-1- : 2205315 TI TLE: Derivatives of

Tet rahydr of uran and Tetrahydr ot hi ophen DESCRI PTI ON: The |nvent|on relates
to derivatives of tetrahydrofuran and tetrahydrothi ophen, ‘ E?%qif for
their preparation, and to pharnaceutical conpositions contalnlng The
i nvention provides derivatives of tetrahydrofuran and tetrahydrothi ophen,
whi ch derivatives have the general formyla i1 [err] wherein X represents an
oxygen or sul phur atom mis an integer of from1 to 12, and either A
representstamyEsd diniumsalt of the fornmula: [err] mhereln R represents a
hydr ogen oETT"Th I
accept abl.e2Z83 ARt ; : : L —[err]
wher ei n [emEBCRIPEEowbove deflned -2 The i nventi on |ncludes t hese .

conpounds th f t hehr pagate .eQi. soler oL of
t he sane. #@1 cgﬁggnﬁag of P? at%%ventgl oﬁegég 0 Vlse eresfst as ant‘)érgﬁ%%rgnts

( PAF neans angdl teti mrlsydngyh 2grhedn tica® @pocessThey their preparation,
and to pharmaceutical compositions containing them.

The invention provides derivatives of tetrahydrofuran and
tetrahydrothiophen, which derivatives have the general
formula I

| U
CH3 (CH2)12 X 2 — (CH2)

wherein o

X represents an oxygen or sulphur atom;

‘m is an integer of from 1 to 12, and _

either A represents a pyridinium salt of the formula:

&~ 2N 7
L, l ,z@ A ® l .Z@ &, | -Z@
N N 1:

| !
R R

wherein R represents a hydrogen or a methyl group and z()
represents a pharmaceutically acceptable anion, or A
represents an ammonium salt of the formula:

©

CHj @ @
-(z?_’_cn_,, , 2 or -@-N(crma , 2

CHj

wherein Zc> is as above defined.
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possess anti -anaphyl actic, anti-thronbotic and anti- -ischemc
activity, are immunodepressors and act al so agai nst i mmune alteration of

ki dney, agai nst various shocks, against skin allergies and intestinal
~ulcers induced by endotoxine for instance. The invention further

" provides a process > for t he preparéfT%ﬁlcﬁ t he conpounds according to
t.he~i nvention, which process conprises condensing 5-tridecyl-2-nethyl -

sul phonyl oxy hyl st etrahydro n,or 5-tridecyl-2- hyl, -

sul phony! oxygghl%l 5?%??‘2%%& o{'%g\ﬁ%%ﬁ Wit % é%’rﬁ?@d‘rr{’?sof 1Pheth8nefRF™ of
formula [err] thledrei separsted sEreavistmienedorandf any mAxtugper eséntshany
of the groups_A.as above defined or a 3-pyridyl, 4-pyridyl, dinethylam no
or 4-di met hyl am nophenyl group; and, iif A represents a 3-pyridyl or
4-pyridyl groupthen quaternizing or salifying the nitrogen atomin the

product by reaghleORoMddunds S aHe Hn et OfBWURFe RosWigleirRsR a £n&f o
above defined; and, if A represents a di nethylam no or

4- di met hyl ani RGSR&Fy| (PAFr igans Riakpletdgadgoriegatdon £RetREYrogenth@BmM
in the producipdées®act ia@f iWalnfaphy 18X0EISS, Ofardt COMMMINKL G Z Wied ei nadeis
as above defined.ﬁThe condensati on is suitabl arried out in. solvent fuch
as di net hyl f or hEfire8G A dVgd¥at ulE Sof ’f"P'B‘Hi RILIe9ng . ¥t act also
guat er ni zat i ongaiinfs thedassmsarey, ahyebztiemri ed okiidmeger tawgmioratdi tvansous

qsually used fs?)roc%éc,h raetlgaa(‘thrJSQ:nS'skin'?"allergies and intestinal wulcers

induced by endotoxine for instance.

N , The invention further ©provides a process for the
preparation of the compounds according to the invention,
which process comprises condensing S-tridecyl-2-methyl-
sulphonyloxymethyl-tetrahydrofuran or 5-tridecyl-2-methyl-
sulphonyloxymethyl-tetrahydrothiophen with a compound of

the general formula

NaO(CHZ)mA'
wherein m is as above defined and A' represents any
of the groups A as above defined or a 3-pyridyl, 4-pyridyl,
dimethylamino or d4-dimethylaminophenyl  group; and, if A’
represents a 3-pyridyl or 4-pyridyl group,then quaternizing
&J‘ or salifying the hitrogen atom in the product by reaction
with an excess of a compound R wherein R and 2Z are as
above defined; and, if A' represents a dimethylamino or
4-dimethylaminophenyl group, then quaternizing the
nitrogen atom in the product by reaction with an excess
of a compound CH,2Z wherein 2 is as above defined.

