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worsen during the first weeks of treatnent. Secondly, sexual dysfunction is
a side effect common to all SSRIs. Wthout addressing these problens, real
 progress iBackgivmndhar macot her apy of depression and anxi ety disorders is not
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anti depr esgativd e6BRY rBBaiREinhibitors (hereinafter referred to as SSRIs) have become

15 first choice therapeutics in the treatment of depression, certain forms of anxiety and
social phobias, because they are effective, well tolerated and have a favourable safety

profile compared to the classic tricyclic antidepressants. .

However, clinical studies on depression and anxiety disorders indicate that non-
20  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
25 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
30  augmentation strategies. Augmentation of antidepressant therapy may be
accomplished through the co-administration of mood stabilizers such as lithium

carbonate or triiodothyronin or by the use of electroshock.
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15 The effect of combined administration-of a compound that inhibits serotonin reuptake
and a 5-HT, receptor antagonist has been evaluated in several studies (Innis, R.B. et
al. Eur. J. Pharmacol. 1987, 143, p. 1095-204 and Gartside, S.E., Br. J. Pharmacol,
1995, 115, p 1064-1070, Blier, P. et al. Trends in Pharmacol. Science 1994, 15, 220).
In these studies it was found that 5-HT) 4 receptor antagonists would abolish the initial

20  brake on 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
25 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; s autoreceptor. Microdialysis experiments in rats have indeed shown that
30  increase of hippocampal S-HT by citalopram is potentiated by GMC 2-29, an

experimental 5-HT)p receptor antagonist.
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Thus stimulation of the GABA 4 receptor with the agonist muscimol reduced 5-HT
cell activity & 5-HT release in the raphé nuclei (Tao R. & Auerbach S.B. J.
Psychopharmacology vol 14(2): pp 100-113 (2000)) and blockade of GABA,
receptors increases firing and subsequently elevates levels of extracellular 5-HT (see

20 below - bicuculline & Tao R. et al., British Journal of Pharmacology vol 119: PP
1375-1384 (1996)).

The GABAGg agonist baclofen produced a decrease in 5-HT in the raphé and reduction
in the forebrain (Tao R. et al., British Journal of Pharmacology vol 119: pp 1375-1384

25 (1996)) and when administered by itself the GABAg antagonist., phaclofen, is devoid
of effect on 5-HT levels in either the raphé (Abellan M.T. ez al., Neuroreport vol 11:
pp941-945 (2000); Tao R. et al., British Journal of Pharmacology vol 119: pp 1375-
1384 (1996)) or in the forebrain (see below & Tao R. et al., British Journal of
Pharmacology vol 119: pp 1375-1384 (1996)). However, phaclofen, administered

30 either centrally into the hippocampus or systemically was shown to significantly
increase the effects of citalopram on extracellular 5-HT levels, as demonstrated in the

findings reported here.
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The disclosure herein covers both SSRI + GABAp antagonist in separate or the same

molecule.

In a first aspect, there is provided the use of a compound, which is a serotonin
reuptake inhibitor. and another compound, which is a GABAg receptor antagonist,
inverse agonist or partial agonist for the preparation of a pharmaceutical
composition for the treatment of affective disorders selected from the group
consisting of depression, anxiety disorders, generalized anxiety disorder, panic -
anxiety, obsessive compulsive disorder, acute stress disorder, post traumatic stress
disorder and social anxiety disorder, eating disorders selected from the group
consisting of 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 second aspect, there is provided the use of a GABAg receptor antagonist,
inverse agonist or partial agonist for the preparation of a pharmaceutical
composition to be used in combination with a serotonin reuptake inhibitor for the
treatment of affective disorders selected from the group consisting of depression,
anxiety disorders, generalized anxiety disorder, panic anxiety, obsessive compulsive
disorder, acute stress disorder, post traumatic stress disorder and social anxiety
disorder, eating disorders selected from the group consisting of 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.
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In another embodiment, the disclosure herein relates to the use of
a) acompound which is a serotonin reuptake inhibitor and a GABAR receptor
antagonist, inverse agonist or partial agonist, or
b) acombination of a compound, which is a serotonin reuptake inhibitor, and
a compound, which is a GABAg recepior antagonist, inverse agonist or
partial agonist,
for the preparation of a pharmaceutical composition or kit (kit-of-parts) useful for the
treatment of depression, anxiety disorders and other affective disorders, such as
generalized 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 two independent embodiments, the disclosure herein relates to the use of a
compound, which is a serotonin reuptake inhibitor, and a compound, which is a
GABAg receptor antagonist, inverse agonist or partial agonist, for the preparation of a:

(a) pharmaceutical composition, or



di-sorders and other affective disorders, including generalized anxiety
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Agp receptor antagonist, Inverse agonist or partial agonist, and optionally

pharmaceutically acceptable carriers or diluents.

In a fourth aspect, there is provided a kit comprising:
i) a GABARg receptor antagonist, inverse agonist or partial agonist in a

first-unit dosage form;

ii) a serotonin reuptake inhibitor in a second-unit dosage form; and
iii) a container means for containing said first-unit and second-unit dosage
forms.

In a further embodiment, the disclosure herein relates to a pharmaceutical composition

or kit comprising:

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

and optionally pharmaceutically acceptable carriers or diluents.

In two further individual embodiments, the disclosure herein relates to either a
pharmaceutical composition or a kit comprising a compound, which is a serotonin

reuptake inhibitor, and another compound, which is a GABAp receptor
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peracuvity disorder, drug abuse or any other disorder responsive to serotonin
reuptake inhibitors comprising administering to a person in need thereof a

therapeutically effective amount of



pharmaceutical conposition or a kit conprising a conpound, which is a
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another) compound, which 1s a GABAB receptor antagonist, inverse agonist or
partial agonist

are intended to be individual embodiments. Accordingly, each of them may be
claimed individually.
15
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,
20  premenstrual syndrome, cognitive disorders, impulse control disorders, attention
deficit hyperactivity disorder, drug abuse and any other disorder responsive to a SRI
1s intended to be an individual embodiment. Accordingly, whenever mentioned in the

disclosure herein, each of the indications specified above may be claimed individually.

25
Whenever the 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, premenstrual

30  syndrome, cognitive disorders, irﬁpulse control disorders, attention deficit
hyperactivity disorder, drug abuse and any other disorder responsive to a SRI are
mentioned in relation to use of a GABAp receptor antagonist, inverse agonist or

pértial agonist and an SR1, a pharmaceutical composition, a kit, a method of



are intended to be individual enbodi nents. Accordingly, each of them may be
claimed individually. 15 Each of the nedical indications depression,

anxi ety disorders and other affective disorders, including generalized
anxi ety disorder, panic anxiety, obsessive conpul sive disorder, acute
stress disorder, post traumatic stresg§ disorder or social anxiety

di sorder, eatin i sorde uch as bulim.a, anorexia and obesity, phobi as,
dyst hymi af eaﬁ‘ﬁ“ﬁ%@fﬂéﬂ&@‘iﬁ%r g’?ﬁg?lﬁﬁ@?t‘%@ﬁﬁmwnef LS eleoE treatmsl 5t cont r ol
di sorder sini AL PR{H:OR indlOldhsi dmbBSERCALYb M SR5HIG e Hiatughuse and any

ot her disorder responsive to a SRl  is Intemn to be an 1 ndividual

enbodi mendpecified ebaicnpdyyindivibnby de claened topether withiseid we 96k GRABAg her ei n, each

of the indications specified above nmay . .be clained jndividually. 25
Whenever ERETRHAEAEI o Ht<Eie RGBS QP arila) AEeRlS 4 oy er BIAACHEREr af f ect i ve

di sor der Sgompdaftlot dikif) OnAEEHEs Bt daBiBht AAK hrikitho dHod Bled8Enti RARLE o AL Mds |
obsessi ve conpul si ve disorder, acute stress disorder, post traunatic

stress digsfdder trratmedi al anxi ety di sorder, eating disorders such as
bulim a, anorexia and obesity, phobias, dysthym a, prenenstrual 30
syndronme, cognitive disorders, inpulse control disorders, attention deficit
hyper act i Mi 4 parti¢igaresiebodinenyge seetsiee ssrctoninyredpfaRe inhitsitdr dekisefesponsi ve to a
SRI are nentioned in relation to use of a GABAB receptor antagonist,

i nver se atfoRPdeseBieredhr tial agoni st and an SR, a phar maceuti cal

compogj tion, a kit, a method of 8 treatnent and a nethod for the
identification of conpounds useful for treatnent it is intended to be an
i ndi vi dualn aotiedpatoilar sohaiiniemngy b yompaatd, ofhidhhie séladivedbi bes:ABRAgCI fi ed
above may individu Iy.bi cI%ined together with said use of a GABAB
recept or KATRARON 8T 25i4iRFIPEA BSISGhi st or partial agonist and an SR,

phar maceutical 5 conposition, kit, nmethod of treatnment and nethod for the

identification of conpounds .
: In a further embodiment, a compound, which is an antagonist, an inverse agonist at

15 the GABAgreceptor is used as disclosed herein.

