NEW NAPHTHALENE COVPOUNDS, A PROCESS FOR THEI R PREPARATI ON AND
PHARMACEUTI CAL COVPCSI TI ONS CONTAI NI NG1THEM The present inventi.on

relates to m@w RAPRTHALENIECOMPBONBYSA PRECRSE FORGSER PﬁEILRﬁA'LIONA
preparation and to PRARMACENTICAL COMPRBPHONS BONGRINIRG HHER
conpounds of the present invention are new and have very val uabl e

phar macol ogi cal characteristics relating to nelatoninergic
receptors. 5 Nunerous studies in the last ten years have denonstrated
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1987, 227, pp. 714-720), diabetes (Cinical
In addition to their beneficial action on circadian rhythm disorders (J. Neurosurg. 1985, 63,

pp- 321-341) and sleep disorders (Psychopharmacology, 1990, 100, pp. 222-226), ligands
of the melatoninergic system have valuable pharmacological properties in réspect of the
15 central nervous system, especially anxiolytic and antipsychotic  properties
(Neuropharmacology of Pineal Secretions, 1990, 8 (3-4), pp. 264-272) and analgesic
properties -(Pharmacopsychiat., 1987, 20, pp. 222-223) as well as for the treatment of
Parkinson’s disease (J. Neufosurg. 1985, _6_.3, pp. 321-341) and Alzheimer’s disease (Brain
Research, 1990, 528, pp. 170-174). Those compounds have also demonstrated activity in
20 fespect of certain cancers (Melatonin - Clinical Perspectives, Oxford University Press,
1988, pp. 164-165), ovulation (Science 1987, 227, pp. 714-720), diabetes (Clinical
Endocrinology, 1986, 24, pp. 359-364), and in the treatment of obesity (International
Journal of Eating Disorders, 1996, 20 (4), pp. 443-446).
Those various effects are exerted via the intermediary of specific melatonin receptors.
25 Molecular biology studies have demonstrated the existence of a number of vreceptor sub-
types that are capable of binding that hormone (Trends Pharmacol. Sci., 1995, 16, p. 50;
WO 97.04094). For various species, including mammals, it has been possible for some of
| those receptors to be located and characterised. In order to be able to understand the

physiological functions of those receptors better, it is of great advantage to have available



Endocri nol ogy, 1986, 24, pp. 359-364), and in the treatnent of
obesity (International Journal of Eating D sorders, 1996, 20 (4),

pp. 443-446). Those various effects are exerted via the internediary
of specific nelatonin receptors, 25 Ml ecular biology studies have
denonstrated the exi stence of a nunber of receptor sub- types that
are capabl e of binding that hornone (Tpends Pharmacol. Sci., 1995,

16, p. 50; WD 97.04094). For various species, including mammals, it
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interacting selectively with one or other of those receptors, may be
excel | ent msHistebAve: for the clinician in the treatnment of

pat hol ogi es associated with the ntlatoni nergic system sonme of which
have been nentioned above. 5 Besides the fact that they are new, the
conpoundls Besides dhepieelba they myeney. die ommpwids ofthg regent énversing eahibit aivesy
for nel at ogidagh mz}»&%;atgm%écgﬁgr@over have a strong affinity for the
5-HT2c receptor, ich has the effect of reinforcing the properties
observed in the case of nelatoninergic receptors, especially in the
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relates to e conpound of formula (1)
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10 More specifically, the present invention relates to the compound of formula (I) :
0
N
NH
o .
Me”
@,

to enantiomers thereof, and to addition salts thereof with a pharmaceutically acceptable

OH

base.

Among the pharmaceutically acceptable bases there may be mentioned by way of non-
15 limiting example sodium hydroxide, potassium hydroxide, triethylamine, tert-butylamine

etc..

