PHARMACEUTI CAL COVPCSI TI ON FOR THE TREATMENT OF
PREMATURE EJACULATION Field of the Invention The
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conposition for the treatnent of premature
ej acul ation, conprising clom pram ne or
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i ngredi ents. Background of the Invention Premature

ej acul ation (PE), also known as rapid ejaculation, is
defined as occurring if the man persistently or

recurrently ejaculates in response to m ninal
iﬁlﬂﬁﬁm_“cil"ﬁéﬁwe, during, or shortly after
penetration and before the patient (or partner) w shes

it. Premature ejaculation is mainly caused b?/ .
psychoifbgumaseﬁtacwgnsonlnelaig% thet @élianaageutlca composition for the

[}F bt é{te'n‘f % 8\? u’t « r{n%rlhﬂé ﬂﬁﬂﬁl‘?ﬁe 8‘[ ﬁ%%lﬁe.[ceutically

r e ejacu
Rlceapﬂabreesaigsaseﬂtraﬂlme rori mabmacaitnmlmyt aaccepmbtm salexarad fluoxetine or

dsfunctlon and 1/3 of nmen suffer fro remat ure
eéf@emaa?lf Y y&?@@?tﬂg“?gsathé v I‘rég‘ngi]&nLSpEJ acul ation
is quantitatively defined as the i ntravagi nal

ejacul ation |atency time (IELT) is 60 seconds or |ess.
Iwﬂnﬁlﬁﬂﬂﬂﬂation delay is related to the
activation of 5HT2c, while rapid ejaculation is

associated with SHTla. It is assuned that the low
| evel ofr&natuts sjasutation) (Rleuradror knewhsasi kapid gjpsulation, is defined

YRR TR pESRFIY pr s RIS B rsponse
bemieihe esddeamm%fcﬁrapduriﬂgJ oc khiolitlygafigrppersdrasioni and pefore the
Ofpa{]tFern\t/oo? S r%r%e?gnwi%ﬁgé Sit.seﬁelr}lét\(lre yéjaculatlon is mainly caused by
psychological factors. It has hereditary characteristics and abnormality in the
neuron or other networks can also contribute to premature ejaculation.
Premature ejaculation is one of quite common sexual dysfunctions and 1/3 of

men suffer from premature ejaculation.

According to WHO, premature ejaculation is quantitatively defined as
the intravaginal ejaculation latency time (IELT) is 60 seconds or less. It is
known that ejaculation delay is related to the activation of SHT2¢, while rapid
ejaculation is associated with 5HT1a. It is assumed that the low level of SHT
(serotonin) neurotransmission, the hypofunction of 5HT2c receptor, or the
hyperfunction of 5HT1a leads to premature ejaculation. It can also be related
to other factors including hypersensitivity of nervous system, penis sensitivity,
somatic cell-vulnerability, deterrent effect of the serotonin operating system, etc.
(US Publication No. 2007-0043030; Trends in Neuroscience, 2007, (30):79-84).

Premature ejaculation is the most common symptom of the male sexual

dysfunction, but there has not been conducted insufficient research thereon. A
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somatic cell-vulnerability, deterrent effect of the
serotonin operating system etc. (US Publication No.

wo2t09/1020283030; Trends in Neuroscience, 2007, PCT/KR2009/002636

(30):79-84). Premature ejaculation is the nbst comon
synptom of the mal e sexual dysfunction, but there has

ré@@ﬁrcﬁqﬁn h&%‘&% Gin@dy dhﬂ§(% Qﬁ q E?Gtanhﬁﬁﬁﬁhg Rhk ﬁfe%)cﬂure ejaculation

Ar esearc Masters and nson 1 n ouncil n
coudt bepcasrh ﬁ@debﬁmhavtoorthcwwwa@ tbawta,bllfsmfbdhm and the

BB SRR R0 82 P NG P08 b Gncnce
01511h1doanlegradatimt dﬂow&pﬂt etrims teeenl fiolnhd ahatelyrhad adri tharapy has the

Howeve it has en found that behavi qr t hera
S Hcn, gl ECHmePL BT RrF BHRE i i ety &9 attention in
199@®cul ation cane to attention in 1990s. In the early
stage of medical treatnment of premature ejacul ation,
clom pram ne (Anafranil (r)) which is a representative

tricygly dl&% aldrivdeRh S@Wmé&]@ﬁﬁ)tré’ﬁﬁle%e@f r@ﬁ{a?ut‘es e#]aculatlon

reported the aculation [atency effect by nedicati

clomoptamniagi (Anadramilthevielal isdeseepsesensatty eo triggtis @@tldepressant
('l?(?xlséil/agusg .P E&l L V\%pe n&%ﬁt?l’e %?cq}l?t%&‘gla%gr@y eiifégttbl}%edlcatmg

reported ram’ne
clagipransinerwithtthe pprehdose ef éJSng batS0arg pat |day|t(sl (Eim hPsaphiatry.

4 de effects includj . .
| OREADRT o, ForBRER: ThtRELEE Bl P SO of clpmipramine
wabhdiiAstéredSo SietnatiiRr asiianon Yiitieats hathghn average age of 44, -

ej acu] ati on was, del ayed (The Jour nal of g{ol ogy, 199

squgoidgostiesty | ingpding; gensipriions Wacwoud).na@sda,  drovsiness,
h&dABh Al digz et & Cdic n%reﬁ@h&wﬁeﬁ teﬂfHd’l‘lgﬁué ja8h8R0R WA delayed

neurotransmtters. researchers

(Hm/éozkmgbrmftldvofl@gsuslm 4150421 422) Sebuntopide EHéeqss akeur since
clgﬂnépqnglt Qﬁ%@g stel:bq?é@?rﬁ{lﬁ% c}tﬂgr Rélﬁgfrtangﬁltters

representative SSRIS was used for the treat rrent of

{J Lerzng ﬁ%etbgj ggé%%?t())lems researcilgl%ohave etgrb%tto beus onngSelectlve
Serotonin Reuptake Inhibitor (SSRI) for the treatment of premature ejaculation.
Sertraline (Zoloft®), one of representative SSRIs, was used for the treatment of
premature ejaculation. It is reported that when 50mg to 200mg per day of
sertraline was administered to premature ejaculation patients, while the
ejaculation was delayed, side effects including nausea, vomiting, etc. also
occurred and such side effects lead to lowering the medication effect (The

Journal of Urology, 1998, (159):1935-1938; US Pat. No. 4940731).

Among other SSRIs, fluoxetine (Prozac®), known as an antidepressant,
was administered for the treatment of premature ejaculation. US Pat. No.
5151448 describes that fluoxetine was administered to the patients with premature
ejaculation.  Also, as reported in The Journal of Urology, 1998, (159): 425-427,
40mg of fluoxetine was administered to premature ejaculation patients, but the
ejaculation delay effect was weak. Besides, the side effects including

drowsiness, dry-mouth, nausea, vomiting, etc. were reported. When fluoxetine
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sertraline was adm ni stered to premature ejacul ation
patients, while the ejacul ati on was del ayed, side
woefbeopssi ncl udi ng nausea, vomiting, etc. als®ECIEKRINEEH2636
and such side effects lead to |lowering the nedication
effect (The Journal of Urol ogy, 1998, (159):
“Ja%%rﬂﬁ%ére‘dgtop Btemd¥re ¢3¢0IAG0R)patRARNGs QhH®h SThe Journal of

fluoxetine (Prozac(r)) nown as an anti depressant,

Uhatogad R0RBs {47 @164 65 héha sislst pierts suchr asmarusea, headache, and

irﬁoﬂﬁﬂﬁ a&écﬁpredpsggé}efo%"ﬂé tt%l%f’ﬁangn%tc‘q{ei ccteémﬁ?l!]ly used for the

uoxetine was adm ni stere € patients

treanett wf prematut ajdcatatiol. so, as reported in The

Journal of Urology, 1998, (159): 425-427, 40ng of
fluoxetine was admi nistered to premature ejacul ation

pat i dn§ Pat.Nb. 6495 1sadugtdbésonraped-ayleadd plsdrmrsutiesiformulation
Besi des, . the side effects jncluding drowsjness,
copipinipg clpmipsamine Whigh sanbe cevenigiibeadapsted ondemand, but
did hexauibBewasS,RIBINESILABRY th Gther OB aF&t€iAEMIGHddOAbove. US
patients_as shown in The Journal of Urol ogy, 2003,
Publzeptiom @do0.1 8907143830 ealspf descsibesich egmpesitien, for pulmonary
. » | 0 3 . .

