10

15

20

25

30

35

WD 2007/ 034056 PCT/ FR2006/ 002125 1 ASSOCI ATI ON OF (33
RECEPTOR AGONI ST AND MONOAM NE REUPTAKE | NH Bl TORS
WO BGARMASEAGRECAL COMPOSI TI ON CONTAI NI NG SAMETANiB2006/002125
THERAPEUTI C USE THERECOF 5 The invention relates to a
conbi nation of at |east one (33 adrenergic receptor
oni st (or_(33 agonist) with a nonoam ne reuptake
ASSCRHATIOO QRARR) REGRPTIR eAEPYASE d01 eMaNQAMEE, REUPTAKE
Ilemrmmutmz@ka@@mpmALocom,’e@sgmwt tﬁimﬁmm tSAME AND
at | 0 vention an 0 e erapeutic
THE%%??A[ gﬁsE Eﬁ%ognhanol am notetralins are known as
Iipolytlc and i ntestinal spasnolytic agents acting
[ chan el | at o} pi
ool Sy PENL AR Le 1B, 5P S VEELIY, B oL ofpAUVPLRe g
adriemeef@tume re?t@tonpr epgcatisén atek cRar actaariisdt)i onwith a

mon%%&ﬁngﬁ%%u%%§%é hedh i} R tivW@ar, in  docunents
EP- A-211 7 EP- A- 303 545, EP- -'303 546 and EP- A-383

686. 20 The use of (33 adrenergic receptor agonists
Thes Uahyatsc i gaheays et kanakasi rtQI ed r phhPSad8utical composition

ant,i depressants has al so n described_in_docu t
comphiRiEEy BAG. FEE0he Sonsai nenvehpiaRe <58 Eo  the
thénﬂﬂdmtu@rage5$h@t@mfn and noradrenalin reuptake

inhibitors are known as antidepressants and are

descri bed especially in docunent EP-A-958 824. 30
Phempydeghpgodaminci eyged iher  math camown taat arpodyéac and

J.nt@%rt%na@_f f éﬁhgﬁbl{/@f.ct r&@éﬂ‘@g Ratdien) svauf f grigbHdr0mm  of
depr.essi on or anxi ety. The invention is dlrecte

selegidivgs S FEE Ry 9%.@%?&9 fy TERLR s HgtEer Bl nor
p2)coprdwmdriton Di athBB I‘J.@ﬁ@ﬁt@.&leﬁlgOnl’lﬁél]ﬁndpﬁepﬁﬁﬁﬂaﬁhneand
reu%take i_nhi_bi e conbi nati.on haV|ng . .
characterization een sc ribed particular in
documents EP-A-211 721, EP-2A-303 545, EP-2A-303 546 and

EP-A-383 686.

The use of PB3 adrenergic receptor agonists such as
phenylethanolaminotetralins as antidepressants has also
been described in document EP-A-489 6440.

Among the monoamine reuptake inhibitors, serotonin and
noradrenalin = reuptake inhibitors are known as
antidepressants and are described especially in document
EP-A-958 824.

There is still a need for medicaments that are even more
efficient for treating patients suffering from depression

or anxiety.

The invention is directed towards satisfying this aim, by
proposing a combination o¢f a B3 receptor agonist and a

monoamine reuptake inhibitor, this combination having
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2 inproved action conpared with the action of the two
active principles taken individually. A first subject
of the invention thus concerns such a 5 conbination.
A second subj ect of the i nvéntion concerns a
pharmaceutical conposition conprising, as active

. rinciple,. such a _conbination. 10 A thir bj ect of .
B R O PePRpesay Bithe Wit BHEMRIEE o 2He Bho Hetive
prigariy et itwvkdrorindieritdwesdtyent and/ or prevention of
depression or anxiety. 15 Thus, a first aspect of the
invention relates to the conbination of at |east one
A (f3zsidrenbigFe refepiltn dgowngionni thust feascervle such a
corARzt iRy, the purposes of the present invention, the
general term 20 "MARI" means nonoani ne reupt ake
i nhibitors. Exanples that nay especially be nentioned

A dadrndles gl ect | 2 sREOLAREALibAUPbAkerhBhiabigHaceutical
SSRI)., selective noradrenalin_yreuptake ., inhibitors
com%l,ondop%ﬁﬁnﬂjél?éﬂgt aké&'9 nhi”"B{:%‘é s, FIopite: angich 2
comiamadriemal i n reupt ake i nhibitors, and al so serotonin
25 and noradrenalin reuptake inhibitors. According to
a first enbodi nent of the invention, the (33
A Qﬂﬁﬂﬂuﬁqﬁiﬁq@c@%t@bea@@ﬁ$@ti@@ selates to the use of such

a Rhwoyeidano! arppot ehs al i ey ohegenenaly ber Mikavehkicd0 of
CHH NT =::rOACOR (I) 350 -

depression or anxiety.

Thus, a first aspect of the invention relates to the
combination of at least one B3 adrenergic receptor agonist
with at least one MART.

For the purposes of the present invention, the general term
"MARI” means monoamine reuptake inhibitors. Exampleé that
may especially be mentioned include selective serotonin
reuptake inhibitors (SSRI), selective noradrenalin reuptake
inhibitors (SNRI), dopamine reuptake inhibitors, dopamine
and noradrenalin reuptake inhibitors, and also serotonin

and noradrenalin reuptake inhibitors.
According to a first embodiment of the invention, the R3

adrenergic receptor agonist is a phenylethancolaminotetralin
of general formula (I):

OH H
N O—A—COOR
0

Cl

in which:
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in which: 3 Arepresents a Cl_4 al kylene group, and R
represents a hydrogen atomor a ClL 4 al kyl group, in
the formof base or of acid-addition salt. 5 The
salts that may be used may Pe prepared with
pharmaceutically acceptable acids, but the salts of

ot her ci ds t hat useful, for anple, for the
A TSREGSIES 6h rt AN MO N
R mzmwekmhanal ényidmogehr atioxs of Boud aalky) , gabsp, f anmthe

e ¢f t
for%ﬁer?y?)gt%]ano am n%é!t g’frzﬂ]&ns g_f general formula (1) may
e

exi st in the formof hydrates or solvates, i. in the

Thd Yl Ol IpS AEhAUORS R RN N5 Qi b3 gne or more
water noleculés or wi.th a“solvent.” Such hydrates and

phagglapsdd Cafld va lasE sRsdR faac i6ts + AL ihtSeges e other
aciphkemyaet harohadmat etic |é3éé1@:fleg,er!ﬁ:fza|tl‘fé3rﬁﬁﬂlafl(da)t1@y or

: onnpr ne or_.nore a tri,c carbon .atons. _They .may
i 5o IAE b e e TR AT KT A AAL e OF £otmald
(I)di adtser dorsomanrs. ofhade ZGivenanitdroner s and
di ast ereoi soners, and al so m xtures thereof,
including racemic mxtures, formpart of the
Thej riegny kethane laninoresal bis t hé mreesal | feemian(I)  may

ex:Ltslﬂe lfrpltll‘@/\"f&m@f%&F&Eé@néragghﬁatesu i Zel nl‘ﬂh'tﬁlé tform
take values froml1l to 4, a carbon based

of cﬁﬁ?ﬁcfbégé%ﬁy SHNCATR MY t Wish, PREHORE AR, water

molfe@m@san@fe Wik a casbesnbaserhcthahfpapasskbland solvates
tainin %mt tqQ_4 carbon atons; 30 - an al kyl ene

co
alsGr 5Q5™ B3t ANHTEE 1S cyclic, saturated
di val ent al kyl group, for exanple a Cl_4-al kyl ene

Th gfﬁt& t amiﬁ 1 b&?”%}% ed %'1V3écﬂ$& la (I

S r}; ase chain o tJbS4 dar 5on at ons or 2 (1) may
com@%aﬁ§|@qg,ﬁgfﬂﬂngugsymmetrlc carbon atoms. They may thus
exist in the form of enantiomers or diastereoisomers. These

enantiomers and diastereoisomers, and also mixtures
thereof, including racemic mixtures, form part of the
invention.

