WD 2009/ 142428PCT/ 1CR2009/ 002636 PHARMACEUTI CAL COMPCSI TI ON FOR THE
TREATMENT OF PREMATURE EJACULATION 5 Field of the Invention The
present invention relates to a pharmaceutical conposition for the

t r eat nent Wi 2089/&3#88ur e ej acul ati on, conprising cl om priGH/RE2083/002636
pharmaceutical ly acceptable salts, sertraline or pharnmaceutically
acceptabl e salts and fluoxetine or 10 pharmaceutically acceptable
salts as acti vPHABMACEUEIC ShakgMROSITIONEORVHE TRE AFMEN T OF

ej acul ation (PE), also known i j i defined 15 as
occurring if the man persi stmwﬂﬁcﬁﬁggﬁifr@Té g(s;m ates in
response to mnimal stinmulation before, during, or shortly after
penetration and before the patient (or partner) wshes it. Premature
ejaculation is mainly caused by psychol ogical factors. It has

her edi t aryy chieldaof theilavendomnd abnornmal ity in the neuron or other
networ ks can al so contribute to premature ejacul ation. 20Premature
ejacul ation is one of quite common sexual dysfunctions and 1/3 of nen
suffer from prematThe grejeac whainkion. relates to Acpbardiaceutical \W@papitwmafarr the

e acul a | on | & BURTH St YA il L BARRE oLty
ej acul ati on atetptgblessalts)| strtealirteoort ﬂ)‘r&xrmat:eutmhllpraccnﬁptﬂﬂﬂ' Ralts avd fleoxedipie cbr

Cevel | of GrrPRGBAGRULY “rerplabts e et b nrdITE0r unct i on of “HT2c

receptor, or the hyperfunction of 5HT 1 a |l eads to premature

ej acul ati on. It can al be related to other factors including
hyper sensi ti rgun X m penis sensitivity, 30sonatic
cell-vulnerability, deterrent effect of the serotonin operating

Neur osti ence, | 2007Premegelition By, 488ty & B cldbpagion, is gsfiped
nost conkfon sagnptaurriog if ke rmzire pszsmmtlydys frequrtendy, ejbertlateh dn erchpansa dp

been conducted.i.nsuffic ear ch
2006/ 140458 pcnitighserlRh S 8‘56e3r‘8ﬂé’b§’r S8ty Aged Renciration and, before. the
announci ng t hpdtiept €ontpartaed] sishieat it.onPremdterebejacualatiby ifi mathlpycaused by

or omat ur e o) eIt Egir L Ebnol B S RY na RS, A BhcPalifCin the

or libido degmemr]ai i om.otheweneerorks t cirasalfe econfrobutd tmapretmhavr gjaculation,

of acut aiin corpra s feutiopn S dh fite CoRRMRoRL okl Ind 1 of

medi cal tr eatumentufﬁér foormatmamregjaculaton.on, cl om pram ne

(Anafranil (r)) which is a representative tricyclic antidepressant 10
(TCAs) was used. There is reported the ejaculation |atency effect by
medi cating cl oni pr Actoing th WHE, qrehaudies ejashlagbngs guasitatjvelyrdefupd (23
Cin Psychiaty S, 5 h [ at
when 50ng of t@ oﬁ'ﬁL % 4‘} ‘ﬁgti mﬁ)a%%ncl){;r e% @ELT tls 6t6 u&g&g&;gﬁlléﬁ It IS
pat i ent 23 t hkmowmathet ajpeulgienaleladis ctaed & the @IttWemrs of ﬁHT@m miile l‘apld
consti pation, _.dr negs: epf

di zzi ness, et'fél %ﬁ% Lsh%\ﬁﬁgglgﬁ ‘f‘?ﬁ%ﬁéh eﬁalcszu g‘}nrt;lon %E}ﬁd@ﬂgleval ?EI'%HT
Journal of Ur @Emyynin)l G@8rot{ahSM) st RHx: M@)hy;&fmﬁctmdef eﬂ’HE’éﬁI s‘e@ﬁfml'r or the
since clom pram ne af.fec r

neur ot ransm tﬁ@r §ﬁmf=‘6?n tgp@)lg\?g&a/s r%n%ﬂ]r@ Edleéglr c er s %Veal%o 56 reltated
focus on a Seioemhbwé‘act&@ 1ﬁdudxtr1gm}rpeﬁen$1nm olfrmhr\muScsyste@SIﬂe)usfaenSItlhéy,

treatme e ti | i :
restento of ShSIR! U5F ShagRlR AlnaE b (ABH bictbipg b, e
ej acul ati on. (IﬂS Pab]ﬂmmmnt}émi 20030048630, Feny/stin NeQdosgiqmee, 2087, 50):79-84).
sertraline was adm nistered to premature ejacul ation patients, while

t he ejacul ati on was del ayed, side effects including nausea, vomting,
etc. al so 25occur Pemmatort sjuckiasonds dfef mosiscdremontsynipsovar ofrthet hele sexual

dysfunction, but there has not been conducted insufficient research thereon. A
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10 inhal ation conprising clompramne in order to acconplish rapid
treatnment effect and to reduce side effects. However, there was no
concrete results showing the treatnent effect of nedicine and

di m ni shi NP 206¥1R#8e effects. Furthernore, there i s noRCEERWEXEREHany
conbi nati onal conpositions of various antidepressants or other

t herapeutic agents. 15 Therefore, new therapeutic agents for

t he treat megsearsh yr Masteos andJelmsbatin dA70 ahnauncingsthat pramatyrs gaghlation
excel | ent t : a ' e [ e

vom ti g, S0B0.SEBheil HREA b Hehab R iEradl W IHCEURIHER (0BG the
wei ght - | os sausetaf .thé peerpasare ¢jaeplatioadwancartsileresd as/sintilar el that o impgence
Surmrary of of i doWeERdan.  HoweREE X s LN foliid e BERRIAREB) Hhithe
present invention provi de a pharnmaceuti cal conposition fof-the
treat nefit dimifsr adather medjcat teatment .of 3Bemaiuse afasulationodsner to eftentloa in
pr esent inyggﬁgon to provide a nethod for treating premature

ej aculation?” ™ I n accordance with one aspect of the present
invention, there is provided a pharmaceutical conposition. for the
treatment of premapre ﬁﬁagﬂgé‘t {)P'}He(%QaIC?{EB{dmfdt”ngén%ﬁﬂa?ﬁr@mej&%ufaﬁo&
pharmaceutical ly accep?a | e"salt thereof, Sértraline or a

phar maceut cloatipsanzioe e@mftanils il whith eisea f rearagerfitativx dricpdico rantidepressant

phar maggut | a I f. i i i Pt

T acely darEEna) VRS BRRE e ferg Babpdelf G dBlofoh uienbTORES S Thidicaring,
provi ded aciostipmdnihewitth¢he orbtdeen of @6my enbdmegepeejdayul/al lin dsychiatry.
conpri si ng _ 8 / 6 lnis i . ]
conposi ti 0%9% ((%:ﬁslgg%glr%f} 'e%ﬂéﬁgﬁg%%@gr thgpp H&bn%@%?g C"g?'RP ramine
accept abl ewsaladmihistesed to peematate ejecwlation phtients oeith iap sdvieyaggcagspofaht.c
salt there ngk +f | i : d tigcal cGe I :

t her eof asg(gnééli \g/tlgei lr%gliégtél gﬁ%hgéméoggﬁsglggﬁ (grgt I nlrl%ﬁé@’ g‘?ﬁ%.fagatﬁ rr?éﬁsjtlﬁeg?’
premat U5 e begdache and ahizzi@sseétcDeeoy sipowmnipofaltipegh aigsulation was detayed

above and en ] f r Ofyat pr 3. ' il 10
becone appg}; en‘{m?‘fmcl)!ren&{r E’églﬁ%h gﬁgﬁlé?gge)é{:zrsi {)?/i)bnggg?tshdg %liﬁévggntg ?Ccl)l\g,gnl\'/&?en
taken in colomipmniioe affe¢tmot belyscosomiaropt algo atheninsysiransmiters.
respectively show. Fig. 1. Change of ejaculation |atency tine
according to Exanple 2; and Fig. 2: Change of body wei ghts according
to Exanple 3. 15FDetla hlaaieQusbleinss rasparchers have hegun taofpcus on a Pelective
phar Ut L . . ) ._

now be-descrr B LPlEloREREE (S e HE3raLERRTLe bRk hctialiby
the inventi Sextrabife TRelgf @sent of repeasentntivi SSB s wasasssd ddr ths ksleripofa

phar maceuti ¢al e for . a f t

ej acul ati on?3 %%ag‘?]ggﬁﬁéﬁllfl ﬁ‘zgﬂ ?I%elg gg%‘ﬁ%d%%‘??‘aé%ﬁ@f ﬂ?i(ﬁnn% ﬁeﬂrdgyo?f
cl omi pram necrtrabug rwhs nadmimdstéred oscetpromature acjecyntomt patients, awbilat then
and reduces _gi .ef f dni fica . : e 11 cular |
the present e-%% h@gtﬁ %r‘ggizi\?zdyg g’uﬁféﬁt E‘té’%é‘%‘g%‘“%lgaﬁ?n nlgl’st‘fg?{é éz’nétg' also
m xt ur25 of otmuredr amd sech ssédet effeitadeathdo flbwesing i the, medigaticom se¢tt (e

i ncreases t%@ﬁg%ﬁ%@@ﬁ&gtﬁg@qéﬁn 38R P& {R. 464 @A pr am ne, "

