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a) a compound of formula II,
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in which R” signifies an alkyl radical having
1 to 4 carbon atoms, is reacted with a com-
pound of formula IV,

HiC- N: > OH
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. [Price 55, 0d.]

kd: Q002 C(1ETCL, 1ETEL, 1E7N5, 1E7P3)

slﬁﬁﬁes chlorine or bromine,
Urith the compound of formula IV

e S-ome

in which Me signifies an alkali ‘metal.

One preferred method of effecting the pro-
cess variants a) and b) consists in that a com-
pound of formula Il or a compound of formula
111 is reacted with the compound of formula
IV in an organic solvent which is inert under
the reaction condmons, e.g. benzene, toluene
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t he conpo present invention provides the com at
a terrpera'tfﬁre or w&g‘g? 1‘1‘8 dzym ound bis - (p -
chl or ophenoxy) acetic acid o tﬁﬁgg{ﬁ:l?ﬁi‘ mula Vv, - 30 1 -
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or xylene, and in the presence of an alkali -

metal alcoholate, preferably sodiom meth-
oxide or sodium ethoxide, at a temperature
from 80°C to 140°C, preferably however at
the boiling tempetature of the reaction solu-

rion. When a compound of formula III is used -
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sequently be isolated fromthe reaction mx- esteremc and hypolipemc

effects in aninmals. ture in manner known per se, by chromato- It is
atet ' phy, extraction or salt
formation, optionally hypolipenic agent. An indicated daily dose is 50
after previous decolouration with decolourizing 0.25 to 2 g, preferably

admnistered 2 to 4 115 carbon, and may be purified, e.g. by
recrystal- tirmes a day in doses of 62.5 ng to 1 g or in lization. The
base form®f the ce)rrpound of sustalA¥l0®el ease form formula B may be
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Bi s- (p-chl %‘deﬁen'ﬁk g{@lgﬂ Gma‘@teglsl th Pi water and) (§yapef| |1€&%bF°G?Fan %0584/ 67
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( Sel‘ i al dropwise stlrrmg a n

g of spcy (0076 mol) of bis (> lzﬁ?é%?& rod ik S &@ndln enner
known per ﬁﬁmgthstempmmgofthemqﬁmxmm ofhe oésul cﬁys&!ﬁﬂe nméria m(ﬁlter&l)oﬁ as_ used
her ei n desﬁf‘gfh 5840 Pr‘b?"r‘i'b C‘IS?BRS (#‘e' b$t55° Gﬂg’ o c acid
di et hyl §ﬁ§ E'? % egg!er, . 36 g
(0.314 gpl ﬁlftmp -Watemih a saturatéli h p1-(80 B a mp of 93--9.>°, is

hydr oxy- pqumuﬁpﬁmandboiﬁesdﬂumﬁre tddtdjecsmmned In the foll ow ng

nonllmtaft"fi\)?'éc P”c%te"al'fhe Iting mixture is distilled at atnos-
ter@%ﬁ { ‘V’,ﬂg}ﬁ% degrees Cefirypy BUET i C Pressypg until

t he terrw;erﬁaw@o@cfed t'ne redhlue aﬁlﬁmﬁﬂds ar @egfiptioR @f € Gomposition suitable for

di still at i toerystailizedufrem P@mh@sng 2@ ghat- cool i n mblet manufacture

i s then ef‘?“@é o ecf"?ewrdej’ “:"i‘; ]f%?:t’h The m 1 x{_)a"egscte:c‘d

EXAMPLE 1 O 1(4) ester, m.p, 92936930 mr of aGRs ngp‘frﬁlg B ¢ B due jos cool ed

Bi s- (p-chl orop‘henoxy} adetic acid 1-met hydetose to 20[err] and Wislgution is

ef f ect et \g'wnhra% fumq‘rateqis Ttl;}amed in that  maize scp'plperr dyl - (4) estBers

wat er. Thethgfr ﬁtﬂ’&?‘éﬁg A mxtdgr& of 14.4 ¢

(0. 151 ol &luekily m@,gﬁ,gﬁh{ﬁe l"’%JQ(‘%Pstarta&ct emf%“b% *% of ben- li3(§ 1- et hyl

14 - hydresypinpe bi disre mp 100-Niz° (Fiene. dhiikdeagan ©° B mEs s 1 quent | y

of t ol ushederampesiishled to about -5 in an ige- conbined, vvashed tvm ce, each

time with gop. sﬂeé{%ﬁd} é& 0Q| & ﬁ‘gﬁtufoggﬁcgﬁ%m wat er and
evaporatloatﬁasmgq S Bgdl ot ationt O B e b e i PIPhE a sol ution

of ef f ect &chytiogen ahbﬁarb amatlmm nhoalmcggamng;lmiesﬁﬁedgnlﬁ agbmmggf) of
bi s- (p- chlgweﬁ) err\i9 subseq sT Badvepts and) otlier, d T acet yl
chl ori d& 6‘% dﬁ’ ’(?F_q%y Whl e rrar‘ﬂ“sme?é‘t?rg’g@b g Md from 200 ni of

i sopropanol and ©~  taining the tenperature of the reaction mxture the
resulting crystalline material is filtered off from-5[err] to O[err]
with external cooling. After at 5. After washing with 100 m of iso- 95
the addition is conpleted, the mxture is propanol and 500 m of petrol eum
et her bis- stirred for an additional 10 m nutes and then