The pharmaceutical composition or kit as disclosed herein may be
administered by simultaneous administration. The term “simultaneous édministration”
as used herein means, that the GABAGg receptor antagonist, inverse agonist or partial
20  agonist anc _;'e SRI are administered with a time separation of no more than 15
minutes, such as at most 10 minutes, such as at most 5 minutes or such as at most 2
minutes. The GABAg receptor antagonist, inverse agonist or partial agonist and the
SRI may be contained in the “same unit dosage form” or in “discrete dosage forms”.
As used herein, the term *“same unit dosage form” means a dosage form comprising
25 both the SRI and the GABAg receptor antagonist, inverse agonist or partial agonist.
As used herein, the term “discrete dosage form” means that the GABAp receptor
antagonist, inverse agonist or partial agonist is comprised in one dosage form and that

the SRI is comprised in another dosage form.

30  Simultaneous administration of GABAg receptor antagonist, inverse agonist or partial
agonist and the SRI is optionally combined with administration of supplementary
doses of GABAg receptor antagonist, inverse agonist or partial agonist. The

supplementary doses of GABAg receptior antagonist, inverse agonist or partial agonist



useful “for treatnent. In a particular enbodi nent, a selective serotonin
reuptake inhibitor is used as disclosed herein. 10 In another particular
enbodi ment, a conpound, which is selective for the GABAB receptor is used
as disclosed herein. In a further enbodi ment, a conpound, which is an
“antagoni st, an inverse agonist at 15 fhe GAABAB receptor is used as

di scl osed her g4 sived AR ; ceut : si.tion or kit as disclosed herein
may be adni %f stered byﬂsﬂ;iﬁ{ﬁugﬁ’tElr?e(g(&?lrgg%gﬁlg&vﬁlﬁe%ﬁﬂe S%’Ié‘nf‘é}‘rerﬁ@ﬁwl t aneous

admi ni st r dEFEPIPT AnREONISE thVREBE @EonisTRADArtid] h@ni&t%i@ﬁﬁé@d&?ﬁ%}e@b ant agoni st ,
: mnistered with a

I nver se agQil parti.al .20 agonist anc. ;e SRl are a

tine separgﬁ%%n%gusn%m 1gtéantoﬁaﬁ‘a%g’erﬁwﬁﬁ ¢ orgnerk times atdappsg. ohBe diinut es,
such as atoreRStwide HhiHIARSoincdeiCh as at nost 2 mnutes. The GABAB receptor
ant agoni st, inverse agonist or partial agonist and the SRl nmay be

cont ai Red i n* t K= G4&rm 1epetordmsageist, GnverssOdgonfyt ooh56412bEnS0SAYE: R MB" . AS
| form

used herein, t t.erm".sa nit dosage fornt nmeans a dosage
conprising 25 Elgziyhbetz{?émg%?eg#a/ SEWBQ@Q%RBW@W%‘PH antsadpolyiagtl, i nverse
agoni st or par tsupllegaitydoses AGASE & intds erm "di screte dosage
form' neans that the GABAB r,epeptorgrantpagrorarqlt%pl,%sﬁt’ nvergESTYS A 828 parti al
agoni st i s conpEPUEMBhdRministEsagel .20 mrartimesaday, thtd SR 2 b3 gaRLi sed in
anot her dosage 4Eormy ' aneous adm ni stration of GABAB receptor

ant agoni st, i nverse agsg%ﬂéétgyt‘{r"g%g‘%‘fi’éﬁ‘c %ﬁ?%&al]a\’rﬂﬂ Sktheassmee dailyopt i onal |y
conbi neéd @i th admi nistration of supplenentary doses of GABAB receptor

ant agoni st , .i n e:ﬁs' gr%oni st or partial agonist. The supplenentary doses of
GABAB r eceptor B g@ iTSECPIOT AYBBYBstayysrsstagonisparpaitall aggnfiagd 1R SRy be

given for inst ﬁﬂ?%e%drr&istéreﬁﬁay%irﬁﬁl%%o&s 9o%¥im\l\skt1rg{i§natswi}:eh§ail§?a{ndand the GABAB
supplementary doses of GABAp 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

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

Alternatively, the pharmaceutical composition or kit as disclosed herein is
administered by sequential administration. The term “sequential administration” as
used herein means that 1 or more daily doses of GABAg receptor antagonist, inverse
20  agonist or partial agonist and 1 or more daily doses of SRI are administered with a
time separation between two administered doses of more than 15 minutes and less
than 4 hours, such as more than 2 hours and less than 4 hours, such as more than 15
minutes and less than 2 hours, such as more than 1 hour and less than 2 hours, such as

more than 30 minutes and less than 1. hour, such as more than 15 minutes and less

9
(5]

than 30 minutes. Either the SRI or the GABAp receptor antagonist, inverse agonist or

partial agonist may be administered first. The GABAGg receptor antagonist, inverse

agonist or partial agonist and the SRI are contained in discrate dosage forms,

optionally contained in the same container or package. Typically, 1, 2, 3,4 or 5 daily

doses of GABAp receptor antagonist, inverse agonist or partial agonist and 1 or 2

30 daily doses of SRI may be administered. Accordingiy:

» the GABAg receptor antagonist, inverse agonist or partial agonist and the SRI
may be administered once daily and the GABAp receptor antagonist, inverse

agonist or partial agonist may be administered 1, 2, 3, 4 or 5 times a day, such



receptor antagoni st, inverse agonist or partial agonist wh
adm ni stered by "sinultaneous adm ni stration” may be give
times a day, e.g. once daily or e.g. twice daily. Accordi
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package. Typically, 1, .2, 3, 4 or 5 dai

may be contained in the same unit dosage fo%n When the pharmaceutical

15  composition or kit 1s 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 GABAp receptor

antagonist, inverse agonist or partial agonist.

20 A kit (kit-of-parts) comprises a preparation of the GABAjg receptor antagonist, inverse

agonist or partial agonist in a first-unit dosage form, and the SRI in a second-unit

dosage form, and container means for containing said first and second dosage forms.

In particular, the disclosure herein relates to the use of, and 1o pharmaceutical

25  compositions or kits comprising the following combinations:

CGP 55845 and an SRI selected from citalopram, escitalopram, fluoxetine, sertraline,

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

nefazodone, imipramin, femoxetine and clomipramine,

30

CGP 62349 and an SRI selected from citalopram, escitalopram, fluoxetine, sertraline,

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

nefazodone, imipramin, femoxetine and clomipramine,



doses of GABAB receptor antagonist, inverse agonist or partial agonist and
1 or 2 30 daily doses of SRI may be adm ni stered. Accordingly: the GABAB
receptor antagoni st, inverse agonist or partial agonist and the SRI my be

adm ni st engd 2efpeosdpi | y and the GABAB receptor antagonigsdpypkiNSeag, agoni st
or partial agonist may be admnistered 1, 2, 3, 4 or 5 tinmes a day, such 10

as 1, 2, 3 or 4 tinmes a day, such as gh 2 or 3 times a day, such as once or
twice daily, such as twice daily or ch as once daily, or the GABAB
recept or apGagaY8Bind dn'BRAIsEECtad) BBInSitaloprapg ktdialopagg fiustetmadetttsdin§RI 5 may
be adm nistered tw ce daily and the GABAB ‘rﬁ{i@)t.or eint %goni st, inverse
agoni st or paexating fluyguamiae, veplplagime o iRPYSIDE efne, y11azp000€. or 5 times a day,

such . as Lneodind imtbrirhifeRmBxdfi and Yehigiimine, 2 Or 3 Limes a day, such as
once or twce arl'y, such as twice daily or such as once daily. 10

Accordingly. the pharnmaceutical conposition or kit as disclosed herein may

be adapt eg&{gg{%ﬁb %g%ﬁa‘gﬁ?g&ec’?}eﬁaﬁc{% %‘Fﬁ{lﬂ:}%@f‘ esg{talgﬁ}g?’l?‘ﬁ&éx\éﬁné, Q&{rﬁﬁlﬁel? nts, or

it my be equent Fation e active ingredients.
When t he phaorazefhivoakmineovephsixinepdapoketkiet dulsxetidapilezbdoas. si mul t aneous
adm nistration, the active.ingredi ents .may.be contained in the sanme unit
dosage forWfamﬁe’t‘ﬁgrmrmgfﬂqecagfj Cl?f’gugrorrbr&i tion or kit is adapted for
sequential adm nistration, the active ingredients are contained in
di screte dosage forns, optionally cantained i.n the sane cont%i er. or
package. A§Qfs"éﬁ¥9héﬁ%?rh,s£1a%?1°°’§étfﬁ%m? B %?Halom’n@“oéﬁmgl??e o1 'S GABAB
recept ofy _3BA080 AlvodufiR! SRIREGHY SipoREuRARibRkinagaREsione 20 A Ki !
(kit-of-parts) conprises a preparation of the GABAB receptor antagonist,
i nverse agefizedonerimipreming fempretinicsand CIPTAPFHRY - uni t dosage form and the
SRI in a second-unit dosage form and container neans for containing said
first and second dosage fornmns. )

CGP 35348 and an SRI selected from citalopram, escitalopram, fluoxetine, sertraline,

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

15 nefazodone, imipramin, femoxetine and clomipramine,

CGP 36742 and an SRI selected from citalopram, escitalopram, fluoxetine, sertraline,
paroxetine, fluvoxamine, venlafaxine, dapoxetine, duloxetine, vilazodone,
nefazodone, imipramin, femoxetine and clomipramine,

