10

15

20

NEW ASSOCI ATI ON BETWEEN AGOVELATI NE AND A

NORADRENALI NE RE, UPTAKE | NH Bl TOR, AND PHARMACEUTI CAL

COVPOS! T ONEVAFIOGIYINEN BETWEEN PO iANRNt i on

rel ates to aNRRADRENALENE RRUBE BF2RaANBe, or

N-[2-(7- FEARSASCEURH A KAMROBUIIPNS SGQNT ABNING ¥lor mul a

(I') : NHCOW MO or its hydrates, crystalline forns

and addition salts with a pﬁéfnaceutically accept abl e

acid 5 or base, and a noradrenaline reuptake inhibitor
Th89%BdenP inRA¥ioR I8RtesCRPABIS, QfsobREEL ARG B eilat' e, or N-[2-(7-

concentration of noradrenaline at the extracel [ul ar
meftlpxgt ] -ndphthid)stigil jaceigmpleart deomile (Ikal  conposi ti ons

useful in the treatnment of depression and, nore

especially, in the treatnment of resistant depressions.

Agonel ati ne, or

N-[ 2- ( 7- met hoxy- | - napht hyl et h)Ef-a¥et ani de, has the

double 10 charM&leristic of being, on the one hand, an

agoni st of receptory eyel at oni nergi @, system and,

on the other hand, agoni st of the 5-HT2c

receptor. These prope e~//brovide it with activity in

the central nervous system and, nore especially, in the

treatnment of major depression, seasonal affective

' , i sorders,..cardjovascul ar t hol oqi :
or B BRGPES: o8 GRRe UG8 afarBP LI LU e PiBlnrfD AR08 bte scia
or bade] guea fbtadiealirei rehiake ARbitod Speap@einytagesti SHANSE SindResing the

obesity. Agone|atine, its preparation and its use in

congrarain of aeradavnrlipe ety the sxirpesdylar d;s‘alw 6peelriainipgt @:;ﬂl’macaeuﬁcal
apEutt 0 aa a .
coPRSRLLERLNRS, BE Rl PORen tp 0 bR Np OO e of

resatattdopdesians. i t s hydrates, crystalline fornms and

addition salts wth a pharmaceutically 20 acceptable

acid or base, used in association with a noradrenaline
AdORUPIES | N1 B {007 AGE0Ky-1IAS PN URRI R RARET  hES

%ﬂlomﬁng its us% {n ?ﬁ% ¥rea?ne2¢ 0 hngjor dep%%%sﬂgé double
chatasterister 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, and

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 noradrenaline reuptake inhibitor agent,
has valuable properties allowing its use in the treatment of major depressive disorder,
seasonal affective disorder and, more especially, in the treatment of resistant depressions,
and also m the treatment of psychiatric co-morbidity associated with mood disorder :

anxiety, panic, stress, sleep disorders...
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seasonal affective disorder and, nore especially, in
the treatnent of resistant depressions, and also in
the treatnment of psychiatric co-norbidity associ ated
wi th nood di sorder anxiety, panic, stress, sleep
di sorders... -2- Disorders of the central nervous
system such as depression and anxiety, affect a large
nunber of people of all ages. Al though many effective
nol ecul es exist in that field, none of themallows
DisbfdeeofVie i cehigal padrielsogiseal, sstinbeslepresdiéh ftdd hivxish! afed@nflarge
some of them have significant side effects.
nugheg 6F Beapdg 9f alt agesd Micygharny effeeisiw mapleerlpmeiistan that field, none

o JEIFRYPok e oPLIB R SRR HheDed s o v

sigiifitdneRide aeRts. aﬁl@ohﬁh%lly! Yhe' @ieRhaieht b natl altdi@AkeB afments is
A conventional so-called "strategy of association”

ongewysAng canigruce hbe Ainseesaity | Thisis iesnecifly tiedn fetase hapitiegts who
o Gl ffer ' | on i t.0, obt ai -
e S0 SRS A S ACLL00 | B OBy GRRET 5P hciaion

consibfsaftconibatiy e plinalipadl eedmette pevide @iffaset Aed®e8msIdTMction in
the response to gne or another of the conmpounds of the

ordgrgo gbeat e BeSIBYE efferd b3 genservelat the Ranelisiad sHpeitobesrged is patient-
[ ' l4 e.ar Lt h
e
assodidtlonot her anti depressants either of different
clinical profile or of different neurochem cal profile.
The Applicant has now di scovered, surprisingly, that

