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

A P E6 T e

crystalline forns and ad IYTon salts with a

pharmaceutically 5 acceptable acid or base, on their
TheO\pfesenit iifiveasis®CieddteésOnp ithe alst abfi apgmrekdinearmeniVs[2-(7-methoxy-1-

I ntended for the treatnent of bipolar disorders,
naphtiybethgliacgtaglidgeiferailedbder s of Pypes | and Il, and

nore especially bipolar disorders of type I.

Agonel ati ne, or

N-[ 2- (7- met hoxy- | - napht hyl )e é et am de, has the

doubl e characteristic of [being ' the one hand, an

agoni st of recHgR t he nelétoiunergic 10 system
nt agoni st of ®:he 5-HT2c

receptor. These pro

the central nervous SyStemand, nore especially, in the

treatment of mmjor depression, seasonal affective

di sorder, sleep disorders, cardiovascular pathol ogi es,
andPakH kO By 8Std] healFhDESihy @ndYsddeidn IsHISOWitA adPHarmaceutically

fatigue due to jet-lag, appetite disorders and i
acceptiatge agid o1 bagkg ondheit ¢We or it asspriain Ht PYANEIRINPdigarpas nfended

o KPR B B SSRGS BT 1. o
mordRpdciARtbifss: diswwdérewndpeltat agonel ati ne, or

N-[ 2- (7- met hoxy-1 -naphthyl )ethyl]- acetam de, and al so
its hydrates, crystalline fornms and addition salts with

Ag@melatine, or N-[2-(7-methoxy-1-naphthyl)ethyl]acetamide, has the double

and, on the other
provide it with activity in

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

own or in association, has valuable 20 properties

allowing their use in the treatnent of bipolar

di sorders, especially bipolar disorders of types I and

I'l, and nore especially in bipolar disorders of type I.

-2 Bi pol ar di sorders are a %sychopat hol ogi cal

condition having a very severe inpact on the Ilife of
Bipslat dRbiders &etdhpohdgachotedéalcoadidon aavihy al eyekevand nﬂpiact on the

t he professional |evel. The%_are characterised _hy

life g€ netteals, ;»O%@b%é@mé]cm@rﬁaﬁh devsl aa@ﬁné%eswlﬁe%l%ﬁ%ul%vd ey are
sl BRIEONS 8 el S S0 AR Ml DA o o

mlxﬁajepisoc&%)sebﬂjamgllﬁ/qierﬁﬁ§ turieg wbith the patidnty arear giseri unaffected by
patients sufferlng from bi pol ar di.sorders

majpy, Py el gerldisfmefior. dn palgt S¥PTES. ppatient Fl&fffémug%%&?qlﬁ% disorders
r r
axe EEHET 61 VIRIAR i RPmalia"RRLEHLR LERo0E ih pfeuBhfiner. The
chafagfeﬂistlcstdf the a’daclskk iang theshéelzel dpyeat bvdmtmosl dtovd seserad etinicgl forms
e nost_typica Iscaraterlsd
to bﬁaiwtewa]rsh?ﬁv XERE %Bapgga gisoriles 3 g %@&Mﬁ%@l 175 gised by one
rg %ﬁé YE nfik &S«gpqﬁﬁies L0010, cbdiSp A by ¥ ’E%nk%'sé?‘@é &isodes; for
i sor S eas

|nvo the associ ation of "at one maj or
its preptyssilwepolepidisoder avdlvan tiepisodatiar ofhtdorstnna magor depresswe

df h f
o RS, CBA P AL, TR 8, LSk erk Do i

bipHlaVpMeniFaseerHhidie as ko 90€; stiheindRvRk MR tat leadth@E Guicke attempt.
currently no satisfactory, recognised treatnent for

bi pol ar dlsorders First-line treatnents are usually

Thetrrr%) gsd 1%’1Irea g’ %hi f? to}yhég%rﬁg ck %Iegﬁﬁenr Yy {)E?ﬁf disorders. First-line

areo tore

trea@ﬁéﬁt@%ﬁd vRaBy fpdodnBatillserCot thynfdsagiiters rbyu tl%@é)iﬂr,eatﬁﬁa@ﬂh) gre often
569-579). The concom tant &rescrlpt on

