2 - - _ 1,532,380 2 exanpl e, ' :
pent-2-en-1-yl) or hexenyl (for exanple, hex-2-en-1-yl). Alkynyl is prefer-
ably straight-chain and, particularly preferably, propargyl, but may also
be, for exanple ethynyl, prop¥i- yn 1-yl, butyny3z2sedor 'exarrpl e,

2
but-2-yn-1-yl), pentyn)@mﬂ) ¥ ) 02 a0
exanpl e, hex-2-yn- I-yI) 2 R b&ﬁd’p aﬁ}o” df“:s pte!et- .
strai ght-chain and |s Mp&remlnyl, aioh-amat-ﬂyﬂu m -q'f

has 1-4 C atons), @é@(

2- pr opoxyet hyl or 2 i's %ﬁ,@' ,m 5
for exanple 2- or 3-netisiprop Iab, lfex whnmq

4-met hoxybutyl ; or al kgt b for

Al kenyl oxyal kyl i g pr .-iﬂ"‘."" Voo b £ Y ] 0
2-al | yl oxyethyl, and aleafinple; \dlkifloRybycp

for 10 exarrpl e, Mm dr (ryciod
Cycl oal kyl is preferablzy"é N EFHOpE
exanmpl e, cycl opropyl, c,}/&l
or 4- nethylcyclohexyl

K
alkyl, it is pref er abl yisdpemymhqﬂmgn
atoms, such as i sopr opydlkyl jmapifer \examy

exanmpl e, 15 nethyj, emﬁr A
1-, 2- or 3-pentyl, is ,cvd Rk
2- or 3-hexyl, or |soheQ)ahoms '

hydrngxynmet hyl , 1- or 2-BRGRiesys
1- hydr oxy- | - met hybet Ny neonit fiEhd
hydr oxybutyl, 5- hydroxypamawth

¥
S preferably 20 cmen*diaﬂhﬁlkﬂ

Aral kyl has 7-15, pref 1&?
and may al so be,
1- net hyl - 2- phenyl hyI

ethyl, 2,2-dinethyl -
3-pheny|- 25 propy
4- phenyl butyl ,

2- (2 napht hyl ) - et?fyl

d or mono- substltuted P .
substituted in thgy aryl mekg .
C atons; however, the SWletsﬂﬂ anbalnky* pruayl;

NIt ;‘4‘ ‘;-""";
30 not nore than 15 C a ﬁ :h' 32?'.' A% afeﬂ;yzzsf&as

a total of 7-11 C at ons g oulGhle o o 2 0bT: .‘... oD e
ethyl, n-propyl, isoproRudinwaosyblics gobu’ Btorookainl oh 3! or 1 el “;: .
n- D&D.I«yl' i sopentyl, n- rdicah

mmmmrmwtc&bm hbx 4
groups are, for exarrpl ey and,,_ % 2 '

n- but oxy, i sobutoxy, se mﬁ%xmw o

. : o '-.‘ Vv .
35 pentyl oxy, n-hsxyl oxmwamwmwwm@,mw utg'd 50

aryl radicals are, in par tPreferedr compdukidsx o, the inpdatiarsare of formuls I in

p- met hoxyphenyl or o-, whicos preosty e Rfj mdirals has fom f thes prefisrrod moanings
2,4-, 2,6, 3,5- or, parﬁ%‘?i,‘% ah T edjretat b5 il following partial
trial koxyphenyl, s&ch a - bol I MM# foloula I and wrim the radicals not 55
met hyl enedi oxyphenyl , srdeh;ih!it gmrdggihym lecinanipgs indicates fa-rfe;?éhsiobutfmn

exanpl e, in g, ® 15 BRSO ' Iﬁ“& m’in‘-

o-, m or p-ethyl phenyl, og,?’rﬁll -y I‘;Q_Q w‘ 0 tgud%&l
p-tert.-butyl phengd, di al k;nlmhnny z-ilh&y:thﬂwid: 3—3 ﬁtmﬂ z@ﬂlyb&gdyloor 60
3, 5-di net hyl phenyl , tr| such as 2 G-tri e ,

di met hyl -4-tert.-butyl p " ’HV‘ ¥k ld?? r’r§ ﬁ#&‘?ﬁﬁ@ﬁﬂmyi

such as 45 3, 4-di h ,y ﬁrmma.m Biky?or Rtk brylCfadiQ, is Bibadd"

p- chl orophenyl .. The aryl 45 ra |cals can al so

carry two different substituents; exanples of such radicals are 3-

et hoxy- 4- hydr oxyphenyl and 3- hydroxy 4- met hoxyphenyl . 2- (3, 4- Di et hoxy-
phenyl)-ethyl is a particularly preferred substituted aral kyl radical.
Further particu- larly preferred substituted aral kyl radicals are, for
exanpl e, 2-(p-nethoxyphenyl)- 50 et hyl,

2-(3,4,5-trimet hoxyphenyl)-ethyl and 2-(3, 4- nethylenedloxyphenyl) et hyl .

50 Preferred conpounds according to the invention are conmpounds of fornula
I in which at | east one of the [err] and [err] radicals has one of the
preferred neanlngs |nd|cated above Sone preferred groups of conpounds can

S - r 1 o v



60 N inld, [err] is al kyl, propargyl, 2-alkoxyethyl with 3-5 C

atoms, 2-al l'yl oxyet hyl or. 60 inle, [err] is alkyl or hydroxyal kyl with
1.6 C atons in each case or cydoal kyl with 3- atons; in If, [err] is 3
unsubsti tut ed ar;.il—kvl or arallyl which in t 2 e A, 3
1,532,380 . . 1o tri-substimuced . by alkyL alhoxy, QH,t B dand/orsCipot mom-wstisgndabkyl

al koxy OH, F and/or BF“‘!!‘F"‘?W SYofv ’é %ﬁ‘bﬁéﬂ? _e‘@ ot al
of 746 C atom in eac m&h e,‘fﬁ{ rr vk Bropyt %ngﬂn%lhﬁoi

2- phenyl et hyl, 151-di rrethylu,mu mesl: 2- (3, 4- di met hoxyphenyl ) - et hyl ;3
5 “in Ih, [err} .

5inli, [err] is 2- pugg I ;‘F"’ ?ﬂ;g%gﬁﬁ’eﬁyﬁﬁﬁ;ﬁ%ﬂﬁ

[err] is alkenyl or ahsslymdital, w%gm%ﬁmmwm

al kyl -with 1-6 @9at omdiosypwidrak n ,-10% 2@ henylal kyl, | wh.ch‘°'
ot al ﬁgphmzﬂ ons;

in the aryl radical, ‘w,.\. i
10 in Ik, [err] is allylm mRpar enmaz-mmn

nmono- substituted by mgh{ler 2%

2-al lyl oxyet hyl 18r 2- d\}slimsthyly 3 v ¢ et )_pthrtlyl 1.5
2-phenyl et hyl, 1,-1-di met{} "' : . lom:hHCmms

2- (3, 4- di net hoxyphenyley cvelodll n{uﬁr m&mﬁhmph rgl;gdyhnyl(h@\err]
is isopropyl, tert - be=ib C & ndlcgl,

1, 1- di net hyl - 2- PReny| &Y impthory,
[err] is allyl or progar{ oo
In, [err] is al koxyal lmethokyphe
atops or cyclolk I with & -' 25
phenyf al kyl i t757- 10% &eﬂ%w.be mmm a.;esruroamen 5
nono- to tri-substitut Vatods ifd QEROR'S &an yrheyun

met hyl ene di oxy, Wit h dustesiwin théueanﬁsoﬂhabm acnvg(kmnln

2-al koxyet hyl with 3- yeynthesism - gl i 30
malcingy _‘!,r"'-* %ﬁd
-aI koxyet hyl wrth 3-5

| sopropyl, tert. obutyl-'. .
C atons or 2-allyl oxyet h)(i)§m?ﬁndsffﬂmh125 _ propyl or tert-butyl.

