6 1, 140, 748 acidic. The organic
solution is evaporated to 4 - (p - chlorophenoxy)benzyl chloride, b.p.
dryness and the residue is stirred with 800 1?4-_1?6[__&_[](“, (0.1 mm_parts

of petroleum ether (b.p. 40- 60[err]C) The m xture is filtered and the

solid is washed EXAMPLE 6 5 with 200 parts of petrol eum/édwd /5ot -
(b.p. 40- The process described in Exanple 2.is 65,60[err]C). T.he 4 '
solid consistis of bis - (4- chloro- repeat ed except that the 6.6 3)494&“

et hyl biphenyl - 4 - yl)methgn S &5[

met hyl propi onate~are re- The &t'fmi'n w@ﬁ Eig&ﬂ@ pl aced by
5.3 parts of metpyl thioglycol]| ate: and eNQRRAWENGS o dryness and the
residue is There is thugaihal YROMAS LHIGH kf TESIRE Gi¥TereR MeARDEEI | | ed

under reduced ppgassure,. the fraction phenyl) benzyl t hi.o] acetic
118[err]C 7&ghavi g BEE o 40-145[err]C./0.2 nm being col - |icmd?(ﬁ4§

| ow-boi ling fragli op . \ EXAMPLE 7 changed starting
material “and ar GadifFiiasRee 2\ Th Batp pffiliagsGombllets her fisationi(vpder Sectipn HA3of ithe Ptets
required fracti & 4 C 00lAFt849% 4 May.dp@at ed except that the 6.6
parts ef ethyl gl oBroalipplisetions Rage: Ehluos dfheny | ) Nos 38438/6p. 28200/66.
hydroxy - [err] = teCmPéterseeﬂwaz&'bhstem12r.lwdel969mp '
67-68[err]C =~ ‘ "by © QoyreGopysighsi!9&@t hyl [err] - hydroxy - 75

a - methylbutyrate. T 7S thus obtai ned EXAMPLE 3 -+ . '

[err] - [4 - (p-chloropheny])benzyloxy] - [err] - The process descri.bed in
Exanpl e 1 is nidesy hthasteprance: aczd:(l 1ESKB 1863(1 IEGKBeaEEBIZ GEWEQ)UEVBHUEVEE 1E7F2,
40 parts of 4-(p- 20 . chl orop 1G2B2, 1G6B3,

| 1E
EXAMPLE 8 34 parts of 4- pheny 3%%7 éﬁ% 3A7Vi‘2 SATE; 30342 305C2,

BR
nmet hyl gl ycinatg -hy dr o- s obtalne - phe benzyl
[err] - chlori g’é ‘54,3@‘%9 » & G £ 6780 ﬂ%ﬁew €& “n‘é\’ Q’f(“é’
acid, mp. 104C parts of a 50% w w_di s&grm on. of SOdI um hydri de
in oil (fromwhich the oil has been FRMLETHR SEHCEINATION n 95 parts of

di net hyl - EXAMPLE 4 T NewaHrBaml@keAcldl'mrmmu;e is: Stl rred for

15 85 25 The pro&,gss%ffilgﬁ&rlégg‘

solution of 5.9 OHeﬁIQ%E!ﬁ&t& I\éﬁ-sc &&J ‘Ii’ﬁe 2 enor l.gﬂf 35
et hyl  chl or ophenyl rizwydloncﬁlw; d eBiitish 9Gonypanyt o rahitmmhereniezrs@nds )

4)1"

met hyl pr opi onat e a ‘“é;ﬁé W‘H‘F’t‘i d ge;rnre

by 34.5 parts of  etgyiad &3%%&%@@ &i“‘" q% =°5‘t
anbi ent tenper at ur dorined, trth e paRikcairyeabsdridéd in and 4where{prC q{*’p be fRNEmd S40
t hen evapor at ed t o biindadlewign darErmgn:-30 benzy| oxdiffeest isend éir chydmgep .or for alkyl

130-132C. redgcggy %&EJ@‘Q@&?@ SR at iadicalty f}%ﬁ&% rige Prfanr lfg%|

oil and the m xtur se!ect

parts of ether each Ifhe m@d&scdamodisedaecbudnasmmsearﬁ 1hé e d€ and salts 45
et hereal extract |§°’é‘?;§ép Sl%e etbtm(ha t he 11 8 parts of
4-(p- dryness a@d"ﬁi&ua%ﬁ“@b tal'&e ’K d % R%"‘Ygg‘%ﬁ"
chl oride are repl acadolbin the St ]ECes@ﬁ

12.6 parts of 4 - d iy @F@ph@ﬂo dl xtslcelﬁl viathe fforemle RACGHE (50

and the nix- chfor# ca $ ﬁg%e R’afltﬂ‘ds f al'EY 9@“’}‘3@“‘3’1
boi | ed. The hot 20lstHsias b, dul a’ﬁserredtc S dﬁ’l&
met hyl pro- thr ougtﬁbmm incthe Alood @ladnat Jsfemvfs; haidr ofkomn |a5pa}hlyamedcdnblo&l ﬂmea

mp. 98[err]C. they are therefore congsig) Tisefulyy Rt-(91D). vehesein| P otends fand Strheht- 55

Cofi 0”100 The 4 545, SERHER AP hr s orqrﬁmﬁt%@tﬁgﬁ kD
CoT fg T e carbon

wat er dried and 261 Vifiery 4fikeast! S8 athSroslerdtis. | TV ided that
tallised twi ce frodefretivasnadio, Wﬁh@s i @ntmﬂgm@ryf oiotmwsﬂmn one hydroxyl radical is. attached

obt ai ned methyl [ef ‘:‘%sgﬁ“sﬂgg%g 1 [ﬂe,th,mp @Wf@%ﬁm%ﬁh‘ﬂa&]@rﬂf@fh@ﬂéo
s

are added benzyl] %&ﬂftﬁﬁs s 1 lﬂ @L[ltralllg:'amades of the carboxylic acid
30 man. derivatives of the invention there may be