20

CGP 46381 and an SRI selected from citalopram, escitalopram, fluoxetine, sertraline,
paroxetine, fluvoxamine, venlafaxine, dapoxetine, duloxetine, vilazodone,

nefazodone, imipramin, femoxetine and clomipramine,

25 CGP 52432 and an SRI selected from citalopram, escitalopram, fluoxetine, sertraline,
paroxetine, fluvoxamine, venlafaxine, dapoxetine, duloxetine, vilazodone,

nefazodone, imipramin, femoxetine and clomipramine,

CGP 54626 and an SRI selected from citalopram, escitalopram, fluoxetine, sertraline,
30  paroxetine, fluvoxamine, venlafaxine, dapoxetine, duloxetine, vilazodone,

nefazodone, imiparmin, femoxetine and clomipramine,



I'n-particular, the disclosure herein relates to the use of. and to

phar maceuti cal 25 conpositions or kits conprising the follow ng

conbi nati ons: CGP 55845 and an SRl selected fromcital opram escital opram
fluoxetine, sertraline, paroxetine, fluvoxam ne, venl afaxi ne, dapoxetine,
vi | azodone, dul oxetine, nefazodone, im pram n, fenoxetine and

cl om pram ne, 30 CGP 62349 and an SR f | ected fromcital opram

escital opram fluoxetine, sertraline, %ar oxetine, fluvoxan ne,

ven| af axi ne, dapoxetine, dul oxetine, vilazodone, nefazodone, im pramn,

f enoxet i neCa@Rd 58450 MGH 62848eCGAO128041GP 082%), PGP T8R2003GP0034% CGHL CGP 71982

par oxot 1 NS TR GR ARt e Lot AR AR RiGT HE136 86t ARACNed BRBETHEO ) ar odon,

nef azodonepadriiapsiagichi REEARXEIRNS4 WAd2 Ch oy pigami ne, 5 CGP 76290 and an SR
selected fromcital opram esci t al opram  fluoxetine, sertraline,

paroxetine, fluvoxam ne, venl af axi ne, dapoxetine, dul oxetine, vil azodone,

nef azodo neSCII{ %9f 18%Hdr5:n Sflﬁrggfégtte{i @ﬁn{:‘ag&l&};r&glugscﬁgo%ram ggo: e}igg,ig E]' eand an SR

sel ected fromcital opram e€sci Fam oxe _ _ 10
par oxet i negertfdlquoamenae, flue ok ahin mlafatap@ﬂepd)mne diwlxehé.ne, vil azodone,
nef azodone ram.n, ,fenoxetine gnd cl om pram ne, CGP 35348 and an SR

sel ected lelﬁiﬁ?nac aﬁ‘eé?)zrogﬂ?e TR SR ?ﬁet‘F’FGBQ EOPHFAMERG:t 1 al i ne,

paroxetine, fluvoxam ne, venlafaxine, dapoxetine, duloxetine, vilazodone,
15 nefazodone, im pram n, fenoxetine and clom pram ne, CG 36742 and an SR
sel ect ed fR@ﬁb&ntaaﬂ@pﬁgﬁﬁele@@d framdmahm’am | agoiseatrirare, flemeting lsemreline,

par oxet i ngj &eﬂ}{g%% mge%l @%hgﬁap oxgcpr%eHgéjl{,ﬂ%oedtolnne vi | azodone,

nef azodon I'm pram n ermxe
nefazodone, 1m1pram1n_. femoxetine and clomipramine,

Saclofen and an SRI selected from citalopram, escitaiopram, fluoxetine, sertraline,
paroxetine, fluvoxamine, venlafaxine, dapoxetine, duloxetine, vilazodone,

nefazodone, imipramin, femoxetine and clomipramine,

2-hydroxysaclofen and an SRI selected from citalopram, escitaiopram, fluoxetine,
. R . . . . . .
sertraline, paroxetine, fluvoxamine, venlafaxine, dapoxetine, duloxetine, vilazodone,

nefazodone, imipramin, femoxetine and clomipramine,

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

nefazodone, imipramin, femoxetine and clomipramine .

In a fifth aspect, there is provided a method for the identification of compounds
useful for the treatment of affective disorders selected from the group consisting of
depression, anxiety disorders, generalized anxiety disorder, panic anxiety,
obsessive compulsive disorder, acute stress disorder, post traumatic stress disorder
and social anxiety disorder, eating disorders selected from the group consisting of
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



20  CGP' 46381 and an SRl selected fromcital opram escitalopram fluoxetine,
sertraline, paroxetine, fluvoxam ne, venl afaxine, dapoxetine, dul oxetine,
vi | azodone, nefazodone, im pramn, fenoxetine and cl om pram ne, 25 CGP

. 52432 and an SRl selected fromcital opram escitalopram fluoxetine,
sertraline, paroxetine, fluvoxam ne, venl af axi ne, dapoxetine, dul oxetine,
vil azodone, nefazodone, impranmn, {gnroxetine and clom pram ne, CGP 54626
and an SRl selected fromcital opram escital opram fluoxetine, sertraline,
30 paroxetine, fluvoxam ne, venl afaxi ne, dapoxetine, dul oxetine,

vi | azodone efazodone i mpa f enoxeti ne and cl om pram ne, 12 CGP
55845, CPNBNY: glzafp&gf?ezgo CP 76201, OGP 35348, OGP 36742,
CGP 46381, OGP(H2432 ﬁﬁd (BB HA020:A! ColhacR36 Yy
PharnacologlcaléREV|gws 20 ' ? b. 247- 26ignggﬁﬁéég¥%l 5 an SR
sel ected from ci taidostesimg @moma:toapdamt lﬁavm@né&onalue mdow 2@ ivhe.

par oxeti ne, fI voxam ne, .ve afax ne, ti xetine, vilazodone,
nef azodone, i m pramH™ $§|’?D%? ?’lt\n% tﬁﬁcfogl %r ﬁﬁﬁg’g‘lﬂﬁﬁa?f:?ﬁt%rrﬁngnd an SRl
sel ect ed from ci t sdi@pinaihe &ippduatopram fluoxetine, sertraline,

paroxetine, fluvoxam ne. venl afaxine, dapoxetine, dul oxetine, vilazodone,
nef azodonénd qu@ﬁahmﬁasumgﬁleeﬁﬁn@csmfdh@s@mtm eomprandsaichoGexBAnd an SRI

;glr g>c<tete dnfé&%ﬁ& hﬁﬂe?g&ﬁmth (?(inaﬁ axi ne%mé1 %%%gé%ﬁés > dﬁfeg%quo%ts i 1 azodone.

nef azodon@artuahhg?uh&t@ a?t,thé ﬁﬁ&'@p(tei.l ne and cl om pram ne, 2-hydroxysacl of en and
an SRI selected fromcital opram escitaiopram fluoxetine, sertraline,
par oxeti ne, fluvoxam ne, venl afaxi ne, dapoxetine, dul oxetine. vilazodone,
nef azodone, im pramn, fenoxetine and cl om pram ne,



GAS 360 and an SRl selected fromcital opram escitaiopram fluoxetine.
sertraline, paroxetine, fluvoxam ne, venl afaxi ne, dapoxetine. dul oxeti ne:
vi |l azodone, nefazodone, im pramn, fenoxetine and clompramne. In a fifth
aspect, there is provided a nethod for the identification of conpounds
useful for the treatment of affective d¥sorders selected fromthe gr oup
consisting of depression. anxiety disorders, generalized anxiety disorder,
pani c anxiety. obsessive conpul sive disorder, acute stress disorder, post
traumati c stress disorder and social anxiety disorder. eating disorders
selected fromthe group consisting of bulima, anorexia and obesit<-,

phobi as. dvsthvm a, prenenstrual syndronme, cognitive disorders, inpulse
control disorders, attention deficit hyperactivity disorder, drug abuse or
any other disorder responsive to serotonin reuptake 12a inhibitors,
conpriéing, in any order: (a) neasuring the ability of test conpounds to
inhibit serotonin reuptake and selecting the conpounds that have an | C50
val ue bel ow 20 nM (b) nmeasuring the affinity of test compounds to the
GABAB receptor and selecting the conpounds, and thereafter neasuring the
efficacy of the selected conpounds at the GABAB receptor and sel ecting the
conpounds whi ch are antagoni sts, inverse agonists or partial agonists at

t he receptresferrdBGAR A ‘@{%@ﬁyli s, sh ffinity of below 1,5 M

wher eas ot_he?rrpr ef er rge a?illag@?? gands gﬁ%@vggf}’lg'#:wly%?r‘?fé%t%%pi‘?fm‘?ﬁw and yet

ot her 1pr efigardsghbivgéimlty sfttetoval i N tayid Get othel SrERA 1AM dELED a@{ir@, cﬁ{] eferred
0

are conpounds wi.t finity below 100 nM Exanpl es 6f assays e
sel ect i ongiglo %nggénve@fm@&@&g’e’aﬁ@ al§eRmpoynds witk affmity below 100 nM.

Examples of assays for the selection / detection of GABAp antagonists, inverse

agonists or partial agonists are for example the following:

Binding assay for the detection of compounds with affinity for GABAp receptors are
described in Karla et. al. J. Med. Chem. 1999, 42(11), 2053-2059; or Frydenvang et.
al. Chirality 1994; 6(7); 583-589;

20 Efficacy assay for the detection of antagonists, partial agonists or inverse agonists at
the GAB Ag receptors are for example: Kamatchi et. al. Brain Res. 1990, 506(2), 181-
186; or Brauner-Osborne et. al. Br. J. Pharmacol. 1999, 128(7), 1370-1374.

The disclosure herein also covers compounds identified according to this method but

is not limited to theses assay methods.

