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COMVBI NATI ON OF A SEROTONI N REUPTAKE | NHI BI TOR AND

AGOVELATI NE The present invention relates to the use
wobos/oomebi nati on of agonel ati ne and a ser ot onPOT/DK2004/000464

reuptake inhibitor (SRI), or any other conmpound, which

causes an elevation in the |evel of extracellular

serotonin, for the treatnent of depression and other

af QR INPELA S8rR SFROTHIY KIS IMEE SEFERITPT A D PO BHRARINE

reuptake inhibitors (hereinafter referred to as SSRI s)

have becone first choice therapeutics in the treatnent

of depression, certain forns ofanxiety and socia

phobi as, because they are effective, well tolerated

BRI LeYEnFentiaY %Mt@sbtlo Qhegl?ge%tf){ cBhBiblish (S:fqd Eﬁﬂ?é ﬁldt rotonin
classic tricyclic antidepressants. er I nic
renieliedshibiiord §BHesisinyrptizn dompoungt \yhmh sausd%mselcvadipn at ‘ée level

ZEQT%%C@HI’E}& cﬂ&ﬂﬁ efof 8’16%1%%.]!1%6 ﬁ(féﬁpeg%&{]t da od%er a@fegtgvescp sorders.

en negl ecte res
treatnent 'S conpllance whi ch has a rather pr of ound
& n the patient's notivation to continue
é%f herapy. First of all, there is the delay in

therapeutic effect of SSRIs. Sonetines synpt ons even
worsen during the first weeks of treatnent. Secondly,

Selseting seaqtenin mesptaki inhibitors (hereinafiprteferied ioranSSRIshhave become
RstRhSice We&ﬁ)gﬁt% csafd ﬁ{eet%%h%?h @%?esﬁ?ﬁ’ ?eﬁﬁ'ﬁ 'foﬁﬁ%adf anx dety and

progress | e pharnmac epressi on an
sarirl Biopiadj twomde tieyiase effactivd, kellyolemtddzpp dave 4 favourdee safoty

SR8 sl e ERBR ERv ARl RiThent at fon of

anti depressant therapy may be acconplished through the

co adm nistratjon of nood stabilizers such as |ithium
Hoi¥9ysh &tBicdstudissiog dispiessghind Wlebydlﬁqli@efﬂ yyicgfe that non-response

t6 |S§R§§19%ﬁl%@iﬁt1al' fp 25084, Aﬂotﬁ ﬁegle%d%&@f ﬁlga)ﬁh%sﬁrgssant

pi ndol ol was déscribed by In Trend
trRatmenh sglompHeiice, wbigB haﬂaﬂ,raﬂpﬁr Em"omffeﬂrcrm thapatientiemotigation to

RARER PRhAbiAGE)ePr 2l

First of all, there is the delay in therapeutic effect of SSRIs. Sometimes symptoms even
worsen during the first weeks of treatment. Secondly, sexual dysfunction is a side effect
common to all SSRIs. Without addressing these problems, real progress in the

pharmacotherapy of depression and anxiety disorders is not likely to happen.

In order to cope with non-response, psychiatrists sometimes make use of augmentation
strategies. Augmentation of antidepressant therapy may be accomplished through the co-
administration of mood stabilizers such as lithium carbonate or triiodothyronin or by the

use of electroshock.
In 1993, an augmentation strategy with pindolol was described by Artigas et al. in Trends

Pharmacol. Sci. 1993, 14, p 262-263. Artigas’ idéa is based on intracerebral

microdialysis experiments in animals. In fact, later neurochemical studies built on the
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m crodi al ysis experinments in animals. In fact, later

neurochem cal studies built on thedesensitization
whysisst s by Blier and co-workers stated thaPCT/DE2004/000464

delay in therapeutic effect of antidepressants is

related to a gradual desensitization of 5-HT

autoreceptors (Blier et al. J. CHn. Psyci pharnmacol

1987, 7 suppl. 6, 24S-35S). 2A key point in their

hypothesis is that the effects of SSRIs on the
desenséizgtorclaypohshis by dpdishendowenetkers isigted ihas thecdsfayan sheggpentic

ol of fatmat DBt RoBRES ff ol el SRR 3R TR0 o

(Blegetuds/ Chihi Bsyb@hmpmolr 119817 Byupplag, ads-86§)s Askey pomt in their

ex er.i ment r at owi_ng .that the.increa
a&gﬁwﬁ’&@?fe @%@9@&6 eﬁﬁgqqﬁfgﬁ@gae%to erndaﬁc SSRI
adt&e GREBLET , P¥mE GreaeiBhsB iof 5-1At ih @@fal Aemrdid thus the effect of 5-

| Aaut or ecept or antagoni st (lnvernizzi et al.Brain Res,
HY ggtake mbibition inthpseapgiopn dijsay fpportsd, bYJmN@é\ﬂb’ﬁ]é FPerigyBts in
0] v/ | r
1a@ shognrz tﬁegél%%creg Ia%:x 91{1 agl %ulsa? éé—fr:'lg&?%iﬁél henls&r z?ge uﬁgp El@ iste gﬁ 8¢RI is
a@nemexé\by e@eqhnmlstramm)acg"@rﬁﬁﬁmawrdgaﬁm ategbuisit(bryeinrzi et al Brain

A RV AR R e RS i
Phar macol , 1995, 115, p 1064-1070, Blier, P. et al.

Trends i n Phar nacol Sci ence 1994, 73,220 In these
Thg ¢ffrcket sombjied adpvimistratinef & compoynd dhad chél?lzséﬁ’toé@%%‘?%‘ke and

a 0ah d ﬁ&loi StadddBst hiN Eéeﬁtavﬁﬁ&%‘cﬁn%@ve’i;al lHldies (Innis, R.B. et al. Eur.

neur ot ransm sston i nduced by the serotonin reuptake
J. |RWrib4z¢0érl§83rJd’31md@%@%a@&a‘tﬁldenﬁ@dﬂlﬁt é fwmwad,f@%ﬂi I5p

(ge aﬂ)%ﬂ" l§ﬁérop P{i‘gfj g%fnrd?p Pha%n%zﬁgl §cfz%ztch ?5%?23@% %ttfle%g studies

veral patent "applications
it ey suntl hieat GSET @ freq@pioo alth g dtowoddl abolish tMmﬂahbmmgmnS $IT

and a serotonjn yreuptake inhibitor. f. r the, treat
P pRrash ghupels b §ErS e As s Bl AR IoGeF an
in8fdiate AHSY BES-FAPRARASRIoh Andl BedRd &Rt S tH AR utie akflonwoul d
be through bl ockade of the 5-HTi B autoreceptor.

M crodi al ysis experinents in rats have i ndeed shown

S O 5 BARGPR o A Ao o5
Hif ecaptgonisamtdogandtenin reuptake inhibitor for the treatment of depression (see
e.g. EP-A2-687 472 and EP-A2-714 663).