"sertraline 0 useéd Herein, nean each free base
formthereof "A pharmaceutically acceptable salt” of 30 clom pram ne,

sertraline or flu ti r S t xi.C. ®al i 058
i ncl udes convenfé}rgﬁ'gg osgelrtglgé’c th}é&?lr%o gg%%%%a‘%‘??&‘é'? agraga%?édegf(}?%asn t’or
nont oxi ¢ salas sadministere@&xforpthe stredtmeor lof | premgture cejacilatson. ncUSdBat. die.

ur ot ath R el R Tl ing Sl el 35 s p A RRRERRE Py

hydri odi ¢ ejatulation.t r Alse, ac reportad dn Fhe shivamd ug Uaxelogy, Q801 ¥5: 625-437.d

organi ¢ aci,ds i ude acet]c i i i A j i

aci d, succﬁﬂ'?lg &ghﬂ?xeft%‘ﬁssca%|n§%tetjﬁgﬁéipgtelg%t ? efdacméélﬁpgﬁégpﬁ?ﬁu the

benzoi c ackgculptibhaliélay aeffect ghasc ovdak. acBdsidssc dieardidé ceffesitd, inpletingne
drowsiness, dry-mouth, nausea, vomiting, etc. were reported. When fluoxetine
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15 chl orobenzoat e, net hyl benzoate, dinitro benzoate, hydroxybenzoate,
met hoxybenzoat e, phthal ate, terephthal ate, benzenesul fonate,

t ol uenesul fonat e, chl orobenzenesul fonate, xyl enesul fonat e,

phenyl acewén 209/phag28y| pr opi onat e, phenyl butyrate, citr RE/KR28EVHLES

bet a- hydr oxybutyrate, glycolate, nalate, tartrate, nethanesul fonate,
propanesul f onat e, napht hal ene- 1-sul fonate, naphthal ene-2- 20

sul f onat e, veasdadminiké¢rad éo prematurd kiacplatioe patiemty estshownpinoVkaldewraal of
phar maceutigal, co i b{N. 1fqr i dchey 1 reat e

ej acul ati onl,g'%(l:(fﬁgﬁ’p?p g?hgi@‘ol%gplr%m%ﬁée S@r% éﬁé&sﬁnﬁ%ﬁéﬁ?lﬁ Eé%ltlral’ 3;1 eg%agg%t e
salt ther echsongdatacabnired ofheaecfunar flaeetine cahhgt BSavcessfablly eussdl for the

t hereof and_f i . ceutically acceptable salt thereof
as active ﬁﬁ&#@%ﬁ?ﬁpg&ﬁbreaejg#lﬁ&@é phar maceuti cal conposition,

clom préam ne or a pharmaceutically acceptable salt thereof,
sertraline or a [ t . .

fl uoxetine or a Igﬁgfl pn%g(’:&?:‘ggg#z{ %esgfég%%{ %glcgrezgz{s{e P E‘l%@lﬁ%&{.\tl%{}gor%%latlon
pr ef er abl y contiring ebbniiprantiae wdiighhcam bet ¢anvefieathp administéred on derbaril, but
Accor di ng td?q Hdt asﬁg&fstt C%E'Lc;e?cf SB@%%}?QHOHH&’ dd Qﬂ”e?tg ROFESRGEM e Us
conposition Tor t reat ment "of premature ej aculation conprising

0. 7-75. 0 nipublicanon2 N0/ 2004084080 1 aiRe 04t (GBE6 36 camposition pfanpelejonary
1.1-113,0 - Se Is - flLuexet]

ci fect e dmARPACRRRIAL RlpRe  BltBu koot xyRd (At cifee
phar maceut iapdlito cainsesidd effector Hinevarcthereewas nd conemtet igs@teslmpdngthicon
conpri si ng -22. 1 1 . - 9 of N d
0. 517 7 eafd oo IhedL R A A Rfhine e ilebMRLe . FEbhRNC RS
provi ded. Nomnet pugdestedbiny, campiratioea exompealtions mfoedridus rantideprebsants or

t r eat ment ?ﬁg{gﬁ gﬁ Lacul ation conprising 2.2-22.5 ng of

cl om pram (r%f([ahé? . 3- @a Jef?th sertraline and 1.7-17.7 ng of fluoxetine
as an dffective daily dose for a human is provided. Mst preferably,
a pharmaceuti cal jt] t JT8Y r

ej acul ati on corrprﬂ_ﬁ{s%?ér?g%. Eagng{%%ﬁfgﬁgl %%3}” arﬁt ntfelé %ﬁgﬁ%’ %} preman‘Jre
sertraline ajgultionywhish Hdsueffestive end sxeallent freatmient effasts wnd seduck sidea
human is prQw . | r u :

oi acul at i on Lededte geusce, ORI SRbMHReh RGBT Ok M Rinifit EBIIAR |
t hr ough t he wrighiilass, etonhas basngagwredinike rele/ageindusiry.ne and

fl uoxethne, and in particular shows maxi m zed treatnment effects and
m nim zed side effects in said dose range. The anounts of

cl om pr ani Sammary ohtliedavention| uoxeti ne herein represent the

cal cul ated val ues based on the free base forns of each active
ingredient. 20 The pharnmaceutical conposition of the present

i nvention nmay beAgcorditigdt.eitei @napbipet @f gthe presentt iplegtion ctgppravade a
SUSPeNSi oN o gAY kibh for thl Glelfnfont AESRATENR ejdddtRION,

spirit, fl Blh exltélrjg%atlgsgp?%tfh %xt ract, sny_r uB, _po eel], aromatic

wat er , 2Penpnade Knig antnshari ekiectosf the presenf infyentigm terasevide caimethod for
conpositio . At ntion, tablets may be, for exanple, in
the form o?reg%%% -ggd;h?%%ﬁ%cg éﬁi\eﬁtﬁs, filmcoated tablets, enteric-coated
tablets, peroral tablets, sublingual tablets, buccal tablets,

chewabl e tabl et sg. g j t ahl td Bdntigh 1B i ided
press-coated tab ne%sc,ame:a??ée%Tgs%%na'?ﬁ%gmesqrh%?soI ut ?lg’n tabl grt"é” e-: :
hypoder nmi ¢ phaiiphasenticald compobiticn. for Sieourertenty refer preggiire h&iacylgiipbus
modi fi ggti AR ! %@M@ 1 Yhel dHES Sertrali
skil | egai n%?ﬁgﬁgﬁlg%&ﬂ%%@%ﬁiP maceﬁ%tﬁg:gﬁﬁgo oSl t?%n of the fa e
present i nweatpharmangytiedlloadseptablsgakttdbercof andellgayetinefor a pharmaceutically

sust ai ned-r, [ : d-release 6 WO

2009/ 14242§E@ﬁ%ﬁ%@¥%@%§ganﬁgﬁ%ﬁgﬁn%ns, repeat-action, )

fornul ations, i niredicenrdanas vathe anetherpsnech s, theapresentsinvertdggmt gre is
provided a method for the treatment of premature ejaculation, comprising
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25 e.g., excipients, disintegrants, binders, lubricants, enulsifiers,
suspendi ng agents, stabilizers and the like. If desired, sweetening
and/or flavoring agents may be added as well. The pharnmaceuti cal
conposi t i %O WPY/1RE8pr esent i nventi on may be admi ni st erBSI/IOR28PY0P2636
various formulations, such as a tablet, capsule, aqueous |iquid or
suspensi on and the I|ke For tablets, carriers such as | actose and
corn 30 starsiminiteringand | ebmiposinbs swuhichas coBprines umlsquxamum @frc. a

Staroh my otagoagbay | firpbBle- RS B0t Pl o0 £ aftEefRally
i ngr edi ents gveypthblef saltmuhatefl and flooxtinat oom phamnaeerutﬁcsaillm ec(s:pa:bw oalt

agents may OBcRgRas, soHE ipRgoR o078 sbbleet dRatH) BOuRAMAL oF AERRNAS

phar macet i cghculatignosi tion of the present invention may be in the
form of pharmaceutical fornulations, e.g., in the formof solid,
sem-solid or liquid forns. The fornulations may contain a m xture of
organi c or iBeefPescriftiar of Prswingsexci pi ents suitable for external,
internal or parenteral use. The pharnmaceuti cal conposition of

t he present invention may contain one or nore pharmaceutically

accept abl e carri erfhei #bdveearfdostienfobjctsaimde featyred lo€tthe pagssnll eyvehfiequivdil

emul sifi sus endi n ent . t he and o r

bi ndr o 1k, PetoReCimsarplaan i g Qe th e Hien Hen in
gel atin), exsnpiretids wik.the accotrpanying drdvaiag sdich msmcnvdglshw's (e.g.,
alginic acid, prinogel or corn starch), lubricants (e.g., nagnesium
stearate or sterotex), glidants (e.g., colloid silicon dioxide),

sweet eners (e.g., Pagl.clr @ange of gjacilatiom)aterny tinaswordips syBramplee’; gnd
pepper m nt, nethyl | at e or an dded.
Capsules in a 15 L}:ﬁg‘t &%’35%0?@? @go%cgfﬁﬁéfoﬁgaﬁﬁar%rl ers (e.qg.

pol yet hylsene gl ycol or fatty acid oil) in addition to said additi ves.
Q her vario P ba nces.. su f CORL hngs may be used to convert
physi cal for anple, a tablet or pill may be
coated with sugars, shellacs or ot her coating agents. Syrup nmay
contain sucrose a sweet

