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-1-/ 2205100 TITLE: Derivatives of Tetrahydrofuran and
Tefrahvelr ot hi ophen DESCRI PTI ON;, The invention relates to derivatives of -
t étrahydrof uran and tetrahydrothi ophen, to a process for their quparatiodf }
and to pharmaceutical conpositions containing them The invention.p yides w
/derivatives of tetrahydrofuran and tettahydrothi ophen, which der, %é? _pﬁ()

" have the general fornmula | [err] wherein X represents an oxygen or sul phur
atom nis an integer of froml to 6, Rrepresents a straight chain or
branchedrz®hEn al kyl group having from1l to 13 carbon atons, a cycl oal kyl

group hayipg.LroWey tQ 10 £ALLORAEQUE, QL2 Qroun o, dhe;forayl a [err]

wher ei gen atom
or a netPPSCBAPAIONSXy group and A represents a val ence bond or an al kyl

group hayipg J;ﬁ@gh%iEQ- Sre@Lbau afgMbae Aldat $VEL SEPTESEPLSyArofuran
pharmaceuti cally acceptabl e anion. The invention includes these conpounds

in the faRfh &FLERSIYVCIQIIHIORRRN st EPeBi BERERSSOE W HIRATi R¥ePRI8tiPRe sane.
.and to pharmaceutical compositions containing them.

i

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

formula I

| . ® .
| CH,=OuwCuw (CHZ),,-N:\—> , 2© I

X 2
o

wherein

X represents an oxygen or sulphur atom,

n is an integer of from 1 to 6,

R represents a straight chain or branched chain alkyl
group having from 1 to 13 carbon atoms, a cycloalkyl group
having from 5 to 10 carbona toms, or a group of the formula

@

wherein each of Rl' Rz, R3, R4 and R5 independently
represents a hydrogen atom or a methyl or methoxy group
and A represents a valence bond or an alkyl group having
from 1 to 5 carbon atoms, and '

z represents a pharmaceutically acceptable anion.

The invention includes these compounds in the form of
their separated stereoisomers or of any mixture of the

Same.



]

?2--The conmpounds of the invention are of interest as anti-PAF agents (PAF
apdns  platelets aggregation factor). They possess anti-anaphyl atic,
'@n1¥ thronbotie and anti-ischemc activity, are i munodepressors and act

al $o-agai nst i mune alteration of kidney, against various shocks, against
skin allergies and intestinal ulcers indwsed by endotoxine for instance. In
addition, due to their potent anti- -cholinesterase activity, these
conpounds coul d be useful against Alzheiner's disease. The I nvention
further pPToe i despoundsppfcebs idﬁantiddmmxmepﬁrauuyraﬁttm@ angpeeRAds
according .tg in i ch S LS rea conmppund of
t he general %&ﬁ%l Nﬁ#u[er r%gh %%gndggggeg §§°a o%écégfﬁned wﬁg Ya
conpound ofpessegenanti- ﬁaanbyéamnp [ @nt]i-wigragibotic i andsambbvisdbémied
and Y repr hal, pge i tQe.r t t he
gener al for%ﬁ?g§%e e%?i Em@%@?ﬁ , ﬁ%%ﬁ?%r??da?etagﬁﬁkbégidﬁflnegmﬂugg
pyri di ne; a?lhteWt?-ﬁntﬁ kdegieved agrrns/at VI81pupr phocks ,nAagai et ogkan

ani on, thenal1erglesp@%ue&tdtr&ﬁ1f}ﬁa1r egutbaBt ddas t Byt Revdlasd £ Atk sabt-
' ' 1nstance. In addition, due to their potent anti-
~cholinesterase activity, these compounds could be useful

against Alzheimer's disease.

_ The invention further ©provides a process for the
NI prepération of the compounds according to the invention,

which process comprises reacting a compound of the general

R l | o II

X cazcni

forﬁula 11

wherein R and X are as above defined with a compound of
the general formula III '