The condensation 1is suitably carried out in solvent such
-  as dimethylformamide at a° temperature of from 60 to 80°C.
' The quaternizations, if necessary, may be carried out

©

under the conditions usually used for such reactions.



5-Tri decyl - 2- et hyl sul phonyl oxynet hyl -t et ahydr of ur an and
5-tridecyl - 2- net hyl sul phonyl oxynet hyl -t etrahydrot hi ophen may be prepared
by reacting 5-tridecyl -tetrahydrofurfuryl al cohol or

S-tridecyl -tetrahydrothenyl alcohol respgctively with nethylsulphonyl
in benzene or pyridine, worki-ng up by conventional nef hods. The\,

chl eri de
conpound
al cohol

of  5-trideeyl pzebaréarreuhyl arfaerm:t1eid1ox5mtﬂmle):yuett@%m@l&afrwa&fu/P.« I

113 901, G S marlam no; eLhanel 10300 1 of ary

di met hyl f or

[err] To

NaQ( CH2) mA' may be prepared from the correspondi ng

ot Trom 50 Lo Lo B 1 A i) ao T
trimethyl anm #Yba?a'@ew%leulﬁfmnzl%)”x ‘r%{‘" e¥ rahy r°§{‘¥ Bﬁéé aYt?/on

di spersion wntbllﬁethyﬂh@lphauyle vhiohédeedihor badzeneut ex apyrddiheyi th

stirring,

met hyl -tetra

WET e heating for another 2

at [err] with stlrrlng, t he nlxture was cool ed and the excess sodi um

hydri de WaSTﬁ’@CO'EB‘r'hi%@nEY 6&@'9(5((':@”)05 = I?ﬁayc’f et hg%g dEV Pérﬁ‘t'%

the greater part of the dineth f&rfani de lead to

|ch was

ﬁ %?g S b9 é§n§§n ehsa)mgﬁpgdgnldecyl 2- met hyl sul phonyl oxy-

hour s

di luted w t%°’9\ﬁ?%?°'&‘ﬁﬁ“‘éxtarl§@t"’é& tﬁPéGHw wBs VRY hr&ﬁefcwn evh%!il sodym

organi ¢ | aypdridesineabrdthyl EBrmamide atntfirlom&otr ald tep,°cdri ed over

anhydr ous magnesi um sul phate and evaporated in vacuo. The crude title

conpound was then purified by chromatography on silica gel using 1%to 5%
EXAMPLE 1 '
2-(5-tridecyl-tetrahydrofurfuryloxy)-ethyl trimethyl
ammonlum iodide

Step a: Preparatlon of S-tridecyl-2-(2-dimethylamino-

ethoxymethyl)-tetrahydrofuran. A = (CHZ)jN(CH3)2

To 1.13 g (12.7 mmoles) of 2-dimethylamino-ethanol in 100

ml of dry dimethylformamide was added 0.51 g (12.7 mmoles)

of sodium hydride (60% dispersion in o0il). The mixture

was heated for 30 minutes at 60°C with stirring, and then

2.3 g (6.35 mmoles) of 5-tridecyl-2-methylsulphonyloxy-

methyl-tetrahydrofuran were added. After heating for
another 2 hours at 80°C. with stirring, the mixture was

cooled and the excess sodium ~hydride was decomposed by

addition of 5 ml of methanol. Evaporation of the greater

part of the dimethylformamide lead to a residue which was
diluted with water and extracted three times with diethyl
ether. The organic layer was washed with water until
neutrality, dried over anhydrous magnesium sulphate and
evaporated in vacuo. The crude title compound was then
purified by chromatography on silica gel using 1% to 5%
methanol in chloroform as eluent to yield 0.9 g (40% as

an oil.