SOl oring 20 andl of BieRfEsRE Rhi fevastin ARG {gfotﬂagﬁ&gm&wgﬁm \QMFﬁow
such vari ousbqodapabed mnesﬁﬂlycmitlﬂ réspeghiacremplaty cabbginpnt of ﬁ.qdnventlon
nont oxi Gy, el FUEDNT HESRIPISIL | AReAl e Y abelbd) ot
sol uti orf"or suspe F ol may contaln one of

sel ected fr ocmm;lmsntg:rmﬁ:p' ths tmatmemmﬁqgemtlswmdumm, dnd tfemds thas the oral
water for in n u c I

manni t ol ), f%“ﬁ% gﬁaﬁlgr} gﬂ yef%aﬂl etﬁg gly g:"??‘gm&r %ggfr#ﬁb %lrdg ﬂu]gﬁetﬂ{e treats
gl ycol or otremasyatjeeulation ahd eethees side ecffacts eignificanpnt s (e g.,

Denzyl ol SO0l o R ARMBIED) e bt RSk, it IBOE! Bt ihen
di am net2% raa?chnhmteram ) aamdxtd fadt slo(rmpglmmacecrlmalle@ an d]ugapt@ne, drug
citric acid s or d nteral formulations
may be packa tlﬂnolgg%%g%%ﬂo gﬁﬁ%es%%gelﬁt)semrc Fgﬁsgs or nultiple dose

vi al s made of gI ass or plastic. W) 2009/ 142428PCT/ 1CR2009/ 002636 of

C1 om pr i ne.ser SPRNFHE slinERIEeT Rt AL AIRRGRE" as used horein,
mor e sel ect ephehn oem:h hieeey bestp femmsheredfig ‘oA ;ﬂlerronmnnalbgiamtm@le Salt” of
ser ot oni §y antagsnloglise, AHENR 91 CuANERRS SrerlH SRRAC AN U134t and
phosphodi est mchsies sonventibnéloals stmimstmonganmcawbr grgantst agidsauriiontaxiosalts.
thereof. In particular, phosphodi esterase 5 inhibitors include, but
are not linted to, silenafil, tadalafil, vardenafil, udenafi | and
the like, and ere@xamplésndficarch immgarde, atids incledeobul iaret et dignited to,

hydrochioric acid, nitric acid, phosphoric acid, sulfuric acid, hydrobromic acid,
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107-week-old nale Cl:CD (SD) rats wei ghing around 200g were fasted
for 16 hours, and then cannul ated with polyethyl ene tubing (PE-50) in
the carotid artery and divided into 4 groups of 10 rats. The rats of
Goup 1 WAYQR208¥K243¥ administered with a single dose ofPCERAPYVEM3Ae
2.70 mg/ kg; Goup 2, with sertraline 6.02 ng/kg; Goup 3, with
fluoxetine 2.41 ng/ kg, and Goup 4, with a 15 triple-drug conbination
(a dose of hlﬁﬂmdlpr?&lﬁ? ratrousy acigy ardy phesnhorals #rdd.6. Srampler Pfaail organic
fluoxetine, 244 : x APl gesi t I

by pol yet ht Sn e ki g o RBiYEaeRAU, malDaglh) gURIf: SOl AELER
after the @eidg meleicnieids dertanc avid,sbensoic egish| phthalie dicid. t Blugeniat agido
gl of hepatg]dy i I : e@ﬁ,ﬂ]s- |l E ; :

col | ected %}(%g sgsn‘%ﬁ%gﬁ\?\g]r%ge fg(f?:%el)r:]taﬁ(%’uge e(ﬂlg@f%lﬂgx%csﬁgpgﬁgffnooﬁgl
Equi preht  @adpdivgrbaysiate,at pheoybabstipted oalkanerte, thydsersdi ralkangatign and
sanmpl es, agikahliBath roAEREHoRY, hd SHBHARY AH ASmalR!dul BhldWRi®N Preferred
fluoxetine In the plasma sanples were determ ned by using

si mul t aneoorganic/avisl isdhyddeedhderic 2dd diydpochiridalat i on Met hods The
maxi mum pl asma concentration (Cnax) and the tine to reach Chax (Trmax)
were obtained fromthe plasma concentration-tine curve. The area

under the pl asmdaishnenioxicasalisninclude, but ewe pEUDNitgd o svlfaleapyesiate,

usi ng e ezl M <1< e

50001 1454 BRI RCAS AR ol e  PhotphanlO monohydrogen, phosphate,
conbi nat i odihyfiragen phosplate, metaphespbatel prrophosphete ehlprdes dyomideiedidand
AUC of flu ! S P d;

maj or enzyﬁg%agﬁacgﬁéﬁgﬁ?@%@?’ %%&\nﬁirjlﬁ%%’g‘:a? béﬁ}hﬁﬁfﬁtﬁg%ﬂg@t$P%fag%d
CYP2C9 by edpsatepheptaneatarpropilate.apxalese, malanates syecigatel suheptaniabacate.ne
i ncreases {RX a wer eqt ue t > 1 lendti-bid.t | 0

CYP2D6 by ﬂr{ljoxefi n(’;'ﬂ glr%@ Ser t]?g?%]g’g (ﬁﬁjdtg’ase 1%12( Brghgrl Tsp&z;ilb?ﬂﬁ’e (rkbﬁg\%\%at%s
a subst¥ at ehlombghotdte.ed methythengoase.enzdimiiso sudnzeatGyplloglroxbegzoate

d 3A4), - :
and A1), ERBEh Akl Vi alledNErephBafd NSEeAAITORAE, ToMEAGuTbH,

admi ni stra toonly Ignificantly. _
Accor di ng ¢ldordbenpanssulfienateyv enylienesulfonaig) e-pheaylagetaieni stheaylpsepionate,he

triple-dru ﬁgﬁqj | QLS [ 15t XROsE @ritt

cl om pram E}é, l}@%ﬁ& i(yrl:té&g’ngkgagér?tﬂregﬁ ﬁi@%‘%&?%ea%%é%?at han si na}lﬂe dr%’g
adni ni st r amiethapeswfondte. g prmagesuliosatect hephtbalene L satpyatehonphiheleeder
of fl ugxet] > i ] > 15sertraline. Results of the
deter mﬂ?(lat %ﬂ(}ﬁmg%e?kﬁg anggi.&ﬁ&gx with triple-drug conbination and single
drugs are shown in Table 1. 20Table 1 Conpound Dose (ng/kg) PK

parameter Singl eydr i m{ﬁ | BAbhRhakBI @RI 0 the
Ol oni pr ani ne 9 T '{r%g*?h?“ ‘9%5@?%6.3&185%_ CNCEAR)

treatment of premature ejaculation, comprising clomipramine or a

pharmaceutically acceptable salt thereof, sertraline or a pharmaceutically

25 acceptable salt thereof and fluoxetine or a pharmaceutically acceptable salt

thereof as active ingredients.

In the pharmaceutical composition, clomipramine or a pharmaceutically

acceptable salt thereof, sertraline or a pharmaceutically acceptable salt thereof and

30 fluoxetine or a pharmaceutically acceptable salt thereof are preferably contained
in the weight ratio of about I : 1~2 : 0.5~1.

According to an aspect of the present invention, a pharmaceutical
composition for the treatment of premature ejaculation comprising 0.7~75.0 mg
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6.7 13.8 106.0 Sertraline 6.02 AUC (ng-b/nl) 476.2 803.6 68.8 C.
(ng/m) 81.1 95.8 18.1 Fluoxetine 2.41 AUC (ng.h/m) 55.5 289.3 421.3
C. (ng/m) 23.3 62.1 166.5 As shown in Table 1, the
triple-dr 3 29B248t i on (cl om pram ne 2.70 ny/ kg, ser tREKRO0BI0Q36
ng/ kg and fluoxetine 2.41 ng/kg) led to the increases in AUC and
Cr"," when conpared with those of the single drug adm nistration. 25
These resulof slateipramineal d~1 hx0 mgiof sertralimmandi@Se 58 Honp axf dhogtine as an
drug-drug i d ' t ry - : [ | .
the et f oct Fotaysalg: Fse' BF A RLEr B UGG Eiolbiy' S Al fitoiica
WD 2009/ 1424m@PgiliokRR0 UG TOREB6t Bk prashaiurz: ejRhidaticcotogiisag &7+2%63 mg

the mot hod R RrATREC 3% AeDraetyde @%83’7?"'1(71;{ i 3F QRO &
experi nBnt effastivexdailyt dasefyr e hpinayiin gravaded. addofegalesatdy, a Bmrmgtyuticak s

above 20 W%Sﬁnﬁoﬁhgn 48r WRSkefRleHPbLE premature ejaculation comprising 2.2~22.5 mg

of clomipramine, 3.3~33.9 mg of sertraline and 1.7~17.7 mg of fluoxetine as an

effective daily dose for a human is provided. Most preferably, a pharmaceutical

composition for the treatment of premature ejaculation comprising 7.5 mg of

10 clomipramine, 11.3 mg of sertraline and 5.9 mg of fluoxetine as an effective daily

dose for a human is provided.

The inventive treatment drug for premature ejaculation shows less side
effects and significant treatment effects through the combination of clomipramine,
15  sertraline and fluoxetine, and in particular shows maximized treatment effects and

minimized side effects in said dose range.

The amounts of clomipramine, sertraline and fluoxetine herein represent

the calculated values based on the free base forms of each active ingredient.