" | III

U wherein N is as above defined and Y'represents a halogen

atom, and treating the resultant compound of the general

k : CH —O—Icl— (caz)n-y

formula IV

X 2

v
A |

ivative ZC) is not a halogen
anion, then i “fesultant halide to the desired

salt. | 1 9NQV 1900
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-3- The reaction. of the conmpounds Il and IIl is suitably carried,
out in an inert solvent such as dry chl oroform at roomterrperature i h'ther
presence of triisopropyl benzene- sul phonyl chloride and pyridine.’ The. : »
conpounds of the general fornulall may be_i)/repared in a rrultl-step' process
leading to a triol of the general formula™V [err] wherein Ris as above
defi ned. ThIS triol V may be cyclised to formthe tetrahydr'ofuran or

t et rahydrot hi Si LQt e r{Qup | a n

respectively F ﬁh %#r]@rgg%tne%%h%%#gd%ﬁvggt [Tg?l‘&l SEF?I us Jélt?)bl¥ he
fol | owi ng Exaﬁ:presd BRAVAIE an 2iner§espilvent such as dry chloroform at

5-pyri di ni UNPEHH ANVALLYABIFY | Jint etk dreddd aB£CN 01§ 466 %05y Predlzénd- R
[err] Step a; Preparation. of 2-tridecyl].-5-(5-chl oropentanoy‘i’ny-

methyl ) - tetrﬁﬁira?ﬁf’ﬁllaﬁhlﬂrﬁfiﬂﬁng &Yridine: mol es of

2-tridecyl -5-hydroxynet hyl tetrahydrofuran, 1.43 g (10.5 mmoles). of _

5-chl oropent gnoi ¢ _aci d _and 4, 24 14 I .
triisopropyl gﬁﬁz&ﬁ@?ﬁl"‘ﬁﬁgnﬁf cﬁh% éagemd&)?’)r&’ﬂl@r]o}o'??ﬁ(ﬁﬁ RANePargd in
pyri di ne (10arr1m)11vrﬂ.s-sﬁelprreplrateseometa@me; aturea ferisd hofur s:heThﬁerlimll on
was quenchedfg¥m§gg| pg 50 of water. The -

R—
\ 2 |
OH v
_ OH
wherein R is as above defined. This triol V may be (:}

cycllsed to form the 1etrahydrofuran or tetrahydrothlophen
ring u31ng protectlng groups, mesylation and respectively

H.,OC or Na

2 2S treatment.

The invention is illustrated by the following Examples.

EXAMPLE 1 ) . . .

2-tfidecyl—5-(5—pyridiniumpeﬁtanoylogymethyl)-tetfahydro~

furan chloride | 69.

X =0, N =4, R =CHy(CH,),,, zo = cl

Step a: Preparation of 2-tridecyl-5-(5-chloropentanoyloxy-

methyl)-tetrahydrofuran. ' ~
| : o/

_ A mixture of 2 g (7 mmoles of 2-tridecyl-S-hydroxymethyl
tetrahydrofuran, 1.43 g (10.5 mmoles) of 5-chloropentanoic
acid and 4.24 g (14 mmoles) of ttiisopropylbenzenesulphonyl
chloride in dry chloroform (20 ml) and pyridine (10 ml)
was stirred at room tempetature for 24 hours.

The reaction was quenched by addlng 50 ml of .water. The
solutlon was made alkallne ”=by* addltlon of sodium
blcarbonate. The aqueous layer was then extracted with
chloroform. After washing succe351vely ‘with water, 1IN
-sulphuric acid, water, aqueous sodium carbonate solution
and water, the organic layer was dried over anhydrous -
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®solution’ was rmade al kaline by- addition of sodi um bi car bonat e.
jhe aqueous |ayer was then extracted with chloroform After washing
suecess;vel y swith water, 1N sulphuric acid, water, aqueous sodi um
carBonat e sol ution and wat er, the organic layer was dried over
anhydrous * -4- magnesium sul phat e and-gaoncentrated in vacuo. The

resi due was then chronmat ographed on a silica gel colum using 5% and 10%
diethyl ether in petroleumether to yield 1.42 g of the title conpound as
an oil. | Rpd de@lxﬁﬁ@il;ﬂ%@e(ﬁ@ cohéed trGt@3 il 99actdl0 (BO)réetdie

[err] (80 M—lz err] 2 e O i
[err]) 2 33‘a(st 1??4‘ FSF tf‘-’z?‘%?én%ﬁ] "10'%4{{3}5\3 é’%g ‘l-‘E:H’ Cﬁ(sﬂa"[cerrs]’)
1f 22 (;arg%éqﬁ libzl-hle{ﬂhlyi]eﬂgleiillr( tpetBdieuneethgr Sttep yle.'t:d 1.4pPrgpafatthhe
o] tride i-di ni um pent anoyl oxynet hyl ) -t etrahydrof uran
chhorl dg Sge (?@P%I%‘S) £)?he conpound prepared in }s/t ep (a) were
refluxed o 5 of dr ri dine. After concentration i
vacuo; éﬁb&d\%ﬁsr%ﬁ%u@%&ﬁ%, f‘?%Qj (§RO%, 190 cal 1g8I (C-d1 emm .usi nlgn
succfessl\r/]el WNMEL (80 2Hz3 apcl memst)hanoj 02 (h, th chz{%b%m é:JH ?1 ing to 0.4

