COMBINATIofR)oF( BArDXBI SET RV L4JOROME FEYEEYRHET PERAZIN-1-YL) -2~ (R) - (4-FLUORO-2
~METHYINYHFNVET HYLHERED H-AMABE O FOR CT RET VENIR) CF3 DEPRESSITENJOROMETHY L~ PHE

WD 2004/ 091616 PCT/ EP2004/ 004122 COVBI NATI ONS OF
PAROXETI NE AND

Wd2q0Ep91646 ACETYL- Pl PERAZI N- 1- YL) - 2- ( R) - ( 4- FLUQRCF/EP2004/004122
- METHYL- PHENYL) - PI PERI DI NE- 1- CARBOXYLI C ACI D

NYL) -~ ETAND! NBRHANYIEE YFOR ERPATRIENAtOFf AVRRTESEDON ABDP A1Re SNEIETY
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t herapeuti c conbi nati ons conprising paroxetine or
Thehpedseho fiveatidry relatee ptoab1eeam:hd: scombnrmtibnatmmbmgeMroxetine or

PHORSIOpIEE AEBER T SRR Toonant dr S sy beiRgRRp )2

(R;i-@-ﬂudrdrzérﬁé’fhyl%lfenbl) $1ﬂerldﬁEUG¢anbm¢yhx;llaC|d [ (R) (3 5- bls-trlﬂuoromethyl-
phge@gé{"%{ﬂ, %Aﬁlr{“ %‘1%%}%&%@@@{&@&)&%& 558! iV solvates thereof, to

p@hﬁﬁé&lﬂ@&ltdombsmaﬂmwtélmagSamicnmajmatlngs aad their use in the treatment
conbi heir use in the treatnent of

nati onz%'
of depresyian BRI HEWBP- anxi ety. 10 Paroxetine ((-)
trans-4-(4'-fluorophenyl)3-(3'-4"-nethyl enedi oxyphenox

PakAsr PP ebeneROR 3 T R SPRR LB pperisine)

andi@ safs aRhuonakérsialy avdilablerandlapgrovad forelsg in hherpamfsr teatment and

ProRIBIROPE (2L e PTRRBID SRR igan PR By GELIES Bsorder (0CD),

préméSBtruatidy’paioid dipbraer RvDD) knyl Ipanig-dige)def4- f | uor o- 2- net h
yl - phenyl) - pi peri di ne-1-carboxylic acid
[1-(R)-(3,5-bis-trifluoronethyl-phenyl)-ethyl]-nethyla

4- (B)Q@—A@étypaﬁémmeuylwé(l?b Y4-ﬂ@ﬂ’6@9ﬁéﬂhkl@r&aw-ﬁlp@ﬂdlaeJWcair!amyhc

eqQ

acichcdiBH PRk PR b roOAGBE . SF ar RREMaceutcaly

ackesablet salteeorus6itatks ithereb® wiierRtisTRigbcribedainx Ve Y02/82867,2(3 a NK;
depr i on,  chenot her apy-i nduced nausea and vom ting
@E‘?goé‘ﬁér ative nausea and voniting. Preclinical

Nl(ilatrébe?tdﬂ Ofrthgdrild MNKIkrioRee s e asdfalgimitisd Sreadyeriteof anxiety and
usef ers ncIu

in a  vari th d
depigssion; HSmAIREIEBY- Mp%iaé)w%raadi Y Snd Bicraperfuqgavsea and
voghnw g@fréohnﬁ:lél Batdi SR 8?5 thgt mg’gc@mdr lﬂl‘éb@r%t@trﬁa)t bealseful in a
| soraers escri
VapiR qfémqrrdmrdmnq]ﬁé%%pam rxtd'%eaa%% r?@?few figorders, CNS

digohéérd eﬂdrﬁéﬁﬁrﬂérsoéo@htdnd&j@str@htésﬁﬂal disbfferd.he
manuf acture of a medi canent for the treatnent or

prevention of depression and/or anxiety. There is
U BYVEXES5 diRcifiRtthé uSe df 8 ONSpést@ht RKE Fecepish 'amagbmmogether with

with paroxetine. 30 WO 02/32867 _broadly te che
anfifeprRESEN Rt aPieth ELgdRY &‘F@W‘r‘rﬁé’a%t n&&%y%%geatment
orPrchticn 6F Rprds3iohamaldrahkiery. Wi th 'a SSRI agent

However, there is no teachin

concer ni n
Theye isThgmevercnassrestic d ac'%u@mfég%s:%?'n%s%w% Hggoxetine.
treatnent of depression and /or anxiety. 35 It has

w been found that, sur gey therape%J
W@o%%@eﬁl bypadiy Mh% |t 1 receptor antagonists descrlbed therein may

be administered in combination with a SSRI agent. However, there is no teaching
concerning any synergistic effect of such combinations in the treatment of depression
and /or anxiety.

It has now been found that, surprisingly, therapeutic compositions comprising a
combination of paroxetine or physiologically acceptable salts or solvates thereof, for
1
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conbi nati on of paroxetine or physiologically

acceptable salts or solvates thereof, for | WO
wQoMN081616 PCT/ EP2004/ 004122 admi ni strat i onPCTEP2004/004122

conbi nation with

4-(S)-(4-Acetyl -piperazin-1-yl)-2-(R)-(4-fluoro-2-neth
administEtionyn ):erpbrpetrordwrtre4 :(S):@r,b@tymrnerazjm-d-yl)-z-(l?) -(4-fluoro-2-methyl-

e e T

meilq}lamrblemrlpherrmlfeutlcalla ahcapdabld ealtst |®e solvateatthmmf tofa human for the

r
vefBi o Patates sl Sy o, b AT L0%0dB8R0 B o
comsuaentsrangl edmhmterpéubelowdttheagsgal shhgle teerapeutisi nlgsages show

sui} |gf[e1r8%yﬁ%r'8feﬂ Y/SIS of %frcgé)bro?%%/treé}ﬁrehp c}/5r:ﬁ§(>{i'@{%xrs ?fndepressron

axi's o ression and
angier bnxdetlyar, it has now been found that by conbining a
therapeutically non-effective dose 10 of paroxetine
or physiologically acceptable salts or solvates -
In phrticear, it has thowr Heleafapelthatdal dopnbimiog adiidrepeuticellydumecftsictive dose

of Wrg)g%t&(es? %%lgtgg&aﬁﬁ%&%k&gger%aé q?;sélsét;elggﬁgrew&‘?d g'tﬁ@'éﬂeuﬁcally
noh-kffe&tjve( der'?ebl of- t4—(S)Jr(amt:etyeprbgﬂazph‘evﬂ})LQ)(Ré(%quemhtWaphenyl)-
e qr a :
obRe e P R R} ol BRI gl bRy B e or
phaghaceutisallgndicoeptabizi cdaytsr or acblvalesy tlhbmmf eiat hgignifidantiyne greater
ok 4 A3 TRRRS SehCi ) Aol 12 8 o

compohertts cakahialtmeii®achiéved .pr ovi de one or nore of the
following effects: a nore efficaci ous anti-depressive
and/or anti-anxiety drug and/or a better tolerated

It il af@attirecsfiting iMveatial that tae diselgf suchra @ombmnatiorawillprovideone or more

f e .ant 20 de sive and/ or anti - [ .
of e ol i ey i BireSehe =BHBL ¥ gty grog andior
a b@tfdﬁltﬁ@ratem dadg trbatmene sadior i avdrng ivdth alrhonesrapldeonset of the anti-
otential drug-related side effects.

managenent of.. an
deﬁ@éé‘?ﬁr’s‘ﬂ?{“’f 8”%?\@3%{268%‘? of the invention, there is
FuﬁE@Mﬁdﬂ‘édth@ sykgistiat eftéct@brﬂme icombination 26 the present invention allows

er apeut i cti ve Qs aroxetine or

bebﬁry@?'g?%@e@gp* %}/‘ya[@é%rﬁ'? grelaiep s reC%Feg "vat es t her eof ,

and a therapeutically non-effective dose of

4-(S)-(4-Acetyl - pj per.azi n-1- , . I -
Acgpyin. rgis seriet Bt BE3A ARG thpteels rgvdi 2 sourHiason eggrising 2
th&éﬁédti@law d{)r%—elffa)trvé 3dhd§bi Gftpérbkemeomphydrologrcally acceptable salts or

- phe - et t de or, I y
solyBiEsqhatspt 20 4 et o RBPRL RS b “acey piperazin-t-
ylyaRER) QA -flub- Z—ﬁmtr&ﬁ@bﬁerqﬂ) -Aserigities! - oérbbkyercmreh[sqm (3, 5b|strrfluoromethyl

i nvent i e i cal l on-eff dos
P oA B g PoRaRae AB - BRSS!

is lower than normally expected to produce effective
th%ﬁ{r?é)ifnteer@dg pon n?eanor aspecg of RER presen‘i invention a therapeutically
non-effective dose refers to a dosage of each component of the combination which is
lower than normally expected to produce effective therapeutic response when each

component is administered alone.

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

2



10

15

20

25

30

35

35 When used in any of the contexts or aspects of the

present invention, paroxetine or physiologically
waecweptwné e salts or sol vates thereof, may be PCT/EP2004/004122

adm nistered as the free 2 WO 2004/091616

PCT/ EP2004/ 004122 base, or in the formof any :
bagd\s irofhe doroad qnyaxtwelpbgbaléy aceeptablessaidhereph including gl dydrated or

angy?/oqé@% nglgl%ndaglrﬁglg JFE'IS% eh! saRé) Wﬂoda?th:!ufarf Rféfences to

erences
pauxetinee tor nehysiolqafoatly cﬂccgptedlel §fa|§c c @rotsalya@sS mef@fo include, without

imBEIR BT oD bt R U BarclehE Sicrcshifide biefiycrate, paroxetine

hy#rechlbydl anted ra[he.rrw!@teltl ne rr&swwranﬁm"cnqlxﬂr@rahm jermgttieereof.
paroxetine nesylate and all polynorphic forms thereof.
Paroxetine is preferably used in the formof its

Paky@tine Izl prefedabhhesedHy thedfoem obits hydBeshietisiediemihydrate salt.
pharmaceutical |y acceptable salts of
4-(S)-(4-Acetyl -piperazin-1-yl)-2-(R)-(4-

Sulthbler phatrraeelticallyp reegptpblpi palts Mn@(&(éa%@@wmeoazatwl) -2~(R)-(4-

ﬂuéEOFé/ l—rietr#g{pﬁ?/rﬁ)g?ﬁ %ér’dl r{%—: -E%%E%hx gcﬂgg rm} %%5 ggisl-tnﬂu%romethyl -phenyl)-

etwl]trhetpylannmmcmawe alcldy additirepsalts| formed gdthi Rhasmateidicglinageeptable
Ofgﬁﬂl(bﬂ pfgggrangzlx%? ‘?oﬁé%ﬁ%%‘ h?&rhaﬂg?delgy H&&Bﬁr%ml&je%s sulphates, alkyl-

or ar
or néylseiphendteh daat ersuethlant,esulpﬁouewesalr mabhanesu)lphonat%) phosphates,

e R A e S

phyS|oIog|caIIy acceptable salts of

Prefelreh LSRG RERDRPID ALY o raSHe ot pinererin 1y 2R

flubdo~2- R)etf(y&pﬁerb/ll)smpendﬁdwbcmbexw;zIacpﬂd FER)-(3,5- bls-tnfluoromethyl -phenyl)-

I am de in roc
oSSRk oo e Lo °C B emmonate ,_syghare »
tolﬂerﬁéiupf(oﬂatécetyl p| peraZ| n-1-yl)- 2 (R -(4-fluoro-2-neth
yl - phenyl) - pi peri di ne- 1-carboxylic acid
[1-(R)-(3,5-bis-trifluoronethyl-phenyl)-ethyl]-nethyla
4-(8)q4-Acstyppipérarmbl -yI)-|2£(R¢(4-ﬂudrb@—méﬂ;ylmiwhyl)-ppend1ne-1 -carboxylic

s LRSS ORI i e RALEE fDifod 6 SRR b n

forin 65)s rodthAnsetuiphonatesaltazi n- 1-
yl)-2-(R)-(4-fluoro-2-nethyl -phenyl) - pi per|d| ne-1- carb
oxylic acid [1-(R)-(3, 5-

AdebRiing ité | therinvettioy| a pherapkticatiynyidn-eftsctivd ariode @ 4-(S)-(4-Acetyk-

pi h%;rlggfy%%?@gmo ?—ﬂgtﬂ?ygﬁgg’?@ré gerg(flrtleo?%g%%&gﬁ: aé)ld [1-(R)-(3,5-
big-frEiasiarRthykphérvd)-dthelembthylaidepraef pharbiageutivatiyh accemg}de salts or
sogtﬁate% tggrtegf gr%gyp Br i r%rﬂg?e {fg@é td % g{gﬁge?ﬁéy {Hng?%d?gd L& 2%ree base)
préﬁvaﬂ},t ihQifte fanb @f alm@thhg: okt yaynand ebsgmtievablydiotiee tfnge of 1.5 to 2.5

aroxetine or
per day.

