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to give, after

side effects, especially habitua-

th [dbidid

50% sodi umtd'tyﬂlslts ger of 1 to 3; R® is a hydrogen or halogen
- atom or a lower alkyl or alkoxy group; and
each of R* and R® which may be the same
or different, is a hydrogm atom or a lower
alkyl group. Pharmaceutically acceptable acid
addition.. salts. thereof also form part of the
invention.

The terms “ lower alkyl ? and “ Jower alk-
oxy ”, as used herein, refer to those groups
having 1 to 4 .carbon atoms; the groups can
be branched or straight chain.

When R is a substituted ‘amino -group, it is
siitably a mono- or di-alkylamino group, pre-
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tion and influence on the respiratory rhythm,
found with natural alkaloids. These drawbacks
are present, however, even in compounds de-
rived from natural alkaloids, e.g. the metadone
derivatives. Some synthetic anti-tussive com-
pounds are basic esters, which are, however,
readily enzymically hydrolysed in the upper
part of the intestinal tract, and are thus in-
activated. In fact, a number of B - cyano-

{848 - diphenyl - propionic acid basic esters,

which had proved effective in pharmacological
tests by the intravenous route, were found to

" be ineffective in subsequent clinical tests by

‘30

the oral route. We have now found that cer-

tain aromatic ethers with basic side chains’

have anti-tussive activity and are not hydro-

_ lysed by intestinal enzymes.

35

The ethers of the invention have the general
formula (T) _

[Price 25p]

ferably a dlmethylaxmno group. Other suitable
meanings of R are a fluorine, chlorine or bro-
mine atom or methyl group. R is preferably
in the 4-position but can, if desired, be in the

. 2- or 3-position.

R* and R? are suitably both Liydrogen atoms
or both ethyl groups or alternatively R! is a

SEE ERRATA SLIP' ATTACHED
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solved in ether and washed with water. The in oil and 5.4 g. of the
phenol ), was heated 30 sol vent was evaporated and the residue re- wth

[err]-norpholinoe chl 3. t e known to
give, after crystal- 130[ err] C. After normal wor ki ng-up, the residual
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chl or oet h@;y)uegdnérxlyﬂonnmb@nxophenone 3, 5Nhereﬂlmtzhlﬁlo gen-atein and(R &srarsde-

nmor pholino- - . (10 g.) and norgholine (6ﬁn§d forgivensGtigpard adduct which ..
et hoxy) - benzal dehyde (11.6 g.)-\was added* {%ﬁ%ﬁ&%&ﬁoﬂ @ml)mfe heat ed
in a Carius tibe aY%q@medAr edgent, pr rom’‘magnesi.um
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(23 g.), and,, r t&Xryness on a steam the mixture
was refl uxedR Qfe ,,?d%@u gov&%;;;ﬁégcgﬁ, %% bat h ancbc,,dl stri bq@ved between 10%
hydro- and t r@@atesting\s tmpaqd@bgmerdrfmlaum chlorided.® = chdric acid and
ether. Thesoa§lféous phase The organic phase wa¥ @ Oetritiedsand t he 60

oi I’ (\3'(5 di methoxy - 4

was then basified wth concé¥trated sodi um residud
- ([err]-norpho- @\L ﬁ’% yextracted with &t her . Evapora-. -

l'i noet hoxy) - .4' o or.o 5be ydrol ) aedin, R Rt gidiRSafe % defineigb m%nt gave
4' - chloro - 3,5 - di- tof4.5 g of chrdt’;r)ﬁl;lirve 4 gﬂm@a‘gesmmlamg 175

wherein Y is a halogen atom, and n, A, R and  hydrolysed to give a compound " of general
- R?® are as defined above, with a oompound of formula (I) wherein A is —CHOH—; or_ .

general formula (V) _ () oxidizing a compound of general
o © . formula (I) wherein ‘A is a group of formula 75
. —CRYR"H—, wherein R is a- hydroxy
35 ””/—% " group and R* is a hydrogen' atom, and n, R’

R* and R® are as defined above, to give a
. compound of general formula (T) wherem A_
. o _ is a carbonyl group; - 80
wherein R* and R* are as deﬁned above__, or  and, if desired, converting the product of @
(c) reducing a compound of general formula to (g) into a pharmaceuucally acceptable- acid

(I) wherein A is a carbonyl group, and n, R, addition salt by reaction with the appropriate

R?% R* and R® are as defined above, to give gacid.

