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1 Use of agonelatine in obtaining nedi canents intended
for the treatnment of bipolar disorders The present
invention relates to the use of agonel atine, or

N-[ 2- (7- met hoxy- |- naphthyl )} ethyl] acetarnide of

fuse BBAdbneldtine iMNbiaMM J\VREAiedmibndd intentiédioR b teda@fient of bipolar
crystalline fornms and addiidorders salts with a
pharmaceutically 5 acceptable acid or base, on their

own or, i.n association, in obtaipin i canmen
The et dEYGROR HEH PoPeh 6F Bl B A Gorte 5L2-(T-methoxy-1-
Impﬁ§99&h§ﬂ&%mﬁﬁ&?&@&nﬁhEQDQ?rS of types I and Il, and
nor € especially bipolar “di sorders of type I.
Agonel atine, or N-[2-(7-nethoxy-I|-naphthyl)ethyl
]acetaniide, has the double characteristic of being,
on the one hand, an agoni st~ ofn@aept ors of the
mel at oni nergi ¢, 10 system gnd, on the other hand, an
ant agoni st of the™&: ceptor. These roperties
provide it with actj he central é’rvous system
and, nore especially be' treatnent  of maj or
depressi on, seasonal affective disorder, sleep
di sorders, cardi ovascul ar pathol ogi es, pathol ogi es of
the digestive system insomia and_fatigge due to

andj also | iy hydefnsetcrystaling dprey smd nefdafiasiselfs with a pharmaceutically
i i : bon . and: it i : .
scof UMIE Bl oP Brec, b AREERGE 3 LER AR MBI medigamenys intended
for Spettdiinemst ¢ foripolmPdBodkkrs, 28Fccally HEpblar §i6drd2R20f tTpes I and II, and
Appl i cant _has pow. found that agonel atine, or
moqq_eF@e_c(a?lymﬁg%gsqrdﬁgBgfwﬂ) et hyl ]- acetainide, and al so
its hydrates, crystalline fornms and addition salts with
a
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-HT,c receptor. These properties
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

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, used on their own or in association, has valuable
properties allowing their use in the treatment of bipolar disorders, especially bipolar

disorders of types I and II, and more especially in bipolar disorders of type L.
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pharmaceutically acceptable acid or base, used on their
awn or in association, has valuable 20 properties
allowing their use in the treatnent of bipolar
di sorders, especially bipolar disorders of types |I and
Il, and nore especially in bipolar disorders of type I
-2 Bipolar disorders are a_gfychopathological condi ti on
having a very severe inpact on the |life of patients,
. both on the social and fam |y |.evel and on the ,
Bipplap fliseulesmar 3 vehopraiielieicyl €ongiHaR 48RS RoEy BYYcihinpact on the
life %?g@tfe‘?llts!, BolteRERE %gcdglcﬁllﬂri%%ﬂg%\gl HEBA g%;;%/rgﬁssi&?% W&vel. They are
hypomanic or m xed epi sodes separate peri ods
charhotetipgl Whithd gbiezalpatdpentd ac@rencprdfatepressiad,fmaiiedhypontanic or

. mgj or psychol ogi cal dysfunction, |In other words, .
mixsd ePES Sga?rﬁféagbwgoeflpéﬁ#W%wgwhdL% BREFIFSSATC 4rRyioth R pcted by
. > . b .
e KA PR ko B PR 5L D T 01 o
are artkddhiey & déneebtohtyetot menked ftucthatiahd mvmeed @r adcuokntineader. The

forns. t e di stinguished: type | bipol di sordey. .
chapp sl ek SHAtIeD Gaioatieat PUAH, ABRESVE RS forms
to HERIMtmeBIsh&d: (Gt ERbSRABRHBHA! th¥ ndsst QPRADMETi s afRicBked by one
depressive episodes; for 10 its part, type Il bipolar

or ra¢rs anates of mixddvepssodhe usisdy cicenmpaniast byamajoe dspressies epagasies; for