According to the invention we provide new mentioned, for example, amides derived from
carboxyhc acid, derivatives of the formula — an amine of the formula R‘R*NH, wherein 65
R* and R?, fwh1}¢1:hdmay be thf same or differ-
ent, stand for rogetr or for alkyl, alkoxy-
"*'O‘CH,_- X‘CRR‘COOH : alkyl,. armnoﬂ)zl oflkylamnnoalkyly dialky! }17-
: _ aminoalkyl, alkyleneiminoalkyl, carboxyalkyl
or - alkoxycarbonylalkyl rad1Ca1s or wherein 70

[Price 4s. 6d.]
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during 30 mnutes to a stirred solution of (with deconposition).
105 20.5 parts of 4-chlorodi phenyl ether and 16.2 45 parts of ethoxynethyl
chloride in 65 parts EXAMPLE 9 of ethylene dichlaride which

is kept at a tem A stirred suspension of 3.5 parts of [err] - [4 -
&erature of between -2 and-+2[err]C. The (p-chlorophenyl)benzyl oxy]
rr] - nmethyl pro- suspension is stirred for a further 5 mnutes pionic
acid in 200 parts warm (35-40[err]C.) and is then poured into 250 parts of
a,mx- “water is titrated V\ntlmmyeous 0.5N-sodium 110 50 ‘ture of ice
=0t gcunu,' rryurumut: sorotTom ot the T xure i s .

- neut Raland IRayaecr ldmdsqaaexatoeﬁbnarad adidale ¢f gﬁc@@ssﬂﬂﬂﬁ!a*ﬁ hatoms] ytuon is

i1 t eliodede fop oBYSEh Pt (i SRl e oA PR acl d, agueous
iy Fﬁ N Eiéﬁtq{‘ P G 3t SUGIALS foe | &ar bonat e

-sogutg RIATE eré, RERtCcRd ammhunﬁalkﬁhedmblm,dw esingiec 'los dried
or gaR? ovherolimstirds\ﬁrsardnlkséd?@:ﬂbnorc&hﬂ: y loxyaebonylpgdyt f C. . under

néss under reduced

Gl

redué*e%l?“@tﬁlé%gﬂeémd% “‘Ybﬁé‘gﬁ% pplEtiE B | g o0 e
presbei’nﬁqgﬁeﬁ‘;’ﬁ’ o g e othhuh&l -bhw,em'sﬁdshhéaﬁi“

¢ residual oil

!%i
!

| 30t hatah@e thah t4cfin atahﬂ,sfoelaiampl&ednmdul enm -be[mﬁﬁ‘p-feﬂﬂ'ﬁr 0- parts of
boi | mh&g:xm‘}lilﬂ%w%g &?ﬂr}@l net hano%:‘ SRFErOCTSEs ( ] -

met hyl‘Hr HSPERat s (0 ‘1: r;:n My heni hydr at e.
and é’;g@m@ A St % mdmcal "EXAMPLE . 10

126 Gﬂlbropﬁxesawe The re5| dual 0| | Ap suitfile sajth bﬁe@emmhc acid oi® ure of 2.3
part g Asfa guitble galue | ,m‘%% (he %@%ﬁebt aied

chl ozxﬁ _@%ﬁ}é E 1 . ﬁ@fgﬂ&pm&e mayl 48 acid and 12
part $nd mg&mah orlede i's solﬁuwdomrlemhm&daﬂmtalcafaodmnplmn of 0.6 part
6520heaAsemISuuMBevalueé¢111&foferR1®hWIrﬂ% tetal g 1weeraﬂhm%ﬂ¥6xfg;ca$5bony| methyl -
Lo ot TR R oS e g, m

chlo | Meﬁ lsf3) ON- evapor ati on under reduced
pr es $ir Xample] dnhslkyl aniicof 2, 2®r rt$ mﬁmm@tmw mwdabbplicaddi- 5 resi dual

0i% icubaj q;‘iﬁ‘l""gn SRS PPor %% hours at
anbi %@%@:ﬁﬁggﬁi@ﬁﬂls %n??&eopw sé to 20 parts ture and then

adde oP thmtﬁmcaﬂ&- of aqueous _ammonia, gol ution (specific
gr aviby y the Tirgingri sedical @ of sbya@mdlﬂl*yil-ed wi a-H D a;mm—qmosa) which is stirred

at301@uingl dpdiel "%\e %%; Yous hydrochloric acid at 15-20[err]C. and 40
" e,

i d hﬁ&%m RE,NE ofifl ¥tilbeSehk Snedriiigs er ed.  The sol i d
resi Qbdkyl Smﬂ;Q rwdaMQwh&&nSxieiﬂief aﬂ:y Ofardt htove aml wherth GRit sténdsrfor-alr | ed and

cr smtlcoxsw zfnromhabé efor anTe g?edl%er i's
e% adical, or ﬁgﬁﬁ 1l }m%%d with water,
cio@ﬁ.'dre S o6t mffp- |

drie , '@mh@mﬂv&e@mﬁmm oo{nerr] - et hyl -
dryne:eﬁomwyderm B0 OB VST Atom, Tiwndseﬁ_ l(% 143[err] C.
oy S St PR o m%@% T Bhiained [orn
when it stands for an e [err] -
)éikﬂfy@]ﬂy]p BRitdell§l, alkyla: yutdlonmcm-&e Bradif:al,[aurtl}e estefs fnd (p chl oro-

m p alkgighigoalkyCor alkylenenmnoalkyl radical amides and salts’ thelmge%n ‘¥‘| Oﬁ’g
mf& S of

s ] uitable esters and
trrgsy s%& p i‘% e S DRSS o] 14
p .