40 a Compound of general formula (I) wherein  The expression “in a manner known per 85
A is a_group of formula —C(R)R®)—, se”, as used herein, refers to those methods
wherein R? is a hydroxy group and R is 2 in use or described n the literature,
hydrogen atom, or wherein both R* and R*  The compound of general formula (IV) can
are hydrogen atoms; or be prepared by reacting a compound of

45  (d) reducing a compound of general formula general formula (II) with a compound of 90 -
D general formula (X)



methoxy - 4 - [[err] - ([err] - norpholinoethoxy)- After 15 hours at room

tenperature a few 7

1,253,947 ; 7 B
drops of isopropanol were added and the m x- 5. An ether according to any
one of the 60 ture diluted with ice to give a solid-

whi ch was preceding clalns wherein R err] is a methoxy

crystallized from cyclohexane to yield 3,5- group.
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di phenyl am ne. 14. 3,5 - Dinethoxy - 3 -

trifluoronethyl- 25 3 - methoxy - 4 - [[err] - ([err] -
_morpholino- 4 - ([err] .- norpholinoet hoxv) - _benzophenone. _
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[err] 19. 3,5 - |Di nethoxy|- 4" - hno- 41 -
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and Rerr], whiick may be the sgne or different, Jethoxy) di phenyl et hane.
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3,5 - Dinethoxy - 4 -] ([err] - [nmorpholinp- or a
pharmaceutical ly accqgptabl e acijd additi op ethoxy) - benz L|ydr ol..
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wherein Ris in the 4-position.

et hoxy) - [err] -

but yl benzhydr ol . 55 4. An ether according to any one of

the 30 3 - Phenyl - 3 - [3 5 - dinethoxy:

preceding clains, wherein Rerr] and R err] are both 4' - ([err] -

nmor phol,i noet hoxy) - phenyl] pentane. 120 : hydr

atons, or are both ethyl groups, or 31. 3,5 - Dinet hoxy.- 4

Rlerr] is a hydrogen atomand Rerr] is a hyd

- [[err] 5 (2" met hyl n_'orphol I nO) 125g§470xy]
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corrpoun 1%!%?;&@§mer pac ets,@qﬁmpu?r e methyl gl‘ExOl’&{u %]’S_Fé

tion are tlons, suspensions or elixi
one of the The inventieh i®ilhx
claims, i nExahnelea‘ orm of the hydro-

chl ori dd5salt 10, LE Y- ma?hox

‘et her acco;uglieﬁtﬂdq&xpgf"/@tﬁj
m)r phol i noﬁaﬁo gkBt WAD3YS]-dime

011

W‘hydroﬂé-

one (10 32 g) in dJmethylform-
4 [ [ e?& ] gﬁ hea _T h
to ve a yellow
[ no) et hoxg S dmxybmgb }
,5 - dhe rﬁteh leyng, ,B-4norph ].{n&ﬂfyi chiorife? venﬂﬁis

teﬂ'ﬁir B dltowing! - eti'lzx?)' L thoxy]gy2 bén,

er aC&PI’dI 99 to any
1

p%ecedlng

@inm; nm)meox;a}meﬂbé;nquhenone

gdmxy hewa?, GPFthl t, and48,8’-

L erleh‘:h ; ylformamide) in

anh wqrs treated wi
&eé

appet P

8. An

gr oup.

atus at 120°C for 8 hr. and&hen&vzﬁaorateﬂ)l met hoxy -

=

- am no . g') mixjure hered p hokimnd?xyet olie@ebeg)-
“nor phol Ph ﬁ‘@%‘ e presipiien geﬂhwy bﬁﬁphg?go wg: m%ﬁfmﬁ
{ [err] - @r S orated  in - o, 1 “th¢ hydro 1 490
ferr] - Thaetehgdenm illddne) giet BoXYdi - 753Choxy - benzo- .
- me