According to the invention a therapeutically non-effective dose of paroxetine or
physiologically acceptable salts or solvates thereof, ( measured as the free base) may be
in the range of 1 to 10 mg per day, preferably in the range of 3.5 to 7.5 mg per day.
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physi ol ogi cal |y acceptabl e salts or sol vates thereof,
( measured as the free base) may be in the range of 1
w0 200209w16 per day, preferably in the range of BCBEPH04/004122
7.5 ng per day. 35 3 WO 2004/091616 PCT/ EP2004/004122
A conbi nation according to the invention conveniently
A combinatien patadieyi te e inyeyidnolcogveriénty somppsesh|raroxetine or

onjdobiol SEoHEhBErH PEDete RS, PAcBB I Sel 8 base i o
anfunt ;rﬁmlél’arggy ;cd Imo &y, anwe !partibuleTiy ®. & agour fron® 3syng 4xd-S mg, and
5 - (4- Acet y] - radi - = - Qe 2- i
<\ Sl B RSB gl et fbiian e e
aCE(rjil- gR)élr?l-@ﬁ?lﬁgﬁﬂumpmbmkmmvlmthyﬂmwwr@phy|o] - nehargageutically
eut i . .aC
acfrdagpall o 2ava dreet B AGAERE R G3 i iod I Rhata as the
freehtsase gﬂ@ phetisalariaird ap amduotiframl 1y migntoah mgnanshmore partigularly in an
- nore particularly i t f
a”lrgﬁ"i&@“ﬂngt%g T A preferred cgn‘loinng?i oﬁngggordirggto
the invention conprises paroxetine or physiologically
SRRl BB . LR SOy parocee o
ph@lsi_bﬁbicgmécgpiy%béﬂspﬁaanlsematqs Jhe2edfR) in(an Bmeunto-fromt 19 10 mg
o) Sl RS P ARt (e oro et
pfﬁ?lggipégaltdﬁ-;f&éaélgh@ihmg (neagldc a:n |t [f-(R<H pisbiriucramethybphenyl)-ethyl}-
. [ C
S ety BedBibl kel 8 koite tBridh, Ty famoun from
0.865H Ml (Aeasoredhs thefreabass). conpri ses par oxetine or
physi ol ogi cal |y acceptabl e salts or sol vates thereof,

in an anpunt from1l to 10 ng (neasured as the free
A bagstdrréhdcombination according to the invention comprises paroxetine or

o sbisnl e senbr G Bt 2 Sorath bl HRLRE % 10 mg
(n{ebtsﬁlB)i-e(s?»tgé-fmeSbasrei) faint of-(SY&4-ybtypbiperakzin- ey IRZHR)-(4-fluoro-2-methyl-
PN RPEBU PR BP0, o S&on: RSy grdraieyPhhony))-ethyl-
métBRRidesr Banthhcedticals dmspiableAalts of solvates denminét amamount from
according to I Qn conpri ses paroxetine or 25

the inventi

1.5}133/@9 MG ?W&PW%%\PCE%‘?JB%%?B salts or sol vates thereof,

in an anount from1l to 10 ng (neasured as the free

bas%g3 a(ﬁd o . ' , . : ' .
A4 Predyired,. GRIEPRIN HRFRETIN 119)) e, ipygnlion FPTBRES, RREPIPINe
p?ﬂfb&d%&ﬂ% |a)§cé;:}télﬁéiﬁ%tfeoﬁsolmeXMrbm, aini dn amount from 1 to 10 mg

- - -pis-tri 0 | - phenyl) - I

HgHFtaAn 8 7o BFoe) AOeh De AT O RR RN UM B fyoro-2 methy-
pisly N pipesidineerestboxylie an aunt [14(R)(3,3bB-ttiftucPorbeting-phenyl)-ethyl]
m(e%%?nlféee gr &Sarrtnggeuft&:gl?y gc%ggt)able%ca)nlts or solvates thereof, in an amount from

1.5 to 2.5 mg (measured as the free base).

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 4-(S)-(4-Acetyl-piperazin-1-yl)-2-(R)-(4-fluoro-2-methyl-
phenyl)-piperidine-1-carboxylicv acid [1-(R)-(3,5-bis-trifluoromethyi-phenyl)-ethyl}-
methylamide or pharmaceutically acceptable salts or solvates thereof, in an amount from
0.5 to 5 mg (measured as the free base). '

4



10

15

20

25

30

35

A preferred conbi nati on according to the invention
conpri ses paroxetine or physiologically acceptable
w@ ad0um9wI6 sol vat es thereof, in an anount from BCHEP®04/004122
7.5 mg (measured as the free base) and
4-(S)-(4-Acetyl -pi perazin-1-yl)-2-(R)-(4-fluoro-2-neth
yl - phenyl) piperidine 1-carboxylic acid .
rif h 1,35 ;
A e b epE Bha et BB o My DREEKh, FeMpes“parocetine o
physidlogitally ddeepteble, salta anstaivaiemthef%imm @nzaraeurg frgm 3.5 to 7.5 mg

bR T 195518 B8Rl b IBROOAL 55 s 2 may-

phéhd)-piperizirie-tieaborylici sesagidr ox Et-(Re(3d- bismﬂk@m‘,ﬂh@byldg'leﬂx)) -ethyl]-

mq?lfx:ygamgltgg %lr ?)Bg’r%%a{gé\;@crallf L gta:Bge dﬁﬁg r @'Cgoivfa'rté% tﬂggggoM% C?mount from
114 3(n% (rhdashiest 34 thpifieerbasen- 1-yl ) - 2- (R) - (4-fl uoro-2-met h

yl 5 phenyl)-piperidine-1 -carboxylic acid

[1- (R -(3,5-bis-trifluoronethyl-phenyl)-ethyl]-
A ﬁ@bfejﬂeamddmbh'fanpharamamrdmrgl dal lthe ainvenptioableompises earoxetine or

th
il Aer R 198 3h BB loetedttin o fnctulDfrom, 3.5 to 7.5 mg
(m@é@ﬁédﬂ a8 ghé tree hasenamah di( 8 (4edegdylipiesazia Q&)ei-(RDe(4dwor012}methyl-

B SeSei T orthoRiE D' T846 37 IR P SRR BRorh Ml Hony-ethyil-

mélﬁhﬁ@mldélw pharmaceutlcally acceptable salts or solvates thereof, in an amount from

(S - Acet y 1)-2-(R)-(4-fl 2- et h
1%’ ])5 Yiadsl ﬂagltg?ﬁ ka%e T%OZ(yI I((: )aC|(d uor o- 2- et

[1- (R) (3, 5-bis- trlfluororrethyl phenyl ) - et hyl ] -
| am de

Thgoqtj %@plp @8$grg|nﬁ gn tglnp%%l%rx rﬁ\%ﬁ%ﬁ&g%\?ﬁ Bf Sbgl.xfasﬁ &(pend on the

méthehsidatiniasatidngter e, theseight Abd Thedithrse tleerpamd

according to the present invention will of course

depend on the nmethod of administration, the age, the
Th‘éﬁbr@@éntaﬁ%nﬂmdﬁmaé oprovifled bemgthod dort the Tremtipertsedepression and/or

t hus . d .
anfebs Bs  BATER B e Sohdtedt Yt GShelees, (b TR arfipal with 2
thé‘rblﬁ@mcawﬂieﬁbctwenambGMSd raeadimblgaixm dompiisiag anithérapeutically non-
efflgher ? ogg:éfcgarp}ﬁ/%tﬁ ef?{hy%(gl glg[u}'( cgptgﬁgggﬁ@ 'o?%é’ggfég fthereof, and

I've
a thefapeaticang roh- dﬂ@}tﬁ\re:)ldlgeaﬂl I45(S)}(34:Apétyllempaerazihﬂsylbﬁ-(R)_-(4—fluoro-2-
m%tgylélé tgg Hsgrrl(? ine- ’1-carb xyla}: tab:%r Etp -“EIQ}-{f@-kjs%riﬂpol?érﬁghﬁl%ﬂe\‘ﬁl)-éthyl]—
méth{iShideor Mbginydcepticuily aztaptabley s3ltsr (Bvaled thdraof o- 2-

nmet hyl - phenyl ) - pi peri di ne- 1-carboxylic acid

[1-(R)-(3,5-bis-trifluoronethyl-phenyl)-ethyl]- 25

In BELAYSrpitfdRe® ésmrtﬁ@pmbhtowdnﬂompmnieaw reethal tfar tbe treatment of
sol vates t hereo

B e e e
m&hmal epife &5 | therapagtically agficictiey anﬁbumt neimaR| combiriatidh ngoraprising a
thgrléllggtgltical Ingrll1 eﬁeélﬁé' %%ge to egéro{(] |ne a%d a therapeutically non-effective
dose of 4~(S)-(4-Acetyl-piperazin-1-yl)-2-()-(4-fluoro-2-methyl-phenyl)-piperidine-1-
carboxylic acid [1-(R)-(3,5-bis-trifluoromethyl-phenyl)-ethyl]-methylamide

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
5
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manmmal with a therapeutically effective anmount of a
conbi nation conprising a 30 therapeutically
woen4edfeect i ve dose of paroxetine and a ther apeCt/ERRD4/§04122
non-effective dose of
4-(S)-(4-Acetyl -piperazin-1-yl)-2-()-(4-fluoro-2-nethy
madmipBe with) -aplmarap@utmaHyl efﬁeah\kaaowdmwtamf i @ combination comprising a

oA S A et RV AL B o

efféStn@ct ddsee pcsfese44(8)+(nmesetyi piperaziov ] -§igR-(R )R- flaard-Fmethyl- phenyl)-

o BBl RSB ARG ER N g motiamic

maaardsulp&oﬁﬂeZOOM 091616 PCT/ EP2004/ 004122 mammal with
a therapeutically effective amount of a conbination
conprising a therapeutically non-effective dose of

