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NEW ASSOCI ATI ON BETWEEN AGOVELATI NE AND A

THYMOREGULA AN W:W CAL COVPGOSI TI ONS
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new assqQGiati e Bg? o
met hoxy- E-Eap de Oor ¢ E%Fiﬂ%i} :

y !
NHCOMe MeO ADS or its hydrdtes, crystalline forns and
addition salts with a pharmaceutically acceptable acid

nd a,th requl at ory _.agent for obtaining -
o Sl e BB el oo afsaf%ﬂgﬁeqeﬂwqaea%mwnpr AN-[2-(7-
aing- IdhGordeYethyadet e feSRAG @) | Y. M or depressive
Hldisordé%élggicﬁg?hynic disorderé%nd dyst hym ¢ di sorder.
Agonel ati ne, or _
N-[ 2- (7- met hoxy-1 - napht hyl ) et hyl ] acet am de, has the
doubl e characteristic of i NHECON:t he one hand, an
agoni st of recepiwrs of the melatoninergic 10 system
and, on the other hs aht agoni st of fhe 5-HI2c
receptor. These prog ovide it with activity in
the central nervous znd, nore especially, in the
treatment of mejor depressive disorder, seasona
affective disorder, sleep disorders, cardiovascul ar

at hol ogi es, pathol ogi es of the digestive system .
or Bﬁé&ﬁﬁﬂ?g C%%Saalﬁ%? fyts apdieddigon alts |vagl, a pheswecdutieally acceptable acid

- i ine, it.s._preparatio :
or DS PEL 8 SonBy SOOTBAA RSy LSRR e
theEtnegipwah ofPatedt dBpaters iand} intute BRpOcididyl 28for d8fessive disorder,

qwﬁgﬁgg%iﬂ%ggﬁgwgggg oundﬁégﬁé%ﬁsﬁye[atine, or

Agomelatine, or N-[2-(7-methoxy-1-naphthyl)ethyl]acetamide, 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-HTsc 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, insommnia and fatigue due to jet-lag,

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

depressive disorder, cyclothymic disorder and dysthymic disorder.
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acetam de or its hydrates, crystalline forns and
addition salts wwth a pharmaceutically acceptable acid
or base, used in association with a thymoregulatory
agent, has valuable 20 properties allowing its use in
the treatnment of nood disorders and, nore especially,
maj or depressive disorder, -@ycl ot hym ¢ di sorder and
dyst hym c di sorder. -2- Disorders of the centra

nervous system such as nood disorders, affect a |arge

- Disoudasep! e copeipiesvor syptpmagisy. as Thesyl disasdes afferta large number of

pedBBC BEISIE 20 Sy tf"l'ﬂ@}/ %o ‘Ea%#éfd%c& se G ﬁlliéﬁﬂlg.tlgr% é&%’lgteﬁtoposﬂwe or

egative a I Cl entI severe I n

negative affectsraf adAgtetly bwbavhensity tN@erducd ellAssted B@lﬁﬂv‘idh&.d er
is an acute and severe nmood di sorder characterised by
sadness 5 pessinmsm notions of suicide, an ideonotor

{jégyi@c 6{’5‘31&@ i 5}93?1 & secifexceolﬂ'gégcﬂlﬂ&%%er clﬁx}i reerfg%ll ¥)y sadness,

anchapplng, It to cessation

peskumetj ootadnsost ssmmdealanadéommtbiy sloketbeh atdviriteis $oinh8E icBfiplaints.
is the suffering of

Ex@%gélpilmdq? gﬁglfﬂsllf%e ﬁfenslat;iﬁgﬁt@q E%;z‘agqﬁl(e,olngnif aH fapgtiopal or social activity. Added
to BN BGHEY dfstﬁéjd e§s€'@ sdbﬁ&:@ﬂlﬁseﬁq gﬁ%%ﬂfﬁg (?f A £ 331@3}} %ﬁc\fe
(expansive egative ? epressive noo
Cyvlaﬁnyam drssrdﬂn e hh?awcéeﬂlwé sbysthw emunhamduhm&& oﬂ.@osﬁﬁve (expansive
& dj. soE W th s f.unctional i npairnent;

t he
moailif Nd-RgAlvE) ea}eéﬁﬁg gqog SRS ggnatyogs pvé%ﬂ 1 arg e$s §%\ﬁ-2ée than those
of EihsRBAESrdbe J¢tH Bsd ﬂﬂﬁctlﬁlﬁ‘llal ﬁﬁpaﬁlﬁﬁht ‘%li/é:&@ﬁclﬁ%tg'o‘? dggﬁ@srléj Bbwever, is

is the precur sor of IpO ar di sorder assocl at'l on
reabfang rromet ¢lempnte deashto éancbeaef ﬂl}ttmycégthylalioomsaﬂdlenmthhmtmmsor of

