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crystalline forms and addition salts with a pharmaceutically 5
acceptabl e acid or base, in obtaining n nmedicarnents intended for the
treatnent of Smth- Magenis syndrane.  Agonel ati ne,
orN—[2-(7-nthoxy-1-naphthyI)ethyl)aceféﬁide, has t he doubl e
characteristic of being, on the one hand, an agonist of receptors of
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5-HT2C receptor., ..These. properties, 10 provide it with activity in the
central ﬂ%§@8§§ﬂ§¢§V§ﬂ¥g§§?Bﬁﬁwgi@%peciaIIy, inthe treatment !1r
maj or depression, seasonal affective disorder, sleep disorders,

cardi ovascul ar pat hol ogi es, pathol ogi es of the disgestive system
insomi a and fatigue due to jet-lag, —~appgthle disorders and obesity.
Agonel atine its preparation and its use in therapeutics have been
descri bed in European Paf€nt Spg%LPEQations EP 0 447 285 and EP 1

564 202. the Applicant has now fopnd\‘hat agonel ati'ne or
N-[ 2- (7- met hoxy- 1- naphhyl ) et hyl ] -—pharraceuti cally acceptable acid or

base - has val uable properties allowing its use in the treatnent of
Sm t h- Mageni s syndrone. 20 Described by Ann Smith et al. in 1982
(Smith A CM et al. 1986, Am J. Med. Genet.,

and also its hydrates, crystalline forms and addition salts with a pharmaceutically

LA

acceptable acid or base, in obtaining medicaments intended for the treatment of Smith-

Magenis syndrome.

Agomelatine, or N-[2-(7-methoxy-1-naphthyljethyllacetamide, 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
pathologies, pathologies of the digestive system, insomnia and fatigue due to jet-lag,

appetite disorders and obesity.

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

15 Patent Specifications EP 0447 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 Smith-Magenis syndrome.

20 Described by Ann Smith ef ¢l in 1982 (Smith A. C. M. ef al., 1986, Am. J. Med. Genet.,
24, 393-414), Smith-Magenis syndrome (SMS) is a rare genetic disorder due to a
chromosomal microdeletion. This especially serious disorder causes, in children. the

appearance of a dysmorphic syndrome, mental retardation, especially relating to the



24, 393-414), Smith Magenis syndronme (SM5) is a rare genetic disorder
due to a chronosomal mcrotdeletion. This especially serious disorde
causes., in children the appearance of a dysmai phic syndrone, nental
retardation, especially relating to the acquisition of |anguage,
hyperactivity with attention deficit, -@hd autoaggressi on associ at ed

wi th serious behaviour and sleep disorders (Smth, A C M et at.
1998, AmacduisiMefl .of 14e@08de, hySdracth@@- vl duenkibn dSHNEGES %@Foﬁgérgssﬁgldasgﬁciated
these elenents the distress of the child' s famly circle Tacing the

5 di sor de¥ith wgigpusdiehavibyr wed elee disowlepst (Srhigh, hvandi daperbut 1898 Am. J.b I\/éed.
addi tion sed reme living conditions (constantly disturbe

ni ghts, f%%ggag%éggﬁgyiance at all tinmes, the child' s aggression
having to be controlled, etc.), which in nost cases |eads to total

di sruption of the famly unit. The incidence is one in 25,000 five
births. The diagnosis is based on the clinical signs and o is
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SMS, the drugs 15 currently used the nopst are neurol eptics,
hypnoticé?eg@ybﬁﬁg%inulants, ant i depressants; antipsychotics and

car bamazepi ne for controlling= the behavi our disorders. These

treat nentg,.ap844e i§@t’é§§} ﬁ,@Wﬁ%ﬁHﬁs.%%qggL%F}%’iﬁ &f 1884 8n %C&in?csall signs and

gastroini cstmal disorders, weight gain. dy i daem as. sexua

dysfanct iipnonftraredibyedentdyskimes bigeahtbtian damdichvascothar 7 Hympagts of a high-

( : i,n.. Psychiatry, 60(10), 5-14; Trenton
'(A\RI ghelets ?'gﬁellzﬁtiozefxt ke%“gfbt3f%g.9?£{n ‘gnvegeéi nczrcgal%,g rhyﬁm%/ of ﬂ}(egétgnm has recently been

demonstrated and may well be the cause of the sleep disorders and behaviour disorders (De

Leersnyder H., 2006 Trends in Endocrinology and Metabolism, 17(7), 29-298).