AR Fom e AR AnfRE i pEfer (JAEELith bR B ffect
apd ¢ormedirce sfactieatsi oHowS dPatherd\was 6vb&oriksdtedeslts bleswing the

a rapi.d-rxel ease ,pharnaceuti cal. farnul,ati.on cont ajni n
uptofis Fifedh SPRRRARE RS Bithici ik MTHe e Bt e, there
i aon el %dsvdd dhyl Jopibiabdaedtconpperitdis 86|varions sartidephdsants or

ide effects nentioned above. US Publication No.

othss heapAAgAtS descri bes a conposition for

pul nonary i nhal ati on conprising clom pram ne in order

to acconplish rapid treatnent effect and to reduce

si de eFhesefore, meweviberapertie eageids nfore o riseatmeas upf spremature

- t . . H H 3
S e W L EERb 5SROt g rcuce sie
effects Udgashusda,arymitonghidnawsiness, sedatjpost fféanswekening effect, and
var i qys . an i egressants of: %her thqr.ageL{ti C agents.
weight-10ss, etc. has béen required in the relevant industry.

Summary of the Invention

Accordingly, it is an object of the present invention to provide a
pharmaceutical composition for the treatment of premature ejaculation.
It is another object of the present invention to provide a method for

treating premature ejaculation.

In accordance with one aspect of the present invention, there is provided a
pharmaceutical composition for the treatment of premature ejaculation,
comprising clomipramine or é pharmaceutically acceptable salt thereof, sertraline
or a pharmaceutically acceptable salt thereof and fluoxetine or a pharmaceutically
acceptable salt thereof as active ingredients.

In accordance with another aspect of the present invention, there is

provided a method for the treatment of premature ejaculation, comprising
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| i ke nausea, vomting, drowsiness, sedation effect,

awakeni ng effect, and weight-loss, etc. has been

a%l%'n[s?éjrlﬂ tpe &ﬁjnﬁéfﬁﬂhn' NS Y coHPABEY Uohliftamine or a
I'nventi on Accord is an object of the present
|p1memac¢1mdaﬁyprawepiebh plaktr rt’acneof,l (S&rtra:lmmo@ﬂ td ophdrgraceutically

o SERCRrse A Mo o 2 B dfoeyy plEtprable sal

ftﬁérebfea%t h&wveniggretiienes, ejoaa Lﬂlfbgdaalnm heedafotrdataoant voff premature
one aspect of the present invention, there is provided
fBRfteuti cal conposition for the treatnment of
prermt ure ejacul ation, conprising clompramne or a
phar rraceutl cal Iy accept abl e salt thereof, sertraline
Brigf Pesenip f Darawings cept abl e salt thereof and
fl uoxetine or a pharmaceutically acceptable salt
t hereof as active ingredients. In accordance with
anot herTles pbave tahdt(bthelpobjmtst an<rhfeatur€t§npf theepeesest invention will

ovi ded a net tre
RSB, 1 e aSib Ry bt R HReHfiByy, when taken in
VonfilhcEioRTVitls B atlomippiiyng [eawings, \@h&hn‘as;matwdylshyw
acceptable salt thereof, sertraline or a
pharmaceutically accept abI e salt thereof and
f onetFlgel O hénRNGf SaGAUTibE BtbcypaRRAICRBIdng 8 Example 2; and
thereof as active ingredients, to a subject 1n _need of
t r eat meng. 3f Cbafégﬁa@ﬁJlPQ,dYe}’Vﬁlg!ﬂt%WQ%dertp@fxmér i ption
of Draw ngs The above and ot her objects and features
of the present invention will becone apparent fromthe
f DetadledDesdeiptiomof tre bivemton nventi on, when taken in

A pharmaceutical composition according to the present invention will now
be described more fully with respect to exemplary embodiment of the invention.

The present inventors have endeavored to develop a pharmaceutical
composition for the treatment of premature ejaculation, and found that the oral
administration of a mixture of clomipramine, sertraline and fluoxetine treats
premature ejaculation and reduces side effects significantly.

More particularly, the present inventors have found that when
administered in a mixture of clomipramine, sertraline and fluoxetine, drug

adsorption increases through the drug interactions.

The terms “clomipramine,” “sertraline” and “fluoxetine,” as used herein,
mean each free base form thereof. *“A pharmaceutically acceptable salt” of
clomipramine, sertraline or fluoxetine refers to nontoxic salts in a dose, and

includes conventional salts such as inorganic acids, organic acids or nontoxic salts.

Examples of such inorganic acids include, but are not limited to,

hydrochloric acid, nitric acid, phosphoric acid, sulfuric acid, hydrobromic acid,
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conjunction wth the acconpanyi ng draw ngs, which
respectively show Fig. 1: Change of ejacul ation

wd aveneyst i ne according to Exanpl e 2; and Fi g.PAA/KR2009/002636

Change of body wei ghts according to Exanple 3.
Det ai | ed Description of the Invention A pharnmaceuti cal

h%&;:vri\fl@(géi %ﬂéggrrlfﬁgﬁlgré&ﬁ‘ gan?d’ p?‘lB?%Rﬁ@ﬁ@ Rtid. "VIeh PRs VM daid organic

nore respect to exerrp ar
acidb ontilnéh acesic adid, hant&xeacndonltrlcmelqomwmﬁmdnsxmtmc gcid, fumaric

aag\éperggl:égceaa ?c; egar%q%lcd %Y:?(l OBer?ztoqp aa{dg?,gﬁ)l‘!ﬁ'tﬂ{ljaﬁgcl acid, gluconic acid,
sagjchatihiat acid, nesthlarfeo sllni(ﬂomb adcid,hethenaldiadfomic sicidtaliphadt mono

a, mxtu fclo rani sertraline and [fl uqgxetj ne

i o drcartaten, BReRuEiosttue  alinoat. obvdrom T kit and
alﬁklaﬁétllf)hl‘éaﬁidrﬁatld\/ﬁéﬂ BAd talllﬁhht@df laMd arbx@afic 88HOhic acid. Preferred
|nventors have found that when adninistered in a

orgaptcudcad o hydroshlareraié (hydpehlaridsk and f1uoxeti ne,
drug adsorption |ncreases t hrough the drug
interactions. The terns "clom pramne,” "sertraline"
and "Saidawatoxie, saltasmghkd@ ot @ra nofrdtmitedidn, puldatehpyrosulfate,

kPR SR, BOVIET TRERES TPLLRRSSMANRSE Phosonare

dthgdt@gelnCphmiphatd metaplossphaten pyropHospkate adriorde, i moatide, iodide,

GH G,k ey BEOPI B Gan ot o Y P GAR{ALS dorgate, isobutyrate,

capiglel %@pta‘%ﬁteafp?oﬁh@laté | odled, htalofnd] 9edvindte C sutsdrate, sebacate,
nitric acid, hosphorlc acid. sulfuric acid,

f‘ﬁ?ﬁlatfbrorrﬂtal%ﬁd hyiersail 4-dioate, ni hexans- hordjoalgng  benzoate,
ciiB P08¢S a%é’th?/g?éﬂ?@ét‘é‘s oldimabd Op&EYate,aci ﬁiy%droxybenzoate

i nc e acetic ac tic acid, citric adid,
mdicmybsumatm phthlate, fterephihalatei benzenesiifonated, toluenesulfonate

rt.ar enzgj h ht h I
BB afee "R En S pafi SRt Sy, & tERRlopionate,
phkmubitgrate, aitratk, labia[é)aﬁdtm-hyﬂmybudyrdteggljzxmlyﬂeahmlate tartrate,

rhnl- ubstit ut ed allf te, mlli)xl al kanoat e arhq
met Anesults onate, propanesulio ona e, naphthalene-1-sulfonate, “naphthalene-2-

sulfonate, and mandelate.