met hanol in chloroformas eluent to yield 0.9 g (40% as an oil. -4- IR
(film : 2930,2860 (CGH, 2780 (NCH3), 1120 (GOC) [err], [err] (80
.Mz, [err],., HVMDS) [err] :.3.95 (m 2H CHO, 3.58 (t, 2H OCH2-CN),
3.42(d, 2H, [err]) 2.5 (t, 2H, CH2N), 2.25 (s, 6H, N(CH3)2), 2.06-1.35
(m 6H [err]-CO, 1.22 (Iarge S, 22H, (CH 2)1) 0.82 (t, 3H, CH3). Step
b~ Preparati (5- trldec -tetra drofur- furyl oxy)-ethyl

tr.i net hyl %ﬁnﬁg?ﬁﬁ?lod?aéo 885809y (F gf- @%@)conﬁéaﬁd(ﬁ?ﬁbéﬂeémln:

step a) -aby cess 0 |od|de (2 14 mol es) in 50
drypac)etonep{'&%gqug f GPC 3ho So\)t foom%tﬁ%er@t’urzé" g&’;’}?ér 3. 38 (t
el i m nat i ogy of e-gojnyent an t e nethy ogdi de gt I du

chr onat ogrgl?)he%é%% g gly |ca§ngq2:iol E?TIT'I gﬁi{;o 5'%toi 2%) ﬁ%f h&RdI %Fr%ﬁ ER i
chl or of or rr(as 6H eN{CH ag)ngt.oet-lle 350 t{mg €3) a yelzlzowmmigled S JA2H;
104C. IR ( 2940, 28§9 & y 1120, 1070 (GO0 cml. 1HNMR (80 Mz,
[err], )11&rP ¢rCBgl- [err] + OCHGCO, 3.77 (m3H,

CH O + CH2N), 3.56 (s, 9H, N(CH$3) 2.25-1.50 (m 6H CH C-0), 1.25
(large s

EXAVPLE 2
4-(5-tri decylﬁ%rof%’r?éﬂ/?gﬁﬂet h?’f) ?Nwﬁ‘ttfilw‘tﬁatrﬁ?*?ﬁmur‘

i odide [err] furyloxy)-ethyl trimethyl ammonium iodide.

0.5 g (1.4 mmoles) of the compound prepared in step a)
above and an excess of methyl iodide (2 g, 14 mmoles) in

/ 50 ml of dry acetone were stirred for 2 hours at room
temperature. After elimination of the solvent and of the
excess methyl iodide, the residue was chromatographed on
a silica gel column using 5% to 20 methanol in chloroform
as eluent leading to the title compound as a yellow solid,
mp = 104°C.

IR (KBr) 2940,2860 (C-H), 1120, 1070 (C-0-C) cm . lmmr (s0
MHz,  CDCly, HMDS) & : 4.00 (m, 5H, CH,-0 + O-CH-C-0),
3.77 (m,3H, CH-O + CH,N), 3.56 (s, 9H, N (CH;)3), 2.25-1.50

(m, 6H, CH,-C-0), 1.25 (large s, 22H, (CH,),,), 0.85 (t, 3H,
CH,) .

EXAMPLE 2
4-(5-tridecyl-tetrahydrofurfuryloxymethyl)-N,N,N-trimethyl
-anilinium iodide

@ ©

X=0,m=1,A= .<:jjj:>..N (CH3)3, I

This preparation was conductéa as described in Example 1,
but using p-dimethylaminobenzyl alcohol in place of 2-
~dimethylamino-ethanol. The p-dimethylamino-benzyl
alcohol had been prepared by reduction of commercial



Thi s preparation was conducted as described in Exanple 1, but using
p- di met hyl am nobenzyl al cohol in place of 2- -dinmethylam no-et.hanol.

The p- di met hyl am no- benzyl al cohol had been prepared by reducti.on of
comer ci al p- di met hyl am nobenzal dehyde with sodium borohydri de in _
et hanol . The title conpound was obimined as a‘yellow solid, v

124-126C. IR (KBr) : 3000 (aromatic GCH), 2910,2820 (CH), 1100 10‘8“6’
(CGOC [err]. 1 HNWR (80 MHz, [err], HVDS) [err] : 8.07 (m 2H, [err]),
7.66 (m 2hh- M@lamﬂuﬁﬁenz{ﬁcé&ﬁcéer wikxh 4sddhiun(l ab@ﬁosydriaa i

(CH3)3 + CH 3..49 ( rrl ). J1.42 ( - 0)