o] e tle a |c maxy C oun fil 3060
'(aron'atlc E‘% & 8%8’%99@5 ?:f% Q)é £90Y 18 RP-Ac3R) (m, 1 508, EC_C;T) 1180,
1100 (C-0) CilénC-Q-HM‘HQ (-&D)-HVEIH -C-Cl) 1. 22 (lar'ge s, 22H, (CH2) ),

| 0.81 (t, 3H, CHy). | o

" . step b: Preparation of 2-tridecyl-5-(5-pyridinium _
pentanoyloxymethyl)-tetrahydrofuran chloride.

0.5 g (1.24 mmoles) of the compound prepared in step (a)
were refluxed 6vernight in 5 ml of dry pyriaine._ After
concentration in vacuo, the brown residue was purified on
a silica gel column using successively 1; 2, 5 and 10%
methanol in chl_orbform leading to 0.4 g of the title
' compound as a hygroscopic waxy compound. |

IR (film) 3060 (aromatic C-H), 2860, 2950 (C-H), 1740 C=0),

1640 (C=N), 1590 (C=C), 1180, 1100 (C-0) em™ ', 1mgm (80 Miz,
U cDCl,, BDS) 6 9.71 (d, 2H, CH=N), 8.65 (t, 1H, '_-NO—E)._

.8.25 (t,; 2H, 2CH = C-N), 5.12 (t, 2H, CHZN), 3.97 (m, 4H, CH,-OCO
o+ 2CH-0), 2.42 (t, 2H, CH,CO), 2.27-1.42 (m, 10H, CH,-C-O,

Caz-c-co + CH-C-N), 1.22 (large s, 22H, (CH,);q), 0.82 (t,3H, CHy).

EXAMPLE 2
2-(3,4,5-trimethoxyphenyl)-5-(5-pyridiniumpentanoyloxy-

methyl)-tetrahydrofuran chloride

H.,CO



[err] HVDS) [err] 9.71 (d, 2H, CH=N), 8.65 (t, 1H, -N H8.25 (t, . "-'

2CH CN), 5.12 (t, 2H, [err]) 3.97 (m 4H" [err] + 2CHO0), 2.42 (t. ZH

CH2CO), 2.27-1.42 (m 10H [err] [err] + , 1.22 (large s, 22H Ierr} 0. ﬁg

(t,3H, [err]) EXAMPLE 2

2-(3,4,5-trinmethoxyphenyl)-5-(5-pyridi nTaFrpent anoyl oxy-

rrethyl) tetrahydrofuran.chloride [err] -5- Usi ng '

2(345t|neth n [ OXYIEL ttahdro i nst ¢

2 tridecyl - bs lﬁyd%’i(y%hﬂgt #y'%t-vt%‘er{] trho’é#%? A T%’E’ 8¥‘|8rx(¥c[,neestls§’ ﬂ‘b% ]ﬁo'
Exanpl e 1, fukrent |1mlsetecaﬂ’rmﬁm21l-tnasd©m’h+ﬁedyasoaymertylsﬁyg:rmm'pydrmpmmnd

|15R95(2<?5)C) “30%8’5 1% igggs E ed 23?% “?f”ﬂéﬂ)ﬁ? %err% %A%g 71

(d, 2H, CHvwaN) obtgw@qtas 1H ey h!f@F@fCBP@S GPmP@HndGH 6. 62

S, 2H 1Rr C 5. m +ebe 4 ,21H

(CH-O) IR crrﬁm 60 [Q&ﬁzz?’ém c-?ﬁ CH%HO egfr: f5],) 17345 §5c(=@5?m 1%?_'5

[err] [ec:ﬂ]l)i- @.595] (e-per,rpnsmxAmE,s 1035 (C-O) cm -.-' HNMR (80 MHz,

2-(2,4 trimet hyl phenyl ) -5-(5-pyridi ni unpent anoyl oxy- . ®

et hy')cBSEra“m{n%f“rQ”&Wfrt&ez‘&ec&ef—pﬁ%. 8.48 (t, m,-Nf__\)-H)r
@ '