According to the disclosure herein, it has been found that co-administration of GABAg
receptor antagonist or inverse agonist and a serotonin reuptake inhibitor produces a
significant increase in the level of serotonin in terminal areas, as measured in

30 microdialysis experiments, compared to the administration of the serotonin reuptake

inhibitor alone.



agoni sts or partial agonists are for exanple the follow ng: 15 Binding
assay for the detection of conpounds with affinity for GABAB receptors are
described in Karla et. al. J. Med. Chem 1999, 42(11), 2053-2059; or
Frydenvang -et. al. Chiraliay 1994; 6(7); 583-589; 20 Efficacy assay for

t he .detection of antagonists, partial ldgonists or inverse agonists at the
GABAB recg&kggs(ggg Igé exanBIe: Kamatchi_et. al. Brain Res. 1990, 506(2),
181- 186 ~orHRIRAPS BSHETRE herein. sumagstudiespiase Pl thatl GABARTEBHRY,

1370- 1374 anthbénist 3 Gh@Sesr L) Vv, , unds i.dent.ified.according
to this method but 25 f%oﬁgiﬁ%?ﬁ?%E%1%%‘§ﬁ§§%§H§§%a¢Cﬁg%ﬁéﬁé@nﬂHﬁ%rding to
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receptor antagoni st or inverse agonist and a serotonin reuptake inhibitor
produces a significant increase in the |evel of serotonin in termnal

ar eas, > as Thensaniacanbiggioniof B Ab yestistoe xmegdiRNhSers€ QMR 8p 4R, he
4 iccordi ng to

admnistration of the serotonin.reuptake inhibitor alone. 1

the di scl Olﬁ%a &e? ?rﬁfonélhfel’fﬁﬁak%frﬁﬁ?lg’éW\%eaéﬁdﬁﬁ“qﬁﬁhﬁ an@ABABS sectepiror

ant agoni sfeupfaké MHEHise n@BRBArS ko B dBpRM: SlEarf v therapeutic effect
of serotonin re-uptake inh|bitorsB%ndlpo%éﬁ?pgggﬁ%ﬁﬁ“%ﬁ%ﬁgFﬂgfgmbotentim

of ser ot offih redegpthaiseds effectsicanses bysheTtreotosin refptakeciahivitoaTh pattiehlaGABAB
receptor anRt-a398MHa8hn of QYS S rd agoni st and a serotonin
Feupt ake Taeaoaibn of BYELEE R0 SER! BP Ralie GPomen ezt T eupt ake

i nhi bl or inverse sgmnist of Pattiabagonite piae $6dueB tRNIQIMBRI1AL§ RG] LYE A Sor ders and
may thus duce th&}si de effects caused by the serotonin reuptake

]
i nhi bi t or SYSEYRCHSR AR slPek dstuiaecesonbi nat i on of a reduced anmount of SR and a
GABAB r ecept or antagoni st, 1o inverse agonist or partial agonist may reduce
the risk of SSRI-induced sexual dysfunction and sleep disturbances.
Co-administration of a GABAg receptor antagonist, inverse agonist or partial agonist

and a serotonin reuptake inhibitor may also be useful for the treatment of refractory
15 depression, i.e. depression, which cannot be treated appropriately by administration of a
serotonin reuptake inhibitor alone. Typically, GABAp 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 SRI.
20

Compounds which are both serotonin reuptake inhibitors and GABAGg receptor

antagonists, inverse agonists or partial agonists may have the same pharmacological

advantages as the combination of a serotonin reuptake inhibitor and é GABAg receptor

antagonists, inverse agonists or partial agonists, with respect to reduction of side effects,
25 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
exert its therapeutic effect via inhibition of serotonin reuptake in the CNS, may

30 benefit from augmentation with a GABAg receptor antagonist, inverse agonist or

partial agonist.



Co-admi ni stration of a GABAB receptor antagoni st, inverse agoni st or
partial agonist and a serotonin reuptake inhibitor may al so be useful for
the treatnment of refractory 15 depression, i.e. depression, which cannot be

treated awpro@roesel y by administration of a serotonipcrsrRhskmaiznhi bi tor
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ant agonli St nvérse ag ‘oni _
PCT/ DK2003Y’1910£@412 33ac5 B'I967 1f4eTApm4sg3 |A804250B15/H) 86008, NSIOBEY, SeB0cser ot oni n

reupt ake i may  bepefit from augnentation with a GABAB
receptH’r (ﬂ?ggfl)%‘n% glapro tgr%ygn PYY: tEmipranyne; giinuyRing dotieRiBy opr am

esci tal Opré‘ﬁﬁxaf)]'né%l?&da%meRMcll\UWSQtM@ﬁ 576 8NN 20220 €. 79298, PGAdone

f I uvoxam ne venl af axi ne, desnetq?)él venl af axi ne, dul oxetine, dapoxetine, 5

vi | azodoneY MiBPa26aeOrs §783r QFe 4987, P G908 AHEPRYlioRi aieitringdiied¥-ani ne,
P! g%ng ??mrlﬁ%de ey ite! €155 BBRA MR i Adatrfne, £ 928034H, D 2ds67RXLY1 ne,
113.821, LY 214.281, CGP 6085 A, RU 25.591, napamezole, diclofensine, trazodone,
15 BMY 42.569, NS 2389, sercloremine, nitroquipazine, ademethionine, sibutramine,
desmethylsubitramine, didesmethylsubitramine, clovoxamine vilazodone. The
compounds mentioned above 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. Accofdingly,

20  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,
25  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,
30  napamezole, diclofensine, trazodone, sercloremine, nitroquipazine, ademethionine,
sibutramine, desmethylsubitramine, didesmethylsubitramine, clovoxamine

vilazodone,



ci-anoi m pram ne, litoxetine, cericlamne, seproxetine, W 27587, W/ 27866,
i mel dine, ifoxetine, indeloxazine, tiflucarbine, viqualine, mlnacipran,
bazi naprine, YM 922, S 33005, F 98214-TA, Fl 4503, A 80426, ENMD 86006, NS
2389, S33%AP20046h08F]C 14523, al aprocl ate, cyanodot hepi ngcrigr083aT: NE,

qui nupram ne, dothiepin, anobxapine, nitroxazepine, MN 5652, McN 5707, VN
2222, L 792339, roxindole, YM 35992’160177’ Org 6582, Og 6997, O g 6906,
amtriptyline, amtriptyline N- oxide, nortriptyline, CL 255.663,
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u-o /0 (OPC 14523), H J I HOO (McN 5652), NHOCH 5 F (YM35992), 18
NOH Cl (Ora 6582), are preferred. The conpounds nenti oned above may be
used in the formof the base or a pharmaceutically acceptable acid
addition salt thereof. Each of the serotonin reuptake inhibitors specified
above is intended to be an individual ggbodinment. 5 Accordingly, each of
them and the use thereof may be clainmed individually. Qther therapeutic
conmpounds, which may benefit froma jmeftati on with GABAB recept or

ant agoni sts, inverse agonist or paytial agonists, include conpounds, which
cause an elevation in the extrac ular level of 5-HT in the synaptic
cleft, although 10 they are gerotoni n reuptake inhibitors. One such
conmpound i s tianeptine. Accotdinglly, other conpounds than SRI's which cause
an elevation in the extracellul g | evel of serotonin, may be used instead
of SRIs in every aspect of the/@isckosure herein. 15 The above |ist of
serotonin reuptake inhibitors and otther conpounds, which cause an

Cl (Org 6582),
are preferred. The compounds mentioned above 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.

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

Other therapeutic compounds, which may benefit from augmentation with GABAg

receptor antagonists, inverse agonist or partial agonists, include compounds, which

cause an elevation in the extracellular level of 3-HT in the synaptic cleft, although
> =

10 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 se i / inste i
rotonin, may be used instead of SRIs in every aspect of the disclosure
herein.
15
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 disclosure hersin. include
20  citalopram, escitalopram, fluoxetine, sertraline, paroxetine, fluvoxamine, venlafaxine.
dapoxetine, duloxetine, vilazodone, nefazodone, imipramin, femoxetine and

clomipramine.

The term selective serotonin reuptake inhibitor (SSRI) means an inhibitor of the

S8
Wi

monoamine transporters, which has stronger inhibitory effect at the serotonin

transporter than the dopamine and the noradrenaline transporters. Particularly



i'ncrease in the extracellular level of serotonin, may not be construed as
limting. SRI's. which are particularly preferred according to the

di scl osure herein. include 20 cital opram escitalopram fluoxetine, _
sertraline, paroxetine, fluvoxanine, venlafaxine, dapoxetine, duloxetine,
vi | azodone, nefazodone, impramn, femgxetine and clom pramne. The term
sel ective serotonin reuptake inhi b| tor (SSRI) neans an inhibitor of the 25

nonoani ne Prefameh s Risras disatviset htram ¢ CAIgBFan, REdi R d R4, ﬁﬁ&?c%e Effuvbbﬁmm
dopam ne and the noradrenal i rie

serotonin ter th e
tr ansporterltsnraﬁﬁfa%f"[oé‘ﬁ IR |"§n qo’ﬁw FPFRYIBBRI s as di scl osed herein are
cital opram escitalopram fluoxetine, fiuvoxam ne. sertraline. dul oxetine,

vi | nazodorigp%@gul ar xetl P%{HP rx1%artl c | ar individual enbodi nents,

cital oprarn-or escital op isgcita SPIERLTTESH AN A 1f bl contains a

nunber s of GABAB ant agoni sts, partial agonists or inverse agonists, which
may be used according to the i nvention: CGP-71982, CGP- 76290, CGP-76291,

OGP- 35348 1 heaploygng st copprinseaBmbarcPGITRAR anEaiS4G26al aEsRsb5845, -
Cor, 5234530 2R R 0% BUFEL A0 R8Iy S0P uEL e o on

Each of the GABAB ant agoni sts, par

speci fi ed 7659&1€GPs762me@d;@gBiaa8peGamamg,l CGEuE3 s ebaalyTess C r%‘ﬁg%ﬂj ngly,
imed individually. In a preferred’e iment, a

giERBOI ecéﬁf’“ g&i&’ é:él“%&@é DP%JmQ@%QQBlzadccﬁ@Samfaﬁzgo CGP 55845 and
P €284y pAstEEV gl A L AR oIl Tt bR S B e asomisien of the

2- hydr oxysacl| of en or eds™
terns " mmxféndtaagmnssmtpnmrm|ba|anaxgmmdata | enibodimvar A@c@ﬁﬁﬂlys’éaoh of GABAB

n rti.al oni st or inverse agoni se'
receptor ﬁlnt al%gv st lamﬁ)e% 1nd1v1dua%

In a preferred embodiment, a GABAg receptor igand selected from CGP 71982, CGP
15 76290, CGP 55845 and CGP 62349.