The invention even more specifically relates to the compounds which are 2-fluoro-N-[3-

hydroxy-2-(7-methoxy-1-naphthyl)propylJacetamide,  2-fluoro-N-[(2S)-3-hydroxy-2-(7-

methoxy-1-naphthyl)propyl]acetamide and 2-fluoro-N-[(2R)-3-hydroxy-2- (7-methoxy 1-
20 naphthyl)propyl]acetamide.



base. Anong the pharnaceutically acceptable bases there may be
mentioned by way of non- 15 limting exanpl e sodi um hydroxi de,

pot assi um hydroxi de, triethylamne, tert-butylamne etc.. The

i nvention even nore specifically relates to the conmpounds which are
2-fluoro-N-[3- hydroxy-2-(7-nmethoxy-I|-naphthyl)propyljacetam de,
2-fluoro-N-[(2S)-3-hydroxy-2-(7- nethoxy-I-naphthyl)propyl]acetam de
and 2-fluoro-N[(2R)-3-hydroxy-2-(7-nmethoxy-1- 20

napht hyl ) p Y, t . T sa ts of .prefe
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f or m an i niaeggptable hagetforof antihtegrrlpagrf the mveiftva. | nvent| on relates also to
a process for the preparation of conpound of forrmula (1), which
process is characterised in that there is used as starting materi al
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5 formula (II) :

which is subjected to the action of dimethy! carbonate in a basic medium to yield the

compound of formula (I1I) :

i

10°  -which is subjected to reduction in the presence of a hydride to yield the compound of
formula (IV) : '

av)

with which ethyl fluoroacetate is condensed to Vyield the compound of formula (1),



\ (Ill) 10 which is subjected to reduction in the presence of a
hydride to yield the conpound of formula (I1V) : GHN2 - -M~O/ I \
(1V) with which ethyl fluoroacetate is condensed to yield the
conmpound of forrmula (1), -4- which may be purified according to a
conventional separation technique, which is converted, if desired,
into its addition salts with a pharnagggtically accept abl e base and
the enantioners of which nay be separated on a chiral col um

' . ti I ti t echnj . .5 Phar macol ogi cal
ot udyof "t HE BBy RaRERR, a5eHiRE Rt § GHRLoTGh Gt e A PEab Wogk it
to have steomrgeds ildedied Viatodfsfatditibrysaftowith®plai@idettidaRE 8REMESe Bad€laidQhe
have significant activities in respect of the centrgl nervous |,
system anf™" 1?1"’35?% iwxllfﬁlé?‘fy l?ehsg’gf)té(gf’? & By Fafneascoring 4o gepveggional
sl eep di sosgperadon eHniqhepr essi ve, anxi ol ytic, antipsychotic and

anal gesic properties and properties in respect of mcrocirculation
have been found, enabling it to be established that to the conpounds

of the 5 nveiRimedsldgical WsBfdflthd ddnipbends bEAE MRBktiodThas o8B ShenSlo8RRtoxic, to
di sorders,
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i sor dor s, SeepR RESES iSRSt inshnedips o et antadi PerasTee o,
vari ous digopetssn asgocifahiedcivduldiion have been found, enabling it to be established that
10 the compounds of the invention are useful in the treatment of stress, sleep disorders,
anxiety, seasonal affective disorder or major depression, cardiovascular pathologies,
pathologies of the digestive system, insomnia and fatigue due to -jeﬂag, schizophrenia,
panic attacks, melancholia, appetite disorders, obesity, insomnia, psychotic disbrders,
epilepsy, diabetes, Parkinson’s disease, senile dementia, various disorders associated with
15 normal or pathological ageing, migraine, memory loss and Alzheimer’s disease, and iln
cerebral circulation disorders. In another field of activity, it appears that, in treatment, the
compounds of the invention can be used in sexual dysfunctions, that théy have ovulation-

inhibiting and immunomodulating properties and that they may potentially be used in the

treatment of cancers.

20  The compounds will preferably be used in the treatment of major depression, seasonal
affective disorder, sleep disorders, cardiovascular pathologies, pathologies of the digestive

system, insomnia and fatigue due to jetlag, appetite disorders and obesity.

For example, the compounds will be used in the treatment of major depression, seasonal

affective disorder and sleep disorders.

25  The present invention relates also to pharmaceutical compositions comprising at least one -

compound of formula (I) on its own or in combination with one or more pharmaceutically

acceptable excipients.



