials mfnelhaal fa)c'ncw asdeh casl !b)edvodu- 15

tained in aJ@AYE V&ﬂ‘ Lﬁ;ﬂﬂ'ééfé%a:%g‘gam Oréﬂ@i%%ﬁf%}’&’#@% { the

formul a [err] mnth hal ogenoacety exanpl e or‘oacety
chloride, i®h rrearrh%aetrfteofbfara %khqhnammamw me gt Ny d e x Banpr ecarkonatem

chloride, by ha Rriede) - tas pqrg;zp@s&p U ffHied NY the carbonyl group in the
20 [err]-hal ogenoaiﬂe\%altcorrpound t dufgq obt ai ned obt ai ned in anot her,

cust omary manner, tc& S2arts i odfﬁ'f?ﬂd n‘b’f FRXY et o
sodi um1isor ohyidre @-oumﬂ 1rreemtnanigi dadie Krer s.tﬂiamgcmrummchwm B ¢ e of

the fornul ago[ r.ein X has the neanj n)gllnd catp pdhaXfff_or X4

;sz are Pt1 rtain ac 1ca
and X5 to- lt er are’ot’h 1 'ogeen

esters of carbon1c ac1d, such as, for example, tert.-lower
alkoxycarbonyl or optionally substituted diphenylmethoxy=
carbonyl radicals, and also tert.-lower alkyl radicals;

- 20 these can be removed by treatment with suitable strong orga-
ni¢c carboxylic acids, such. as Llower alkanecarboxylic acids
which are optionally substituted by halogen, in particular
fluorine, primarily trifluorocacetic acid (if necessary in
the presence of an activating agent, such as anisole), and

25 also with formic acid..
Radicals Xy, X3 and/or X;, and/or hydroxyl protec-
tive groups in a radical Arq., which can be removed by reduc-
. tion are also understood to mean . groups which are removed by
treatment with a chemical reducing agent (in particular a
30 reducing metal or a reducing metal compound). Such radicals
are, 1in particular, 2-halogeno-Lower'alkoxycarbonyl or aryl-
methoxycarbonyl, which can be removed, for example, by treat-
ment With a reducing heavy metaL, such as z1nc, or with a
- reducing heavy metal salt, such as a chrom1um-(II) salt, for
'35 examp[eichromium chloride or acetate, usually in the presence
' of an organic carboxylic acid, such as formic acid or acetic

acid, and water,



It is 5Iso possi bl e, for exanple, to reduce, by nmeans of a borohydride, for . /[,
i ngt ance ,sodi um bor ohydri de, the Schiff's base formed by reacting a G
conpound of the fornula [err] - 15 - with a carbonyL conpound of the
formula [err] wherein R denotes an aIkyI radical corresponding to the
aLkyl - -ene radical Ak and containing a &arbonyl grouping which is 5 :
segarated oo ¢ el v ygeou pé oat dach be pbehyldroaglcakrotysawhierstrene carbon
atom - and t oget h te.on rotective roups

i ndi cat ed, )% P{oﬂfi %eg£g55€5nggo% F%d?gggng ?99F$% ngdgét?gﬁ 85 YBPso
be effect edntwcmm ebo‘aetvhacbdcmdbegeﬁmoneﬂhenpreseheeedf ba hydrogen-

ation by Sheah &' o ?X@HP|ﬁe@h@&@tHQHH¥@Be9ha??@&bsca¥akM$E t&gebonyl
conpounds o the formula (lvc) can, in turn ai ned customary -

manner by rR&t9 ngEme LeHpbunt %fc?%es?o?ﬁthe[éF?fei§ degrfhbgdeoRpBUAT of

t he forrrul atﬂ'lé‘lﬁlusUV@')tNmﬁfﬁiéﬁ grbaps) herabousegeant g, iangd geparreend
(lve) represent exanple a hal ogenoket one, for exanplLe chl oroacet one.
The. nem/codbd%%%% cﬁ %t fornula | can also be ob- tained by a procedure in
which, in a conpounﬂhefab@eefoeﬂutaoﬁera}emheualhyxears1adreducéabtbegroup :

of the fO”B‘#é‘?erfférJfoé L&(VénP 0P QéPVPnéeHlt&}/S I1‘c”b¥"‘ﬂh8h g‘L 2POST

represents the | 1 dene radi cal
and [¥r] C%T?E%pﬁﬁﬁss?btﬁbFadrE&Fta"ts 1o funfk1an|eh khe baskeshakt ened

by a met hylene Qmélptﬁﬁéﬁcmai dPet b8rPiLH08ED, a#@ﬁhe@séspfesemﬁ thgrexo
or thioxo radi- resents drogeh or a raglca can be

%b X8 reF h¥
re- placed W8 mYfar ﬁ%ﬁ’ﬁ%def° heXeBRhet 1 Bndns BPePher eipsefoMespel and/-

or in an atmosphere of an inert gas, for example nitrogen.
The starting materials of the formule lv can be ob-

15 tained in a manner which is in itself known by reacting a
compound of the formula Arq=H with a halogenoacetyl halide,
for example chloroacetyL chloride, in the presence of a suit-
able Lewis acid, for example aluminium chloride, by the '
Friedel=Crafts process, reducing the carbonyl group in the

20 ..Ar1-hatogenoacetyL compound thus obtained,'or obtained in
another, customary manner, to give the carbinol group, for
example by means of sodium borohydride, and reacting the re-~
sulting compound with an amine of the formula

Q—X,

HN— Alk — (O}, CONH—X; (Iva)
X, |
25 - wherein X3 has the meaning indicated and X4 or X4 and Xg to-

gether are other than hydrogen.

It is also possible, for example, to reduce, by means
of a borohydride, for instance sodium borohydride, the Schiff's
base formed by reacting a compound of the formula"

Aﬁ—CH-— CHz _NH2 .
30 | - X, (Ivb)



-~

X6 and/’or Y, and Y represents a radi cal of the formula -CO 5 (Vf) or [erf].
in which [err] has the neani ng i ndi cated above, Ar2 corresponds to a
radfcal Ar, but, if appropriate, carries, instead of one or two hydroxyl
groups, one or two groups OX8 in which X8 has' t he meani ng i ndi cated above,
and n denotes zero or 1, X6 being in a I1cases a reduceable 10 group Va
towd and/ O i ¥hbai kg r@o‘?@rle@Hpogxrn%UbeVfthet Ro¥/M&se group(s) is/are
reduced and, in the sanmeoperation, :the groups [err] other .than hydrogen:
~are repl aced by hydrogen and, if desired, the @j_d,rtr onal process ‘stages are
carried out. A group X8 whi ch can be renoved b hydrogenol ysis is 15
primarily an [err](-aryl-lower alk roupg—sych as an option- al
substituted 1-phenyl-|ower ‘alkyl di/ou‘g’ @> cene -ean be substi(%iuecr%ts,
~for exanple | ower al koxy, such as meth- oX\=ANnd is very particularly.
‘benzyl. Protective groups attached to the optionally substi- -20 tut ed
hydroxyl groups ... (sic) the radical Ar2 correspond to those nentioned
above for x8h&mg ino Rt Hengtesp @ nwidilkty lc 819 P ale pree spanding doedhey alkyl-

hydrogen by efeansa dafealtha Uketah@d s oG e a s.tmcgryqurg&mﬂ@ neyMedi § N
t he cougse of the Rr0 ess descri bed si Itaneorg‘sly ot qaclgps or
sub- 25° sE§RARALETY é:g'zfr 950 s°§' KeFhesp zi‘ret'\y "ecﬁ @t the
formula V cchre1azs|tn|omg a:ag'rb@tmp atomyf atrhbxfordml)q \dnd Xy admiﬂwrstddrrbﬁé”le

i someri ¢ for Fg { o f' 'trﬂg %@%&%Wﬁeo“ rtor&%(?f caat[eeifr]to?’%wem%ree'c% eorJrJd

corresponds he oxYy- dnit en omare
attached tootfhéhSarfef‘@arlborIVat or‘ﬁheArreaIWan |°d?ehea ole Nﬂ<fleq189d foor
exanpl e, MehRRLAR of aﬂclwtarte%cwywo@dd %ﬂ%élpq)esef.\m L% 3y d e

gr oup 5err] rep- resents for exanple, nethylene, ne or

1- met hyPet hytiong&ad a Ly » SascEXamedre t%@%ﬂ?‘ﬁbﬁbr?’ba‘r‘lﬁfﬁ%utﬂ%addrﬁfﬂ n>5

starting materl al s Qfaribfaesnyorcmﬂp%u\{deorufaltmenqorarﬁ;L>s6 (18 QF Qih Va dreush,
while Ar2, %%&'8 and .n have the mneani I’}% n |- cated, under for mul (or
t

in the |sonré?re| APEEndL & °t“|~?é°f'“8r"r¥u|"%? Saffe L A b°o°H"9ﬂ‘{"r‘€9°ef
bond) to gi thea foirmuda

(Ivd)

15 with a compound of the formula R-Hal (Ive) wherein R has the
_.above meaning, and a compound (Ive) represents, for example,
a halogenoketone, for example chloroacetone.
The new compounds of the formula I can also be ob-
tained by a procedure in which, in a compound of the formula

. 0‘— X,

20 | A=Y Xe—(O), ' o )

wherein X4 is a reduceable group of the formulae
. =CH=N=Alk=(Va) or =CHp=N=Alkq=(Vb) or =C(=X7)=N(Xg)=Alk=(Vc)
or -CHZ-N(Xs)-C(=x7)-ALk2-(Vd)'or a group ¥CH24N(X8)-ALk-
(Vve), in which Alkq represents the alkyl-ylidene radical cor-
25 responding to a radical Alk and Alk, corresponds to a radical



gen-catbon singlLe bond can be effected in a manner which is 10 I'n |tself
knomn for exanple by treatment wth catalytically activated hydr ogen, suc
as‘hydrogen in the presence of a suitable hydrogenation catalyst, for

exanpl e a nickel, plat- inumor palladiumcatalyst, in the course of which
groups X8 whi ch can be renmoved by hydrogeénel ysis are at the sarre 15 time

d and I h t.h t t
bl o hot FoLRTER, B o b a580E o heltBan SoRkRD LhBe B RO AT Rale Y 5
exanpl e sodtonther nhydogede. akomal K-Ccasesezendshdhg omadlocralthvoxpf r‘pldesent
Is also re- chsﬁdtgﬁgkxﬁrkgspmﬁ houKEELRYLENS radical ah ihe c3amBet irge 20

as the. group Va reduci ng agents are used, it |s also
possi bl e foplaegt budhrdregen éaﬂbﬁxﬁhﬂc°8@Fd§‘°§&cﬁ°&sthPoFeQ%éﬁﬂP@

acetic acidy wWhhghogre, akhacheﬁebﬁ?e@émanawalaa cl@n.e%entthlen floh@uflar mcok
radi cal s X8 gndto e feno g 9 zr‘rﬁ per.ati gn. '1[.

" reducti®n ofV fhe°6ar5559¥85 yg Y‘Pn &Nt ﬁghﬁétéﬁlaW§aGP"9hé"&éﬁ

formula V ceababplng acgrouppVbdaStbha radiicall A6, wbe1ﬁemmPP°X81aﬂ¢,n

have -t he neanin |nd - d under. the . .farnul c eff [ the
manner i ndi Eaf'égeabovgs ? ﬁe gedﬁ'gt |t6'(r%’ 0 d?ﬁ\e(yl ?}OQ' e an 3& tg‘
it is agai ngpospsbP¥gfdn. ubnn@sﬂgnb@ﬁgtm&dMGamg"281m@15@tﬂén@®QHQbya"d

hydrogenol ygi gehBtelde 263" %@ qf, R??p b%qtn%l W G Y Fa naat 'r%r&uc'é\é‘iﬂ'ede

r educi na agents, such as, for éxa |um roh ride or dlﬁg' are
particliPari greupt ¥BI &of ¥d pRE/es ¥ P@dlﬁ‘@t iBo1f age o @lfr?d’é’ (i} €a Vv

cont ai ni ng grguamsaoﬁ sVlafPef Pleidiulca dVand, \:\’da atmda tsmuecwaﬁrtatdnm,amﬁeylmaps
Ar2, Y and ﬁh ar hyﬁed under the f
¥

QB By pyd NS, el
of a car bon§B 8865 ¥, a"f ro9gno @i L% @é’@ Yaly a{'l°§5"t D r'erFD

radi cal s X8thef addyilt 1badllceplr$sccefssczsrtta@e}sl |acr'eamad's‘1sucduias, for exarrpl e,
acetic acid, attach Xyge Kk pl.ac ' :
reduction of a groug QE%U% g "héﬁ%tﬁgnot% iy Jﬂpééa ;%2 Qﬁ
linmiting therdmeumritlyofanr edirairyd ~dpanetr e@rkli)fd-y mttpablsélcdh(ﬂ?cé'bfwc”n‘é“'

reduct i on Gfgrefit,t 5983t kdRle d AL pNeWIRIIGAIdY d IKHE AP W it FHie | S not
reduce
can be subst1tuents, for example Lower alkoxy, such as meth-

oxy, and is very particularly benzyl.
_ Protective groups attached to the optionally substi-
. 20 tuted hydroxyl groups ... (sic) the radical Arp correspond
to those mentioned above for Xg and to the groups which can.
'be removed and replaced by hydrogen by means of the methods
described, such groups being removed in the course of the
process described Simqltaneodsly with other groups or sub-
25 sequently in a separaté process step.
Starting materials of the formula V containing a
group X4 -of the formula Vb can also exist in the isomeric
form of ring tautomers of the formula

Ar,— CH CH: :
l | 0—X,
0 NH :
Alky < (O)a CONH, Wh)

30 wherein Alk3'correspondé to the meaning of Alkq and the oxy-
gen and nitrogen atom are attached to the same carbon atom.

An alkyl=ylidene group ALk1'ﬁs, for example, methine



ings o? the fornmul ae Ve and Vd wherein X7 denotes - in each 10 case a @
| X0 group are converted into the grouping of the formula [err] by
uctive desulLfurisation, for ex- anple by treatnment with a hydrogenati on
cat al yst, such as Raney nickel. The above reduction reactions are carried
out in a manner which is in itself knawjp usually in the presence 15  of
an_jnert solvent and, if necessary, with cooling or heat- ing, for exanple
wthin a teﬁﬁeﬁasﬁhélraﬁgéeﬂ@oﬁﬁaﬁautwhzd@camoag$ddﬂq§aqqswgww(hthzmpr- |

-closed vesspkseRdel, ﬁbesau@ﬁpa@q/a@thL%meqtm&mgham%dﬁ dﬂ1ﬂ4myﬂh¢yﬁih¢mu

. exanpl e nltl’ﬁ ge A starting material of the fornula V can

be prepared fn nanner which is in itself known, if appropriate in. situ,
that is to say undeflhieheedardiibinons ametmetpm@@myzah&umwduubLéﬂhundt1ns

possibl ¢ 10.3eebyhal §ade¢9MRRURY She! S RYUINA ARaH GY, Wd i a hal i de or

anhydri acet the 2 presence o Pewi's Hci en to
convert thegaeéPyNagpﬁquvnWPHéeréggbtNngxmnﬁmuhndﬂuwe'GMde@mn1mwo1mhb-

gl yoxyl - OYEaGEQUQndEW femmlaevaotrr eqhile Wslohed iUicloaofin¥sl St HeNd
agent, such_as sel eni um di oxi de. A I' oxyl .compound of this type or,, if

desired, a £arpdbPeVgeritVst |°\¥égtel’1‘e|°é6 onri tseaen r’i’§t"e§1r?cé°ar$’a\’§etaalmtd'é’n
then be reagbadcumbbnae1aguaebehdthenfa@nukaek&@m]1h0agmwan®rSMmﬁkmngs

produc of the. I contalnln g rou X6 of, th for | a
Va whe?e in ané%rgegle'lnt é‘Xf'Hé C8 bSAVI™PgPoly. 1:"eat"'se 2l é"q"|5'ossaitt§‘lLé’ei:t’d:aL y
hal ogenoaceeykavetadcbwgdoogenef sulth fasr imyidxo@ein) ini tthea praisegeroadetay L

hal i de, forsﬁ¥%HBk§ ﬁph?%@@@%EXBanlq L?%t b%ouh%xgw Qel Gidhde,TRIGL |
the 5 presence of a’sui _ um ni um’chl ori de,
to -give the1esmrespeﬁ&#ﬁe1Aﬂ2£éﬁpéwééoeﬂylt@@nwoyﬁﬁﬁdoft@hﬂ@@uaequn§

car bonyl| grQgpuhﬁchheahabegﬁ»@%@%ylbycm%%@@n%ttty%h%alsl re UK dameanot her
manner I,ve the carbi nal treatnent with a suitable hydr,ide

redu0|%§t20 ‘magéﬁF°V§HdaP8 Egﬁgéﬁfdtﬁé RA9E§8% "dt oA HMS tM8@ SFriioRar® ani no
group by trearpmeetd WuthwdrhDai 3udh ad Leuihlyallid edaveiduatiinge algeevtgofsuchucads as
hexanethyleggtgi&gq%n%Etaqdbggggnggﬁhguoqor example sodium borohydride,
| In all cases a carbonyl radical Y, if present, is also re-
duced to give the hydroxymethylene‘radical at the same time

20 as the gEoup Va or Vb, and, if hydride reducing agents are
used, it is also possible for acyl radicals of carboxylic
acids, such as, for example, acetic acid, which are attached
to oxygen to be present in the form of radicals Xg and to
be removed in the same operafion.

25 ' The reduction of the carbonyl group Y in starting
materials of the'géneraL formula V containing a group Ve as
the radical X4, while Ar3, Xg and n have the meaning indi-
cated under the formula V, can be effected in -the manner
indicated above for the reduction of the -groups Va and Vb,

30 and it is again possible fdr corresponding radicals Xg to be
removed by hydrogenolysis in the course of the catalytic

_ hydrogenat1on.
Hydr1de reducing agents, such as, for example, sodium -
borohydride or d1borane, are part1cularLy suitable for the

35 reduction of compounds-of the formula V-confaihing a group
of the formulé Ve or Vd and the conditions applying to Arsy,

Y and n which are defined under the formula V.



of the resulting reaction product with dilute acid, for ex- anple aqueous (&9
hydrochloric acid. By reacting the intermed- 15 iate product thus . - _
obt%i nabl e of the formula [err] with a carbonyl conpound of the formula
[err] it is possible to obtain starting materials of the fornula 20 Vv
containing a group X6 of the fornmula €Vipg. - A nDdification'of t hese
reactions consists |naaggrocedure i.n hal o-

e

i t . :
intermedi ate producl ApEpEdoAn8Tea thpaaa?oP’BEPnS Pé I ggéng§%$ﬁe
primary am 9 grespnby hhdabltreutth/ethemmvarhi,aastcad1|cslISEP§baC9(‘l ajgy L

- treatment mﬂ£91§a%?ag¥ CF§§Oﬁ¥kQ@B%cQE§y|gﬂkﬂeglfo?o$X§QBhSLQen%¥E%WEne or

a di-(1-ar r or eXa Benzyl am ne by the corres-
pondi ng 1- aayﬁdboaktaahk9lan1néyspnd|iekear?ﬂaFSWEF dhryspmeatiifg dcoup,

and thesresghb! PaaGeEReHNG Eogrbﬂﬁtﬁecﬁrtb@ CObhe%m@néhmardmha@;yka$bno
conpound IS reacted wt 0XO0 go ound t he fornula

t he redUC|nQU§6nEFtF6h§"' bY bamiting; faeppRONaS. °fTﬁ§dPédU@|ﬁ@ggéeﬁpdused
in this nodpfisuidbbee bﬁoﬁebnawlkﬁecabahy&nealkpn@d&n»a@gdthy&ragen f or

ex- anple h dro en i ence, of a.heay t al r tigon | yst
or a g?xturé”BF §u8ﬁTé§t§F83F cafipR* 3l i Pianﬁ \ n%ga?gﬁ gtdgndFQ%%pls
pl ati num catagysbf tUadébrmu¢hervacanngdonhedmnmomq dgm@dp§ A® whicdh can

~be renpyed QXstﬁr9ﬁ$ggbygkgupgseneéangk$ Q@nﬁxkog&ﬂgpﬁro%bqn@e%qVQ@e

carbo grou 'S re uce %lve he carbi nol group
and at the §anmutﬁnECHheNHrﬂﬁbgeh¥caﬁbyﬁtddGbNésyd griigatdonyg forqexsd to

give the cogpgRROBYI RYeBkhATRTEA! BORyrBglenatdnd. c@talyammownta als the
formul a erein n repre- gnts 1, are.in turn .qbtainable, Xa qple
arr1 etqﬁ oy

by reactlngka“GVhdeBQ} coﬁﬁﬁuﬁ oye {Raucsien feackdong Are &
halogenoalkanoaemeaﬁﬁeundxeh hbe1hoﬁnuhafR«Hamnaemsumnduednaummepmemgmcq(N

For | niBancetpab. 1B8Er APLAPBoNARE, o D5 Soradive Buch GFLIRE Y Hedtaent.
trlethylan1mﬂg, for example within a temperature range from about -20°%¢
' to about +150°Cc, and/or in a closed vessel under pressure
and/or in an atmosphere of an inert gas, for example nitro-
gen. : _
20 A starting material of_the formula V can be prepared
| in a manner which is in itseLf known, if appropriate in situ,
that is to say under the conditions of the process-describéd.
Thus it is possibte to acetylate a compound of the formula.
Arpo=H (Vi) with a halide or anhydride of acetic acid in the
25 presence of a Lewis acid and then to convert the acetyl
group in the resulting intermediate product into the glyoxyl-
oyl group, for exampLe by treatment with a suitable ox1d1s-
ing agent, such as selenium dioxide. A glyoxyl compound of
this type or, if desired, atsuitable derivative thereof, for
‘30 jnstance an acetal, can then be reacted with an amine of the
formula
| O——X,

HyN-— Alk—(0), — CONH, | (vj)

to give a starting product of the formula V. containing the



Startiﬁb materials of the fornula V containing a 20 group X6. of the
forgul ae Vc or Vd can be prepared in a man- ner in itself known, for
exanpl e by reacting a fornmyl. com pound of the formula Ar2-cHO (Vn) with
‘hydrogen cyani de and hydrol ysing, for exanple under acid conditions, the

~cyano group in the cyanohydrin internmedii@ e product thus obtai ned, 25  to.

gine the cagpouy! xgrghPene TRErALZa2yBY AhaXEIGEY! G eBEl geRQEalt(rﬂ%dc'athongl !

manner or via t nternedi ate stages
ester and | 90R¥Pal kYt &5t aksoj poshahleciet 8alnmencas esxilaseon Fh@ppynﬂula

(V) in. theoareheseasﬁuoﬁ avsi LabheaCﬁB@GBSﬂBbQ@t9ﬂeHEL1H@r P62 RKE NP Le
_carbo- HLIW\de cychoheﬁ | car.bodi i m upon ,a start-
f nft é

ing- naterla ?r?ﬁééFﬁr °V1h8nt fﬁéeaFéuﬁrigtSfmFﬁS°Forﬁﬂlé heve)
is obtdinedermenherubre sbytabaetLag1a aeﬁﬁpumdroéxbhpLanWuhan1um- 21 -
' parti cul STPOEDAeR £ 61y 8] B eo REb 0B RE B haL b R BARS e 2oRa o
the fornulaPGUﬂd(VGOCOQdaFﬁlhgethergpomb zeoup ﬂhetherhaKQQQVd)cetVﬂ is

al so pOSSIbé@mseuﬁepbee§1ﬁbslshknagnsr'@ntaﬁ?emarcnkﬂheaceEx' G9EPeyed

I ndi cat ed above ripary am no rou I nst ance” by action with
hexanethyleﬁ%f%l?%h1%§°“%nﬁyt regipen odnguikablephydrddewreduging

hal oget® COﬂ@@mﬂﬁ ofid 100 cbheeferﬁﬁbahQVbben h@oﬁ Sh@BtEHG ﬁﬁ%k?'aﬂﬂn%he
formula V t Us, 9 con Qup vd ,an

ai
wherein Y r pr%%en spfﬁ%t%ﬁPtoHy g?ﬁﬂg"’Ft°rs p8§§tBPL guréaaééve
si mul t aneoutheredd; swahphe byxanenbybénathydamdﬂe;edudlﬂgcagﬁbbnthan

particul ar 94bf“@nf98ﬁb?15§ ngxk gao 'nggt "1§H|§i égguggggl?%érgroup and

the aliphati ca g 16 gfv f8Fnul a
[err] The n@wb@mwmlg%hyﬂnech Pm‘uFaaF‘ldan BYsoebetdhg thenddtbymed-

reacting, viibe aFOIE: EhGOBBLRTnghLLNGY! PROVKE RELL] wherein AT3 has the

whi ¢
Afz—' CH— CHz —NH1 .

meani ng of Ar or represents a radica
groups whi ch can be con-

IS substituted by 1 or 2

OH (Vk)

with a carbonyl compound of the formula

0—X,

O== Alk,— (O} \—CONH, (VL)

it is possible to obtain starting materials of the formula

- 20 V containing a group X4 of the formula (Vb). A modification
of these .reactions consists in a procedure in which the halo-
gen atom in the intermediate product described above, instead
of being replaced by the primary amino group by'treatment
with ammonia etc., is replaced, by treatment with a 1=aryl-

25 Llower alkylamine, for examplé benzylamine, or a di=-{(1=aryl-

Louer'alkyl)-amine, for example dibenzylamine, by the corres-
ponding 1=aryl=Lower alkylamino or'di;(1-aryltlower alkyl)=-
aminO'group, and the resuLtihg compound, for instance the
corresponding dibenzylamino bompound, is reacted with the

30 oxo compound of the formula (VL) under the reducing conditions



S

verted®nto hydroxyl by ammonol ysis, and X9 denotes hydro- gen or a group
mhlcE can be renoved by amonol ysis, or a 25 reactive derivative of one
of Yhe carboxylic acids defined in fornmula VI, and at the sane tine

removi ng, and replacing by hydrogen, radicals X9 which nmay be present. -

.22 - Radicals X9 which can be renoved b?OhydroI ysis and, in particular, by
amgpnoLyS|s are acyl radicals of organi C carboxylic aC|ds for exanple

~araoyl, sucho#s tihenpmplce sar. Id\hser rae deaoriond | agearcth wsse daciet yﬂh'lﬁ modific=

.'Exarrples of tis\ AR f d fordmul a
- VI ‘are the ﬁéﬁ%&eg g&?#aarg the ctﬁllaiﬁg;egqopoﬁwo#n\&dﬁa qun%%‘aégg tche}‘ aéz))lr des
~and acid anfepe-ler ihyaroden gar tiheuirne sancal akial empumetal fixdrogepation
exanpl e, | 0wl AlykAN@GArD MK UT AW S u HICHE 5L y30ed ) Gsuh w@mmaﬂlﬂn

. acird, or. | ower al koxyal kanecar boxylic acids, such - oxyacetic
acid. Réact iopd sty and/es cﬂ‘alactﬁ' U GAR NG t ‘aré"“‘flerf' psd'fn%'l CURAF T UL Y

for exanpl e dagtions Wgrddpavg alhdanh ars besuodfmaasedmmamﬂrogaimm1s,

- isopropanol _and tert .,-butanol, r
" exanpl e benfP’ a?lxcac')"p"l%u" q’hc}leﬂmqﬁ’ i’ Op |on A@] i J,P

al kyl', for ah-ichnplay rbet Ipriesent. Im\me@mwomﬁvaax@hﬂ)l@rrmrm yer#p phen-
~ol's which arg PRY Qi U a4 %@ynwweﬁémlamw bdd pxapple by
; halogen for i nstance ﬂﬁ ogen, such as orine, |ower alko
instand® 4- ldwged Hik@dve filh crr responding MHl&rogenitab ?‘%Qn‘??
- such as, for instangse %&IH&IM‘%D'W& f@ﬁﬁwwpfwmluhéréﬁﬁrmpi‘wﬂé-or
- 2,4-di - n|trophenol and al so mﬁtqyﬁyc q!kanpls such, as, for st ance,
" cycl opent andiendrS dyc e dhdiv riuf §4 SHordt a'fﬁ't%‘t breeas?ﬁ) 1%t uted
. by lower al kyldiHydrcarngympomidydt e fdiwukzaction is carried out in a
. manner which is in itself known, usually in the presence of an inert
. solvent, for ex- anple within a tenperature r@ng? fromabout -10 to +500C
~and in a closed vessel. The starting materiafs of the formula VI can be
. pre- 30 pared in a manner which is &S f known by bromi nating¢gm)
-conpound of the formula Ar3-COCH3, redu «@ o€ORMANpl e by neans of
- di borane, the carbonyl group in the Ar3-hakegeno-

15 with.a halogenoalkanone compound of the formula R=Hal men=
tioned above (lLve), for example chloroacetone, in the pre=
sence of an alkaline condensation agent,'for instance pot= "
assium. carbonate, or an organic base, such_as'triethylamine.