The present invention provides a pharmaceutical composition for the
treatment of premature ejaculation, comprising clomipramine or a
pharmaceutically acceptable salt thereof, sertraline or a pharmaceutically
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
fluoxetine or a pharmaceutically acceptable salt thereof are preferably contained

in the weight ratio of about 1 : 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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al kanedi oate, aromatic acid, and aliphatic and
aromatic sulfonic acid. Preferred organic acid is

wanods/eeisori ¢ acid (hydrochloride). Said nont ®OOKRANY/602636
i nclude, but are not limted to, sulfate, pyrosulfate,
bisulfate, sulfite, bisulfite, nitrate, phosphate,

oFRIARYAALRD 1PNOSBNR oflké}ﬁ‘aﬁﬂgﬁﬂd WW@HR% of fluoxetine as an

net aphosphat e, éyrophosphate chl oride, brom
effoetive daﬂwdew or dicbummas, ipiPopvidadt e Prefetabipasepharmaceutical

cﬁ@@&’n‘n%heforacﬁéﬂe% gxtnf of gPérﬁatP}éQj%fl%éhg[n 0@%%‘?%3%%722-5 mg

tanoat'e, propio
of gbenipranimng dabai’9 rﬁgmﬁrsattealmcazimhﬂé~17 7 mg of fluoxetine as an

o Vg RS RorrbGR o prited o ks prRfPhpharmaceutica

comPosixivacioz aht arcafMeMOsy maatdeejabmahahadcﬁnpnsmg 2.2~22.5 mg

Eﬁ[@%&%ﬂﬁ@%benﬁﬁg% gﬂ@@%kjrgg%ulrr{gog flioxetine as an

cBaI 357113} abse fd}hE?Hﬁﬁlnﬁﬁ QQEWH@d PRRIZY b péf%bﬁbi’}f % pharmaceutlcal
citrate, lactate, etaamérox ybutyrate, glycola

compasisiont fort thet reatmant sofe pramasies @Janlaémn@@mpf‘l@m é;5 mg of
cf&?ﬂg;BH]ﬁ‘i ?PZ 31m%%ff 2RI eﬂﬁpyb%é %'ﬁTu%xeﬁH!: ég’gﬂte?fectwe daily

present 1nve rovi
dphﬁﬁﬂ&d&UhMC&ﬂn@&ﬂhﬂBltIOn for the treatnent of
premature ejacul ati on, conprising clompranm ne or a
pharmaceutically acceptable salt thereof, sertraline

or a Phainegeive t@@dthten&@@@tf@bbeerﬂaﬂufre td’@ﬂﬂ&tiorﬁ@ﬁows less side
{Tﬁuoxetl ne .qr a pharnace t| c I Ty accept agj e salt

&I apfl signi g@qt\;geqtmﬁme rojigh theComamation afjcleipramine,

sGRARAE ahH FhoxetiRE) BB ;S‘aer"tl@ﬁlaﬁsm R&EMiZcddtdatment effects and
acceptabl e salt thereof, sertraline or a

mphignized side; etf&qtgnnam@gﬂm)ta@ggal t thereof and
fluoxetine or a pharmaceutically acceptable salt
thereof are preferably contained in the weight ratio
of abbhg athounts &f clodnipramine, sertraline and fluoxetine herein represent

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

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.

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,
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
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According to an aspect of the present invention, a

phar maceuti cal conposition for the treatnent of
wQproesref2urse ej acul ati on conprising 0.7-75.0 ng@dCT/KR2009/002636

clompramne, 1. 1-1 13.0 ng of sertraline and

0.5-59.0 ng of fluoxetine as an effective daily dose

foratul @i dHaBfepeat- Rt §68nulkliShsS! #hinkdiate- EE]@JS@H‘?&%M&I%M fast-
corrp03| tion for the treatment of premature ejacul ation

distiitpgratadiigrmulatiops enddikes cl oni pranine, 1. 1-33.9 ny

of sertraline and 0.5-17.7 ng of fluoxetine as an
effective daily dose for a human is provided. Mre

pr ef e'i\ad:drgingatqo hnotirac aspdct alf the mressnt ilovention, the pharmaceutical

treat tureeaculatlonc

BT s BIoRRR! My Cufd SR RGP 17D e B Ghiptamine,
11~1130 ﬁlgrr@f SB‘rtrﬁlml@hﬁd iOne- 5950 mg ef flaoketnee dahdtyvageedients in
for. hurman is provi ged Mbst egerabl a]tl

aghHl FR8A8S FUHL Rofiprs inatign ‘P’BP & Raa %‘Eﬁ%’ﬂ@ﬁ Y geceptable carrier.

P%@f%ﬂyr%@l&ﬁﬂ @41&@1‘? ﬁﬁ@fprcbﬁiﬂ}&euﬁﬂﬂl 9f mg of clomlpramme
cl om pram ne, n‘g@tﬁ sertraline and 5.9 g
i}

lfl~dé & mgnef %@s’trahn@ﬁ ~ld ‘tmg 9f Hyexeting aSaaqimngr@lents in a
uﬂftod’dﬁqgg folRE i 'nnlf&ﬁi)in\ﬁ?iohr ﬁfri‘tthmfi }tS:tS tibe f?éalﬁ;? ﬁ%lﬂe carrier.

ti'on shows Tess side ef si g
Morealm&rablgf tlm:t:empbsmwghnmyecmmmmmawa Somg of clomipramine,

I i pram ne rtra flu
3 IR GrsRlind A St e PP BRb Afite & feuly jneredients in a
uftit ndésage dfosingeinet bimbirtation sdthd a dglseniagbgticallfhacespratsit scarrier.
f clo sertraline andfl etln @ereln
M? Fﬂ%ll”nbe 88%19(55{0@0‘“9&08@5’%8 fﬁ Mipgmings L1.3 mg

of Qél‘ﬁ*ﬁllﬁé ) Qﬁ% lof FluoRetifel g aktivd nfgr%ﬁ@hﬁaiﬁeél bhit dosage form,
conposi tion of present invention may be

imepmbingtiop ewitly amhlagma@evglcally acecntaplecarrikfapsul e,
suspensi on, granule, gel, pill, tincture, decoction,
i nfusi on, spi rit, fluid extract, elixir, extract,
syr uplhgophiammacegnticslt | compostion | doontiwe teatmdné ldfk eremature

ejaﬁelﬁgﬁppﬁﬁ%&?&%ﬁﬁ%@g ?f;g?/m r%?r'xet Io?na %fhatmqgc urtl%%ﬁy acceptable salt

thereof, sertraline or a pharmaceutlcally acceptable salt thereof and fluoxetine or a
pharmaceutically acceptable salt thereof together with a pharmaceutically

acceptable carrier.

The pharmaceutically acceptable carriers may include additives such as
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 corn
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.
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for exanple, in the formof sugar-coated tablets,
filmcoated tablets, enteric-coated tablets, peroral

wd ad/efs28 subl i ngual tablets, buccal tablets, rhexr®002636

tabl ets, dispensing tablets, nmultilayered tablets,
press-coated tablets, effervescent tablets, solution

tabl ets, hypodermc tablets and the like. It should be
under stood that varjious nodifications and changes ma)() )

be nabke pbarmageyticabremppsitiongxfetherpresent inyentien gpay be in the

foRe ocfhﬁﬁﬂlarﬁl%%fi lfogﬂl'ﬁmﬁjntsi %g.oﬁn ttﬁ@ fphﬁsgf‘ olid, semi-solid or
i nvention may also be prepared®in the formo
liquist forned- rBiefoadlationd atayoemntain a mixture of organic or inorganic

ntrolled-rel eas rpul ations. .repeat-action
B PuRRleRs FRERFE i RierBaE i pOPTR! ARG use.
fastdisintegrated fornulations and |ike. According to
anot her ect of. the present ippvention, the, .
Phar il BRgEAcREIGaPRR Gt of fhe Tesdiny fiammay pontain one
of Bofe0 PRAHASC i Cally - &c@'gtaﬁfe ChRMrPriaMme forn lofl altblet, pellet,
mg of Sertraline and 0.5-59.0 of fluoxetine as
capsuie eliquigr emudpifisr puspending agpidgéroche mnd gther suitable forms,
[ i on: W r i I I : ‘o
AR 2k BRICHOLRPIRRE CERGRIL £ KaBEGRR 3 felatin). excipiens
(0g.7 s@cls ongaasbse)) disingegnantse(e.g, dlghBc acid) pimegeltora¢drnestarch),
1 r}%ﬁ(ﬁ{s%%gaéga e%ﬁfr;l!#g%rg%lgﬁ g?qsrgﬁgcé\; éﬁdé&gr(eedéfe Bbfoid"silicon
dwmh ypcavdetandrs y(eag.¢ efuicadyee ocgsarzcicgar.iré)ybme t?m&frﬁrgabigynts (e.g.,
t he conpositi on pay conprise -22. 0 :
pemmgﬁmti@yf@f«lggﬁs@eg%r%}gesgmrimﬁ%@%adqew- 1Gapsules in a
ul dsagé YBrRthAY dnrAsligied 'c@_ﬁ*i&g'(@!%,spb@eﬁly}éﬂé |glycol or fatty
dosage form in conbination with a pharnmaceuticall’y )
aqdcmgtlamﬂdltmtq said adgdisivenr ePHreziapious sbyangrss Peghbas coatings,

i . : 3 ;

o R (el iS5 AT ARAge sl 2 1 Shanpc, bl or

pilhgnaydbentamtédh vathuisigardp shejtack ovmpthien avatibgragentm v@yrip may
a_pharmaceuti cal |l cceptable carr.ier. The . .

oBHAPHIHET i Sc PR EoAST By SPRe (T BERERivGH: dves. coloring

afd/eraflaverigg aggéms.i onThay addinipes sasedd ofi [Preparirey osuch various
lphar naceu iclea é/ l:i\ccept ablﬁ sal t .