.. depressjve .epi.sode and. an_.epi sode. of onpnia, a .

its SR L ol SRR AV B BB E R iR o KRB S mafbr depressive

epiddl® @h@kn RBisb@NbShyponk@ia althedbratd® féreh 5O0Om¥biaf TROEMR of suicide in
havi ng nmade at | east one suicide attenpt. There is

bipelen pasigntsys vigy $iigh, 25 i Graof than dgring awmde pelgpstone syigide attempt.
bi pol ar disorders. First-line treatnents are usually
nood stabilisers or thynoregul ators but these

Thele eatureditly ad gatidficedry,l fecopaibtd tremnteat f@Vidpblae disorders. First-line

treaggg;{tg 21%3 gs%qrﬁ% rﬁlpc{pgmrﬁé@%qeéq%rl glyggggg%gttq?r% r,tf%t) fhzegeg géatg%(lt%) are often

o S0 50 AL Ml OR300 ), 857, T
contorigge r prescripyign avfate angidepressant, edthangh fraquedlys tisade sis andhighly
congg\%rsigleprsétct?gdp ’gedcal\i\g%eyntlade;%gsia%tserggf ?rggegeg Sg l2'{525;?1521\/&‘[6 manic states and
mixed states and must be stopped when a manic episode occurs.

Antidepressants are especially reputed to promote the causation or acceleration of
hyperthymic cycles and to promote, by two to three times, the occurrence of a manic or

hypomanic course, and finally their prolonged use seems to lead to an increase in the

number of depressive and manic episodes.

The Applicant has now found, surprisingly, that agomelatine can be used, on its own or in
association, in the treatment of bipolar disorders, especially bipolar disorders of types I and
II, and more especially in bipolar disorders of type 1.

Because of the very fact of its activity in depression, the effects that were to be expected in
using agomelatine in bipolar disorders, and more especially in bipolar disorders of type I,
were the same as the effects of the antidepressants described in the literature such as, for

example, paroxetine.
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Anti depressants are especially reputed to pronote the

causation or acceleration of 20 hyperthym c cycles and

to pronote, by two to three tines, the occurrence of a

mani ¢ or hypomani ¢ course, and finally their prol onged

use seens to lead to an increase in the nunber of

depressive and mani c epi sodgs. The Applicant has now

found, surprisingly, that agomel atine can be used, on

its own or ssoci at in the treatnent of blpolar
Smwsg%%lwbgme@aggp%ﬁ 1 bsi*fbva ke as P E)I?tlf{e%?é%an a3 hgs been
obs%5 dBfm ﬂ?engo g%ﬁﬁ&aﬁw¥ c ?Qup&h% HHSQE dBFEHRd HoPBype 1

ecause e very I'ts activity In
bipcdﬂphmzdersxrﬂ: hetehmsnitsfraalt&t pbssiblever (E)nBlderﬂES eepechet prolonged use,

usi ng nelatl n bi pql ar dIS d
in b SAGS. fﬁpwga tipolaf dispriercold Sy]g@‘dlaﬁ anfmgre prgecially in

quﬁﬁﬁﬁ<ﬂ§m£@?@?£ieCts of the antldepressants described in
t he flterat e such as, for exanple, paroxetine. -3

Sruprisingly, agonel atine does not behave like a

conventi onal antld ressant, as been d.
The; R CG0 SEBITEY S RPCds D Uy CarevBadtt T o bhiydrtes

crys%ei—llcufxée g dndoMdttitResalits vﬁtﬁ@'pﬁﬁm‘i’de@@t‘kﬁﬁ SaccchMI€ abiaSeH Base, on
make it possible to consider its use, evenits