15 normal or pathol ogi cal agei ng,wrri gr_gi_‘he, menory | oss and

Al zheiner's disease, and in cerebral Circulation disorders, In
another figld of . activity,.it appears that, in treatnent, fhe
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For exanple, the conmpounds will be used in the treatnent of nmjor
depressio seasonal . affective ]geisorder and sl eep disorders. 25 The
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there may be nentioned nore especially those that are suitable for
oral, parenteral., nasal . per- .or .trans- cutaneous, .rectal, . ,
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nmeans "consisting at least in part of'.

Examplel: 2-F‘Iuoro—N~[3*hyéroxy-Z—(?-methoxy«lmaphthyl)pmpyl]acetamide
Step A : Methyl cyano(7-methoxy-1-na phthylacetate

(f;Methoxy-naphth-I—yl)acetom'trile (20 g) is dissolved in 150 ml of anhydrous
tetrahydrofuran. Sodium hydride (202.8 mmol) is added at ambient temperature, and the
mixture is refluxed for 30 minutes. Dimethyl carbonate (12 ml) is added with caution,' and
the reaction mixture is refluxed for 30 minutes. The mixture is poured into ice-cold water,
and the aqueous phase is acidified with 21 ml of 37 % hydrochloric acid solution and then
extracted twice with 100 ml of ether. The organic phase is washed with water, dried,
decoloured and evaporated. The oil obtained is precipitated from ether, and the precipitate |

formed is filtered off under suction and then recrystallised to yield the title product in the
form of a white solid.

Melting point : 80-82°C

Step B : 3-Amin0—2-(7-meth0xy-l—naphthyl)—l-propanel hydrochloride

Aluminium chloride (80 mmol), dissolved in 200 ml of anhydrous ether, is added to a

suspension of lithium aluminium hydride at 0°C in 300 ml of anhydrous ether. After



When interpreting each statenment in this specification that includes
the term"conprising”, features other than that or those prefaced by
the termmy al so be present. Related terns such as "conprise" and
"conprises" are to be interpreted in the sane manner. The foll ow ng
Exanples illustrate the invention but do not Iimt it in any way.

Exanple 1 :
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3- Ami no- 2- X‘%‘%ﬁ‘ﬁ%f{f’(ﬁﬂ“ﬁ%ﬁﬁ?ﬂ%?af%ﬁ%(ﬂ'énm hydrochl ori de Al um ni um

chl ori de (BQringpdiys,- 18kgsecved in 200 nl of anhydrous ether, is added
to a suspension of lithiumalum niumhydride at OC in 300 m of

anhydrous ether. After -6- stirring for 10 m nutes, the conpound

obtai ned in St & :(IusreRV-]3-hylirs01- vﬁdethaxﬁmamthywmpﬂmﬁd&m&
ether, is added After 30 mnutes, the mxture Is hydrolysed, with
caution and in the cold state, using sodium hydroxide solution (i0

g; 40 m) .ThElempowdi ghitdidden fSapn® d5.6 Snmol), in the form of the base, is dissolved in
40 mi of 2,2,2-trifluoroethanol; ethyl fluoroacetate (10.3 mmol) is added and the mixture is

refluxed for 12 hours. When the reaction is complete, the mixture is poured into water and

15 the aqueous phase is extracted twice with 60 ml of ether; the organic phase is washed with
water, dried and evaporated. The oil obtained is dissolved in 30 ml of methanol and 10 ml
of water; sodium hydroxide (8.25 mmbl) is added and the mixture is heated at 40°C for
30 minutes. The mixture is then poured into water; the aqueous phase is neutralised with
15 ml of hydrochloric acid solution (1M) and is then extracted twice with 60 ml of ether.

20 The organic phase is washed with water, dried and evaporated. The oil obtained is
precipitated from a mixture of ether and petroleum ether (40/60); the precipitate formed is
filtered off under suction and then recrystallised from toluene to yield the title compound
in the form of a white solid.