Another approach to increase terminal 5S-HT would be through blockade of the 5-HT; 5
autoreceptor. Microdialysis experiments in rats have indeed shown that increase of
hippocampal 5-HT by citalopram is potentiated by GMC 2-29, an experimental 5-HTp

receptor antagonist.

Several patent applications covering the combination of an SSRI and a 5HT)p antagonist
or partial agonist have also been filed (WO 97/28141, WO 96/03400, EP-A-701819 and
WO 99/13877).
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Several patent applications covering the conbination
of an SSRI and a 5 T I B antagoni st or partial agonist
whaws/oedssp been filed (WO 97/ 28141, WO 96/ 0340BCT/DK2004/000464
EP- A- 701819 and WD 99/13877).1t has now surprisingly
been found that agonel ati ne having the general fornula
or pharmaceutically acceptabl e salts thereof may be
used to augnent and provi de faster onset of the
t herapeutic effect of serotonin reuptake inhibitors.
Ithaenew septisipgly Pren fopad tat agomelaiing bavingiie genewelifeeaula The
present invention relates to the use of agonel atine or
a pharmaceutically acceptable salt thereof for the
preparation of a pharnmacettj cal conposition to be used
hHAcr eupt ake i nhi bitor or
any ot her conpound, ich causes an elevation in the
| evel of extracell ul afl_serot aqi | mvRarticul ar, the
present invention re uSe of agonel ati ne or

preparation of a pharnac onposition useful for
augnenti ng and/ or preyi di ster onset of the

t herapeutic effect of 7a serotonin reuptake inhibitor
or any other conpound, which causes an elevation in
the | evel of extracellular serotonin. Mre
particularly, the present invention relates to the use

oPShaRRRéEsicallly aSpIBlcAaltdBeredf may BO asddRs ebtdrh@@ hhd/provide faster
acceptable salt thereof, for the treatnent of

orfeppidhe therrpewingiict ofdgerimdereypiahelingibhers. af f ect i ve

di sorders, eating disorders such as bulima, anorexia
and obesity, phobias, dysthym a, prenenstrua
Thyidventien cogni tive disorders, inpulse

control disorders, attention deficit hyperactivity

di sorder and drug abuse, in particular depression with

TBe REGI QfvieAtidretpd plseideihi bi tor or any ot her conpound,
whi ch causes an el evation in the | evel of
extracel lul ar serotonin. The anxiety disorders

THE Bk QR ﬁgf_eﬁ't?&lvl%laité@ G HidQis96NRoRlel AN beA Yhha&ubledlly acceptable
pahi c anxi ety, N .

salt thereof for the preparation of a pharmaceutical composition to be used in

combination with a serotonin reuptake inhibitor or any other compound, which causes an

elevation in the level of extracellular serotonin.

In particular, the present invention relates to the use of agomelatine or a pharmaceutically
acceptable salt thereof for the preparation of a pharmaceutical composition useful for
augmenting and/or providing faster onset of the therapeutic effect of a serotonin reuptake
inhibitor or any other compound, which causes an elevation in the level of extracellular

serotonin.

More particularly, the present invention relates to the use as above, of agomelatine, or a
pharmaceutically acceptable salt thereof, for the treatment of depression, anxiety
disorders and other affective disorders, eating disorders such as bulimia, anorexia and

obesity, phobias, dysthymia, premenstrual syndrome, cognitive disorders, impulse control
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obsessi ve conpul sive disorder, acute stress disorder,
post traunma stress disorder or social anxiety
wale®snass2 As used herein, the term augnent i NgPCDDERE4/000464
i nproving the therapeutic effect and/or potentiating
the therapeutic effect of an SRI or a conpound which
causes an elevation in the |evel of extracellular
5-HT. In a further enbodi merft, the invention relates
to the use of agonelatine or a pharmaceutically

dl&é@pta&sm@ns@m et esivity Agorlecandpbug ahusevin phrticeladepression
ake C
W@lg%gtggg{(])gﬁl 1ee glg A ort{itmrt 8 her 9 m@oglﬁg d, Wi acgﬁuﬁé{%(g e'i]evatlon in
the &avek afreixtracellolar sdretopmepar at | on of a pharnaceuti cal
conposition or kit for the treatnent of diseases or
di sorders responsive to the therapeutic effect of a

TisednRieBNdiBortiend RicakiBnd b nelade Sénerd ¥n@bt@iisofRAPABR Gnxicty,
whi ch causes an el evation in the | evel of

obsgssivacamprislye diserdst.GRils stress disgidsk ReEdrapwa sBers diserdep opsocial
anX P g@&ﬁg:reuptake i nhi bi tor include depression,

anxi ety sorders and other affective disorders,

eatlng di sorders such as bulima, anorexia and

[ hobi as enen t rual
AR GER e R G et RN BB TR o e U Fncron
paditiatihg the ﬂ@@épemlt eﬂfgqn ef ac$RMortaycodipp ofidi@hichRaused atgelevation in
use, r r depression. The term anxiety
mﬁ?%@kﬂ%?gagg-%§%gtflned above. In one enbodi nent, the
present invention relates to the use of agonel ati ne or
har maceutical | y acceptable salt thereof for the
Inmrigrﬁ herepnibedinggnt, a*hwamm@é@iﬁﬁew the yeppdsigemelatingsorgbove,
pﬁ%%&&u 15&112%9%%% 1e tﬁ‘ér ah@gg&ﬂé Lﬁ)qn%vﬂfcﬁtl{]?gelr&gmﬁfreuptake

the ac lents.
inpibéonac e aompaindcwhish saltsamrselmyion anthailavel dfeexaedellular

s NS e i oF of A cer i saiPD Lo P it o

di6&apdsar RisoRRrAetionsive ROhE dicfbsticdTedt S ERERRAH Seuitakt Ulhebitor,
or in separate conpartnents of the unit dosage form

on §5Y SHIE REPPARHoWhiFa fRuses Hecloralion it the Jryehefi s avreélplélf gegotonin.
to the use of agonelatine or a

The diseases responsive to a serotonin reuptake inhibitor include depression, anxiety
disorders and other affective disorders, eating disorders such as bulimia, anorexia and
obesity, phobias, dysthymia, premenstrual syndrome, cognitive disorders, impulse control

disorders, attention deficit hyperactivity disorder and drug abuse, in particular depression.

The term anxiety disorders is as defined above.

