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-1- The present invention relates to the use of

agonel atine, or N-[2-(7-nmethoxy-I-

napht hyl ) et hyl ] acet ami de of fornula (1) NHCOMe MO and
also its hydrates, crystalline forns and addition salts
with a pharmaceutically 5 acceptable acid or base, in
obt ai ni ng medi canents intended for the treatnent of
General i zed Anxi ety Disorder or GAD. Agonel ati ne,

N-[ 2-(7-met hoxy- I-naphth I)ethyl]acet m de,
TheyRiBIcat ENEHE: dFlples (o cﬁ{e beiengf %tll@neorhgitﬁﬁ h7eﬂlethoxy‘1“
he nel at onl ner gic system and,
napglﬁg’tq})lﬁgﬁ'c;g etgrﬁ%g%g%rglﬁ%ﬂ agoni st of the 5-HT2 receptor.
These properties 10 provide it with activity in the
central nervous system and, nore especially, in the
treatment of mmjor depressionnugeasonal affective
di sorder, sleep,dj sorders, |cardiovascular pathol ogi es,

pat hol ogi es of {he~g 2. system insopnia and

fatigue due to Jet-ltite di sorders and

obesity. Agonel atine preparation and its use in

t herapeutics have been described in European 15 Patent

Specifications EP 0 447 285 and EP 1 564 202. The

i cant has now found that agonelatine, or

anmﬁf sp- by - I #iesey crystalinRt fgﬂnf efmﬁly pRditign etelpi Wih & hagpacsutically
accefnﬁblﬁy qglﬂt 6P basé y?ﬁ adﬂté.lﬂl% g{eﬁﬁa&@gt ﬂ:@%ntd'eg Nfsal htes tidhitfint of

a  pharmaceuticadl l'y accepga e aci ase
Genahlitadd| Anxyietg pasdriesordfAOwW ng their use in the

treatnment of Ceneralized Anxiety Disorder. 20

Characterized by a consi derabl e and unfounded anxi ety,

AcSRREERLT 288 ARNL&]Y ndthSQ)- H8Ephthyl)ethyljacetamide, 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, has valuable properties allowing their use in the

treatment of Generalized Anxiety Disorder.

Characterized by a considerable and unfounded anxiety, Generalized Anxiety Disorder
meets very well defined criteria and constitute a full nosographic entity (300.02 - DSM
IV — Mental Troubles Diagnostic and Statistic handbook, 4" edition, American Psychiatric

Association). This chronic pathology leads to numerous associated troubles, and especially
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neets very well defined criteria and constitute a ful
nosographic entity (300.02 - DSM |V - Mental Troubles
Di agnostic and Statistic handbook, 4 h edition,
Anerican Psychiatric Association). This chronic

pat hol ogy | eads to numerous associ ated troubl es, and
especially -2- cognitive dyshunctions, nore
particularly concerning thought and nental

repre entatlons Chang s in reason nt and
CO%%Yeeﬁi’b@ﬁ@wPﬂnﬁaé?qrs rﬂ‘i‘ﬁﬁ’(‘:@é ly ¢ppeening tb%@%h élaésén nga representations,
xﬂp@gseﬁmgrﬁy@agﬁqeﬁpaﬁ& %&EfoW@EQ&%%ces‘"%k%ﬁ@Qo leads to

paC|ty to eac even no capaC|ty to react
psycd b oh erpulldsetouade. of AkaatéaassPswhq:r@ﬁrgapamagm réat{ $y ,even no

355- 364 f ' '
cangt e ke (PESmITa: by A ORRes UHinad e B 364
Thb %ﬁécﬁﬁh@ufop AW tcbx@cﬁtléﬂ‘fi‘ & HamendpdiRlch érh%ii |4 tH@:‘Q&in@ﬁ@arf &1d European

t he devel opnent of drugs specifically Tclaimng this
hedlthdiuttatrition whedrant ptielsshtd guidelomasifet the ylektloproemait drugs Spemﬁcally

