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pat hol ogi es, pat hol ogi es of the digestive system
insomia and fatigue due to jet-lag, and appetite
disorders and obesity. Agonelatine, its preparation and

y ] :
or i lyydiafes: ichystateaioans mdadthitien wéte Wit estrithreduticallFusapenit acid
P L fi.cati. > 0 447..285. The l.i cant has
or %’%\?\; %gﬁ%gr tﬁﬁgtgéoglggﬁ%l1§tn(?bll§€1f1m§rmedlcaments mtenégf) for the treatment of
sledg-Jigor(ats iretheabeyrebsedaptiehty| ) et hyl 1 - acetamide or its
hydrates,' crystalline forns and addition salts with a
pharmaceutically acceptable acid or base, has val uabl e
AghhORehd | ey al Wi g dit S §ard eat nent of sl eep
gdiso_ro_lers ?n tﬁe(depres ed %%@F@Eﬁwh&x%mgﬁg has > P double
characteristic of being, on the one hand, an agonist of receptors of the melatoninergic

system and, on the other hand, an antagonist of the 5-HT,c receptor. These properties
provide it with activity in the central nervous system and, more especially, in the treatment
of major depressive disorder, seasonal affective disorder, sleep disorders, cardiovascular

pathologies, pathologies of the digestive system, insomnia and fatigue due to jet-lag, and

appetite disorders and obesity.

Agomelatine, its preparation and its use in therapeutics have been described in European

Patent Specification EP 0 447 285.

The Applicant has now found that agomelatine, or N-[2-(7-methoxy-1-naphthyl)ethyl]-
acetamide or its hydrates, crystalline forms and addition salts with a pharmaceutically
acceptable acid or base, has valuable properties allowing its use in the treatment of sleep

disorders in the depressed patient.

Sleep is the most prominent circadian biological rhythm in human beings. That thythm is
seriously disturbed in the depressed patient and there is currently no satisfactory and
recognised treatment for alleviating those disorders. The current antidepressant treatments

(fluoxetine, paroxetine, venlafaxine. ..) have little or no specific effect on sleep disorders in
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20 Sleep is the nost prom nent circadian bi ol ogi ca
rhythmin human beings. That rhythmis seriously
di sturbed in the depressed patient and there is
currently no satisfactory and recognised treatnent for
al leviating those disorders. The current anti depressant
treatments (fluoxetine, parmoxetine, venlafaxine...)
have little or no specific effect on sleep disorders in
-2- the depressed patient. Those which are active are
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accordingly relates to the use of agonelatine or its
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pﬁﬁ ically acceptable acid or base, in
thea%?aln gﬁgéharnaceutlcal conposi tions intended for the

treatment of sleep disorders in the depressed patient.
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The pharmaceutical compositions will be presented in forms suitable for administration by
the oral, parenteral, transcutaneous, nasal, rectal or perlingual route, and especially in the
form of injectable preparations, tablets, sublingual tablets, glossettes, gelatin capsules,

capsules, lozenges, suppositories, creams, ointments, dermal gels etc..
Besides agomelatine, the pharmaceutical compositions according to the invention comprise
one or more excipients or carriers selected from diluents, lubricants, binders, disintegration

agents, absorbents, colourants, sweeteners etc..

By way of example, and without implying any limitation, there may be mentjoned :

* as diluents : lactose, dextrose, sucrose, mannitol, sorbitol, cellulose, glycerol,
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capsul es, | ozenges, suppositories, creams, O0intnents,

dermal gels etc.. Besides agonel atine, the

phar maceuti cal conpositions according to the invention

conprise one or nore excipients or carvers sel ected

fromdiluents, |ubricants, binders, disintegration

agents, absorbents, colourants, sweeteners etc.. 25 By

way of exanple, and without inplying any limtation,

there may be nmentioned as diluents : |actose,

* dexubGews susitiosetalerasieatiolacids andi ttolmagnebinnl asé, calc1um salts,

+ as lubricants : silica, talc, stearic
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Clinical studies :

The action specific to agomelatine on sleep disorders in the depressed patient is established in
comparison with mirtazapine. This study, carried out as a double-blind over 6 weeks of
treatment, has, as its principal criterion of efficacy, the polysomnographic recording of sleep.
The Hamilton Scale of Depression allows the antidepressant efficacy to be documented. The
results obtained show that agomelatine is especially effective in the treatment of sleep

disorders in the depressed patient.
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Cinical studies : 20 The action specific to

agonel atine on sleep disorders in the depressed patient

is established in conparison with rnirtazapine. This

study, carried out as a doubl e-blind over 6 weeks of

treatnment, has, as its principal criterion of efficacy,

t he pol ysommogr aphic recordiqng of sleep. The Ham | ton

Scal e of Depression allows the antidepressant efficacy

to be docunented. The results obtained show that :
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venlpdpdis 10 venlafaX|ne The effects on sleep were
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Ven\l/aef:l)?iges was reported for the phenomena of "sleepiness during the day" and "sensation -
of well-being".

Those results attest to the superiority of the efficacy of agomelatine in the treatment of

sleep disorders in the depressed patient.

Lastly, effects of agomelatine on the sleep polysomnographic parameters were evaluated in
a pilot study carried out in 15 patients with a characterised depressive state. Restoration of
the sleep physiological structure was observed with agomelatine 25 mg. The absolute and
relative durations of cycles 3 and 4 of the recording of the electroencephalographic activity
are significantly improved without alteration of the REM (rapid eye movements) sléep.
Furthermore, agomelatine increase the total duration of sleep, reduce the number of
nocturnal wakenings, and as a consequence improve sleep efficacy. Those beneficial

effects were observed from the first week of treatment.
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