Starting materials of the formula V containing a

20 group Xg of the formUlae Vc or Vd can be prepared in a man=-
ner in itself knoun,'for example by reacting a formyl com-
pound of the formula Ars-CcHO (Vn) with hydrogen cyanide and
hydrolysing, for example under acid conditions, the cyano
group in the cyanohydrin intermediate product thus obtained,

25 to give the carboxyl group. The Arz-Z-hydroxyatetic acid
obtained in this manner or via the intermediate stages of
jmide~chloride, imido-lLower alkyl ester and lower alkyl ester,
is then reacted with an amine of_the formula (Vi) in the pre-
senceldf a'suifable condensation ageht, for example a carbo-

30 d11m1de, such as dicyclohexylcarbodiimide, whereupon a start-
ing material of the formula V containing the group Xe of the
formula (Vc) is obtained.

Furthermore,-by-reapting a compound of the formula



acetyl conpound thus obtained to give the carblnol group, and reacting the
Iat;er wifh an amne of the fornula [err] - 23 - wherein [err] has the
meani ng i ndicated, or with a reactive derivative thereof. It is also

possi ble to react the Ar3- hal ogenoacetyl conpound with .the am ne of the

fornula VI a -and subsequently to convert,the carbonyl group into the car- 5
2

bixagpl group. It is also possible to r edlice, by neans of a boro- hydride,
far. i nstanc¥kseiitnprberohganddef the $elmpflas” base for med by reacting a

conpound of the formula [err] .10 wth a carbonyl cqgggund of the fornula
e

[err] wherein R corresponds to the al kyl radical "
al kyl ene radi cal Al k and containing a carbonyl
al so be effected by means @f-3G{ aa;-eduﬂ,s—(m goNRg presencgodf a
hydr ogenati on catal yst, for exanple a platinum arcoal catalyst. .
Car bonyl conpounds of the fornmula (Vic) wherein n denotes 1 can, in turn,
be obtained in a manner which is in itself known by reacting a conpound of
the fornula, o] f or. N~ IR ARY el n
Hal rep- resng ﬁaF%Lgﬁgprgsgggglggﬁagg Pgﬂfneguhgr@ ?%La@ %%LWhgrgdess
condi ti ons aﬁd1ﬁhe°§§abtpn§°nabéﬁna|§ stpEtisg @aﬁﬁ@aﬁdsoéréhsbﬁawnedaun

the fres fotp 2eonta®hihg the EQBUb w/?I ol ithealro@manlar 39@d by 1khas also
i nvention, of thgé§ salts S ossi ble faor thgdnem/conp unds or
| -

salts thereBPSEd &P 5§pﬁ@ﬁfh§hFafS§° ﬁoH?dFBFeéfZSé giroacetyl;
hydrat es orcpapyapdr ahddctbedeabovAcbyg addi pirdmasgl amiab bheumewf©®npounds

can be CO”V$RL%9n ntgytpga £§5nC qgﬂuﬂg§amethylenetetramine, and to

react a compound thus obtained with a halogeno compound of

onding to an
{p. The reduction can

10 the formula (Vo). In a starting material of the formula V
thus obtained, containing a group X4 of the formula Vd and
wherein Y represents the carbonyl group, it is possible to
reduce simultaneously, for ekample by means of a hydride
reducing ageht, in particular diborane, the carbonyl group

15 to give the carbinol group and thé'aliphaticaLLy Linked

carbamoyl group to give the group of the formula
—CH,—N— Ak —
H

The ﬁew compounds of the formula I can also be ob-

- tained by reacting, with ammonia, a compound of the formula
. 0—Xy

OOH 1)

20 | ' Ary—CH —CH; -u——'Alk-,—lO).. :

OH

wherein Arz has the meaning of Ar or represents a radical
Ar which is substituted by 1 or 2'groups uhich_can be con-
verted into hydroxyl by ammonolysis, and Xq denotes hydro-
gen or a group which can be removed by ammonolysis, or a

25 feact{vé derivative of one 6f the cahboxyLﬁc acids defined
in formula VI, and at the same time removfhg, and replacing

by hydrogen, radicals Xg which may be present.



in a n®nner which is in itself known, for exanple by treat- nment with bam<:(é§
agen{s, such as al kali nmetal hydroxides, 5 carbonates of bicarbonates or
|cwfexchangers On 't he ot her hand, resulting free bases can form acid
addition salts with organic or inorganic acids, for exanple with the aci ds

nmen- tioned, the acids used for the preparation thereof being, in '

par ti cul ar, those which are suitable for the format,i

‘phaf maceutical |y acRapispie ¥al waichnhsan B¢ semeveda ?sﬁyﬂﬁ°gaﬁﬂfcaﬁér acid

addi tion sakhSpaittbeLaew/apnaaMBHSLysaehaas akgll exdiphés ofabapeniar
perchl orates

: be ,use t fre S d, :
converting CRB ?F%g BagéédFﬁt °§aF?§ éépg?g %fgﬁ %§ ?Q%%gQﬁétfgy and
puri fying theneandlkabev&blagcthSbasesyégaln fron1the salts Dependi ng on
the Cho%‘:e of Sta”ggﬁ g%gr 'o?' $e§'89!1%0%(#%%%1vfef%eo'?ewh(«‘eorm%'afi%t%n be

in the Tormof opti or racemates or, if they contain at |east
two asym 2®C1dﬁeﬂﬁfé"édrbanfafﬂﬁéa YIsaren thee hpdidesy Siuehulss t8@ race-

nat es. dThe Eﬁ%lt-haesna?eblrahueau Gh%oat&%oe'ﬂh'eOBéQd died falAd Lacenm anhg'mt-l cal
anti podes. Resul ting m xt r.acema can .SgRarated into

st er eoi sonef{ efdlégtBPéﬁﬁﬁF &y Féé@ﬁa? oﬁ"fﬁgriges Hds?g gfrtﬁéa%ple'
- physi co-chenbeak dlkheeelcbsxbehueem1ﬁhe diuah sisereeitisn®Irs priop i@nkirtown

ranner.sof O sEXATPLE RS QTRLY, <81 ARRE SARLON ! 3GLsychy Sleald o

can be resofve to the hods whi ch
are in theneeywestiinowsidtor Rerarive 9@P1VB$1NG@rW§t§WM:iﬁﬁﬂﬂ#afwém%ﬁfr

optically a?h ¥§r§9kﬁ%g? Q¥t%?§atW%QtéNéhQ 1RUiels3RIr® WiRMOQGURMN F Tk at= by
reaction with an optical f activé substance, in parti cul ar, aci ds, ,whi ch

formsalts oish FHéhraéeﬁﬁéhéaﬁﬁ@uﬁéhéﬂ&Lseﬂéﬂ@ﬁqﬁﬁnqknaﬁg<t%ﬁﬁj??%ﬁ?qﬂﬁ!

basi s of di fhar akosqlivhi hirlyiles owelr R afodisyr & o35 ex adip Lealbles zgAit aileed i n
this manner i nto . the diastereo rlcu?)alts frorg |chthq.free nrtleoodes
can belPi bePatedNdght He PtiioRaIYs GuPEHTFutsshdy O¥ER A& dr I8N &y

active - 3hp LaCind2 hyhi, Clo ranewear tailkolxar,| \f orusixamprle aves hidxey ,D-o rarpch en-
forns.of taBH%rb i%%lgredbpg1tog%Xb %%&H%Qé%&”ﬁf*sJﬁﬁé&ie substituents,
for example by halogen, for instance 4-halogen, such as &4-
chlorine, Lower alkoxy, for instance 4-lower alkoxy, such
20 as 4-methoxy, 4=nitro or 2,4-dinitrq, such as, for instance,
4-chLorophenoL 4-methoxyphenol, &=nitrophenol or 2,4~di-
n1trophenoL, and also with cycloalkanols,’ such as, for in-
stance, cyclopentanol or cyclohexanol, which can, if appro-
priate, be substituted by Lower alkyl, fo} example methyl.
25 The reaction is carried out in a manner which is in itself
knoun,'usuaLLy in the presence of an inert solvent, for ex-
ample within a temperature range from about -10° to +509¢C
and in a closed vessel,.
The starting materials of the formula VI can be pre-
30 pared'in a manner which is in itself known by brominating
a compound of the formula Arz=COCH3, reducing, for example
by means of diborane, the carbonyl group in the Ar3-halogeno-
acetyl compound thus obtained to give:the carbinol group,

and reacting the lLatter with an amine of the formula
O—X,

35 : H,N—Alk=—{0), (VIia)

COOH



s : : : oo : . . . @2
acid, mandelic acid, canphorsuLfonic acid, glutamc acid, aspartic acid or.
qugnic'acidi It is advantageous to isolate 5 the nore active of the two

anti podes.. The invention also relates to enbodi nents of the process in

whi ch-a conmpound whi ch can-be obtained as an in- termedi ate product at any
stage of the process is used as the st@®3ihg material and the m ssing

pkocess stages. are 10 carried out . or the process is discontipued at any

B age. or Mhaneh % das oo, Fatbine Tad Fafbda Th oefe {18 TRAEFTER

condi ti ons degrivat iMe dthereafact ilon tonplosterpos sipd i bnatéaycprelsenirin the

form of 'taastadgtesmi&y«i@armmmﬁm {Eécin @chﬂ'ﬁgnﬁm gn- 15

vention it 1s preferab to use starting materials whic ead to the groups
of final s@fst Hithseaynnyly (80 faAnVOHedths  enb ot sear e, inte phlte i ¢alar,
to thesfinainglbgraduzis Whi ch have been specially described or singled out.
The starting materigls, are known oy, if_the d_a.re. 0 new, can qi obt ai ned
by methods which are i1 th eﬂQﬁ§QQ&ﬁwﬁf'%% %ﬁ%ﬂe,nyﬁa%iaﬁgli A2 ogousl y
t o the net hodir idkes- forn bieds tan dehes dddamp | esr o ihdr Tkey coime ASicidsf £ hes eised,
for exanpl e, J f f (B ' f ' containing a

phar maco- ?gmﬁ%}sjcaﬁ{?gﬂdégfi ve a&rpodu%ta‘l%fp{%ﬁ*"?gée substance, if
appropriate together with pharmaceutically usabl e excipients which are
suitabl e for enteral adninistratiorf*™T l“"é'fan‘ﬁT"Eﬁoral or parenteral

adm ni stration and can be inorganic or grganic and solid or liquid. Thus
tablets or gelatine cap- 30 sul es containing the active conpounﬁy¥%bether
with diluents, for exanple | actose, dextrose, sucrose, nmannitol,. sorbitol
cel lul,ase and/.or_. gl ygerol. and/or lubricants, for exanple silica, talc or

st ear i@ aci"dq‘(;‘r asgﬁ/r ey StmPey ﬁ"a‘!s Y- TN stearate or cal ci um
stearate, and/or polyethyl ene 35 glycol, are used. Tablets can also
contai n binders, for ex- anple nagnesiun1alquqgun1siIicate, st arches, such
as mmi ze, wheat, rice or arrow oot starch, gelatine, tragacanth, - 26 -

met hyl cel | ul ose, sodi um car boxym%t_[%l cese and/ or poly- (VIc)
i sif *-GO0OH for ex-

vi nyl pyrrolidone, and, if desired,

wherein R corresponds to the alkyl radical cdrresponding to
an alkylene radical Alk and éonfa{ning a carbonyl group.
The reduction can also be effected by means of activated
15 hydrogen in the presence of a hydrogenation catalyst, for
example a platinum=on-charcoal catalyst.

Carbonyl compounds of the formula (VIc) wherein n
denotes 1 can, in'turn, be obtained in a manner which is in
itséLf known by reacting a compound of the formula

,0—Xg
HO o
20 . COOH

with a compound of the formula R-Hal (Ive) wherein Hal rep-
resents halogen, in particular chlorine.
' Depending on the procéss conditions and the starting
materials, the new compounds are obtained in the free form
25 or in the form, which is also embraced by the invention, of
their salts, it being also possible for the new compounds or

salts thereof to exist as hemihydrates, monohydrates, sesqui-



arrp!.e s‘tarches,. -agar or alginic acid or a'salt thereof, such as sodium
al ginate,, and/ or effervescent mxtures or 5 adsor bents, -dyestuffs,
flavouring substances and sweeteners. It is also possible to use the new

(

phar macol ogi cal | y active conpounds in the formof fornuLations which can be

adm ni s- tered parenterally or in fusimo®ésal utions. Such solutions are

prigier abl y §ﬂatr%'e% %QU%%LLS,M%&'&“%M&W%% 'iQf‘SaddliOc iod ls PO NG F

‘possi bl e, exanple in the case of |yop |I|sed for, atlons contaiping
‘the active §lesf‘§Hcé°dW°|”t"§somnorbet SR ed i th i T %htC O MRAYB&ND! e

manni tol, tQqnpPprRemRn® etrhivk i(cH G)s bigf arees euske. kn'la”tﬂ\,phﬁfrfm&ktp lcaal byf ormedtat i ons’

can be sterlllsed and/ or .can contain ayxiliar ubst e or. 1 exanpl e
preservative@§" tspdihih PSS AREMiSeg S flai‘ntass a?n"ﬁ‘/ao f%‘ 4”“ €S,

sol ubi | i Ser $ard@intat efsoro fr ehguzlaatblon@udse Qs mistn oew?esmares.ancﬂmrtﬂmfdﬁ’rey' The
present phag uti_cal a e ST i

further phar %@gl (R)--e%% LI':"(?‘I%n.k Ctel vtblggg%bs}t,%n?;’srd are pr{a{)d;irtegﬁp &mnsgndr}etrh

whi ch 20 |°3‘9|arm1|°t§é‘| fi naf@an i o @rc idsanfior XA itthaheiagids men-

granul ati ngt jloplalest "t‘h@ata'cri%s QJs’%’%Nf‘Gr“&KH e d ¢ ﬁm&wm&smn@ﬁd
contain from about’ J[%to JHOO% articu- Jar, fro cl% %to about

50% of |yopRi PASAIEYLES A & f(f’@/o"’é‘f’ @ rf W R olffa. t ormation  Tpq-

dosage1@an d&p©mdﬁmadénﬂﬂu#1Uﬁnﬁduépt&hkﬂ1sﬁitimenDde of appllcatlon the'

~ species, the age andr/or tt}’er |°q:q‘| v dsg’ ts ”ﬂ-lt rnc-ncul.ha”rs ey ‘ﬁ‘fﬁ
00

adm nistered daily i case ora afdm n| ATati'on to war m
ani mal s of akdats pF Itg!earrevprc@fﬂmoamqsb@twvéem%bomr o 3o, om@tﬁq g.

The Tol | OV R SLVEN ST 4¥¥a deth 4P d Al dd1%d hyMPfY [k FAb ALY oS

are quoted in rees i grade. Exanple opr opy!|
addeg to.a §@|t@t1%@¢,ofoy35:onv9gytgrg tdyanpd@'ee bases 1nto Issal.pts,pysgpn;tpaetﬁ:ge

[err]-hiy [ 244% 3nd h_)éq:rtc;_,Z a%ﬁ'ﬂlﬁﬁ@ﬁ’—ufb%nﬂ"&nd Liberating the bases

1, 3- benzoxazi n-6-yl - oxy)-1-nmet hyLet hyl ] - am nonet hyl ] - benzyl al cohol. .in 450
~m of nethar?(ﬂa’"arfd'Q"héhrﬂ >&q.}rte"|s boi | ed - 27 - under reflux for 1.5

hours. Evaporati ng plependiany iom thex-cHoice | €hvesa et fropma vé tail $ sand
di ssol ved in ton:eedsnr:aelsl,escthequn%q‘ compounds can be in the form d_f optical
antipodes or racemates or, if they contain at Least-two asym=
20 metric carbon atoms, also in the form of mixtures of race-~
mates. The starting materials can also be employed in the
fofm of optical antipodes.
Resulting mixtures of racemates can be separated into
the two stereoisomeric (diastereomeric) racemates on the
25 basis of the physico-chemical differences between the dia-
stereoisomers, in a known manner, for example by chromato-
graphy and/or fractional crystallisation.
Resulting racemates can be resolved into the anti-
podes by method§ which are in themselves known, for example
30 by recrystallisation'from an optically active solvent, by
treatment with suitable miéroorganisms or by reaction with
an optically active substance, in particular acids, which
form salts with the racemic compound and separation, for ex-
ample on the basis of different solubilities, of the mixture
35 of salts obtained in this manner, into the diastereomeric
~salts, from which the free antipodes can be liberated by the-
action of suitable -agents. Examples of optically active



t|ty p355|ble of "hot isopropanol. The crystals formed are filtered off Wlt'-
sucjii,on after standing for several days, 5 and constitute a nlxture of

t he” di astereoi sonmers of Q- CN-[ 2-

(3- car banoyl - 4- hydr oxyphenoxy) - 1- et h I§$hyL] am nonet hyl ] - benzyl al cohol
. havi ng a nelting range of wapprox. _[er%] he pure pairs of enantiomers,

: h mel t at1d§6whech]aaadpﬁ52akenn}Lyames@bhawmedrbythma@r1@md L-
recrystalll n fr [ ropan L S [ tar repared.
“in the. follg§}hg ﬁgn%g}%gngZagqgf ﬁrgxtﬁgﬁft Q%ékﬁ295g%§gdp lﬁcp 0

‘et hod descPded mendeliigeaet dal cameynrheléufgnmg?zm%sglm@ﬂﬂﬂ& ac1|dng an

excess of agehbaPeici Bt9d20%" duhindc0a2i4.di 7Rt RY! -Bvantageous to jsolate
hydr oxy-4H 1 benzoxazi n- 4-one of nelting point 215-[err] b) 70 g of -

2, 3- d|h§drotbe2mﬂfﬁeﬁﬁ§ﬂvﬁ RYdtHRy t¥A- aptAPREsSoxazi n- 4-one in 400 m of

‘acetonitrile are st ﬂ'hl’eeanehh'aJaQOangf rparaatsesl i Waieeut&ndf?:&wé of
.chl or oacet one 20 hour s under “x Al t er furt

chl or oacet oRE°RSFE BBeHhéaaea °PH8°F8§CP cfPng °§ RES*% (Tfiﬁ EF-O
fur;her 15- ﬂerhedﬁateTheoﬂea¢tﬁmnanvxwumeel9ff¢h@eme®quﬂ(asnuddd\Mﬁrn t he
residue is EH%QE%WM’%Q%%‘%K“ aa,gettggemfgrgq nigN%® roQERs n%q:gfg'elst e 1S

evapor at ed. al'l'ine resi is recrystalli fron1to|uene
gi ving?8, 3- apRydes- QUEJdPﬁettﬁyl PEOCLSEX I AIGEPNtAinuE &3 ate Pk £4382 4 -Une
of nelting pA mnaRSa[e&a}tqthmsqlewt1laqn 1@,f f%Gmfédg udfder the reaction

2, 3-di hydro- 2, 2-di net hyl - 6- propoxy)-4H 1 benzoxazi n-4-one and 14.6
g of [err] ggn 1t039§n0ﬁ§tﬁ9|?"5é329l"&P&&H&"|ﬁ?nﬂﬁ9qﬂt(ﬁsrﬁ&9kﬂﬁﬁ

hydr o- genapedsundeﬁanhﬁaHoeﬁndwthaasswu&h the addition of 50 ng of
concentrated sul fur%c acid and 4 a plati Al cha}.rdcq‘%l cat q’leyst until

1 nol . -equivalent o ﬁyﬁfaﬁgﬂnﬁag #etif@ﬁ 1°"5Trié:'=:s<’olut|on SoBtS ndq
after 15Itevéng1ohf1thésca?aﬁy$BbL35to uwhlshacanmalmstewudds which

[err]-[N-[2¢(g43:d EXQr r%u%fd'or:FEtfq\‘wla g Qﬁﬁ%‘tances tsﬁylc]1ak;'Lr¥zyr'1e oor\he(ﬁ

4H 1, 3- benzoxa2|ne met hyl et hyl [-am nome
hydrol ysed @itt Bbat oyémg mdked nupar'ﬂ culag, t@) thee fdwommqm

Examol el ]g:ﬂmehsqaabe ®Rent dipReda l2yaldeEeusIbed @ By e Routhy Ieducing,
- by nmeans o

f

The starting materials are known or, if they are
20 new, can be obtained by methods which are in themselves
| known, as aboVe, for example analogously to the methods des-
cribed in the Examples.
The new compounds can be used, for example, in the
form of pharmaceutical formuLat1ons containing a pharmaco-
25 Logically effective amount of the active substance, if
appropriate together with pharmaceutically usable excipients
which are suitable for enteral administration, for example
oral or parenteral administration and can be inorganic or
organic and solid or Liquid. Thus tablets or gelatine cap-
30 sules containing the active compound together with diluents,
for example lactose, dextrose, sucrose, mannitol, sorbitol,
cellulose and/or glycerol and/or Lubricants, for example
silica, talc or stearic acid or salts thereof, such as mag-
nesium stearate or calcidm'stearate,'andlor'poLyethytene
35 glycol, are used. . Tablets can also contain binders, for ex=-
ample magnesium aluminium silicate, starches, such as maize,
wheat, rice or arrowroot starch, gelatine, tragacanth,



sodi um%orohydri_de, the ketone.obtained in accordance with ExanpLe |b and 13
t he gShiff',s base obtained ... (sic)[err]-(amino- 5 nmet hyl ) - benzyl

al cohol . -ExanpLe 2 18 g of crude[err][N[2-(2,3-di hydro-2, 2-di net hyl - 4-
0x0-4H- 1, 3-bénzoxazi ne-7-yl oxyl ) -1'-met hyl et hyl ] - am no- net hyl ] - benzyl

al cohol are dissolved in 100 nml of isoprapa~ 10 nol, 50 m of

1 sgpropyl am d . M X | | e 0 LD
“hours. Afteﬁgigqg}{iﬁﬁxhiﬁkﬁﬁngéprééﬁ;?ci?%#ﬁ*ﬁ?%yPgﬁé%#t%+#é%£d£%é¥meen
50 m of 2Nwiyorloomrlidaensd andl 100 des bredi hdis inteigratonss efophexe is
~separ at ed Offmp Ueenia ech &4 kKadd dve o LA SPRCENL ¢ fd el agMP5 L d St he P& sOI Uti ON
and extracted with 3 tjnes 150 m of ethyl acetate. Evaporation gives a
foam whi ch G4t AY | SALTUR & gﬁ%ﬁﬁoﬂ?ﬂjlmha%fﬁ%’é‘he%ﬂ’d‘é Mixtures or

VO%FENf[;9(4~a&ﬁffﬁaqfﬁﬁbdwﬁktn®ﬁi{ fliyourjnglsuﬁfTancesband sweeteneas.
phenoxy) - 1- net et - am thylL] - benz al cohol is pb-.20 , taiped as a
m xt ure of |as’%/serae!'osxrl?erpsosoﬁ{h?rler%et'i&/ng']ﬁ'%ntgééll'}ﬁ)! @B%Waﬁ%go?%a ‘p%’fr%cg}ve
enanti oner s afmpmindsgipothe floim df7 3o emel dtboerwlh i ch ecobt be nadm byis-
fractional Glaryidlddren @y (PR JOE G041 NOsdB CLd Bt 4 5ns
prepared in the f OW Ng 2; manner: a) . R
2, 3- di hydr 0@ 22-Adiaf Ak Lr7- iR gkie A8ueBis pehbkbon - At ofiesRENstPR$ ng
E;()i nt | %l9- [ ary ]bzdi?%%@amzéjz on;arz;efxai?&géi 'TZrOXMbéEn@é\éB' def Zlﬂagwg% ¥dto
anple |a. - ro- - dj e - 7-(2- oxopr opoxy) - -
benzoxazi n-f‘)d'rﬂé‘”‘cﬂ‘t‘r%{ i"rﬂj‘ﬁ)%\%’t“gw{ﬁ/ﬁ e??é"(?'r-%‘ﬁt?? %'b%%p‘?“ ahb¥)oye or
obt ai ned, anrtalgeghe witth Bxangpl eigient) oforl6Ex gmmle mannitol, to prepare
2, 3-di hydro-2,.2- di hyl - 4 y- Y i N- A- 305. f
pot assi um catr%'d(z)sngltse@c;)nc#%%Jrgqgfg'chﬂ%a%e%'g’pn%p%gﬁ{laiﬁl 1%'?%%?%?1 nS" can
acetonitril dehysteoiiliimed andhotars cont ador kaugbliary nsubipt snbsegubac| y.