20
The pharmaceutical composition of the present invention may be
administered orally, e.g., in a tablet, capsule, suspension, granule, gel, pill, tincture,
decoction, infusion, spirit, fluid extract, elixir, extract, syrup, powder, aromatic water,
lemonade and the like.
25

In the pharmaceutical composition of the present invention, tablets may be,
for example, in the form of sugar-coated tablets, film-coated tablets, enteric-coated
tablets, peroral tablets, sublingual tablets, buccal tablets, chewable tablets,
dispensing tablets, multilayered tablets, press-coated tablets, effervescent tablets,

30 solution tablets, hypodermic tablets and the like. It should be understood that various
modifications and changes may be made for said tables by those skilled in the art

The pharmaceutical composition of the present invention may also be
prepared in the form of sustained-release formulations, controlled-release

6



10 (1) Ovariectony and induction of estrus The female rats were
anest heti zed by the intraperitoneal injection of conbination of

ketam ne 75 ng/ kg and xyl azi ne 25 ng/kg. After perform ng | aparotony,
t he ovari &0 ¥WEYVE2#8noved and peritoneal wall was cl oseRFWKRHILWReHes.
2 mM of 10%anpicillin was injected intraperitoneally and the fenale
rats had 15 recovery period of 7 days. Ovariectom ed females were

br ought i ntfernalatignscirgpeat-actiens foymulaheny aimemediatenipleats darmyflatkgs, fast-
jiglrat of y=Ye [Wal pssolved in 0.2 mM of sesanme oil,
about 52 hour st %%*egrfggﬁﬁgﬁgﬁcﬁng?g(?? ation of a test conpound, followed
by s.c injection of 1 ng/rat of progestrerone, dissolved in 0.2 m of
sesane oil, abou r 1 ni i,on: Of :
conmpound. 20 ( Z)A%Cébrr (gﬁe{%i tﬁgﬁ?’te}fs}% %3%%? (? gg{ﬁ g’% e(Q)S_r {l/ta{é]y %#@é rﬁlzeebﬁ%acem}cal
Screeni Ag cempositien pé tieoprasedt inyeptonmer comprish 0 Jadé.0(Be xf@l@niptanine,
wi th plexigl f t roeen : : ‘
211 oued 1o ey e gt SERLAE AEESSID ! ygifnls 2T DefRichy i
femal e rat ¢ wit Hosagei forwi an cembinasionswille aepharmageuticaly mccepalla gparriary
maleratslp@g-' uliat Y m e¥n Were, r :
sexual |y act] \?f?b he{sh.% %gpggtgglgﬂrmﬁ%g rcgt ?i%ween?ht _r'\gﬁgn% p@%&?‘gﬁgﬁﬁfne’
experi ence lfloB3® mgmdsedralpedadd. fnl7ef g of fycxeting as astiveriagiedientmia a
eval uaghon T, | eF 3 M j :
about 10 aui e EfhL B REnTIRNARn G, £ aaiftecibaly Acttitie (ihicr
groups ar e Moérgipraferablysthe coompngitipnwamsy siomyirise ¢ 24335 aegrioficianeipeamine)\O

2009/ 14242 : - ; L :

adni ni st er §ﬁéﬁ3%§q’3ﬁ%gﬁ§a?ﬁ§ 24T l?sgH’%s‘%fomfo@g‘ﬁgg%&%ﬁg%%ﬁst ‘E{?"S
as "MC 1500nit. dasageiferm, in Lombindtiogl withr y phaomassuticdhe @acepptaie caemies.
adm ni ster 1 \ ] ne... i b :

respect i veﬁg“%égﬁ‘%g@’g%&t‘@%&%?@‘gf‘%ﬁﬁ% l}t;l_hlég)éy 1@?&?]38’ b mg
conbi nadi ons ser@abinpand 59 g ofdfiuoxgting a3 actisiedngradiants ini pueit desage form,
conbi nat i OF*ESV&BWQQOH%‘{%’WEMC% Q%égﬁgab‘ﬂ@éé?ﬁe?r e represented in

Tabl e 2 be urs and mnutes fromthe
adm ni stration of test conpounds, the male rats were all owed to adapt

to the observati : ] . 10¢:Lh c A1l b%pé}ﬁ'
test was initiate % t Em%E%Utlle%lt ?2(:)_ u%(tg\sl?%%nlofo-;f girqrgl g&?ﬂat S W|>6tf h aulfe
artificial ejasulationimay comprishsdeminraminec aya. parmaspeiiagl st 2csapiableesatty
time (EAT) j ' i 1S Si i :

] neul 50T a5 SRS SBHGEilyBl DH b Hlpin o
rats from phamacpeti¢abyntascensahdei pdtl theseé tgetherpwitbe gt ebarmagentcally

meanS. E. M 5{,,9 in Table 2 and Figure 1. Table 2 G oup Test
conp. & doggapﬁ%)hg %qacul ation latency tine, neanS.E M (sec)

Increasing rate (% 1 Negative control 0.5% MC 1500 206.837.4 2
Single drug The pharmaceutically acceptable carriers may include additives such as

25 e.g., excipients, disintegrants, binders, lubricants, emulsifiers, suspending agents,
stabilizers and the like. If desired, sweetening and/or flavoring agents may be
added as well. The pharmaceutical composition of the present invention may be
administered orally in various formulations, such as a tablet, capsule, aqueous
liquid or suspension and the like. For tablets, carriers such as lactose and com

30 starch, etc. and lubricants such as magnesium stearate, etc. may be conventionally
added. For capsules, lactose and/or dried corn starch may be used as diluents.
For aqueous liquids, the active ingredients may be formulated in combination
with emulsifiers and/or suspending agents. If desired, a specific sweetening

and/or flavoring agents may be added.



C. 2.70 177.2147.6 -14.3 3 Single drug 5: 6.02 185.831.7 -10.2 4
Single drug F:2.41 141.351.2 -31.7 5 Doubl e-drug conbination C 2.70
+ F: 2.41 201.354.8 -2.7 6 Doubl e-drug conbination C. 2.70 + S 6.02
116. 132. 5WOBG1R4Poubl e- drug conbi nation F: 2.41 + S:PQE/B2009{0926469, 2
6.1 8 Triple-drug conbination (0.1X)

The pharmaceutical composition of the present invention may be in the
form of pharmaceutical formulations, ¢.g., in the form of solid, semi-solid or
liquid forms. The formulations may contain a mixture of organic or inorganic

5  carriers or excipients suitable for external, internal or parenteral use.

The pharmaceutical composition of the present invention may contain one
or more pharmaceutically acceptable carriers in the form of a tablet, pellet,
capsule, liquid, emulsifier, suspending agent, troche and other suitable forms,

10 binders (e.g., microcrystalline cellulose, gum tragacanth or gelatin), excipients
(e.g., starch or lactose), disintegrants (e.g., alginic acid, primogel or corn starch),
lubricants (e.g., magnesium stearate or sterotex), glidants (e.g., colloid silicon
dioxide), sweeteners (e.g., sucrose or saccharin), or flavoring agents (e.g.,
peppermint, methyl salicylate or orange flavor) may be added. Capsules in a

15 unit dosage form may contain liquid carriers (e.g., polyethylene glycol or fatty
acid oil) in addition to said additives. Other various substances, such as coatings,
may be used to convert physical forms of a dosage unit. For example, a tablet or
pill may be coated with sugars, shellacs or other coating agents. Syrup may
contain sucrose as a sweetening agent, specific preservatives, dyes, coloring

20 and/or flavoring agents. The additives used in preparing such various

preparations should be pharmaceutically pure and nontoxic.

The inventive composition also may be in the form of solution or

suspension, and may contain one or more adjuvants selected from the group

25  consisting of sterilized diluents (e.g., water for injection), saline solutions (e.g.,
sodium chloride or mannitol), fixed oils, polyethylene glycol, glycerin, propylene
glycol or other synthetic solvents, antibacterial agents (e.g., benzyl alcohol or
methylparaben), antioxidants (e.g., ascorbic acid or sodium bisulfide), chelating
agents (e.g., EDTA or ethylene diaminetetraacetic acid) and buffers (e.g., acetic

30  acid salt, citric acid salt or phosphoric acid salt). Parenteral formulations may be
packaged into amples, disposable syringes, or multiple dose vials made of glass or

plastic.

The pharmaceutical composition of the present invention for the treatment

8



C.0.09 + 5:0.14 + F:0.07 227.040.1 9.8 9 Triple-drug conbi nation
(0.3X) C0.27 + 5:0.41 + F:0.21 375.5122.4 81.6 WO
2009/ 1424281' CT/ KR2009/ 002636 10 Tri pl e-drug conbi nation (1X) C: 0.90
+ S:1.36 WQR08%/5A242809. 1t h158.2 97.8 11 Tripl e-drug contfiTAaRI083400263K)
C.1.80 + 8:2.72 + F:1.42 350.1120.3 69.3 12 Tri pl e-drug conbi nati on
(3X) C2.70 + S:4.08 + F:2.13 314.392.1 52.0 13 Triple-dru

of premature ejaculation can further contain, in addition to c?omipramine,

sertraline and fluoxetine, other drugs, e.g., one or more selected from the group
consisting of serotonin agonists, serotonin antagonists, adrenergic agonists,
adrenergic antagonists, adrenergic neuron blockers, impotence treatment drugs,
5 phosphodiesterase 5 inhibitors, erection inducers and a combination thereof. In
particular, phosphodiesterase 5 inhibitors include, but are not limited to, silenafil,
tadalafil, vardenafil, udenafil and the like, and erection inducers include, but are
not limited to, phentolamine, papaverine, alprostadil, etc. It should be
understood that, if desired, those skilled in the art can select suitable drugs among
10 said drugs, and can use another additional drugs together with said drugs.

The pharmaceutical composition of the present invention may be
administered to a patient prior to engaging in sexual activity, preferably 30 min to
3 hours prior to engaging in sexual activity. The administration method may be

15 changed depending on the characteristics of a patient.

As mentioned above, the pharmaceutical composition of the present
invention, comprising clomipramine, sertraline and fluoxetine as active
ingredients, provides the effective and excellent treatment of premature

20 ejaculation as well as reduced side effects like nausea, vomiting, drowsiness,

sedation effect, awakening effect, and weight-loss, etc.

