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COWPRI SI NG PAROXETI NE AND
WQ 2091644 FLUORO- 2- METHYL- PHENYL) - Pl PERAZI PCT/EP2004/004126

NE- 1- CARBOXYLI C ACI D
comBINAT doNsRrerR b SaRdyETOR®D2: MsTHYA -FRbENY o) MEFY.L bt p1pERAZT
NE-1-caibozAvic [20ED FAR (R REAT VENE -kt INtBRESSMEN ANDH L 1 AN VLY -METHYL AM
IDE FORTIREApMEENF DEPRESEICONANBIcAt BxMEOYt her apeuti c

conbi nati ons conprising paroxetine or physiologically

Tr%c Pg@%ﬁtb llrﬁleﬁ%rjf §%lgfes ﬁp'%uhe eécﬁr?&neﬁf&ﬁs comprising paroxetine or
["'uor o
physiplegigaihacceptabicossiig lor §olg@te§| thereof and 2-(8)-(4-Fluoro-2-methyl-phenyl)-

5 pn{ve]raé -’l!c%r% gl'icse%lﬁ:[i éﬁfgﬁg%gﬂiﬂuab@ﬁ&}ﬁgﬂpréhpqE@g@\?ﬁﬁ%l “amide or
physielogistlly taﬁcwiablﬁa%f@t oI aplvefeiarptbgrqqf olfs phadacaiiigah gompositions
cogﬂilrﬁrzgé’m lcBRAbInaBShs2M the‘i?bée |Hstﬁe lrQatHE‘ﬁt b c%’é?a?é@%% 4l /or anxiety.

. depression and /or-anxi ety Par oxet
trans-4- (4 -quorophenyI)S (3 -4 nethylenedloxyphenox
hyl
PR PLREE Eahly AR oA dsSp SRR pharane
10 andgrnits gaitophid amrrsnefclally atadable/and, approviedtfor ueﬁemrwrtsrfor treatment

an@i}%gﬁ}ﬁ@ﬁ% gfosor da?fa 2 %&%&?%e% déssgﬁ:gbs sssfggagﬁﬁ@ﬁfsfv%%sorder (OCD),

premelsam(ahdﬁpbw@dlaernem(HMDDpIaedyolapwlcmq@ed%ta| ne-1
-carboxylic acid [1 -(R)-(3,5-bis 15
trifluoronethyl-phenyl)-ethyl]-nethyl-am de or
2-(Hy4iFtlasgRoatthy-pheoyppipbtaginesl-carboxylisol vatagd t hed &¢R)-(3,5-bis-
15 trn%r%rﬂefh?l sﬂ%ﬁﬂkfﬁﬁg (%e%t%%égéﬁm ! '&J'g%ﬁ%&mﬁﬁ?tgg'gsem solvates
thersef, Whlchns tieseribed it \WOOH /25213 ik a dNKy racaptoréwpagesist. on,
h r C e d ]
NESRIRERE AR ALCR] BREER AN 0% Wy of gy anc
despl:Eg;g'@st chératthétdpy-irelceed oausmtaigiovdrmtim maq/pbﬁ_-qmeawe napnsea and
voﬁ]ri]tfr]%avﬁ%ﬁlméalggastg;ﬁ@gegt ﬁ]?{e ?{g(ﬁcreé%}géfghtggorﬂ%ay be useful in a
20 vadetyofddher, d|si(dersdn<§lmilmgapaln, ndagmadory diressesiatiergin diserders, CNS

d'%@eqﬁe e'l?"%‘#? '% %‘Z@Z'Eaé‘gt ; J%'ﬁ %n%é?n%gp?@fe %;t her with

ant i depressant or antl -anxi ety dr ug for the

U%BEW%%%% s Otﬁe u3e 'oF Qﬁxl“é %s%r?ertrakpﬁKé Ee%eb{eﬁ ghﬁsgﬁlst%gether with

venti on Sion and7 or anxi
adndamsxann oorsmtcarﬁmeiy di drag deurtke crhamfad:tumonbm atedmasnent for the

roxe . Ql/ 2 |y teaches that the
25 ol R e b Bt aeE 28 APBEE Vrer o n may e
Thedarisriiosiegeetb specificriisiclvatiieat such borabiS8RIns agiarparoxetine.
However, there is no teaching. 30 concerning any
synergi stic effect of such conbinations in the

WOr @258t broadig égachss |ttmt thaaNiK, recepdorxarddganistd déscsibed therein may

been. f ound .t hat . .sur ng ther utic
b ptTerR b "R BeeR s AT e ep agieuds g teaching
30 coatemimgsanyl sygemtlb}eﬁactwpswi eonmirtagions isdhes fbatment of depression

thereof, for 35 admnistration in conbination with
ang. ?r X(éﬁ Fl uor o- 2- net hyl - phenyl ) - pi perazi ne-1

It has now been found that, surprisingly, therapeutic compositions comprising a
combination of paroxetine or physiologically acceptable salts or solvates thereof, for
35 administration in combination with  2-(8)-(4-Fluoro-2-methyl-phenyl)-piperazine-1-
ca}boxylic acid [1-(R)-(3,5-bis-trifluoromethyl-phenyl)-ethyl}-methyl-amide or
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carboxylic acid
[1-(R)-(3,5-bis-trifluoronethyl-phenyl)-ethyl]-nethyl-
wa@pdiodeowes WO 2004/ 091624 PCT/ EP2004/ 004126 PCT/EP2004/004126
physi ol ogi cal |y acceptable salts or sol vates t hereof
to.a human for the treatnent of Pr essi on and/ or
phapiglogicglly mpcepfalde selie @b salyetesfthereer itq@ bumaalfor the treatment of
de?ﬁé@%ﬂegﬁo%lagﬁmegdmm\/\ﬁﬁ&r@1@ Qt%ag\é’ 6fhﬁ1euﬁlu%du§| n%rﬁponents are
rapeuti c dosa show sur Ing synergistic
adminisleseco belowvf theadsual @mgtqwéweramlmwa@ﬁad/&bva surpnsmg synergistic

A o SRR bt sy

t her apeuti caIIy non-ef fecti ve dose of paroxetine or

In Eﬁﬁﬁbl‘% G b Bﬁ@ﬁﬁ'a?byé?érﬁﬁinﬁg ea%ﬁ%ﬁé@&@fbaﬁ?ﬁ&?—@f‘fective dose

a t'herapeuti ca non ect
of @a(cg)atlr(mormhygptpgg:aﬂygamtqblﬁe&qﬁls) orsopateszthereof. and a therapeutically

SRR P TR 2 ety Pron i ee erigmifacd (1R
(3@réiwlgbmnﬁyi\)d'@helwna@bﬂbmamybaTQ@IGtQEr rzhysmﬂ)gmlly/apwtable salts or
somfér e@lfere%f d?ghﬁlbé}ﬂ&tg{;rg?t% Sl fépr@%tahfj? eaﬁ"{&&or anxPIWIc activity

I'c ac
thamethewof fnhad!wvlrdi}eduatowmmmntastak@kdnnalsmlaved achi eved
. It is a feature of this invention that the use of
such a conmbination will provide one or nore of the
It it @l featwiengf tieit firaention thahiheaisefof sudica cosmbination ddlpredds vre or more

oSO e SR B B ARG anctr
a bétterhiolezated -drlmga;mea’mmnteandﬁmd/ ardragtwithaaxinerteyrapict brset yof the anti-

degkgs%ﬁggggfopami Qﬁxnéﬁ%ﬁ o. stic effect of the conbination

resen all ows better managenent of
Fuathyrmme,etitel synedgistly- eiédchtof dhes icdmbirtiern tof .the Presecbiryentipn allows

be{tgr |%Qﬁaéfe S A QJ ﬁg?gntiawr‘ﬁatr%l psé(}e eeffe%} s provided a

I'on co erg AN
non effective dose of paroxetlne or phyS|oIogicaIIy

Ac?’ﬁer peu(%n% gﬁec?mo{he i én\ﬂ?ﬁ tﬁeF |deacpg &mbination comprising a

calty non e
thetap@ticlly- Ronseffestize raesa ydf - paroxetlne or physnologlcally acceptable salts or

V)= pi e | n, N )
sof S bkt BFG 2L bRty AR0T MobrarBoBRL s o, RSBz metny
phanyl@dpipenaziphyistaboglic sddid/ [Mﬁb@;&bbdrlﬂmrd)methyl -hehylpethyl]-methyl-

. . texts or
aﬁé@%é'ﬁé@sggj%i \Qﬁﬁg? %ﬁ:?aﬂ)e gar#venf’&g%t% ﬁ}eﬁ%r}apeut ically

non-effective dose refers to a dosage of each

QMo t C nat whi is lower than .
WITRRR D et P8 R Bl ebelirr e iese Rl Fplidli f nerapeuticaly
non&sfpoivee dobemefeecto a cdonwefndeadhsccmabﬁneh’sb‘emedcmmlon which is

30 e an the con cts of t
Iovgﬁ,re\slt\gﬁ ni%arﬁ%lg/“e cYeéjo f ogrotducﬁee e Pétwﬁh{/?@fa(ﬂe é'%ﬁqoyse w%en each
comporgritébadmiszldred albnsol vat es t hereof, may be

adm ni stered as the free
When used in any of the contexts or aspects of the present invention, paroxetine or
physiologically acceptable salts or solvates thereof, may be administered as the free
base, or in the form of any physiologically acceptable salt thereof, including all hydrated or
anhydrous forms and all polymorphic forms of such salts. In particular, references to
paroxetine or physiologically acceptable salts or solvates thereof, include, without
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base, or in the formof any physiol ogically acceptable
salt thereof, including all hydrated or anhydrous
wo oooamomed al | pol ynor phic forns of such sal t SPCT/BP2004/004126
particul ar, references to 35 paroxetine or
physi ol ogi cal |y acceptabl e salts or sol vates thereof,
linirilaﬁbrb,;dparomttrieobydrodrlMﬂeZQﬁﬂd)@ﬁﬂ@%d%]ﬁfoﬁé’éﬂwlwaﬁﬁ paroxetine

N I

anhydr at e, par oxeti ne rresyl ate and all poI ynor phi c

Pargioieis eErAurEHarT baneint RSP R EREdmRtra IS o
pharnaceutically accept abl e salts of
uor.0

SLﬁﬁaé &ﬁ]?{@afe%tg’? oxﬁcf:%ot%@henéél% of 2-(S)-(4-Fluoro-2-methyl-phenyl)-
Pirbér_airﬁ%) 14GArtioxblics - tieid f I[MR;;(@ bigHrifuveorsibthyledHeyyl)-sthgT-mydthyl-amide

in%ﬂééj Srrag Ié:@ﬁ{tigrg%p gr&'rg S"Iﬁ | %g?r%%t |8alg/raq0ﬁ8%%nci)rgamc or inorganic
achts, der, exaptiplehgaptlohyal, dyliobrdnides, sfwﬁlfa&ksr @ikyt s, arylsulphonates

R ARl 5, AIHESHBALAE 5 elsbe, acotes, cirte,

suetifnsebabritesa aphabies and lnrar@ttes succi nat es,
tartrates, funarates and nal eat es. Preferred

physi ol ogi cal |y acceptable salts of
Préferei physibloyiesity dccaptablel safth en - (5)4pi-Faiohd-Rmeethyl-phenyl)-piperazine-

1-car hoxyl i
1-FaBORIC (20 b L3 Shisr Ao llymgioykaigy . include
hydricHRritl® Ghetdlenesliphbyiste papteitd, detolueé ipineiid. phonat e,

sul phat e, p-tol uensul phonate.

2-(S)-(4-Fluoro-2-nethyl -phenyl) - pi perazi ne-1
2- (S)E(ﬂm@‘bJZcmaﬁ |Cbh£eﬂryr§ e(a%rné Beagrboxylic acrd [1-(R)-(3,5-bis-

tri %r'erg Br eng aﬂr@ en% It ﬁri]ﬁy Js. e'h %?bra% sunpﬂenaf?rsn of its

méthhhesulfhofgte@alli ng to the invention a therapeutically
non-effective dose of 2-(S)-(4-Fluoro-2-

nmet hyl - phenyl ) - pi per azi ne- 1- carboxylic acid
Adcbrdid) td aweSrrh'ersﬁdnréafther@perteblwhoméﬁewvb efoy | df- 2-(S)-(4-Fluoro-2-

mabiheplpRereise T aponde s - EEERbRgruromey Hhpryi-ethyi-

m@tﬂyr dhiide bﬁﬁl;rs&rm@vcaay atmtémeealtsaareéorvatﬁ mfeﬁaroﬂbhr}ay b8 in the range
range o

of JGr1Bag Py 59y (IRESHERAGE 17 ob Besals prgioigbl adye range of 50 165 mg
pele8PBAd Rbst Srefdidbly MVBO AR ch7tb1e5 aRppdridagl | Y

non- ef fecti ve dose of paroxetine or physiologically
acceptabl e salts or solvates thereof ( neasured as the

Acfcbﬁ:@r\dJ%GihefTﬁmeh@on Ey th@r% é@mﬂ@y Odonleffetivd) d&ep@f ;Siaﬁldxetrne or
preferably in the ran

phé’%'ﬁ{?m‘fﬁw %‘r?eﬁ@@l?rﬁﬁ'tﬁg rt??"{af?é” thﬁﬁ?@ﬁzmﬁﬁsﬂ‘gﬁﬁ@ %‘F? 9333) may be
in @RIBLES 651 RATOME e @ay preferably in the range of 3.5 to 7. 5 mg per day.