unahlettp delisive JanAtPresIermgEPTRY dotERt sy chiay, 209& ¢SO ghPy 7). The
con??xlﬂftﬁlﬁvﬁre%rﬂtloﬂr 8f tahcﬁltltﬂ%gl%ys%ﬁt aﬂfﬂoqgﬂ) riﬁfqiigrg}hs uSB is a highly

er- or daggravate nanit states an stat és and
conffu&érshbpﬁlbncmbebam&emntaiepmnsamtsemay tdgzen ©C wpgravate 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
11, 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 hyperthymc cycles and

to pronote, by two to three tines, the occurrence of a
mani ¢ or hypomaiic course, and finally their prol onged
use seens to lead to an increase in the nunber of
depressive and nmani ¢ epi sodés. The Applicant has now
found, surprisingly, that agonel ati ne can be used, on

Surprisn @Whgdmeldline dssPBdtHehe, likena thivehti@al artitepadssdt, pﬁI}ﬁB been

di sorders, especially blgflar di sorders of types |I and

obsgrgedin ﬂmcmﬁﬁ%%w@@i% Fpdy ifapisdor i rinnasisr subiegre tippe type 1
b1pcgar ggo%@éﬁ el"kﬁe% {égﬁ 1ft ?ﬁgs{tﬁg td &ﬁltsﬂ%{)fté’ ﬁéey eéféll 183 plrﬁlonged use,

epressi on wer e e expecte
in bh{ﬁﬂﬁghﬁg@«ffﬁl @pediﬁly bhpb]ap disardetl sfotygey Bandallgambmere especially in
especially in bipolar disorders of type I, were the
'WPQQW%“§§ﬂFHEU@FﬂectS of the antidepressants described in
the literature such as, for exanple, paroxetine. -3-
Sur pri singly, agonelatine does not behave |ike a
TheC eatidr anedrdiaglyl depeess aﬂhb usasohagomeletine, ologle mlsedits rhydrates,

t urse of Cllnlcal tudy carried out atjents
crysglfng T PSS i et i ccaniial 3iaCH fase. on
the1%l§s§1 bi 11{39%%&*3{1&1 5] Q&ﬁﬁx&eﬁhaﬂ]%eﬂﬁ@al &Y@ﬂ@)shfoﬁs mtended for the

prol onged use, i'n bipolar disorders, especiall
treabim@u| frbipdlso dterdsrsy fespacpdly bipelad disordermlofrtymes dsqmécﬂa pipdy more
dIS rders of type |I. The invention

‘”P%%%BﬁaPﬂSW@“?S?EP 5%d- t he use of agonel atine, and al so

its hydrates, crystalline forns and addition salts
with a pharmaceutically acceptable acid or base,
Thetipwgntiopwplates alsp ta dhressegiptom betweasngamsi eﬁ]@e and a mood stabiliser or

thylgléllaegu ?%} éﬁ!am%gggﬁgﬁﬁa'caﬂf‘ca #ﬁgcgsﬁgor{s bt égé?d fog tﬁ@tt%ent of

I SOr especl a I soraers o
blpdl};ﬁp@SorHela,rEipédlall}abh@oIm ﬂﬁordkﬂ; FIPRLII ahdi Y1, bhdnlogd especially bipolar

disorism ot ype 1 1YPe

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 14- 15 The nood stabilisers
or thynoregul ators according to the invention relate to
Besldet higometdithe and i @i hepd cabiiseh @siondllyr asscaigpdde therewith, the
car bamazepi ne, val proate and laniaotrigine etc.. Mre
phagBasedical LYmMPeHEONFRSAORINEDT0 the dRVEFHOR FYRBT R SRIgROTGFexCipients
t d t e
or ﬁag?ﬁ%?éﬁl]gcgtk@vﬂa %grc%‘lggﬁ'é b@gicglﬁ eﬁlg%eééfg?{gﬁeg&ﬁoﬁ" Agjent? absorbents,
col SNy isab&enats £43..a nood stabiliser, it may be
adm ni stered before, 20 at the sane tinme as or after
the nood stabiliser provided that the tinme interval
between the two admi nistrations allows the expected
synergistic effect to be obtained in the centra
By way vbHisn-Bystirerexahmpld therecasebomestionsgtit aneous
adm ni stration of the two conponents of the
associ ation according to the invention, preference wll
J%%%Yt? N1acRs8 RRBSIBEESSeS Rlannif NGRSl &Hul%@é’r%'lyc%fdl‘ g
the agonel atine and the nbod-stabili sing agent
* goddirivanison sik&, wiatdy efeicoracidpard phsrmessesitine ang ycallclum salts,
? %P abI e ci pients. The pharnaceutical conpositions
RGFYY ted in fornms suitable for admnistration

