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The conbi nation of a serotonin reuptake inhibitor and
a histam ne 3 receptor antagonist, inverse agoni st or
w@asosisdos@goni st. The present invention rel at eBCT/DKRV@/000862
conmbi nation of a serotonin reguptake inhibitor (SRI)
and a histamne 3 (H3) receptor antagonist.
Accordingly, the present invention relates to the use
Thé combimaition oFapRervtdsin mnﬂtzik@ iBWIBROE hihd aMSstaiteoI PPty
having serotonin reuptake inhjbiting activity and H3
a Wg‘é'blg'iﬂ%‘teﬁe a%’&FSlti"éPaﬁ'é”jﬁngNsb or inverse agonistic
activity for the treatnent of depression and ot her

T fRedet Iﬁgvgﬂeé P gieﬁoﬂgagﬁfogaggl{os ?@%J&B{aﬁg RS or
(SR})) ands4 histaariné BI(IIéi)sﬁzeg@o antagordsteAé@edingiyy the @8ését invention

th| the ane chemcal entity or int separate
e r?? efiaia compawnds Ao S%‘FIE%%WIQ}EV@@P@PBW% having

s&&UﬁB@&?pth@]hﬂi‘bitﬁfgsacﬁVlW sida] Lffednfdie! f&Gall goﬁ%cséah%rse

have becone first choice therapeutl cs 1n theé treatnent
agshistie pcteeszl fon thedmatrmm of depressivi aadotler yffacnd/esimolrcbdrs The

becaus e fective  well | era
R 1o B BT e M B sE e i 1 Bpntils” P bE
agﬂnﬁﬁa lof irfviets YigbniSticPeTdcERRY SR ithin HRVRMRIcheidalERAY or in
st udi es on depression and anX|ety di sorders indicate

Wh®PARS; griities. SSRIs is substantial, up to 30%
Anot her, often neglected, factor in anti depressant
treatment is conpliance, which has a rather profound

Badligeotindn the patient's notivation to continue
phar macot herapy. First of all, there is the delay in
therapeutic effect of SSRIs. Sonetines synptons even

SUEUtRE @er@anﬁrpﬂ:u%)ﬁﬁe fdnfvifor %%T’na?tfer &AL B Ak SS§T52|%P% Yecome

sexual dysfunctionis a s de effect conmon
fiissrioice tWrtamumtcs avdie ésatimegt ofdepecspipnjdeetai, forresidf anxiety and

nthe har othera of depression and
s PR Ssbiiary B TGPV REMo B HaBHER f hable w6
px@ﬁea:o\fmﬁafbdrt@ mhacﬁed@meycli@%ﬁﬁ&p%gsarﬁ&.s sonetimes make
use o
However, clinical studies on depression and anxiety disorders indicate that non-
response to SSRIs is substantial, up to 30%. Another, often neglected, factor in
antidepressant treatment is compliance, which has a rather profound effect on the

patient’s motivation to continue pharmacotherapy.

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 tritodothyronin or by the use of electroshock.
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augnentati on strategies. Augnentation of
anti depressant therapy may be acconplished through the

W@ 0008adm0oné st rati on of nmood stabilizers such aspeT/DRRA0I000862
carbonate or triiodothyronimor by the use of
el ectroshock. In 1993, an augnentation strategy wth
pi ndol ol was descri bed by Artigas et al. in Trends
Pharmacol . ScL 1993, 14, 262-263. Artigas' idea is

%@ﬁgwgguﬁn?%@?rﬁ%?@%@%ﬁé%& roropa by deh it Bl b
Thdhgs PESSNRLL 'SEza'i%g‘ 13yposhes. %ﬁgasBlldeﬁ r1s %gd 81? IHREEShRI

stated that the lay in therapettic eff
Hwodldbpus expaments m anghals.d faas, latey nadqehemlcal studies built on the

r‘?’%ﬁtrl]zsa;t_.;tglg} at | g?s%q%yoﬁherfga%%p\{?ggﬂg &a e%éﬂgéﬁesé%let ath%apeutlc

ety o@ﬂitfd’épﬂeﬁhabﬁ% feldyPRth@sdsal uésehﬁaﬁado%fgfﬁ? ah®r&Eptors
SSRI's on the rel ease-controlling somatodendritic

(Rligr 6t doé gilen Esyciphammagol) 1987t 7 suppl e L4SSESHA lseymrpmtnn their
hﬁ%ﬁl{%ﬁ?g thﬂrtﬁcaét‘{%&dof ‘Sgﬁfs cgrptﬁe é]%agé: E&Jtro m sox%ta{o erbdntlc

ose regions. I'S SU

autmmmpcbra{SyHﬂ“{:}\) ¢ixpethé mtss of 53HTah &mﬁﬁ@ﬂeﬁ@nﬁhﬁs thé‘lﬁ‘fect of
extracellular 5-HT elicited by a single

%*Hg@s'pern gseI 6 AR L Big 1H5PReteddhy TAIcEdialysi ¥ Pefiments

m%aetgrréh&vﬁ%ttﬁ’dét gés%qﬁé@%sggm%g%eghgér Fs"(ﬂg?\éﬁmegﬂy §'_ing?é dosBb Rk

SRS @ugxmntedllgfg@-adﬁﬁmsqnatibﬁ@)f a9y aiitmeeoef)tbealttagnﬁlist (Invernizzi

et&ﬁ?é';% o 00t 20 TR Mot P O 776

Tas been evaluated in several st ud| es (I nnis, R B. et
aI Eur . J. Pharmacol 1987, 143, p. 1095-204 and
Gartsi de, . Pharrmcol 1995, 115 p

SN TR T —.

aridhes-HT A—Erecéptbea&pgdmﬁst and @@ﬁ&wslhstemé&eﬁbghdﬁb(mﬂﬁ R.B. et
initial brake on neur ot ransm ssi on i hduced by the

al sy oprff“i’fmﬂéq}p%%ﬂ("e] ﬁa i BP0P Y anddCattnide, BlodBic d Bvirmacol,
199312 MY, 81068909, Mler P 1A ol TADY Tm %%a@gld &&%&994 05 850).

apeutic action ent a cat
Intthese shdens if wassfdumdhthahs-¢blig lred:etm;r aﬁtagmﬁstawoommbbhsh he initial
brglf(e gn 5-HT neurotransmission induced by the serotonin reuptake inhibitors and
thus produce an immediate boost of 5-HT transmission and a rapid onset of

therapeutic action.

Several patent applications have been filed which cover the use of a combination of a
5-HT) 4 antagonist and a serotonin reuptake inhibitor for the treatment of depression
(see e.g. EP-A2-687 472 and EP-A2-714 663).

Another approach to increase terminal 5-HT would be through blockade of the
5-HT, g 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-HT g receptor antagonist.
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5- HTi A antagoni st and a serotonin reuptake inhibitor

for the treatnment of depression (see e.g. EP-A2-687
wdadIdsamdsEP- A2- 714 663). Anot her approach to i PCT/BES@4/000862

term nal 5-HT would be through bl ockade of the 5-HTi B

autoreceptor. Mcrodialysis experinents in rats have

i ndeed shown that increase of hippocanpal 5-HT by
Several Ipefentapplisatits envéragdbe bgmMicﬁrcﬁQm SHRIexd erSFHEn;t al

AL SEPEIE BOmB] PAE Al o Birosare STRA AL P BB -
ATTU1809BhEWVODHON38THal agoni st have al so been filed (WO
97/ 28141, WD 96/ 03400, EPA- 701819 and WD 99/13877).

H stamine is an inportant neurotransm’tter in the

B0 i R BB U 8 SR Bl o

regyatiemoAaumeus dhportay Iattﬁ\hﬁél;, oftthe eatrAmefwou 8%stéAds arousal,
neur oendocr.i ne regul ati on (Fernandez- Novoa L.

cQERiifge| FEadien muthis. ant Apropgdocring gpgulatipr gFerngngez-Novoa L.,
CackBeI8SR. Q%QQ/]-)B}TT st a5 178:( ZE?? agienay (;268 ). and

serotonin are under i nh ory con ‘of the
lesmmmamomirgladms,;aaﬂ serotanin &8 aHuinder iahdithst @ntrokbgtthe s

Schl.i cker et al un hi edeber h Phar.pacol .,
hib e ey Stemtia BEGRY Gadictericapprsg Sehlickerct 3 Naunyn
S&Ri&Rbérigs MrclPPl%naNﬁU"le' 5‘%@359@‘%?9%8), BidB8lG., GhiPp.,

Psychi at, vol 24, pp 275- 2 éZOOO) Afrang J.M ,

Otssitiod Grag Nemﬁh@hamcgl Ma mlePsyvhilat 3@224,m BERH37
8 t
BB PSSP IR SR 8 sy oo,

ElrppicalcabkahrebfasdBf taigiaei s&rotan(xﬁﬁ@xhecbneaetﬁmbws@hemabe
This effect was reversed b{ t he ant agoni st
m%lmts% by applisatiprphld3 pgonist iy 41m@@ylhlﬁr@ng@e Ahis effechwas

5 1 gm}é %33%? ml%rﬁﬁﬁ;g (SIPH? IK‘m§c@1lllcker\]l:O | Neisd & @ hert

e i nvent t "has now Surprisi’ng
Mbé‘émm&n thieddimtgsah‘cﬂ Paarmeagoh,i \&dl. 342 (5) ailgrﬂal@t(wm)
effect of an SRI, in particular an SSRI, on
extracel lul ar 5-HT | evel s.

The invention

It has now surprisingly been found that a H; antagonist will augment the effect of an
SRI, in particular an SSRI, on extracellular 5-HT levels.

It is therefore suggested that the combination of an SRI, in particular an SSRI, and a
H3 antagonist or a molecule, which has both 5-HT reuptake inhibitory and H;
antagonistic properties, would have a better efficacy and faster onset than an SR, in
particular an SSRI, alone.

Antagonism at any Hj splice variants, including possible subtypes is claimed.

This invention covers both SSRI plus H; antagonist in separate or the same molecule.

The present invention thus provides:
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It is therefore suggested that the conbination of an
SRI, in particular an SSRI, and a H3 antagoni st or a
worzdososdoss whi ch has both 5-HT reupt ake i nhi bi pOT/PK200d/000862
H3 ant agoni stic properties, gwuld have a better
efficacy and faster onset than an SRI, in particular
an SSRI, al one. Antagonism at any H3 splice variants,
i ncl udi ng possi bl e subtypes is clainmed. This invention
covers both SSRI ant agoni st in, separate or the
Thepss Q#@ﬂézcrs?f‘@tormgagamé% HRerse ﬁs@ﬁfﬁ B PaFt aSPHRBVOIHRS - The

pxlégﬁal%q G J@‘r&m 1 {192{1 cﬂﬁ'ﬁa@ﬁﬂ@ﬁ ®be dsBY ﬁ‘¥ @cgntﬁgﬁmns\bltﬁ)ﬁ

rti or t reparation
sqndrtanmaetqueoahlbnomsw).tl on to be used in conbination
with a serotonin reuptake inhibitor (SRI'). The present
invention relates to the use of a conpound, which is a

Tﬁ@ﬁr@&e@lﬂ irﬁeﬁt%ipﬂem&% th B 3k 0P coMPuRY) Vit is § QBRI reuptake

IS a receptor antagonlst | nver se agonlst or
1npé)ptpr,a,nd agzth@rgxonfp@nnd Wehlgh @@eﬁapqquﬂpr@magomst inverse agonist or
ositd on for the treat

pRUIRER k! S PR Shicl s e loal S HERO IR frgareatment

oftiepeussien, Sanxfet{ﬁﬁls@ﬁex@ QRe betlet ZfFELti0 istdérs] ksl HeneRBIYIC
anxi ety, obsessive conpul sive disorder, acute stress

angiely flaefder PBBIC aNKigtyrAPIessI ke pumRulsV e diserser, apwte sess sisorder,
p&?ﬁhﬁﬁéftlcdétl%gg ﬂg rdereﬁlﬁ'sgﬁoﬂér&%tg g{sé P%Qm?gsdl%ijd&@s ¢h a

anorexia an esit wna prenmenstr ua

blﬂymdymmxmmglmuesn‘/}e pﬂolsasr (dgsthymlan'pteh&asmmhhyﬂrome cognitive
on def|C|t h ctivity djsorder,

ders, atte
it agrgdmkeapn%&ﬁlmréﬁ Pianlic BapeARi e disprder, divg
abtSE Ot 81 Jindrlddt ek Sedp BN R t‘b%ﬁrton-ﬂi' ?eugfaﬁ’(% eiibitdpyenti on

also rélates to the use of receptor antagoni st,
i nver se agonl st or partial agonl st for the preparation
0Si ti 11_1.Jsef ul for aufc{mentl ng
8

TR el B B A a3 R sk o7 B R b on s e v ensd

agdhfse6t pafialagsMibOfoP tHelprépfRvdtHonof aiphRinkick@ioal Edinfosition useful
preferred enbodi nent, the invention relates to the use

fog gugmmemviagand/or providies Betenpuset of the theraseutic plifeds of B serptonin
regﬁtglge %lﬂ[bl&)pe treatnment of depression, anxiety
sorders

In a preferred embodiment, the invention relates to the use as above wherein the
serotonin reuptake inhibitor is used for the treatment of depression, anxiety disorders
and other affective disorders, including generalized anxiety disorder, panic anxiety,
obsessive compulsive disorder, acute stress disorder, post traumatic stress disorder or
social anxiety disorder, eating disorders such as bulimia, anorexia and obesity,
phobias, dysthymia, premenstrual syndrome, cognitive disorders, impulse control
disorders, attention deficit hyperactivity disorder, drug abuse and any other disorder

responsive to a SRI.