theip romnomggdaug@atlon, nnpdhsohing phagomgn@l @m@eﬁt@m yntended for the

di.sorders of t S
treagg%g lmxg}aﬁ ﬂ1soréis eIy &ﬁeéf W3 b 1%<$1%re§hso1bdfers oib gf%fas I.ﬁl"ld II, and more
espdcMBIBip&lar AStaEd on gy 1 €l at es to the use of
agonel atine, and also its hydrates, crystalline forns

and addition salts with a pharmaceutically acceptable

Thegg%&m%ﬁ r@l@t%ﬁ a1s87o tﬁerh%hcg 1;9%91 b%’ﬁwée{ﬂ %ﬁﬁl‘%&hﬁ& %g g n'f1cQ>d stzﬂalhser or

aining p arnaceutlc conpaosi ns Inte
thyrhpmgﬁlﬁmﬁtfox)bbﬂairﬁmg pliardiasartdelr &)mpmﬂﬁm's dhtleyddali foolthe treatment of

bipcﬂ%u;(gg csr:rg,| egfgq:cté% eslB(IP a{aalg%rldkrs o?types and ngn %%?ece's%'e&iﬁly bipolar
disorders of type 1.

The mood stabilisers or thymoregulators according to the invention relate to lithium and
antiepileptics such as, for example, carbamazepine, valproate and lamotrigine etc..

More especially, the mood stabiliser or thymoregulator of the association according to the
invention will be lithium or valproate.

When the agomelatine is associated with a mood stabiliser, it may be administered before,
at the same time as or after the mood stabiliser provided that the time interval between the
two administrations allows the expected synergistic effect to be obtained in the central
nervous system. In the case of simultaneous administration of the two components of the
association according to the invention, preference will be given to a pharmaceutical
composition comprising the agomelatine and the mood-stabilising agent in combination
with one or more pharmaceutically acceptable excipients.

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..
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The invention relates also to the associ ati on between
agonel ati ne and a nood stabiliser or thynoregul at or
for obtaining pharmaceutical conpositions intended for
the treatnment of bipolar disorders, especially bipolar
di sorders of types | and Il, and nore especially

bi pol ar disorders of type I,_15 The nood stabilisers
or thynnregulators according to the invention relate to
lithiumand an plleptlcs uch as, ﬁ; exa

| e, )
Besydgp hagraydiiinge an ofPer B8 s HS%WPPW agsopiated hegewith,  the
| ol f ients
phefRRGA Cmp ?%ﬁm%‘é%%? Dot FhsRio PR St Tovcip
or daiidrs wabected fedmprdilatets, Whenarttd) indposedisiniegeitios agents, absorbents,
associated wwth a nood stabiliser, it may be
coloygRRth SWEEFRIS BlSfore, 20 at the sane tine as or after
t he nood stabiliser provided that the tine interval
between the two admi nistrations allows the expected
synergistic effect to be obtained in the centra
nervous sten1 I n t%ﬁ cas of sinultaneous
By HakPhiat PR grPl Bor i LS RAHEL of ¢ he
associ ation according to the invention, preference wll
be given to a pharmaceutical conposition conprising
ctsm@luargo ictosE risx s, sursosspaentadisortitil.rgllalgen elicarol,

4 2@6?62%3 3 e?ﬁ‘fapm%nf s° naeﬂ%:o ag a:agn%ggit%%wﬂnc 3 4Ycalcium salts,

p@ﬂdﬂuhanpﬂﬁﬁﬂnted in forms SU|tabIe for adn1n|strat|on

the oral parenteral, transcutaneous, nasal rectal
qsr heders nguallmiE e, andn ANREEEETal THCAG ﬁ'ﬁ%ﬂ f §7lafirpf tragacanth,

| ts,

%Pﬂgg ?\?L& Q&E a tclgltrl]ngl% ?CQ 18B%aps 1 e‘ﬂ?éé@
&upifingptauts efgar (a@mmacldmndum«mgm e 121§ efﬁdrvqeﬁs ngkires. - 4
Besi des agonel ati ne and the nood stabiliser optionally
associ ated therewith, the pharmaceutical conpositions
according to the invention conprise one or nore
exci pi ents
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.

