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wherein R! stands for hydrogen, or for an alkyl radical which may optionally be sub-
: 15 stituted by one or more substituents selected from hydroxy, aryl and aryloxy radicals, 15
s or for a cycloalkyl or alkenyl radical; wherein R* stands for hydrogen or for an alkyl .
' radical and R* stands for hydrogen or for an alkyl, hydroxyalkyl, alkoxyalkyl, cyclo-
alkyl, alkenyl or aralkyl radical, or wherein R* and R®, together with the adjacent
nitrogen atom, form a heterocychc ring; wherein R* stands for hydrogen or for a
20 halogen atom or for an alkyl, alkenyl, hydroxy, alkylthio, alkoxy, alkenyloxy, aralkoxy - 20
or halogenoalkyl radical; wherein R stands for hydrogen or for an alkyl radical; and
wherein A stands for an alkylene radical; and the esters thereof; and the aldehydc—
condensation products thereof; and the acxd—addmon salts thereof.
- It is to be understood that the alkanolamine derivatives of the invention possess
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[Price 25, p]
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- met hanesul phonyl oxy%,ﬁ?i %enesul phonyl oxy or tol uene-pssW phonyl oxy radical.

sdirs- - paceabl e radical Y for exanple, a hal ogenating agent, . for .exanple

|-formilja [err] may be Qajk r enfms eﬁ

{ -accel arat ed or. complaedablel ridicat h’elsama dxﬂ}aﬁlé Qﬂhﬂ
“to a tienperatyy e ofhalge. fpn_@faewp thlomyﬂ Chluydebre th:axryrt ib

i an elevated pressurfngu P §r§ah°exi hﬂé@seﬂ:r eamglei t . ngs, -
“be carried out in.an rmgr,&:quﬁf o E%’zee?l‘{}’ §f ﬂ%i%bgsga’ﬁggr teBeny Ledridesy -
or ethanol, or an ekeessd- ﬁﬁdlﬁgf‘kigcrﬁ,mbﬂ&azﬁ L 5 '
and [err] 44, hav Ytirmdemm wgmlcs&aat &l emhq;lpeﬁﬂiyle temsmdly,a& alli Udadl or

a thionyl halide, [YEHECHR! wheichi RMasl 1 iive teliBeatih tstu:éa% ,bJ Qi
sul phdnyl ating agem'henég stapdyr foe hpdrpden aamumirkaﬂ;ﬁhﬁs Whade ein g %:yg&

' areneslul phony| hal |’Beé‘“‘“$s(§tf“e'ei'%2}‘ﬁplséhm reagyei W@taw&m@jrlplfmmydh -ehl oride,

benze esulphonyl chl pride or tol uepeyp- sul phonyl -chl oride. The reactron

i nvol Vi ng a phenol reactant may beRRaNigi@d-@UL_i n the presence of an.

aci d-inding agent, for exanple an alkali ne roxi de; for exanple 15
sodi um hydroxi de, or"an organrc base for exawpfe piperidine:: -

1 ‘Alternatively, an. alkali netal : deri vatg%e of the phenol" react ant,
i for e>4arrp| e the soq‘rhler@n% lgoé‘anéh'}lrave%:“ vatrve 30 may be used as startr ng

mat erijal . The react| O D Gande E}gg for
exanplie net hanol orforctxample) a Mgl itorByor eanimeg QheS bdriel Bl;sbprlg%by é:ba‘& ﬁy the
appl i ¢ati on 0% heatmlplfoerlowmw,efm ainelatan r:g:anemlnhhelolsprridlcalgoqu:r @t6 edrbdnhe
di | uerit or sol vent 28% or an arenesu @?‘F r?f “h\F 9|CFF 0 l’formnfqreexaﬁplt the - 20

‘methanesulphonylox ne-h- nhany

X 1{" 1 aP Wi be
IR

br atsulﬁtoﬁy)aﬁgregdng or at.

-

B_“_

or rﬁ’ﬁﬁﬂé

ble Exlﬂel 10t

sol verjt. A sui tabl g g’ﬁ%‘@gg hspol {rpas ‘Eﬁgﬁ tple phe spdivmner aot[mmm] denggnvtf,or 30
exanplie, a urea of sdt startngﬁt:lr;l le‘;: ;leolﬂfaggoﬁ (3?‘% ! celeratt? or lom cl:ﬁ[lgﬁrr]

- have. t‘he neani ngs - slteaappﬁtata:lnmlaeat,Tf‘meex&:ﬁﬂew Q&dtihg N6Qhe/ bdiithg ot &h
carrred out gﬁa h ‘ﬁ’“ or I | n i I uent or 45 sol vent, for exanple o
tetrallin, deca "mm ﬂg i accr]t:arj ulg RERN 'Ee 'atll'leéout% 35
ténperature of bet \n&grtorl %éﬁéﬁ ?lle%ﬂiﬁ_‘
descri’bed under (a)mtoat a(ub splaﬁowemayelbrate&q:&dfsdu fod LekanhleC BYP @-Qcaﬁ&n of
the férmul a [& vessel; and itj iy e &@feﬂbrfut émanginérndiluert ot kn&reﬁtofomﬂamp mcr.h]nnolr t

ber ng | understood tﬁ 3{@ anf’%fmdé’ éﬁcﬁ?"?"%"g&gﬂ R RNEL aherie R gndfioni a0 |

()
: A suitable precursor of the ari::lg la R‘R"NH is, for e
6 The ' radi cal [errpf theyfosruanRiREN | 0O ENREWI, @kerdn RERAI RE Gavel @pmém ;s’ %&?é&m'm e
e| t her by t he above. The reaction involving a urca may be carried out in a high boiling diluent or :
solvent, for example tetralin, decalin or benzonitrile, and 1t may be carried out at a . 45 )
. + temperature of between 150 and 220° C.
o €) The series of reactions described under (a) or (b) above may be carried out except -
. that an amine of the formula R'NH, is used in place of an amine of the formula

‘ . ' "R'R®NH, it being understood that when R® stands for hydrogen the amine ns ammonia.
. '



_ rea. tl on of the final- product fromthe series of reactions described. _under. -
{(a) or (b) above with a conpound of the formula[err], wherein [err] ‘and Y-
have the neani ngs stated above, or, when [err] -stands for hydrogen, by the

'.'rea];tjon un@ler reducing 5 . ‘condi t i 3696F the final pr oduct fromthe6

ser|es of reactiqps_desCsd 2 0 )" tJ}h agbonyl .
- Conbound of the {arEMCh kel Sk Lk VHRSER Lorch iand T an

stands for ‘a hal eges hadreyanadion aQﬂysﬁﬁ 1m

. boi:

- al kyl radical  anebopewhi asb n‘d 6fothe arﬁmah kRyY, wiktcil Ry hnd “Brhyteoiy aedajiigs Or

hydf oxyal ky;\5 r ad%%% t%qugt gﬁ“f‘h pé%ﬁm%%r [lerlrps}cn:aq;dsg?tnl}sc%rcrrew u rbelme th
adj agent carbon ne adr c
[er N,., has the Sakge o AN a4 f d R" %élt%is lFop aﬁta li:n ﬁalﬁﬁoﬂ'ﬁo ygﬁyl élflf xyalkyl

10 ‘A parti cul ar| yadialj blabhdacucmrammd’ ¢ jdinte togeEr Wit tHe EXijagent SarboRQjisnOPY |

- br. om de. The reat foom alCVﬁMlk»ll rndgcah smbrttmwmaﬂbtal H@{R”Br" rhad the paserheaning

e, of 2 exa

t | :
conyeni ent | V be &4l? ? }; smnh*o LomBousid Sf & f formul s ro lbromxr‘%lﬁl'ﬁe SOdI 1r9m
a ﬁﬁ%}i@ .

or potassium car nfaaﬁmml. FHpbUAEIOF 1t Formills HE Y may Léhven
i soi)r opanol , at ﬂarpreénea/art £das£ aoexamplel seliuni O potashiip kfbohke, in a dilént ohe

the, reactioff i nv8l tf? H‘%"‘%&‘F‘b@

presence of hydr ggafy ARfS
platinum in an paRdiam T

pliimbn, Gh aﬁqheﬁeaituem rsol@ﬁ@r}'&l &arhple G 6heOdr 1HdRE €

. sol.vents sel ect eeblventssclest éro;n \eettdt,acthdnolaand aprexessOof Sk cafbonﬁheomnﬂubmyd

compound us¥®¥d 20838 Stamrgsm%‘tna ting

; d

-] 201t is tg.h rf;g}cfﬁr;‘ﬁg yﬁj '{Eﬂ?fd %E:[err]
dlf eﬁsRﬁf S By Of

ar a[ koxy radi cal reptameusaéa@lilo ,obr &mxoamdoraal oubetivaeni bynhydag@l SFQQC'I S

l l
'l:lhlkglr?/neo B’*?glmf %é%gp@?ﬁ%ﬁgm Ry ?%Tlo:”g f’ét’?fg %’\é’:g °’ij ﬂygﬁgxy F“e’duc
.-stituent. d) A CQjIPREnaEpoMEwREdh amamrbomroftmtahd P s:{aﬁrsrfc]r aand:e{tﬁg gloupt ands .

. descrl bed uider
" protecting group aberﬁ"]"i?

hydr ogenol y®abl e ridiseh eran acrlspdical %}'"1 p to 20 carbon at°m§ B
[er¢]-arylal koxy ﬁ &ﬁe yalivl gadica (an pota exarrpl e
t'he! benzyl , benzy fonR‘ y:lote&ﬁg grouplisaflah-eﬁhmplepi an acyl -

fori a protectin grbé)lpp:pﬂ‘ayb)béle periepaf eactrys deltebedamidesa)odr (beack) e
%g mewelgts)smeble FOYeCtag Gipup m lge introdu i Pewnww%wansapteuu t ol e
Qiﬁajéff‘%@?g%‘m g 3p kIR ¢ :ﬁ%;‘ -
i nt ér medi at € €O QyitegeAdlysablY raditaA06r PiafprR alf& Qx-fr 161 ~< &ﬂﬁ or&- Lt abl e
val ue for [err] \alkenymethyl sidioal] $or fegampe me d:t:neyll buﬂ yoetbpny st behgyloxpmaimb

. radical, for ex ahyﬂrgexmnsaaleloamyiadxmds dhﬁileddiﬁr RIportacraﬁb&mwarabmﬂ, fat example 35 or an

J

aroyl radi cH of aupsigabotthe fo whepeing r*remearr e r adi cal49( an
-_ace%/al radi cal), sgﬁi ﬁg@éﬁ{ﬁ? %)e ,@‘?Mag‘ﬁ”wm*rgﬁl qﬁ%ﬁ Y-k bIe tan
/

val e for [err]. Wichangle, Shetstondl Q- GO-DY RidRA] kdaﬂtlﬁf(&uﬁnﬁs$to e AP €, -

..hydt ogenol ysabl e adjpcentc piygen g cuitrogas athenk i and cewb osarbp :erato s 0of the cb:pebrarm I

 radical, fof5 exa%ﬂa‘{%ﬂ °":§°1£:‘%:ag§%?s o i 'F'ait P2 f? 2%' f‘{‘“ g EP
_has'the meani ng & ¥fd- nitrogen atorf “BleE LarboH Gadicat, ' | rray

.be joined toget heﬁo:aa»htl uclse pr ot ectl ng group serves to protect both the -

oxygen and nitro enTat bydrog&glmblap qgtlrtgcaro :beovedﬁrreeemlppl e, the

- bonyl (-%0 galyfic h “:g £50
. gi;gce)gyan((j mt%oﬁégﬂ'(’h’c 4‘“%2_ séﬁlﬂbﬂfe dilu 4?@5@‘3 rhéxt, exaﬁigg%ﬁo?zgn- :

radi cal , an 0Xaz @h hdilid @Bt/ T xﬂh;ﬂehyefocmducwamec,a Yadi cal’ of th.e formul a

[ere] wher ei h¢ eqyr }:rohaslg tglrm,:p rRE am i R4 ors@atasbhnaﬂmretecttaw gtoupt Bétorr t .
: f Or I'TB t Oge ethqq(ll'}.')gl S1S m %ft resence 0 ase ‘grnepdrﬁletﬁ?gl meta xlge, mna Carq;on
at OrTB of the t hr %éll ﬁ.‘) r..mn qm ixaﬁf thﬁ‘trﬁe :

hydrogenol ysabl e pruteq.t-dmgyag:molp@ gr’];roqr 1,eror]théra;yotéaengr@fmy

- exanpl e, - fdymed by BI yridj R® ta rt oaytieramay be refgyed dy dgrbles Sbtrtl!wntcsggenat i on
0

Fif, acidy apdhor ¢ 60

d, f 1 a@ﬁ; gg%f
in.the pr esg%ce @{%agl SiS W camc ag temEperaturcatl)Ff kﬁﬂ

di | uent or solven cgd,

be accel erat ed orthecm l’aeﬁnedof e hlh&xoqamas elaivatieé ofl theaiivedtion ﬂﬁélﬁbw.sesf or
. exapl e hydrochl ¢lebeatige by atopventipasld chemisel arepns theotsideliaing ofyr hapfqrovle] or

[err] or the carbarmyl protecting group [err], or 55 t he carbonyl
protecting group fornmed by [err] and [err]. taken t oget her, “may be renoved

.55 by hydrolysis in the presence of a: base for exanple an al kali netal
hydr oxi de, .'” a = - . 1_'_ o 0 .