32(9-g??;ELgﬁﬁ@?ﬁ%iﬁﬂgﬁgﬁéﬁ?§Q§¥gﬁ9ﬁgﬂﬁ2@2ﬂ%p%;gwéfﬁﬁng agegif_andlor

[err] - (anm netidyifiierszgo kohisens Al (anictegwiauing the 199met i of

et hanol for S d¥iire and/dr BuRhdm DOk sS40t pharmaceutical formu-
Lations, which, if desired, can contain further pharmacolo-
gically active substances, are prepared in a manner which

20 is in itself known, for example by conventional mixing,
granulating, tablet-coating, dissolving or Llyophilising
processes, and contain from about 0.1% to 100X, in particu-
Ltar from about 1% to about 50%, of Llyophilisates up to 100%
of the active compound. B '

25 The dosage can depend on various factors, such as:
the mode of application, the species,'the age and/or the
individual condition. Thus the doses to be administered
dajly in .the.case of oral administration to warm=blooded

) animals of about 70 kg are.preferably between about 0.005

30  and 0.1 g. |

The following examples serve to illustrate the in-
vention. Temperatures are quoted in degrees Centrfgrade.
Example 1 ' |

100 ml of jsopropylamine are added to a solution of

35 40 g of crude°(-[N-E2-(2,3-dihydro-2,2—dimethy[-4-oxo-4H-
1,3-benzoxazin-6-yL-oxy)41-methyléthylj-aminomethyLJ-benzyl
alcohol. in 450 mlL of methanol, and the mixture is boiled



are thé‘n added in portions, with ice-cooling and stirring, and the m xture- :Mj
is then stirred overnight at roomtenpera- 5 ‘ture. The excess sodium
bor%hydr|de is then deconposed with 2 N hydrochloric acid (approx. 75 m)
with.ice-cooling, and the reaction mxture is concentrated. The aqueous

phase is rendered al kaline wth concert 2t ed amoni a sol ution, and the

Prest P11 at BRI 413, PA ACCHAUSAD {WAaE TR My holdeaciib aaopate
4H- I, 3- benz(onagl hedvelsony foampewhyilcht Hyl ]¢1z§r$1°rldm§’t Hy ]thebawl%tcmn‘

obt ai ned byt¢¥9pBB§EHP@e'%fhxgkoh¥§$¢dﬂé%QQUt ﬁ%@tQﬁ@sR%ﬂ%hﬁﬁﬂﬁéHW
Exanple 3 A mXture o (am nonet hyl ) - benzyl alcoholé;cill 1lg

of 2, 3-di hydiiétereddofft w|th65¢12taperr@é‘ttr?6xf)ta ing $He PARELAN-HRY5e i s

el t ed gnd ghir I’ceelsftertuiiehraums xith r@ la&thhat dn@&ere/bﬁtsebrmeoeoldmg - ON¥L2~-
reaction m ur e ol Vv

din

sol ution |s FﬂféamﬁV§ 35#5?“’@ eM°ﬁ§ etﬁﬁ W%:égﬁjv% %Qggﬁ%%#JW%'
[err]-[ N[ Zbéazy(tanthanby)lL Aalvyicigoxy pleditdng) reiniel ]ofampmmmt.hmn-uéroz%
al co- hol of, @E'pin'agpgg U ¥ Znlafltlilon ”éSt%' e el atile¥-gle° o
_ crystalllsatlon J°m hanol - 174 [err]

The startindS ?(Hﬂéﬁl al ajre |9Pé|§érnéd' ibyy tfH‘é"ftqu"(ifm rng"’rfdrﬁérLL‘aF)atA% A" of
48.2 gq0f 2i3o@irbydne?, 2- dlnethyl 6- hydr oxy-4H 1, 3- benzoxazi n-4-one, 70 ¢
of potassi um carbon-_ 30 ate and 250 .m of 1,2-dibronpet ne i.s bojled

under reflux, with Jfe rrsltﬁd'“f‘(?r metesdadl e reRATadid °0Lnl‘?ﬂ‘>&%re is

extract ed mhhhn3f4 times 1 litre of hot nethanol, the conbined met hanol

-g>5<t gag; s2agedle\é§8(r)(r)a§ %_’gn gxhedrroex%'bdelfweza'm%cf eQrsyséoaAJérsceedd’f romtr’ﬁet hanoL
met hyl - 6- ( 2mertbodediesxy)ibild by3-Irrinexazi @-U-,0r8y rafh eseils iRy 200i568, us=

,{EF'ZPEjELL ghgbgg.t Weds of 2tk Nt o 235Ut b, 2 th il yrgle

hydr oxyphend)xynyoewmnﬂusmw@;ynzmm mebtinmaaint 215-216°,
' b) 70 g of 2,3-dihydro-2,2-dimethyl=6=hydroxy=4H-

1,3-benzoxazin-4-one. in 400 mlL of acetonitrile are stirred
‘with 100 g of potassium carbonate and 32 mlL of chloroacetone
20 for 30 hours under reflux. After a further 3.2 ml of
| chloroacetone have been added, the reaction mixture is hea-
ted for a further 15-20 hours. The reaction mixture is
filtered while still warm, the residue is thoroughly washed
with acetone, and the combined filtrate is evaporated. The
25 crystalline residue is recrystallised from toluene, giving
2,3-dihydro=2,2-dimethyl=6-(2-oxopropoxy)=4H~1,3~benzoxazin=
4-one of melting point 125-126°. _
¢) A.solution of 26.6 g of 2,3-dihydro=2,2=dimethyl-
6-(2-oxopropoxy)=4H-1,3-benzoxazin=4=one and 14.6 g of '~
30 (aminomethyl)-benzyl alcohol in 450 mlL of methanol is hydro=-
genated under normal conditions with the addition of 50 mg of
concentrated sulfuric acid andlk g of a platinum=on=charcoal
catalyst until 1 mol.-equivalent of hydrogen has been taken
up. The solution obtained after filtering off the catalyst,
35 which contains crude°(-EN-E2-(2,3—dihydro-Z,Z-dimethyL44-oxo-
4H-1,3-benzoxazine=6-yloxy)=1-methylethyll=-aminomethyll-benzyl
alcohol, is hydrolysed without being worked up.



- i‘:‘

am ne rh 150 m of methanol is hydrogenated under normal 5 conditions, . 4/
mﬁtp,the addition of .3 g of 5% stréngth paLLa- di umon-charcoal catalyst,
unt1l absorption ceases. The catalyst is filtered off, the solvent is
renoved by evapor- ation and the residug_is recrystallised from
i sopropanol . This gives [err]-[N[2-(3- gérﬁannyl 3- hydr oxyphenoxy) - et hyl ]
%&\» an\ﬂogethK:] bgmzy?eahﬁﬂbehndfuEEHththm@mauel4lcbarmﬁso Blee obempound
ornms a hydfoc ride in 052 e rti rigl is
pr epar ed |n{?h%e$0IPBaQ 8°H§%He? &8%3 2%[ 591r199c55% b9 weBnS" o
- 2, 3-di hydr os8d2udi berhyiy d7iHypdr Ghy- khnons ObIaBHBQnZOXQEWMIdaoﬁ@ arigh

reacted wi tE§§§pﬁg b % A ghgreg!?vffeghgaseaeekgqqual y.Lo fae G ihe-oi ve

2, 3-di hydro onoet hoxy) - 4H 1, 3- benzoxazi n- 4- one of
melt- | g p@ehhyikabperv} gteefeilsopr opanol ). b) 53 g of
2, 3- dlhydroE;ag denpt hyl -7-(2-bronmo- 20 . ethoxy)-4H 1, 3- benzoxazi n- 4- one

and 94 g of benzyl apine are boil th :
mxture is renderednhIRaPlnérMFFEQEEﬁgggt gvgaddﬁkgﬁlSaLgn@nﬁﬁgngrgaeaﬁfgon

phase is evaporaHed , Atbangaxagtimes?-y0l0xyIdel-methylethyll-amino-

N-[ 2- (4-car 3 t I ts d
Is an oil hgggﬁgk] Rgﬁgg %E??ﬁgxﬁéfg ?¥SL°L§gS-1meqéh ??L%?ﬁé?ﬁgﬁgﬁﬁanﬁ A
m xtur®0of nalp goomlpnénysepnypehemonsderegaﬂdgdoﬁnd the mixture 1is

N-[2- (4- car Bgepyly- anlalé‘#r %weh&n%w1efshmlohrl;enzx«lf%rélrmbea% ¥R pdradfed,

i sopropanol I's boi | under reflux for 10 30 hours. gﬁe react| n mxture
i s evapor at &he 5H6°Fh8"r@§$auée|éssPﬁFFéd‘ﬂﬂﬁﬁ BE te sy S0 ine oi

i nsol ubl e iRy Hhechexaﬁe @@Adi ¥hd e99enili alfl wthfer, and the water phase

N[ 2-(4- carbanng ﬁg ¥ al d -
phenoxy) - et A§1 FERE( 3t d?g y- 5 PAERS e AR T0&N It LniS P8 C T &t 89 ammo
hydrogeﬁated1ansbhetdbudenatamera3&ed dahpBe t3 mi ss dI5@ imdn odf ethxlg

of o( - (an1nonet g ) 3-pyridine- nethanol and 26.5 g of

2, 3- dlhydro § alnethyl 6- ( 2- oxo- -31- propoxy)-4H 1, 3- benzoxazi n- 4- one
in 400 mM of met han8 aps riagdoogariatesd aatf o300 Hdﬂ(fhjrﬁd‘e'rStﬁd-rerespraé‘steﬂrre

with the adqdihbpBp3ho? hall befenC AR, abed NSl A% dth AN 31 1Y dio xy -
phenoxy)-1-methylethyll=aminomethyll-benzyl alcohol is ob-

20 tained as a mixture of diastereomers of melting range 140-

' 156°. The two pairs of enantiomers of melting point 171~
173° and 149-151° are obtained by fractional crystallis-
ation from methanol.

The starting material is prepared in the following

25 manners | _ '

a) 2,3-dihydro-2,2~dimethyl=7=hydroxy=-4H-1,3~-
benzoxazin-4=-one of melting point 249-251° is obtained from
2,4-dihydroxybenzamide analogously to Example 1a.
| b) 2,3-dihydro-Z,Z-dimethyL-?-(2-oxqpropoxy)-4H-1,3-

30 benzoxazin=4=one of melting point 160-162° (from isoprop-
anol) is obtained, analogously to Example 1b, from 168 g of
2,3-dihydro-Z,Z-dimethyl-?-hydroxy-4H-1,3-benzoxazin-4-one,
305 g of potassium carbonate and 88 mlL of chloroacetone in
1.2 litres of acetonitrile by boiling’for 28 hours and work=-

35 ing up subsequently. '

¢) A mixture of 13.0 g of 2,3-dihydro-2,2-dimethyl~
.7-(2-oxopropoxy)-4H-1,3-benzoxazﬁn-4-one and 6.9 g of



5X st'reﬂgth pl ati num on-charcoalL catalyst. 2 further addi- 5 tions of | [/
g and, 2 g, respectively, of the sane catal yst are necessary before the
-cal@UIated amount of hydrogen is absorbed. After the catal yst has been

filtered off, 50 m of isopropylanine are added to the filtrate, and the

m xture is b0|Ied under reflux for 1 hougg and evaporated. The re- 10 sidue,

a dark-brown foam ssol.ved in 50 of, meth funarlc aci d

argvédded J?WH@ (kf TRE NGt et RIS Y EﬁﬂQRﬁkﬁAt%&i%r £ny with
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net hyl et hyl 2 hdqric Reid c??/gl%'-)ob'th?h]ehcﬁsc%b'ﬂbﬁm ;g
<[':mal i)gousl Y the tr-h%dtﬁeredLﬁB&xﬂ@tCiLd bﬁhd&hﬁmdpf eT he ﬂtmewsf rm.alé%et 04 é(Jf of
err am none r.i di nengt,ha- nol rne a peutr umar a rom
ot hanot). wiheRHaRad 2 (e L Cron anF et it 401 ttnh T g ofut 190 e e o | 95
st er eoner s. tHi)GarHﬁee:ﬂJiﬁtdetnm”duﬁt 1Es 2exptradteld hehtdy | oxie ¢ 500 -AN-¢ - ( 3-

carbanth-4- ) 1- net hyl et hyl ] -am nonet hyl ] - benzyl al cohol in
500 m of net hanol 'S enat ed under 30 normal conditions in the
presence of 2 g of 5X%t¢aigﬂﬁ(ﬂ1%@nwmm 2dbngthy Umhtoxo-

moL. - equi valsgptt Sf-uHlAaRN das-Aesly i-aqkaﬁbmlemey A ydmdpngJLered of f

and the filtrate |s evaporated The f oam whi ch remaj™s is partitifoned
bet ween 300 BNzt @lRAhelcAbkaingdh By syargragion ot d&%‘f'ﬁﬁﬁﬁ%%r‘bb%?‘ét

sol ution, arfd:r-tthﬂrorpgmlﬁqmamJ s separated off, dried and evaporated. The
~ crude

rr] 4ﬁ?
' carbanﬂ%l- - Shenoxy) 1- net hyl et hyl ] - am nonet hyl ] - 4- - 32 -
hydr oxybenzyl al cohcAI mihusu et 125 4 ay nest %t Cdm Bndmneé £h et bverh ant aboend L of

fumaric aci g/ (a2 1Al r ST fodll Fls A3 e Sd SRS Xy I O-

time, crysta ses fr
1,3~ benzoxaz1n-4-one is melted and stirred for 3 hours in a

bath at 130°. After cooling, the reaction mixture is dis-
20 solvéd in 50 mbL of isoprdpanol, and the solution {s diluted
with approx. 50 mlL of ethyl acetate, whereupon X=[CN=-[2=(3-
carbémoyL—4—hydroxyphenoxy)-ethyL]-aminomethyll-benzyt alco-
hol of melting point 172=-174° crystallises out. After re-
crystallisation from 300 ml of ethanol the product melts at
25 174-175°
' The starting mater1aL is prepared in the following
manner:.
a) A-mixture of 48.2 g of 2,3-dihydro=2,2=dimethyl-
6~-hydroxy=4H=1,3-bénzoxazin=4=-one, 70 g of potassium carbon-~
30 ate and 250 ml of 1,2-dibromoethane is boiled under reflux,
with stirring, for 4 hours. The semifluid reaction mixture
is extracted with 3-4 times 1 Llitre of hot methanol, the
combined methanol extracts are evaporated and the residue is
recrystailised from methanoi. 55 g of 2,3~dihydro=-2,2~di-
35 methyl=6=-(2-bromoethoxy)=4H=1,3-benzoxazin-4=one of melting
point 190-195° are obtained. '
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: &
acetone in the formof a mxture of diastereoners, nelting 5 =~ point - 112
185a[rerr]s» A singLe-substance pair of enantiomers of nelting point 209-212
(deconposition) can be obtained fromthis by fractional crystallisation
from nmet hanol. The starting material is prepared in the follow ng manner:
10, a) A solution of 9.6 g qQf 3§ < di hydro-2, 2-di et hyl -
6-2- oxopr opoxy) - 4H- 1, 3- benzoxazi n- 4-oné and 9.37 g of 4-
~benzyl oxy- [ FPPpéénﬁnonethyl) benzyl al cohol in 250 nml of nmeth- anol is

hydr ogenat ed ana|OgﬂU%b¥u&GoEX%ths 3 %wtw%u%e6ﬂumz-M&L%@%u%%&Wndﬁagen has
been takennﬁg The, cat al ¥st h t§ ($5 tered_o 40 m’ of

‘i sopr opyl an'K8r2F¥PREAREYY 5 eth Mg h@ﬁ'°éﬁazfﬁéeﬁﬁiﬁﬁﬁélpsbﬁﬁqﬁéﬁ under
~reflux for amMOar1nE15pomatbﬁgmbheameachsomymwbbumetguvaader ‘normal

4- benzyk oxy

(3- carbgnnyfgﬁaaldgﬁégp eﬁgxtfe agg€ﬁ1Petﬁf P- 8niclordt RFrengdh, P t43onol
in the fornﬂ@ﬂmaoeryb@appahecnﬁséymNuchncan 2b so ripd ilopd cegerat.ed Twiet hout

further purb5t5€9§9n15E¥QWEE?e§ éf$0|@§E0@ane Q 3s9 g%oved b evapor~
5-(2- oxopro )-salicyl- anide and’17. rr an1n yl) - enzyl

al cohol - 550°ﬁ1aa# £h&RSI dus H?df@@éﬁéﬁédLUﬁG fm@MnaﬁO@@mmammdns
after 0. 32 Dhos - gmneenﬂﬁauedzsmhﬂuékﬁaﬁ6yd-anﬂyar@x?Bh%%%&@DeQQ%QLJ-
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hydrogen has been taken u
renoved by evupQUNdafoomsaathHeocthe1de of melting point 240-242°.

[err]-[ N-[2-(3- Carbﬂﬁgyh.?T?%ghgéFQQ?QQXy% ﬁgepared.ﬂgdtpg Joldgwing i n

1- net hyl et hyl ] - am nonet al cohol obtai
the m ni nunP3P@&ffty of hot nmethanol, and the solution is cooled and -

lnoculated Wi th crygyahg,of tB$ b'SbeﬁhVB%BLEQZPGHhngyQO?ﬂﬁygq%rg-4the
[ert] whiCch are’obtained after “standing for

crysta&; I%ln 0|nt é
sev- %9 BT °3FtEFea'FEFFH€r“dF955&IW#saﬁlénzrﬂdhrﬁﬁphanol
one pure paeth@ﬁeeﬂﬁﬂlbgaﬁﬁSyOEoﬁEkEmBgepybnEolﬁﬁvéGEQs dTh?d#G“@r2“E|t'ng
A T N e P - A A A AN
by frac- t|Dmmlpcrytthﬁﬁrtas?oﬁfngmngsephybaaoéﬂate and/ or i sopropa-

b) 53 g of 2,3-dihydro-2,2-dimethyl=7=-(2=bromo-

20 efhoxy)-4H-1,3-benzoxazin-4-one-and 94 g of benzylamine are
boiled for 3 hours, with stirring;' The reaction mixture is
rendered alkaline with concentrated émmonia, and the orga-
nic phase is evaporated at a maximum of SQ°.

The N-EZ-(4-carbamoyL-3-hydroxyphenoxy)-ethyLj-
25 benzylamine thus obtained is an oil having a hydrochloride
melting at 252-254°% (from methanol). ,

= ¢) A mixture of 11.0 g of phenylethylene oxide, 9.2
g of N=[2-(4=carbamoyl=3-hydroxyphenoxy)=ethyll=benzylamine
and 100 mlL of isopropanol is boiled under reflux for 10

30 hours. The reaction mixture -is evaporated, and the residue
is stirred with 50 mL of hexane. The oil insoluble in the
hexane consists essentially of N=-[2-(4=-carbamoyl=3-hvdroxy-
phenoky)-ethyL]-N-(Z-hydroxy-Z-phenyLethyL)-benzyLamihe,
which is hydrogenated in the crude state.

35 Example 5 - |

A solution of 13.0 g of{ ~(aminomethyl)=3-pyridine-

methanol and 26.5 g of 2,3-dihydro-2,2-dimethyl=6=(2-0xo0-



stagting paterial is prepared in the follow ng nmanner: 8a) 74 g of crude
2, 3-di hydro- 2, 2-di met hyl - 6- (2- oxopropoxy)-4H 1, 3- benzoxazi n- 4- one,
-obtained in accordance with Exanple 1b, in a mxture of 150 ml of dioxane
and 450 10 m of 2 N hydrochloric agi§1aLe heated on a water bath for 45
mqut es. The sol'vent is renoved by evapdration and the crystal line residue
“is triturat pdoppud) whted ,Anbenzon agdoritoengr imédo F!écr?fst“tflq"ﬁ_%'-i orf from
BT R A B A AR Al L e Rl
: 9 A’ uti ..8.0 g of R(-)-[err]-(am nonethyl)-henzyL -

~ al cohol andagdizignopf50ed. &)@oﬁffoﬁeﬂf)e-"s‘-é'lait@fl ér\glcfi”‘l‘r??fddma’%ﬁ T itdnol

i s hydrogengkedtaedgwar sed tipuaPaineghasicp allo dataryst 8. Neuirmdldrsiauy i-he
crude bgse wi,th 5 ¥ Hydrochlg— 20 - ric .acid in methanol ive§,lgfter
recrystal | i £3008n°ffr dr¥m@ffafolSre " REPS St SHiydr & mﬁ§%<i?¢% catalyst

- R (-)-[err] afkd h2ce3sary before the calculated amount of hydrogen is

car banoyl - 4- r phe - Lanet hyl | Jp-aqi ] ] @ﬁML ol "in~
t he forn1ofagggﬁgéﬁénaﬁﬁﬁé#e#hgfc%éﬁ?&%é'gggnPQ%@g%Pﬁhﬁr%%;ost?gﬂzt in

- nmethanol ) ). o#5isopropy lamigenianeurddeld dicasther drkeina tof, mnd i tip Foixkure65-
é)&zoo_ f:r yit gli/lil sels lt@k!t ufnrd]gm7tr*23a= er]g h}rrblqilqﬂbfe.rr %lgc@l\"mb'r:gatﬁeﬁi.i ngoﬂdwd-at ter.
.Exanple_1.0 A solution .2 g ,of 4-benzyl oxy- K- -3- car -

baroy1 T8: iy 84889 mhenSRFR-ATH Aot FASS AR\ b SGoh IT BRI 4O b
met hanolh i slalhyggogefn&md rdralaegauire ta@dedgnaind & hen ntihet yavee sienaga rafe b X
strength pa i,um gn-char coal cat- al yst._ [Evaporating the filtere -
sol ution gi \'7'831(!7 aag.u[térolnl t%%Kes place, 3( E'IZSI A& cagrbamoyl 4 Gi*.y&jr'oxy |
[ N-[ 2- ( 3- capbanoyly) 41 inpertdyyeitdyddyjamndinope t-haridrdmaryid inenegthanol
hydrOxybenz¥ky§E%thgewhbﬁq’dﬂ?ﬁ?' LA It Gk ffP®he form of the
‘et hanol /i sopfopanol , nelts at 194-Terr] The starting nmaterial is prepared
in thelPol | peMkgal fumarapenedr meditingripetinyte 19R2-AP& fsinters from

[err]-(ani nqgePhylih 4h3emzWhene iRenz o iddialb @ntohk chtdfation (~80%)
6-(2-bronnethox¥)-2,3-d| .ydro- ., .
of one pair of enantiomers,

nol. 5 : The 5-(2-oxopropoxy)-salicylamde required as the (:Ea

Example 6 _
Crude «=CN=[2=-(3-carbamoyl=4~hydroxyphenoxy)=1=

20 methylethylliaminomethyL]FZ-pyridinemethanoL is obta%ned as
a brown oil analogously to the procedure described in Exam-
ple 5, but using 13.0 g of°(-(aminomethyL)-Z-pyridinemetha-_
nol. It forms a neutral fumarate (from mgthahol) which
.melts at 147-165° and constitutes a mixture of the dia-

25 stereomers.
Example 7

A solution of 15.2 g .of 4-benzyloxy=X=-IN=[2-(3~-

carbamoyt—h-hydroxyphenoxy)-1-methyLefhyl]-aminomethyl]-
benzyl alcohol in 500 mL of methanol is hydrogenated under

30 normal conditions in the presence of 2 g of S% strength
palladium=on=charcoal catalyst until 1 mol.-equivalent of
hydrogen has been taken up. The cataLyst is filtered off
and the filtrate is.evaporated.'.The foam which remains is
partitioned between 300 mL of ethyl acetate and 50 mlL of

35 potassium bicarbonafe solution, and the organic¢ phase is
separated off, dfied and evaporated. The crude X=-[N-[2-(3-
carbamoyl-4¥hydroxyphenoxy)-1-methyLethyLJ-aminomethyL]-4-



2,2-di#Ethyl-4H—1,3-benzoxazin-4-one Is stirred for 1 hour 5 I n an oi
bath.at 1300. The reaction mxture is parti- tioned between 500 m of .
ethyl acetate.and 50 ml of 2 N agueous ammoni a sol ution, the organic phas
I s separated off and evaporated and the residue is recrystallised fromis
propanol . 4-benzyloxy-[err]-[N[2- (3—caabanny| 4- hydr oxyphen- 10

oxy )~ et hyl ] ] I f, nelt Qi nt 0- Qis

obt ai ned. Eggm‘??(g%%nﬁ r%ofgﬁ'gﬁ%%qx&(&re o?’ 1(5"“f Q‘%r@. ('2 %'Etglnoegmzv

sal i cyl am deqanuaisnm gmounfteorf] fumairricmatcHy )mbmztyﬂarwl looholnets:rﬂ.aa
stirred forf&mQQHEe'QthmathQer%OQa1tibﬁ mﬁﬁEnffﬁl'n8$y§ﬁgﬁif§%§jf¥%m ved,
while still warm in of ethyl acetate, and the solution Is washed
successi vel #CRitPRe50 “m’tth f§é.‘t"'ur°§t BdMIFtATSE O 15 ieRtBSeANE rfol (e L3 na100 m

gf wgt e angoiae B sef 9S&t ur at %dn@qmms&qdimmhordfd%mwgmsl %Ofd

ri ed over nesium su porate resique is -dissolyved in
30 m of hoFeLERaRoP R PanPOR N2 o BBgemrg 1t 1on 'can Be” antained 13
[err]- [N—[2tbischvbémath©nhydmmyytphéna@@rqmtﬂdﬂmeneﬂkanﬁﬁnﬂ] benzyl -
al cohol of nelting IyN re tal.l 4 §he rns a
hydr ochl ori de. of I’T’Eﬁ?l nétéégnt“a 5%':%#' " spg,se(p%g om rrg't ﬁ‘g'%gﬁoqqd" |§a ol).
The startin@anBe&tial is prepared as folloms a) A mxture of 23.0 g of

2, 6-di mudroxybenzanwe,q %QLZ:tGo‘Hf or;oi;a%sbur@fcqr @mﬁth%dﬁ-%d-zzﬁ-%ﬁe‘%fh L=
1 2- dlbronné ﬁéhane in 300 cetonitrile i's stirred und er reflux for
u

| 2-3 h "°*?Hé°P8éé’P"&H %,Sr.y,e@zog(afzmnré rodewdinde %ti7 19 W~ t he
f | I trate i sbehap%ayeﬁ-alad1hla®el°casrltdu©eln&yrle@rucsmotLahInl 250 o ndtih- e

e hanol - fagy 260398 S9ehbesd Lot 2 S BOURL Y LL 1

N-[ 3-(4- carbaheyk thydd@pypheMstpeen taken up. The catalyst is fil-
propyl 15N (€2 pudr g¥y, 248“ yh$t9¥ §?4¥h4ﬁ[”§ %r%d%¥grQb geRated and

wor ked up anaFogous 'y to anp e %¥ E
(4- car banoykignhydndx§pRemdsyrer dsy bl —1émdn®m§ter\‘ylf‘]eftiel|¥z3ﬂoral1ccbmr-of

mel ting poi Blag@Pakehpl the PlbRLAA MY xteFey Fivied! ki-Bahz9M ofdye®~LN-L2-
|sopropanol