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

womoephady e salt thereof together with a PCT/KR2009/002636
pharmaceutically acceptable carrier. The
pharmaceutically acceptable carriers may include

ogid;qgﬁ"faﬁﬁ% Ega%nla"i‘ﬁ)n cHn nuﬁﬁéﬁ{%?lgtaﬁr i deg?t?&{ &t %lomlpramme

ricants, suspe ng agents
satrabin¢ iapdruxetinghether kiugy, fe.gle one ant, morestlectied gfrom the group

oGt Yotk BB oo PEpl GagTit; pusiFels aeonisss

admneﬂg@c admg@mmtgra&ems:glid yicuronvblockers, ﬁmpmmélmmment drugs,
capsu UI d

suc S atable ous |i
PROEB et RBBTRR: Sredtigh WaBrasandcnfpibinatignetheseot. In
partietiRg, epl?dyﬂhee{e@teﬁas%@ thhibit6rs 1aamdle UbNit 8ot 1hiEed & silenafil,
nesi um st ear at e, e conventional Iy adde

ma

tadalafd apardenafil, |@@n@§ba%&7%rk@ra@e@smngn@%qﬁs MU% but are
dilu a Y

ndtitnfifd . BB ol rinel S Rrine T AIBRetddi B, VRt should be

umdmkt@oﬁnhats ifadebired, dwspehrlﬂedgna@eattspanlsblad;esurtdﬂf: daugs among

speci fic _sweet eni ng,,andj fIa or.i en )
s aBtesrhnd SRR R el B A1 Eligholt e BB SR8, BRes
ifnventi on may be in the form of phar maceut i cal
or tiqns, in the formaf solid, id
P ettt PoRRGFUENoRS. HiEy RISHE Anucntion. may  be
ad&ﬂlé’céédotfo @ﬁ&i’éﬂtcprﬁfr th @ﬂ?ﬂg”iﬂg Gn %é‘klﬂdl%&ﬁvﬁy }Wéférﬁb@m(ﬁ min to
suitable for external, er nal arenteral use. The

3 prarsnpdeuta eRgagingnid SeXYad aCHYILY. heTb¢ @é@HBISFrﬁU@mm‘%ihOd may be
e @fuﬂngh'?)gl I?E cHRf t&ﬁﬁﬁgﬁ?ﬁ%he | y accept abl e

ca rrers in ormof ata capsul e,
l'iquid, enulsifier, suspending agent, troche and ot her

SUL A A e AL S ool CHHRN YaRBPYIER, of he presen

(ire@tionst @mprising| a:tb(bmq&)amuﬁh Slsettﬂagmantahd( eﬂlgoxetme as active
or.corn starc

alginic acid
mer ‘enﬁagﬂ'@é’ﬂ‘fﬁﬁ EB a?tg?“etwc?r ande S3CE %nt quaB‘Hﬁ?ts ‘ot premature
EfacBlatiof s Riefl & kéARRd 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.

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
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.
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di oxi de), sweeteners (e.g., sucrose or saccharin), or

flavoring agents (e.g., peppermnt, nethyl salicylate
woowi@amnge flavor) may be added. Capsul es in @cumkR2009/002636

dosage formmay contain liquid carriers (e.qg.,

pol yet hyl ene glycol or fatty acid oil) in addition to

sai d FQFthEI‘ V[Se?%%rﬁ% ghihl BERWS Y65 5818 S s@l‘t’&r}nﬁ&ure liquid in

coatin e ed to convert physical forns of

lighga usmlld inFhquigxanepdrea wit/whbyatvadrangi wi/vehpags, reSpectlvely,
@@%&gﬂlﬁr\%&ggﬁpg%&e SIRkY AR aqrroghp%mﬁ&%ﬁl%g u?geesgtsi)emﬁcally

ai n sucrose as weet
ircheated othgoweseer vat i ves, dyes, col oring and/or
flavoring agents. The additives used in preparing such
vari ous preparations should be pharmaceutically pure

maﬂqg@rltq»hﬁmmﬂunm@"smd@ conposi tion al so may be in
the Tormof solution or suspension, and may contain

one or nore adjuvants sel ected fromthe gr oup

<qqr§mémsgﬁd%§ﬂhbhgzed diluents (e.g., water for
injection), saline solutions (e.g., sodiumchloride or

mannitol ), fixed oils, polyethylene gl ycol, glycerin,

propyl. %gk-%l(? 91?%18 R r%:@([g?gl.)?)fgltéﬁéi{gﬁgﬁ%%gﬁh?rOOg were fasted for

anti bacteria
1 6eticuys, pmchlti&m) cammtlatedi ditht polyethgleneambarh (BEd)dinothe carotid

di b hel at t g, TA

o368, PO Gl 4 2RSS, 306 Sl pergth ] were orally

ad@@iiseral vdtsal bingfe doke cﬁ"ccldnﬁpiatmlﬂe y o (01534170 ¢ dg cc?@w 2, with
aged. into

salt). Parenteral forpul ati ons nmay be. pac
S%ﬁfelleg O B)dkBHPEOWR, 3 wgia f?uwfetwmﬁb ggsé“‘il/GJng“ with a

QQM?% &Hrﬁ‘ﬁﬁaﬁbnpdaaﬁbké: ofTa%nﬂB@armeeywcaig/kg, sertraline 6.02
npos tion of present 1 nvention for th

mg/kgand Aluokepne Braltlume/ kg)ac Bleod sampkes (amutr?é}() il rvese gollected
b#f ﬂ)&%ﬂ%b%fﬁgg t{éﬁlﬁl Lﬁ:ﬁggg,@g? 4s§rt7r9I | Pandsh hPurcSt %faer the drug

., Tone’or nore se
administritéorgr oRptscversi sipplegnartted evitit abvout 24¢quli oft lsgparinized saline

roto n ant agoni st adr ener gi.c a dr.ener gi c
(ﬁﬁt@;{gﬂ stls cag ré?f@?ép% ﬁ@lﬁson tﬁ%cg@ll %e(?n]blg’ gnégm%ies were
céﬂtﬁﬁﬁg&{ﬂ(tMEUrtJE@x, 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.

<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

trapezoidal rule.