2- (3, 4-di - ' met hoxyphe rytich o

25 The compounds of ‘formula | have at A?_a_g_&;l i-c carbon atpm and
can contain further asynmetric carbon atomns I 2 [err -and [err]

substituents. Thgy canwithumeochd:éf forthulaliE: r acenic or the optically active 35
form In general, they are obtained by synt he®®'as racemates, in t
synt hesis. 30 - 'Sf i nvention al so conprises a process

for the preparation’ of -a phenoxy- 30 a{n ‘no- propanol of for nulal, or a
physi ol ogi cal | y accept abl e acid ddition §8Hs reof, which conpri ses (1)
reacting a. conpound of formula I1: Ar-O[err [err]

Il with a conmpound of formula IlI:

35 wherein Ar is the gwwmomahthﬁzadmalmwm e\rO}!
othws X, Qi sd0H omijth X ?Hﬁ'%%ﬁ 40
atom~X i's Hal, OH a, oAb i ,x:.- Cﬂlé'rgu

together wth Q “an’ oXY 0 @iy reddting'a phiik

.,ﬂa.lm.h&wQ Br or 1, and [err] and
[err] have the above- ststed meani ngs, or (ii) reacting a phenol of rmul a
|V: Ar-OH. IV w8 " Ar has the above-stated
meani ng, W th ‘an g with an Unlinb-a BRI & foeniulR(V:] and X5
have the above- st ted rreanl ngs r (1r11) reducing a corrpound of forpula VI:
Ar-Oferr]-w. X—H,CHOH( *ein Wis a radical

whi ch can be reduced: ta g"izﬁruﬁw%@&goﬁr and [err] have the

aboe- st at ed meani ngs, og to fornula |

but which addi” - |y VI

'so- -'an“.mmm«:dbemduadmmm—m{on—cn,—m- 50
2 the above-stated meanings,
‘M?;mmn:iwmmmmlmtwm%umﬂy



4 1, 532, 380

4 contains one or nore groups which can.be split off.solvelytically or
hydr ogenol ytically instead of one or nore H atoms, with a solvolysig or
hydr ogenl ysi-ng¢ agent. A base of fornula Ilgbgamned by any of the foregorpg

processes may, if OQshihEshe of Mrofe o13e arceprabte
acid addition salt ihdmeﬁéneby %“E}rmg ﬁmm ,, ! ih t. of
rifradsived, | | M

5 The radical X ca ofcformulan] othained tbpaby of ey .
111 and V. Thig ra Piodr Bpsgisraly a%?“'ﬂ? ﬂda#dl%?k teatmegy or
functionally rmdrfre ikl

QLN caBi pRELE; fwwmrm%&hﬁduoﬁﬂwum
are, in particular, rmmnm orlglh‘ ndd g hsl,emnrﬁaaeﬁmcnonany

al kyl sul phonyl oxy vﬁ'

met hanesul phopy! oxy.mgr ,.ﬁﬁ X
atons, such as benzmsulqn ob

2- napht hal ene- sul
above- descrlbed met

| are known '

exanple in the sta‘;'.m‘kchn.sﬁd's'

Organi schen Chenti e
John Wl ey and Sonsg ik ety . :
t he conditiong which mﬁclcﬂwmgmumfoa Ghrépaiation V€ ufd3 of ¥dimula 20
question. Use can al s ¥nownyenilcsogle drg)gewn 'ﬂurneumtfsmwfmmmh e e tprepared Wi ch

are not nentioned |MM%|WM“MW%#WQM| ng

materials for the preqaaawa,eq{,mn&rﬁngm fhrmddOl e .,
known and sonx are ffmv\khe'fhaloﬂmt,lbilg q&t’}m %%ﬁﬁ@% isj
reactions which aredf

SHIN el Ve . _ analo ousl to the
. 1- _. v‘('.“‘v:‘\ gl ”” S b C ’ Sonk ‘” "-;, be
formed in situ and ar SthrBhe Materials of - ' but -

known starting nat

; P Starang- mate .u‘.__.
are i mredi at edoy reamme,ﬂm, tacting giheno 'mlehdhmdorqseonotm el
the follow ng text, Y7L ) ) € x
meani ngs i ndi cat ed
i ndi cated. Most of

||||||||||||

(1V) with corrpound
epi chl or ohydrin or cOKvaRd R
can be prepared, f omddihimpwhict
t oget her for rﬁong a oF T
subsequent |y renovi Wl ol
the starting materi® s 6 phy

35 111 (Z=[err]) ca‘wetlmﬁmmbahefcomddmgmm 'fogpnﬂakege

lllll

of formula |46 (Z=HEZH} ¥y MR A
benzYl ani ne and SUbRES sstipizhlbrohlid ,,'m,; ’

modi fi cation "0f thel

with al kyl- or aryl

t he phenol s of f or nidnsef]

or p-hydroxyhenzyl B & ofrafic

V can be prepared drocycleatinny 38§ amﬁi«enul

formula [err].,(pref Seaeyed ey U%ﬁ“&ﬂ 'eﬂ;mgﬁ g nm:{:mnes of
formula I11] (62 [err i ':' ﬁa&g %&p Y 60
substituent is a raﬁemavmnﬁhmmb Qlij mﬁiﬁgr]
preferably one of tmseri GGMOVI (W—W‘)c{nah Mmdrb]rm obdecal is
an al kyi dene,.chydr oSER AT W w %@%

group which I'S unsubsti ed or sub as (ndrc i 6
tion of [err], corresponding to the [err] radical) or -CHOH[err]- NH-[err]
contains an additional CC bond or an xy 55 atom instead of two
hydrogen atons, for exanple al kanoyl, oxoal kyl, al kenyl, hydroxyal kanoyl or
hydr oxyal kenyl with up to 6 C atons in each case, oxocycl oal kyl or
cycl oal kenyl with 3-8 C atons or aryl -al kanoyl, aryl -oxoal kyl or

group. Conpounds of rmwmrmummm y istibaticiie l

functional Iy godifi % : QH—CHs—Nl%t g,wu

preferably by~ et herf i1 tHh]

formula [err], nDSky

(=[err]; [err] Is a radical which can be reduced to the [err] group, for
exanple a radical corres- 55 ponding to the [err] group, but which
aryl al kenyl , unsubstituted or substituted as indicated in the defination of
the [err] radical, with a 60 total of 7-15 C atons in each case).

x



The conmpounds ‘of formula VI can be obtained, for exanple, by reacti ng the
phenol s of fornmul'a IV wi t.h conpounds of the fornul a X-[err]-W The starting
materials of fornmula Vi (We[err]) can al so be obtained by reacting

conpounds of thp formila Ar-Qlerr] -mrprriﬁ%zﬁsou th 2
[err]; the 65 R dmhuﬁtd-mmmq @mings) c&nfmulolit’a-t% tﬂsy
reacti ng al dehydes ofcom “d' ‘6“‘““1‘1" cg"'iﬁp Wﬂ:’: ‘E““’ fo ‘:fd_o

5 forwula Ar-O[err]- B v@pwm%;éﬁ 'f" cotn
conpounds of forsrulaoVI:héVﬁ{mlar]A)-—Oa-rc aoﬁneng:f f t heé
formula [err] w-th aI&i es of for IaR ndthe colr;g)ounds
formila VI (Wflerr]) g ﬁ%

formula [err] ~Wth fa,mu[aen | fGrming an oxygen amm), a halogeno lestr

The conpounds ofiof or rfodmalal 1 §QeOfk
of formula Il W|th a Ik @gh&q
of formula Il (Q and: g ‘,iis'(_'.

]
fuacriopally ﬂh@“d’ﬁé"@ de
f 10 f | || % (z& mohm
o ormul a

R me-tNIQr‘ia refbered. vat i ve
there of fornul& e 15

reacted with an amn u’ﬁam ne
of formula Il" (Q=CH, ﬁ;m M Brich gwgﬁn :
(Z=X). The reaction s@p@g( Gpilopana

meldsplom ; . gm

at=cHalirir ¢ dinl op

[err] is prefernred. Iegher, diisopropyl
Wi th conpounds of or
absence of an_inert
froMerr] to [err].
fromthe literatbre, ﬁseimanrmh-tmofre ot
wat er; al cohol's, suchfad D .‘
et hers such as diet h-“é

(THF) or di oxan;. hydr mixewd
hal ogenat ed hydr3§carb
trichl oroethylene; ni
nmet hl yf or mi.de (DVF);

M xtures of two or ery
preferably.25 « 35 ys¥ih
they are used i'n exce ah a0 Yimultahedusty ] y
A further bhase, for exan‘pheegeﬁpod‘gsgaqgend-hgm mmhutosb

hydr oxi de, sodi um.car pstieg & et I Fon 40
pot assi um bi car W8nat (SR or ram: Theomnr (it ol start i ng
compounds whi ch have a Svhd eimbbihds ¢F Forintlill aﬂawmb obfainal byl réagring (. phenol ofpl i t
of f during the reacti mmiliw wphmﬂ;bhm. igtmye, Vi Fop example, “fm%tﬁm
hydrogen 30 haljde i % }, salt, jir .u ¥ @ ﬁ'ﬂt 45
addi tional base4r an % )tag cyas e B ( nmdlk -

or aryl sukhonyl oxy gre of siiié (Por SeRanipd |
cat%st' for- exarrplem

pol yphosphori ¢ dS%CI d, m%ﬁ
organic 35 aci (suc Syl i
aci d). An excess of, themmefosmmlmdlm,eﬁre
The reaction tinmes re oyt in the preseoc
starting materials us

al so be carrledﬂ? . di H
200 at mospher es) ; ‘the mt(mdrmmmbm)
of formula | can’ aI 50 Wit thy,pompopind Vi _
an ani noeal cohol ;0f f Qfglidd}

converted into a Sa|t,of!t&np€m9ml$0°ﬂ;p X yatmeMZO?@r exanpl e al kal i

metal salt 45 (Li ;- 0 be ?‘%EEJP gﬁ”dpﬁ
ﬁ;‘ﬁ;‘? is ex i sqhdons! |
VaBoudt Gero (15 hews.de (for exanple, LiH, 65

reacted with a reagent
metal (for exnplé Na). . ielsd h

NaH, [err], or [err]), an al kaI| net al al cohol ane (wherein the al cohol part
preferably has 1-4 C atons, for exanple, lithiumnethylate, ethylate or
tert-butylate, sodiumnethylate, ethylate or tert.-butylane or 50
potassium nethylate, ethylate or tert.-butylate), an organonetallic
conmpound (for 50 exanpl e, butyllithium phenyithiumor phenyl sodium or
a netal hydroxide, carbon- ate or bicarbonate (for exanple of Li, Na, K or
Ca). The preparation of the phenol ate :




: . R .
I s advantaously carried out in the presence of a solent or solvent mxture.

