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PHARMACEUTI CAL COVPCSI TI ON FOR TREATI NG HAI R LOSS AND

BENI GN PROSTATI CHYPERPLASI A [ Techni cal Field] The
wonesmatessnvention is related to an oral phar MRCEKR20@/001063

conposition having the effects of the prevention of

hair |loss, epilation, hair toning, and hair growth, as

well as the prevention of female hirsutismand benign

prostatic hyperpl asia, of which effective conponent is

B ETTE R COMROSITION FOrpTRTATING -

accanty@d! 3 n t]
ScVRFRIFOSS ANPRENITN ERISIRIIC SFVRIRPLIASEA
for hair loss including the theory of inferior blood
circul ation, excessive actions of a mal e hornone,
excessi.ve secretion of sebum |owering of scal

[Teghpjealilgeld] que t o dandruff and other bacteri a, ISeneti c
factors, aging stress, etc. However, nothing has been .
cl arTha prgseng invention isaxekitadd oo oral pharggecutiseli gompqsition having
present tine. Mireover, recently, the popul ation

the sffeéte of thy freantioniof hhio dessdapdlation, dhaarigeisg, anddwit grgwith, as well
habits, increase in stress by social environnent, etc.

as th@spieeertican of emialec hizasismgatd dedignt prestate shypbrpdasid) of which
popul ati on have been younger, and the female

effde@ipe! lcatnpenerfis MR{2-[4-FshlbaspheeATphenglneais s 1 -piyspakiny fethoxy]-

above reasons for hair loss, the nost frequently seen

aceli¥ REdO6r iR Harh &8ty cdptatilé §8C bl drateebPiddehi.0 t he
excessi ve secretion of a male hornone is androgenic
[Background Art]

Several theories have been presented for the reasons for hair loss including the
theory of inferior blood circulation, excessive actions of a male hormone, excessive
secretion of sebum, lowering of scalp functions due to dandruff and other bacteria,
genetic factors, aging stress, etc. However, nothing has been clarified for the reasons
for hair loss until the present time. Moreover, recently, the population suffering from
hair loss due to changes in eating habits, increase in stress by social environment, etc.
has been on the increasing trend, the ages of such population have been younger, and
the female population of hair loss has been increased.

Among the above reasons for hair loss, the most frequently seen type of hair
loss which is direcily related to the excessive secretion of a male hormone is androgenic
alopecia, called male pattern baldness usually. A male having androgenic alopecia
shows phenomena that his healthy hairs become thinner, shorter, and weaker gradually,

and readily broken. These phenomena are called miniaturization, during which hair
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al opecia, called male pattern bal dness usually. A male

havi ng androgeni ¢ al opeci a shows phenonena that his
woeadstoaysskhai rs beconme thinner, shorter, and weBkKEKR2005/001063

gradual Iy, and readily broken. These phenonena are

called mniaturization, during which hairfollicles

becone thinner, unnoticeable, and changed to short

downy hair eventually leading to hair | oss.

fomggeg Yedbi@! hinnkE£ Cuﬁ-ﬁlgjlci(}’ealblé? ¥d ShifkedSto0shdrh BowhE Al EvRtually

treat ment of 0Ss through the suppression of

R e T T L

pattern ness, requentTy - see

hair | os i s Induced as.t.esto rone. one,of
wealghf of bphBiss 15721 15 yRMERh et Ry P Fab G epdPEpdte been
(Dij;r), which is an active-type mal e hornone, by
1epegledy educt ase, and thus activated di hydrot est ost er one
is conbined with an androgen receptor king the_ . )
syntMaleipattem bridnesp.ighigh if the| mesh i feequenty seepdyeg ebhaif fess, is
growi ng period of follicles shortened, and follicles
indeded iasktestpdterone,sertsuefl male memonesd i eenvexied driovdhydrgigsiogigrone
the process of androgenic alopecia, and as a result,
(DHIB), rwhicls s ag cotipatipedmbly horfiloaemisst Sarreduasos asd obws activated
the scalp [Dennis A Holt et al., J Med. Chem, 33,
dihPdStebtdSdhk - is IddnibigedRant dnMBndrédenh@Sefiee makin@het dyathesis of

t here have been nore vari ous reasons for fenmale hair

proteRRSof eRAEIET c¥fld Refahas Ghf WroWhlge p&iadd of F8BicleBUshoktBned, and
reality, androgenic al opecia generated as the
i

I
BRI ), K YRR Sl s o
and%gerr{l%l gloge%ﬁ, %nd a%azll gensﬁﬁ,s hé&iP ﬁ'gsg %céorn%gnsetaleb}? )ﬁﬁﬁ&l%h%{t?on may be
shown on the scalp [Dennis A. Holt et al., J. Med. Chem., 33, 943 (1990)].

In the meantime, it has been known that there have been more various reasons
for female hair loss compared with those for male hair loss. But in reality, androgenic
alopecia generated as the sensitivity to the male hormone is inherited occupies about
50% of hair loss of adult females.

The mechanism of male pattern baldness coming from the excessive
production of dihydrotestosterone by the actions of So-reductase suggests that it is
possible to prevent and treat effectively androgenic alopecia by using anti-androgenic
activation effects suppressing the activities of Sa-reductase or the combination with an
androgenic receptor, or by using the actions of estrogen conversion acceleration of
androgen.

The treatment drug proposed based on the above theoretical basis is Propecia

(of which main component is finasteride) manufactured and sold by Merck & Co., Inc.
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production of dihydrotestosterone by the actions of

5a-reductase suggests that it is possible to prevent
wandsiweas ef f ectivel y androgeni ¢ al opeci a by BET/KR2005/001063

anti-androgeni c activation effects suppressing the

activities of 5a-reductase or the conbination with an

androgeni c receptor, or by using the actions of

estrogen conversion accel erati on of androgen. The

of thE CBIERNt Fella4@rilé QREWSh RARBEHINN bhSumbeNmgt HROEGVesAdn of
asis is Propecia (of which main conponent is

b
test(ﬁété}e%%, Q{}g&eﬁ% arsﬁﬁgl@ fh%ﬁhblﬁee, % Iﬁ'gl dﬁ)@és%sﬁl‘oﬂ\ﬂ‘? W@lﬁhgis g%trong active-

nc I nast er shows a nechani sm of

oo AR S, ' oS BL 3P hech TRERRNE LANE oo A Hhrkh 6 the

ot'est ost erone,
worl SRS 856 AUEVE ! D CHES Kav-dse BRIPHD gH ] ffciype hair
it wa d by FDA of the U, S t
lossafe 10 B Dabt FIIE Y- Ha 17-10eand 4760971  BloeSampiaignt do. 10-
Nos. 4,377,584 and 4,760,071, Korean Patent No. 10- o
0416%3% sE@reag ok aidrOpan Rt Nma28-08§2504p03And4 ¥ 4Bropecia is

And yet, Propecia is disadvantageous in that its
disadivirdegeous e tish tsneffetsearal shownt deseraf monthistafies it is administered,
adm ni stered, there are side effects such as
therdi ai¢ Bidei effecfsusleusi dirhinytion wp eéanlity, irmpatencel ttedy mag be used
used only for males, and safety for being used for

only E5dnaRes 4l Sdféty Fo£Being W3ed fasteaildssdrddchildeseist Aot esablished
Its use for pregnant wonen or fertile wonen is

pre hﬁlk,u“al(ng%ftls 21%9 ?Jé’ ?J'rétgﬁlgnt FEREF fertiBvoRRalis YidaY Yrohsifekd.

0 treatnment or prevention of hair

l os?ﬁdfﬁxepﬂtﬂg é}o‘g{ fol%el}& used Iform(\]lllation for the_trea mg%t) or( I‘ﬂmée.ntion of

(6- pirgert dinyl -pyrim nean1ne-3-o§|
haiy tssj%él\/]g%&i%b écgﬁbg%g A2 4 R BN AL TR6i8e) AFS! Bfent No.
4,139,619) developed by Pharmacia Sverige AB and approved by FDA of the U.S. as a
drug accelerating re-growth of hair. Minoxidil has been a vasodilation (K" channel
opener for the treatment of high blood pressure acting as a smooth muscle vasodilator,
but became more famous as an epilation drug as an epilation phenomenon has been
shown as a side effect in using it. This drug has been somewhat effective (20 — 30%)
when it has been applied externally to young people or people having oily hair or people
having the whirl of hair on the head fallen out, but in other cases, not only it has shown
insignificant effects but also there have been reported some side effects such as contact
dermatitis, dried mouth, lowering of blood pressure, dizziness, etc., but also it has been
troublesome to use it since it has had to be used a few times every day. Besides the
above, hair tonics containing hyperosmotic extracts, hair-growing agents, epilation

prevention agents containing hyperosmotic extracts, and the mechanism of the actions



drug accelerating re-growmh of hair. Mnoxidil has
been a vasodilation (K+) channel opener for the
wonestows8 of hi gh bl ood pressure acting as a BODMKR2005/001063

nmuscl e vasodil ator, but becane nore fanmpbus as an

epilation drug as an epilation phenonenon has been

shown as a side effect in using it. This drug has been
somewhat effective (20 - 309 when it has been applied

of %fe%ﬁ@@%ée hﬁ@é’ bEa! '&%SR)@&P |(fap9ﬁes@ e@ﬁh—?{?&ﬁﬂ’ﬁ@m@ s, EYNG?7-

or people having t whi r'l “of hair the head fallen
; I r I Nky OV
26784, PO 2P A Pt PTG Sha8l Rorreh HESLIE AT 0311199)
repoy.t.e one side effects.such as_contact dersatiti
dri g&%&tﬁ%‘?ﬁ | G ﬁbse%sfes bi™ 8%6I?1p rdzlg sgor et (f’lxgezslsirrql;gs gltn otint of
.. etc., but also jt has,been troupbl esone.to it. si,nce .
dibyroipaRne SOV b PIUER PG TBPBAs B sisgulwh in
t he above, hair tonics containjng hyperOant'c_ )
5  propsxtiomta the aggs pf galsniwhy agendss thapsl years e %@@EW&S&WOH‘[ pain
agents contai ning hyperosnotic extracts, and the )
comimeg: frami dysuia dubito prossingebarimay treek c Caveal igeanapé ehthis disease
di scl osed (Japanese Lai d-Open Patents Nos. PYUNG/-
is a2Aa8ROthrREUNEY &6 3T, entangtdRfobiehe 688564, Hoween $hateemost of