In BanheR tpraTerrdy dspech ltios pt&emndvmtlbrln pravjiesta raathbyt fordhe treatment of

desgsgigtﬂi-a\(/’%od gﬁ)%ﬂyd'b?(séﬁ%rﬁé 'Héﬁg %Sﬁ&ﬁer a Eﬁrqompﬁlgesltreatmg said

marBidbP il ieC therageltitally effective amount of a combination comprising a

therepobali ARSI BiMGnatBos 14 HeP R ERLPese FELRe and

thdripelnicalse hbn-leﬁléﬁivbl Odoser oivi d€S)-a-Aedthiquipdrazintihg)-2-(R)-(4-fluoro-2-

NI T T RN Y

meTRyERIdewhéthagsuighena@eut i cal |y ef fective anmount of a
conbi nation conprising a 10 therapeutically

non-effective dose of paroxetine hydrochloride
In a&mtrﬁét@f@rénee@agbe@t tfﬁeh preapmunvemabm proviles ef rﬁethbd \i@r td@sreatment of

deﬁ,@SﬁS(? %H&ﬁﬁ’?‘g{éﬁ#ﬂ) @r”i‘ FITH épé EMma&:Rg@fc& comprlses t%eatlng said
mdrdmaR)with3, é-tbé@péwtlcéllwmﬁmdﬁ)dmme%ﬂ )l ebhpiration comprising a

net hy| sui phonat f.u
thﬁf@@?tﬁ\ﬂ?‘@d ‘f%ep‘%’ﬁgsgfe PareReling iy %ﬁ“[ﬂvﬁae@“*ydfate and a
théfﬁbélﬂiéaﬁymndnb@fdct’\%at dozat opf 4-(8Rp1- Ae@tquﬂpaaﬂhqnyl)amm)e@yﬂuoro -2-

e PR BRPR RO 1R (R BperERCai g SBe i ahepy-ethyl-

métAfsideThetBa joRatel on conprising a therapeutically
non-effecti ve dose of paroxetine hydrochl oride

anhydrate and a therapeutically non-effective dose of

In 4f(fher (Fefbf6d Hbpaet, s pwséntln\zénilgﬂ p(d?)de(s% fhkthod dorzh Geatment of
r o

deg%tsgé){ ph/ec‘)g a|B |§1§lt|r? g%%&%h’é?ﬁ ng '51 wgufcgmornpnses treating said
marRinBY vath de thsrapautrailp st dnﬁbtfmfcbff taheompiretier r &inprising a
aspect, the resenté% ggtl on provides a nethag

thqrﬁgeqtllcglg/t Reretfegtive g i RAOXERe JResy ?e”ﬂ‘rj ?ﬁﬂgrapeutlcally non-

effdBiverl | aéééJdlomg 4a s)qnmtetws/ﬁip@iazﬁp st( (4flesrbind@ethyl-phenyl)-
said 25 mamm %Szra eut| c fect \Y;
plreﬁmlmﬂ-%arb@wa%nb?ﬂ%t B PRI ”ﬂaora e@@f'lrfpe‘fhy'am'de

mé{ﬁgh@,irfh@ﬁétbve dose of paroxetine nesyl ate and a
t herapeutically non-
Reference herein to treatment extends to prophylaxis as well as to treatment of

established depression and/or anxiety symptoms.

As used herein, the term depression includes depressive mood episodes, depressive
disorders, bipolar disorders, other mood, psychotic , adjustment disorders premenstrual
and dysphroic disorder(PMDD), Thus, for example, depressive mood episodes include
6
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effective dose of
4-(S)-(4-Acetyl -pi perazin-1-yl)-2-(R)-(4-fluoro-2-neth
wWQ keoplogrsyd ) - pi peri di ne-1-carboxylic acid PCT/EP2004/004122
[1-(R)-(3,5-bis-trifluoronethyl-phenyl)-ethyl]-nethyla
m de et hansul phonate. 30 Reference herein to
majoe aeprsstive xépisudes tandp miyEdy episddesaPepeddsivasdisorders include Major

treat nent. of . dd i Qn. ! OFa.AnXi .
ob{ R qer, TR RN B0 Qg7 i, povenc
fedimpase safatminfzatirey innaawshplic tatess, atgpicad Seatures gmdcus depression,

orp e oRSa, Sy R EioqfiRP fhund RUAY 8 e onB Hd TBRor without

atypiced , febtures) xandp epredsips efisordar majoothempvisso dpscifiett | Bipelar @isorders

N T T T T pe—

spiepifibdidethehjnaod, Peywhetics ane abjustomeshe dispMBeD) ircludgl reeunotic depression;

b0 et &l &RRpt il sotlRR el RHET Bt ipag to. myocardia

infatofiphC aliabletsst miscarriagesi abstiate ppres@nsinyal  dysppid iisorders(PMDD),

onset) . .dyst hym ¢ di sorder i t.h earl e et
deénﬁ%\%'wc{f H’]é/ ISIFR%QWB% S/Ipegwgle ﬁﬁ'ﬁ%ﬁ Iatreec%{slﬁﬁ éngt;) claeﬁtessgcq ?nood, vascular
dethetia Swith depliesssd] atood p buldtdneevihdees pacod idesdrdes pradlaiing, but not
. dj sorders include bi,polar, I, and || disorders, . .
irge3) b6 e i dhasPeaiu Bepstarmaneli s nfeaine, hallucinogens,
inlodl4vets Vo aids, phencyiclidines, Getativestypnotirsy afvddlyticsamd other substances;

dj ust nent,. di sorgders, i nclu neuroti c depressi.on, .

soPihaTetis pisdioBr B Ee eplanes GpSratiinpnC SR depressed moo:
adjustrhect disprddrutithmaiked anxidtgcnt depregsedumdoadl i nfarcti on,

di abetes, m scarriage, abortion, prenenstrual

dysphroi c disorders(PVMDD), 10 denentia of the
AdAligdteherein, thet tepm apwietyhineladdsy pantic bthckspagertiphobid, lanxiety disorders,

epressed od, vascular denentia with depressed .
dyBRERS ot e B ALR DL STRTE PG| Dl TS, dysphroo
diswier(PMDDY).eThig , fod eparasie] anxietyddieedetsy inaludehsdnic disorder with or

i etam pes, cocai,n hal | yci nogens i nhal ant s, - .
wit gk AP Bl S atithia, Wiballd ARISY iyt fisger specific phobia,
soglﬁakim?otei ((fsoda‘ldagiiétgzrdﬁdmt)almassiVQCdnhmﬂﬁflé editorder, Acute and

,sorder t he ressed . type; .adj ustment di.sorder
PR BRI Ese A SREE: Sobs Ut serE RSB Gl rorcer ue to a
geherat dnadisaletondition, depstassshdotat] ankistyudisdrdesr anxietyt disorder not
ot %&/@&a{p)ébiﬁé% ?Iamgﬁﬁx% %zlé eglgéépé%%sﬁcg]cégqraglggﬁgﬁgt(r)n%n?disorders include
adperaeatt dizBraznxwiet Yanstie§ o Iaadr adjnstniene raistsddru adth dynd@ldr amxety and

di sor erO%EI\/DD). Thus, for exanple, anxiety disorders

dePHRSSEAS'®Yni ¢ di sorder with or 20 without agor aphobi a,
agor aphobi a wi thout a history of panic disorder,

IR ocRS e Bl IE S S5 WS hemppraton of
th@@péditicalyrbh-effeitive Sdosdi sfoatexatine geNshysiologRadllp aisteptable salts or
so?vlafc'eosrt grre%’f veit X!’ﬁltwé/ragéusﬁ%l yerrmnc-i uf?ectti\?e %ose of 4-(S)-(4-Acetyl-piperazin-1-
yl)-2-(R)-(4-fluoro-2-methyl-phenyl)-piperidine-1-carboxylic acid [1-(R)-(3,5-bis-
trifluoromethyl-phenyl)-ethyl]-methylamide or a pharmaceutically sait or solvate thereof
can be demonstrated in the gerbil social interaction model, according to the method
described by Cheeta et al. (Cheeta S. et al., 2001. Brain Research 915: 170-175).
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general nedical condition, substance-lnduced anxiety

di sorder, anxiety disorder not otherw se specified
wa@pa4mvveedl anxi et y-depressi on di sorders. Adj usPOERP2004/004122

di sorders include 25 adjustnent disorder with anxiety

and adj ustnent disorder wth m xed anxi ety and
It cdlpbessmmteciated. thahmea«tvmpomgisoo’s thr ebinbimattdn may be administered

sirﬁg{égégpﬁ%?%gﬁf Itlb: \é? tey e f eﬁ@?erﬁt M%cghﬁéar aFor Ulateions, or
sequenitagi df tb@ecalsleyuexmabmralbis&ra’sm ttee delayaﬂ)adminmemm the second
an&h?err%e gtdtzf\g‘ﬂgghta?ctt U& @g@%w %{oqu H8Pb§ ugﬁtalsvt% Iosg' ?heOfoeneﬁt of a

syyérpfsﬂe (crﬁe)rapeu{ltletﬁectoemhmebmplnapdwe o the- quitipe ingdedientd.- dttawib also be

un??ys oﬁioﬁ\m d‘P%]ﬁO”{Fﬂﬁ%Héﬁ 0'15 tﬁ%yﬂnbme{tlﬁvl or thgeplysi%ogically functional
depitrativen ad LANyC thietepf, rs]whd;’cherr pbmaﬁeSImerteoﬁsly anrsdmegr;tllally, may be
e 0 nt er no
A RRR B F o B BT B Bl ER T &0 e
(Cheet a S et al., 2001. Brain Research 915: 170-175).
004/ 004122 |t W

1616 CT/EP
in 33 felfr. FRERE AR s 0 dregr frvehdomPhRIRS, gy pse of a
thérapadichllyi soreeffettivsi dodd aﬁpamzdatme @i piaiologicallf eceeptablersalts or
f erent rmpceut | for
soffalsiahEréar B3 Rerth it rhmteRteoRSse M 41 r:Aqetyipiperazin-1-
yI)tZﬂ(ER)(—ielﬂayrd-mrrmdryl ph@iy@lﬁplp@dlri’ee'lh-smgmdlc agd aaldyh 1-(R)~(3,5-bis-~
ubse nt _actiye,ingr nt sho not .. suc to

wi e HeRa PSR of | SlipinftRbiGiy, Aot osalts or
sobrlétefsh?emn“fbgnﬂte m%m?]dm et ta \tl@eran@.rtiedliy]?reffﬁcﬁvbt madicament for
.al,.so be underst t.hat SNe) e .
sidupents o serenhd st Eisslie SRTTOe! fRetfiogh Hnaror prophyiaxis of
degesssivatandles anfietany t her eof , whet her present ed

si mul t aneously or sequenti al | y, may be adm nistered

individually or in nmultiples or in any conbination
In tanefuethér. pidferred serhbudiment, thef sresenst &N‘émdinmpﬂiwdetshme use of a

th r%[gc?s 'ﬁ%’[}’ltﬁ? o r}fesc/:? Yﬁ)ﬁr OV eqeﬁ?'?)%;agﬁ%gérgj %gheﬁng%qyr{é)n gffective dose
of phy(ﬁ)@-ﬂgetglab:b@faanaep) MP(@f&loﬁSZQﬁethﬁQih\éﬁyl)Eﬁlpérl"tﬁlﬁe%(vfcarboxyl|c

ac% E15§h)(5 gfrg,lbcl)rf?%l}? yégﬁﬁnyi)fetﬁﬁ]t meﬁ\ypamlge methansulphonate in the
madu}acﬂjré R)f- 4 4rdrhpeutioalB- effddiyé -raduicyrhent fop eimulian€ous- 6asBquential

ad T or e R SR Piaseige agilor amety

phar maceutically acceptable salts or 15 sol vates
i n_the manuf act reﬂgof a thera eutlcall

In & LR, OrefE ATt Taf T arBeamobuETEh Setires: fhg use of a
thaakmumcatyrraimmcfw ddgeeoft parakemet hyarsbhride a8 Rythavebsuttfally non-

ress nan/or In a further
ofEiRBa: rHone, e BRRCE N RReRah T Do BRI Bametpy-pheny))-
plp@rldia@-“lt-di‘ét?b@@%lt | goid | V[1HRM B brCtifliv@omieth9l-sHenpBlethyBinhétBylamide

r cal ly. non-ef.fec
aneut Mfacture of a therapelﬂlcaﬁy effective medicament for

me?hansulpkonate in the man
simultaneous or sequential administration for the treatment and/or prophylaxis of

depression and/or anxiety.