(large s, f%)“a[%orlr‘]) d{)h 1:()tte'Lech &Y ruﬂc ERRVP "%E@gined as @ yezﬁo“
3-(5-tri decwolt:ei J akpy o oIM-flﬁ@T@xynet hyl ) - N-net hyl - -pyridi ni um i odi de
[err] This preparation was conducted as described in Exanple 1 but using
3- hydr exy pyris@gre | ﬂaﬁﬂ%% f | met 0-

title ngrrpngkoﬁﬁs f Safb obt é:aned © aczﬂl'l ové’bg)?ii‘gba F% ]rlF??KgS?o
3080, (Be68CjakcmmL.ic CH), 2940, 2870 (CH), 1645 (C;N) 1130 1080
(G0-C J[err]. 1HNWR (80 MHr, [err], HVDS) 6 : 9.38 (d, 1H, [err]) 9. 26

(s, 1H Tferr]), 857 (d, 1H H), 8.17 (t, 1H [er 4.90 (s,
2H, O ek R0 $h3e) s, (DSt s [£78] 07 {mo02% "2l lk- %9& (m,
®

=1

2H, CH=C-C), 4.65 (s, 2H, 0-CH2-¢), 4.05 (large s , 11H, N
(CHy) 5 + CH-O0), 3.49 (d, 2H, OCH,-C-0), 2.12-1.42 (m, 6H,

CH_ -C-0), 1.22 (large s, 22H, (CH

2 fHp)ay)s 0-82 (8, 34, CHy. W

EXAMPLE 3
3-(5-tridecyl-tetrahydrofurfuryloxymethyl )-N-methyl-

-pyridinium iodide

H
7
[ .
X=0,m=1, A= 7’
oX,.8
Hﬂ ' HaI
CH3

This preparation was conducted as described in Example 1,
but using 3-hydroxyméthyl-pyridine in place of 2-dimethyl-
amino-~ethanol. The title compound was obtained as a
yellow solid. mp: 76°C. |

IR (KBr), 3080, 3060 (aromatic C-H), 2940, 2870 (C-H), 1645

(C=N), 1130, 1080 (C-0-C) cm 1.

14NMR (80 MHF, cDCl,, HMDS) & : 9.38 (d, 1H,'H), 9.26 (s, 1H,
Hy), 8.57 (d, 1H, H), 8.17 (t, 1H, HJ), 4.90 (s, 2H,
o+

2

O-CH,-pyridine), 4.68 (s, 3H, CH,-N), 4.36-3.72 (m, 2H, CH-0),
3.62 (4, 2H, 0-CH,-C-0), 2.21 - 1.55 (m, 6H, CH
(large s, 22H, (CHz)ll), 0.82 (t, 3H, CH3).



2 (d, 2H, [err]), 2.21 - 1.55 *'(m 6H, [err]) , 1.25 (large s, 22H
r]), 0.82 (t,-3H J[err]). -6- EXAMPLE 4
6- (5 tr|decyl-tetrahydrofurfuryloxy) hexyl ] - pyridiniumchloride X = 0, m
: [err] This preparation was conducteg_as described in Exanple 1,

- (a) only,” but using 6-pyridiniumhexanol chloride instead of
2'drnethylan1no et hanol . The title conpound was obtained as a
hygr oscopi c oH.XAgpﬁg]4(80N+E [err] HNDS) [err] . 9. 55 (d 2H, CH=N)
. 8.55 (m 1H, éﬁ h% (m 5@ 4,47 -
3.67(m 4H, CHN-[f=(3rtri qyl tﬂramdrq nrﬂuryaﬁﬁyﬁﬂhﬁrw} Jbyrbdsnium
1.32 (m10 H &&HH5Gde + CH2- CN, 1.2 (large s, 26H, (CH2)11 +
[err], 0.82 (t,3H, [err]). TOXI COLOGY The conpounds of the invention have
been adm nistered to mce for determnatio of acute@ LD50. For all
t he conpounds of the invgnkign Quer P or SC) and 600
ng/ kg (PO . PHARMACO_OGYgA p?oo#"Daf 6}t,\krjrlei ﬁhar Ul caIgC]r nterest of the
conmpounds .of the invention has been establishe y the follow ng
pharmaceuti cal experinmentation. Inhibition of the platel ets aggregati onof

New Zeal and rabfys preparation was conducted as described in Example 1,

.6
.[ er
N- [
=6
step

step (a) only, but_.using 6-pyridinium-hexanol chloride
instead of 2-dimethylamino-ethanol. The title compound

lHNMR (80MHz, CDCl. HMDS)

was obtained as a hygroscopic oil. 3

. ® 2
o/ § : 9.55 (4, 2H, CH=N), 8.55 (m, 1H,N - H) .,

8.17 (t, 2H, CH=C - N), 4.97 (m, 2H, CH3N), 4.47 - 3.67(m, 4H,
CH-0+0-CHy -C=-0), ,3.33 (m 2H, CH0), 2.2 - 1.32

+ 0-Cy-(CHy)2-Cp- N), 0.82 (t,3H,CHj3).