In another embodiment, the invention relates to the use of
a) acompound which is a serotonin reuptake inhibitor and a Hj receptor antagonist,

inverse agonist or partial agonist, or
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and ot her affective disorders, including generalized

anxi ety disorder, panic anxiety, obsessive conpul sive
waele®enstesg acute stress disorder, post traumatPCI/BKR@3500862

di sorder or social anxiety dj sorder, eating disorders

such as bulima, anorexia and obesity, phobi as,

dysthym a, prenenstrual syndrome, cognitive disorders,

b) rvehhena£i0A bf @ cobs@idlehsch idh k&BtdnH redptak& inhibitor, and a
hyperactivity disorder, drug abuse and any ot her
dicempawid, wdughois ¢iHadeeeptar aBREONIF, inyetse BEonis! A paitishpgonist,

0 SE of
forr e cé{@ﬁ’aggtgénsge}‘r %gﬁ%l%c%}l{éédaé%gxglgg t1 n @%(rkﬂ Cﬁgpt%%ful for the
trwmemtofrdemm@g Rhsiety disorégrs andagmexr ﬁfecarze @id6iden| such as
onlgL Qrb) . a conbi pati on of a conpound, which is a

sEraizethatrkiety GEPHi@é Rapis; Briesy ob%ﬁqavacesah%wﬁ gisorgsr. @gutes
stfest BisbRER PbAiraffAg OfRdsS WisotddY d;socﬁﬂ dor@E! LRk
agoni st preparation o armaceut | ca
dlswﬁpussucth orbudimik,i ano(eklat andfobpsity, pmobjsseﬂydthjmra priemenstrual

treat nent .of r.essi on, anxj di, sorders ot her
SRR ROt SRRERS gt a ey Al Corndeicy
hyefRti(RY disPret, Ardatusé ¥r ardRARS Hisbedes %g?aﬁssm%_ serotonin
i sorder, acute stress di sorder, post traumatic stress

regptglse dibitgRd soci al anxi ety di sorder, eating di sorders
such as bulima, anorexia and obesity, phobi as,
dyst hym a, prenenstrual syndrone, cognitive disorders,

Ini twolihdependent embodinratstite snveatide rildteytodid useidf a compound,
eractivity disorder, drug abuse or a% ot her

hy
Waicgéw%ﬁmtpé@ﬁsvmlefemh@ltgre% BRPMPPEIn VRIS 15 A I 15P9cH108
aﬂtého'hﬁ? 1h\%ii RN n%!ﬁ? %ﬁgfﬁmﬁﬁg gtﬁ tﬁe!ﬁebsmft?cm 6foi’] relates

use a co serotonin
reéabpp}mkraaaauhcathcbmppsmmdoa corrpound, V\,hl ch is a H3
ﬁgﬁor ant agoni st, inverse agoni st or parti al
§§ for the preparation of a: (a) pharnmaceuti cal

useAITBGShé tredtmeR ofldebrektibn, Untiet) dib&Hers ARd bikgRhMEMYe Qfsorders,
depression, anxiety disorders and other affective

sugh a% gm@raglzed anxiety disorder, panic anxiety, obsessive compulsive disorder,

acute stress disorder, post traumatic stress disorder and social anxiety disorder, eating

disorders such as bulimia, anorexia and obesity, phobias, dysthymia, premenstrual

syndrome, cognitive disorders, impulse control disorders, attention deficit

hyperactivity disorder, drug abuse or any other disorder responsive to serotonin

reuptake inhibitors.

In a further embodiment, the invention relates to a pharmaceutical composition or kit

comprising;:

a) acompound, which is a serotonin reuptake inhibitor, and a Hj; receptor
antagonist, inverse agonist or partial agonist, or

b) acombination of a compound, which is a serotonin reuptake inhibitor, and
another compound, which is a Hj receptor antagonist, inverse agonist or partial
agonist,

and optionally pharmaceutically acceptable carriers or diluents.
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such as generalized anxiety disorder, panic anxiety,
obsessi ve conpul sive di sorder, acute stress disorder,
w@oms/osqaamat i ¢ stress di sorder and soci al anxP@t/PK2004/000862
di sorder, eating disorders sgch as bulima, anorexia
and obesity, phobias, dysthym a, prenenstrua
syndrone, cognitive disorders, inpulse contro
Indwediuttkersndigidugnémispdidedts, ¢hé invymeonaslatesitd yitkhraor der ,
drug abuse or any other disqrder responsive to ]
P@@Pgﬁe&ﬂm CPBPPSIERR OF Hikit FPNBRYNS p FOHPPWId; Which is a serotonin
re SR Lo, 0 BUE RN MRS 8, ReBIG ARADHI e
agonisé poparhalragoeist) tmk eptianallp phamacanitally Hepableghniers or
.ant agoni st, inverse agonist or partial agonist, or b)
diegBnhi nation of a conpound, which is a serotonin
reupt ake i nhibitor, and another conmpound, which is a
H3 receptor antagonist, inverse agonist or partia
Ingygb Anather earbgdopentghainvgntnaichatesdo rineethad foa thearsatiéng of

riers or. dil nts..ln t further.indi vi dual .
oGR8l Py ShER D i ARpes BB ot Bertized

arixhay dRERME, ipanic 26RIFBYSbdeksive €dmpulkivé diSOrdRY, At §tréss disorder,
conpound, which is a serotonin reuptake inhibitor, and

Posh BRBRtCCHRepOdipRrden gad sAcipkanxiqt disaidep eatingdiserdensisugh as

L ver . i al o . v
DU, xR Blectly, BR0YAS 0, ARl bror - R bR picive
diyatleraniatpuése contioeldiisorddrs, atthietidnndedioitihgperacivatyeisorderadrug

nmet hod fO{1 theé‘ireat ment of depr.ession, ,rﬁgxi ety .
abyps B Ay her disord 9r E7sPas ¥CiPi SO TR Brugtaks Inhubjigss samprising

adSNRIANb 288 paRXh Bl Necd HRPESR therRptHCaIRPEEFE Ve 2RBRDT VE
compul srve di sorder, acute stress di sorder, post

a)t ngzampoind, sthichsis agerotondereuptalie shabitolr, andxi 8k yeadpwor der |
eatti n .gi sordersorﬁ ch a .ﬁful [ n}a anorexi a and
oBELPTYSh PNEHE 4° )%Pﬂi%/‘ 4ONISE Menst rual  syndr one,

b)C @@Binbinébosl bSPESEPSund] WRithS€a S@BIohRI rebhtalRy iBIb%or and a
attention deficit _hyperactivity disorder, drug
compound, which is a Hj receptor antagonist, inverse agonist or partial agonist.

Whenever mentioned, each of the options

a) acompound, which is a serotonin reuptake inhibitor, and a Hs receptor
antagonist, inverse agonist or partial agonist, and

b) acombination of a compound, which is a serotonin reuptake inhibitor and a (or
another) compound, which is a Hj receptor antagonist, inverse agonist or partial
agonist

are intended to be individual embodiments. Accordingly, each of them may be

claimed individually.

Each of the medical indications depression, anxiety disorders and other affective
disorders, including generalized anxiety disorder, panic anxiety, obsessive compulsive
disorder, acute stress disorder, post traumatic stress disorder or social anxiety

disorder, eating disorders such as bulimia, anorexia and obesity, phobias, dysthymia,
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abuse or any other disorder responsive to serotonin
reupt ake inhibitors conprising admnistering to a
w@ensosose need t hereof a therapeutically effeptT/DE2004/000862
amount of a) a conpound, whith is a serotonin reuptake
inhibitor, and a H3 receptor antagonist, inverse
agoni st or partial agonist, or b) a conbination of a

p&mmamdsymmrﬁ@ cbgniflve Eiserden] Mnpigseiontss] disdrtiérs [ @enddid
npound, which is a H3 receptor ant agoni st, inverse

d%fwmmﬁraetﬂwwmrd@r digsribuse andyeay other diserder mspensivede b SRI
1s%teﬁcﬂ:% t8 BE 'a.ﬁ “gdlﬂziuﬁ € gﬂ%&% Aé@&(ﬁ{?%& SWP?EE %%r%&{f oHed 1n the

reupt ake rece agoni
pneSBne dsserlpg(m; ieat¢h @ff th@ﬂididaa'bnsaapeﬂiﬁsd abavednd) besclaimed
coggkgatlon of a conpound, which is a serotonin
Ke inhibitor and a (or another) conpound, which
is a H3 receptor antagonist, inverse agonist or
partial agonist are intended to be individua
Wehehensr thenndicatisns dcpﬁess@ly ameiatclldimrdd;rhmd othyr dffectiveadiserders,
t.he ned i cations

d | f
ing b i ARy s e e of e i PR disorder,

acliteSstfebediSorder) pbdt Glalifhate BtPIsiisg R 8Ns0chl Hnﬂé@‘?l‘is@?der eating
pani c anX|eté obsessi ve conpul sive di sorder, acute

dlgqrfl@r§§u@h ia, apeEsKiaand obatiiye Phehiess dysihgviaderemenstrual
ygigﬁ e, a it 1\% é’ls&dg‘rgr gq%ﬁl%se%g{-fr&%l% %e% %%Er?tlosr'xucfel?icﬁs

nor exi a ah

hyjm@tchynny disprdenensgs abusé arﬁm@rdam disoadph Iréspmeswh B Sfer e
i npul se control disorders, attentign deficit

megtioned i TelAtop to s ide Fls FRACDIGT ABASN Hnidversg aganis or partial
a%éh%@ﬁﬂ?ﬁn }@Pﬁ_%'ﬂ Reltftabc itﬁ) 'ﬁtl&mg%getﬂdﬁ (gﬁreﬁ nent

I vi dua ment. Acco |ng enever one
method lier the Ekatmﬁcatﬁea of cphpamds esafl fof tredtmenmdlsoaﬂendmlsto be an

ecifie ove ,may .be cla d i ndi vi.dual | v, enever
oGl oSS ARREESLY s Shits Beipetivuspatifed dhye may
1n@Iv§‘tﬁIall§‘BE Slatrh¥PLtoBbther WRH Said h%&%g&caﬁ%&ﬂg&%@ inverse
anxi ety disorder, pani c anxiety, sessive conpul sive
ag@nhisberpeartial agonist and an SRI, pharmaceutlcal composition, kit, method of

treatment and method for the identification of compounds useful for treatment.

In a particular embodiment, a selective serotonin reuptake inhibitor is used according

to the invention.

In another particular embodiment, a compound, which is selective for the Hs receptor

is used according to the invention.

In a further embodiment, a compound, which is an antagonist, an inverse agonist at

the H; receptor 1s used according to the invention.

The pharmaceutical composition or kit according to the invention may be
administered by simultaneous administration. The term ‘“‘simultaneous administration”
as used herein means, that the Hj receptor antagonist, inverse agonist or partial

agonist and the SRI are administered with a time separation of no more than 15
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acute stress disorder, post traumatic stress disorder
or social anxiety disorder, eating disorders such as

~ whodosnos@se anor exi a and obesity, phobias, dysthpai/akK2004/000862

prenenstrual syndrone, cognigive disorders, inpulse

control disorders, attention deficit hyperactivity

di sorder, drug abuse and any ot her disorder responsive
mirmtes, Sich a3 hemGBNI0 minatks] suck ed atrhasd Stdinties od$uch akldt most 2

[ecepior ant agoni st, i nverse agoni st or partja
myydes $he Hagecsprosmatagopishrigy sraiadonist oY Pataiasenist a1, the SRI

i h f‘ 1 a t‘ 2

T e O o A oo™ s
used thereite thet torrh Esamme umtidosghufaime nizek ardosage Aomorotipring both

e of .t i ndi cati ons. speci fi ed .above .
thF S PRI Ty BRI SRSt GBI RO Pe it sl
hdrEia b MmPREREAE USdage FOME TGN SR HH Qecdp@ridnBloonist, inverse
agoni st and an SRI, pharmaceutical conposSition, Kkit,
ageaishoupastialiagenisiie womarisediaohe dodage farheanddbaitthe SBAisi on

0 eful. for treatnent. hi a particular
cogﬁn%rgsg{irprpe%ﬁﬁeéﬁése ggctzp?li%%ie serotoni n reuptake inhibitor
is used according to the invention. hi another

S_particular enbodj nent, a conpound, which is selective

inByltapeaus pAMITEStEASOB Of Flg TeFSRIQT ARABATHSt G Verse pepaist or partial

agoiéF Md @B SR @t{oﬂgﬁn\,h @Jmﬁﬁp@séyhﬂ‘a&&ﬁmarat%ggg &E@ﬂeﬁe@ta&p

S an antagoni Inverse agoni st a
dasecefi orecegonmeaoaist onkirseagbnist drepartint @gdnistnThélsupplementary
harmaceutical conposition or. kit according to the
ARy TSRoR R, RSO RS ASERISY RefiAl PEGE Gy be given for
in§@RdeN, Ot 5 BF 4 Bithes BBy WwdieBas BN ITA0 AT, RABABY ltidhien”
_as used herein neans, that the H3 receptor antagonist,
inverseagoaishgoparsel agonishwhich lareafonnisterethbly fsirulsRicons e

mpistered with a tine separation of no e than .
R Tl Tong et e RLLordEyice
ddilymABedréiggf such as at nost 2 nminutes. The H3

receptor antagonist, inverse agonist or parti al
agorthe Hs seegpton antaganisipipveree agomish phpaftiplragonist angighe SRhimay

A TR NI S
dosadised eff Hi eexaptot smtBGond} iverse agonist or partial agonist may be

administered 1, 2, 3 or 4 times a day, such as 1, 2 or 3 times a day, such as
once or twice daily, such as twice daily or such as once daily,

or

¢ the H; receptor antagonist, inverse agonist or partial agonist and the SRI may

be administered by simultaneous administration twice daily and
supplementary doses of Hj receptor antagonist, inverse agonist or partial

agonist may be administered 1, 2, 3 or 4 times a day, such as 1, 2 or 3 times a

day, such as once or twice daily, such as twice daily or such as once daily.

Alternatively, the pharmaceutical composition or kit according to the invention is
administered by sequential administration. The term “sequential administration” as
used herein means that 1 or more daily doses of Hj receptor antagonist, inverse

agonist or partial agonist and 1 or more daily dose Hss of SRI are administered with a
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the SRI and the H3 receptor antagonist, inverse
agoni st or partial agonist. As used herein, the term
w0 giosos@se dosage fornm' neans that the H3 receptDDK2004/000862
antagoni st, inverse agonist @r partial agonist is
conprised in one dosage formand that the SRl is
conprised in anot her dosage form Sinultaneous

time Fepir@ioheetvddenGivo Hamird stefet dosARIf agae thih, 1 Sihiviares @nd less
agom st or partial gonl st and the SRl is optionally

sioHBaIsushian megehan Schoxts 2 lew tambheesuel 3 mewdhan 15
mqws %ﬁqssgtu% PR AYNSs mbeg\fﬁgllsﬁh@%%ga ?éss %o%s"i‘ kuch as

agoni st he suppl énment ary doses 0
marﬁ thgodd snnutesnandrlsas thagrohhair, such raantdr:athaagﬁmmntemmd less

iyen .for i ce or 4 tines a day whereas
trg 56 S, e e ar g s Peiar B pEapis T YRs Ggoniator

pﬁﬁgrugéﬁls%apsé hdrAniRGOD k. mlf@;}e@épeo@ﬂm BhiL, %»%iﬂse%omst
si mul t aneous adm ni strati on' may e given one or re

ot pamead agon:isqand éhegSlec eontainky lmdlsmtg dosagederngkaioptyonally

oS Y P g RGP Ty BRI 8 s o
redEBTbMinSdgonRe iMvkers aguhﬂs%ml AgHisti antl N ari2Q12i19 A6 s GHISRY
(0]

and suppl enentary ses of H3 receptor antagoni st,
mﬁ)ﬁbéﬁ@émﬁ@ﬁqls‘tccéfdl%ytl al agoni st may be admi ni stered

1, 2 r

sy iR b TSR SR ool bR g
or shicdinsinistnerortdidaily asd thet Hf-‘reb@ptblezﬁﬁigoﬂfst aﬂiée@wdgoﬁist or
i nverse agoni st or partial oni st and the SRl may be

adm pArdal éﬁ%swaiépwmléﬁé%%?@dﬁl hPE$ facs érﬁlaYMﬁuélé as1,2
dai | y @ﬂﬂeéé’@ ShENLAT ¥ og§§§1§esqafda?351fcﬁ%§ BAX or twice dagg

ant agoni st verse agoni st or part agoni st ma

adm suchaetvade daily2or sBcloas dnceidalg, a day, such as 1, 2 or
3 times a day, such as once or twice daily, such as
®hwice daily or such as once daily. Alternatively, the

PRar B gL Gbr MPUPBARL, ihRRseUgoffist orfatifl Ak st laRd HIESRT may

i nvention i
be administered twice daily and the Hj receptor antagonist, inverse agonist or
partial agonist may be administered 1, 2, 3, 4 or 5 times a day, such as 1, 2, 3
or 4 times a day, such as 1, 2 or 3 times a day, such as once or twice daily,

such as twice daily or such as once daily.