Furthermore, the composition is efficacious in enhancing dosage effects
and patients’ compliances, by minimizing side effects resulted from each drug.
25

Whereas, the present invention also provides a method for the treatment of
premature ejaculation comprising administering a composition which comprises
clomipramine or pharmaceutically acceptable salts thereof, sertraline or
pharmaceutically acceptable salts thereof and fluoxetine or pharmaceutically
30 acceptable salts thereof as active ingredients, to a subject in need of treatment of
premature ejaculation. The subject is preferably a mammal, more preferably a

human.
The following Examples are intended to further illustrate the present

invention without limiting its scope.



conbination (4X) C 3.60 + S:5.44 + F:2.84 300.150.3 45.1 14

Tripl e-drug conbination (5X) C:4.50 + 8:6.80 + F:3.55 263.742.2 27.5
15 Triple-drug conmbination (10X) C 9.00 + 8:13.60 + F:7.10 260.843.8
26.1 (C waiemp+28mine, S : sertraline, F. fluoxeti n@CI/KR200900263¢€L T
of Goup 1 (negative control group) was 206.837.4 sec. In case of

G oups 2 -4 (single-drug groups), the ELT was not |onger than that of
the 5 negative cbutther] pgroenfagestigien bélewefosasolidoin neolidasixtwe, tigeidEnT
in Goups ( i

negat ve. cdBRG g Y Th Fidtid e B A, JRURELURE bk BTBASE etfcblvely,

conbi nat i omsd (atl ﬂsm maahnmnsewereseartmdlqumelt +odurpeiatae, ofile® cperiBcally

Group 15 sec, 375.5122.4 sec, 10 409.1158.2 sec,

350. 1120. W@a@gﬁ&%g&é%é 1 sec, 300.150.3 sec, 263.742.2 sec and

260. 84358 sec, respectively. The increasing rate (% of their ELTs

conpar ed V\M%n A oup were 9.8% 81.6% 97.8%
69. 3% njplé /?g%llnég/o gﬁéggétfgé' respectively. 15Consi dering all
t he resul ts of the above, all of the triple-drug conbinati ons of

Goup 8 to U £RR he ELT conpared with the negative
control gr ou?pﬁi lﬁia@'«%glé&%&a eﬁ%fjtso. | X 10X. Especially, Goup 10 (the

triple-drug conbination of | X dose) showed out standi ng increasi ng
t t 989

L (fiout 0% Ghahh SAMEHRG ISbY AL b RAEOROR Yo NRY e
excel | ent @é6flours amd dieh aaﬁnmﬁlat;fiawuhamlmhylcm’rpmlw (REt39) tihghe |cagiltld
d d d ~ ' WO
2009 142428007 RLOTAH D BER BINB RN rass” The rats of Group 1, were orally
conbi nat i oadm{ndsteredpwithi mesjngerdosaqu ndlomiptamingoR §0i mg)kg) aGupx2emlitbnt

ffects f
e oot 1oGtafat 578 RERECHES 3 ARHIM 0 014 Ghgthid A &
eval ual$ ontriplaidsyg <e@mbinatione(a dbse @ﬁcblmmawemﬂi)vm@ﬂcg;l geringline 6.02
Crl:CD ( SD}ngr/l?é §n&’\'ﬁ{1§xéiifn\é'2qtfpnfgmg9. fi BYSodHatthies @BoﬂtOZ(anﬂﬁ were collected

by polyethylene tubing at 0.5, 1, 2, 3, 4, 5, 7, 9, 11 and 24 hours after the drug
administration. Rats were supplemented with about 200 pl of heparinized saline

(20 IU/ml) at each sampling times. The collected blood samples were

20 centrifuged (MicroMax, International Equipment Company, USA) at 10,000 rpm
for 1 min to obtain plasma samples, and then the amounts of clomipramine,
sertraline and fluoxetine in the plasma samples were determined by using
simultaneous LC/MS/MS method.

25  <1-2> Evaluation Methods
The maximum plasma concentration (Cmax) and the time to reach Cmax
(Tmax) were obtained from the plasma concentration-time curve. The area
under the plasma concentration-time curve (AUC) was calculated by using the

30  trapezoidal rule.

<1-3> Results

10



A negative control group was adm nistered with 0.5% MC 1500, and
triple-drug conmbination (clom pram ne + fluoxetine + sertraline)
group, with 4 doses (indicated with 3X, 5X, 7X and 10X) of the

triple-dr 0P ¥8Hb1238t | on once a day for 7 days. Det ai | eRCTHERWAI }ReS6
represented in Table 3 below. Then aninmals 15 were observed twi ce a
day for clinical signs, and their body weights were neasured before
the initiation ofheadmisigkationsi tripladireg cembinatio of thespreserd naventinn ded,
fromthe injitiat:i 3 l,uat | t : Toxi.C t
of tri pl e- &8 (38 nOas S Dilk? AP, ME fRERAED (koown TRy o° Ll o
groups wi t EYPRCHEGHT andd Hom(a whajagrenryme)Fdp el ianimals,wheingito thegiahipitgon

groups wi ¢ YIRS _ preképelianimylsunensthie
S gni 1 cantt CRPDE M CPRACT B D ORTERmIAT D SeRrdl | Ph@seYof

anal ysgé f slorhipoamine;j ghe inercasqseof demexl dnsh Mé@pa}er%msecbﬁéi waentot [tlee
conei der ad TR RLGFPAOH HREARE R saf AR ?é‘oéagé%gﬁﬁ%?%‘? Bgpn

First, a giaversupstrateranasabolized dyanirioos chyymesvaneh'as G EBZCP.01C K4 ANfaancn
of homge”?%{% (?%aﬁ%nﬂ?ﬂ[lgé%‘eere hidhel 'fl’r’an"tﬁ{)]éegﬂéfﬁ theSin @%ﬁ%‘aﬁﬁiwation
“tés orfpar Wit the

Dunnett's was used to ¢ e eac 0Se grou

negati ve cdatay bt qrlpddJCliicredsed signifacamyof Levene's test was not
hom)gerf ous, the rank-transformtest was used to conpare each dose
group wth the negative control group. The transfornmed data were
reexanmi ned by Leé\moedingtette fresentinventon,sighé-oted admémsiratjorosf the triple-

vari ance. | > [1424 VAF i
nomgencoulriendamarp il Fied a ettt SRR eoe o AP,
with the nélgexétine aghsertialige duphe kad3thaRegingle 9ireg adminiggatjonaeing irug-

s 1 he. moaduipieiliied daT EREH) TR AP Ry e R SRR 20

(ny/ kgABlay perDalin@ody wei ght change (g) 01 3 5 7

Results of the determination of AUC and Cpa with triple-drug
combination and single drugs are shown in Table 1. '

20 Table!
e A e -
T
e | b e s
Fluoxetine | 2.41 Agﬂix((‘:lgg'jhﬁ;l) ;gg 26829?-13 4112;_‘3;

As shown in Table 1, the triple-drug combination (clomipramine 2.70
mg/kg, sertraline 6.02 mg/kg and fluoxetine 2.41 mg/kg) led to the increases
in AUC and C,,.« when compared with those of the single drug administration.

25 These results demonstrate that AUC and C,, were escalated by drug-drug
interaction of the triple-drug combination. As a result, the effective ejaculation

delay can be expected even with low dose.

11



Negative control 258.89 270.38 289.61 303.33 316.82 57.9 (0.5% MC
1500) 6.87 7.71 th9.40 10.05 9.74 3X 258.43 268.25 286. 01 300. 43

313.94 55.5 (C:2.70 + 5:4.08 + 7.36 9.08 10.05 th11.48 13.52 F:2.13)
WO 2009/142428 PCT/KR2009/002636

Example 2: Pharmacological effect evaluation (rats)
<2-1> Materials and Methods

According to the method of Brair Res Brain Res Protoc, 1997, (1):203-9,
this experiment was executed by employing male and female Crl:CD (SD) rats

above 20 weeks old as test animals.

10 (1) Ovariectomy and induction of estrus ‘

The female rats were anesthetized by the intraperitoneal injection of
combination of ketamine 75 mg/kg and xylazine 25 mg/kg. After performing
laparotomy, the ovaries were removed and peritoneal wall was closed with sutures.
2 ml of 10% ampicillin was injected intraperitoneally and the female rats had

15 recovery period of 7 days. Ovariectomied females were brought into artificial
estrus by subcutaneous injection of 20 pg/rat of estradiol benzoate, dissolved in
0.2 ml of sesame oil, about 52 hours before the administration of a test compound,
followed by s.c injection of 1 mg/rat of progestrerone, dissolved in 0.2 ml of
sesame oil, about 4 hours before the administration of a test compound.

20 '
(2) Screening test and copulatory experience

Screening test was performed in an observation cage (60x40x30 cm) with
plexiglass front. Before screening test, the male rats were allowed to adapt to
the observation cage for 10 minutes and then the female rats with artificial estrus

25  were brought into the cage. If male rats had ejaculated within 30 minutes, they
were regarded as sexually active ones. Selected male rats went through

copulatory experience for 5 times at 3 days intervals.

(3) Administration and evaluation
30 The experienced males were divided into 15 groups of about 10 animals so
that the mean ejaculation latency time (ELT) of groups are similar. Test

compound was single orally administered.