In the context of the present invention, the following
definitions apply:

- Ct-z in which t and z may take wvalues from 1 to 4, a
carbon-based chain possibly containing'from t to z carbon
atoms, for example C;.4, a carbon-based chain possibly
containing from 1 to 4 carbon atoms;

- an alkylene group: a linear, branched or cyclic,
saturated divalent alkyl group, for example a Ci.s-alkylene
group represents a linear or branched divalent carbon-based
chain of 1 to 4 carbon atoms, for example a methylene,
ethylene, 1l-methylethylene, propylene, igopropylidene or
butylene;

- an alkyl group: a linear, branched or cyclic, saturated

aliphatic group; for example a Ci.s-alkyl group represents a
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et hyl ene, 1-nethyl ethyl ene, propyl ene, isopropylidene
or 35 butylene; an al kyl group: a linear, branched or
cyclic, saturated aliphatic group; for exanple a
Cl_4-al kyl group represents4a 4 carbon-based chain
possibly containing from1l to 4 carbon atons, for

ca BT  TE N, pEL POy S0P OB 1 PVl caron

atoptzeny Ifetrh aa&lampr[Laot et rmétinglt haétlmiay beorameld, isopropvl,

buﬁ%?"”f§%§% JqentjQp is that of formula (1) in

resents a net'hyl ene or isopropylidene
group and R represents a hydrogen atomor a Cl_4

A Eiﬂl: sz% 30 Amag,1henahenvhibasolam Aot bdl i fsy be

hat may used In the context of the invention, ,
useﬁ%rﬁ?WWonnﬁé’tg eSpEi kg yisf thagy|of formula (I) in
whilc2r:( 3- chl or ophenyl ) - 2- hydr oxyet hyl - '

am no-5 t et rahydr ona hthalen l,gxylacetate. 15

ARBRG=EHES A B0 (R Ltfer Sof Laprypevi1dRHETGLELE" aa
répﬁ%ﬁkﬁmﬁhbomM@mmqﬂm-dkom or a Cy;4 alkyl group.

hydr oxyet hyl am no-5, 6, 7, 8-t et rahydr onapht hal en- 2-yl oxy

]- acetate, nention nmay be nmade especially of ethyl
AmoWS}he phenylethanolamlnotetrallns that may be used in

the! ( ZBns£3- cBkor %@féenyiﬂvgn@}{gﬁoxyﬁemﬁlléﬂ' nQnarH/ 6, }ze8 thade
etra_20 hydronapht hal en Exanpl e

o acet at e.
SR G P e LS At
ami@ecar, di, Mg st-e etthe hiydeemiaptit hallers hyll dxi-] aEeafa tey.0-
phenyl) - 2- hydr oxyet hyl am no-5, 6, 7, 8-t et r ahydr onapht ha
en-2 25 yl oxy] acetate hydrochl ori de and et hyl
amopg7S)he/ (@RrsRefB8oisomers of ethyl [2-(3-chlorophenyl)-2-

2+-hydro -

T T e s bl o o R i
aceggffouren bt el dawset | bed magrecisanariad Jdocafergthyb [(7S)-
7 (2RP=A= Q@acﬁﬂ@rophenyl)—z -hydroxyethylamino-5,6,7,8-tetra-

hydronaphthalennz—yloxy]acetate.

Examples of phenylethaﬁolaminotetralin salts that may be
uged according to the invention are ethyl [2-{3-chloro-
phenyl)-2-hydroxyethylamino~5, 6,7, 8~tetrahydronaphthalen-2-
vloxylacetate hydrochloride and ethYl [(78)}~7(2R) -2~ (3-
chlorophenyl) -2-hydroxyethylamino-5,6,7, 8-tetrahydro-
naphthalen-2-yloxylacetate hydrochloride.

The above compounds are described especially in document
EP-A-303 546.

Ethyl [{78)-7(2R}-2-(3-chlorophenyl) -2-hydroxyethylamino-
5,6,7,8-tetrahydronaphthalen-2-vloxylacetate hydrochloride
may alsco be in a particular crystalline form, known as the
B form (also known as form 2). The B form, which is
described in document EP-A-1 404 641, especially has the

following characteristics:
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Et hyl _
[(7S)-7(2R)-2-(3-chl orophenyl) - 2- hydr oxyet hyl am no-
5,6, 7, 8-tetrahydronapht hal en- 2-yl oxy] acet at e

hydrochl oride may also be Pn a particular crystalline
form known as the 35 B form (also known as form 2).

The B form whichis scrihed in docu ment1 EP-A-1 404
54 ChUGRET R T hadke ﬁgsoiré’ltllﬁ% Ry eri st2|7c,81O 52736,
charaxz eriztic IR absorptl on peaks (cm ) 2780, 2736,
1722.,,1211; mel t| o] 129 2C, characteristic
Ilr{réesltflnnqﬁ@e ovvder £< Tay céliffractlon 5 diagram (to

WI tcrharreaztlepz&t)lc 71689es 9i183thelo@&ler 18-58y- diF firction

4 25 The orm _
et TS R SitdPenen 73;% oPBROLM 8 .95
hyd'lrQ) thyl & ho= 26 40 8= 12t r%’hy’dr ephthatenl2-yl &xyc4 -
Thd - chtf@trﬁl hydif oceua ndte [g(ezrsql rad %ﬁa)aw@smht%% éhyl)-2-
ro |S|n a ea 0 and nore

by RN AT TSR oy T e P LR G G oy YR -

acdthr et hgﬂrﬁehynsmiﬁbl Cgeﬁﬁfaslyﬂt&n&ésydndﬁ e¢bhyd product
JAS) 5 .

o ARy Lo o5 B 37 g P i RrORa RATSHSTY 29

by ]Wea@}et apé ml'moBhIf@mrrdealengnmh@r Exanpkbeof rplymorphic

fodienyl - ethanol am notetralin that may be used in the

context of the invention. 20 According to another
enbodi nent of the invention, the (33 adrenergic

The ec?ﬁt QbrﬁgOQﬁ;fSt éﬁhf}mosgrwfsr)gm a@:jmlt@m@mﬁm%yﬂe@@&) -2-
n rm.,o as 0 acCl 1110 a as

ny At e B b o e A BBt PR A SR

acedat]d zm[drbla)lrlbx(ﬁe:hlm opieHor Zdagamm)a/etdfyl Jeampany 1 -

et}%?fé’r qﬁ'}n]o Eﬁcﬂsﬁb ﬁ%ﬁ%%ﬂé&? ]ggl'hlggé% |na§| oﬁgglgtg%r%d Of the

inviegttieer.i nventi on al so conpri ses

According to another embodiment of the invention, the B3

'adrenergic receptor agonist is chosen from arylethanol-

diamines in the form of base or of acid-addition salt, such
as those described in document WO 02/066 418, for example
3'-[{2-[[(2R) -2~ (3-chlorophenyl) -2-hydroxyethyl]lamino] -
ethyl]amino]biphenyl~3wcarboxylic.acid or the hydrochloride
salt thereof.