rmrpholln sthgy
2 [ B ?@obm e i 5, D

([err]- rmr:ﬁélﬁd at 146—148°C. (after crystallisa-
tion from . tetrahydrofuran/99°/ ethanol/
petroleum ether). The following compounds
could be obtained in a similar- way: 3,5 - di-
methoxy - 2/ - methyl = 4 - (8 - morphohno-
s ethoxy)benzophenone ‘hydrochloride  (m.p.
176—8°C.); 3,5 - dimethoxy - 4’ - methyl-
4 - B - morpholmoethoxy)benzophenone
hydrochloride (m.p. 151—3°C.); 3 - meth-
OXy - 5 - methyl - 4 - (8 - morphohnoethoxy)-
benzophenone hydrochloride (m.p. 191—
2°C.); and 3 - methoxy - 5 - bromo - 4 - (8-
morpholinoethoxy)benzophenone hydrochloride
(m.p. 201—3°C.).
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: : EXAMPLE 2

Sodium methoxide (12 g) in dlmethyl-
formamide (150° ml.) was treated with 3,5-
dimethoxy - 4/ - chloro - 4 - hydroxy - benzo-
phenone (6 g.) in dimethylformamide (50 mL.),
and was heated for 2 hr. at 120°C., treated
with ﬂ-morpholmoethyl chloride (3 4 g)
heated for 1 hr. 4t"140°C,, evaporated to dry-
ness, and: treated with water to give a solid
material. The mixture was- filtered, - washed
and crystallized .from cyclohexane to give
3,5 - dimethoxy - 4/ - chloro - 4 - (8 - mor-
pholmoethoxy) - benzophenone (6.5 g.), m.p.
91—92°C.; which was reacted with gaseous
hydrogen’ chlonde in -alcohol to give, after
crystallization from - isopropanol, the hydro-
chloride, m.p. 187——9°C.

The following substances could be prepared
in ‘a similar way: 3,5 -- dimethoxy - 4’-

50
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one (8.17 g.; b.p. 190—200°C./0.01 mm.
from 3,5 - dimethoxy - 4 - hydroxybenzo-
phenone and- |3 - chloro - 8” - chloroethoxy-
ethyl - ether), in ethanol (25 ml) containing
morpholine (7 g.), was heated in a Carius tube
at 100°C. for two hours, evaporated to dry-
ness and, after dilution with water, extracted
with dlethylether The mixture was washed
with 0.5%, sodium hydroxide, and the residue,
after concentration, was distilled under high
vacuum to give, as a yellow1sh oil, 3,5 - di-
methoxy - 4 - {8 - [;8* - (B - morpholmo-
ethoxy)ethoxy]etlmxy - benzophenone, b'.jp-.
235—240°C./0.01 mm., :
By a similar process 3,5 -dimethoxy - 4’ -
chloro - 4 - {8 - (8’’ - morpholino-
ethoxy) - ethoxy] - ethoxy} benzophenone
(®.p. 245-—250°C /0.0lmm) could be

obtained.
EXAMPLE § -
3,5 - Dimethoxy - 4’ - dimethylamino - 4-
hydroxybenzophenone (3 g.) in dimethylform-
amide (30 ml.) was added to 0.5 g. of 50%,
sodium’ hydride in oil, suspenided in dimethyl-
formamide (200 ml. )s “and was heated for 2 hr.
at 100°C. to give an orange-yellow solution
of the sodium salt of the hydroxybenzophen-
one. 8. - Morpholinoethyl chloride (2.2 g.)
was added, and then the mixture was heated
at 140°C. The inorganic salts were filtered off,
the mixture was then concentrated in_ vacuo,
and then the residue was dissolved in ether
and washed repeatedly with 0.5% ~sodium
hydroxide.” Removal of the ether gave 3;5-

ogry%gxoxy oxy§benzo Eﬁ:er ] -

95

100

105

rresidh trib

ef:heﬁgmg s

sodiuny sol- .
Q stean® bath to Bt hoxy - 4

[[err]
oxy -

110 -

115
120

125



20 et hoxy) et hoxy] - benzophenone. | i noet hoxy) - ethoxy] -
benzophenone. 3 - methoxy - 4 - {[err] - [[err] - (2"-nethyl-
~—13.- 3,5 - Dinethoxy - 4 5 {[err]- [[err]- ([err]- 80
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phenone. di | am ne. 14. 3,5 - -
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90 tlhyFtL‘m' £
chl or obenzoph