In a further preferred embodiment, the present invention provides the use of a
therapeutically non-effective dose of paroxetine hydrochloride hemihydrate and a
therapeutically non-effective dose of 4-(S)-(4-Acetyl-piperazin-1-yl)-2-(R)-(4-fluoro-2-
8
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of

4-(S)-(4-Acetyl -pi perazin-1-yl)-2-(R)-(4-fluoro-2-neth
wWQ keoplogrsyd ) - pi peri di ne-1-carboxylic acid PCT/EP2004/004122

[1-(R)-(3,5-bis-trifluoronmethyl-phenyl)-ethyl]-methyla

m de net hansul phonate in the manufacture of a

métAFrphizAAY- b@ahdmyieﬁféa%dxw@ dorfli [4 qRBG, SJb%Ltrlﬂud]‘b'ﬂnbﬂWle;ﬂ'Lb‘hyl) -ethyl]-

uent i m nj stra i on fo he eat pent
YR a1 P aes it e ARSI oo 5 SBSmRedealy effective
médiéa*rﬁ@ft for ediguntaoasberd saRMntialt BEMMISESH foP R ttedment and/or
ro es the use of a therapeutically non-effective
pr&b@&x&of FEPEREIPN ABIRY 8P ori de and a therapeutical |y

non- effectlve dose of

Iny@ fH%ﬁ'%éfyP'je Jp {qgezr:ip gaer %%‘iﬂnf grwe gn grg‘%ags_ 2tl_1ge LES% of a
theréﬁ@utkauﬁ Hitlnseffdctnﬁé U@tﬁéé”&ifh)pbrd%@@rﬁé” Byo%tfﬂﬂ’drﬂde”%hydréi@ and a

t hans te in the manufact ur

tnTRs ANt IMORATGLBRr 676 v oo PUERBR T pora g ik &fRdefiuoro-2

m&hyl%@ﬁﬂﬁblbéhdlﬁéimdértﬁixylﬂi i floqRI- @S-bfsﬁﬁﬂdﬂ?ﬁhetﬂylddt@hyl)-ethyl]-
axl s of @go ressi on an /or anxi ety

meﬁnw?rﬁ prethansu odl} nBRt malnHt@CM%s%fma |th%ﬁ?‘1't€ﬁ“y effective

médi @hhedﬂsfof hemusedlis or 3&quchtslan@rinistdtibly for the treatment and/or
non-ef f ecti ve dose of paroxetine hydrochloride

ProRivepip depressign énd/Ph%'P’%h‘?%utl cally non-effective dose
of 4-(S)-(4-Acetyl-piperazin-1-yl)-2-(R)-(4-fluoro-2-
8 WD 2004/ 091616 PCT/ EP2004/ 004122
In @ fgther REsTGTSd (frpadimente -the ceresnty inventign grovides the use of a

thérépél.lﬁ}:al(y3 n5n-@ff§ctﬁvé ' cﬂds‘éo bP %Fd%ﬂmeo h%%wa)e' %ha Y4 ]thera?eutlcally non-

t hyl am de net hansul phonate in manuf acture o

eﬁ?ﬁypapeqﬁsﬁc al 9fy &f%dﬁTA%wl H@@TQ@MEM&) 26(B-(4flwirtZanethykphenyl)-
p.;sérndﬁeqxuwbw.c adgdidi SHLEY(BB- bfsofnﬂ&&]ﬁnk{r@ﬁbﬁ@ﬁ% e?f%[rﬁéthylamlde

prop hﬁ’ihaXI s "of depression and ﬁ
mefth@rtSH opgtef Br fed many g Af atﬂaerape\sbtf bmffepw?emeidtsaament for

swﬁkﬁl@\ﬁéé’@ss drh8ediRftiflfl admiridi@tianeiel | el tr¥athent eefrfd‘f&rt bMBhylaxis of
ose of paroxetine hydrochl oride anhydrate and

dePWéF'SB@[]@/PEﬁ'P)FVYnon ef fective dose of
4-(S)-(4- Acetyl pi perazin-1-yl)-2-(R)-(4- quoro 2-
met hyl - phenyl ) eri di ne-1-carboxylic acid
The fatidRet F(a\@o’@-t'BP §f PEY%"‘P'%F%W@CHWE?JH &alis yor selyaiep theyeof to 4-(S)-(4-

ACERIY-B&SEéﬁndﬁylﬁt(hﬁgﬁfbﬁb%ﬂéﬁyﬂ etnpl?-pl"ﬁﬂéﬁlﬁéﬁtéérrl?oﬁﬁc acid [1-(R)-

eutl ca fective caiment for simultaneous

(3.8rhissiEfuerameryl- amﬂyHTeéW]aWBMlame Phehareagentieally aargepiable salts

or RbRBRY ItRerbst, Oh tﬁ@%ﬁfbﬁiaﬂ@n aeéure.h S In¥entldh Ray %tfaﬁéxampue
preferred embodi nent, Rresen I nvention provid

frormb2@§<e5 df(mgasured Phé/.e@béeftt eHEEYasRA- ef f ecti ve dose of

paroxetine nesylate and a therapeutically non-
effective dose of 4-(S)-(4-Acetyl-piperazin-1
Theyamaunt oRp- qamizinalien Acgoidohtpl theHeveptipn required to be effective as an

anti-depressive and/or anti-anxiety may, of course, vary and is ultimately at the discretion
of the medical practitioner. The factors to be considered include the route 6f
administration and nature of the formulation, the subject mammal's body weight, age and
general condition and the nature and severity of the condition to be treated.

Unless otherwise‘indicated, all weights of active ingredients are calculated in terms of the
drug per se. The desired dose may preferably be presented as one, two, three, four, five,
six or more sub-doses administered at appropriate intervals thrbughout the day.
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pi peridine-1 -carboxylic acid [1

-(R)-(3,5-bis-trifluoronethyl-phenyl)-ethyl]-nethylam
waleoo4peteh@nsul phonate in the nmanufacture of a PCT/EP2004/004122

therapeutically effective nedicament for sinmultaneous

or sequential adm nistration for the treatnment and/or

prophyl axis of 20 depression and/or anxiety. The

Thé St BoBini ey Fir ek EgluBHiE, gl Bldec B UG rreaiots mey

be As@hifiistapb@ bR Mhdragy o )ar? atiR)al (elgf bumaomzal nietlibging phenyan in a
%- pi_geri di ne-1-carboxylic acid [1-(R)-

conpvendong! ManNek.| yor onet hyl - phenyl ) - et hyl ] - met hyl ani de or

pharmaceutically acceptable salts 25 or sol vates

thereof, jn_the copbination a r di ng: t N ]
W §3opahE e RE PRbHRRFES ok B BP0 oo e
raMeti@hticlf it he grefeeadastes presthie tiiemuad af prarmacditioalt farmulation.
accor dj naq i nventj require e effecti

: to the i0 d to e N
Prgacair degalens GostPario i Preseg bl iypongse odtRbinatin
acEAing & theainyeriid togethdriwithiidnelyr nadre pharneiceatiedlly aocepddble carriers

of .the nedi cal actitioner.. The factors t.o be
or GRPHis 0 RGN e PP ISRl V% ERHBHE ] pe acoeptabl
in e @Eﬁs@fof tdéfngl;l eompatidld ltwlth mbeot;aa,bjir@@%dierﬁmmlthe fonnmz and not

wei ght, age an eneral  congdition and the nature and ,. .
dclsiprips i M ropmient SHaisdr, oNED Mpundligid comhonpas B e Bémbination
aré’%ﬁﬁﬁrﬂéftéfﬁdi tﬁtﬁbg@étbl?ﬁ thed/! bre?@%r@ﬂél@séécgﬁptéséﬁteﬂlw a_?_ip:hmtraceutical

are cal cul a in terns._o e rug per_se.. The :
forulatPaa T deierRIFpreruel i BEmAu e e Srhess, stated. o
forklWRiBns EOMBinini eftfler ths icsmBinati@i 6r  tdmplreesthecssi.ni st er ed

at appropriate intervals throughout the day. 9 WO
2004/ 091616 PCT/ EP2004/ 004122 The conponents of the

A ESbhdth o paidxktide &ﬁ)hé/bi@lobﬁtéw s&@Bptableasaltg cori sotvates thereof and 4-

Shichea R bt St Sha g ErSr oo ac
[1-GR(8Bbik AFRlordrAGtAALphe Ry YBiny I risthylmide 98 iphhendoeutiddlie acceptable
active ingredients of t ,eﬁpggéoinatiopto&e ool |ation
saliziph sAlsttes bgreed, mAwcoveRepiiehe prasented asa parmapeica! fpgnula
in RUARA) dobiRoRR. @ pharmaceutical fornul ation.
Phar maceutical fornulations according to the present
i nvention conprise a conbination according to the
PhafM&cutien topaakhiehs Wrd NoflRRe pRiscriBde tdths nutient i abhent packs’
acceptable carriers 10 or excipients a%j( opti on@\ll I Yilist K
copiaiwig Heevhple gquEse gt featmephdn @qpipgle Rackag, ysuglly a”blister pack.

PaABSIEPAAER! Bavd BntdifafRBecovel theiitidBal praeaiptiohs, whete ahsharmacist
ot her ingredients of the fornula and nob(i del et.er

dividest aPatERYSHPURRY Ohar RRAMaggHsicak Fim; & Rl HRRIY. in thét“ e patient

alWé&"éﬂ%f&Hcés@fo thB§aerIGY iNSdrt EdhtaiRé® inAkE1 patishtgrael, normally missing
separ at e

. )3 ly, they are generally each presented as, a .
in AdiioRet SIASCERIONSS JhmitaySIsHOf paCKAG? MseRAgs Been Shown to improve
pah@ﬁt%oﬁﬁ‘ﬁi%r%e Wwith fhargrysisiah e isstiueficts, andnttResfore! Red WeRerally to mor

st at ed 0 -
successful freatment.