12



5X 256.90 262.93 277.82 291.85 303.88 47.0 (C.4.50 + 5:6.80 + 7.26
7.80 8.41 th9.04 8.82 F:3.55)

10

15

WO 2009/142428

PCT/KR2009/002636

Group 1 as a negative control was administered with 0.5% methylcellulose
1500 (Sigma Co., hereinafter as “MC 1500).
administered groups were administered with clomipramine, sertraline and

Groups 2 ~ 4 as single drug-

fluoxetine, respectively. Groups 5 ~ 7 were administered with double-drug
combinations. Groups 8 ~ 15 were administered with triple-drug combinations
having various doses. Detailed doses are represented in Table 2 below.

After 2 hours and 50 minutes from the administration of test compounds,
the male rats were allowed to adapt to the observation cage for 10 minutes.
Then copulatory behavior test was initiated with the introduction of female rats
with artificial estrus into the observation cage. The ejaculation latency time

(ELT) as the time from the first intromission until the ejaculation was evaluated.
<2-2> Results

Results of ELT on rats from the experiments described above are
represented as the mean+S.E.M and are shown in Table 2 and Figure 1.

Table 2
Group Test comp. & dose (mg/kg) Ejaculation Increasing
latency time, rate (%)
mean+S.E.M.
(sec)
1 Negative control 0.5% MC 1500 206.8 = 374
2 Single drug C:2.70 1772 = 47.6 -14.3
3 Single drug S:6.02 185.8 = 317 -10.2
4 Single drug F:241 1413 + 512 -31.7
5 Double-drug C:2.70+F: 2.41 2013 £ 3548 -2.7
combination
6 Double-drug C:2.70+8:6.02 116.1 = 32.5 -43.9
combination
7 Double-drug F:2.41+8:6.02 2194 = 592 6.1
combination
8 Triple-drug C:0.09 +S:0.14 + F:0.07 | 227.0 = 40.1 0.8
combination
(0.1X)
9 Triple-drug C.0.27 +5:041 +F:0.21 { 3755 = 1224 81.6
combination
(0.3X)

13



7X 258.11 253.57 268.08 286.89 296.27 38.2 (C.6.30 + 5:9.52 + th6.94
9.82 15.58 th7.38 10.15 F:4.97) 5. 10X 257. 57 256. 10

272.16 283.92 296.42 38.9
WO 2009/142428 PCT/KR2009/002636

10 Triple-drug C:090+8S8:1.36 +F:0.71 | 409.1 £ 158.2 97.8
combination
(1X)

11 Triple-drug C:1.80+8:2.72+F:1.42 | 350.1 + 120.3 69.3
combination
(2X)

12 Triple-drug C:2.70+8S:4.08 +F:2.13 | 3143 = 92.1 52.0
combination
(3X)

13 Triple-drug C:3.60+S:544+F:2.84 | 300.1 = 503 45.1
combination
(4X)

14 Triple-drug C:4.50 +8:6.80+ F:3.55 | 263.7 £ 422 27.5
combination
(5X)

15 Triple-drug C:9.00+8S:13.60 +F:7.10 { 260.8 £ 43.8 26.1
combination
(10X)

(C : clomipramine, S : sertraline, F : fluoxetine)

The ELT of Group 1 (negative control group) was 206.8+37.4 sec. In
case of Groups 2 ~ 4 (single-drug groups), the ELT was not longer than that of the
5 negative control group. Also, there was no increase of the ELT in Groups 5 and

6 (double-drug combination groups) compared with negative control group.

However, the ELTs of triple-drug combinations (clomipramine + sertraline

+ fluoxetine) of Group 8 to Group 15 were 227.0+40.1 sec, 375.5+122.4 sec,

10  409.1x158.2 sec, 350.1£120.3 sec, 314.3%£92.1 sec, 300,1£50.3 sec, 263.7+42.2

sec and 260.8+43.8 sec, respectively. The increasing rate (%) of their ELTs

compared with the negative control group were 9.8%, 81.6%, 97.8%, 69.3%,
52.0%, 45.1%, 27.5% and 26.1%, respectively.

15 Considering all the results of the above, all of the triple-drug combinations
of Group 8 to Group 15 increased the ELT compared with the negative control
group in the dosage of 0.1X ~ 10X. Especially, Group 10 (the triple-drug
combination of 1X dose) showed outstanding increasing rate (about 98%) of ELT
compared with the negative control group. Also, all the groups of triple-drug

20 combinations were found having excellent effects on delay of ejaculation,

compared with the single drugs and the double-drug combinations.

14



(C:9.00 + S:13.60 + 7.29 th8.33 8.33 10.88 12.36 F:7.10) 10(C
: clompramne, S: sertraline, F : fluoxetine) Each val ues of the
experinent were represented as the nean (weight, (g)) S.D * 77 :

Si gni fi camtd 3006i42428r ent from t he negative control at PCO/EKIRI0NEIQL
and p<0.00 1, respectively. 15 Body wei ght change conpared with
a negative control group has been used as a representative factor to
eval uate the toxicological sign of a drug. Wien the triple-drug

2009/ 142428pCr/ ECFD3009 o388l sreb, Bt RGBS < halipe nd,
t he 5X G otlmoretinedriadew:cellentee fiegs tfor aeating podmagueu pjacilatiom exompacdy
wei ght's si gnj,f.icant decreased . about 6-8% 0on days 1 to 7 in the 7X
And 10X cr > e S RE BRI rRBEARRIGT 31 oup. vhen < he body
wei ght fhange for 7 days of each treatnent groups was conpared 5 with
t he negati ok. gr ight gain significantly

decr eased Mél‘%ﬁféﬁﬁgﬁﬁ%%ﬂ@x, 7X, and 10X groups,
respectively. The maxi numtol erated dose (MID) is generally chosen

based on degr of .les 10% i n body wei ght gain conpared with
SRR EREMEIRRs

a negative ity study. According to the above
results, the MID of triple-drug conbinations in the 10 present
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Based on t Aenegativel@optrolf gitxnp mpdseadiyinishared swithn0.bs M d A0B,eanclatiripld-ditugd.

Mbre specif| I b . EDA i.d " Lnatj t i

St e ofart PiBigalion RIERiRRfmme JruBx PR, seltpiinl i, A @
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dose of a
from the initiation.

<3-2> Evaluation Methods
20
Toxic effects of triple-drug combination were evaluated by comparing the
treated groups with the negative control group. Especially when the gain or loss
of body weights during the experiment period is statistically significant, it is
considered as toxic effects.
25
Statistical anélyses for body weight were performed for comparisons
between the treated groups and the negative control group. Differences were
considered significant for findings of p<0.05, p<0.01 and p<0.001. First, a given
parameter was examined by Levene's test for evaluation of homogeneity of
30 variance. If the variance was homogeneous, Dunnett’s t-test was used to
compare each dose group with the negative control group. If the variance of
Levene’s test was not homogeneous, the rank-transform test was used to compare
each dose group with the negative control group. The transformed data were

reexamined by Levene’s test for evaluation of homogeneity of variance. If the
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rat is converted into the human body dose, it is calculated as

clom pramne 7.4ng, sertraline 11.2ng, and fluoxetine 6.0ng. Based on
Exanple 2, the rat doses of G oups 8 - 15 are converted into the
human bodWHHEE248 t o the tripl e-drug conbination. DREFRIINWAEA
body doses are represented in Table 4 below. 30 Table 4 G oup Test
conp. & dose (ng) Compramne Sertraline Fluoxetine WO

2009/ 14242 8mEMcR¥e® JoovEEBe0ws, Durmett’s] t-iesh waspugd o zogipare] egch ¥ose 5

11.3 5.9 2%45 QiR thebnebhtife 3hthd-gRord- 9 17. 7 4X 30.0 45.2 23.6

<3-3> Results

5
Body weight changes of rats from the experiments described above are
represented as the mean+S.D. and are shown in Table 3 and Figure 2.
Table 3
Dosage - Day Body weight
(mg/kg/day) 0 ] 3 5 7 change (g)
Negative control 258.89 [270.38 | 289.61 | 303.33 | 316.82 57.9
(0.5% MC 1500) +6.87 | £7.71 | £9.40 | £10.05 +9.74
3X 258.43 | 268.25 | 286.01 | 300.43 313.94 55.5
(C:2.70 +S:4.08 + | £7.36 | £9.08 | £10.05 | £11.48 | =*13.52
F:2.13)
5X 256.90 [ 262.93 | 277.82 | 291.85 303.88 47.0
(C:4.50+8:680+ | £7.26 | £7.80 | +8.41 | +9.04 +8.82
F:3.55)
7X 258,11 {253.57; 268.08 | 286.89 | 296.27 38.2
(C:6.30+8:9.52+ | +6.94 | £9.82 | +15.58 | +7.38 +10.15
F:4.97)
10X 257.57 |256.10{ 272,16 { 283.92 | 296.42 389
(C:9.00+8S:13.60+ | £729 | +8.33 | £8.33 | £10.88 | £12.36
F:7.10)
10 (C : clomipramine, S : sertraline, F : fluoxetine)
Each values of the experiment were represented as the mean (weight, (g))
+ 8.D.
* xk kkk . Gionificantly different from the negative control at p<(0.03,
p<0.01 and p<0.001, respectively.
15

Body weight change compared with a negative control group has been
used as a representative factor to evaluate the toxicological sign of a drug.
When the triple-drug combination was administered for 7 days, the body weight
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5X 37.5 56.5 29.5 7X 52.5 79.1 41.3 10X 75.0 113.0 59.0 <4-2>
Experimental nethod Patients with premature ejacul ati on of 60 seconds
or less were divided into 5 4 groups of twenty people. The patient
group 1 wa0 2dMi43#28t ered as a daily dose with cl om pr aRG TSR/ MWAEHS
the patient group 2, with sertraline 50.0nyg; the patient group 3,
with fluoxetine 20.0ng; and the patient group 4, with the triple-drug
conbi nat i oﬁe@ﬁa&qd@bpggé%r@n Aaxsenandh in Hiel 18 iGrgue comppiednyite the. reggtive
sertraline nd IR ewR; o h@uge

Bef or o ¢ he ST cHoup” ENEHEY tdd) e EighNsiaiRARfly MRS by %8 on
period was dpys 1 30 {daktbe 7Rhand] X Grogp comparshwvithshe aegasivegiontrabgidupngs
to the patt ' | i \ | g
was determn ne gg@pkgg@%ﬂ;&%g%ﬁ&é at@éﬁ%’?%&gﬂé@&gg@wgn Z%"é‘ﬁ’cagédj
time hall badth thg nagatireceonsiol grup, thedhbody-veeighegain significantly deergnses! tyf -

t he human t taf ] r | Libed :

Shoun | 1 Tab 5B B aB e Ty S e B Ry TSIRS e o AR
Pati ent notolesated dase (MTEDiA gensralbvehossn basadeon dedreasgtof(legs than 10% in
G om pram BEq¢ 24eidfiD)gahl chrplred>Shitd 3 a0 BBl 2P de xicity study.