Melting point - 110-112°C

25  Elemental microanalysis :

% C H N
Calculated ;. 65.97 6.23 4.81
Found : 66.10 6.29 4.63



then filtered off and washed wi th copi ous anbunts of ether. The

resi due obtained after 5 evaporation is taken up in water and the
aqueous phase is extracted with dichloronethane. The organic phase
is then washed with water, dried and decol oured, and is then treated
wi t h gaseous hydrogen chloride and evaporated. The oil obtained is
precipitated fromethyl acetate, and the precipitate forned is
filtered off under suction and then recrystallised to yield the
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phase is washed with water, dried and evapor at ed. The oil obt ai ned
is dissolved in 30 M of nethanol and 10 m of water; sodium
hydroxide (8.25 mml) is added and the mixture is heated at 40C for
30 ni nuf es Exampled;:@tkinero¥-[2Re3-lydomae-(Tnochewmt Bnaplthd) propydlacamidas e
is neutralised with 15 m of hydrochloric acid solution (IM and is
then extracted twice with 60 m of ether. 20 The organic phase is
washed with water, dried and evaporated. The oil obtained is
precipitated froma m xture of ether and petrol eum et her (40/ 60) t he
precipitate formed is filtered off under suction and then
recrystallised fromtoluene to yield the title conpound in the form
of a white solid. Melting point : 110-112C 25 El enental

m croanalysis : CHN



Cal cul ated 65.97 6.23 4.81 Found : 66.10 6.29 4.63 -7- The conpound
obtained in Exanple | is purified on a chiral colum (R R WHELK 0-1
wi th an el uant i sopropanol/n-heptane/dichl oronethane (60/40/5) and a
detection at 275 nm to yield Exanples 2 and 3 : Exanple 2 :
2- Fl uoro , {(28)-3-hydroxy-2-(7-nethoxy-l-naphtbyl)propylIacetanide
5 Exanple 3:
2- Fl uoru-N-[ (2R) - 3- hydr oxy-2- (7- nethoxy I-naphthyl)propylIacetanlde
-8- PHARMACOLOG CAL STUDY EXAMPLE A : Acute toxicity study The acute
toxicity was eval uated after oral adnlnlstratlon to groups each
conprising 8 mice (26 2 gPHARMAGOEQGICARSEFUBNServed at regul ar
intervals during the course of the first 5 day, and daily for the
two weeks followi ng treatnment. The LD50 (dose that causes the death
of 50 % of the aninmals) was eval uated and denonstrated the | ow
toxicity of the conmpounds of the invention. EXAMPLE B Forced
swi mm ng test The conpounds of the invention are tested in a
behavi our aEXAMBILE At hdchitertoxiditsstirdsni ng 10 test. The apparatus is
conposed of a plexiglass cylinder filled with water. The aninmals are
tested individually for a session of 6 mnutes. At the start of each
test, the Ehﬂﬁﬁ?KW@“EM@%@dhmkﬁaﬁ@@ﬁéehﬁnbﬁﬁknmhgvmybwndmnmﬁﬁthnﬁmm
spent i Mo, )S T n ered to be i
when it st@ggg%%raégﬁﬁﬁgﬁqmﬁep§ﬁ§WHm%kﬁ$%ﬁn e Snupﬁég§‘?P3%8

.5 day, and daily for the two weeks following treatment. The LDsg (dose that causes the death

._

of 50 % of the animals) was evaluated and demonstrated the low toxicity of the compounds

of the invention.

EXAMPLE B : Forced swimming test

The compounds of the invention are tested in a behavioural model, the forced swimming

10 test,

The apparatus is composed of a plexiglass cylinder filled with water, The animals are
tested individually for a session of 6 minutes. At the start of each test, the animal is placed
in the centre of the cylinder. The time spent immobile is recorded. The animal is
considered to be immobile when it stops struggling and remains immobile on the surface of

15 the water, making only those movements which allow it to keep its head above water.

Following administration 40 minutes before the start of the test, the compounds of the
invention significantly reduce the time  spent. immobile, which indicates their

antidepressive activity.