Y szb@s of a&lumﬁlﬁﬁﬁmaﬁﬁmmagﬂeﬁﬁﬁlc Wi 13JA60 U Stardhas adlatid, € Glagdcanth,
or perllngual route, and especially in the form of

metheleelbipss, pﬁde\@arcathoamethwbggu@lpge m@mﬂlm@ﬂaﬁr@l@@w s,

| 0ss Sl
PR . Yo SORGTR sos EARGH, BRorveslfR AR,
BeS|des agonel ati ne and t he nood stablllser optlonally
associ ated therewith, the pharmaceutical conpositions
according to the invention conprise one or nore

The X646 %Bgz%e 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. ... 25¢g
Lactose MONONYATALE. .....c.cieirieeieireer ettt 62¢g
MAGNESTUM STEATALE ... eeuvetirieereerieeeeitereree sttt sr b see e s 13¢g
POVIAONE ...ttt et e st e et e e etnee s bt e bt st st e sareesnesarernesssnsesaa e s sabesssasentansnarens 9g
Anhydrous colloidal SIlICa........cecerreiiiiiiiiic e 03¢g
Cellulose sodium glyColate.....ceiirirecirreeiireeercc st s 30g

STEATIC ACIA 1eriveeeiieiie ettt e et e et e n e e s nae e s eanes 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,
glycerol, as lubricants : sitica, talc, stearic acid

and its magnesi um and cal ciumsalts, polyethyl ene
CligikMGPhdy : @s bi nders : al um ni um and magnesi um sili cate,
starch, gelatin, tragacanth, 10 nethyl cell ul ose,
sodi um car boxynet hyl cel | ul ose and pol yvi nyl pyrrol i done,
.as,.di sintegr - el i K i
ig ol Saf bEPGShEin2 Ry SRt £ 08 o fiinld S s DML, weated
for Ad6&t 6inehtli Owith EtiSex.(n agel) an dalpRiaght -of). Thatpaitifens weeks with
the admnistration route, the nature of the disorder
agomstptiag {2 nwgsley hvagcarreheweR heanhprticalsg b continged fregigenigpeyond
o) [ ri,2 15 .7 [ e
the 2w EBe ot AARRHAbicRE AT 137 (104 Boncdiied Beafinl ¥p S Bl The

resuPRabratishboal e 8Pes bf patients egromdédpdsitivelyh® the treatment - about

Preparation_of 1000 tabl ets each containing 25 n?nof .
50 Gty the snA g dust ome week of treatment. Only three manic or hypomanic episodes

werb diRelvld "BeP Y 6 wRaRNbhvk iy | d 36k 3Fidf compatible with those

..... ggAnhydrousco||o|da|s|||ca



-5- dinical study : 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 treatnent beyond 5 the 6 weeks
of acute treatnent, and 11 of "those continued treat ment
up to 1 year. The results_obtained showed that 81 % of
patients responded positi MY the treatnent - about
50 % by the end of just one week of treatnent. Only
three mani c or hyponani ¢ epi sodes were observed after

Lt Ko eofwaagelgine; rafnier(!; methaxyviapaptiy Dethyacelamsiss j andealso its

WhidlateB Qs @stalBRE B QL& AddibA sAts PRt a %ﬁﬂﬁia’cétﬁ%ﬁlly at&pfabl acid
denpnstrating that the F05|t|ve action of

a@b‘?ﬁg? 4p phtélnill}g atly?gécapnqg ﬁgﬂng?d fﬁé‘thp @ﬁ@tgaeptsofrl?@:tolal disorders.
associated with an increase in the incidence of nanlc

and/ or hyponanlc epi sgodes even over a perio
2~ Usat Ste pgomelgtineqy ox) Ned21(7- lngtgowl-g@]aﬁgpeélwl??@etawde and also its