Suitabl e solvents are, for exanple, hydrocarbons (such as hexane, benzene,
t ol uene or xylene), 55 et hers (such as diethyl ethrr, dlsopropylether
THF, di oxan arédiethy]lene glvcol 55 _diadIsy|_ether), anides (such as 6

DVF), al cohol s (such The SoRipRROE femuﬁthaaeh&wbreifﬂd Qyasduifig!§ RonfourdCat One or
but anone). The pheﬁR!llnu&VI-or S salt I s preferabl y Feacted with the corrpound

V in the presence %g g 'Fo l% y@' "%' c¥een - ¥sed
for the prepargtio e sa.vll rray, over ?cé’ “or. 69
diluted with anot her ambm dhmcgepisrah;altmmesamlmbmhydﬁurmdhm at a
tenperature 60 ¢ ._ TR oly «

| Te phenol ate can @lethghol e !f-,. CAGSE n
com ound V age o‘aed:-ﬂmylmt, mnbranﬁena iy Qlimectiyl ethie2. DUIGBIE Reactidh 1@n-DASEY A
particu- larly prefpembuee e cenieral, hmhe&? wh&oeﬁrrp@imbls Wam%Met her

W t h agueous 65 "oriing po m%;“w %ﬂiﬁ% ot mcge?m]aS urs.

65 6 catalysts, and noblemetalandmmd
6 The corrpounds of nfeolmﬁlms __,rneﬁarathﬂ@ﬂﬁdmmg%ﬁedxmaﬁoundlsof
onate) | in

formula V. Swtabl palipdi
hydri des. The com m o
catalytically actiea pport.

5 Anpngst the2@onpl ex Therbydsigesn
al um ni um hydride .' ET 1y
in a con- ventionalgg ' & ,ogy g
an al cohol, such aammmwmmﬁwakmdawm&,u
et her, such ags di etahd preterap te presen

gl ycol dinethyl et RS®E-

general, from-80
sol vent used. Suit
exanpl e, nickéf an _
such as copper/chr .' - ‘

on supports (for emphﬂnﬂdohlla&h}ueﬁmwm&ndad oﬁb&h@bﬂbhﬂ,r
pal | adi um on-cal ci @ b #eot suitable. - nfnickel- m%w&mw\lﬁvpﬂf

oxi de catal ysB8 (f§P ! %ﬁ%’m&t al 33

catal ysts. Nickel q& A4l

netal s, and ni kel ahmuandld bndxghumlw pliseTipreferably lielng wed)D S

The htdrogenatjon (mpeure mf@m@wmmm% mef tl‘ﬁ)rmal

20 pressure offat AFETLPEMN ;o yndg %

pressure. - The reactd-g - %#ﬁmﬂ. [T from 1

to 100 at nospher es tapsly strries s) fhigly gmbe%llttqﬁ mﬂymrmvearl y

fromroomterrpgrattﬂ"@l X s a6 o gl ) # & e carri out under

aci di ¢ neutra®or ¥k ! theinila CAHLO. PHOR: ﬁ*’ enc®

- of & sol vent, suchmancwat' roxyl protective, gradp fand) the R'lriﬂmlnli&&n o,
n-butanol , et hyl a@ouptpeovided o I#B &’c@ﬂ@@@h'ﬁﬂ%ﬁ&%ﬂdjﬂem t Wo

or nore ofthges.. Bemreaiiihl ¥hod Bt _ .cat 9

catal ytic hyd ogenwnp oWk

hydrogen i s used as hyliveyl

exanpl e, by treati Fe S

m xture of zi 3Chig Ik R el

and hydr ochl or| Cc aijg npmcm aéti @

used. The use of sdd-i-zwmcmmduthe&, C’miml(for

et hanol i sopropand arvitiderinel 5y b

sui tabl e. -An ghuni Rgibedd) of :, '

optionally wi th tharighesitdect

aum ni um 35 anNowaiysino &

al so suitable for iobgedar:

be carried outgsi N Gulbkikie . €.36d, aSidetsl CHy@raxid - saitdn

t ol uene phase preferably bei ng used Sui tabl e reactlon t enper atur es are,

for exanple, fromroomtenperature to the boiling point of the 40

sol vent used.

40 The phenoxy-am no-propanols of formula | can al so be obtai ned by

sol vol ysi s or hydrogenol ysis of a conpound which corresponds to fornula I,

but which di- tionally carries one or nore grou(s) which can be split off

sol volytically or hydro- genolytically instead of one or nore H atons.

ts,30
esent




a5 " Sui‘table starting materials for this process variant are, in
partlcul ar, corrpounds 45.,0f the formula [err]- (VII), wherein the [err]
radical is Hor a hydroxyl protective group <’i1 the [err] radical is Hor
an am no protectizyve group. provided fhat

not si mul taneousl y H, cﬂcmh,mnmdeag@r -‘ vehhmxtdheor abuer -selt
The expressions hydrb‘xﬁ%‘“&r&;@ PP E an ol: m:EE
are 50 gener al 5584, # [predpibly oal & &Sté

protecting (ie. Bl ockfrugg a:llzmoxyl rou or an anmino group from chem cal 5
reactions, but which ca &WG‘E ﬁ“ ‘“mﬁ{:ﬁm‘@
reaction at -other posEﬁ mq @%&e@ﬁﬂ $fom wge
these protective groupmosph&es’ emoved in th| s course of

enbodi ment of th® pr ocesé u .s"-“a'r si zel®
55 is in other respect e O Ciduin ‘ﬁl @g'éi’:
preferably acyl W thcdsUcan be used] For Canible, 4 ' lﬁhde ac:ds

al kanoyl, such as actytkhaahyﬂjdchlenm#udas ydrobrc

phenyl acetyl, al Koxyc ahosehats acd asd iy ﬁ;@é Gyl , 13
such as benzyl oxycar b%ﬁww °?’a§d‘§ uﬂ’ 2 m:%%?

sul phonyl ) or -optiona smtu&ppm 7 fakmarid anuleicatid,, ladde add; | tartaric acid

p-ni trobenzyl or = malic lcid, Senzali heidy [sajisylic acid, 3-phenyl-propiagie, agidy sitsicsa QP‘E’EﬁbI Y 1
ef fected by the #tti oRSHREMAINE I i B ." s R0V TRVt

al-cohol with preferab T ey

addi ¢ or basic cat al yaisg ofa. : alntugreof; o ‘ la wi a

sul phuric acid-or’ hydrsmm gﬂ@d'“gmw '. Siup 6 \
pot um 65 23 two or centres of asymmetry "ﬁ ot

7 calcium barium %ﬁ:&&l sﬂhﬂ ) hidl , thed fraiemaal ¢an (be mhuﬂnanum
salt, such as sodi um (obmpﬂtxaslslmba!,licr MW@WMMI

et hanol or.iso- propa r-ef ecabl USk of30
water with one of%the m%mﬁ%’% %mw bl y
Shigab

carried out at a tenp &Wﬁﬁﬁﬁﬁopually agentsare,or

5 Hydrogenol ysis can smple @r%% @%ﬁmﬂ"t
e presénce of 35

descri bed above for c T ant
a Raney ni ckel cadtal ys ! gmwyfmwuhd,tﬁy {he roicthodsndesatibeller a
pressure of from1l to ab@veaym;shningma alread aMe. f o rrula |

obt ai ned by.any of the fof .t"& heiz. physip a7
acid additi-on sa{fb t helpe b it ad :
acids -for this purposesankes g
Thus, inorganic acids canpiblaawkcdm @drdo

aci d, hydr ogen hal i de ¥& la
and phosphoric agjd, siietoddSn

acids, in particular assagph oryiCddiminis
het erocyclﬁ c . nonobasi care@»ed \':'. d
form=< acid, acetic acpyy l,

mal oni ¢ aC|d SUCHy Ni Cpowe
| actic aci.d, tartaric mlltlup

2- phenyl - propi oni ¢ aci
ni cotinic acid, isonic
et hane- di sul phonig aci

acid, p- tol uenesul phopmmdta
acids. If desired, a fgee S kndin,
t her eof bytreatlngth

Blrectbole biotkebl TF
pot assi um hydr oxigde or oebdyumigm !-towémshewnfm ‘

conpounds of formul:a:| te mosd actor, Sor o
25 corrpounds have two _ 6 [

obtai ned as ‘mixtures omammmdomﬁ onhthe e of rthe partiaylat - diseasec forrewhich
can be isol at ed. agsd obuhmnedgwnLOthFMWEﬂhs : exanpl e by 65
recrystallising serveral tines fromsuitable solvents. 30

Racemat es can be mechanically or chemically resolved into their optical

anti podes 30 by known nethods. Diastereoners are preferably fornmed from
the racemic m xture by reaction with an optically active resol ving agent.
Sui tabl e resolving agents are, for exanple, optically active acids, such as
the D and L-fornms of tartaric acid, dibenzoyl tartaric acid, diacetyl
tartaric acid, [err]- canphorsulphonlc aci d, nandellc aci d, nallc 35

acid, or lactic acid.

