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atoms; R® may each be for example, a methyl, ethyl, 65
Y represents either (A) an aminoalkyl group propyl or butyl group, or together with the

25 of the formula —Alk—NR?R?, in which R? nitrogen atom may form, for example, a
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in an inert solvent to form the alkali with lithium aluminium hydride to yield
metal phenate and then with the appro- the required product.

priate  halide, of the formula: In the methods 1(a) and (d), the inert sol- 90
vent may be, for example, toluene or dimethyl
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then heating. Reaction with the halide or halo- 95
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which is then reduced, e.g. with hydro-
gen in the presence of a suitable catalyst;

or
(b) when R* is hydrogen or a lower alkyl
group, from a lower alkyl ether of
salicylaldehyde itself, by similar reaction
with the Grignard reagent and sub-
sequent reduction, to yield a compound

of the formula:

R:

o
heg

where R’ is lower alkyl, the ether being
converted to the free phenol by conven-
tional metheds and then reacted accord-
ing to any of the preparations (1) (a),
®) or (0).

In the preparations (2) (a) and (b) the
Grignard reagent is prepared in the usual way
from magnesium and the appropriate halide
in a suitable solvent, e.g. ether, and the appro-

ester) may be carried out at

phéﬁ)? lreatf3f first according to any of the

| de” piepandib@-(19&), (b) or () to yield 75
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reflux tenpera-

ture. 3
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followed by reduction as in (a).
In each case, the reduction with hydrogen may
be carried out as in preparation (2), and in the
cases where R* is halogen R* may be simul-
taneously replaced by hydrogen.

The starting materials for preparation (3),
ie. acyl phenols of the afore-mentioned
formula, can be readily prepared from the
corresponding phenyl carboxylate by the Fries
rearrangement reaction, with aluminium
chloride or similar Lewis acid catalysts:

\O\O'CO'RS

When R* is hydrogen, however, the reaction
gives a mixture of ortho and para isomers
which have to be separated to give the required
ortho-acyl phenol.

In each preparation, the final product may

80

85
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Examrires 2 10 39 analytical figures required by the empirical
95 The compounds in Table I were prepared formula of each compound are given in
as in Example 1; from the appropriate sub- brackets. Salt formation was carried cut in 100
stituted phenol and chloride CI-Y. The the usual way, using the appropriate acid.



chloride or simlar Lews acid catal ysts:
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measured over a further period, until the in- was added in portions to a
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EXAMPLE 40 (B 4 - (3 -71(2 - n - heptyl phenoxy) propyl] -
(A 1 - Bronb - 3 - (2 - n - heptyl phenoxy) - 1 - nethyl piperazine
pr opane The product of (A) (5.0g.) and
N- net hyl - Heptyl phenol (48 g.) was slowy piperazine (6.4g.)
in ethagol reb5 add?’%sgggl a stirred solution of potassium
refl uxed- —After- PRg-and-re 0 hy.droxi-de 4 g.) in
nmet hanol (@366 —3= rov-a—oef—sphrert—utder—reduceq—presstre,
Di br onopr opane was, t hen addged wdter (100 m s.) was ,added and the
mxture Z| -p%t@onz nd3t h8 m Xt utd rBf IPxedZor; thel rfhdd just basic
wi th 2N sodi um hydr oxi (Fe, steam | bath |[for 2 hours before coqling and
foll owed by extr i twceg with ether. The 10 filtering the prlecipitated
pot assi ug pr e de|. o é‘brhm ned organi c| ext®dcts were| dried, $il4erjed 25
Evaporati on 8f Fhsdt vént ®ljef & a®r esPdual| ol °‘anqd°°e\f%1§por'até‘d tlo give a
residual o}l that]was whi ch was fistil|l ed undefr reddiced pregsure, held
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fraction (B6@ ) iR grder Lo ré&move pXcelq NEnethyl Spiper i fe.
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col |l ected between 138[err] and 146 at 0.6 mm The nal eate salt was

formed in the usual 15 Hg pressure. manner
and recrystallised from ethanol, to 30

yield 3.5g. of the di-maleate;,mp —I912{err|C Amalysi s:
Found - C, 61.8, H 7.7, N, 4.7% Calc'd
for: CJerr],H3, Nerr].2(err] - C, 61.7; H 7.85;, N 5. 0%

EXAMPLES 41 TO 44 out in the usual way, using the

appropriate 35 95Were pr epar ed acid. In the
case of Exanpl-e s -appropri at-e
sub- where the di BpH Ea‘ﬁ)lqrc)gh vol éﬁ)|l4e[3 Q- %thev‘dbbﬁi‘) ]?@ﬂﬂ]
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in one portion a fl ed on the st basic ﬁ

pr eci pitate was sk BRE.forl D@ours bcfore hn§Q d Ulfﬂll rHydaQtr mﬁ&&ﬁkﬁreﬁielorl‘he 4. 89)
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AT e iy = i rifenE T o g v
cycl ol hexyl et hyl: et he hl fi ﬁ(ﬁ ¢ hyf ordepesfanawéierssm i %eﬂflﬁ‘essure
Water (1 OOM) 5couéaaerdrmm e13¢4 M Te Utiakath aslt @ab ﬂoﬂned\ﬂﬁSheaddaed

t he residue, léaﬁgfnrédlrwth NaO-l 30 80 frapner] age ggerystpthi Ifroeth dget é‘ie
(12.1g) and the mixture extracted with chl 8F8fopnd! the dispgiests yapy 13kae - and
the m xture refl uxed for (50rr1) Wor ki ng upcgthe ch}l_égroformextract in