Although there is no truly satisfactory and recognised treatment for SMS, the drugs
15 currently used the most are neuroleptics, hypnotics, psychostimulants, antidepressants,
antipsychotics and carbamazepine for controlling the behaviour disorders. These
treatments are the cause of numerous secondary effects such as gastrointestinal disorders,
weight gain, dyslipidaemias, sexual dysfunction, tardive dyskinesias and a cardiovascular
impact (Richelson E. ef al., 1999, J. Clin. Psychiatry, 60(10), 5-14; Trenton A. J. ef al.,
20 2003, CNS Drugs, 17 (5), 307-324; Freedman R. ef al., 2003, New England Journal of
Medicine, 343, 1738-1749). These treatments moreover do not have any activity in respect
of the desynchronisation of melatonin secretion, which is the cause of the major sleep

disorders and certain behaviour disorders whose impact is especially disruptive for the

child and the child's family.

25 Currently, the strategy for treating the desynchronisation of melatonin secretion is a
morning administration of beta-adrenergic antagonists (acebutolol, propranolol) in order to
block the endogenous secretion of melatonin, associated with an evening administration of
exogenous melatonin (De Leersnyder H. er al., 2003, J. Med. Genet., 40, 74-78). However,

the melatonin has no activity in respect of the behaviour disorders.



20 2003, CNS Drugs, 17 (5). 307-.724; Freedman R et al., 2003, New
Engl and Journal of Medicine, 343. 1738-1749). These treatnents

nor eover do not have any activity in respect of the

desynchroni sation of nelatonin secretion, which is the cause of the
maj or sleep disorders and certain behavi our disorders whose i npact
is especially disruptive for the child and the child's famly 25
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The invention accordingly relates to the use of agomelatine, and also its hydrates,

crystalline forms and addition salts with a pharmaceutically acceptable acid or base, in
obtaining pharmaceutical compositions intended for the treatment of Smith-Magenis

15 syndrome.

The invention relates especially to the use of agomelatine obtained in crystalline form II,
described in Patent Application EP 1 564 202, in obtaining pharmaceutical compositions
intended for the treatment of Smith-Magenis syndrome.

20
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..

25 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 efc..



crystalline forms and addition salts with a pharmaceutically
acceptabl e acid or base, in obtaining pharmaceutical conpositions
intended for the treatnent of Smth-Magenis 5 syndrone. 1 c
invention relates especially to the use of agonel ati ne obtained in

crystalline formll, described in s atient Application. EP 1 564 202,
i n obtaining pharmaceutical conpositions intended for the treatnent
of Sm th-Magenis syndrone. 20 The pharnmaceutical conpositions will be

presented in fortes suitable for admnistration by the oral,

par ent er 8y, vayr dnsotinaitiep esamplagiadre nagdeabentiongker | i ngual route, and
especially in the formof injectable preparations, tablets.
subl i ngual tablets; glossettes, gelatin capsules, capsules,

| 0zenges s sHRPASKE AhitBS, dSIRBEBLCRLNLABMS), sdl8liRbLe108de, 8l €erol, 25

Besi des agonel atine, the pharmaceutical conpositions according to the
i nventi ol éonppiisers oneilign. mde.e seroE pieht &ndonts carenesiuen saldectletinf r vis.
di l uents, Ig %&ﬁgggglcgfnders, di sintegration agents, absorbents,

col our ant sPU et ERers et c. . 4 By way ofnon-linmting exanple there
may sbe menti obeders as allichidRIM Sand | AGEASAIM dEKEAOS BitarSCI@REN. MBadabAith,
sorbitol, cellulose. glycerol, a as lubricants : silica, talc stearic
aci d and i fstiiephakiserranm wabeivmptiadsaiilose gad pelty vy braohiggel , 5 as
bi nders ini nd.. e, i iqd r Ny ' ragacan
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pol yvi nyl pyrrol i done, as disintegrants : agar, alginic acid and its
sodium salt, effervescent m xtures.