Nh{/(ﬁ"a(ez d’f%ti]ﬁﬁ%yfohnﬁﬁﬂhidﬂmoh%ﬁllﬂsy\lvitlﬂﬁ?Klﬂ{ﬂagﬁbtlczﬁﬁldac@éﬁ&le acid or

hydrates, crystalline fornms an dition sa
%sﬁ‘a iy Ogﬁa}%%@aihp@aw ytepded sy s teeatipgngiof bipolygisordergof type 1.
obt ai ni ng a nedi canent intended for the treatnent of
bi ol ar di sorders. 2- Use of agonel atine,

3 OEQ“P?S?U%FPI‘BR%S“F& BIHREIS VRS Pﬁ e R, cFéYStaélﬁlf famsgngd pddition
hyﬂfs&hﬂﬁa pHaftsdeddidall P BccbphBE &0 dr BAAEl sl @RhyRR bl byRgéht.
phar maceutically acceptable acid or base, in obtaining
a medi canment intended for the treatnent of bipolar

4-diCoRe8fishsQbcdr¥iRg td claidr 3, WHERAShE | H‘B/H)%Lé‘gﬁliﬂﬁ* §geﬂgls lithium.
“agonel ati ne or one of its hydrates, crystalline forns
and addition salts with a pharnmaceutically acceptable

5-aChhpbditiRasecording tacliRyITRmeaiH @t eydhot@8Rtory agent is valproate.

6- Pharmaceutical compositions comprising a composition according to any one of claims 3
to 5, on its own or in combination with one or more pharmaceutically acceptable

excipients.



4- Conpositions according to claim3, wherein the
thynoregul atory agent is lithium 5- Conpositions
according to claim3, wherein the thynoregul atory agent
is val proate. 6- Pharmaceutical conpositions conprising
a conposition according to any one of clainms 3 to 5,
on its own or in conbination with one or nore
pharmaceutical |y acceptabl e-7exci pients. -7- 7-

Phar maceuti cal conpositions according to claim6 for
use in the manufacture of a nedicanment for the

7-1 P@&?ﬁl@@éﬁhcﬂfcompﬁ%l@ﬁs dicertiders clafln GP Iﬂﬁ‘rﬁ@cﬁuﬂhh c:11'5]1!111ufactu1e of a

~conposi tions accord g to claim6 f use in
nesdiraBent i ﬂéfftl%?tm?Pé@ binplehdisqrders t he treat msnt of
bi pol ar di sorders of type I. 9- Use of a conposition

according to any one of clains 3 to 5 in the
8-nBhrimaeaitiead Mpasitipgsdpecariiig to elaing He farr wsat ietie mnufacture of a

biR@kAhefl fSQRARESmerk Of bidsr Bor@er§OPRPSI. L1 On accordi ng
to any one of clainms 3 to 5 in the manufacture of a

nmedi canent for the treatnent of bipolar disorders of

9- tYJ’ch of a chip oﬁﬂ&? @cc‘%ﬁﬁl & 5‘@ 5R @¥aiRes &f 5Gh AdBatufadure of a
9, and 10 Substanti al erein described wth

r Bedicepes f‘?ldh%hiﬁtl@%ﬁﬁﬁg‘é‘)]@h@ﬁ@éﬂs 12- A conposi tion
according to claim3 substantially as herein descrlbed
with reference to any exanple thereof. 13-

10pHse Rhesempesiion aproeking fommaersoploslpignst b ich dn ﬁhesmanufacture of a

S %ﬁicéﬂédt% JtMe: €%§at19@1{t%'f BipdRSaikéBad olypb1. reference to
any exanpl e t her eof

11- A use according to any one of claims 1, 2, 9, and 10 substantially as herein described

with reference to any example thereof.

12- A composition according to claim 3 substantially as herein described with reference to

any example thereof.

13- A pharmaceutical composition according to claim 6 substantially as herein described with

reference to any example thereof.



