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NEW ASSOCI ATI ON BETWEEN AGOVELATI NE AND A
NORADRENALI NE REUPTAKE | NHI BI TOR, AND PHARMACEUTI CAL
COVPCOS| TI OHSY GESNPATAITNEN BETWEEN F(:OHIEEAdINE iANIENt | on
rel ates toANORADRISIIAE REUDPEAKEANHIBTAR,ANhe, or
N-[ 2- (7- RRRARMACEUR R GOMROSENIONE €1ONT AINING Hlor mul a
(I') : NHCOW MO or its hydrates, crystalline forns
and addition salts with a pharmaceutically acceptabl e
acid 5 or base, and a noradrenaline reuptake inhibitor
0 I t .

T B Ren iy BMlor? 8RR AB0P AE, Kol BENID Bmplatipg, or -2

mett®¥¢ll napbthydbthgl |aiatgnidbaf faeelt ([ical conposi tions
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 yet hifHf@let am de, has the
double 10 cham&oteristic pf being, on the one hand, an
agoni st of receptors exnel at oni nergi @, system and,
on the other hand, 4 ago ist of the 5-HT2C
receptor. These prope s provide it with activity in
the central nervous system and, nore especially, in
the, treatnent of ngjor depression seasonal affective

di der i sord .. i ov.ascul ar t hpl ogi es, )
or P ERBREy e s Petaraeliie b MRS bRt AR testibie acia
or bkl Gide I%%Edfeﬁ’alin%tréﬁ;ﬁﬂqe mgltorl&eﬁp&%'ytageﬁ'c 6Sin&Reking the

obeS|ty Agonel atine, its preparation and S use in

condepirapautf osradzarelibe ah the swtridsBular el Bpe@’qamEgt Brrmaceutical

Speci.fi cat j P.Q 447 2 The cant ha foun
co R GRER I e CoBPIRL PO PrC ABGy T CHRSAERY  ath G ent of
nm@ﬁﬁﬁ@ﬂhgﬁuﬁﬁ its hydrates, crystalline forns and
addition salts with a pharmaceutically 20 acceptable
acid or base, used in association with a noradrenaline
ke | h| 0 erties
Agaﬁ Pa'i% iTs usr;2 (1r7 %ﬁg)t{}{ }2% d@bé@? a%gﬁ%?cpedepfrl%‘ss tlr\1/6e double
chzdrhaéiﬁﬂﬁr 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 in 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 |arge

nunber of people of all ages. Al though many effective

nol ecul es exist in that field, none of themallows
Disdrfi@s of \ted cenizl peivoak ggstedl ssdhadsedepression efnd]l dmiwr gftecandarge

sone_of them have significant_side effe
11um}g@rc@ﬁvﬁﬁop]§| gf allygges. dé@t@p%}@ﬁ]@y @ﬁecﬁg@,ngql@@llq{fﬁxps@ g that field, none
of tﬁeﬁf QMW{&%S }Zar?oug ?ges é&g? agegggr) 'Bg | :fly Eﬁg@ ?Ié«? éom? of them have

mgnﬁi‘iiame gitie e\ﬁfwts arceoﬁﬁi‘gihjr Itjde rdaselsplaaﬂit donalk | alteraat ererhisnents is
A conventjonal so-called "strategy of association’

ONZRH NG EQUEICT NS hNsrGSAYpI s df P%pymélrly {rHe it eRee HeRAtiRgs who

I T "

wre S FHERl AR UG IR R A bbbl 8] SeBR5f aRociation

con®dtf ef tommbmargve glursitpatfi tmatmemhshﬂmn@ diffeasrd raechs@smE odH@rtion in

t he response. to _one or anot er of the_.co unds of t
ordes 16 S RGeS i SHOST B enbeGAgil BASh et vegris patent-

depdRREY e dribdd Egﬁh Hel ?J ﬁ&ﬂé@etoa&?e 6PRGEMHBED s V{’hé r&ompounds of the
Passoci ati ons Wit stabl I sers, such as

assomiatihn.ot her antldepressants ei t her of dlfferent
clinical profile or of different neurochem cal profile.
The Applicant has now di scovered, surprisingly, that