(3-carbamoyl=4- hydroxyphenoxy) 1-methylethyll=aminomethyl~-
benzyl alcohol in the form of a crystalline mass which can
20 ° be hydrogenated without further purification.
Example 8
A solution of 26.8 g of 5-(2-oxopropoxy)=salicyl=-
- amide and 17.6 g of ¥-(aminomethyL)-benzyl alcohol in_#SO
ml of methanol is'hydrogenated_under normal conditions,

25 after 0.32 g of concentrated sulfuric acid and 3 g of 5%
strength platinum-on-charcoal catalyst have been added;
until 1 mdL.-equivaLent of hydrogen has.been taken up. The
catalyst ‘is filtered off, the solvent is removed by evapor=
ation and the crude X‘CN-[Z-(S-carbamoyL-4-hydroxyphenoxy)-

30 1-methylethyll=aminomethyll=benzyl alcohol thus obtained is
dissolved in the minimum quantity of hot methanol, and the
solution is cooled and inoculated with crystals of the
higher-melting pair of enantiomers. The crystals of melting
point 160-163% which are obtained after standing for sev~

35 eral days produce, after a further crystallisation from

methanol, one pure pair of enantiomers of melting po1nt

166-168°, The Lower-melt1ng pair of enantiomers of melting



yre of 38.6 g of 2,3-dihydro-2,2- di met hyl -
7-h droxy 4H 1, 3- benzoxazi n- 4-one, 55.2 g of potassiumcar- bonate, 47.2 ¢
of - 1- brono- 3- chl or opropane and 600 m of ace- tone is boiled under reflux
for 24 hours. Filtration, con- 10 . cenggating the filtrate to 1/3 of its

org I I
7- (SIB?ongnggg§§$gécggﬁ hgarésiiitapnéfﬁylth&Hfirgtb@ﬁf8f§zﬁﬂqﬁ°gﬁe of

geltlpg pOIaft&ilthergblbkniBthgbeEnthemoWGMpmyndvam@geuh@m»mbwhﬁiaqg of -
. benzyl am ne_,are, heate Q for rs, tisrr -
Vor ki ng up. bioasbatreE8ati s8R ohobatah, Re MR’ Bestard, Bhas ok, sedpidre

The startlng material is prepared via the follomdng 5 .Stages: a) A (éiy

. b 353 Ferovi ng the exce _

_ benzylan1nenoh «.a high vacuum gi ves, after recrystallising the re5|due from
tolueneg N-[3-(4- Cfﬂ.basmxb-%xms%ewplse@qw)cymaamele] ‘rlé%'i‘ﬁy"e%ma%e e

mel ting point 131-[e & c), A sol utloq of

N[ 3: (4- car BhABYng- mﬁ GFG?§pHénB£§PaﬁF8pQE]tﬁénf?léﬁﬁﬂégaﬁﬁ &3 g of
phenyl ethyl - ene oxgd¢ i7ga 0o ccabdlesegtseﬂamldrlos-zt;czl-Jdaaheum@e.r-ar-edzl-ux f or
16 hours. The reactlog é h I s _evapqrate t he re3|du arti |oned
‘bet ween 100°KPPEPPBXY ﬁghr eRAr8enEo4@d s ﬁJ°?§' °f5@’ﬁf of! et o0 MO8
aqijeous phaﬂet'hSEsepartat a8 ,ofih anadixewser of 4l50almitne funidile x2ank ambrﬁ%)

sol uti T 3 ( _

car ba 8 Ey oxygheﬁg§§fh69r1c c e eg;;dzogha ﬁqﬁgr bath for

et hyl ) - benz&ﬁamnnst?hus Gbpaﬁnédeﬂ§ ﬂ§oMﬂﬂﬂYQQ/Q%GQW%EQWi$KﬂWr?%ﬁtﬁhe
acetate andcfgsggQQ@%¥|¢E%qdh@ ngthQWVQEeHh%1%Q wadletdand aduai . Exanpl e

13 20 m of ncentrated amoni a sol utign are added to a solution of 1.7 g
of Crude[erFPCIDNnrﬂfGBnGQPboﬁéﬁﬁd§}a4L‘sat1°" from isopropanol gives

_hydroxyphensxxk bxasfrbﬁb&tybyls]aiamymmmyIo]f— Wenailngalpechd 132-154P.10 nl  of

dloxane and t éture s allowed to stand at roomtenperature for 60-70
hours. 1¥he Féé@?lﬁn m xture is evaporated and the residue is dissolved in
75 nml of ethyl - A3Goluadeinatod 8n@ \wasifeR-vi-Otr XX awl i rofm ettty n)artbech z¥jueous

o £ SRR, A2, 2DAEY. 30 0TS o e e o
mlL of methanol is hydrogenated and worked up anaLogousLy to
. Example 8. Neutralising the crude base with 5 N hydrochlo-

20 ric acid in methanol gives, after recrystallisation from
methanol/ether, the hydrochloride of R=(=)=¢=-[N-[2-(3-
carbamoyL-4-hydfoxyphenoxy)-1-methyLethyL]-aminomethyl]-
benzyl alcohol in the form of a pure enantiomer of melting
point 180-184° (EVJD2°-3111° (1% strength in methanol)).

25 A mixture of diastereomers of melting point 165~
180° crystallises out from the mother Lliquor on concen=
trating .the lLatter..

Example 10
A solution of 7.2 g ofiA-benzyLoxx-K—EN-EZ-(3-car-

30 bamoyl=4-hydroxyphenoxy)=-ethyll-aminomethyll=benzyl alcohol
in 200 mL of methanol is hydrogenated analogously to Example
7 in the presence of 5% strength palladium=on=-charcoal cat-
alyst. .Evaporating the filtered solution gives crude X = -
[N-C2=-(3-carbamoyl=4-hydroxyphenoxy)=ethyll=aminomethyll-4-

35 hydroxybenzyl alcohol which, after recrystallisation from
methanol/isopropanol, melts at 194=196°,

The starting material is prepared in the following



. ® : . : _ . . /Y
am nonet hyl ] - benzyl al cohol as a m xture of diastereoisoners 5 in the %/[
forgiof ap oil, which is crystallised froma little ethyl acetate and is
identical with the product obtained, for exanple, in Exanple 1; nelting

poi nt 120-[err] The starting material is obtained in the foll owi ng manner:

10. ' ~a) Asolution of 3.4 g of methyl 2,5-dihydroxyben- zoate, 4.0

g Qf: triethylamne and 2.8 g of chlordaﬁﬁcme in 40 mM of acetonitrile is

boi l.ed undemamefdrex for 16 hours. After 1.4 g of chloroacetone and 1.3 g of
triethylam ne have bgen added. the rgactiop mxture is bojjed for a further

5 15 hours and is Yh '_me\i‘a\eﬁ)“!)rreat%fd, He ?ﬂs"fd '".]%‘"H?E%H_/eg Peneplaxy of -
~ toluene, andetnze lsalstahat iandvdshegl aff tér 20-bit onod e thed sy ) e 1B tdichy dw e 10 i

of saturated. di s 0 A 1 d_i o) raphed
over 200 o g oM BANHREY Berdd b ity Pl 4P EM OELETRBNES |
~methyl 20 % @ ®ddpr Wt 0oyl khe naachion Bietyre al s imeet 1 om
i sopropanol tdthe®dexvileBGAEMI P Bl Wdotad Shd DAL of 2 N

' t hyl b | alco- | and 1.2 f net hyl . _
L o AL 34U e S e RTRAT 1Bh gt bhcheragated off

anal ogousLy anal levapdret®ed 2ind the residde Lig ate ory stdll eVapdr ftomni gowes
crude [err] ~INJ.2-(3- 2 e ENeFoe (2 e hm b -

~ car bonet hoxf-’%ﬁly rl'o'xy 4hebn?onxz>)3l-°1x-yn_1§ hcypf e'ﬁwﬁ_ ' -%anﬁ"bnaomrr%)f hy‘f ]hy%re%wh%{l‘ cohol |

i n t he 10or moxy ) ety lhm aghi nine thyHli Ietb e nz ph al c s calf fue thibng i poime téQrle

state. Exanplggol4 3Qbtained. A solution of 13.4 g of phenyl A yoxal and

19.6 g of 5-(2-am noethoxy)-salicylamde in 100 nl of nethanol is heated
under refl uExa@Pl® Hdur and 7 g of sodi um borohydride are then added in

porti _on?], With stirry gg,olau‘gj,?) GPO{d U 1% i;d,en _?;rhf'@le‘@-aqh .;mnm&w,@j._sdst | {Led

overni ght at _apprgx. .200, co 2d, Wi rochl oric acid w

i ce-cool i ng sé?}d °fyiqlfatme’r d.a"fﬁé sfﬁchetgr g*ofce)%s(-%‘rfb‘ﬁ'fﬁtr T oenzkrate el 1%e

wi t h cdiScentstdtrad danfroomita il rutirore draklexdt ARERL Withe reacBion mibyl

acetate. Th rude pysoduct. optajned b vaporation i rys- tallised from

et hanol , gi 3iu%ge ['r r‘{" ssﬁik"[ -’('é‘-hc1g%%a%toﬁki"-$w OW-ZSS& W of Behyf
acetate, and the solution is washed successively with 50 mL

of saturated potassium bicarbonate solution, 100 mL of water
and 100 ml of saturated aqueous sodium chloride solution,
20 dried over magnesium sulfate and evaporated. The residue is
dissolved in 30 ml of hot efhanol from'uhich, on cooling,
ﬁ(-EN-EZ-(Z-carbambyL-3-hydrbxy-phenoxy)-ethyL]-aminomethyll-
benzyl alcohol of melting point 122=-123° crystallises out.
The compound forms a hydrochloride of melting point 190-191°
25 (from methanol/isopropanol).
The starting material is prepared as follows:
a) A mixture of 23.0 g of 2,6=-dihydroxybenzamide,
20.7 g of potassium carbonate and 28.2 g of 1,2-dibromo-
ethane in 300 mlL of acetonitrile is stirred under reflux for
30 2-3 hours. The reaction mixture is filtered while still
warm, the filtrate is evaporated and the residue is recrys-
tallised from a Little methanol. 6~(2=-bromoethoxy)-salivyl~
amide of melting point 120-121° is obtained.
Example 12 ' , .
35 . 16.6 g of crude N-L3-(4~carbamoyl=-3~hydroxyphenoxy)=-
propyLJ-N—(Z-hydroxy-z-phenylethyL)-benzyLémine are hydro-
genated and worked up analogously to Example 4. X -[N-[3-



phenoxi) ethyl]- an1nonethy|] benzyl al cohol of nelting point 5 ~174-[err] .
14a) The 5 (2- am noet hoxy) - sal i cyl am de of melting poi nt 1400 which is -
r-eq hi'red 4s the starting material is obtained anal ogously to Exanple 21 by X
catal yti c debenzyl a- tion of 5-(2-benzyl ani noet hoxy)-salicyl anmi de by nmeans
of- 5X 10 strength pal |l adi um on-chareo35 eatal yst in nethanol. Exanple 15

[egr] -[N-[

'ne%ﬁyl] 2- pgﬁi |ﬁeneng%§Iﬂ5P¥ P?XQQ%ngl% %%ng err dgﬁﬁi%ylj benzyl

et hanol/ net hanohp Li sfomeaitied ananégg%rﬁhoo Bfa®pta ‘S'elS‘ybI'S recfysing 5.0
g of [err]- anlﬁeaﬁhbxlkr%mpx@bgwagqabhanol and 2.2-g of |

2, 3-di hydr o- dimet hyl -6-(2 bronnetho& 3- benzoxa I n-
Exanpl e 16 A ni xt ur &h&f s¢2ag ‘@Qoﬂaﬁﬁéﬁfl ﬂﬁyPéﬁ@q&de€1§h %£}°HETQﬁ

4- ]£|2 arr?nopigaggg); , sal |hcyLam de in 25 m of 2-propanol is b0| | ed under
reflux. for ours e.r actlo ture | Igeql & s due
s partitioned betméénxlﬂ ﬁ1U5F ﬁa ghxé § fﬁg 1%§a$q3%£§hzﬂiyiﬁ nd the
or gani ¢ phaZehiys roayhéd=-hBebd enizoxs 2/iinti4 ~wateor 55Dr3)/|mgf%/mtcﬁsgdrﬂ"b A=

phase over | UmS Ifa -
[err]-[N-[2 JaEs LA %|-3t°?y3ru%>€yp %ﬁ%twa&rﬁaﬁhﬁ&@o o of ace

- et hyl ] - bentgnealigoReli, Leghiupideirs "reé‘c,lrus?‘stzﬂﬂ |2sl*ed‘ eﬁ'ogcfus"lvél*b’clﬁ(ar&ﬂ'b 2
and af fords clerr\ttrfalts nrgartrhe.-r fiihg rawe R ﬁsraofoferwa mniegﬁ\aw \ma!ldme"lgarm)l nt
. 171-[Terr] and 149- %p _ q# ~d s @red in
the fol | ow r‘i§°r\'dﬁ'ﬁer9“’§)s p(r30>t”°§'°g§’r(?qu?§3’n)ef |c‘{}g\ ’?st i et dded to
a soIut;ozkﬁg-g5gguﬂhibi}zmdﬂ#ﬁunéZd}(heuﬁind db(dl(m&}-113°
.- pr opoxy enzQx 500
put into an autocla g q?fd%a?ﬂmﬁéclhqg‘s cloumtqnen 4 nject eoF un Jﬁﬁ%he pr(;eqz:gtrjreeI >
is 5 bar. Hjodlmagémngmr) |as'et Hmtc%*rated far £4J00I IZnchoms b i B hydrogen
pressu unt_i I f
4 St prin S utlon i ve@]crui%s#:é drfd U d¥b t&r@x%@éylﬁﬂ gl

evaporaf- ing the - (2-am nopr opoxy) - sal i cyl am de
whi ch, af t er emsoriyx dihe srqans fbrmmleatnhwﬂ)nn reltkehmivagsim gives,

after recrystallising the residue from toluene, N-[3-(4-
carbamoyl=3~ hydroxyphenoxy)-propyl] benzylam1ne of melt1ng
point 131-135°,

.20 ¢) A solution of 12.7 Q of N-ES-(4-carbamdyL-3-
hydroxyphenoxy)=propyll~benzylamine and 7.6.g'of phenylethyl-
ene oxide in 80 mL of isopropanol is boiled under reflux for
16 hours. The reaction mixture is evaporated, the residue
js partitioned between 100 mL of 6 N hydrochloric acid and

25 '100 mL of ether, and the agueous phase is separated off and
rendered alkaline with 2 N ammonia solution. The N-[3-(4-
carbamoyL-3-hydroxyphenoxy)-propyL]-N-(Z-hydroxy-z-phenyl-
ethyl)=benzylamine thus obtained is isolated by extraction

_ with ethyl acetate and is debenzylated in the form of the
~30 crude product. '
Example 13 .

20 ml of concentrated ammonia solution are added to
a solution of 1.7 g of crudeO(-[N-EZ-(3-carbomethoxy-4-'
hydroxyphenoxy)-1-methylethyLJ-aminomethyL]-benzyL alcohol

35 in 10 mL of dioxane, and the mikture js allowed to stand at
room temperature for 60-70 hours. The reaction mixture is
evaporéted and the residue is dissolved in 75 mlL of ethyl




'1870. 5‘- Exanple 17 A mixture of 7.0 g of

[ erg]- (amnomet hyl ) -2-furanmet ha- nol and 7.5 g of. .

2,.3-di hydro- 2, 2-di net hyl - 6- (2- br onpet hoxy) - 4H 1, 3- benzoxazi n-4-one is

melted and stirred for. 1 hour in a bath at approx. 1100. 50 ml of _

i sopropanol and 2 ml of 10 = concent Laggd.ammoni a sol ution are added to

t he~reaction mx- ture while it is %tilt warm and the m xture is boiled

for 5 ninutégﬁtFFFtéPgd"aﬁae§|Pdﬁéd Qomdo8IT. sagMKiatg duayiepas sodium

[err}-[Nl[2cb$ocddbaﬁbyht4ohydrQnygg@ﬁQﬁﬁb-%?hyb3g%mﬁﬁoﬁm§?£]qi%es .

.2-furanneth L, .of _RRLELNQ-RQLNt 169-[err ampl e 18 A m xture Qf 2.

g of [err]- gﬁﬁﬁ%ﬁe?ﬁy??-g§tﬁf5 ﬁgﬁé}LﬁeP%gﬁ8ﬁy§ﬁ§"§f€§g%oﬁeth;ﬂethyCi

2, 3-di hydr oapinotetby hjbengylbedwohodt Aex ) mikitlr@- benzdeaziered-icomers

Stirheds LOGRIRRE WobR 8Mhn0billl! GhIXhATNGryldla 1h (AW £l 2211 (Al
artitioned between 106 mi' of

100-110. The 20 reaction mxture is parti 1 "of “et hyl
ace- tate aRihyd arespte Rndgdgoddepsiisadi whthi ¢aehonads cdolobt atiined, and
the OrganiCfahaSQahBLéﬁpahaEQQmFEE,ggrg%QtQ%grp%ﬁQQeQEBaﬂiUbtate and

ted, givi de [err] - -(3- . . .
ggfggggyﬁ-4-%;;Lggyﬁhgnaigfﬁé¥ﬁyﬁfkﬁﬁ$ﬁénéFh?PFFZPFHidﬁhéﬁé—f25L°"1ﬂ§thanol

I n"the formahnarerystalline mass which, after re- crystal Lisation froma

-littleqgsopropanol, t _ - 1610, repga recpystal.lisation raises
t he neTting'point tgyﬁbl§T$EF%§§aﬁ%Ié'%QQB ¥ %%qhy% E,% %ﬁf€d§°ﬁybe"
concentrat ege3tPrufir@ acpdl &rdesbuddmioeaand 8.8og off thlbrgacktone in

S-(+)-[err]afamyngrebbykbnberiyt 35C8BGN e@Ndndbro rQ¢QUx for 16 hours.
5- (2- oxopro PX é-?aklcylan1de in 400 nl of nethanol, and the mxture’is
hydrogenateg Bé rTo4g90PTsohipreagehopradnAut»8nacRAr 64 tbatamise have

anal ogous| ybeenEsaded35the peac8iaRdminiked 4R boTh@detaponatk,@Rphehesi due,

obt ai in the form of f oa crystallises fromethyl acetate as  a
nixtupggof ﬁ?%gfe?%ghéfsggf"ngprﬁ a58fn: thagresidpe Ts.digsolped inonal
crystal Li sai@omlfobntotopnepanod gheesochupine dsanbaisaedr wath 10 mlL of

Gl ghteRoskd RO SN SHYBRRIRRKLD, aqyogy postum onion
B ride solution, and is chromatographed over 200 g of silica
gel. The fract{ons first eluted with toluene contain methyl

20 - 5-(2-oxopropoxy)—-salicylate, which is recrystallised from
isopropanol and melts at 80-82°,

b) A solution of 0.8 g of X-aminomethylbenzyl alco-
hol and 1.2 g of methyl 5-(2~oxopropoxy)=salicylate in 40
mL of methanol is hydrogenated ahaLogousL} to Example 8,

25 Filtration and evaporation gives crude =[CN=-[2=-(3~-
carbomethoxy=4~hydroxyphenoxy)=1-methylethyll=aminomethyl]-
benzyl alcohol in the form of a yellowish oil, which is pro-
cessed further in the crude state. '

Example 14 ' ' _ _

30 A solution of 13.4 g of phenylOlyoxal and 19.6 g of
5-(2-aminoethoxy)=salicylamide in 100 mlL of methanol is
heated under reflux for 1 hour and 7 g of sodium borohydride
are then added in portions, with'stirring and cooling in fdce.
The reaction mixture is stirred overnfght at approx. 20°,

35 decomposed with 2 N hydrochloric acid with ice-cooling and

B filtered. The filtrate is concentrated, rendered alkaline
with concentrated ammonia solution and extracted with

S



.160- [err] Neutralisation with nethanolic hydrochloric acid 5 of the
basic, nother |iquor obtained in the fractional crys- tallisation, and

fracti onal crystallisation of the hydro- chloride from nmethanol gives the
ot her enantioner in the formof the hwdsgchl oride, nelting point 181- [err]
In the formo gherr drochlorrdes bot h enantioners exhibit the 10 .
 sage speci f FEMY tﬁfFBﬁ €e[err] (C =1, nmetha- nol), but have different
C-NWR spectra. Exanphe 20udesepiroducrt obt@:ineg bfy evaporation is crys-

4- benzyl oxy “[N- - -
car banoyl - th?gﬁ%xggﬁgég gthapﬁ ] ggxpﬁg§§tﬁ"|f?béﬁ ;Frgfgoyl g hyﬁ{ﬂxy

100 ml of dpbraasyPsemhotl genamaemharéﬂ-hsmmrt @dsohgilt iofnde Lfiing wpednt
addrtrﬁg of 124819505% strengt h pal l.adi um on- charcoal catal yst, untrI 1
equi val ent of hydrogen has been_t aken up. Th ci pitated produ t

brought into. solut?éﬁ )Y hRar i Qﬁ amdﬂP@FhQ&d gd Yihamdrd en et A% t1r'tgne 20
~catal yst i Spﬁhhtened%f«h iand 1Eheefquh'frredt @asi &hevamrr-ahmcd macemyisilalilsi sati on

on (sic) iso
[N-[ 2-(4- caPBg%ESFQ ﬂ§x539§% %Qy%xgphs hAWPﬁoﬁgﬁﬁ¢Mf1f ﬂ%ﬁf Q9benzyl
al cohol of t&bni ag §m<arbsay[temnpogaa)oxvﬁesgttarctytmgnm i areacsvesn Afe 5%

prepar ¢f -angkegngéh galQH% umEQ nEtAEc®ak02 49133t in methanol,
7-(2- bronoethoxyf &ro- 2, 2-di et hyl - 4H . 3-benzoxazi n- 4-one. The

4- benzyloxyEFéWP}e[ [ 2- (4 car banoyl - 3- hydr oxyphenoxy) - et hyl ] - am nonet hyl ] -
gegzg} ggF0P0| thux'QtNagﬁed3“Qb%%a%byl?14w?qH0ﬁj@ﬁEH®x%)Zﬁﬁﬂ}LJ aﬂ1no-
bstre al | adi,ym on-charcoal, ca st ar.e ,a ution

of 45 g of EFGB%HP E-Pyrmgﬂgﬁgfﬁ% L%1¥g point q%% ffbéiép

(? car barmybtﬂahysdlrfmey:rhlaerocb)y)setolb)tlahmrd raovatogous-Uye rtoy |E xaimpdieo[3 ity 500 ni

~of nethanol turee i ted n to
Exanpl E§4 [ng ng[ EI— P]Z)é ?f °§5§an %%%'hyta} 2 @’}q d\WelﬁFth%oq aJnQ:gGZUSé y
car banoyl - 4ghydraxgphemaﬁyp’ébBywhmanmudnérm@ﬂbdkmwsﬂhQﬂxhﬁ4ﬂﬂﬂ,1ﬁ mel ting
poi nt 174- [?EELoQQ qugLQ%QoI) I s obtained. The nethanesul fonate nelts at
182 [err] (Trom nethanol). 40 - The starting material is prepared in

t he follomrﬁganahﬁeﬂé 21a) A suspensron of 60 g of 6-(2-bronoethoxy)-2, 3-

A mixture of 0.96 g of phenylethylene oxide and 2. 1_
20 g of 4=-(2=aminopropoxy)=salicylamide in 25 mlL of 2-propanol
is boiled under reflux for 15 hours. The reaction mixture
is then evaporated, the residue ié partitioned between 10
mlL of water and 100 ml of ethyl acetate, and the organic
phase is washed three times with water. Drying the organic
25 phase over magnesium sulfate and evaporating it gives crude
o -[N-L2=-(4=carbamoyl-3-hydroxyphenoxy)=1-methylethyll=amino-
.methyll=-benzyl alcohol, which ie recrystallised analogously
to Example 2 and affords in this manner the two pairs of
enantiomers of melting point 171=173° and 149-151°,
30 | The starting material is prepared in the following
manner: '
a) Approx. 5 g of Raney nickel catalyst are added
to a solution of 25 g of 2,3-dihydro-2;2-dimethyL47-(2-oxo—
propoxy)-4H;1,3-benzoxazin-4-one in 500 mL of methanol, the
35 mixture- is put into an autoclave and ammonia gas is then
injected until the pressure is 5 bar. Hydrogenation is then
carried out at 50° and 100 bar of hydrogen pressure until




. » .

di hydro-2, 2-di net hyl -4H-1, 3- benzoxazi n-4-one 'in 110 m of 5 benzyl am ne
Is geated; with stirring, for 30 m-nutes in a bath at 800. The pH of the
reaction mxture is then ad- justed to approx. 3 with concentrated
-hydrochloric acid while cooling with ice. is applied, and the m xture is al-
lomed to stand in order to crystallise ;§I§19.crystals are 10 filtered off
Wi suction after 4 hours, washed with 10 of water and 10 ml of ethyl

acetate and *RSOCRt Hfe GARRS 5- (L lﬁeﬁfzm%rﬁfnﬁ)eﬁ%x%t%laﬁ%y?% fpaporat=
‘hydr ochl ori dengt inee csmaﬁdrecbmsl Sc:aidem-{aadmard\eo@@osﬁ)-lséoem} Eshide