In one embodiment, the present invention relates to the use of agomelatine or a
pharmaceutically acceptable salt thereof for the preparation of a pharmaceutical
composition as above, which is adapted for simultaneous administration of the active
ingredients. In particular, such pharmaceutical compositions may contain the active

ingredients within the same unit dosage form, e.g. in the same tablet or capsule. Such
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pharmaceutically acceptable salt thereof for the
preparation of a pharnmaceutical conposition or kit as
wab@smp25éhi ch i s adapted for sequential adm ni BECT/BK2@A/000464
of the active ingredients. In particular, such
pharmaceuti cal conpositions may contain the active
ingredients in discrete unit_dosage forns, e.g.

di screte tablets or capsulesscontaining ei ther of the
active ingredients, These discrete unit dosage forns
U fogsge £ anayegniai thp actiyairsrediertapsrehomegepewsicaigaire or in

j ; erein the termkit neans
Sﬁm%ﬁzgﬁg%g€%$%gﬁq%%ﬁ%ﬁgf%%ﬂgn%ontaining each of the
active ingredients, but in discrete unit dosage forns.

The Jnvention also relates to har maceut.i cal . ..
I R FPBH TR SRR breS T it BN AT P goelatine or a
phhrarab@tieslly satptyblesaeptadt fr trlprepahigios of a pRdmaceutical
coqpound, which is a, serofonin reuptake inhibitor, or .
COHDOIHPGT KlATIBRTF Whighilt lapied dusseauengpladarmsiFation of the active
. . | _ ’ i .. . |
B B i PR ol
ingapedierss i hserede vt dosege foms,iersy distietartablaty ob eapmdlaptethifiog

| . ] .Ni.S [ f 1. ctive ingredients. .
o R B et e P P B o PO RS bR i e
samgcediindtos padagdegcnibhad mbbve. Finally, the present
invention relates to a nethod for the treatnent of
di seases or disorders responsive to a serotonin

et Rdsein tidtelth kR incdhs Apbhnhdatica 0HMEdHNEhn MRiGinESHeR 88 the
an elevation in the |evel of extracellular serotonin,

t
agthieprgredlipgs.duimdisarete vpiy degeeENasi ne or a
pharmaceutically acceptable salt thereof and a
serotonin reuptake inhibitor, or a conpound, which
Thauwestianalsl elagtsito a phamiabaiticd\cempesitioraceelit edngrising agomelatine

serpotonin,. t.o an individual in.need thereof.ln .

R PR oA B P AL Wtonr B o Pep Rl §%5 e sapeain

réuptaka igiiBi ] gnaRthepEorpioari ditiieh EAasésem «vaRén Bfextrh®@ilular 5-

I_]I:J.heripeuti]i ef fect of a serotonin reuptake inhibitor
aahOPUAnARY PhasmaeHer MaRe P blstiERds andiBleBSat i on i n

the | evel extracellular serotonin, conprising

The pharmaceutical composition or kit of the invention may be adapted for simultaneous
administration of the active ingredients or for sequential administration of the active

ingredients, as described above.

Finally, the present invention relates to a method for the treatment of diseases or
disorders responsive to a serotonin reuptake inhibitor or any other compound, which
causes an elevation in the level of extracellular serotonin, comprising administering

agomelatine or a pharmaceutically acceptable salt thereof and a serotonin reuptake

inhibitor, or a compound, which causes an elevation in the level extracellular serotonin,

to an individual in need thereof.



adm ni stering agonel ati ne or a pharmaceutically
acceptable salt thereof to an individual to be treated
wowdos/oaseunder goi ng treatment with the ser ot onPET/DK2004/000464
reupt ake i nhibitor or any other conpound, which causes
an elevation in the level of extracellular serotonin.
The individuals, which may benefit fromtreatnent with
a conbi nati on as above, nayf%uffer from depressi on,
anxi ety disorders and other affective disorders,
Inggrtichisr.dhe preskat sveniidn ralstep td § miethod deromemiertingrreid/or providing
esi.Ly ' . t | . s rone, .. dyst hymi
F e R R R IR R T e
coatpioand,ivdncldefubesian eheypidoraintthe/lictsl edirscetidlar sem‘tdraid,r dti;)glprising
huse,. in particul ar depression. As ntioned_ above, .
dgiRetipe A QRTIEIE oF A IS BEND docenirbly sa Mefeatip da pndividual
5 to@RicttedM%iheh Yind RBSIBS bR eROMRHNS s¥BtotlinSelieke inRiGHbCor any
stress di sorder, post trauma stress disorder or socia

othgneoapgur. Stidcruscagn slsyationde thedevel pbexdaediubaisprotonin.

. pSLrT DRI |
i o i M
suitfiay freui deptessiom ypniiety alikvkder sandrodicbr s ffeetbrtdisaldeys, esing.disonders

t i.screte unit dosage fornms as descri bed above. .
sugh B SR ArSrot A aPRaS ettt pE el AR e oy Givmia,
10 coghiive dfsohiei, igpulReogeslalisrdd g hittttan QvBar Bypetiavigtdibdtder and
EP- B1-447285. The conpounds clainmed therein are

dryg aspyaPHSURE IS8T i nity for the mel atonin
receptor. It has now, surprisingly, been found that
co-admi ni stration of agonel ati ne and a serotonin

As mgplicaied abone wixidly dispdduineludes genepal duxizandisorden pageaiviety,

obtsgsii‘)e %Xl%éu@{ve ARLAPAL N 'st'i]es% %{sg}(ﬂiﬂ oﬁrtrgﬁﬁ‘fa sﬁﬁss "EArdL 81d social
In mcrodralysis experinments, coﬁﬁ%re 0 €

15 arxihhy disetderat i on of the serotonin reuptake inhibitor

al one. Admi ni stration of agonel ati ne al one causes no
increase in serotonin levels as neasured in

ApPorad106H e FheSseLotBh kLS inhibitor may be administered simultaneously as

described above.

20  Alternatively, the active ingredients may be administered sequentially, e.g. in two

discrete unit dosage forms as described above.

Agomelatine and pharmaceutically acceptable salts thereof having the general formula