The combination according to the invention also comprises

an MARI, in base or acid-addition salt form.

The MARI may be chosen especially from fluoxetin, fluoxetin

hydrochloride, citalopram, citaprolam hydrobromide,
fluvoxamine, fluvoxamine maleate, paroxetin, paroxetin
hydrochloride, sertralin, sertralin hydrochloride,

milnacipran, milnacipran hydrochloride, escitalopram (S-

citalopram), escitalopram oxalate, duloxetin, duloxetin

hydrochloride, venlafaxin, venlafaxin hydrochleride,
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an MARI, in base or acid-addition salt form 30 The
MARI may be chosen especially from fl uoxetin,
fluoxetin hydrochloride, citalopram citaprolam
hydr obr oni de,  fl uvoxani ne, f | uvoxani ne mal eat e,
paroxetin, paroxetin hydrochloride, sertralin

3 sertralin hydrochlorlde qélna0| ran, ga0| ran

S5 *oide, S‘F‘&Br am (SYPEFP PBprarﬁn upropion

hydmgdﬁkﬁnmmﬁnwﬂﬁamﬂsa ndintoxedd ntheahdaiket i n
hydrochl ori de, venl af axi n, venl afaxin hydrochloride, 6
desvenl af axi n, radafaxin, bupropi on and bupropion

- hy&rl@@memdirdeorahHH@Itiwlnﬁth(m—ers‘itﬂiemmnethoﬁymeemw)— -

phé%?l%f@?&ﬂﬂmfﬁéFﬁér'gd fﬁﬁ@ﬁﬂg&%@ﬁ]orl oém and as a

propa amne IS SO orm an as
rac@m%ééﬁit@rm “futdeptwh & anst F@ SRS Jéﬁféﬁﬁﬁ Oners.

ForFOrtHde i asas oéfth@h@reﬁﬁebehevemhkreﬂmbhe tQhE term
"fluogxetin" neans the co I%Iadln free base or acid-

"ElueEE S sHI%ETFor Peal §<5’ Ag t A& SBac &R%e nidk uPsid-
adddrtioh0 gdiet RformS edlasd | bnelsdahgnehe fAd@xisd i RiRture or

th a hthalen | oxy) - 3- ( 2-
the ﬁﬁgh I 8%3%%%&%?%@ F& n%%o known and is generally
- ad@uﬁpgﬁénad i norhe f 8-meghytlhé -Hyldmeehitdeildaydoxe 3 - (2-

thiehl1 %%E)tah(&%ﬁje 1515 Ve{‘i@é ax'k?lolw?l deé 5.' bef.js' ngIel?l%rally

[ erature Its synthetic process and |ts act|V|té
admd nd §tGEER it andhendrapm nephrilie r BugrarBlprhesi (2 &he (+)
enaﬁeggmb&ed in docunent US 4 761 501. M I nacipran or
di.et_hyl,- 2- am nonget I-I hen
- cy Ieg]&lagﬁg(ﬁélcarb%xaﬁé Gﬁscﬂ'gbe&%e‘n dbbERERTER 4 ItS
syn¢ﬁ8t1&36pr$hesphaandcoibglca¢tﬂﬁity|t@s(ﬁarndarnﬂqmmnw and
t Jeu jtofr i

norB8 BechELA UL AL TOEARLORL, DB ALY B ook
US $276118001085). |

- Milnacipran or N,N-diethyl-2-aminomethyl-1-phenyl-
cyclopropanecarboxamide is described in document US 4 478
836. The pharmacological activity of milnacipran as a
serotonin and noradrenalin reuptake inhibitor is described
by Moret et al., Neuropharmacology 24, 1211-19 (1985).

- Citalopram or 1-[3-{dimethylamino)propyl]-1-(4-flucro-

phenyl}-1,3-dihydro-5-isobenzofurancarbonitrile is
described in document US 4 136 193.
- Escitalopram (S-citalopram} or {(+)-1-[3-(dimethyl-

amino)propyll-1-(4-fluorophenyl) -1,3-dihydro-5-iscbenzo~
furancarbonitrile is described in document EP O 347 066.

- Fluvoxamine or 5-methoxy-1-[4- (trifluoromethyl} -
phenyl]-l-pentanone O-(2-amincethyl)oxime is described in
document US 4 085 225. ,

- Paroxetin or trans~(-)-3-[(1,3-benzodioxol~-5~
vlioxy)methyl] -4~ (4-fluorophenyl)piperidine is described in
documents US 3 912 743 and US 4 007 196.

- Sertralin, (1S-cis)-4-(3,4-dichlorophenyl)-1,2,3,4-
tetrahydro-N-methyl-1-naphthylamine hydrochloride, is a
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G tal opram or 1-[3-(dinethylam no)propyl]-1-(4-fluoro-

25 phenyl) -1, 3-di hydro-5-i sobenzof urancarbonitrile is

descri bed in docunment US 4 136 193. - Escital opram

(S-cital opram) or (+)-1-[3-{dinethyl-

am no) propyl ] -1-(4-fl uorophenyl)-1, 3-di hydro-5-i sobenz
ser6géLH%gn%gégggg%ghiﬁ%i%+g§§CrIb%q Igsdogﬁvnggtfgéééégggnt.

Thi% retipownd -iA-ddadAfiheat mretdty:l@meme:sllé] -SRfpesitsanone

0- (2 amm d d
(égez%&p%groxe%%l or It?angs[((:(j)ﬁg? [j( 1(63&5 lf—g}:igitnbl)%gi) - (1=
hy@m@mqywe@m Inltﬁmrpihenyih)ipl petedi neradafaxin ar
Gesdeanid e ithe 35 ulacurRnl s US 3 912 743 and US 4 007

Sertralin,

B (1§U@r99449ﬁ(3 45F chl drdghehliopopheny 14 -2-[(1, 1-dimethyl-
ethtﬁt @0 INpgFRIgalode naphibybambag hydroshbesigeysi s 819

‘706a serotonin reuptake inhibitor, sold as an

anti depressant. This conmpound is described in
document US 4 536 518. Desvenl af axin or

ACC%[ Sﬁlﬁ%cycl riqif&?{f?‘%}?pheno Ak lé%srgi SRRy z:a?ree'used

accs*ra?e@«grl b&a |nthhe | ineemtivR. -alBthr ot @rin . reuptake -

inhhpi3ceR, OrFeRh @2 [f(qué:l;lér:]!;llg%talm es%l%?rcﬁmnﬂo]

Z1-propanone is déescribe cument 819 706.
10 According to one enbodi ment variant, MARIs that may

ThuBe usediraacoedbfgleo diheal Nv@bie ¥6® Seeeke@indg to the
pt ake,

. i bit le . fl t
invEBURLRKE o LD S8 s TR LLURKEI L8 Sy 1) -
7(2£¢e@FdBﬁghﬂ@rb@®en&a i—2v@Eyidroxyies landomitn &, i 7o - tetra-
hy g e S er PR 58, o oY PRSP LR %5, 6,77
flu@ﬁﬁélnhyépﬁn&ﬁﬁm@dﬁeﬁlgqﬁaﬁyﬂ hyskogihd omjidieochl or i de

and of fluoxetin, for exanple fluoxetin

drochl ori_de. 20 Another exanple of _a conbinatiagn
Ano&%@Er&ﬁﬁ@Hﬁ?tQREQrﬁRWh?QﬁFlcn according to the invention

is the combination consisting of ethyl [(78)-7(2R)-2-(3-
chlorophenyl) -2-hydroxyethylamino-5,6,7, 8-tetrahydro-
naphthalen-2-yvloxyJlacetate hydrochloride and of

escitalopram, for example escitalopram oxalate.