TOXICOLOGY
The compounds of the invention have been administered to ..
LDSO' For all the
compounds of the invention LDSO was over 300 mg/kg (IP or
SC) and 600 mg/kg (PO).

mice for determination of acute

U,
PHARMACOLOGY
A proof of the pharmaceutical interest of the compounds
of the invention has been established by the following
pharmaceutical experimentation.
Inhibition of the platelets aggregationof New Zealand
rabbits

- : The experimentation was conducted on platelets with plasma

of New Zealand rabbits. Blood samples were taken from
the auricular artery and placed in a citrate buffer (3.8%
pH 7.4); blood was further centrifuged for 15 minutes at
1200 RPM. The tested sample was prepared in dimethyl-



The experinmentati on was conducted on platelets with plasna of New Zeal and

rabbi ts: Bl ood sanples were taken fromthe auricular artery- and pl aced

inacitrate buffer (3.8%pH 7.4); blood was further centrifuged for 15
m nutes at 1200 RPM The tested sanple was prepared in dinethyf-

sul phoxi de
t hen a dose

(DMBO), then poured on'platel’lets rich pllasma for 1 ninute;

of 2.5 nM of PAF was added. The determ nation is nmade on a N
Cronol og Coul troni cs _apparat us which deternmi_nes the transm ssion percentage

cor r espondi n§UtBPPK&ARaxXiINGR hei N oPOEREApLIk BipSPdetFe BLSRgPEYERN2 ON.

The percent ageroif M@hudei,orheh Bhadsehids (3.3 nM td¥ PAESWEStagd&al he

transm ssion percentage is calculated (control : pure DVMSO . This nethod

was described in detail in LABORATORY | NVESTI GATI ONS, Vol 41, No. 3,

p. 275, 1979Thd EA8ePerRiha®AdhNAYls, [WwadévElon JACQdTS

: , " ' bi l I b
Pl at of ot - Act FRPFAGOEacEDFcls RRASRARRER a7 nd IS Lo o ReAFemtagh

the Arachi donaeeponfinpuweto thed makibumedchéightnofanehact peaekDrigfdre The
results deno r J co n ki bt h [ [ ced
EEiF.%tE%ﬂgf?e tga{ﬂﬁq' PR N Ber el e_rggbiq{s a iovved%?he'pﬁjéI

by 2.5 nM of
cal cul ation
regression t
2. 66 [ er

CPAF. T ests made on 5°differe bi s
dnhihétiepo-with ofrespectriteusthenptummismisshgnt lRercerbage

£8l ca1élifagelidl(on iR GRIMOWME®Sf, Exanple 1
r] conpound of Exanple 2 .~ : 1,27 [err]

This method was described in detail .in LABORATORY

INVESTIGATIONS, Vol 41, No. 3, p. 275, 1979, JEAN-PIERRE\/

CAZENAVE, Dr. MED., JACQUES BENVENISTE, Dr. MED., AND J.
FRASER MUSTARD, M.D., "Aggregation of Rabbits Platelets
by Platelet-Activating Factor ' Is 1Independent of the
Release Reaction and the Arachidonate Pathway and
Inhibited by Membrane-Active Drugs".

The results demonstrate that the compounds inhibit the
aggregation induced by 2.5 nM of PAF. Five tests made on
5 different rabbits allowed the calculation of the IC
of the various compounds using the 1linear regression
test. These values were:

compound of Example 1 : 2.66 1072
compound of Example 2 : 1.27 © 107>
compound of Example 3 : 1.1 1072
compound of Example 4  : 2.8 L1078,

BN G t E¥nid&ED. |,

507"