NHAc

OMe

25



10

15

20

25

30

As mentioned above, serotonin reuptake inhibitors show

del ayed onset of action. Even in responders to SSRIs,
wa@ewsnedsexneeks of treatment are necessary to apti/BKeod/000464

relief in synptons. Agonel ati ne may provide fast onset

of therapeutic effect of serotonin reuptake

inhibitors. The use of a conbination of agonel atine

and a serotoni n reuptake i nHi bi t or may greatly reduce

the anpunt _of serotonin reuptake inhibitor necessary

arg goveF kY BBped&28h Ahelcummmaindudlised thaseiniatalegetbsd anaving
aﬁﬁﬁ&ﬁﬁﬂﬁnﬁ&gﬁﬁﬁ_ﬁ Bio5i de effects caused by the

serotonin reuptake®inhibitor. In particular, the
conbi nati on of a reduced anDunt of SRI and agonel ati ne

reduce th i,ndu ual sfun tlon
1t Rl SUBRa e, osh e did (R0 g ElipR 6 HimsfHint HAE
seRAGHE katbtake iitdtoa pﬁﬂa&s Qi fiRHPIhakeselif el b+ bf §8dtonin in
al so be usef ul for the treatnent of refractor

tegraipples e on, measwed gepiceadtalyts eXRSTIRRNE omprRIeH do theadministration
ofARPELREHiRY ¥nlﬁﬁ'c'8r RioRk § Al {10@01‘.5%51%3 Hhé]alone causes 1o

reuptake in |tor al one. Typica atine may
ingreasgge derat@nmddveémasm@mp@ irf mreradidyasigpperitiantson of t he

response to SRIs in patients where at | east 40-60%

reduction in synptons has not been achi eved during the
A imestion6d amt{,ssemforﬁrr eaptalerihhivitdristan @Rlyed daatyof action. Even in

anti de ants rotoni n reuptake inhibitin
re AR Py e B HeokS L HOER AP R 0g o ess  Agfpin

yaﬁafrﬁ@aggbﬁsmfy thy Iﬁsﬁaé/ﬁs&%a @F’ﬂh@r itie BBt ofSrdthin Puptake
nggrt Yy exert its't erapeutlc ef via inhibition o

He/eoni n reuptake in the CNS, nay benefit from
augnentation with agonel ati ne. The follow ng Ii st
contains a nunber of serotonin reuptake inhibitors,

Thehise lof araymbiaateda ¢f agomahaﬁmagmdrat satat@nin wiuptakeghiteloatriay greatly

_citalopra sci tal opr xetine fl

rolg A ORRAT: o et B PRI SR RiisSry B e S FistoR and otter

affﬁdtlﬁé(ﬁbcblﬂ@:s afl@RE) Eus Aluce Bz E0REs cau¥tPh@ifeRerotonin reuptake
pram ne, N-oxj de, desj pram ae, |randan1ne

111@155[@1“3, Iﬁ|p|artch]@¥ élg)eaqﬂml}ﬂqt@pgﬁ A ﬁ%lucq and agomelatine
mb PRI thd Bisk 6f SIRINEAVef Sexull RRAMBTGH A s[k%p dlshﬁ%%&é. ne,

Co-administration of agomelatine and a serotonin reuptake inhibitor may also be useful for
the treatment of refractory depression, i.e. depression, which cannot be treated appropriately
by administration of a serotonin reuptake inhibitor alone. Typically, agomelatine may be
used as add-on therapy for the augmentation of the response to SRIs in patients where at
least 40-60% reduction in symptoms has not been achieved during the first 6 weeks of

treatment with an SRI.

Many antidepressants with serotonin reuptake inhibiting effect have been described in the
literature. Any pharmacologically active compound which primarily or partly exert its
therapeutic effect via inhibition of serotonin reuptake in the CNS, may benefit from

augmentation with agomelatine.
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cericlam ne, seproxetine, W 27587, W/ 27866,
i mel dine, ifoxetine, tiflucarbine, viqualine,
worR00saeispr an, bazi naprine, YM 922, S 33005, F BSRDE2004/000464
OPC 14523, al aprocl ate, cyanodot hepi ne, trim pram ne,
qui nupr am ne, dot hi epi n, anoxapi ne, nitroxazepi ne, MN
5652, McN 5707, A 77, Org 6582, Og 6997, Og 6906,
amtriptyline, amtriptyli ne® N- oxi de, nortri ptyline,
CL 255.663, pirlindole, indatraline, LY 113.821, LY
The) fpllpwing lgtromgaasa pumiRy of serefonin rn@@@q@é@]@ibiéqrs, which may benefit
. ne. . . . ; ; .
e G ERR A MASORE: o ENDES, gl s, pffoxctiae
sestrdlinke) peroeeing rfthvok axiaz arhiaéxinEhéul cxxatipe dagsx ate e triefizedbne,
. above may. be us$9 i.n the form of the. base

. ar.. a

INYREAIHRG STHPTERRE -0t d% JESirRIng. PP aRine; Giperigily nefopam,
bdHRLIBY frezoldnhiBE, fEMEXARE W drfipFRiTRe) lé{a@l_sm\a@aﬁﬁnd,rmbx@@ﬁb@f it

fromaugnentation wth agonel ati ne include conpounds,
cerielantng seryaxcting WiYey 28V ol Yi 2 Sohameldine, saxgtimeoiiflycatpie,

- . . A C ,

vihaifie bl sARARIET i 9235 GOSN Y, 1095,
alppracieist ¢yaeodofhepinh tireiptangte, gfingpraotioen dethrepin trakeapine,

inhibitor t d LCh. C es.a
niieraeg MR eReL MR SZEM A2y Ot s A0S rmy
al’ﬁﬂﬁpﬂg)ﬁnfli; @ﬁ}lsttiptyﬁﬂ? Bﬁoﬂi%djhbﬂtﬂi]ggl_i&RCE 268 ih6631, mfliddole, indatraline,
articul ar referred according . to the present .
L/l o A PRHEER P01 RS ook PRFBElm e olensine,
trhIJABXE RIS 6813t BRLY 18569 NPERI, BclofeltY D X AFHqiPazine,
venl af axi ne, dapoxetine, nefazodone, inm pranin,
adesrrtiienine sitaramaiecmil stoaptanene. Thiee eommensds raentioped above may be
rOtOMnd NI e i nhibitor.: .
oG HR Tt SEE e b i Fp ko R A0 0 BALH oo
inhibitory effect at the serotonin transporter than
t he dopam.ne and the, noradrenali.ne . . :
S AT SoraRnnt VR BBY P o ngmsRito Hith pegpgatne
idcFRRIcSnp Suils ANMBE c41REs AHvaRbeinghé 86rasENQ4ra8elof SHT in the
reupt ake i nhi bitors used accordi n% to_the present .
synapen eleralthpagh they, prgmoysepptania reuptrke gryikitost CBR&isush cpgpound is

ﬁ%lp%ﬁ'hgventi on are cital opram escital opram
oxetine, fluvoxam ne,

The above list of serotonin reuptake inhibitors and other compounds, which causes an

increase in the extracellular level of serotonin, may not be construed as limiting.

SRIs which are particularly preferred according to the present invention include
citalopram, escitalopram, fluoxetine, sertraline, paroxetine, fluvoxamine, venlafaxine,

dapoxetine, nefazodone, imipramin, femoxetine and clomipramine.

The term selective serotonin reuptake inhibitor (SSRI) means an inhibitor of the
monoamine transporters which has stronger inhibitory effect at the serotonin transporter

than the dopamine and the noradrenaline transporters.
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sertraline or paroxetine. The active ingredients

according to the invention, i.e. agonelatine and the
WERI05002562 compound causi ng an i ncrease in extrBCEDKa000464

serotonin |evels, may be used in the free base form or

in the formof a pharmaceutically acceptable acid

addition salt thereof, the |latter being obtainable by

reacti on of the base formwth an appropriate acid.