9 No. 10-0311199). Still further, anong di seases i nduced

patids Had babn QxEE skt detibjidctobf dpérutsro liatited sdndr thae, have been
particul arly, benign prostatic hyperplasia (BPH) is

proBiBRWDT SMAPERRY, trkQitrehbe, (& ABEDpetatith| SPpetiiford f HPRS drug
than 50 years old and brings about pain comng from

10 ther?%{%g%gsabégﬂg?&?ﬁg&essi ng of urinary tract. Causal

ment I's disease is available through the

oo L BT BB A Dy P o

o QR R L LR 58 Mt AR DY 3582 P SRt 47

by ];gdrucisnigngrlll?lrg%augrostate gland without any side effects found in anti-male-

hormone drugs by showing the anti-androgenic activity effects by selectively

15  suppressing the producton of dihydrotestosterone without affecting testosterone

showing the actions of a male hormone. Therefore, the compounds such as finasteride

(product name is Proscar manufactured and sold by Merck Pharmaceutical Company)

suppressing the production of dihydrotestosterone in tissues by hindering the actions of

this 5a-reductase is on the market and used currently as a treatment agent of benign

20  prostatic hyperplasia (U.S. Patents Nos. 4,377,584 and 4,760,071, Korean Laid-Open
Patents Nos. 2003-22763, 2000-0075651, and 2004-0016559).

In the meantime, a pharmaceutical composition of which effective component

is 2-[2-[4-[(4-chlorophenyl)phenylmethyl]-1-piperazinyl]ethoxy]-acetic acid (chemical

formula is CpHysCIN,O3, molecular weight is 388) of the present invention and its
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t her api es has been increased. 5a-reductase inhibitor
has been recogni zed as a safe and causal treatnent
wagenstoogds3 beni gn prostatic hyperpl asia since i PC&R2005/001063

been possible to treat urination inpairnment by
reduci ng enl arged prostate gland w thout any side
effects found in anti-nmal ehornone drugs by show ng the
anti-androgenic activity effects by selectively

phar%ﬂ?ﬁ%ﬁ?ﬁ%??cg@ B1PLPAUE 1Rk Bh il AYALPLL S A9H-BNABR agent, anti-

out I'ng testosterone show ng the actions of

.. a.mal e hoynone...There S, S

s e Bl S iomblBe SRIAANNES oPHE T approved
sol d hy Merck, Pharnaceyti cal. Conpany).,SURPr eSSk N

prodifo JHRNE o GHicar gt qodsybeher SHED 5 HOLERESTabE hAS been
hi ndering the actions of_ this 5a-reductase i,s on t .

roported Kerto ARIPSER 06 AGH MYrad. TR ST HBr Gt Tppoelil active
beni gn prostatic hyperplasia (U S. Patents Nos. ) )

compoiBnY festhe aneventips ®f bridnessordaialliont @f dpes pilelien. hagiptoning,
2003- 22763, 2000-0075651, and 2004-0016559). In the

hair geawithi amd the tpdasmenetad feela Ihitsahispan dienignrprogtatihhyerplasia, or the
ef fective conponent is

like Avhigh hré-thé ébjebls of ephyeesch) ipkaniphmret hyl ] - | - pi per azi nyl ] e
t hoxy] -acetic acid (chemcal fornmula is C 1H25C N2Q83,
mol ecul ar wei ght is 388) of the present invention and
i tspharmaceutically acceptable salt has been on the

t irallergic agent, anti histam ne
[Sulgg{éﬁ?,()f e ﬂﬂfeggﬂlg g

bronch tor, and spasmolytic and known to be
cupdfEoPREEBET Y, Hien? RN Rl o WP 8 pPfcoutca
g S5 R BB P B i
acidy ghlts ahannaceut{]cally %Lcleb?aﬁe s%[t, E}%rgtg,’ ores%hxlla%et asaH acqgfle rcomponent
is effective for the prevention of hair loss, epilation, hair toning, hair growth, as well as
the treatment of female hirsutism and benign prostatic hyperplasia, and completed the
present invention including the above active components.

It is, therefore, an object of the present invention to provide with a composition
having 2-[2-[4-[(4-chlorophenyl)phenylmethyl]-1-piperazinyl]ethoxy]-acetic acid, or its
pharmaceutically acceptable salt, hydrate, or solvate as an effective component, and
further, to provide with a pharmaceutical composition having 2-[2-[4-[(4-
chlorophenyl)phenylmethyl]-1-piperazinyl]ethoxy]-acetic acid, or its pharmaceutically
acceptable salt, hydrate, or solvate which has the effects of prevention of hair loss,
suppression of excessive production of sebum, epilation during which new hairs are

generated, hair toning during which thin and weak hairs are changed to be thick and

strong, and hair growth during which young hairs are grown well, and superior activities



hair growmh, and the treatnent of female hirsutism

beni gn prostatic hyperplasia, or the |like, which are
woOhersob9asst s of the present invention. [ SummarpCoOKR2065/001063

I nvention] The inventors of the present invention

found out that a pharmaceutical conposition of

2-[2-[4-[(4-chl orophenyl ) phenyl net hyl ] - 1-pi perazinyl]

et hoxy] -acetic acid, or its pharmaceutically

o SR Sk PP VB R e b
o eSS nis R O B ol g b

hyperpl asia, and conpl eted the present j.nventi o .

comparsianhigh 8 the et el IR HEEHERES: cifgotive Tor the prevention
therefore, an object of the present invention to

of hair wss,dadvipt ¢piktionnpdsioningn 1rn@rowth; and useful for the treatment
2-[2-[4-[(4-chl orophenyl ) phenyl met hyl ] -1 -pi perazinyl]

5  of balifopyhtatiahgparplasial d, or its pharmaceutically

acceptable salt, hydrate, or solvate as an effective
conppARid detaifidhé prdshrrinventop isoshacketenized by an orally administered
phar maceuti cal conposition having 2-[2- [4-[(4-

pharfileQitRANSsHbISHGH WhiBh! i ¥kfbctive for the prevention of hair loss, and for
- pi perazi nyl ] et hoxy] -acetic acid, or its

1T i g&,% bl forlihe trBMEHCAL 6f fPhals Rird@isth and
epﬂ%tﬁgiﬁgé%?%?dg]?ﬂg S o?’ %fraevent? on ofe hai r I%ss,
suppressi on of excessive prod j 0 is  2-[2-[4-[(4-
benigh; Ipé?sﬁ%]’? dmeﬁ@asﬁefi c#/nvélwcﬁailé?%&g‘%e égoe er a?i ed, hai[r Bl
tonin urin ich.thin weak hai :
1o chiogPheRTaRIeaH R b PP RO OUR 07 I G follding
young hairs are grown well and erjor .activitiesfor
Cherieal F prmlidner & PHAEmAFIRARSCTRARIE S Bicl b SOILRRY | o
hyper pl asi a. Anot her object of the present ipventiaon
s fihemopyogisioni afithe preserl inyensighiih pdyasiaggous m that it is a non-
phar maceuti cal ) )
steroidal composition and has no side effects such as sexual function disorder, etc.

shown in the conventional treatment agents of diseases related to hair loss.
15

[Chemical Formula 1]

Although 2-[2-[4-[(4-chlorophenyl)phenylmethyl]-1-piperazinyl]ethoxy] -acetic

20  acid shown in the above Chemical Formula 1 and its pharmaceutically acceptable salt
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conposition which is in the nost readily adm ni stered
form effective for the prevention of hair |oss, and
woaoosapddsat i on, hair toning, and hair growth; aa@/KR2005/001063
useful for the treatnment of benign prostatic
hyperplasia. In nore detail, the present invention is
characterized by an orally adm nistered pharnaceutica
ﬁonp03|tion which is effective for the prevention of
i i Lation, L . . )
nave g, REBEheP RS beise R R ALAR oL IS ecrfl bufihiftamines

e trea emal’e hirsuti sm and

bron@lﬁcr%%ﬂgﬁ{fq%tssaggisrﬁﬁf}figg Etfll '_?Ssio%atis fsta%it? MhaScEE tﬂré’\?en, and they
haveS e pprsed 4V SHON 1 ke o PR ARy R riehalstBak P sgported