4 hours, cool ed, poure \é&ﬁe cte g S ?J‘a ﬁr afforded
4.69 of 1 - iso- %ﬁe‘frhef‘ *Ev%‘?(é‘trﬁg ed an 2h e’d;1| n the (sual butyl -
4 - [2 - (2 - cycl ohex;ﬂx c))ﬁgen- 10 mannes . %ﬁlléut dg)pstl | | atl on
gave 14.1g ayyacgf x&&ptahrra@rna% oS eredpridatbk BEOW @ case o xampleSOf BRI 4o
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(2) The product of (1) (20g) was dissolved
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dilut¢ ammoma and the separated ecthereal
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tracted twice further with ether (150ml total)
and the ether extracts pooled and washed with
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evaporation on a water bath and ‘the residual
oil distilled in wacuo. The fraction of b.p.
180—186/0.3mm {29.8g) was collected and
shown to consist of 95%, pure N,N - diethyl -
2 - {2 - (2 - cyclohexyl - 1 - hydroxyethyl)-
phenoxy]ethylamine as free base.

Analysis: Found:

EXAMPLE 48
(1) 2 - Cyclohexylacetyl - 4 - chlorophenol
(252.5g, 1.0 mole) in dlmethylfonnamlde (600
ml) was added over 1 hour to a suspension of
sodium hydride oil dispersion (48g, 1.0 mole)

C, 63.60; H, 8.50;
cald for C,H,:NO.CH.O, C,

16.4g of NLN - diethyl - 2 - [2 - (2 - cyclo-
hexylethyl)phenoxy] ethylammc as an oil. This
was dissolved in cther (150ml) and a solution
of citric acid monohydrate in ethyl methy!
ketone (11.4g in 75ml) added slowly ro the
stirred solution. A colourless voluminous pre-
cipitate separated which was filtered, washed
with ether and dried in zacuo at 40°C to yield
25.8g of the citrate, m.p. 128-—130°, identical
with the product of Example 1.

N, 2.71
N, 2.83

yA

63.01; H, 8.34; .

in dimethylformamide (400 ml) at 90° and the
mixture obtained was stirred at 90—100° for a
further 1} hours. 2-Diethylaminoethylchloride
(142g, 1.05 mole) in dimethylformamide (200
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ml) was then added at 90° over 0.5 hours and 110



50 which contains (1) a single, tertiary nitrogen hydrocarbon group
containing from2 to 4 atom separated from the oxygen atom by a
carbon atons, the free val ences being | ocated chain of two carbon atonsg
only, (2) a total on different carbon ‘at ons; of from 6 to 9 carbon
at ons d (3) a (B) an amin clic group of the formula
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30); oral- a1'<v1 - 2 - piperidyl - methyl pharmaceutically acceptable acid addition
65 group in which the 1- -alkyl substituent contains salts of such a compound.

up to 3 carbon atoms (e.g. the products of 2. A compound as claimed in claim 1, in

Examples 32 and 37). which R? is a primary hydrocarboyl rad1ca1
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The products of all the Exanples have VWHAT WE CLAIM [ S: - been

evaluated as Herr]-antagonists, in tests for 1. A conpound of the

f or mul a: effectiveness in inhibiting histam ne-induced 40 gastric acid
—sec ' - thirs—specification. On the basis of

the results obt ai ned, the nost effective conmpounds have

[err] 70 been found to be those having the

f or mul a: [err] - . wherein R err]

represents an al kyl or cycl oal kyl -

al k¥l group containing from %2859 carbon 13 [err]

at oMy heated at 90—100° for 3 hours. from isopropanol and had m.p. 123—125°.Y represents

actants
eit h&f;exz &lx@%@%a&@ﬁ |l Bho, water (l (2) The product of (1) as citrate (11.2g, 0.02 _
gr oupue)f w{mhedcledr paulicusly, Altte- }rﬂ{e)adrss Y“dlul[l meiliBatdbspirit 1100MmIgh 2R err] is a

hept ‘a' X yithe Ch oform °" néP &eh represent a
el s S L) oA R gSe | o7 group

or, tdagaik Eﬂ’mWhtc WhiRR vl difsQann  lyst aasrrme Qﬁd tretshiey cacadp, and Y is a
gr ou ilutc (ﬁt)drrﬂ'p@‘omragth (’(ﬂﬁe 1) ané atntedmhedlwm@h mlsauspendccbrh wakhe 25 fornul a