3,5 - D methoxty120<>é W

et hoxy) et hUx-yg‘; et

e T T B -

s i @ ety ﬂam% hmmp 79—8é>°$-be phenyl ,\\3 -

an en methylgting mepy npt s can prepared _

e e i gg:%,mm el
héabriget haaxy 4% 4" -

Exmmgobenzophenomﬂ;oxy]
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pheres pressure in the preeence of palladium
on _charcoal (2-g.) and .N-hydrochloric- acid
(15:1.ml,); After filtration .and, concentration,
m benzene/
petroleum - ether - gave 3,5 -~ dimethoxy - 4-
w - morphohnoethoxy)benzhydrol, hydro-
chlonde, m.p. 121—123°C

EXAMPI.E 9 -

' Chloro + 3,5 <« dimethoxy ~ 4 - [B-
GB -- chloroethoxy)ethoxy] - benzophenone
(10 g.) and morpholine (6.5 g) in absolute
ethanol (30 ml.) were heated in a Carius tube
at 125°C.-for 12° hours. After--cooling, the
mixture was evaporated to dryness on a’steam
bath and . distributed ' between 10%, - hydro-
chloric acid and ether. The ' aqueots phase
was then basified with concentrated  sodiuth
hydroxide: and extracted with ether. Evapora-
toin of the solvent. gave 4/ - chloro -'3,5 - dis
methoxy 4= [B.~ (B - morphblmoethoxy)-:_

and refluxed for 14 hours, cooléd, treated wi
59, hydrochloric acid and reﬂuxed for another
hour. After extraction with ether (extract dis-
carded). the “solution was " treated with am-
moniuin hydroxide to give a bfown precipitate -
which” was crystallized from Cyclohexane to
give 3;5 - dimethoxy - 4’ - chloro - 4 -
@ - morphohnoethoxy) benzophenone, mp
91—92° )
ExampLE 13 - '
3,5. - Dimethozy - 4 - (.6' morphohno-
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ethoxy)-benzaldehyde (11.6 'g.) was added to "

a ‘Grignard reagent, prepared from magnesium
(3 g.) and p-chlorobromobenzene (23 g.)s and
the mixture was refluxed for 4 hours, chilled
and-treated with aqueous ammonium chloride.
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The orgdnic phase was concentrated and the -

residual oil (3,5-dimethoxy - 4 - (8-morpho-
linoethoxy) - 4’ - chloro - benzhydrol) added
to ‘4.5 -g -of ‘chromium trioxide in pyridine.
After 15 hours.at room temperature a few
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3 - phenyl - 3 - [3/,5/ - dimethoxy = 4 -
®B- morpholinoeﬂmxy) - phenyljpentane.

3,5 - dimethoxy - 4’ - chloro - 4 - [8-(2'-
methylmorpholino) - ethoxylbenzophenone,

WHAT WE CLAIM IS:—

1. An ether of- general formula (T)

Q— —Q(o-cr/zczr )—ﬂ/—ka

wherein R is a halogen or hydrogen atom, a

trifluoromethyl group, a lower alkyl or alkoxy
group, or a substitutéd or unsubstituted amino
group; A is a carbonyl group or a group- of
formula —C(R*)(R?)}-— wherein R! is a hydro-
gen atom or a lower alkyl hydroxymethyl or
hydroxy group, and R? is a hydrogen atom or
a lower alkyl group; n is an integer of 1 to
3; R® is a hydrogen or halogen atom or a
lower alkyl or alkoxy group; and each of R*

and R3, which may be the same or different, -

is a hydrogen ator or a lower alkyl group;
or a pharmaceutically acceptable acid addmon
salt thereof.

_ 2. An ether according to claim 1 wherem
R is a chlorme atom or a dxmethylammo
group. ;

3. An ether accordmg to c1a1m 1 or 2,
wherein- R is in the 4-position. .

4. An ether. according to any one of the
preceding claims, wherein R and R? are both
hydrogen atoms, or are both ethyl groups,- or
R%*is a. hydrogen atom and Riis a hydroxy
group. - : RS L =

i.NO
°@9ho£
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morpholmoethoxy) - ethoxy]-
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benzophenone.