.,
~

i ng point of sovee, &Jrlemme qﬁm@mtwembpan@uattaaueeawdeuumauge dongdampleons for |
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MY

~al kyt, al koxy or. lﬂé hegmvemd into\a dlE&ﬂitlcﬂﬂpo\M
- furtither feature ofs R‘hﬂuﬁn@vtﬁgn ?rm%?o dipg,

di | trent or solvent, for exanple water, nethanol, ethanol or a mixture

thereof. The [Terr]-al koxyal kyl pr ot ectr nq-,-ggg.ﬁp [err] or the protecting

group [err] f or med IQX%} rh 2 (l}”Lerr taken—together—ray—-berenoved by -
hydkokysis in the g Fg}thccfol of> & aadid haveshe encaningh etatad rubovey ato aCi ,
for exanpl e aqueous hy roc h oric acrd— and. 60 the hydrolysis may be

carried out at a tenperature of - up to 100[e rR] According to a further
featufe of the invention there is % eﬁg gpor the manufacture ;of
t he af kanol-am ne derivatives of the entd’'on’ 8OITpI‘I ses el aborati ng

- by 1ratanventiona'l chem cal neans. the R§| de char n of the fornula: 7

1, 326,961 . 7 [err], wherein‘{err] and
"A havg the méani ng¥ atl%dR‘aBt;\m an@ IR® havd thE) B jor-Tel] e J‘or mul a: -
[err]i wherei ng[err %‘H WM&V@Stmeh@g‘g%;Mﬁt@gﬂ&%B&aﬁ éﬁﬁ@ter %f
erthe}r 5 or bot hT elLtﬁFa‘ExL %{!d, erW}5 stands for a-prot ectrng group, t
one . of two protect forgulg~oups 5 r 7

out by the reéaction. of. a corrpound of the fornula:

a netlal salt thereof,. 10 with-a co CHO([I-KDM‘EHPQNHR' a.- [err] wherein
[err];,. A and Y have- the meani ngs st at bove. A sui tabl e nmetal -salt of the
_ startfing matérial i, -for exanpl e, Bf'kall hetal--sal t, 15 . for o
exarqgl e the slgdr umhsaLt or the thaI I iumsalt. If a metal salt is nof used,
the {15 reactl on m d?hadﬂﬂle mPﬁntﬂBthmdQB@é;(DEOfomeﬁ[\saﬁ@ierp| nding 1o
agent}. - The reactron nay car Bit in a diluent or sol vent, -for exanple
et hanol or dinet hyl forrram de,  and 1t HBENRY-2 a&cerl erated or corrpl eted by t he
appl iicati on of heat fci{/ exarrple by heating to a tenperature of up to :
150[ érr]. 20 Al t eFt rhetal g'ﬁame@tnawtafabdvae el aborati on may be
3

lerr]i 10 wher €i n [err] ‘and. [d‘ﬂf)@\g t he rreanr ?gs stated. above or of

carriied -out hy thqmr@,gaﬁ ngmg
formula: - [err] memllﬁay[!&rd’a jedl

1 a's%tﬂe@taquyme Wit is
an .am ne of the fd’Fm!’Faar{lequu};na\maaebﬂsovaﬁr |f&f ﬁ%th IS ggé’ﬁl ngs.

statéd above. 25 fnditmay be CSFEFFaFedbﬁr@Omyaed by/dleckﬂﬁlicmlo‘m

for- éxanpl e, 2mn acy Aﬁ@ﬂ, e the acyl chI ori de Ci d
anhydride, or an @Siﬁﬁcnvé‘dlﬁvaﬁwﬂls '% F°“dPaYé’FﬁyTlede®tbnhemacttohe acdod
|tself in the presence of a condensr ng age _f'or ‘exanpl e a carbodi i-m de,
for xarrpl e N, N-di cycl ohexyl arlQdg-+Ax The process rray be carried out

undel conditions conventionally fised f Hmﬁﬁqujm f am des. It is
r

to bg understood that a conpound wher ei err or [er stands for a
functional 30 radical rray be convertedRnto a different- conpound wherein

[errE) or [err] stgngds, Rerga 4 &?‘5 adi-cal . Thus, for exanmple, a . -
hi '

‘conpound wher ei n foanul] Rt Ff‘“t‘?gzs‘ﬁ@ ehovey evith el anfideOoft thée
corrrespondr M} co ouhckuudblerxeacﬁve %Kdnv %ﬁﬂﬁ: id %I@l i 0 err] , during
the course of. t he fifBE &isuc fchbhk, pmac&himmxd &8 J?&‘f’xﬁ %J‘ Boe 35 25
whi ¢h i nvol ves anca%aj r’ téte presende; ofandmdtn ) P [err]
stands for 35 anotmluk&ny ndm gheégf‘ erﬁfbh pradessrmzy bbearﬁanverted
to tihe corré@pondi ngIt@ambe [heﬂ pc ’g,g_:n %’f‘“iﬁ;‘g 3 | veI ,

h r esé?tce._

of °’u?‘¥d‘él’le:

Q)

catal yst, as a:yomp@und wherein R* g)rf | o) 91 a

& Wﬂdéerﬂa P{brh@atkssmé @feariidge 40
manuf act ur e 3f opwhthah\togvesaﬁtamiﬂeoﬂﬂaf% by ¢ Bﬂ‘ar@)n@ove .
derifvatives-of tH&2 kg ik@ﬂommodnalmmmucseﬁa} @cg ﬁl) E‘M‘Vent i dhal

: com crein R* st pondn
ma+s of the COt r@sﬁﬁﬁ  with hy droge;n:irf :l‘l’:» respectively, an alkyl, alkoxy or hydroxy radlcal,

- R presence of a catalyst, as already stated under ©

Accordmg to a further feature of the -
invention there is provided '

m » :n;hizi oc ;:;;l:lys;cttx;: ::sa.r;ngmorghs of the alkam?lamme dzr?::tcx?ess f:tl" tthh: ©

utio

ing racemic alkanolamme denvatwe of tlu:1 mv};n?;:lv eational means of the correspond-'

.J/-\

e %0

& byrithe E?F"&B'br*)étﬂr ompomy diahearri ed

’éﬁj‘tvel iscfor crampleyen afkalbmeralcealg) Of -t he
se| '

m—




i ng Patenrc al kanol am ne derivative of the invention. 8
1, 326 961 8 The said resol ution

may be carried out by r eactii ng t he racenirg%g# kanol ami ne derivative with an .
opiri\a’ily acfive acr Fottowet—by—f+reaetio crystallisation of the .

di astier coi soneric }"& rs%d d‘F“‘%‘a’Pt aYt ?mgmoidtcmr rbedg:actingom Bacchhit ABRdolatiine '
-solvent, for exa e "mﬁﬁr %ge‘ iy f‘?ﬁ" ‘%thyéallcql opal cpayshalfieatian kfitiel ami ne -
11"'19'

derivative is li bexaatp&de nol, - wherd E@%ﬂﬁé cr?ia‘é?'ie 5':?slv ;’rt%tc A

sui tabl e opt cal | \jm ¢ sals bp eicaiméns with orbasexra tﬂoo cieulI active acid . f B
) -0, € - di - p-tol uoyI érr) %é’rldmluwmmresoﬂut i on pprocelcssc zr‘?rlatyls o TARD i tatdd
by tirgating the pam;doﬁmni? f{f@r cc‘gzm ?\é?‘-‘d‘ﬁ‘\' ebidéqcrtmatthweamaﬂyf resdvebase

. formobtained aftef ta diis& ﬁn ehid sc °“§¢,f‘§i “Ff§ ‘P"@ﬁaﬁf’“a{ ¢ygstallisation '
di.astercoi solfer i c pritsey amee,dﬁr 3$ﬁﬁléall&hfnﬂcﬁn S‘g ér hgfsm Faentor 01‘ mpleg%arrpl Ba
10 - prinmary affaffgle e Ie al | Iamne in a re ative noh-

di l uent or sol ven;,,amj“cﬁffc'“ip"m% S feanise E'b? mﬁl@tthgp lspﬁqyxdonrdpmqsstfor ﬁhcfurther

 feature of the i Nuipkied therddElof of & RO ?? obrtha fengiem whislet ur e of

. the esters o¥ the%hkmmramﬁazdmatmgﬁ MES O e chcgmrs ‘é‘f‘ﬁ rstierifd Wkrelonpr i ges
the reaction of a g agerittis, ofor ekwenplep bl @EP GAKlcNG ddACHhREiE i ed :
al-kapol - 15 Em ?j’é,ﬂ,’t fﬂa’g R WA lg(fﬂ: e gragple @nrd of not lmoreﬁli‘tl:an

- 15 ‘A suitable acykcidofmgt rﬁ@é{l{&n 1(Baar! 9 btorh 4&@3, smt r:%; eowucher d
.anhydri de de¥; vedawmdalxqmﬂ@hﬂdwm Vi éforidd noﬂh E?::}g;?f

aci d: of not nore ; 'if‘ér“b Ve&‘t o'hrsh lorthedeser wlecb tfﬁlﬂiﬂ aihydHde IR
car boxyl i ¢ acid, rMé m{yé'mﬁij’éﬁ mven? t"’hln*brhe amﬁmrﬂeis()dcnmﬂbon at oms.

Thus a suitable aw;slcatthengveﬁt@ara& désé‘nbe Qﬁde aﬁgﬁ?% @ 2@«:36 t;;:hc ePlFtdh%\m:hydrr de
acetyl chl orfde o?m%nﬁstglhp‘dmbosamyl rddiql, 3 E‘f"g? 2 20 0
in & diluent or s¥ \?éﬁigf“l‘m % (d) ?PVQ he case V\/nereqlan ac is

as. acyl ati ng agenhe maRy %mmﬂmdc&l at;hez:esarfhydrr de
is derived. A tertlmimeuﬁinwhxcaﬁave&fe% ;éuéﬁmﬁ%sm?rh\?@ﬁw ofyxazelifing dlemtstivesnefd by
carrying out the pro- cess of the invention as described under (a), (b) ‘or
(c) above wherein R stands f @25 protecting group whi ch is an acyl
radi;cal , and then not-carryi ng% c el hydrol ysis 25 step as

descrr bed ud@er (d) above. According to@% H-f—e’ﬁi't&rre of the |nvent|on
there is provided a process for:the rranurkacture@f N%R ' 30 _
al dehyde condensat.i on product s (oxazolidine deri W&/es) of the I'nvention

- whi ch have the fornul a: [err] 30 30 wherein [er and A have the neani ngs
~ stated above, WI"II“@?FCIGCR‘}}R’QRF,SIE,‘sRé}S?%blA Re B RQAMYENMABlve CHEN S

- _synthesis; 'in th%ﬁ?ﬁgj&' byeconeshtidnalocherhic) syntHess, firD the ahﬂ%grﬁvﬁ@amm

phenoxy radi cal A
Foer) a%ll%fthei?énnula —_ 35 wherein [err] and A

have the neani ngs st ated above: ﬁﬁ:g an oxygenat ed three-carbon radr cal of
the:formula: -- [err] whereig R5 NGOHe stated above 40 - (||r)

an imno raﬁrcal of the fornula [err] '.'whe

st at ed - 40- above; and-(iv):a radr cal : +t he formula [-err]. whereirss
[err] has the neaning stated above." 9 R™ :
1,326, 961. "9

. wherein R% R?, R‘ and A have the meanings stated ab
. ; | _ (u) an oxygenated three-carbon radical ofg the fonniﬂ:ve:-

_ wherein R* has the meaning stated above;

- 40 (iii) an imino radical of the formula

[ s ' :
N-—R? wherein R? has the meaning stated 40
above; and / ) ' | '

(w) a radical of the formula\CﬁR‘ wherein R®

has the meaning stated above,

[




Thé various stages of the assenbly may be carried out in any possi bl.e

-order...-Thus,.. for exanple: (a)- The al kanol am'ne derivative of the inventi-en;-