15 the water, nmaking only those novenents which allow it to keep its

head above water. Follow ng adm nistration 40 m nutes before the

start of the test, the conpounds of the invention significantly
reduce the tine spent. inmobile, which indicates their

antidepressive activity. -9- EXAMPLE C : Melatonin MI, and M,
receptor binding study The M1l or MI2_geceptor binding experinents

are carried out using 2-[72511-iodonelatonin as reference
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scintill at Fom counter nts are then
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of differe eac 35 ults
enabl e t he%l ﬁ@nﬁgmg ?etb %ﬁ%lﬁd%@f&? %{g&g o areocuaﬁ Otu g‘é n§:ilzn l((i KH')IO 0816 o
det er mi nedas Bsgfexsnse oddidigamdo| Ehe trdrMacmnqyommdnedbmldmenhmed bxiagpd diguidhas

a K1(Mrl) a (Mr2) of 0.5nM 1o EXAMPLE |) :
Ser ot oni ne%?tﬁaggwgra@greptor bi ndi ng study The affinity of the
conpountls €onpdtitize hindag cBpddhRotsraec tipt oarried ow\vialttiglicatd vsing niEnirianetest

preparatio £, I | v _expres hat .r ecept or

| ncubat i on&)?mé3 {éxgdryrl % % d?ﬁe%ggg%\éﬁ%f@m%d? *‘entgd% Cz?mé’g‘ﬁ’fda% g Eomm
MyC12 and ralile the hBging affmitidfs@f meesmmdﬂbst{ct{m)-thHmmmede (InM and
25 frol/m of receptor. Non-specific 15 binding is determned in the
presence of 10 sM m anserin, The reaction is stopped by the addition
of 50mMV TRESwWhuSS exampleHIE campainl obieidedin Bxamblel It haatai KoM Eid ep4.2ud a8d a
successi Ve |Jp§ 80: ﬂ@e radi oactivity bound to the nenbranes renaining
on the filt ? 7 pretreated with 0.1 % PElI) is detern ned by

liquid scmtlllatlon

10 EXAMPLE D : Serotoninergic 5-HTyc receptor binding study

The affinity of the compounds for the human 5-HT,c receptor is evaluated on membrane
preparations from CHO cells stably expressing that receptor. _

Incubation is carried out in 50mM TRIS buffer, pH 7.4 containing 10mM MgCl; and 0.1 %
BSA, in the presence of [3H]-mesulergine (1nM) and 25 fmol/ml of receptor. Non-specific

15 binding is determined in the presence of 10pM mianserin. '

The reaction is stopped by the addition of 50mM TRIS buffer, pH 7.4 followed by a
filtration step and 3 successive rinses: the radioactivity bdund to the membranes remaining
on the filters (GF/B pretreated with 0.1 % PEI) is determined by liquid scintillation -

counting.

20  The results obtained show that the compounds of the invention have affinity for the 5-HTc

receptor, with K; values < 10uM.



counting. 20 The results obtai ned show that the conpounds of the
invention have affinity for the 5-HT2c receptor, wth K, values < |
OiM -10- EXAMPLE E -Action of conpounds of the invention on the
circadian rhythms of |oconotive activity of the rat The invol venent
of nmelatonin in influencing, by day/night alternation, the majority
of  physi ol ogi cal, biochem cal and behayioural circadian rhythns has
made it possible to 5 establish a pharfmcol ogi cal nodel for use in
. O
the search £k ABRTC Ll aNAS: FS,ehlects of wthe,compounds
circadi an rhythnms of |looowtitdactiviancdfitheray, Whi ch constitute a reliable
i ndicator of the activity of the endogenous circadian clock. In this
study, the effects of such conpounds on a particul ar experinmental

model , nanglhy invodvetrient efamelploaineid ihflucheing) diyadayinsdt alidrRdlioh PBE HRHRRY of

dar kness), S ed. rj pent.al pr.ot ocol e-ponth-ol d nmale
rats are su E%é@?gg%g%ég&é%%ﬁpg"sd F%gvo‘g?lr f‘fféﬁl‘% ﬂ?ﬁ“ﬁ g%o‘i’%‘{eoﬁ‘ \possitle fo
light @yclegatdish 4 phanmenoddgidal igbdel foe nsedd thecetich foi bkid@ninerdid licardbt €F 2 to
3 weeks' adaptation, they are placed in cages fitted wth a wheel
connected to a 15 recording system in order to detect the phases of
| oconot i ve Theefifagistof therrdmpbursls awnéstedron tihmerotyitniedre sl inf JayticORB oh bR