According to the above results, the MTD of ftriple-drug combinations in the
10 present invention was determined as below 5X dose.

Example 4: Pharmacological effect evaluation - clinical study

<4-1> Calculation of human dose
15
Based on the rat dose of Example 2, the human dose can be calculated.
More specifically, based on US FDA’s guide, “Estimating the Maximum Safe
Starting Dose in Initial Clinical Trials for Therapeutics in Adult Healthy
Volunteers”, the human equivalent dose (HED) can be calculated by using the
20 calculating formula below. The calculation is based on the assumption that a
rat is 150g, and a person is 60kg.

HED = animal dose(mg/kg) x (animal weight(kg)/human weight(kg))**

25 As to the triple-drug combination of the present invention, if 1X dose of a
rat is converted into the human body dose, it is calculated as clomipramine 7.4mg,
sertraline 11.2mg, and fluoxetine 6.0mg. Based on Example 2, the rat doses of
Groups & ~ 15 are converted into the human body doses as to the triple-drug
combination. Detailed human body doses are represented in Table 4 below.

30

Table 4

Group ' Test comp. & dose (mg)

Clomipramine Sertraline Fluoxetine

17



Fl uoxetine (20.0mg) 20 O -

2009/ 142428PCT/ | C112009/ 002636 conbi nation(C: 7. 5nmg +

F: 5. 9ng)

(C:

cl om pram ne,

S :

sertraline,

F: f

| nventivetriple-drug 20 19 95 WO

S:11.3ng +
| uoxeti ne)

As shown WO 204¥14@42%8  curative effects of the drugs werRCTEKRIBI/R0EB6| n
75% of the patients adm nistered with clom pram ne 22.4ng and about

40% of patfefts—5—atmntrstered—wth—sertratne—56-6rgHowever—the—
curative gffect OdiXd not $how ugl.¥n the |patienld adni nijsteredd®ith
fluoxetine 20.0p0 I N stark conyjast, iln the ggse of patient
adm ni st ened—wththe—t+-ple-—drig—conbiratton—ectrativye effec‘g
appeared ifn surptXsing 9b% of the&m degpite ofl.3he significahfly
reduced doses of.,gach drugs. 1q Exarrpl g b: Side effect eval Lﬁtlon -
clinical study (frausea) A g'! deef flect i..v.'%ence nate of r“!;ausea
was i nvesti gat ed3dnong patient 228ho togk eacls3d¥ ug i n|Exanplig.74. As
shown in Table 6, _tThe napisea ogﬁﬂrred 1N 90%4?55 of the¢ patlﬁats who
t ook sertralinp%ﬂr'rg, M| e Ty 504 df 'rhpl Lentsiwho t lé'rhp
triple-drug conbsxati on pxperi gpged thg nausess.s This fesult 295
denonstraffes the_notable[nausea_dimNigning effect of [the (riple-dary
conbi nati @n XResulth of tA#3side affect usea) |from
experi menfs desqpikbed abpve aresghown ijn Tabligs . 20 Tabl e Gglgati ent
group and dose—No—ofPattents No.—of Trausea tTicrdence rate (9
<4-2> Experimental method
Patients with premature ejaculation of 60 seconds or less were divided into
5 4 groups of twenty people. The patient group I was administered as a daily dose
with clomipramine 22.4mg; the patient group 2, with sertraline 50.0mg; the
patient group 3, with fluoxetine 20.0mg; and the patient group 4, with the triple-
drug combination of the present invention including clomipramine 7.5mg,
sertraline 11.3mg, and fluoxetine 5.9mg. A dose was taken 3 hours before the
10 sexual intercourse begins, and the administration period was for 3 weeks. The
effect of the administration of the drugs to the patients examined through
interviews with the patients. A drug was determined as effective when the
patient’s ejaculation latency time had been 10 minutes or more.
15 <4-3> Results
Results of the human treatment effect from the experiments described
above are shown in Table 5.
20 Table5
Patient nd dose No. of Patient no. with ELT of | Treatment effect
atient group 4 Patients 10min or over (%)
Clomipramine (22.4mg) 20 15 75
Sertraline (50.0mg) 20 8 40
Fluoxetine (20.0mg) 20 0 -
Inventive triple-drugj 20 19 95

18



Sertraline (50.0ng) 20 18 90 Inventivetriple-drug

conmbi nation(C: 7.5mg+ S:11.3ng + F:5.9ng) 20 1 5 (C: clompramne, S
: sertraline, F : fluoxetine) Exanple 6: Side effect evaluation -
clinical XNAYWYLEEZation) 25 A side effect inci REFCERIEYW26GH
sedati on was |nvest|gat ed am)ng patlents who t ook each dr ug in

Exarrple 4. i f the—sepattonr—occurred—+p—70%of —the
patients V\ACG}?IPE]&I?: S%jn 5%; > 22.4nyg, [ whil e about 5% of the patients
ht

. . . T
who took t LI t | C CH u cebi-nat-ton eXpei+ ernced—the——sedat-ron—FH+H

WO 2009/ 142428P((:¢/ Iﬂmﬁﬁﬁam(l%% setraling, Ileflometting) es t he not abl e
sedation dimnishing effect of the triple-drug conbination.

Results of the side effect fromthe experinents descri bed above are
shown in Tabl e AssbowabhdableFatumtive gffectp ofitin: drogewhie. exdiibiRaltindntsof

[ mvent i vet A PRISARERIEIRe{EE, Fith HoritrBithiRe 22 Afe e sHERL 4% of oty

5 admlmstercd with sertraline 50.0mg. However, the curatlve effect dld not show

up in the patients administered with fluoxetine 20.0mg. In stark contrast, in the
case of patients administered with the triple-drug combination, curative effect
appeared in surprising 95% of them, despite of the significantly reduced doses of
each drugs.

10
Example S: Side effect evaluation - clinical study (nausea)

A side effect incidence rate of nausea was investigated among patients who

took each drug in Example 4. As shown in Table 6, the nausea occurred in 90%

153 of the patients who took sertraline 50.0mg, while only 5% of the patients who
took the triple-drug combination experienced the nausea.  This result
demonstrates the notable nausea diminishing effect of the triple-drug combination.
Results of the side effect (nausea) from the experiments described above

are shown in Table 6.

20
Table 6
Patient group and dose  [No. of Patients No. of nausea Incidence rate (%)
Sertraline (50.0mg) 20 18 30
[nventive triple-drug
combination (C:7.5mg H 20 1 5
S:11.3mg + F:5.9mg)
(C : clomipramine, S : sertraline, F : fluoxetine)
Example 6: Side effect evaluation - clinical study (sedation)
25

A side effect incidence rate of sedation was investigated among patients
who took each drug in Example 4. As shown in Table 7, the sedation occurred
in 70% of the patients who took clomipramine 22.4mg, while about 5% of the
patients who took the triple-drug combination experienced the sedation. This

19



(C: clompramne, S: sertraline, F: fluoxetine) Formulation Exanple
1: Preparation of Tablet 10 Al'l ingredients of the tablet core
shown in Table 8, including clom pram ne hydrochl oride, sertraline
hydr ochl oMQIYHA428| uoxeti ne hydrochl oride as active iFfERA04103636
were m xed thoroughly and then conpressed using a single tablet press
to obtain tablets. The tablets were coated with 15 Cpadrfy ry (the
Opadry whi tesultsgemanspratest the wfpblecsndaton liminishing sffect i afnthe olaipderdrug
tabl ets. Tablgindtioomponent ng/tablet O om prani ne hydrochloride 8.4
(d om pram ne ﬁpr ee base) (7.5) Sertraline hydrochloride 12.6
(Sertraline fre&epateyf the pidy)effect fropethe aperjmenis deserited aboge are shown
(Fl uoxeti ng, t4e7base) (5.9) Tablet core Mcrocrystalline cellulose
116.4 SD mannitol 40.0

Table 7

Patient group and dose No. of Patients| No. of sedation  |Incidence rate (%)
Clomipramine (22.4mg) 20 14 70
Inventive triple-drug
combination (C:7.5mg + 20 1 5
S:11.3mg + F:5.9mg)

(C : clomipramine, S ; sertraline, F : fluoxetine)