‘or an acid-addition salt thereof, nmay be reacted with an al dehyde of the

f or mil a [err] . CHO, wherei-n.[err] .has the nean- ing stated above. The said
. redetion may be carried out i-n a diluent or solvent, for exanple ethanol,
opti dnal ly in the presence of. a catal yst, for exanple hydrochloric acid,
acetic acid gr iodine, and it may be acc 2&2 ted. or conpl eted by the :
appli.cation gf_heat. The water forned iy he rem@_w_gpum%e
r enoved by azeot ropr Q'hdbaﬁmslsta@dslomm dscbmbly mdyﬂaleﬁdjnﬁ ueuhtnmbpoesxmrmrmhus,f or
exanpl e benzene, egampie:or chl oroform as entraining . 10 ag en{m*‘ it may

' optM™enal Iy be remﬁ"\‘)e hp \pik E‘g‘@ Ens %ﬁ tacl ’F‘ﬁ‘?‘“ cgeof,
anhydr.ous” potgassi %:,@% a"(%'jgg %5 %ep 8)’2""('1”' i? i) herein § [erf] 155
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or ziinc chl ori de, a@eﬁ\d oHit mwpb@alwcrmﬁdecouﬁm?ﬁs ofadehyd?atiﬁg%ﬂ,lfbﬁbxaﬁrble _
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S - I may be obtained by the reaction of a compound of the formula:— 3

. Y
A T YCH, CH—CHR’ ' |
B wherein R‘ and Y have the meanmgs stated above, for example epxchlomhydnn, with .

a Schiff base of the formula R*N'=CHR?®, wherem R and R‘ have the meanings
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wi-tHout further pur{The cdtCNGW'?'- e bmzﬁmeﬂmyphe“‘”‘!@l"@a&z bt updat#num

~acidified and t hand el isithg @u&peasnﬂn-ny&o@pma@icadmmwzﬁ@

=2

\ d t al t i StEg of _ o % n w/$°
+ oxi de catalyst i ﬂwmm@éeﬁﬁ% oy 0 s At i o,

car banoyl| TTEKQOXYIQH&&Q e@&lﬁoﬂﬁ@dﬁ&@dﬁ?%h odrsGhd thén &dpdtdted Widryet han4g
and the m-xture ingsssTrkesidienis arystwitisd hewaer(ﬁndhbedw oty tabtamtb(rmy{ilemerature
and at nospheric phegxstiywe 1E*<F°Fa o or t.ion, of hydroden is
absorbed. The mixf m"‘E‘“’f méﬁ%ﬁp ﬂ"@ f:' ﬁe}‘éaig ‘L yness

and:t he reskglue i pegray_as ta consist® t 61y E-clilgre (BN anctlﬂ}hsbandys thuso

obt-ai ned 1- (4 canﬂ;dwwhwwbpmpyn—z—ompnﬂpsd pﬂd@mmy)fur@cr Punﬁ@tlon
|sopropyl am no- propan 2- oI m'p. 141- 143[ err]. - -

5

: . Example 6.
Thc roccss described in Example 5 is repeated except that the appropriate 1-
' chloro-3- (p-N-substltutcd-carbamoylmcthoxyphenoxy)propan-z-ol derivative and eithet :
55 isopropylamine or t-butylamine are used as starting matenals Thete are thus obtamed 55
the compounds described in the following table —_ . :




e ea

npl e 5. Asolution of 1 .g. . et

1- ¢hl or o- 3- (p ‘N- net hyl car bam)yl rref hoxyphenoxy)propan- 2-0l and 20 n1 of
: |§opropyl amne in 10 m. of nmethanol is heated.in a sealed tube 35

- 35 par&'tioned bet ween 40 m . i’g#“:‘{? formand 40 m . of aqueous

at. .
Jerr] for 12 hours.. The m xt ure |s evaporated to dryness and the residue

Be

"2N-hydr ochl ol c acid The aqueous aci dl r.ils separated nnde alkall

wi t hysodi um car bonat e : and eRé};act ed twice with 40 m. of chloroferm each
time; The conbined extractsRaigcH R @5 Fyness and t he
residue is crystallised from et hyl a-lc:t% \tﬁq@ﬁg# NHQI s thus obt ai ned

1-i- o 5r opyl am no- 3-( p- N- net hyl car. bam)yl rret hoxyphenoxy)propan 2- . - 40 ol

r mp.. 129-131[err]. The -

1- chl or o- 3- ( p- N- net hy !cafbawc !m.:t .“cx;v'p“:r*cx;v)p“cp" 2 "! uscd a5 start| ng

mat'efi.al may be obtained_as fallo A i xt ug, ofu?;é'ys satlfi’!éthy
p- hydroxyphenoxyacet te zﬁd 140 Wi of 3 6823

5| aqueB&nonomtt hyl ami.ne
sol ulilon is stirred fogg 0Lrsn.§mg thep eyapgr atfedytiheshy- 45 ness. The

re3|gue is crystalli-$ed fromwater and there is thus obtained p-hydroxy-.

phenoxy- N- net hyl acet anmiisgeropyin . aiflg- 126 £ 1R-milkt yr ecthybacgtatg,  of

“evapérated to drynesy. The regi due consi ts  of (bp 60—80°C)

1-chforo- (p- N-net hyl-¢garbanoyl 4 . - 50 ngt hoxypher 0X pan-2-o| and is
used:iw t hout .any fur hésPPrﬁWXi fli c‘&‘f’?"&’ﬁ’? Ekadprets. rféz"g?cﬁé}éss degcribed i-n

Exanpl e 5 i's repeatef oprei the},tbutylpe appr ogy-L1ab € | 1-ethyl acetate™

p- hydroxyphenoxy N- gt tam f_&pt ghl {/jrl n. fnd 3 drqus
of “piperidine is hea E‘Xél'?ﬁ'SSl %’rmgt? f br @houri e?d’

chl of 0- 3-¢ p-'N- subst i.{ ut ed- car hanoyl net hokyphenoxy)lpr opan- 2- ol de i vat i ve

and éither 55 isoprppyeemmhe orttuybut vl A MeBr e |usadohgnst ar t i pg
matetials. There areft g&Uﬁoﬁpt ai Q?oﬂexyISS the gprgounds, gdescribed in the
; |1 . _

foI'Igvvi ng .tabl e:_— : _ . 1, 3p6, 961
131 isopropyl n-hexyl 9294 |, cycldh,e:&ﬂﬁ, 961 |err]
'crystalllsatlon [err S err] oo onMIP. (] ernr :
sol vent isopropyl -t'BH‘E’&/I “‘“l'l 75 787H9- _ c% | $opr opyl
altyk- 112-114 - fethyl acetpte isoprqd p)( P. ﬁo_qui)ope ht vl
101- 103 et hyl beetatel—pet+rol-eum-et-her—b—p+—60-—-80fe++}—i-sopropyl -
cycl ohexyl 111-114 - ethyl acetate |sopropyl S- butyI
: 98- 1530 et hyl tq!cﬁloro-%- - u%stltuted-carba o oxyphenoxy)pr (a)n-%%l denva
.cycl-ohexane i sopr Qﬂ\é uscd as stanfdly ial may be obt: reacting p-hﬁdfﬂx opyI
n- hexyl , Siécessively with £y] dﬁhﬁd@fhﬁnﬁ chlonde, the amine of the formula R‘NHbut yl .
al 1yl 5 thGI@ene solution, laguague rrediye thydrbxidarsaitiom rat (rhpnp tempera8G{ @or] ) Fhe

1- chl or 0- 3~ (p- N+ shﬂé‘f’[s‘f dhee§- %%lb?fﬁwme‘t“ﬁoﬁwbhéﬂmhﬁt@pa‘n‘hz H?“‘H%Pf va-

"tlves ‘used as staP'lperng material nmay be obtained by feacting _
p- hydzlr oxyphenoxyacet i ¢ ‘aci d successi vel Bxaplelr. acetyl chl oride, thionyl
chl ofi de, the am ne 6fsolvethe of bgntmld‘? [:aebarrioylmpthm#zrm‘fmbmxn)éﬂhlm mus

o) anol
.SOdI um hydro% de gﬂ'} r}mr 2 rs??q‘lg % t):(\:%oct:e an?l% resx%ue is
O acetyl derivati moﬁaﬂbg 40 e Bt SNSHAN AT 407 il Noft diGeod S0 BN6chiofic
pi petidi ne. Exanphdd. The aqueous aadlc layer is separated, made alkaline wnh sodium carbonate and
.o extracted twice with 40 ml. of chloroform each time. The combined extracts are-
i . 15 dried and evaporated to dryness and the residue is crystallised from ethyl acetate.” .
P There is thus obtained 1-(4-carbamoy[methoxy-Z-methoxyphenoxy)— -1sopropylammo- .
propan-2-ol, m.p. 125—128° C. .
- . _ The 1- (4-carbamoyhnethoxy-Z-mcthoxyphenoxy)— -chloropropan-2-ol used - as
! , starting material may be obtained as follows: — .
: 20 A mixture of a solution of 9.4 g. of 4-benzyloxy-3-methoxyphenol in 160 ml
of 1% w/v aqueous sodium hydroxide solution and a solution of 7.7 g of chioro-
acetic acid in 80 ml of 8% w/v aqueous sodium hydroxide solution is heated at
95—100° C. for 8 hours. The mixturc is cooled, washed with 100 ml. of ether,
. acidified with concentrated aqueous hydrochloric acxd and extracted twice with 100
-25 - ml. of cthyl acctate each time. The combined cthyl acctate extracts arc shaken twice
" with 100 ml. of dilute aqucous sodium bicarbonate solution cach time and the com-
bined sodium bicarbonate extracts are acidified with concentrated aqueous hydro-
chloric acid and extracted twice with 100 ml. of ethyl acetate each time. The com-
. bined ethyl acetate extracts are dried and evaporated to dryness and the residue is
30 crystallised from benzene, There is thus obtamed 4-benzyloxy-S-methoxyphenoxy- i
© acetic acid, m.p. 94—97° C,

10

15

25

i
i
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_A s.oLutlon of 1 g. of

- (4 car banoyl net hoxy- 2- et hoxyphenoxy) 3-chl or opr opan- 10. -2-0l and 20~

" ~7of isopropylamine in 20 m. of nethanol is heated in & seal&d tube~ 10"
at “IiO[err] ‘for 12 hours. The mixture-is evaporated to dryness and the
res\udt(e 'S partltloned between 40 m . of chloroformand 40 m. of aqueous
2N hydrochlorl c acid. The aqueous acidic layer is separated, nmade al kaline .
wi t h sodi ukh carbonate and extracted tm26,é61/v|th 40 m . of 'chiorof orm edh

tie. The conbi nedT PagiIan S ditito d 'l ed.and of at&d, Lo dryness and
theresidue s arydad S gé:,f:yaa e o L B MEE obt ai ned

(.4_,car bam)yl nmaltammyarzatmastp &mpafrﬂmylaadmmwh@fc(mam& ol, mp.
125-128[ err] Tﬁp@l one molecular propomon of hydrogen is absotbed. The mixture is filtered and

12 (4- carba?myl tt" lschgt i ff_,’ﬁ_’ﬁyt';r@d Al gm@é;,nmw_ das
startl ng materia ﬁf, yh eyacetic acid in X bpir e of a

sol ution of 9. 4mghanafcom.biﬁgw)d xyf—satpnt& axyﬂhaap ndedrefiftGor¥d hours2@hedf 1% W v
agqueous Solgl um projs| eaporatot e hdhltsamklral mmm;tan(bmovofd iimﬂl .mlopf w,amror o-

acetic aci |n”§£j pensign ‘8%‘ Iﬂ!?l is 10
“hepted at 95- 10m3fnﬁﬁ exafté Emﬁl gril:f a 1 {e es lgbéﬂ i th 100
m, of ether, (BY1 {(4-Relrony-B i eﬂﬁi}@ﬁdﬂ&:{yﬁfa aﬂ.aeﬁ hﬁlﬁ'lpﬁnﬁtﬁi d and
ex}tracted L cetmm th 100 m . of. et hyI acet at e each t| he The conbi ned-et hyl

¢ acet at e exler act ¢ a4§"’§1'f&t@é#5t& %Ythé?xYHthﬁ!Ft dfQutlous d8di um

bi car bonat e sol Jybdih % %%“‘W?ﬁémet o sﬁiﬁ“’ ﬁﬂf’tﬁﬂ it e

extracts are aCIrdixfwaQﬂaﬂﬂ {hhreciﬁﬂﬁeﬂﬁtﬁxﬂéd hﬂ%@-@ heédoxy ideCmaci d and
exfract ed tw cel2f1a8°1Q0 . of ethyl acet ate each time. The com bi ned

