PATENT SPECI FI CATI ON
99 (21) Applicaion No. 1872/73
No. 1 337 575 (23) Conplete Specific
Speci fication published 14 Nov.
147/ 14 |/ A61K 27/00 (52)
361 364 36Y 397 464 613 623 634 644 652 662 790 79Y ON (72)

1973 (51):

(11) 1337 576 NO DRAW NGS
(22) Filed 7 Dec.

Internationa

1970 (62) Divided out of

d assification-CO?C'
| ndex at acceptance C2C 200 220 227 22Y 30Y 360

| nvent ors

KENNETH WALTER BENTLEY and W LLI.AM | AN RUSHWORTH (54) ARYLALKYLSULPHOXI DES

(70 Ve,
per oxi de.

chl or obenzo-

t hat

[err].

t hi oet herd N(52) Mdéxadt a
arylalkylsulphoxpé‘és200
met hods for
to this |nveﬁ

pre- vided conpounds
said fornula: -

50 3,4 -
0.17 nol e;
sodlun1(3

in absolute

Di nethoxyphenylnethy

RECKITT & COLMAN

PRODUCEEATTENT S PECEFIOATION- bal osatcif
"Yorkshire do hereby

to mnine the formation of NMDRAWENGS e t he i nvention Ro
a flur t Gd) Application NoA87273d uc(22) Fikd 7 Dst. psone,
grant ed M) u&?) Bivided dweofist h3%d 57%2qui nol ar proportion of t
by which g {28) Conglee recificadiontittd 24 Nowhed7par t i cu-
oxi dat i onfYiyr o(#4) Cemplege Spedfintop@oblishad 24 Wov01978 he f ol | owi ng
YY) : ¢51) International Classification CO7C 147/14 // A61K 27/00

P2y 32% ﬁ@’éﬁé‘lﬁ% QGH %‘ﬁ B¥GubHol3ar port

of Dansom Lane, Hull

t e 3 54 81 652 662 798¢,

g

nﬁ?a
[err]

A(7A) L&Re

repr esentss gwmgu
having 1 toby7whtcarxbsm betmﬁ&mecambd

two or al ky
removed und®

pressur ey THE ok

(54 ARYLALKYLSULPHOXIDES
sul phoxi de 3,4 -

dqgﬂrﬁbﬁipm leedy bnghe 3°1l°1§m5 sret&r bé’#?tedtab fe-20°Chour s.

.y %mﬁgﬁr&t@ég%m%ldgsr oy

tri

,,———:
AAAAAA

an 5 a

shoul d

ﬁﬁerOX|de at [err].

i ng as the oxidising agent hydrogen

égngéE?n of;gr

10 and
Accordi ng

MéMoxanpl es illustrate the
paration of conpounds of

Exanpl e 1.

il

dﬁﬂﬁﬂﬂﬁﬁm%ﬁﬂpﬁﬂ%ﬁéoﬁhﬁﬁlhﬁf

with an equiniolar portion o
perox1de at 0—20°C,

Di met hoxyt hi ophenol (28. 3g,
EE@KHT Szn C@E«MAN agasrtheSlesmﬁﬁm(}ibﬂﬂée)x)peMﬁﬂe added to

B ahlombenzo-a nol e)

[dPr]
roup
| uxed for

_The sol vent was

BB st 4%

Wt h chlorofammmmgheﬂaxmmmﬂmsmmemazmashedumeamﬁﬂgenn$neaamﬁ&mm9@&ds produce
a_ si gni fi cavided compoungs ofy thadiermpla dri ed ov parativaghewipownds ofl spid forgrubleret i on i n

bIood pressure when admnistered to

di- met hoxy-
(28.69)

15

20

30

35

b. p.

nor not &Hs? r enal

[err] ca
_ CH30

or

r}
in which R! represents a hydrogen atom or a
methoxy group, and R? represents an alkyl
group having 1 to 7 carbon atoms, an alkenyl
or alkynyl group hiaving 3 1o 5 carbom atoms,
or a hydroxyalkyl group having 2 or 3 carbon
atoms.

These compounds produce & sugmﬁcant Te-
duction in blood pressure when administered to
normotensive, DOCA or renal rats and also
cats and dogs and have utility in the treatment
of those conditions in man for which an anti-
hypertensive or vasodilator drug is employed.
By DOCA rats is meant rats rendered hyper-
tensive by the administration of deoxycorti-
costerone acetate (DOCA) following unilateral
nephectomy. '

Phamaceutical compositions -incorporating'

the compounds are described in the Speci-
fication of and claimed in co-pending Patent
application No. 58065/70 (Serial No.
1,337,575).

The compouns may be prepared by oxidis-
ing the corresponding thicethers.

The oxidation may be carried out employ-
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AA Levi and S. Smiles. J. Chem. Soc. 520
(1931)) was added to sodium (3.83g, 0.17
mole) in absolute ethanol. Dimethyl sulphate
(20.8g., 0.17 mole) was slowly added to the
mixture which was then refluxed for two
hours. The solvent was removed under re-
duced pressure. The residue was extracted
with chloroform. The extracts were washed
with water, dried over magnesium sulphate
and evaporated to give 3,4 - dimethoxy-
phenylmethyl sulphlde (28.68) b.p. 110°C/
0.8mm.

Anal, Calcd. for CH,,0,S:
C,58.7: H,66: 8,174
Found:
C,58.5: H,64: 8,17.2%
30%, Hydrogen peroxide (11.3ml., 0.1 mole)
was added to the 3,4 - dimethoxyphenylmethyl
sulphide (18.4g, 0.1 mole) in glacial acetic acid
(100mi) with cooling. The mixture after re-
maining at room temperature for 24 hours was
made alkaline by the slow addition of ice-cold
aqueous sodium hydroxide. The mixture was
extracted with chloroform. The extraots were
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- For the purposes of convenience and ac-
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Example 3.