(p- chthdiaD- stirred sol ut i on 0. mqmtwmm@mhmm(vrzo

phenyl 3ye ue. f°{@r mﬁe%y?‘f %ﬁi pramps: o | ’of et her which

| Ssge) ﬂ%ﬁr%ﬁaé‘:’ el e % -;gtt Saatag 20 err] C.
ba?d%nhﬁmiﬁ,%ﬂa@!@ﬁnﬁbﬂhﬁluﬁtoﬁ)‘ldﬁr- rﬁdﬁfy i 'mci&enmt'hawmes;.f The excess

anbl emtnn.ll;gja bmmsltamd, fos exdmpls, V\alsrlq@dasuﬁ- _ nepoRRyloeRgio®yi i de i s renpved
{ D

by e Tem 2 e Ay Pl rl‘I';lq ,, oo“ under reduced
r l:i) RN l:ution and
p ﬁs%d &&1 g1§1 1. I@QH&%% 1519

is to be understood tbat not all the lLiydroxyl chlorophmyvl)bmzy]mhw]acemc acid annad -the.
radicals attached to the alkylene radical D -salts thereof; « - [4 - (p-chlorophenyl)benzyl- -
need be esterified by the carboxyhc acids -oxy] - « - meﬂlylbwtymc acid end the salts
of the invention. thereof; methyl & - [4 - (p-chlorophenyl)- o

60 - As a suitable value for R* or R® when it bcnzylanuno]acevarte, a - [4 --(p<hloro- 120 -
stands for a carboxyalkyl or ‘alkoxycarbonyl- phenyl)bmyloxy] -a- metl1ylpmpuomm1de,_
alkyl radical there may be mentioned, for N - methyl - « - (p-dﬂomphenyl)benzyl
example, an alkyl radical of not more than oxy] - e - methyl 1 propiomamide; N -

_ 4 carbon atoms which is substituted by a oxymrbmylmﬂthyl -4- (p—chlorophenyl)—

65 carboxy radical or by an alkoxycarbomyl benzyloxy] - « - methylpropmomxmde N- 125




25 is dissolved in 20 parts of benzene. The water, dried and evaporated
to dryness under solution is added dropwi se o a sti rred m x- reduced

Pr essur e _THO b Sintlidbemainani s Qi Stideegdetaice_0of 1 part of nethyl amine
hydrochl oride, under reduced pressure and there is thus ob- 90 20 parts of
benzene and 25 parts of 5% tained ethyl [err] -[4 -

(p- chl orophenyl ) benzyl - aqueous sodi um bi carbonate.solution which is .bgy] '
- [err] - nethyl prop| onate, b.p. 175C/0.3 30 nmintained at 10-20C. The
mxture is nmm, "’ mp 46- 47C. stlrred for 1 fxpyas at anbi ent tenperature andg
t he benzene layer—fts—separated—weashed EXANVPEE—T5—wrthwater—
dried and evapmdxymahxlr-ynesﬂ (pﬂﬂ@otpﬂawb- Otirf r&i@%vwlﬂm dids her eviens rpnd famidss] i um

95 under reduced YRS -ex - TR PIORTH er er}@FF’“b?(I s"?“é“

a stirred solutiq AAZT0 Py et eu qh@mmo,p
parts of [err]5- (p4hloroghenybbdngiicail ixbﬁylﬁ-y_l - 2 adiboiizid ecﬂ ﬁmmayel-ohexane 65
and there is thuwmmz ]Leﬂl?vﬁtm]lu M‘btr(y-lcm-pl oni ¢ aci d in 25 parts obtained
N - methyl - [err enyl chlr ’of di met hyl f or mami de which is
mai nt ai ned at bem gfﬁ' mgg 'h,y [ﬂ'_opl onami @,y.@)ﬂ_g 10C. The
mxture is al | Bwep-chiaobbRiybenyiity] 106 -Cintthflpro- :

up to anbient temmld@@d@ndlwﬂlﬁwﬁ ra et -dp

MRS+ MWQW “W%r LIMETEE ST

- [err] - rreth;ﬁlrmlcpnhmﬂcamamd[dfe eaded and the mxture is.

heat ed and 25 parteszyigfiphoplenesd acH. G@C’rd@elﬂs«‘tﬂneat ed M—F5ERRLOPH hours, ™
cool ed and evapordkgt. 03, 4N hesRs vl GRS Sheark
dryness under T ecimidE ﬁfw& R‘%‘I ‘&% &gm{rh|@d%éﬂ abiotd ﬁﬂ%mw n%s
evaporation rzﬂsrmmpfmechmrﬂq aﬁdlﬁerpartwm amasulphurg srdm uerdfer mheeetmmsd

pressure and the; 8 ted tw ge théo art.(fj,,
is dissolved in sm.ﬁjﬂp % g%ga %ﬁm

et hereal sol uti onhd Ermdaad aw ﬂﬁnvhﬁreavf&ﬁd r»ibmd:e,rrkyaane a-xami

wi t h aqueous OZSSMLEO—t ure of 2.5 parts of n@tﬂhﬂylbegﬁwdmm Pyt tennod um
hydr oxi de sol ution and thenw t h wat er, 50 pf;% ] e@'ﬁé 80

and 35 parts of and e 0’.@ ybmdryness und@,gngr " -? :- @PS
sodi um bi carbonat e so@l 0 ﬁsizu The resi diglent.s di Stl| ie’?&under reduced

which is naintained at 10: e i X- sséF@f%d“P
obt ai ned 2- di net I’f@ﬁEl .&E‘mﬁ PR
ﬁm&d& s

om noet [t ) gﬁm r:rrm Wﬂ;ﬂm et S T
ayer is separ withl @ iqred eo pefoKa: 1

washed successi VEe y tE_C\H%(%OH di | ute OFiichowmpengs d (EidAlm, Bty -
acid and water, dried . EXAMPLE m S A ) ¥ el 90
under reduced ﬂmmnmlumemﬂm@tﬂe Mueda ofX4nd Y(Mmeﬁmﬁ-&mme
residue is cryst &#bpesand whaeineZ s@h‘ll‘so wmedmtumg
met hyl pr opi oni ¥ %?n’gﬁh f”f‘oﬁe”'cﬂladﬁ ﬁrn

parts of thionyl Qrsmaaemheahed&&mgb&al ' xmai{ Ih§9

- a - under ref Immmne:t ftt(}xampimmmhml oL Sded|oft in a dnl t or solvent, for example