8.08 (t, 2H, CH = C-N), 6.62 (s, 2H, aromatic H), 5.52-4.77

e | |
(m, SH' CH N + ¢-CH_"0) ? 4 -42 (m' 1H, CH-O) ’ 4017 (t, . ZH'

2 _
CH,0C0), 3.87 (s, SH, CH,0), 2.63-1.55 (m, '10H, CH,CO t o
® - T
CH,-C-CO + CH,-C-N + CH,-C-0).
EXAMPLE 3

2-(2,4,6~ trlmethylphenyl) 5-(5~ pyrldlnlumpentanqyloxy-

methyl)—tetrahydrofuran chlorlde

X=0, n=4, R = H3C

Following the procedure described in Example 1, but .using
2~(2,4,G-trimethylphenyl)-5thdroxymethyl—tetrahydrofuran S
instead of 2-£ridecy1—5-hydroxymethyl-tetrahydrofurén, the \(
title compound was obtained as a very hygroscopic compouhd.

1HNMR (8OMHz, cDcl, ) BHDS) 6 9.28 (4,28, cr=N) , .42 (m, 1,

-Nf:;:)"ﬂ), 7.98(m, ZH, CH=C - N), -6.75 (S, ZH;“aromatic H),

. o e o
5.25 (m, 1H, $-CH-0), 4.90 (m, 2H, CHpN), 4.60 - 3.96 (m, 3H,
:60 = 3.96 (m,

CH,0CO + CH-0), 2.57-1.37(m, 10H, CH~CO + CH,-C-0 + ICH"Z-'c-N),



> _
Yol | owi ng t hg procedure described in Exanple 1, but using
2-(, 4,6 trinmet hyl phenyl) -5- hydroxynethyl-tetrahydrofuran I nst ead of

:Q LJldepyI 5- hydr oxynet hyl -t et rahydrofuran, the title conmpound was obt ai ned
a% '‘a very hygroscopic conpound. 1 HNVR (80MHz, [err] HVDS) [err] 9.28
(d;2H, CH=N, 8.42 (m 1H, -N H,_¢.98(m 2H CH=C - N), 6.75 (s,
2H, aromatic H, 5.25 (m 1H, [err]) 4.90 (m, 2H CH2N), 4.60 - 3.96 (m

~3H, [err] + CHO, 2.57-1.37(m 10H, CH2-CO + CH2-C-O + [err]) 2.27 (s,

- 6H, ortho- gﬂnphzglg(s 3H, para-[err]) -6- EXAMPLE 4

2-tridecvl -5=(5-pyrTdi ent ano on neth I -tetrah dr.q-

X = S n= £-Hiaqey¥ys rﬁnp: y» pethyild -t ety

2- tr|decylwtyﬁggngk(agqﬁgbaé tetrahydrothlophen |nstead of 2- trldecyl

- 5- hydr oxymerhyr=tetrranydrof uran, the title conmpound was obtained as a

hi ghly hygroscopi ¢ conpound. 1HNWVR (80MHz, 13, HHE%) 6 9.35 (d, 2H,

CH=N), 8.5 Hts, lhl=[&rrk = GH%{BCHQDQL 2H, ZGHEC- M) 1~ 4. 97 (m 2H, CH2N),

3.45 (m- 2H, CHS), 2.37 (t, , [errf 2.22 - 1.4 (m 12H, CH2-C-N +

CH2-C-CO + [err]) 1.2 (large s, 22H, [err] 0.82 (t, 3H, CH3). TOXI COLOGY -
Operating as described in Example'l but using 2-tridecyl-

n

-5-hydroxymethyl-tetrahydrothiophen instead of 2-tridecyl-
-5-hydroxymethyl-tetrahydrofuran, the title compound was
obtained as a highly hygroscopic compound.

, K " ’ . @ .
./  1HNMR (80MHz, CDCl;, HMDS) & 9.35 (d, 2H, CH=N), 8.56 (t, 1H,

@ : . e : : @
-Nf N-H) , 8.15 (m, 2H, CH=C-N) , 4.97 (m, 2H, CHN),

3.45 (m, 2H, CH-S),. 2.37 (t, 2H, CHCO), 2.22 - 1.4 (m, 12H,
® _
CH»~C-N + CH3-C-CO + CH2-C-S), 1.2 (large s, 22H, (CH2)11).,

0.82 (t, 3H, CH3).