35 It is possible to obtain optically active conpounds by the nethods
descri bed above by using starting materials which are already optically

60



The conpounds of formula | and their physiologically acceptabl e salfs can
be used in human or veterinary nedicine in adm xture, wit'h suitable inert,
physi ol ogi c- 40 ally acceptable carriers or excipi ents. ‘Suitable
carriers are @rganic .or |nogan| c sub- 401’§§P§@ces which are suitable for
enteral (for TEexXanpre; —orat;

- A

Ul g.l CI‘I‘C CI al SAUTTT T Ot ral. AL A L UrJI T
00 ’ - 400 vy

application and do, ol gacEr f : . ﬁﬁ;’bm
veget abl e 0i |l s, befipfront? 030 bR, 0.y CO gl ycer’o tet | aceta!t"e
gelatin, carbo- hydr ats@ef we&hpa&at acfom pﬁm%tﬁawme Whith falidais at e,

tal c or petrolseum pasticulacly @itshle 05 the prepamotinni of Dackil .of tablets, s
dr agees, capsul es, ﬁrugder it sher mnondmpsbea_ ﬁ:llyrunde thex dollowving
tRe reaction

suitable for oral ﬁm m&;&r"}‘ ¢lui) I ",-m(\ob tories

are used for rectajy it St Wi
preferably oiiby orethﬂmuscwfamotrdkbb the ergailics haesisdued 10
i npl antates are usgdf-ﬂélﬂm s ,m_cm Fﬁﬂrﬁ‘w FGPP"WG‘U sipunfiedi n t he
form of ointnents, €T gaNbe 0y r used, f.or 1 LPRIca

appl i cation. The new CoMBEnHS c’gﬂ"'o't f?abﬁllf‘f‘s‘gﬁfl “oaﬁ'ﬂf"aﬁﬂ)the
resul ting |yophilisates .can be used, forgﬂﬂgﬁl e,..for the preparation of

i njection fongul at.i ormmnﬁm:hf zz)mabsmue cilysl ,.-, Hylmymerhylph x;)ez;B-@nxybmpaneont aisn
adj uvants, such as[m. droxy} alce thy 7} fleobiel 40 hgpars

agents, errul sifier

dyestufs f 1 avour i 1Xhoaeeditaso, bf @banol - : ired,

t hey can al s@0cont pliemoxy¥del2¢3 4-|dmo ' ige, isf or 20
exanpl e one or nor eged toffygnd o0 oﬁ%MC “’Plﬁ'élme'ﬁﬁl *on a\ﬁ
in general, admnistered ana- | ogousl Yk K Wy commer ci al | y avail abl e
cardi ac and circul at OAnAlofdRkly 1! Ehry@& ' the ,g,ﬁ Jcllar [err]-receptor

bl ockers. The daily dosae = referably fromO 01 and 4 ng/ kg 60 of
body wei ght. Hower, thie-sfivlexymethyl-ghenery)-2.3-gpo: 2 rtlcul ar patient depends
on 60 t he Fost di vi{Reilivioxymeth p ‘. the activty of the
specific conpound e 1 -(o)espargs iryinbtilyl-ghidiox :‘ﬁ‘;.,.' Me, . .general state of health
and sex of the patlent-( phesons '-mt hod od admi nstrtion,
on the rate et CHRTPEH and on the severjty
of the parti ) G SR AL ST T ) e “,,f',':‘,‘,'_' % given Oral 0
admi nistration is prei-@-ycdpentoxyméths xy)-2; e 1, 532, 380

8 When t he conposition contalnn nd. acgor di 0 othelnventlonls

in dosage unit for
nmore prefer- @bly Y eh enylethiviadite of BI040 ‘
conpounds of T or nmuasmi ﬁnsﬂtloned in the exanples whi ch follom1|s 5

particularly suitable for the préeparatipn of pharm éeuélchl o osi tions.
5 In order that .the |?1vleznfﬂ|. ',,"‘v"f"'_f',"‘ fa?ﬁ@"fyglr} {? I"owi ng
exanpl es - are gi ven bys.vay (@Of 2 ry it ,@.t.lml-y {n .t.hwarml g&nyldyi.

tenperatures 4ore in € amhlmh azeol.' 'c_ustomary work| ng up" neans: water S

added, if necesry, to*tindord uf
an or gani-' c- soent, _sucgl_ 11_'&'”_ it %a;mim)d rONgt hane
and separated, the organl-&'qo All¢] LM pl2: ,1.

filtered, thelsflltrate | SE0IROY SPFOPAS
chronatography and/ or T¢c sy
2 nols of base and 1 an{_ ,
of 22 g of crude oily 1 z.h Hyd
[ obt ai nabl e B9 heati n® b=
for 4 hours and reacth@ e
point 123-125 [/.0. 01 mn g Wt ol f
3, 4- di net hoxyphenyl et ik|ianfone

et hanol are &dded to. CTRyARZURO) ; PrPpan
phenoxy) -.3-[ 2-( 3, 4- di-et G
precipitate is 20 fijtiered: hbwyethoxgiétiii 3 iphenduy plieayiety

Hydrochl oride, nelting ppepsa-Rewok] . Exanples 2 to 27 Anal ogously to Exanple
1, the reaction of: 1-(o-allyl oxynethyl-phenoxy)-2, 3-epoxypropane, 25
1-(mal | yl oxynet hyl - phenoxy) - 2, 3- epoxypr opane, 25

1- (p-al l yl oxynet hyl - phenoxy) - 2, 3- epoxypr opane

1-(

1-(

1-(

mmm) propa Xt ure

A ohriedns 1500
fmgtm;mw g

o- pr opar gyl oxynet hyl - phenoxy) 2, 3- epoxypr opane,
0- 2- met hoxyet hoxynet hyl - phenoxy) - 2, 3- epoxypr opane,
0- 2- i sopr opoxyet hoxynet hyl - phenoxy) - 2, 3- epoxypr opane,



30. - 1-(p-2-isopropoxyet hoxynet hyl - phenoxy) - 2, 3- epoxypr opane,

30 1- (0-2-al lyl oxyet hoxynet hyl - phenoxy) - 2, 3- epoxypr opane or

2-5( O- cyclopentoxygethyl phenoxy) - 2, 3- epoxypr opane (in each case obtainable
fromo-, m orpdwmaqmamﬂ_34MmL£¥£Lﬁ&ﬂhﬁhﬂ&iﬂﬁtﬁp 2

cOrrespondi ng. al cohol _.and%ﬁ%n Qenlﬂet)hamuoi 1 phesgxy)chB orphy disethyl W t-h 2-
35 7 phenyl et hyl am ne '-PZ‘I’{E)‘E et a e

2- (3, %di met hoxyphenyl ) - ef hiftlen yl) e,hyhmx’]'e p,’ pﬁé‘" ang (%2' (34 -_dimpeghoxy-

Al | oxymet hyl . - plenoxy) -18 1 -((Q --Z ph kﬁmh_m) phen@y0pan ¢ 2mﬁgﬂ,y1. 5
fumarate, mp.93. 3. 1- 2 pyve gne‘t I henoxy) - 3 -

(1,
di met hyl - 2 - phenyl et 11 ﬁm)"'%;%l an -ag - d“B‘I‘hvlzIz

(o- Allyl oxymet hé)l - phermxty)(o~ 1dbm£9pxypt@n¢314)-mnhyl -
o

am no] - propan- no} r jprop@ <12 - pkrfuméta Impxyme.th 10
phenoxy) - (2 - phenyl atﬁ I ! "YZ““"Y'OT phegoxy)) = 3(- @3- leykfhyl-

Al | yl oxynet hyl - phenoxyb 1 lpﬁm et Vh1 A8meth .