(p- chl or opheny met h I- ride .is remyved
by Cuapor o oribidl RS T e e B m&rm by % L
pressure and a sai:kﬂmep&nﬁfmﬂr ﬁ&nﬁ)aﬂbﬁ o} -et h@%y@&ﬁa@@ orl diniddd tﬂ&EoESbyo

pyridine 125 EXAWEM&mYbemmmmadﬂuems ‘&dfdled méﬁnsemﬁ ﬂ'tsmt@s pfsthhwbed

at 95[err] C. 09 [ -iﬁ.'__:;,. vAL2yuTe) mﬁe @@dﬂ&hd
i s then poured i éﬁbe e it %&,@?‘?g Mw@

in 100 parts of mmm%mmmww rHéheesmw«irwhﬁdes &fdmetmiyﬁd %@e 105
ap%;za 'ﬂﬁ may) yddysed to the carboxylic
W th 40 parts at %L plm uento}rusomglg?ﬂﬁ mv:?%hmelvesorsam&mf
.50 . Itustobeundensmodﬂmwhenﬂlecwrb by conventional means, and those of the carb- .
oxylic acid itself, or an amide thereof as oxylic acid amides as defined above wherein
defined above wherein R* andfor R® stands R* andfor R® stands for an alkoxycarbonyl- 110
for a carboxyalkyl radical; is used as stant- alkyl radical may be converted into the corre- '
ing matenial then a sufficient excess of the sponding amides wherein R* and/or R® stands
55 metal derivative starting must be uwsed to for a carboxyalkyl radical by hydrolysis. _
nemmlmscallmheoarboxylgmupsﬁntheﬁrst— . Thus, according to a further feature of
mentioned starting mdterial. the invention we provide a process for the 115
Acocording toa further feature of the inven- manufacture of the esters or amides of the
tion we provide a process for the manufac- carboxylic acid derivatives of the -invention
60 ture of those of the carboxylic acid derivatives as defined above which comprises the inter-




of benzene each tine and the conbi ned ben- 55C. for a further 30 m nutes,
war med up zene extracts are washed successively with to 95[err]C during
30 mnutes and finally heated 5 aqueous 2N hydrochloric acid, agueous
0.5N- at 95C. for 3 hours. The solution is cooled sodium hydroxide
solution and water, dried and filtered and the filtrate is acidified W t h
70 and evapor at ed to dryness under reduced concentrated aqueous
ﬁydrochlorlc acid. The pressure. The residual gumis extracted with
. kﬁlxﬁure i's flltered the SO|Id1i@ﬁM§ue I's mashed 40 parts of *boiling -
pet 3 d ex%F acted 10
80[ el’l’]a&w)x omnzd dcﬁ@wmdeﬁwaﬂi_ie tlrfSa. eata.poraheod h@mﬂkér;ﬂs wlwht M@ﬁm@f of boiling

benzen@xylﬂcm the: ipepkion @duvwemmmy b?l‘i@'fﬂnb@dduaw- Il zene
solutlcm ?‘ﬁ' LohE P I ik |

pr es§ ulgovel [ bl O | AL fornfu@Al

obt ai nadRmIP,tvhaxi;tew R} bave Jthe-mdarf- em(mpk pamvhmyﬁbbmmmevaporat ed to
dryness”fl ﬁﬂ ElEQ'YFor heny! nz srfRy ¥ :

250 jparekssn; mmleaﬂr 8o : y,ee 75S treated
with chblumbabr mammtfl?melw- by mspaﬂ:dgfthé m@tvedngteﬂmt he filtrate

= concentr at ed

i s aci d@rpyoeel T, x‘feu‘f‘g“eﬁf““t im) ?”Fgl '
aqueoud, BV & ra;,&;ma,ﬁdy s Eéga O % pf thionyl

M Xt18" @t befibidnk kdnfpEr@mireaod e dnkycbey@@teletW arm@ewmor smﬁenht&at@d at

60[ er r p&d @mmmbmlmfe@le@wﬁ mmmmmrmmmMmmst allised 20
and t h&r ‘ff %%%&“ﬁs '*’ m@%nﬂ“’“ﬂ%ere is thus
obt ai neggy preSbaDe a Gtive Ui € S Grd NigRds at

t ol yaot lai m}:bemlm,dmexankplemﬂ-dma&l 19&%@ mmﬁsvedmmn@dds sssol ved iin 5

parts @Tﬂ‘-'m“ Aridgieys | on of : _dﬁéfandtothls
sol uti Q| )
of 0. 8@@&1@0@@.& &i

drofuran tion
xS o 06 afd Nutes to-a
St i rasedeas e uﬂﬂremﬁmwbmmmammumkemsﬂ

,A‘e

E (i
-wm‘ g mpbnsgoon of 1.2
parts G‘I"“‘I"{f Sacion, AR, or smide oﬁ’&ﬁ@‘g‘s"f& fengsclerpsiy é’“*‘é"a’?gg@m'obt ai ned as
resi > el ks g@ 1.3, afopammny oyl Bzam re _
cont ai rmng 4- wifichnené Svrtsiad @floledre, bolyckpdtetend C. The -
i xtmr? Ths. photihadertionh N%Wanmmm kecithin, gug|apagivettl 9 war m  up

00 ,.v.’j'. s WS and t hen
‘ Qdtninke B A sol ution
furthelphaﬁﬂamhutwpwﬂihemmmmeds mg)oﬂmahls 95 of .6 part of ethyl [err] -
s e (e formylagionsnasy o Spregost ﬂﬁﬂl"mﬂ%#@y' ) 18diccessi vel y