It will be understood that the administration of the combination of the invention by means
of a single patient pack, or patient packs of each formulation, containing within a package
insert instructing the patient to the correct use of the invention is a desirable additional

feature of this invention.
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15 fornul ati ons containing either the conmbination or a
conponent thereof. A conbination of paroxetine or
w@bosgiooleogi cal | y acceptabl e salts or sol vat es PCEHERN4/004122
and 4-
(S)-(4-Acetyl -pi perazin-1-yl)-2-(R)-(4-fluoro-2-nethyl
Accyriimgytb o foirtherr asegleofthe nvieatign previded ¢ a multiple, for example, double
ik Rhab cGinBliing Tt 4R 1K RSOl Ly docBBEbiE! Gt
ol ol e B QBRI L i s
solyaies athersof hearsbf 4-(Fayd-Aentykpipeiaeiny -We2dRe-sefinare-2a8etayl-phenyl)-

. C i r L | i 1nY _' . i A S R .
PipBEhEcEb oG Racks | TIRTIS Shi-tihuGtol Bt PN AR P Femide o
phaimaceutidaliy acéaptabigsalisar spiiates theregfnand an informegionnseid containing

; 1 b ' age, usually a
ciridhg Bn e A BombRatr M, AV IRERo0™ avant age. over

traditional prescriptions, where a pharnaci st divides _
. @ ti _
Fofin S Theifod R} Kunid @ WPAIRREH, &l BT il ronsderma,
bugat lemdesiblisgual), cmginal wedbarenterak (ipeludisat sybeolaneeis; rietranuscular,
ST B3and Intdciinkh RRNEEARS | Ak ORimualihs, By, SrfBnienty be
presentediim noié dogagk fomeanthygy be areparécby anycmethods awed known in the art
re e ' t S S : .
of %Fggﬁ?@h t.SU(h ﬁ%ﬂﬁ%gﬁéﬁ%%%rgré; tﬂg@{f? tfﬁ%pret ﬁgﬁw% Blfe%nt invention and
inchudei thé stapacfi wingng inteeassodibiiorathecactivé ingnedients evithi tbe chiyier which
_ : i ‘ K ti
cofliiSs ot ol Bt & BaBRY ARRABREN n il By ERg 8 prepared
by i umiformaly tandgintimateghabrirging tirdo tdssodatiorette adiveoihgteldients with liquid

cot NEONER s 29 cHPrr i Sl AR S b e procct.
According to a further aspect of the invention

F°&§‘ﬁ%¢°g‘$%6 g@iﬁg%ﬁ@}uﬁogn %@EPI%)?&I%Fadnqg#I gt‘?on ﬁ’léy be presented as

€ast par oxetl ne or
disptejesi wiitsgisuetl 135 ampeyesblaplsts] teacbets ol tabletss ddebr ewftaining a

(9)-(4- |- pi in:1 _ :
orer e S PSP FlRAl i s ypeyecep on s ey soluton or
a susparisixyih aoagiueous or non-aqueous liquid; or as an oil-in-water liquid emulsion or

- (R) = (;3, br bi st ri fhuo .yl =.phenyl )r et -
o L b, HACIE PR b RO b,
elestvbpadrgmstener eof , and an information i nsert containing
directions on the use of the conbination of the
i nvention. Formul ations include those suitable for
A tablal may be hadde bhyaaipredsimpi ar ahoulding; loptonedly withremd er medre accessory

o PHFER AR oRASE P, e 23 Bit oy B0 o sl mcrine

thei attiva\iegredientsnitt & riteedideimnyaformasichnass &irgwden .or granules, optionally

ol PR TP BRI, H Sl BAST blis i frcan, o

dildentvpreservative, disintegréntpbar sediym Sach gipdoliatds sodipmesesdarmellose
resent iny

ercf R P vies T diesringed oBivG Rrteg HERY SIBRE) sutace-active or
dispersingeagentyr eldoldad sabiéts Imayhiee oadeibyrmeldingha mixture of the powdered
compound moistened with an inert liquid diluent in a suitable machine. The tablets may
optionally be coated or scored and may be formulated so as to provide slow or controlled
release of the active ihgrediehts therein using, for exa'mple, hydroxypropylmethyl cellulose

in varying proportions to provide the desired release profile. Tablets may optionally be

11
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constitutes one or nore accessory ingredients. In

general, the fornulations are prepared 15 by uniformy
wa@pa4iovteiérat el y bringing into associ ati on the BCI/ER®04/004122

ingredients with liquid carriers or finely divided

solid carriers or both, and then if necessary shaping
proViéedd it Ui entefforcouiing), itomsovide tdieager insgarts ohthendgutather than the

suitable for oral admnistration may be presented as
st} et e units such as capsul es, caplets, cachets or

tabl ets each containing a 20 predeterm ned anount of

e e AR P il B
thé i qgtivél ingredients ain @iflavored vimdser ubuallyi sticeoadl ahdracacia @ tragacanth;

o ST B S OB g
suZﬁ;tsé élﬁ??ﬁcid_}&anhdh@om%slﬁas wwmfsﬁigsimna@Wermgfed_ diie?ts,in a suitable
.0 | ona W on or r acecessor | Ngr edl, e S. .

o i RPriAaS Fardeo ARG BEE I oy CsaPEatsd S o sugpository

withd b@kbR heeltonprising sfonetanste, i cdogd £ bitearios pblgetaylene glycols.
free-flowing formsuch as a powder or granul es,
optionally mxed with a binder (e.g. povidone,
TpRlapbdriinishtiorompp arpYertsthydnsast bl ttnedernal lontuphertit device.
inert diluent, preservative, disintegrant (e.g.
sodi um starch glycol |l ate, sodi um croscarnel | ose 30

FmORSohd BliBlcpfoy vaging, advfifisBationsey be qilkdsmted as tablets, pessaries,
car boxynet hyl cel | ul ofs% surfacg- active or  dis _ers({gq@
targent CaA S§'s: RBFIEESORARY ob SPIRY deMAtARE FeRGINNGngdghtion to the
aciVe ingRdmtsl QUdBarps RS HitcknidinSh eHeesH W Bdapbloprizes. t
liquid diluent in a suitable machine. The tablets may
optionally be coated or scored and may be fornul at ed

PHPmaseUtitalib@MilgiRDNS lsQitabe fof eattdl @ldhftistratioh @areeiv the derier is a solid
active ingredients therei usugg), for e

arg IShRIGERTBRY PIRSEALPD asdnitgose s sjtﬂrl%r@aiﬁ‘glleedarriers include cocoa
buBtEP Rt bIPBS rhfteidl® Vddhemdrile udedi inether alteagBeps@pokitories may be

Tabl ets na tiqgnall 11 WO 2004/091616
cope sy BNesh bt SIS s VP P PTBAOR 1D 158 ST or melted

cafrier@) NbWed b CRIfiRg ahd sRaditginaholile gut ot her than the
stomach. Fornul ations suitable for topical

admnistration in the nouth include | ozenges

For@UREibsd BOitathe fhiepaehiey® ad@ihRHaERIN Sholudedadueau® @ nonaqueous
)d acaci a or tragacanth;

. base, usually sucrose an h: .

sqlarde Sieris sty Seh s, Hach, Ty oniaiy PR PYerdes Bifgrs. preservatives

andfutePRRICE réndeh tisfoelilaidrisaBaic AitCRe iblbod UF theSEnAEE recipient;
and acaci a; and nout hwashes crgﬁﬁ}‘?prl si.ng the C?Ct ive

andRggetsercsnahagHeoys siehlessusperping Wil may Include suspending agents
anﬁoﬂﬁ%ﬁhgoé@arﬁé?rarﬁcﬁQib_@éon@é?‘ﬂbF‘!o‘fﬁérahié?ﬁpémbmél@ systems which are
presented as a supposit or%J Wi th a suitabl e base
desigRpd ' itAget Hhsr cRRBRHAdel0 RIBRO LOBPPRRANS G 561 Yol (A grgians. The
folIARINS malbe BRbEmbd FMiLdSEe! Rinh ML dBBY sédIsPcdifaiRars, for example,
means of a transdernal i1ontophoretic device, . e
ampoules and vials, and may be stored in a freeze-dried (lyophilized) condition requiring
only the addition of the sterile liquid carrier, for example water for injection, immediately
prior to use. Extemporaneous injection solutions and suspensions may be prepared from

sterile powders, granules and tablets of the kind previously described.

it should be understood that in addition to the ingredients particularly mentioned above
the formulations of this invention may include other agents conventional in the art having
12
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Formul ati ons suitable for vaginal admnistration my

be presented as tablets, pessaries, tanpons, creans,
wa@elig/ppast es, foans or spray formul ations cone@i/RPI9g4/004122

in addition to the 15. active ingredients such

carriers as are known in the art to be appropriate.
reg@rgr ipndsuttyrearof ffgmition; Binguestionatitie SxyPPipediioge suitable for oral

adSIRsRATRIN b)Y HEIMRESRhTUHRG &RhEd 8¢ sweetdnsre! tritkeAér8 and flavoring
nost preferably presented as unit dose supposi t ori es.

agsfifst abl e carriers include cocoa butter and ot her
materials commonly used in the art. The suppositories

may be 20 conveniently formed by adm xture of the
T%P“Qf@%@‘ﬁlﬁ‘?hﬁ?’“@?ﬁ'%"& ff theeinyesttioa rraltahningdie sy active ingredients

m%gbé bRIpapad 56&0"&:‘(@3% &‘)hvéﬁlidnbl t‘éghrﬂ&&’eﬁﬁpkrﬂﬂvri iR th®bASrmaceutical

. rmul ations suitab parentera adm ni stration
'nql%é‘b/uEEU%dG%Q&@“BIﬁoP%Wa%élSLRPyS'P@étCQW acegpiahle galts or solvates

thérebe Cnido - @J(Mhb@(?ﬁplﬁé}'aﬁlh 1%¥2-‘%R)’lf@ﬂd’br@-@tmetﬁ%lﬂéﬂyﬂﬁplpendlne -1-
ffers, preservafijves re

bu
cathpxyicor muRgidi on <4 Bdisnirifivoromethyl-prnybrethyilemethylamide or

phafth&adfeaifyesdRprble sé!fédoﬁ%ﬁl%’t% tﬁé‘r@of‘Q'ﬂa)ﬁ%Heé’dl'ﬁlxed together with
sterile suspensions which may includé suspendin

suigele excipighg SURh er dasagleagibed @bow@rlthepf@%w\a.%ormfge@plh ef the active
mg{Fb&éﬁlEasretpra‘t@I?t Q'aﬁbé%‘st REF bW Hr&bhrad Sor @%ﬁhﬂ@%‘} &n%cf &drfistession of

he conpound bl ood conponents or on
sugh g’aﬁEXtU"Ph@ uging etheatcopyentingsl rnéthsﬁ%s%llwe@tabmts may be prepared

achBthngdt@Sr,%nQéntfi‘iHbF ProfQRfe. sﬁﬁjseﬂ)r%glghﬁlengf/%epér%fely com%ressmg the

exanpl e, 30 anpoul es and vi al

twe rlends. ior 2 sHitahly daieting @mchtﬂ@n\uﬁth i fifieg ustations. Capsyes may be
préﬂb‘?e@@ 'fﬁllh?"fh@i)loeﬁwhl%lo?ge\&l'tﬂ SuilabfRUd pﬁéﬁt it gefaBih capsules using a

exanpl e ctron, 1mediately rior
sujiakde filing angebingn E60EOled] r@@@s@fprgmfgq prgher eggtal admlnlstratlon may be

fortHARENTH £ BSnyERNoTR rRhRBHSS0b A Pith YoRfrblcR rBRUEE IR,

granul es and tablets o d previously
35 It should be understood that in addition to the