1, or its pharmaceutically acceptable salt, hydrate, .
untll_dhe Prsisorittane Fhio BHEwYSs asi %ﬁfuéfmt“f?ec%‘%’é‘%‘ﬁts f‘i’rn%’@ RE§GRtion of
~is advantageous in that it is a non steroidal i
hair dossp effe¢tivereralatiom sandnigeatinget of faseale hirgetisnn gnd benign prostafic

function disorder, etc. shown in the conventional
hypérplasiairent Thgent phavadisiealses oshmisisivnt o Havingl os s2-[2-[4-[(4-
[ Chem cal Formula 1] Although
chlofodhényPpHehfinteity0) Dphyeinypeevny vaddiy| doid, -qi ipeparmagétieally
t hoxy] -acetic acid shown in the above Chem cal Fornula
acce%tegpa_d sdif, SyBRad, R GBHatCRAViNg ast-andaidic aalitdefetdacnrding to
ublished"to be useful materials for anti-allergic
the @%gés}ltrtrgxl’ng}egﬂgﬁ abt%ﬁéai% Q%ﬁg)oﬁ&ﬁgl BHEQ :ai)éﬂt QRS pre@B&tion of fall-out of

. .and, t he Ihgsé -H glnr o0 . tic stapl ity has bee.n proven,
hairy and %?ieé;{r o%/ <hil Prrlfgoz%ﬁgé&gﬁg%&r&e gxg:%trée)%at% gﬁnﬁ"tctﬁﬁse BR&inMstate.
ComaReAEERshUEHE it svabl SRR o ! ISBEijon et batdnes
mde@lk-!og% Iogﬂéajgsta@r;% %)rr ee%}lgc?orht inot efp(reens%llteingier{tlso%t 1je s B0 g composition

that can prevent fall-out of hairs and baldness through the administration of the
composition according to the present invention for the prevention of baldness and fall-
out of hairs. More concretely, the effects of the prevention of fall-out of hairs and
baldness refers to the effects of the prevention of hair loss, epilation, promotion of
growth of hair, toning of hair, growth of hair, softness, and suppression of an excessive
production of sebum. The hairs to which the composition of the present invention is
applied include all parts of human bodies where there are hair roots and follicles such as
the hair roots and follicles on the head, hair on the head, inner and outer eyelashes,
mustache, hair of the armpit, and pubic hair.

In the present invention, the pharmaceutical composition for the treatment of
benign prostatic hyperplasia refers to a composition that can cure benign prostatic

hyperplasia through the administration of the pharmaceutical composition according to
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hyper pl asi a. The pharmaceuti cal conposition having
2-[2-14-[(4-

wohbwmreptseny| ) phenyl met hyl | -1 - pi per azi nyl | et hoRg}/KR2005/001063
-acetic acid, or its pharnaceutically acceptable salt,
hydrate, or solvate having anti-androgenic active
ef fects according to the present invention as
ef fective conponents bring about the prevention of

the p&%slgllx%?lyéntﬁfn t%ﬂlfe%w@ﬂﬂerﬁ‘ Bf BEdiSE ?ro gﬁi@ Byb&plas indiced due to an

ot Trecover the pFOSt?te gifand to'iIts origina

state. The phar 2

excefiife fpapd i ARERL Gy B R SO BT b Bttt of
B SO0 EOLED G e

bal dness through the adm nistration of the conposition

originab¥#di ng to the present invention for the prevention
of bal dness and fallout of hairs. Mre ﬁoncr tely, the

ef f B2 4c(4-chlerqphevidlpheimethytlal-pipstaeinyflethgrykacghy  acid,
bal dness refers to the effects of the prevention of
whidiis ah aetiye epiipanémongl the ophariaseutital geaspdsition #egording to the
toning of hair, growh of hair, softness, and
preséttApv&tivhdncladesais (€ aad ¢)veptiprbidootisand dicisebematesthe
hairs to which the conposition of the present

i nveyl§d on i shad@Rdeugehliync! ugeeptablepar t sultef huwsfan bdqR-¢4-[(4-
where there are hair roots and follicles such as the

_ o : : .
Chloﬁzdal{?lﬂm%?ﬂgﬁgﬁga%ﬂ“?érgﬁygflbtﬁda@]Jﬁ@éﬂ;’ adi@infayOiclude its organic

; e asheS, mnustache, hair of the

and BidTBiic oBR BRI B ookl T HERBRETVE MBI coliunds
PhaBRe B oA RPUBLa bt i Hopo B e gD o R, b BhmEd Trom
hyd%%%ﬂ%f%ﬁ%%ﬁ%@gg B OB b RS L9 Lt Reporsyecid
lactic acigd? S}Cr?lf’/itcatalcicc:l, h&é@ﬁé pz!tc?g,l ?riﬁgoq‘ggc%glcdggd,t C’)lzrif;‘lglenylacetic acid,
phenylacetic acid, substituted phenylacetic acid, for example, methoxyphenylacetic acid,
sulfaminic acid, sulfanilic acid, succinic acid, oxalic acid, fumaric acid, maleic acid,
malic acid, glutamic acid, aspartic acid, oxaloacetic acid, methanesulfonic acid,
ethanesulfonic acid, arylsulfonic acid (for example, p-toluenesulfonic acid,
benzenesulfonic acid, naphthalenesulfonic acid or naphthalenedisulfonic acid), salicylic
acid, glutaric acid, gluconic acid, tricarballylic acid, mandelic acid, cinnamic acid,
substituted cinnamic acid, ascorbic acid, oleic acid, naphthoic acid, hydroxynaphthoic
acid (for example, 1- or 3-hydroxy-2-naphthoic acid), naphthaleneacrylic acid, benzoic
acid, 4-methoxybenzoic acid, 2- or 4-hydroxybenzoic acid, 4-chlorobenzoic acid, 4-

phenylbenzoic acid, benzeneacrylic acid, and isethionic acid.

More concretely, 2-[2-[4-[(4-chlorophenyl)phenylmethyl]-1-
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excessi ve anmount of di hydrotestosterone. Mre
concretely, such effect of treatnent of benign
wonoestatdss hyper pl asi a means curing of the enl acgaRk2005/001063
prostate gland to have its original size.
2-[2-[4-[(4-chl orophenyl ) phenyl net hyl ] -
1- pi perazinyljethoxy] -acetic acid, which is an active
conmponent of the pharmaceutical conposition according
. . . |
pipch i TRARKTE e AXE R AT Rochlctolpd by Wodambplos of the
albO‘phar maceutically acceptable salts of 2-[2-[4-[(4-
chl orophenyl ) phenyl net hyl ] - | - pi per azi nyl ] et hoxy] - acet i

c acid may include its organic and iRorgani ifls ,as.. -
wel I1hs a‘fr‘ﬂgmsd’lfvg{eescoﬁwa“’ﬂ@os:hg%s 1161‘6]?%%%2%?\?%%3%1 (- or 1
conpounds. Pharmaceuti cally .accept abl e.acjd-added..

phapgceutiqaly| asaeptalble sals ﬁﬁﬁcﬁ inyRoHieye, e TaRetis ﬁffg%éﬁ?"&iiﬁné to the
acid, bromc acid, sulfuric acid, citric acid,

preseal inzentionauanatprdy sk ascording to thegtare of %@F cqmpqpp.cmethod
acid, acetic acid, trifluoroacetic acid,

of atlmim$teatiphachjedtdo he itndatedrrad wisgasstto be drepigd. s tipsiever basgd on 2-
phenyl acetic acid, for exanple, methoxyphenylacetic

[2-[aq{4dchlstophamil phenydmiethyl[si+pipanizinyethokyll-acstic cicid, cwhich dis the
oxalic acid, fumaric acid, nmaleic acid, malic acid,

actidd WeRPndC bordapatd ithe agresknt OabmRmet amgl dsi gpharmaceutically
met hanesul foni ¢ aci d, et hanesul fonic acid,

accgjg%{ﬂé§ Whf OfeCaRibintl &ff Q¥ RX@NRIE. 1 {0/ 2l000uRBESdH denf® an adult,

, benzenesul foni ¢ aci d, naphthafenesulfonic acid

prefg%fal?ﬁg?:’{é I"a‘glg i‘ﬁgg’eﬂérsdét/fﬂ?{‘é&ad%ﬁi fHa it 88 b€ Xélﬂlﬁlllﬁéi'le&i orally or locally

_ _ gluconic acid, tricarballylic acid,
e L6 b PR oo S, 3oPsL ket o, e
hyd rlg)o)% ea (F))r% Q&infnistration of the pharmaceutical composition according to the
present invention, it can be manufactured in various forms known conventionally, i.e.,
in the forms of tablets, powders, dried syrups, chewable tablets, granules, chewing
tablets, capsules, soft capsules, pills, drinks, sublingual tablets, etc.

If it is manufactured in the form of powder, it is preferable to apply its content
reasonably according to the type of formulation such as the amount of the effective
component of 0.01 to 99.90 weight % or the like.