W'Sor ut on $ R AT TR G U R g pine Les ot 185210

5- ( 2- benzyl 4&7foet hoxy) - salicylamde in 100 ml of isopropanol is heated
under rgfIU@xa%mlgﬂ Rours. Renov- ing the sol vent by evaporatlon gives
crude((- EN- benzyl - '
[ 2- (3- car banoy! - 4- hwmxstmfaq&fy)"-& y1qt a«ﬂfrmmmtibewzﬁ-wanmtbaml in

the form of nan Qinld VPhischy N 3 - yaras o -diﬁnewm-a(zmaumxp-
further pur|f| | e 22 A m xture of 13,

g, O
[err]- (amn q&l_)%w m-éo °WFOI"sarﬂ:F'9t°iF 9arm st1rred for 1 hour in
6- ( 3- br onopropety) a2, 3rpedi fopdr a1 %- diStetelylof 28s op rdpan 3- hﬂrﬂcz(anzu o #- one

i's heatqd, | 5 e reactJon
m xt ur ggl S \(/:Mgtglr}ee?i‘tt r.rza?O ma"i"&rn#f {gle%get J}"aér’j‘eéjad‘%hed an]t?f'? h'ée s%*r W ol *s
washed succdsdieyeih Lg itk tig c,sehﬂd- Margf, anseduiee minturee ets porblsed sfam

bi car bonat ¢ ssalihi¥3, 50 (Y la WBiTa AWLED i Ao A Wodling Tl o segl um

chloride solutio d’i ed over nesi um sul fate and evapor at e ol
resi due i s Hir<da ecf3'r?ae{'q§"'c°mle 'é@’pi’r’mew%eﬁﬁﬂhﬂw rwrmﬂavll-

sol ution (~§-N).1r&fnnhytd|raﬁro ¥ ahd lrinde goimettenaiziderr]
- [N 3, % rbangyl - hydr oxy- phenoxy) - propyl]-am nomet hyl ] - benzyL al cohol
i s obt dPned S*AMmELe is way in the formof the hydrochloride of nelting

poi nt 189-[err] The Asmdndtiurg reft .i7alg icf ﬁwﬁﬁmaﬁjﬁ#ydmmne-- 41
oy ony- SAREME R b B 20k TN -
ethoxy) 4H-1,3~- benzoxaz1n-4-one is stirred, together with 2
miL of triethylamine, for 1 hour in a bath at 100-110°. The
20 reaction mixture is partitioned between 100 ml of ethyl ace-
tate and 10 ml of 2 N aqueous potassium bicarbonate solu~-
tion, and the organic phase is separated off, dried over
magnesium sulfate and evaporated, giving crudeX -[N-[2-(3-
carbamoyL-4;hydroxyphenoxy)-ethyl]-aminométhyL]-Z-thiophene-
25, methanol in the form of a crystalline mass which, after re-
crystallisation from a Little isopropanol, melts at 158~
161°%; repeated recrystallisation raises the melting point
to 171-172°. '
Example 19
30 0.26 g of concentrated suqur1c acid are added to a
solution of 14.1 g of S=(+)=X=(aminomethyl)=benzyl alcohol
and 21.5 g of 5-(2-oxopropoxy)=salicylamide in 400 mlL of
methahol, and the mixture is hydrogenated over 2 g of 5%
- strength platinum=on=charcoal catalysi analogously to Exam=-
35 ple 8 and worked up. The evaporation residue, obtained in
the form of a foam, cfystaltises from ethyl acetate as a
mixture of diastereomers of melting point 146-161°,

3



ane and 10.4 g of potassiumcarbonate is stirred under re- 5 flux for 2
1/ 2ghours.,. The reaction mxture is diluted with toluene and filtered, an
the filtrate is evaporated. 20 m- of ether are added to the residue and-thg
sludge precipita- ted is filtered off. The filtrate is evaporated again an
the residue is triturated with 50 nl of 3@etrol eumether to 10 give 14 ¢

of \¢rude 6- ﬁg EE@QRQ[OB9§§¥a%iqngq¥qrQr%m 1§opropanol gives a pure

met hyl -4H 1 enzoxazi n= formof -a crystal I'i ne mass.: Aﬁter.
recrystal | i spanshomesned Srt) sXpENrERadA-srbamoyils 4rhydaon yRdiens xyp =

115-118. Ex ”HE@h?@e%ﬁ L1-aminometh$ 130bidhiz9N Qfl cbRo & FOmeltUHY point
[err]-[ N-benz

car banoy! - ﬁ§a?6§ypheH§Pf’B#dﬁ?FP°§nﬁﬁ5ﬁe@ﬁ}ﬁf"8&nyﬁﬁﬂﬁﬂﬂ“ﬁ°r‘ﬁ 259 of
“met hanos ISohydh@gBIaEedmulﬁdeﬁ' meaualr @tbl‘tdnhlednSn ithet fe aprtdomade cafyst. 4 g

of 596stren éggéggongkggpgglﬁ oaI %k%§H1sgqt|% OQetqgﬁg Jon of

hydr ogen 20 solu i-on, evaporat ng the trate and
trlturat|ngchherndsldnemmmehhenhérgngestaeSOKMGPwhm@mt1aWF€r1" the

recrystal Ii ?@thogff e ﬁafld rtotc'h‘%or%%)l%roﬂ%rl‘%' ’nga#l nrnt:Ls 1[89U1183° In the

-[ N-[ 3- ( 3- car banoyl roxyphenyl ) -prop onet hyl ] - benzyl alcohol
of melting fermt °ISIhFé|"r]"Y95°¢hL°”desr 8 enantiig @erfét @rhdibd tc hege

obt ai ned i nghhe BpeBSF 1des~©rtlattadnbekqw2°ﬁ’3€) 334~ tty dfoxpiTeriyl ynesthdt oni c

acid is conygiyedpyitanbhe i¥edrankyd-ngie ahledithad with methyl
chl or of or mat e angﬁ]égneans of benzylam ne into N benzyl-3-(4-hydroxyphen-

30 yl)-prB3PBA of nelting point 115-[err] 23b)
N- benzyl - 3- ( 3- car boay sé-LtdoaxyFhényl - mrfo@-tbt&n:arrhod@ -Etle-lnz-rtgr-pm nt

180- 181 i s qbtained,upder the c | Rt nt
reacting t h&? §§5f"ﬁ|’hl gl ﬁyg(om_yggﬁnoq(yé %&%Hﬁ' rc?@;q/p 31 ysl'ér c?%ﬁ‘csfl d"coa-nd
carbon18i - 86l iaxi00 atl aft drrpetraateuns dffydl‘mrfa(tredél unslers narderl a:cm'es-

sure of 55 Q@Qﬁo%gc)wﬁimerheY5%%1¥'%%n%% ?3 for }P%ﬁ%&%&@ﬂﬂé?@n nlxture o%

phenyl ) - propi onani er reflu
net hanol andncsheéﬁpﬁétéét§GVﬁGw|@ﬂédﬂd1g@ﬂ§§VaLe“t of hydrogen has

N-benzyl - 3- (3= AELAR¥NC ALRON el phREHPItRRARY IDrod@R -is brought into.

solution by warming, after adding 200 mlL of methanol, the

20 catalyst is filtered off and the filtrate is evaﬁorated.
Recrystallisation on (sic) isopropanol gives crystalline &=
EN-EZ-(4-carbamoyL-3-hydroxyphenoxy)-ethyLJ-aminomethyLJ-4-
hydroxybenzyl alcohol of melting point 181-182°,

) 20a) The starting material can be prepared analog-

25 ously to Example 10a using 7-(Z-bromoethoxy)-2,3-dihydro-
2,2-dimethyl=4H~1,3-benzoxazin~4=-one. The 4=-benzyloxy=X-
CN-L[2=-(4=-carbamoyl=3~hydroxyphenoxy)=ethyll=aminomethyll-
benzyl alcohol thus obtained melts at 181-183°,
Example 21 |

30 5 g of 5% strength palladium—on-charcoal catalyst
are added to '‘a solution of 45 g of crude X-[N-benzyl-N=-[2-
(3-carbamoyl=4~hydroxyphenoxy)=-ethyll-aminomethyll=benzyl
alcohol in 500'ml of methanol, and the mixture is hydrogen=-
ated and worked up analogously to Exémple 4, A -CN=-[2-(3~-

35 carbamoyl-4—hydroxyphenoXy)QethyLJ-aminomethyL]—benzyL alco~
hol of melting point 174=175° (from ethanol) is obtained.
The methanesulfonate melts at 182-183° (from methanol).

7



dhanide'df mel ting. point 139-[err] (fromethyl acetate). 5 ' 23d)
Reacgi ng N-benzyl - 3- ( 3- net hoxycar bonyl - 4- hydr oxyphenyl ) - propi-onam de wi th
benzylL bromide in the pre- sence of potassium carbonate, in acetone as the
solvent, by boiling under reflux for 15 hours gives N benzyl-3-(4-
benzyl oxy- 3- met hoxycar bonyl phenyl ) - pr opi ggasi de in the form 10 of a
yeldow sh oil. 23e) Selective,reduction of ,the am de group, in N .
benzyl-3-(4-benzy|oxﬁhg-ﬁﬁ?ﬁB%QEa?%BﬁQF5ﬁeh§l?rﬁPabFSnéﬂngeb§9hé8H§"8f
di borane i n mainmamydrof uran for 48 hours at a tenperature of 20-[err] gives
N-[ 3- (4- benzyl oxy- 3- oxYy-= bopylphenyl) 20r9R - [
whi ch is-converted, ?ﬁé?hg ?%%ﬁf%?fgﬁeggr%§e8p¥%dﬁcg? %&Lﬂgggéxg?ghgd?ogen
in the presehthydfosR@ sdimathnlpalit hel nheoroshai ooarooat dny3t0 mh eét hanol
as sol vent afth 2 L &niSEPLE ReEEe 8] dPtR0stiPFPng, for 30 minutes in a
N-[ 3- (4- hydr ox -3-neth€xycarbon¥Iphengl)-pro ¥Ii-benzylan1de 20 (sic) of
mel ting poi Ratm-Fy BTy onThe ol oplinb 7.’23F? aAnsBixtipR oF Shep ad-
g:[3-(4-hydrpmytsd_?atﬂ@%ycarbwnwtﬁgggyﬁfengeaybhfb?azubgnbaeciacaeo nL of
li - oxane is esterifi slc), Wt of .concenfjrate mmo- .nia, the
mixture bei o otetClng ctEtn t6F 52 qahySede 268 "5he" RSBV AT Bazcton
mxture is evapod atedstame imsodderi Soparystabhiédebet eencwasenlandret hyl
acetat oy ande{ {\e PLHH £ PlIER s ot PERALPLER £Thou V0L KLBONKE LFehNFO L

14,5 g of crude

custonmary nmanner gives _
N- C3- car banoyf -watstraxgphenyl)oprephr} - apehayranndedriedne Thenrondan oil,
which is progegsagedsytamPhoetieky YL s00UEy (Wi B nPUFbERCEFi @8- tRET) ob~

| uti f 8.5 f crud 3-(3- b |-
3 hycr oxyphetNShrmGE: - Rbng k21 60~ anth 80585 81 LBABASE EEnhe rBAESBXi de i n

100 m of i snprepadnol102-108? edf vomcsthglacxtboe/8thenys and is then

evapor d. The oily. | due |s,_35 reed,fromexcess enyl et hyl ene oxi de
by beiﬂgfstirred'wﬁt%{gitgof%tﬁ$é?%e?} ﬁﬁézc?ugt,p FP§Lgpﬁy¥e"e $xds
[err]-[N-benoyd -28 [8-4 3o taF~(2-benzylaminoethoxy)=salicylamide in 100 ml
bamoy! - 4- hydgpxyplicrydd 8L Opy! ke et BogRUDY! baPEREYkopl 88NRby rs .~ Admpyuhi ch
is sparingly soluble Tn petroleumether Is processed further in the P8rm of
the crude prioslicthe ysabwent (b (meareuatioragivas crude &'~CN-benzyl=N-

[2=-(3-carbamoyl=&4=hydroxyphenoxy)=ethyll-aminomethyll=benzyl
20 alcohol in the form of.an oiL'uhich can be employed for de-
benzylation without further purification, |
Example 22
A mixture of 13.7 g of‘{—(aminomethyl)-benzyl alco=-
hol and 9.4 g of 6-(3-bromopropoxy)-2,3-d%hydro-Z,Z-dimethyL-
25 4H-~1,3=-benzoxazin=~4-one is heated, with stirring, for 45
minutes in a bath at 120°. The reaction mixture is cooled,
250 ml of ethyl acetate'are added and the solution is washed
successively with twice 50 ml of aqueoué, saturated potas-
sium bicarbonate solution, 50 ml of water and 50 ml of satu=
30 rated sodium chloride solution, dried over magnesium sulfate
and evaporated. The oily residue is dissolved in a Llittle
isopropanol and neutralised with a solution (~5 N) of hydro=
gen chloride in methanol. of ~[N=-C3=-(3~carbamoyl=4=hydroxy=-
phenoxx)-propyLJ-aminomethleJbenzyl alcohol is obtained in
35 this way in the form of the hydrochloride of melting point
189-1920, | |
The starting material is prepared in the following

/



Exanpl e 24 5 A sol ution of 31 g of crude N-[2-(3-carbanroyl -
hydgoxyphenoxy) - et hyl ] - N-[ 2- (3, 5- di benzyl oxyphenyl) - 2- hyd-
roxyet hyl ] -benzyLam ne in 300 ml of nethanol is hydrogenated under nornal

noL. - equi val ents of hydrogen 10 havé derT t aken up. The catalyst is
fiktered of manhkee:filtrate is evaporated and the residue is dissolved in

200,11 o1 15007 opancloyy T s 11 146 SN 2 il the
car baroyl - 46hyd|dm>oytphémlmay)3-@t9m0]xaamnmﬁw_]‘h13 %-ofi Hyd=didromapndrenzy|

al cohol i n 4G GLAuMe! 42 PIAUNLJOUR calborkflE ROWKH i e AU srd-sed by

the foll ow nC %nals in pro- ton nucl ear magnetic resonance spectrum
usi ng h8xadd&kuer Drdlzrrét/t?ylhwsf-oxﬁd‘@ de agtd v |Miarhu recrisnidiiutsd mith 74

(ZED 2';) 5 ?dQo(Lh,en%7H)a61§I4(fGEt(etned?,g an7d2|('%he ifﬂi(rfl_ahtelH)s rabdrehteld) ; lZiJ AL E)d

: L 7. , 7. ) tarting naterial,can be

prepared i n°tfh§t1:h(9l"l 8\fe i%r‘ﬁéilelr%ﬁr‘l’eré'ezia?)s?@% ad‘dﬁi‘tsh sludge precipitas

5-(2- benzyl awidndat FdxXyt)ereal iocﬂzﬁ.amm X5 Lt reartee aikdesyapor gord | agesi ranghdii t h

stirring, Q§% %%QHHJ@"#? é%%t éﬁ] w1th %?(?L of petroleum eth r to
ophenone 0

[err]-brono enzyl oxyacet m® of® acetone

reacti 88 ni stiviee li4s Qstolfr r%‘d‘@é‘?ﬁ@h'%onmﬁ’t@nﬁm&mwd FIQTEZ&'edzi‘pl t at ed

crystals ar e,eftlh&,tler @ld-10f3f b‘@ﬁzl%xsa‘éqtd%o@C#ﬁ had I1dimids I5 EUAPOS el fife
giving 30 cru err]-[N-[2-(3-carbanpyl -4 hydrox_yphenoxyt) et hoxyet hyl ] -
benzyl ani noM3s5-di lﬁé‘ﬁ‘?ﬂ d’)&Fd‘d/esct@d-iHrFtﬂfem“zﬁﬂ)Wkl hortits RAtRD

bor ohydri de et®aGl) @fhe3 produca addad alt iMtservadS, of 2-3 hours to a solution
of 39 g of Ehe r suI i ng crude product in a mxture of 200 m of 35 '

et hanol and nmet hanol, and the whole m xture is then stirred
overni qist . The pH ofA tslme.uuvdmroef |1§ .ﬁdjgjsdfechrudjeﬁm-amhngl “NN3=(3~-

then_evapor P08 b RSBt RH IS <o L i e A3 et 02 T,
and the i x@bree hiod nendétﬂemlamaltnafé\amlh corfoednoganat ednunder swnmal
conditions, in the presence of 1.4 g of 5% strength palla=-
dium—=on-charcoal catalyst, until the absorption of hydrogen
20 ceases. Filtering the solution, evaporating the filtrate
and triturating the residue with ether gives a solid which,
after recrystallisation from a Little isopropanol, affords
d\-[N-E3-(3-carbamoyl-4-hydroxyphenyL)-propyL]-aminomethyl]-
benzyl alcohol of melting point 151-1539,"
25 The starting materials can be obtained in the manner
described below: '
23a) 3-(4=-hydroxyphenyl)=propionic acid is converted
via the mixed anhydride obtained with methyl chloroformete
and by means of benzylamine into N-benzyl=3-(4-hydroxyphen-
30 yl)=propionamide of melting point 115-116°,
23b) N-benzyl-3-(3-carboxy-44hydroxyphenYL)-propion-
amide of melting point 180-181° is obtained under the con-
ditions of the Kolbe synthesis by reacting the sodium salt
of N-benzyl-3-(4-hydroxyphehyl)-propibnamide and carbon di-
35 oxide at a temperature of 180° for 4 hours under a pres-
sure of 55 bar. | _
23c) Esterifying N-benzyl=3-(3=-carboxy-4-hydroxy=-

conditions over 6 g of 5X strength pall gdl um on-charcoal catalyst until 3 .



tion ant extracted with 400 ml of ethyl acetate. The orga- 5 ni ¢ phase (%E
§§parated off, dried over magnesium sulfate and evaporated, giving '
(3- carbanDyI 4- hydr oxyphenoxy) -
ethyl] N-[2- (3, 5- di benzyl oxyphenyl') - 2- hydr oxyet hyl ] - benzyl amne in the
formof a viscous crude product, which pro- cessed further as.such. 10
Exgg;pl e 25 Ahsus)peznﬁlraamhaaids Byobol-l(iAgamind@et h@fluxs Hlorc W8 hadrde, 36.0

(S|C)[errkh(368nnqe}h k R%Q%gko%l%%%OQO%Q%n%QaQe%fs%qg%ﬁﬁ'u@c11r1

'blcarbonate [ Phansl "22%Redl'ed 00 & er at
stirring, foivés NobeszyThd- Is-mertebawlc@rrbmn)ytluﬁehlysirtdxefmh@o‘o'lléd'prfqnn-ered

and_evapor appgn  JeqeRdus aff B AYAS9ALEG0 koA Wirhiyanad dighnen 300

of ethyl acetate rgani ¢ phase is separated
of f, drPed over magRadPuReaditiageNzbenavdys Fé3'ﬂé&h°ﬂm§ﬁﬂ99Wﬁk§ﬁ'

di ssol ved i g Hhex%nbwmaﬁwah oflamidle 2Qth @lehayal badmthiideduited hed pre-
crystalllse |V|n

car banoy! - 8Fo>‘?3 b éﬁgig))“"' ﬁ&ij""érﬁer‘roﬂé‘t RASEOREAR the Senentyr bY
mel ting p0|bb1174g[ahuhr(#e6muetHamonﬁ hEmampbev%& Nﬂhgnmmtnamikﬁ 14.5 g

of_phenyletpﬁ 8? -gﬁm%Qﬂ égcar%% %L% y&?aﬁgq§1f£§m1d%51n the form

5-(2-am noe Ian1 obt al
|soprobanolOﬁsabwﬁﬂéawuﬁbep1ﬁ@flux for 30 mnutes. After coollng,

[err]-[N-C2-(3-carbagyyl shefaxclrvwrafmq&% i whle W RTRIrBUd ey

al cohol crystal- lises out slowy,_ and after recrystalli atlon from et hanol
it 30 nelPS"&VLI?J(fePPPZE%Qﬁﬁré‘E?tTQHVéP§b &Wyﬁhﬁﬁﬁ Z@Wﬁfﬁﬁ"%ﬂﬂ e
subst ance ab9 Re@Rar 8¢ idA ba rake! GBI tTINYI T duran Forf ald owiug eymosi -

N [2-(3- EAPBRRBSETA. ATAPBRESSeAdNTP. NG NV RE - A benzy!
al coholi50f malrbiong Lphienly L) =p+ oy L1 -behzydramine, which is converted, in
Egcggs\emeat }S\tearf%rr]‘m of the crude product, by means of hydr‘oq\_fd\,rrg'lnaqnmJ
presence of 504 strength paLlad1um-on-charcoaL catalyst, in
methanol as solvent and at a temperature of 15-20°, into
N=-[C3=-(4=-hydroxy=3-methoxycarbonylphenyl)=propyll=benzylamide
20 (sic) of melting point 75-77° (from isopropanol).
23f) A solution of 27 g of N=[3-(4-hydroxy=3-
methoxycarbonylphenyL)-propyLJ—ben;yLamine in 100 mlL of di-
oxane is esterified (sic) with 200 mL of concentrated ammo-
nia, the mixture being allowed to stand for 3-4 days at 20-
25 30°, The reaction mixture is evaporated, ‘the residue is
partitioned between water and ethyl acetate, and the organic
phase is separated off. Working up in the customary manner
gives 14.5 g of crude N-[3-carbamoyl=é4-hydroxyphenyl)=propyll-
'benZyLamine in the form of an oil, which is processed fur-
30 ther without further purification.
23g) A solution of 8.5 g of crude N-[3-(3-carbamoyl-
4=hydroxyphenyl)=propyll=benzylamine and 10 g of phenylethyl-
ene oxide in 100 mL of isopropanol is boiled under reflux
for 8 hours and is then evaporated. The oily residue is
35' freed from ekcess phenylethylene oxide by being stirred with
petroleum ether. The crude, oilyl(-EN;benzyL-N-E3-(3-car-
bamoyl=4=hydroxyphenyl)=-propyll-aminomethyll=-benzyl alcohol



. 2R
Col | oi d¥l silica o ' 5nmy 5 Talc (9°
9 , Magnesi um stearate : 1 ng 145
-nmg Preparation: [err]’-[N-[2-(3-carbanoyl - 4-hydroxyphenoxy) - 1-nethyl - 10
et hyl ] - am nonet hyl ] - benzyl al cohol of _ngkti_ng point 152-[err] is mxed with
part of the wheat starch and with the | actose and colloidal silica, and the -
mXtare is whbbbdishsoaghinglyi sedubAef dnt ipert nodieumofe thied e oo sa | s

made into agnaghe rMihh thet iF3PH iolfS tRleaRtrifde Qfr cbRicar, WA tholat efy aatdh 15
and the powder. mi xture is kneaded with this paste until a slightly plastic

‘conposi ti onPHAS fE@8 1PAred. The plastic conposition is forced through a
sieve of appk@mpld @@ nesh width and is dried, and the resulting dry

granul eg are again forced through si eve. Th ' fi. 20 t wh
starch, §t he talc and tsﬁ’z‘"ﬁdﬁﬁ'e&qlu Eistgea?rfa‘itcé'“f';lreerN(ts-@ﬁ'rt(;’i’n'e{(cea blaﬁ",walﬁd‘h-tehe eal
mxture Ei hgrpbasseenbaygkwehwaﬂkﬁrizwéﬂgﬁhmgbﬁﬂ?nﬁgXMMHQin)m@aﬂM4m]

gr oove. a Rsul I ni j ' [TV

prepared i n@x?g??g%r %lér?%%r%(rmg‘? 190 Igg\}i%/(s):"Irtg X i U R e
[err]-[N-[ 2upgecanbamsy conididionspiemedk ) 91 -afediy IssinpngthaRaid.adiun-

ggt %' ]C;)nglégzlcﬁga??:%?g. Qfa tHRlylsth@nGIINE Wd-[-dddivalents. o230 magelal C

. ' ) . . 20 30
Pr epar A0i onhaYRe bgen FakemdPancdties Gaka Wtel P i bk ad P ihre 178 ¢ azg"

col | oi dal sifljilgaatlehd shiewtapior ate d @mid Hehrresgidue siswhi sofo Bidd nin radh
hard gerati fE edpdares agane by el BRI & A ﬁ@ffé‘-ﬁﬁi%ﬁ;?}ﬂﬁ
Syr?grr;(r)nt aigleilo? anh ¥be|:jgrft'i/l.§ﬁ:o'larrae 'ics_f mnw@ﬁy o aiicee iog Y &rin a
Fgfr 1-1 NY[ g% ? E%(? é"r %&E%ylh%ﬁfm h’grl)g(byt)h?elijh-yal"i[naorﬁ ":‘ntohr?\e}t]h-'y:sLﬁ5--'CI ihyd=
.15 roxybenzyl ‘alcohol in the form of a brownish foam. The com-
pound is characterised by the following signals in the pro-
ton nuclear magnetic resonance spectrum, using hexadeutero-
dimethyl sulfoxide as the sd(vent: _ . .
Chemical shift: 2.74 (d, 2H); 3.0 (t, 2H); 4.05 (¢,
20 2HY; 4.5 (t, 1H); 6.1 (d, 1H); 6.24 (d, 2H); 6.8 (d, 1H);
7.05 (g, 1H); 7.47 (d, 1H).
The starting material can be prepared in the follow-
ing manner: _
243) 28.6 g of 5-(2=-benzylaminoethoxy)=salicylamide
25 are added, in bortions and with stirring, to a solution of
20.6 g of o-bromo=3,5-dibenzyloxyacetophenone in 300 ml of
acetone, and the reaction mixture is stirred overnight at
room temperature. The precipitated crystals are filtered
_ of f with.sucfion, and the filtrafe is evaporated, giving
30 crude o-EN-EZ-(B-qarbamoyL-4-hydroxyphenoxy)-ethoxyethyL]-
beniytamino-3,S-dibenzyloxyacetophenbne.
' 24b) 4 portions of sodium borohydride, each of 3 g,
are added at intervals of 2=3 hours to a solution of 39 g
of the résulting crude product in a mixture of 200 ml of
35 ethanol and 200 ml of methanol, and the whole mixture is
then stirred overnight. The pH of the mixture is adjusted.
to 4 by adding 2 N hydrochlortc acid dropwise with ice=



benzyl %l cohol  of mel ting point 152-[err] . .- 2.0g (%;

Sacgharin. - : 0.6 g Sugar .
g Qycerol : ' ' 5.0

g 10 . Flavouring substances _ ' 0.1

g Ethanol (86% ' L 10.0 m

Di sgi'| | ed ‘H20 | - 44 = - add 100

Prepar ati onicobhd rﬁgqgarnd tthe - sEiGaate ﬁsaruiwdmaa@mﬁd.arezao sml ldif sol ved

in 60 g of water. d: dlq:n & the otlvef compound. a d the fI ur| ng

subst ance -i M 3"f& @trﬁar?o 3d é'c? .Y i rrr"lmngevaﬁww e & |s en made -

up to 100 n1m1\mttuhed|1$- r'temldeettd/vaetlekrahliwam:ﬁhm mmntrated ammon isstedldiof
the Conpounct%o%s x]tmfacacfaa & SHRgAnee d ae'csﬁt2a7téo %he idrda-al so
o) | e fornu or

_possi ble to use t e f n onpoun S of t
phar maéeut i @dl6 Phaceepts- samad atesh afdha "a‘chd%’cﬂft"lacgrf‘%sa'!‘t"b $Hefalor ang

the active @@mm%d n 1a.hlr@t N- (20135 4 Y &&/;ﬂiéhm{ﬁ-r] [N[Z-

25 onol 4 SRS é"’fy%i“"xz@m%@t ? et e S DB 6 1
and al so i n amHaef dmmtdife tfhﬂ-npa:fr afviesvanis ammarde qirorbldt ngetpidtid4oed-err];