' '; TR sglmm ' , . WL acet ate and

rf mamﬁ.{ured orﬁ@daabam&s, . The m xture
amwmng 4-(p-~
X "*"f“" &nAF 1P2di de -

et héPe : m’ 6020 parts
of aqy: Raid b6k, E0; - dd tS of wat er
and O. Magm&mnetehw The conbi ne@@tdwrbemmmmmmmcoﬂo sodi um

hydr gxi, >f c : Wi t h UEO{S
N 9t T A W B
wat er , ﬁ%@@&@m&&&oﬁwa@dm dmy;nesa mmﬂeeﬁwe,lﬁrtw l ed with-
hydroxwmxp!wdmﬂvwsrﬁednd,meemleNe angOstevonetos ity ficomeet @ rpropld- parts of |

fil tgr B8 pilognd may, coppip 24dipp d“‘%?gg/ upder..r.edu ress ed and the
mxt%rﬁﬁ,je@m £ | , ﬁgﬂ%ﬁ&% M&ggﬂﬁmﬁ Mgﬁ?l sed from
cyct o- suﬁtﬂrlﬁ:&ﬁﬂ ﬂngaﬁmd: ampmﬂhsfm&yd sl hnda mdﬁnhgedm oonhﬁ:)(gllye and there is
t hus oml‘lhéﬁ_,_ 3 rpdiern) aedr chleﬁ@h%%tW o piet t ered and the

M\@%er drled

i L)!I.l Si Bt XA
EXAI\/PLEItH:ﬁamwely,thehqu»dorsohd aom-vem- The compositions of " ithe - ich
gredient alome may be encased in a cipsule arcusedmﬂremmwm:afmﬂammmmy
oarrmmordermpmvmdemheaomvemgmh conditions may also additionally contain one

65 ent in a unit dosage form. ormwelmuwna\gezmhavmgmmﬂamma- 130



C.). There is thus obtained [err]-[4-(p-tolyl- The process described in
Exanple 17 is 50 thio)benzyloxy] - [err] - nmethyl propionic acid, repeated
except that the 1.15 parts of d-(pe.mp 08lerrlC

tol yl t hi.o) benzyl al cohol are, replaced by 1.15 115 The 4- (p-tolylthio)benzyl

al cohol used as parts of* 4- (p chl orobenzyl ) benzyl al cohol. starting

material rmay be _obtained as There is thus obtained a - [4 - (p-chloro- 14
foll ows: - - benzyl )’benzyl oxy] - [err] - 5
met hyl propi oni ¢ acid, 55 A solution of 71 %“Hy ts of sodiummnitrate in
mp. 96[err]C 15 part r J.s.a [ ' the | Bfrure is ex- 65
4-(p- chi or obenzy ) %@{ ‘3%5‘ = ?ﬁ; e e e eSS
parts of ethyl tmpmd asirpwgmmdbetm&t‘e‘ Bn

a mixture of 100 palﬁssmd!wﬁﬂed mﬂ!ﬂ °'c""'1"h‘“~‘- F th dhepied e T’? et
hydr o- Gaseods Eff ﬁm%% YL T (S0 § f b
IS nai ntal ned at mdﬂ (iR el Beddndnt : | i® refeated :

mai nt ai ned at 135[ whrificlc is2sps ‘_'.',_ B Com R d £ Srymess) el FeREo

and which is ilfMn i A T o et MR W

of 13.6 parts of @61 &odl @3 .,ofUlﬂﬁﬂde&ﬂud mveease'rmm“gme
and 21 parts of sogledamhydmﬁwdreaf m@th‘rfrﬁ@‘bt dr
and 1, 140, 748, Yescent, of non-efferv be- - ot b

crystall i sed frg% Y WAL 2&10%,:“105 %E)ldamwion{@u;@_ ”%@at er i's added 80
There is thus obta@m cH tHapz e mﬁwaing)yéa)mentdurlng 30 mnutes to a stirred
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al umi ni um 120 car boxy adulidh o810 Yhd

amoni um  sal ts. 49r medgedee it Swi@mdsaﬂcbdﬁim-amﬁmwaeﬁrmgﬁhepmp@e& 5.
Car boxylic acid der {8d0;miee supgd sqhgriopof 895 al kyl ene o '
oxygen-interrupted-;_. %‘ﬁ%

] 1
i AT sl t s -5&1?5 L& cal ?we

al kyl ene radical, s - RIGRIRE beldh ROPQ. MR Ipﬂmé}llﬁim?hﬁys] £1- S hthy 'ne 105
t he nmeani ng stat éﬂ muxu&t; M@mﬁﬁecm mt’tbp'hm\lyl o 15 pamcsofcalmwn

- et hyl pr opi on- m% ‘?ﬁ ’ wm&‘ﬁ‘ﬁﬁ;hgﬁ_ "esh t@f% “‘f muﬁo
parts of -[err]- toc &1, é

oil is filled into ammﬂawtead' mmre

suwua&kuﬁsomﬁamkaimxb ydroxy- 110
gel atin capsul es? mcthe

s fmml rrengpasei s 500 WrtCHf Wetey. <1 et yainture
formula  stated 5 a@ﬁmmvm‘gﬁgﬁm

1 wherein X and Y h, .l' pur - obtained :a suspension suitable for
ings stated in claim1; where| n R[err] and R[erm]ﬂuhnmhnamyfdmahér&wm&am@o@s 115
different, standgfor . ExamPLE 20 :
The jproeess .described in Example 2 is - ‘BrampLE ‘25 -

repeated excepe -that ihe 6.6 -pants of ethyl A mixture of 1 part.of o ~ [4 - (p-chlow-

a - hydvoxy - .« - methylpropionate are phenyl)benzyloxy] - .« - miethylpropionic acid,

replaced by 5.2 ‘parts.of methyl lactate. There 40 sparts of sucrose, 0.5 partufcetylalo&ol—

is 'thus -obtained .« - [4 - :(p-cholorophenyl)- polyethylene oxide condensate, 1 part of poly- 120