W dqwith "r (3 q % r¥ xxde Al k'
€ bl ;’érffﬁ’l GWS‘SQ\%% h nBETOR nn‘gnh“ broform! sadé’éé’%‘iéi“@t s a dival ent
sat urcladsradma ki phaté eni). 8[th Eﬂloa'oihhix Cldnmomkﬁhﬂghcdi silphate @l @oncérer ti ary ni trogen

hydr lalmblo?]v g ra@@ntga‘rem?'tﬂﬁg fof onrad tomnébﬂ to ywléltS!;)nﬂ Igélpadlabéd BPom t he oxygen
ety ce SA S\ e
e s e A "
C

car b@ph Shs Pl ek binbeEE B chitn AR of from 6
to 90b&ﬁbmrltea®lﬁ¢hswand'lcé crv&tallrsed O ithe( I3Yirochitoridd)inn@ - 1BY-6L¢.C group of the formula

met hyl ene group attached to the oxygen atom [err] in whichnis Oto 3

ared 85 Shualyds: Thdusd:Y i s pref.emab yH, foae; examsl; ecl,aogsQup of the fornul a
- CH er r ] -@Hdefor ] CNRRNESHOR] ef.r10.78n H 1040] sN.aé. b v &), A5 %gr oup whi ch conpl et es
a which R err] and R err] together contain from4 to sat ur at ed

het er o’Byci)rpfbxcqsm‘igxllcdrnt%namplcrgh@rt WHATCHE AN Bhs-(e. g. the products of
op cvaluaged g5 o pzjh%%mrﬁtﬁmaggwfogt on- dniamaguad efabt forir bon 1, 5 13, 19,
ar

CCt1V,

2140 iric d mo D)in & atons, any such nitrogen atom bei ng
sepa{hlsGQecxtgﬁtmmpoxoﬂxetblaﬁ SfOchdTekkiles rated fromthe
oxygebpi o8 sflldtionh camipeundg gave ' R‘uR‘ 70

am ng=e ‘Eﬂ‘f‘é"qij? g9y hrenste fomEa: by a chain oy [err]

of from2 to 4 carbon atons;

and Rlerr] reptesepts a hydrogen whéreil ®' GgeRenBlamikyl or cydbuiiye R err] and
Rlerr] toget herféﬁnt ain from 3 to alkyl goumacchgineg ki fo, 9 eddopxy or al kanoyl

group, 6 carbofi"atons (e.g. é‘“ uct..of ga I r an
a- oxi m no-lower al kyl group; and'th ? the“‘f’j,maé ar a%" ofli‘mahgyl - 2 -
pi4seid ahith R' igwthatyl or 2- @h«ﬂar:}ryaeramt [ c\a{ dhykamem atoh eep;mend agldkirt i on 65 group

i n whToEn KHea y&ipae or its f;t?éu@nt cadt allwia:for, ttggstlarztvggorw sigessma conpound.
ey 4r
up 1S fal RS BT, N%RJ e pr 7%?& erocyil g OROGA as cl ai med in
C ali MAH,,HTH—7Z (X afhRGred deriads presents a divalent saturated aliphatic soWhi ch Rl err]
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methylene group attached to the oxygen atom. ~ > ; :
55 Thus Y is preferably, for example: a group -—Can,,—CvH Z. in whichnis 0 to 3 and 85

of the formula —CH,—CH,—NR2R® in Z is a divalent group which completes a

which R* and R*® together contain from 4 to saturated heterocyclic ring containing at
7 carbon atoms (e.g. the products of Examples least one nitrogen atom and at least 4 carbon
1, 5,13, 19, 21, 22, 24, 25, 27, 28 and 36); a atoms, any such nitrogen atom being sepa-
60 group of thc formula rated from the oxygen atom, to which the 90
amino-cyclic group is atiached, by a chain
—CI1,—CH(CH,)—NR"R" of from 2 to 4 carbon atoms;
and R* represents 2 hydrogen or halogen atom,
where R? and R® together contain from 3 to or a lower alkyl, alkoxy or alkanoy! group,
6 carbon atoms (e.g. the product of Example or an a-oximino-lower alkyl group; and the 95
30); or a 1 - alkyl - 2 - piperidyl - methyl pharmaceuticzlly acceprable acid addition
65 group in which the 1-alkyl substituent cosmtains salts of such a compound.
up to 3 carbon atoms (e.g. the products of 2. A compound as claimed in claim 1, in
Examples 32 and 37). which R' is a primary hydrocarboyl radical.

* c L M S *



14 1, 268, 951

14 3. A conpound as clainmed inclaim2, in 14. 1 - [err] 2 - [2
-(2 - cycl ohexyl - ethyl)- WhICh Rlerr] is a n-heptyl or

2- cycl ohexyl =ethyt—phenoxy—ethyt—ptperi+dine: group- :
15. 1 - [err]2 - [2- (2 - cyclohexyl - ethyl)- 40 4. A compound as

clainmed in any preceding phenoxy] ethyl pyrrolidine. 5 claim in which
Rlerr] is a hydrogen or fluorine 16. 1 -.-[err] 2 - [2 - (2 - cyclohexyl -

et hyl) - atomor a nethyl or nmethoxy group. phenoxy] ethyl -
2,6 - dinethyl - pitperidine. 5. A compeMt as cl ai rred in any pre- 14
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