The BSosef dobimtionh %Q%i%hé szgl’{b%d A0 tRouRALAA &e B¥ncerned with

noradrenal ine reu e Inhibitor agents, or by agents
assgrag@ink evithf mond rsashisers, sutie ag diivens wathi @her aftidepressants either of

..noradrenal i at extracellular |eyel. Those agents
iRt s St oot iSRSt pablng e offocts of
agonel ati ne. That unpredictable effect allows the use
of the association to be considered in the treatnent
TheofApplipant e pravs sdisevdiedo sdprisinglyadhatathea¢ffett of egomelatine are
di.sor.ders and, .nore especi al.l in th 20 trea nt. of .
oty RS0 RE UL SnERRE R i pat, b7 By jRra RIS Of indrcasing
the Cnb@itRtighd Y apsattadled W hb dBaeiRlF0ld6 Thoddab&tY have the
pani ¢, stress, and sleep disorders. Even nore

chagagtegistiap] gotentiating thyoeféasts eftegomelsfing he ef fects wil |
all ow the use of the association according to the
invention in

That unpredictable effect allows the use of the association to be considered in the treatment
of major depressive disorder, seasonal affective disorders and, more especially, in the
treatment of resistant depressions, as well as of psychiatric co-morbidity associated with
mood disorder : anxiety, panic, stress, and sleep disorders. Even more especially, that
potentiation of the effects will allow the use of the association according to the invention in

the treatment of patients resistant to all treatments.

Among the noradrenaline reuptake inhibitor agents according to the invention there may be

mentioned, more especially and without implying any limitation, reboxetine and

desipramine.
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the treatnment of patients resistant to all treatnents.
Anmong t he noradrenal i ne reuptake inhibitor agents
according to the invention there may be 25 mentioned,
nore especially and without inplying any limtation,
reboxeti ne and desipram ne. -3- The noradrenaline
reuptake inhibitor agent preferred according to the
invention is reboxetine. The invention accordingly
relates to the use of the association between
Theagorakaialine eptilts infiyisatagant preksitcd! hicoadih@ris tian ﬁlventlon is
addition salts with a pharmaceutically acceptable acid
rebeeting pase, and a nor adrenal i ne reupt ake i nhi bitor
conmpound or a conpound capabl e of increasing the
concentration of noradrenaline at the extracellul ar
Thd @wveiltidnnacobidan ghy [’ﬂjatesphﬁﬂ}me of tieadsscedinipa Detwansagomelatine or its
i nt ended Ior t he treatnEnt of nmmj or_depressiyve

hydptes cgetalling dosmsrrad addtion: salfe vaitisdPhumageicalip peceptable acid or
basgsaﬁ(‘?'aal lo¥a &ﬁﬁhét@%talgee Qﬁlﬁﬁﬁdrog@g]ﬁc?ﬁdm@} la ag E&lrldh%'ﬁ)able of

t’r eat ment sych rc Cco-nor asSocl a
increegog dhe oa’cnhecntratlan xofetygradpaaliog at ihe &txtr&&ﬂlulﬁ nvell &ebtaining

dlsorders The.jnventign relgtes al so %P phar maceuti ca
PhagigReRyEral CATEPsHIfgs iBichged e HesBeatmenon! métradaiessive disorder,

seaﬁgﬁﬂﬁff@éti\@edlﬁmért éﬁih)ll%l‘ét %? ecidtlyy flsf 'a@pre%ri(ﬂﬁ f‘%eﬂ as dm the

addition salts w't utica y accept abl e aci
treatmelnase psynhehtiae momaztbehafl assecmtedlpmalkmoudhdisoﬁder anxiety, panic,