Produc (CEMP)./ EWP/ 4284/ 02/ Lando Jan
clogyfifor {76 OMUANOTI | (URFITHyodth ATPBI = or it Products
(CPrVEYEVEPU204/02/eSh&dmabo PaREHEL (DS NGiigdirRthrf tBE clinical investigation
CGeneral i zed Anxiety Disorder). 10 Recent

fordp¢ treatnenioefi r@@ilclgehmp@@t@néw@d perdyeiicetieed Hnxwty Bisgrdgy).
Reg%at g}?ipde%orllr)écﬁ %Rl%e%is’lﬁan 2 eval&kyesof %at%kgj’ o(gfly th@% Hif orp?llatlon for

nor e old
thi§ bh&olo@?tdﬁm@mwaﬂ) %Qlﬁlmdnh@ﬂmﬁfd)mabamhydaﬁsablﬁh Bl impact for this
econom c nts of viewis therefore inportant. There

pathglogigak @ﬁémyn hioTF both frealth angdregenasiy poipsd yivsis dherefore important.
treatnment for the Generalized Anxiety Disorder.
Benzodi azepi nes were first-line treatnents for a | ong
Theiene cuamatlyane figty $dtisfasdy,i lecoghsed areatnoam fidrr the Genbfadieed Anxiety
adn1n|stratﬁ%n of nol ecul es

uch.as : .

Digag @raiﬁs&if%l@mwa?we‘fq -Bpc BEUMEAISIBT Anons HaGe e still used in
somEegierded. Neverthel ess nunerous side effects have

been |listed for those different treatnents, the nost
Mdre eqweﬂy,l afnmeptoatioe cof onascudesi sugh sie datlafaxine, paroxetine or escitalopram
hav %Ee%age%é de egge%.e Iikﬁ:<3</’cert11mﬂ,less numerous side effects have been listed for those
different treatments, the most frequently reported ones being sedation, pharmaco-dependency,
alcohol interaction, and a non negligible impact on cardiovascular and/or sexual aspects. ..
Elsewhere, in most cases, stopping of the treatments leads to a discontinuation syndrome,

which is not acceptable for patients.

Thus, as underlined in the guideline CPMP, the elaboration of new treatments for this

pathology is a necessity.

Agomelatine, new chemical entity with innovative pharmacological properties, showed in
controlled clinical studies versus placebo a high efficacy in the major depressive disorder.
The Applicants has now found that agomelatine, due to its pharmacological properties, can
be used in the Generalized Anxiety Disorder.

A clinical study carried out versus placebo on patients suffering from Generalized Anxiety

Disorder significantly showed that agomelatine is a really suited treatment for this disorder.
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al cohol interaction, and a non negligible inpact on

cardi ovascul ar and/or sexual aspects... 20 El sewhere,

in nost cases, stopping of the treatments |eads to a

di scontinuation syndronme, which is not acceptable for

patients. Thus, as underlined in the guideline CPWP,

the el aboration of new treatyients for this pathol ogy

is a necessity. Agomel atine, new chem cal entity with

i nnovatj ve pharnacol ogi cal properties, s in .25 .
FurGemieTel PEReB I hnPRsr et sidice ey esfirratlohe Girgrze Amdety
Di dfa,?a S¥ielaflnd A% D8 QT8 REESHLYIRY PrERIABF the pafi@nts : particularly,

mgépﬁlganfg'ﬁas nOM/?gﬁnd t hat agg%glafine,e ue ?S ﬁismu Y

agopleitinadoldegiid alf ynapertsoeistedcade effectsioédsyehotiepic drugs. Among

General ized Anxiety Disqorder.. A clinic tu arr.i -
thosg i 1epiy g&gﬁq%@a%%aﬁyag{%?@e?&f‘fvglilﬁnﬁ%e g ent & Gbfi wie
clas%ﬂﬁ%@lﬂ'lcﬁ%g»iﬂ%gﬁ, ¥ not[bsav Be it iagBinkiagas twhics bessatts ahadhatment

agorrefatine is areally suited treatnent for this
ofohompmﬁ&nspmhbngwthernDre, besi des the observed