The daily dose of agomelatine will preferably be 25 mg per day.

Pharmaceutical composition :

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

N-[2-(7-methoxy-1-naphthyl)ethyl]acetamide......c.cccoerrrnrrnrnnieiceceee 25¢g
Lactose MONONYATALE. ......cceeicieiiiieiieeeie ettt e e 62 ¢
MagNESITUM STEATALE .....ccuerrerierereertteseere ettt b b s r e sa e sa et 13¢g
POVIAOME ..ottt st c e s e e e ra e e e s asr e e e nne e enne 9g
Anhydrous colloidal SIlICA.......ceerieeirrereeeieceic e 03g
Cellulose sodium glYCOIAtE. .....eccveeeieeeeeirerirccre st 30g

STEATIC ACIA .vveivreeeeeeeiiecte e et e e et e st et e e et e e re e e b s e s s b s e s sh e s sn e as e aeeeanen 26¢g
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or carriers selected fromdiluents, |ubricants,
bi nders, disintegration agents, absorbents,
col ourants, sweeteners etc.. 5 By way of non-linmting

exanpl e there maybe nentioned : as diluents : |actose,
dextrose, sucrose, mannitol, sorbitol, cellul ose,
gl ycerol, as lubricants :_gi.lica, talc, stearic acid

and its magnesi um and cal ciumsalts, polyethyl ene

. glycol , ~as binders : alumniumand nmagnesium silicate,
Qﬁ!#ﬁiﬂ@ﬂl'gelatin, tragacanth, 10 methyl cel | ul ose,

sodi um car boxynet hyl cel | ul ose and pol yvi nyl pyrrol i done,
as disintegrants : agar, alginic acid and its sodiu )
Thissealdy, was daernsdeoenf | peiienis suffermg drags Bipglar ébsgé%és 9@?@%@ treated
according.to. sex, a ' _ b8 Rtweeks with
o 1681 Sk Sb LB 37D SNEAPRY oL HAReRg) LeBipcrewin
ago%glgth?en&g 3858)) 3t R atricdaiulEDL theserpatienn dOsonfimemh tieatrgent beyond
ng o

agonel ati ne per 24 hours. /15 The daiIX go§e of Th
the Agorelss af ianete\itdatmertefied Abloy thesesonigusdefreayggnt up to 1 year. 1he

o . T eor .
resully SHOBGAALDY G LIERE R SohEar T U pRSich O (PIRPREALLAN abou
50 % T REeRDbS jushNof@wedk BEtrbsent. -Ordp Htrby hpeichyr Hypomaaiei eisodes

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

..... 9gAnhydrousco||o|da|s|||ca
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-5 Cdinical study s This study was carried out in 21

patients suffering from bi polar disorders of type |

treated for at least 6 nonths with lithium(n = 14) or

val proate (n = 7). Treatnent for 6 weeks with

agonel atine (25 ng/day) was carried out. O these

patients, 19 continued treatfrent beyond 5 the 6 weeks

of acute treatnment, and 11 of those continued treatnent

up to 1 year. The results obtained showed that 81 % of

patients responded positively to the treatnent - about

50 % by the end of just oGd Ak of treatnment. Only

three mani c or hyponani ¢ epi sodes were observed after

the 6 weeks of treatnent, a level entirely conpatible

with those encountered with a nood stabiliser, clearly

denonstrating that the positive action of 10 _

agemef agomelaline: 9pV-[2-bf-psthexygatdpdftbethyl pestamide, and also its
i i [ LNt i.nci dence. o mani .

ITPERE B Al b ARG Wl Vi WRSHARRE ARy (TR be acid

t sréatdTRm bbtaingn Gl hbdiBardent Usienddd fagteeicatmaneof Sipolar disorders.