Accordingly, the pharmaceutical composition or kit according to the invention may be
adapted for simultaneous administration of the active ingredients, or it may be adapted
for sequential administration of the active ingredients. When the pharmaceutical
composition or kit is adapted for simultaneous administration, the active ingredients
may be contained in the same unit dosage form. When the pharmaceutical
composition or kit is adapted for sequential administration, the active ingredients are
contained in discrete dosage forms, optionally contained in the same container or
package. As used herein, an “active ingredient” means an SRI or a H; receptor

antagonist, inverse agonist or partial agonist.
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adm ni stered by sequential adm nistration. The term
"sequential adm nistration" as used herein neans that

wa as/0sm5e dai ly doses of H3 receptor antagoni BCT/DK2004/000862

i nverse agoni st or partial ggonist and 1 or nore daily
dose H3Sof SRI are adm nistered with atinme separation
bet ween two adm ni stered doses of nore than 15 m nutes
Aditd kitedpattharombrizess prepaaion afsthebl; eedehton aRtapanistsingade
| ess than 4 hours, such.as nore than 15 minutes and .
ooBBL0t RAHA 22 8 2 BHCHIGLSHE: Briat e SBHM &Hiordasi
ddsB8fofmN AT Sontatbls Inddfis FRConthidd: S ﬁ}smcﬁs%c@mddssgéfoms.
than 1 hour, such as nore than 15 mnutes and | es

than 30 mnutes. Either, the SRI or the H3 receptor

ant.agoni st, inverse. .agoni.st artial., agoni st may. be
Inbarady B pirspruiayenioREeties odhe Bt 4 QaBcetical
conipbRitidas gty &impRisigahé foalo“@%)mrﬁsm@cms.t he SR are

contained in discrete dosage torns, optionally

contai ned in the sanme container or package. Typically,

: ¢ [ e r r_agpt LSt,
it o2 SRudBeLt AR A SERRN e RLOERLS
settedi®s, @frox3fne Ny oRemad Vel heng dapdetias diingbdone, diéxdae,

receptor antagonjst, inverse agonist or partial
nefzoAPag, imganme. ISROXAHRE 45 ¢ FA"yPer ed once daily and

the H3 receptor antagonist, inverse agonist or partial

agoni st may be administered 1, 2, 3, 4 or 5tinmes a
Cigaoxifag aoh ag SRI selggted3from citatopraes, eacitiigprammutioxesind, seratine,

3 tines,a da such as once or. twce daily, such as
palr%e@éle’o%vlogfa%@eswqéf%n% ﬁ@%o’ifgpf’ ulqxeting, ﬁ%la;%lopg,c ept or
nefi¥od &) iifprarhin¥ Sfefdx 8aRNHnd cldkipRaiiht.al  agoni st and the

SRI may bé adm nistered twice daily and the H3

receptor antagoni st, inverse agonist or partial

oo R SR 1 Bt copfun Byl BUOBAE
sefrdlingBsaréx etiay,, lhisdgimae, wnldanihe, dap&etidai duox b€ Filagodone,
twi ce dai]ly or such as once_ daily. Accordingly, the
nefazoroRee ANt Ane cismeseting 494 clymipramigécor di ng to t he
i nventi on may be

GR 168320 and an SRI selected from citalopram, escitalopram, fluoxetine, sertraline,
paroxetine, fluvoxamine, venlafaxine, dapoxetine, duloxetine, vilazodone,

nefazodone, imipramine, femoxetine and clomipramine.

GR 175737 and an SRI selected from citalopram, escitalopram, fluoxetine, sertraline,
paroxetine, fluvoxamine, venlafaxine, dapoxetine, duloxetine, vilazodone,

nefazodone, imipramine, femoxetine and clomipramine.

Iodoproxyfan and an SRI selected from citalopram, escitalopram, fluoxetine,
sertraline, paroxetine, fluvoxamine, venlafaxine, dapoxetine, duloxetine, vilazodone,

nefazodone, imipramine, femoxetine and clomipramine.



10

15

20

25

30

adapted for sinultaneous adm nistration of the active
ingredients, or it may be adapted for sequenti al

w@envsns@sa at i on of the active ingredi ents. \WePCT/hE2004/000862

pharmaceutical conposition or; kit is adapted for

si mul taneous adm ni stration, the active ingredients
may be contained in the sane unit dosage form Wen
Ptdxéfaplhad amSRIt¢leadd fanpasiopiant esvitakiprar sflaskaphe derfraline,
segl{ent' al adm nistration, the, aﬁ& ve jngredients are
PEBRTHI S nE U PRI VPl ax G sdapex gt nduloxssine ofikazpgone,

SRR GehipramiNE fS AR LFOM U SBIprahingackage. As used
herein, an "active I ngredient” neans an SRI or a H3
receptor antagonist, inverse agonist or partial

a IS j I tQf-part conprises a.preparation.
PPl 0 e b SBLi Gk S HRbRREE SularERh chicwerine,
sdpiliepardg@ities fluvdkadidd, ¥&dlafdking, hpsR@Rc] QUG etRBWifab&done,

SRl in a second-unit dosage form and contai ner neans
n¢fazodepeiBinarmy, Semexetine and elamipyemsied dosage forns. In

particular, the present invention relates to the use

of, and to pharmaceutical conpositions or kits
JB 08@54 aidran SRiesefeolet] dwinngjtatepriinnescitalopraml fiuopging¥edtealine,

and an SRl sel ect eci romcital ,op:@lm esci tal opram
PFPYRSIE: Hineoxamune, yeplafauine, dapaxeting diloxeting oxilaaednae,

nefEAGBheXriam1RPRERRGR: st daFARARR.. dul oxeti ne.

nefazodone, i m pram ne, fenoxetine and cl oni pranine.
G proxi fan and an SRl sel ected from cital opram

j.tal opra fl.ugxetine, sertrali.ne, pargxeti.ne, .
VBRI 2R 18 Sy i ElepatalpRinke s Riorhial Bk R serraline,
patbAme IR xam@fca?@ifmeine, dib Sk Milo{BIRBXElab ftfonaNd

cl om pram ne. | odophenpropit and an SR selected from
nefpzogp g imigranye; fealozpiizagndfdlenipsamine, sertral i ne,

par oxeti ne, fluvoxam ne, venl af axi ne, dapoxeti ne,

dul oxetine, vilazodone, nefazodone, im pram ne,

VUEN06 tahd @n SRA selb@ed ot taRprdar etéticilamNludiRtislsertraline,
sel ected fromcital otpr_am escital opram fl uoxeti ne,
pare¥tingy fluyoxamiiee yelafaane. rdapQusting, dydoxaing vilkzaodone,

nélRRASAL, !iﬁgmgme%ﬁ{o&%e éﬂglc?cfd?%l?ﬂﬁnepef azodone,
I mpram ne, tenobxetine and cl om pram ne.

VUF 5182 and an SRI selected from citalopram, escitalopram, fluoxetine, sertraline,

paroxetine, fluvoxamine, venlafaxine, dapoxetine, duloxetine, vilazodone,

nefazodone, imipramine, femoxetine and clomipramine.

VUF 9153 and an SRI selected from citalopram, escitalopram, fluoxetine, sertraline,
paroxetine, fluvoxamine, venlafaxine, dapoxetine, duloxetine, vilazodone,

nefazodone, imipramine, femoxetine and clomipramine.

A 923 and an SRI selected from citalopram, escitalopram, fluoxetine, sertraline,
paroxetine, fluvoxamine, venlafaxine, dapoxetine, duloxetine, vilazodone,

nefazodone, imipramine, femoxetine and clomipramine.
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GR 175737 and an SRl selected fromcital opram
escital opram fluoxetine, sertraline, paroxetine,

wo bossoseasd ne, venl af axi ne, dapoxetine, dul oxetPCEBDK2004/000862

vi | azodone, nefazodone, im pjam ne, fenoxetine and

cl om pram ne. | odoproxyfan and an SRl sel ected from

cital opram escital opram fluoxetine, sertraline,
AP30402 Bhidign SRE sbIspkafirdie cit¥eplagt, @difARpraha RoREHRE sertraline,

dul oxetine, vilazodone, nefazodone, inipram ne,
PREKEHIS: Tleoxaming VemtigrEg: HOORSER; dulpxeiing, vilzgiane,
: - C] : ' ram fluoxetine,
ni@%ﬁgfﬂﬁg rgl%]é@é?(e %&ﬁgﬁ(ﬁé%ﬁn&ﬂ@e venl af axi ne,
dapoxeti ne, dul oxetine, vilazodone, nefazodone,

IJa m pe, xetine and cl om pram ne. Perceptin (GI
Az@i%‘? a?fﬂ%%ﬂi%?e%ﬁ fEorp @ngpﬁaﬁa, € %@B@mrﬂuoxetme, sertraline,
p&ocitiRl AR AEMmild, Yo Elhkae, da%@iétfn%' AlSxetRBr NKEb AN,

fl'uvoxanm ne, venl af axi ne, dapoxetine, dul oxeti ne,
nefptcalpoel omepramafea fapthxietine and gemipramintenoxet i ne and

cl om pram ne. JB 98064 and an SRl selected from

cital opram escital opram fluoxetine, sertraline,
APR0A3&and e SR $eYrlinrdift citMEprany, 830itARprA@IROREHRE sertraline,

dul oxetine, vilazodone, nefazodone, i m pram ne,
parexgiingt flweoxamines Verpterian dapoxejine, duleatiapndviadodre,

nSY8l ok ,ﬁm‘é&r&%n%i }”e%io %él?é%decﬁgﬂig)ﬂrgﬁream f | uoxeti ne,

sertral’i ng, paroxetl uvoxam ne,” venl af axi ne,
dapoxetine, dul oxetine, vilazodone, nefazodone,

i pram ne, xetine and cl om pram ne. VUF 5000 and
ARG M@cregn@ﬂ cHplepyammFscialoprai, dioxekine, sertraline,

pdrbX@e! flifRxaDEel (f@ﬂléfﬁfinefl%h X ﬁlie,rkﬁxlofe{t/ilﬂf!,%ﬁ d¥ne,

venl af axi ne, dapoxeti ne, xetl ne, azodone,
nefedoslpne] amepramimepfeamixatne dnelnodoreipranzinand cl oni pr ami ne.

VUF 5182 and an SRl selected fromcital opram

escital opram fluoxetine, sertraline, paroxetine,

Af3494 DX A0 HESR VRMHcRIIRGN Bital SRR 8dch AR prattl  FRG QLT sertraline,
vi | azodone, nefazodone, im pram ne, Pe_rmxet i ne and
parp¥stingr fvoraming rerdafgging,ridpexctigr dueyetive adlatodome,

n&ihd AR I APrarffE! RO A Ind IR EIh A, sertraline,

A 349821 and an SRI selected from citalopram, escitalopram, fluoxetine, sertraline,
paroxetine, fluvoxamine, venlafaxine, dapoxetine, duloxetine, vilazodone,

nefazodone, imipramine, femoxetine and clomipramine.

A 417022 and an SRI selected from citalopram, escitalopram, fluoxetine, sertraline,
paroxetine, fluvoxamine, venlafaxine, dapoxetine, duloxetine, vilazodone,

nefazodone, imipramine, femoxetine and clomipramine.

A 423579 and an SRI selected from citalopram, escitalopram, fluoxetine, sertraline,
paroxetine, fluvoxamine, venlafaxine, dapoxetine, duloxetine, vilazodone,

nefazodone, imipramine, femoxetine and clomipramine.
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wo eqvexsisae and cl om pram ne.

par oxeti ne, fluvoxam ne, venl af axi ne, dapoxeti ne,
dul oxeti ne, vilazodone, nefazodone, i m pram ne,

fromcital opram escital opr ar_; fluoxetine, sertraline,
par oxetine, fluvoxam ne, venl afaxine, dapoxeti ne,
dul oxeti ne, vilazodone, nefazodone, i m pram ne,

Af 483 tndn SRIseldctst fooraritalepAm3 @dclidlopadiel fAbx&fitle, sertraline,
sel ect eﬂ‘hf rom.citalopram escital opram fluoxetine,

PURKEg) R Xapinc e IraxIer dapoustine drdoxafian vilaasdare,
nERARAIGRE,] iﬂl@pm?ﬂie? ¥ dxeine Xﬂéi é;’:}?xg?ﬁ%}ﬁine nef azodone,

I m pram ne, fenobxetine an pram ne. A 317920 and
an SRl selected fromcital opram escital opram

f tipe rtralijne, roxetine, fluvaoxam ne, )
AR b SRRl i PR eftealoptAR dbioaEAe:, sertraline,
piSkame NN X i) v &iThALine f APBX&QInkGuI&NTins] R HIRE ne. A

320436 and an SRl selected fromcital opram
nefazqdong. amirgamire; femoxetirgandsdemipgarnime, par oxet i ne,

fl uvoxam ne, venl af axi ne, dapoxetine, dul oxetine,

vi | azodone, nefazodone, im pram ne, fenoxetine and
ABTAB9Emd mhISR] séleS8d 4dth ¢itatbpisim FstitAeprast Adokdtias) sertraline,

cital opram escitalopram fluoxetine, sertraline,
PHXLEL ﬁh@}@!ﬂfv&%ﬁ@ﬂ@% dpppreiimg,dulexetigapolesedons,

Is f]ea f .1 m pram ne,
n%girrogég‘%’ilﬁ r%lﬁrél % g%ggfr?naemgﬁe. %%g%%is and an SRI

sel ected fromcital opram escital opram fluoxetine,

r.al i,ne,..paroxeti.ne, .fluvoxam ne, venl afaxine, )
A%iﬁééﬁ@flfi A8 SR qF gRied fRg: Cl@qpamw& ORfaadBeKsHae, sertraline,
par&k d@in8Mlildx ath HEDY&H1A B8 S Bk RIAHRRe, Va3l and
an SRl selected fromcital opram escitalopram
nefazedees, iimipramgimet femioxaéne androdoreiprareinef | uvoxani ne,
venl af axi ne, dapoxetine, dul oxetine, vilazodone,
nef azodone, i m pram ne, fenoxetine and clom pram ne. A

AQ101a32naadl SR séikdted bR RIbpF4nd Bs€ital IrHA! MBxetine, sertraline,
escital opram  fluoxetine, sertraline, paroxetine,

PFPARIBRH o8 amineny arafaring dapeistinetduinxetioe volreadone,
ne‘f’éﬂoﬁ&‘l’é:,i Hfpramine, femoxetine and clomipramine.