Y-[N-[2-(4 O enoxy) et hyl ] -am nonet hyl \ - 30 benzyl
al cohol , [e%%sl%?:&)y@r@ %ba)r(%"; -"4- hydr oxyphenoxy) - 1- riet hyl et hyl ] - anmi no-
met hyl ]193 pyExiagierien@hanol |

N-[2-(3- b d )
ot byt ] 4 bydr oii‘[)e??‘;%“s;f%"’éy?*wwwa ¢ R 03 WA R s a L ey L

R-(-)-[err] -amide2- G.-Gar-banvhd i C@”ﬁ'o‘rhfwmfdwy')l‘lhmm'ywekqu and

am nonet hyl Bobgn EW ﬂHﬁHﬂum bicarbonate in 240 ml of ethanol is heated

Ele[];]dr E))E;L(Zaﬁg C?léld(h emper turroex'y%hietr}‘oxgl% re}ihryg, ?or YT h&’r'J The

al COhOl er1'rh]e e ilatiel FroH t% orat dr%’g‘ydoa'}%WJﬁ&J %DeVJJée%WWEMW' -

5 benzyl al cohal”,
of ethyt acetate and 100 mlL of water, and the organic phase

is separated off, dried over magnesium sulfate and evapora-
ted. The residue is dissolved in the minimum amount of hot
20 ethanol and induced to crystallise, giving¥ -L[N-[2-(3~-
carbamoyl=4-hydroxy=-phenoxy)=ethyll=aminomethyll=benzyl al~
cohol of melting point 174=-175° (from ethanol).
Example 26 )
A suspension of 14.5 g of phenylethylene oxide and
25 19.6 g of the S5-(2-aminoethoxy)=salicylamide obtained in
Example 14a in 50 mlL of. 1sopropanoL is boiled under reflux
for 30 minutes. After cooL1ng,0(-EN-E2 (3=-carbamoyl=4~-
hydroxypﬁenoiy) =ethyll=aminomethylJ—-benzyl alcohol crystal~
Lises out slowly, and after recrystallisation from ethanol it
30 melts at 174=-175°.
Example 27
Tablets containing 20 mg of active substance are
prepared in.a customary manner with the following composi-
tion: _ ' '
35 Composition:
o=[N=[2=-(3=-carbamoyl=4=-hydroxyphenoxy)=1-methylethyll-~
aminomethylJl=benzyl alcohol of melting point '



[err] -rN-[2-(3-carbanDyLﬁ4-hydroxyphenoxy)-ethyl]-aninonethyl]- benzyl
alcqgol [err] [N-[2 (3- car banoyl - -hydroxyphenoxy)-ethyl]-aninonethyl-
2- pyrldlnenethanol
[err]-[N:E3-(3-car barmyl 4- hydroxyphen.o>@5) -propyl ] - ani nomet hyl ] - benzyl
al cohol , of % gz (3- car banoyl - 4- hydr oxyphenoxy) - et hyl ] - am nonet hall
2-fu¥ anmet hadgr)
[err]-[ N[ 2uh3agasharenl- 4- hydroxyphenoxy) ethyl] ami nonet hyl ] - 1560 mg
2-t hi-ophenenet hanolL, enanti omer of .
S(+) -[err] - FRSE93€3. car banyl - 4- hydr oxyphenoxy) - 1- met hyl et hyl ] - >0 mg
aninonethylkoh&mﬁﬁhlabodhah of nelting point 160-[err] (hydrochloride mg
neltin% poi 35[%89 [err]) and al so the enan- 20 tionmer having a . ¢ mg
‘hydrochl oride of nelting point 181-[err]
[err] [N—[ZN@QBGQﬂthﬁyﬁﬂxjﬁfdroxyphenoxy) et hyl] - anlnonethyl] 1 mg
4- hydr oxybenzyl al cohol, [err]
-[ 4-[ 3- (3- car banoyl - 4- hydroxyphenoxy) propyl ] - ami nonet hyl ] - benzyl ;,la';cohol
25 J[err] -[N[3-(3-carbanoyl -4-hydroxyphenoxy) - propyl]-am norreth"l
benzyl al colpeleparraltdron]:

-[N-[2-(3-carbanoyles 4- . D 21Ny
'3, 5-di hydroxybenzyBalﬂ%ﬁt’)zlo&% cm%%'nylP‘ hﬂ(d’ i{bﬂr{sﬁor the con ractl ng
states1BE @thmﬂ-aﬁﬁndetmym]ﬂhsnzﬂleﬂﬁrdﬁbu_of me Lt ol dod nat kb 2mit 3o

al cohol's of ;e {13 W Yt ;&frﬁw stltute @Jr?dj'vFﬂh Ofh &' CIBEd Se

character which i's unsubstit ut dr oxyL; n denotes the
val - ues 0 @nd1 c@ld odida lderidiicRarpm Ih el ’?"dtr‘ta'ls H'd-lhl?ﬁd Sthreugh 4 hon

atoms, the nrijleh@den patfQypReet tdhﬁrtoweuheatma sﬂa‘nrh rePresddt gnfo 4 he
phenyl radical, bei n %epa,r at ed_ from one, anot at |l east 2 carbon

atoms, in tR@StE Midh B & iess s AaEltes,° st"(ﬁ | Hhet jt2ter bath,
(di ast dlseon&rn&)threacp@ﬁﬁeas noirk tatd ciad Iaréadmﬂe.mtﬁz this pa:&)m).mmﬁs of the

formula | rel Aw s phen r pyI 4- or
' 6- pyrlda2|nfl g@ %g J%mp&§1t1od has(Leen %54&%@

The plast1c composition is forced through a sieve of
approx. 3 mm mesh width and is dried, and the resulting dry
granules are again forced through a sieve. The remainder of

20 the wheat starch, the talc and the magnesium stearate are
then mixed in, and the mixture is compressed to give tablets
weighing 145 mg, with a breaking groove.

Example 28 _

Capsules containing 20 mg of acti&e substance are

25 prepared in a customary manner as follows:

"~ o =[N=[2=(3=-carbamoyl=4~hydroxyphenoxy)=1-methylethyll-amino-

methylJ-benzyl alcohol of melting point 152-154° =~ 2500 mg
Talc ' _ 80 mg
Colloidal silica _ : 20 mg

30 Preparation:
The active substance is intimately mixed with the
talc and co}loidal silica, the mixture is forced through a
sieve of 0.5 mm mesh width, and the product is filled in
portions of 21 mg in each case into hard geLafine capsules
35 of a suitable size..




pyrinidfnyl, 2-pyrazinyl, 2-furyl or 3-furyl, 2-pyrryl or 3- pyrryl,.
2-t§e_n'yl .or 3-thienyl, 2-oxazolyl or 4-oxazoLylL, 2- thiazolyl or

4-t hl azol yl, 3-pyrazolyl or 5-pyrazolyl, 2-.imdazolyl or 4-imdazolyl, or
1,2, 4-thiadiazol-3-yl, 1,2,4- thiazdiazql-5-yl or 1,3, 4-thiadiazol-2-yL,
each of which is unsubstituted or subSti*ufed by 1 or 2 hydroxyl groups,
anfl_Al k dengkampae abkyl ene radical having 2 to 4 carbon atons, the
nitrogen atom and the oxygen ataomar, if, n r.epr ts O, A

radi cal , being sepa atsécﬁ)(’gr SAGRE ARGt Iﬁfg‘r "‘bef%%tffé'%g'ui"aer @oﬂmgtﬁg Ja'f'nbd n
represents 6tencé. i3. prepare@oripoandsisgiomairy mammeira as iiedrloiws :Ar denot es
‘phen- yI,_Zththgkigr=3-pyridyl, 2-furyl or 3-furyl or 2-thienyl or
-3-thienyl, each of which is unsubstituted or substituted by | or 2 hydroxyl
gr oups, SandXALN=E2n&BEs axh amomH-ard YL @ixy phanoxn?ieF by s am ingnsdh v dsis,
the nitrogegeat9m aNdohlde @fy @ tahgMp@int f1s2-gmesents 0, -the pragylg
radi cal , being ieparated fromone another by 2 to 3 carbon atons, %P%'"
represents G3GENEF1R Conpounds of the fornula | wherein Ar “=° 9
represents ghegayl, 2-pyridyl or 3-pyridyl, 2-furyL or 2-thienyl, &xtid g -
49 - of whigh.i substituted or substituted by 1 or 2 hydroxyl gr '
and Al k dengéégigﬁqalkylene radi cal having 2 to 3 carbon atons, théﬂHP%;

ni trogdf at GkeapYring Gupgdengtesmor, if n represents 0, the phenyl9-1 @
radical , begpgseRardk®d fromone another by 2 to 3 carbon atons, @N\WD Mt
represents 0 or 1. 5. _

[err]-[N[2Dd3tdat8dndpl- 4- hydr oxyphenoxy) - 1- net hyl - add 100 ml

et hy[ J- am nemeblylaj-lanzyl al cohol in the formof the pair of enantioners

of nelting point 166-[err] 6. . ' o
[err]-[N—[2-(3-carb§ PykﬁWYdF&fyﬁﬁéﬁﬁaﬂlﬁsﬁﬁﬁfﬁﬂg glycerol are dis

et hyl ] 18m nebiivied inbélzy of aaltelr.i n A o fudrimrofoft Hehepaiat iofe ereammaunkr s
of melting paint 152 [err] .7. . . .
-[N—[2-(3-c5P8a§3%L%&¥&fH%8x§pﬁﬁ%%%%géﬁfﬁﬂ]Eﬁﬁﬁﬁﬁaaﬁ%ﬁtfﬁ]a iﬁgﬁﬂuEﬁ%ohol.

8. [ er s} 2~ ( 4-Thaer drayre3-iisy dhey greseoup) -t Hﬁfi/-"almm‘oth dis=
met hyl ] - 4- hydqnewubenzylr al cohol. 9. . Salts of conpounds of Clains 1 to
8. ‘10. Phar maceuti cal |y acceptable, non-toxic acid addi-
_ Example 30 : |
20 Instead of the compounds used as the active substance

in Examples 27 to 29, it is also possible to use the follow-
ing compoundé of the formula I, or pharmaceutically accept-
able, non=toxic acid addition salts thereof, as the active
compounds in tablets, coated tablets, capsules etc.: A -LN-[2-
25 (A-carbamoyL-3-hydroxyphenoxy)-1-methyLethyL]-aminomethyLJ-
benzyl alcohol in the form of the pair of enantiomers of
melting point 171-173°% and also in the form of the pair of
enantiomers of melting point 149-1519; '
% =[N=[2=(4=carbamoyl=3-hydroxyphenoxy)=ethyll=-aminomethyll~
30 benzyl alcohol, .
x-EN-EZ-(3-carbamoyL-4-hydroxyphenoxy)-1-methyLethyL]-amino-
methylJ=3-pyridinemethanol,
o(-EN-EZ-(S-parbamoyL-4-hydroxyphenoxy)-1-methyLethyLJ-amino-
methyll=4~hydroxybenzyl alcohol,
35 R=(=)=%=[N-[2-(3=carbamoyl-4-hydroxyphenoxy)=1-methylethyll-
aminomethyll=benzyl alcohol,
o =CN=-[2-(3-carbamoyl=4=hydroxyphenoxy)=ethyll-aminomethyll-

®



‘tion saTts of conpounds of Clains 1 to 8. 11. Phar naceuti ca
forgul ations containing a compound of Clains 1 to 8 and 10 together with

inert auxiliaries and excipients. 12. Compounds of the fornula | as
medi canments. 13. Conpounds of the fornula | as stinulators of cardiac
[err]-receptors. 14. The use of conﬁ'unds of the formula | for the pre-

pahati on of 4mboridcaxybenzyl5.alcohodgnpounds of the fornula | for use in

- conbating LrndiraG ¢basuf fi i - . SS, he preparatipn of
N- al kyl at eg@aanngéal%o%glrs? ag":‘o% fhﬁ/?’rruq q p[heér:r‘{ %\?heertfeh%LfA%q"dﬁ{loo egtsh ya":P .
radi cal of Besmxti @leldodot er which is unsubstituted or substituted by

hydroxyl , & dEROT8s (4he avdanes 123%hyh Wﬂé&&i&l)ﬂpﬁ%@lﬂﬁ%rﬁ&hﬁe{@ﬂﬂﬁa'
5 “the oxyden atom

havi ng - 50 - to carbon atons, the nitrogen atom an [
or, if r eBEBZ& It 8L6°hete phenyl radical, being separated from one anot her

by at Leask 2CaalBen3aicanhamdyd -%ahyd ldiepeino SN AUy IS Homd I a

conpound ofbgng 105 %ﬁoherr] is reacted with a conpound of the formula

[err] wherein One of the droups Z1 and Z2 represents a reactive esterified
hydr oxyl groafNakad-KBe catribamoydpibehomnirs xylph eira xy Jrartyh yelBi-ram igromex laid [ err]
denot es hydgaﬁ%kﬁdqheWgQEQM%Lgl and Z1 together denote the epoxy group and
Z2 represents the_primary am no group, and Ar, Al k and n have the above
mean- 1 fAg, “%r T LB (4-carbamey Lot —thid rogimhen I%mre narerldiTe Misvane thasl e
meani ng of Ben@kyldaneb@stg radical Ar which is substituted by 1 to 2 groups
whi ch can b nyerted i nto hydroxyl, X2, X3 and X4 each denote hydroqgen or
B sub- ot e kA A cat bRm o SR TR - a3y b A aRaH e T

2-furanmethanol,

o(-EN-EZ-(S-carbamoyL-4-hydroxyphenoxy)-ethyl]-aminomethyL]-

15 2-thiophenemethanol, '
enantiomer of
S(+)=«=~[N~[2=(3-carbamoyl=4-hydroxyphenoxy)=1-methylethyll-
aminomethylI-benzyl alcohol of melting point 160-162°
(hydrochloride melting point 189-191°) and also the enan~

20 tiomer having a hydrochloride of melting point 181-183°, -

o =CN=L2=(4=carbamoyl=3-hydroxyphenoxy)=ethyll=aminomethyll~
4=hydroxybenzyl alcohol, _

q’-E4-E3-(3-carbamoyL-A-hydroxyphenoxy)-propyLJ-aminomethyL]-
benzyl alcohol, ' K :

25 (-[N-E3-(3-carbamdyL-4-hydroxyphenoxy)-propyl]-aminomethyLJ-
benzyl alcohol or
«'-EN*EZ-(3-carbamoyl-4-hydroxy4phenoxy1-ethyL]-aminomethyll-
3,5-dihydroxybenzyl alcohol.




hydroger‘l',- and X2 and X3 and/or X4 and X5 together denote | val ent rad| cal [/
whi c?-can,be repl aced by two hydrogen atons, subject to imjg 'IHMMHUL \
Least one of the radicals X2, X3 and X4 is other than hy

Ar denotes a radi- cal Ar which is substituted by 1 to 2 groups whi ch can =....
be converted into hydroxyl, or at |east 48 and X3 together, or X4 and X5 -

t ogether TeRPeai @LM@I#@F fﬁg'@@J\ti“@b@ﬁ‘nlg;a@tpﬁeéeﬁkacgﬁ byt WerhY@sogen
atons, or a salt there t he groups X2 and X4 of X47and”x5 fogefher
which are ot’n"'er ha @g - 51 - gen are replaced by hydrogen, and/or
substituted mdroxyluwwmaee@rsﬁeﬂ& hOcanobagdi 68l ther kbrnalaonverted into

free hydroxyl, or c¢) in a conpound of the formula [err] wherein X6 is a
reduci bl e group of the fornulae -CH=N-A k- (Va) or -CH2,0HA k1- (Vb) or

- C(=X7)-N(X8)- Al k- (Vc) or -CH2-N(X8)-C(=X7)-A k2- (\vd) or a group

- CH2- N( X8) - ALk- (Ve), in wareltHA-ich, rep~esanits(d)he—2 yld ﬂgne r adi caL
corres- ponding to a radical AIk and AHk2 correspony P ca

whi ch has been shortened by oma net hyl ene group atta '-d to the nltrogen

atom X7 repjfsedd s 4 hed OO £ $h+9&Pc£@dea£r@|ﬁQt¥§ EﬁDFEé?QFSuhygﬁo%n or
a radical which can, be repl aced é/(hy rg gen under the conditions for the
S

reduction ofYTERyt LTS qr spRs Yitepedskyt aydrexylealr deneress SPRural-coO
(Vf) or -CHU28)0 4nvod amuwhllchdéhds\asstm atleplegei ﬁddeaéedhabeug,ZAta
corresponds o a brad c€ }5) OP'[IOQ&N I%'carrr1 eg Qstegd o& one or 1
hydr oxyl gr cups " one 3o 5 BuPET P& N2 WRP AN %s hﬁs thechedhPRger-

i ndi cat ed aboweepmntsjefiwtblse zeheonpk riadi@abel bgina sepacated firem-one
duci bLe grouf, o4 d e c r t Rlesft

group(s) |s/%12;r eﬁ}ée@u%égdggnggéiy ?r%ﬂggg& Q&E é?eeg?hﬁ”tnhglrfl ﬁggfgggﬁ are
repl aced by iy diarpRAE S+ h%t%awm?woﬁdwstayeamebhﬁbuﬁacewa A& P6rnul a
[err] whenadbfyggtughgfﬁbgggnlng of Ar or represents a radical Ar which is

substituted by 1 or roups which can be con-
o pounds of the formula I wherein Ar denotes phenyl,

2=, 3= or 4=-pyridyl, 3-, 4- or é=-pyridazinyl, 2=, 4= or 5-
pyrimidinyt, 2-~pyrazinyl, 2=furyl or 3=furyl, 2«pyrryl or 3-
pyrryl, 2=thienyl or 3-thienyl, 2-oxazolyl or 4~oxazolyl, 2-
thiazolyl or 4~thiazolyl, 3=-pyrazolyl or S5=pyrazolyl, 2-
imidazolyl or '4-imidazolyl, or 1,2,4-thiadiazol?3-yL, 1,2,4=
thiazdiazol=5-yl or 1,3,4=thiadiazol=2=ylL, each of which is
unsubstituted or.substituted by 1 or 2 hydroxyl groups, and
ALk denotes an alkylene radical having 2 to 4 carbon atoms,
the nitrogen atom and the oxygen atom or, if n represents 0,
the phenyl radical, being separated from one another by 2 to
3 carbon atoms, and n represents 0 or 1.

3. Compounds of the formula I wherein Ar denotes phen-
yl, 2=-pyridyl or 3=pyridyl, 2=furyl or 3=-furyl or 2-thienyl
or 3-thienyl, each of which is unsubstituted or substituted
by 1 or 2 hydroxyl groups, and Alk denotes an alkylene radi-
cal having 2 to 3 carbon atoms, the nitrogen atom and the
oxygen atom.-or, if n represents 0, the phenyl radical, being
separated from one another by 2 to 3 carbon atoms, and n
'represents 0 or 1.

4. Compounds of the formula I wherein Ar represents
phenyl, 2-pyridyl or 3-pyridyl, 2-furyl or 2-thienyl, each



S :
verted 1 nto hydroxyl by ammonolysis, and [err] denotes 1 up A\
- whi-gh' can.be renoved by anmonol ysis, or a reac- tive de ﬂﬂﬁg‘{“lﬂr‘ﬁlﬁf ﬂ@
t he carboxylic acids defined in - 52 - formula (VI), ¥S seacted With :
ammoni a, and-radicals [err] which may bepresent are renoved at the same :
time and re- placed hy hydr n,. and/{or, if desired the resulting fre
cowpound i s °doitlidr q‘ecfg’l r'i%/"c?u sa’lttuato d 21 MR TR o S c%%tﬁér'f’é(gr?’f‘l’f-g t he
free conpoumdoumsd/ amd iAlkdelinctks aanm eallul ¢negrad kealk chafinmackned 6% i s
separ at ed i nf; e St oiiﬁqw i o (di ast QRS eéret; s, Or
“resulting _rgtcag.r?té{?’e aitt\?anszsgh\e/ee I nt ode?heﬂoafiﬁf an.tit‘{c:)%?{lgeé:r.P 1 n? of Pffoces's
according t® CenasEdtsclor ddtemheny i madieta e reasing i srpaaRdintror eme
fornula I i aneamear thed 2 Rt 3 IR EHNLAldnd ar ced e ént am-d pxi £ aci d
addi tion salst. .- S_H_%e:_t@'_t C.ai ns for w 'contractlygg_ tate AP 1.
Process for “t*he pre‘éar | R ABA Y W TR RIIUPY DR Y B nul & OH
[err] wher eiert hArl JeamGitnan et Wyeldi-bin 0f L ar lgetic C hatlect s rmivE€hthe pair
unsubstituted aor stitute dr oxyl, . n the values 0 or | and
Ak denotes %n eé\a%;{lqé’rﬁeerrsac?%cg're "tl;%/’v"l%g‘yc'ziqto ggégg‘tr%agon' atons, the nitrogen

at om and t hé.oxyge atldinl@= (3<fcar hammelsthrthey dr, o xyeh grimeryd = ok Ty L= bei ng
separat ed f rQRyQRe ANt N Rlb d A3 ﬂ@&{&pm@t%,iw sl {ive thef eof

characterised in that a) a conpound of the formula x, [err] is-reacted with
a conpound &ff eR@ntjomers [ofr Me LiHdreire IdHe To¥2 144 gr oups [err] and z2
rﬁpresents & .r eact i% e (s« (3i-ach Ay XOH 4 SH yd o 3 vh é e O @ h ¥ EP S5 ERe S
the pri-

methyll=benzyl alcohol.

8. c(-tN-[ZF(A-carbamoyl-3-hydroxyphenoxy)-ethyLJ-amino-
methyL]-A-hydroxybenzyL alcohol,
9. Salts of compounds of ClLaims 1 to 8.

10. Pharmaceutically acceptable, non=toxic acid addi-
tion salts of compounds of Claims 1 to 8.

11. . Pharmaceutical formulations containing a compound of .
Claims 1 to 8 and 10 together with inert auxiliaries and

excipients.

12. Compounds of the formula I as medicaments.

13. Compounds of the formula I as stimulators of cardiac
f-receptors. '

14. The use of compounds of the formula I for the pre-

paration of medicaments.
15.. Compounds of the formula I for use in combating car-
diac insufficiency. f '
16. Process for the preparation of N-alkylated amino
alcohols of the formula

OH

'Ar=CH == CH, — N — Alk — (0}, CONH, (I
. H : .

CH :
wherein Ar denotes a radical of aromatic character which is

unsubstituted or substituted by hydroxyl, n denotes the
values 0 or 1 and ALk denotes an alkylene radical having 2



mary am no group and X1 denotes hydroxyl, or wherein X1 and h
dengi e the epoxy group and [err] represents the primary Wﬁ“‘“ﬂiﬂﬁmﬁ
Ar, "Alk and n have the above nean- ing, or b) in a conpo U or mul a
[err] wherein [err] has the meaning of Ar. or denotes a radicaL Ar which is
substituted by 1 to 2 groups which caf B8 Converted into hydroxyl, X2, X3

and_X4 eachtdeBotca ribp@r @@@msgr ta es Wit raigeinuatiomitinch than dey geaplatced by

hydrogen, and X5 _represents . _ 1 54 .- hydrogen,.. X2 4 and
X5 t oget her °Gendife "a "GPV SEERE S i gté'le \ﬁ*ie&ﬁcgr?aag%rlépIbgegg‘d?(%yeap%\cf\voa%ey%(r ogen
atoms, subj écbmt onkehanprtheirs byt ladt letasitestc aghpnofatidns » aticHaEl Y2, X3 and
- X4 is other : ydr o | A Laas r. denotes a radi- caL Ar which is
SUbstitutedtheq%o?d fﬂgﬁgﬁggrﬁ%%ghq?ahhég converted into hydroxyl, or at
Least X2 an@’X3 tcefeondd ofr the Hiedmed & oget her represent a dival ent

radi cal which can be replaced by two hydrogen atons, or in a-salLt thereof,
the groups X2, X3 and X4 or X4 and X5 ¥woget her which are other than hydro-
gen are replaced by hydrogen, and/or shbsti tuted hydqﬂxyL whi ch is present
inaradical Arl is converted into #4reéeH W&“@Tﬁ‘, or ¢) in a compound of

the formula, err] wherei.n X_is r i r he formul ae - CH=N- Al k-
(va) or -CHQ-LNfﬂ}aI?f-ed( \'/"B;Jchora Fe?“ f)?%q’%&&et% %Wr( c")at or -

- CH2- N(X8) - C(=X7) - Al k2- (Vd) or a group -CH2-DN(X8)-Al k- (Ye), i'n which Akl
represents the al kyl-ylidine radical corres- /fponding to a radical Al k and
[err] corresponds to a radi-zgcalwAlkowhich A been shortened by one

net hyl ene group attached to the nitrogen % : '?“é:pr‘é@ents t he oxo or

t hi oxo radi cal and X8 represents hydrogen=a radi cal which can be _
repl aced by hydraqgen under the conditions for_ the reduction of X6 and/or Y.
and Y repr eé‘é‘ﬁt’?‘g‘ ates! é’aflr

X8 has the rwaririd iiedihgatrack ylb@reaupArahd ortreesprireds ep reserdi catheArp r but

optionally (l:n%rrryl Eésm’i nlonsgtr%et‘.ldp Oafné)r}ﬁ OJeereJthu:PM)!’y p'r %PSuherein X4 and
Z4q together denote the epoxy group and I, represents the

primary amino groUp, and Ar, Alk and n have the above mean-
ing, or

b) in a compound of the formula
0—X,

Afi—CH— CH, — N— Alk — (O},

|

0X, Xy ' V), _

CONH — Xq

wherein Arq has the meaning of Ar or denotes a radical Ar

which is substituted by 1 to 2 groups which can be converted
into hydroxyl, X5, X3 and'x4 each denote hydrogen or a sub-
stituent which can be replaced by hydrogen, and X5 represents
hydrogen, and X, and X3 and/or X4 and xs together denote a
divalent radical which can be replaced by two hydrogen atoms,
subject to the proviso that at least one of the radicals X,,

X3 and X4 js other than hydrogen, or at Least Ar denotes a radi-
cal. Ar which is substituted by 1 -to 2 groups which can be
converted into hydroxyl, or at Least X, and X3 together, or