N-[2-(7-metlioxy-I-naplltliyl)etliyl]acetainide, and

also its hydrates, crystalline fornms and addition

S | ar i o j : Tom :
O o e o R By e _RF S0 s
bhiyplodtes; cxdisteimd dorsas dnd 2Hditibl ealtf witly @ phiratacevgicaldy acceptable acid or

2-(7-nmetlioxy-l-naphthyl)ctljyl]acetarnjde, and also
i'\’i%% PP e 11%419%’?%1? e e% Girihd E%?@“S‘Hd’ff binglir daprders of type L
with a pharnmaceutically acceptable acid or base, in

obtai ning a medi canent intended for the treatnent of
bfsonageutical o cdapesitdnst ypmptising- aphraelrtoewri eak of its hydrates,

it .0.Si | at i ) f its .
RS 05,08 EALE A BB kg e o
Akaswi € el tcb@dldalloR GERPSRbEmatd ph@maba$ieallyPhReceptable excipients,

for use in the manufacture of a medicament for the treatment of bipolar disorders.

Pharmaceutical compositions comprising agomelatine or one of its hydrates, crystalline
forms and addition salts with a pharmaceutically acceptable acid or base, on its own or
in combination with one or more pharmaceutically acceptable excipients, for use in the

manufacture of a medicament for the treatment of bipolar disorders of type I.

Associations comprising agomelatine or one of its hydrates, crystalline forms and addition

salts with a pharmaceutically acceptable acid or base, and a thymoregulatory agent.
Associations according to claim 5, wherein the thymoregulatory agent is lithium.
Associations according to claim 5, wherein the thymoregulatory agent is valproate.

Pharmaceutical compositions comprising an association according to one of claims 5 to 7,

on its own or in combination with one or more pharmaceutically acceptable excipients.



10 its own or in conbination with one or nore

phar maceutical ly acceptabl e excipients, for use in the
manuf acture of a medi canent for the treatnent of

bi pol ar di sorders. 4- Pharmaceutical conpositions
conpri sing agornel ati ne or %ne of its hydrates,
crystalline forns and addition salts with a
pharmaceutically acceptable acid or base, on its own or

9- Pharomnditicalt campasitidnsoareorsingrisr elajsh dr fraicesqtin dh¢ pyenufacture of a
accept abl Xci pjents,,fo se in the 15 manufacture
erﬁga??ﬁ’&‘i fgﬁﬁ’ﬁﬁeaﬁ?ﬂtf’ﬁ@pﬂa@gpﬂgﬁs‘ of bipolar disorders

of type 1. 5- Associations conprising agornelatine or

one of its hydrates, crystalline fornms and addition
10- Phhmceutichl aorphesinenseatchrsiing {o aleiept &b useaai the spangfasure of a

BScReR 8F CseRP BNy AP G ngont o

l[ithium 7- Associations according to claimb5, wherein

the thynoregul atory agent is val pToate, 20 8- | )
11- Phsarofmoessdcirionasapeia foorns eforpiss] #y74R oREéEag ahjrgrceutical

accordj.ng .t o one. of, cl ai i own or in

e O T e S e

accept abl e excipients. -7 9- Pharmaceutica

conpositions according to claim8 for use in.the

h .
12- et 4t AspQCiBonacCRRE: ihna OF gamshe 1¢  dBptakping pharmaceutical
i pol ar_di- - j hdions
aglg] P%{I%rgs lﬁ %Bg%ﬁgnﬂgeqf egraﬁ glg[g? ?%%Hgg%rorén uf ac uérlé of a
nmedi canent for the treatnent of bipolar disorders of
type I. 5 11- Use of an association according to one of
clainms 5 to 7 in obtaining pharmaceutical conpositions
intended for the treatnent of bipolar disorders. 12-
Use of an association according to one of clainms 5 to 7
i n obtaining pharmaceutical conpositions intended for
the treatnment of bipolar disorders of type |