16. 3,5 - D1methoxy-4-{,3 (,B’-morpholmo-
ethoxy) - ethoxy] - 4’ - chlorobenzophenone. .

17. 3,5 - Dimethoxy - 4 - QB—morpholino—
ethoxy) - 4’ - chlorobenzophenone.

18. 3,5 - Dimethoxy - 4 - (S-morpholino-
ethoxy) - 2’ - chlorobenzophenone.

- 19. 3,5 - Dimethoxy - 4’ - amino - 4 -
(B - morpholinoethoxy) - benzophenone.

20. 3,5 - Dimethoxy - 4’ ~ amino - 4.~
[8 - (8’ -~ morpholinoethoxy)-ethoxy] - benzo
phenone. .

21. 3,5 - Dimethoxy - 2’ - methyl - 4 -
(8 - morpholinoethoxy) - benzophenone.

22. 3,5 - Dimethoxy - 2’ - methyl - 4 -
g - 68’ - morpholmoethoxy) ~ ethoxy] -
benzophenone.

23. 3 - Methoxy - 4 - [l‘?-QB’-morpholmo-
ethoxy) - ethoxy] - benzophenone.

24. 3 - Methoxy - 4 - {8 - [& - (2"-
methylmorphohno) ethoxy]-ethoxy} benzo-
phenone.

25, 3,5- Dunethoxy 4- @ - morphohno-
ethoxy) - diphenylmethane. _

26. 3,5 - Dimethoxy - 4 - (8 - morpholino-
ethoxy) - benzhydrol. :

27. 3 - Methoxy - 4 - (8 - morpholino-
ethoxy) - d1phenylmethane

28. -3 - Methoxy - 4 - [8-(’-morpholino-
ethoxy) -- ethoxy} - diphenylmethane: .

29. 3,5 - Dimethoxy - 4 - (8 - morphohno-
ethoxy) - « ~ butylbenzhydrol. - : ..

30 3 - Phenyl - 3 -"[3%,5’ - dimethoxy-

- (8 - morpholinoethoxy) - phenyl] pentane.
h 31 3,5 - Dimethoxy - 4’-- chioro - 4 -
{-[p-@2- methylmorpho]mo) ethoxy']-
ethoxy } - benzophenone. - :
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stantially as described herein.
and t hen con- 38. A process for preparing an ether verting in a
manner known per se the reduction according to any one of the preceding
ctarnms, product to a conpound of general fornula (1) 55 t he process

conpri sing wherein Ris a substituted an no group;ﬁ@O :
f

an unsubstituted am no group,

20 (&) reacting a conpound of general for- (e) reacting a conpo
general for- mula (1) _ _ mula (VII11) ' -
gre;rgs dot wherein M is an alkal zsggbal atom and A, R and Hr’-’]
as defined ddaps BB o ereep aded| arsif theymise r al 5 A prixrcacéordilg) to any one of the| £ m 1,
with a com@%ﬁ% quadgm‘%?ﬁ preceding dmﬁic( where121 R®is a [”éﬁh‘r"?’
wherein Y_j Bl i el e FP g P A thter G BNt Xamy | e B BRI Ogen

at om andiR. htgox@sbemphﬁlo@gr ind.p gﬁe_gm defi chaln@) Whelein Gfe o¥ bofh of R* -defined
in claiml tEzghpe oaot&rlcgtmmdisaﬂ'dtemven% and R® are terhyt gepsi ng a co ourﬁé of
gener al fornmlﬂmlph C(1V)

of gener al

[err] 10
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(1X)

and n, AR
[err] 150
wherei n n,
claimil,.w
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3,5 —dimethoxy - ‘BUP4rifledromethyl - 4 -
@ﬂ a (& ermyephalihogthoxgletheyhi bdnes:- -

p enone.

I

3gendhéah
Rpph %ﬂh xy hipgeizo

En?rpsﬁ‘:gﬂﬁ - ethoxy]

3 - methoxy 4 -8 - (8- morphohno-
ethoxy)ethoxy] - benzophenone. : -

3 - methoxy - 4 - {[8 - {I8" - (2”” - methyl-
morphohno)ethoxy]ethoxy} benzophenone.