FUB 181 and an SRI selected from citalopram, escitalopram, fluoxetine, sertraline,
paroxetine, fluvoxamine, venlafaxine, dapoxetine, duloxetine, vilazodone,

nefazodone, imipramine, femoxetine and clomipramine.

FUB 360 and an SRI selected from citalopram, escitalopram, fluoxetine, sertraline,
paroxetine, fluvoxamine, venlafaxine, dapoxetine, duloxetine, vilazodone,

nefazodone, imipramine, femoxetine and clomipramine.
FUB 407 and an SRI selected from citalopram, escitalopram, fluoxetine, sertraline,
paroxetine, fluvoxamine, venlafaxine, dapoxetine, duloxetine, vilazodone,

nefazodone, imipramine, femoxetine and clomipramine.

FUB 637 and an SRI selected from citalopram, escitalopram, fluoxetine, sertraline,

A 923 and an SRl PGEBEDECG02/M00862
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nef azodone, i m pram ne, fenoxetine and clom pram ne. A
423579 and an SRl sel ected fromcital opram

wesaisiadospr am fl uoxetine, sertraline, paroxetPOEDK2004/000862

fl uvoxam ne, venl af axi ne, dapoxeti ne, dul oxeti ne,

vi | azodone, nefazodone, im pram ne, fenoxetine and

cl om pram ne. A 424835 and an SRI selected from
paspxinepilavox amine, vedlafpxiae) dapbxatines dulexetinervilaaddone,

roxeti.ne, fluvoxam ne, venl af axi ne, dapoxeti ne,

n%%ogiﬁ"é?’il Pragine,EEpsAEne YCITBREAYNS] ni pr ani ne,

fenoxeti ne and cl om pram ne. A 431404 and an SRI

selected fromcital opram escital opram fluoxetine,
FgBr&3pangd ae SRb aclosted from, citloprarx.gstitadopremnfledxaiinaeertraline,

xet | ' i | azod f
P GRS At e (o BT SR Reed 8 %5 anc
nefaro8bhe, $Ripahne, fehxetid Aldeddmiprantiaei t al opram

fluoxetine, sertraline, paroxetine, fluvoxan ne,
venl af axi ne, dapoxetine, dul oxetine, vilazodone,

r e e.

GRBIPEE 1A SRS £ PR e ol oRb ¥t
segtsaline apavgtume, fluvoexminenesnlafexihe,alapsrestinpatudoseting&ilazodone,

fl uvoxam ne, ven) af axi ne, dapoxeti.ne, dul oxetine,
nefR1040R SRPTARIRE BN Fidne dng £ enpxet i ne and

cl om pram ne. AQ 0145 and an SRl sel ected from

cital opram escitalopram fluoxetine, sertraline,
GhKr26%e4Gand 41 SRbsedertadeom eithlapari, nssitatbppon.ciuonetine,

S BRSBTS BB B. vsoone,
ne$©dol6iies tnfprafing, feloREtrBnd @mhipaingRs.am fl uoxeti ne,
sertraline, paroxetine, fluvoxam ne, venl af axi ne,
dapoxeti ne, dul oxetine, vilazodone, nefazodone,
G ' td oni ine.-. FUB. 360
G A0 A AFSR] SRR A8 oAl MR, 5Bl Seriine,
patdxetixetfluvexamme] vealdfidne, dapaxcahe, ialoxetine, ¥xaridoge,
enl af axi ne, dapoxetine, dul oxetine, vilazodone,

nefazOdonsy GRPTAMine femex eine and GlppEpTaREnGnd cl omi pr ani ne.

GT 2104 and an SRI selected from citalopram, escitalopram, fluoxetine, sertraline,
paroxetine, fluvoxamine, venlafaxine, dapoxetine, duloxetine, vilazodone,

nefazodone, imipramine, femoxetine and clomipramine.

GT 2209 and an SRI selected from citalopram, escitalopram, fluoxetine, sertraline,
paroxetine, fluvoxamine, venlafaxine, dapoxetine, duloxetine, vilazodone,

nefazodone, imipramine, femoxetine and clomipramine.

GT 2212 and an SRI selected from citalopram, escitalopram, fluoxetine, sertraline,
paroxetine, fluvoxamine, venlafaxine, dapoxetine, duloxetine, vilazodone,

nefazodone, imipramine, femoxetine and clomipramine.
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FUB 407 and an SRl selected fromcital opram
escital opram fluoxetine, sertraline, paroxetine,
wb besoz@ss ne, venl af axi ne, dapoxetine, dul oxet POEDPK2004/000862
vi | azodone, nefazodone, im prsam ne, fenoxetine and
cl om pram ne. FUB 637 and an SRl selected from
cital opram escital opram fl uoxetine,
G3 @227 and e SRAsdeattd fiem cithlopoxy mscnmlopmnl fhicxeting sertraline,
Iaz fazodon

dul
parglpe%ng uvokamg}?gig{l?fﬂ)élhg P%’fe Fff‘%?ﬁe Be, VEgEodesg ang

naﬁzoa&e sRiRehRE, fohfoRetnd ﬁid%rﬁ?&‘rarﬁ%' t al opram
fluoxetine, sertraline, paroxe f I uvoxam ne,

venl af axi ne, dapoxeti ne, dul oxeti ne, viIazodone

RS2 R R OB BB e

pasxiting) fopioaamirfe| vatehting, daf»@rehhal dulsxetiné vabieddone,

fl uvoxam ne, ven| af axi ne, dapoxetine, dul oxetine,
NG04I FRIPTATRIDE o BWS AigNE dndiclimiRFasEnef enpxet i ne and

cl om pram ne. GSK 207040A and an SRl selected from

cital opram escital opram fluoxetine, sertraline,
Gpasotkend areSRT salwotedafiiom ejtaloprahg bsotiatopramiahwxetine) gertraline,

PR it BT B Ao Eare Sl Az

neF£Ao@6ie nfprfiing] feRloRBRMnd/hibAInARE.am fl uoxeti ne,
sertraline, paroxetine, fluvoxam ne, venl af axi ne,

dapoxetine, dul oxetine, vilazodone, nefazodone,

d
GT %%%?ﬁﬂs E}reSR{ & c er%gijrrﬁné Ic%glg%r%fng %JJ tg@?ra?ngl tggg(-g&#eoéer?rglme,

pakdretingtfluvexarivie] vealdfdne, Mapaethé, Maloxktibd @ 8 da8e,
venl af axi ne, dapoxeti ne, ul oxet'i ne, vil azodone,
nefzodonse SRPTAMiRE femRk el and slopaptannand cl oni pr am ne.
GI 2209 and an SRI selected fromcital opram
escital opram fluoxetine, sertraline, paroxetine,

GT Ra¥pamhameR1 samtemlffmm nﬂalopiamo Eﬁiﬂam@rmﬂdlwxainen Scrtraline,
f ermxet i ne and

f m ne
PRSP s DD HopAc O B logina I17aghne,
ne%zba&rfep{rammﬁas,l feRbRRIRMnd tlonapRhiine. sertraline,

GT 2394 and an SRI selected from citalopram, escitalopram, fluoxetine, sertraline,
paroxetine, fluvoxamine, venlafaxine, dapoxetine, duloxetine, vilazodone,

nefazodone, imipramine, femoxetine and clomipramine.

Imoproxifan and an SRI selected from citalopram, escitalopram, fluoxetine, sertraline,
paroxetine, fluvoxamine, venlafaxine, dapoxetine, duloxetine, vilazodone,

nefazodone, imipramine, femoxetine and clomipramine.

Impentamine and an SRI selected from citalopram, escitalopram, fluoxetine,
sertraline, paroxetine, fluvoxamine, venlafaxine, dapoxetine, duloxetine, vilazodone,

nefazodone, imipramine, femoxetine and clomipramine.
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par oxeti ne, fluvoxam ne, venl af axi ne, dapoxeti ne,

dul oxeti ne, vilazodone, nefazodone, i m pram ne,
wo eomssdosmne and cl om pram ne. GT' 2227 and an SRPCT/DK2004/000862

selected fromcital opram esg talopram fluoxetine,

sertraline, paroxetine, fluvoxam ne, venl af axi ne,

dapoxeti ne, dul oxetine, vilazodone, nefazodone,
TNh$217862 md arf SRDsedéctetefran ditaloprahy esvitalpranGiludz3idnand

an .SRI _selected from cital opram  escital opram .
sqriRliceparREctingetlyyoxamine, Vipigxines dapoxgtingydilaxating, vilazodone,
nfEFYdBhE tniiamARPRYRIxkffo mﬂwl&ﬁ@}mﬁa vil azodone,

nef azodone, | m pram ne, fenoxetine and cl om pram ne.

Gl 2390 and an SRI selected fromcital opram

) taal fluoxgtin ertraline, paroxetine, X
NRRCOGSABRITES and 5 S feiecrsiin Burherant Grediebprate fuoetine,
setird| e OpRBeetine Sl B 2R ERNR, védARKias] dABoxdRBTA A iRe Azodone,

clom pram ne. GI 2349 and an SRl sel ected from
nefpgodpah immrane; fealospiizagndrdleraipgamine, sertral i ne,

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

dul oxetine, vil azodone, nefazodone, i m pram ne,
NNEnu03stone 1202lared anSRY seidcted. frdal ckabprad) dsorBlopm, fluoxetine,

sel.ected fromcital opram escital opram fl uoxetine,
segialineparpsting fluyoxaming, venlafeane depexetipefulgxsiinpeilazodone,

[ i Iql : nef azodone,

e o e A e ™ BT 2304 and

an SRl selected fromcital opram escital opram

in trali ,_par.oxetine, fluvoxam ne, )

SRR afin SEEsslcbiec o BRRIPS R Fsaloprara s b, sertraline,
pai&eBia® dVBxarhife PVl REne, (daprethé, NRIGRENE VB RIoAg] Ne.

| moproxi fan and an SRl sel ected from cital opram
nefazefeng, ypipsaming, fgowaetineeand skmiipedniine, par oxet i ne,

fl uvoxam ne, venl af axi ne, dapoxetine, dul oxeti ne,

vi | azodone, nefazodone, imipranine, fenoxetine and
SCH 6T ani MeSRI SeRe ek Froni eitAostamn esoithlop fin FlusRetideO8Briraline,

cital opram escital gpram_ fluoxetine, sertraline,

PapicHRR e amingy ¥spitiries, doranetinenduinxetinm yisendons,
ne®h AR hﬂﬁran\{ihls,at%ﬁg9&ﬁ1e and clomipramine.

UCL 1199 and an SRI selected from citalopram, escitalopram, fluoxetine, sertraline,
paroxetine, fluvoxamine, venlafaxine, dapoxetine, duloxetine, vilazodone,

nefazodone, imipramine, femoxetine and clomipramine.

UCL 1283 and an SRI selected from citalopram, escitalopram, fluoxetine, sertraline,
paroxetine, fluvoxamine, venlafaxine, dapoxetine, duloxetine, vilazodone,

nefazodone, imipramine, femoxetine and clomipramine.

UCL 1390 and an SRI selected from citalopram, escitalopram, fluoxetine, sertraline,
paroxetine, fluvoxamine, venlafaxine, dapoxetine, duloxetine, vilazodone,

nefazodone, imipramine, femoxetine and clomipramine.
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waetalospsam escital opram fl uoxeti ne,

nef azodone, i m pram ne, fenoxetine and
cl om pram ne. JNJ 5207852 and an SRI selected from

paroxetine, fluvoxam ne, venjsafaxine, dapoxetine,

dul oxetine, vilazodone, nefazodone, im pram ne,

fenoxeti ne and cl om pram ne. NNC 0038 0000 1049 and an
UERI 14061264 e SR selatted framagitaioprangsstitad@phafioxetine, sertraline,

fluoxetjne, sertraline, paroxetine, fluvoxam ne,
PYEXIIDe I OS amiisy ¥stdpfaKae, HRPEstBe; HBoxeing.aulsaerdeae,

Lm.p ] ngingnd cl om pram ne.

R L R SRR s L A

cital opram escitalopram fluoxetine, sertraline,

r tine uvoxam.ne, .venl af axi.ne, dapgxeti ne, .
ubd: 68enfan Sk peSREHER iRz cad v anray Qupistne. serralne,
pdrxenne] M xamthes L &M R%iA8] dABoxcart! RIS EknANTa2HoRR

selected fromcital opram escitalopram fluoxetihe,
nefagodpag, iimiprapmeofcatoxaene fndioripramise. venl af axi ne,

dapoxeti ne, dul oxetine, vilazodone, nefazodone,

i m pram ne, fenoxetine and cl om pram ne. SCH 79687 and
van 19RL afé ke SRE éelédtwﬁﬁmto&h%@f@mpsﬁ&%ﬁrﬂhPﬂﬁcﬁ{&ine, sertraline,

fluoxetine, sertraline, paroxetine, .uvoxam ne,
pajesfitiaetlivesamingpbsidafariae, danpxstiae. dwdoxeling, aileansioas,

| 1. p ' 1 nd cl om pram ne.

o o e PR O LRI LARRTS Cor o

escital opram fluoxetine, sertraline, paroxetine,

am, ne enl af axi ne, dapoxeti ne, dul oxeti.ne, .