A combination according to the invention conveniently comprises paroxetine or
physiologically acceptable salts or solvates thereof ( measured as the free base), in an
amount from 1 mg to 10 mg, more particularly in an amount from 3.5 mg to 7.5 mg, and
2-(8)—(4—Fluoro-2—methyl-phenyl)-piperazine-1-carboxylic acid [1-(R)-(3,5-bis-
trifluoromethyl-phenyl)-ethyl]-methyl-amide or physiologically acceptable salts or solvates
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physi ol ogi cal | y acceptable salts or solvates thereof (
neasured as the free base), in an anmobunt from1l ng to
waooam9tepor e particularly in an anmount from 3. BCTP1004/004126
7.5 ng, and
2-(S)-(4-Fluoro-2-nethyl -phenyl) - pi perazi ne-1
thereaf, bdx gih amogot fidorh 1-rp@Rite (18 nEy tingasred as the free base) and particularly
| It t
in %h aHo% %gsr}f{étog{:b‘g% ta}ngﬁé&é g}artﬁﬁfahy b al‘gglélﬁ fromv\z)o 15 mg.
2004/ 091624 PCT/ EP2004/ 004126 ther eof I n an anount
fr t n .
Ab g?e?%rgeu a?cfngbu}aﬁlrc])ﬁgna(cgagml%ﬁﬁu etg e nﬁ/eﬁ{c%e gﬂﬁgﬁsg% d%ﬁtr)orxgtme or
prwaobgtcall)aatqepiableaBalmmﬁol\fa’teﬂﬁmreaf 1iB afgamAUlptr dfasn rlelp 10 mg
[ V r
m]g%?%%@?% r’c}@&%?& B%r 3@[492 (%&gépglg fbfgriéé p ;5||§ zme 1 -carboxylic
ackbl vHEES-(S, Eemsetni‘fluonomeﬁwl-ahmyﬁtetlnylbnelhyt-mmﬂe m;pr phys:ologlcally

r a S

b e Gt BRrgh T i Ayt o, 9,45 1o mgasyrge = the
frdethasapid [1

-(R) -(3,5-bis-trifluoronethyl-phenyl)-ethyl]-nmethyl-

i de or physiologically acceptable salts or sol vates
At bmfm:éd, comkzimatmn wercofdingm tb  ttbe 151vngtnc(rrrempra@sas)atdxetine or

e e). 10 A fe e}

Py RERRTRRproshtar PR AT, R SRERPEHE T 1 10 mo
(meas@pt ablttee fed base) and @HBa{4BlubheZ-ewthyl-pherayh)-EFperanne-1 carboxyhc

o e BTSRRI Sy BRI EPIRRE) B stoscay

accegtablo>splts cor sutvales thereof, in an amount from 5 to 15 mg (measured as the

fé:ha% -(3,5-bis-trifluoronethyl-phenyl)-ethyl]-methyl -
reEMa3&” or physi ol ogical |y 15 acceptable salts or

sol vates thereof, in an anount from5 to 15 ny

A TRBRHE b, SRl o PASEARET o BOMEE e etne or
pfghpbgmhﬂ;gaazdptableasal&pt@btcﬂvaseé thzarenf sinl amamsuntheraemft, to 10 mg

(ngglzngd %ﬁgﬁj nflree Ease) %\nct:i 9 (%S) (L{Tpluo 0-2 gnn?ﬁay %Benyl)ablperg? né 1-cearboxy||c
acit ( SD1~((R}-(F|5MB' tifldenvatcthyl-phdrgi)ydthyipinpibylearnide - 1-arar phyyiblogically

ac iy Sl cotaiss PETRsTo R PRATSHAL DT T & 5 e faerypes o the
freerbage).or physi ol ogically acceptable salts or sol vates
thereof, in an amount from?7 to 15 ng (neasured as the
free base). 25 A preferred conbination according to
At b&fermdenmrminatimﬂpraceerfslnmartoxethe nmventlorphgmnprisegl paldxgtine or
l e sa or, salv there
PSFBRBSAD Ferop gt tpts( S SONFEE BEePhePLa BySe) oaHas © 75 mg
(miéagiwkd (aé-tHrTé fres base) emdl By(S)-phEgio-2-pgtiei-phemd-diparazihed ydarboxylic

acd P05 Gt o s ratrRbory )-SR Yaige - 5 nyAvsigiogicaly
adcdlﬁaﬂé sphy sorosangitesthleyeof,ade aptaniunt faint & toN5 suy yaeasured as the

ereof, in an amount from1l to 15 ng (nmeasured as the
free ase).

A preferred combination according to the invention comprises paroxetine or
physiologically acceptable salts or solvates thereof, in an amount from 3.5 to 7.5 mg
(measured as the free base) and 2-(S)-(4-Fluoro-2-methyl-phenyl)-piperazine-1-carboxylic
acid  [1-(R)-(3,5-bis-trifluoromethyl-phenyl)-ethyl]-methyl-amide  or  physiologically
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30 free base). A preferred conbi nation according to

the invention conprises paroxetine or physiologically
waewmeprmbd e salts or sol vates thereof, in an am@IIEP2004/004126

from3.5 to 7.5 ng (nmeasured as the free base) and

2-(S) - (4-Fluoro-2-net hyl - phenyl ) - pi perazi ne- 1- car boxyl
adceptablesssiltd pr solvates thereof, in an amount from 5 to 15 mg (measured as the

( 3,5-bis-trifluoronmethyl-phenyl)-ethyl]-methyl -
fré B ohysi ol ogical |y 4 WO 2004/ 091624

PCT/ EP2004/ 004126 acceptable salts or sol vates

A% :B?Jfgr(?ed gz&nﬁﬂgtﬁ’({f(?%coF i@g] rrtgll tmelﬁn@tléﬂeg&ﬂg@gaﬁ%&%ﬁne or

ee base ererre nati on accor
physivtagidatin acceptatile esltsp ar sebrtasetheieof, 5inpay emelnlgifiea By to 7.5 mg

I r
(SRR fe BE b anggéaasggs% RELS g ool BEBHZhne 1-carboxyiic
acd ( S[+(R)- (Bl5biai$-¢rifl2|omethWI~pphmyetpylbnpﬁwhaﬁnm 1-@ar bhwglologically
aclc%ptegge s%éts olbsolv?t elﬂ%orforre taﬂy mo né rﬁr}e hyITg r‘geﬁered as the
frenbade).or physi ol ogi cal |y accept abI e saI ts or sol vates
thereof, in an amount from?7 to 15 ng (neasured as the

free base). 10 A particularly preferred conbi nation
A padizutiiriy greferred eomhinatien aoccarding rtd dless inventimnetdnngrises paroxetine or

ysi ol ogj cal p I 0,
oA LSS Byl AL 31" B8 hossred s
tharfebe base) and 2-(S)-(4-Fluoro-2-methyl-phenyl)-piperazine-1-carboxylic acid [1-(R)-

(325'-6'%&@% %{E@jl%hgnﬂf"etﬂw n%ﬂ%mémdeoerpﬁ{y@iﬂo@?mﬂy géde%?abYé salts or

sol\&ites ﬂheteof rinfanieonaumiofmd mglimensyred abfHe] fraeghasp).- am de
or physiologically acceptable salts or 15 sol vates
thereof, in an anmount of 15 ng (nmeasured as the free
Arustlser) .padicatanigr prdertadc udoartinatipn eiaemoréidg c tmthaatnivention comprises

RG] 85 phi0Scl; s, ° B opls" FRudon® 4Fy slfpuft or 375 mg
(neamsured mfs 3he/ Sfrey basegasandd 24S) (%Elubreznlwwphaw piperazine-1-
caét%é)%h%(/ﬁl glm 2[8 ? fﬁﬁ@?ﬂmﬂﬂﬁﬁ@f&%eﬁ&pﬁ{eﬂﬁ -@%yﬁ-rgthyl-amlde or

phy(siﬁ)og(c’éllﬁadmeiptabie $dits corcwbiatesl thereef yib an emophi of i hy (meaasured as
th ?{ 2) e)physl ol ogically acceptable salts or sol vates
PHEPEEPS in an anobunt of 15 nmg (neasured as the free
base). Anot her particularly preferred conbination

d h ' 1 ' ,
ARGST SPBuly ! pro B aptieaat a3 g b ABE TfepRfy Fomprises
paroxetine anmphipsiologicdly Zwcepigbleraaits uoresbhased therdof, et &rasmpunt of 3.75
m@ 2&%%:5?9%% gé{lﬁl&u%g _bzésg?ta%l 'ZP(E?-@(l:ﬂjb%—Qﬁ{e%l-ﬂﬁéﬁkfl)—piperazine-1-
cdrlﬂcx@ﬁi) ( 3abidbi s- [ﬂ 1R} gafrbﬁtd?ngﬂhFI?H:Q?/lﬁmgl]imeth%-l:ynide or
pl’tyﬁlg @5? ly ?Ec%iﬁbg‘?rﬁ%{'?t 0515&% £S ﬁgereﬁe 3 gp &Toun{ of ?IS mé ?l%easured

as the free base).

Another particularly preferred combination according to the invention comprises
paroxetine or physiologically acceptable salts or solvates thereof, in an amount of 7.5
mg(measured as the free base) and 2-~(S)-(4-Fluoro-2-methyl-phenyl)-piperazine-1-
carboxylic acid [1-(R)~(3,5-bis-trifluoromethyl-phenyl)-ethyl]-methyl-amide or
physiologically acceptable salts or solvates thereof, in an amount of 7.5 mg (measured

as the free base).
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as the free base). 30 Another particularly preferred

conbi nation according to the invention conprises
w@aneneteesre or physi ol ogi cal |y accept abl e sal t BCDEP2004/004126

sol vates thereof, in an anmobunt of 7.5 nyg(nmeasured as

the free base) and

2-(S)-(4- Fluoro 2- et hyl - phenyl ) - pi per azi ne- 1-

carboxyllc
They desg e(@'@es.%@ﬂ"fq iR temBEsRGIL BHeRPn) vl ¢y FQUrsfefiRgRnd on the
maiiod of SdmiBtahos ited agH, G WigRCARIdonbitien spihkpatént.