<1-3> Results
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phosphodi esterase 5 inhibitors, erection inducers and
a conbi nation thereof. In particular,

woeiwephem esterase 5 i nhibitors include, but ar@/KR:009/002636

limted to, silenafil, tadalafil, vardenafil, udenafil

and the Iike, and erection inducers include, but are

not ITHE sdifliriQratRieof AAEIREs cORMRYAIINGE thl e 3V dntion led

etc. It should be understood that, if desired, those
tskhe | inaraapes fie Graxcand shlécofsflnexasing Gknaysn aafoagsubstrate of
CRACHAOR o LRI e RASHIED, B AM i BRR, oNiHE%o the inhibition
of oGYA¥N6 oandf CHR2 (S elsentloimipeminen amdy seeraline.  In case of

drministered to a patient.prior to aging i exual
cBatiprmyre. oher Sdpr 8l ek oind TARRINRHED deftsTed fe to the
irﬂngia%hwh@m@eéay fntg_txbtihé umti E&Qraﬁ'ﬂhﬁi nilftcasé bOBermm@line dknown
may be change ep I ng on e character
abatsiubﬁf‘i‘tf’@eﬁgﬂhl‘ﬁﬁgﬂ vaﬁs%_,enf-m%ﬁ'a%% Qﬂi@? £15, 206 and
35@2@@{&@% Rbd %r@hﬁg%%mhdgmp?@é 6O tHeOREIeSdrlg administration

ram ne, sertraline an uoxetine as active
datagbedodpitAU Coingrdaged sighifieantl¥ct i ve and excel | ent
treatnment of premature ejaculation as well as reduced
side effects |ike nausea, vomting, drowsiness,
sedatAcordinggtotthe preseaninvgnebi esinglecordl admghstratagsof the triple-

etc. Furthernore, the co ition is. efficacious ikn . .
B SRBTHIBA UL et bt SRS ERIT oo lOmigyamine,
filoRéte RN seieirRf fretHesbo@p Wdresingleodhgagadimitiv@ation, and drug-

Wereas, the present invention al SO péovi des a net hod

drug iRtgEACtioBAPRS nEleRfly hewy in orden Of| BEexsiingorpFlogipmine >
s@fiAlipkstering a conposition which conprises

cl om pram ne or pharmaceutically acceptable salts

thereof, sertraline or pharmaceutically acceptable

salt eqf ' p t cal 1.y; e

accenvanifie L € HLeBEMARA Y DRBICTARY Coo Wit riple-drug
combjreationi andeegleafrugs emtsiomin iof Tghlerat ure ej acul ati on.

The subject is preferably a mammal, nore preferably a

Table 1

compnd | Do i Soddon | s, | et
c] 20 PSS
v | oo [ T
Fluoxetine 2.41 A(ljjmcax((l;gé/hr:?)l) ;gg 2682?i3 zllzéisa

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,,x when compared with those of the single drug administration.
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.
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human. The foll ow ng Exanples are intended to further

illustrate the present invention without limting its
wonmopen2iasr t her, percentages given bel ow for s®EJTIKRI009/002636

solid mxture, liquidin liquid, and solid in liquid

are on a w/wt, vol/vol and wt/vol basis,

respectively, and all the reactions were carried out

at roomterrperature unl ess s ifically indicated

s Rharmacplagical qffﬂ;muegmtmﬁre@)& udy <1-1>

Materials and Methods 7-week-old male Crl:CD (SD) rats

wei ghi ng around 200y were fasted for 16 hours, and
<2HenMatarial$ ane dethods pol yet hyl ene tubi ng (PE-50) in

the carotid artery and divided into 4 groups of 10

rats. The rats of Goup 1 were orally adm ni stered

vvl t h Axcetdiggaodhs encdhod o mrafnamzmsr&nmemﬁid«gc BINE1):203-9,
with sertraline

6.,02
thﬂ% GRREIARL wag exqgpied; bbng\péa%sag rﬁgl%«m%w%fnek. GHLR (P) rats

R Rk o ldGasdestanPalsl oM pram ne 2. 70 ng/ kg,
sertraline 6.02 ng/ kg and fluoxetine 2.41 nyg/kg).

Bl ood sanpl es (about 200 m ) were coll ected by
{ 1, 2, 3, 4, 5, 7, 9, 11
(12%&@%3?4&0@92@3{? (ﬁmtgﬁrﬁa adni nistration. Rats were
supplléeefirpaewrdth waeurnediictidedoby hthgaimtripeedosal i ingection of

‘éﬁﬁ'ﬁ?géwef gttegﬁ%} arrpl %%éﬁgﬁw Tféﬁtcol | ect %e?lp%rf%mmg

laﬁﬁtm@ﬁynthem@@yvew%oaéd afd pefitonenl wall vﬁasmlbsdd)wnth sutures.
obtai.n pl asma and then the anpunts

2 abpf Qﬁa(m%pw@@mwaﬁ iHECtEf dinfrapesiones ylar'i‘dtﬁ\? famalggrats had

re%auaicy) dﬁer‘f&r %fdﬁﬁﬁfsm r@daﬁéetwewfeshmk e Broupld Y6 Maificial
met h 2> Eval uation Met hods

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.

(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
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
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.
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The maxi num pl asma concentration (Crmax) and the tine
to reach Crax (Trmax) were obtained fromthe plasm

wocongenizgati on-tine curve. The area under the pOTASK®09/002636

concentration-tine curve (AUC) was cal cul ated by using
the trapezoidal rule. <I-3> ResultsThe adm ni stration

of t rGRhﬁi)‘ fayg n‘é@ﬂ@bé‘@éﬁt%l Whs éd}ﬁnﬁ’it&%%mmh I(OV@Wr'n@ﬂl‘lylcellulose
led to the increases in Crax and AUC of fl uoxetine

I6RAdNEms Gos Uisseinafter a8 ‘BIE28900"2C CEIOHF\%I 22564(%6 single drug-

PSR B B! PR SRR g St anc

fluoxetase ofspedtovelpr aﬁmeps the- |7nweeamhnmist@¢dxmum dAuﬁle -drug

we et ect due ot 0 ;tche i nhi bi t.i on b .
cPibiaAlSe. SHaUBEA 7 Hete muiERl il FietF e combinations
hakingwariss dosedd's t Datadledeosdxodre zeptcbontedin G‘usleemylrms

such as CYP2C9, 2C 9, 2D6 and 3A4), Crax and AUC were

hi gher than those fromthe single drug adm nistration

dat a, A Rbf 2 Huys AE SONRIAARSE ot B AdmaNStHtion 6 £ RisHcBMpounds,
to the present invention, single-oral adm nistration

thet male rats peseirallpveashie redepoio ithe thservationeeass 4ered0 minutes.
@éﬁicﬁ?};faﬁgﬁgéﬁ\ﬁo eéi:lv@(ﬁ' 1ﬁ tgzﬂ%(psvltl{ ltﬁéoﬁﬁfddﬁ%tl@ﬂdof female rats
vdthmiarti §¢inhestons mtmdtltér @gslcrugtlomtoagact Thn ejasulatiemrlatency time

ord of , {1 xelne>clom
(BT R B e oot WL Shcdacncvas, gvaluated.
Cmax wth trlple drug conbi nation and single drugs are
<§ \/\/R@@Table 1. Table 1 As shown in Table 1, the
S##ug conbi nation (clom pram ne 2.70 ny/ kg,
sertral ine 6.02 ng/ kg and fluoxetine 2.41 ng/kg) |ed

to the increases . .
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 + 31.7 -10.2
4 Single drug F:2.41 1413 £ 512 -31.7
5 Double-drug C:270+F:241 2013 £ 548 2.7
combination
6 Double-drug C:2.70 +S:6.02 116.1 £ 325 -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 9.8
combination
(0.1X)
9 Triple-drug C:0.27 +S:041 +F:0.21 | 3755 £ 1224 81.6
combination
(0.3X)

13



10

15

20

in AUC and Crax when conpared with those of the single
drug adm nistration. These results denonstrate that

wOMdow/anehsCrax were escal ated by drug-drug i nt afGgkR®09/002636

of the triple-drug conbination. As a result, the
ef fective ejiaculation delay can be expected even with

I0dw doipledmgpl e PC:PAArTEESPIYT-04Il ¢M08JL tevkiBitat i on97.8
(rjat syomBinhttoVat ef i al s and Met hods Ag¢cording to the
mat hod oflXBrain Res Brain Res Protoc,| 1997, (1):203-9,

fihi s expAsUARNt wag:execs.2g20yr.¢apl Oispg MRl @oand 693
femal e, fhina S (SD) rats above 20 weg¢ks old as test

ani rral S. @ Ovarj ectony and induction of estrus The

fann MK Al

naoctheot i 2ad hyvy + In anoe
1 IICll VVCT © Cll - I'CU . f 1 | | GPCI T AT
I23j ect rliﬂe af“gconb r(rgti’pgff %?'ﬁgétu%ﬁil e 1:?1;1 gb%t?;d 52.0
xy| azFeBbmationy/ kgl After perforning |aparotony, the
ovari es @&e renoved and peritoneal wall was cl osed

Mijt h Slriple-dmug 2 ni (08.6009:5dpi+cl:RI8¥Nn | B3@6.1i 1) eSd.2d 45.1
i Nt r apeémbingnedl | y) and the female rats had recovery
peri od o@xj’ days Ovari ectom ed fenales were brought

ng/ r at . ts r adi benzoa 'Ssol

1400 R hd bt esrd&%oays5%89;1*%%0@8551 %Ct'g?.a 205
in 0.2mM | o
sesam%mgé %bout! 52 hours before the adninistrat|on

off a tes lk)nnmmlnld foll owed h\/ s. C n| ection of 1
1|§q/ratTftPﬂe driggest|r 69t Sdi3sifot FdelQ h2608 H #3.8shsamé.]
0| |, edrobimadothour|s before the administration of aftest
n’pouncleX)Z) Scrieeni ng test and copyl atory exper|ence

em n tes observati on cage
? 'ﬁl{trglle %rﬁg%x‘?qﬂ?ﬁt Bef ore screening
test, the male rats were allowed to adapt to the
obser yat C for 10 mnutes and then the
Cat s Tt llr%fir?#a Pirepa) 1 BEgALY €\ EQNdrab AP Wast %&?e gaﬁ 4 sec. In
cssew@f Gtdup¥®l € 4" @lriz18atu L LRRIPS BB EVT Wa§ ndP1dRger tHs that of the

negatlve 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,
409.1+158.2 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.