(p chI or ophenoxy) acetlc acrd 1- net hyI p| per- 40 50 m of |ce water and 75
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and the phases separated. The organi c phase I's then washed 3 tinmes with
100 mM (each) of wat er, then dried over magnesi um sul phate
EXAMPLE 3: '

‘obtained is Description of a conposition sui tan lized *
from et hanol, using sone char- tabl et manufacture coal

renove col oured by-products, to obtain Bi s- (p ch m lc acid
bis - (p - chl orophenoxy) acetic acid 1-nmethyl - m‘m l\rmn/ ﬁ“

ester 50 g % piperidyl- (4) ester, rh1})9;1092 93. 6[er*r] ¢ v Straga&ant
2 g 105  WHAT WE CLAIM IS:— he comppund of- fortlg IV is dERkda05 €
39.5 g 50 Fumaf.ah eprocksiefof WkeR pratiRtidnS oiOIEHealﬂ éggé solvent TR khé Epr &-.rﬁhg/

5 ¢ t he formpuishddommlankut ral i zed wit rnnfalkahrme;al alrolghlate 4§tad cemperature

5 ¢ in methanol and the resulting prdd] 1"r"scsub- un _
stearate o sequent |y recrytﬁ L= N d%g?gﬁ“@l t a -
al cohol SD 30 . 't erathE&,QJcﬁ M P. withGbe doinpbudfl fof foriél MV is eﬁddtatl Il ed
wat er t he necesa@n{unt S 055 deig @mjnosotgawinolvent in the presence of

The wei ght of the tablets prbduced Hy d o%ﬁ‘gﬂ‘ 5“"“#‘?@ HyrtEwrrer 38 s
obtai ned depends on the dose of active cofmgoy accordmédgdaﬂ@i i el 1 €€
base is tre#t edchwiatbrisal mahant i on_ be admi’ nra&@mﬁdmdotfmﬁfa adennei! ori de-
in ethanol and® theonpreund of fpgmyhly SD 30 i scomipwind phbfegmilnIV et EVw in"a\ inees-
sulting product is subsequent l'y recrystal |FEAEg solya) & 2 tegpperpiss from 20F oy 18

Chemi cal s", Publi she&_@_ from et hanol . snh]?,me],@&or@; Qﬁari,]“ in which
I ndustries Inc. (1949) g}euﬁlamn“ thecompW!@«Tf it Pyoduced

with the conpound ofu V-is ef f'ect ey reacting ah, alWI Iqwbee@yorfhefrola!ehe
production of ‘the |n an inerf organr c sol‘]’é‘t%;rﬂ” ﬁ]’%"eﬁ a&flalky s
conpound of fornula I ,m%ﬁcﬁ'thé‘ thcgn_at a

t enperature . inwhich R” s1gmﬁes an alkyl radical having  taing from 1 to 4 carbon %{ne Erli:l].lsutepm
140[err]C - 1 to 4 carbon atoms, an inert organic solvent.

3. A pr ocesy darece iHG & S r’n ffrm“la v ihi ¢, 6. A process accﬁ%t%&ﬁqbwbgt t5ﬁe

W na pound

corrpoung 0]]: ]]:Or mJ: a : e ¢ d f reaction is effected atatéM | o
conpound of fermula lect,@ : romzo°am 1001’e7rt or ani c so vent in’
the presence of @ t?'ggompoun Fnathéh’ats a
tenperature 35 ' - pared the reaction is eifected at a guﬁeo[ Br r I8
to 140{ er r] C ) und Of mula 111, . from 20° to 80°C. A process
according to a , In-which 5 char act @r iAgewess accerlliag to. Clalml,mwhlch

t he conpound of for mula Vis reacted with %é(l)xm Pé{:r’;g 'Eg‘l?aﬁd@?’%‘f“‘? By myla
I, ~ conpefind>of fofmul'a |V or TR FH: 2 V5 ©
organr c solvent at a e?cit urellfrom 20[ err] to

| O[err] C T _@_ 5. Aprocess

according to €laiml, in which-: h}n&&ﬂpound of
formula I'l or R [err] cr-< >— ' by
reacting anisliKehied 3%9&%,81‘,’&*%@@@ te ... v . with.
a dichloro- or sﬂatdﬂrihm:-acemnperamedofadtldgabt 45

ester or a dic| 118?% -Of or (gr br o rral ONni C acis dreated with a chlorinating of brommatmg .