or circadi ‘ QHE; .soon. as t rhyt.hns rec ed show a
stabl e pat ?g:ra {1119%3“ ngg t@ﬁgo%o@ém/e 3@%’%& f%gifm%gt‘&‘f a r?lhag{er gligatgy gf the

pl aced i n {évivasfdht endogdnpesgrcdddb)clockwo to t hree weeks | ater, when the
free course (rhythmreflecting that of the endogenous

In this study, the effects of such compounds on a particular experimental model, namely

10 the rat placed in temporal isolation (permanent darkness), is evaluated.

Experimental protocol

One-month-old male rats are subjected, as soon as they arrive at the laboratory, to a light

cycle of 12 hours' light per 24 hours (LD 12 : 12).

After 2 to 3 weeks' adaptation, they are placed in cages fitted with a wheel connected to a
15 recording system, in order to detect the phases of locomotive activity and thus monitor the

nychthemeral rhythms (LD) or circadian thythms (DD).

As soon as the rhythms recorded show a stable pattern during the light cycle LD 12 : 12,

the rats are placed in permanent darkness (DD).
Two to three weeks later, when the free course (thythm reflecting that of the endogenous
20 clock) is clearly established, the rats are given a daily administration of the compoimd to

be tested.:

The observations are made by means of visualisation of the rhythms of activity :



20 clock) is clearly established, the rats are given a daily

adm ni stration of the conpound to be tested. The observations are
made by neans of visualisation of the rhythns of activity : -11-

i nfluence on the rhythns of activity by the Iight/dark cycle,

di sappearance of the influence on the rhythnms in pernmanent darkness,
influence on the activity by the daily;;adnmnistration of the
conpound; transitory or durable effect 5 A software package makes

it possible; 0 nten5|ty of the
activity, thréﬂuﬁlé%ﬁoogﬁea&%%s Op%ﬁw#ﬁngy#‘ []%h% ﬁ?’ ndl s duri ng free course
and duri ng- wmmakmammofﬂwpmﬁsmhhmtMUﬁWﬁmmnamnatemhydmgsptraI anal ysi s

t he existen dj d non-.ci r ultradlan)
conponent s. %%Bgéé I{?%z#ﬁgqbo ﬂgﬁ%ﬁg ggm?%gp?%éé eﬁgﬁmo ear "3

to al | ow povemblaleffectt i on on the circadian rhythmvia the

mel at oni nergi ¢ system EXAMPLE F ; Lieht/dark cages test The
conpounds of the invention are tested in a behavioural nodel, the

| i ght / dar kA ceftjese pdcbageasdkes ivpossibleal | ows t he anxiol ytic activity of

t he conpounds to be denonstrated. The apparatus consists of two

pol yvi nyl boxes covered with plexiglass. One of the boxes is in

dar kness. -Atd lana};uiesthqa Heroteh aiomentityeofabdetivityxhe peredddifnbe ehyttingbf the
intensity o t he centre of the box. An ’
opaque plas%nng¥unn 1ﬂ%§8§%% ggpl %%4Hwn t box fromthe dark box. The
ani mal s ar-epdseblyde dmmhstmtd timbpeytrdl @nalymstbessmsmamoobf dreadismudngd Sion-circadian

(for example ultradian) components. -

10 Results

The compounds of the invention clearly appear to allow powerful action on the circadian

rhythm via the melatoninergic system.

EXAMPLE F : Light/dark cages test

The compounds of the invention are tested in a behavioural model, the light/dark cages

15 test, which allows the anxiolytic activity of the compounds to be demonstrated.