efficacy in the treatment of the Generalized Anxiety

Di sorder, agonel atine has al so a good acceptability

TheP®rtlod at@rdinbs rBitek @i use PRUidontdldtike] ynd alwgesmidediesn erystalline
is devoid of usually associated side effects of . .
formps yaoth crddvigincsatip uigh ap}phjaﬁlgacquﬁ@ag]é( @qopgt@b]g acyd,gr base, in obtaining
di scont inuati on . o
R S e

observed with agonel ati ne, which becones a treatnent

of choice in this_pathology. The invention accordingl
Parfigplag psthe aﬂtewéorug%ae%ﬂr to448 %%/%P%%awlatgﬁoobéﬁl% R %Yst{‘lgng II form
des] ggdqtneﬁazt?nq rsg?({iﬁéaltiloﬂ &p { %B@Oinig &%hﬁg%aﬁﬁﬂ&&idﬂl tdmfositions
pharnaceuti c y acceptable acid or base, in obtaining
intepldad fradketreamknicdiGrostadizehAnkietyelddedlef.or t he treat nent
of Generalized Anxiety Disorder. 10 Particularly, the
invention relates to the use of agonel ati ne obtai ned as

Thé& pUSTALHE ddmPoRfti¥hs 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..

Besides agomelatine and the mood stabiliser optionally associated therewith, 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..
By way of non-limiting example there may be mentioned :
+ as diluents : lactose, dextrose, sucrose, mannitol, sorbitol, cellulose, glycerol,

s as lubricants : silica, talc, stearic acid and its magnesium and calcium salts,

polyethylene glycol,
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described in Patent specification EP 1 564 202, in
obt ai ni ng pharmaceutical conpositions intended for the
treatment of Generalized Anxiety Disorder. The
pharmaceutical conpositions will be presented in fornms
suitable for admnnistration by the oral, parenteral,
transcut aneous, nasal, rectg. or perlingual route, and
especially in the 15 formof injectable preparations,
tablets, sublingual tablets, .qgl ossettes | at k2 '

* agahEERs ¢ lg‘ﬁg@ﬂﬁgs ,anﬁ?o ?@ﬁ@%ségn s ﬁlélﬁc%tg it %?rigg’s ?éecllzdr%g ans 8 acanth,

By IER R Ghe SRR ba98k fm&hflcellBe%l Me poBFaIvEd atalidengnd
the nood stabiliser optionally associated therewith,
+ dshisintpirantraceut Rlgaic eodpod ite pashiem selbsiigrvrgeenbmurares.
I nvention conprise one or nore excipients or carriers
selected fromdiluents, |ubricants, binders,

Thed L &AMt B64a2L T R B0RRbAlingAlS ahbeark s age 2@d cotight afitthe patient, the

sweeteners etc.. By way of non-limting exanpl thre
admimiytyatianeroutes tleainatges ofi the diogder apééf%%%“@é%%tn@%ﬁf@?“ s and ranges

SyYcrose., manni_t ol [.tal el lul ose, glycerol, as
fmr}ljﬁ% ioa?]q L0 3??91%13,39{%%9 iop gsar ic acid and its

magnesi um and cal cium salts, polyethylene glycol, -4-

as binders : alum niumand nmagnesiumsilicgate,. starch, ...
Thegaiht fipse o aguRalAiIT, Vib PIRIFBII b G3dNE 26k i Vit 2 possivilty to
. car I 1 ul ose and pol yvi nyl pyrrolidone, as
1nm§?§$§§é3@%ﬁ¥g&§'agar, alginic acid and its sodiumsalt,

ef fervescent m xtures. The useful dosage varies

according to the sex, age and wei ght of the patient,

the 5 administration route, the nature of the disorder
Phgggmgg% Asani Rl treatments and ranges froml ng to

-Tmr1$"ag%§%rarrhe per 24 hours. The daily dose of

agonel atine wll preferably be 25 ng per day, with a

po?s'bilit to .. o ot -
Formula for the pre){)aratlon of 1000 tablets each containing 25 mg of active ingredient :