di al kyl ester, radi cal aef-in an mertr gl%ﬂhrse e t a tem-

- temi-

signifies. an aIkyI @@%\vrng tains f egﬁ
i ncl usi ve, cﬁ@fbon at ons," g, Aprocess according toCﬁiﬁlS neﬁmchorgam C

sol vent . 10 |s react@ a conmpound of d&orcluminatuig\Agent is th@onylpchpn(hacgss

according to aim5, in whicH 50 I’h"sf’lmms pentachloride.
: A process according to Claim 8, ‘in

when a conpound of fornmula Il is being prev,,lnd1 the brominating agent is thionyl 70
par ed, the 2% acinivwhichiX sigrfifiee chlazige attbrermnerrpetrraﬁmei phosphorusgpentgabronu errf
from 20[ err] t‘bﬁ@%]"?&ﬁm pound of formula IV"7 "1 pA prerese for the croeddétion of ahedl ai m
coholate of formula IVa, " om ounﬂf formula 1, s
5 in wic D tech i ’(‘,‘bn’pound
and its acid addition and quaternary ammo-

of formula I I is bf,‘l ng ?@3 nium salts, substantially as herein described 75
pared, the reaction at a tenpewidi téfefince to Blampleclo@@ound of
formuila I11, _ _ from 20[err]_ 0 80']5lé?r}'@¢°mwund°ff0mu1a1 stated in
8. A process according to. Claimi, il The compound of formula I, whenever
<" in which Me signifies an alkali metal. prepared by a process according to any of 80
5 oo Claims 1 to 11.

23 2. A process according to. Claim 1, in which 14. Pharmaceutically acceptable acid addl- fr
_ the reaction of the compound of formula 1T tion or quaternary ammonium salts of the



t he conpound of fornula V is produced in [err] t hat
the conpound of fornula VI, 60 in which R' has the above
. oS rﬂa.c.t.e.d_\u.t..h_t.h.a.cnnqmund_o.f_f ormula 1V ___ stated
“above at a terrper ature of at |east 110[err]C, or "

is treated with a chlorinating of bromnatin nd of fornula
v, agent in an inert organic s ﬁ"m lllial“ﬁa““lzlmﬂ

perat ure between 20[err]C and the b0| I i ng 't perature of
- the reactd on_m xture. 65 Ll 9 A pr dcess

accor d¥ ngc&n@mﬂi%f Bkl ReofdigCrB Clatm 12 is present in atntt@mﬁtilophbmtzsn@zaggent is
t hi oyl cérli8ri de or or in sustained release form, in which said Phosphor us
- pent achl or j18}Fumarate, hydrochloride, methiodide or compound is present in an amount of frepy A process

accor di g tho ngqerﬁalt g)f tl?e compound of for- 62.5 m% tical _ compositions substat-
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chl orine a)rpharlma@maﬂy effectiviy raguwunt eof othe p Bemplecd. us pent abr om de. #5 reacted
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stat ed @b mgﬁm?gﬁ% mul a. 1V me & formula I,

stated ing cceptable diluent or carrier. 23, Great Castle Street, and its

aci d addi tlliinAamipqqmeu exordilng t@ Claba 16 Londnn,lWrilééll’tEs substantially as

her ei n deidcmjtislaggee fprn, in which said compound Agents for the Applicants. with

reference to : .

12. The conpoeus Eﬁﬁm k,y ‘?m?é’ci‘,"?é’s%%“a&ﬁﬁﬁﬁ‘éﬁ&fféiﬁ“%ﬁ? o which

caiml. copies may be obtained. 13. The conpound

of formula I, whenever in which Me signifies an alkali netal .

prepared by a process according to any of 80 )
Clains 1 to 11. 25 2. A process according to Caim1, in which 14.

Phar maceutically acceptable acid addi - t he reaction of the conpound of
formula Il tion or quaternary amonium salts of the 5.
1,188, 109 conmpound of forrmula I according to Clatm 12 is present in
an anount of from0.25 to 2 g, or 13.

or in sustained release form in which said 15 15. Fumar at e,

hydr ochl ori de, nethi odide or conpound is present in an anount of from

met hobrom de salt of the conmpound of for- 62.5 ng to 1 g. 5 mlal.
18. Pharmaceutical conpositions substan- 16. Pharmaceutica

conpositi.ons conprising tially as herein described with reference to
a pharmaceutically effective amount of the Exanple 3.

20 ~compound of formula | or a pharnaceutically acceptable acid
addi tion or quaternary ammo- B. A YORKE & CO, 10 nium salt
thereof in adm xture with a pharna- Chartered Patent Agent s,
~ceutically acceptable diluent or carrier. 23, Geat Castle
Street, 17. A conposition accordilng to O aim 16

London, W 1N 8 AE in unit dosage form in which sai'd conpound
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