The apparatus consists of two polyvinyl boxes covered with plexiglass. One of the boxes is
in dafkness. A lamp is placed above the other box, yielding a light intensity of
approximately 4000 lux in the centre of the box. An opaque plastic tunnel separates the
light box from the dark box. The animals are tested individually for a session of 5 minutes.
20 The floor of each box is cleaned between each session. At the start of each test, the mouse
is placed in the tunnel, facing the dark box. The time spent by the mouse in the illuminated
box and the number of passages through the tunnel are recorded after the first entry into the

dark box.



20 The floor of each box is cleaned between each session. At the
start of each test, the nouse is placed in the tunnel, facing the
dark box. The tinme spent by the nouse in the illumnated box and the
nunber of passages through the tunnel are recorded after the first
entry into the dark box. -12- Follow ng adm nistration of the
conpounds 30 m nutes before the start of the test, the conpounds of
the invention significantly increase ttfe tinme spent in the

illum nate age nd.t he nunber of S es throu t he tunnel,

whi ch denn%é’ﬁ?‘%f’%sag‘f‘ﬂléstt%‘ﬁ% %f?@ icgﬂg%gg%?‘?s‘m“&s%r%ég nisLifgde dest ithe

i nventi on. camfGANPLEhE inveRivar sigdfeaitiyCiatree MROShd bt in tBY|IRISnalAQ@0e
tabl ets eag}t‘}i ontaéniﬁg 5 ng§§f %-fluoro-%& 3- hydr oxy- 2- ( 7- met hoxy- | -
napht hyl ) pfop ]"318 o ?fgagf (ﬁlé gleﬂlnnel, which demonstrates the anxiolytic activity
.......... of the compaunds af the.invention. . - - - . . -« c o o e
...... 5 g Weat starch

St ear at e | 1000 ablefscich e o O 2ok V{32 ey - 0 o
..... .. .. .naphthyDpropylJacetamide (EXample 1) ...cmmsonnsnistetosonmtitnosnnesne Q.. Sigh 1 C8
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STHCA .cv ettt et et aeen et e ere s et et anesseeseesereessenas g



Me enantiomers thereof, and addition salts thereof with a

phar maceutical |y acceptable base. 5 2- Conpound of fornula (1)
accordlng to claiml1, which is 2-fluoro-N[3-hydroxy-2-(7-

met hoxy- 1- napht hyl ) propyl ] acet am de, enantioners thereof, and
addition salts thereof wth a pharmaceutically acceptable base, a-
Compound of formula (1) according to elizZim1, which is
2-fluoro-N-[(2S)-3-hydroxy-2- (7-medroxy-I|-naphthyl)propyl]acetam de,
and addition salts thereof with a 10 pharmaceutically acceptable
base. 4- qupd o £A§PHQP|3 (I') according to claim1, which is

2-f1 uoro- N—[(2R) 3- hyar oxy-2- (7-met hoxy-I|-naphthyl)propyl]acetam de,
and addition salts thereof with a pharmaceutically acceptabl e base.

5 Process for the preparation of conmpound of forrmula (I) according to
claiml1, 15 characterised in that there is used as starting materi al
t he conpoudd Compbwrdmifam@lall) :-14 CN {I1) which is subjected to the
action of dinethyl carbonate in a basic nediumto yield the conpound
of formula (Il1l1) ; O MewOIly CN Me~O\ | / (Il11) 5 which is
subjected to reduction in the presencgyof a hydside to yield the

conmpound of
F
NH

e © : |
oo .

enantiomers thereof, and addition salts thereof with a phannaceuti(;ally acceptable base.

5 2- Compound of formula (I) according to claim 1, which is 2-fluoro-N-[3-hydroxy-2-(7-
methoxy-1-naphthyl)propyl]acetamide, enantiomers thereof, and addition salts thereof

with a pharmaceutically acceptable base.