4-benzyl oxy- 3- N))San-z aqﬁﬁshd:wﬁﬁdu furtiRelPpuri
1,326, 961 1410(3 ofa5%

pal I adi um on- charcoal catal’ yst is ad a solution of 7.5.9g. of
4- benzyl oxg- 3- met hoxurheRaxyagGat . v-A gfﬁ“ LT haioxﬁtztsepaéyp A5 t he dzs

mxture i s shakgid 30MmiRA6f AeprOPFIRARE & HokedMBSOIO0P B1 fof 6 Bbirk. STHR QliRdli€ an
at .nospheri c pr essparatedurot drimearmdrmd 3edueas ppridmed between G0 thly df dgaevfons

- absor bed. The: nt i9rle1 |°§a<tur=qu "5 acid. Thet“ﬁ\é“‘l’ 4°tdicdt‘3§f r5§c rated to
dryness. TBpe re% ﬂgﬁm&élgmfm re ig9.

t hus obt ai ned 4 ﬁiﬁ@%)@ﬁﬂﬁdz&fr&ﬁ yla&\:a&s errj. ‘A
" solution of 1. 50bgnned)f2 8 %/dﬂsowypy&inmﬂe(omphbﬂaﬂyacserhtthnxmhmxy)wom- . of
o- -

t hyl 2t t%&t* %1 8o dde s ofgpighlpmre 1 e20due
|65 3?:O ace crgsteﬂ( é %ﬁ’ [%??;sx _&]’g ;gn\?hg;zy- - "

. met hanol cont ai #P f sul amgzl s heat ed unger reflux for 4
hours. Thessol ujiof d%% g’t}eth"émherf"f‘ o7 PEIYRSPEG 51 A% SHHEE pourgd

< into 150 m . of was er of 1L 8lbenzodiod -&ié&&eéaaé&ﬁbrﬁoﬁwi@é({oraadﬁh@cﬂ idedbige2794 th 75 ni .
of! ethyl acet at E/‘emmust Solwtionagd ahethlyhmmé.(lhmnmmd ofakd mixairesbeing deprbdéved
successi vely wi} ﬁ%:tera ?gé :%@Itta rhetg:@alrélbpggme afsegaien}pwewreah wat er-,
and then dgi ed & T d R t hy,
(4L hydrox?/b3 ekt aea a '@&mﬁ?&ﬁ' L‘ 0%5?, hout o

tion. 15 - Poem- Mﬂh@xl&N@ laeiamﬁet:h ilssolved in a solution of 0.6 g. of

(4% hydr oxy- 3- rre;‘;ﬂ Hend j@}?c@%é’fé’”ﬁh&o% erhl? in 4 a“&n‘ﬁf)nl um
stirre ro ﬂ?

hydroxi de” g0l Ut i5o odde & thb Srgauicte pmﬁp ¥ Mlich Sy agsur e
for 24 hours andhynelserrhevaqomﬁsasm ﬁl&ﬁﬁcarb #16y b 25obx FH Ehokﬁ-ZﬁFe)S&iya| I'i sed
from water and P‘HE%“E“Sﬂhsﬂwhdslsgdgtlmthvedfmhdnpdmxan met hoxyphenoxyacet awmi de,
mp. .126-128[err] 20 .~ A mxture of .

4- hydr oxy- 3- met hoxyphenoxyacet am de, gje of ep| chl oro- 20 hydr| nand 3
driops of pi:peri di Mene WsLribed in BampQ]ie feplatell @fcefit the dieSipproghistee@-

evapor at edb0t o deaylnewymetidxgphemsy)hladpoypiopape nis i wtds imfplace of 1-(o-N-methyl- . 50

1°(4-car baroy| nEtpegost ORI god i SRRSO | used
2 wthoﬁ?rfﬁrgherp‘ﬂ’ﬂ %‘%PW%Y’% 8"%“25 _ Hﬁr‘t‘ﬂi m xt ur e. of gsgu;e of

1-{(o- N-net hyl car banoyl net hoxyphenexyj) - 2, 3- ‘epoxypropane 25 and 30-m . of
|sop_ropyl amne is heated at 95-100 C for 6- hours The mxture i s .

o

vy

“Yurther . purifica-

i
i
4

i
{
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R éyaporated to dryness

.evapgrated to dryness and the residue is partitioned between 50 m . of
. chlo oformand 50 m of aqueous 2N-hydrochloric acid. The aqueous aci dic

Tayel is.sepgrated, made alkaline with f%? sodi um car bonat e and extrac‘lged
three tines Mith R(eri af. .30 chlop? ?? cach tine.The conbined

extaets are dried and evaporat ed dryness 30 und reduced- pressure and
‘the fesidue is crystallised from @cbcaceneuecn WHEH l-@}re t hus obtained 2.8
g. of 1-isopropylam no-3-(o-N-net éﬁ%&; gé]ﬁt’zhoxyphe oxy)propan- 2- ol ,
mp.|117[err]. The 1-(o-N-nethylcarb I yphenoxy) - 2, epoxypropane
usedlas starting 35 material may: be obtained as: fol | ows: -

358 G of 1, 4-benzodi oxan-2-one -are added portionw se to a stirred,

''ice-¢ald,. 27%W/VW e, X ‘ Ture—pf the
m X?Ere bei ng kepti_helowil0[err] {} zarhgﬂlﬁﬁ‘eq .

-ddltl%yﬁ tolet evt h
‘mxtére is.stirred.al ropmH enper at i f hedzaRypeRolmuiéier The spl ution.
under reduced j

r €b.pr8—80°C.) the resifue is

e oxy-N-{ 40
%&p%é%wé}ﬁﬁgﬁ%t hyl acet am de
mhydrOX| de in 20 m .- pf _
d ethykacetite/petroleumethss | r rbd -at
: . of -chl ¢r&PBrd A EI45 t henf added .
S pddpaitfd, wa@hﬂr_d wtfbe&@fte%maagn&uapor atef to 45

tarned . (bp 60—80°C.) . S
hoxeﬁ%heﬂox epox propane as an oil hich-is
usedlvvlthout furtHer™pur i f i% a??ﬁfgé 9] “%r ocess describedfin

. Exanpl e 8 is repedteg ex¢epyit hat the gppropli dksenksfeRoleunPether
. car b{an‘oyl met hoxyphenoxy) {2, 3 epoxyp opane i sjugepl aon-spﬂcace of

1- (o1 N-net hyl - 50 calb met hpxy ox%) 2, 3- ane, anfl there
are lhus obt ai ned Jth€ co %ds d sc&i‘%g gﬁ'ﬁ%)& tabl e: } 15
[err] [

allised from er.|
| acet am de, d:/\/g%l 14
J{ ssol ved in alsol uti
, 20 m . of gpi¥hlo
temperature flor 17
he organic | gyeg i's
dryngss. There is |thus o
1- (0*N—fTEt hyl car bam)ﬁl-me

1, 326,961 _ err] .
[err] : Tethplp) (cfogrr]) 5.5—6Byst alblenzzat/pe&demétmnt H H
108- %09 - -benZene/ petirol cum et her (b. p. OIBE[@T'PTC) H ef hyl
97-9 - benzdnel/ p Meet he grl) - . n-butyl

83- 84 et hyl - acetgt%nea}}]:ebgl rol eu etﬁ :?b pgp%g 80[err]) H o]
cyclopentyl-= - 7A2-74 _ benzepe/$etlo®| ¢um et her. (b.p. 60- 80C.) H =
cyclphexyl - -~  9Z=97Z : penzene 1 —at -yl 86
"benzene/ petrol eum et her (b.p. 60-80[err]).H benzyl . 84- 86

-‘benz?ne/ pet f ol eum et hgs 1 zbeaEbam@yQﬁt&ﬁHx hEﬂo)(y)-QtStEy)xypm #ab Bitlvatives used as start-55- 58
- benzene/ pet r ol eumirgt ingteria{sbmy. bed ObrdiH efedi] Yhepd yhédkeand epityikifobgiein

.acet pne oxal gte 9&y2 @lwcisséoﬂiemtb‘ah@;# rhetlﬂﬁ ple 3. kopa

dert ot ves oq gLt oo i i ﬁmgo% Lo PRt
corr Dspondl ng phela f éf 19 ah ch @ractdriid S‘Shh@'h{%ﬁnﬂ ‘:‘xﬁat
desct |bed in the |u&ﬂ)t:fq]la\i‘nﬁgfablah—0f arrpi e . The phenol s
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.5.“§ are thensel vés novel éonpounds and these may be obtained by a simlar
. progess to 5 that described in the second part- of Exanple 8 from

1, 4|benzod|%xan 2-one and'the appropri m ne. The novel phenols are .
‘cHaract eri J8, by the ne) '[LDO points S}%MLLD&_L_QLLQAM ng table. - 15_6 o

1, /961 -~ 16 [err] [err]

[er_‘j ' m p. ('[err]) H -~ H : 128-129 H- . et.hyl
138139 H " n-butyl /ﬁ 0 - cyclopentyl i 97-98 H
cyc| ohexyl - 110-112 H allyl. 99-4Q0 H - benzyl

145 ethyl. . “ethyl . 66-68 pé}ﬁ"aﬁavﬁﬁ ene . 93-95 Exanpl e

10.4 Jhe process described.in Exanpl-e is repeated except that the -
app’roprl ate amne is used in place of rsopropyl am ne. There-arg-thus = .

" obtained the conpounds 5 q§scr éﬂ‘kn the ﬂgh; g table; -
5 i L 17 o [
17 1 - c | H [err]28{-&9r] [err] .
nrpL ([err]) . crystall satj on ol yent 88-90F, - benzene/paroleum
ether (b.p. 60-80[err])" rrethylrﬁ ethyi g7 1543 ethyl : ) -
acetate/petroleun1ether (b.p. @D- 8 ehdbheyl S- byt ylo—o8 ~98-100 |
benzene/petrolcun1ether (b:Jp. 60-80ferr]) t-bytyl ' . 196- 97
, bengz ene/petroleun1ether (b.pp. &b- 80f eficipyentyl hdxy|97—98 87 |
eth acetate allyl =~ .., H 02: ibepgene 2- hydroxy 1, 1-
gOI : benzene/petr | eum et her d|ﬁ%¥h lfe %
(b b. 60- 80[err]) 2- (-3, 4- dijmet Boxy-| alyl 0|I** pﬁbﬁym)e hyl. * An aqueous
sol ution of ~ammoni a. or net Kyl agj ne isbus d an E@g reacftion is-tcarried out
at {oonltenperature *% A slol utt on Jof "2 3, 4- di hoxyphenyl ) et hyl-am ne in
- methanol is used and the reactegn ijs amiried gut ¢ateg efll ux tenperature. The
" process descri bed above is |repeated except th¢t t he appropriate afmne and -
the appropriate 1-(o-car banpyl meReAgRSBABAoxXY) 12, F2ePbxyjpr opane ‘are used as
start- ing materials, -and there are thus obtained:- 5 . : .
1- t-butylanlno 3 (o carbanDyInethoxyphenoxy)propan 2- oI“ - ' :
5 _
S ' Example 10. : .
The process descnbed in Example 8 is repeated except that the appropriate -
o amine is used in place of isopropylamine. There are. thus obtained the compounds '
5 _described in the followmg table — b 5
| 2 .
; -
|
@ .
A
{
I r



& e

1;‘t.: but

tyl am r-\o' 3- ('o N-al |yl car ba'rmyl met hoxyphenoxy) pr opan- 2-ol ; and

T1-(2- hydroxy 1, 1- di met hyl et hyl.ami no) - 3- (o- N-al | yl car bamoyl met hoxyphenoxy) pr
“‘opan- i2-ol; all of which are oifls from whi ‘ch no crystalline derivative has
been aobt ai ned 1710 , ) 1,326,961 - Exarrpl e 11. 17
10 Thg process destribed—mEampte—8-s Tepeated—exctepttiat
i 1- (Z=HQrono-2-N- net hyl car banoyl net, hoxyphenoxy) 2, 3- epoxypr opane i s used as
) _startlng material. in place of
1- (0= N-rret hyl car barmyl rret hoxyphenox gH Sggypgléb?n% There is -thus
obt ai ned OCH CONHCH,

1 ksopropyl ani no- 3- (4- brom) 2- N- met hyl carabam)yl met hoxyphenoxy)propan- 15

15 The
as sta

brom n

fine g
of gl g

-20 hod

i s ext
conbi n
reducd
1, 326,

‘t hus g

above-

180[ er

i.S Cry
6- br on
wit h -

of Exs

phenoX

-et hand
L by a S

and th
met hyl
W t hoy

“in Exa

met hyl
mat er i

‘1-(o-N

obt ai
1-i sof
pr oparn
1-(4-4

~used

g. of

added
m . of
m . 25
stirrd
and tH
tine.