. TOXICOLOGY
The compounds of theinvention have been administered to mice

for determination of acute LDSO.- For all the compounds of
the invention LDy, was over 300 mg/kg (IP or SC) and 600
mg/kg (PO). : ' '

PHARMACOLOGY _
A proof of the pharmaceutical interest of the compounds of

the "invention has been established by the following

pharmaceutical experimentation.

Inhibition of
rabbits

aggregation on New Zealand

af ted on platelets with plasma
samples were taken from the

'-7!'.

'éndgﬁladé‘g n a citrate buffer (3.8%; pH

-, 4_’
RPM. The tested samp e was prepared in dimethylsulphoxide



The conpounds of theinvention have been adm nistered to mce for . - o*

determ nation of acute [err] For all the conpounds of the invention LD50

was over 300 ng/kg (IP or SC) and 600 ng/kg (PO . PHARMACOLOGY A proof, of “t A
t ke pharmaceutical interest of the conpounds of the invention has been

est abli shed by the follow ng pharnmaceuticaj_.experinentation. InhiBition of
the platelets aggregation ~ t ion on New Zealand rabbits The
experinmentation was conducted on platelets with plasma of New Zeal and

rabbits . Bl Ooﬂwsearrpltaén\/\@barteak% fraréhet auriien g1 MhLr yornd M

in
acitrate buffer (3.8% pH 7 bl 00 further entrlflured' i
~or 15 mi nut eEP&E ZGBSRPE/F Tﬁent"‘esotf &"\éﬁﬁfﬁ' éaﬁg pr epar ed

di et hyl sul phOXI de -7- (DI\/BO) then poured on platelets ri ch pI asrra for
m of  PAF_was added. T t ermna '

1 mnute, th,F gge gf t f ¥va d g s
made on }afon FoGTmEba lllp{)’nl c¥® apparstu V\/rﬁch r‘&%? PRi n&SH tl’f nics
transm ssi onapperaénsagwhachr esiedredimineés ttiee mekranamhesdgbh ofperireniagje

before the dg§ﬁ9g%§g§§§9§ to tth%aﬂ%H&ﬁ”%@ggrCe&ﬁ;@ﬂéaﬁég pl o kNG he

inhibition w _ the transmssion p ge 1s calculate
(control : pdesagysepatipns netMhwl - DeScedtsoeri bef iverdetéen ofn the

LABORATORY  jphibition with respect to the transmission percentage is
calculated (control : pure DMSO).

This method was described in detail in. LABORATORY
INVESTIGATIONS, Vol. 41, No. 3, p. 275, 1979, JEAN-PIERRE hd
CAZENAVE, Dr. MED., JACQUES BENVENISTE, Dr. MED., AND J.
FRASER MUSTARD, M.D., "Aggregation of Rabbits Platelets by
Platelet-Activating Factor is independent of the Release
Reaction and the A:achidonate_.Pathway and inhibited by
Membrane-Active Drugs". |

The results demonstrate that the compounds inhibit the
aggregatlon induced by 2.5 nM of PAF. Five tests made on
5 different rabbits allowed the calculation of the IC50 of
the various compounds using the 1linear regression test.

"These values were: ' o

compound of Example 1 : 3.04 1078 ;,;"
compound of Example 2 3.7 1072 '
compound of Example 3 3.86 1078

compound of Example 4 1.7 1070




.

‘hNVESTlGATIChB, Vol . 41, No. 3, p. 275, 1979, JEAN-PI ERRE CAZENAVE, Dr.
'MER., JACQUES BENVENI STE, Dr. WMED.:, AND J. FRASER MUSTARD, MD.,
'*Aggregatlon of Rabbits Platelets by Platelet-Activating Factor is
i idépendent of the Rel ease Reaction and the Arachi donate Pathway and
I nhi bited by Menbrane-Active Drugs”". Thg.results denonstrate that the
conpounds inhibit the aggregation induced by 2.5 nMof PAF. Five tests
made on 5 different rabbits allowed the calculation.of the 1C50 of the

vari ous cqnnppngs'using t he I'i near regression test. These val ues mere
conpound of Exanpl e

0 und o]
3.7 [Brr] conﬁbuﬂfﬁﬁ‘%&ﬁﬁilé@3 tet‘anJ§E°fu %PS te F%gﬂ? ¢8rpound
of Exanpl etHiophen, which dérivative. b@sS.the dandri flormula IA derivative
of tetrahydrofuran or tetrahydro- thiophen, which derivative has the
general formula | -[err] wherein X represents an oxygen or sul phur atom n