Biblbgicugfd:s particularly nentioned above the

ormurations of this invention may include other
Thggadwastagsave prefimaf and-anietys activityvoligined by\wbe administration of a
th&QQéUtnglﬁﬁﬁ@n 5’@_&55?0%%/ d?opzla}g)%tmé ecﬂadh?sit)%gkgﬁy B}f&z)t{lﬁe salts or

formul at’ion in ? estion, for exa se ‘sult

solvgiesdherieof withiantheransutiealy rep- qﬁ@@lt\@d@@u@ﬁﬂﬁh—@metyl piperazin-1-
yl)@&ﬂt(ﬁ—ﬂﬁérosﬂvﬁ%tﬂﬁnSﬁé\gl)td“bé?fﬂﬁiéef -SarBBfiE! aVO;abuag [1-(R)-(3,5-bis-

eutl ca conp03|t|on o)
tf'flu@m@th)drphéb)‘ﬁ aihmﬂmthwﬁ;mﬁm Qic trhaemaceytieallyedceeptaly salts or

so §te€rtl‘?é?@6f3 Héﬂbﬁ‘élra‘téh iR QR é}gn 0OGA! .ﬁ@%@g&ﬂ@gfjenw' |

nown I n t ar maceut | cal ustry

exanpl e paroxetlne or physiologically acceptable salts
ExRerisfihvates thereof and

= - 4Acety|-p|pera2|n1yl)-2( R)- (4-fl uoro-2-neth
Payoxefipe Aydrpciporiser hemihgdrate (8 3008/ pe efdhel paroxetine measured as the

frebl HeS8y; (3. é%ﬁi-ﬁcét{n LigdiLioIE )l‘z’-@g(%lgms}&zﬁféﬁ@%hgﬁh)fm,@ndme_y

armaceut 1 cal | e sa
cagokyiigt es t heacisbf , mayl1HR)-&ibdbicetiflvargmethyt-phenyh-ethyll-methylamide

methansulphonate (hereinafter compound A) (0.03 mg/kg i.p of the compound A
measured as the free base) and a combination of paroxetine (0.03 mg/kg p.o. of the
paroxetine measured as the free base) and compound A (0.03 mg/kg i.p. of the
compound A measured as the free base) were administered independently in mongolian
gerbils to assess the effect oh time spent in active social interactions.
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sui t abl e exci pients such as those descri bed above for

the fornmul ati on of each of the active ingredients
wG@epangteed y. Tabl ets nmay be prepared, for exanpdEEP2004/004122

direct conpression of such a m xture or using other

conventional nethods. Bilayer tablets nmay be prepared
Thegesults eljained @I@ﬁ}b@.ﬁﬁﬁ@h@(ﬂmlp[sg@m egpre as & gercentage variation of
th@ lﬁﬁ‘f@@p@nt lhﬁcﬁ\‘fé’ﬁfc@l ﬁ{té(ra%ﬁgrb@%%'cﬁ annlibq’ lrfLI%sPé‘\;ﬁ HeN&fue obtained

suitable tabletting machine wt I'1 ng

bystmtmewspf mﬁrgmrw@alﬁagre@@mmqiséﬁm@aleby filling. the

bl end along with suitable epgaeﬂents into gelatin

capsul es sing a sujitabl Lling machi ne,
ntrol | ed| Pare@etwef or ns f pEompeundrA r eclt @ombination of
adm ni strati, forpulated in a c al
nner ass )c?at ed wth confrolled rel easﬁ'@?%r%’?é]m
Bii ol ogi cal | hemdhydrate advanf ageous pr of i | |ghystrochloride

afti-anxief{y activity obtajned by the ad jon
of a therapeutically non-geffective dosem%pgrg%(tetl neélnol
0 physi ol )gl cally accept abI e salts or [SCdmpourd A

eof—with—=ather apcutl cat VARLLIALE ef-fegtve—dose——of
4 (?S) (4- Aget yl - pi per azi n-l-
yl )/ari’at(oﬁ) 4- f | uof2A4 2- et hyl - phé@y?l ) - pi geri di ned32carb

[ 1 Ih\ (L2 [ lr\
OI\yI I \J abl u L + LAY} (Y, J7 0 D L\J

trifluoronethyl - phenyl )-ethyl]-nmethyl am de. or

Tmh@rlaﬂcﬁm‘mﬂthe ahoyniasf tiefet speheinsmtives saial ln“t@dawﬁrssby each animal after
e de stra

treaﬁp g(mhl %ﬁ&n@ag ion Qﬁehﬁcﬁpydrggrpggg&e q[lq{gllhygra{:e and compound A ,
is fsi@mﬁndmtlprgléatehetm\ahyﬂfaat expeOte3 fromy Kige pthérapéutidheesponse of the
the 30 free base),

COEPPP%?’%EEH&RHBWWHE‘BB@P ‘n-1-yl)-2- (R) - (4-fl uor o- 2- net h
Thyb; thbabyplg rqsurnf ptofd}daee«/iueaeé hxlrnayé;]ynerg@snb@ff[e&t between 4-(S)-(4-Acetyl-
| - en
PR N O TR 2 DT e PP enettes Sttpokyie, ol T-(R)-(3.5-
blsmgtﬂkc)gomemyﬁbhédw eilﬁg{l]pﬁemdlfaﬁwdms;?ﬁaﬁﬁaealtbblﬁ/ fabe@table salts or
ase an a a on, o ar oxe n

o R SRt e A PP el CS i aeorpiabiesls) S githetss thereof i
a soehPpsivers Asép. 03 no/ kg i.p. of the 35 conpound A

nmeasured as the free base) were adm nistered
i ndependently in nongolian gerbils to assess the

Paedxeting asnhé fre@ bapedt ini the dorin veargoshyaloldgidatty ac&émwe safB thereof,

G B FYRTBR P ZBTHRP R AT GR ALRPVECTLP [ of SUch st may be
prépairekby dgemsthbd dbs@ibedin USPe, 0071E063 PB-0203403, IEPeB-0808314 and

[ interactions by, each .ani in respect to the
er a0t WhRA G lagorwéquﬁﬁﬁ?'w'@smnpahe s, are
sumarised in tabl e 1. Table |I Paroxetine Conpound A
n of yd ori de Paro
4- (gS)-??-Ace ;gllperazm- 1-y1)- E?ﬁw uoro—2—meth)>/1 pﬁwenyl) -piperidine-1-carboxylic
acid  [1-(R)-(3,5-bis-trifluoromethyl-phenyl)-ethyll-methylamide or  pharmaceutically

acceptable salts or solvates thereof, may be prepared by the method described in WO
02/32867 which is incorporated herein by reference.

For co-administration, paroxetine or physiologically acceptable salts or solvates thereof
and 4-(S)-(4-Acetyl-piperazin-1-yl)-2-(R)-(4-fluoro-2-methyl-pheny!)-piperidine-1-
carboxylic acid [1-(R)~(3,5-bis-trifluoromethyl-phenyl)-ethyl]l-methylamide or
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hem hydrate hydrochl ori de hem hydrate and Conpound A

ova variation -2.4 20.7 33.2 5 The variation of the
wa@emyneieod tinme spent in active social interacPCDRB2003004122

each animal after treatnment with a conbination of

par oxeti ne hydrochl ori de hem hydrate and conpound A , )
phagnacapticéllyc accepialje eagltsr arhaalvatrat thexgrdctreay fhenformdated in a

j esponse of the conponents adm ni stered
coﬁéwg%gt?:g?lﬁéﬁnef{.o Thus, the above results provide

Thesi the es@mplerpasoxsline pypkysialogiedlly @cceptaiesalts or solvates thereof may

- - AC VAT . R 34 = R
e AR ol 1 1SR 400,180, E5- 80273409, e 8, pR0ags apd EP-2
09769%% and da(SHdd-Pcelyl-piperazipal-yIRP-(RB(4sfluoro-2-methyl-phenyl)-piperidine-1-

[ Sk Lifl 3t - - .
U AR SR S G S g o
pharrdageutioalytaceeptable shilis posadytestheyecicmey baivreuzied gs described in

W@qjéfﬁfﬁs,_thereof in a social stress assay. 15
aroxetine as the free base or in the formof any

physi ol ogi cal | y acceptable salt thereof, including
n el e AL, 95 P0nd 0 oL ERRheol sats o
sotfatasy i thetedf n 08P 4-(S)#;Acety|-pipRrazind 2 3B40(R)- (HfugooBoB It phenyl)-
pi;?ég@énregﬁggrbﬁ%ﬁigtg%éd le(ﬁsl(é?ﬁ-%is'-tﬂﬁl%rgr%{af?ﬁﬁ&é?l?lr)—%'tﬁill]-tmethylamide or
pharraieutidalifc atsdptatile evaiisi or Solajes2 teRyof( 4ré | foonalaedmist fa single

\ R iy 5 ¥ L
p%tr&?&?‘@%)%ﬁ‘lgeﬂ"jﬁ | vor clamg? Lyloi()r;hleﬁyl ? et h£/|l] - met hyl ani

de or pharmaceutically acceptable salts or solvates

t f . t t ' ' .
n 3555 Rl sl R bty 1, BB AR A7 G Aol il

exBmples@radiven by waxtof dlostragimnaxbt i ne or physi ol ogical |y
acceptabl e salts or solvates thereof and
4-(S)-(4-Acetyl -pi perazin-1

In - thie) fallopiRg- (phafrhamsubea? - fornhkatiop heomppupd pAr imtiane - 4-(S)-(4-Acetyl-

oif AR L0 dupro-2 et phemyoiperding|-cable. acid, [1RAG5
bisﬂriﬂaorometmfﬂrpmybwhylmem&ﬁnmﬁr OERT@ONAGAIAAR acceptable salts or
so BESTIGEH} CiPhbolyPR°HeRhL BaRbirt & S0t bOERle sas or

solvates thereof.

Tablets

Tablets may be prepared by the normal method such as direct compression or wet
granulation.

The tablets may be film coated with a suitable film forming material such for example

Opadry using standard technique.

Example 1
Direct compression

Tablets

Compound A | 5 mg (measured as the free base)

(as methansulphonate salt)

15



10

15

conventional manner. Thus, for exanple paroxetine or
physi ol ogi cally acceptable salts or sol vates thereof

woreap4/0e14 or nul at ed as described in USP 4, 007, BROBEP2004/004122

EP- B- 0223403, EP-B-0808314 and EP-B- 5 0970955 and
4-(S)-(A4-Acetyl-piperazin-1-yl)-2- (R\-(A fluoro-2-neth

CompoyehB| ) - pi peri di ne- 1 car bgXyi Me(mgasdred as the free base)
(ad Hyo(r&i)h1c(n’ée5\ehm%rd¥étéfsbmor omet hyl - phenyl ) -ethyl ] - met hyl a

nmde or pharnmAceutically acgeptable salts or solvates

D'Qﬂ’ﬁ?&%ﬁ'umﬁﬂ}ﬂs@bﬁtﬁorwl ated ag 1a@§5rmﬁbed in WO

M ﬁé%%ﬁr I0tm=a prETErreu 9y g the—Ttnventiom,
par oxeti ne or physiol ogically acc ptable salts or
sol vates thereof and

£ [

| [a) +
I'TUurT U= 2711t 11

C o hE /-\L,(:‘lyl pi perazimt=1 i \,_()_.(4_
réﬁp‘o?ﬁenvl ) - piperidine-]|- carkoxvrﬁ?c aci d

Co[IdeQIF&Iw@B EEG)MQ; trifluoromnet r9175pf@nyl )-ethyl]-nmethyla

W -~ 1t o

LILLJ UC UI —pllal IIC[CCULE LaClI I _y Clbbcpl CUJI C aal tS UI OUI ‘VQL TS
thereof, are fornulated in a single pharnmaceuti cal
Canapquind iA j Compdiind B, dibakic Caleiim Phdasphamp&daspcfndbllm Colloidal Silicon