Co und qr conmpound capabl e of increasing the
““%%%Egﬁ@ﬂ%aﬁ8ﬁb@f noradrenal i ne at the 15 extracel | ul ar

| evel in conbination with one or nore pharnaceutically

acceptabl e excipients. Anong the pharnmaceuti cal

The @m@twm g@lﬁtﬁs adlgotaiphgrmasentival icovensitions Dbmplesmgytheb @ssociation
one

h
berfERH R agR L & IRDBS st ok R i B 4R0bE piells gwith

pha@hatHuBEABS , acoeHiilOgMAl ball6¢,S anded addritire@mel esuptake inhibitor
| ozenges, 20 suppositories, creans, ointnents, derwm

corgeuad ¢ @ comensgé saprkbmef Bcreseng fer edmecittiadoémaradrmaline at the
extEMREAK qe\'/'e'?hirplc%%u&?gﬁom 059 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.

Besides agomelatine and the noradrenaline reuptake inhibitor compound, the
pharmaceutical compositions according to the invention comprise one or more excipients

or carriers selected from diluents, lubricants, binders, disintegration agents, absorbeits,

colourants, sweeteners etc..

By way of example, and without implying any limitation, there may be mentioned :

* as diluents : lactose, dextrose, sucrose, mannitol, sorbitol, cellulose, glycerol,
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phar maceuti cal conpositions according to the invention
conprise one or nobre excipients or carriers selected
fromdiluents, |ubricants, binders, disintegration
agents, absorbents, colourants, sweeteners etc.. 25 By
way of exanple, and without inplying any limtation,

there may be nentioned : ag.-diluents : | actose,
dextrose, sucrose, mannitol, sorbitol, cellul ose,
glycerol, -4- as lubricants : silica, talc, stearic

*+ avildbideatis t:ssitagneds, usteand acal cindnits ahtgnesiupolapdt haltiane salts,
gH&qﬁl, + @g bi nders : al um ni um and nmagnesi um
olreytne 8P ch, gelatin, tragacanth, nethyl -
+ gelplidens e ahsasiud M p@mPOXY IR Y 604, | $dreS e%e@éf’tgl, tragacanth, methyl-
pol yvi nyl pyi rol i done, 5 + as di sintegrants : agar,
edlbilosiecsoduing catheryimesh Weddlulgre sad polyeinfpywedere

m xtures. The usef.ul dosage, varies according.to. the

* QLiggRonts o PR T AP sely PSRRI | on
route, the nature of the disorder and any associ at ed
treatnments and ranges from!| ng to 50 ng of

Thegsadil osege yares24cdopling tanthei sexpmge qudefveighblof @5 pajient, the

f . . The,dose_of -the.noradrenal i ne reuptake
canf s rolgant it op e RGO e B S R reps apg renges
frod01 ahinors (5in@refchgbmelatifie 9¥N24 RO@KE HRE S HnoEPbre&RANYASt 8 Der day.

Formul a for the preparation of 1000 tablets eac
The degeAf] ﬁhwrg@eﬁ@m@re%qhe\;@hlibﬁ@rr aeghiewtll be less than that used when it is

adrhdelbd oBL BQxy- | - napht hyl) et hyl j acet ami de

Formula for the preparation of. 1000 tablets.each containing, 25.mg of acive3ngredient :
Povi done

N-[2-(7-methoxy-1-naphthylethyl]acetamide. ....oocronn i st 25
... 9 % yﬁmhgdrgas %%||Olda| silica 8

LactoSe MONONYATALE ... veusesreresrsenseronetesonsstonseressessieoseronsessneressorssensersasomensns messmssmss - 62 g
e e e e e e e e 0.3 g Cellulose