Citalopramis preferably used in the formof the i
Selgcdive Bratonaercpptalespifgons A3RRISLAUE APRPS Hleanast retefedgrpiqnin

[ e :

B e A et
acchglirfecte iheoiverdtionmed Glatopranheseipinprandiioagiingefluydramine,

%E agonel atine with a serotonin reuptake

seC Qa;flb Ie .rc])?t 5r%)r<]et . . .
Pﬁ i5i°t 87 uneXpectedly shows a synergistic effect on
the central nervous system (CNS). As a consequence,
combi natiop thera usi_ng agonel.atine d | oyer ses
TR acPive IAgEF BT oo Mo SHECT AP B o PECERITS aPvier Y P
cdribdWRA L RGTAMYincrBRY iPExtREEIRTrs¥Rtond vk, deayaid 186d & the free
associated with the | arger anounts of serotonin

base dipragtdnithihionn v p PhagcTicHbsemibipieiheddiing sl dirsed, the
Sk PR ML ekl 1 A
serotoni n reuptake inhibitor has the advantage that an

effective CNS effect be .qbtai.ned i.n the nfien
ClepgeTaaEorgy s et orns TS HEE s bnf fobel
eé@ﬁﬂl‘éﬁllﬁhi aned fdﬂiﬁgﬁ&ﬁb&fxaﬁ%, WobAetiBGRESalidd e daanxetindih the form
agonel atine used_in conbination therapy may range from
o%%@avéedﬂ0@@3%@dhw0¥§wnﬁgw§99¥nbaﬂk?E%%@F1y fr om about
0.1 to about 100 ng/day and nore particularly from

about 0.5 to about 50 ng/day and even nore o
Ap anepiiongddaabbye, flrarpnaiveation of egpneghesing WEthreyeerignisequptalp inhibitor

reupt.ake i nhj bi . [ Fdeal
hEEr A b Sohsls B P bl R PR PR OE T
c@fddqiencq ebinbinhiion Wsrapy asins sgpueiiame ahd Bvardoses obthe serotonin

reuptake inhibitor than normally used in monotherapy, may be effective, and side-effects

associated with the larger amounts of serotonin reuptake inhibitor used in monotherapy

may be reduced or prevented altogether.

Additionally, combination therapy with agomelatine using a normal dose of serotonin
reuptake inhibitor has the advantage that an effective CNS effect may be obtained in the
often large number of patients who do not respond to conventional monotherapy with
SSRIs.

The amount of agomelatine used in combination therapy may range from about 0.1 to
about 150 mg/day, particularly from about 0.1 to about 100 mg/day and more particularly
from about 0.5 to about 50 mg/day and even more particularly from about 1 to about 5

mg/day.
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WO eapsiedse2 | nhi bi tor.

serotonin reuptake inhibitor used in conbination
t herapy depends on the nature of said serotonin
I n one enbodi ment of the PCT/DK2004/000464
i nvention, the serotonin reuptake inhibitor or the
conmpound causi ng an increase in the | evel of
extracel lular 5-HT, is admnistered at | ower doses
than required when the conpégnd is used alone. In
anot her enbodi nent, the serotonin reuptake inhibitor
Septophacurasoninbiteraunelnéing thei STE e spseificpllyt mentjcsigd hergfnabove,
dif%t A B hHie@@aﬁwﬁght dnd if? SASL §&sé{heﬂ&r Rl an?ﬁﬁ@éf
0 prepare the phdrmaceutical ‘conpositions of 'S
serotoEn tréuptpke dhitsi pp negr inab@bmatentheby tityendcdr the nature of said

i ngr.edi ent(s),...in salt fgrmor base.for i,S conbi.ned
sertoh PO o oo OE S b RO Fprae
inBIHEEP§EHRE CorBFdunt @busing inGhcreR8 il fsee Rl ¥ dkeradellinl BITR s

fornms depending on the form of preparation desired for

SCHRFSHT <k 3 23 GHOSCP ARG e PHEee cR (1S CAIPOERHis 3874 2lefs [gagother
erHESHiaR! He sfotdid @ﬁl%talééqﬁﬁ%mf R SikodRd EnkRE an increase in the

adm nistration orally, rectally, ?ercutaneously or by
lepelrod sxiggcgllulang-Edt isqdmimsfered iangrinal dgses.pr epar i ng t he
conpositions in oral dosage form any of the usua
phar maceuti cal nedia nay be enpl oyed, such as, for
Teyeppleahe plaiasceutiday cahpositivink 81 thid incdntibs, aangpiopsate iakeunt of
in the case of oral _|iquid epar ati pns, such as .
thg G LP SRR Yyt RS For fryppsebloR R SHRBIFREN Ipyings pilgiture
whB b Hh&hhcSHAIPSccshiabl6 DaSier, WHIA cin tHkdQlWile vAriHEY bERRIS
bi nders, disintegrating agents and the Iike in_the
depgading pn ghevleen of prgparation desised for adrainistratien. dhese pBaprageeical
. i iofiing : e
oipch Bt pERREb AU YShLAL A nidfe T AR EARRAN,
recallypectutpaseslsal ycbantrerateigiectidne Hbr examplegmsprepaging the

oFHAE b SRLE kv SEERGTA R G A0 L0

e PIBPEE istidhoRSfok Bx AGHEGeateiNglycd1Q ol faldoh6iB 38d tHe like in the case of
adm ni stratioon and uniformty of dgsage. As used in, .
ofah Bqw grepataHons YA S-SRI RS SYYRS elHEs RSO EPRs; obfolfdcarriers

sicf 2P B¥RInedls %arsq S AE uridittd, Dirkidfst @inln?etg@a%ng' By dndd dhd the like in
dosages, each unit containing a predeterninéed quantity

thefcagpoafippwders, pills, capsules and tablets. Because of their ease in administration,

tablets and capsules represent the most advantageous oral dosage unit form, in which case

solid pharmaceutical carriers are obviously employed.