3 - methoxy - 4 - (@ - morpholmoethoxy)—
diphenylamine.

3 - methoxy -4 - [i§ - (|l3"
ethoxy)ethoxy] - diphenylmethare.

3,5 - dimethoxy - 4 - (8-morpholinoethoxy)-
«- butylbenzhydrol

"3 « phenyl - 3 - [3/,5” - dimethoxy = 4 -
QB‘.-morphohnoethoxy) - phenyl]pentane.  °

3,5 - dimethoxy - 4’ - chloro - 4 - [|8.- (2"-
methylmorpholino) - ethoxy]benzophenone.

WHAT WE CLAIM_IS:—

1. An ether of: general formula (I)

Q— ‘(0—6//20.42)—”

wherein R is a halogen or hydrogen atom,
trifluoromethyl group, a lower alkyl or alkoxy
group; of 4. substituitéd ‘or unsubstitutéd amino
group; A is a carbonyl group or a group: of
formula —C(R*)(R*)— wherein R* is a hydro-
gen atom or.a lower alkyl, hydroxymethyl or
hydroxy group, and R2 is a- hydrogen atom or
a lower alkyl group; n is an:integer of 1 to
3; R® is a hydrogen or halogen atom or a
lower alkyl or alkoxy group; and each of R*
and RS, which may be the same or different,
is a hydrogen atom~or.a lower ;alkyl group;
ora pharmaceutlcally aoceptable acid addmon
salt thereof..

.2, ‘An ether acoordmg to claim 1 wherem
Ris a chlorme atom or a. dlmethylarmno
SIOUP

An ‘cther . accordmg to clarm 1 of 2,
wherem R ds in the 4-position,

4. "An.ether.according. to any one of 1he
precedmg claims, wherein R*-and R?.are both
hydrogen. atoms,. or are both ethyl Eroups,-or
R%is a. hydrogen atom. and R’L i5a hydroxy
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8. An ether according to claim 1 wherem
Rl a

R.is other than a trifiuoromethyl group.
3,5 -

morphohno)-ethoxy]—benzoph{trﬁﬁd’

3bef Dimethoiyry 4518 - 187 -(2"-
lmorphohno)—etlmxy] ethoxy} benzo-
enone.

12, 3,5 - Dimethoxy - 4 - [ﬁ (8’-morpho-
hnoethoxy) - ethoxy] - benzophenone.

13. 3,5 - Dimethoxy - 4 - {8 - [|8’ - ('~
morpholmoethoxy) ethoxy] - ethoxy }-benzo-
phenone. '

14. 3,5 - Dunethoxy =37 - tnﬂuoromethyl—
4-(8- morphohnoethoxy) - benzophenone.

15 3,5 - Dimethoxy - 3/ - trifluoromethyl-

- [B - - morphohnoethoxy) - ethoxy]—
benzophenone )
. 16.: 3,5 - Dunethoxy—4—{.3 Qﬂ’-morphohno—
ethoxy) - ethoxy] - 4’ - chlorobenzophenone. .

17. '3,5 - Dimethoxy - 4 - (3-morpholino-
ethoxy) - 4’ - chlorobenzophenone.

18. 3,5 - Dimethoxy - 4 - (8~morpholino-
ethoxy) - 2’ - chlorobenzophenone.

19. 3,5 - Dimethoxy - 4’ - amino - 4 -
@ - morphohnoethoxy) benzophenone.

20.. 3,5 - Dimethoxy - 4’ - amino - 4. -
[u@ (B’ = moipholinoethoxy)-ethoxy] - benzo
phenone. . -

21. 3,5 - Dimethoxy - 2’ - methyl - 4 -
w - morpholmoethoxy) benzophenone. -

22. 3,5 - Dimethoxy - 2’ - methyl - 4 -
B - @ - morphohnoethoxy) ~ ethoxy] -
benzophenone. -

23. 3 - Meth:-:l)xy 4 - %@—Gﬂ'-morpholmo—
ethoxy) - ethoxy] - benzophenone
- 24, )3 - Methoxy - 4 - {8 - [ -.(2"";
rnethy]morphohno) ethoxy]-ethoxy} benzo
phenone.