sol vates thereof, in an anmount of 7.5 ng (neasured as

the free base). 5 WO 2004/ 091624 PCT/ EP2004/ 004126
T@Fr&@ﬁtemeamloﬂymds F6RdsH BnétBod e thbeﬁ@mhehnweaépregslon and/or

course depend on the netho
angiety M <3 MameRl '“P'ﬁg'"ag"’ehu'?’ﬁ'é WF@WP”‘QH%G%E%I% i gpimal with a

thbRPeiithlle tifectvel AfhoRhE B Y cbﬁmmt.b@rhomw@m?r@th.eﬁe@t.cauy non-
met hod for the treatnent of depression and anxi e

effegtive drserRf| Paraxatingioh Qhﬁsmmly agpsRipble gﬁlfﬁ 0k 8Qlvates thergof and a
théfaﬁé@ﬂc@@y SncbrRilivER ddsé Nofa 2I(B?-(@P|%ldﬁd-@ﬂtéthﬁ/l ?ﬁémtmy&amne-1-

amount of a combi nati on Co% % her a i cal
cappvlicef f edfiflve dddB)- Gf5‘5§rt6 PrAgt M’rp']ﬁ?yl%te yB@anlg.yHaynde or
phseRBIcAN §cc‘é?tdb% SHlits DPLYIAES tHhedreof and a

therapeutically non-effective dose of

2-(S)-(4-Fluoro-2-nethyl -phenyl)-pi perazine-1 10

In %"’Yﬁhﬁ’é‘r%référr@@ ladpect, the present invention provides a method for the treatment of
(3,5-bis-trifluoronethyl-phenyl)-ethyl]

de&fﬁ%&@“@nd/%ﬁi?é'ieb’l iggi ammgl @@@é@g@omlén%rwwfgctmonwseat/r@gtmg said

maMARE hith 14 tﬁelfa%tntt%ny péfe‘cﬁté s td?)‘?nﬂi’ﬁa?%ﬁn&ompnsmg a
i nvention provides a nethod for the treatnent of

therapelisalno Roratiedive aiipe o) PAroxetingnrANd | étaienaically non-effective
dd3EnBN, sztmmmzzln%ﬁyup'heﬁw Biferd2ind.1- RO BB RR(3,5-bis-

t her apeu i cal fectlve anount nbi'nati o
We@wr@eayw-ﬁmyﬂﬁ@ﬁthyl@m% mﬁthar@uip@eﬂatﬁe dose of

paroxetine and a therapeutically non-effective dose

;
In %fy@yer(mefprrae pePect tae RyasephiaysNtipn provides A methed dar the kgatment of

dép?es%fbh%nbk‘r(agke{yqnﬁ rﬁér%mal mcludmg a human which comprises treating said
I f1 uor onet hy thyl - am de

m?@ﬂﬁbﬁ@'m pﬁtdhﬁﬁa@em@@h nef@cfl‘(q teﬁ@?urﬁr aff é‘? rC@wbH!ﬁBQ'@t comprising a
théBBeRICBREASN-LRYAN | RRe RPaMXER® RydFBEHIRIe i 4 ﬁr“erapeutlcally non-

treatnent of depression and/or anxiety in a
effepiiveudprsry & BuShd-Fluprochmepphesy- puneé@ztmew@rcgmoayhc acid - [1-(R)-

@3 Wtﬂuw&ﬁbt@ﬂphéﬁﬁ)p&%] ﬁ@tHyVar%fd%‘?ﬁéthé{r?su?dFBH% of a

nbi nation conprising a therapeuticall
non effective dose of paroxetlne hydrochlorlde and a

In tahf@ﬁt?é?ei}r'éfbﬁ@é L¥pd®he Eté‘s@ﬁttl e‘?\tlgﬁg?ovﬁfes a meth d for the treatment of

[ uor o- 2- et | perazi ne- 1-car boxy
deptesgl@n@np@r @ryietydg a mamma lncludlng a human, which compnses treating said

mén?lmér tb\nﬁ'\ ti'tﬁer‘éﬁé&[&ﬁﬁ)hyéﬁe@hﬁé”yalrﬁoﬁ? hy Lo e kdb g ﬂcﬁnpnsmg a

onate. Ina furt referred aspect,
thqae%témllw m@mffe@wepr 00peledf aarnmthn@d hydrochlpide r’reatlhvdmte and a

thé’rfapeutlcally non-effective  dose of 2-(S)-(4-Fluoro-2-methyl-phenyl)-piperazine-1-
carboxylic acid [1-(R)-(3,5-bis-trifluoromethyl-phenyl)-ethyl]-methyl-amide

methansulphonate.

In a further preferred aspect, the present invention provides a method for the treatment of
depression and/or anxiety in a mammal including a human, which comprises treating said
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depression and/or anxiety in a manmmal including a
human, which conprises treating said mammal with a

wao benapset i cal |y ef fective amount of a combi naRCDRP2004/004126
conprising a 30 therapeutically non-effective dose of

par oxeti ne hydrochl ori de hem hydrate and a
marheeh pétit i dhesppadtically feftectivee AeEt opf @ combination comprising a

thgraécﬁ)tlcélﬁ Fl iy %fe%tn?@t hydszPBE Hakdxehhd efydifddhfridle anhydrate and a

i c aci
th@rap%tm)cal I3, enmefiective fdaser efret Ry )-hiEHgTop2-BeHyl-phepyimjperazine-1-
ca?dgxgﬁ: met hapgpl phong §R).&s-bi-tAddorérhalyI- ﬂ?feﬁ%l?-éﬂ?l]’-methyl—amlde
aspéct, the present invention provides a met
methenuirkenaient of depression and/or anxiety in a
mammal including a human, which conprises treating
said 6 WO 2004/091624 PCT/ EP2004/ 004126 manmal with
In @ furthar ppefatred abpsct.dhe prasenidneartian Preyides acmathod den tha treatment of
deg%foh%ne%r%nékgﬁﬁ H@hféf"fnblyj g fﬁfnﬁé‘rPWhYdﬁ PR RiseS treating said
ar oxet | ne ride anhy rate and
marheseh petht i esapﬁ@tma&ﬁ@‘fﬁctwﬁe ao@Et opf @ combination comprising

thgraéﬁ)tlcgl.ﬁ/ ﬁbH%’foct&e”E&d%l PRGN the PnB&fiA  4IRr & therapeutically non-

eff[emn\(eR)dc(ss of- R-S)t(Aifuaie2anethiyiheprEpippziaetiycarbeetiaacid [1-(R)-

d

CSBEFMATRPIB NG for PR ighes o
the treatment of depression and/or anxiety in a

U G B A6 DR 58, 1 1 yeament o
esteblishesofepressidnandéiaranxietyl g péom® t her apeutical ly
non- ef fecti ve dose of paroxetine nesylate and a

t herapeutically non- effective dose of
A2ugeg) hemirk| the rtemp-deptaspion jhelugas) deprpesivez meed 1episadssx fepressive

dl%ogdﬁg' ﬁggl% Eg?jbdoerr% noéde?{ rpoodh é) }ﬁl}otlgt hasttmenthd)}?orders CPremenstrual

andedysaheid gisoreder(@MIR) é’hesxcfer lesaraple, deprepsivg maed episodes include
ént %Eﬁr%sﬁlge R4k S nﬁégw%g iSods, tﬂép?és@l% ”cﬁ%rd@rfs intfide Major
st a (Pe ressi on an anxi et

Depsess$ivee Disandent WDDérsmgi@mremUﬁnﬁ ﬁQéQ@\%s(depWe%ﬂW@ psychotic

fe%tBso : g&’tbﬁ)‘?ﬂ:ef% oGP rn?%%c‘ﬁghc %‘aﬁ%&dee{t)gncaﬁ"fé%?ur@é anxious depression,

ers dj ust ne
orobcgmadsrrsom%hdyswm dlsendelr GyitpRary or Hits ongetr amlvBith or without

at%&éﬁ fegtﬁfeszxeﬁ{gjhgpregﬁw SRR ﬁmoagmléogﬁ&lﬁéwlBlg(ﬂarzglsorders

ssive epl sodes and m xed epi sod
mcEDeq:H Epslralv banil Yalisteders, eyclothyaicvdisorder Bag bipslar disorder not otherwise

spgblflt% d(?trh M%@jt ﬁ%ﬁﬂ%‘g hd 5 G HisBRIeR #’ﬁl\% u(ﬂé" r{elﬁrcﬂi'b depression;

ur e catatoni c
moa dm@‘deulsu dueftegeoeleﬂ; medlcylmoﬁdltlomQBilDludmga bt@tmoit hméed to, myocardial

mt%?c? {)ﬁsmaggtesb%l's&){rﬁé@earé ot ds@gﬁﬁngﬁlﬁl %ﬁmﬂi %%roﬂferrs(PMDD

ear r nse
demrigniia @&thef:‘édamlmeég typadwile parlysei late alise®) mith deprsissed mood, vascular

egrﬁem? dér?rgg c{d g‘%odB @&kaﬂca%@ﬁ@ﬁ%&cﬁglsb% dé“ﬂ%lud Cpg, but not

ers, cyc ym ¢ di sor
lmbier]otcardebrsssldermdlmedobhealwfm amphetamines, cocaine, hallucinogens,

inhalants, opioids, phencyclidines, sedatives, hypnotics, anxiolytics and other substances;
schizoaffective disorder of the depressed type; adjustment disorder with depressed mood,;

adjustment disorder with mixed anxiety and depressed mood.
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speci fied. O her nood, psychotic and adj ust nent
di sorders include neurotic depression; nood disorders
waelewsvoegener al nedi cal conditions including, PCI/EPIIN4/004126
limted to, myocardial infarction, diabetes,
m scarriage, abortion, premenstrual dysphroic
As disa @ heedirs (tRVEDM andistyindddas ehnichetasks, legiorephbbiat gpdety disorders,

sl STt b S SRR ) B0 M8t ey
dlSSMi@S(PM(‘jIDIE) iThdieC et mo@ejmmec&;erdssordwé loiclmdg pboic disarder with or
ted t

il o BEBERNR IR Ba8k o, st pnov,
sodHli phdﬁa (Hoelt yarixieth nisorderdabsessive- doymmtsiwecsl;sorder Acute and

ol AU L B BB SERRER S i o o

geMérbh neleivak saditiomosubstardpUsduredt ardiety rdisordey, tanxietk elisorder not

anxi et d depressed .nood. 35 7 WD 2004/ 091624, .. .
oA EPRSBODRES ASITNEHPIRRRI Aol Jeee R A dieyers nclude
adjus@dentafisprasi avitht biaddty, asy) erdpsiméitadisanter ewifh mixed anxiety and

di sorders adj ust mrent di sorders and separation
depfRs3 O sor der and premenstrual dysphroic

di sorder (PMDD). Thus, for exan‘pl e, anxi ety disorders

i ncl ude panic S 0 h
Thg vanﬁg Pus ijf?o ag{lﬁp§|{e& @ctleﬂiy ﬁbpﬁn&edd%g tgmag?c?mmlstratlon of a
thePARAKIEAG MIrOsfattive does Ioﬂpaﬂiikeﬁneio( ipbysmbgla;ﬁﬂyl atqeptable salts or

di sorder) @$es i ve- c u sive, disorder

SOlSIZE P VD & PEEPeUIEDY dEpTeGbRarend Bba s Eyo-2 methyi-
phé&hh .gaéﬁneamar@wndila@m @e(R)d(ag ﬂil@-trﬁluogmmhﬁlphﬁayd -etai]-methyl-

aan%g:r%éﬁygmg. {/%g&% %kﬂg g%btgia I et ?ﬁugé fAlted |nr%|)1(e ger)éll social
mté}aestlﬁcﬁfj mOdapé@foﬁdlﬂg]tditr@thtgb@ deé\ﬂ]rt])éstbyﬂmeetﬂa sgald ¢Clseeta S. et al.,

i ncl ude order with anxiety an
20%135%,?@%&1&5#{395?@}0 &n}éh m xed anxi ety and 10

depressed nood. The advantageous profile of

antj - anxi et ctlvty obtai ned by the admi nistr
1t R b SPReRiaEL e CBRADRT dSt o TBIESN BRY o ERIistered
sinfliitaRBdtEhO| emharalin Ythac eapiealky ediffatent ﬂﬁarm@éM&éBSformulatlons or

th
se@ue%{t;?ly]; 4I\4‘vI ,ﬁ%quﬁl%g%c?qﬁ?gg eut aI tlrgtlonon\e delay |n aaemmlstc’enng the second

an@*ﬁg%tbs@qm QaZ:thE%rnbfétﬁérh@h)ﬁhlUCncﬂQidisuch as to lose the benefit of a

M GHEG Er i (TR T

unB&rsRATIREL Had @dmipburidie of @iddicbmdmatien ori theepiasiolaically functional
nodel , accordi régfto t he rreth d des i bed by Cheet a{

deﬁyatlv%@%@ng ther vghether pgean echrsgp aﬁsg Oh s§qken |aﬁy, may be
ad%ﬁr@stér%a)indaa@udlw oM thulBgleg BPNERl @brBirllen tHeheofconpounds

of the conbination nay be adm ni stered
simul taneously, either in the sane or different

In PAFUAREE Breréipdd fesmrmlirﬁéntomﬁe p?éserﬁelﬂv@rﬂlohar)fdmdelsf the use of a
there i s sequential admhistration, th 2
th%@pﬁqﬁlp%ﬂy@??rﬁ%ﬁﬁqﬂ&& &088) 0 paroxetine or phySIologlcal)y acceptable salts or

solvates thereof and a therapeutically non-effective dose of 2-(S)-(4-Fluoro-2-methyl-
phenyl)-piperazine-1-carboxylic acid [1-(R)-(3,5-bis-trifluoromethyl-phenyl)-ethyl}-methyl-
amide or a physiologically acceptable salt or solvates thereof in the manufacture of a
therapeutically effective medicament for simultaneous or sequential administration for the
treatment and/or prophylaxis of depression and/or anxiety.
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and any subsequent active ingredient should not be
such as to |l ose the benefit of a synergistic

wao bhenapeed | c ef fect of the conbination of the BCI/ER®04/004126
ingredients. It will also be 25 understood that the
conpounds of the conbination or the physiologically

lnfélnf@lfth@n@*efer(ﬂ@i | arabdawRsntofth@nyresdrar méntldmﬂd\mies the use of a
resented si ousl or in%uentl

