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N-[2-(7- ngtlﬁ(}w:qtesﬂ g@lﬁ{aﬂwe)@frﬁ@ prjd addition salts with a pharmaceutically acceptable acid

5 or base, and a thymoregulatory agent for obtaining pharmaceutical compositions for use in

the treatment of mood disorders and, more especially, major depressive disorder,

cyclothymic disorder and dysthymic disorder.

Agomelatine, or N-[2-(7-methoxy-1-naphthyl)ethyllacetamide, has the double
characteristic of being, on the one hand, an agonist of receptors of the melatoninergic
10 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,

appetite disorders and obesity.

15 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, used in association with a thymoregulatory agent, has valuable
20 properties allowing its use in the treatment of mood disorders and, more especially, major

depressive disorder, cyclothymic disorder and dysthymic disorder.



acetam de or its hydrates, crystalline fornms and addition salts with
a pharmaceutically acceptable acid or base, used in association with
a thynoregul atory agent, has val uable 20 properties allowing its use
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15 Finally, dysthymic disorder is a chronic and intense mood disorder that is characterised by
long periods of dysphoric mood and functional impairment. Just as for professional
exhaustion syndrome, the other symptoms of dysthymia may include the following
feelings: lack of adaptation, despair, irritability or excessive anger, guilt, loss of interest or
of general pleasure, social withdrawal, chronic fatigue, decline in activity or productivity

20 and poor concentration. Dysthymia is an insidious mental disorder. In contrast to the
disabling functional symptoms associated with diseases such as major depressive disorder,
subjects affected by dysthymia genérally suffer from moderate social and professional
dysfunction. For example, in spite of typical disturbances in their general interpersonal

function, dysthymic subjects are often seen to work assiduously in their profession and

25 maintain a facade of normality.

Although a large number of effective molecules exist in this field - thymoanaleptics and
thymic regulators may be mentioned more especially - none allows those various
pathological states to be treated with complete satisfaction, and a number of them have
significant side effects. Accordingly, the development of new alternative treatments is

30 ongoing and continues to be a necessity.
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Among the thymoregulatory agents according to the invention there may be mentioned
more especially, without implying any limitation, lithium, carbamazepine, valproate and

15 lamotrigine, and more preferably valproate.

The invention accordingly relates to the use of the association between agomelatine or its
hydrates, crystalline forms and addition salts with a pharmaceutically acceptable acid or
base, and a thymoregulatory compound in obtaining pharmaceutical compositions intended
for the treatment of mood disorders and, more especially, major depressive disorder,

20 cyclothymic disorder and dysthymic disorder.

The invention relates also to pharmaceutical compositions containing the association
between agomelatine or its hydrates, crystalline forms and addition salts with a
pharmaceutically acceptable acid or base, and a thymoregulatory compound in

combination with one or more pharmaceutically acceptable excipients.

25 Among the pharmaceutical compositions according to the invention there may be
mentioned, more especially, those which are suitable for oral, parenteral or nasal
administration, tablets or dragées, sublingual tablets, gelatin capsules, lozenges,

suppositories, creams, ointments, dermal gels etc.



nmood di sorders and in that of manic disorders. 10 That unpredictable
~effect allows the use of the association according to the invention
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The useful dosage varies according to the sex, age and weight of the patient, the
administration route, the nature of the disorder and any associated treatments and ranges
from 1 mg to 50 mg of agomelatine per 24 hours and is more preferably 25 mg per day.
The dose of thymoregulatory agent will be less than that used when it is administered on its

15 own.

Pharmaceutical composition :

Formula for the preparation of 1000 tablets each containing 25 mg of active ingredient :

N-[2-(7-methoxy-1-naphthyl)ethyl]acetamide. .........oceovervreerreereereeeereereeeereserssee e, 25¢g
Lactose MONONYATAte........cocivivviiiiiieieit ettt r e 62¢g
20 MagneSium SEEATALE .......ovveveerieeiieirieeieeet ettt ee e 13¢g
POVIAONE ...ttt e e e e s s 9¢
Anhydrous colloidal SIHCA .....cccervuiriiieeceieceeeecee e, 03g
Cellulose sodium gLYCOIAtE. ...c.veviiiririeieiieieeeecece e, 30g
STEATIC ACIA ...ttt ettt ettt e e et en s 26¢g

25 Clinical study :

The clinical study carried out uses international nomenclature, essentially DSM-IV, and

also validated measurement tools, such as the Hamilton Scale of Depression, Young's
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Stearic acid

..................................... 6- . 2.6 g 25 dinical study :
The clinical study carried out uses international nonencl ature,
essentially DSM 1V, and also validated neasurenent tools, such as
the Hamilton Scal e of Depression, YOUAgMS -5- nmania scale, the d obal
Clinical Inpression scale, which are alT instrunents recommended by
the guidelines in force. Conparison of the agonel ati ne-vai proate
associ ation versus thynoregul ator placebo under best nethodol ogy
conditions allows us to conclude that the association is superior.
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di sorder, cylothym c disorder and dysthym c disord

2- The use according to claim 1, wherein said mood disorder is selected from the
group consisting of major depressive disorder, cylothymic disorder and dysthymic
disorder.
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