X4 and xs.together,represént a divalent radical which can be
replaced by two hydrogen atoms, or in a salt thereof, the groups
X2, X3 and X, or X4.and X5 together which are other than hydro-

g

OYe (HEURG Al L1032 (WHTHTN ") YR which



-~

one or tmo groups OX8 in mhlch X8 has the neanlng |nd|cated above, and n
denoges zero or 1, X6 being in all cases a re- ducible g mﬂlmﬂumj”mm”l"
and/or Y being a carbonyl group Vf, this/these group(s) d
t he groups X8 which are other than hydrogen are repl aced by hyd ogtn % n*the
sane operation, or d) a conpound of theSflornul a - 55 - [err] wherein Ar3

has\vhe meagbpgagk Rep@a ceBPbTS ]I o8 enadiarals oA WG tut ctliydroiyad by 1
ar 2 groups which _can be con- "verted int'o hydr oxyl by annonoly5|s and X9

denot es hydMB3&R OF ATEEEMS Wi @h r@shi ciid Adimovidd AP VaTRGIToI isios free a reac-
tive derlvahyueoqplgnepof the carboxyllc acids defined in formuLa (M), is
reacted w th,agmoni a, and % %erﬁ% which may be present are renoved
at -the same®ti i@ §n8°P8°uBIa gd Jéh, and/or, if desired, the
resulting free conmpound is converted into a saktxpr a resulting salt is
converted into the free conpound, and/or, _if/ desired, a re- sulting m xture
of racemates is separ at edAi#tYe—-KirelQhwo—sH -wis§$§ﬁic (dia?tFreonerlc)
racenmates or a resulting racemate i s resy S % he opti ant i podes.
2. Process for the preparatlon of [efT]-[N[2-(3-ca- rbanDyI

4- hydr oxyphenoxy) - 1. met.hyl et hyl ] nonet hyl ] - benzyl al cohol accordlng to
Caim1, chdPgEedm §éd‘Fnat ﬁ&tdufégw]e BROuP: °F, :ﬁ'e formulae =CH=N-=A

di Pﬁd{otﬁ Fidabneblnyl-cﬂ efe#llﬁrle &?Ibenmxazgexf;-)w ~klk- (Ve) ord .
met hyl et hy h e C an |sopropy m ne ar.e ed as e
g??apggeé ¥ 9 I2 %&&éssqp ? O 28L8 #Pat|§ﬂ “NXg)=A Atk

starting mat
[err]- [N-[2<V4Jcanbaubyhh Alky represents the alkyl=-ylidine radical corres-

3 hydroxypheRgi bl 1B LGy 1Al A3 AREEUIYL) Rpadb ooy Rqaadi no to

Claim i sed
hydr o- 2, 2- defdt Mk nhoxb hm1bsebeﬁb@xépun;¢d7 Long) Methgtliene group

et hyl ] -am nggeilykh- leenme %h@%@lenaraf%o'nﬁorxrOr})élp@r@s%%t%rechlése%a%# he

startlng materl al s ocess aration o
Jerr]-[ N[ 2tb3°esar saﬁﬁyﬁl snﬁyasoffﬁwéﬁm)s nﬁqaeamqfoﬁetchadenzw
al cohol accqméchi BGntBeCIr'alpmaJ:,edCh@rrih@lﬁie'rolg%@\dulnlaletrh&me conditions for

_[egrLIﬁ;g}g?gﬁthédﬁggﬁgﬁy (52393#68thgxyfany represents a radical of
the formula =CO0- (Vf) or =CH(0Xg)~ (Vg) in which Xg has the
meaning indicated above, Ar, corresponds to a radical Ar,

but optionally carries, instead of one or two hydroxyl groups,
one or two groups 0Xg in which Xg has the meaning indicated
above, and n denotes zero or 1, X4 being in all cases a re-
ducible group Va to Vd and/or Y being a carbonyl group Vf,
this/these group(s) ig/are reduced and the groups Xg which are
other than -hydrogen are replaced by hydrogen in the same
operation, or

d) a compound of the formula

0—X,

Aryg=e €H — CHy —N— Alk — (O},
3 TH ) 00H (V)

OH
wherein Arz-has the meaning of Ar or represents a radical
Ar which is substituted by 1 or 2 groups which can be con-
verted into hydroxyl by ammonolysis, and Xg denotes hydrogen
or a group which can be removed by ammonolysis, or a reac- '

-

tive derivative of one of the carboxylic acids defined in

@



1, 3- benzoxazi n-4-one are used as the starting materi aI
for he preparation of [err]-[N-[2-(4-car bam)yl ' ﬂ“l J“I“I“mm(nmf
3- hydr oxyphenoxy) - et hyl ] - am nonet hyl ] - benzyl al cohol - aceord- un

1, characterised in that N-[2-[4-carba -3- - 56 -

hydr oxyphenoxy) - et hyl ] -'N- ( 2- hydr oxy- 2- phenyl ethyl) - benzyl am ne ‘i $ used as
t he_st art i ndomaudnai LNI)(siis) re@cted wimfpoammerin, tand gradiaalts drp of

[err]-[N-[ 2563 (F\arl%§m®é|-present are removed at the same t1me and re=-
4-hydr oxyphenoxy)-l met hyl et hyl ] - glnorret ol

AR R P
accordi ng t ®lecgidmby, hyweaaer i 9% tHatd se‘r"{) the resulting free
(am nonet hylchomgoRyrd dlsnerm.t\mmﬂd At o2,a3-sl Uty dyro-&2, rieslitt ing salt is

t hyL- 6-( 2- by t
Tt orial s FonvRr e e e Sl SRR O Y s D R TS
4- hydr pxyphermdx;ﬂ)'\glmtthmgetdfylr]armatcaset'lwaS]epzbrdejiimé'—o ridtehatrsl
accordi ng t%)tgé'%'oms Y tsegt%(fn{br”@;[ r(acemates or a resulting

(am normet hyl pyrl I nenet ano% hydro-2, 2-di -
net hyl - 6- (2r@>@@mac;m>a3ﬁ) ol ved) dmtex e prowealaraémwfea%-the starting

ZHLG&I al s. h&? ,- Err%%%h | faﬁbrcotf*ﬁrw%ro&talmicaf Lﬁidaﬂ%r@sf& mrmh | yL-
ydr oxyphenoxy met et nme ydr ox enz coho
‘according t& dﬁeél"rhti'"gc ‘%\45"?{1}? ftl"?dy"ha M °c}lm'erte‘¥ s

4- benzyl OXYp[herfm]a-c[el\Pc[ﬁrdLa:)Cantuﬁm;dbLébhytbm-)Wmm(qﬁ)d laddttign salt.

et hyl ] - am nonet hyl ] - benzyl al cohol is used as the starting material. 9.
Process for the preparation of [err]-[N[2-(3-carbanpyL-

4- hydr oxyphenoxy) - 1- et hyl et hyl ] - am nonet hyl ] - benzyl al cohol according to
Caim1l, characterised in that the Schiff's base formed from

5- (2- oxopr opoxy) -sal i cyl am de and -(am no- nethyl)-benzyl al cohol is used
as the starting material. 10. Process for the preparation of
R-(-)-[err]-[N-[2-(3-

car banoyL- 4- hydr oxyphenoxy) - 1- net hyl et hyl ] - am nonet hyt 3- benzyl al cohol
according to Caim1l, characterised in that the Schiff's base fornmed from
R-(-)-[err]-(am nonmet hyl)-benzyl al cohol and 5-(2-oxopropoxy)-salicyl am de
is used as the starting material. 11. Process for the preparation of
[err]-[N-[2-(3-carbanmoyl - ' _ '

4- hydr oxyphenoxy) - et hyl ] - am nomet hyl ] - 4- hydr oxybenzyl al co-



h-oI accor di ng to Claim1, characterised in that 4- benz

- CNgC2- ( 3- car banoyl - 4- hydr oxyphenoxy) - et hyl | - am nonet li!!i" ,E !m ,'!g oI

is used as the starting material. 12. Process for t
[err]-[N-[2-(2-carbamoyl - = -57-

- 3- hydr oxyphenoxy% et hyl ] - am nomet hyIL benzyL alLcohol according to Cdaiml,
chakacteri setRtent hata bog 2f9p ohbe eembryFtiagi eyatni 48 and
[err]-(am nongt hyl) - rbrearzybsahsph@#eabeeysedtasntbe f+alky0gtEBt 8hkiAb (SI c).
13. Process, f t? aratlon of [err]-[N[3-(4-carbanoylL-

3- hydr oxyphe%'o&%°g f-%\ A6Matfyl ] - benzyL alLcoholgraccor- ding to CLaim
1, characterised in that- N-[ 3- (4- car banoylL- 3-

hydr oxyphenoxy) - pr opyl ] - hydr 0> ;g--he et hy benzyl - am ne is used

as the starting materi afN &ﬁ &, X:ﬁr oégss ?’_ @ ep8PMits onfllof
[err]-[N-[2-(3-carbanoyl - g4,

4- hydr oxyphenoxy) - 1- met hyLet'hyl ] - anlnonethyl] benzyl alcohol according to
CLaim 1, characterised in that [err]-EN C2

car borret hoxy® M T/t S phenekss - 1- it hge bt ﬂg‘/r fraﬂ?ﬁbﬁefhmctsénzpr chLdsnol
and amoni a ensubisettwsed her s§abét hgutedebyrhplisoxtd, n denbteseshef or the
preparation of err 2-( 3- banoy| - 43

4- hydroxyphé%% é {aié%dﬁgghg?Tgt%ﬁzﬁﬂ 3f%6h8?ea588?89liH@V?89C£aim

1, charactertsed cmrbdmtapdmsrnglbqOuhtragrelnSatéﬁ and noké hoxygesahtoglLam de
are used ms(g, £ K UL 00 OB REs " 2L8ne Loneny L rEUPESES bOTnb"SePERRRER I ON
4- hydr oxyphefyady )°@Qh@¢9t of nerredhyl §a 9t pgr parheneehans, aedoraihy to Claim,

1, characteripefed, toRdrdeter1éed 9QNehRYL) - 2-pyri di nemet hanol .and
2, 3-di hydr o- éﬁZ dlneth L- 6- ( 2- br opo- ethoxy) 4H 1, 3- benzoxazi n-4-one are

used as t he a?t??ﬂf?ﬂﬁ@w? | khe 1formula pricess for the prepar ati on of
[err]-[N-[2-(4-carbanoylL- X,

3- hydr oxyphenoxy) - 1- net hyl et hyl ] - ami honet hyI] benzyL alcohoL accor di ng to
CLaim 1, characterised in that phenyheths,ene, oxi d# and

4-(2- anlnopropoxy) salki cyLam de ane used as the startrng naterrals. 18.

Process for fge’“@pﬁ%ﬂ% ?‘_%{g@ﬁ“ﬁ%%ﬁgr OP"'?uran_

.car banoyL- 4- hydr oxyp -am nonet y
Z,— Alk—(0)s CONH, (M)

wherein one of the groups Z4 and Z, represents a reactive
esterified hydroxyl group and the other represents the pri-
mary amino group and X4 denotes hydroxyl, or wherein X4 and
Z4 together denote the epoxy group and Z, represents the
primary amino group, and Ar, ALk and n have the above mean-

ing, or
b) in a compound of the formula
: 0 —X,
Afy—-CH— CH; — N — Ak — (0}, CONH — X
oxz x3 (IV),

wherein”Ar1 has the meaning of Ar or denotes a radical Ar
which is substituted by 1 to 2 groups which can be converted
into hydroxyl, X5, X3 and X, each denote hydrogen or a sub-
stituent which can be replaced by hydrogen, and X5 represents



) . . \ ’
net hanol. according to CLaim 1, characteri sed in that [er

(amigronet hyL) - 2- f ur anmet hanoL -and 2, 3-di hydr o- 2, 2- dlnet MM”

6-(?]brom)et hoxy) - 4H 1, 3- benzoxazi n- 4-one are used as t ’"g”"IN"I
mat eri al s. 58 - 19. Process for the preparation of

[err]-[N-[2-(3- carbarmyl - 54

4- Rydr oxyphenoxy) - et hy ]-an1nonethy| ]-2- thlophenenethanoL aCﬁé{dln to
Caimi, chﬁV&GP@FFseG"Fnxeh&ﬁdoﬁs(&ﬁFﬁ&ﬁe%ﬁyPﬁ ¥t }io %nd

2, 3-di hydr 0d3v31.dhlfe'fr-|ay!|1t6-t( ahbrcmnmanetbbome)ptéldeﬂ bebemz:omaaimmraa oarss,
g_s?f) a[seﬁ P]e ?‘h_artl ng ngtne prov1 so ‘that at MGt f(r’x e W ERA A AL & ’

car banoyl - 4xgydndxyghémo»yﬁer-ntMyMUMWﬂQPnawwwomstWﬁéhi HemAgnodiesotolradi=-

aceording | 8al ALThacNALISUEsAh ey Il 1o 2 grouss which can be

. al cohol and (2 OXO0pPI QPOX al i cyl ami de
are used ascpn¥estgd: |1n§°m9t>’ér“|°dl>'§r or at le;asgc ’%ﬁéy‘{ﬂeeta'%fram‘ifn of

[err]- [N‘[ng4aﬁ%rh ”beether represent a d1valent rad1caL which can be

3- hydroxyphe oxy) e nonet hyl J- 4- drox benz | .al hol ordi n
to Claimi, Eﬁéraéélde séd'° rli‘ytdﬁgtge&‘ BeR W e th'er“f’ tHe ‘grolps

[F”]h l[N[2x§4dx rfamoyl - Brhydr Q)hﬂolxgang)ewtehybmmmrmd])dt]herbezw hydro=-
al cohol” is used as t tarting f

or epar at i on 381 férr]géﬁ%é%d by? WPEH% éﬂ amdlor sUFAGRT L hydKoxy L

4- hydr oxyphahdx) -ist Ipyiejseawti ricwmat madi- GlﬁelnAm dlsc otemy et dintingf tee G ai m
1, characte% e |Q thgt [err]-[N-benzyl - N[2-(3-

car banoyl - Kydroxyﬁhenoxy)-ethyIJ am nonet hyl ] - benzyl al co- hol is used as
the starti ng’mit“eral glomppyind of mhee JOrmysa t he pr epar ation of '
[err]-CN-[3-(3-carbanmpyl - 4-hydroxyphenoxy) - progyl k- am nonet hyl ] - benzyL

al cohol accor- ding to Claim1, characterised yn that [err]-(am nomet hyl)-
benzyl al cohol and 6-(3- bronnpnppgrxi F 3- dFmywdr o- 2, 2-di -

met hyl - 44 1, 3- benzoxazi n- 4- 8Re ar ¥ used as F’Nﬁng(vhat erials. 24.
Process for the preparation of [err]-CN C3-¥8=Car banoyl -

4- hydr oxyphenyl ) - propyl ] - am nonet hyl J- benzyl al cohol accord- ing to C aim
1, charact emiheea iim Xgets G -r@dusdivyd -aequp (@ the formulae =CH=N-Alk=

car banoyl - qr QY RN noRy! m -tbﬁﬂ(g)l-@{l@-‘) (V¥ s used as
the starti ngmmat gj‘l zwg‘)_m’ko Prd&%ssd?grﬁt%jrp atian )?f

[err]- EN—CZ‘G@QGMQﬁUﬁﬂH(’X7) Alky= (Vd) or a grou =CHy=N(Xg)=Alk=

(Ve), in which Alkq represents the alkyl-ylidine radical corres=-
ponding to a radical Alk and Alks corresponds to a radi-
cal ALk which has been shortened by one methylene group

attached to the nitrogen atom, X7 represents the oxo or

thioxo radical and Xg represents hydrogen or a. radical

which can be replaced by hydrogen under the conditions for

the reduction of X4 and/or Y, and Y represents a radical of
the formula =C0=- (Vf) or =CH(OXg)= (Vg) in which Xg has the
-meaning indicated above, Arp corrésponds to a radical Ar,

but optionally carries, instead of one or two hydroxyl groups,
one or two groups 0Xg in which Xg has the meaning indicated
above, and n denotes zero or 1, X6 being in all cases a re-
ducible group Va to Vd and/or Y being a carbonyl group vf,
this/these group(s) is. are reduced and the groups Xg which are
other than hydrogen are replaced bY'hydrogen in the same
operation, or -

d) a compound of the formula



4- hydr OX'yphenoxy) -et hyl ]-am nonet hyl ] - 3, 5-di hydr oxybenzyl -aI cohol according

to aim1l; characterised in that N[2-(3-

carggnoyl 4- hydr oxyphenoxy) -et hyl | - N-[ 2- (3, 5- d|benzylox}“l“““““l‘“”"“l“l"
phenyl] 2- hydr oxyet hyl ] - benzyl ami ne is used as the starti*nge tndtersia

26. Process for the preparation of “[#PrT-CN-[2-(3-carbanoyl -

4- hydToxyphenoxy) et hyL] - am nonet hyl ] -benzyL alcohoé agcord ing.to Caim
1, characterised in that 5- (2 an1noethoxy) sal i cylyam d& and

[err]-(bronoethyl)- ben re useg as y-- starting materials. 27.

Process for the preparat‘l Hrer&? (B yde (V1) -

4 hydr oxyphenoxy) -et hyl ] - anqnonethyl] benzyl ahNcabhol accord- ing to Caim
1, -characterised in that phenyl ethyl ene oxide and

5- (2- am noet hoxy) -sal i cyl ami de are used as the starting materials. 28.

Process aCCQWWEﬁEhﬁchﬁgmhég €R@Jﬂ§a41@5 ofhRFagheraphe8entd AhRkdRcal
resul ting c%ﬁpound of ;. The forpu | is con- verted into_a pharmaceutically

accept abl e, rFQE&Hc‘%c?ﬂb%BHY¥?%ﬁ Ryt or 219rouRga¥Rifht EaNakenbaNtoho
of the fornmier{dihvdikydAsxyb ayraﬁimsﬁétpé@;oanalx chaﬁaeéerhydrogen
nought , the<ghenyl radi cal ;are separat ed f upsubstituted o

“substituted By hyHr o wiTel o %e?e%&vﬁéO?%angﬁnﬁgxﬁbﬂ'a?5n§ rFﬂcthe
yl, n has tkﬂﬂ“&ﬂdﬁﬁﬂVﬁi@ﬂn of dneneif Atlke i cacboxykyc a¢ibdsn défanedxfare of

racenat es. éi@@'@\ﬂ‘?“?s'ﬁé‘?c{@&' GftnahoR1 2, 18nd FRUPORLALRS and the

(dlastereonerl racenat® or an optical “anti- nitfogen atomand the oxygen
atom or, which may bgppresent peonponeviediat hthe o??r'ﬂn? atimej andhren Ar is

nought or 1 p €Y | by %y&fo%enpraﬂdpé(ﬂdw , désiPEdL-tRE 6e9uttdaglfre5
[err]-[N-[2- (3 Carb | -4 I oxy- phenox

or 2- pyrazi RAMPOUNG 19 converted] i myﬂ!%h?n%ﬁe?hwfubamlsaigohm as

furKI - 2- f)r é’orﬂb’é’ﬂ‘ﬁ/étd Qnt@rtlaethtwyéomﬂou@d,%@daw, 1fhEe€ﬂaélH{,OE§f'e'pai r-
Wi t a ma tin I N azol - or
e Tor PR B infhedde of flapates 268 dpoaierdd, TalY B8 Yup & &
[err]-[N-(2-13= oo beomet i dl- h@thMgP@M®moxy) racehafeyiorwhi chsubtliogl s are
7 each case diiaive 1o (BIdubed TWtd - B GUEL 0| | aRENEYLL4L cOnO! as

stituted or substituted by 2 hydro anti omer pair
with a neltidqg poi nthc%m mtk t*seamramya'éhenraﬂu"(:awhﬁzfrh@-zarbamth’rbon

152-1 54C. 4=hydroxyphenoxy)=1-methylethyll=aminomethyll-benzyl alcohol

' according to Claim 1, characterised in that {-[N-[2-(2,3~
dihydro=2,2-dimethyl=4=0xo0~-4H=1,3~-benzoxazin=6=yloxy)=1=-
methylethyll=aminomethyllbenzyl alcohol and isopropylamine
are used as the starting materials.
3. Process for the preparation of «~[N=-[2=(4=carbamoyl-
3-hydroxyphenoxy)=1-methylethyll=-aminomethyll=benzyl alcohol
according to ClLaim 1, characterised in that y=-LN-[2-(2,3~di-
hydro=-2,2-dimethyl=-4~0x0o=4H=1,3~-benzoxazin=7=yloxy)=1-methyl-
ethyLJ-aminomethyL]-benzyL alcohol and isopropytamine are
used as the starting materials.
4, Process for the preparation of o ~IN~[2=(3~carbamoyl=
4=hydroxyphenoxy)=ethyll=-aminomethyll=-benzyl alcohol accord-
ing to Claim 1, characterised in-that o{=(aminomethyl)=benzyl
alcohol and 2,3-dihydro=2,2-dimethyl=6=(2~bromoethoxy)=4H-
1,3-benzoxazin=4~one are used as the starting materials.
5. Process for the preparation of ﬁ-EN-EZ-(4-carbamoyL-
3-hydroxyphenoxy)~ethyll=aminomethyll=benzyl alcohol accord=-
ing to Claim 1, characterised in that N=[2=[4-carbamoyl-=3~

yri mdinyl



. . _ _ —— - \
atons and the nitrogen atom and the oxygen at- {5
a- [ Ng[-2- (3- Car banoyl - 4- hydr oxy- phenoxy)- omor. if n 4&“@ gg ll‘l“ l Fnyl
radi cal are sepa- ethyl]-am nonethyl]-benzyl al cohol

another by 2 to 3 car bon at ons. -856 - -

Ztﬁgigzagﬁngﬁ@¥ ' PM?m? ox?y%énfyﬁ g%c%ﬁ@?°gé‘ lgggﬁﬁgﬁﬁgyt? PERZY bT nul a

i-n which Amire is udedlasathecftartinponatiestaCiaistcl.to 8. phenyl, 2-

g::cgpltog[): gyl noﬁ-tg;l%énﬁysmﬁ hﬂr%dpc%\ﬁt’g'l'%y °£%€9E€aggcunsu {’ ¥u¥éd
acid addrtrdfrraedronfp*aemmbumothﬂathxll-am8omgthxul)s$rpnred1by-1 or 2

hydr oxyl gr Gudsh o A9 MﬁomnglltoAcpbar.nﬁceyrépéétpr?p@aa%hoehge aining a
is an al kyl ene radi cal havi or car bon_ at ons aims 1 to

8 and 10, tobﬂwé?mw*tw’aﬁ’u'%@«mr?'bg&haa?bnraﬁdimedggygéﬂ-az%n%r i f

inert auxil lﬂﬂ@t%(%iwr@poﬂy)smwm%eﬁb@xﬁheﬂyk -5A6i gAk @seéd as
separ at ed ound of the fornmula | as a pharma- from one

anot her by 1% sst% b'?ﬁr 'Eﬁr%?r% k%t n is ceutical active substance. nought
or 1. 7. Process for the preparat1oﬂ30fA{tbﬂpb&ﬂd3otarhem6ntﬁula

| as stlnulat ﬁ%ny 64?514 *£¥%;9§9N§@?u h? %@égp¥ﬁg ?yr%ﬂpgﬁgardlac

[err]-receptors - ‘or 3-pyridy
The use of anecﬂrmhda@rorqhbns o?‘?nﬂbamf‘bi ?b@ll‘é&tsf‘a?édl hnehbﬁtdéSe

unsubsti t ut e@hﬁn&h@ﬁﬂyt) ﬂ&ﬂﬂﬁlﬂ%@@@ﬁé‘ﬁ&?%h&% PLEPRyAFLOPS2-fyted Dby 1
or 2 hydroxyl groups, and Alk is an a A conpound of the fornula |

for use in IM&HONYEHR c%ﬁ ‘h’é‘?/‘?'h‘bp‘?’%)r @Hcﬁf%o'ﬁe%&?)ﬁ%z‘%ﬁﬁ'?ﬁﬁ% argokpai A
cardi ac i nsuflie wmmnwlﬁaﬂge-maspm and the oxygen atomor, if nis

16. A f t t f N- t d
oo separatdir from Proceef ftome plenafation et Pt S e BperdeY £
or 3 carbon la-thyﬂsroam:heno:sym rmret/\livbhtwL]sammanletlayl.l)ﬁ-ahpdnbxz-
ch t h t
CUReert o oa PG, AEHTE U SLal g LOICU Rl ShnbpaERRRLL T,
| ene radi cal mnmlozxxﬁsﬂ\b-a%-oﬁmmawlrhehn@nghxpherh@xqohehymethuLCal

ar e separate@tﬁymmmmr:byeﬁiyie@@&o#ocarboas@aoa‘gf £ dt8fting
t her eof , whi ch ‘conprises a) reacting a conpound of the formula

in which fortAfisfeldhe of the groups [err] and Z2 is a reactive esterified
hydroxyl graup and theo@ésierfes eherp ABsyr&ei 60 §f QUPLRACR T E3Ftatbamoy L~

hydroxyl, “or, I4 5;(;,10,%9, f*%%ﬁndm“ﬂ y B3 SRPAY mQ{R%'PJ@QQnZ?b'&@oPEL

mary amino gro n are
conpound of adwre fdimul o Cla"'rmvﬂmcthhi[eaqehasedhenn'emw nghele$cheﬂff§)rAror| S

a placeabl eoéye hb’d’r‘n?&?“fﬂ&ﬂ i-efi-l ,tép{w Pic arﬁ‘?&lfci‘rl\ AT - 0 $RoL S
substituted by groups err Ierr errI together are
a dival ent meét hyL) benzyL aLcohoL is used as the starting material.

10. Process for the preparation of R=(=)- X -CN-[2-(3-
carbamoyl~4-hydroxyphenoxy)=1-methylethyll=aminomethyll-
benzyl alcohol according to Claim 1, characterised in that
the Schiff's base formed from R=(=)=%=(aminomethyl)-benzyl
alcohol and 5-(2-oxopr6poxy)-salicyLamide is used as the
starting material.

1. Process for the preparation of { ~CN~L2=(3-carbamoyl=-
4=hydroxyphenoxy)-ethyll-aminomethylJ=4-hydroxybenzyl alco~-
hol accordiﬁg to Ctlaim 1, characterised in fhat 4-benzyldxy-
~=[N=-[2-(3~ carbamoyL 4-hydroxyphenoxy)-ethyLJ aminomethyll=-
benzyL alcohol is used as the start1ng materjal.