In whichever form the pharmaceutical composition according to the present
invention is manufactured, if the amount of 2-[2-[4-[(4-chlorophenyl)phenylmethyl]-1-
piperazinyljethoxy]-acetic acid or its pharmaceutically acceptable salt exceeds the
maximum total weight, it may be difficult to maintain its physical properties; and if it is

less than the minimum weight, the effects of prevention of hair loss and improvement of

hairs by the active component may not be shown sufficiently.
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acid (for exanple, 1- or 3-hydroxy-2-naphthoic acid),
napht hal eneacrylic acid, benzoic acid,

wa-20mstdagssy benzoi ¢ aci d, 2- or 4-hydroxybenzoi cPETiKR2005/001063
4- chl orobenzoi ¢ acid, 4- phenyl benzoic acid,

benzeneacrylic acid, and isethionic acid. Mre
concretely,

2-[2-[4-[(4-chl orophenyl ) phenyl net hyl ] -1 pi per azi nyl ] et

h OXTl}le Bl A oRfhStothihe préaemtiaeriiof mmynes idminddtasd mmpatients
be exanples of the above. The anmpbunt of the conpound

in ar%ﬂxoa}g% FdrE‘T tﬁ@(]ls ROk Ak "i‘he%l: OfectilVe aRldahiTREeHIblagaildbility, i.c.,

used to ac |eve therapeutic effects

thrm&ﬁ%? or o f;]gaélb o t hg Q&l&?rhf&m' ¢ ﬂmég MRtdhAhkkred pro%erly

€ na ure o onpound, net’ho

may&{g gcwaléizt?% }ng&g VBB?/ gﬂla?&%%risga %%l'pzes%’tg %f tl?en&tséjisg ©FBE cured,
[ 4- chl gr ophen he net hyl -I-

stag g} [reabiaii, B rogher TN GTSUTHBRGES: | (L ﬁw&ah%ﬁs' by bl one
according to the present |nvent|on and

or mohephramecautically sccapteblstilsre(vebicles), Wﬁ’@fea‘ili’ﬁ LE%HO #d progertigs of
usually 1 to 2,000 ng per day for an adult,

suchpfiliéres) abd Yetesnined 3QOrding petheckolubility 2ad chemieal peangrties of the
can be admnistered orally or locally according to its

tabldtokedtad,i aie tpulle. of aadniihBtraticl sebboied] sindatstandawlf préaice of
pharnaceutlcal conposition according to the present

phmhﬁﬁgakgon it can be manufactured in various forns
known conventionally, i.e., in the forms of tablets,

POVELERyre 8 thi‘f' dphe ¥6MB§Slt1&h§dUBMn@g, {oht ptesentdhwdhitiog Snay include
chew ng tablets, capsules, soft capsules, pills,

o oF BTV TP B AFertby SaSppee
essentlgl component along with one or more pharmaceutically acceptable fillers.

Fillers may be solid or semi-solid materials that can function as the vehicles or
media of the active component, and which fillers are proper is widely known in the art.

Fillers may be selected in relation to the intended form of administration.
More concretely, in cases of tablets, powders, chewable tablets, granules, chewing
tablets, capsules, soft capsules, pills, sublingual tablets, or syrup forms, their
therapeutically active drug components may be mixed with arbitrary oral non-toxic
pharmaceutically acceptable inactive fillers such as lactose, starch, etc. Arbitrarily, the
pharmaceutical tablets of the present invention may also contain binders such as non-
crystalloid cellulose, gum tragacanth, or gelatin; disintegrating agents such as alginic
acid; lubricants such as magnesium stearate; glidants such as colloidal silicon dioxide;

sweeteners such as sucrose or saccharin; coloring agents or flavoring agents such as

pepermint, methyl salicylate, and the like.

10
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reasonably according to the type of formulation such
as the anount of the effective conponent of 0.01 to

wo20BMvEsBght % or the Iike. In whichever fornmPCD&R2005/001063
pharmaceutical conposition according to the present
invention is manufactured, if the anount of
2-[2-[4-[(4-chl orophenyl ) phenyl net hyl ] -1 pi per azi nyl |
et hoxy] -acetic acid or its pharmaceutically

ac C?ﬁ%@tgifof?§ Ay BXMESHSSt tah@arﬁ?%ébﬂy Bial QbR foMklgidns difice it is

maé = ficult to maintain its physical properties;
nd i f e 1N j . f
csy 35l i 5 RS NG B i el LRSS, o

th ti t, . i Ci .
ovet S5 SO ARRRD ) TP, SR U st S
adni ni st t t.i i bi f
abouf 0y PON e the SFCHEs FUBPRBENG hag. bi oo ava | abi |1ty

i.e., through an oral pathway. In which formor t hod.,.
t hey h@rﬁymbes%ﬁ@nrafﬁﬁ%‘%l@% gblﬂt?rlﬁ%ﬁllﬂ VRRYOTHBAS PEYER 1°‘Staglhty
according to the characteristics of the state of the

throutitoet she tworbie as neanti-sllergis agent.hantithistanine, biegchndygior, and
rel ated circunstances. Al so, the tablets may have one

spasfifolytiz; buipiuahing hesibécnatportedondip theppresent timeras to its effects for the
(vehicles), where the ratio and properties of such

prevehiidieof Biir ¥s¢ il ahoptriedlopeciay ebilagion chaihening), hbirlgréwth, and
and chem cal properties of the tablet selected, the

femﬁ? s @Hfisnf R he Wk @tdeRNoSER&ET Fidstafld Bypérplacial Whidvhaes kieeuses
of pharnmaceutics. In nore detail, the conposition

of tlﬁgél%&%jt rﬁ?vetnﬁt)llfx.hel % St ﬁjoﬁlvﬁl@trEQﬂtfs "?ﬁ:ghﬂ:ﬁi HdRrignents and in-

rapeutically é ective amount o
TR L SR SR by o
com%ggi%grtl aob ‘S‘lef Ii)rlelse% Siwention is advantageous in that it has very superior
activities for the prevention of hair loss, epilation, hair toning, hair growth, and female
hirsutism, and for the treatment of benign prostatic hyperplasia; its safety is secured
since active components, which are proven to be harmless to human bodies, are used; it
is very easy to use the composition compared to applicable formulations owing to
simple ways of administration such as oral administration; it is very convenient to use it
since sufficient effects may be expected by administering once a day simply; it contains
non-steroidal active materials; and there are shown no side effects such as sexual
function disorder, etc. shown in the conventional oral epilation agents and prostatic
hyperplasia treatment agents.

Further, the composition of the present invention is a safe composition having

no problem of side effects reported yet in spite of its long-term use, which means that it

conforms to the temporal trend in which it is critically necessary to have treatment
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Fillers may be solid or sem -solid materials that can
function as the vehicles or nedia of the active
woaopmagss, and which fillers are proper is w BeTKR2005/001063
known in the art. Fillers may be selected in relation
to the intended formof adm nistration. Mire
concretely, in cases of tablets, powlers, chewable
tabl ets, granules, chewi ng tablets, capsules, soft

agenfPfdF Hhi® Soss Bhdl lifeastsRldteDioathe pRIBIa®S Sandr Syrup forms,
their therapeutically active drug conponents may be
m xed with arbitrary oral non-toxic pharmaceutically
acceptable inactive fillers such as | actose, starch,

. . Arbit || t h h tical tablet f th
righ BesRiotoR bt BrediBeL S0 Cont i n bi ndors such s
i s spRlys Geanpiadi o SR aPGARSE 4 ey Gt afpntant

such as nmaghesj um stearate; gljdants, such as coll pi dal
advagiages therepiovillee readide ARRAETY ag Gl!% sapae beromys j)eg?r uné)ersqood by

saccharin; coloring agents or flavoring agents such a
adled

refengapetontha tfolloweing ylet esprintien whgw conpidearedii cpagngtion with the

forms may be the nobst advantageous oral unit
accohmpanyingtdrawings,i wheeeint i s easy to administer them |If

necessary, tablets may be coated with sugars, shell ac,

or @ihiee leix erdraphcelaiwing thgehares dndhe taversgp vefight adfl prosate

that each tablet or capsule contains about 10 to 200

gland® &f chdiRtcdl hedd ISTe e ek dife thenpebiddndnistration of the
according to the present invention has a proven

comgg.&élﬁtéﬁ ¥ b t;ﬁc&ﬁf QHIRGM it Bedarap! MeRSrdRs aRtiiaaldgenigi fetive

, anti-histam ne, bronchodilator, and
offe tg,asrml ytic, but nothing has been reported until the
fesent tinme as to its effects for the prevention of

th g:,“rFﬁ%u(.)\%ﬁ%:lg ag E%ﬁ%s %iglﬁrégalt}%) %ﬁzgn%es qu ‘Jh@taivgfbfge h@ddry weight of
castrated male SD rats one week after the oral administration of the composition of the
present invention;

Figure 3 is a graph showing the changes in the average weight of prostate
glands of normal male SD rats two weeks after the oral administration of the
composition of the present invention in order to measure its anti-androgenic active
effects;

Figure 4 is a graph showing the changes in the average body weight of normal
male SD rats two weeks after the oral administration of the composition of the present
invention; and

Figure 5 shows a photograph in which clinical tests of a man before the
administration of the composition of the present invention and after the continuous oral

administration of the composition of the present invention for six months.
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femal e hirsutism and the treatnent of benign

prostatic hyperplasia, which are the uses of the
wonesmatess nvention. It is shown fromthe resul PET®R2005/001063

clinical experinments and invivo experinents using

animal s determning direct effects of the conposition

that the conposition of the present invention is

advant ageous in that it has very superior activities

f 0rTﬁ$ﬁreﬁérﬁY§J&kieﬂ iOfiuB@iied inogxéate@@éthiaby @Reanb BF the following

toning, hair growmh, and female hirsutism and for the

ex tr&@tnent of benign prostatic hyperplasia; its safety

angg Secured since active conponents, which are proven

to be harm ess to human bodies, are used; it is very

easy to use the conposition conpared to applicable

formul ations owing to sinple ways of adm nistration

sucﬁﬁ§§m%ﬁ£] adm nistration; it is very convenient to

use it si suf ficien ff X )
i XDE S .. tet S C S.o’cie Sx%t gcq:lvte)yeffects of

W CA TTO

non-steroidal active materials; and there are shown no

castratedenadé SBtats (duch as sexual function disorder, etc.
shown in the conventional oral epilation agents and
prostatic hyperplasia treatnent agents. Further, the
conposition of the present invention is a safe
conmpesivol epdimvdnty an® rRifolthaminf ordexdao eddnficms that pb{2-E4[(4-
yet in spite of its long-termuse, which neans that it
1&35&% 1\Eheh Pintdify1]- S adinyl Tegtively|-Aoatlai abid] twhish is the active
Choc itﬁigﬁfy9%é%§glary to ﬁgLe t?&atnentagents for hair
a . d ptRedthrvBAGSE, 24:R1 Gls@PBarmaceuticall
compRRshy PR REARSIN S IRC pigtalt more. con Y

scrip Drawi ngs] A'nore conpl ete
Lat i f this | ' . .and f th
scofPRLC IR SR e bt R bR E Tkt appar ent

as tPfg)I@ asc%rrglepo?lg M the go%tlga%{tiv%ngqgﬁps,tf?n%gteRXe, which is known to be

the suppressant of testosterone So-reductase and an active material showing superior
effects for the prevention of hair loss in androgenic alopecia and the treatment of benign
prostatic hyperplasia, is used.