N-[2-(7-methoxy-1-naphthyl)ethylJacetamide. ..o 25¢g
Lactose MONONYATALE.....ccvivieiriii i 62¢g
MAGNESIUM SLEATALE ......vuviuieeesesesesities et 13¢g
POVIAOTIC 1. eeeeeeee e et eeee e e e eeteeebeeste e e s es e e ebe e s saabe e et e e e eabe e e e e e s s a e e e s et Og
Anhydrous colloidal ST .......oeueiiueiii e 03g
Cellulose sodium BlYCOLALE. . ..eviriirrreieiiriiiitetee e 30g
SEEATIC ACTA +eveveeieirieeiereeeeeeeeeerrae e st e et r e et s ab e e b e e e reess b e e r e e et s et b e sttt 26¢g

Clinical study :

A clinical study versus placebo has been carried out in 121 patients. Those 121 patients
have been randomised in two parallel groups and received either agomelatine at 25 mg per
day or placebo.

After treatment for two weeks, and in case of low response, doses have been increased to
50 mg per day in double blind study for patients receiving agomelatine with a IVRS

system (Interactive Voice Response System). Treatment for 12 weeks was carried out.
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increase to 50 ng per day. Pharnmaceutical conposition
10 Formula for the preparation of 1000 tablets each
contai ning 25 ng of active ingredient :

N-[ 2- (7- met hoxy-1 - napht hyl ) et hyl ] acet ami de

..... 9g]_5Anhydrousco||o|da|s|||ca

2.6 g Cdinical study : Aclinical study versus placebo
has been carried out in 121 patients. Those 121
Theahigaks shdehageobeenpiabiitiopiosiéifar the pasiepisr and B absence of the
. groups. and receivgd &J%heg a ongugti%e at 25 ng per
diserpyingatiqh sypdog e Whekine (e RRERES 8PP o weeks, and in
case of |ow response, doses have been increased to 50
ng per day in double blind study for patients receiving
agonelatine wwth a IVRS system (Interactive Voice
Response System). Treatnment for 12 weeks was carried
out. 5- The efficacy has been appreciated with
eval uation tools recommended by the health
authoriries, such as the Ham|lton Anxiety Scale
(Ham lton M, J. Neurol. Neurosurg. Psychiat., 1959,
23, 56-62), or the Sheehan Disability Scale
(I'nternational dinical Psychophannacol ogy, 1996, 11,
89-95). The acceptability profile has al so been
eval uat ed.
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5 The results obtained showed on the total score of the
Ham | ton scale, first criteria for evaluation, a

di fference between the group under treatnent with

agonel atine and the group under placebo of -3.28
(p=0.040), corresponding to a clinically and
statistically significant -difference. The study al so
showed a good acceptability profile for the patients,

and the absence of the 10 discontinuation syndrone

when the treatnment was stopped. -6- CLAIMS 1- Use of
agonel ati ne, or CLAIMS

N-[ 2- (7- met hoxy-1 - napht hyl ) et hyl | acet am de, and al so

its hydrates, crystalline forns and addition salts

with a pharmaceutically acceptable acid or base, in
obt ai ning a nedi canent intended for the treatnent of i
@anresalaggadlaingi et W-[5(Dinstoder -naphthybethydecstagndg trfl also its

claim1 characterised in.that el at i e , .
d‘g’d{ﬁtgﬁspws‘qai{lﬁé {rlnéc’ Slaq I di QI? ﬁﬁ‘}%%ﬁ@% %aix%lgaa]cle@bc%gg}:%gaﬁée acid

CREd “i)im 35t Ieddh 3G eBf irfPdtRe®for the tibyefeat é8Generalized Anxiety
crystdlTine forns and addition salts with a

pghaomteceut i cal | y acceptable acid or base, on to its

own or in conbination with one or nore pharmaceutically
accept abl e excipients, for use in the manufacture of a
negl SRERIM e foaike charea@tmeRatin ofat Geoeelaliniczie dbmeides wrystalline 1T
D sorder. 4- Pharnmaceutical conposition according to
cfoahm 3 characterised in that agonelatine is obtained

as crystalline Il form

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 Generalized Anxiety

Disorder.

Pharmaceutical composition according to claim 3 characterised in that agomelatine 1s

obtained as crystalline II form.