The useful dosage varies according to the 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

10 mg of agomelatine per 24 hours.

Preferably, the daily dose of agomelatine will be 25 mg per day, with the possibility of

increasing to 50 mg per day.

Pharmaceutical composition :

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

15 N-[2-(7-methoxy-1-naphthylethyljacetamide ..o 25¢g
Lactose MOnohyArate.....oooo ittt e 62 g
MAaGNESTUM STEATALE c.vevieierieie e ettt e etee et ettt eereeb e s essctsateeenseseeabeaseeesnenssesseessans 13 g
POVIAONE .ttt er s ebe st ebseen et s e e erease e 9 g
Anhydrous colloidal STHCa . ....oiviiiiiiiecece e 03¢

20 Cellulose sodium glyeolate. ..o SUSRO 30¢g
SLEATIC ACTH .oiritit ettt e ene s 26¢g



- The useful dosage varies according to the age and wei ght of the
patient, the admnistration route, the nature of the disorder and
any associated treatnents and ranges from1l ng to -50 10 trig of
agontel ati ne per 24 hours. Preferably, the daily dose of agonel atine
will be 25 nag per clay. with the possibility of increasing to 50 ny
per day. pharmaceutical COMLmWrp Fornula for the preparation of 1000
tabl ets each containing 25 ing of active ingredient 15

N-[ 2- (7- met hoxy-| - napht hyl ) et hyl ] acetatni de. .. ..

....... Clinicalstudv: . 0 "~ ... .. ... .. ......... 25 g Lactose

.................................... 62 g Magnesium steni ate
......... An exploratory.phase 11.study. was carried out. in.children.with Smith-Magenis syndrome.
............................ 1.3 g Povidone

........................

......... The. results. obtained vy tiEl inthcabmstaudy tARe Bxpleduatoariy thhaseuehly and
study was, carried . out in children wwth Smth-Mageni s, syndrone
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15 over to the families, who, following the highly positive consequences of the treatment on

family life, requested continuation of the treatment on a compassionate basis.



10 duration of night waking, which is acconpanied by a reduction in
the duration of daytinme naps. Major clinical inprovenent was found
by a specialist in this pathology for those children who were
treated with agonrelatine: for the first tine a calm deep sl eep,

| ess-broken nights and | ess-early waking in the norning were
recorded. Real progress in relation gg_behaviour was al so observed.
These major effects were carried 1 5 over to the famlies, who,
fibtiow ngtthe highly positive consequences of the treatnment on
famly life, requested continuation of the treatnment on a
corrpassionatewgacsisl\.4 -6- WHAT WE CLAIM SS: 1- Use of agonel atine, or
~J-(2-(?-ﬁ§f%oxy- En&ﬁhthy~l;e hyl ] acet ani de, or one of its
hydrates, : rystalP.ine forms and al so addition salts with a
pharrnaceutica.Jly acceptable acid or base, in obtaining a

medi cament_intended faor the tr ment of Sarith.Migenis. S _syndr.one.
e e e aor Bt pertaraing, o MRS Tetar Loty R e PR AR
obt ai ned i cenydrits, c8b@link iifeshos akd bddBiorAalis ernegandisngtitalyckaptblt,
substantially & Dol el nedeserd DEd MR LEhel AP deludWor SXAM:Sns

5 syndrome.

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

crystalline form 11,

3- A use according to claim 1, substantially as herein described with reference to any

exarnple thereof.