60 benzyloxylpropionic acid, m:p. 133°C. vmyl pyrrolidone, ‘0.25 part af methyl p-
hydroxybenzoate and 100 -parts of water is
Examrpre 21 ' ball-milled for several hours. After the incor-

- A solution .of :0.45 parts-of potassium per- poratior of suitable -colouning and flavouring



EXAMPLE 36 hydrogen or for alkyl radicals of not nore A
m xture of 50 parts of ehyl [err] - [4 -(p- than 4 carbon atons, wherein
ring B may chl orophenyl)benzyl oxy] - [err] - nethyl propion- optionally be
substituted by one or nore sub- 10 ate, 203.5 parts of lactose, 9 parts of
alginic stitutents selected fromchlorine and bromine = 70 acid, 15 parts
of mai ze starch.and 45 parts atons and al kyl radicals of not nore than 4
% a 10% aqueous solution of gelatin is carbon atons; and the esters
her eoof as granul ated and 1|ﬂég%‘¥§d through a 16 rresh claimgd in claim?2
which are deri d from stcreatg‘rble The.ranules are I _t__ 20- 5h[err]C. a
ﬁi‘"&a b e There ANCRRATREH t Aough™ a 20
nesrposae.reen and whereln R[err]msmmhkowwummmmumdsﬁl kyl - 75
parts of nﬁk@@%%rch and 3 p@m‘@m@tmmges radi cal of not nore than 4

&g&%}, are added. gture is or for an alkyl
rad lve@m mﬁtu&ruf

€N QORRGLRS Pﬂg:q,ftsagjn%s yhich are suit-
at-oraso \hitscdf - gl;&eralwadtlrzi Wmcbfbﬁtyhn(paﬂdmgenﬁ}bbﬂylﬁ@] -Qf alme:hylém

t{b %ﬁ@t’f o> raeat ﬁ)g?dm epiedeten > Hght aragnesium Qeardbomy r Pbses .
Emh_- '- v:,' i) m

nistration for

W@ﬁ%ﬁf&f not rmre “than

AR @ Bnd. Slowiiz wwhtmarepamed
dr aldbwmectmmunmb@aﬂm Wabwdemmel s-huesm shreenCaibampessal . acTidre al-erl vat | ves of t he
al kyton forr therpRSPHCHURESHpr e t han 4 Sy bR ""ﬁg?" f%ﬁ#ﬁ’l for _oral ed- 75
ofs by an al kyggpgimfo radical of hot GPEBPBon atons which may
opt | ogmlPheys Bresodiui glidephiobpitg 250y an oxyger];xam@mszand the esters [err].-
t herpans of aelcigh glyoasephpsphate] mdﬁw@rt'whl @hmanee d@omwmwdrma[‘bel yhydri c al cohol

of t YRt 44 D Dery [ %q- & 5 wherein X
Che Rl MRy mmfmo S SAEa 9%&‘&%%3‘?&@93‘5 i a1 o1 "o
90 anmmm&roffsdﬁblémnmmem&umhhl) @tucmblplzqn;mkofmm dhewyl Guicar bon at ons and

V\herT@FEﬂaﬂd g %ﬁlmmm: w 1a°fmthan intefer from2

gbra Dl ghur t her eof
are , ngi drd@RY12- r adi cal , or for

a derived from an am ne of t he Mhmarﬁ@madlmhemmmfornula
egr LRI er r ExaMPyh & o er r ] B edteginggd the apiston err] and
vti‘:m% ﬁzm%%ﬁn«- e, & Ufrer my
{ egefdns of niteds f-or ent,. stand Tor hydrogen or for alkyl
r%?drmlwd, IQQ)mm) Gommnﬁd?r S gerunsubst i t ut EIANFLRWE and wherein i ng B ray

opt| ’no r 1¥ted by one or

s Bt 0and & éhl %}MQ ﬁ%ﬁof 2,3 or 4-car-
35 - phgtO o b&l‘mgen Eto@sd@m@haﬁkylufrm@rwins bompeisaininhoch i s :
ﬁbé’?‘tztﬁlﬂlt oy lpsypogsts The - I'ts thereof.
r.adiggg; et N, 4> laim1 which are
ato y t e am no rad y,@lrrc al cohol: of

the an al ky| e zsadr cal of 'nomelmm Mmmmsm[mm]lw wher ei n

Mler r4 md 140 ’awg*at o Wadl cal 40 alkyl,
al k b %r& 'Igﬁ,{ s ’[&;Ea i mhﬁ%%ﬁbdd%? Bils Qidbie part contains
Gies)] N0, kyl 4 carbon

vor e:fhl@ﬁ:ﬂ: mdlﬂﬁ 3a5 Ipntks, of dh@hmna%ﬁpaat wmmamy. \f.':t

tommfaris eﬂwﬁ@' raa'h%al -S4 - " dr. 1165 al cohol .of
t"ﬁe o .ﬁ?( ‘mﬁ 31 16 'zﬂmﬁ)[err] wher ei n
D s ;’ﬁ stda daR Rh1C4 Rept raigh or -

hr ammhad«tttehaamnpmésédyhmmbmdwml otmmeme actmmgmdminy hedaigbetome boxy radi cal , or

expritable; far orpl admmistyasion fforgire (Ryrticlarly) deseri ; a‘&r‘ﬂ“&l“koxl}%ar bonyl
Pgdrf’&%i“ PPt more than of car QR LT Oe ankNahs gadi cal D, 5
car bon at ons, Eakerhsy ei n Rl err] ra&kbeks) re provr ded that not nore-than

one hrydnumgelof }cnaneq! % tdioetylt 0 form an al kyl ene oy oxygen- radical is

?;;%Wm’ pam mum“‘a‘llmérm of mter%ﬁ%ﬂf‘%&h /| ene raqllgal such“t hat ,

henyl)benzylo:xy - a-- methylpro- chlowopheny'l)benzyloxy] o - lpmpuon—
pionate, 75 pants of maize starch and 5 parts ate. in 190 parts of wheat germ) ofl is. filled
of alginic acid is gramrlarted by admixture into’ soft gelfatin capsules. There
with a sufficient quantity of aqueous’ 109% taimed . capsules- for- oral- admin
maize starch paste. The granules are passed therapeutic purposes. . .