- off

oil ig
t here

30 is

m p. 130-132[err]. (crystallised fromethyl acetate). i
1- (4- br ono- 2- I\I—ng.:t.“,'cafbamu Hrret-hexyphenrer—2—3—epexyprefane used

rting materi al y be d¥tai ned |asmp- 6‘1({)0v5 - %’@B‘Fﬁﬁ?‘liﬁ'ﬁ"‘ﬁf 0./55 ml "~ of
e in 10 m. of gI agtal acetic qClgd e adde ; felnﬁ"cﬁ% I ge- cool ed; .
uspen5| on of .1.7] g. of o-hydro}yphenoxydc 20 :
cial acetic acid- and the mixtdre:is stlrre roomte erqturefor
rs - 20 and then jpowetdd into 300 H—19F wat ?Y“’ @}Eﬂ‘é’mﬁh‘%uspenm on
racted.three tines with 200 m { of chlorfo i me and |t he

ed chl orof orm.exfrabitd are dri¢d mdooevapowoaieﬁdp&ﬁicdﬁyﬂh&ss ynder

d pressure. The fesidue i.s crygtallised (b:p860—80°C.) '

961 18 nd tlhere is.
By cﬂoxyphenm yace?l c dci "'L‘ﬁcz%r%ﬁet% The

bt ai ned 5-br ono-
ment i oned 5- br onpp- 2- hydr oxyphe oxyacetl g aci d i s heated at ebout
ebeges, The r@@uct.lz cekyl asgtatand t he sol ijd resi due

r] until bubblinyg _
stal- 5. -~ Ilsed om cycl ohéx Th re“:i?zgI1 hus -obt ai ned

0- 1, 4- benzodi ox&n- 2! {)ne % 79380 ¢ ISJ product is rgacted .
€t hyl ami ne by a Si Pehydagxy ,rloces t9§—-tl01at de@ozenddmg:gntme sedond part

mple 8, ‘and therle S@PHEWIobt ailned 5- br dnoe: #ydP
y- N- met hyl acet a 'd,@(34m,,getho@,9 91[&&;] (Jcrystal i sed-from aqueous

). 10 thi phemyledigll i ¢ pfoduct i s freacted with epichlgrohydrin
imlar process t 't—he—l-?rst—p'a'r'r—of—gx‘ anpl e 8,
ot methylamine'is used and the

ere is thus obtaine “’“g onia .

car banoyl et hoxyphenoxy? f;} -epéxylp?’:l%%g eéangg an oil which is used
t further purifi c4t AcplutidaoefieqiE,edifi@hdgphenyDethylaminelin enephrpt B wseddescri bed -
nple 8 is repeated &dcBpreadippis carithobafsHRmPRUE 15

car banoyl net hoxyphenoxy) - 2, 3- epoxypropane is used as starting

al in place.of The process described above is repeated except that the appropriate amine and
I net hyl car banthy eppedprier ylg(breay hnzﬂ@aﬂpmy)pﬂsbmxmropﬁh@reeumtastm

ed _ - ing materials, and there are thus obtained : —
ropyl amg10- 3- {.dsR@RaN R Ma:%an%‘yﬁﬁth%ﬂeﬁ& F?M-J 1Rt hoxyphenoxy) - 5
-2-ol., mp. Idbulyldmiks-3-(oN-yifAcaibirhdyRidthoxyphen 9Jpried-ol; 264 The
enzyl oxy- 2- N- h@thigtoxyah beimopyietistarisey pite Nelylaramermphotypbrromoprepan- 20
gs starting mat erd%| may be .obtained as follows:-. A-solution of 3.2
2-benzoyl oXV- P GiéyirOs BBE MAkch mr,%&lu.ﬂi denoimphagrﬁéemme&or mani de is
dropwi se to a stirred suspension .g. of sodi um hydride in 10
di met hyPf or mami ge. A sof uti f ‘_rzxamp 11of cetate, in 11
e R g é@ et i
d at room -25icEmper @Iwmah;ﬁ epoxPorophi, EFhesd! i€
e mxture is ®min|e<adtmropﬁareao-i-(mmw-whn@lﬁﬁanhtmoslnfethetml;ckmm)pew&e each
The conmBfned %¢! BeE: (Cﬂé‘ li' ?‘%e

t th 480
wat er  each tdsr;;g‘cd p:i:!d @%‘f@‘ma? )s551 %ﬂ%gypp!gg’%g% br qun

partially puri fA edlutidy of. ysmlo bivmine G0 10 PRI %MﬁtheuBQc:d is adift@xa@e, and
is thus obtai madd, e@hwlcdzﬁdssmpwbmﬁykﬁg lvé nbydrowyplpheposticacid im2eml. whi ch
used wi 2hout ﬁzlﬁle?ce cids . P?%i ﬁg}?xmre is stirred "at room temperature for 20 hours 20
m

poured into 3 of ‘water. The aqueous Suspension is extracted three
times with 200 ml. of chloroform each time and the combined chloroform cxtracts
are dried and evaporated to dryness under reduced pressure. The residue is crystallised




 Exanpl€ 12 &0 N—s

-The}above menti oned ethyl - 2- benzoyloxy 5- benzyloxyphenoxyacetate I's stlrred
-for ;24 hours. with 70 m, of 30% w v aqueous methylam ne sol ution? The '
m xture is evaporated to dryness and the residue is partitioned between 80
m . -of aqued8is 35 N- sodi um hydr oxi d82&%Luti on and 80 ml . of chl orofgorm
The\aq{leous extr S .3 oncentrated— .
hydrochl ori c aci 3 o ﬁﬁ%em j éus b5 chrSdbrgﬁ%-gP ’dr&%h\é\'nmf‘ acegé wi tHP100 nil.
of chl orof orm each Hﬂxﬂmbovaihemtﬁnﬂm mado-zrh}cmxgﬂﬂromaam‘b raéid tiss haate@ aflahoged and
evapor ated to dr?)?7 ‘mfidbllbbl# dm@dflprm@wrlemol&hd’dtthesqhésqsmpels crgstal-

r

crystal | i sed fro ‘yél(‘,’?t“&‘f LThergyy, thys plraipgd, fisbropt-Lif-Rengodioxan-Z-one, m.p. 5
5- bagzyl oxy- 2- hy oxmrs odéa is reacted TR YAIRNBHOLY AGRLRNbERss Bl dbdRed 52[€rr] .

‘40 The abovenent |n1)m1®dse pade iof Baiingydkti 8t anid Sthire A thed obthitidd % m&lzmydmzydrl n by a .

i miilar pr ° 'i g 139e-1p sallised from anoind t her
similar progess 9 o d@ gt]gx’s reactctd xEt-h cgg}ﬁor%dgn Sgﬁa slqu‘grolgss tot‘l)\éx) d t 8 €

i s thus obta? ned The P]’e"°"° procu
BRTRLLRER: e ittt SREAN L e‘:s%.'ﬁa oil -

whi ch- i s used Wi thirdat pukificatidser  puri fi caigl onl

Exaripl e xampelz . 45 A sgl ut | on .0

L et oro-3: - ety PR AR A L el
m xture of 20 m .plaed of suw xv)-B3-egéBp ﬂ@ Thére REBIED i N a

sealied tube at 1].36@191:&] lﬂpprdxﬁlahouﬂsﬂ-bﬁhﬂommﬁ-memlcasbamvﬂrpahrammokx)- dryness

under reduc r EPR bt P8 S (seretalised framm flcncy
chl.qr of orm P usedcﬁgnga,ag et é@p zgﬁ T"%&’fﬁﬁgﬂ"?ygtz‘\g%’%’prwge aqu%ic))us
@

. tena
acidic layer is separafugéh of £ gnet eadoﬂalemnzMomh@dlmctosadbmnn&aﬁbonate_ .

“and lext ract ed t wifermamide f ad@):drdmpwoi toczhbtmtecbsuswomm & DA gt pinsediudt hedrideibi ned

extracts arg dri Hprapa
R B b s R SR i
(b.d. 60-80[err] tlﬁce) um&'?heﬂezoosm rw&tmbioahﬂa&dchlumeomemamb.mmam Jcetade 55.

met'Hyl - 2- N- et hyI"-EE‘:n es]u Y b Nr@h)tlmc,mlgi and @BparO8] er |
55 The L-chjpro’ £17 :j‘i S R o -

useqg- as Startlnglsr{ﬁédaﬁ fdmﬁ!r ﬁﬁd& arned

2- Hydr oxy- N, 5- di.net Ajd ghoengen aerbttwhzde;zoymp-s-b&:ﬁaesébﬁl&bagJc}taths spirfar ed from

2- benzoyl oxy- 5- mgﬂ eikydorting sokytign. Jde exiytereds i n

eva gp rg;, E’r I d’m cg‘fgarumncd between 80 ml. of aqueous
gg F Sl G md

of chloro 'orm, The aqugous extract is scpar- 35
5- bgnzoyl oxy 2 hyed Qxdl-a ifidat R (22 2 5 Y a}d’ QHA e aci mn.turg is

benzoyl oxy- 5- ben aemyphmuith 100 il xdf Lhlorofpm 1ea g‘zzé The combined chlorofonn

- 2- hyldr oxy- N, 5- di {oryef g’y"i’@“ Reer regycedapypssur H‘P‘?‘?‘b $ and 3

drofjs of pigeri d@@,lb&n&g%%%f@ﬁt‘ g ff]’zg Py pRipineg g&‘ﬁ‘ Y d"?‘%’ﬁ’r{b

_evagorated to dryneShe abndamtbﬁdtpmadncni@&&w&cﬁh\enﬁ Qﬁdhdwﬂxdiﬁrbﬁlaﬁrﬁlaﬂf '

1- cl or o- 3- (4- to that described in the last part of Example 8, and there is thus otgai®dd- (961

. 19 net hyl b&%ﬁé{%ﬂ*?ﬁf@@?’?FEH"?‘RB‘%‘VW‘@&CFRWEP%%# 2p_off | which s | used

wi t jout further pur| lcat | on le 14. A solution of 0.5 g. of

1- alil yl ani 4% 3- (2- N- et hyl car barmyl metEranploienoxy) - 5 pr opan- 2- o] 45.

(Exdnple 10) in 50 MSOlulGﬂ ofgk &ahb¢hlqr%%aﬂbh2w-mhthﬂca¢ba oylmyfthoayphédeyd | adi um
£1

CRax

'Q

5 orj-char coal caﬁgfcﬁ m%ﬁ% ﬁ?%?“qmca?) ;‘g{)ﬁﬁ & pr'es_slure_

a!'ld room tenper alites rcblﬁ&d rc%ﬁ“:&k& tHe isO 8 Rioked Dbeeen .4 £6rm! S
filtjered, t¥e fi Imtdrﬁt Bl jof aqm Gl\ahmdchloec dd.‘l BR qeeoed deidie li}elsisdqﬂrateﬂ, 50

crydtal | i sed fro 'ﬂ#“k‘t éﬁ@ﬂatﬁdﬂ rpmdéumm phloro- -,
60-40[err]).. The ﬁg T 5 ﬁg.iﬁ:}f T‘?Z,tﬂfé

met hyl car banoyl ITB& Aoy ) @LQDQ'E') ‘I‘B re idTtds ol mo-3-(4- S
10 There ar® si nMeéyli-lyN-@bthaﬁcqnwoyhnctho“ phenoxy)propan-2-ol, m.p. 101—103° 55

“1-i 4opropyl-ani nois3- mag;ngéz : ‘#EEW@R%’M%WMWMWMIM , mp.
"89-90[err] from I-] ﬁﬂﬁ ?gg 'tlyrngﬁrltagn?égk C. is prepared from

et roxyphenoxy) pz-(bmdi}-lo'a.‘y-ﬁlmc hidpieagl | 1 mmla’i ocess to that described in Example 12

1-i 4opr opyI m no 03 %gﬂqg{; 5-[{]cnzoyony-Z-hydroxy-N-mcthylphcnoxyacctamdc from 2- _ 60

rret E yl carb am)yl é 951‘0:% N, E-ﬂlmnlh%pllcng(%acg'tgxgdg I’lli)]ml f{ epi-
1-i gopropyl - chloroh}drm and 3 d cndmc |s heated at 95—100° C. for 6 hours and then

abphylhmmoagstag igd@uple anggthe -

am no- 3- (4- benzymgo;atﬁwdmshyhmr neyqa&meawl):pbppamaa-aqd- (Exanpl e

12) 4 . 15 Exarrpl e 15.
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‘-,'start