Is an integer of f to 6, Rrepresents a straight chain.or branched
chain al kyl group having fy@n 1l to 13 carbon atons, a cycloal kyl group
having from5 t& car atons, or a group %5 the formul a

X CHZ-O-ﬁ- (cH,) -N:\j> 2© I

N -whérein - -
X represents an oxygen or sulphur atom,
. n is an integer of from 1 to 6,
R represents a straight chain or branched chain alkyl
.;g'réup having from 1 to 13 carbon atoms, acycloalkyl group
having from 5 to 10 carbon atoms; or a group of the formula '

R
2 R,
R
3 A~
R
4 Rg
iyj wherein each of Rl' Rz, R3, R4' and R5 ihdependently

represents a hydrogen atom or a nmthyl or methoxy group
and A represents a Valence_bohd or an alkyl group  having
from 1 to 5 carbon atoms, and

Z represents a pharmaceutically acceptable anion.

2. - 2-Tridecyl-5-(5-pyridiniumpentanoyloxymethyl)-
-tetrahydrofuran chlo:ide.“

3. 2-(3,4,5-Trimethoxyphenyl)-5-(5-pyridinium-
pentanoyloxymethyl)-tetrahydrofuran chloride.

4. 2-(2,4,6-Trimethylphenyl)-5-(5-pyridinium-

pentanoyloxymethyl)-tetrahydrofuran chloride.
-

| R O O
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[err] wherein each of J[err] and [err] independently represents a : . .
hydrogen atom or a nethyl or nmethoxy group and. A represents a valence bond

or an al kyl group having from1l to 5.carbon atons, and [err] répresent

a pharmaceutically acceptable anion. 2. .9~ )

2-Tri decyl - 5- (5- pyri di ni unpent anoyl oxynet hyl )- -tetrahydrofuran chlorlde.

3. - 2-(3,4,5-Tri nmet hoxyphenyl ) - 5- (5- pyri di ni um

pent anoyl oxyrget hyl ) - t etrratiyidiaafliiHsan EE-I”[:ly)d’chtlﬂutﬁupentanoyloxymethyl )-

2-(2,4,6-Tri e 5- yri di ni
pentanoyloxym}ﬁt%;’1""§)n é%&%il%éékﬁr%%ggﬁfg?lde -9 5. -
2-Tridecyl -5-(5- pyr|d|nlunpentanoyloxynethyl) -t et rahydr ot hi ophen

chloride. 6. ¢ A Ogﬁﬁéesgorfofhethé)r?lﬁér’eac ol o %erhégo'v\é%%ve

according to claimi1, process conprisi I'ng a conpoun
gener al formﬁcepqnd{rtgr]to\/\/r@#@m R,anthg a?r@%ﬁﬁetpmedlsnnm afeaqtifng haa

conpound of tdimRid abe f O dUgéndth1[ £6FhuYRERRI N N is as defined in claim
1 and Y represents a halogen atom and treating the resultant conpound of

the general fornula IV

X - CH,OH

wherein R and X are as defined in claim 1 with a compound U

of the general formula III : -

HO «=Ca (CH ) .-Y
" | III

wherein n is as defined in claim 1 and Y represents a
halogen atom, and treating the resultant compound of the

general formula IV

R‘U\ B
Iv

X CH,~0~C= (CH,), =Y

2
i

wherein X, n, R and Y are as defined in claim 1 with
pyridine; and, if in the desired derivative 2 is not a
halogen anion, then converting the resultant halide to the
desired salt.

- 7. A process according to claim 6 in which the
reaction of compounds II and- III is carried out in dry
chloroform at room temperature in the presence of

triisopropylbenzenesulphonyl chloride and pyrldlne

A
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L[ err} wherejn X n, Rand Y are as defined in claim1 with pyridine; and,

“ if.in the desired derivative [err] is not a hal ogen anion, then
%’ggnver;ingvthe resultant halide to the desired salt. 7. A process
according: to-claim 6 in which the reaction of conpounds Il and Il
is carried:out in dry chloroform at roogl tenperature in the presence
of triisopropyl benzenesul phonyl chloride ™ ﬁh'pyridine. -10- 8. A
phar naceuti cal conposition conpri si ng a derivative according to

claim1 in agmxture ith g pharomeestleal MeRReRAtalle o LURRL:QAgA Mg
derivative _according to claim 1 in admixture with a
pharmaceutically acceptable diluent or carrier.

[

A )