A  second subject of the invention relates to a
pharmaceutical composition comprising, as active principle,
a combination as defined . above, and one or more

pharmaceutically acceptable excipients.

The pharmaceutical composition contains an effective dose
of each active principle present in the combination

according to the invention.

The excipients are chosen, according to the desired

pharmaceutical form and the.désired mode of administration,
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I's the conbination consisting of ethyl
[(79)-7(2R)-2-(3

chl orophenyl ) - 2- hydr oxyet hyl am no-5, 6, 7, 8-t etrahydro
napht hal en- 2- yl oxy] acetateghydrochloride and of
escital opram for exanple escital opram oxalate. 25 A

sec nd subj ect of .the | ntion relates to a, .
£l o Hac ATFdal SEOHBOSRE ForSbr 61 ngioss Aaiiygd in the
artpr|nC|pIe a conbi nati on as defined above, and one or
nore pharmaceutically acceptabl e excipients. 30 The
pharmaceuti cal conposition contains an effective dose
Thepfcoames idatary endar i pei pflmipt etened| arabhéycopbirgatiesally or

rec®g@akding to the invention. 35 The excipients are

chosén, according to the desired  pharmaceutical _form
Thea RPRIRPTHARTT etnfbde FMhdRE nidHR ST ate on r oneinee oral

form%uauc@(caﬁl eaAbsekBOWROFR (JH0Seaski féedchpstiies, adowders,

d t d [l
arafiiien, oRar yoBrL eroBEEEPTS She SHRBITICHS uAbLingual,
buctains of adntadis¢ahii on unmka@@udﬁai f oam®d suchnzsanasal

adm&ﬂg's%%tl 9:]“ £L.Rard gelcapsile S%’rgir(yfééicfn granies.aa,

utTons” br suspensions,
trapgdeamali nt rAdEHIANG QT a0 CLI ¥ ABRRICH ¥ ana§al ipgravenous

adm%ﬁﬁbﬁk%%&éH‘“EéfM@B EQEEElfO%dﬂNHiéﬂféHiaﬁODESEhs and
transdermal, subcutaneous, i ntranuscul ar

implaRESyendes  LRRWGH st PRELGR4ORs, FRBt eﬂctlve principles

accam‘ﬂuhgstuicat o f Ofivenanen iyt apks.uded tapiEedams, gels,
catho the active principles according to the

pomﬁﬁ%énPFo © ﬁ 5e used in creans, gels, 15 ponades or
| oti ons. According to the invention, the two active

AccBE‘HEﬁbplfth? é‘ﬁS ?xq]@rﬁ%ll%gler%@CEQBdla{&ltv%t]_gflﬁé‘@les are
administered accordlng to the same route, for example the

oral route, or one of the active principles is administered
according to a first route, for example the oral route, and
the other active principle is administered according to a

different route, for example the parenteral route.

When a composition is prepared in tablet form, the active
ingredients are mixed with one or more pharmaceutical
excipients, such as gelatine, starch, lactose, magnesium
Stearate, talc, silica, gum - arabic, = mannitol,
microcrystalline cellulose, hypromellose or analogues.

The tablets may be coated with sucrose, with a cellulose
derivative or with other materials suitable for coating.
The tablets may be made via various techniques, such as
direct compression, wet or dry granulation or hot melting.

A pharmaceutical compeosition may also be obtained in gel
capsule form by mixing the active ingredients with a
diluent and pouring the mixture obtained into soft or hard

gel capsules.
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co
- AYSETe dPRFPS AT B

oral route, or one of the active principles is
adm ni stered 20 according to a first route, for
exanple the oral route, and_ the other active
principle is adninistered adcording to a different
route, for exanple the parenteral route. Wen a
osition is prepared in tablet form, the active 25,
gﬁi xé@%%%néag?‘nﬁorsé)%%eﬁfi &fferile
injexdiglent s, sothtasngel at icentsiated, | agtiesemacologically
naqgnesi um_ st.earate al sili ma .G,
corfBNE MG %0 | Sftfin1d BFRy 8T BIORGT or putylene
glvawdl ogues ushde faablretrentmrale achyireids wiathi ayucr ose,
with a cellulose 30 derivative or with other
material s suitable for_coating, The tablets may be .
Acopgdeng a biar i1 teewml quesacsien. asthej r desage that is
suitAMALS FooN, eWeh Opafi¥ngr apyl add 08 rRInEt WR! tiHW. ddetor

har.maceutical co sition .al so be, obtained in gel
accc%épaﬁls*&ige 6r mt%? ni“nggﬁg ‘Pﬁe %%YV‘Jr%S‘F%Pe‘a?ent i tal‘g% the

weidfh tdiande thea e fpaiEen @ it hamodidt eaahitaaitned i nto soft

or hard gel capsules. 9 Aqueous suspensions,
i sotonic saline solutions or sterile injectable
Thes dlagtsgsoniersmit ami e phes eed| e§feakl ytheodpapitbbn of the

excifks: oHOf HIATRRAAARYLNG dlfal eyl ene

, are use or parenteral admnistration. 5
According to the usual practice, the dosage that is

ForSléxtaa@d_l%,f inaﬁaﬂ{éh Rgﬁé}??fo%@e,detﬁénﬁaﬂyb&lﬁbég dgCleRlch of
accor.lngtot,erme aam ni trati,on, the age t he

the VGBS P ABR ot o | FANBA A ot CoRaAg L8 the
invedasdeondependsofoliewdesi red effect, the duration of

th t t.he .adm ni at,ion u

ol SEOLTESE M e SIS % T ShG RO, BRE dey

of Pers ndrs et | 9erpriatiyl betwkenhe cami nkfPormg per day

aC R digag oy ;t he

- MARI: Dbetween 5 and 800 mg per day per person,
especially between 10 and 500 mg per day per person.

There may be special cases where higher or lower dosages
are suitable. Such dosages do not depart from the context

of the invention.

The respective doses o¢f the (3 agonist and of MARI are
generally substantially identical to each other or may
differ from each other.