. boile

- 1-i sq
mp

Thepi

consi
propa

chl on

1-.chl
55
secor
124-1

in pl

1, 326,
. descH

1-chl
and i
obt ai
5 [el

e 8is repea 0- -N—msthl- :
carbalmyl et hoxy)ph@n@mﬂg th°"§y2§ jethile jeemoglmetexyphsno 37 22' g% @Pc'ﬂal in

propyl-- am nQ le
197-100[ g0 r] . (g.wy

ocess described in Exanple 8 is repeated. except'that

1- (4- fret hoxy- 2- N-. net hyl car bam)yl met hoxyphenoxy) - 2, 3- epoxypropane i % used
as.stqrting merial in pI ace df - 1,326,961 19
1- (o N- et hyl’ LdrUdlIU%l TIb‘LIIU)\yiJHUHUA A—2-3—epoxypropane—Fhere—-s—t-hus 20
obt ad yl-2-N-mcthiy carbamoyl)llnct.hoxyphcnoxy)propan—Z-ol and is used without further

1-i sopropyl ani no- 3pl( 'cmof' hoxy- 2- N- net hyl car banoyl net hoxyphenoxy) - 20
“propap-2-ol,- mp. 80-82[err] (crystall-i 9Remfi¢ Mn a m xture of et hyl acetate
and petrol - egm et her A 39]“90'1 00 8@ 6. }-allyTdnudno-3- (Z-N-mcthylcarbamo;lmcthoxyphcnoxy)-

1- ( 4-4ret hoxy- fﬁygéa?tﬁ ? n a ﬂiﬂ?& hak¢ﬂ3ﬂ@|@d n@ladjwed as 5
stanidng materi al liPhE o > ;c Et%‘r%?;l %S‘Z?F‘l bed i n
the 2p secondpvapdmtfdjmaﬁﬂaeésaud ta m. :
2- bengoyl! oxy- hPeﬁQa-I—SQ°sC ),ls'ﬁdrelm thos Blﬂﬁncﬂfl-n—propylammo-B-(Z-N-

2- bengqyl oxy- ben S, l‘g‘:f a‘l’r’l%-) fgé’t; "@f?g“ N ovicerbg '

N- et hyl phenoxyace RHd , L.al e s

(crystal- lised frgmw hegok yp Adehple39), an:llqi xsopro Wgé’”“’mn‘ﬁgi cri bed
in Expnple 8 i sr ej % @i@‘g’l" "IQTPXS]PT pan-Bloke gy | 104—106° C. 3‘Q>m 1-isopropyl-

car bafroyl met Hoxy phERaxsys -osnzslo p%) asime] ok @‘%\HH“‘PXDB'WW)RWPW elifzamgeas’ 15
start|ng materials. The product in free base form which does not

Al lise, is di ssol ved | n et her %n Ex 3150 et hereal hydrogen chl ori de
on is-added |ms m}sdr atrq:dattdocxchp rhes 5-(4-niéoxy-2N-due i s
H with benzen'gﬁ%r}ﬂr fﬁ%’ml}?&ﬂf m mx"f‘%m 0 °dy as supkipg gwterial inesi due
Sts of 2Ot - budbydinedii N0 13sobi@pyin 4 ,h . s
h- 2-ol hydrocPfPR?mZtPémmSp—Sl“SQ (&ystﬁhsadmbrﬂalzﬁ’xturl' ﬁethI ReRBSndpSeLi bed 1 n

_JID'

pl.acel of 40. xmei rld Yol yrE; nopg [} gﬁlme ane 05

Ther ¢ i's t hus obt jis “Sed injyfJacg of b@pzoolp;g#ﬁﬁmm\?phcnol The 2- hydroxy-S-methox -

[o- (1 N-et hyl car ?é if?tﬂﬁ'éheéwt}edm gpqrncdihteoltas nmp. 13630382 Cl(bﬁ[stﬁl’-l‘]

(crygtallised fromet et ate). The

1-[ o-§( 1- N- et hyl car bam)yl et hoxy) phenoxyﬁxag 13-1gpoxypropane used as start-

ing material 3?ray be nbt:dsmnﬁtaaupleps dseq:eatédOe:tckpiitthﬁeﬁ.(&Niaﬁﬂ in tJae

secorjd 45 - g% ct 14 free Pé’PBle Iatnhatare used as starting

3- fretihyl - 1, 4- benZC&iiet;))ﬁallx ssqmemtrsaluﬁ o e 5,?%3 N rqlsaqlveﬂrtnpl ace

of 1:14- benzodi oxarw@oltanéto Mpnebsn TBY RElic ad Boill & zeh&ar{a fuéer‘tl%md Exanpl e
- 18, The pr oceds X m e@yq“h ﬁP’TrE“t bt-&utylgmnepeemedymm;hnt thadphenoxy)- 35

1-chljoro-3-(m 50 p ) ‘Ef&ﬁ% phb%%yﬁhenoxy) propan-2-ol is used as.

ing material in place of 1-
o- 3-(o-car bam)y thoxy enoxy)cg cmcanpleml There S thus obt ai ned’
%ﬁ rpe@rpdwqabnenhuxy] dpaethi- ol |

i} - PR3 g matenal in place of
or o- 3- (p-car bawp(ryb)mmth:ﬁ&y dasz ,#ﬁfane gi '}1 °dmate|49

1 4dal may be16% tﬁ“lt% fra!ﬂsﬂuidcaatc) rocess to tHhat descrl in the -
d*part of . ;@%Eﬁgﬁiﬁz' ) 'ét?f’ Y)P*P?P‘h‘ h?s Ypeqm esmde m p.
{pa

y be bbtam
27[ er r]45af t and: g 14,70 ig] g enzo man_é Cladiain ter| al
ace of p-hy dpb hemw}’a* 19—@“%@-5‘3 ﬂ&-bcnzodloz 2-one No mtermed:ate product is

961 . racterised. : 20 Exanpl e 19. "The process
i bed in Exanple 5 is repeated exceiaot th t the appropriate :

or o- 3- (I\I—subst|'I‘lu-.tﬁﬂlceGsaEtéfs)éizimyI,,,m;}_ti g P ERRENh A pcmde vative
so- profy leethrsmemv)mmmongs maae | stdrtfn ﬁﬁéﬂaﬁ i fa‘cc i‘r 50
ned the corrp ca'b'"m) YPhesoxy)nrepan-Brel. T bdré svhungat:ﬁr&b l-Qsopropyl- '

(m-N-xso ro carbamo Imeth -2~
r} POSI tion @ s%lhscd from lZycl;ghcxane) yimetioxyphenoxy)propan-2-ol, m.p. 97—1000 <
he 1-chloro-3- (p-carbamO) lmethoxyphcnox))
propan-z—ol used as startin ter-
55 ;f_tl may be obtained by a similar process to that described in the secondg T:t e;f 55
. xample. 1, except that m-h)dro:\ypheno:\yacetamlde (m.p. 124—127° C. after

:rystall:;ztlon from watcr) is uscd as stamng material in place of p-hydroxyphcnoxy-




crystallisation [er}] I n benzene

m p. '( [err]) sol vent n- heptyl 4- ' 90-92
acetate benzyl o 14 102- 104 benzene net hyl
202- 66 ~ benzene/ petroligaspat her (b.p. 60- 80 [err]) Thezo

ro-3- (N
S start i ng nat elillhg
yphenoxy- acejténfors-{

c X & “PIFI :{ | @l '
ﬁ%ﬁxﬁ%ﬁ%ﬁ@ﬁ%@@%& §;ﬁop%§ bl Q@ Eive L r:ffﬁ 't he

Bart of Exanplpgopylamine b6 used asEaaningl reatGials.ikerd Mt eluswbisiatdethe oy

m hydroxyphendxy- N-deetbed inbefoligwingati s- .10 mp. 128-129[err]. Exanple- 5

20;\FrTI_'_re process described in Exanple 5 is repeated except that

| @r o- 3- (P- 3- car banoyl pr gpoxyphenox n | as starti ng .
ifal in place of 1- 15 R9NHCO CH.O ﬁ C\%Oﬂ C"l ﬁHEﬁEQJ

chl org- 3- (p- N-net hyl car banoyl net hoxybhenoxy)propan 2- oI There is thus
obtairjed 15 1-isopropyl.am no- 3 (p- 3- car banoyl pr opoxyphenoxy) pr opan- 2-ol ,
~mp. 307-110[err]. (crystalli sed fromethyl acetate). The

1-chl qro-3-(p-3-carb ylpr nnrxvnhpﬂnxv\ propan-2-0l . used.as.starting

mat erijal nmay be obt ai ned fromle rﬁpkm& -hydroxyphenoxybutyrate anmoni & and
20 epi chl or ohydrifn by,si il H? Qes tod ge de?&ﬁ“{’ﬁ%ﬁnl n tlhe
second and third par{s of tﬁ°§e‘§”g ﬁ edi a

3- p- hyldr oxyphenoxybu Y metiEh§he ras m4.- 119- 12&{)_egz] C.euiymacyaieal I'i'sed “from

“wat er)l. Exanple 21. m xturelof 1.3 g. off

-3-(0-
20 .
sol uti

dryness under reduced pressurd and there ils thus oHt afbwetf—=£8"¢he r

oi l. 5-
which

30 Exanp

. 2% car baif ARIOPrily ByEroRheOgBI hanol
i 2 ofCﬂoprwﬁ%ﬁ%ﬁéﬁﬁ?h&?&%ﬁ%ﬁ‘é el Sl

_then'evaporated t o mlpyness2oc ke residue’i s crysta

1- (2-1

NF met hyl car banoy! P&#oxydhenoxdy - 1- t 4 b0y ro- begzsne propdn- 2- ol ,
of absol ute ethgpgly and 2 ms_of aq Ue@psee36% WekzehOpamicdghyde 25
on is heated upder reflyx for 24 hoyrs. The goleakeron is evapgrated to
si dual
(o-N- met hyl - car banoyl met hoxyphenoxymet hyl ) - 3-1T - but'yl oxazol T di ne
is characterised by its proton magnetic resonance spectrum 30
le 22. A m xt Jhe lgfllotfb-SE(N ubsgfuted—carbamoylmcthoxyphenovy)propan-}ol derivatives

| sed from | sopr opanol

and tHhere is thus obtajned Examplc 20.

1- (2t
mp. ]
The 14
mat er i
10 m .
susper
gl aci &
filter

rorro- 4- car bangy SIS ATl PerR RPN 2 0' |

59- 161[ @57 ] . chloro-3-(p -I\c-met'1yl<:arbamoy]metho\yphcnox))propan-z-ol There is thus obtained

(2- br ono- 4- calrh@mpyibnﬁm-n@( Rt o rppor ypﬁmﬂwfmﬁmanﬁpusm-nef’ nartl ng

al may be obt edafsont ety am) A soléitlon i of bromine in -
of gl aci al %ﬁ& 'mﬁé, %’I,Pﬁ?é R ?6,%?1,%9 ﬁn%aﬁ“ﬁ%ﬁ

sion of 24. 7 (ﬂ i ﬁ, l.dpamof 20

| acetic aci cbf eﬁndnnlehﬁ 'l’he)ixiterfnednats 3-zpthydrb@flhehﬂn3bﬁﬁa ouhias nep1d 19-RE2°
ed. The 40 Lollruafliscddropsyast). i sed }1‘5 amn?ewat er and there is thus

obt ai ned 3- br ono- 4- hyq\r 8&&9@&@9‘2’ of 3-(0-1% cthylcarbamoy éﬁlgt hcnqu)-l-t— lamino-

1, 326,

961 - 25 propan-2-ol, 20 ml. of absolute ethanol and 2 ml. of bl &/afombhldcipdp. 25

189-191[err]. A mi xblutica iofheafedOunder reffuxtfo 24 lmrsd’l"heﬂféblmﬂon ispfvapppttadam alrynesad 0. 5

.m . of
t hen

ek ot e BB i S T T
vapor at ed untg:oAR0NC M, Cg":c ’°f‘ﬁ§' sl bl% pAFtrT roned

‘betwegn 50 m 300f et hyI acetate an 20 n1 of wat er and the et hyl" acet at%o'

| ayer {is washed with 5 sat urat edb so@mmnkt??car bonat e solution, dried

: . ure --(3-bro .. V. .

o P ehor o o e A e e L TR LRI, qiatid
lﬁu rstallised from 1sopropanol and

there is thus obtamcd 1-(Z-bromo-4-carbamoylmethoxyphcnoxy)—3-lsopropylammo-
35 propan-2-ol, m.p. 159—161° C. -3
: : “The 1-(2- bromo-4-carbamoylmcthoxyphcnoxy)-z 3-epoxypropane used as starting
material may be obtained as follows: —
A solution of 0.55 ml. of bromine in 10 ml. of glacial acetic acid is addcd drop-
wise to a cooled stirred suspension of 1.7 g. of p-hydroxyphenoxyacetic acid in 25 ml.
40 of glacial acetic acid and the mixture is stirred for 20 hours and then filtered. The 40
* solid is crystallised from water and there is thus obtained 3-bromo-4-hydroxyphenoxy-
) ) .
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..hydr'oxyphenoxyacct ate, mp. 72-74[err]. A solution of 1.3 g. of this ester
«Ln aQerus amoni um hydr oxi de solution (specific gravity 0.88) i § kept at
roof tenperature for 24 hours' and t hen evapor ated 10 . to dryness. The

resiidue pg erystal lised fromwater aRgkdghere is thus obtained 3-brogp-.. 10

4-h 0X c S
53 oo er T 1 B R S AR IR fhe .