2,5 ~ Dimethoxyphenylmethyl sulphoxide
2,5 - Dimethoxythiophenol (2.8g., 0.017 mole:

35

SuterandHansen] Am. Chem. Soc 54, 4102,
(1932)) was added to sodium (0.4g., 0017
mole) in absolute ethanol. Dimethyl sulphate

(2.1g., 0.017 mole) was slowly added to the

40

mixture which was then reflexed for two
hours. The solvent was removed under re-
duced pressure. The residue was extracted

curacy of dosing the compositions are advan-
tageously employed in a unit dosage form. For
oral administration the unit dosage form con-
tains from 1mg to 500mg, preferably from
10mg to 100mg, of the compound of said
formula. Parenteral unit dosage forms con-
tamfmmlmgtolﬂmgofthcoompomndof
said formula per 1ml of the preparation.
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Preparation V for the maxi mum percentage fall in the blood 55

The 3,4 - dinmet hoxyphenyl met hyl sul- pressure phoxide in each of the
foregoing preparations_l-1V may be replaced by 2,4 dinmethoxy- Conpound
% Fall in Blood 80 phenyhnethyl sul phoxide, 3,4 - dinethoxy- of Exarrpl e
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65 60 phenyl nmet hyl sul phoxi de, 3,4 - di net hoxy- 2 '
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46 phenyl net hyl sul phoxi de, or 31,,3§7,576d| met hoxy - 4 5
30 p‘ggﬁ Jde. - 21 '

50 Scr e%é ag,‘?mgy Ja%llgﬁgle I veJl act |A/ﬁxyu,m§'f”,;‘§§éf"f.'} 1;54 dimethoxy- 51
65 been carried out enploying knovvnp eyl sulphofide, and 9 parts of a

1,337,576 tablet base comprisigg stareh wigy are some of
the résults when of 20, 50 and 100 ﬁfghg’ ma%&fs“‘g’agff“%?? oﬁ‘ﬁounds

were adm ni st er edpRpaddoy 1t 0 groups a(g,ﬁ,%;& ftheOrabi@d gre WRScEARIzOYEd foOr each
com

5 oA ik Sfyppart ems,#vedmalmy-at aviosagen 1e\oelzsng pio3jhdimethbesy- f | gures are

for tHe Phenyloeethy F}érhn it pagte of d*crosq nphehyimesh Lﬁnedarlz:o esind_ of
Exanpl e 5 parts of starch, uogenhcr fo i ﬁge y(? é@dmxypﬁ 25 100
stearate was comp m from
.ng/ kg dog &nx;vemently the tablets are of such ture of 2 f the sulp
3&4sﬁzeasto&9taﬁl()or25mgof34 di- starchtogethermﬂllfé,mmm stearate. 21 4
16 10 methoxyphenyhnethyl sulphoxide? 8Similadly 42 15 10

18g0f34 dimethoxy- onIII 2 . 4 It is

expect emﬁ:ﬂ*z s ‘mﬁﬁﬁdm g syl i ya ogen
“at om or of Bcrofkds P66 Qf& 1D toGHEP Afik l%onpmmh&m’bme' ef(amomi hoxy group,
and [ B rihagnesipnegemtes an al kyl 20 ac#®inang)ngr edi ent per day for the relief
of group having 1 to 7 carbon atons, an al kenyl hypertension.
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" sul phoxi de. 25 mtwscl e fi-bres of the bl ood—essel s of 1a0he peri - 3. 3,4 -
Di net #oxyphenyl prtis'p sul phoxd de. pheral c#cul ation. 1’here is no-action on
t he 4. 3,4 - rret hoxphenyl et hyl sul pho%{de. autongfi c nervous system
That the vasodi | i’ﬁo 5. 2,5_- Dinethoxyphgnyl met hyl Sggl phoxi de. tor
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White J.B., Archs. Int. Pharmacodyn. Ther.

50 dimethoxyphenylmethyl sulphoxide and 0.735 The following are some of the test results
gm sodium chloride in 100 mis distilled water.  obtained with compounds of said formula.
The solution was stable to steam autoclaving The compounds were administered intraperi- 75
at 10 psi for 35 minutes. toneally at a dose of 100mg/kg to groups of
' DOCA hypertens:ve rats, and the figures are
Preparation V for the maximum percentage fall in the blood
55 The 3,4 - dimethoxyphenylmethyl sul- pressure _
phoxide in each of the foregoing preparations . '
I—IV may be replaced by 2,4 - dimethoxy- Compound %, Fall in Blood 80
phenylmethyl sulphoxide, 3,4 - dimethoxy- of Example No. Pressure
phenylethyl sulphoxide, 2,-5 - dimethoxy- - - - 65
60 phenylmethyl sulphoxide, 3,4 - dimethoxy- 2 50
phenylpropyl sulphoxide, 3,4,6 - trimethoxy- 3 46
phenylmethyl sulphoxide, or 3,5 - dimethoxy- 4 30 85
phenylmethyl sulphoxide. 21 50
Screening for amtihypertensive activity has 26 51
65 been carried out employing known pharma-

Preparation 1V
Ampoules were prepared containing 5 mls of
an isotonic solution prepared from 1 gm 3.4-

154, No. 2, 351 (1966) and Weeks ]'R and 79

]’ones J.A., Proc. Exper. Biol & Med. 104,
No. 4, 646 (1960).
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