R TP G aREaP BTGNP S 2 Tisrae ey foggffoctive dose
ofcorpb(S)z\mJFmbrcs-lz&ﬁaatfl.phbnylppbaxratzimer1-curaes)ew.c ed acid  [1-(R)-(3,5-bis-

eforegoe EYiaap i P EaRIGE Pt S PRGS of tS%%%@ffﬁﬁere of 2

thé?épélhiltéllycéfféi&tl\ﬁeﬁlhwbulcaméﬁlptbﬁbhﬁnltS@édLS P lseqEdHtMPadiBinistration for the
on- ef ectlve dose of

tregtr@g)? gr/%pg@gp{gg)gsr; %ggquﬂygsa & Iayndn /or anxie

phenyl) plpera2|ne 1-carboxylic acid

trif) uoro et h ma
In i e DTSRG, SeRaiat e BEse o Mekian, PVdel, Vi e of 2
thdrBgeiehilyl dbnt TR cHRN HbRCHTU paroRéting h;tdhﬁjhmeataneed ﬂh}érapeutlcally non-

oRHHEN 03 &1 | RO ATF e 2 BE YRR HERPosieD - CaDBXVIE acid 1R
3 BrARbERsh Rt aSH}ORethpidmite anX hithaneSul t i th
( 2004/091624rgzgmﬁggoo4lpgilgG Ilea fursﬁgf u?ﬁ?%ﬁie " °
maReiRerita therargtticalng Crﬁ'v%ﬁl‘?cg??’?ﬁfﬁvfpﬂégmﬁi?@e%se%ﬁeque““a'
admini$thfbARG ke Fahtmennany/ef fregryiass starprebion Q{nafb?bhﬂ@ty

and a therapeutically non-effective dose of

2-(S)-(4-Fl uoro-2-nethyl - phenyl) - pi perazi ne-1

In- é?aﬁlhﬁé’fy'pkéfeﬁé‘d Cérﬁﬂocﬁnﬁ’ént( Ihd- [5rb§ent mventlon provides the use of a
trlfluoronetlt%éthen -et hyl ]
el

therapetdicallyl pRBrFaieeiven dop %ﬁaf%@mﬁ é¥y8f°CQ'°@de hemihydrate and a
thdrBSEARAMNT | GcH-difeceid eabde/ eom@f(s)a(am@orsﬁzaméthvubnean%;p%razme-1-

or sequentl al admi nistration at nment

oo i & 2 dept e LE(Or S anp GruaETesty) PhERy Mg} Megpi-amide

m&ﬁ&fe%ﬁfpﬁgneﬂéhﬁ dthgetﬂbnufé&ﬁrep bﬁ %efhbrdﬁé\dﬁéally QdFfelR iy lnﬁé@&ament for
he use of a therapeutical non-effective dose

s%&e@ﬁ@tﬁ 5 BRRHeaE) asimwu,straﬂ@w &of Heﬁaﬁ%a}meemW/qsoﬁtop*wam of
degfécsﬁ%h K 8/of 8%8et9f _ _
- Fl uor o- 2- net hyl - phenyl ) - pi per azi ne- 1- car boxyl
i c aci d [1- (R
in (3, f@nlﬁérspﬁeférfédU@ﬁ%EH% %eﬁyésbn?ﬁﬁ\béhilom&irm&esaﬂhéjﬁjse of a

met hanesul phonate in the nmanufacture of

theraeedisallyt |’19<9r€ff§¢%‘f€f fasey of neer%tﬂ’@nthyﬂmchgr'ﬁﬁl eahwlsete and a
thé}épeﬁﬁﬁél%/ntdoﬁleffeé‘tﬂl@ o8& I albof Oﬁlfé)o(ﬁ Flﬁﬂolztuﬂé&gﬁﬂﬂeﬁwp@hzme-h

prop hyl axi s of depressi on and/ or_ an

cathgxylifer pr ePEiEr ed enﬂjﬂ?)r@rﬁ'b'sfﬂﬂb‘ofﬂ“%@@ﬂtph?Wb%WV'bWethY"am'de
meﬁﬁé’d@sg?ﬁoﬁeh@ iH StRe Fhafufadth@r épguﬁwb%ehﬁcdwrbf%ﬁ@%édﬁ:ament for

dose of paroxetine hydrochl oride hem hydrate and
sinianapiea.tar csequpntind n administretione fabstke ofreatment and/or prophylaxis of

deBre%ﬁbn@uﬁd/EM&&étﬂ met hyl - phenyl ) - pi per azi ne- 1-
carboxylic acid [1

-(R)-(3,5-bis-trifluoronethyl-phenyl)-ethyl]-nethyl-
Intﬁefurtﬁﬁ't RARESH RIRAReAtD tﬁé‘?r@éﬁ!f REEMIOR gfovﬁies the use of a

erapeutically effective nmedi canent for
th%’ﬁ?ﬁl—l“ﬁ%ﬂ’!e@@é,-eﬁ?c“y@q‘i%ﬁt plapargyeling mqsal@teoﬁw ot therapeutically non-

effbERRL B85 ARNUDL(4RIAREYLAShSI-Henyl)-piperazine-1-carboxylic acid [1-(R)-
(3,5-bis-trifluoromethyl-phenyl)-ethyl]-methyl-amide methanesulphonate in the
manufacture of a therapeutically effective medicament for simultaneous or sequential
administration for the‘treatment and/or prophylaxis of depressjoh and/or anxiety.
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depression and/or anxiety. In a further preferred

enbodi nent, the present invention provides the use of
wa@2ootherwapeuti cal |y non-effective dose of par OREL/EP®04/004126

hydrochl ori de anhydrite and a 25 therapeutically

non-effective dose of

2- (S) (4 Fl uor o- 2- net hyl - phenyl ) - pi perazi ne-1

ThF Iat(qﬁxfyqaéO@?B? or Pp)(sﬁl%?%l%&cg?ﬁtablﬁ galt or sﬂ\/a e]s there%f t? 2-(S)-(4-
Flmaenethﬁtﬁmenﬁ;pbpmzmt*ecarbox)dhe mmwf act1u€R§ (615 taS-trlﬂuoromethyl-

oSSRl 5 PR 5058l 358051, 1 o

combiptign axdosding to ttie iesatoromagp he farexamplegfrom BE6 It 16 1 (measured

oy AAASE 4R R D, SRR Pl 15, 25k Y GO o e oo

bag&s) endimare prferablydrome sy tatiel (arechsaret] thyvegighitof thel freg basas).
effecti ve dose of

2-(S)-(4-Fluoro-2-nethyl -phenyl) - pi perazi ne- 1- car boxyl
Thiecaradird of & ¢dmbination according to the invention required to be effective as an

anﬁ@gngﬁg%'tabl BL]éﬁtign)ﬂetpry%ayp gF ﬁ%tjﬁ%c? %Byérléi %ﬁﬁtmﬁtel?@t 91% discretion

of t {her apektal C@’abﬁtloaérf eThé viactoesli toabentordsidersd nincludeethes route  of
uent i al

se ni,stration,faor. th ent r
iR cnd Tgira b Bde IR s bis bl gy MR age and
geRORA EAHIBAANBGEHE FRARDADGA R of Tﬁea:melitlom tobe peatecet i ne

or physiologically acceptable salts or sol vates
thereof to 2-(S)-(4-

UriiddsQstRerdiseaidivatedeinydidhtp iop ectiveiimeedients ard oalpllated de tams of the

3, 5-bi trlfluor net.hyl - ,
drn%g1 @?fy?‘% Té@ WP‘]’Q Wpayémegegataly )66 r?;&%ﬁegfeggﬁ‘%%% )swo, three, four, five,
shésraRreabbeiosed sdmialstered ubdmsopriagy iatdrvals thrauyhobt the day.

conbi nation according to the invention may be for

exanple, from1l:15 to 10: 1 (neasured by wei ght of
THehgnhgoRentsas eiso corﬁblﬁémra\bhyh fnfiaynbel tedlertan #: ds éa:twasmgredients may

by wei ght o bases), and nore preferably_ f
boy Saminsiared oreiSaPh doog aENTHk S8t 4 REPRopbang)a fifln in
coptdntidhalGharmee.onbi nati on according to the invention

required to be effective as an 10 anti-depressive

and/ or anti-anxiety may, of course, vary and is
WHild it BRddskipledfor tH@eaoﬂV@ Bfgeédléms ofothe tchmbmetiore &d be administered as the

practltlon rs to consi der ed
ralogRemGel o HRETSE | Bh PIRFRreRo 36 5  piprmecedts Wifhuiation
Prfa%abémrbalqasmma@nstducemnmnml presebb thyemtiingtdmprisgen aombination

general conditjo nat ure and severi t of .
acdeinaL 4 e p g e i e i B HeR e bty Hoobdible carrers
r'é?(laipi‘ef\tseﬂ”ad abtlonam) Gthéﬁthéfap@&ﬁd; "geritt1gThe Icantes(s)amst bedacceptable
cal cul at in terns er s re
indh geseﬁﬁ? ogrt@dréq gama@ge ﬁ’i"&‘s g\ Eénggﬁ@entﬁv\gf ﬁi\eh{ro rBuIa and not
dé‘léfté'ﬂ' ousftb\t8s recidient Aer8B. e\/Vﬁébthh)mﬁwldadmdmm:tthstfahe combination
propriate int er}/al S throughou

are HAgONEIeTRS SPPATAEYe GRBY iR BRET e SR a e A Bpgooutca
fofBuladnl. VEnd reerestic8 MeseifiEfier to formulations refer, unless otherwise stated, to

formulations containing either the combination or a component thereof.

A combination of paroxetine or physiologically acceptable salts or solvates thereof and 2-
(S)~(4-Fluoro-2-methyl-phenyl)-piperazine-1-carboxylic acid [1 -(R)~(3,5-bis-trifluoromethyl-

10
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20 be adm nistered for therapy to an animal e.g. a

mammal i ncluding a human, in a conventional nmanner.
wMbiokeoiee4 i s possible for the active ingredi eneGI/BP20bAEN4126

conbi nation to be adm nistered as the raw chem cal,

it is preferable to present them as a pharnmaceuti cal

pﬁ@myn&tml}methyl &RidBha prasildgican) a&é&plféw@%éltm@r 8664E8 thteof, may

esent jinvention co rise a conbi nati on
C%VGBPBF%EG PreseRiedias AerhtarprcaUb gl ferawiation in 8 waitay dasage form.

pharmaceutically acceptable carriers or excipients
nd optio a}llrélfother therggeutlc ents. The
PRarmac Ft(%af RiTRYIatoRs aiee Sftelh | RIesqriRed i Hen patient ivei'pajient packs”
corapiayi the evivdié ltotike &t itmiRgmes i iis Qf;katg@e ub Q4 V\ﬁ“é Blister pack.

and  not qﬁl eteriqus to the recipient t ereo
PRYROL RAGKS iNgYa ant GRYRSIRGR SVel r@wa%%rmﬁm@t'w 3eheip e pharmacist

diides i patRInes s‘éjﬁﬁlzr@téﬂpﬁamﬁi&}dtl@l GroBe Reh Ak |sYJp$2,Crr‘\ that the patient
resEnt ed as ag{J arnmaceutical fornul ation e

alwaye PEhaeResAd? disBackage inser sPtaingdiip e patieat pacinnersally missing
antdaiﬁroMeIS[ﬁeﬁr@h@% THe intiasioR btk 'p@BI@agéQHééi‘ﬂ ﬁBer%}o | dH3GM to improve