In particular individual embodiments, Phaclofen, 2-hydroxysaclofen or CGP-46381 is

used.

20 Whenever mentioned, each of the terms “GABAg antagonist, partial agonist or
inverse agonist”, “GABAg receptor antagonist, partial agonist or inverse agonist”,
“GABAg ligand”, and “GABAg receptor ligand” means GABAG receptor antagonist,
partial GABAg receptor agonist and inverse GABAg receptor agonist. Each of which
is intended to be an individual embodiment. Accordingly, each of these embodiments

25 and the use thereof may be claimed individualiy.
A particular embodiment relates to a GABAg receptor antagonist and the use thersof.

Pharmaceutical compaositions

30 Each of the active ingredients disclosed herein may be administered alone or together
or in combination with pharmaceutically accepiable carriers or excipients, in either
single or multiple doses. The pharmaceutical compositions disclosed herein may be

formulated with pharmaceutically acceptable carriers or diluents as



"“GABAB'| i gand”, and " GABAB receptor |igand" nmeans GABAB receptor

antagoni st, partial GABAB receptor agonist and i nverse GABAB receptor

agoni st. Each of which is intended to be an individual enbodi nent.
Accordingly, each of these enbodinents 25 and the use thereof may. be
claimed individual ly. A particular enﬁéginent relates to a GABAB recept or
ant agoni st and the use thereof. Phar eutical conpositions 30 Each of the

active i ngrediaeabg otieskhovaeadjihene mdnRyiphe 2AmMaha804al one or toget her
or in conb'%nat.i on with &Qar maceut i cal | ylpgﬁ]cept gﬁ e%ﬁﬁfhe%oglvsvnoé% oi ent s.
in either SSMHPE BFD At isciasrdds RemhmgtphaFleeSmiertct aad Peeposi ti ons

di scl osed bgirgiBy MBYER80n | ated i i rmaceutical |y acceptable
carriers or dil E}e’nts asorfoc%%*ol’ EggNgﬁw&Bﬂ%}%ﬁs a%{ﬁ]l,tﬁl\/%trﬂt%land
excipients in accordance with conventional techniques such as those

di scl osgd 'gge Rem' ngt on. The Scjence and Practice of Pharmacy, 19 Edition,
Gennaro, E4.°P B ORIRPG teBs marhe seeifically fa@9Bates fahenphiatarRseut i cal

conposi t i obgaiBsLitaBleTOQE IshAIC A dhY of 9T, a for admnistration by any
suitabl e route such as the oral. Orag’cr?e;‘lid,’ B%%lsé’lu?m?ﬂ?%?%ﬁ}?“ic@ﬁl’@al

(i ncl udi ngPuBHcEPdIsublintuslbiransgermia), intracansmer, ﬁmfapeﬁﬂa,héﬁg{za%ﬁ@aq 03 .

intraperit j nd arenteral (including su cut aneous,

i nt rarruscu?%%ﬁéﬁaln{{?%{lﬂgéga?cuitarﬁ%?%m(ﬁﬁ’ém%mﬂf’ Intigthesale intavynausaee, t he or al
route bei ngupdefenredte, the ovil kburbBeiap Bfeggiat §cy et 49 Breferred route
will depend on 1ihe general conditi O%Band age o#lﬂ%hagbg%baj%eedc a&the be treated,
t he nat’ur PIEFTEREHD Wil deramdian thegeneesd tontition anderesqiaks §ubfechfitiev e

i ngredi entygQfed aAgtd LAgredi et hosen. . Pharmaceuti cal conpositions for
oral admini ster ati oﬁ“‘?%lgr%ggcgg%ﬁ%’ztog%es%egj’éedf € SRACHIC aptive snggediens oes

tabl ets, dctyemgredntd shostmzenges, powders and granul es. \Were
appropriate, they may be prepared with coatings such as enteric coatings or
they may be formulated so as to provide controlled rel ease of one or nore

active i ngnRghfBhrical compositions for oral administration include solid dosage forms such
15 ascapsules, tablets, dragees, pills, lozenges, powders and granules. Where
appropriate, they may be prepared with coatings such as enteric coatings or they may
be formulated so as to provide controlled release of one or more active ingredient

such as sustained or prolonged release according to methods well known in the art.

20  Liqud dosage forms for oral administration include solutions, emulsions.

suspensions, syrups and elixirs.

Pharmaceutical compositions for parenteral administration include sterile aqueous and
nonaqueous injectable solutions, dispersions, suspensions or emulsions as wel] as

25 sterile powders to be reconstituted in sterile injectable solutions or dispersions prior to
use. Depot injectable formulations are also contemplated as being within the scope of

the disclosure herein.

Other suitable administration forms include suppositories, sprays, ointments, cremes
3 S g

30 gels, inhalants, dermal patches, implants etc,

The pharmaceutical compositions of the disclosure herein or those which are

manufactured as disclosed herein may be administered by any suitable route, for



such as sustained or prolonged rel ease according to nethods well known in
the art. 20 Liquid dosage forns for oral adm nistration include solutions,
emul sions. suspensions, syrups and elixirs. Pharmaceutical conpositions
for parenteral adm nistration include sterile agqueous and nonaqueous

i njectabl e solutions, dispersions, suspensions or enulsions as well as 25
sterile powders to be reconstituted i#l sterile injectable solutions or

di spersions prior.to i 0j io@N i
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per day adm r in one or nore dosages

such ‘g 1ekft 304408 aGk depehbi@pdn thecemotnaomrigrodd dfladdepismatianptire sthie frequency
and node of adm nistration,

the sex, age, weight and geperal. candition of
the subj eege.vreghtand senraelfapdipen e SEGRF FSPLSH HFH@WE gﬁlfgf*etV_FBH Cgr}gat ed and
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to those skilled in the art.

15 For parenteral routes such as intravenous, intrathecal, intramuscular and similar
administration, typically doses are in the order of about half the dose employed for

oral administration.

The compounds of the disclosure herein are generally utilized as the free substance or

20 @s a pharmaceutically acceptable salt thereof. One example is a base addition salt of a
compound having the utility of a free acid. When an active ingredient contains a free
acid such salts are prepared in a conventional manner by treating a solution or
suspension of a free acid of the active ingredient with a chemical equivalent of a
pharmaceutically acceptable base.

25
For parenteral administration, solutions of one or more active ingredient in sterile
aqueous solution, aqueous propylene glycol, aqueous vitamin E or sesame or peanut
oil may be employed. Such aqueous solutions should be suitably buffered 1f necessary
and the liquid diluent first rendered isotonic with sufficient saline or glucose. The

30  aqueous solutions are particularly suitabie for intravenous, intramuscular,
subcutaneous and intraperitoneal administration. The sterile aqueous media employed

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



15 For "parenteral routes such as intravenous, intrathecal, intramuscular
and simlar admnistration, typically doses are in the order of about half
t he dose enployed for oral adm nistration. The conpounds of the disclosure
herein are generally utilized as the free substance or 20 as a
pharmaceutically acceptable salt thereof. One exanple is a base addition
salt of a conpound having the utl||t9—0f a free acid. Wien an active

| ngr edi ent o3k i Sy Borldn Shay A el b P 1L vAE SnPHEARKELLAR - GaOYENT | onal

manner by ating ut1on or “suspension of a free acid e active
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nteral admnis tion
i ngr edi enlaglluﬁtp%‘ft Fls?@t‘O%%gﬁgeéBP ﬁtengaﬂe&f’ssob’rlﬁﬁfpgﬁ‘gh aqueous

vitam n Es&&?ab‘?@%&ﬁn@ér RERMHY suffableBaMithR c%HPérQﬁb%ﬁily weg by ﬁrﬁ%?t%% §D| utions
shoul d be suitably buffered if necessary and the Iiquid diluent” first

render &d Iaéalftdoﬁmqh agitomciguidentsi Bmersalﬂeﬁearﬁmkgiauﬁoge The 30 aqueous
solutions are particularly suitable for intravenous, intranuscular,
subcut aneous and intraperitoneal adm nistration. The sterile aqueous nedi a

enpl oyed saftgbidipharhfaditlcyl @vaért atl@iebies batnd@ilckntsas Miet eRriten@Bos0 t hose
skilled in the art. 22 Solutions for injections nay be prepared by

di ssol vi ngolgren ard Wr%lsa’é&aimﬁesoﬂ‘f?@?sedl ents and possible additives in a part
of the solvent for injection, preferably sterile water, adjusting the
solution to a desired volune, sterilising the solution and filling it in
sui t ahbe &@xpmipes ofsoiwd cdrsers Argylastusd, &ivtacalba] dutrove cgdndemtn, egialdzyr,used in the

art may be 5 added, such a icit eservatives, antioxidants,
etc. Sui t REFEL BFAG miteatt Pe§|an<§§+ U éﬁ%’?gﬁ’fﬁ&fé {IW@?QC%FWF PP@ents or
fillers, gfer kﬁcﬁﬂ%%51u&04té&at@me@ﬁﬁkevauogasguﬁ{sgm fhe §QL vents. 10

Exanpl es of sélid carriers are | actose, terra al ba, sucrose, cyclodextrin,
talc, agar,

Any other adjuvants or additives usually used for such purposes such as colourings,
15  flavourings, preservatives etc. may be used provided that they are compatible with the

active ingredient or ingredients used.