am no) - ' lethylamlno) pmpan- - y a & o S

7.1 - (m - AIIbesxyrrethyI21 lgﬁ?y%rﬁ) [s9propogypthoxys l i 15
amino] - propane - 2 - Oy j e

phenyl et hyl am ho) propan .zo

mp. )
9. 1 - (p- Alyl %ymat hyi23.-1 pbeﬂéx-yl}ﬂylo!ﬁ'ho!ﬁlﬁthﬂ Pldmﬁt-h k (1,1 2 dimethyl - 2 -

henyl et hyl - 5°.m 1. " 10 20
e e el e 1oy Seian

am no)llr
1- (o - Propargyl oxynet hy Ty - I
- 2 - ol, funerate, mp. 25err-]o11cyclbpen _ Dprxwre ylpmymgmw)- - 3
- (U - dlmathy£ 2 - %leinytm Sol. 0). an - 2

toxymethyl phenoxy) 3 (l,l dunethyl -phenyl> 25

(0 - Propangyl oxynet hyl 27, m%n'ce&&'mﬁ%nmfzpm y43 thhowhﬁawayr-
et hyl am no] - propan - 2 - chylanfinoa ridé,3n.p. 127° 2°-
Met hoxyet hoxyet hyI - phenoxy) - 3 - (2 - ph n Iet hyl-am no) - propane - 2-

ol . 9
9 14. 1 - (0 -2 2 Netim A”IIM“Z P ““"“ﬁﬁmm W 2%

- phenyl et hyI smi no) qﬂfomsoluu@ is cbpom&d abd wsidue s -dissolyed bix hosmperaidhy |
] e e
- ol.'5 46, [CEUAD Wik ‘; i;yloh AYA - EYeBi i % mitoy _ s
phenyl et hyl - 5 am no) propan- 2 oI 2?

| sopr opoxyet hoxymet hyl.. - pheno EPI!!PH | Wt

phenyl et hyl ami no) - pr, ‘}/2“ m%g" ‘°d in E““‘ee"‘ 2 w 27 and

| sopr opoxyet hoxymet hy!' enokwy [° n%lﬂ'{m)& 10

phenyl) - ethyl am no] - [@9.0pale --Allyloxymethyl £ phempy)i-3 mpbut&hmn}
r39:ﬂga Alylosvmethy) |-_phenosy) 03,y (L - smhyl(-zz hydmwhvl- 40

10 19. 1 - (p- - I'sop

phenyl ethyl - amino) - prgpay. 2- xvmediyl ]1""""’%}’9 2,,‘,?‘,01,»y - propen -

| sopr opoxyet hoxymet hyl - phefiﬁg;*,m, .(ﬁ met h 5 “2-db
phenyljet h{l ani no% - propadd L-@-% Yl PWY)ZJ tert. - butylamino -2-ol

(p- 2-Tsopr opoxyethoxynet {1t = ( P’{‘E"Y)‘(% Al - “m"ﬂmﬁokmﬂ‘ﬁ‘ 45
15 phenyl) - ethyl am no] 34, Pt m;phhar [ pfopdn - 22. 1

- (o- 2 - AI"I'yI oxyet hoxyne ' : g 5 pheny et hyl am no) - '
-propan - 2- oL ggl - 6% 181: - Allgloxypathy elPI'ﬂ%Whe - YyrlEER y)propag- 2 (1 1
- dinethyl - 2 -720 : itk hYJhﬁﬁhI?O) . . .

- propan- 2-ol ; funar at e; m56 l&ﬂﬁ(g)].pmpm- > (l el 2 h T y%o -
2 - Allyl oxyet hoxynet hyl 37plhe€¢0-x yl- phénoxy) - 3d|mmmboyn° -pnmm)z

ethyl am no] - prgpan- 2-ol, argre, - gf?i :I rri|| %?J
(o-Cycl opent oxynethyl - pﬁeﬁo e pheny et%yfmm notg - -ptopan - fs
- ol. 25 26. 1- 3%.a - (o)Préps 2 o 'Tphaphuv)phemxme)thﬁ 2- hm@yl-
di methyl - 2 phenyl 5 P - pr I -
Cycl opent oxymet hyy - pherlts 131;'}3@ oss. mﬁg W{’ﬁm - bidpda - 60
. 4L 1-(0- 2-Methuyethnxymth - phenoxy) - 3 - tert. butylamo
o propan - ol,fumnme,m.p 115°,



et hyl am no] - propan - 2 - ol, hydrochloride, mp. [err]. Exanple 28 30 *

A solution of 22 g of 1 - (o - allyloxymethyl- phenoxy) - 2,3 -
epoxypropane and 30 33 m of isopropylanine in 45 m of et hafol i35 all owed
to stand for H#8-haurs at [err]. The solld3d3sa i s evaporated and the resi dye

i s dissolved in ethyls2areate. més Jfﬂi&ﬁ{, Tyl piedoly)d swgf emgl%"?'g 5. T

The aqueous phase is en@ﬂ;@@)abﬂo 2apt custonary 1 - »(_b
- allyl oxynet hyl - pﬁ'n % n@mm-s-ummgmp 2 \-sl
24 so

fumarate, mp.5 106. Bxyaf (@sz le 28, the
epoxi des indicated in Epanqnl QSolZflinﬁra - 1 irylaming yl anPne

or 1-nmet hyI 2- hydrox? w yzmtthyl -(phenoxﬁlJ yl qurmﬁny-z phenoxy)

-3- tert. butylamagl_ r . 30.. 1 - (o -

Al | yl oxynet hle - phenoxr;)o PR . 1009 m}yé hyfiopropylaming oy no})

propan - 2 - ol. 31 41 lmrl ~MWM @bﬁ&@xyb - tesd, - butybOPY| am

- -2 - -2 ' -
pr opan 2 ol , iﬁf"? pramg % m Al l ox¥net hyl - phenoxy)

3 - tert - butylamno - : ' (;}.l Ph‘“"‘Y)SS-" (1 (-rfpechyl - 2 -

-Al |yl oxynet higl - phéihdx-y(): -2 \{A liylot hendzy, hydrwumu 45 am )

_-p pher)loxy) | s&pf‘opyl am g

-propan- 2 -oL 34. 1_ !
- propan - 2 - ol, fa

_ iyl - ‘phenogy)--3 Aludry |- chutyheeiidoyd -
phenoxy) - 3 - tert. 5t yl.aml. ’

2ph‘em§8-3-(1-memy156'

fumarate, mp®o [err] hydmxyethyhmmo)_'_'._"” -2-oL '36 1
(p - Allyloxynet hyl é.z-dori .,4 peatgxymethyl - phenoxy)y|3 - isqpropylivpisty Oy bl - Ro)
propan - 2 - 37. 1 -5{q > AL e Em 1e00X .- |sopropyl am no
- propan - 2 - ol, fu % : 5 y) - ﬁ"f‘"“”(‘

Propar gyl oxy8t hyl - SbH g phenhxybylaa-mlnomm,@r QPAfydroxy

55 2-ol, fumarate, m.p. ‘[%g%g?m&‘!' @od- Propar gyl 'oxynet hyl - phenoxy) - 53
- (1 - rrethyl - 2 - hydroxyethyl - am hsgrlg.r.}n - 2-ol. 40. 1 - (o - 2
- Met hoxyet hoxymet hyhnalomiuymﬂxa)npkzs,r (oS momylprm) 3360

2 -ol, fumarate, PROPPrIPEnewith the corresponding amines gives: ’ 60
41. 1 - (0 - 38 - MetfoxLeshoxy; - ngxy ert - butylam no -
propan - 2 - ol, fumara.gl. %p TT m‘g’fg lamino - propan - 30
1,532,380 /56. 1 - (0 - 2 - Methoxyethoxymethyl - phm,m $2. (21 m,ﬁ.gm 2 -

Met hoxyet hoxymet hyI m;&pot 3 - (1 - rrgth " hydr oxXy- o) hyl ami no)
- propan - 235 ol. an 03 SUPTO] %yn’et I‘%/ll' hydrogyendxy) - 3 -
| sopropyl am no - proﬂan -(02- 2 0,

m B Bdx¢ ?1; rr 44 1 =
(o - 2 - Isopropoxyeth zn‘y!l- - .pheno xyg @erit ; Bmlp{/ am no -
propan - 2- ol, fu ; £ (o 26 yl °(18'¢n°!2 -3 - cydopentyhmmo
| sopr opoxyet h0xyrret hsgj QOXMM é %ﬂr ﬂx¥et hyl am no)
- propan - ‘oL 46. pmpqn—z-’&l.- Isopropoxyeth Xy th

i sopropyl amino - 10. 6L 1-(0-2- ERsthoxymgthyl -owawmrsat eyckﬁ&tﬂnﬁﬂﬂ
1071-(p-2-dzs gx' thI henoxy) tert. - _
butél am no - 4propan - emTu ‘#’ﬁ"’q O% °-'R‘?P‘°'2 - &J
| sopr opoxyet hoxymet H634 1 (phén-o)d;t)m:yetlioxym(tﬂyl piRok - 3-- & - p - tolylmethyl- 4
hydr oxyet hyl am no) 64 {0 -2 - AI Iell oxyet hoxynet hyl -
phenoy) - 3 -isopropyl gih ey 15 mpthyl -} - pheayhar at e,

