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periventricular leukomalacia.

Agomelatine, or N-[2-(7-methoxy-1-naphthyhethyllacetamide, has the 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-HTyc receptor. These properties
10 provide it with activity in the central nervous system and, more especially, in the treatment
of major depression, seasonal affective disorder, sleep disorders, cardiovascular

appetite disorders and obesity.

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

15 Patent Specifications EP 0 447 285 and EP 1 564 202.

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

treatment of periventricular leukomalacia.

20 Periventricular leukomalacia is the most frequent cause of cerebral palsy in premature
infants. This early neonatal disorder is due to the formation of single or multiple lesions of
the ring of periventricular white matter, occurring during prenatal or neonatal life, between

20 and 34 weeks post-conception, exceptionally even up until term. Periventricular
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therapeutic strategy that makes it possible to prevent or to lim
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ment | Onedlimits of viability of highly premature infants are resulting in a recognised increase in the
incidence of periventricular leukomalacia, which is the principal challenge facing
neonatalogists. The causes of the disorder have recently been established as being multi-
factorial: pre-conception, prenatal and perinatal factors may be involved in the formation
20 of lesions during development of the brain. Among those factors there may be mentioned
episodes of hypoxia-ischaemia, endocrine imbalances, genetic factors, disorders related to
growth factors, maternal infections resulting in excess cytokine production, exposure to
pro-inflammatory agents, etc.. These multiple risk factors have common molecular

manifestations, especially excess release of excitatory amino acids and increased

25 production of reactive oxygenated species.

The Applicant has now found that agomelatine has a neuroprotective effect which has the
effect of promoting repair mechanisms of secondary lesions of the periventricular white
matter. Agomelatine accordingly constitutes a new approach to the treatment of
periventricular leukomalacia. In addition, agomelatine has the characteristic of being very
30 well tolerated and of not having problems of drug interactions, making it a treatment that is

especially suitable in this indication.
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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..

13 By way of non-limiting example there may be mentioned :

® as diluenis : lactose, dextrose, sucrose, mannitol, sorbitol, cellulose, glycerol,

¢ as [ubricants : silica, talc, stearic acid and its magnesium and calcium salts,

polyethylene glycol,
¢ as binders : aluminium and magnesium silicate, starch, gelatin, tragacanth,
20 methylcellulose, sodium carboxymethylcellulose and polyvinylpyrrolidone,

¢ as disintegrants : agar, alginic acid and its sodium salt, effervescent mixtures.
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15 Pharmacological study

The neuroprotective effects of agomelatine were observed in 5-day-old baby mice in which
lesions of the white matter of the brain were produced by intracerebral injection of
ibotenate. Immediately after the administration of 10 pg of ibotenate, there are injected by
20 the i.p. route, in a final volume of 5 pl, from 0.005 to 5 mg/kg of agomelatine, 10 mg/kg of
fluoxetine used as standard antidepressant control, or the solvent alone. In a second
experiment, the ip. injection following the intracerebral injection of ibotenate is carried
out 2 hours, 4 hours or 8 hours later.
Results : After the administration of ibotenate, the infant mice develop cortical lesions and

25 also lesions in the periventricular white matter. Co-administration of agomelatine is
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10 The animals administered ibotenate develop lesions whose size increases for the first

24 hours following the injection and then stabilises. In the animals co-treated with
agomelatine (concomitantly or after a period of 8 hours) the same lesions are observed for

the first 24 hours, followed by very major regression over the next 4 days.



Cm T =0CHn (I -~ _p<W5 1;".01 _r F agonelatine 5 ng/kg
10 The aninmal s adm ni stered i botenate devel op | esi ons whose si ze
increases for the first 24 hours following the injection and then
stabilises. In the animals co-treated with agorneiatine
(concomtantly or after a period of 8 hours) the sane |esions are
observed for the first 24 hours, folI8wed by very major regression
over the next 4 days. WHAT WE CLAIM1S: R Use of agoinel atine, or
I'V-[2-(7-nmet hoxy-I| -napht hyl ) et hyl ] acetam de, or one of its hydrates,
crystalline forns and also addition salts with a pharmaceutically
accept abl e "H&&i §¥ or*&sé> i n obtai ning a rnedi camem i ntended for the
treatnent of periventricular 5 |eukomalacia. 2- Use according to
claim1l1, characterised in that the agoneatine is obtained in
crystalline formI|T. 3- Use according to claim1 substantially as.
herei n desdcri Bed ohipgtingddmer eh &2 (Mgt ek anpiieetpdcegpide, or one of its

hydrates, crystailine forms and also addition salts with a pharmaceutically acceptable
acid or base, in obtaining a medicament intended for the treatment of periventricular

5 leukomalacia.

2- Use according to claim 1, characterised in that the agomelatine is obtained in

crystalline form I

3- Use according to claim 1 substantially as herein described with reference to any example
thereof.