d-week-old male SD rats are acclimated for one week and castrated, and
assigned to each of the solvent control group; prostatic hyperplasia inducement group
through the stimulation with a hormone; experimental group to which 2-[2-[4-[(4-
chlorophenyl)phenylmethyl]-1-piperazinyl]ethoxy]-acetic acid dihydrochloride, which
is a compound according to the present invention, is administered to reduce the prostate
gland after prostatic hyperplasia inducement through the stimulation with a hormone;
and comparative group to which finasteride is administered. The weight of prostate
glands of the solvent control group (23.3 + 1.5 mg) is used for that of the control group

in order to compare the results of other groups, and detailed experimental methods of

13



reference to the follow ng detail ed description when
considered in conjunction with the acconpanying
wdnensigs3 wherein: Figure 1 is a graph show ngCrikr2005/001063
changes in the average wei ght of prosate gl ands of
castrated male SD rats one week after the ora
adm ni stration of the conposition of the present
invention in order to neasure its anti-androgenic
admidflda6n 6 éo%%o%ﬁmﬁk G finfndrize@ iPiha B GHAayTasle tihe
changes 1n average body wei ght of castrated nmale
SD rats one week after the oral adm nistration of the
conmposi tion of the present invention; Figure 3 is a

gra n t of

pr og'lt‘)’gf Zﬁ @ﬁ%g%?%ﬁ? ﬁgﬁatﬁ%} “%Ef?é{&! ﬁ,gfem%}ﬁ \%\%gks after
t he oral admnlst atjon of the,.co ition of the

pr efos e ‘Ptﬁ?‘é’ﬁfl?‘bﬂf ?‘ﬁl'ﬁfd&%genfcoacﬁﬁﬁgﬁ?% its
anti-androgenic active effects; Figure 4 is a graph
shomﬁng t he changes in the average body wei ght of

10

Classifgétibﬁ” el TS GadistefiaS T WO | WEBK Jos8T th@fodérRR |Rebrks

m ni stra

i nvent i on;| "854 gure 5
cIini cal tlests of a nman

iti on of the cd

POS| ti on of trge pr esent
a photograph i n which
bdiigstatienhe adm i stration of

he—c S e mol pt e T
Solvent Lot %’d&gﬁq C(()){rtéaf.ll L& 81

gKmRhe present

m ni st
i nvention fd

DESEIMZ AIVENTT O AN @kgeBkers)Ethe
rati on of the cgnposition of
r six nonths. Thergg

of TP,

PasKipn

ProstattVISPerpl [IT® 1 11 ustrat ed 10 pg gz bt er det diPHBY neams of the
: the foll O\M'—% composition is performed
inducement group DETP 20 pg +2 mL p p

Comparative group TP + 0.5 mg of| 10 pug+0.5mg under the same conditions

finasteride as those of the solvent

DHTP + 0.5 mg of | 20 pg+ 0.5 mg

control group.

finasteride

Experimental group

TP + 5 mg of the | 10 ug+5mg
composition of the

present invention

DHTP + 5 mg of the | 20 pg+ 5 mg

composition of the

present invention

Notes:

refers to and DHTP refers to

1) TP testosterone propionate,
dihydrotestosterone propionate.

2) Only cotton seed oil, which is a vehicle, is administered to the solvent
group.

3) In the prostatic hyperplasia inducement group, each of TP and DHTP is

dissolved in 0.2 mL of cotton seed oil and injected hypodermically in

14
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exanpl

es:

[ Exanpl e 1]

I n-vivo experinment for the

observation of anti-androgenic active effects of
woasisratessl nmale SD rats (1 In-vivo experi nent SPEATA&R2005/001063
performed in order to confirmthat 2-[2-[4-[(4-
chl or ophenyl ) phenyl net hyl ] - | - pi per azi nyl ] et hoxy]

-acetic acid, which is the active conponent of the
compound of the present

phar mi&gglt o GAN]cY tl%ﬁﬁ%lé@é@o@ﬁ:ﬁm@

i nventi on,

and its

gt &8 a vehicle is administered
For a conmpound in

anti - an roge_nl cC active materi al s.
L1 CORRL B LG 0hR4Pa pf nost

o TR koS0 SRS
ity A AR

and castrated,
cont r ohyppdeumicaliy; gad 4hq

through the stinulation with a hornone;

and

assigned to each, of

rugy i diepadnainigter

group tattomseehoi ap@adminfigtered orally.
chl orophenyl ) phenyl met hyl ] - | - pi per azi nyl ] et hoxy]
- acg} i tn afde teldbytiniae Riffeciicmessail the avsrage espgronerdal value of
according to the present
r educe ghdheinaivadiaficPoug, a00makt S rafsast abdignddypeeashasiliridual
i nducenent through the stinulation with a hornone;
g&h*g group to which finasteride is
tered. The wei ght of prostate

conpar
adm ni

i nventi on,

he..so

iR

ng]iJnasteri de, which is known to
fést ost erone 5a-reductase and an

ki EST sl K0 of Tp and
A e 355 il fd gmistered
R/e%&f“o?u BqL of

experi nment al

is adm ni stered to

and

Each compound is administered orally continuously for one week according to

the method of administration shown in Table 1, prostate glands are removed from the

rats in each group while watching, and their weights are measured. The changes in the

average weight of prostate glands and the average body weight of castrated male SD

rats obtained from the results of experiments are shown in Tables 2 and 3, and the

results based on Tables 2 and 3 are shown in Figures 1 and 2.

[Table 2] Changes in the average weight of prostate glands

of castrated male SD rats after one week

Classifica- | Solve TP TP + TP+ DHTP DHTP + DHTP +

tion nt inducement | compara | experimental | inducement | compara experimen

contro group -tive group group -tive group | tal group
1 group
group
Average 23.3 63.6 24.5 25.1 58.4 53.1 522
weight
(mg)
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gl ands of the solvent contro
used for that of the control
woOheosresasbt s of ot her

gr oups,

group (23.3 1.5 np)
group in order to conpare
and detail ed expecTmR20@/001063

nmet hods of adm ni stration of conpositions are

summari zed in the follow ng Table 1:

is

[ Tabl e 1] Met hods

of adm nistration of castrated nale SD rats for the

andr

art

vy of

obser

vatign of

ant i
cATTO o

acnl o
3L¢III Uuv

1
LA Y2 T o ¥

Nt
NU'L

T IC S D:
Sta‘fj“dTJ ﬂéfers g test;§¥erone ropijonate, and bﬁTP L1
deviatidner|s t o [di hydr ot @st ost grone propionate. |2) Only
cotton—seedort,—winchrrs—a vehiclie, TS adm ni stered

to the solvent group. 3)

i nducenent

gr oup,

In the prostatic hyperplasia

each of TP and DHTP is di ssolved in

0. 2[Tdble3] COhies fethd avirbgeablyi wéight ed hypoder i cal |y

i norder to induce the stinulation of a hornone,

and a

vehigbRiafedaTb BDShRMEEr Scakvbak i N an amount of 2 ni.
4) Also in the conparative group and experi nental

group, each of TP and DHTP is dissolved in 0.2 nL of
cotton seed oil and adnministered hypoderm cally, and
Classifive | cfolygntt|o belPadni|niTtierled 1%+ di §soP¥al i RDHTRY |of DHTP+
4601 Y Ofdnisd? €d in@ihdemein ] cadipitai sxpepifr@fitalriadukbgmentd)) cdnibaiar|dh@perimental
to determine effectlvqgess ofm}he average exp ginen%%%
val e8P each®?Rdi vi dis igr PP 19 n&l°€’ sp rats dre TOF
assilgned tjo each indigswkmual group. group
Average | 122.1 126.7 112.6 113.4 118.7 119.6 117.1
weight
(mg)
Standard | 12.5 72 8.1 8.9 13.1 9.4 9.0
deviation