60 through a.12-mesh screen and dried at 50—
55°C. The granules are then again passed ExaMPLE 35 -
through a 12-mesh screen and 6 pamts of - A solution of 10 parts of ethyl - [4 - (p-




t he al kyl ene radical D wi th the adjacent nitogen
atom they form 50 3. Anides as claimed in claim1l which are a 2¢
heterocyclic radical of not nore than 7 ring 115 derived from an am ne
of the fornula atons; and the salts of the said carboxylic R[err]R[err]NH
wherein Rlerr] ‘and R err], which my be ‘L4078 derlvatlves and of those of

%erf-i'gné?gréégﬁﬁnd%ﬁfuﬁ a-St;‘%a ol h%}%ﬁn or %esﬁu‘@haﬁ( Ttem- - .

al kyl ami no-  caibom @ik g nraaé"lonai filtdd | ifdd sof € taaid &bivatifdskag| claimed

di al kyl ani noal k ﬁj;&afc\g‘mem% % ia gpéh‘mgw?m lgvnngb’?ilmfwmathfgtmmdor
al um nium 120 n o)
amoni um sal ts. or In Rlerr] and R[err%g"xééd E%E? q?@%ﬁ%@ﬁsé
Car boxyl ic acid deri vat!g\ksmsg Pmrgd t he f[‘graj s If&rﬂkybrradmals;lfmngtam
oxygen- |nterrup r o M -s may

al kyl ene radjga ; %m{o lﬁﬁ %&M‘éqﬁ

t he neiani ng st afd| 1 : gr@@d Rlky rﬁﬁ@gc& r4ect
8. Car: boxyl ic aofid W%;;ga@wgduwﬁ thg;il:m =s55anrb¢m 9% agr tfmresrerhethc
e B G BTG
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different, stant ;famsohmimgﬁfhan 3 parts of mag- hétr mére tanl 4 Qdarbed

radi cal s, wher efepumpi mamw bradiobonfi Hh 3 wr4 eatbm
In P %ﬁaxﬁ%&ae&&% ‘

wher ei n R[err]
R errj standznf

met hyl or et hyl radl caI or for an ethyl or radxcalofmthademmm aﬁ-lﬁmamm.s;‘mrr an
al kyl. radi cal, r@g%l [i drcal chby s glishkglaqing (radicab\wherein meither
the esters and m =53 t TTHEPeS &ﬁe&ggﬂmmﬁmo _
di et hyl - 9. Carboxylic acid der insa%l ctBsn +dh L@ﬁanslg,be 85
pyrrolidino, piper |’_ cHIBL agk_ nmmpﬂetabmr&xmem

Rlerr], X and Y hav |ho Fadr s wheré?ﬁ’ft‘ﬁ
meani ngs stated in claim4, wherein Rerr] ﬂﬁ ﬂ?@
aiaﬂi&lodif r 90”

D (OH)[err] 25s vﬂmemndsfottheoxfrg&ﬁothﬂplmhlﬁflb?@dﬂd-c}ﬁﬂﬂﬂlkﬁ&e

15 pyl ene- 1, 3-s8appr for the impinef-olNH 6 carbop |dtopgs enddvhesdin of not
nor e t§han 4 car( 2 FHEC R BT q‘ml%lz ‘H@f”’é‘géﬁ;ﬁand
and the esters g «Ch D) ,q §1t fd ea‘ hyl

or ethyl radiocahdica lof rche ottextla HeGR‘Rh—,Cwm 4R‘RfNI—Wwﬁ&ﬁmm oéth*]andsRarvd&:hf o5

hydr ogdn and R% Wh‘“h Py Qiffere ﬂ#l%t@%gfm fands
e ot ot e %:E. R et e
the nean- 20 isEruiedgtnt 6t @re radical of 2, 3 orl4N@S" .

stated §n cl3Ai rfrosx haipger atoms Rfd elky hthyns sublsticotidh by axpa!bwl #ono

or mor phol i no e esters,and, rigd gl i“Ff}é"fnet h pla ff ¢ Fpt %PF&r eq“\“f
radical} or ford e A b, ’-%ﬁg %ylmmm%o grdi %&ﬁ’ﬁorl ne

atomor{ for t héommah fom‘,aw Imai:mlé fﬁl‘ anet bupboy p&yb tdn lammo radical -
radi calj, and®t %ﬁ#lkﬁh ts'hqrfaldn@fbm alk&kmmmmﬂ[zehan] 1¢nd
Rl er 1 drad%l ,ﬁmgﬁ%ﬁ? m

adj agggt nitr Og&ﬂmﬁ.tD-m(OHﬁ, whemm D stands may ionally be interrupted

(p- Chidr opheny Isiriightz ¢t drapthed-ciiaipr stkidne rpiycmlr obxydemnmm pmphyrmhdlwquyrmchpﬁcdrl no

err PIegE | %&mﬁgg chio
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Ethyl Terr] fesLvigrelfl REand/oc RF atafits Ifor

alki lk EAROR YK @nch aikali etal
Wherel n X gS WI o y 3 a]ky‘itn lﬁlky, aline %wtsfmm alumxgmn, 120

l or alkoxymrbonylalkyl radicals, bismuth or ammonium salts.
or wherem R* and R® are joined together o 5. Carboxylic acid derivatives, and the
foom an alkylene or oxygen-interrupted- esters and amides and sales thereof, as claimed
alkylene radical, such that together with the in claim 4, wherein X has the meaning stated
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Rlerr] and B have the neanings stated in claim 14. The conpounds
[err] - (4-phenyl benzyl- 4, and the esters thereof which are derived
0XY) -ferrl aRblydlponioliteacid andadbemsalis 35 froma nonohydric
al cohol of the formul a . t hereof; [err]