UG08 508 SRLFlsGubie Ao cHul GneiB B unserraline,
p&&@ﬁh@,rmﬁﬁnin%ﬂﬁané}@?&&tig’@duﬁg&eﬁﬁé,%@la&c{cﬁ%,

cital opram escitalopram fluoxetine, sertraline,
nafezodses, imwrarhing,fomanctne andeldmsipranine, dapoxet i ne,

dul oxetine, vilazodone, nefazodone, i m pram ne,

f enoxetine and cl om pram ne. UCL 1390 and an SR

UEEI2268 eal i ORI §d1écdOR6M Fitalprait, EQRAPRm| HusR%Ehd, 8&traline,
sertraline, paroxetine, fluvoxam ne, venl afaxi ne,

paiRjshRet e xamurovealafiene, drperetup v loxeera g daenc,
R e S T MRS (i opram

romcitalopra escCi tal opram
fluoxetine, sertraline,

UCL 2173 and an SRI selected from citalopram, escitalopram, fluoxetine, sertraline,
paroxetine, fluvoxamine, venlafaxine, dapoxetine, duloxetine, vilazodone,

nefazodone, imipramine, femoxetine and clomipramine.

UCL 2283 and an SRI selected from citalopram, escitalopram, fluoxetine, sertraline,
paroxetine, fluvoxamine, venlafaxine, dapoxetine, duloxetine, vilazodone,

nefazodone, imipramine, femoxetine and clomipramine.

Verongamine and an SRI selected from citalopram, escitalopram, fluoxetine,
sertraline, paroxetine, fluvoxamine, venlafaxine, dapoxetine, duloxetine, vilazodone,

nefazodone, imipramine, femoxetine and clomipramine.

sertr al POEDK2004/000862
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par oxeti ne, fluvoxam ne, venl af axi ne, dapoxeti ne,
dul oxeti ne, vilazodone, nefazodone, i m pram ne,

wo essrsdoseie and cl om pram ne. UCL 1860 and an BRI/DK2004/000862
selected fromcital opram es tal opram fluoxetine,
sertraline, paroxetine, fluvoxam ne, venl af axi ne,
dapoxeti ne, dul oxetine, vilazodone, nefazodone,

Ini avfipal &mibndimedne i pricsane irvaotian w@ivitgsrta minnethod Gk tHeddéhtHirdtion

n_SRI romcitalopram. escital agpram
of Rorioup et Srth, Frbeh BB Aakieni/8orh and other
aff@RAh 8 HRYIRR, s ARQEBAdrMBred AHkiRHATiSdMEer, f!&h@éﬁﬁl ?eobsesswe

nef azodone, | m pram ne, fenoxeétine and clom pfam ne
caymulsinsgiserder, apntGRress élSeUieedmﬁtrtmnmatltcatrowchmrder and social

[a fluoxetin ertr.aline
oy R Ao e o O bE AR B B Bhobias,
dysttyaziadeagenshahiBradent, coditpfedlsdi8ers fiRiFRKe thittol @rders,
cl oam pram ne. UCL 2138 and an SRI sel ected from

atgeniign éiﬁ*%ﬁypé@éﬂ’ﬂé)f Giporen, drugbues @rriaély othar disgrden egsponsive to
35'51 g;?u e ae, dapoxeti ne,
Seg&Flgégﬁﬁn%e J]ﬂupg% ong, he glz%f i m pram ne,
f énomedsuring drecbditp ot pesa nmmpoun_ldﬁlto Rl;hi?b3t srsloin ré&fptake and

sel ect ed from cital am escitalopram. fl uoxetine,
ser t HCHAS! eﬁ&%ﬁ%‘%ﬁé“%l"ﬁ%‘b)léﬁﬁ Fue belpy 20aMine
dapomedshifg tHWreNB! dMest c&nlpa W the H‘;fr&%@gﬁﬁlgdz%eéecgﬁ% the

i m'pram ne, fenoxetine and om pram ne
an smmm@néa:t ed fromcital opr am escital opram

ine, sertraljne oxetin fl uvgxam n
ar P Peas TS ety ShF Sis horagtind b dts eceptor
arﬂ%%ﬁéﬁ@ﬁh@ conPbiidaRiHiéh ark QATAX6i 5t Snddisk é‘éoﬁfﬂs@ft @M REeptor.
Verongam ne and an SRl sel ected from cital opram

escital opram fluoxetine, sertraline, paroxetine,

ST O DL ) -
she Wi RiEPHT m‘o\bo 15}11‘t4'aﬁ§| cEothadiroRAtd hgzﬁﬁis RBhé&w Fﬁm .of below

I nvention relatestoameth for th |dent| I cation
50iMcBvgnonongprefsetdibrefcomppimadstwidhas ity belowdipmMssi on,

anxi ety disorders and ot her
Examples of assays for the selection / detection of H; antagonists, inverse agonists or

partial agonists are for example the following:

Binding assay for the detection of compounds with affinity for Hs receptors are
described in Wulff B., Shastrup S., Rimvall K., European Journal of Pharmacology,
vol. 453., pp 33-41 (2002).

Efficacy assay for the detection of antagonists, partial agonists or inverse agonists at
the Hj receptors are for example: Wulff B., Shastrup S., Rimvall K., European Journal
of Pharmacology, vol. 453., pp 33-41 (2002).

The invention also covers compounds identified according to this method, but is not

limited to these assay methods.
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affective disorders, such as generalized anxiety
di sorder, panic anxiety, obsessive conpul sive

waolc@ensi®sg acute stress di sorder, post traunmatPCI/BKR@3500862
di sorder and social anxiety ¢ sorder, eating disorders
such as bulima, anorexia and obesity, phobi as,
dysthym a, prenenstrual syndrone, cognitive disorders,
Acoqrdingeo e @ltiodl] § hdlipsed foudidt tattdoodlintlBisir&tidn of H; receptor
hyper.activity di sorder, drug abuse or any ot her o
%‘%g%?%i@r “}V@Eﬁﬁé‘ﬂgm\‘/‘ea“@@ SSENQID FURtake iptibike prediices & sigaificant
. el ! _ i Sty of
R I vl Rtorh plemind) ar R B oo 1 ftblcglai
expEnawnisy gorhpared tnthe adadmidtiagibn bathe sarvtdnGdbrupake bt Wione.
50 nM (b) neasuring the affinity of test conpounds to
the H3 receptor and sel ecting the conpounds. and
Acbsa@ghd Bk i Ly i6§ hdve 3¥w P e i
) conpogno_ls éx;iﬂ% ? ﬁ%H’ Ial—gglrazef:tg%t@ %lﬁdvgﬁd se{hg@tq? rr%g}%tﬁlgéﬁ&omm or
Inyersp 6gemss i rbvide Eistansetgpd thiesapsutid effeet sfsergoin suptaké

B B Rt BN parens A Pl regarie et
affinity of below 0,1 mM and yet other preferred

| igands show affinity of below 50 nM Even nore _
The Bseet psgmibyination 9h Hla Fepspigr anfagdmistpinygrseagamist ©0parial agonist
A RNROES; : L.op / detection of H3

R Bo RSS! B P By BERLE elan 0 e, ¢
reiiptake itditpioe nedessdrptd wet depreBioninddties a8fctiverdisdi@ers and may

detection o npounds wth affinity for H3 receptors
thyy &%&%@Pi%&%ﬁgﬁmwﬁ by the ssrpfenin gepipgeke irbikijey. in particular,

thEWbBEARoN BF Rk antdla BPSR| S6a 1Y ;

(2002) . %ffi ca'cycassay For 1ﬂwe daet %%chpgﬁls%?ag&gt’%veﬁe

agontsh goparialsagopiar mantedagothie sisk o6 BRI-mdacekseagalrdysfisictadn and
he,.H3.receptors are for exanple: Wil ff B., Shastrup

s@p,dlﬂlu%‘fﬁs‘ K., European Journal of Pharnacol ogy, vol.
453., pp 33-41 (2002). The invention al so covers

conpounds identified according to this nethod, but is
Cergdministration of a Hj receptor antagonist, inverse agonist or partial agonist 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, Hs receptor antagonist, inverse agonist or
partial agonist 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 SRL

Compounds which are both serotonin reuptake inhibitors and H; receptor antagonists,
inverse agonists or partial agonists may have the same pharmacological advantages as
the combination of a serotonin reuptake inhibitor and a Hj receptor antagonists, inverse
agonists or partial agonists, with respect to reduction of side effects, fast onset and in the

treatment of treatment resistant patients.

Many antidepressants with serotonin reuptake inhibiting effect have been described in

the literature. Any pharmacologically active compound, which primarily or partly



10

15

20

25

30

limted to these assay nethods. According to the
invention, it has been found that co-adm nistration of
wooses®pd or ant agoni st or inverse agoni st andP@I/DK2004/000862
serotoni n reuptake inhibitoryproduces a significant
increase in the level of serotonin in term nal areas,
as neasured in mcrodialysis experinents, conpared to

exdm, isdhdrapesitic atfeetvidhititors el wicdiin rél@)wk%alkﬁlel NS rhayor
ne. According ta the i nvention, aninmal studies have

b%‘}? op}alemantatign sthar Harecepjoraniagosist,iinnessesizonigben partial
stprovi de fast onset of therapeutic effect of
serot onin reuptake inhibitors and potentiate the
anxi olytic potential of serotonin reuptake inhibitors.
a conbi nati.on of H 3 receptor agt agonj st

The GuleREnSlics S B a Kbt of el orin Eeuraid inh Do S: Ghich may
béERAP FrfiCaugithRtibR 'imﬂEBaVH%fe@éﬂt&yarft HisE 1ﬁ\tb?seadrggﬂf§{ onq;artlal

serotoni n reuptake I nhibitor necessary to
agf@gﬁte@@iqpmrﬁscmlm emaflfiexstingR-flugxstiher srizaithenparotdiins,

de e fec s.ca he.ser ot on
bk, EnRban e g s Met LT PIAT R Yo g i itgpodane,
nefegbdogel 1ﬁ1171‘§3’rb.lﬂﬁine9fm1§ﬂm1ﬁélﬂl Sxit8 deapRRIIAY, pARh@RARE, azepinil,
ver se agoni st or partlal agonlst may reduce the risk
‘ifgpml befirahince éezolaming. feRpexaiing: Glomipsaming) @aqpimipramine,

hfé)'xéttlﬂér p&ﬁ?ﬁﬁme %Pl%qgﬁ&' WQ&SW VQg{ vl 8FE 151%?(1%? ! Of‘gﬁ%tlng

ant agoni st, 1 nvefse agoni st or ’partial agoni
indelo®dzing, mﬂuearbinak'equaiimlehntlms[cmraxy lﬁlzﬁl@pﬂix& &’MDM g 83005, F

9%@3—’2@3@24}?‘5%%@#fmﬁk%bé@wiéfi‘?ﬁ'833%599%%@ by
al Biest ﬁb&&ﬁeﬁfle iR ARI 1ﬁ%+%ﬂ{%ed6tﬂgk>ﬁl' bbxapine,

one yplca y, H3 recepto tagoni st, fnverse
nlﬁg@aﬂegmeoMcblaiﬁSQaMCthﬂle‘t’Nr?{QQZHe 793339, aximidtk, &M 35992 0)|

7h RS BB 0% B, GRS Pl GRS E o,
cmspmsrqnhﬁaoleomdb@ﬁﬂleawl2@0@5% oy zmmhw‘ 1 1r35é216LY
of treatnent with an SRl . dp@rgoun s which are

2%%8(1 SEPABAIM Rléaééak,elapmmlq, neing:draredonpt BMY

S o) atlal oni sts nmay
%av émﬁb serél{)] ﬁ{lﬁee g?cg]gl % all%e agiegl hé%rgge gg) ?r ine,
dasnnthylsabltmmlmé dadesmemytmbmmmpmkexanmhe Pilizddome) dre H3
receg{1 ant ago | sts, aners
compounds mentione ove may be used in the form of the base or a
pharmaceutically acceptable acid addition salt thereof. Each of the serotonin reuptake
inhibitors specified above is intended to be an individual embodiment. Accordingly,

. each of them and the use thereof may be claimed individually.

Compounds such as citalopram, escitalopram, fluoxetine, R-fluoxetine, sertraline,
paroxetine, fluvoxamine, venlafaxine, desmethylvenlafaxine, duloxetine, dapoxetine,
vilazodone, nefazodone, imipramine, imipramine N-oxide, desipramine, pirandamine,
dazepinil, nefopam, befuraline, fezolamine, femoxetine, clomipramine,
cianoimipramine, litoxetine, cericlamine, seproxetine, imeldine, ifoxetine,
indeloxazine, tiflucarbine, viqualine, milnacipran, bazinaprine, alaproclate,
cyanodothepine, trimipramine, quinupramine, dothiepin, amoxapine, nitroxazepine,

roxindole, amitriptyline, amitriptyline N-oxide, nortriptyline, pirlindole, indatraline,
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agoni sts or partial agonists, with respect to
reduction of side effects, fast onset and in the

wo eeasmaé of treatnment resistant patients. MaPgT/DK2004/000862

antidepressants w th serotonjn reuptake inhibiting
ef fect have been described in the literature. Any
phar macol ogi cal |y active conpound, which primarily or

ngpantezylexditlogenking, &ﬁeﬂmesaru@re@{lﬁeqﬁtrcyqlﬁpdzﬁ{él Rddnieilofthe,
serotonln reuptake in the CNS, may benefit from

SiRMEABAE A BAthYIsubitamits. Aileapeiby ISehitragie, sloyoramins se
V@gg&&&t or partial agonist. The following |ist

contal ns a nunber of serotonin reuptake inhibitors,

whi ch may benefit from augnentation with a H3 receptor

N GG 2%@%»?@?@2%%%1 1 bR lamipicaeans Irpyridine
cabdtahidd etlne, fl uvoxam ne, venl af axi ne,

desnet hy venlafaX|ne dul oxeti ne, dapoxeti ne,
[tmnséz(aatbmomwﬁa-zlo%,ﬁé 10brligpelayiroreyrralov (2ylajisnquinoline] (McN
5 xi de, desi pram ne, pirandam ne, dazepinil, nefopam
ural i ne, fezol am ne, fenobxetine, clonipranine
d¢-4ad30LamiRe-BPahito-Heh QRS IHiAYRI0[ 381 f
‘vw27587 T D Sph AR A} uRe
hydreqhlqridediQie 6997)gual i ne, mi | naci pran, bazinaprine, YM