By way of example, a unit form of administration of the B3
receptor agonist in tablet form comprises the following

ingredients:

Ethyl [(78)-7(2R)-
2-(3-chlorophenyl) -
2-hydroxyethylamino-5,6,7, 8-
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invention are as follows: - (33 receptor agonist:

bet ween 10 and 2000 ng per day per person, especially
bet ween 50 and 1000 ngy per day per person; 20 - MARI
between 5 and 800 ny per d per person, especially
between 10 and 500 ng per day per person. There may

be peGRlacanghaheren i ghedor | ower dosages are
sui tabl e, Such dosages do "not "depart fromthe context

25 agfetatee ihwdaradloerifiee respective doskB8 mg the R3
agopi st. %)d of MARI are generally subsﬁ?gtially

i dent T ca o each other or may differ m'8ach

ot ydiua) dRp el enpl e, a unit forg o
adm nistration of the [33 receptor agonist in tablet

f oGP0 BHAEEs the fol lowing ingredienl3: ™85 Ethyl
 2.(3. h .
D! e e me I AEG, 2 mg

t eMeaimedrioma witcralagre 2- yl oxy] acet ate hymgochl ori de
50 ng Mannitol 174 mg Sodium croscarnellose 6 ng 5

~ Corn starch 15 ng Hydroxypropyl net hyl cel | ul ose 2 ng
gnesi S 3 coa Unit. .
AL U T RERPIE, | 0 e ol B TPt A dhhdeion o
esfiGehoRAT onpRi secaltlgly of or@iscitay oprampageat el@ngg  of
escGAIRDHreXC] PkeNbte f AhaeXashhén MeLéPsiystal | If 8y example
. cellulos ,,coIIO|Pﬁ£ silica, ﬁaLc, sodj_um .
i RSSO OFL ALRRST uRPAtE4Fale Silica, tale, sodium

croscarmellose or magnesium stearate.

The administration of each of the active principles may
also ‘be performed simultaneously, separately or

segquentially over time (sequential administration).

When the administration is performed simultaneously, the
two active principles may be combined in a single
pharmaceutical composition, comprising the two active

principles, such as a tablet or a gel capsule.

The two active principles may also, whether or not they are
administered simultaneously, be present in separate
pharmaceutical compositions. To this end, the c¢ombination
according to the invention may be in the form of a kit
comprising, on the one hand, at least one B3 agonist as
defined hereinabove and, on the other hand, at least one
MARI as defined hereinabove, the B3 receptor agonist and
the MARI being in separate compartments and being intended
to be administered simultaneously, separately or

sequentially over time (sequential administration).

Another subject of the invention relates to the use of a

combination as described above for the preparation of a
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15 The adm nistration of each of the active principles

may al so be perforned sinultaneously, separately or

sequentially over time (sequential adm nistration).

When the adm ni stration isqg%rforned si mul t aneousl Yy,

the 20 two active prlnC|pIes may be conbined in a

r euti cal si.tion si t

oL PIBLTRCCULLSal, COMROSL! | g0y SOITEL S Ao DE LR on
anﬂmﬁim\ma active principles nay al so, whet her or not

they are 25 admi nistered sinultaneously, be present

in separate pharmaceutical, ositions.. To this end,
A swaleshbidattsh 1B¥EBFdPAg 1D gﬁ%m v aPR A nipThd HaRting

deﬁﬁé%gﬁ&ﬂWQf %ﬂﬂﬂet#¥”ﬁ&h§hn%o itdes opBehahimdlstration
| east one as defined. herej nabove a d

on on
O { fe %?lee?n%al’?%g at ’F%%%’i‘p%‘hﬁl% VAR HE e isedose of at
ledyar mmb@yeagbhESaSaseMGfedam@, amtdl btbheaMAReast one

eSS0 S LRTRAT (ROl 30 e B ARLoOEY s s
defdamienthiealdiynadpere .t | g segieht idmsmmhﬂmg atadan)msafﬁred

smﬁrlc?:ta]?-@ou%‘i@ ectsegfagfat&%l&nv E“Qé‘qﬁ?%@i& 149 18 WRE Ofipeg

conbi nation as cribed aboveée e preparation
Preé?'floa\lsﬂf medi canent for treating and/or preventing
depression or anxiety. A subject of the invention is
al so_a_net hod for t%eatln depression por anxi et

The Tt ST T L t ReT &8RP étr":i“r‘% OO HRAC R EﬁFOEéiﬁg to
the hénapetiionalwgref keallvaeedbsen ofmiade heaaly otiee Rhoderate

S ef nd t st e
Chr%%g?gﬁgﬁ 6§||¥E§?fgggﬁ§§: oséﬁ% ¢ te%%as %ngemﬁﬁ?ped on
rat@efhyhéwllie'reeﬂ nbboveiliner saNgugosesepeengnddMivbshevdgpral

Revli%ws' My ganeqys! >‘52§—e§@)r ahRlY LRlaprequensi aiky 138 Kopp et

descr i bed pTQV|ous The anti dépressant effects of

1.tlfe EORBInEENGHY LRMESHdiFRG TR CAlRgy mveitd o Grer/e - 83) -
slng\lalrtia;h%@ | e tlv66n UTHR] d8erovdevat @tate in man and the
effect of moderate chronic stress in mice were established.
The emotivity of mice stressed by MCS was evaluated in the

forced swimming test.

The MCS is performed in the following manner:

Male BALB/c¢ ByJdIco mice (Iffa Credo Lyons, France) 8 weeks
old are placed in individual experiment cages
{26 x 20 x 14 cm), provided with food and water ad
libertum, at a controlled temperature of 22t1°C.

In the context of the protocol, the mice are subjected to a
series of sgstresses such as forced bathing, food and/or
water deprivation, housing in cages containing wet sawdust,
permutation of the day/night c¢ycle, maintenance under
constant illumination or in darkness, each of these

restrictions possibly lasting from 2 hours to 24 hours.

A first group of control animals is not subjected to the

MCS (group .l - unstressed).




10

15

20

25

30

15 chronic stress (MCS) protocol. This test was

devel oped on rats by Wllner (P. WIlIlner, Neuroscience
and Bi obehavioral Review, 1992, 16, 525-34) and
adapted to mce by Kopp et 14, (C. Kopp, Behavi oural
Phar macol ogy, 1999, 10, 73-83). Simlariti es bet ween

he 20 eff f
The KRR LS SRhlS R By son dhE pK 4FC ADePhER inlh ¢ rovps

onetmtidMity of mice stressed by MCS was eval uated in the

S 20 TRRleCobepard) e SRS c5Enaai e, painals
reqgistioidyoRse Fr anteyperieersalol oma:r%ctpm’eedpueﬁr day of

phl}é’]l_q:;]ydﬁt@l eXperd ment cages (26 x 20 x 14 cm,
rovided Wi th food and water ad li-bertum at

a
- §6ﬁFPoI Bed s iR tEtr St3IESB1CreFRIVRE chntidiir e ifeneal

injEtiaaol pet ek GEE af Buskbt et Bgdrechlo@deerdiesaotrate of

3 st esses such as forced bathing, food and/or water
Y+vation, housing in cages containing wet sawdust,

- Geonptaﬁi ()ﬁBofagdrﬂsdaylsnrglas cyrréo&alvazd nﬂ.ernartcmgﬁnjie:roneal

v
Ce%“ ct %%s %é’ggﬂg%l qn‘dﬁ% hour S ?{)h]f%%%%enyl) -
2 -Hysiroxy S5hvA gridrea - EQrGV)u’b %tmﬁhﬂrmﬁm@l@w
y1HPRE S d fyfdie ool U al rawsaf essRflg 12 The

ani mal s subj ected to the are divided into 4 groups
- GFoymy Ps: (flepggbiz (gal Fﬁ%e _PPRETY CHHFeTs gieceives 1
1nﬂ¥3ﬁdﬂ1tdﬂﬁdﬁﬂSnjééﬁﬁmﬂlpgrom%yTBEaQESbﬂﬁﬁQah containing

TPt gL e VB I i tape P p s (797 E2xd) -2-

(3 -ialjlectamdrernelr) Wﬁrdﬁy@t&thm%%l or§ deetatalyy dra e
nap(ﬂtha%.ém-/j(%ne aziycl\"a%éjcallté R AU R Sid e85 )nd RGP Ves 1

I ntraperit
The 1njectlons are performed from day 15 to day 50.