B0, 1 - 6500 - (2 Ry terty
m p. [err] 6§ z y%] 5? e?o%}?ﬂ er

butyl am no - propan thlamo) :
Al 1yl oxyet hoxynet hy'“pf&&ﬁ T ymin _-_3 22 - (m - trimethoxy-
Ol

hydr oxyet hyl am no) 12 > Méiho
phenoxy) - 35§ i soprop?th )
(o - 2 - Me

<3-[2-(34- methylene- 60 |

iy - phe
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53..1- (o - Cyclopentoxynethyl - phenoxy) -3- tert. - butylanino - propan- 2-
ol , hydrochl oride; mp. [err] 25 °54. 1 - (of;-. Cycl opent oxynet hyl -
phenoxy) -3 - (1- nmethyl - 2- hydroxy- 25 et hyl am no)
-propan - 2 - olllExanples 55 to 73 Anal ogohs32389 o Exanpl €28 1- (o -2 -1
met hoxyet hoxynet hyl - phzmox-y()o 22 3 Meﬂﬁmﬁwnq;moiﬁ tshempr aRRAGNI} ng

am nes .gi ves: 30 34(1 hegyl phenoxy) -

3 - methyl anino - propan’ %.,@- %l bu-yl h‘“" ) = 3Nt%l‘l¥|‘(£x9’§\°ﬁb‘xyhet hyl
- phenoxy) - 3. - (2 - hexyl am no r)u 3 o]

Met hoxyet hoxynet hyl - ph ngQxy (3 m;dnmw- 2 - 35 5
hexyl m no) - pr opan ﬁ 12:&257 of 1 - chloro - 3-¢( -allybxymethyl phenoxy) - propan -

B L 17 (BToPSn gl alald m&’ﬁé‘&%mr%mﬂm%&; °“’yhmw¥¥’§£.‘§g§9$flﬁﬁ no

-59. 1- (o- 2.- btﬁox;{mttsw-dinphe:ypuyyl)-e yl2amono -
propan - 2 - oL 49 _Hml"ﬂﬂbml‘ 1267.o . - iﬁ‘m!gesg x¥§t hoxyrret hyl - phenoxy) 10
- 3 - cylohexylam-no - - mﬁQmB © - 2

- Met hoxyet hoxynet hyl - phengxys -3 - cyc’l ooctyl am no - propan - 2- ol. 62.
1- (o0o- 2 - Mt hoxyet hokydlbtomﬂl (p- l—phamﬁe ppanaliolp - propan - 45
2 -ol. 63. .1 - (9 et(l’m£ 1 thyil\phenoxy) - progag - 2 - ¢),

t ol yl met hyl - ?L (o I. t&up "-‘i'i," iyl FUREROEY 'f,l;g,ﬁ-_z( [ et hytS
- 3 - phenyl - propyl amno:)nlom-pr- thl- x@ﬁ- Ool,- >

Met hoxyet hoxynet hyl - F P 2( )ﬁﬂ { propan - 50L66. 1 - (o
- 2 - Methoxyet h%yrret hy "2 éz "["2“‘1('3' y)5‘ ethoxymehy} 1, ghepoxy) -
phenyl) - ethylam no] thxlq,;.hoxyrret hyI

- phr noxy) - 3-(2 - M-dy-pi thyl phenoxy) -p ylzam no) - pr opan
-2-0 ' 68. 1 - (o

- 2 - Met hoxyet hoxyrreﬂﬁlf -G pﬁ'&‘&?w*‘"@) ’dty?mmeﬁ“" fl uophenyl - et hyl ami no) -
propan - 2- ol. 69. 1- (072{W§hmim&ylpﬁh&yj 3. ]pile(mty&meth&yphu(yﬁ -ethfl-

-chl or ophenyl - eghyl ani ng ammp op'amn 2-0lo| . 60 70. 25
Met hoxyet hoxymet hyl - phen =2 Zly- I@F@*Y) -3 (2 (sGOd“““h"‘Y°

di oxyphenyl) .- et hyl am- nﬂ 1= ( |) ,ﬁ'l“ 3 -12(-93a -Rlirfiethoxyphen ?]

Met hoxyet hoxynet h&/ phen ' -2- - rret oXy - 4 - hydroxyp enyl)
- ethylanmino] - pPopan -7321 -6 - 5 Hexyp - 1'- Yh‘lymﬂhyl phenoxy) - 3 [2- (3,4-dlmethoxy-
1,532,380 | pred fd"l'm] p""""':' w23t iz 394 dfinefhor

Met hoxyet hoxynet hyl - phenq,mgl)- rx&h%n]o Tl2rgy- v

di met hoxyphenyl) ﬁé/ et hyI Sl nap -2 iny}e:]yedu ybl- phei&y‘ 13- [ 6 (3,4 2 dimethoxy-
Met hoxyet hoxynet Ryl - ' (
tri met hoxyphenyl) - but yfla%ﬁ . ! ) eam SI thyl lﬁlemkyﬁ 3-02-
- Cyclopropoxymethyl - phenoxy) 5 A[m @Wr&ndoxﬁim?n g of

Exanple 74

1 - chloro~- 3 - p - al hy propan - 2 - ol nd509
of 2- (3,4 - di ﬁét hoxyp*?yr‘% - ; Wé‘%‘ﬁg&réd [?O(SE“e'rq"]‘df"GW%ﬂ)'
hours, and then cool ed. Cu gnar I'ng up gi ves 1 - (p - allyloxynethyl

- pthoxyf - 3-1]2- (3,4 - dinet hoxypenyl | am no; propan - 2 -
ol axmno propan- -

Hydr ochl orid e of 22:3gof 1 yloxymethylphenoxy) '
0 Granpi s 75 1585, &éﬁ%ﬁmﬁﬁmﬁw ol
vi nyl oxymet hyl - phen 1mmru-n.bames Wim *-r-‘r#

hexen - 1 - yI L. oxynist residue is sybjected o cusmmﬂtyworhns
chloro - 3 - (p - et hﬂ&mw ‘ - B3%- d%fhoxyphenyl)-

15 1- chloro - 3 - (p -"5-hexyn- énxy) - propan-2-ol, 1-
chloro - 3- (p - 58- but oxyet hoxymnet hyI propan - 2- ol, 50
1- chl or 0- 3- (‘p- 2- vi nyl miEpte Al (164 8- z‘ -261,f°£-. =31 p
-2-(2-buten-1- yl oXy) ciiGbiisam e o) ”’“a Slamine], 8 g of sodi =2 -
ol, o 400mloiet!nnolmd20'ml ed to 100° for 10 bours, The mixture

55  is evaporated to dryness, the residue is treated with dilute hydrochloric acid and ethyl 55
acenwandsegamedandthcaqueous i i
h solution and then subjected to customary working to give 1 - (p -
: Wy-YMB [2-(3,4-dmmhoxypheny'-ethyhmmol—
. propan - 2 - ol, hy e, m.p. : :



. : S
1 -chloro - 3 - (P - cycl opropoxynethyl - phenoxy) - propan - 2 - ol or 1-.
chloro -3- (p - cyclohexyl oxynethyl - phenoxy) - propan'; 2°; ol with 2 -
(3,4 - dinethoxyphenyl) - ethylam ne give:-75. 1-(p- ' ' 5
Vi nyl OoXy met hyjbphenoxy) - 3 - 2 - (3,4 szﬂg@@t hoxyphenyl_) - -e,t hyl - 25 12
am no] - propan - 2 -or

25 76. 1 - (p - 2 - Hemme& myg%xmeg?ﬁ T onas )-33 @ - a4

di met hoxy- phenyl )dmetmx m&(obmmm Ifxymethylphenol <~
Et hnyl oxyrret hgl - ph wm = [P& @, S TopaR |2 ] -
aBH xs p)
propan - L 30 ‘l .-
phenoxy) - 3 - [2 xm heny b ammrzo- "propan -
2 - ol. 79. 1 ‘2 - Butoxyet hoxynet hyl . enoxy) - 3-12- (3,4 -
di met hoxy- phenyl) - m parE® .
Vi nyl oxyet hoxyynet h .{ms%lxm% “qﬁ]s Q{R Tacdan dimi{h_ 10
phenyl) - et hyI am ag] phqny chlo’i:deahd 1 - (o - cyclopen methy!phenoxy) -3.-
3581. 1 - [p - 2 ampg -2 ol] i i 0 g3 - [ 2
- (3,4 - dinet hoxygh .' )50 hobk A e )- . "'é",, o) gerny 37 4 : -
Cycl opr opoxyngt hyI s verh bxd) = % ifh viiniy] - 15
propan - 2 - ol. ol,hydrochlond&&‘n.p]lz7°(p - Cycl ohexyl oxyrret hyl - phenoxy) - 3 -
[2 - (3,4 -dinet hoxyphenyl) . 40 et hy o]_;-,pr-o.pan- 2 - ol. Exanple