R PR R T R o R n D5 RE00s
arniylamdiob]nleﬁdm@rgtﬁgom prami ne, qU| nupram ne, dot hi epin,
652, McN 5707, VN 2222,
LTS e Hindri ) o ) pirid b sopeniy -6
(BB A sulf KB ¥ Iyg%)@ ) ditRdd- L y bl 'b@ﬁzot]ﬁg%&%lh%)ﬂ L gldgl- (¥ 2%58)

nortriptyri'né, CC 255.663, pirl ralrn
(428 @REBethyV- 278597 any - plﬁéhd&ﬁﬂ (CGY 60g8),281, CGP 6085 A,

ologRe5 Vs BERTEE €7 S S M G220 A i

(rRAYigsBOHi oni ne, sibutram ne, desnethyl subitram ne,
di desnet hyl subi tram ne, cl ovoxam ne vil azodone. The
conmpounds nenti oned above may be used in the form of
the base or a pharnaﬁeutlcally acceptable acid

addition salt thereof Each of the serotonin reuptake
0,

§ N
; /

- (A 80426),

~ (EMD 86006),



i nhi bitors specified above is intended to be an
i ndi vi dual enbodi nent. Accordingly, each of them and

wo bwsus®sd her eof may be cl ai med i ndividual ly. BonmpERevd®00862
such as cital opram escital opyam fluoxetine,
R-fluoxetine, sertraline, paroxetine, fluvoxam ne,
venl af axi ne, desnet hyl venl af axi ne, dul oxeti ne,
dapoxeti ne, vil azodone, neiaz:done, i m pram ne,
i m pram ne N oxide, desipriam ng, pirandam ne,

, fezol am ne

dazepini |, nefopam befuraly
f enoxeti ne, cl onigram-ng’® di i pram ne, |itoxetine,
cericlami ne, seproxelline] ilmel dj ne, ifoxetine,

i ndel oxazi ne, tifluc e vi qual | n | naci pran,

bazi napri ne, al aprocl ate, cyanodot¢g39%%z

trim pram ne, quinupram ne, dothiepin, anoxapine,

nitroxazepi ne, roxindol e, anitrig}yline, amtriptyline

N-oxi de, nortriptyline, pirlindolfe,

i ndatral i ne, napanezol e, dicl ofepgine, trazodone,

sercl orem ne, nitroqui pazine, & 8t hi oni ne,

si butram ne, desnet hyl subj4y apiy

didesnethylsubitranine,|c|ov-xan1ne vi |l azodone, N[ (

| -[ (6-Fluoro-2-nap al eyl Jret hyl ] - 4-pi peridinyl]

anino]carbonyl]-Slgigrﬁﬁne carboxam de (W 27587),

[trans-6-(2-chl orephenyl) -

1, 2, 3,5, 6, 1€b- hgxahydr opyrrol o- (2, 1-a)i soqui nol i nej

(McN 5707),

(dl - 4- exo- anmyio-

. 3. 1] nona- 2- 6} al pha(l 0 al pha)-diene

hydr ochl ori @é) (Org 6997), (dl)-(5 al(pira, B5akpha, 9

al pha) -5, 8,9, 10- Tetr ahydr o- 5, 9-

nmet hanobenzocycl ooct en- 8- am ne hydrochloride (Og

6906) ,

-[2-[4-(6-fluoro-| Hindol -3-

di nyl ] et hyl ] -3-i sopr opyf =6~

(et hyl sul phonyl ) -3, 4

e- 2, 2-di oxi de (LY393558

[ 4- (5, 6-di et hyl - 2- benzof ur gnyl ) - pi peri di ne] (CGP

6085) ,

di met hyl - [ 5- (44ni tg o- phenag

nzocycl ohept en- ¥ ] - am ne
y pten-Reg! ]

thl or o- benzo- (b) - bi cycl o[ 3

') A3, 6-di hydro-1 (2H) - pyri

CHH
F (YM 35992),
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(RU 25.591), (A 80426), (EMD 86006), (S33005), O (OPC
14523), O 0 (MN 5652), G H (YM35992),d (Og 6582),

ware@sps@ber red. The conpounds nenti oned above PEY/DBR004/000862

used in the formof the base3or a pharmaceutically
acceptable acid addition salt thereof. Each of the
serotoni n reupt ake |nh|b|tors specified above is

i ntended to be an indivi dirar®8nbodi ment. Accordingly,
each of them and the usg/thereof may be clai nmed

i ndividually. O her 'a’apeutic conmpounds, whi ch may
benefit fron1augnﬁﬁ£%] on with a H3 receptor

ant agoni sts, i nverSe agpni st or partial agonists,

i ncl ude conpounds, ( cause an elevation in the
extracel | ul ar |evel HT in the synaptic cleft,

al t hough they are ng bt oni n reupt ake i nhibitors.
One such compound i @

eptine. Accordingly, other
compounds than SRIs cause an elevation in the
extracel lul ar | evel

f serotonin, may be used instead
of SRIs in every asfect of t he (Dre/6¥¥2)on as descri bed

bove list..of rotonl [ eu
ot Rl TR s b bRl L Bk e B g of e base
ori arp?rfaﬁﬁ&ﬁutlcfhllyfaec@%iﬂl@@cﬁﬂ hadieion sMmBereof. Faeh of BBisérotdMRY
not be construed as I|n1t|n% SRIs whi ch are

reb%t?ifq iahibitprsysppeiBed phayg in &d togba 2 indwidnaberabediment.
u ox%l#/oé'lrch o ﬁleﬂggcﬁh& BLORERBY mgiﬁé El?lrf?&f ﬁmwdually

I ne, sertraline, paroxeti uvoxam
venlafaX|ne,

Other therapeutic compounds, which may benefit from augmentation with a H;
receptor antagonists, inverse agonist or partial agonists, include compounds, which
cause an elevation in the extracellular level of 5-HT in the synaptic cleft, although

they are not serotonin reuptake inhibitors. One such compound is tianeptine.

Accordingly, other compounds than SRIs which cause an elevation in the extracellular
level of serotonin, may be used instead of SRIs in every aspect of the invention as

described herein.

The above list of serotonin reuptake inhibitors and other compounds, which cause 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, duloxetine, vilazodone, nefazodone, imipramine, 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. Particularly
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dapoxetine, dul oxetine, vilazodone, nefazodone,
i m pram ne, fenoxetine and clom pram ne. The term

W@ edsosise ser ot oni n reuptake inhibitor (SSRJ])POERBKR200aM000862

i nhi bitor of the nonoam ne tyyansporters, which has
stronger inhibitory effect at the serotonin
transporter than the dopam ne and the noradrenaline

prefeaed SSRILiordRa foi theHnaehtitpr £¢ etdlestaSSEckaRpat, diudgeting,
the invention are citalq?ra esci tal opram

flyvoxramagne; satraline, deleasHnGeVinggpdang and parogeiinsx et i ne,
vi | nazodone and paroxetine. In particular individual
enbodi ments, citalopramor escitalopramis used. The

Infpattiomler mylividedl eedbotianenss, aitalopdasr orakéitadopamagosedst s,
partial agonists or inverse agonists, which may be
used according to the invention:. Each of the H3

TIRoAER Ml coft@hd b AmBEUT IS ahtdPonisRYSArASl RIRRIsTr $nverse
speci fi ed above is intended to be an indiVidual

agenistsdwhishimaysercused aerprging écaihin imyfentioms niachydféhe Haamtagbnists,

individual |y, Whenever nenti.oned.. each.of the terng "
o koS or R SRS o Bl B0t s ReDo by prniual
entbbdi@ & PA 6dordiEBYedthf thepdial Bk cREAET Hidivaduallpyver se

agonist", " H3 ligand", and " H3 receptor |igand"

means H3 receptor antagonist, partial H3 receptor

' ad N cept .St which
WAERRE clithel Vg OF 13T RCOH B BRE b il Y il
agboiOT Ui géoeptoe antagafist] peetis agohiethrirvdrse apodist’h)€ Hydigand”,

t.hereof may.be ¢lainmed individually, A particular i
g dreRaeT eend @galtso‘%ar_ep@t?rea@éa@paﬁ RATRG U FePiRn aBants
andS$8vdre HE cepfdl agdm&%dhco@mg&me UbideARS bEAS ﬁhd?sfidﬁzlge

active ingredients according to the invention may be
enghdimenst Acaddiaglyneachof thege tmbodimenisang thebisa thdreof mdyt be
l§har na e.ﬂt i Fal |y acceptable carriers or excipients, in
claimefandividgallye’ of nultipl e doses. The pharnaceuti cal
conpositions according to the invention may be

formul ated with pharmaceutically acceptable carriers
A partigplay embedimenigs]atesde adin yeceptier antrgrmiti 2adifhewsn therendd

exci pients in accordance with conventi onal
Pharmaceutical compositions
Each of the active ingredients according to the invention may be administered alone
or together or in combination with pharmaceutically acceptable carriers or excipients,
in either single or multiple doses. The pharmaceutical compositions according to the
invention may be formulated with pharmaceutically acceptable carriers or diluents as
well as any other known adjuvants and excipients in accordance with conventional
techniques such as those disclosed in Remington: The Science and Practice of

Pharmacy, 19 Edition, Gennaro, Ed., Mack Publishing Co., Easton, PA, 1995.

The pharmaceutical compositions may be specifically formulated for administration
by any suitable route such as the oral, rectal, nasal, pulmonary, topical (including
buccal and sublingual), transdermal, intracisternal, intraperitoneal, vaginal and
parenteral (including subcutaneous, intramuscular, intrathecal, intravenous and

intradermal) route, the oral route being preferred. It will be appreciated that the
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techni ques such as those disclosed in Rem ngton: The

Sci ence and Practice of Pharnmacy, 19 Edition, Gennaro,
waadoos/oktsk Publishing Co., Easton, PA, 1995. TPeT/DK2004/000862

phar maceut i cal conpositionSjgay be specifically

formul ated for admi nistration by any suitable route

such as the oral, rectal, nasal, pul nonary, topical

prefefed Wolito gip Hf;;%h oL St @Mlan arfdr%@%‘#@rfe'ﬁbject to be

intracisternal, intraperitoneal, vaginal and

trgpgade Hregrattire Of thclcunlcihhgn tibimagedemdshe specifemetivaingredient or

ntrath I |ntravenous and intradernmal) route, the

acg?lgfngire(ﬁ?@ preferred. It will be appreciated

t hat thepreferred route will depend on the genera

condition and age of the subject to be treated, the
Pheamageaties] compogiba for orl edmisistietieminstndgnolid Hesagp &rmsisach

as%%ééu\fees {aﬂ g*a%gés fllsﬁ%&énﬁss B%gg aﬁg %Egzﬁﬁ]lali on

Ceu or ora mnﬂ

appﬁqinatbe t}sxylrmz@r whosrageed withsostingh sach aptuticedatings o ey, may
%f,[é}a gees,, pills, lozenges, powders and granul es, Were

BPB‘BW:&P as tq W@Vldﬁﬁg?ntb‘éleﬂrr%'ﬁ%ie@é OfF PHMEEACTING ingaerignt
sueR a§§ﬁ ?arlﬁéil cﬁ:f)?cfl r@feasteth%}fo t8 YW AEDwi9n A 4P

prOV| cont rel ease o ne or nore active
ingredlent such as sustained or prolonged rel ease

. d| n th wel | kno he art uid
L0 3lsa et dpints 5 Pl el Sia St e tonS eisor
su§ I@kmgq§nm§aya§hgﬂ§, suspensi ons, syrups and elixirs.
armaceutical conpositions for parenteral

adm ni stration include sterile aqueous and nonaqueous

Pﬂapﬁlﬁgeﬁlagil%oﬁl%oﬂ {)r?snf%r g%ef?t@faﬁ g&rgl\}\lés‘traﬁ&? Hq%gusde N2 gqueous and

S1ons as

non@Gesss injettable solutidny dibgerdionse leg&hﬁrﬁ@r diniulihs @k well as
di_ spersions_ prior to use. Depot |nJ ectabl e

sterye RAVESIS éhic erensiifuled @oﬁﬁ?@ﬁﬁv%ﬁt sedutinis o digpemsions prer to
use dl%&ﬁ)t r]eétﬁﬁe %@%1 nb EPé% | Bhtem ?lzﬁ@({ asbdi Sf\g tfrin the 2 scope of

nistration Torns I nclude suppositorie
thepreserd mentiom.enes, gel s, inhal ants, dernal patches
i npl ants etc. The pharnaceuti cal conpositions of this
i nvention or those which are manufactured

Other suitable administration forms include suppositories, sprays, ointments, cremes,

gels, inhalants, dermal patches, implants etc.

The pharmaceutical compositions of this invention or those which are manufactured
in accordance with this invention may be administered by any suitable route, for
example orally in the form of tablets, capsules, powders, syrups, etc., or parenterally
in the form of solutions for injection. For preparing such compositions, methods well
known in the art may be used, and any pharmaceutically acceptable carriers, diluents,

excipients or other additives normally used in the art may be used.

A typical oral dosage of each of the active ingredients is in the range of from about
0.001 to about 100 mg/kg body weight per day, preferably from about 0.01 to about
50 mg/kg body weight per day, and more preferred from about 0.05 to about 10 mg/kg

body weight per day administered in one or more dosages such as 1 to 3 dosages. The
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in accordance with this invention may be adm ni stered
by any suitable route, for exanple orally in the form
wobosablosé s, capsul es, powders, syrups, etc., BCT/DK2004/000862
parenterally in the form of gol utions for injection.
For preparing such conpositions, nethods well known in
the art nay be used, and any pharmaceutically
exactadepagebl il depeid @on, thel 'frbqlfﬁnbﬁ ancemoaabemnmramm elte sex,
additjves normally used in the art nmay be used
agey WFigal m@rgéper@b@@géwfof@aecwbtﬁct raied g @ﬂéurp B¢ é%veem of the
ogn&éfoﬂ el raﬁ@gﬁy & ncgﬁlﬂgﬁtalﬁ%%ﬁs% 99 @reﬁt@ r]'@gto{:@é\)f&nt
vvelg ay, preferably roma out
toal!matskﬂiledngﬂﬂegnbody wei ght per day, and nore preferred
from about 0.05 to about 10 ny/ kg body wei ght per day
adm nistered in one or nore dosages such as 1 to 3

FdipanaRsal rdeEXRG s %ﬁﬁ@ﬁou\éﬁ intratieRgNHirstRARulah 8nd similar
frequency and node of admnistrati ‘on, the sex, age,

adpanighration typigatl dasesaomigi the ordenéf abiopt ba]bihe close eraploge] for

orlanﬂ%t re and severity of the condition treated and
an ¢4 ant di seases to be treated and ot her
factors evident to those skilled in the art. For
parenteral routes such as intravenous, intrathecal,

herﬂopmﬁ:}%‘éﬁﬂ’ ffpis dmeenspre generaly Hilkizad s ithmfrea spbptange F as a
pH a‘flg' %@M& q't%er% e té&alngﬂe is Lﬁgsfe%gﬁmmk gy gd
or ora I'st |on he co

compoend haningithe ugiéinesfd frge adid. |Whﬁda1ﬂzﬁ:tlt/h mghédient sulaina adece
har maceytically acceptable salt. thereof. One
acéi%\ﬁ% Isgt;)aéf © B“’B%é in, B PR YepHorah manger by tEeHRS AdauHaY Phg

sub@isidhiolr b iee Akiad il LR € irfbre IR Wit Afehdid? egﬁlg{il@ﬁ’t' J1at
contains a free acid such salts are prepare

pheonacsnti¢adlyasccaptablebasby treating a sol ution or
suspension of a free acid of the active ingredient
with a chem cal equival ent of a pharmaceutically

For %ﬁﬁﬁta@ﬁ'aﬁnﬂﬂ&%noﬁofomﬂfn@ RF BRAGT BEHF 401 d fn@iddﬁ!ﬁt in sterile
solutions of one or nore active ingredient in steril-e

agHeQHsSAbItien) agUENs Prepplensual yel Ay eeisevitgyie Blor sesqmeen peanut
o 4 B STl ST Sl R e
andekeBqdd iluent first rendered isotonic with sufﬁcwnt saline or glucose. The
aqueous solutions are particularly suitable for intravenous, intramuscular,
subcutaneous and intraperitoneal administration. The sterile aqueous media employed

are all readily available by standard techniques known to those skilled in the art.