(p- chl orophenyl ) benzyl oxy] - R err]OH, wherein Re “\‘%ﬂ“ﬂ“ﬁ) \m aZ iyl

radi cal acetic_.acid and the salts thereof; [err - sof *not. nore .
than 4 carbon atons, and the 44orophenoxy) benzyl oxy] - [er_r | -
met hl pro- amides thereof which are der i.v&(} man_ . ~Pi-oni-G.. & 25
and the salt st QgL eRdwpklibdy] = ol -Andhylphopiod
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a nel atom wth a carboxylic acid of the wth an al cohol of the fornula

Rerr]OH or fornul a: - D(OH)[err],
wherein Rlerr], D and n have_the meanl ngs stated in claim?2, or with an
amne [err]” _ of tThe Tornu[aP\[e” wherein
Rerr] and*’R[err] ' have the
meani ngs stated in clal m 3. - 60 wherein Rerr] and R[err] and have the
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ERRATA SPECI FI CATI ON No. 1, 140, 748 Page 1, line
"branched-" Page 2, line 33, for "dial kyl

4. lines 20 "di net hyl i ne"

am no"
read "di net hyl aniline"

56, for "branch-" read
read "di al kyl am no" Page
Page_4,

line 45, delete "to" Page 5, line 2, for "acetyl
"acetylsalicylic" Page 5, |tne 120, for
line 10, for "stilled" read "distilled"
read "benzyl- am nqg]" Page 8, line 42,

107, after "of" insert "a" Page 9,
rence) insert "aEfPaGe 11 Iine 80Q..

Page 6,
for

"chl ori de"

"Tt he”
I|ne 119, after "of" (second occur-
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| ine 104, -for "benzyl]"
read "The" Page 9,

lined2
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letter p shoul d be $hmmfamctaslt®duvam&dflﬁfedu@hhu-t—
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5 wherein B and Y have the meanings stated
in claim 1, wherein X' stands for the oxygen
or sulphur atom and wherein M stands for
a metal atom, with a carboxylic acid of the
formula : —

Z—CR'R*—~COOH

wherein R' and R? have the meanings stated
in claim 1 and wherein Z stands for a halogen
atom, or with an ester or amide or salt there-
of; or the interaction of 2 compound of the
ﬁorrmula —

‘,AHC>4M;Z

wherein B and Y have the meamings stated
in claim 1 and wherein Z stands for a halogen
atom, with an ester, amide or salt of a carb-
oxylic acid derivative of the formmula:—

M—X*—CR'R*. COOH

wherein R' and R? have the meanings stated
in claim 1, wherein X*® stands for the oxygen
or sulphur atom or for the imino radical
and wherein M stands for a metal atom;
whereafter, if desired, the comy | wherein
either or both of X and Y stand for sulphur
atoms is oxidised to the corresponding com-
pound wherein respectively either or both of
X and Y stand for sulphonyl radicals; where-
after, if desired, the carboxylic acid deriva-
tive or salt thereof so produced is converted
‘into an ester or amide thereof by conventional
means, or ant ester thereof is converted into
an amide thereof by conventional means, or
an ester or amide thereof is hydrolysed to the
carboxylic acid derivative or a salt theredf
by conventional meamns.

16. A process as claimed in claim 15
wherein M stands for an alkali metal atom
and wherein Z stands for the chlorine, bromine
or dodine atom, which is carnied out in a
diluent or solvent.

17. Apmcessasclaxmedmdmm 15 where-
in the oxidation of the compound wherein
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18 Aprocessa:sclaumedmolaun 15
for the manufacture of the esters or amides
of the carboxylic acid derivatives, claimed
in any of claims 1 to 11, 13 and 14, which
comprises the interaction of an activated de-
rivative of = carboxylic acid derivative,
claimed in any of claims 1, 4 to 12 and 14,
with an aloohol of the formula R*OH or
D—(OH),, wherein R?, D and n have the
meanings stated in clzum 2, or with an amine
of the formula R*R°NH, wherein R¢ and R®
have the meanings stated in claim 3.

19. A process as claimed in claim 18
wherein the activated derivative of the carb-
oxylic acid is an acid halide or en acid
anhydride, which is carried out in a diluent
or solvent.

20. Pharmaceutical which
comprise as active ingredient at least one of
the carboxylic acid derivatives, or an ester
or amide or salt thereof, claimed in any of
claims 1 to 14, in association with a pharma-
;:eutiwlly—accepmble diluent or carrier there~
or

21. A composition as claimed in claim 20
which ds suitable for oral administration and
which is in the form of tablets, capsules,
aqueous or oily
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agqueous or oily solutions, duspermble puwdus,

syrups or elixirs.

22. A method for lowering the concentra-
tion of cholesterol and/or triglycerides in the
blood serum and the level of fibrinogen im

-blood plasma of aenimals which comprises

administering of said animals a sufficiént
amount of a carboxylic acid derivative
claimed in any of claims 1 to 14,

23. Carboxylic acid derivatives, claimed in
any of claims 6, 7anc112,ashwnbdwe
particularly described in Examples 1 and 2.

24. Qarbozxylic acid derivatives, claimed in
any of claims 1 to 14, as hereinbefore par-
tioularly desoribed in Examples 3 w 21,

25. A process for the manufacture of carb-
oxylic acid derivatives, claimed in any of
claims 15 to 19, as hereinbefore panticu-
larly described in Examples 1 to 21.

26. Pharmaceutical compositions, claimed
in claim 20 or 21, as hereinbefore panticu-
farly desonibed Emamplﬂs 22 to 36.

BERTRAM F. DREW
Agent for the Applicants,
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