84 A mixture of 22 tidn ‘6 of Ll XV -,E:@,m nno -
propan -2 - ol W?ﬁhﬁw-wmgdﬂmm ':.r&ydnew mgwmy‘y)
2,3 - epoxyprlﬂaaneeﬂmywmhcm )-e?# epox.nma-g: wifh mwsoméar(bor?a-teo- 272Q)f
2 - (3, 4-di met hoxy BHETHITT 1 ", f'f?ll.;g il ‘5 : | i

boi | ed or 24 hours g WY snatund Rlent! o8 H, .l trafe
I s evaporated and tnhmre@ldu&mdsdxsﬂhpedststbohadwﬁt y-z/mdpiopgymxy-o gi ve
1 - (p - allyRbxymeethyl ppherrsyy) 3 - isgpropyjapmino (psopm 2djo e A00°) 25
et hyl am no] - propan -2- ol, hydrochl or| [err] 50

Exanple 85 10 g of N - [2 - hydroxy 3-(p-2- )49 of p
- allyl oxynet hyl - ppippiholN - Bgprdg [&ﬂwﬂe

di met hoxyphenyl) - r g " Zhym
chl orohydrin-and 24 r =ity M}" Ty g}.z ..Odl d
hydr oxi de, 400 mi Q&othhghobhaﬁﬂ) 20n4 isopropglainind - atb d,(fu{nﬁ-ne, mpf or 10

hours. The m xture 199. is evaporated to dryness, the residue is treated
with dilute hydrochl oric acid: and et hyI Examplf 99 cet at e and separated and the

aqueous phase3s renddd 8¢ &1-ia - 2romehorysthey - RPEROBR i3 n'd t Bén
subj ected to custom B oy © 30 /100E - butsiadablo - | enoxy)
-3 - [2- (3,4 - chidie2500asly g 807 | eehanolic | NWOHR @hd) éhe - mixfufeOfd dVaporatsd afd , after

hydr ochl ori de, m p.cug@&y workiggup 1 -(o 2. l-phemxy) -3 - tert. -
1, 532, 380 40 bu . .

39.9g of 1 -(p-al | pisenona M “’"‘“.::’m '
et hylgam no] - acetone (obt ai nab e from aI

oxynefhylphenol and 1 -
bromo - 3 = [2--- (3 4 - b

one), 5 4 ,g_, of < gjo i :};"*P‘»‘ \1&.&% theg
,s i iﬁ-:ﬁﬁatﬂi

subj ect ed 0.2 Og. it
al 1yl oxymet hyl phbnll m@imm[@lets, eehmmrmm wl/piveergppound.et hyl ami no]

- propan - 2 - oI hydr ocl or| de, 26. §x e 87 A sol utlon of 42.8 g
of N-- (2- hydroxy - Taﬁlec 2Oand are BEE
propyl) - 3,4 so di nihvemioyd taam:deof mhbaufchmtc,amémmim h- 50

10 oxy - phenyl acetMl oride and 1 - (o0 - cycl opentyl oxy - nethyl phenoxy)
- 3 - anmino - propan - é loI in GOOWCIM added dropvm se 1o a

suspensi on of 10 g of. . Sheopay) Emh ng.
The mxture ige subg -"“"‘-‘ &l cheftiining 20 mig Em B’J ec‘f%"dm‘flo cust ongry
wor ki ng up to glve- 1 - (o'-- cycl 0- 15 ‘ pentyl oxyrret hyI phenoxy) - 3-12

- (3,4 - d| met hoxyphen ) - eth Iam Mppouied 15 2
hyarcchi or e %;ﬁgh%mﬁa D i daladis
i sopr opoxyet hoxy - 'he OXY -



i sopropyl i deneanmino - propan -2- ol [obtainable by reacting 1 - (p - 2 -

i sopropoxy- 20 et hoxynet hyl phenoxy) - 2,3 - epoxypropane wth ammoni a
togivel - (p- 2 - iso- - 20 propoxyethoxynethyl phemoxy) - 3 - amno -
propan 2- -ol asd subsequently reactl ng thussmsbh acetone] in 250-m of 13
et hanol is hydrogenateail gittred fBed BaUIEs ¥nd fyophilise aer: ToSpner
unt'kl 1 equi val ent cﬂac b

filtrate i s evaporated les Mich wnm@dq}r‘:k more{3ifi ahecodyey
- isopropylafino - Sainkd ’fﬂ"'ﬁg‘“tl%r’?‘fp" 235id3dditien &ls gg 150
g of N [2-hydroxy - 3 - (p 2 - |sopropoxyet hoxynet hyl - phenoxy) -

caps and

propyl]- N- isopropyl é’ét%%lﬁot&&rnab e by reacting Na p- _
(2-1i sopropoxy- et hoxym&‘ '"ﬂﬂ‘é’rﬂi? ‘- (2 - hydroxy - 3 - brono
- propyl) - N- iso- 30 propyl acet am de] are boiled for 4 hours
with 250 nl of 20% hydrochloric a i0 @g @%9 e mxture is evaqorated
Customary working up gives I - (p - E) &&2 et hoxynet hyl phenoxy)
- 3 - isopropylamno - propan - 2 - furrarate [err] Exarrple 90 35
1090f1—(o-2-rretox %mlé jcet px .
tert. - 35 ptyl W%@;mgb% wﬁ'ry e "k?’ﬁr 10
met hoxyet hoxynet hyl )hydro Cﬁ‘tlox 8-G ato

butyl am no - pane YEpISSURLEd

e g asi 9‘% d'lrl c
NaCH and the i xt ur €8 £at ’2 Q‘ﬁ“ﬁ:ﬁf a(o -
2 - met hoxyet hpsxymetsans! phenoxy - tert. amno - propqgl
- 2 - ol, fumarate, mg, l[érF]Allylgmamlalph@dxy) 3- M-(MMO:WMYI)P fethyl-
i n¥gption may bermre‘“?'lgll the f ng, ex es .of
pha’re%tceuti cal COWOWEW yoypn‘ 8 gfi l?’gtlr’l“&?ﬂefl) ~ A anpl e
A. Tablets A 2dxture - to( P 2- Mcihyiy&hgtyﬁédiwl p&hamygy);i% tee- { Burflamino - 20

- di met hoxy- 45 F3-ol et hyl ami n -2 - ol hydrochloride, 4
kg of lactose, 1.2 %El -5 3 Otléﬂpﬂ’ ‘lf l2 RUERORY); o f ¢ SOPEPPBATInG g of
magnesi um st earate i QS.S(ed 21 NAIGREYMS: gdemgnagmm)ne,r ibdprop@lisiihd 2proinS.,

each cont ai ni n@s5 10 an-ol.f active compoun | e B: Dragees TabI ets are 25

pressed in the same W F’FFE{P&J% %’M

conventi onal rmanner 5"8'35& P@T’?o’%‘cuﬂ‘pao?gm %al c
tragacanth and a 50 Exarrple C Cap&u-l-mscﬁ-kgl-lq-f-cav (o - 2 -

met hoxyet hoxynet hyl YIH{) enox ert. - butylamno - propan - 2 ol
fumarate are f'é | ed ko) '&’t"f‘ﬂ capsrﬂ_eﬁ in conventional mgpner 553

to form capsul eacww%ggugo ng of the active conpound.
55 Exanple D. Anpoules A solution of 1 kg of 1 - (o - allyloxynethyl -

phanoxy) - 3 - [2 - (3,4 - dinmeth- oxyph ethylanlno] - propan - 2 -
ol fumarate in 301 of doubly distilled ﬁé?§t;k_

1, 532, 380 3 sterile flltered filled
into anpoules and | yophilised and seal ed under sterile conditions. Each

anpQul eecont ai ns 1 nepef ﬂam Y:mrbbumliﬁ Tedothe pher is] Xa
anpoul es whi ch3§ont -pn"g ’_,'—‘l"-' Wa{@ ﬁ?m ?
addirtion C

and/ or their physi ol gehhis e ﬁQ re acl an be
obt ai ned anal ogously. process for the preparation of a phenoxy - amino - propanol of formula I