/
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conpound of Exanple 3 ; 101 [err] compound of Exanple 4
2. 8. [err] -6- CLAIMS: 1. A derivative

tetrahydrofuran or tetrahydro- thiophen, the gener al
vfornula I [err] wherein X represents an _cg)cygenﬁ Elmmgl'"mtl m mis an

integer of fromi to 12, and either A.represents a pyri ® nsum salt of
frfrul a: [err] wherein R represents a hydrogen or a nethyl group and [err]

represents athasqaceutically acceptabl e anion, or A represents an amoni um
salt of the fornmurla:

wherein [err s. above def
2-(5-Tri decyl-t et rah@dr%ﬁ“lﬁ‘fﬁy‘f%x £ %ﬁr“l‘?‘f%‘? Wa%mﬁ)ﬁl UWFBGPHQNB
4- (5- Tr|decyhibpheahyd&ﬁkﬂrE&mﬂu»qmﬁﬁfnds -tiNN-gei¢r 8Bt Ayt mabil Tni um

i odi de. 4, ~ 3-(5-Tridecyl -tetrahydrof urfuryl oxynet hyl ) - N net hyl -
-pyridiniumiodide. 5.
N-[6-(5-Tridecyl -tetrahydrofu | oxy) - hexyl] -
1
CH3(CH2) 12 X CH2 wme O e (CH3) yymm A
wherein

X represents an oxygen or sulphur atom,
m is an integer of from 1 to 12, and
vy either A represents a pyridinium salt of the formula:

= 2

\3 \§

@ ®
N N
| l
R R

wherein R represents a hydrogen or a methyl group and Z@
represents a pharmaceutically acceptable anion, or A
represents an ammonium salt of the formula:

o
@, % 0O ® S
- NZ.cH3 + Z or -@-N (CH3)3 , 2
\‘CH3 o

wherein Z() is as above defined.

2. 2-(5-Tridecyl- tetrahydrofurfuryloxy)-ethyl
v trimethyl ammonium iodide.
¢ 3. 4-(5-Tridecyl-tetrahydrofurfuryloxymethyl)-N,N,6 N~

~trimethyl-anilinium iodide.



-pyridiniumchloride. 6. A process ‘for the preparation of a
derivative according to claim1, the process co condensi ng. _
5-tridecyl - 2- met hyl sul phonyl oxynet hyl -t et rahydr of uran or /
S-tridecyl -2-met hyl sul phonyl oxynet hyl -t et r ahydr ot mnﬂuj""" In ound of

t he general fornmula NaQ(CH2) mA whetein mgl.s as d m u'"mrgnd A\
represents any of the groups A as-def,ined in claim™ 6r & 3pwidyl,

4- pyri dyl, dlnethylan1no or 4- dlnethylan1nophenyl group; and, if A
represents a43-pyri dy3-(5)1'Tr4::<Dy<Ey:dy{:egfehpdrbbﬁﬁfﬁik’?lek?h\étﬂglQl’—NSﬁlbltByllﬂg

the nitrogen atom,i nlt he , % ct by reaction with an excess of a conpound R
wherei n R andP¥*® éﬁén o1 in claim '1l; "and, if A represents
a di met hyl am no or 4- dlnethylaninophenyl group, then quaternizing

the nitrogengatomin b;Q_e?_p(gdpﬂdg%(gie@%ksgy%ggu@iﬁ% ess gééorrp_ound

CH 3Z mhereln Zis as ned 1n ordi ng
to claim 6-pynidihivm chderddiedensation is carried out in

di met hyl f ormam de  at atmmmaﬂueoffrmnGOto[mr] 8. A

phar maceuti cal conposition anpri si ng a derivative according to
claim1 in afim xture A BFoE9sHar ﬁ&éeuFPEI aPyeB2ERBLaB| eofii | VedeivVatirie er .

according to claim 1, the ©process comprising condensing

5-tridecyl-2-methylsulphonyloxymethyl—tetfahydrofuran or

S-tridecyl-2-methylsulphonyloxymethyl-tetrahydrothiophen

with a compound of the general formula |

_ v o U
NaO(CHZ)mA'

L wherein m is as defined in claim 1 and A' represents any
of the groups A as defined in claiml or a 3-pyridyl,
4-pyridyl, dimethylamino or 4-dimethylaminophenyl gréup;
and, if A' represents a 3-pyridyl or 4-pyridyl group, then
quaternizing or salifying the nitrogen atom in the product
by reaction with an excess of a compound R wherein R and 2
are as defined in claim 1l; and, if A' represents a
dimethylamino or 4-dimethylaminophenyl group, then
quaternizing the nitrogen atom in the product by reaction
with an excess of a compound CH3Z wherein 2 is as defined

in claim 1. '\‘)

7. A process according to claim 6 in which the
condensation is carried out in dimethylformamide at:‘ a

temperature of from 60° to 80°C.

8. A pharmaceutical composition comprising a
derivative according to «claim 1 in admixture with a
pharmaceuticlaly acceptable diluent or carrier.

o By

<) o