It is especially advantageous to formulate the aforementioned pharmaceutical
compositions in dosage unit form for ease of administration and uniformity of dosage. As
used in the specification and claims, unit dosage form refers to physically discrete units
suitable as unitary dosages, each unit containing a predetermined quantity of active
ingredient(s) calculated to produce the desired therapeutic effect, in association with the
required pharmaceutical carrier. Examples of such dosage unit forms are tablets

(including scored or coated tablets), capsules, pills, powder packets, wafers, injectable
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i ngredient(s) calculated to produce the desired
therapeutic effect, in association with the required
w@b@soeaseut i cal carrier. Exanpl es of such dosaPET/DRRG04/000464
forms are tablets (including scored or coated
tabl ets), capsules, pills, powder packets, wafers,
i nj ectabl esol uti ons or suspensions, teaspoonfuls,
t abl espoonful s and the li kelland segr egat ed nultiples
t hereof. Agonel atine may be adm nj stered _befo
scliutiona §Y Sspesionp, tmeocaﬁwﬁ ripdespaenisly apd theﬂdces@dcs@&rﬁgﬁed
hi bitor provided that the tine between the
H$§ﬁ$%?§$ﬁg?lon of agonel ati ne and the admi nistration
of the serotonin reuptake inhibitor is such that
redlents ar d,.to ct S [ ist caJ n t.he
AR Lpiiflinettoet frbe PRSI H-GRsin e
se@dit@mﬂ r&@’cﬂ&@ﬂhﬂxtdr@iﬂ@h@dﬂ&hﬁtmﬁé tirné Détwien BB ‘édﬁl&@ﬁﬁitloﬁ of
05|t|on contai ning both a serotonjn, rgu pt ak

g Ie P gﬁ&dﬁﬁ%ﬁﬁﬁtlﬁfl OREIeHEEPLR THptRk iRy s Such that
lng%ayegﬁl £8 auov&Jd to a&%@ﬁé@fm&ﬁy 3AGhd RS SEMEL SRiukah &Pt ake

i'nhi bit or be adm ni'stered separately in the fopn
acbmnm\ammfeagomnbbs@ #donssrotqie reypiae ibibiton & evisaged, a
c nﬁﬁopsﬁ{o%%oﬁt% n‘ijlg Corﬂ!x Q?&ogﬁ{n@elgbg%%\{?ugfgﬁeagﬁg gérﬁ&hme may be
pﬁganaﬂyatomemamtdOa agenneliatmm zmdrthmmakmn |r®11p|tdkletlminb1$(8 ngay be

onblna i on eparation far  sinultaneou arate or
(e Sy TGOS AT PG HEY g o R My be
pRPALY 6L SesPBYdIREMALSSs, fOr exanple, a kit conprising
dlscrete unit dosage forns containing agonel ati ne and
di screte unit dosage fornms containing a serotonin
bj
Tﬁg ﬁx{%&ﬁ gx}\)egé?dn i c(ormeﬁlgsles 1%8@%0@%{82%1111&0 %ﬁ)ﬁﬁ%ﬁg g%\i/ a serotonin
remptmke uﬂnﬂﬂtop ReP aasmbihaﬁtm Ifrcparmomﬁdmmelwsotwr S@erqtcﬂemtsmuentlal

adm ni stration m ser ot oni
R BT D e S e g B e iy CEE
cGhNAhd @Bcrttd uhR ok ¥ EbrnBicoeiniratgbindlatne &ﬂ'ﬁﬁscﬁtauﬂs dosage
1. The use of agonel atine oqr, a Qharnac yti cal
forme spRIAIHIME &retonip ssuptke fdibijoge

pack, e.g. a blister pack.

1 contained 1n the samg container or

The above mentioned preparations for simultaneous or sequential administration may
instead of a serotonin reuptake inhibitor contain another compound causing an elevation

in the level of extracellular 5-HT.
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preparation of a pharmaceutical conposition to be used
in conmbination with a serotonin reuptake inhibitor
WO 205002562 or any ot her conpound, whi ch causesPEINDK2004/000464

elevation in the level of extracellular serotonin. 2.

The use of agonel atine or a pharmaceutically

acceptable salt thereof for the preparation of a

phar maceuti cal conposition ddeful for augnenti ng

and/ or providing faster onset of the therapeutic

effect of a serotonin reuptake inhibitor or any other
ound, which causes an elevation in the | evel of

extracel lul ar serotonin. 3. The use according to

clainms 1 or 2 wherein the serotonin reuptake inhibitor

or t conpound ich causes an elevatign ipn the.leye
Lot ciis Searrear g g e e ety A soil LPREE 1y
PREAEESSHONphadixdetlidhl BbERIsHRISo BEHsedlih €6mBihhtast wiviea serotonin
di sorders, eating disorders such as. bulima, anorexia

reypike Bditioy inhiHieh paay qﬂ]gfgtcﬁ@aﬁq)lgl’d, Wp@ﬁéh@@? #ih¢levation in the level
oﬁ%@ﬁgﬁﬂﬁnsggg%hiive di sorders, inpulse contro
d

Isorders, attention deficit hyperactivity disorder
and drug abuse. 4. The use according to claim3

wherejn the serotonin.r t ake. i nhi
2 oo B AR RS il betb @ Sfisbleog for e
pRpiEAcCebt dplaimaanuitad oompdsiticnaseful for bigmdntiag tndot profiding
anxi et i sarders . ingl udin ener al  anxi ety disorder,
Eeh pEsch i i ansii BEiel & OGNS Fopetalr SURKDF of SOLA g
cothp&imd, FhRRCAREs aP8Statibh AN 1Ver Sk irtbelOrafl§drot8hinS OCI al
anxi ety disorder. 5. The use according to claim3

wherein the serotonin reuptake inhibitor or the

3c0Mp oﬂ{él sé\,ﬁéc%pdiﬁg%sﬁamé 1 of IZ%‘&%& ﬁwi S ow?ﬁn }eﬁﬁr@iﬁ? ﬁ%jfbitor or the

extrace ar serotonin’is used in the treat
colapsegsviach caises Hhelaysiorpiadlnr dvel @f extracklilassefoténin & used in the
wher ej he tartrate salt of .agonelatine.is, used.?7...
SREeGLE drnorah Apel Bt T BTaIP QR e e ing disorder
s8I R hARink, bedtBtiaked bEEditRiphebiad, dySRyeal Sémbfiskiml syndrome,
cital opram escital opram fluoxetine, sertraline, _
c%qaté\;@éﬁq;qq@qrs,flmgqlég( &ntigbdisorders, attention deficit hyperactivity disorder and

drug abuse.

4. The use according to claim 3 wherein the serotonin reuptake inhibitor or the
compound which causes an elevation in the level of extracellular serotonin is used in the
treatment of anxiety disorders including general anxiety disorder, panic anxiety,
obsessive compulsive disorder, acute stress disorder, post trauma stress disorder or social

anxiety disorder.
5. The use according to claim 3 wherein the serotonin reuptake inhibitor or the
compound which causes an elevation in the level of extracellular serotonin is used in the

treatment of depression.

6. The use according to claims 1 to 5 wherein the tartrate salt of agomelatine is used.
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venl af axi ne, dapoxetine, nefazodone, im pram n,

f enoxeti ne and cl om pram ne or a pharmaceutical
waecwspombt e salt of any of these conpounds. 8.PdhBKa®ea/000464

according to claim7 wherein the serotonin reuptake

inhibitor is a selective serotonin reuptake inhibitor.