Emotivity during the forced swimming test

On day 50., each group is subjected to the forced swimming
test. This test consists in bathing each animal in a glass
cylinder containing water and in evaluating the degree of
adaptation exhibited by the mouse to the stress. The
immobile time is measured over a period of 5 minutes.

The results are given in Table 1 below.

Table 1

Group , Immobile time (seconds)
1 (unstressed) 146.8
2 (saline stress) 193.9
3 (fluoxetin stress) ' 178.4
4 (B3 agonist stress) 182.0
5 (fluoxetin + B3 agonist
153.6
stresgs)
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10 injection per day of ethyl

[(7S)-7(2R)-2-(3-chl orophenyl) -

2- hydr oxyet hyl am no-5, 6, 7, 8-t et r ahydr onapht hal en- 2

yl oxy] acet at e hydrochloridéiﬁt a rate of 1 ny/Kkg.

Goup 5 (fluoxetin + (33 agonist stress) receives 1

i ntraperitoneal injection per day of a solution

containing 15 fluoxetin hydrochloride (3 ng/kg) and
Theetgpptcdir{tZl)e 7¢2RimBobile time for the groups of stressed

; | o ) - 2-hyd ye l.an_na-5, . B-1tetrahydr
anlgn-%lng;ph%%gggwé- yl?tgxy tEéllgée(t aglg)éﬁ?/—glrs%%h o%%lé'%]‘ﬁ@?%g) .also
calrd atifide erichnigriraa insk figy Mab¥e dnkRpws to day 50.

20 Enotivity during the forced swimrmng test On day

50, each group is subjected to_the forced sw nm ng

test. This test consistsT®#R1Bafhi ng each animal in a

gl ass cylinder containing water and in evaluating the

degree of 25 adaptation exhibjted by the nbuse to the
stress. The&rdumobile tine is|neaBareenvage af peimed

al + o S o Ll o

af L ot oo Tha v oc Al vran o T o 1 bal ~Avng
Ul < 11T 11Ut ©o. e T TouUrtSsS arcrTyrverr 111 rayl © 1L JUTT UV

Table 1 2Qn&kpupsLgyoObile ting (seconds) _1
8 2

(unqtrpqqu) 146 (saline qtrpqq) 193. 9 3

<

(flugxetin,.stress) 178.4 4 ((33 agonist stress) 182.0
5 (fl éﬂé%ﬁ?qkﬁ oni st 158. 6 stre§éf§ éi The

percentage of imobile tinme for the groups of stressed
ani Jraf §lvexetinestveshAd unstressed ani mal2d .i5$ al so

catrcuatedand— i ndicatedT T Table 2 betow 5 Table 2
4 (p3 agonist stress) + 25.1%

5 (fluoxetin + B3 agonist
+ 4%

stress)

These results show an increase in the immobile time of the
stressed animals compared with the unstressed animals after
exposure to the MCS. The repeated administration of #3
agonist alone or of fluoxetin alone does not significantly
modify this parameter.

Moreover, the repeated administration of the combination of
fluoxetin and ‘ethyl [(7S)—7(2R)—2—(3—chlbrophenyl)—2—
hydroxyethylamino-5, 6, 7, 8-tetrahydronaphthalen-2-yloxy] -
acetate produces a pronounced reduction of the immobile
time compared with the other groups o©of stressed animals

(groups 2 to 4).

‘Table 2 also shows that the performance of the mice treated

repeatedly with the combination of fluoxetin and ethyl
[(78)-7 (2R) -2- (3-chlorophenyl) -2-hydroxyethylamino-5,6,7, 8-
tetrahydronaphthalen-2-yloxy]acetate is o©of the same level

as the performance of the unstressed mice.

The above experiments thus show that the invention produces

an effect of antidepressant type that is higher in terms of



G oup Percentage of time 1 (unstressed) 2 (saline
stress) + 32.1% 3 (fluoxetin stress) + 21.5% 4 ([33
agoni st stress) + 25.1% 5 (fluoxetin + p3 agoni st +
4% stress) These results show an i ncrease in the
imobile time of the 10 stressed ani mal s conpared

ith the unstressed ani mal s, aft xposure to the . :

SE {8 O b e st BU adkti ni SEFRL I G of 3 ALGoTT stP EI P Les
adromicftdtaxetdivialwnel Yoets ot samgaidosamely nodify

this paraneter. Moreover, the repeated adm nistration

of the conbination of 15 fluoxetin and et hyl

[(7S)-7(2R)-2-(3-chl orophenyl) - 2-

hydr oxyet hyl am no-5, 6, 7, 8-t et r ahydr onapht hal en- 2- yl oxy

]- acetate produces a pronounced reduction of the

immobile tinme conpared with the ot her groups of

stressed aninmals (groups 2 to 4). 20 Table 2 al so

shows that the performance of the mice treated

repeatedly with the conbi nati on of fluoxetin and et hyl

[(7S)-7(2R)-2-(3-chl orophenyl) -2-hydr oxyet hyl am no-5, 6

, 7,8 tetrahydronapht hal en-2-yl oxy)acetate is of the

sanme |l evel as the performance of the unstressed mce.

25 The above experinents thus show that the invention

produces an effect of antidepressant type that is

higher in terns of 14 efficacy than that of each of

the active principles admnistered individually at

the sane dosage. WO 2007/ 034056 PCT/ FR2006/ 002125 15
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CLAIMS 1. Conbination of at |east one |3 adrenergic
recep oni st chosen from aryl et hanol di am, nes. |

WO A% &OaiﬁocfegS bases or of acid-addition s%f}sg:&(%é}bozlz‘r’
especially 3 -[[2-[[(2R - 13
2- (3-chl orophenyl) - 2- hydr oxyet hyl ] am no] et hyl ] am no] bi
phen- vyl -3-carboxylic acid or the hydrochl oride salt
t hereof, and phenyletha§8ﬂgﬂ4 otetralins of general ,
formul a (I) ()—I cJWRAYe. YBOBA/OACOOR 10 CI in which: A
o RERAN Aot Y RO R 37 SRl ERLARED S fheptox

rogen at om or a grou
agcoflajas@h@rse@f &aonh- ad@vﬂechagaﬂdlamdeél son| ntlhgdrm@n of

bas%fs S&PVB?EG J&rdnaddlt%%HJ'é‘éitQ” @sé@c@%l‘l@asé ON&-{{ (2R) ~

Conbi nat| on accord aim1l

2- @w&héaraalﬁm m 'tlﬁéﬁr‘-'t% e RN IRstiete Hpiphen-
v 1 QoI BSRRA &d Oahe 3@ gener ahydessnlier{de @Ghlt Nhereof,

and?ré’ﬁ~ )]t-ﬁﬂ Js%ﬁrll?diﬁ‘i‘i?g;ﬂlé'gh %%5 O C?’%'tﬁf aeH)s a

hydr ogen aton1or a Cl_4 alkyl group. 3. Conbination
according to Coim 1 or 2, characterized in that the

phenyl et hanol arfi notHtralin is et h 2- '
chl or opher§ AN ox ye ba‘,‘%ﬁéé-qlétrahydro-

napht hal yl oxy] ace Conbi nati on accordi ng
€ characterized i ?I)t hat
t he pheny et hanol am notetralih is

in which:

A represents a C;., alkylene group, and

R represents a hydrogen atom or a CL; alkyl group, in the
form of base or of acid-addition salt, and also in hydrate

or solvate form, in combination with at least one MARI.
2. Combination according to Claim 1, characterized in

that the phenylethanolaminotetralin corresponds to the

general formula (I)

OH
: N\I:::[::j/O—A‘COOR
| ()
Cl
in which:

A represents a methylene or isopropylidene group, and
‘R represents a hydrogen atom or a C;.s alkyl group.

3. Combination according to Claim 1 or 2, characterized

in that the phenylethanclaminotetralin is ethyl [2-(3-
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et hyl [2-(3-chl orophenyl)-2-hydroxyet hyl am no-5, 6, 7, 8-
t etrahydronapht hal en- 2-yl oxy] acet ate hydrochl oride. 5.
Combi nation according to any one of Clains 1 to 4, 10
characterized in that the pﬁ%nylethanolan1notetral|n
s ethyl

(7S chl or yet hyl anmi no-
RSO BT AT RO RaL BHB2 75 Oy ] Aot & R EaEs-
naplorts hat 4+ Dy aecpyalkegate. any one of Clains 1 to 5, 15
- characterized in that the phenyl et hanol am notetralin

is ethyl
- [ ((TOMARR)ign ( 3cehirdiogheny| prd- hgdeoxyfet Aypanenct to 3,
cha'i:a%t xslﬁéﬁ r %.Wdrtﬁ{@lohté}?é eseh DX AGSI Ahfhotetralin  is

hydr ochl or 1 de mbi nation according to any one of

ethylai ms 1 t@ﬁ(3ﬂﬁ1&¥£%@f3})z@?¢h¥fi¥we‘%hi\élamln0 :6,7,8-

tetigiyd@ianol e S0t Bty Bty dSet £EdYhydrochloride.
[(7S)-7(2R)-2-(3-chl orophenyl) - 2- hydr oxyet hyl am no-
5,6, 7, 8-tetrahydronapht hal en- 2-yl oxy] acet at e

5. hydrmd:kﬂrmtijctm BrcBriddrwy tdie amnf r aned ca?peCilatumsofl to 4,

Cha\&y‘a‘ﬁ&% t%géﬁéég%z% %ﬁé%@cﬁ%l fat 1 on

ethaticor di Mg o 7alBR Jorde GF- Bl g raphiensol )72~ mm@h@eﬁnlno-
5, 4,77 tdale g MiRIndsh &@P@:ﬂ—fﬁpﬁﬂ W ddefdom fluoxetin,

1 uoxetin hydrochloride, citalopram citaprolam 30
hydr obromi de, fluvoxam ne, fluvoxam ne nal eate,
6. par@ﬁejﬂmlorpaaa&a&amgghyﬂé oghlorbfle, ofertiaimse,l to 5,

ch sert raI A ne hydrqg lt?;: . m Ieg%é%%b m | nr%:égraa in is

eth&dCItaHdﬁﬁade@ﬁﬂHZ} 31hthﬁﬂphenxﬂM<Eﬂﬁydroxyethylam1no—
r -

> Gﬂy?g{réagc orl roggsi%/en éa}glzné;l&% %gm ntgg h%%%or%hlorlde

and bupr opi on hydrochl ori de, and al so m xtures

7. t het@finakh ord. aCOBRERALI Ofb ageQr bHE WE CGhabMS. 1 to 6,

charact.eri zed in _that the MARK is chosen from ,
chapafdhaitiized f g exdiifl e tHY uBEIH S RRRYAGS E g 1s

eth@&pitqupEﬁn$7mmﬁ)49“%Hﬂdhlorophenyl)—2—hydroxyethylam1no—
5,6,7,8-tetrahydronaphthalen-2-yloxy]acetate hydrochloride
in B form, the infrared spectrum of which shows the
following characteristic absorption peaks: 2780, 2736,
1722, 1211 cm*

8. Combination according to any one of Claims 1 to 7,

 characterized in that the MARI is chosen especially from

fluoxetin, fluoxetin hydrochloride, citalopram, citaprolam

hydrobromide, fluvoxamine, fluvoxamine maleate, paroxetine,

paroxetiné ‘ hydrochloride, sertraline, sertraline
hydrochloride, milnacipran, milnacipran hydrochloride,
escitalopram (S-citalopram), "escitalopram oxalate,
duloxetin, duloxetin hydrochloride, venlafaxine,
venlafaxine ‘hydrochloride, desvenlafaxine, radafaxine,

bupropion and bupropion hydrochloride, and alsc mixtures
thereof.
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5 escital opram oxal ate. 10. Conbi nation according to
any one of Clains 1 to 9, characterized in that the
(33 agonist is ethyl [(7S)-7(2R)-
2- (3-chl or ophenyl ) - 2- hydr ox¥&t hyl ami no-5, 6, 7,8 10
t et rahydr onapht hal en- 2-yl oxy] acet at e hydr ochI ori de and
the MARI is fluoxetin, for exanple fluoxetin .
hydrochl ori de. 11. Conbination according to any one of
9. O apgind i dd), acdwrd@aicer itzeddlaithag,t hehgdaagepistd in

t.h
tha?ts( }&%I ol%%gheﬁ%l )E’E‘Oﬁﬁa‘r o;fé’ﬂwylf&r]ﬁoﬁ%e%n(? 7, %)]f et?}é%mple
EIWQImphln*h@renhRmyiday] aestiat eskyidadoiprer,de fand téreample

ram for exanpl e escital opram
ot d5ru 3614l

xal ate rhaceuti cal conposition conprising, as
active 20 prl nci ples, at | east one R3 adrenergic

10 ref&ﬁﬁﬁna&gﬁﬂsbcc%%ﬁﬁ ftEcS’manhyenMﬁét w0chamn901 to 9,
tetra 1 ins of general ornmul a

chagiaiprigsepiesthes &hel &P awsméﬁé gﬁo@ﬁhYalnd[ﬁS ~7(2R) -
2- «ﬁmemu@@ﬁwmﬁmmym@ncﬂ—w $<y’r @Ioup in
A TSRS oA Dt lien e one
MAl%i.FndLsaI@ma{eﬂmstfmeex@wlm&thxa@iﬁyhﬁhomuwme
excipient. 18 13. Pharnmaceutical conposition

according to -Claim12, characterized in that the
11 ph@wﬁ@tmranaﬁ@péﬁmgu rFo cany esp@endstt §1ﬁh@sgeheﬂ3§‘| 10,

chafr%[dﬂéﬂz(é& iR ‘éﬁh%hth% &‘% $§t31HEte|%}‘1|y@_ne[ Pfs R) -

| sopr.opyl i.dene group, represents a gh
R ep e L AT dsr e Chuvs A s £ B S o ydro-
namwnwsammmqo]rachétgatt@ ehidiercHlng iefe Ghdl N8hé2 MARI is
characterized in .that

o ARl FELBL T 17 1 @ Xm oxalate.