h consi st f Qﬁﬁl&&h’at@ &' za mi3of water and the ethyl acctatc layer is washed with
chl ¢ro- 13(2- blsasmtﬂsqdambam npre tsbiosion Hedsd 0gagt propa:n-taduhe;ss | Bheshotiken for 4

__houts, 15 T t"‘n isq; ggffﬂ"sgdg oy niNhSTS P S Hptined me@Ylshbmpdn.  The
i xiﬁr e is ext¥ay 13 ggﬂ%&prﬂw 0l LioS0L AL AL 2t TS

~dried and evamm%ﬁv&po &MQE@SM rbhie #éefoxcﬁmﬁduﬁ aAd @Hen evaporated
1- ( 2- br olb- 4- ewdryzsso ¥hamesidue sy @ﬂmd om2w8ere:pcb Ry rioh asrubtaamd 8-bivkmiot € salol d

whi ¢h is used] ﬁgﬁ\% e“‘r“%‘; ?_p!r{d 5@@ W{r‘i -°f2'd)15 amide, -
prodess descr inhgdaddn ep'ﬁ,'}&%f@ an rf("% %ﬁﬁsdd%% ted&'ﬁigg ofzf (f’%fg.banoyl
20 net hoxy- 2- marbal(pbﬁmaw eaarnap ndx§)p -ol] ¥ Wk

mat eri al13 n pméo &fl. of aqucous N-sodlum hydroxide solution. The mixture is extracted w1th -
1-(

ccar bamyFﬁEﬁgg}& %l:omo-4-car os?ﬁ e%?%’??&%??gﬁﬁ?prmm r@xngg re i S t hu?

obt gi-ned which is uscd without further purification.
-1- ( 4- car baftoyl net hoxy- 2-.net hyl phenoxy) - 3-i sopr opyl am no- 2- pr opanol m p.
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- [err]j and A ve t hewyl, 30yl bcnzﬂrman{ri tlstdaneeldl Z-nhfenzitt%ﬂ mdzalaovam(tad;‘éam [err
stands f or rOg ApIceRt ) fatomoyy opf2; atd
he onsensat 1 on. AT B g G U S
wherdin [err] standmrotmw, hlmtmgl&mzybﬁy foortnmmoa radlaatl @mrcuofstpmasOfoﬁ car bon .
atong; and t %? aC,h;drgmpf fop chﬁmbra@ Pp?rz@éfwhcmn A stands for the methylene, ethylene,

ca

ene or ethylidene radi and the esters thercof which are derived from 65

A

e e it e e 8010 e |




4. «A-kanol am ne“.derivatives which possess [err]-adrenergic blocking

activity and 35 whi ch have the formula given in claim1l whereih [err]
"~ standg for hydrogen or for an ' 35 al kyl radical of up to 6. carbon atons
wht ch’ may zaptlonally be substltut ed %29@@1 hydroxy, phenyl or Phenoxy,, .«
radi‘ca—l/, arT [EIIJ deIIua IUI a—CY blual Ny'a rau1 eat +-o—6—ear-bon—atonrs;

‘wherefn R2 sta lcig ¢ 70i f*F"blIa Ithcrca'aﬁc’@ FOHCPFOdth there ‘car bon

atons| wherei nngggcrf ml?%n "P“EVH?? chfa ypesd g geid-addirp G¥Bal-kyl or -

al koxy- 40 a|7k)h.|ll\allioa1diuﬁ:aicmeﬁ&h 2Dkl hQlaiky 3 GREDR R, A420RE R+ @hd AOT - A

cycl oal kyl 50rf a’?ak‘e Imqmadaseatcdeachlm 4@ncbivhupntl2:5 sﬁndsafbbmtdro@mm ter -fos an _

ar al radi calg) ﬁ)cg 3 ‘i&g CP§gLiqy P thféeOﬁé'athl ng stated -
la i

in cfaim?2; vvherelsn %5 m]so?:a%mm

ﬂ‘ s, for t he
nmet hy| ene, et hydremet}ﬁreﬂ{xrlxﬂmbdw iRHOpyl, At s-bid -ge e, ﬁﬁ M
definpd i o cl altnhYB 2- bﬂddmt- edmumdlenhslatimmmyb? pidmrrsuthlelrdaméthwztphe@h al dtmyde

of .thg 45 e “51 I:fé}'l 3°£°P‘&h‘ Sl xldr for an-
CI.' (v}
al kyl | r adi cal thc{.égl o ds forh iﬁ ’on salts
therepf. 5. Al kapealy amop@q efher, xi-ld@@l aﬁnoﬁ lﬁ-lz-l}f&ﬁozdy 1.4 wher ei n
[err]] st artdls *f oxthy, n2- lii-ddmcdalethdf ZQHQﬂroxsztthalarcmrcmloml 'lc hydlcs br arsc hed
at the [err]-c 533 ﬂ@bt:“?" Phcnethélorhlldﬂl’{‘j }FKIS&X!F@!S °E'-’t1t ed or
bear sj one hydr qwtaﬂrs cth% : i mlné I?m ylcn:t?':tcillscal %a@g
derivativ rrgf as as|defined dh cutimcd andnuz nsaudn fredutth ﬂ&tcamJ& ophal Q;gen 50 or
h

for the y| ,isop Yf?‘ldchb‘i? d%lﬂd—ﬂ#@ creofs-butyl , tobutyl, n-hexyl2
" 2- hydy oxy- 1- ne‘;ht':ﬁih GHERy E%?f ‘ﬂifF‘lﬁ’ngny“h“g abtivity and

1- nethyl - 2- phenoxyethyl 1- di met hyl - * phenylethyl
1-nethy| 3- phenyl propyl ,. 2 (3 4- dlnethoxyphenyl)ethyl cycl opropyl,

cycl oputyl, cycl opentyl @ ?_/I rad| cal Wnerel n R2 stands for 7
hydr ogen or ‘55 for the h¢/< ad ‘@E‘ Radl cal and [err] - o
stands for hydrogen or for the hyI ethyI n- propyl |sopropyl

n- butlyl, s-butyl, t-butyl, n- pentyl S cntyl hexyI |sohexyl

n- heptyl, n- nonyl 2- hydroxyethyl 2 hydr oxy- 1- nethylethyl 2-

hydr gxy- 1, 1-di m&hylm; Rybnd R+ ARt mwehragsrszatawﬁlcem QPyHd, m@y&i aiawwl

cycl opent9§ cydtsehcreblexyl ' aIIyI benzyl pheneth | or 25
Ll ety R TR et - of ned
togetiher wi S Fait s S5 o Jua;b.g-eﬁsaa& Mikids oPﬂ JQ B ) Mt Al :
pi peri di no or of5 Blkox® [riptival adD of up 6, Gwhﬁih&kdms,[ﬁﬂl’ eﬁdmdﬁorf Ehl[ts Ehyﬂﬁfogen or for
the fjl uor#the, ch| &k iMkanolmineriderivatyes whici messesst @mdronergicoblocking activithyhd et tagl ,

n- prdpyl, all yI“'h‘q‘\ﬁYFdSFyf ™Yt hi 0, net hoxy, isopropoxy, allyloxy,
benzyloxy or trifluoronethyl radical; wherein [err] stands for hydrogen or
for tthe nmethyl radical; and \/\/ﬂer n A stands for the met hyl ene, et hyl ene,
65 - trimethyl ene or. ethylr d@-ﬂl@-@ﬂ Cﬂnqi.mhe esters-thereof which
are derived from 65 24 OCH e 1, 326, 961
- 24 adetic, palimtic, stearic, olcit %’2}%30| c acid; and the condensat i on
proddyct's” thereof vm'th f or mal dehyde |sobutyral dehyde and benzal dehyde; and-

the gcid-addition.s t, gof. 7. Al.kanol ri i ves clained in
~claih 3 wherei gﬁi@f ﬁnﬁ‘r&% have a{{}‘é‘“{’%ﬁé‘aﬁgé‘hn‘ﬁ Es"f’gaﬂg gf‘% m6 and
wher gi n- Rs5 st andsii. kaah()lﬁxliiﬁkgdﬁﬂwatmcﬁs Icfained i clgisdt €r &h&d’lﬁke&fmd@%rm i nedsi n.
claim6; and t H@thfbn@a@rl bhb'dfm Ddﬂdimmhérle@dxcam Rehstdnds fom hylizdppcier or.

i sobygtyral dehyé"é gm ¥§ ol ‘%‘g ft“B ‘Ik t°fm83ndﬁl‘ & ani ne '
deri Jati ves. asmg,ln ,t;é‘ae Ak ,fga"ﬁls’;)g{ﬁi Phf & AV SPERASE PR RytPBhen or for
_the ¢thyl40o n-pr ;)@id Alksﬁﬁliﬂﬁlﬁ@yﬂ:nvaﬂibcbldi Vhaimed -l Wlalth ,12 twHatdlnyRs stands for ... 40

2- hydr oxy- 1- mehyigeen gmfor the lmdhiflcﬂlylzorlv}ldrm linle‘dat’més hptrégpt. , .
e T S 1 ohesy
~ 1-meghyl - 3- phepiih® Fbam&xi Vp ’t ,sop )q‘jn?;,%eﬁg @] cycl ohexyl
- radi ¢al ; 4dher ecarbaRByllstthMcrfow’)prh;adﬂ@gen Oﬁsofzﬁlliylat lcaﬂinhbﬂl-' or 4s
n-prdpyl radi CPFth‘}"%Bﬁ Zr‘g sgzédggfst- %ﬁ% -@g\énthmarbfampylmmpxmt hyl,

et hylk, n-propy "45 tit 15y '

n-heptyt, n- nop,yg,an.z E\-)lﬁ bﬁnl °§,§h &imylcaﬁﬁm?yweiﬂgxwhmx hy |
2¢hydroxy 1,1- dlnethylethyl 2- nethoxyethyl cyclopropyl cyclobutyl

cycl o- ~al lyl, benzyl phenet hyl or : '
1, 1-gi rret hyl - ﬁheni/l et hi/ r adi cal ; where- in R4 has the meani ng stated i n

clain 6; wheHIHl mlﬂz II""H Iﬂms for hydr ogen and wherein




A sta ds for the rrethyl ene, ethylene.or trrrrethyl ene radical; and the
esters t hereof as-defined in cl,aim6; and the condensation products t her eof

wi¢h. fior mal de de or 20 T sobutyral dehyde; and the acid-addition salts

t her €of. 20 9.L32$%Hnol anmi ne  deri vati ves vvhr cles.

. poss [er I‘] adr ener giC ﬂ@Qkx’nﬂﬂn@Ctl t\/ﬂut\%n%%-mﬁhlclﬂ'ga\{t%yﬂrgﬁogrgw d th
n-2311 €

[err] V\her ei n [ err]prepaat2{oB I ri}isop@pBantiive3-FENpiopElG i aiRdhok fhheody
. aci d- Ebddl tion 25 and lg-éptg lgmmpré-r(eUfprop}lcarbamO)lmcthoxyphcnoxy)propan—Z-ol and the acid-

25 104 Al kanolam né“HEp) [err], stan
for the iso- pr opylch(ag}cgy'z,ﬂ,y;'ﬂ sﬁtsﬁéﬂﬁl:gﬂ‘eg '%,.]:tc’?f;,;ﬁgsfd sﬁ\?ﬂ}“ﬂ éﬁ‘b for an
akky./ al kenyl or (r?l@lrlmd, kiyrhtesy adzo@aé BaagHthosrks, bifipaked o] F—ﬁlﬁlhﬂﬂlcﬁg-arfﬁd [err]
st.and$ -f or hydroger?-#phth rcs>a?r sgﬁ;i\‘;ed tomew honot:d a¢lmzr@da cdl deﬂach dof “up

. CrI' 1VeS an € acl
to 6 éar bon ayers, a@& afltr m% ]E;W?? wuchc prl 11. 0
Al kanol ami ne deri vaay \aggsm gq,sso @ﬁ,@g,’ ﬂ:b “&dggs activit y

and 30 whi ch: havdit heha‘nmymdxcalefcﬁeerbﬂﬂula\merer n[err] ‘and [err] have .t he
meani hgs stated in tlai m2; and the.aci-d~addition salts - thereof.