12. Process for the preparation of «A=[N~-[2~- (2 carbamoyl~



whi ch can be converted to hydr oxyl and [err] radi cal repl aceabl e by t wo
hydrgpgen atons. with and [err] are each hydrogen or a I:I

t he e[;rovi so that at |east one of the radicals [err] arlm 'Hm“ﬂ" “llﬂl"lrom
hydrogen, or at least [err] is a [err] radical Ar which its Bubdtituted

by 1 to 2 groups a group [err], in whicC formul ae whi ch can be converted
t o \ydr oxyl -SUmyatrOIxaa)sl'ten)@y)[mh]y (X~ ami nedi eyt ht § edren 26l @l o ek r espondi ng

to a and X3 tQ:Qﬁ'tJ’i‘é'{ Yo [quJ qnd c{i?e{rrgcﬁé)fgfémrn@rﬁ@t Byve-pFamd<cal Al k
and Al k2 corresponds to a ra ent radi cal repl aceabl e b'y‘?ln rea
alt

“hydr ogen at@ﬁé‘f’x)’s’h’mlér?é'dwde? r?é'tqwﬁ (R rBtRst o d'etbe'tﬁy‘th%ub‘?

t her eof , rep}sq,,ca gYe mh&ygrg}g_emg headarvdl (Nidypgen atom X7 is an oxo or
t hi oxo radi ¢ and [err err], and Xs to .ether r fromh

i s hydrogen gr' a radi"® esrse 1% Jibﬂ € HP H ?v% ﬁb lﬁgd/ é’? %?)nl?/ae'???hg

substituted 3W@MyphemﬂmonmmdnmﬁhbemteaijhQ)h afchrerr]
present in a1rn dical l.[aeﬁrugh,tOchz{reac'J.ley 0@%" t%g{'}at @‘E&’-sz.ﬁfca.i’@é’mafylﬁs-a

radi cal of t orrm a co oun ormul a

[err], in mkhydrqu]en@tmmpﬂ %ﬂwedrwvz%mhmpbmﬁy%—%emmnal
At but can Gayie e Wed W ww&stiﬁwdg wdereigh, [err] is as defi ned
above, in pI ace of one or tvvo hydroxyls, and, n is rgeu&@tazo g’l dtP ﬁvery
case, [err] Y% a re®rars§st i o \Fa"ﬁ‘?f'\ﬂjth‘?ﬂj/%? e cat DAY a'b?’()

de reductL%Hﬂ&@ﬂ&hﬂymmw&tHyltl*hinﬁﬁmeﬂpﬁth-tbaﬂzytwlwhmg by
ydrogen the in

bI f.the f X
whi ch di fferacfcr"d'muﬂ'%rt@g dn"a”d'F ',‘Aﬂe‘k {8}2%) % 5 #)roeult'g _g(fups S
reacting a mmmhﬁxytﬁ"le-lfxﬁnmt)epﬂmm]yhﬂmww&mwamwmﬂmlﬂ'

defined for Vﬁnczﬁh P hépeaﬁa‘ga@tﬁ{ﬁé)'éoémué&d(éjé agh & SPAPELhY hace-

radi cal Ar ] I's substitut to 2 groups mates or resolving a
resul ting rad@aki<e into the convertible to hydroxyl by ammonol ysis and

[err] is opg cal st&éisess f@e/dmae&r@sa.aag{wpofﬂe,tamabéecwcamn@ws's

17. A process accor to claim16, wherein lij rea t| ve degl vat i vg of
one of the &r'ﬁcﬁ(ﬁ’iﬂ”%’tﬂh%ﬂ%%ﬁ%ﬁﬂm TRemayh leehebnRefree
aci ds definethdytd araim 1) , civé tdic temdsed tmdthat tphenpbatysealt andl 5y

accept abl e, n-t.oxi c_,aci d at the i c n n I B
whi ch addi t{]"grf“‘%aﬂ‘i“%fd‘oe“p‘r‘e" A LiiH) ;rT}ea%l'g%%g hehé %tgﬁg’i ,q%l 'ﬁa%@
and/or, if desdtsed, converting the resulting free Clalms for t he

Contracti ng gate A Pﬁ&é@%’nﬂo* n#pe aptséﬁépgh&Rné{?rn{’l-f‘ﬂ-ng-??“&ﬂﬂgméﬁll

into the free corrpoun , SO-

prepar at i on Th XA NeXRAANAXY 128 EhY Hb"?'hb“?'&%mﬂ-igz n?&fh&b"%?e}'éi%?rgt es
into ed amoadcPivy €4 (fhﬁrﬁijméﬁaﬂ'btélrwéGMNthStai?iadmtﬁbméihyl)- |

h f .the, f wh d
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al ky- | ene reatchotaaj)Whgs-EbémzéSxtafthmh-amermrandseheasn th@genaatmnlgaingnt he

oxygen atom"pgte”aps_is nought, the phenyl radical are separated from
17. Process for the preparation of ~CN=L2-(4=-carbamoyl~
3-hydroxyphenoxy)-1—methyLethytJ-aminomethyl]-benzyL alcohol
according-to Claim 1, characterised in that phenylethylene
oxide and 4=(2-aminopropoxy)-salicylamide ane used as the
starting matehials.
18. Process for the preparation of £ -[N-[2-(3~
carbamoyl-47hydroxyphenoxy)-ethyLJ-aminomethyLJ-Z-furan-
methanol according to Claim 1,.characterised-in that 4-
(aminomethyl)-2=-furanmethanol and 2,3-dihydro-2,2-dimethyl-
6=-(2-bromoethoxy)=4H=-1,3~-benzoxazin-4=-one are used as the

starting materials.
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are-an epoxy group and Z2 is a pri- mary am no grou and Ar, Alk and n-are
as \cLe- fined %bove, RIodRs$ nbennioririodpsed of omi af ~EN- Gt 63 sarbamsy the
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groups radi cal h is substituted groups whi ch can

| C
converted t PHRAIHA R Gt2imaln Tﬁrac%rtﬁe%aw bTeh%Br?(/ Hf@un?'behwbxyr
and X2, X3 2- tmmob%méﬂgﬁ&eram z,es-rdnamr&-ezrz aﬂ@eﬂhﬂ @rezabdbma-
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X3 and/or X4@nd X5 th
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err | ers
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tne formul a ™ v?/m 'he/ ianet A en s yr %h‘bmlﬂtt?fédf% f‘éj Qopro ‘W’} or
[err] in whisadhl {rUrdmicke defé nmlecieser]tmé sear{img netéfials. above. Ar2
corresponds 2t.,o a racy cal

r err a one, or
groups [err], %in whrchﬁ}ﬁ?]P rep éh% ¥ F%- éﬁy?%F%%T%%
fined above31thﬂQxxphﬁnqxu9Tchwtﬂ+gmhmnw¢Ehybﬂmﬁfbw¢qoxxbam23lkylybfdene,
radi cal corr p=Tels C ls a
reduci - radica J%Naizrhclc)%rngg‘rjfg orsé){aoéta rad?a(‘:nl#ﬂyt ﬁsﬁeniggé)l)(/a to
vd and/ or \?ﬁ-@h- %ﬂﬁﬁ"tg?"!ﬂ)pl x@wmﬂyemomwruba@r@wbbn%u to
Ehe | \S‘eniﬂdtatcrhmathlﬁs gr@elbw @% ﬂr@@@aﬁm\glmawﬁmtrogen at om

err] is an _Qxo or i oxo ragdi cal, an sane, o ci
hydr bgen (haBe 15 IRHEh T Ko tens FEb] S cabre Bl HarPet s atopt xs
\[I\/m c]h di ffer4-frrmdmckfmﬁm>o7r-mwmﬂ-eermir’mne:ﬂiwu-rmﬁbratdﬂ@hds edaicé 6 o= of
err cti np 0
radi cal of th fator r%gaﬁ“é% %—%]'daé){/\%'t c?re‘; wlﬁa a'?r??r% 'Ir ned&?or Ar
or isa 1 crasthrgmoselt-r{vflwmmfe&mglwfnyllaarmMﬂhﬁbﬂtmnmlwhlcm-rs
substituted fy 1id QadfNSe sthef Al hdkesigling materials used are
[err] convertjible to droxy by annDnoIvsrs and
(2, 3-di hydr &2, 2- di rﬁs&% 0-Ue AR HEHRD.- 0{19{1'%'&\?? of3ac ROy L=
detaﬁh?blehM%hyﬁﬁnungﬁr?xy)-prdﬁiﬂibihVﬁdﬁﬁﬁhﬂl] benz¥L alcohol accor-
- et hyl - et hy nojret - gr_a reactive derjvative, of.one
car boxylic J (‘glle Y o1r]’ a'i?fba'i *ber'blpiﬁ‘grﬂ%ejfhiércﬁ ‘%}“%%%meor mul a
VI, with am’mmzylaml,cohol andi, 6#hmm®xxﬁf@,3ﬂdﬂhndm-12ﬂrdpfodu-
at the sane _ch;_a,c g
a-[ N-[2-{3- cﬂarﬁmy 4 hyﬂﬁo%wﬁgﬂ-c@l ,24 pq\%%%%s aﬂ?ﬂgrﬁ) 5%}?1 t hese
by hydrogenmaterigips |- an1nonethy||-benzy| al cohol , "wherein the

24. Process for the preparation of {=[N=~[3=(3=carbamoyl-

4-hydroxybhenyL)-propyLJ-aminomethyL]‘benzyL alcohol accord-
ing to Claim 1, characterised in that ¥-[N-benzyl-N-C[3~(3-
carbamoyL-4-hydroxyphényL)-propylj-aminomethyLJ-behzyL alco-
hol is used as the starting material.

25,  Process for the preparation of «=CN=[2=-(3-carbamoyl-
4=-hydroxyphenoxy)=ethyll=aminomethyll=3,5-dihydroxybenzyl
alcohol according to ClLaim 1, characterised in that N-[2=- (3=
carbémoyL-A-hydroxyphenoxy)-ethyLJ-N-EZ-(S,S-dibenz}Loxy-
phenyll=-2=hydroxyethyll=benzylamine is used as the starting



and/or,‘if desired, converting the resulting free- r?LELLlIKLlEﬂiﬂiéﬂ{%
are g-(am nonethyl)- conpound into a salt or converting a resulting
benzyl al cohol and 2, 3-di hydro-2,2-[err] salt into th lﬁﬁ“‘““m
and/-or, if desired, se- 6-(2- bronnethox -4H 1 . 3-be ! “1l

paratlng t he resultlng m xture of racenmat@s”into A process
accardi ng tnddethal. for produ- the two stereoisoneric (diastereomneric)

race- £4ng [ergls é@g;Z £4 gﬁgbgﬁpgg §t$ﬁgr9¥MKLEﬁL%%ﬂF$§EaP£aF°yL-

resolving a resultlng racena anmnone
al cohol vmeﬁrﬁmdt[m)eywpqm@w)-aﬂtmpbljegmnomethyL] benzyl aLcohoL accord-'

starting mMatfid e ¢6em & Dhdkaffab PEEL- '?’h 3ha€* 5’-"-@23%1 REEPRELPY-1 O

Claim 1 for produ- h droxy-phenox g N- (2- hydroxy-2-[err] cing
a-[N-[ 2- (3- c%ﬂ'bh%whdﬁyw%%y bhesmoe 76 enérhyf}camypam Weedozs) - |
- met hyl - ethy&ﬂeagtm@neﬁ@yﬁitbeniyé al co- 6. A process according to

Caimlf d h tart t d N-

Gaim? for giodu felocJERL LUE SLErsLARy Rt ShieLenvesd oL eabenabiA!

(2(2, 3- dihydk{hiﬁébx&mm&mq*ynnemmyHl#dmﬂn@mﬂthyl] benoxly)aldohol accord-

- et hyl - et hyH IE 1 l 't‘?ﬁL%He?’Pﬁ@&' F mégx%mer]rﬁlet ?ne oxide
am nonet

- et hyl - et hy materi al s
[err] benzyland c%ﬁb?-%m%‘am@pymaﬁh@xlamde are used as ahe starting
[err]- (amruﬁggggqgtg pyri di nenmet hanol and 3. A process according to daim

1 for produ- di hydr o- 2, dlneth 2- e 4H cin
a-[N-[2-(4- c%ﬁ‘oarmyl"@ﬁ?/ oX§Hhe b&%)“ "e °$ i?aB'"% {1 %&ath?ﬂgBﬁéf"
7. A Erf)ces&saé:dio’(rdlﬂgat(ﬁalcil'ﬁsmﬂ.ﬂlﬁ@rcl:@m@dwnd of the formula I is con-

1- et hy t y nz c -

Cerr1 T C2 Yo ST IR S h AR EESu pReAE LY acEtP¥anie nonrtoris 863f1 i ng
materi al s waﬁﬂtﬂtnqﬂ&aWt oxy) 1 -nethyl-ethyl]-am nonet hyl]-2-pyridin-
- lethyl ene oxide and 4-(2-anino-propoxy)-salicyl- enet hanol . wherein the

starting materials used am de. are

[err]-(am nonet hyl)-2-pyridi nemet hanol and 18. A process
according to Claim1l for produ-

2. 3-di hydr o- 2. 2- di net hyl - 6- ( 2- oxo- pr opoxy) - 4H ci ng

a-[ N-[ 2- (3-car banoyl - 4- hydr oxy- phen- 1, 3-benzoxazi n-4-one.
oxy)-ethyl] - am nonethyl] -fourannethanol. 8. A process according to
Caim1l for produ- wherein the starting materials used are a-(am -

cing a-[ N[ 2-(3-carbanoyl -4- hydr oxy- phen-

nonmet hyl ) - 2- f ur annet hanol and 2. 3-di hvdro- 2, 2- oxy)-1

- et hyl - et hyl ] - am nonet hyl ] - 4- hydr oxy-

di et hyl - 6- ( 2- br onpet hoxy) - 4H 1, 3- benzox- benzyl al cohol, wherein a
starting material used azin-4-one. is -

4- benzyl oxy-a- [ N-[ 2- ( 3- car banoyl - 4- hydr oxy- 19. A process
according to Caim1 for produ- phenoxy)- 1

-net hyl - et hyl ] - am nonet hyl | - benzyl ci ng

[err]-[N-[2-(3-carbanoyl -4- hydr oxy- phen - al cohol .

oxy)-ethyl | -am nonet hyl 1-2-thi ophenenet hanol, 9. A process according to
Claim1 for produ- - wherein the starting materials used are a-(am no-
ci ng a-[N—[2-(3-carbanDyI-4-hydroxy-phen-

met hyl ) - 2-t hi ophenenet hanol and 2. 3-di hydro- oxy)- 1

- met hyl - ethyl] am nonet hyl ] - benzyt al co-

2. 2-di net hyl - 6- (2- br onoet hoxy) -4H 1 , 3- benzox- hol, wherein a starting
material used is the Schiff azin-4- one base fornmed from

5- (2- oxo- propoxy) -sal i cyl - 20. A process according to Caiml
for produ- am de and a-{am nonet hyl )-benzyl al cohol. ' cing S-( +
)-lerr]- [N-[2-(3-carbanoyl -4-hydroxy- 10. A process according to Caiml
for produ- phenoxy) -1 -nmethyl -ethyl]-am nonet hyl ] -benzyl cing
R-(-)-a-[N-(2-(3-carbanoyl - 4- hydr oxy- al cohol, wherein the
starting material s used are
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Caim1l for produ- ar—cH—¢ReLeN-auslad), u/@ al usedlqr,s 4-benzyl oxy-

cing a-(N-f2-(3-carbarfoyl - 4 hygr oxy- phenoxy CON
[ 2- (4 car banoyl - 3- hydg(p;xy phenoxy)- ethyl] - nomet hyl ] - 4- hydroxybenzyl
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_ hyde ‘H’éﬁ@ _ 10. A pharmaceutncalQ@cc taﬁ:eo x:c
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to Claim1 for produ-gi6. A orocess accordl o Caim1 for produ-
cing' a- [ N-[2-(3-carbanoyl - 4- hydr oxy- phenoxy) - cing a-[ N-[2-(3-carbanoyl
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tive esterified hydroxyl group and the other
is 38 pnmary amino group and X, is hydroxyl, or X,

X, ) . and Z, together are an epoxy group and Z, is a pri-
mary amino group, and Ar: Alk and n are as de-
Ar—CH — CH,—2, (i fined above, or

b) in a compound of the formula
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in which Ar; has the meaning defined for Aroris a
radical Ar which is substituted by 1. to 2 groups
convertible to hydroxyl by ammonolysis and X, is
hydrogen or a group detachable by ammonolysis,
or a reactive derivative of one of the carboxylic
acids defined by formuia VI, with ammonia and,
at the same time, detaching any radicals X, which

may be present and replacing these by hydrogen,

and/or, if desired, converting the rasulting free

compound into a salt or converting a resulting

saitinto the free compound and/or, if desired, se-
parating the resuiting mixture of racemates into
the two sterecisomeric (diastereomeric) race-
mates or resolving a resulting racemate into the
optical anupodes

2. Apiacess according to Claim 1 for produ-
cing a-[{N-[2-{3-¢arbamoyi-4-hydroxy-phen-
oxy)-1-methyi-ethyt]-aminomethyi]-benzyi aico-
hol, wherein the starting materials used are a-[N-
[2:(2,3-dihydro-2,2- -dimethyi-4-oxo-4H-1,3-ben-
zoxazin-6-yloxy)-1- methvl-ethyl]-amunomethyl]
benzyl alcohol and isopropylamine.

3. A process according to Claim 1 for produ-
cing a-{N-[2-(4-carbamoyi- -3-hydroxyphenoxy)-

COOH (Vlj

1-methyl-ethyl]-aminomethyl}-benzyi s.cohol,
wherein the starting materiais used are -;. {N-[2-
(2,3-dihydro-2,2-dimethyl-4-0x0-4H-1.% henzo-
xazin-7-yloxy)-1- methyl-ethyl]-amlnorr.qmyq-
benzyl aicohoi and isopropylamine.

4. A process according to Claim 1 for 2rodu-
cing a-[N-[2-(3-carbamoyi-4-hydroxy-gcranoxy)-
ethyi]-aminomethyi]-benzyl aicohol, wrarein the
starting materials used are a-(aminomet-yj)-
benzyl alcohol and 2,3-dihydro-2,2-dimer-.,.
§-({2-bromoethoxy)-4H-1,3-benzoxazin-4:+ne.

5. Aprocess according to Claim 1 for zrody-
cing a-{N-{2-(4-carbamoyi-3-hydroxy-pnanoxy)-
ethyi]-aminomethyl}-benzyi aicohol, whersin the
starting materiais used are N-[2-{4-carba=~qy|-3-
hydroxy-phenoxy)-ethyl}-N-(2-hydroxy-2-shenyl-
ethyl)-benzylamine..

8. A process according to Claim 1 for pPr<du- .
cing a-[N-[2-(3-carbamoyi-4-hydroxy-pnen.
oxy)-1-methyi-ethyl]-aminomethyi]-3-pyrin.
emethanol, wherein the starting matenais ,sed
are a-{aminomethyl)-3-pyridinemethano: ind
2,3-dihydro-2,2-dimethyl-6-{2-0x0-propoxs:-4H- *
1,3-benzoxazin-4-onae.
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3-hydroxy-phenoxy)-propyi|-N-{2-hydroxy-
2-phenyi-ethyl)-benzylamine.

14. A process according to Claim 1 for produ-
cing t-[N-[2-({3-carbamoyi-4-hydroxy-phenoxy)-
1-methyl-ethyl]-aminomethyi}-benzyl alcohol,
wherein the starting materials used are a-[N-

. [2-{3-carbomethoxy-4-hydroxy-phenoxy)-1-me-
thyi-aethyl]-aminomethyl|-benzyl alcohol and am-
monia.

15. A process according to Claim 1 for produ-
cing «-{N-[2-(3-carbamoyi-4-hvdroxy-phen-
oxy)-athyi|-aminomethyl}-benzyl alcohol, wher-
ein the starting materials used are phenyigiyoxal
and 5-(2-aminoethoxy}-salicylamide.

16. A orocess according to Claim 1 for produ-
cing re-[N-[2-(3-carbamoy!-4-F ydroxy-phen-
oxy)-ethyl]-aminomethyl]-2-pyridinemethanol,

- wherein the starting materials used are a-{amino-

methvyi)-2-pyridinemethanol and 2,3-dihydro-
- 2,2-dimethyl-6-(2-bromoethoxy)-4H-1,3-benzox-
azin-4-one.
17. A process according to Claim 1 for produ-
cing nt- [N -[2-{4-carbamoyi-3-hydroxy-phenoxy)-

24. A process according to Claim 1 for produ-

- cing at-[N-[3-(3-carbamoyi-4-hydroxy-phenyl)-

propyl]-aminomethyi]-benzyi alcohol, wherein a
starting material used is «-[N-benzyl-N-[3-(3-
carbamoyl-4-hydroxy-phenyi)-propyi}-aminome-
thyi]-benzyl alcohol.

25. A process according to Claim 1 for produ-
cing «t-[N-[2-(3-carbamoyl-4-hydroxy-phenoxy)-
ethvl]-aminomethyi]-3,5-dihydroxy-benzyi al-
cohol, wherein a starting material used is N-
[2-13-carbamaoyl-4-hydroxy-phenoxy)-ethyi]-N-
{2-(3.6-dibenzyloxyphenyl)-2- hvdroxy-ethyll ben-
zylamine..

26. A process according tn Claim 1 for produ-
cing'ct-[N-[2-(3-carbamoyi-4-hydroxy-phenoxy)-

- ethyl]-aminomethyl]-benzyl alcohol, wherain

the starting materials used are 5-(2-amino- -
ethoxy)-salicylamide and a-{bromomethyl)-ben-
zyl alcohol.

27. A process according to Claim 1 for produ-
cing a-[N-{2-(3-carbamoyi-4-hydroxy-phenoxy)-
ethyi]-aminomethyl|-benzvi aicohol, wherein the
starting materials used are phenylethylene oxide
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14. Procédé de préparation du a-[N-{2-(3-car-
bamoyl-4-hydroxy-phénoxy)-1-méthyl-
éthyi]-aminomaéthyl]- benzylalcool selon la reven-
dication 1, caractérisé en ce qu’on utilise comma
produit de départ le a-[N-[2-(3-carbométhoxy-4-
hydroxy-phénoxy)-1-méthyléthyl}- ammoms
thyl]-benzylalcool et 'ammoniac.

15. Procédé de préparation du a-[N-[2-(3-car-
bamoyl-4-hydroxy-phénoxy)-éthyi|-aminome-
thyl]- benzylalcool selon la revendication 1, carac-
térisé en ce qu’on utilise comme produits de dé-

. partle phényigiyoxal et ie 5-(2- -aminoéthoxy)-
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_noi etla 2,3-dihydro-2,2-diméthyl-§-(2-bromeé-
thoxy)-4H-1,3-benzoxazin-4-one.
" 17. Procédé de préparation de (e-[N-{2-(3-car-
bamoyi-3-hydroxy-phénoxy}-1-methyi-
ethyl]-aminomethyi]-benzylalcool seion ia reven-
dication 1, caracterisé en ce qu’on utilise comme
produits de départ le phényléthyiénoxyde et le

' _ 4-(2-amino-propoxy)-salicyiamide.

" 18." Procédé de préparation de «-[N-[2-(3-car-
bamoyi-hydroxy-phénoxy)-éthyl|-aminomé-
thyl]-2- furanemethanol selon la revendication 1,
caractérise en ce qu on utilise comme produits
de départ le a-(aminométhyl)-2-furanemethanol
et la 2,3-dihydro-2,2-diméthyi-6-(2-brome-
thoxy)-4H-1,3-benzoxazin-4-one.

19. Procédé de préparation de a-[N-[2-(3-car-
bamoyi-4-hydroxy-phénoxy)-éthyl]-aminome-
thyl]-2-thiophéne-meéthanol seion ia revendica-
tion 1. caractérisé en ce qu’on utilise comme pro-
duits de départ le a-(aminométhyl)-2-thiophene-
méthanol et la 2,3-dihydro-2.2-diméthyi-6-(2-bro-
meéthoxy)-4H-1,3-benzoxazin-4-one.

20. Procédé de preparation de S-(+}-a-[N-[2-
{3-carbamoyl-4-hydroxy-phénoxy}-1-méthyi-
éthyl|-aminométhyl]-benzylalcool selon |a reven-
dication 1, caracterisé en ce qu'on utllise comme
produits de départ le S-{+}-a-{aminométhyl)-
benzylalicool et le 5-(2-ox0-propoxy)-salicyl-
amide.

2%. Procédé de préparation de a-{N-{2-(4-car-
bamoyi-3-hydroxy-phénoxy)-éthyl]-aminome-
thyi]-4-hydroxy-benzyialcool sefon la revendica-
tion 1, caractérisé en ce qu'on utilise comme pro-
duit de départ le 4-benzyloxy-u-{N-[2-{4-carba-
moyl-3- hydroxy'phe‘noxy)-éthyl]-aminome-
thyl]-benzylaicool.

22. Procédé de préparation de n-[N- [2 (3-car-
bamoyl-4-hydroxy-phénoxy)-éthyl|-aminome-
thyl]-benzylalcool seion |a revendication 1, carac-
térisé en ce qu’on utilise comme produit de dé-
part le a-[N-benzyl-N-[2-(3-carbamoyt-4-
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hydroxy-pheénoxy)-éthyl]-aminomethyi|-benzyl-
aicool.
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bamoyl-4-hydroxy-phénoxy)-propyl]-aminome-
thyi]-benzylalcool selon la revendication 1, carac-
térisé en ce gu’'on utilise comme produits de deé-
part le u-{aminomeéthyl)-benzylalcool et la
6-(3-bromopropoxy)-2,3-dihyaro-2,2-dimé-

. thyl-4H-1,3-benzoxazin-4-one.

24. Procedé de preparation du @-[N-[3-(3-car-
bamoyl-4-hydroxy-phényl)-propyi]-aminome-
thyl|-benzyialcool seion la revendication 1, carac-
térisé en ce qu on utilise comme produit de dé-
part le «-{N-benzyl-N-[3-(3-carbamoyi-4-
hydroxy- phenvl) propyl]-aminométhyi]-benzylal-
cool.

25. Procédé de préparation de «t-[N-{2-(3-car-
pamoyi-4-hydroxy-phénoxy)-éthyl|-aminomé-
thyi]-3,5-dihydroxy-benzylalcool selon la revendi-
cation 1, caracteriseé en ce qu’on utilise comme
produit de départla N-[2-(3-carbamoyi-4-
hydroxy-phénoxy)-éthyi]-N-{2-(3,5-dibenzyloxy-
phenyl)-2-hydroxy-éthyl|-benzylamine.

26. Procédé de praparation de -[N-{2-{3-car-
bamoyi-4-hydroxy-phénoxy)-éthyl|-aminome-
thyl]-benzylaicool selon ia revendication 1, carac-
tense en ce qu’on utilise comme produits de dé-
part le 5-(2-aminoéthoxy)-salicylamide et
I'a-(bromomeéthyl)-benzylaicool.

27. Procédé de préparation de a-[N-[2-(3-car-
bamoyl-4-hydroxy-phénoxy}-éthyl}-aminome-
thyl]-benzylalcool selon la revendication 1, carac-
tarisé en ce qu’on utilise comme produit de de-
part le phényléthylénoxyde et le 5-(2-amino-
éthoxy)-salicylamide.

28. Procédé selon l'une des revendications:
1-27, caracterisé en ce qu’'on transforme un com-
posé de formule | obtenu en un sel d'addition
acide non toxique pharmaceutiquement accep-
table.