SN M T RN N T W —

intd tdHletsiupigg phitattemachine ad aﬁ to prolidt itabietCaspmrding texaapls 1.
4-(S)-(4-Acetyl - 20
plpera2|n1yl) 2-(R) -(4-fluoro-2-nethyl -

mﬂ carboxyllc acid [1- (R -(3, 5-
W trll or onet hyl - phenyl ) - et hyl ] - net hyl am de or
ically acceptable salts or solvates

phenyl ) - pi per

CohipoumdfA Conpound B rreagis pa ?wdmsureald as thefre% base)f
physi ol ogi cal | cceptable salts or solvates thereof.
(asﬁgtﬁﬁﬁugﬁpn?}ﬁb%égfs may be prépared by the nor mal

Corgdumd Buch as direct COYTDTte%zmﬁ%(ﬁfea@@{edtagglﬁ@#éfa@?ééw
mcoatéd wWith a suitable film
<asffl¥ﬂm°ﬁ§”ﬁ%§%%ﬁfa§%ﬂ)for exanpl e Opadry using

Ml&b@?&éﬂ'ﬁ’e taelbaeque. 30 Exanpl g1y 7BIh@Ct CONpression
blets Conpound A 5 ng (neasured as the free hase)
Mg(%%arﬁt@t hansul phonate salt) 151-5mg

Crospovidone 4.5 mg

Colloidal Silicon Dioxide 0.75 mg

Polyvinylpirrolidone 3 mg

The compound A is mixed with Microcrystalline cellulose, Polyvinylpirrolidone and
Crospovidone then granulated with a suitable amount of water. After drying the granule,
the compound B and Coilloidal 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 3
Wet granulation

Compound A 5 mg (measured as the free base)
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WD 2004/ 091616 PCT/ EP2004/ 004122 Conpound B 7.5
ng(nmeasured as the free base) (as hydrochloride
whewithydi@t e salt) Di basic Cal ci um Phosphat e 10OT1/EB2004y004122

My stearate 1.5 ng
Silicon Dioxide: 0.75 ng Co

Crospovi done 4.5 ng Col | oi dal
pound A__Conpound B,

(asjlrllettansulﬁ]arbnatejmli?hosphat e, Crlospovi done, Coll oi dal
Broxi-de—and IVHQIIEbI I
C%"&% de'r':' and the resultant m ;?@Sgﬁﬁ%ﬁéﬁ% t‘ﬁb?ﬁ%t@obase)

(a$ a)kdred:momiemwllsmmtalslaé) machi ne so as to provide

anAn~y

rg—to—exanpte

WD aaI A

| :575?%%‘“p'5 2 Vet
ound A 5 ng (#égsure as the free

Mpsteadate (as net hansul phonat e sjal.b)yngConpound B 7.5

ng(nmeasured as the free base)

(as hydrochl ori de

hem hydrate salt) Mcrocrystalline cellulose 117.75 ng

Crwg;cﬁ/tdbaeate 1.5 rrg Crospovi d@lrﬁsmg 5 m Coll oi dal

lican Dr\V|r~|n a

Iu
IUI

l\.l II

CQTBH’ﬁb%'H‘EP“AFf'Pé' & xed with Mcr

ﬁlni’uniuuuc o 1Y The
%’? alline cellul ose,

PIRRANMiFidBhé I OF | done and 10

granul ated with a suitable anpunt

drylng the granul e,

The |doffpB
suitable time. The resultin
Cragpayidaneahen &ﬁ@tﬂqﬁ% with r?p?lé@g

@mgpow done then

wnt or f+ aor

of A
T VVeAT T & 7\ T C1

t he conpound B and Col | oi dal
uRd O idenmided deHemidrécrydtaliiyd callvesk, fBblyﬁnylplrrolldone and

m xt ure

leemeHng of 'yvggqre Eer érylng the granule,

th@%?ﬁdoﬁﬁ&’ A Bn@éﬁ)ﬂahﬁ SilicakPDioxidBre addeddd ltgjrﬂinmimtilfon’la suitable

(nmeasur ed as

oun
tlmgjﬁh@ngitmgp@mfﬁzmm@ﬁ&@ with

tablets as described in Example 1.

Example 4
co Wet granulation

the fr
Mg steara?e a)‘nd tl%en compressed into

Compound A
(as methansulphonate sait)

5 mg (measured as the free base)

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

Microcrystalline cellulose 107.75 mg

Mg stearate 1.5 mg

Crospovidone 4.5 mg

Polyvinylpirrolidone 3 mg

The compound B and the compound A are mixed with Microcrystalline cellulose,
Polyvinylpirrolidone and Crospovidone then granulated with a suitable amount of water.
After drying the granule, Mg stearate is added to it, blended and the resulting mixture
compressed into tablets as described in Example 1

Example 5

17



10

(as met hansul phonate salt) Conpound B 7.5 ny(neasured

as the free base)

(as hydrochl ori de hem hydrate salt)

wor@roLwyst al | i ne cel lulose 117.75 ng My St eaPGEIL/EPDNE004122

ng Crospovidone 4.5 ng Col |

oidal Silicon D oxide:

75 mg Polyvinylpirrolidone 3 ng The conpound B is
_[MQIP_G_!BLQB M crocrystal l.ine cel | ul ose,

Pol yvi nyl pi rrol i done and Crospovi done then granul at ed

with a suitable anount of wat

er After drying the

CogpeundeA  the conpound A and
(ahbt ﬁgﬂ&gngté tagnd m xed for

resulting mxturé was bl ended

Conhpoursbidpressed into tabletqd
anul at i
(asl%asure,élg "ﬁwd\%{raggﬁ)base)

&ang (meraures) 2 berfresibageke

a.swtable 5 time. The

7dsmdamensutasions the freappse)
on 10 Conpound A 5 ngy
(as_net hansul phonat e

Mlsrabny};tamoerpelum}seB 7.5 rrg(rreaSL

réd. @smghe free base)

Ul Ublll UI I UC IICIII II_yUI cu [s
MQS;@? rose 107.75 ng My stear
4.5 ny PonV|nyIp|rroI|done

a?é m? 5 mg Crospovi done

3 ng The conpoynd B and

Cr%%qolv@pgge’ Pol yvi nyl pi rrol |“c

bl Ubl yol. O.I T I IIC
61r$e Gnd Cr ospovi done t hen

Coﬂéldﬂltéllaioﬁdmwlaé) a suitable an

drvinag th or-an My—steard

mung of water. After

ta ic nrlrlnrlin -t

AT T T LI

PolyVBEXBEEPIdORE t he resul tin ng m NEX

WS 15 conpressed into

tabl ets as described 1n Exanple 1

Exanple 5 17 WO

ThéOBHhERHA1E A dTtheP2sigduna44 22e rRikyd GitnMIceédridaliine 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

(as methansulphonate salt)

5 mg (measured as the free base)

Compound B
(as hydrochloride hemihydrate salt)

7.5 mg(measured as the free base)

Cellulose Spheres*

113 mg

Polyvinylpirrolidone

4.5 mg

* Microcristalline cellulose (Avicel)
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Compound A 5 ng (neasured as the free base) (as
nmet hansui phonate salt) Conpound B 7.5 ng(neasured as
Wo b@4f9see base) (as hydrochl oride hem hydrat ePGHEP)004/004122
Mcrocrystalline cellulose 107.75 ng M stearate 1.5
nmg Crospovidone 4.5 ng Colloidal Silicon Dioxide: 1
ThETconpRuY | Bl AT tetrld dibvee iﬁtmgleTgranoletqncnhlambBr auith mﬁ@crystalllne

ool i L b EABAP RS bl st
weBd Ry w Gmhwetirmm@hna scﬁéhaa wmls uimpangdlrrﬁnﬂolxs §peas & provide
cylqudﬁéleq%s{ﬁgeﬁw [p%(P igles ﬁ/{ll’g(fztggr%dq dgétot &elle‘%tﬁaﬂﬂg é?eiaéhgﬁcal action of

thedtating|phite ol eplgsranizater. iThetpletiets acnginieesaretthem eocapsbletadgogether
as descr

le 1. Pellet Ie 6 10
with,the EQ’PB?P@HEB?IEW Q@Hﬁ%‘ﬁi %E’(?Mﬂ%thg %\n-'be%?g{g%neasur ed as
the free base) (as nethansui phonate salt) Conpound B
Altérriativg{, meres domfoasd Ehefter Ekxelrlgagw)ed irds mydgreowatmcd@mber with

ml%ﬁ%{%ﬂ{n?&? %%%t 5, lelﬂlljllg g§8thq?h @’c’%%&)?i Pltable amount of water;
th&%édltln@&@xﬁﬁ&“@@b)taté& nwar@aé/letgmspeni@l@@/@@@@gmm@nmglipts The

pelisi b NG Br0 Fiocr BrpRtart fodBnet i T8 chBo iR pal produced

apgmrth@gamatpmv@sby spraying a suitabl e anount of
water; the resulting wetted mass is extruded thro

Altermativelpn awstitabler @peaundli afeingit osrliulose Jrellels g \Ruhen 8 uid bed
grﬁ%{léﬂbﬂrcﬁ%ﬁ*beﬁ’ém udeg rH@( & Bir8gucMy &b aﬂfh% E&@Wﬁéh@men coated by

he nmechani cal action of

sprayfiregt & rveaten ml'dimf ofathe sieatpeHNg & bielletyare ;sﬂénefi@cné’ thep encapsulated
togéth&qmﬁﬂﬂxtcgl%ﬁ)et £ ?g@&@g%uﬁé@%mﬁ g thél dakthd ptBcess.

onpound ed applying the sanme process.
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Al ternatively, the conpound B after being mxed into
the granul ator chanber with mcrocrystalline
weelkidwse i s wetted under agitation by sprayi PQI/EP2004/004122
sui tabl e anpunt of water; the resulting mxture is
agitated in order to let its particles growing up to
pell ets. The 10 pellets ar ELMMEd and t hen
encapsul ated together with the conmpound A pellets
produced applying the same process. Alternativel
1.suj tAaspr@b'aﬁgwhporBPnslrﬂfé@tfhe@nopuﬂ@ﬂxé neeﬁﬁe@t@/eaﬂ@%ﬁ pﬁfpxetme or

the pfhklérlbl@gfgﬁlﬁl a%@%ﬂl@%bl@ of Q@WQ@& tﬁé‘r‘éoﬁ ehnd % {‘Fﬁ@de@Utlcally non-
i ntroducing air he bottom and then coat ed

spr &ffeellyea d\%‘? of %@h@r&ﬁ@%ﬂp@@%ﬂﬁ&m (%ﬂuq:r@rz gethyl-phenyl)-
are di’dén@ﬁeaﬂgarbbﬁ‘ﬂcencaﬁd“ at 4. R?-?B 5-‘59;ethh‘i‘droﬂ¥bfh§}| BHERyN)-ethyl]-

conpound ’ngl | et’'s produced app I gi he sanme process.
19 Vesthdan qaﬂemmpwmewm@ga tsqr aplvates th%GOf
conbi nation conprising a therapeutically non-effective
dose of garoxetlne or physiologically acceptable

2sal ths com @étl%taésd@'ﬁ@ﬁelafd%iﬁﬂ"anﬁQf@ina%@uwaf@%ﬁtlln? ingHesent as its
ef f Z@ o\éﬁloﬁ@é ‘erFhf hydrate salt and 4 S) é4 <Acety plpf azm 1-yl% -2- n(eRt) -(4-fluoro-

Acetyl - pi"perazi n- 1-
ﬁtylyl)-pqgrwlé-,pmganﬁ@eﬂ @aglp%kcw i @cikei dIf- {LR) (3 5-bis-trifluoromethyl-