Solutions for injections may be prepared by dissolving one or more active ingredients
and possible additives in a part of the solvent for injection, preferably sterile water,
adjusting the solution to a desired volume, sterilising the solution and filling it in
suitable ampules or vials. Any suitable additive conventionally used in the art may be

added, such as tonicity agents, preservatives, antioxidants, etc.

Suitable pharmaceutical carriers include inert solid diluents or fillers, sterile aqueous

solution and various organic solvents.
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and the liquid diluent first rendered isotonic wth

sufficient saline or glucose. The aqueous sol utions
ware@spssosé cul arly suitable for intravenous, PCT/DK2004/000862

i ntramuscul ar, subcut aneous and i ntraperitonea

adm ni stration. The sterile aqueous nedi a enpl oyed are

all readily avail able by standard techni ques known to
Exdngdes oflsblidl egtriers drdiactasd, terSodlba,isoarssd, oyclodgxedn,italosagany

be prepared by dissolvin ne or active
PeC igrisa e Erig AEi B0 P BT AT RIS IO S G55 fragsh, pafato
st&x0h, USBhm f ﬁﬁ%égiu?r%tké}ﬂte, cl)ﬁgﬁ[ RBloYe, SRk Al thETIRE.

adjusting t sol ution desiréd vol ume,
sterilising the solution and filling it in suitable

ampul es..or vial 5....Any suitabl.e addjtive conventiqnal
ABERSer Hu Pipatr ey huvaliy e TeCiush purtse ek o alelfing'
flaVoREREsY BickdtOstived Bicl Al Ba k& pretided Blat thahlafs compatible with the

pharmaceutical carriers include inert solid diluents
acgye frgrgdeqns or Bxgeadiengs vsgdeous sol ution and vari ous

organi ¢ sol vents. Exanples of solid carriers are

| actose, terra al ba, sucrose, cyclodextrin, talc,
Emﬁﬂes qf&fcqhid’tl;alr@flﬁaﬁﬁe&ynqi ﬁarniuCoi&hmilﬁe ailgphospks liﬁiﬂk,)fatty acids,

ethers of cellulose corn starch, potato starch,,
fatty peid sminps gPRI¥eRYiFhyicns pad @V,ategélg’tlﬁgﬁ@,, the garrigser difjgRsmay
_ L . h h
e ot ek Gl RS o RS BB B e
orfglyoenyd distegsate, plawar vaked wghetveax. may be used provi ded

that they are conpatible with the active ingredient or

i ngredi ents used. Exanples of liquid carriers are
TIRYHdBnadReAcHl tobbsitiGs f¥8n&d by caMMIRRB@nt bPindfo ackigtt ¥
_acids, fatty acid am nes, polyoxyethylene and water.
ingegientgraf yhe inventioarrithethe phareriacewivel apagptahle cargierssmg then

re%ﬁ]}s){:agligrgﬁgtege‘%il 5 33aril to%rdipgalée I%QI%¥€ slulitgti)lé ?gr AL ?fes?l%gq%grﬁgtség Pf

nmonostearate o ycer eara

admixiedlativnt The foralatibhemah aoiaatutly ®apresompd i drniodage form
formed by caonbining one or nore active ingredi ents of
byt methpds diomingn the #mhof PharmAG maceut i cal accept abl e

carriers are then readily admnistered in a variety of
dosage forns suitable for the disclosed routes of
Thecaeting sigragiiéntaof théevemtionuhay be fismueyedciasieitarenidisginiéar

resent.ed in unj.t dosage for
phra).rmaceurlca compositions an ugut formsnthereof.

If a solid carrier is used for oral administration, the preparation may be tablette,
placed in a hard gelatine capsule in powder or pellet form or it may be in the form of a

troche or lozenge.

The amount of solid carrier will vary widely but will usually be from about 25 mg to

about 1 g.

If a liquid carrier is used, the preparation may be in the form of a syrup, emulsion, soft
gelatine capsule or sterile injectable liquid such as an aqueous or non-aqueous liquid

suspension or solution.
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WG ussd050r di ssim | ar pharmaceuri ca

by met hods known in the art of pharmacy. The active
ingredients of the invention may be fornulated in
conposi t POTMBK200d/000862
unit forms thereof. If a soljed carrier is used for
oral adm nistration, the preparation may be tablette,
pl aced in a hard gel ati ne capsul e i n powder or pel | et
Iffdeﬁlfedthelﬂhaﬂ%ebﬁcau Boﬁlﬁ&ltfd?fdﬂt@é 1n@eﬁti&1¢1ﬁ§' SSmpraedng %r more
The anmount of solid carrier wll var ely but wi
aqliyg amgr9d1mts frr eombibasion with ﬁagth@@mmmolqglgallw afctlae suhqtarn@les
ration may be in the form of
m&ﬁ }5Bed&mnﬁgfh“£gﬁng%§§glatine capsul e or sterile
|nJectabIe l'iquid such as an aqueous or non-aqueous
| i quid suspension or solution.If desired, the
Nﬁﬁﬁ?ﬂﬁéﬂﬁ ethpdtomposi ti on of the invention may
conpri se one or nore active ingredients in comnbination
with further pharnacol ogically active substances such
Amimaishose described in the foregoing. Materials and
Met hods Animals Male albino rats of a Wstar-derived
strain (285-320 g; Harlan, Zeist, The Netherl ands)
M‘M%ré?blﬁ§ 4ls bP4 ng'ﬁr 8% PRUIsTRIAL(385- yﬁ’@ B ﬁ&ﬁ&e Z&’st fI‘ﬁES were
housed individually in plastic cages (35 35 X
Nethprlangdanwergdiséd ﬁn tlaec@@ssnltemeTdm mgbrwaa@rwerﬂhomds

5 0 L0 6 G s o SPend e

Afiecdlawaleikepsor0d 1218llighhichedne (11 6n AWOr0M9 AT IYexplfments are
animal care commttee of the faculty of nathematics

congrdanty withy theglerlarptienpef Helsinkigndayesp eppreveddoiie sgimgl care
f
co%llg Ae LPfhe dtg&h&hl %%é%%e%@%ﬁ%?&é?ﬂge toﬂh%ﬁhﬂ%rsﬁy of

rom

Groningen

Drugs

The following drugs were used: Citalopram hydrobromide, Thioperamide (Sigma, St
Louis, USA). Ciproxifan (synthesized at Lundbeck A/S).

Surgery

Microdialysis of brain serotonin levels was performed using home made I-shaped
probes, made of polyacrylonitrile / sodium methyl sulfonate copolymer dialysis fiber
(i.d. 220 pm, o.d. 300 um, AN 69, Hospal, Italy). Preceding surgery rats were
anaesthetised using isoflurane (O»/N,0O; 300/300ml/min). Lidocaine-HCI, 10 % (m/v)
was used for local anaesthesia. Rats were placed in a stereotaxic frame (Kopf, USA),
and probes were inserted into Ventral Hippcampus (V. Hippo, L +4.8 mm, IA: +3.7
mm, V: -8.0 mm) and median prefrontal cortex (PFC, L —0.9 mm; AP: +3.5 mm
relative to bregma; V: -6.0 mm (Paxinos and Watson, 1982). After insertion, probes

were secured with dental cement.
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Louis, USA). Ciproxifan (synthesized at Lundbeck AJS).

Surgery Mcrodialysis of brain serotonin |levels was
w@eoososaeel usi ng hone nmade |-shaped probes, maPeT/DK2004/000862

pol yacrylonitrile / sodi um met hyl sul fonate copol yner

dialysis fiber (i.d. 220 nm o.d. 300 nm AN 69,

Hospal, Italy). Preceding surgery rats were
Mamedighheekmathanss ng i sof | urane (Q2/ N2,

300/ 300m / mn). Lidocaine-HO, 10 % (mv) was used for

| ocal anaesthesia. Rats were placed in a stereotaxic

R4t§ AR JII6QRH 1o Hebver 18141 184sODEE. 1%13@5 wa@s 9sztf€é$d'vm}part1ﬁmal
Ventral Hi ppcanpus (V. Hi nm

cexebropirgl ﬂmd cantammgi il 4hmp/ gltpd%r& Qaml\é &Glek2 quM@an a@d 9.2

f t
Pl AR e 051> Mg TRMEE] Btmadines Bain Niighda.
USK]. QSﬁﬁlﬁﬁfe%chﬁﬂyéﬁﬁﬂrﬂJles@%ﬁ RbHM &I ALY $iafs contalnm% 7.5
experinments Rats were allowed to recover for at |eas

uB0hM feebacid Warserapaih esaykisi th artifici al
cerebrospinal fluid containing 147nM NaCl, 3.0 nM KO ,
l1.2mM Cad 2, and 1.2 MM MgCd 2, at a flowrate of 1.5

SebrohinBrdlksisar var d apparatus, South Natick, M., USA).
15 mnuté mcrodialysis san‘pl es were collected in HPLC
vials containing 7.5 m 0.02 Macetic acid for

TR b ity A herBBs P iRl SB ShaadiieiaT cmano0
reﬂ'}geﬁit&i ﬁ%r%an(p@ﬂ%g@& S\ﬁ&fehg Sﬁt%taef’od& Qr@mll g 'H}g% '3 pm

onto a Hyper si |
co@lest(BcsterAmanﬁblve@m ,thet méthdelahcm)lmddsepaxawd w&bar atobde phase

coffi st b RREBROBOE e, BOFAmesE FRTE. rifprgfl heptane
sufghoRRORIEC 435 'n%thﬁo%n@e Exlﬂf‘m) LI/E/ of tnéﬂgaﬁglen})ﬁlﬂ @5 at a flow of

triethylamne, pH 4.65 at a flow of
0. ‘@ ﬁﬂfrmac(ShlnhidZn AADY AIB} lSHHTva@sctbt&etﬂde&dnperomemcally at a glassy

SFPVEAGRGER 00 Rl e AT VAREF dRoShrTided: T Nafhigymas.

The detection limit was 0.5 fmol 5-HT per 20 pl sample (signal to noise ratio 3).
Data presentation and statistics

Four consecutive microdialysis samples with less then 20 % variation were taken as
control and set at 100 %. Data are presented as percentages of control level (mean +
S.E.M.) in time. Statistical analysis was performed using Sigmastat for Windows
(SPSS, Jandel Corporation). Treatments were compared versus controls using two
way analysis of variance (ANOVA) for repeated measurements, followed by Student

Newman Keuls test. Level of significance level was set at p<0.05.
Results

Co-administration of citalopram with thioperamide



The detection limt was 0.5 fnol 5-HT per 20 ml sanple
(signal to noise ratio 3). Data presentation and
W@ t@bioséos€s Four consecutive m crodi al ysi s sanptESKa00u4/000862
l ess then 20 % variation werg taken as control and set
at 100% Data are presented as percentages of contro
level (nean S.E.M) in tinme. Statistical analysis was
ADBIhHaiBA 0§ Infidk oS 8 MRiSherhmi @ di¥hBriawsce(aah Sfectd 3 d6rotonin
Corporation). Treatments were conpared versus controls
levels mgventual hpyocamphy 6X 'so o OB FiOaAdas.}. ANOVA) f or

CqElmaisagen E%\»ai@”ﬁgéf@. R R QB O LS M ) induced
§9regéd eﬁg §H§qeeémﬂer§&&ﬁgarsmtoc€uawp}£h QR AR kibE

|opera n1n|strat|on of
5 aldn’m (d"p@ltmmtdas B]mb K00, # auc4s, é’ﬁﬁ O@ﬂi)e@bs hm agelysit oeviealed

.| evel ventr hi X
sigrr it difhrei i e o o dOar ot SpERA e ST ke wi t h
t hi operam de (5 ng/ kg s.c.) induced an augnented
effect on 5-HT | evels when conpared to cital opram
Ceradmiiisitetion pbeitadoryam v(itlr eiptoadar vs. Time F(10, 145) =
6. 48, PO 0001). Post-hoc analysis reveal ed significant
differences in tinme at 75, 90, 105 and 150 m n after
10 Adhﬁin@ﬂﬂahﬁm of COmarky 9. 3tp?@t1fa@ml@ﬁo@hd1ﬁ:|e@ﬁ5/ affedtk bh serotonin
i proxi fan Administration of 15 / ci proxi fan
lemlﬁlwﬁamnwa@ﬁys @Fﬁmﬁs‘%ﬁ rzgm@ in Ievel s in

S0 of PEERIN ar D Bl e ani (Rmiisle) induced

an(‘du@fn@?iﬂeﬁ 3ffeétlon JHTEVEs Whin édtabieaTottaRIpeIE BRHhiRfatieRt
on 5-HT |l evel s when conpared to cital opram

alensriTraagmemitisoHims IA® 14 D=k 90r0.0081). ?pﬁém(am@ly&quv-ealed
15 sigitchnr SREH in RELCN By ST 105 430 R ESS B Tt Qnp R

mn after injection.d ains:
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1. The use of a conpound, which is a serotonin

reupt ake i nhibitor, and anot her conpound, which is a
woBooses@ps or ant agoni st, i nverse agoni st or papCT/aK2004/000862

agoni st for the preparationsef a pharnmaceutica

conposition for the treatnent of depression, anxiety

di sorders and other affective disorders, such as
cpaner al i zed anxi ety di sorder, panic anxiety, obsessive

compul sive di sorder, acute stress disorder, post

traumatic stress disorder and social anxiety disorder,
1. Bl 29 0P SR HGLE, S 23 st Rup RPN e 2R another
congpgnnd,iwtdcldisadi et epton anagosist, dowtsealgonlissarpdetiad agonist for the

attention eficit,%%peractlvi¢% di sor der, arug abuse
PrERarafiAp o rbATERCSBI G FOTPRAHATS Oy ENCiTEFalRT OH ATRTESS I ARty
dis P bAPE Ber AfectifEdidsReR! siRhE3 gbRe A8 anBBlABN&E! panic