3- Compound of formula (I) according to claim 1, Whichvis 2-fluoro-N-[(2S)-3-hydroxy-2-
(7-methoxy-1-naphthyl)propyljacetamide, and addition salts thereof with a
10 pharmaceutically acceptable base, |

4- Compound of formula (I) according to claim 1, Which.is 2-fluoro-N-[(2R)-3-hydroxy-2-
(7-methoxy-1-naphthyl)propyljacetamide, and addition salts thereof with a

pharmaceutically acceptable base,

3- Process for the preparation of compound of formula (I) according to claim 1,

15 characterised in that there is used as starting material the compound of formula (II) :



formula (1V) OH ~NH2 MO (TV) wth which ethyl fluoroacetate is
condensed to yield the conpound of formula (1), which may be
purified according to a conventional separation technique, which is
10 converted, if desired, into its addition salts with a
pharmaceutically acceptabl e base and the enantioners of which may be
separated on a chiral colum accordi ng4t-o a conventional separation
techni que. 6- Pharmaceutical conpositions conprising at |east one
conpound of forrmula (1) according to any ga® of clains 1 to 4 or an
addition salt thereof with a pharmaceuticplly -15- acceptabl e base
in conbination with one or nquDpharnaceu ically acceptable

exci pients. 7- Use of a phagpeaCett iz cOMQsi tion according to claim
6 in the manufacture of a nedi cane leat i nghdi sorders of the
mel at oni nergi ¢ system 8- Use of >eat i cal conposition
according to claim6 in the manufacture of a nedicanent for the
treatnent of sleep disorders, stress, anxiety, nmjor depression or
seasonal af fwiith keubieaed Gehe acdh df aMasiiukaborartinal gt efdiugion@dPgiees
of the digestive s §tenkébgsonnia and fatigue due to jetlag,
schizophrenﬁﬁ?mﬂﬁﬁf%‘ﬁﬁP / melancholia, appetite disorders,
obesity, insomia, psychotic disorders, epilepsy, diabetes,

Par ki nson' s di sease, senile denentia, _ various disorders associ ated

wi th normal or Q

di
5 which is subjected to reduction in the presence of a hydride to yield the compound of
formula (IV) :
av)

with which ethyl fluoroacetate is condensed to yield the compound of formula (I),

which may be purified according to a conventional separation technique, which is
10 converted, if desired, into its addition salts with a pharmaceutically acceptable base and
the enantiomers of which may be separated on a chiral column according to a

conventional separation technique.

6- Pharmaceutical compositions comprising at least one compound of formula(l)

according to any one of claims 1 to 4 or an addition salt thereof with a pharmaceutically



pat hol ogi cal ageing, mgraine, nenory |oss, Al zheiner's disease,
cerebral circulation disorders or sexual dysfunctions, as

ovul ation-inhibitors or inmmnonmodul atans, or for the treatnment of
cancers. 9- A conpound according to claim1l, substantially as herein

described with reference to any exanple thereof. 10- A process
according to EfSPRPls, basg Bgt%bim&PPly vl Ret oF nmeresehabesdutigalin acceptable

reference to atypietxanpl e thereof. 11- A pharmaceutical conposition

according to claim6, substantially as herein described wth
| e thereof. 12- A use according to claim?7 and

f
reference tp PR of & ibrmaceufical epmbesiiion, dcrading, iq plaim éflérﬂé%@ém’cf%?“%?fa

claim8, s
exanpl e t her esidicament for treating disorders of the melatoninergic system.

8- Use of a pharmaceutical composition according to claim 6 in the manufacture of a
medicament for the treatment of sleep disorders, stress, anxiety, major depression or
seasonal affective disorder, cardiovascular pathologies, pathologies of the digestive
system, insomnia and fatigue due to jetlag, schizophrenia, panic attacks, melancholia,
appetite disorders, obesity, insomnia, psychotic disorders, epilepsy, diabetes,
Parkinson’s disease, senile dementia, various disorders associated with normal or
pathological ageing, migraine, memory loss, Alzheimer’s disease, cerebral circulation

disorders or sexual dysfunctions, as ovulation-inhibitors or immunomodulators, or for

the treatment of cancers.

9- A compound according to claim 1, substantially as herein described with reference to

any example thereof.

10- A process according to claim 5, substantially as herein described with reference to any

example thereof.

11- A pharmaceutical composition according to claim 6, substantially as herein described

with reference to any example thereof.

12- A use according to claim 7 and claim 8, substantially as herein described with

reference to any example thereof.