12. Al kanol amine derivatives.as clainmed in claim 1l wherein [err] st ands
for the 35 isopropyl, t-butyl %ﬂ: 2- hydr oxy-1, 1- di nmet hyl' et hyl "r-adi cal ,

[err]|stands for hydrogen or for CP-A- ny,I or cycl oal kyl radi caI
each of up to 6 carbon atons and [err]:sta hydrogen or for the
hydroxy radical or for an alkyl radical of u 0 6 carbon atons, and the
:acid-addition salts thereof. 40 - 13. Rl'kanol ani ne derivatives as
clainmgd in cl a| m 12 wherein [err]. stands for 40 hydrogen or for the
met hyl, et hyI al ). radi cal and [err] stands for hydrogen.. 14. The
. ‘conpopinds 1- |sopro Sﬂyd‘ﬂf”ﬁ’é"“ﬁfc treesben el AL the epBiReToxy ) pr opan- 2- ol ;

- 1-i sopropyl am no- 3- (o- N- et hyl car banoy| et h@gfphenoxy) pr,opan- 2- ol ;
1-t-bptyl- amtho- 3- (o-car banoyl met Hoxyphenojy) pr opan-2- ol ;
1-i sopropyl am-no-3-(o=N-allyl- 45 celéHba bl Iqir@t’hoxyphenoxy)propan 2 oI

1-i sopriopyl ani no- 3; i(: N ik Ydaeare J1BL hoxyphenoxy) pr opan- 2- ol and
1-'t-bptyl am no- 3- (Qw etabyaloaﬂha&gﬁzﬁg P}&n n"gawsyéﬂzﬁ&aam&unt R, t he
aci-d-pddi tion salt SB’,th Reefd A hive afhef thomeapingdstated in claims 1 to 13 and wherein R

1-t - but yl ani no- 3-‘(%&% ;tereadrtfa%ymtrrﬂaMhéﬁe&W hvﬁﬁ@pa’nﬁz-wwam t he
aci d-ddi ti onzeal t bordihg the s;dczc'iam of the formula: —

1, 326 961 _ 25 '16. The conpounds

1-t - blut yl ani no- 3- (o- N-al | yl car bamoy! netﬂmmaehe-xy) propan-2-ol ;

1-i sojpr opy! ani no- 3- a Inet hoxyphenoxy) pr opan- 2- ol and
1-t - but yl ani no-'3- (8‘(‘& reg(fox Fcar bglrﬂrogof'xn‘et ‘foxyphenoxy) pr opan- 2- ol and, t he

aci d-{ addi tion salts. thereof. . 17.- Acid-addition sal ts as
clained in any of clains 1 to- 16 whi ch are h dro- 5 chl-orides,: .

hydr gbr om des, phosphat es, sul phap oxal *ac; at es, tartrat es, :
acetjtes, salicylates, citrates, b Gg H.SHR Nnaﬁht hoat es, adipates or
1, 1- net hyl enebi s- ( 2- hydroxy— 3- naph ate8), or salts derived from. '

suI phonat ed pol ystyrene resins. 18.. R process for.the manufacture of the
al kanol ami ne derivatives and the acid- 10 addi tion salts thereof,

~clained in any of claims 1 to 17, which conpri ses: - 10 (a)

assenbl i ng i N2%equehadn nbynh&Odff\/tﬁmﬁho@n'tcmhﬁm fordulas YRt BPE B, R, ROB”,TFOWARd A 25
radi dal s: - (|) a. ph@'ﬂé’)@ qaaense fed @bove;ehefeafterif] either or peth of R’( and)R°snndxpgenat ed
threq- carbon radic p ? or mo tectmg groups are removed; an whcreaft:e}herr]

(iii).an imno r adudtid ﬁ&[‘ l'll%ﬁp coro fbmmc :tavfngf:,ved ¢ tt 51": £

for ml a [ er r |30wher eicemi¢ ar bxheallataowe mkntoiamhedmfs ©buitddaf ih Ede¢ base form, may be 30
reacted with an acid in order to form an ac:d-addmon salt thereof.
: 19. A process for the manufacture of the esters of the alkanolamine derivatives
and the acid-addition salts thereof, claimed in any of claims 1 to 8 and 17, which
. comprises the reaction of an acid-addition salt of the unesterified alkanolamine deriva-

'35 tive with an acylating agent; or which comprises carrying ‘out the process claimed = 35
-in claim 18 wherein R’ stands for a protecting group which is an acyl radical, and ‘
then not removing the said protecting group, whereafter the ester thus obtamed, if
-ml frdcle bafse form, may be reacted with ail acid in order to form an acnd-addmon
salt thereo . S Co
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[er.r] ’and A have any of. the neanings stated in clainms 1 to 13 and wherein
[erf] 1and [err], which may be the same or different, stand for hydrégen or

“for pr}otectl ng groups or'20 ¢ (b) elaborating the side-chain of the
for'rrul - 26 - _ 132696120 [err] onto a phenoxy ~ 26-:

I C of the forrrulst eIk e omanut A= _ce]l“;rsglr Ol rodull$ of

g\ﬁrarentloned OB S E e :ﬁ.gﬁmg Y Gl e ARmEDS. b 91 Bemgbove;
vvhereafter if eithebdsaid Iowkichavd (Y fodmuaana- [err] stands for a. protecting
group,; the one or.two protecti NP groups are renoved; and- \r\fnereafter ‘a g

racemjc al kanol ami ne deri vatrwgm@gr,qeé tained may be resolved: into thé
optieal | y- active enanti onor phic forns @m._b],]_cam’ént I onal -Aeans; and
wheredfter the 30 . . racemc. or optica -a-ct|¢ -y ggnol- amt ne t hus-
obtained, if in free base form nmay be RO reac egrwi th an acid-i'n.order, Jto

form an acid-addition saIt t her eof .- 19,0 A proces&HRor the manuf.act uf e of
‘the egters ofs t he wikkmn®| RFIRE RO, REUnNdVAE Sava iy b vle R@inthgastated inamimal ts 5
t heregf, clained im8 h@f’mmsalamblmzW@nwmﬁheﬂm smnheengmpﬁxpmpgopgne _
reactijon of an acif '%’ dlc%‘ﬁof ?f:q t]te unesterified al kanol am ne deriva- -
35 tive with a( whi ch conprises carrying out the
procegs cl ai ned 35 |n cIa| m 18%&%@&& n- [err] stands for a protecting

group twhi ch i.s an acyl radical, ving the said protecting
group,: wher eafter ‘the ester thus obt ai ned, i@&?ee base form_ nay be

reacted with an acid in order to forman acrd- dition salt thereof. - 26

"1, 326,/961 26 20. A process for the
manuf gcture d¢ thé“hl%emd\sm‘éé‘m-eﬁmw%l%ﬂ\sdﬁ@% of the .al kanol ani ne 10
derivatives and the acid-addition salt _%HR,C| ai med ‘i n any 6f cl aims 1
to 8 gnd. 17, which have:the forml a: —F wherein [err] andAhave '
any off the nmeanings stated in clainms 1 05 to 8, whi ch_corrprl ses

assemyl i ng. by conventional chenical 'synthesks, in the appropriate .
-reIatronshrp, the fou | 1o henoxy radi cal .of the formula:-.
ferr] 110 (i) aﬂ %“x@"ggn'gﬁéﬁ"'t‘%’{é}é’)“ca?ﬁon radi cal of the: forrrul ais

10 [err] (iii) an rmno radrcal of the fo'rmlrl a.- [err] and 15, . (|v) a
radi cal . of the fornula:- : :
.15 _[.err] wher.ein in the .abovenenti oned forﬁul ae [err] and A havg, t e nean-
i ngs ‘gtated gbove,(iwheraid bfrhe folulaxazol i di ne thus obtained, if in free 15
base form may be reacted with an acid“iwfrder to forman aci'd- addi ti ont® -
salt fhereof. 20 21. Pharmaceut i €8* conposi tions which conprise as’

active ingredient \gpgingh dﬁQB&emt%Qon@J KaRRleal RE rOIGE Maki YA nadd ﬁﬁ&:ﬂ S
theredf, or al dehyifis semaddomaivhemipr helbeizslidideChe0bbnitt, BGh dreadak o) Salt s
t hereqf, cl arzfred |!m)'abnyeaer¢d withadmnagidlin todcrlt? fommnaggeﬁxmlsdnthmqfh a

a

! phar miceuti.cal | y- '"“"Hheﬁt’osa prfs ersér‘rsmgr isnt qnp) .
e T o R R R R R i o

capsqu es, aqueousn phrmaéehtcaltyodceepiable Siluart osu&nem&hﬁﬂs enul sions, Injectable
aqueoys or oi Iéﬁ%l G?tnmscn@ras sﬂm@énxylm 21dwls¢1earsumlth;c pmnd@rtablgqara S..Or .

‘aerosgl for nu at I Og#9 sol eg;bsmgqng% !&@%rsgﬁsﬂe@ oﬁ% :?1 ori(:llec:r;jos%?eﬁﬁa a¥%ﬁ?us2:2 whi

contaifn, in add' tio 2 Composxtmns as claimed in claim 21 or 22 which contain, in addition to
) “the alkanolamme derivative, one or more drugs selected from sedat:ves, vasodilators, L
diuretics, hypotensive agents, myocardial depressants, agents used in the treatment of :

- 30 "Parkinson’s discase, cardiotonic agents, and sympathomimetic bronchodilators. . 30
| 24. Compositions as claimed in claim 21 or 22 which are tablets or capsules

“containing between 25 and 200 mg. of active ingredient.

' 25, Compositions as claimed in claim 21 or 22 which are sterile aqueous solunons R

of the alkanolamine derivative or of a non-toxic acid-addition salt thereof containing

.35 between 0.05 and 1%, w/v of active ingredient. 35
26. Alkanolaminc derivatives, claimed in any of claims 4, 8, 9 and 10, as here-
..  inbefore particularly described in Examples 110 7.

.
L

. 27. Alkanolamine derivatives, aldehyde condensation products thereof and actd-
- addition salts thereof, claimed in any of claims 3, 4 and 7 to 15, as hcrembefore :
40 particularly described in Examples 8 10 21. . 40
L 28. Alkanolantine derivatives, claimed in any of claims 1 to 16, as herembefore :
" - particularly described in Examples 22 to 29. } :

oy
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t.he. alkanolanlne derlvatlve “one or nore drugs sel ect ed fron1sedat|ves
,yasodllators diuretics, hypotensive agents, nyocardi al depressants, agents
- used !n the treatment of 30 Par ki nson' s di sease, cardiotonic agents, and
'sy'npa hom me q bronchodi | at ors. 8ﬁ%§ Conpositions as clained in:
claivg21 or ‘which.are tablets or ran,? Qlcnnrannlnd beLmeen_25_and_2b0
ng. of active ingr ecb9entproc85for ﬁiemaﬁﬂadulrmSIkaﬁlﬁlnaua‘mhvbsnalﬂelhﬂicrrbﬂlnsilr 22

whi chjare steril etl@g y thapdof) iando peid-gidition eala| thawed | daimadeindhey iof/ glimsel8or of a
non-t pxi ¢ aci d- adyid#P«gnheseinbeforeparienlarly deseribed MiFxgneles 11029, petween 0.05 and 1%
w v of actiwve ingredient. : R. P. SLATCHER, - 35 26.

Al kzxﬂol ami ne- derivatives, .cl ai med iAgemyr o Apglicntis 4, 8, 9 and 10, as here-

ihbefpre particularly descrl bed—-\t-n—E)@a-n@-es,-;L—t-o_l._Zl. Al ktagol am ne
derivatives, al dehgg#e gpﬁéﬁﬁggg’%’ "ﬁ?@ﬁg} %&%‘*m -ﬁ{.erf; gg’%d“lﬁ?ﬁﬂtl on

sal ts: ther eof cl ai rre ff{;m, BPnbefore
40 - : parti cuI arly descri bed in Exarrpl es

40 28t *Al kanol ani ne der.ivatives, claimed in any of clal ns. 1 to 16, as
her ei hbef ore parti cuI arly descr| bedTmExanptes—22to—29. 27 '

1,326} 961 : 27 29. A pr ocess- for
. the nbnuf acture of al kanol am ne der| jﬂlmHmrIuﬂc’ M’condensa- tion'’
produfts thereof and acid-addition s med in any of clains
18 ané 20, as hereinbefore particularly descri bed in Exanples 1 to 29. R
P. SLATCHER, Agent for-the Appl icants. Printed for Her Majesty's Stationery
-'Office by the Courier Press,- Leam ngton Spa, 1973. Published by the Patent
Ofice, 25 Sout harrpton BUI I d| ngs London, WC2A 1AY, from which copi es may
be- ob alned = , o "
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