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
combinations were found having excellent effects on delay of ejaculation,

compared with the single drugs and the double-drug combinations.
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were regarded as sexually active ones. Selected male
rats went through copul atory experience for 5 tines at

wo00ey84dgnt erval s. (3) Admi nistration and evalpggaikR09/002636

The experienced nmal es were divided into 15 groups of

about 10 animals so that the nmean ejacul ation | atency

time (ELT) of groups are simlar. Test conpound was

single orally adm nistered. Goup 1 as a negative

cont lolconebusazini tiiplealrag vomhimtisus nelompliprehdine.osertraline and

Ag3aetine), 4% GReejichey R G, «BRindprimplonk ik PihEp Spmpared
widht the sirgle drags airl dasblé-dahg bembirdhtibhsioxet i ne,

respectively. Goups 5 7 were admnistered with
doubl e-drug conbi nations. Groups 8 15 were

Eadffiple 3t ®idé effeéCevdluRlion ¢rdtg) conbi nati ons having
vari ous doses. Detail ed doses are represented in Table

2 below. After 2 hours and 50 minutes fromthe

<§_q]r§i Magérﬂﬁg'agﬂl\%t%%t conpounds, the male rats were
al 1 owe

. apt to the observation cage for 10
m nut es. Then copul atory behavi or test vvas |niti at ed

out ek QU RRRGCHR D AP TR sfer Mgt ifhalibg bRt 10 rats.
A| Adgiicy donti] (grbdp vass ddmeinistered fwiolnOt 5% MG 51600 and triple-drug
Lrom SSi n until. the ;ﬁ acul.ati on was,.eval uat ed

inatiad (¢lomIpEAing S FoflHEKFIRG T aIQURIGR @igup, with 4 doses

(1ﬁdkﬁfdd”ﬁ/ﬂh33)de§§(f i7bedn@hove @mertﬁ@l@aﬁg @@m@meﬁm once a day
meansS M and are shown in Table and ure 1. Table

fc,E(tdayél ofAgbrilad desessare represeatadin Table f3| beleat.i nEjen animals
w%E% ogyggr\%fd gv&‘épaldé %Ptdl@}ca‘ioﬂgé@ algd QB3 P@%rwelghts were

sec. In se of (single .
ngaswpd)befmﬂedh&hﬂ‘ltmagn rodtthé enmrmcmtaand omtheoi ™' t3g 5' and 7" day

ontrol group. Also, there was no increase of
frtoﬂ'g 'ﬁ“ faﬁm@’ oups 5 and

<3-2> Evaluation Methods

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.

Statistical analyses 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
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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6 (doubl e-drug conbi nati on groups) conpared with
negati ve control group. However, the ELTs of
wa 100pke4mr ug conbi nati ons (cl om pram ne + ser tRG/KRE0%/002636
fluoxetine) of Goup 8 to Goup 15 were 227.040. 1
sec, 375.5122.4 sec, 409.1158.2 sec, 350. 1120.3 sec,
vg’rlré‘nc%g%al MOgé%uslmrﬁle&%tt3§3w3§f2us%d3§ﬁ c@ﬁﬁ!}are each dose
sec, respectively. The increasing rate
gmunwhrthenergatwﬁmnmﬂgwum t he negative control gr oup
were 9.8% 81.6% 97.8% 69.3% 52.0% 45. 1% 27.5%
and 26.1% respectively. Considering all the results
<pf3>t Reswdilsove, all of the triple-drug conbi nati ons of
Goup 8 to Goup 15 increased the ELT conpared with
the negative control group in the dosage of 0.1X ~
10X Bbd ewe@hlt Yhafpespf ¥ots( from tHd pkgerithugtscddsotibad iabove are
of IX dose howe uts andi n ng e (about
repgogenid ¢ ed® and fra ot Jﬁe@ S fkﬂur@ oup.
Al so, all the groups of triple- drug conbi nati ons were
found havi ng excellent effects on del ay of
Tablgclil ati on, conpared with the single drugs and the
doubDesggeug coprbi nati ons. I n cobayusi on, triple-diBgly weight
s (cI of priamne,; seytraring and fuoxeétchasde (g)
VE TALCTI IIl L L I
dggea vgtcmtﬁﬁ oAb Bd (TP he%e %dff SR [ 579
MM@HQ@O)CO Ot i GRS 7! B 3%10 Wl
eval uation (rats) <3-|l > Matjerials and l\/let hods
7- vveeksxal d nmal e268.43: Q@8(2$D)286a(913 vgoes il vsaegdai nt 0 555

of tls i |
gddm er ed W t]j%%a %?\/@8] ,'d)éleld ?%%()eig i

r\nndrmné: on /r\ nmnr mna -Flun tina

IIIII T UUACLTTTITO

gr oup, vvlth 4 doses (|l ndi Cclt ed wtth 3X 5X,
10X) dfX the trj pb@9dr|292803nb2 Wa8d orkUnke | a
deysso Detedd ed dasms |aER80 epegsiant ed9jon TaldgesB
Thenganggyal s

L2 2 L1 Rk Wk

7X 258.11 253.57 | 268.08 | 286.890 | 296.27 38.2

(C:630+S:9.52+ | +6.94 | +9.82 | £15.58 | +7.38 | 10.15
F:4.97)

*% *k LI * Kk

10X 257.57 |256.10 | 272.16 | 283.92 | 296.42 38.9
(C:9.00+S:13.60 + | +£7.29 | +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))
= 8S.D.
* k% xxk o Giopificantly 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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wer e observed twice a day for clinical signs, and
their body wei ghts were neasured before the initiation

wiood/neamxperi nent and on the 1st, 3rd, 5th arT/&KR200802636
fromthe initiation. <3-2> Eval uation Methods Toxic
effects of triple-drug conbination were eval uated by

deqrensyd dbult 195 bhahlyed MOV MS the §X GRrip@aapireg Wil tHeohegative
group. Especially when the gain or |oss of boeéﬁ/

nc d
coRirfhseoudur it thete bedpevrigbi sizaificantlys deergasesk pbayt 9~8% on
14K 1 . .
SR TR 1K 48 FORTAEp AL pSin, B Sl coprol erup
Wian therhradyi woight ishangeefort hdaysr efagastl togatongst greipsheas compared

) |  Diff .
WiffEein<Bafiee bbftro PRER R0 B BPEER ofH TafTiahHT Rereased by -
19%) -840% artd «33% far QD(vlé"ﬂl(,m@da]rfég g;owms r@pamiivd?. b¥he maximum
eveng' s t ) t 0 it .
Jeiareihgse (TG R eralBectiet haNBh B dBGE e et then 10% in
bbdy ewkigh®SgaifiedomPakdTRAle £aeBades ecditIPinMthd {okecity study.
negati ve control group. If the varjance of Levene's .
Aceardingdontie Abevharatias the I ILhmE- iRl rianelinatigas in the
pHIESt Qe PSP a8 %?é%&iﬁ&f?sogéleg«psd)gd&eﬁ he negative .

control group. e trans ne ta were reexam ned by
Levene's test for evaluation of honpbgeneity of

| anGe pil.f . en ett's
EXAR B piaral a1 G B ot WAl ATRACIERH RAL AT 2
negati ve control group. <3-3> Results Body wei ght
ange f.rats fromthe experinents descri bed above
<§'F‘e> &éfﬁ“gaélé)ﬁ’t WRaR A@S¢rpans, D. and are shown in Tabl e
3 and Figure 2. Table 3 (C: clompramne, S:

sertraline, F : fluoxetjne)
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
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))**

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 8 ~ 15 are converted into the human body doses as to the triple-drug

combination. Detailed human body doses are represented in Table 4 below.