As seen in Figure 1, it is shown that prostatic hyperplasia is evidently induced
(63.6 + 3.2 mg, 58.4 + 2.0 mg) through the stimulation of a hormone by TP or DHTP in
the prostatic hyperplasia inducement group, and similar results of experiments are
shown in comparative groups and experimental groups. The average weight of
prostate glands of the comparative group to which finasteride is administered, or of the
experimental group to which a pharmaceutical composition having 2-[2-[4-[(4-
chlorophenyl)phenylmethyl]-1-piperazinyl]ethoxy]-acetic acid dihydrochloride, which
is the composition according to the present invention, as an effective component, after
inducing enlargement of prostate glands with TP (24.5 + 1.6 mg, 25.1 + 1.3 mg) shows
an almost similar value to the weight of prostate glands of the solvent control group to

which only vehicles are administered (23.3 + 1.5 mg), which means that the enlarged

size of prostate glands is recovered to the normal size and there are assured effects of
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Each conpound is adm nistered orally continuously for

one week according to the nethod of adm nistration
wehoowovasz Tabl e 1, prostate gl ands are renovedPETMR2005801063

rats in each group while watching, and their weights

are neasured. The changes in the average wei ght of

prostate gl ands and the average body wei ght of

castrated male SD rats obtained fromthe results of

treatBERE! | IBWEver 2EvenSit Sasteridel BPAdRsinI#teddil to3theadtinpai@ive group or
results based on Tables 2 and 3 are shown in Figures 1

the gr og%sz;lltti&eﬁr g) lifie sg:lfaﬂ%ﬁti&f‘ td MR BYRIASSNCEGRS, B weight of

oo gndCh% castrated male SD rats after one

e . i

pros e KrlAR o SRERAER b s (BYE1208 L el R by
the R BarESHiendER | don B 302 s 4 . 0 )

t hrough the stinulation of hor, ne by TP.or DHTIP in ,.
t he Thipghawn climgp diss Jerults; abicenit CoPBHRHvE gioup 1o Which
simlar results of experinments are shown in ..
finasterige isaadmigistared, o5 thenekpesimertehesoug| to grigety the egpaposition of the
average wei ght of prostate glands of the conparative
presgnio lipventiomhisc dfimsteteds ithe size afinbriosite rgdandsoenlatged hby the
experinmental group to which a pharnaceuti cal
indwenpeaswith AP ibasduced & th2 nprnadl (size and is not affected by the inducement
chl orophenyl ) phenyl met hyl ] - | - pi per azi nyl ] et hoxy]
with BEELE. C Iaf dselskue aahinerdodepositibh Gbocdrdinghe the presittinemtion
according to the present invention, as an effective
has %logmggp @fﬁca@frtt@ Ehdt R o Stri & WAL BETI BN AsteRddOR) e Comparative
glands wth TP (24.5 1.6 ng, 25.1 1.3 ng) shows an
gnanDst simlar value to the weight of prostate gl ands
of the sol vent control group to
The above results imply that the composition according to the present
invention acts as an anti-androgenic active material, and may be effective for the
treatment of androgenic alopecia or benign prostatic hyperplasia through such

mechanism.

[Example 2]

In-vivo experiment for the observation of anti-androgenic effects of normal

male SD rats (2)

Experiments to determine whether prostate glands are reduced materially are
performed by administering orally for two weeks continuously finasteride and the
composition of the present invention, of which effective component is 2-[2-[4-[(4-

chlorophenyl)phenylmethyl]-1-piperazinyl]ethoxy]-acetic acid ~dihydrochloride to
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whi ch only vehicles are adm nistered (23.3 1.5 nyg),

whi ch neans that the enlarged size of prostate gl ands
wo00s@egeser ed to the normal size and there ar ePaTAIR20w5/001063

effects oftreatnment. However, even if finasteride is

adm ni stered to the conparative group or the

conposition of the present invention to the

experimental group, the weight of prostate gl ands

nor@hl S5vebRGUE STEAEs. WiAlshn PRIBpESB 14 nogm8l S rats rd@kigned to each
greatly affected by the above adm nistration (53.1 +

indit el Broup oy Bt B L B SRS Db Sqfvent
i ni st er r.th ' -ar 0 ' . .

confiifTsBuitt PR gyl BRhE R0 U (b R hMEgion are
t.he size prost ate gl ands enl ar ged t he i nducenent

adniiSisregp oradlse S0 B R AEE i RP e 48 e T same
affected by the inducement with DHTP. It is also shpmm

congdiiigps.; haftelie S3PeiBFNinAE SPEPlEED e ¢hangssda dhg weight of prostate
invention has a simlar efficacy to_that of

glarfdsrrampred Gemyporotal iSD rathrdndi the ehanges & theeveighipal narmgkSD rats
group. The above results inply that the conposition

measoredrale slgowmint Febleyr eawehi anddiegtanonatized $n Higusgs 3 and 4. Figure
anti-androgenic active material, and nay be effective

3 sHoas thietht eddhref prosfateagldiidsgenheratd mhe camparatiang@op to which
prostatic hyperplasia through such nechani sm [Exanple

finadferid8 iy AMRIn@AEBd 2 e &xPEritnbRaOHDAp Y@ Whith BE composition of the
anti-androgenic effects of normal nmale SD rats (2)

present invention is administered is significantly lower than the weight of prostate

glands of the rats in the solvent control group to which only vehicles are administered.
These results, along with the experimental results of Example 1, prove that finasteride
and the composition of the present invention are effective for the treatment of

androgenic alopecia and useful for the treatment of benign prostatic hyperplasia.

[Table 4] Changes in the average weight of prostate glands

of normal male SD rats after the administration of drugs for 2 weeks

Classification Solvent control group Comparative group Experimental group
Average weight (mg) 333.8 220.0 226.7
Standard deviation 79.8 354 373

[Table 5] Changes in the average body weight of normal male SD rats

after the administration of drugs for 2 weeks
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Experiments to determ ne whether prostate glands are

reduced materially are performed by adm nistering
wonedsiogsdser two weeks continuously finasteri dePamakr2hs/001063

conposition of the present invention, of which

effective conponent is 2-[2-[4-[(4-

chlorophenyl)phenylnethyl]-l-plpera2|nyl]ethoxy] acetl

wiool A nl CF\ IFQ

R R T e e T e T s RN o T e

1Wﬁmﬁmmﬂﬁﬂ%9croup,2%ﬁly cotton sé&d7 oil which i <984

SHRIIdQLBatios  gam i SgEred 1o the sggvent contr ot ggoup,
L and-finast

terlide and the conpositiion of the present
invention are adm nistered orally to the conparative
and experinental groups under the sanme conditions.
Af t Eyperiments are conpleted, the changes in
t he o] t Jf prostate glands renoved fron1norna| SD

L:;SC eCtS \f\EI ; htrOfe nor&ahalr 0ss. A& for hair

e CTILTO - ,'.,
di agrranmati zed _(n Figures 3 and 4. Fi gure 3 shows that
l“’—“\‘—’ﬁé“ﬂ%&@ﬁlﬂﬁ@@ﬁ‘—%iostate gl ands of the rats in the
conparative group to which finasteride is adm ni stered
and the experinental group to which the conposition of
the present invention is admnistered is significantly
I owelurl)ltq paatarhaives ¢ pats py owight ol plrtmacdutichlecanaposition of
in the solvent control group to which only vehicles
whigzhe aefiikativet er @onpobhetse isesult[2;[4d(4olgomiphbnytljphenylmethyl]-1-
experinmental results of Exanple 1, prove that

pipéraviagl|ethbtd-etic héig dasdapebidrideN 100 pirkebyPveRBObS B-cyclodextrin,
i nvention are effective for the treatnent of

2 pef@w GRILE of kiRPEGiofice ﬂavdff@f égen{rgﬁd 1806 phit op h#t§ 8§ WRidht @F mannitol

beni'gn prostatic” hyperpl asia Changes in the

are ?}Yl? & l&@ﬂtg?ﬂ 9/% tel) ra(ﬁate@&rﬁd&i ag]?n% ruﬁ@ ef%@fﬁ%tamed is

arter m’ni stration ugs

dried in the floating air layer. The therapeutical efficacy for the prevention of hair loss
is experimented clinically by using thus obtained extruded material as shown in Tables
6 and 7. The objects of clinical experiments are selected based on 35 male and female
healthy adults older than 20 years old who suffer from symptoms of hair loss. The
therapeutical efficacy of female hair loss is also tested as females suffering from hair
loss are included in the specimen population (including 5 males in the placebo control
group). As to the dose, 10 mL of the pharmaceutical composition having 2-[2-[4-[(4-
chlorophenyl)phenylmethyl]-1-piperazinyl]ethoxy]-acetic acid dihydrochloride as an
effective component, which is an effective dosage amount per day (including 10 mg of
the effective component), is administered once a day.

The degree of progression of hair loss and the degree of individual feeling of

the strength of hair toning and thickness of hairs after the pharmaceutical composition
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[ Tabl e 5] Changes in the average body wei ght of nornal
male SD rats after the adm nistration of drugs for 2
worelsgpgssanpl e 3] Cinical experinment to studypPerkr2065/001063
for the prevention of hair loss, and for hair toning
and hair growh (1) Into a rotary m xer, 100 parts by
wei ght of a pharmaceutical conposition of which
ef fective conponent is
of thel Prdsdnt] {Brealibrorio pidartiyikieridi erey inestipatdd lapd pemRatady fdr each
et hoxy] -acetic acid dihydrochloride, 100 parts by

inded@nt 1f the-ceivga0e detetinaord) ?&éa&elbmaﬂ@bwbh&&s e Qiegree that
I iquorice flavoring agent, 800 parts by wei ght of

haifRENHSR! ncR 08 %actﬁﬁl?}n%@ft %gag"%et fa1¢ tecfle s@él%ﬁeéﬁcf ﬂzg&&iless of

The extruded terial” thus obtaine int

haids! 281 rh vad i L%%?ﬂy, 5QE 4035 sRREGYE 'sfé?é thg‘g tf(l:l‘ei(flm - g{ ?{/ haggl%ss is

reve on Ob PFoss i1 s exper| nent e !
A L b B
oy SR ISR L I, o

ons of hair | oss. The therapeutical efficacy o
coan@tﬁwnél hair los; 295~ $0% shayws 1 ease dlant e munlber o€ hait s is rﬁ@uced by

fromhair loss are included in the specinen popul ation
gregtenthian di0kg compaed do the qomwengicmekbhair basay o+ 29Poshpws #sase that
to the dose, 10 nL of the pharmaceutical conposition
the haumbeg - [mir [ldss[ is4reduced somewhat and the effect of hair toning is not
chl or ophenyl ) phenyl net hyl ] -1 - pi perazi nyl ] et hoxy]
obseBe@tspecifichlly; dindysly effedtahbole aasasanthef fieCietv@ion of hair loss or
conmponent, which is an effective dosage anount per day

imprbVeénhe#fl bR ShokighiBks %?hélkseis abf RRraRica®PONENt ), 'S
adm ni stered once a .