[ 2- (3-chl orophenyl ) -2
12. Pharmaceutical composition comprising, as active
principles, at least one B3 adrenergic receptor agonist

chosen from phenylethanclaminotetralins of general formula

(I)
OH
H
quO—A—COOR
0]
Cl -

A represents a Ci.4 alkylene group, and

in which:

R represents a hydrogen atom or a C;.; alkyl group, in the
form of base or acid-addition salt, and also in hydrate or
solvate form, and at least one MARI, and also at least one

pharmaceutically acceptable excipient.
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10

hydr oxyet hyl am no-5, 6, 7, 8-t et rahydr onapht hal en- 2- yl oxy

]- acetate, ethyl [(7S)-7(2R)-2-(3-chlorophenyl)-2-
hydr oxyet hyl am no-5, 6, 7, 8- tet r ahydr onapht hal en- 2-y| oxy
- acetate, ethyl

2-(3-chl h d h
3[ AR ol ST hTs. yROLPTtapa g0 Claim 12,

anpearieohilord de,irl5 ethat the phenylethanolamlnotetralin

co R o AN o oo o

Qﬁ|qnmeqhylﬂqg”or 1sopropy11 ene group, and
R x[e(p%%)seZ{t?sR)a AnfFsupraphe it )a Z,hy doxyetdwdup.

am no- 5, 6, 7, 8-t et rahydr onapht hal en- 2- yI oxy acet ate
hydr o- chlorlde in Bform 20 15. Pharnmaceutica

14 .COMPRsind o HiGeor dd:@ﬁpbglanynoaec@ﬁrdlagaim d2therléne of
charact |zed in tggt t he NVAR |s chose espec%}gl léy

Claamsm xetch: f1 doxet i nohykF OeHT bF T e Eital
phaﬂﬁkﬁnhdnnﬁdmmhuﬂyurakﬁn EBUVQkhmind2ﬁ%34dhhunanﬁanyl}—2—

et _
hyd}%x?e |Yn%%[ lgféjr téra i e %c@%ﬁﬂ nac_l r%lnoxy]
acehnabsaci pran ®Ewdchl ori dd, { &3¢t @Fdpréamt3 - ChlorOPhenyl)
hydrensidedd nﬁ.’ﬁo 5 Q§C7 Ll Qpram Rkl Birh tkﬁ&&iﬁeiiﬂoxy]—

duloxetln droc orlde venl faX|ne é%r af axin

acehdfSochl oi-‘T- %L dedverSarcliorerhemylddar Xyethylamlno-
5, mmwmﬂiwmmﬂmfmg-hdw-@@]ﬁﬁllai&tm fﬁicﬁcﬁbchlorlde,
Xt ur naceutic |t|o
thQECordﬁﬁ p g%%lﬁ]léB %Hﬁ?é ggd EP%%ﬁﬁ%ﬁwhﬁﬁﬁﬁlno_
5,6, s7,f8HI®te:tahydnona@51téwara42mﬂamy]]§9:eﬂa7te hydrochloride
r Ph uti gals G0 ti~0n 22 r ny, _
C]Z%ﬁ@fg QQ?gﬁ WR%%BSg g%ﬁﬁﬁié?%gh , se gﬁg?g%$Ethyl
amigegedt: |7a|8nﬁmhmri@a®ti@l%12w@w]sqwatcﬁw t hdydro-

ch1QRre Jeang, mtrdrgast one R3 adrenergi c receptor agoni st
as defined in any one of clains 1 to 7, and, on the

ot her hand, at |east one MARI as
15. Pharmaceutical composition according to any one of

Claims 12 to 14, characterized in that the MARI is chosen
especially from fluoxetin, fluoxetin hydrochlecride,
citalopram, citaprolam hydrobromide, fluvoxamine,
fluvoxamine maleate, paroxetine, paroxetine hydrochloride,
sertraline, sertraline hydrochloride, milnacipran,
milnacipran hydrochloeride, escitalopram {(S-citalopram),
escitalopram oxalate, duloxetin, duloxetin hydrochloride,
venlafaxine, venlafaxine hydrochloride, desvenlafaxine,
radafaxine, bupropion and bupropion hydrochloride, and
also mixtures thereof.

16. Pharmaceutical composition according to Claim 15,
characterized in that the MARI is fluoxetin or

esgcitalopram.
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defined according to Claim8, the [33 adrenergic
receptor agonist and the MARI being in separate
conpartnents and 10 being intended to be adm ni stered
simul taneously, separatel y%r sequentially over tine
(sequential adm nistration). 19. Use of a conbination
| east one (33 adrenergic 15 receptor agoni st
17 tho@&?f‘far%ﬁﬁta“r‘iﬂjet [FARRH i GTes AT AHEDS oM ofBaseRe  ©f
Clanimsof 1@ci doadé | i foSaklse, espattahkpudlyl [ 2separately or
é&%? é@ 3 chlqgﬁghenyl) 2- hydr oxyet hyl ] am no] et hyl ]
m no phenyq carboxyllc acid or the hydrochl oride
salt thereof and phenyl et hanol am not etral i ns of
genger.al ) CROR @ i ch
18 quﬁjfepre ents 52 g& Fﬁélgﬁégg?ébp, gl 18alR! hie p3
adyesRTEcht 5o DR oy@n b onaer dafceed aFlkyiFlYngm?p ofi rlaims

1 ftBe 7f0fal¥id)f baserws fcipg dhﬁﬂ@l‘“é’ﬂ spddst aBded! BART as
drate or solvate for with at | east one MARI |

deﬁl@ﬂe hBCCpFEpaPationCoRiR redi clfferts f BRCPREAPEAg receptor
agcﬁﬁds/toa apde Ve i mf.ngI30bd£ﬁ§eSﬁt Olﬁe@bdr@ﬂw eﬁympaﬁtméﬁeS and
accor al al char act er | that. t
peidffor dfbdded! 2L0 1D pel%! AEERIER ikl qnecusiy,

sepErately or sequentlally over time (sequential

se

administration).

19. Use of a combination of at 1least one B3 adrenergic
receptor agonist chosen from arylethanoldiamines in the
form of bases or of acid-addition salts, especially 3'-[[2-
[[(2R)-2-(3-chlorophenyl)-2-hydroxyethyliamino]ethyl]-

aminol-biphenyl-3-carboxylic acid or the hydrochloride salt
thereof, and phenylethanclaminotetraling of general formula

(1)
OH
H
N\I:::[::]/O—A*COOR
(1)
Cl

A represents a Ci;4 alkylene group, and

in which:

R represents a hydrogen atom or a C;-4 alkyl group, in the
form of base or of acid-addition salt, and also in hydrate
or solvate form, with at least one MARI, for the
preparation of a medicament for treating and/or preventing

depression or anxiety.

20. Use according to Claim 19, characterized in that the

combination is as defined in any one of Claims 2 tc 11.