I nverse agoni st or partial agonist for the preparation
angfetyy opsrasive caupilsiak dsordsnsictiiestressalisvedarspast fraumatic stress
dconbingtioq\MtQ % S rotqmrwmeﬁ take inhi.bi.tor. 3. d
isrder fad sagal sty 8%@ To PRI HPBHTTS PUCh; 45\ Pafimie, Zpdgigan
obRkity) Phdbiad, dRERAhEL plefienéthf] PyRIBAN&tdoShitiO¢ dRorders, impulse

phar maceuti cal conposition useful for augnmenting
coatigl) Gsorgers.Atigntien defivitdyypenasievityodisqraer, dnarahpwaariagy other

. : e ' .ake. 1nphibitor. 4. The use
(hg%%%?%wﬁgm?%&ﬁﬁﬁhgph2?%%%%H@5§u§£érein the serotonin

reuptake inhibitor is used for the treatnent of

depressi.o anxi ety di sorders and_ other affectiye

2. gihegrsasf @ _,rf{s FOREPIRE ARGEuHeIFTSS REPIAT £F BRTi2lACOBISHESK the
pr%?étﬁ)n%'f)é'g%%%nac@@@&% §6ﬁ{§os?t%}pt5 leind&d c%gquixgtign L £

stress di er, post traumatic stress disorder or
sesbaiin keuptake ethybithrsor der, eating di sorders such as

bul i m a, anorexia and obesity, phobias, dysthyni a,

premenstrual syndrome, cognitive disorders, inmpulse

3. Co¥use bf 8 il-g%déﬁtfoi antBE e in08ts&l 85 dndt lor PABBT AohisY fok Yhe

di sorder, drug abuse or any other disorder Tesponsive
prensraiogrif a pharmpsguticad cornpesiteamyse i dor apgmentingsangl/or providing

r ot onj e iphj bitor nd_a.go nd, which is

a6 A EVARRNE ALY MR ByBRTRRSER: ort

agoni st ,
4. The use according to any of claims 2-3 wherein the serotonin reuptake inhibitor is
used for the treatment of depression, anxiety disorders and other affective disorders,
including generalized anxiety disorder, panic anxiety, obsessive compulsive disorder,
acute stress disorder, post traumatic stress disorder or social anxiety disorder, eating
disorders such as bulimia, anorexia and obesity, phobias, dysthymia, premenstrual
syndrome, cognitive disorders, impulse control disorders, attention deficit

hyperactivity disorder, drug abuse or any other disorder responsive to a SRI.

5. The use of a compound, which is a serotonin reuptake inhibitor, and a compound,
which is a H; receptor antagonist, inverse agonist or partial agonist,

for the preparation of a pharmaceutical composition for use in the treatment of
depression, anxiety disorders and other affective disorders, such as generalized

anxiety disorder, panic anxiety, obsessive compulsive disorder, acute stress disorder,
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for the preparation of a pharmaceutical conposition
for use in the treatnent of depression, anxiety
waoresns@se and ot her affective di sorders, suchPE@EDK2004/000862
general i zed anxi ety disordery panic anxiety, obsessive
compul si ve di sorder, acute stress disorder, post
traumati c stress di sorder and social anxiety disorder,
poBetauRtht i sHRésABEsT IS WAN soGalnkict @sordB0EMigalidiers such as
obesity, phobias, dysthym a, prenenstrual syndr one,
budioyai anpresiacind mbesitys Pholrigsu flxsshyroiat premensteigh siaxdzome, cognitive
ent.i on, defi ci,t |t r
S GR BRREF TR, Akkidenth RSB R SRR
abuﬁﬁ‘tbxbinty@tlﬁar dsordEh eesperesivaas Qerdiangn feQpraky inbibitrai N8 1-5
wherein a selective serotonin reuptake inhibitor is
used. 7. The use according to any of clains 1-6
WhgJ; j | t
6. ' éegftsg ?@CO?(Hﬂg gc}ejegﬂﬁ oé*.meﬁxg 1uﬂivéfﬁé;rgfglgarégll’eﬁgtfé’ger&jaﬁm’}?uptake
inkibaomis uded/ wherei n an antagoni st or an inverse agoni st
at the H3 receptor is used. 9. The use according to
any of claim1-8 wherein a H3 receptor antagonist is
7.Uusgé us@&cor-ﬁ tH%ﬁy 8¢ QIan‘i’é N8 wirdh ¥ c@xfnf)&lnﬁi, Whicki9 selective
wherein the IS selected fromcital opram
forthei Hateognters lfSIBdLoxet ine, sertraline, paroxetine,
fl uvoxam ne, venl af axi ne, dapoxetine, dul oxeti ne,
vi | azodone, nefazodone, im pram ne, fenoxetine and
8. ClTherugy RObrdhg tdhny SNElainse] -AGaRF¢H BE aht@g@iist odhn ¢dvatses
1-10 wherein the H3 receptor ligand is selected from
agypisioH dhe fs arceptor rusgdf an, | odophenpropit, GR 175737,
| odopr oxyfan, Proxifan, Perceptin, JB 98064, VUF 9153,
A 304121, ABT923, ABT 834, A 923, A 320436, A 331440,
9. AT1AB4 h3cordinB 408101 claithl (78 2heren 4 B3réCsptak ahPgB81ist isAsed.
431404, AQ 0145, FUB 181, FUB 360, FUB 407, FUB 637,
FUB 836, CGR 168320, GSK 189254A, GSK 207040A, GT 2016,
105T ThiOde acgcgrd%%t%’ an%f %1%;133 19WWKe2&4 ’théﬁ_RIZI% 3rected 2320,
Gl 2349, GI 2355,

4, lrmoproxifan, |npentam ne,
citadpram, escitalopram, ﬂuoxetlne sertrallne paroxetine, ﬂuvoxamme Venlafaxme,

dapoxetine, duloxetine, vilazodone, nefazodone, imipramine, femoxetine and

clomipramine.

11. The use according to any of claims 1-10 wherein the H3 receptor ligand is
selected from Thioperamide, Ciproxifan, Iodophenpropit, GR 175737, Iodoproxyfan,
Proxifan, Perceptin, JB 98064, VUF 9153, A 304121, ABT923, ABT 834, A 923, A
320436, A 331440, A 349413, A 349821, A 417022, A 423579, A 424835, A 431404,
AQ 0145, FUB 181, FUB 360, FUB 407, FUB 637, FUB 836, GR 168320, GSK
189254A, GSK 207040A, GT 2016, GT 2104, GT 2209, GT 2212, GT 2227, GT
2232, GT 2390, GT 2349, GT 2355, GT 2394, Imoproxifan, Impentamine, JNJ
5207852, NNC 0038 0000 1049, NNC 0038 0000 1202, SCH 50971, SCH 79687,
UCL 1199, UCL 1283, UCL 1390, UCL 1409, UCL 1860, UCL 1972, UCL 2065,
UCL 2138, UCL 2173, UCL 2283, Verongamine, VUF 4163, VUF 5000, VUF 5182.
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5207852, NNC 0038 0000 1049, NNC 0038 0000 1202, SCH
50971, SCH 79687, UCL 1199, UCL 1283, UCL 1390, UCL

wa4@8/05doss. 1860, UCL 1972, UCL 2065, UCL 2138, PCIIDK2004/000862

2173, UCL 2283, Veronganm neg3VUF 4163, VUF 5000, VUF

5182. 12. A pharmaceutical conposition conprising a

conpound, which is a serotonin reuptake inhibitor, and
12270 bhgtas&uiRalddhposttiot Romprisinkl égRha wiaibh 008tk &bnin

i nverse agoni st or partial agonist, and optionally
repitalieninbibifer, @ad pyotherceprapnd veush isar Hs gicepipr apgonist,jigyerse
A C i cal conposition according to claim 12
a@?@@?ﬁégélg%btoni n reuptake inhibitor used is a
and@lp€ioidl ephash adeatidallyraecaptabkecarnéys o tiduentsl 4. A

phar maceuti cal conposition according to any of clains

12-13 wherein the H3 antagoni st, inverse agonist of

1%aN jh3tm £Y06d 3 E?ﬁlgosﬁ%mwﬁlgf@rclmq 2HBhdrER TR Qotorhn:

phar maceut 1 ca onposi tion according to any of

regptalienphibPor vsed wha sedéative kerotddirl fegpiakie inhitatok3 r ecept or
antagoni st. 16. A pharnaceutical conposition according
to any of clainms 12-15 characterized in that the

145 €A phAHabeutiRhPdotnpoRftioRiat@rding t& 8hyeet @fndsr19M3 wherein the Hs
cital opram escitalopram fluoxetine, sertraline,

angageBitk INVEESe aBPRIVioX DTt agenssi ingcdsetife fordap dleagesaptor.
dul oxetine, vil azodone, nefazodone, i m pram ne,
fenoxetine and cl om pram ne. 17. A pharmaceuti cal
15¢C Arphairiat @iicalcaipdisitign tadcordiyig 6 ay éf ol@mE 42116, wherein the Hs
.characterized in that the H3 ligand is selected from
ligapd s 27 s 356 PIORAHBZONSt oy oxi f an, | odophenpropit, GR
175737, 1 odoproxyfan, Proxifan, Perceptin, JB 98064,
VUF 9153, A 304121, ABT923, ABT 834, A 923, A 320436,
16A A ghatdiceutic3UdAfDsitidn 2d@B&Ihg tohany1 A ms A24B53hifhctefized in

424835, A 431404,, . Q14 F 181,. FUB 36Q, , FUB 407,
thitgf %@3@‘9@@@%@6@1@%@% gﬂi%ﬁdu R o1 DERh SSEBIOPSER040A,
fldeketdl ertridlne? %xetﬁ@, ﬁangoanﬁﬂ_e, Zgﬂlgfaxfﬁ-g, é’x%%%@tirﬁr dlag)%%ine,

GT 2390, GT 2349, GI 2355, GI 2394, | mopr oxi f an,

vilapgrione arefare doumimpraTgs demKEBoRE ciowiprangse, NNC 0038
0000 1202, SCH
17. A pharmaceutical composition according to any of claims 12-16 characterized in
that the Hj ligand is selected from from Thioperamide, Ciproxifan, lodophenpropit,
GR 175737, Iodoproxyfan, Proxifan, Perceptin, JB 98064, VUF 9153, A 304121,
ABT923, ABT 834, A 923, A 320436, A 331440, A 349413, A 349821, A 417022, A
423579, A 424835, A 431404, AQ 0145, FUB 181, FUB 360, FUB 407, FUB 637,
FUB 836, GR 168320, GSK 189254A, GSK 207040A, GT 2016, GT 2104, GT 2209,
GT 2212, GT 2227, GT 2232, GT 2390, GT 2349, GT 2355, GT 2394, Imoproxifan,
Impentamine, JNJ 5207852, NNC 0038 0000 1049, NNC 0038 0000 1202, SCH
50971, SCH 79687, UCL 1199, UCL 1283, UCL 1390, UCL 1409, UCL 1860, UCL
1972, UCL 2065, UCL 2138, UCL 2173, UCL 2283, Verongamine, VUF 4163, VUF
5000, VUF 5182.

18. A pharmaceutical composition according to any of claims 12-17, which is adapted

for simultaneous administration of the active ingredients.
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50971, SCH 79687, UCL 1199, UCL 1283, UCL 1390, UCL
1409, UCL 1860, UCL 1972, UCL 2065, UCL 2138, UCL
wQ@2003/05d088 2283, Verongam ne, VUF 4163, VUF 50P0T/DX04/000862
5182. 18. A pharnmaceuti cal caggposition according to any
of clainms 12-17, which is adapted for sinultaneous

adm nistration of the active ingredients.19. A
pharmaceutical conposition according to claim18

wherein the active | ngredi nts ained in.the
19 ofvhaTmagerisalppaosti agkpraiN gﬁ%ggﬂ’ﬁ?@éﬂt eactive
in Hféﬁt%g}%%taﬁﬁ&ﬂmh@%ﬂeou 59 efahﬁ! ms 12-17 which is

apte or sequenti mni stration of the active
ingredients 21. The pharnmaceutical conposition

2(f o PR el hgsian BRAL b eh s d20d VRS difred
foPde uéhtfmdnﬁﬂng‘tﬁhoﬁ BEthe ABtNd iﬁlgﬁgfdn%n of conpounds

use for the treatnent of ression, anxiety
dlsorders and other affective dlsorders such as

219 e?ﬁé arr%lgge 1ca I m?f;osﬂtlgg glc%r lng%nénc Y é,l%g Xs 09 9? %v%%%e\i/ne the

Corrpu Sl ve SOF acu I SOr

activalngeddintsSire QSﬁaﬁbéﬂfdi%reﬁlﬂdsfg@%@hs anxi ety dl sorder,
eating disorders such as bulima, anorexia and
obesity, phobias, dysthym a, prenmenstrual syndrone,

22 S&grﬁét'hbé( ?oréih?i%ﬂ'&’ﬁ tioh BPHrifo 1&895&%1 fﬁ’@r Gtnrent of

attention ICclt yperact| Ity disor rug aguse
depressiny, ankieeyr dlslon:lens ded othes pifersive disboless BlthHS igenereligxtiak e
i nhi Bi nmeasur i

il Qi past SRHED: St SR o ieaytiet alfasiins fRorder,

pdseHRinFR e BRIr&&Gtahd 90515!%52&?93&%& thtale d18¢€erd Budh@RO
val ue below 50 nM (b) neasuring the affinity of test

bmhmmmnwslata@ldtdbemmph@umdwhsamd, premenstivagsyndeome, cognitive

the efficac
R AP B bs SN RORE Bl TRE P Bt R g
ab8i§d &CdnlyRdghdr AR oFRARRPHESy eB iserdtolireredptaR@ Bihilsitoss, coMPAEIBE, in
agoni sts or parti al
any order:
(a) measuring the ability of test compounds to inhibit serotonin reuptake and
selecting the compounds that have an ICsy value below 50 nM;
(b) measuring the affinity of test compounds to the Hj receptor and selecting the
compounds,
and thereafter measuring the efficacy of the selected compounds at the Hj receptor

and selecting the compounds which are antagonists, inverse agonists or partial

agonists at the receptor.

23. A method according to claim 22 wherein the compound has an affinity in step (b)

of less than 50 nM;

24. A method according to any of claims 22 and 23, wherein the compound has an

affinity in step (b) of less than 10 nM:



agoni sts at the receptor. 23. A nethod according to
claim 22 wherein the conpound has an affinity in step

w@ bjosobdosss than 50 nM 24. A net hod accor di ngPCT/DR2§04/000862
of clainms 22 and 23, wherei st he conmpound has an
affinity in step (b) of less“than 10 nM 25. A conpound
identified according to any of the clains 22-24.

25. A compound identified according to any of the claims 22-24.