5 WHAT VE CLAIM | S: sppﬁepmlmg whcaﬁ?mwwapam%?%%l a1l [err]
wherein [err] is alkenyl, alkynyl or al koxyaldg! with 2-6 C atons jyn each
case, al kenyl- 10 oxyal kyl with 3-6 C atonms or cycloalkyl with 3-8 C
atoms, and R2 48 al kymmmmmmmmcmmmqmummwrmah 40
case, cycloal kyl with 3-8 C atons or n *,Eg ral kyl or aral kyl which
is mono- to trisubstituted in the ary radl ca kyI, al koxy, OH, F
and/or Cl or nDNO- Sulwbéreih 711‘*6&5 g mmhwkpedﬂadlxmx:ygm dnaod Xobes iy meshing apecitéd 7- 15
C atons in each casem%@;ml {heir fg)hxgl ol ogl cal I J laccegt abl e acr d %i'gu&llon 15

salts. 1, which rod Foand Toails VI

15 2. 1 - (p - A | yl oxyrrettﬁcrmg p‘rvleno§<°y m um[g“mn 4 - c'('zllimmet hoxgphenyl)
- ethyl- amno] - propan - 2 - ol. 3. 1M—Q3-CHﬁd-Wyl oxynet hoxy - pMEknoxy) -
3 - [2- (3, 4- dinethoxyphenyl) - ethyl-




a‘mno] propan - 2 - ol. 20 4. 1-(0-2‘- yl -
phenoxy) - 3 - tert. - butylamno - 20 pr opan- | ﬂH'[ﬂI ﬁ i‘m

| sopr opoxyet hoxynet hyI - phenoxy) - 3 - isopropyl am no '+

1- (o- 2 - Allgoxyethoxynethyl - henox 1,532380 | sopr

25 2 - ol. suenleﬁluered,ﬁlledmtoampoulesandlyophxhsedandsealedunderstenlecondmons .
25 7. A process for MEME AHVEPMAEIRG.A 11 no - r opanol . of forrrul a
| specified in claimg. "\ o T ﬁ;t} ampopiles, ehich mg&@mem%
[err] : 5 mbeobmnedmlasxy a 0 und ormul a III5
[err] W, V’QINH- 30 V\:hEI’EIn Ar is the
group one of the radlcal other is X, Qis H or,
together with X, an oxygﬁaiao%m “PSP Fg{}gﬂ“na functionally nodified oH
group-or (in1l1), 35 t oget her Wuzth Q an oxygen atom and Hal is d,
Br or I, and [err] and [err] have tﬁ Ws specified inlclaim
1. 8. A process for the preparation of enoXy -*‘“am no - propanol of

formula | specified in claim1, which conprises reacting a phenol of

formula IV: Ar-CH herein R? alkyny! or alkoxyalkyl b,\éApC Vh& GleMallbhyrNaS
the nmeani ng Spemflecf;y.nypm m-%’l’ °'rayemam vh mmmmma!kyl ot 400

[err] hydmxyalkyl thh l%\/ﬁ]@mrm[@hr euslodlsvé $ fied
inclaiml and X has W 2 )4 g g o P:%'%ofs = ol ;"? y the
preparation of a pherfgINAHLIS C amdbhs U0 s and (AEIFbh \‘,.‘,‘?,r ,co,pmb 5 Recdd 'h@pl in

claim1l1, which ¢s)rrpr|51&s redu0| ng a corrpound of fornmu 45 15
[err] ?d:zmyl - phegoxy) - 3 - [2 - (3,4 dxmethoxyphenyl) ethyl-

1, 532, 380 ' ef d || ed

! phenory) - 3 J 41 dishectfoleyphéni§ d ethti
|ntb“/arrpoul es and Iy pgg?.,,‘\}%o%eai ed undér st gz“{se condi t#pons Ea;a
anpoul e contai ng01 ny of4. dct eZC-oMptsmdhoiuudutsphdnageeﬂs mps’mmm 20
anpoul es which contai noy e of t he (Sl her rmoHn
and/ or their physiol oa':égleihyd_ ccept ToproRoxoRy Ry =3H| fion I't’s QLB can be
obt ai ned anal ogously. 6.1-(0-2- Allyloxyethoxymethyl phenoxy) - 3 - isopropylamino - propan -
5 WHAT WE CLAI M2fS: - 2- ol-Phenoxy - am no_ - ,roanl s of fornula | hi‘rhr

1w ch

wherein [err] is al kepylZ El i g %}fﬁ:{)ﬁs
case, al kenyl- 10 oxya y {}\nt y C g2 ycl oa wth 3-8 C

atons, and [err] is alkyl or 10 Aryd)—em},a-l-@wz—ﬂﬁh '1-6 C at onslli n each
case, cycloalkyl wth C ato nsubstituted aral kyl or aral kyl

which is mono- tQq tri mgmﬁw{‘ﬁg aryl grgdical by alkyl, al keyy, OH 30
F and/or a or m)’ 0- SURRdrdid A i thelgioupret Nyl enedi oxy, and havin a total of 7-15
C at 1in each ase, and. their physiologically acceptable acid addition 15

sal ts.

15 2. 1 - (p - Alyloxynethyl - phenoxy) m& - (3,4 - dinethoxyphenyl)
- ethyl- amno] - propan - 2 - 3. 1 - (0o - A oxynet hyl - phenoxy) - 3 -
[2 - (3, 4- dinet hoxyphenm - et{}yl am no - roan- 2 -ol. 20

4.
1 -0/~ 2¢- Methoxyet yhe othar it X, Q a%“’l';h
20 propan - 2 - {s 5 4 VEE 5kOeqY BE & mdg{ﬁfélpgxx » -35
2 - Al yI oxyet hoxynet hyl -

i sopropyl am no - proio ianings s O e 1
phenoxy) - 3 - |sopropylamnmemprdp propanol of formu

25 7. A process for tWﬁ%t‘aW%W?Mé;WJxanol of fornula .
| specified in claim1, which conprises reagtio@ a conpound of formrla 1

[err] Il with a conpound of formula LII:
[err] 40 meMMWFWNCMBG’MMW@f%YbUp 40
- X—CH,CHOHCH,NHR* \4
wlmunk’hasdnmnmgspeuﬁedmchmlandxmmemumngspeuﬁed
in claim 7.

9. A process for the reparation of a_phenoxyamino ropanol of formula I
45 specified in claim 1, wh:chpeompmes reducing a compound o? formula VI: 45

Ar—O—-CH,—W VI



[err] one of the radicals Y and Zis [err] and the f
together with X, an oxygen atom X is Hal, OH a f‘m[‘mwmmmgw
gr oupor (in 1), 35 together with Q an oxygenc atonn a

a, Broor |, #d [err] and [err] have the 1,532,380 35 neani ngs SpeCIerd4I n
claim1. 8 A pr oCeieReid W is l [RicaY WHI @k bORdsEd ahagaapmmm,_mm&panol
of formula | spemmud&em:pdﬁedmudn ddmal of -
formula I'V: Ar-OH process for the p °f‘ ““'“YFWOP”PW. s
the meani ng speci ftwmmmw SR

[err] indtsad of me[oewo}e Iiiammt hﬁ:hresamlmgs;pem fied

inclaiml and X haysiog eC|f|e Ial rocegs for the
preparation of a phg "“ ,ﬁ Z. rpﬁm ied.in
claim1, whiab conmid sagitiod sk corrpound 0 orrru a Vi 450
[err] 12. A process for the of formula I

1,532, 380 Pﬂﬁ“md"d';c‘;l&'m!’h!"“ thereof, pubsine o

whi ch can be reducgﬁly ;)hef tidal &idalnd I N

claim7, and Iferr] inungofich
t he preparation of /a Hh el Pa'b’fdl dpemgeanit n
claim1, which co - it  mefaetotal V@dg‘pgﬁu&aS

|, but which additi xns:pnt al ns one or m)re groups I ch can split
off solvo- 5 lyti c_aIIy or hydr.genah RNTON &% 684 of one or nore H
atons, with a solvolysing or hydr ogew;% 8, 11. A process according
to any of .clains 7 to 10, in which t $08 ' formula | obtained is
red with an acid in order to forma mmwcway acceptabl e 10 agid
addition salt thereof Coumm me on S m
10 12. A process for mwwmm"awmaw WOEOAL o

formula | specified in claim1, or °£5H3P§¥'B!YGQP"(‘,'F“P‘57 accept abl e aC| d

addi tion 'salt. thereof, substan- tially as herein described in any of
Exanples 1 to 90. 13. A pharnaceutical conposition conprising at |east one
conmpound as clai med 15 in any of clains. 1 to 6 and an inert,

physi ol ogi cal | y acceptable carrier. ' ' 15 14. A

phar maceutical conposition -according to cim 13 which is in dosage unit
form each dosage unit containing from2 to 50 ng of said conmpound(s). 15.
A pharmaceutical conposition substantially as herein described in any of
Exanpbes Ato D. A A THORNTON & CO., Chartered Patent Agents,

Nor t hunber | and House, 303/306 Hi gh Hol born, London, WC1V 7LE. Printed for
Her Majesty's Stationery Ofice by the Courier Press, Leam ngton Spa, 1978
Publ i shed by The Patant Office, 25 Sout harrpton Bui | d| ngs, London, WC2a 1AY,
fromwhi ch copies may be obt al ‘ned. -

blecatrier.10. A process fsor
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