25. 3,5 - Dimethoxy - 4 @ - morphohno-
ethoxy) - diphenylmethane.

26. 3,5 - Dlmethoxy 4 - (8 - morpholino-
ethoxy) - benzhydrol.

27. 3 - Methoxy - qe morpholino-
ethoxy) - dlphenylmethane

28. 3 - Methoxy - 4 - [i8-(%’-morpholino-
ethoxy)-- -ethoxy} - diphenylmethane; - . .

29. 3,5 - Dimethoxy - 4 - (8 - morphohno—
ethoxy). - « ~ butylbenzhydrol.

30. '3 - Phenyl - 3 - [3,5 - dlmethoxy-
4’: - (B - morpholinoethozxy) - -phenyl] pentane.
. 31.. 3,5:- Dimethoxy:~ 4’.- chioro - 4~
{ = B =" -. methylmorphohno) ethoxy"]-
ethoxy.} - benzophenone e :
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(M11) to give a Giignard adduct which is
then hydrol ysed to give a conpound of gen- 75
~eral _formula (1) wherein Ais -CHOH,; or wherein R err] and R err] are

as defined in claiml;, - (g) oxidizing a conpound of general for- or
mula (1) wherein Ais a group of formula mmimcnﬂpound of the

gﬁrgr?:)for@C(R[err])(R[err])- wher ein R[el"ﬂllmuﬂl"mﬂﬁrﬂﬂﬁrg?gm ;md
glel?]rr]’ g[err], Rlerr] 80 40 whey. 55147»6\:?‘ fug.ékb?nﬁngﬂ?fg’nans Rrerr]

and Rl err}]: ar82.8g -deifnethexy -i4h- dﬂmmﬂmol?gusvehsaroxz andROE a dedegeal

formula (1) er( ﬁ"Adg‘?’gﬁ‘mﬁl‘e‘ Ygeﬁ*%%a‘?”‘fha‘ﬂﬁﬂ? R(P’)d%?@r@fiﬁgelk $s a
carbonyl gro 1, Di si 4.ed nyerti reducileSa P, rgula
“C(Rierr] % Fq.ﬁe:@?? L aiel’s Sl o pl 5

ceutical |y asbemptabl e acid add|t|on salt by re--

=43 A proces§ accordi ng

to claim38, 3hpds -Jmethoxy 4’ Hehlagg r i 1 he approprJ_at eﬂﬂam d.

stantially ﬂgﬁﬁ{gbdélaeth ‘m‘g%h°9n°?f="5- Tihe /N304 Apekied aycording to-
cl ai m 38, 1mheBge- 3,5 EXPifphesy. - 4/ - chldio t Re- conpguae/-of geferal. ot a (LV) s,
44. An etheri® aﬁﬁ"]le(ﬂf'neubrphqhnvttbaxmeﬂmxylpre- : prepareﬂ by react=ng a L
B o pilon I 3. UR6E55, 986000 4 B, 80, X o, e 57 2
(1) W'tha&lfo (iup éﬁoﬂéﬂéx thar dmclalmltogwea o

25 nmuls

(3@ An ether according to clalm.i, sub-

phar maceuti c%ﬁnu@bmpd@mhebherﬂeom
prising an et

DL £ or) an kb ST i R U o g i ) 55, _-t
3!

phar maceu®l cald) yrestipe ptcompound of general for-

abl e carri.ermdg (I8 | uent .

46. A conposition accordl ng t 4 3(:[ aim45 30

be sane or
atom and n
claim 1.
cl ai ns
and 27 to 2%

30

subst antd
is as #”°

WHefiRd in claim 1, with a
5 compound of general formula (III) :

WHZCHZ(OCHZCAZ) ﬂ 0.

_/e5

wherein Yisa halogen atom, and n, R“ ‘and
R® are as defined in claim 1; or

(b) reacting a compound of general for-
mula (IV) .

pony

wherem Yisa halogen atomn, and n, A R and

35

R¥*dre as defined in claim'1, with a oompound
of general formula .. .

._Rﬂ.