9. The use according to claim8 wherein the serotonin

reuptake inhibitor is sel ectléd from cital opram

escital opram fluoxetine, fluvoxam ne, sertraline and

par oxetine or a pharnmaceutically acceptable salt of

any es O< . Is O .
Ay T R e L R
sebergddrond citaMpradn, éssitdomeampfionieting, eerphlides parokétiniet uvoxamnine,

any. ot her conpoun i ch causes_an el evation.in the
VLA, FoRa P ke B PP SBIRTBRH FROIoR Ehne e ClBEPRS O
plRfmacRBSIFREEptdbEAalt 6 BRPS théseRoRpokids. for the

treat ment “of di seases or disorders responsive to the

t herapeutic effect of a serotonin reuptake inhibitor
57 ever e BEorGAERAUA, RS L AN M A ke bR i o
sekcdve sirogningeudtaienntiibitdror t he preparation of a

pharmaceutical conposition or kit useful for the

treatnment of depression, anxiety disorders and ot her
9.af f eThid e atlicsdihg & daine@ivhagindths ssretefiia reuptdkedshibitdriigbedected

anorexi a and obesity, phobias, dysthym a, prenenstrual
f §Vﬁ§?@ﬁ@?n= @EF@WOPF% Tpsging WY OXAIRNE Qégraiigﬁ F?%Pamxetme ora
i QrAaE Ay RELRMI QR Fehy 6f thedd¥BRIpAGIdsVi ty di sor der

and drug abuse. 12. The use according to claim11l for

the preparation of a pharmaceutical conposition or kit
1S ef”f‘ﬂ ufsg bf %ﬂ%&eﬁq‘ﬁ%@%yg gl{lar&%ce%ﬂéagg/t a%c%'ta%% Q‘f‘trtﬁereof and a

i'ncl'uding general anxiety disorder, panic anxiety,
calysesd) weick Gryustaonie raipsie dhibitoaoubey stheresempbusdwiieh,causes

ost trau stress di der or.social anxiety .
aFleEptaB s 1SVl o rraedplag SepiRginy S SRRt apfpgrmaceutical
cRhSRAIALIr R 6 the treRAkARFAIkchAbr GETRAS tespdMRive®s tHeBerapeutic

treat ment of depressi.on. i o
effect of a serotonin reuptake inhibitor or any other compound causing an elevation in the

level of extracellular serotonin.

11.  The use according to claim 10 for the preparation of a pharmaceutical
composition or kit useful for the treatment of depression, anxiety disorders and other
affective disorders, eating disorders such as bulimia, anorexia and obesity, phobias,
dysthymia, premenstrual syndrome, cognitive disorders, impulse control disorders,

attention deficit hyperactivity disorder and drug abuse.

12.  The use according to claim 11 for the preparation of a pharmaceutical
composition or kit useful for the treatment of anxiety disorders, including general anxiety
disorder, panic anxiety, obsessive compulsive disorder, acute stress disorder, post trauma

stress disorder or social anxiety disorder.
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14. The use according to clains 10 to 13 wherein
agonelatine is used in the formof a tartrate salt.

wda30050ms6use according to clains 10 to 14 wher BETYDKR@4/000464

serotonin uptake inhibitor is selected from

cital opram escitalopram fluoxetine, sertraline,

paroxetine, fluvoxam ne, venl af axi ne, dapoxeti ne,

nef azodone, i m pranin, f emoXéti ne and cl om pram ne or

a pharmaceutical ly acceptable salt of any of these
13:onp76hmse acqding feclage | hfe drediregrationelf aip coiisplei n

Qpitor used is a selective
ﬁg %%?%9£é58 % (ﬁ%ﬁ?%& of. 17. The use according to
cIa|n116 mhereln the sel ective serotonin reuptake

14 Irlnillgbf‘alf%re ﬁi(éc?or@gg ?C}. %F ?Oéﬂzg Bfilp ?go Jg:ng gc,xu%teé n Fthe form of a

taphtad gaceuti cal ly acceptable salt of any of these
conpounds. 18. The use according to clains 10-17
wherein the pharmaceutical conposition prepared is

18d ap’f%u e‘%co?!h?rg kd ﬂ&%uﬁ) t@qmvs"ﬁ'ex%ﬁr{ @k 's@retogfn ﬁﬂi‘eﬁceE}ﬁ&blY& is
I ngredi ents. 19 e use according to claim18 wherein

sdl¢veedafoam vealoprgme cicgatoprany, Buotstineispdnling pamée@@nﬁumﬂatmne

ﬁﬂ%g%P%cgﬂngﬂ %%%F]énwﬂ%m" o§$¥%§m§&?é’§mé%m$ cora

plahmpt it c 418 acs At daltedf anyl of ﬁlbﬁtd‘oﬁtpbmtlsof t he active
ingredients. 21. The use according to claim20 wherein
the active ingredients are contained in discrete unit
16l0saggfiRé H&o?dgn% 1 JEhRAMBERMh GR! s fubiaRindibitél fised is a
conprising agonel atine or a pharmaceutically

sedetizp serbloainsgimtalieakibter. and a conpound, which is a
serotonin reuptake inhibitor, or any other conpound

whi ch causes an elevation in the | evel of

lextr ﬁheehdemlcacrrdﬁg totleimi h¢ wherdindh¢ saderdilve yerotonin reuptake inhibitor

t 1‘ b
e N LN A R AT
pRABOSHBAIR RPeptable salt of any of these compounds.

18.  The use according to claims 10-17 wherein the pharmaceutical composition

prepared is adapted for simultaneous administration of the active ingredients.

19.  The use according to claim 18 wherein the active ingredients are contained in the

same unit dosage form.

20.  The use according to claims 10-17 wherein the pharmaceutical composition

prepared is adapted for sequential administration of the active ingredients.

21.  The use according to claim 20 wherein the active ingredients are contained in

discrete unit dosage forms.
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agonelatine in the formof the tartrate salt thereof.