'ana jnation or a conponent thereof Inatio
P%’re“b%ﬁ iBppeWith rthepmyé!%no?glnétwqﬂyn%@e@ dherpioee, dead gerterally to more
sutebsshll @®atnheiteof and 2- 35
(S)-(4-Fluoro-2-nethyl -phenyl) - pi perazi ne-1-car boxylic
acid [1-(R)-(3,5-bis-trifluoronmethyl- 10 WO
It dRN0SE @Qib@éiéocf’fﬁ-&‘t Mﬁﬁgﬁ%%f the comb nation of tpe invention by means
phenyl ) - et hyl ] rrethe(l-am e or SIOOIC
of s ? BBT'%“@QF'% O gl pagkseef Gtaﬁgif leatlﬁa,ycontammg within a package
inSaMmRRIGING! the RRLIEHIEE AR @Erést &e@?%@%@ﬁﬁdﬁsgla degirable additional
formulation in a unitary dosage form ar maceu? ?
fe?fb'F%QﬁtB‘Fl"B’ﬁﬁt“é{Te often prescribed to the patient in
"patient packs" 5 containing the whole course of
treat ment inasinle package, usually a blister pack.
Agsgidinghio EIer ASRAS ahthsdv\m?@@érqymd it paoultiplesisr example, double

orptﬁ'lﬁﬁa?? fdaBlE '&ﬁﬁnsh‘\’@eételeﬁstpp%@me%r Bﬂﬁiélgﬁg% yQ@c.IehF‘a{BL ?alts or

har hraceutical from a

SO{Vﬁ% p%‘?fe@ﬁt ang| ?w’za(%(‘hﬁ%w@c%w@w-ah@w@ RiRarazige-1-aagenylic acid [1-
(RS-A15-BisDBudrBmEHI- ﬂ%n{yﬁ%ihyﬁ@ﬁéﬁhyl%‘?ﬁl ol owgoﬁédl&ﬂ’lg aﬁgegptable salts

traditional preScriptions. The
orj §pbiafes W&geo&e@wi @ﬁdmrm@thwﬁev@om@nw amtuooamm thenuse of the

cowibidatibh ef thBYsieptign' S | nstructions and, therefore, |ead
generally to nore successful treatment. It will be

understood that the adm nistration of the conbination -

Fofthulafiéhs! iR¥aHE ‘trﬂﬂe%ltﬁtﬁé'?& ordf r f’ctﬁ' AP tBﬁ%éle(W{cILBﬁ'n%ktransdermal

or patient packs of each forhu
bugal AN sublinguallyevagirgl jor sear @nteﬁatt(ml@ﬂmg gsubhetapaoww rintrarouscular,

intkBn&Rr éﬁ@tmﬁﬂ'écferr%l)teﬂﬁnlhl@ff@tmn' O HeS ffimf] ﬁc‘)r{s g'kaﬁ/ conyeniently be

addi ti onal featuré hi s I nventi on. ccor
presgpteddn ugig B@%ﬁgeé@rm ﬁ'éd mﬁv Sathrepared by anjeaethoda well known in the art

of PHAfhRY e Su&f nfeXRIaR! repredOntbh Gurtid

IEH rszgl ng at | east pgr oxet%I ne orr fg%th%{ gfl toh%aﬁéf?nt invention and
mc&@géb@ gggpeofstmngglgdnto association the actlve lngredlents with the carrier which
constitutes one or more accessory ingredients. In general, the formulations are prepared
by uniformly and intimately bringing into association the active ingredients with liquid

carriers or finely divided solid carriers or both, and then if necessary shaping the product.

Formulations of the present invention suitable for oral administration may be presented as
discrete units such as capsules, caplets, cachets or tablets each containing a
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20 sol vates thereof and
2-(S)-(4-Fl uoro-2-nethyl - phenyl ) - pi perazi ne-1-car boxyl
WO 200a09 624 1 PCT/EP2004/004126
(R -(3,5-bis-trifluoronethyl-phenyl)-ethyl]-nethyl -
de or physiologically acceptable salts or sol vates
pref&eRAhed aMBuRLFithd Q&tr\‘vatmg?adlémgeést a pOREEH dilgﬁéhules as a solution or
directions on the use of gblnatlon of
a PYRPEATIPB I aDaAYEIHAGT a’t"""éﬂgequﬁé'ﬂw O 35ROl "t’%i%r ligujdggmuilsion or
a Wafdr-in-bRG§@H erfidsion., TheRIcEA ingrddfdnt thaydalss BB GBI as a bolus,
buccal and subllngual) vagi nal or parentera
el?@H@Wlﬁ’ﬂpﬁﬁesubcutaneous i ntramuscul ar, intravenous
and intradermal) adm nistration. The formul ati ons may
conveni ent | resented in unit dosage form and

be
Af?é"eﬁr“&yaqee@g%? LAY TRISEHBR 8T Mepidingnertionally wikong er mgre gccessory
m@l@areﬁ@c sfcor&s@éhéa&bbl@&srnéy B& gse%@.%e er sBrhpressih it 4 5@taBfe machine

resent i nventi on _and i nclu the step of

th%rﬁcﬂt’ﬁ" ingredienys é‘%@o@?%{f’?‘%'ﬁgtfﬂ'@"‘ KUeh @& 3 RGVeer @hﬂ%anweﬁh"pt'ona"y

meB@\Aﬁ’tﬁ%%hﬁkﬂ(‘é‘b%bVldHﬁ@ ééléﬁﬁ ﬁ?dn@%r@éyhﬂ@th?l c’éﬂﬁl%@ofuléncant inert
gener al ornul at’j ons are par ed

edi ent s.
d"H9f%‘u RrassRafive. i Rt §p%\+m ﬁ@@fﬂ@ olvRplRtacsasim erasgarmeliose

crb&lirkel | peRidonar Sl‘é)‘s@-ﬂﬁl?ed"’séd'lurln' Shith gn%)ﬂ 'c%ﬂé]oQJ) §ireb¥ctive or
di vided solid carriers or then it necessary

dignessinggoeHe Moldagclab eﬁgmﬁmbmma@e Bhénodﬁmg Rempstuse &hthe powdered
cOnPEBRY infistendd @ﬁ’r‘u an it Riud aREmt I 8 SURIDIO MaBRiYie Perhe tablets may

presented as discrete units such as capsul es,
Owamlhft@ coalrchRitssomd angbnay be derptvlatesh s p i proxide slowpey controlled

rel%@@é’rbﬂ%@%ﬁveﬁﬁﬁ/eﬁ?e%%qﬁér‘%@%% f&re?(gﬁ]bﬁer Hi/d%@ﬁkfp?wméthﬁfceuulose

he active ingredients; as acg wder Or gran
in é/@mng piopeftions, ta; peyislesthe rilesise relw@erzre@eoﬂaﬁv&ms mpyepiignally be
prbliGet Shith Un 8%t cBhfing, %W\ﬁe teliCHseCin 830 ssbfot‘ﬂegjut dther than the
water-in-oil liquid enulsion. The active ingre
stogchal so be presented as a bolus, electuary or paste.
5 A tablet may be nade by conpressi on or noul di ng,
optionally with one or npre accessory ingredients.
Fanpiiaiieas stapledpetopicrhydmigisgatigiindbe outb ingiues deaeggeh cemprising
thé Udch@@'w?‘gr@&&ﬁh & a tle@‘or@StBa‘é@ thSHll‘?déLﬁ;FEs% ér‘ﬂd @cacia or tragacanth;

free-flow ng formsuch as a powdei or granules,
pagiiteasserprising theaivaingriediens ot ined bgsis sech g@g@latm and glycerin, or

sugflsatdrd, aéﬁéfy %M%QLHMJNQQ‘J&%M%ISH@' %eaotlvé%ﬁ @lgl% in a suitable

inert 10 dillent, preservative, disintegrant
“%@d?aﬁrr'ﬁrst'%ﬁf@l#'aﬁpf}ﬁ: rireetal adseaistiaiasr DAy RE mses as a suppository

W|ﬁ{é3§l§fablerﬂ‘a%g ceemhgﬁg or §>z ks, lcbBkesl e} H&yetmnene glycols.

car boxynet hyl ose) surface-active or spersing
agent. Mol ded tablets may be nade by nolding a m xture

To‘chaF &%lﬂ%‘l’i’gﬁ‘&rﬁqa SQ61BE Lb?q'gé'ﬁ?n's%tf QQI%HSH&EF%IGi%ﬁ%)'Bﬁ%EC device.

['1quid diluent |n a sui [ e machi ne ets nmay
optionally be coated or scored and may be fornul at ed

ForRuBBotLsiaBisl Hrvadi ﬁ’%’ éahll‘ﬁ%tfoﬂlrhgyﬂbé%rés%hf‘e@sfs @bietd)Pessaries,

active ingredients therein u3|n%
tampm%ﬁmr@@gpﬁepw% deamslop spray ormulatlons contamlng in addition to the

active ingredients such carriers as are known in the art to be appropriate.
Pharmaceutical formulations suitable for rectal administration wherein the carrier is a solid

are most preferably presented as unit dose suppositories. Suitable carriers include cocoa
butter and other materials commonly used in the art. The suppositories may be
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in varying proportions to provide the desired rel ease

profile. Tablets may optionally be provided with an
wepioendis2L£oati ng, to provide release in parts PET/EP®04/004126

gut other than the stomach. 20 Formul ations suitable

for topical admnistration in the nouth include

coh@HRIMIG ForrIEPy §djrﬂ&turé lde tHcadtive doniredoe niita the seftened or melted
fl avor ed base usua sycrose and acaci a or

cagries§atodpwer yﬁ'?i@f‘g PP%\éh%ﬁﬁﬂJ'Pl'E‘?l the active

|ngred|ents in an inert basis such as gelatin and

gl ycerin, ucrose and acac ut hwashes
FoRBlgHons g ot Tlobaioai  rBanapieion, W8 A g and nonaqueous
isdtriis! 'sfénléﬁhfebﬁfn soigions | vaitrp Ry fcontalresitrbxidehg, I’blﬁbfsabres@rvatlves
esen

ang éggt%\ﬁtﬂ;ph ﬁr}ﬁ%g trf%ijp?r@ig q%otgglggl\gtg%gcamogp og he |n engeg recipient;
an@@qﬁ@éd&%rﬁﬂ%rﬂédﬂé@w stefiRRUSpénsrshEIHIGH hay ineludeByispdriiing agents

neans of a transdernm nt ophoret) c devic
AR QIR BIG RSN 1 RBS0GHE Sy B T AR LAl | R gy which are
deBRned Q@Qﬁb@ﬁtl@scérﬁ&luﬁlﬁsm 166 @bnPBRentsS Or toBPSNMore organs.  The

creams, gels, pastes, foans or fornu] ati gn
fowlﬁﬂ@nﬁm?g herprasRIted BriiciasRar Aellf-gess Féjd?%wgefguf@h example,
ngﬁi’ Ulds€ndl Adis, 28Rl MBPYE stdted ea Hebzd- Gn&ﬁ(lﬁﬂﬂﬂ@@d)l &n€ition requiring
har maceuti cal formulations suitable for r

onlycip RASHIPBL GFp REISIOHICk GRS eia 0T AT Wate farc rdmeaqog immediately

pridP &t udel @)@érﬁ%rﬁnéﬁ&%ﬁ%ﬁﬁl @%tféﬁé Tanéi @§®eﬁ§"@ﬁ§ﬁ1atnyel f8pared from
Suitabl e carriers includ butter and ot her

stetiie Bpwdars wamHiehand @elets ‘Pfﬁh? HBd QFQV'OU?W@G%HP&GQ tories
may be 12 WD 2004/ 091624 PCT/ EP2004/ 004126
conveniently formed by adm xture of the active

It sl hatndersigodrhathie %d@ftp@ﬁedh%ﬂnwwa Pagtighileriy pentioned above

thé ﬁ;lnlnﬂiéﬁgn@df R ihbdriten AR isEad BBet Q?émé Snventional in the art having
Formmul ati ons suitable for parenteral adm nistration

regard| \adthea@peoas f%rﬁw'aﬁlena'aua%%wn,sfqrs@@@?ﬂ% thoge j uitable for oral
adhﬁrhlﬁ?étioﬁ%Wi%fdd@%c%u%r%)én@% vébtemtrs - Bick &t nd flavoring
fers, preservatives and solutes which render the
aQPB’E‘SrruI ation isotonic with the blood of the intended
recipient; and aqueous and non-aqueous sterile

suspensi ons whi ch may include suspending agents and,
Tmhplw@ﬁpﬁglcalg@qmgosnmdoﬂ thpdavantien gentsinieg the two active ingredients

mé? Sé B%bFédCéﬂcéFoﬁ“nqsﬁbséoﬁvént%bFt@clﬂﬁ@es%l‘ I@fd)% |h @hé ph&rifaceutical

und to b onponents oOr -one or
mdusganEhuer@r XRMRJE A Qetion or rpayS'eleglﬁa'éysémea@bi%sa'ts or solvates

thetBbf ar%P%stlm Fﬂdbntotz Hfé%?yl Eﬁéﬂyﬁfbu%?ﬁilﬁé "I‘%ﬁ)oxf/lﬁf acnd [1 (R) (3,5-bis-

exanp npoul es and 'vi al s, be stored

tnffu%@@@thﬂrnf@aylz BWWQ‘M‘@HW%%QNSIW‘%)& areaniEple aﬁlrswr solvates
thd B, ﬁ'%g'bte' Qﬂnlf?éd {oasthaf ith ls@’ltelbl&é&cgiléiﬁé Bl as lfheée descrlbed above

exa water for i nj ection at el
forthe formu!aélﬁp@f aadvefdhe ﬁ?té/@t'm)’ﬁd'§6‘lstﬁ?%rﬁ?%n blets may be prepared,

foSSRIShP de bmeFesEﬁBﬁ BRAERS J ﬁ19<'ﬂ]re oF B&ihd 8th%P¥5Qﬂfeﬁtlonal methods.
ranules an ets of the kind previously descri bed.