Table 4

Group Test comp. & dose (mg)

Clomipramine Sertraline Fluoxetine
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Each val ues of the experinment were represented as the
mean (weight, (g)) S.D *, ** *** - Gignificantly

waliohd/enest fromthe negative control at p<0.0%CHKR2004/002636

and pO OO, respectively. Body wei ght change conpared
wWith a negative control group has been used as a -

repr ebsggt ativeg factor r;o eval uat e thetoxicological 5

\AA o
OI UII UT A UI UU. VVICII l. IIC l.I I

adni W3 ered flor 7 d&ys, the pody wei.ght decr gased 1.7

0, =
about Lﬁ,}/o on dgys 5 an7d 7 1n the 5X ﬂgup conpar ed vvgtgh

the n dnti\/p dontrol oup Burt her nd\/ we nhtc

signi pxcantly decrea;;gd about| 6- 8% Qm6days 1lto 7 in.s

the 7X and—1TOXGoup_conmpared w tiT the negati{ve
cont r 8K group.| When 2hé body wei ght 33f8ange for 7 days’

of ea Q treatent greygs was jconpar gl wWth the 236

At 1\ N o~nnt Py | aroub +hn Avs vy

IT\,gul.l VO \/Ulll. I UI HI \wAv | P, l. LILA >3 bTC y vVVCT glll. 3u| II
si gni Xcantly |decrea3®fl by - [19% -34% and -B83% f 0r29.5

5X, 7 and 1QX grou respectlvel The nmaki mum
t ol er affed daosH (MTD\gfé generjal |y cﬁ?ﬂpn based on 413

decre@g@ of |dss tha1715 @O%l n body V\ﬁl3gj1t gal N conpagogyl

VVIlIIClIICgClll CL.UIIlIUI IIIlIClUXIbIly bluuy

According to the above results, the MID of triple-drug

<Q%Eggé31§§ﬁ@l%étngpr esent invention was detern ned

| e 4. Pharmacol ogi cal effect
evaluation - clinical study <4-1> Cal cul ati on of human

d th t dos f le 2, the h .. .
dose T A RtEmafire SRDlBIon A secanfs o rsd ST ditided into
%!éﬁs Sltveksnty E&pleﬁﬂflflféq;dtiéﬂt %ﬁ)ﬂfwlrl WaSallenibtstertd g a daily dose

|nln|t|al Cinical Trja Ther apeutics ip
clomipzamme Var4Rgedhs paticRk gﬁ%@,e\y vaFIER fmeo%QeOmg, the

%tl o) Sﬁg 3bQV1@l?|fﬁllélx@ﬁﬁéj 200mS | 41 l‘h'@Zpa‘t’ﬁlrlF %}G’U W,gwnh the triple-
el ow. calculation is b

dggmqmblgntloma{)f athe present invention including clomlpramme 7.5mg,

sertraline 11.3mg, and fluoxetine 5.9mg. A dose was taken 3 hours before the

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.
<4-3> Results

Results of the human treatment effect from the experiments described

above are shown in Table 5.

Table 5
Patient group and dose No. of Patient no. with ELT of | Treatment effect
Patients 10min or over (%)
Clomipramine (22.4mg) 20 15 75
Sertraline (50.0mg) 20 8 40
Fluoxetine (20.0mg) 20 0 -
Inventive triple-drug 20 19 95
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rat is 150g, and a person is 60kg. HED = ani nal

dose(ng/ kg) x (ani mal wei ght (kg)/human wei ght(kg)) O
wERoHstm the triple-drug conbinati on of the p@E3SER1009/002636
invention, if |1 X dose of a rat is converted into the
human body dose, it is calculated as clom pram ne
cqmbmgtioser(G:abinge 1. 2ng, and fl uoxetine 6.0ngy| Based
Sdn Iexahplte9@g) t he rat doses of G oups 8 ~ 15 afe

i pi araRBrig. o tRBEF {88368 bocy doses are

represented in Table 4 beI ow Table 4 Group Test conp.

Expe T im BB, PR SR ELeel (i Rt ere exhibited in 75% of

tiRd patidrdd la@miRfst€d SAHPRIEMPraBRS238 0y dhd 'a@@dt '40%3 oft patients
roups of tvve&;%/ fJeopI e. The patl ent group
I'a

admpinificsed Fat i 0y e s et Wemtb@rﬁpfaémerfeffm digrgot show

Bhﬁ tH@ h&&its Qtﬁgrﬂﬂls?erﬁ&"vflhl PRbkEMNd g@ O% O”Hr st'éi contrast in the
atient group uoxetine 2 ;

cpet PBpatignisupdministerdd with the mleldfdrggcmmbmatloon cofative effect

SRS L S ETH 5L Bt L SERARUT 30l does of

eadkdmugs. hours before the sexual intercourse begins,
and the adm nistration period was for 3 weeks. The
effect of the administration of the drugs to the
ERahA1B15S Stde effeedevAlaRHER - iclinfdal is Ay ?\dd&eh fe
pattents. A drug was determ ned as effective when the
pati ent's eJ acul ation latency tinme had been 10 m nutes

r o
O TR g B EBERHLL ORI B WA who
taok embldrug.in Example 4. As shown in Table 6, the nausea occurred in 90%

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.

Table 6

Patient group and dose  |No. of Patients No. of nausea Incidence rate (%)
Sertraline (50.0mg) 20 18 90
Inventive triple-drug
combination (C:7.5mg 20 1 5
S:11.3mg + F:5.9mg)

(C : clomipramine, S : sertraline, F : fluoxetine)
Example 6: Side effect evaluation - clinical study (sedation)

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
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Table 5(C : clompramne, S : sertraline, F:

fluoxetine) As shown in Table 5, curative effects of
wd heydnugs were exhibited in 75% of the pati entI/KR2009/002636

adm ni stered with clom pram ne 22.4ng and about 40% of

pati ents adm nistered wwth sertraline 50.0ng. However,
retstlﬁ §éhahiy: e@ftflﬁ‘ﬁot%lg %tl@ﬁoﬂhﬂﬁls’h rg|2:§'fe>‘EEtdf\etyhtestriple-drug

adm ni stere  uoxetine 20 star

cgohimation, in the case of pati ents adm nistered with

the t |

nCe lﬁég@ltg ogweggg;e ré?fegﬁfﬂoﬂ{‘g]e %Iéﬁﬁéeﬁﬂtfﬁéﬁ:ﬁbeﬂ%%% G shown
insTaple 7. cantly reduced doses of each drugs. Exanpl e 5:

Side effect evaluation - clinical study (nausea) A

side effect incidence rate of nausea was investi gated
Tas1eg patients who took each drug in Exanple 4. As

Srl%%nt' ﬁodﬁﬁ’ﬂd"d&e ﬁon@fuisa%@ntg CUI(I{)G&“S &tf‘&i% Inc}_ ﬁce rate (%)
C%ﬁ%bﬁaﬁ.lﬁe 2U4 ‘I@UK ST U1 d?blle OJ UL:E], \[ nmTre UIII y 2/0 (7b

mn "CVP TS Iﬁf.u(:r\ t+heé LIi[J e=Gafrug conbinatH
Cé’ 5% enc B ea. Zgls result dermnstrat es the

Rks) Foé‘n&sz M& it shi effect of the triple-dru
Sfl(la#mgnhFﬁn?mg)quuuc; of the side effect (nausea) from
t he egp&)biBstamife ! sé}&dhﬁ@qveﬂabﬁetﬁmm in Table 6.
Table 6 (C : cl om pram ne, S: sertraline, F:
fluoxetine) Exanple 6: Side effect evaluation -
clinical study (sedation) A side effect incidence rate
FOFmataN BRalfiste 12 ephpaics ok TABtPAL | ent s who took
—eacnm drug 1n E le 4. As shown in Table 7, the
10 sedation occurred in 70% of the patients who took
cI om 4 il 0 5% Qf. ..t engs - .
o L eREaiEfrss T G, MbIEr e ShObmr I, BRIENEY cincluding
clsmiptamme Tmyslr(aQﬂbmdﬂemaﬂralatees hyzocidbeide e sedat ifhroxetine

hydrocﬁ]lorl e a?cftlfv%Cl}lgroefdletnrt]§e vtvére mixe tﬂgroughly 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 lauryl sulfate 2.0
Magnesium stearate 2.0
Coating layer Opadry® 6.0
Total weight 206.0
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experinments descri bed above are shown in Table 7.