Ma§8<aslnbrpn s’belarf A 13g

POVIdOHG ........ 9 g
.......... i iimeiiiiiiinii.o.... 30 g Stearic acid

Anhydrous colloIAal STHCA .....vrwsvereeseneesesensesensasesenssiessesenesossnsetomsesearesesensesesenserssenses . 03¢g

Ce]%l.llgsegso'd%n éyic%]{a%eéi ..... study ........ 0g

SETEATIC ACIA ....cuvinrericiitet ettt ee st eet et e e et eneenaresens 26¢g

Clinical study :

The clinical study is carried out in patients having major depressive disorder treated either
with agomelatine and placebo or with agomelatine and reboxetine for a duration of
6 weeks. The diagnostic system used is that of DSM-IV; the principal criterion of efficacy
is the total score of the Hamilton Rating Scale for Depression. A compilation of
undesirable events is carried out. The study demonstrates a superior activity of the

agomelatine-reboxetine association compared with agomelatine alone.
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The clinical study is carried out in patients having
maj or depressive disorder treated either wth
agonel ati nc and pl acebo e6-w th agonel ati ne and
reboxetine for a duration of 6 weeks. The diagnostic
systemused is that of DSMIV; the principal criterion
of efficacy is the tofdAIMSre of the Hamilton Rating
Scal e for Depression. A conpilation of 25 undesirable
events is carried out. The study denonstrates a
superior activity of the agonelatine-reboxetine
associ ation conpared wth _agonel ati ne al on -5

: - CLAI NB
1- Aspociglaary, bsteen FEprae iR, 05918 ("édneﬂ@,xydrnaphtheyl)ethyl]acetamide or

its::fg)[éir%ét@s7'c?§esttﬁﬁffé’ 'f+1'|'n{§aﬂﬁt Todid &t %% sll\gl‘éll?taaﬂiahhg uﬁEe\tllvllytsﬁécgﬁtable

atés,” crystalline forns a tion salts
acfghar asee utnil calnoyadagmbint abipeakeamhibitor apgeigewhmhdisareboxetine or
nor adr enal i ne reuptake inhibitor agent which is
deSIRHBNAEi ne or desi prami ne. 2- Phar maceuti cal
conpositions conprising as active ingredient
agonel atine or its 10 hydrates, crystalline fornms and

2- Phagdaceiberl sedmpositians eompprainga e uadtival ingrediane prgabletatiaei o its

r . base, ..inassociation With noradrenal i ne reu ke.
R e T R R A e R e
ba&) 1D bdtia0en Withh Qedrefialite keupbdka ieBRoH dgedd dckording to claim 1,

accept abl e exci pi ents. 3- Pharmaceuti cal conpositions
alenecw iy Pergbinatien withope pomorgphajmaceRiécally faeepable excifiends.

15 nedi canent for the treatnent of nmajor depressive

di sorder, seasonal affective disorder and, nore
Plaspaeuttd] ycontpesitishantcoddipg es silams? fas ueeld tlges ndanufabire of a

%%eatnegt gf ps chia{ric co- mprbidity associa%ed,mﬁth
MEFENGH dJriaeiieatmenf at pajop dapressivg qizarder, sqaseip! gfsgigetisorder
arf; mbRGesPci@ly, AS8Rak kheRi A CRMWHING ih taeCl @kiTad o'fgsy hjatric co-

obt ai ni ng pharnmaceutical compositions 20 Inten ed tor
motbelityrassertert wish nmmidalisoddepr ax sty gadiic soreds slees dmswiaed.

affective disorder and, nore especially, resistant

depressions, as well as in the treatnent of psychiatric
UOof dPERbEROh AScdREh@tEEladh U hinBMRAnidE SPRSRICeuBRX b8hYositions

_panic, stress, sleep disorders. o
intended for the treatment of major depressive disorder, seasonal affective disorder and,

more especially, resistant depressions, as well as in the treatment of psychiatric co-

morbidity associated with mood disorder: anxiety, panic, stress, sleep disorders.