Bllgger tablets may be prepared according to conventional procédure. Thus, for example,

by separately compressing the two blends in a suitable tabletting machine with two filiing

stations. Capsules may be prepared by filling the blend along with suitable excipients into

gelatin capsules, using a suitable filling machine. Controlled release forms for oral or

rectal administration may be formulated in a conventional manner associated with

controlled release forms.
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It should be understood that in addition to the
ingredients particularly nentioned above the
wo oooadmed ons of this invention may include ot PEF/EP2004/004126
agents conventional in the art having regard to the
type of fornulation in question, for exanple, those
__&l&g_aiﬂm_or oral admnistration may include such
I
ahl?a%?@&%grﬁoﬂga@w@@emu“ 45 achl r%ggeﬁea BY1hd l@iRiidion of a
themennqadym n@u@ﬁetmn@oaehef patoxele] Qrephws@mma&htaecemve salts or

cﬁ(ﬁat&r ﬂ%%(?dwﬂ‘l:%oﬁ‘%'réc}% In?allgor%ﬁeéﬁ(fcﬂ dog%’hus %e@ Arb-2-methyl-

har ma tic

premahwiperweoicearbnéyhor agidyl r(&)—@ﬁ@&ﬂ-lﬂﬂU@@E@ﬁw!abh@wzﬂthﬁ methyl-

I t
arg B?é? p}ﬁgé ﬁﬁ%lgélg %@%@Qf%le%%ﬁ 85 §? \fat?)? EJheerreato | %aen he gearP%nstralted in the
gerkil sagial irftaractin-rede- bi s-
trifluoronethyl-phenyl)-ethyl]-nethyl-am de or

physi ol ogi cal |y acceptable salts or solvates thereof,
Expeyrimbentadm xed toget her with suitable excipients such

P?rﬁx%tﬁ%ﬁ@dfo%%ﬁh? %QE@B@ % ((g g aé/k? 8If °6frﬂi{e %%I’d?(@tn‘?é m%%%ﬂed as the
freer base. e @- (S)-ﬂ4}FIwmﬁ‘}ﬂh@hmhdmwewper@@npﬂewlpcmyhcofamg JEHRR(3,5-bis-
tri@«%ﬂ)r‘ﬁ%ﬁlyf 'I)‘IL"@I) %%r@tnqﬁﬁyl%‘ﬁwg% Qﬁéulﬁfg}ng%ds( h&inafter compound

ayer repar e accor
A)Iﬁ@)m\mgr’kg apaif the oomdqmnfd ATrhemurédaas dhenfrpé é)ese)bgnd a combination of

oS8 ORI RIRE P B DE e 5 1 e compouns
(0Capsglkee s prmaf the comppandd Ineabitedi ag thehérelel bart) aveyagadministered

in epe&d?'i%{ %?P?ﬁ%bpﬁaﬁl tr?legés Sht T o?ffé"g easz)%f‘ ¢ H‘Séa% social

infecactionml or rectal adm nistration may be f or mul at ed

TItenrlegulgsio %H%& ?@%é% g@ﬁédﬂigﬁmgga%%%?ig percentage variation of
th@@ﬁeﬁb@ﬁﬂm/mmlal Biteraoiipnsdly edah aninfdl in sdpecitateomiue obtained

b8 G R Mt by b ped bY the

\ilhofd erap eu rea non- ef fecti ve
dose of par oxeti ne or _phySI'IEaIbIEQI cal I y accept able salts

I\

orr—sohvatesthereof “m—tr-h—-i—t—h?a&ﬁw
ngn-effecti ?é’"%“é‘é‘eof 2-(S C()w_ - 2- n%é'm/)fn%'on of
phenyl ) - pi H)elydmdhdmldq:ar boxylic acid Paroxetine

[1-(R)-(3, 3-hi SI"tc& {Fauor ongt hyl - phenyl ) - eh%c%okla ?gls .

am de or pI Iy apceptable salt
t hereof, can be denonstratpd in the ger{phémihydiate and
interaction nodel. Experingnt 10 Par oxet%ne dA

hydr ochl orijde hem hydrate [0.3 ng/ kg p.o PrpREn

pargxeti ne[nmeasurezk,as the| freedygse.), + 56%
24(9S),-(4- Fljuor o- 2- et hyl - ppenyl ) - pi per azj ne- 1- car boxyl

i ¢ VAERWT 14(R) - (3, 5- bi s-
trifTuoromet hyl - phenyl) et hyTT-net hyl -am de

met hansul Phonat e herei naft er conpound
The variation of the amount of time spent in active social interactions by each animal after

treatment with a combination of paroxetine hydrochloride hemihydrate and compound A,
is significantly greater than that expected from the therapeutic response of the
components administered separately.

Thus, the above results provide evidence for a synergistic effect between 2-(S)-(4-Fluoro-
2-methyl-phenyl)-piperazine-1-carboxylic  acid [1-(R)-(3,5-bis-trifluoromethyl-phenyl)-
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A) (0.1 ng/kg i.p of the conpound A neasured as the
free base) and a conbination of paroxetine (0.3 ng/kg
W@ 2@4/020624 he par oxeti ne nmeasured as the free bBSEEPRNH004126
compound A 15 (0.1 ng/kg i.p. of the conpound A
nmeasured as the free base) were adm nistered
ethyllcmptbyicamice r iPhysielpgjeallyaasceripblpisaits er salwaies thefref and paroxetine

o@iﬁg&gngg.eglytac@spéa%@ It rbr%SK/ét\é@ tlﬁé?écbfﬁﬂl a sbAhiafRes hens.

t's obtal ned one hour after adm nistration,
expressed as a percentage variation of the tinme spent

PérHXéﬁ%'a\éeché ‘Pf‘éb @asf: RF & %tfoﬁ"ﬁ‘%f E%y S%%ﬁbléﬁ?édl?'acbébtable salt thereof,

spec he val ue obt ai ned treat nent
ln@@dﬂﬂg all hkéd’fﬁﬁ?dl% anhydsous iaims agd @ll pﬁlyﬂmféc f_Prm?a)Bﬁ'écfusaltS may be

géerrea Sﬁz ltﬁbemQ%H 8¢iRdR ﬂi@w&bbp Ro® fEP-BY22040Y, ®P-B8808314 and

ar oxeti ne rate drochl’ori'de hem hydrate and
ER=BrAS7 QA% yxh%azemcgwr%@tﬁerﬁarhydﬁfe&nwﬁ@r%r| ation of
the anount of tinme spent in active social interacti ons
each animal after treatnment with a conbination

2- ffaf(éﬂuqrrm@ rn@tbylc;&ﬁnwrm@raz@mhwbawc and c@i#bound Ux(R) (3,5-bis-
tnﬁﬁ)rbrﬁﬁtﬁy%ﬂi B}I?@ﬂ\&bﬂnéﬁﬁ %H??e B{lﬁlﬁ‘y icafiyf %&;pﬁéﬂé 58188 or solvates

sponse o onent
thergnf, ni mawb@i Rreparedt Y yihe Tmgthodt Hescal Wemrlé\éle 9425219 which is

,mg;r%?g?ﬁ& ﬁﬁy?é?erf Ake@ synergistic effect between

nethyl phenyl ) - pi perazi ne-1
-carboxylic acid [I

F%%%@qlgggloé&%ﬂggém%ﬁﬂo }:%ep}réét{i%g\ﬁts ar olvates thereof
anghy s3-(8)eldyiFdeiro-¢- ra@tbxdmf@bylép@aretzmeo carbpxylie es at:lﬁer éb{R) -(3,5-bis-
tri ‘fiorﬂ?thglxp?{?hylzo h?/f] AR R %—Tgbf: ?ﬁy}sYoI@g‘?&‘ﬂgta@@’gﬁ a65i@lshifs OF solvates

sol va I'n a 'socl ess ass ar oxeti ne
thereot, hayfhederniated ér a conventioiabmanoer. any phyS| ol ogically

THHS SRR te%ﬁl}giﬁ'r&xehng BIeﬁﬁysmka/éaﬂ? laUgé I@ Lhih E@I(/ﬁt‘és ®Mereof may

anhydrous orns o
bestatrglatedyashiesciipespin ldzP Byp0y H@G@P%@%ﬁé@@x EB&:IO$Q€33UJ$Pnd EP-B-

i N e

bls-ﬁﬁleo@nwwreh@mb) -ethyl]-methyl- amlde or physiologically acceptable salts or

ol b Col e BrniRAE s BSHECh IPIRE b 26 1

oxy
t r| fl uor orret hyI phenyl ) -et hyl ] - et hyl - am de or

In @Br%ifé#e%gés%@u ¥ RS GRS @etifie OF pRiNBEIESIly acceptable salts or
solvates thereof and 2-(S)-(4-Fluoro-2-methyl-phenyl)-piperazine-1-carboxylic acid [1-(R)-
(3,5-bis-trifluoromethyl-phenyl)-ethyl]-methyl-amide or physiologically acceptable salts or
solvates thereof, are formulated in a single pharmaceutical composition.

In order that this aspect of the invention may be more fully understood the following

examples are given by way of illustration only.

In the following pharmaceutical formulation Compound A means 2-(S)-(4-Fluoro-2-
methyl-phenyl)-piperazine-1-carboxylic acid [1-(R)-(3,5-bis-trifluoromethyl-phenyl)-ethyl]-
methyl-amide or physiologically acceptable salts or solvates thereof, Compound B
means paroxetine or physiologically acceptable salts or solvates thereof.
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10

15

thereof, may be prepared by t
01/ 25219 which is incorporat
wWo-040er62dm ni strati on,
acceptable salts or solvates
2-(S)-(4-Fluoro-2-net hyl
Table®g boxylic acid [1-(R) - (3, 5-

ey VRN BERRRL Y

rgm.yat,bﬁ formulated in a conventi onal

e

Opdahy dsikiPstaddfrd téiﬂnﬁu6223403
0970955 and
2-(S)-(4-Fl uoro-2- nethyl
Exafpd¢ild [1-(R)-(3,5
Is-triflugromethyl -

phenyl ) - et hyl ] - met hyl
Disect.compIession) v acceptabl e salts or
TaBRYts be fornul ated as described in WO 01/ 25219

he net hod described in WO
ed herein by reference.

par oxeti ne or physi ol oRCT/EP1094/004126

t hereof 15 and

- phenyl ) - pi perazi ne-1

bi s-

il e Bty BY e Compressipn o wet

manner. Thus, for

BASERAET f53id e

EP- B- 0808314 and EP-B- 20

- phenyl ) - pi per azi ne- 1- car boxyl

-am de or
sol vat es t her eof,
In a

_—I"\_F-Efpr r gnnr‘f of the invention
CoppungiAgi cal |y acceptabl e sal wg“go(fﬂrg%regd?‘ls\ﬂé‘? Ege base)
(asth&hardul A@Hbﬁate salt)

2-(S)-(4- Fluoro- nrevh\/L_ pnhe L1\I| )-piberazi [ aYaWVAV]EE

CompoatidB | 1- (R) -
(as{aRrchichinb hefitiyaraaesaiy | - pher

VSI ol ogl cal y accept abl d

7.5 mé’(n{ﬁé\sured as tﬁe?rge base)
Wyl ) -ethyl]-nmethyl-am de

» salts or solvates

Dlhﬂst@r%@umﬂ@smﬁtﬁul ated in a

$20GP B¥9phar maceut i cal

MgCStEHS o tmorder that— tij
i'nvention may be nore fully !
30 exanples are given by way

pect of the
inder'st ood the follow ng
of illustration only. In

owr g pharmaceut T cat
Cr?ng)‘aw]d%é(s) (4- Fl uor o-2-

H.%rrﬂé‘i atton Conpound A

Cohcmdaiyﬂllwph@m@e pl per a2| ne- 1-

WE@S@I ic acid

LI'\F\F\O J UTD - I I UUIU'IIEII
nmet hyl - am de or physi ol ogi cal

wyt=phenyt)=ethyti=
|y acceptable salts or

Cosmiomti és, Cormpawfd B,Cliibamici GdicBm BRosphates Cpeapoxidongécaipidal Silicon