Examples of liquid carriers are syrup, peanut oil, olive oil, phospho lipids, fatty acids,
fatty acid amines, polyoxyethylene and water. Similarly, the carrier or diluent may
20  include any sustained release material known in the art, such as glycery! monostearate

or glyceryl distearate, alone or mixed with a wax.

The pharmaceutical compositions formed by combining one or more active ingredients
of the disclosure herein with the pharmaceutical acceptable carriers are then

25  readily administered in a vanety of dosage forms suitable for the disclosed routes of
administration. The formulations may conveniently be presented in unit dosage form

by methods known in the art of pharmacy.

The active ingredients of the disclosure herein may be formulated in similar or

5o  dissimilar pharmaceutical compositions and unit forms thereof.

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



pectin; acacia, stearic acid and | ower al kyl ethers of cellul ose corn

starch, potato starch, talcum nagnesium stearate, gelatine, |actose,

guns, and the like. Any other adjuvants or additives usually used for such

pur poses such as colourings, 15 flavourings, preservatives etc. nmay be used

provided that they are conpatible withZ3he active ingredient or

i ngr edi entyg, s §Hio nples of liquid carriers are syrup, peanut oil, olive
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water. Simlarly, the carrier or diluent may 20 include any sustai ned

rel ease ngﬁerial kgpmg in the art, such as glyceryl nonostearate or
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conposi ti gRsuf Ogmed by conbining one or nore active ingredients of the

di scl osure herein with the pharmaceutical acceptable carriers are then 25

readily administered in a variety of dosage forns suitable for the

di scl osed es of . adm nistration. The fornul ati ons may conveniently be
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presented 11 Qnit TPIOBYF ARt MYsPadAdivhiorm of Reyaupt emfilsipnasatacy. The

active i ngertinentgulforkkaldhpel8rURIDeHS] ermulated in simlar or
30 dissimlar phé?nacéuticalﬁgghpoéﬁ?igﬁgh%n HN?“F@PWEaﬁwawébﬂwd|f a

sol i d car FPEENFIEN gs¥dutfasy oral admini stration, the preparation nay be
tablette, placed in a hard gelatine capsule in powder or pellet formor it
may be in the formof a 23 troche or |ozenge. The anount of solid carrier

wiill vary-smdely but will usuyally he fromabpout 25 ng to about 1 g. 51f a
l'i qui d ca}f\r,\éliegye@C Qemaﬁeﬁﬁc% CRPRPHEPD H?W&W?&&PSW hern fepyraopforise sye up,

ermul Si on, offtofe aciot Bokemeanhbilion WAl heulfhBehablisLhfid, guch as an
aqueous or non-aqueous |iquid suspension or solutron.= - -
substances such as those described in the foregoing.

15  Short description of figures

Figure 1. Effect of local administration of bicuculline (50 uM), followed by systemic

administration of citalopram 10 pmol/kg s.c.

20 Figure 2. Effect of local administration of phaclofen (50 uM), foliowed by systemic

admunistration of citalopram 10 pmol/kg s.c.

Figure 3. Effect of co-administration of phaclofen (2 mg/kg s.c.), followed by

systemic administration of citalopram (10 umol/kg s.c.).

25
Figure 4. Effect of administration of GABAg antagonist 2-hydroxysaclofen (2mg/kg
s.c.) on citalopram induced increase of 5-HT levels in rat ventral hippocampus.
F(1,172)=3.01, P<0.05. citalopram 10 pmol/kg s.c., n=13, citalopram 10 umol/kg s.c.
and 2-hydroxysaclofen 2 mg/kg s.c. n=3.

30

Fligure 5. Effect of administration of GABAg antagonist CGP 46381 (mg/kg s.c.) on

citalopram induced increase of 5-HT levels in rat ventral hippocampus; citalopram 10



10-1f desired, the pharmaceutical conposition of the disclosure herein my
conprise one or nore active ingredients in conbination with further
phar macol W§i2884/000326ct i ve subst ances such as those descPCFAKA008/a00412
foregoing. 15 Short description of figures Figure 1. Effect of |ocal
adninistration of bicuculline (50 uh@ 24 ol | owed by systenic adm ni stration

of citalo Kk e Io adm ni stration
of phaclof &JW{"’ gllt %;\%6132]% %% @ngg‘jé%c% El ﬁsﬁf” 't al opram 10
unol / kg s. dstalolﬁngnme u&lolzﬁgfs%C&ndoctGp%@@lﬂo@Ixﬁg/kggbqwafc@aekﬂfRP (2 rrg/ kg
s.c.), followed by system c admnistration of cital opram (10 unvol/kg

s.c.). 25 mgkass &2.Ef fect of administration of GABAB ant agoni st
2- hydroxysacl ofen (2ng/ka s.c.) on cital opraminduced increase of 5-HT
| evel s in rat ventral hippocanpus. F(1,172)=3.01, P<0.05. cital opram 10

urmol / kg s.figurens- Edfectoiftadhimisteatioh®f GYIB A BntSgnist MBQO%W&%& sacpf en 2
ng/ kg s.c. n=3. 30 Figure 5. Effect of adm nistration of AB’ ant agoni st

CGP 46381 YRpPRD §1dé'°§d igpreass of -1 hrievels lﬁd@dﬁaﬁmﬁ@lr@a@é E{{, 188)=r3 A5evel s in
rat ventr gsgms 0 PCT/ 0412 24
p. nol / kg ?%dbjogg% , C|yt0a%pr aﬁ?r?{lgﬁurrlél 'I\ﬁggPO%r.ggf{oon qﬂ%? g s.c.
n=5; citahgkgamdH4..tnol/ kg s.c. and CG° 46381 0.5 ny/ kg S. c n=5; CGP
46381 10 ng/kg s.c. n=2. 5 Figure 6. Effect of adm nistration of GABAB
ant agoni st Phacl ofen (2ng/kg s.c.) on citalopraminduced increase of 5-HT
| evel sp9in rat prefrontal cortex. F(1,198)=3.25, P<0.05. citalopram 10
nmol /kg s.c., n=13, citalopram 10 nol/kg s.c. and phacl ofen 2

Materials and Methods

Animals

15 Male albino rats of a Wistar-derived strain (285-320 g; Harlan, Zeist, The
Netherlands) were used for the experiments. Upon surgery, rats were housed
individually in plastic cages (35 x 35 x 40 cm), and had free access to food and water.
Animals were kept on a 12 h light schedule (light on 7:00 a.m.). The experiments are
concordant with the declarations of Helsinki and were approved by the animal care

20 committee of the faculty of mathematics and natural science of the University of

Groningen.
Drugs

25 The following drugs were used: Citalopram hydrobromide, 2hydroxysaclofen, CGP
46381 (Lundbeck A/S, Copenhagen, Denmark), Phaclofen and (+)-Bicuculline
(Sigma, St Louis, USA).

Surgery

30
Microdialysis of brain serotonin levels was performed using home made I-shaped
probes, made of polyacrylonitrile / sodium methyl sulfonate copolymer dialysis fiber
(1.d. 220 pm, o.d. 0.31 um, AN 69, Hospal, Italy). Preceding surgery rats were



ng/kg $.c. n=4. 10 Materials and Methods Aninmals 15 Male albino rats of a
Wstar-derived strain (285-320 g; Harlan, Zeist, The Netherlands) were

used for wWe2xpenstérents. Upon surgery, rats were housedpct/pRRoOBAYAKIY 1N
pl astic cages (35 x 35 x 40 cn), and had free access to food and water.
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drugs were used; Cital opram hydrobrom de, 2hydroxysacl of en, 6381

(Lundbeck #0dprobespuersarsericd Dén Yentkal Hippeaoipys éW. Hipgo (L H4BimmclAl+he  (Si g,

St Louis, . r / L ahysis ai.n, seratoni.n | evel s was
per f or ned }tﬁ{gﬁ)n\é ?nrgﬁl ?ra e%%l%%%&%h%ﬁ%%%@héée— Ogbfmﬂbl%pggbg}lm trile /
sodi um sret fejdtiveud brgatag Ve o0 hiniriraxttios layé Meatédnh €982) ( A ft6r inde?forlprébed. 0. 31 m
AN 69, Hospal, Italy). éﬁr ecedi n(I; surgery rats were WO 2004/ 000326

PCT/ DK2003VBEF£3¥red athAeal e¢aiilsed using i sof | urane (02/ N20;

300/ 300m./ m n). Lidocaine-HCl, 10 % (mv) was used for |ocal anaesthesia.
Rats were placed in a stereotaxic frame (Kopf, USA), and probes were

i nsert ed i Mioo¥htsisadxpéiimgeanpus (V. Hippo, L +4.8 mm |A +3.7 mm V:
-8.0 mm and nedian prefrontal cortex (PFC, L -0.9 mm AP: +3.5 mm

10 Rats were allowed to recover for at least 24 h. Probes were perfused with artificial
cerebrospinal fluid containing 147 mM NaCl, 3.0 mM KCl, 1.2 mM CaCl,, and 1.2
mM MgCl,, at a flow-rate of 1.5 pl / min (Harvard apparatus, South Natick, Ma.,
USA). 15 minute microdialysis samples were collected in HPLC vials containing 7.5
pl 0.02 M acetic acid for serotonin analysis.