Formulation Example 1: Preparation of Tablet

10
All ingredients of the tablet core shown in Table 8, including
clomipramine hydrochloride, sertraline hydrochloride and fluoxetine
hydrochloride as active ingredients, were mixed thoroughly and then compressed
using a single tablet press to obtain tablets. The tablets were coated with
15 Opadry® (the Opadry white 85F 18422, the Colorcon Corp) to obtain film-coated

tablets.
Table 8
Component mg/tablet
Clomipramine hydrochloride 8.4
(Clomipramine free base) (7.5)
Sertraline hydrochloride 12.6
(Sertraline free base) (11.3)
Fluoxetine hydrochloride 6.6
(Fluoxetine free base) (5.9)
Tablet core Microcrystalline cellulose 116.4
D-mannitol 40.0
Hydroxypropyl cellulose 6.0
Croscarmellose sodium 6.0
Sodium laury] sulfate 2.0
Magnesium stearate 2.0
Coating layer Opadr}r® 6.0
Total weight 206.0

20



Hydr oxypropyl cellulose 6.0 Croscartnellose sodium6.0 Sodium

| auryl sulfate 2.0 Magnesium stearate 2.0 Coating |ayer Opadry(r)
6.0 Total weight 206.0 WD 2009/142428PCT/ KR2009/ 002636 Formul ati on
Exanpl e 2WPRreYHI248i on of Tablet Al ingredients of tRCTYKRINY/W2636

i nside shown in Table 9, including 5 clom pram ne hydrochl ori de,
sertraline hydrochloride and fluoxetine hydrochloride as active

I ngredi ents, were m xed. A binder solution prepared by dissol ving
hydr oxypropyl cellul ose and pol ysorbate 80 in water was added thereto
to obtai n goRiSSen E&gmg RIPRéRALAbE opMFabRdded to the granul es and
the m xturé& was conpresse o obtain tablets. The tablets were coated
wth 100padry(r) to obtain filmcoated tablets. Table 9 Conponent

ng/tablet O orgipr@aBtdaterty BOGN Urhffe Sindide SKIVAI B ATHLRE J, ' BRIIARS)
5 clomipramine hydrochloride, sertraline hydrochloride and fluoxetine
hydrochloride as active ingredients, were mixed. A binder solution prepared by
dissolving hydroxypropyl cellulose and polysorbate 80 in water was added thereto
to obtain granules. Magnesium stearate was added to the granules and the

mixture was compressed to obtain tablets. The tablets were coated with

10 Opadry® to obtain film-coated tablets.

Table 9
Component mg/tablet

Clomipramine hydrochloride 8.4

(Clomipramine free base) (7.5)

Sertraline hydrochloride 12.6
. (Sertraline free base) (11.3)

Granule Inside Fluoxetine hydrochloride 6.6

Tablet core (Fluoxetine free base) (5.9)
Microcrystalline cellulose 112.8

Sodium starch glycolate 8.0

. . Hydroxypropyl cellulose 6.0

Binder solution Polysorbate 80 4.0

Granule outside| Magnesium stearate 1.6

Coating layer Opadry” 5.0
Total weight 165.0

Formulation Example 3: Preparation of Capsule

15
All ingredients shown in Table 10, including clomipramine hydrochloride,

sertraline hydrochloride and fluoxetine hydrochloride as active ingredients were
mixed thoroughly. The resulting mixture was filled in hard (gelatin) to give

capsules.
20
Table 10

Component mg/capsule
Clomipramine hydrochloride 8.4
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(7.5) Sertraline hydrochloride 12.6 (Sertraline free base) (11.3)
G anul e I nside Fl uoxetine hydrochloride 6.6 Tablet core
(Fluoxetine free base) (5.9) M crocrystalline cellulose 112.8

Sodi um st A¥@HOYL42¢38 ate 8.0 Bi nder sol ution Hydr oxyprSpykR¥EIIRE36s e

6.0

(Clomipramine free base) (7.5)
Sertraline hydrochloride 12.6
(Sertraline free base) (11.3)
Fluoxetine hydrochloride 6.6
(Fluoxetine free base) (5.9)
Microcrystalline cellulose 113.4
Comn starch 50.0
Sodium starch glycolate 5.0
Sodium lauryl sulfate 2.0
Magnesium stearate 2.0
Total weight 200.0

While the invention has been described with respect to the above specific
embodiments, it should be recognized that various modifications and changes
may be made to the invention by those skilled in the art which also fall within the

5 scope of the invention as defined by the appended claims.
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Pol ysorbate 80 4.0 Granule outside Magnesium stearate 1.6 Coating

| ayer Opadry9 5.0 Total weight 165.0 Fornulation Exanple 3:
Preparation of Capsule 15 Al'l ingredients shown in Table 10,

i ncl udi ng cl om pram ne hydrochl oride, sertraline hydrochloride and

fl uoxetine hydrochl oride as active ingredients were m xed thoroughly.
The resulting mxture was filled in hard (gelatin) to give capsules.
20 Table 10 eagy:capsul e 8.4 C om pram ne hydrochl ori de WO
2009/ 142428PCT/ KR2009/ 002636 (Cl om pram ne free base) (7.5)
Sertraline hydrochloride (Sertraline free base) 12.6 (11.3)

Fl uoxet i ne hydr ocbhiormphdengdutiodecompositioe frasthe dreptopentopf premature

Mcrocryst aéju:lﬂgtl&f | éo%ﬁ‘fs?né Jcigcn:mpramme or a pharmaceutically acceptable salt
thereof, sertraline or a pharmaceutically acceptable salt thereof and fluoxetine
or a pharmaceutically acceptable salt thereof as active ingredients.

2. The composition of claim 1, wherein clomipramine or a
pharmaceutically acceptable salt thereof, sertraline or a pharmaceutically
acceptable salt thereof and fluoxetine or a pharmaceutically acceptable salt
thereof are contained in the weight ratio of 1 : 1~2 : 0.5~1.

3. The composition of claim 1, wherein the pharmaceutically acceptable

salt is a hydrochloride.

4. The composition of claim 1, which further comprises a

pharmaceutically acceptable carrier.

5. The composition of claim 4, wherein the pharmaceutically acceptable
carrier is selected from the group consisting of excipients, disintegrants,
binders, lubricants, emulsifiers, suspending agents, stabilizers, sweeteners,
flavoring agents and a combination thereof.

6. An oral unit dosage form for the treatment of premature gjaculation,
comprising the composition of claim 1 and a pharmaceutically acceptable

carrier.

7. The oral unit dosage form of claim 6, which is selected from the
group consisting of tablet, capsule, suspension, granule, gel, pill, tincture,
decoction, infusion, spirit, fluid extract, elixir, extract, syrup, powder, aromatic

water and lemonade.
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Corn starch 50.0 Sodium starch glycolate 5.0 Sodium |l auryl sulfate
2.0 Magnesium stearate 2.0 Total weight 200.0 Whil e the

i nvention has been described with respect to the above specific
enbodi ments, it should be recogni zed that various nodifications and
changes may be made to the invention by those skilled in the art

which also fall within the 5 scope of the invention as_defined by the
appended cl ai ns. 8. {Hhatoralamdt dosagelfora: of claim §, whichreampaises 0i7cdb.0 mg
conposi tion rt. L eat e haculatd .an, kS| ng

ol om pr am ng: GPriPSRibER Lol Ol SERIAAE ol 8541530 G of FHEREA
sertraline or a pharmaceutically acceptable salt thereof and

fluoxetine or a tical e S t i

i ngredi ents. @%ﬁ@%&tﬁg&g fogﬁhq‘ ‘Eﬁégﬁf‘gﬁm‘%ﬁcﬁgﬁﬁ% @f’a‘%ﬁ%ﬁégi ne
or a phar maofelbimipdaining dceiBabng afskttralineaedf).5-d61 T mal afrflioactiae.
pharmaceutically acceptable salt thereof and fluoxetine or a

phar maceutically acceptable salt thereof are contained in the weight

rﬁt i ohof 1;; 1-2 :1|0|0.T’,:iehra1 uniEd@sagElffengmfrldﬁih’aﬁpmhf)dh f:dgapme”s,z.m.?ihn
t he ar naceut I, acce al t .l Ay - r e, . e
e o rgo o BREERS 3255 03Rs br s@ufnny ST M0 1R of fupachin,

acceptabl e carrier. 5. The conposition of claim4, wherein the

pharnaceutfcally C tabl e. carri is.selected fr.omthe group.
Ponsi sting of exdipf Bup@rus Sfes dpun oL S Shercin fi P uifpgetically
emul si fi er sacceptabndiafieragentiotedt o i ther gropmeehsistngs, off leavipidnty

agents and conbi natjon thereof. 6. An oral .unit dosage..form
for the tredsmiRradl PIdRS: GHERENSC GylSSS. SOWERADE ApepHe SHbilzers,
conposi t i onsvdetéied, flaborng agerdaid@ocemblmaéibh Yharesept abl e carrier.

7. The oral unit dosage fonn of claim®6, which is selected fromthe
group consisting of tablet, capsule, suspension, granule, gel, pill
tincture, decoction, infusion, spirit, fluid extract, elixir,
extract, syrup, powder, aronmatic water and | enpbnade. 8. The
oral unit dosage formof claim6, which conprises 0.7-75.0 ng of
clompramne, 1.1-113.0 ng of sertraline and 0.5-59.0 ng of

fl uoxeti ne. 9. The oral unit dosage formof claim®6, which
conprises 0.7-22.5 ng of clompramne, 1.1-33.9 ng of sertruline and
0.5-17.7 nmg of fluoxetine. \ ng of clompramne, 3.3-33.9 ng of
sertraline and 1.7-17.7 ng of fluoxetine. 11. The oral unit
dosage form of claim6, wherein the pharnaceutically acceptable
carrier is selected fromthe group consisting of excipients,

di sintegrants, binders, lubricants, enulsifiers, suspending agents,
stabilizers, sweeteners, flavoring agents and a conbi nation thereof.
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