As shown in Table 6, as to the effect of prevention of hair loss, hair loss is not

shown seven days after the administration of the composition in a fast case, and hair

loss is prevented in almost all specimens in about three weeks. However, no effects

are observed in the control group in which a placebo is administered.

[Table 6] Evaluation of clinical experiments (1) — (Primary specimens)

Time taken for the | 3-5 days 7 days 14 days 21 days 28 days Minor Total
efficacy to be effect
shown
Total 0 7 17 5 0 1 35
Male 0 6 11 3 0 0 20
Female 0 1 6 2 0 1 10
Male in control 0 0 0 0 0 5 5
group (placebo)
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The degree of progression of hair |oss and the degree
of individual feeling of the strength of hair toning
wandsivsasikness of hairs after the pharmaceuti caCT/KR2005/001063
conposi tionof the present invention is admnistered
are investigated and eval uated for each individual. In
the criteria for determ nation, greater than 90% shows
the degree that hair | oss does not occur practically
and As shaynhie Tabld 7f hetarkdbde stfeetngifhthamdevehiiok o dmirofoss are
hairs are inproved significantly; 60 - 80% shows a
obssivetl botth &t mials and fhetlenf Mawéver,afseffdtty &6Wbedved in the control
significantly, and the effect of hair toning is

groﬁﬁ?d ﬁzﬁﬁ:‘Pﬂ #pladdbo-is KBRS WhiSRSR Bkt thé"ﬂw‘fﬂxb@@ﬁral @fﬁcacy of

hair loss is reduced by greater than SOgbconpare

o SO T A NIRRT i

conpared to the conventional hair |oss; 10 - 20@6shom5
a case that the nunber of hair loss is reduced

sone the eff of. hair tani S, not observed
S poctptes iy BValiauh T Enichl e Brimia B s E ot steganensy
reduction of hair loss or inprovenent on thoughness of
hairs is not felt practically. As shown in Table 6, as

DE&ed i€ [€T NECT| Of0o-2p%EVEPG4@N Pf40a% [T 86:80% NP GFeateBan | Stotal
E‘Ot shgwn_seven days |after the adm nistratipn %ythe
5#Posilt 8% i h a fast case, and haif loss i predentled

iToatabl myst 1al | | spéci nens 9n apout9 t hnee Meeks. Howevelr, 35

el fect gy arg olgservyed—jmn e GontT ot grou i nlvvili ch 20

a
t

a acgbo Is hAdmnistered  [Table 6] Fval uati on of
(

Bmiali cdl expefi mdnts [(1)0- (Prirary |spefi nehs) A8 shown 10

Mate ihablle 5 remardkablle effecfs af the poeveption of 5

[ ouhgSS are observed both | n mal es and fepal es.
wever, no effects are obsefved in|the confrol gr oulp

(Rlasebohi gh a pl pcebo i § adnmi ni st ered, |whi ch shows t hat

the therapeutical erfircacy O

[Example 4]

Clinical experiment to study effects for the prevention of hair loss, and for hair

toning and hair growth (2)

Into a mixer, 100 parts by weight of 2-[2-[4-[(4-chlorophenyl)phenylmethyl]-1-
piperazinyl]ethoxy]-acetic acid dihydrochloride, 50 parts by weight of ascorbic acid, 50
parts by weight of corn starch, 50 parts by weight of lactose, 50 parts by weight of crude
cellulose, 2 parts by weight of magnesium stearate, 2 parts by weight of a perfume, and
700 parts by weight of mannitol are put, and the mixture is made to be powder in a
usual method. Tablets are manufactured to have a diameter of 5 mm and a weight of

110 mg per tablet (containing 10 mg of the effective component) by pounding the
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the conposition of the present invention for diseases

related to hair loss is very superior. [Table 7]
wéaveadswatdsen of clinical experiments (2) - (Pri pargR2005/001063

speci mens) [Exanple 4] Cdinical experinment to study

effects for the prevention of hair loss, and for hair

toning and hair gromh (2) Into a mxer, 100 parts by

wei ght of

powael[ dsihdta [r6ArEpouadiiphasshing hamg| ofethfor khd fiepaitiasi ofalr loss is
et hoxy] -acetic acid dihydrochloride, 50 parts by

1nve\§ﬁ%2&&§1 b9fadﬂﬁﬁ9treﬁh% tliéctaglets'a@iuﬁ) %z&ﬁfé@iﬁré@ tho h@ﬁltlﬁioédhlt males

50 parts by weight of lactose, 50 parts

whomﬁe %T&ercflfl %djggar%: &ld a%h%%ﬁctea & BE tsﬁ cﬁ%ﬂe&?ﬂngﬁ%cg{r? S rrné?les in the

gnesi um's arts by we

arts ht of mannitol are put, and the
placﬁ?%&fﬂ“g[ ??cﬁlﬁb% Ckl powder in a usual nethod.

Tabl ets are nmanufactured to have a dianeter of 5 nm
and a weight of 110 ng per tabl et (cont aining 10 ng of

the effective conponent) by poundin usi.n
r ot dAgblp&lindivaliatier of q{@tcai?ﬁ}g)emeggst (%? (0 ?g‘{)‘ﬁv\gﬁ 4 éi?%ch‘[ng’bﬁ
of hair loss is investigated by adm nistering the
tabl ets thus manuf actured to 20 healthy adult mal es
Tim S0l A qals Ay &5 ek FayP I A HysSE OFUSE TOMBE - | Total
speC| mens| (i ncl udi ng 5 |males in the pllacaebo ¢ontr ol
efpsus)eonce a day. [Tahle 8] Eyaluatidn of cl e
egpehi ments (3)-(Secondary specinens) |[Tabl e 9]
ot —eHratcat—expertrent s (4)—(Secondgry 50
speci mens AS seén in the gbova Ta&bl es 8 gnd D, At@he
efMact s for the prevent|i on4of hair51osls afe showd tq 10

b pperTor W thim ghrge weeks [T A T [of 5 PEOPYE, 5
but no effects ane shoun
Male in control 0 0 0 0 0 5 5
group (placebo)

[Table 9] Evaluation of clinical experiments (4) — (Secondary specimens)

Degree of No 10-20% 20-40% 40-60% 60-80% | Greater than | Total
efficacy effect 90%
Total 0 0 0 5 9 1 20
Male 0 0 0 3 6 1 10
Female 0 0 0 2 3 0 5
Male in 5 0 0 0 0 0 5
control group
(placebo)

As seen in the above Tables 8 and 9, the effects for the prevention of hair loss
are shown to be superior within three weeks in all of 15 people, but no effects are shown

in the control group to which the remaining placebo is administered. In case of newly
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in the control group to which the renaining placebo is

adm ni stered, hi case of newl ycomng out hairs, it is
wehoowvotdsat their col or and thickness are nmuchPET/KR2061001063

than those of old hairs. And no one anong 15 peopl e,

to whom the conposition of the present invention is

adm ni stered, conplains about side effects such as

sexual function disorder, etc. [Exanple 5] dinica

conSixp Rut RRRY itiOstitwithatehéie @bl‘ér hd tHi@eff 2 gitich 6ftoder ain those
| oss, and for hair toning and hair growh (3 Into a

of ?Tg’i%a Ers ccl)r g;)cﬁé %Y n‘gﬁle%g% g% r‘]tglv%}?om the composition of the present

r | oghl
1nv9ﬂtﬁ)% 1@%&1%’1]13’[91%{? 38}/11 %@fégr (?%ct: @1‘510 %g@&g%ﬁi(fh £k QI%E{I ?&‘nc‘u%ﬁ disorder,
of corn st arch 50 parts by wei ght of Iact ose, 50

parts by wei ght of crude cellul ose, 2 parts by weight

of magnesium stearate, 2 parts by weight of a perfuneg,
and 700 parts by weight of mannitol are put, and the

m xture is made to be powder in a usual nethod.