15

Serotonin analysis:

Twenty-ul microdialysate samples were injected via an autoinjector (CMA/200

refrigerated microsampler, CMA, Sweden) onto a 100 x 2.0 mm C18 Hypersil 3 um
20 column (Bester, Amstelveen, the Netherlands) and separated with a mobile phase

consisting of 5 g/L di-ammoniumsulfate, 500 mg/L EDTA, 50 mg/L heptane

sulphonic acid, 4 % methanol v/v, and 30 ul/L of triethylamine, pH 4.65 at a flow of

0.4 ml/min (Shimadzu LC-10 AD). 5-HT was detected amperometrically at a glassy

carbon electrode at 500 mV vs Ag/AgCl (Antec Leyden, Leiden, The Netherlands).
25 The detection limit was 0.5 fmol 5-HT per 20 ul sample (signal to noise ratio 3).

Data presentation and statistics

Four consecutive microdialysis samples with less then 20 % variation were taken as
30 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



5 relative to bregma; V: -6.0 nm (Paxi nos and Watson, 1982). After
insertion, probes were secured with dental cenent. Mcrodialysis

experi menW0 204/p8% were all owed to recover for at | eastp@épR200B00REs were
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mMMKC, 1.2 MM CaCl 2, and 1.2 nmMMC2Z{ at a flowrate of 1.5 1 / mn
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colum (Bester, Anmstelveen, the Netherlands) and separated with a nobile
phase consResultig of 5 g/L di-amoni unsul fate, 500 ng/L EDTA, 50 ng/L

hept ane sul phonic acid, 4 % nmethanol v/v, and 30 41/L of triethylamne, pH
4.65 at® a flow of 0.4 m/min (Shi madzu LC-10 AD). 5-HT was detected

anperonetrjcally at a glassy  carbon electrode at 500 nV vs Ag/ AgCl (Antec
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taken as 30 control and set at 100 % Data are presented as percentages of
control |evel an. +. S. i.n tinme. Statistical analysis was perforned
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hoc analysis revealed significance from t=45 to 90 min.

The increase established by systemic administration of 10 umol/kg s.c. citalopram

was not affected by local application of bicuculline (treatment; F(1,10) = 4.64, P=

0.0567).

15

Local administration of GABAjp antagonist phaclofen, followed by systemic

administration of citalopram (fig 2).

20  Local infusion of GABAg antagonist Phaclofen did not have any effect on basal levels
of 5-HT in ventral hippocampus (F(1,9)= 1.44 P=0.26). Systemic administration of
citalopram during local administration of phaclofen induced augmented levels of 5-
HT (Treatment F(1,9 )=12.21 P= 0.0068, Treatment vs. Time F(1,112)=5.03
P<0.0001). Significant differences during post-hoc analysis was attained from t = 75

25 to 150 min.

Simultaneous administration of phaclofen 2 mg/kg s.c. with citalopram 10 pmol/kg
s.c. (fig 3). |

30
Co-administration of phaclofen 2 mg/kg s.c with citalopram 10 umol/kg s.c. elicited

enhanced levels of 5-HT when compared to citalopram treatment alone (Treatment



Newman Keul s test. Level of significance | evel was set atp<0.05. Results 5
Local adm nistration of GABAa antagoni st bicuculline, followed by systemc
adm ni stra¥Qaen4mp03zé t al opram (fig 1). Local adm ni strati eoT®K2063/dodd12

bi cuculline in ventral hippocanpus increased 10 serotonin |evels by about
150 % (treatnent vs. tinme; F(1,79) = 5220, P=0.0003). Post- hoc analysis
reveal ed sggni.fi {s) t=45 to 90 mpn. The increase established by
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| ocal appl huadysiOehooled i Fetent dficb® flohf RA5TE AL 35F( 1, 10) = 4.64, P= 0.0567).
15 Local administration of GABAB ant agoni st phacl of en, followed by systemnic
adm nistration of citalopram (fig 2). 20 Local infusion of GABAB ant agoni st
Phacl of en did not have any effect on basal levels of 5-HT in ventral

hi ppocanpus (F(1,9)= 1.44 P=0.26). System c admi nistration of citalopram

during 1§ oc&lrmwdnizcnisWnﬂénikmia)zfofm:kydmcﬁzmléjaﬂm;@gi/kgug:[ye,o,’e;ﬁgttdl?*g;nsm)f 5- HT
(Treat ment Fé 9 )=12 P=0,0068, Treatnent Vs. Tine F(1,112) = 5.03

P<0. 0001) . #8 élfﬁ“?'f'(%lr&' ilevely @8@s during post-hoc anal ysis was attai ned
fromt =75 25 to 150 min. Sinultaneous adm nistration of phacl ofen 2 ng/ kg
S. ¢c. with citalopram 10lonol/kg s. c. 6(ig 3). 30 Co-adm nistration of
phacl of en Simmjtakepus admivistratontodcivgopramlWity GAB Kgastagoniglol ci t ed enhanced

| evel s of 5- when. compared to cital am treatnent al one (Treat nent WO
2004/ 000 Bﬁ%ﬁﬁiﬁ{gagﬁ%deciﬁa augmentedo gtrfects on 5-HT levels. Treatmegt

10 F(1,14)=4.80, P= 0.046, treatment versus time F(1,172)=3.01, P=0.0018.

Simultaneous administration of CGP 46381 with citalopram 10 umol/kg s.c. on 5-HT
levels (fig 5).
15
Administration of a high dose of the GABAp antagonist CGP 46381 (10 mg/kg s.c.)
did not show any effect on 5-HT levels. However, when CGP 46381 (0.5 and 2
mg/kg) was co-administered with citalopram 10 pmol/kg an augmented response on
5-HT levels was observed (0.5 mg CGP; treatment F(1,16)=4.94, p=0.04; treatment
20 vs. time (F(1,193)=3.24, 0.00081); 2 mg cgp treatment F(1,16)=2.94, p=0.10;
treatment vs. time (F(1,192)=3.79, 0.001)

Simultaneous administration of phaclofen 2 mg/kg s.c. with citalopram 10 pmol/kg
25 s.c. on 3-HT levels in PFC(fig 6). |

Co-administration of phaclofen 2 mg/kg s.c with citalopram 10 pmol/kg s.c. elicited
enhanced levels of 5-HT when compared to citalopram treatment alone (Treatment

F(1,15)=4.61 P=0.048, Treatment vs. Time, F(1,198)=6.3.25 P<0.0008).



27 F(1;7)=8.64 P=0.021, Treatnent vs. Tine, F(1,98)=6.38 P<0.0001).
Post-hoc anal ysis showed different effects fromt=75 to t=135. 5

Si mul t aneous admi ni stration of 2-hydrddysaclofen (2 ng/kg s.c.) with
citalopram 10 Ilvnol/kg s. c¢c. on 5-HT levels (fig 4). Sinultaneous
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i nduced au§i@imsed effects on 5-HT levels. Treatment 10 F(1, 14)=4.80, P=
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adm ni stration of CGP 46381 with cital opram 10 ,unol/kg s.c. on 5-HT
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ant agoni st oHPYRLRER ?&%B@ﬂ/e Wse‘?@t%i%%uptake inhibitors.

2. The use of a GABAg receptor antagonist, inverse agonist or partial agonist for
the preparation of a pharmaceutical composition to be used in combination with a
serotonin reuptake inhibitor for the treatment of affective disorders selected from
the group consisting of depression, anxiety disorders, generalized anxiety disorder,
panic anxiety, obsessive compuisive disorder, acute stress disorder, post traumatic
stress disorder and social anxiety disorder, eating 'disorders selected from the
group consisting of 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.