[ ns..t o be. cont ro and t hem from
b1p§lg{/ Sﬁéﬁ%ﬁ Zl“hle n%ssocéatb%a? 1? flgp& ass tﬁylgpge@],l tqr allews thymic
varfatioad toybe ebtstolgdiatd gieﬁ/@ﬁtg @lient frofh d-‘é%féﬂhfg gt &thr@c@ér%ed ipolar
nood di sorder that is characterised by long periods o

dm%@@%horlc mood and fincttional |npa|rnent Just as for
€. Ot {o .
FmQI;l? df;é nﬁ'c,agm%la%;éplﬁﬁ{ﬂr gc?ﬁ@%}tgﬁ H&lsoil eél %égalqrgcgipsed by
longfpanbdpto’;ft dysphodespedd and rfohdtRBel ithyaifhier®X 0@8SdsVRIr professional
er, guilt, |loss of interest or

exhau ion' 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
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 generally 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

maintain a fagade 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

ongoing and continues to be a necessity.
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fatigue, decline in activity or product|V|ty 20 and

poor concentration. Dysthym a is an insidious nental

disorder. In contrast to the disabling functiona

synptons associated wth di seases such as ngj or _

depressive di sorder, subjects affected by dysthym a

generally suffer from noderate social and professiona

dysfunctjon. For exanple, in spite of typical
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is properties allowing 5 themto act
<hﬂéQ@aﬁﬁﬂmbwmgghsﬁdﬂﬁmddyﬂ@anﬁgdmwﬂefcurrently used in

the treatnment of bipolar disorders. The Applicant has

now di scovered that those thynoregul atory agents
Amexfithd thyhRegthioragdedts Sdcofdifd td ﬂi&ﬁbélﬁﬁl%@@ﬁﬁ?f‘tfeelﬁ&?tloned

of aganelatine both in the field of depressive
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h f th t
lenfHARE B ARLEPRIAE] vBpIE, 1P uSe of the assoctation

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,

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.

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.
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considered in the treatnent of nood disorders and, nore
especially, major depressive disorder, cyclothymc
di sorder and dysthym c di sorder. Anobng the
t hynoregul atory agents according to the invention there
may be nentioned nore especially, w thout inplying any
[imtation, lithium carbamegepine, val proate and 15
| anotri gi ne, and nore preferably val proate. The
. nvention accordingly relates to the use of the -
Besiles ggpmaeletine st te dhyragresulpiary eranpmunls the phyrgrageusisal compositions
' : - i [ 1S W a :
s 8 MR AR ST D gy st o
diluehtgninba ganitsg bordyrse divinoepnsti dnne gehts Aibabidentp valdmats sive@kners etc..
conpositions intended for the treatnent of nopod
di sorders and, nore especially, major depressive
q?fs‘gé% gf; exan%@e, GH& l\&@ﬁl%ﬁfﬂ;&lﬂhg gﬁfﬁ;lﬁ1it§tri]?q1i ?ﬁ/ﬁé Hﬁ[ig lgg mentioned :
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Yd Zz?%caﬁrss al 4% ie> asteditacfidc 80 i EnImignssismn as| elewing salts,
]Qﬂyggﬁgmggﬂgﬂp t hynmor egul at ory conmpound in combination
with 'one or nore pharmaceutically acceptable
wsxbingére nt slumPSumnomy ntageesharsitbee tstatel, gotating siagicans, methyl-
(%@C@rdin%'to t.he inveEE%ﬁP there may be nentioned,
PesaspEmLarRpxyprHdcaliosh ant Rolkvipy RiIreldase. or al |
R 8RB QUoaf) ABRic a8HThALS SR, J’fféWf&%Félt Qfixtures.
dragees, sublingual tablets, gelatin capsules,
| ozenges, suppositories, creams, oOintnents, denna

I t.c. -4- Besides.agonelatine and the . .
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Pharmaceutical composition :