wolnbd/end2s(C : clompramne, S : sertraline, F PCT/KR2009/002636

fluoxetine) Fornul ation Exanple 1: Preparation of

Tablet Al ingredients of the tablet core shown in

Tabl e 8, including clom pram ne hydrochl ori de,

sertral i ne hydrochl oride and fl uoxetine hydrochl ori de

as active ingredients, were mxed thoroughly and then

K : Breparationgfdiablebss to obtain

tablets. The tablets were coated with Qpadry(r) (the

Opadry white 85F 18422, the Col orcon Corp) to obtain

fi | mAbatrggediabisetod. thmtgremﬂgommdeatshoerxanﬂlale 9, including

ol EPRLReC B ar b Rbeg SRR ngMidisShishlf, DAY Tuosetine

hpdndrchtthider asdmctn&emtgwdléme Wwert mikddr | Aebiadetr $dlutixe prepared by

och de a redi ent m xed. A
Ayt bRy piomt cplvRst BG4 GPLEBIRH SOHG TSt Bas fgded thereto
t& Jbtathoganand. PN ﬁés‘i’@hest@@raté‘ wat addesoag@edranules and the
thereto to obtai gﬁgqranul es. %ne3| um st ear ate was

nHyee Was t srmpieastd de Qhtrin Hablats urlhendable§nprese seqpted with

ets were coated with
d&%dﬁ?%t%@b% §Pﬁt€ae[fﬁr’rl??oat ed tablets. Table 9

For mul ati on Exarrpl e 3. Preparation of Capsule Al
—[it’);ll%rgedl ents shown in Table 10, including clom pram ne

rochl-ori rln

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

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.
Table 10
Component mg/capsule
Clomipramine hydrochloride 8.4
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sertraline hydrochloride and fl uoxetine hydrochl oride
as active ingredients were m xed thoroughly. The
wo Beykiiisg i xture was filled in hard (gel ati MC/RRBI0Y2636
capsul es. Table 10Wile the invention has been
described wth respect to the above specific
dCboniiprasmns free baghoul d be recthh zed |t hat vari ous
rfeetrdline &ytdmobloaidd changes nmay 1B® nmade to the invention
lggertiainefrekbdseed in the art whigh also fall within the
FepeiAE hidiscHIpN@t T on ag defiged by |t he appended
¢FRbISINYRe HaSe)C! @l med i1 §: 1. (fyypharraceuti ca
PSR ddiRRe Effuidgd LT eatment; Gfy prenat ur e

acurayron, COnNpPri—sStnNg—qromt gmne or a
C '+ havy

n?g?lluubu } AT V (@ | V) v vy Latl € S : CI1rel f, r r | I n

Ena, § colate o1 1y acd -0 sa!te?herzgftaﬁd ©
fsodm aupd suifatg pharmaceytic 14.Q, accept abl e salt
Megnesimesicasate ve | ngredilents.2®. The conposition of

dlotal meightwher ei n_cl omi pram ne2®0 a phar maceutical |y
acceptable salt thereof, sertraline or a

pharmaceutically acceptable salt thereof and

f | uoXéhilertheomvanpbarhas dbean ideatriyedavithpteaptat teghe above specific

t hereof .are contai,ned in th ight. ratio Lo 1=20
cfpbptiiens! §, SRR Fedobni R 1ol Nhrico? inBeficatiohs "nd changes
nzalyats%rﬁﬁeattd) ¢ted irpveﬂﬁﬁﬂrbfylﬁthbsb ?"““3% iir tl&f Mdﬁﬁclh latyoi f48. within the

: e conposj tion ai : ch further conprises
S sepnsHRdrthadryRntion) Wegj@@é&y F@pesmfﬁngqlalr@s- The

conposition of claim4, wherein the pharnaceutically

acceptable carrier is selected fromthe group

consi sting of excipients, disintegrants, binders,

| ubricants, emulsif ers, suspending agents,

stabilizers, sweeteners, flavoring agents and a

combi nati on thereof.
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6. The conposition of claim1, which further conprises
a drug selected fromthe group consisting of serotonin
wWERONILLU®, serotonin antagoni sts, adrenergi ¢ agankrR1099/002636
adrenergi ¢ antagoni sts, adrenergi c neuron bl ockers,
i npot ence treatnment drugs, phosphodi esterase 5
WhAt R dfinsed f-€Ction inducers and a conbi nation
ereofr. . oral unit dosage formfor the treatnent
of premature ejacul ation, conprising the conposition

S Sheury BN COGRHbTE o ACAERREL) BRI,

cemlpasnxgdclbnnprarﬂmaegrrcmphartmmiesmmig' adceptablesalt clgrsof, sertraline
enS|on anu R decaocti on,

of HRETAClujsh1P gl sapthaept “bifithSigg B G aceutically

asogptable palvtiesreo fasoativiedng@digntandl enonade. 9. The oral

unit dosage formof claim7, which conprises 0.7-75.0

nmg of clom pramne, 1.1-1 13.0 ng of sertraline and

0.5-59. GHey dmbbiigvat i o€ cllgm The %lﬁ!reMn' Elo@&iﬁﬁgﬁme or a
formof claim 7, which conprises 0.7-2 ngy

pharswacshtiealhe, aqceptatde osaly Hrereads t sqnnah@eamn @ aﬂwmaceutlcally

a&%g?efblé] Eﬁmﬁ%hgpandlgl}lggﬁﬁfoﬂgﬂzgﬁacgﬁﬁéﬁFyog&rep}a%fle salt thereof

a®. Mﬂn@dmgthn‘wsghtraio ofladd2t 0754.17 7 ng of
fluoxetine. 12. The oral unit dosage formof claim?7,
wherei n the pharmaceutically acceptable carrier is

sel egt Elﬂlefcfcﬁﬂp(bdiﬁo@r(ﬁuaaﬁﬁmlsl\sheﬂ&m ohie pharmacnitisally acceptable
aﬂlSln rants,, binders, lubricants, enulsif ers,

rﬁﬁ léir‘?t s, stabilizers, sweeteners, flavori ng
agents and a conbl nation thereof 13. The oral uni t
dosage formof claim7, which further conprises a drug
sel et Ehe pﬁmnosﬁ@r'g@tb@plr@dnwhs@h fAythsr comprisgniarpharmaceutically

a@cg:?ﬁib?éﬁ cRgrotonin antagoni sts, adrenergic agonists,
adrener gi ¢ ant agoni sts, adrenerglc neuron bl ockers,

i npot ence treatnent drugs, phosphodl esterase 5

| nhi ? TRk éonellr)gsci{lon 0 Crlglun(l: eé{ ﬁerem 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. The composition of claim 1, which further comprises a drug selected
from the group consisting of serotonin agonists, serotonin antagonists, adrenergic
agonists, adrenergic antagonists, adrenergic neuron blockers, impotence treatment

drugs, phosphodiesterase 5 inhibitors, erection inducers and a combination thereof.

7. An oral unit dosage form for the treatment of premature ejaculation,

comprising the composition of claim 1 and a pharmaceutically acceptable carrier.

8. The oral unit dosage form of claim 7, 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
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conbi nati on t hereof.
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lemonade.

9. The oral unit dosage form of claim 7, which comprises 0.7~75.0 mg of

clomipramine, 1.1~113.0 mg of sertraline and 0.5~59.0 mg of fluoxetine.

10. The oral unit dosage form of claim 7, which comprises 0.7~22.5 mg of

clomipramine, 1.1~33.9 mg of sertraline and 0.5~17.7 mg of fluoxetine.

11. The oral unit dosage form of claim 7, which comprises 2.2~22.5 mg of

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

12. The oral unit dosage form of claim 7, 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.

13. The oral unit dosage form of claim 7, which further comprises a drug
selected from the group consisting of serotonin agonists, serotonin antagonists,
adrenergic agonists, adrenergic antagonists, adrenergic neuron blockers,
impotence treatment drugs, phosphodiesterase 5 inhibitors, erection inducers and a

combination thereof.
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