3. The use according to claim 2, wherein the pharmaceutical composition is useful
for augmenting and/or providing faster onset of the therapeutic effect of a serotonin
reuptake inhibitor.



agoni st for the preparation of a pharmaceutical conposition for the
treatnent of affective disorders selected fromthe group consisting of
depression, anxiety disorders, generd&d zed anxiety disorder, panic
anxi ety, obsessive conpul sive disorder, acute stress disorder, post .
traumati c stress disorder and social anxiety disorder, eating disorders
sel ected fromthe group consisting of bulima, anorexia and obesity,
phobi as, dyst Q)é”ﬂxs% a@éo?ﬂﬁ@ 6%2 orey BFICRRs £99Mhdrbea ‘Ee?egh grotodlﬁm”' S€
control disorders, attent deficit hyperactivity diso abuse or
any ot her redlpﬁaﬁed@mblt%@@ﬁﬁﬂ ve to serotonin reuptake inhibi tors. 2. The use
of a GABAB receptor antagonist, inverse agonist or partial agonist for the
preparation of a pharmaceutical conposition to be used in conbination with
a ser ot onPnTheujseakesolding tsi aoy oheroft dlaimsr &3t weeneinoé cafripeond vehidh ser der s
sel ected f%&@?:ti\}er}grtﬂé%&q'@éép%r‘ Rq,f depression, anxiety disorders,
general i zed anxi ety disorder pani ¢ anxi ety, obseSS|ve conpul si ve
di sorder, acute stress disorder, post traumatic stress disorder and soci al
anxi ety di 0 sehigst r i ng of
bulim a, aﬁo?ggl ae;%%ébraggglb%%dﬂ] (g 'ﬁ‘%dflg CL 50%&%% aH %gtoﬁlggﬁ'] é@/ndr one,
cognitive ihvetsedagosist ahtb@@@ﬁ@mmermr islused. ders at t ent| on deficit
hyperactivity disorder, drug abuse or any ot her di sorder responsi ve to
serotonin reuptake inhibitors. 3. The use according to claim?2, wherein the
phar maceut i’ cihe ggapreordingte diaimiseherein 4 GABRygesapioraytagodisbis ysedvi di ng
faster onset of the therapeutic effect of a serotonin reuptake inhibitor.
29 4. The use according to any one of clains 1-3 wherein a selective
ser ot oni n 8r ébptuskeadcalsingi tooanyi snaiskdlairgs 1Fhevhaesin decBRUinglecteddrom one of
clai m 1-Scisheh LRBGRT. Melethd S bRl | \ard@ink NenGiRARIHecept or
venlafaxine, dapoxetine, duloxetine, vilazodone, nefazodone, imipramin,

femoxetine and clomipramine.

9. The use according to any one of claims 1-3 or 5-7 wherein said GABAg receptor
antagonist, inverse agonist or partial agonist is a GABAg ligand selected from the
group consisting of CGP-71982, CGP-76290, CGP-76291, CGP-35348, CGP-
36742, CGP- 46381, CGP-52432, CGP-54626, CGP-55845, CGP-62349, SCH
50911, GAS-360, Phaclofen, Saclofen and 2-hydroxysaciofen.

10. A pharmaceutical composition comprising a compound, which is a serotonin
reuptake inhibitor, and another compound, which is a GABAg receptor antagonist,
inverse agonist or partial agonist, and optionally pharmaceutically acceptable

carriers or diluents.



6.. The use according to any one of claims 1-3 or 5 wherein an antagonist or
an inverse agonist at the GABAB receptor is used. 7. The use according to
claim6 wherein a GABAB receptor antaginist is used. 8. The use accordi ng
to any one of clainms 1-4 wherein the SRl is elected from cital opram
escital opram fluoxetine, sertraline, paroxetine, fluvoxamne, _
venl af axi ne, dapoxetine, dul oxetine, vilazodone, nefazodone, i m pram n,
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or 5-7 wherein sal receptor anta Ist, inverse agonhi st or partial
agoni st i srexPEXBARIbiogaRed sl saledie fseieninesuptakeuphibitonsi sti ng of CGP- 71982,
CGP- 76290, CGP-76291, CGP-35348, CGP- 36742, CGP- 46381, CGP-52432,

CGP- 54626, CGP-55845, CGP-62349, SCH 50911, GAS-360, Phacl of en, Sacl of en
and 2- hydr dzydaphaymageutical caomphsitiomasgoidrg tec clagosia ivmerezimrtpera] i GABY: a .
conpound, I LiS: r i e L nhihi ot her. _conpound,
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and optionally pharmaceutically acceptable carriers or diluents. 30 11. A

phar maceut hga G it on i ] ai 0 ey rQt.onin
r eupt ake i|r1ﬂ§|'i Jéi tor ggée ilclglscgrﬁg%ﬁtgdcn??\cléeoqg@é?)[Fg;nr}jynor\r{%%ﬁ)%;ﬂinég|h1 h?ﬁ? ﬁgr 12. A
phar maceut Woaleirc saig dshBAoneceptasrafitagpriss, iveisen agonisher @artiat Iagcf)r(thArE]h CABAB
ant agoni st @AV iShiepr partial agonist is selective for the /

receptor. GngBiép é&;}%@? uhs{c)'al conposition according to any one of clains

10 and 12, wherein said GABAB receptor antagonist, inverse agoni st Ior
partial agepi gt . I i S 4. ryceut j cal
conpositi Oﬁ@.aécgr?.azpﬁae%gﬂ:‘%ﬁ@ﬁ%ﬁ%f agﬁpﬁgﬁpégnaﬁiff%é Q’?ac. @Pﬁz 13 in that
t he ser ot offaiaciptizadeini tiat e serotanins eiptakeeidhibitanis cselextexp fram citalopram,
escitalopram, fluoxetine, sertraline, paroxetine, fluvoxamine, venlafaxine,
dapoxetine, duloxetine, vilazodone, nefazodone, imipramin, femoxetine and

clomipramine.

15. A pharmaceutical composition according to any one of claims 10 and 12-13
wherein said GABAg receptor antagonist, inverse agonist or partial agonist is a
GABAg ligand selected from the group consisting of CGP-71982, CGP-76290,
CGP-76291, CGP-35348, CGP-36742, CGP-46381, CGP-52432, CGP-54626,
CGP-55845, CGP-62349, SCH 50911, GAS-380, Phaclofen, Saclofen and 2-
hydroxysaclofen.

16. A pharmaceutical composition according to any one of claims 10-15, wherein
said serotonin reuptake inhibitor and said GABAg receptor antagonist, inverse

agonist or partial agonist is administered by simultaneous administration.

17. A pharmaceutical composition according to claim 16 wherein said serotonin
reuptake inhibitor and said GABAg receptor antagonist, inverse agonist or partial

agonist are contained in the same unit dosage form.

18. A pharmaceutical composition according to any one of claims 10-15, wherein
said serotonin reuptake inhibitor and said GABAg receptor antagonist, inverse

agonist or partial agonist is administered by sequential administration.



escitalopram fluoxetine, sertraline, paroxetine, fluvoxam ne, venlafaxine,
dapoxeti ne, dul oxetine, vilazodone, nefazodone, im pram n, fenoxetine and
cl om pram ne. 15. A pharmaceutical cogpgsition according to any one of
clainms 10 and 12-13 wherein said GABAB receptor antagonist, inverse

agoni st or partial agonist is a GABAB |ligand selected fromthe group

consi st i ng 18f TRSRhAMER2UtIGEROTGERSEPN aCERdING20 1anyCise 36348ns TERNAGIRI2,

CGP- 46381, - 2 - 546 - 55845, - 62349, SCH 50911, GAS- 360,
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conposi t i ofmvacecydnisgort mariayagonist at cohtaimesl id Aistfete Wbeigeiformsai d serot oni n
reupt ake i nhibitor and said GABAB receptor antagoni st, inverse agonist or
partial agonist is adm nistered by simultaneous adm nistration. 17. A
phar maceut i20ah kit coppssing:on according to claim 16 wherein said serotonin
reupt ake i nhi bi tior an Ld _GABAB recept or antagoni st, inverse agonist or
partial agoni sﬁ) ar eag%%@‘a? FEEPIoh 2ROV Sh Ve RS Q%‘?i@ép?’@?‘ﬁﬁgwﬁ e

phar maceuti cal conpoérstiuait dasagerfdinmg t o any one of clains 10-15, wherein
said serotonin reuptake inhibitor and sai.d GABAB receptor _ant agoni st,

i nverse agoni st or Saslgf?t%rl"néﬁ%og?ﬁ'n'?'gﬁ%{d?riaﬁieg?'édr'\éﬂt ‘g‘%agﬁtﬁ‘ﬂg}ﬁ?gﬁl

admi ni stration. ii30a al€ontdiher pleanseor tbhzaling: @81OfHst-LBIN aAE CE¥BhAUnkO any
one of clainms 16 and %ga fvvperei n said serotonin reuptake inhibitor and
sai d GABAB recept or gn a?geo I'SY,  inverse agoni st or partial agonist are
contained in discrete dosage forns. 20. A kit conprising: i) a GABAB
receptor antagonist, inverse agonist or partial agonist in a first-unit
dosage form ii) a serotonin reuptake inhibitor in a second-unit dosage
form and



ili-i) a container nmeans for containing said first-unit and second-unit
dosage forns. 31 21. A nethod for the identification of conpounds useful
for the treatment of affective disorders selected fromthe group

consi sting of depression, anxiety disorders, generalized anxiety disorder,
pani ¢ anxiety, obsessive conpul sive disorder, acute stress disorder, post
traumatic 2trésmethioglofadethe adentifiogticl ohrmogoyndgiusefutidor, tkeatréat@edt o6r der s
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conprising, In dany 5f “t'e
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GABAB r ecept or conpounds, 5 ng the
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clainms 21-23. (b) measuring the affinity of test compounds to the GABAg receptor and
selecting the compounds,
and thereafter measuring the efficacy of the selected compounds at the GABAg
receptor and selecting the compounds which are antagonists, inverse agonists or

partial agonists at the receptor.

22. A method according to claim 21 wherein the compound has an affinity in step
(b) of less than 500 nM.

23. A method according to claim 22, wherein the compound has an affinity in step
(b) of less than 100 nM.

24. A compound identified according to a method of any one of claims 21-23.