Thet hRs€lchfedngiorll agesmliatd AescAbed hOtHROleRtiAL @tk R¥ncerned with
nor adrenal i ne reuptake inhibitor agents, or by agents

assoempiahy withf mped sehsiseig, sudheaschthimt With jogires apfidepressants either of
nora r en trace r veI Those agents
dﬁﬁﬁ?& JPH@ﬁﬂQﬁg?g&#gﬁﬁ2ﬁﬁgwg¥mb%P%a@ﬁgﬁ|ng the effects of
agonel ati ne. That unpredictable effect allows the use
of the association to be considered in the treatnent
Theof\ppligast hee prosis slispeverpd opuprisinglya dish dhe fffestst ply @gomelatine are

potegllugt%a %gr %r%ﬂgiahﬁg [-&u %ﬁ(%elﬁfu% {)]]y agdeh{%b{nhg§ ﬁ%‘%‘ﬁ% %ﬁ%ﬁed}{ill&gasing

ressi o as we
the Q:Onmtrhth@hst yf asmdeanahﬁﬂ anmthd exoactlidlas devker Thosnxgeity have the

pani.c, stress, ? sl eep glsor ers Even nore
charégtﬁe&tacacrﬂa?tenpﬁ%%gtlﬁ&f%ﬁtts ChEEBPEIHING he effects will

all ow the use of the association according to the
i nvention 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 especi-ally 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 :

The agi@ra@lcadlinee raiptdkeS inhibitt ai@st prefpRedl dccadifoonasthanstvention is
addition salts with a pharmaceutically acceptable acid

rebogetings base, and a noradrenal i ne reuptake inhibitor
conmpound or a conpound capabl e of increasing the
concentration of noradrenaline at the extracellul ar

The ligwtioh Acahtiiaclyi witespbahsragestt the aksocatipodethvcom agomelatine or its

i ntended_for_ the treatnent of mmjor depressive ,
hydigesopiyeiellmesforus Aat 2adifigl sl Wi sophpemacaigcalhpregeptable acid or

basESPRCH ahér)é%%eYldgg{)}ai %cfh?{akg SRR o%?ll(})oﬁﬁd wel b @0311156&‘111%!1?3';]3&516 of

treat nent tric co-nor Ity assocl at'e
incremarg dies evaentrati@nif ehgradpaaline, atl thes tress]lulandewdl emp obtaining

di sorders. The .inventi el ates al so to pharpmaceuti cal
PhaigiAtsHaGH i CORPOBGARY F@F?f%gt f‘i’é tg% Bt f MBIOK ViEeBFssIve fisorder,
. . " '.t . y . 1 .
BB 00l Ly AL 8000 YR AOSLCRR g0 s e
treatenb asfepsyahidtra ponmdiéitpl dsseeiatel ptithk eood hdikirfer : anxiety, panic,

co nd ar conmpound capabl e of increasing the
Sﬁe%b%@ﬁﬁ??blﬁgamﬁf noradrenal ine at the 15 extracell ul ar

| evel in conbination with one or nore pharnaceutically
accept abl e excipients. Anong the pharnmaceuti cal .
Thecowpain rdaiss absootodphamaeeutisel comperitians edremesingjhepessociation

i : i al | ich Ji t abl .
oerR B8RP oF; B3 TFRGRL cobAREE, YRSl B8 Pufthd Ry i o
phafhacdliRGEISS acSepbibla Gl drabhet Sandyel alokddreRpse!| RSptake inhibitor

| ozenges, 20 suppositories, creans, ointnents, dernal
compeprd et e compsigrbearabloras] inereringiig cReeniaay peAaNafligaaline at the

extﬂégeqﬁia?‘k?e\;ep hﬁlblc&%f)mgggﬁ) %Rﬂ’ oﬁJ‘ ®r 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, absorbents,