( R)phégylﬁetﬂylf-n{eﬁﬂﬁadﬁeé ARt a?sh%rmét)waﬁ% oha e salt.
I @m de” or pharnmaceutically acceptabl'e sa ts or
soI vat es ther eof 2. A conbination as clainmed in claim
1 e i t i . .
3. hy ‘é"?—\o gﬁr{t‘)rrfaglgn %m%lﬁgﬁg czlg{ﬂ’f e]sajp clgfn 12 Sompfsing paroxetine or
4 ( shysidogicaltyysaltpi @fem\@tﬁra thexgof i mar( gyopat-frany drte-10 mg (measured
) - pi peridi ne-1-carboxylic acid :
[1n%%{wé g&@ﬁ%@@g trifluoronethyl -
phenyl)-ethyl]-nmethylam de is present as its
4, et an%FHbmﬂpﬁté’s SC‘?‘a"tned 3in Anf ARRaY i pn ?%o&bﬁ%yﬂ&dpérexetme or
claim1 or claim?2 nmprising paroxetine or
phy@hml@gg@@ilw galts| 105 smlvam eaf inhan ewnouny feemadrbutet 7.5 mg
fro JEBRS as the free base 4. A
n‘gﬂnégétﬁ%%g%gﬁcffal rregsl n any clainms 1 to 3)corrpr| si ng
paroxetlne or physiologically salts or solvates
t hene ' r . as R
.5 Soybisih Sl A Bl 1,10 bR Sf-nce
cl aiviperazin-t-yi-2Giirdflypioc2-metrs)-pitenyBdineyidines!-parbaxslin- Iamd[1 -(R)-
j Cag%oxyﬁR&'lﬂ&é‘rOH FT?/[ B?%Syﬁ%ttﬁml LnORGa¥ide BF RfahHiORttally salts  or

c acd
( 3, Solwdiss tharesfiin po aBToNGH rgsn 8idy k9 S erchiyndaswiedag|therfree base).
pharmaceutically salts or 25 solvates thereof in an
amount fromO0.5 to 5 ng (neasured as the free base).
6.6. A combination ;s gleirsechiimeanyi plaimsy cit@i Srsomprising 4-(S)-(4-Acetyl-

COMBfed A1 40 oPR) (#7106 ethyl-phenyl)-piperidine-1-carboxylic acid 1-(R)-
(3,5-bis-trifluoromethyl-phenyl)-ethyl]l-methylamide or pharmaceutically salts or
solvates thereof in an amount from 1 to 3 mg (measured as the free base).

7. A combination as claimed in any claims 1 to 6 comprising 4-(S)-(4-Acetyl-
piperazin-1-yl)-2-(R)-(4-fluoro-2-methyl-phenyl)-piperidine-1-carboxylic acid [1-(R)-
(3,5-bis-trifluoromethyl-phenyl)-ethyl]-methylamide or pharmaceutically salts or
solvates thereof in an amount from 1.5 to 2.5 mg (measured as the free base).
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pi perazin-1-yl)-2-(R)-(4-fluoro-2-nethyl-phenyl)-piper
i di ne-1-carboxylic acid 1-(R)-

w@ 3903/0miese t ri fl uor oret hyl - phenyl) - et hyl | - met hyPEIER®040004122
pharmaceutically salts or 30 solvates thereof in an
amount from1 to 3 ng (neasured as the free base). 7.

8. A canbbMigihhtish a8 Elhiaiedeth |anya¢lq|msl di fos 7| tomprising paroxetine or
conmpri si n

pi pgtpygiqlngqailyfs? t§ o(rﬁ@%e{fg limedspf inan naer?%ur\t froH]e q 10 mg (éneasured

i di §&-theCHebOKNdd)C andi d—($)1(4(AR)etyl piperazin- 1-y|) -2- (R) (4-f|uoro-2-methyl-

phaphem bRty -eappa s, 868 LR Ee R AR ERe-et-

anoghathyldnaige br 5h§|<ma%e6tldaigy caltsasniseltates théreoff inem draewt from 0.5
20 V‘D 004/ 0916&6 E[’CT‘Z5 00 /004122 8. A conbination
as. &3 oApasHed @5 1 ¥)to 7 conprising paroxetine

or physiologically salts or sol vat es ther eof in an
9. Zﬂgf\nﬁo%ﬂénuoln tgs caln%d in any cFalmsaTc' ty? oﬁ{%ri?ﬁ& eﬂaroxetine or

%msﬁcﬂog?@@[y)daﬁ@ | rayohvates-thengb) in2an( &heynt-fiohud te 12 meetnieasured
eny

[ 1 @R) thes, fl2§eb| s(??Ir)lr %IPE 563@ 'ggﬂ)%lrﬁlpgeﬁéaﬁql qey)h l}) (él-fluoro—Z-methyl-

met BMérWl‘P—;ﬂSeernth-@énmgﬁmt iacial |[y.(|3)a43¢;$ble+tnfwrmaeteg -phenyl)-ethyl]-

: Eg%)rg@ér&gggf% grma}&egttﬁ@g;{ ﬁ%!? SHS%Ma%T?g](e og?nugﬁ gm%ﬁnt from 1 to

cl aisiRg fméssufecaimpeifgem@sPar oxet i ne or
physi o og| cally salts or solvates thereof in an anount
from1l to 10 ng (neasured 10 as the free base) and

104 () cbhbnatdy! =Ri pamhwd M any |c)a|121$(R)to(gr fdowrgrieind - parbketine or

enyl ) - pi per.i di ne- 1- lic ac
71 BRI ror IS oBeRY MALATPI A 0 10 mg (measured
{Tﬁt Rl f?rr@ GRoe0 rba@év)ara{ma? aLB)- (ZﬁAbetylétﬂﬂ)érSzmﬂ-ﬁ)eI (z%)t-(esﬂuoro-z-methyl-
ereof in an_ampun rom 1 ure

R e A e o S R
cl a'nﬁ@hﬂah@e%r%ﬁﬂﬁb@duﬂ%lwaﬁﬁxﬂIsbﬁa’@B thereof in an amount from 1.5
physi ol ogically salt oI vat es thereof in an anount

fr oﬁﬁ’ 2.t™89 i@eﬁ‘ﬁir‘%q@%\g‘ﬁ agg the free base) and

4-(S)- (4- Acetyl -pi perazin-1-yi)-2-(R)-(4-fluoro-2-meth

yl - phen - eridi 1- b |
11[ 1- (AR):O(r%lrzg.tlgrhg afslrgllglﬁe?grlgﬁ%g)h)%r IB%E%)R )1(aet1;]c§mﬁrlsmg paroxetine or

H 'Hﬁk/?&gbgi%alw sBiar l@?ﬁlﬂaltééakﬂere@falri anoamsmitviadres3.5 to 7.5 mg
thereof in an ampunt fro to

e {(MeapiTed 5408 eo haseRaRS AL AGRYEPRPaD Tl By uoro-2-
cl aipgnh- &h@nf!flpi%@ﬂ@ﬁé-ﬂldéﬁ)d& %6t |!°|9(R()-l(3 5- bls-trlﬂuoromethyl -phenyl)-
physi ol ogically salts or soglvate

fr omttyl]gngt@y}gnypq@ p HE%%QWI%%{ yggfﬁ H%erlfag%s klggeé:s;‘] 1%%g|ﬂgunt from

4- (9@?(té}5"?ﬁ§(rﬁéaé91'r&ﬁz§@thbm~eébﬁébér2 (R)-(4-fluoro-2 25
nmet hyl - phenyl) - pi peri di ne- 1-carboxylic acid

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

£t hyA]coﬂﬁﬁﬁ'&flbﬁ”éﬁ%la%ed)h@rdmcauﬁhspa| toy 13al é@ngmrising paroxetine or

sol vates thereof in an ampunt fm
physiologically salts or solvates thereo In an amount from 3.5 to 7.5 mg
(measured as the free base) and 4-(S)-(4-Acetyl-piperazin-1-yl)-2-(R)-(4-fluoro-2-
methyl-phenyl)-piperidine-1-carboxylic acid [1 -(R)~(3,5-bis-trifluoromethyl-phenyl)-
ethyl]-methylamide or pharmaceutically salts or solvates thereof in an amount from

1 to 3 mg (measured as the free base).
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0.5 to 5 ng (nmeasured as the free base). 12. A
conbination as clained in any clains 1 to 11
waeowndieg paroxetine or 30 physiol ogi cal | y Bel/EB2004/004122
sol vates thereof in an amount from3.5 to 7.5 ny
(measured as the free base) and
13- (85 -qombigadion | -3si plemm in @nqualms(h)to(??- f Fe/opIdsing paroxetine or
erd,d [
I E%, ?gﬁgﬁé )I)Ss%{tér’l 4 u%c?\gar’%%st ﬁﬁ%r@@%)ﬂ a% afblnt from 3.5 to 7.5 mg
1 e yase e iseobaseh aniet APy Pisereeis- oy1)-2-(R)-(-Tuoro-2-
sol v, -
near?s}%lflzl cfs ng e @ggqbase ﬁcs gﬁgqﬁ V@) ég gﬁnllé'fglﬂuoromethyl phenyl)
PCT/QﬂMb@ﬂﬂW@M@ or pharmasskiicaliutsaln Qé selvaﬁeﬁethereﬁf #ngn amount
¢ alffEin 4518 2l2nBAHRLLFLAAs BY RaLbades |
phy ologically~salts or. solvates t ereof in an anount
from3.5 to 7.5 mg (neasured as the free base) and
1f‘ (R c&ﬁﬁ {)r%/ Ecé?inmﬁ bﬁ’y %f é’lgomsz‘l QCF)B G4 Jég”iﬂ tRe freatment and or
t hyl - eny pI per car boxylic aci
[1 (ﬁ@%@)@ lof éenr¢$$¢nmd)/ﬁé8mmt¥phenyl ) 5
et hyl ] - net hyl ani de or pharmaceutically salts or
sol vates thereof in an amount from1.5 to 2.5 ny o
15(.rrea‘!s mastochfor tthe: trealsenbasd/pr piephylaxis griisieneaspion and/or anxiety in a
acc 0 10
tregf] H?al ife @rﬂxg g Mrﬁéﬁ\gbghofarﬁpﬁérégsgﬁgtmd;ngﬁe animal with a
anxutberyapeat@an)seﬁactlnetam@nf ofra Gmblnaum aregieimeddn @ny Of claims 1 to
pro | axi s of depression and/or anxiety in a mamal
i ncl udi ng a human, which conprises treating said
animal with a therapeutically effective amount of a
16‘30"’05\%%#;1‘?5&3& (fl ﬁ)!rrﬂﬁl tlérpc rls‘?rfl ‘éld%'rﬂﬂ‘f‘na]noﬁ %cc&rﬁmg]té any of the
16. Arimcent i ca ornu conprls ng
corrm'laimsu ‘oto ‘a’i:dwellnergmtmormqr mbret Mtarmacwtrne"ylaqcepmele carriers or
toge&gﬁ th one or nore pharnaceutically acceptable
carri&rs or exci pients. 20 17. The use of a
conmbi nation according to any clains 1 to 13 in the
ﬁanufl,%ca & é)f:orﬁbmét%%réac@g}fii g‘:@l elrg C‘Fgllfngclt t'ov1% lﬂ‘%ﬁ% ﬁ%ﬂ?ﬁ%ture of a
sinmul'taneous or se IFa m ni stration or e
t r eatharapeutmatlly effeqtive meﬁicameslt tofr siteyliapesiisoor seqdential administration

anxi fSF the tl%%tment and/or prophylaxis of depression and /or anxiety.
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