TR T T -

nntnmg/oléie uping saitaide tnachine sna@s taprowide haidets actording o exasople 1.

conpression or wet- granul ati
filmcoated with a suitable f

Examiplexanpl e
wié le..l Direct conpression

on. The tablets nmay be
ilmformng material such

5 Opadry using standard technique.

Tabl ets Conmpound A 15 ng

as the free base)
Compound A

(as methansulphonate sait)

15 mg (measured as the free base)

Compound B 7.5 mg(measured as the free base)
(as hydrochloride hemihydrate salt)

Microcrystalline cellulose 117.75 mg

Mg stearate 1.5 mg

Crospovidone 4.5 mg

Colloidal Silicon Dioxide 0.75mg

Polyvinylpirrolidone . 3mg
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(as met hansul phonate salt) Conpound B 7.5 ny(neasured
as the free base) (as hydrochl oride hem hydrate salt)
wor@asys2Lal ci um Phosphate 120.75 ng My st ear BCBER2084/004126
nmg Crospovidone 4.5 ng Colloidal Silicon Dioxide:
0.75 ng 10 Conpound A, Conpound B, dibasic Cal cium
Phosphat e, Crospovi done, Colloidal Silicon D oxide
and Magnesi um stearate are nm xed toget her the. .
Thecgemeaid fi ¢ TExeb e SiaenF o ieee. Fobnlpbiroldone and
Cr§éﬂo§/@|5h@ iﬂ@al E\?aﬁal vﬂfhzé @uimtbva/ adﬂu?t&’ﬁf! \mtérc.Jo adieo dménwth?ggranule,
exanpl e 1. al o . granu i,on . oun .
themgoTpRASP 0ol Biigen it Siesading R80T Gitiiiu 05 = suitable
tim@ahb r@@ﬂlﬁﬁ{?i MelxtBre’ was Ndriea switre igp steahte fandethbasmnpressed into
as hydrochl oride hem hydrate salt) Mcrocrystalline
tablets pedes@ibed n ExARje Iy st earate 1.5 ng  Crospovi done
4.5 ng Colloidal Silicon Dioxide 0.75 ny
Pol yvi nyl pirrolidone 3 ng 16 WO 2004/ 091624
__EEIQXEQEX 004/ 004126 The conpound A is mxed with
wéd grhrgiMshal | i ne cel l ul ose, Pol yvinyl pirrolidone and
Crospovi done then granulated with a suitabl e amount of
water. After drying the granule, the conpound B and

= g

Coﬁgiéﬂhu%? Siticon Dioxi de ar ¢15Hgaehdasuretl senkc e babe)
r a suitable 5 tinme. The resulting m xture was

(asphethaestiptionatenitst ear at e and |t hen conpressed into

CohfilupaB & _UeSCrTbed TN EXampy § ng(nfe%8tet @s3ne ¥&€& base)
granul’ation 10

(as hydrochloride hemihydrate salt)

Microcrystalline cellulose - 117.75 mg
Mg stearate : 1.5mg
Crospovidone 4.5 mg
Colloidal Silicon Dioxide: 0.75 mg
Polyvinylpirrolidone 3mg

The compound B is mixed with Microcrystalline cellulose, Polyvinylpirrolidone and
Crospovidone then granulated with a suitable amount of water. After drying the granule,
the compound A and Colloidal Silicon Dioxide are added to it and mixed for a suitable
time. The resulting mixture was blended with Mg stearate and then compressed into

tablets as described in Example 1.

Example 4
co Wet granulation

Compound A 15 mg (measured as the free base)

(as methansulphonate salt)

Compound B 7.5 mg(measured as the free base)

(as hydrochloride hemihydrate salt)

Microcrystaliine cellulose 117.75 mg
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15

Compound A 15 ng (neasured as the free base) (as
nmet hansul phonate salt) Conpound B 7.5 ng(neasured as
W b@40vwed base) (as hydrochl ori de hem hydr at ePGHEP)004/004126
M crocrystalline cellulose 117.75 ng My stearate 1.5
ng  Crospovidone 4.5 ng Colloidal Silicon Dioxide:

M@stesralgy  Pol yvi nyl pirrol i done| 359 The conpound B is
m xed with Mcrocrystalline cellul ose,

Palyvinylpirrolidone and Crospovidone then granul ated
Crappayidengui t abl e anount of wat ek marft er drying the

PIVTHiFolidohde conpound—A—and (@ Lordat—SrtTcon Droxide
dg*e (ﬁ%goto it and m xed forla stitable 15 tine. The

resulting m xture was bl ended with My stearate and

T RGO S50 Y3 SorkBHAEL 5 GREL MBS coucs

Pglyniadpirrelitioas andeCiospevidrareeihen esnueted avitb e plitabket @mount of water.

I £.): ' : .
A SRRty SIROIESNSES 0, okt 554 Ring micur
carepresdeddnto 1diets Bis wgscribed\WOERDORIL 191624
PCT/ EP2004/ 004126 My stearate 1.5 ng Crospovi done 4.5
nmg Polyvinylpirrolidone 3 ng The conpound B and the
Exampleudd A are mixed with Mcrocrystalline cellul ose,

D,P;& !rﬁ}‘hﬁ)ﬁloﬂi rrolidone and Crospovi done then granul at ed

tabl e amount of water. After drying the

CanpowiceA My stearate i s added16ang (medsuestterthamdetbhse)
resul ti m_xt ur 5 conpressged into tablets as
ey Eetnalbhdtesilin & 1. Exangl e 5

Compound B 7.5 mg(measured as the free base)
(as hydrochloride hemihydrate salt)

Microcrystalline cellulose 117.75 mg
Mg stearate 1.5 mg
Crospovidone ' 4.5 mg
Colloidal Silicon Dioxide: 1 mg
Polyvinylpirrolidone 2mg

The compound B and the compound A are mixed with Microcrystalline cellulose, Mg
stearate, Crospovidone, Colloidal Silicon Dioxide and Polyvinylpirrolidone. The resulting
mixture is compressed with flat faced punches so as to provide slugs which fall into a mill
so as to obtain granular particles. The granule is then compressed into tablets as
described in example 1.

Pellets

Example 6
Extrusion-Spheronization

Compound A 15 mg (measured as the free base)
(as methansulphonate salt)

Compound B 7.5 mg(measured as the free base)

(as hydrochloride hemihydrate salt)
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Dry granul ati on Conpound A 15 ng (nmeasured as the free
base) (as nethansul phonate salt) Conpound B 7.5
worgormeeses ed as the free base) (as hydrochl or PAEEP2004/004126
hem' hydrate salt) Mcrocrystalline cellulose 117.75 ng
Stearate 1.5 ng Crospovidone 4.5 ng Collojidal

C@'QS@oﬁpfﬁQﬁ(l de: 1.my Pol yVi ﬁ?%ﬁgrol i done 2 mgy The

W?m the—conpound A mXed W th
crocrystalline cellul ose ’b 18 stearate

* Micuxpstailide wellulds! (Avicghl Silicon Di oxi de and
Pol yvi nyl pirrolidone: The resulting mxture is

Trfﬁog%}é&aﬁﬁfjﬁ fagtpl Béiﬂ@ hiREE ‘?l’ltf? Y %%u?ﬁo@éhatn%é?rﬁm ﬁﬁ:frocrystalline

as to obtain granu
cefiulpse.ds eetied hadgr emtﬂtl@n P¥ spmmg@ﬁww@&@nomczﬁ Waigst desresulting

%%d ABSE s ubidy %tﬁ% &)grﬁl\ldltﬁt &Rp%lS he & as to provide

trusion- eront za ound nmeasure

cy&lsdrmhbextn@l@d pagisies whish @ mgdeq)maell@tssby the raeehgoigatiaction of

B B =leh s P 2R e LIS A s osetre

wntbeﬂﬁe@bm@ursbﬁeqeé@s pictisicedyaprlyipy theydapie protéssone 4.5 ny
* Mcrocristailine cellulose (Avicel) The conpound B,

Al%frﬁa%/elpe'tﬁ@ (’[Einﬁﬁ)qn g?oaffegeoé?ﬁga%&@& QhtaC Farnu}él'tdr chamber with

m CrocC st al 1S metteg und @g ation
ml@gpcgﬁtaﬁmer@"alogej istwailed undeiagitation hrsrsaying laesuﬁ @ atriongt of water;

th¥& L4 Rehd BidureS |s§3§{|t5féqeiq Jrgérotégliét Fls 3%\“ i ext lgogﬁ’gg pellets. The

di nensi'ons so a rovi
pefielistare |dégd whi ctlheraereca@awia@d tt@gﬁthﬁ’ftvﬂﬂpféﬂc@ﬁ@obpd theellets produced

PR Sae Bl el | ets are dried and then
Aleneapsh af editimgedrheunt of inert cellulose pellets are put in the fluid bed
granulation chamber and set in motion introducing air at the bottom and then coated by
spraying a water solution of the compound B. Pellets are dried and then encapsulated
together with the compound A pellets produced applying the same process.
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with the conpound A pellets produced applying the sane

process. Alternatively, the conpound B after being
worzooedoiont o t he granul ator chanmber with PCT/EP2004/004126

m crocrystalline cellulose is wetted under agitation

by spraying a suitable amobunt of water; 10 the

resulting mxture is agitaCediM® order to let its

particles grow ng up to peI l ets. The peI lets are dried

and then en sul at ed et her und A .

1 pel |‘é€9m6|“6ﬁ‘2£88mp%\%?ﬁ Fi araPﬁ‘ét'C\é'L%&°Bre§8‘éé"§ 4058 of paroxetine or

Al tQJhlyﬁblo\yi%law aac@tablléibbles armeuivatesfthéreef t anelal theepeutically non-

pel | sar fluid b ul.ation

b et ot tror P HAT B o o S DRSSt Ao acid [1-
t her(Rwsm-thﬂuor&ﬁe&pl‘-;ﬁ)énw-emyﬂﬂﬁahylmldé| on oof t hghysiologically
corrpouno{ e, dri d and t hen encapsul at ed

t og AR a'Q\Ftsﬂl?ﬁ ﬂresoiV@?Fﬁc}Uﬁr&OA pel | ets produced applying
the sane process. 19 WD 2004/ 091624 PCT/ EP2004/ 004126

CLAII\/Sl A, . conbi atl ri,sing a therapeuytica

2non-efcPEinajen ﬁs&a'g\e p'Hr"gé'r& n‘@h%fe'n ﬁ)‘ﬁy%?rgf%@ﬁc'glqrésem as its

?ﬁ c Q@Hﬂi@{’@néi@ :hbﬁuﬁyﬂreﬁ@ Exabes 21(8)%(485lﬁo@nzimthyl phenyl)-piperazine-1-
er apeut j ca

o CpRoRAs Lol > TR HRaRor i B rasnyetoyik methy-amide i
- cardesent i 4 idGhéthlrkulphonate salt.
(R -(3,5-bis-trifluoronethyl-phenyl)-ethyl]-nethyl-
de or physiologically acceptable salts or sol vates
3.t hergddombinatiOn CasMtianatd o daine | Ridredain Z|c@hipriding paroxetine or

mgmﬁp%&%a@a{?g%e i/%ﬂ?\éﬁt%s rgre S 2{{]@"‘? gmobnt frolncx) 1 to 10 mg (measured

2- ( Ds-thé frbb BaESD: 2- mst hyl - phenyl ) - pi per azi ne- 1-
carboxylic acid

[1-(R)-(3,5-bis-trifluoronethyl-phenyl)-ethyl]-nethyl-

4.am ge donbidktioh eas (ﬂéimbﬂsln”ﬁhﬁaélﬁmsphoftﬁt$ c@ﬁﬂphsmé pdoxetine or
conmbination as clainmed in claiml or claim?2

compvaPiRgicali sakt i 78 Wivatess haredli BY 8 @mPut ey 35000 7.5 mg

sol (Heasureh ek & frédbase).amount from1l to 10 ng
(measured as the free base). 4. A conbination as

claimed in any claims 1 to 3 conprising paroxetine or
5.phy 5 @b@Binafdn Ys StMitngd ah ah9| dAeS1 thar esimpridingn RA(B)YFluoro-2-

. C oA eEH)- RSB RR PO IRl B R St Horometryl-pheny)-

CO”TE’(h)iﬂ'-rﬂGth?l érﬁ)ie Hpﬂé@é@ca@ly salts or solvates thereof in an amount from
nmet h ) - pi perazi ne-1-ca boxyllc acid