24. The pharmaceutical conposition or kit according to
w@b@sms2582 to 23 characterised in that the serpPCDDKR004/000464

upt ake inhibitor is selected fromcital opram

escital opram fluoxetine, sertraline, paroxetine,

fl uvoxam ne, venl af axi ne, dapoxetine, nefazodone,

i m pram n, fenoxetine and cllom pram ne or a

harmaceutically acceptable salt of any of these
2 onpémmgnaczstlca¥ﬁfénmﬁawm kiicomptisiegegeoelativear ar ki t
[ i

PRERARARN oGP UR Blud BoREL WA Ea KEUBER Bupale

ithgbitoThae aph athencenduod whichrpuss ti elevaionki thedewdpliéxugcetlmlar

| ai m 25 LN th .ecti t oni t ak
SFRPDY £3) S oY BlebRH Dk oF e et B e,

fluvoxam ne, sertraline and paroxetine or a

ghar maceuti cal ly acceptable salt_of any of these
2 onp GubigEmacsticay HEPSHioRRE Kt ePeoaling Brpldie) 43 @Rtaining
a8GRALHNE heProfth 3F IR thate Qe ch 1 s adapted for

Simul taneous adm ni stration of the active ingredients.
28. The pharnmaceutical conposition according to claim

22, LA e 6L 08 S SOLS LT, GO NG v
i thiapibs is¢roninouptddetintabica idsehgteddronh eitai®praa, d¢soit6pradai ch

I s adapted. for sequential admnistration of the active
R SN ParoR ey Ry U VM EBRgEReTofiBR hetizodons,

iRGEahel fehdxetitd AdMoApMhieied fhfnRehticdBy bO@p@BIc@Alk 8f any of
are contained in discrete dosage forns. 31. A nethod

these carapoundeat nent of di seases or di sorders responsive

to a serotonin reuptake inhibitor or any other

conpound whi ch causes an elevation in the | evel of

26xt r dbe bharhmaceusiesl bmpositiorcaripr dcsordmgac pdaim 34 sheretn the

SEREPaPueAE BhioleDr 3R dapolen eRREE EBR S o
conpound whi ch causes an

26.  The pharmaceutical composition or kit according to claim 25 wherein the

selective serotonin reuptake inhibitor is citalopram, escitalopram, fluoxetine,

fluvoxamine, sertraline and paroxetine or a pharmaceutically acceptable salt of any of

these compounds.

27.  The pharmaceutical composition according to claims 22 to 26 which is adapted

for simultaneous administration of the active ingredients.

28.  The pharmaceutical composition according to claim 27 wherein the active

ingredients are contained in the same unit dosage form.

29.  The pharmaceutical composition or kit according to claims 22 to 26 which is

adapted for sequential administration of the active ingredients.
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el evation in the |level extracellular serotonin, to an
i ndi vidual in need thereof. 32. A nethod for
waogsentssng and/ or providing faster onset of tPET/DK2004/000464
t herapeutic effect of a serotonin reuptake inhibitor,
or any other conmpound whi ch causes an elevation in the
| evel of extracellular serotonin, conprising
admi ni stering agomel ati ne orlt pharnaceutical ly
acceptable salt thereof to an individual to be treated
30i t h Toe pharohe captical gompesitioreaticonirtgto chagm £6 mdietei the active
reu ke inhibitor, or._any other conpound whi ch causes
n%ﬁ“@%@%%?f %agﬁéyﬁ%mFg$§P¥%?%%§?racelIular ser ot oni n.
33. A nethod according to clains 31 to 32 wherein the

i ndi vidual suffers from depression, anxiety disorders,
34nd OtREl o fr g TrRAETERt 96 Aigeases orebitordess FRAFiYE %2 sareipnin
réptdRe iiHIbitor oR BOY SkbroRMRuRPERich ¥au Q@ﬁpééé’«%ﬁog ¥hB Y&He ot
prenenstrual syndrone, cognitive glsor_ers, | npul se
exoerctvler shrejorite cempagingsdniioistetiog pgineldtinser aphimacyutically
' er r a 34.. .The et hod according.to
£ GRR T ST ol AR RA Sk R o e FPERE RRiauses an
etbvstiordiarthe lend lentlaceiulgeseestahinan xh éidividis of texd,thdgestl C
anxi ety, obsessive conpul sive disorder, acute stress
di sorder, post trauma stress disorder or social
3anxi @l yellbS Wrd8Emerdng ahlhBr ?@bﬁﬂg BaeUEERG tﬂ&h&la%éumib 3fect of
wherein the individual suffers from depression. 36.
A ROIORE FryBtake BIBibHon g 68y ether qerpgund whigh cqlses &1 ¢levation in the

SSPIFLH st O SO i

phimaragéutictleacseptalo salhthapd tloeniindivididlde bé tegeal with edundergoing

fromcitalopram .escital opr fluoxetine, sertraline,
shPE R R R FhleRe SRR af warHEY Bipaiad b cies an
eh@hidoroid anelevdl B pxted¥eiulad fgpxed.i ne and cl om pram ne or

a pharmaceutically acceptable salt of any of these
conmpounds. 38. The method according to claim 37

3gher ehmndiki 66r8i@Mb BlalByBY 3K WAGER! {18 individfal suffers from
sel ective serotonin reuptake inhibitor.

depression, anxiety disorders and other affective disorders, eating disorders such as

bulimia, anorexia and obesity, phobias, dysthymia, premenstrual syndrome, cognitive
disorders, impulse control disorders, attention deficit hyperactivity disorder and drug

abuse.

34.  The method according to claim 33 wherein the individual suffers from anxiety
disorder, including general anxiety disorder, panic anxiety, obsessive compulsive
disorder, acute stress disorder, post trauma stress disorder or social anxiety disorder.

35.  The method according to claim 33 wherein the individual suffers from depression.

36.  The method according to claims 31 to 32 wherein agomelatine is used in the form

of the tartrate salt.
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39. The pharmaceutical conposition according to claim
38 wherein the selective serotonin reuptake inhibitor
WO 3008i00BbDpr am escital opram fluoxetine, fl uvPXEDK2@4/000464
sertral i ne and paroxetine or a pharmaceutically
acceptable salt of any of these conpounds. 40. The
nmet hod according to clains 31-39 wherein the active
i ngredi ents are admini stered’sinultaneously. 41. The
nmet hod according to claim40 wherein the active
3% ngr'Buti rerthed eacerdauntio laémed btb I2whdvein demasraienin upliekaigéibditor is

s B2 L0 A ORI SR e BRI R e,

goacti ve im en are mAretered sequenti a
vehhifaxiineg dﬁjﬁixbﬁﬁb aefagsddhegmipRarainafemoketindwidel amiptaenine or a

actlve [ redlen contained in two discrete uni
gtl(faglgrﬁgceptab e saf‘ ?any otI t ese compounds. unit

38.  The method according to claim 37 wherein the serotonin reuptake inhibitor is a

selective serotonin reuptake inhibitor.

39.  The pharmaceutical composition according to claim 38 wherein the selective
serotonin reuptake inhibitor is citalopram, escitalopram, fluoxetine, fluvoxamine,
sertraline and paroxetine or a pharmaceutically acceptable salt of any of these

compounds.

40.  The method according to claims 31-39 wherein the active ingredients are

administered simultaneously.

41.  The method according to claim 40 wherein the active ingredients are administered

in the same unit dosage from.

42. The method according to claims 3139 wherein the active ingredients are

administered sequentially.

43,  The method according to claim 42 wherein the active ingredients are contained in

two discrete unit dosage forms.