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

N-[2-(7-methoxy-1-naphthyl)ethyl]acetamide. ......coc...coovreeerreereeemreereeseenseeseenn, 25¢g
Lactose MONORYAIate. ........ccouriririiieirrnnieinie e, 62¢g
MAagNESIUM SEEATALE .........vvreicreeecie ettt et e s e s en e, 13¢g
POVIAONE ...vviei s e e ees e, 9¢g
Anhydrous colloidal STHCA ........eeueriecrreiececeeeeeeeeeee e, 03¢g
Cellulose S0dium glYCOLAE....cuiuiriiieeereeeieect et 30g
SEEATIC ACIA «.vvvivivivceiiti ettt e e e s e 26¢g

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



5 as diluents : |actose, dextrose, sucrose, mannitol,

sorbitol, cellulose, glycerol, as lubricants : silica,

talc, stearic acid and its magnesi um and cal cium salts,

pol yet hyl ene glycol, as binders : alum nium and

magnesi um si li cate, starch, gelatin, tragacanth,

nmet hyl - cel |l ul ose, sodi um cafboxynet hyl cel | ul ose and

pol yvi nyl pyrrolidone, to as disintegrants : agar,

alginic acjd and its_sodiumsalt, effervescent :
maﬁ%ﬂﬁ?ﬁ?é&? Gleral (distoal ayssepn srale wdichcre plinsyumenisiecommended

: g . g ; [ ) [ i0on

b R O e DBl e M AT A B8 Versus
thytmoeseniatort Hacebd undeaglest mkthodolbgygoiiditi&dd afpgysafs to conclude that the

agomel ati ne, per 24 hours and is nore preferably 25 ny
a“B%W“HH@?Wx*W% dose of thynoregul atory agent will be

| ess than that used when it is admnistered on its 15

own. Pharmaceutical conposition : Formula for the

preparation of 1000 tablets each contai ning 25 ng of

active ingredient :

N-[ 2- (7- met hoxy- | - napht hyl ) et hyl ] acet am de

9 g Anhydrous colloidal silica

2.6 g 25 dinical study The clinical study carried out
uses international nonmenclature, essentially DSM IV,
and al so validated neasurenent tools, such as the
Ham | ton Scal e of Depression, Young's
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-5- mania scale, the Gobal Cinical Inpression scale,
which are all instrunents recomended by the

gui delines in force. Conparison of the
agonel ati ne-val proate associ ati on versus

t hynor egul at or pl acebo under best et hodol ogy
conditions allows us to conglude that the association
is superior. -6- CLAIMS 1- Association between
agonel ati ne, or

N-[2-(7-met hoxy-1-naphthyl)ethyl]acetam de or its
hydrates, crystalline forns and addition salts with a
phar naceuti cal |y accept aftleAIMS; 4 or base, and a

t hynoregul atory agent. 5 2- Association according to
claiml in which the thynoregul atory agent is

val proate. 3- Pharnmaceutical conpositions conprising as
active ingredient agonelatine or its hydrates,
crystalline forms and addition salts with a
phannaceutically acceptable acid or base, in
association wth a thynoregul atory agent according to
claiml or 2, alone or in conbination mﬁth one or nore

pharmaceutical ly accept abl nts

PRI SRS 8hd BeCane ey L aeehy prtayasptamide o
W3 Guyitest *8% %ﬂ{éf RAhY 8 Oaddﬁmnrgﬁﬁé %ﬁei‘&)hﬁr%{actaﬂ?caﬂy acceptable
{Fedt nent “of mood sor ers. b- Use of an association
acdar Ghseg atidda thyaiaredulaory2gent. obt ai ni ng phar maceut i cal
conpositions intended for the treatnment of nood

di sorders.

Association according to claim 1 in which the thymoregulatory agent is valproate.

Pharmaceutical compositions comprising as active ingredient agomelatine or its
hydrates, crystalline forms and addition salts with a pharmaceutically acceptable acid
or base, in association with a thymoregulatory agent according to claim 1 or 2, alone or

in combination with one or more pharmaceutically acceptable excipients.

Pharmaceutical compositions according to claim 3 for use for the manufacture of a

medicament for the treatment of mood disorders.

Use of an association according to claim 1 or 2 in obtaining pharmaceutical

compositions intended for the treatment of mood disorders.