Y

e

. k"

whetem R‘ and. R-“' are as deﬁned in claim 13
or:

(o) reducmg a oompound of the general for—

mufa (T) _

wherein A is a carbonyl group, and n, R Rﬂ’
R* and R® dre as defined il claim 1; to give a
compound of general formivla- () . wherein A
is a group of formula —C(R*)(R?)—, wherein

oompound of gmeral formhiia. (I)Avherem Ris -

an unsubstituted dmino group,.and then con-
manner known per se the reduction

(¢) reacting: a compou.nd of general for- 7=

~mula :(VIIIL)

claim 1, with a compound of general formula
(VIII) o

w@ereln each Y, “whi ch may -
i s a hal ogen

! 0 dl ffe y -
pOSi ) Gom)p@ - def| ned in
prisi ng an ethgr accordfng.to any one of .-

}flgm ﬁ Bpﬂ%cﬁaﬁ Mg{ogl’ Ngh ho clai m'38 or 39,

wherein n, R®,"R* and R? are as defined in 60

. 8to 12, 14 to 25

wherein X is a ha.logen atom and R is as -

defined in claim 1 to give a Gngnard adduct
which is then hydrolysed to give a compound
of general formula (I) wherein A is a ca:rbonyl
group; -or . .

() reacting a compound of general for-
mula (IX) .

.k4

wherein 1, R?, R* and R* are as defined in
claim -1, with a compound of general formula
(VIII) to.give a Grignard adduct which -is
then hydrolysed 1o give-a compound :of gen-
eral-formula-(I) wherein A is —CHOH—; or
(g) oxidizing a compound of general -for+
mula’ (I) wherein A is a° group . of formula
(R1)(R3)-—, ‘wherein R* is & hydroxy group
and R?® is a hydrogen atom, and n,” R, R®, R*
and R* are ds defined in claifii' 1, to ‘give ‘4
compound of general formula (T) whereln A
is"a carbonyl group;-and, if desired, converting
the product of (a) to (g) into a pharma-

65

70.
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wherein Y is a chlorine atom ceutically acceptable carrier
or diluent. 35 41. A process according to claim 38 where- 15 in (a)
Mis a sodiumatom 1 A KEMP & CO

42. A process according to claim 38, where- Chartered Pat e'nt

Agent's, inin (d) the reduction product is nethyl ated .14,
. Sout h Squar e, to give a conpound of general formula (1) @
Gay's Inn, London WC 1. lmeggﬁl n Ris a dinet hyI ani no ggoup

Pri ntec 3
Leam msﬁtmﬂlyﬁp@ptaﬂeidd addmon salt by rePUbH3. shadwbﬂy adzcbrémmt drim 3@f sqbc e20 25

wherein R is a dimethylamino group.
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Published by the Patent Office, 25 Southampton Buildings, London, WC2A 1AY, from
which copies may be obtained.
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Sout h thsm mrqr agidhn genﬂ aly o figffibed in any one of
Whl c h E’ vihere-
. (gIé‘Q a4 An ether, as definéd B/ eldiY1, pre- SPECI FI CATI ON
: raaﬁﬂ ﬂmmﬁ&ﬂlﬁf Cpdrédnby, a $tolesd aca@dispwnany one |oﬂsert "60 " THE
PATEN‘IIoﬂEEI (IJBE witﬁtahoxﬁmmhmf;gemgw r- claims 38 to 43. 25
45. A pharmaceutical composition com-
prising an ether according to any one of claims
YCH2CH2(0CH2CH,)—-Y 1to 37 and 44, and a pharmaceutically accept-
1 able carrier or diluent.
46. A composition according to claim 45 30
wherein each Y, which may be same or substantially as described herein.
10 different, is a halogen atom, and n is as 47. A pharmaceutical composition com-
defined in claim 1. prising an ether according to any one of claims
40. A process according to claim 38 or 39, 8 to 12, 14 to 25 and 27 to 29, and a pharma-
wherein Y is a chlorine atom. oeutlcally acceptable carrier of diluent. 35
41. A process according to claim 38 where- :
15 in (a) M is a sodium atom. J. A. KEMP & CO,
42. A process according to claim 38, where- Chartered Patent Agents,
in in (d) the reduction product is methylated 14, South Square,
to give a compound of general formula (I) Gray’s Inn, London, W.C.1.