[ 1- (%I;Q %"@(meéswﬁf’@rsmﬁfé?ﬁe‘? - phenyl ) -
et hyl ] -net hyl -am de or physiologically salts or
sol vat es t her eof |n an amount from 25 1 to

6. ( meds sPRGINgEon B8 Flaimedpiisay claims 1 to 5 comprlsmg n}:1(8) -(4-Fluoro-2-
methyl-phenyl)-piperazine-1-carboxylic acid [1-(R)~(3,5-bis-trifluoromethyl-phenyl)-

ethyl]-methyl-amide or physiologically salts or solvates thereof in an amount from
5 to 15 mg (measured as the free base). '

7. A combination as claimed in any claims 1 to 6 comprising 2-(S)-(4-Fluoro-2-
methyl-phenyl)-piperazine-1-carboxylic acid [1-(R)-(3,5-bis-trifluoromethyl-phenyl)-
ethyl]-methyl-amide or physiologically salts or solvates thereof in an amount from
7 to 15 mg (measured as the free base).
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6. A conbination as clainmed in any clains 1 to 5
conprising 2-(S)-(4-Fluoro-2-

woreaohpdtephenyl ) - pi per azi ne- 1- carboxyli ¢ acid PCT/EP2004/004126

[1-(R)-(3,5-bis-trifluoronethyl-phenyl)-
et hyl ] - met hyl -am de or physiologically salts or
8.50l VAt enRingioBofs  feimgdalfoaRY d3ieEH 130 % tePMByisiRg paroxetine or

( FEW%%Q%”)tl B 6?§olbé7t§§}h6er§0f iMaf AIUAREORAN BS10 mg (measured
clained in an
2. ( gs. (the ﬁ[qgo?égseg and 2~(S)-(4- FIuor%—methylgphenyl) -piperazine-1-carboxylic

[1 (R)Id FI'i‘-?R)LL@ 5-B|sﬁﬁﬂ1ﬁ>ﬁ%r?§l’rhrgliﬂ%"np%ﬂyyﬁné}ﬁyl%mlde or physiologically
et hyadts nre'f RYvatasitiapseefrin ;ﬁﬁly%mawag‘r%m yo daInpg (easured as the free
sol wHses thereof in an amount from 35 7 to 15 ny

(neasured as the free base). 20 WD 2004/ 091624

PCT/ EP2004/ 004126 8. A conbination as clained in any

9.cl a'/('%o%&r?atlgnc%%la'ﬁhé@ iR RXEhINRE 10fo 8  comprising paroxetine or
physi ol ogically salts or solvates thereof in an anount

f r orRhysiclpgicallyigalisnenselyaigs theseqf i ap cawupbien Tad0 mg (measured
2 (Sa)s &ﬁ’e FicdObRsa- BRd Pls)RASNGrd-2RhaRJIaHERN)-binsRLRRXY arboxylic

[ 1 (apz;d ([% B)-(, %blSrtnffuW@hﬂtnﬂenylbﬁﬁwmmet@ﬂﬁmIqe st piysiologically
am dger o:pgéﬁétgé %r&ﬁllh 3én5arﬁ bt SroPd 5536 tn?tf] gﬁ?&"u?ég as the free

in an anpunt from1l t neasur e
basé)aseb A combi nat i on as cI aimed in any clains 1 to
8 conprising paroxetine or physiologically salts or
sol vates thereof in an amount froml1l to 10 ng
1Q- meds pogwination g sas Blgimeddn Py eflaigied 1 to 9 comprising paroxetine or

;2;:( ih?giﬂroﬁlc%\wgél%' BRLAVAte LR Bh BRIRAL f&h ll'tBair()brﬂ§3(rll1easured

[ 1- () i3 freepbasa)r and ZoiSortefhipro- Bﬂmtwljphéwl»piper@@inh-;ﬂl-carboxylic
ani depn I mygj n?’Bi@Qr‘ifﬁ@HrHethfl%%ﬁ{lI?Et@ Rﬁrﬁpﬁ&ero?%ysmog,cauy

an anount fr

baseplts 16r s@jvatas &mﬁmfnlatancﬁm@mt diomn ﬁetp 1ﬁ mgh{medsarersag the free
to 9 Qj"f‘prl sing paroxetine or physiologically, salts

or solvates thereof in an anobunt from1l to 10 ng

(measured as the free base) and

112 (R c@ﬂﬁbﬁa‘tﬁ@ﬁo o &?H@Gl PHRNHAmE! P&6 a8 NeomiprisiP BXMxetine or
o e et et i 1
IR Crin A L LT AL S A

yBBI'oﬁhzer e% dl\fé‘Fesot’here"%FI }ﬁsénqpérﬂgurﬁgrlow %%%%%8 (measured

soI an anount
( me@suhefleabasdle free base) and
2-(S)-(4-Fl uoro-2-nethyl -phenyl ) -pi perazi ne-1 25
carboxylic acid [1
12. (RA (cBibinsition tas Clainecorinetamy| clpimsnyil jo- 41 hydompristngy parawetine or

i de pﬂgrsiologically salts or solvates thereof in an amount from 3.5 to 7.5 mg
(measured as the free base) and 2-(S)-(4-Fluoro-2-methyl-phenyl)-piperazine-1-
carboxylic acid [1-(R)-(3,5-bis-trifluoromethyl-phenyl)-ethyl]-methyl-amide or
physiologically salts or solvates thereof in an amount from 5 to 15 mg (measured

as the free base).
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physi ol ogically salts or solvates thereof in an anount
froml to 15 ng (neasured as the free base). 12. A
w@eosbiosmsed on as clainmed in any clains 1 to 11 PCT/EP2004/004126
conprising paroxetine or 30 physiologically salts or
sol vates thereof in an amunt from3.5 to 7.5
nea%momj)lr@élon heasf glagnashde pnredpims 1 to 12 comprising paroxetine or

?h 'I%IOF tc‘éw %af?cs S ¥ REE W rbof P $hagnBaRt from 3.5 to 7.5 mg

[ 1 ((R)ea§geg ﬂ!ﬁ thet free Ingseloard Ry(S)-(hElpro-2-metiyl phemigiperazine-1-
am qg, gy Iu?mé%lcg ?ﬂ l?l)ad3| élbl%"i‘rllfﬁﬁrd?ﬁ Jﬁ)ﬂ g‘ﬁ@ﬁ)ﬁ%??@ﬁ%{ﬂ{yl -bhhide  or

an am)un rom nmeasur e
bas eﬁ)hySIg@gmllwwlizogmcﬂwwthemﬂmemwmtmz6 tb315 Mg (measured

conbésqﬁélﬁggb%gcl aimed in any clainms 1 to 12

conprising paroxetine or physiologically salts or
sol vates thereof in an amount from3.5 to 7.5 ng

14%"?2@%{)&%@8 eazsf c%&%f%rg%aél yﬂ lmpsI petroa g?n%onlgrising paroxetine or

car t;myylploglcakly acceptable salts or solvates thereof in an amount of 7.5 mg

E‘)eg%&gé %% e | é(% Ibca)ogﬁ& I?;ﬂngﬂgﬁagg%(sggégﬁh%ro@“%}ﬂﬂ -phenyl)-

| n ampqammﬂ cartm_mvnt _taI:ld15[1 rfgl)(&é@saﬂhnﬁ@bromstWhménybethyl] methyl-

bas e:;mldél'%r ﬁhgé?&géigﬁg é?:'&eﬁ’tﬁblgls%h %J\/a"i]éy h% é%f rﬁsa& ah%unt of 15
par oxetin SYNo)

13 conpris e or
accepgy érbe@ug%d asstheriresdiagal) es thereof in an anmount of
7.5 mg 10 (neasured as the free base) and conpri sing
2-(S)-(4-Fl uoro-2-net hyl - phenyl)
15pi pek aombination aah wajined incamy claims 1 to 14 comprising paroxetine or

Sﬁ}/mél%gﬁal g?éegkgblé‘]?él?sggég% I%ag%]s eg%qfetrg%l ]S%rﬂ&;r}qyof 3.75 mg

t her(meéswrad @3 thedieet bage) 18nd wgmprigag uR-€8)-@sFiuore-2-methyl-phenyl)-

o Bpesdt e QT AR ARER SuR B r e Rt pp0h Bhdmetny-

ac c emidd loe peydidglegically solcepitible salie r @ofolvatesathessobd iman amount of 15
3.7 free base) and conpri sing
-(%S'é-‘r?ﬂ?%aiégjrs%tgg fr%? F phenyl ) -

pi perazi ne- 1- carboxyllc acid
16[ 1- (AB)can%i 2§)§+ zqst {:I'a n|1 uP @?\S{ %iﬁﬁrzn%’;?' té%%i;g'p@;p%]gietine or
t herp@Wolpglcally acmptabla)fsaliﬂs or2$blvques( tresendr éd aasarhdunt of 3.75 mg
f
1 TSRSt abiine AERED Shid Qo ST} Ui Bt £ mBlrPoneny)-
accemeamhrm $abtbeoxyic swldv di-€R)- (Mbsdﬂﬂuanoraethylﬂmemyl)-efhyl] methyl-

%J‘H%A, éﬁlﬁ%\%ﬁégﬁ%{[{@%&&‘%@é %SI bao§ eé))lvapes tRereBf llnsalnna%ount of 7.5

mg (measured as the free base).

17. A combination as claimed in any claims 1 to 16 comprising paroxetine or
physiologically acceptable salts or solvates thereof in an amount of 7.5 mgj
(measured as the free base) and comprising 2-(S)-(4-Fluoro-2-methyl-phenyl)-
piperazine-1-carboxylic acid [1-(R)-(3,5-bis-trifluoromethyl-phenyl)-ethyl}-methyl-
amide or physiologically acceptable salts or solvates thereof in an amount of 7.5
mg (measured as the free base).
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25 pi perazi ne-1-carboxylic acid
[1-(R)-(3,5-bis-trifluoronethyl-phenyl)-ethyl]-nethyl-

wa@piodeowe4 physi ol ogi cally acceptabl e salts or BOI/ER108£004126
thereof in an anount of 7.5 ngy (nmeasured as the free
base). 17. A conbipation as C?I ainmed in_any cl

1816 &Wblg@tw aPEING: torRNYRf claigs phipst 7of°<5g§‘§€é“ ﬂ'ie treatment and or
aCC%FEpTH?'a%SS@ﬂd@ré%%noﬁ@nﬂ%reeﬁnxlehﬁr eof in an anount of
(measured as the free base) and conpri sing
2 (S) (4- Fl uor o- 2- met hyl - phenyl ) -

19?' P ﬁ‘létHE)@ fér W@é@fh’]lehtcarﬂ%rdpmf)hylams of depression and/or anX|ety in a
[1-(R)-(3,5-bis-trifluorometh )-ethyl] -

ny
ami a@malpwyg,dmgogq dEman, a‘%’@%fbt%%‘%'s%l freatipp §%J15va’ﬂ'@§' with a
t hee@hpdulicaly BRI afburtt-of a dBENHiNERA WsQthiRed tirhﬁn)f éie&alms 1 to
base 35 22°WD 2004/ 091624 PCT/ EP2004/ 004126 18
conB¥nati on accor di ng to any of clainms 1 to 17 for use
in the treatnment and or prophyl axis of depression and
/or anxiety. 19. A nethod for the treatnent and/o
pr oﬁhWaém%e‘ﬂlcaHéﬁ'P%%ﬂoﬁrﬁoﬂ?Rﬂ!ﬁ@Q %ﬁ&mﬁ!‘?t'fi’ma%?or@ng to any of the
mim?ﬂékmé "i% Yei HﬁeﬂlePW‘fﬁrbne‘MF'n%?e %Eﬁﬁéc‘éﬁﬁcéﬂ?%&éﬂi&)le carriers or
said aninal with a therapeutically effectiVve anount
of &x¢iRigBiSnat i on as claimed in any of clains 1 to 17.
20. A pharnmaceutical formnulation conprising a
conbi nation according to any of the 10 clains 1 to 17
21t ogdhpasse wf arropthinagen peesdipa 49 Aax elatm alte 7 é{bﬁ@p'f‘@!wf@ﬁure ofa
car 'EHe‘?éﬁeu%allyeé%bﬁ}eer%élcar%ént fa_lhﬁnﬂﬁ%é?i‘us ®r Seqirkat édi’l‘ﬂnlstratlon
according to any clains he manuf acture of
a fay éinege@meehamdjomr P@MﬁﬂﬁeOfn’@QTQ?é'ﬁﬁ @ndferranxiety.
si mul t aneous or sequential admnistration 15 for the
treatment and/or prophyl axis of depression and /or
anxiety. 23
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