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 mentioned :  ap_diluents : |actose,
dextrose, sucrose, mannitol, sorbitol, cellul ose,
glycerol, -4- as lubricants : silica, talc, stearic -
. a@C lhraadisi t ssinegneR] wikaaied acidl endinitss ahdpfesiumpobydt dujdieme salts,
ycol, as binders : alum nium and magnesi um sili cate,
Rﬂ%ﬁ@ﬁm“@§Y%bln tragacanth, nethyl- cellul ose, sodium
(%aéz?n énflélﬁ%ﬁhlﬁﬁllnl {do ﬁl%g@élﬂuﬂ %h%'c\éjlteg?éc %{llglr a'tlgo %gaéntha%lethyl-
c&ﬁdioudmssahtn caﬂfcfx@mﬂ@dxeﬁtﬂom mtdjp(ﬂyvmﬂlbyrmﬂwmm dosage
varies according ta thg s& %ge anﬁ ght of .the
¢ gatisiwsgraniiegan algRr a6A 407 g spBunsaliy rYesE B She
di sorder and any associ ated treatnments and ranges from
1 ng to 50 ng of agonel atine per 24 hours and is nore
Thep meeff:ﬂ ﬁlbh@geﬁﬁagjr? mbx-dﬁzg}/ to _'ﬁlhe sgm,s [eg@fantl E\es;eijgfﬂf1 a;ﬂrtbn apatiest, the
reupt ake i nhi bitor agent wi e.less an at used
adﬂ%ﬂléﬁa“ilqn Fagitey dhe, g ‘gfttgP Sipopteriand 2ByassocisiRdr heluERts @gfl ranges

frmﬁqr%gstb tS'OQﬁ o@ ragaﬁxélatfu?er }f)érhﬁl REEPahALS 1981 eogref_jegeﬁ)(?y b3bheher day.

each cont al active | ngre ient :
TheNic[sQ of hermet étdnm;a«hhe maaptﬂkh yiibiletdnagentaidtberiedehan that used when it is

Lactose. monohydrate. .......cu wemecsiernnne. .0..3..9....Cel.l.ul.ose....... 62¢g
sodlun1glycolate
MagnesTum STEATALE .......ovviuririiisisie e 13¢g
POVldOI’lGBOg ..... StearlcaCId ..... O¢
ANDYArous COILOIA] SIHCA ..o soemss s easmesrmesraemssrmssaovmesrsoresscoerssree s+« 0.3 8
i cal study : The clinical study |s
Ce@ﬁ???@&“@bgﬂ? AGati-ents having maj or-depressive 30¢g
Stegisaiger. treated either s 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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wi th agonel ati ne and pl acebo or with agonel ati ne and
reboxetine for a duration of 6 weeks. The di agnostic
systemused is that of DSM 1V, the principal criterion
of efficacy is the total score of the Ham |ton 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 with agonel ati ne al one. -5- CLAI-MS
1- Associ ation between agonel ati ne, or
N-[2-(7-nethoxy-l-naphthyl:ethél] aeetam de or its
hydrates, crystalline fo addition salts with a
pharmaceutically acceptable acid or base, and a
nor adr enal i ne reuptake inhibitor agent or an agent
allowing the 5 concentration of noradrenaline at the
extracellular level to be increased. -- 2- Association
according to claim 1 wherein the noradrenaline reuptake
As@gélgioﬁloﬁet@ga{]% nc‘lelaﬁ&ep o&eﬁf @?7 n?b'thd:)xg@f - (?1'1&11 eﬁfyl]acetamlde or
nposi t1ons coﬁp ct Ive

1‘@@1@%@1 ¢rpstaidine ifdrans dm;&dtdéﬂtleﬁ saltsryisli abhaunmcélm‘caﬂ;y axmdptable acid

addltlon salts with a pharnaceutlcall accept abl e
OB ba53,0 Ash o MO BUBE | BUHERF VRILNIY ABRACHCABI FEB Moubng the

OEUREAES bR n%]?&[hn@gfme eﬁﬁﬁ&[lglapgavtspto@e%ﬁbajse@r 2,

alone or in conmbination wth one or nore
pharmaceutical ly acceptable excipients 4-

RS U e PTG L R S S B A st
Lesakpent of maj or depressive dlsorder, seasonal

affective disorder and, nore especially, resistant
depressions as wel | as in the treatment of psychiatric

0- (y assocCi th qnod.dis rQer : . .
iy iUt o€ PTG Chogacg or i
15850 atybtanind 6@k At diRiosl salitWwith @phamhdte@idally Atdt@table acid or

phar maceuti cal =~ conpositions |nten£ d for the treatnent
bese, ipjasrocigiph 88 & BorgileBplinerreurialse BHitoa et tapgasding to claim 1

oq ZS a6 ﬁ% br 1%%@11113?%&1% e&leacll In%c%re f)ﬁasih é\ﬂ{ceﬂ?}g chc@ﬁﬁf)l% ré§c:1plents.

l' ea ment
co nor bidity associated with nDod dlsorder: anxi ety,
Ipanlc stress, sleep 20 _disorders.
harmaceutical compositions according to claim 3 for use in the manufacture of a
medicament 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.

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