Tabl EémpleSIhanuf act ured to have a diameter of 5 mm

and a m5|ght of 110 ng per tablet (containing 10 ng of

etc.

t he €elinical éxperimontiio stady eflieots fon thd iprayenthen elohaiixloss; and dor hair
a rotary poundi ng machine. The effects for the
tonj tpirqamowth (Bai r | oss are investigated by

adm nistering the tablets thus manufactured to 5
heal thy adult nmal es who are ol der than 20 years old
and selected to be specinens three tines a day (30 ng

= 3 Kid @ niRr; 1doTﬁ£ds% WdighcEhuat |]40['O4-@l§lof3ph81h}ﬂ%ihenylmethyl]—1-
experiments (5) (Tertlary speci mens) [ Tabl e 11]
plpgl‘ééin?ﬂeﬂhggy]oe{ceﬁé Al Ay dBSRESIEERG ParkSBy Gdht bf4sborbic acid, 50
spec ns
parts by weight of corn starch, 50 parts by weight of lactose, 50 parts by weight of crude
cellulose, 2 parts by weight of magnesium stearate, 2 parts by weight of a perfume, and
700 parts by weight of mannitol are put, and the mixture is made to be powder in a
usual method. Tablets are manufactured to have a diameter of 5 mm and a weight of
110 mg per tablet (containing 10 mg of the effective component) by pounding the
powder using a rotary pounding machine. The effects for the prevention of hair loss
are investigated by administering the tablets thus manufactured to 5 healthy adult males
who are older than 20 years old and selected to be specimens three times a day (30 mg =

3 x 10 mg).

[Table 10] Evaluation of clinical experiments (5) — (Tertiary specimens)

Time taken for the | 3-5 days 7 days 14 days 21 days 28 days Minor Total
efficacy to be effect

shown
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As shown in Tables 10 and 11, the results of

i nvestigation show that the effects for the prevention
wohodsawsesB oss are superior within one week in ati/Kr2085/001063

peopl e, and are inproved greatly conpared to the group

to which 10 ng of the effective conponent is

adninistered In case of newy produced hairs, it is

hol s color nnrl ihl nl/nocc are mn'\h st ropnger
OOT _OUT u

""T’%a'l' that— 07

t hat t hosk of ol d hairs| [@xawple ] dinica
extgde i nent s too stjudy efffectos off epolatjonolnto ao 5
nxer;—100parts—by—weirght—of

2-[2-[4-[(4-chl orophenyl ) phenyl nmet hyl ] -1 pi per azi nyl ]
et hoxy] -acetic acid di hydrochloride, 50 parts by

wei gfttablef113s Bvaliatio6f €lini&fd eRgdrintendy(6ye émmla@f sp@@ihﬂ:ns)
starch, 50 parts by weight of |actose, 50 parts b

wei ght of crude cellulose, 2 parts by weight of

magnesi um st ear at e parts by weight of a perfune,
Dggrep of0Q phPts| DP-208i gh20-#1% narffictsl | aPe8qut | Geealer thang] Total
dickdyur € leflectiiide to be powder| in a usual nmethodggy

Tnlr\l nf o

nuf act ihraod t+ ave a ali abpter of 5 nmm

LaldifaY
O C— 1 o oo T ot O T O TV Ui~ O Tt

84 2 dei dht lof P10 i per thabl & (dontAinihg 10 my of

tNede ef flectli vel co®ponent )0by pourdi ng t hepowder @asing a5

rotary poundirng machi e, The effectsof —eprtation—are
i nvestigated by adm nistering the tablets thus

manuf actured once a day. Figure 5 shows the state of
hai r As bledvod th TadbdespiOea@ntl, iHeventlis@f investi@itist dhownkht the effects
Figure 6 shows the data on the neasurenent of the

for @hd preventin StdirlobPRreub&iort Withif QB ek 1@ A1 5 lbla%ple and are
present invention is adm nistered for six nonths.

t1ot
R R AR R R e ?‘Pﬁ‘?i”?’?&%ﬂ‘ s
adlﬁi?ﬁgtquéi.onlnl §a§eegfj lnle‘)(/ly produced hairs, it is shown that their color and

thickness are much stronger than those of old hairs.

[Example 6]

Clinical experiments to study effects of epilation

Into a mixer, 100 parts by weight of 2-[2-[4-[(4-chlorophenyl)phenylmethyl]-1-
piperazinyljethoxy]-acetic acid dihydrochloride, 50 parts by weight of ascorbic acid, 50
parts by weight of corn starch, 50 parts by weight of lactose, 50 parts by weight of crude
cellulose, 2 parts by weight of magnesium stearate, 2 parts by weight of a perfume, and
700 parts by weight of mannitol are put, and the mixture is made to be powder in a
usual method. Tablets are manufactured to have a diameter of 5 mm and a weight of

110 mg per tablet (containing 10 mg of the effective component) by pounding the
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evi denced with naked eyes. [Industrial Applicability]
The conposition according to the present invention has
we 250933 bi 0- stabi lity throughout the world aBCaKR2005/001063
anti-allergic agent, anti-histamne, bronchodil ator,
and spasnol ytic, but nothing has been reported until
the present tine as to its effects for the prevention
of hair loss in androgenic al opecia, epilation, hair
powdetiusihg duitdry oaudiig n@idBint e MRhe effbdtS Ut éfilftion Akt iRBstigated by
treatment of benign prostatic hyperplasia, which are

adrhiR@td+iRSthe tablte tRICHEMIfabtINATrcOR: ddyl  FiruddISWRo{E R state of
the results of clinical experinents and 1nvivo
axX j t j ' r o i [ e

hai Bl TR Bt v Ao SRS B By B o the
] ' [.S S d hat it.has [y _superior. .

mel B OF e N BRSO PR R BB FgRion i
hair toning. hair.growh, and fermale hjrsutis nd

adrgifyshered YoF iy @pthsy &Snisa?\w’ﬁrlé‘st?% ipgo{%[?é’&‘pltg]gi %Ft jthat the
safety i s secured since active conpaonents, which are .

COIWWE% ?ff;ths @r%sﬁlﬁqm@%tgmcﬁﬁﬂwmn%@eda@g effgpts of gpiation isjrgadily
.very easy to use the conposition conpared to

evidgnepd wathinekedeyes! ati ons owing to sinple ways of
adm ni stration such as oral admnistration; it is very
convenient to use it since sufficient effects may be
expected by adm nistering once a day sinply; it

[Indusiriad iApplicabilitsi er oi dal active materials; and there are
shown no side effects such as sexual function disorder,
et . ThdeoMipdsitidn @ cOoRIE Rt the Badseht iakeridn! ks 0B oREE BioSstability
and prostatic hyperplasia treatnent agents. Further,

thrdupBoGO ROMoHHOR h dffiCalREAS &l¥end, WBMiLRRideS Bor@b8ilator, and

conposi tion having

spasmolytic, but nothing has been reported until the present time as to its effects for the
prevention of hair loss in androgenic alopecia, epilation, hair toning, hair growth, and
female hirsutism, and the treatment of benign prostatic hyperplasia, which are the uses
of the present invention. It is shown from the results of clinical experiments and in-
vivo experiments using animals determining direct effects of the composition that the
composition of the present invention is advantageous in that it has very superior
activities for the prevention of hair loss, epilation, hair toning, hair growth, and female
hirsutism, and for the treatment of benign prostatic hyperplasia; its safety is secured
since active components, which are proven to be harmless to human bodies, are used; it
is very easy to use the composition compared to applicable formulations owing to
simple ways of administration such as oral administration; it is very convenient to use it
since sufficient effects may be expected by administering once a day simply; it contains

non-steroidal active materials; and there are shown no side effects such as sexual
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no problem of side effects reported yet in spite of

its long-termuse, which neans that it conforns to the
woeopmweds3trend in which it is critically neceBeaKR2065/001063

have treatnment agents for hair | oss and di seases

related to the prostate gland. It will be apparent to

those skilled in the art that various nodifications

and variations can be nmade in the disclosed products
funefiérh disordde pete.t shogvd (0 thet fghvempal ofal Spiilatién @berdt§@nd prostatic

i nvention. O her enbodinents of the invention will be

hy@ﬁﬂ@di@ﬁ-&atﬁ@n{a{géﬁ@. skilled in the art from
consi deration of the specification and practice of the
| nVeRitR b %Qnﬁé Ho6F e?r seht h%eﬂtg)tnqg %esgfet&% (;spcﬁ)n having
specification and exanple be considered as exenplary

no H)lb}/e’m 15§ %iﬁe @i;fécgéjgeygftg(g ?c?tgﬁ% X 1|tst ﬁ%—ﬁéﬁ\e’w&? %512&1' iehns that it

elng rnarcate Wi g 'C

| ai ned,is; 1. har.maceuti.cal conposition for, the
CO"E?‘E%fgﬁ’t fhs ntelalpo’f‘?iit&’nadgs‘?’ 8]% dt Wa%ri‘tl“%ﬁ?’ Hsceppy foshgye treatment

epi i,on, hajr. toning, and hair growth; and for the
agepgéjg%ﬁ{‘]’s%?m* é‘ﬁ%ﬂs%s W?ﬁt‘éﬂpit@ﬁrﬁﬁé egdidyn prostatic

hyper pl asi a, which conprise as an active ingredient is
2~ It will be apparent to those skilled in the art that various modifications and
[ 2-[4-[(4-chl orophenyl ) phenyhnet hyl ] -1 - pi perazinyl]eth
vargkighs earebé madeiin thodistlbsedppradurs sithoutaddpartingcfpmatht acope or
salt, hydrate, or solvate. 2. The pharnmaceutica
spitioofpths iitveationf Ofter embodinteatsedfithe ddvdnaci Wik be Rgpadhtedtthose
is a racemate or optical isoner of

skilled 2r {hé ekt omhdodEiABRAEON |of phe specIRbhYA hnd Bi4REESET B dnvention
et hoxy] -acetic acid. 3. The pharnmaceuti cal

discﬂ@i@q{eiréih.o N[tk igkAded that WBRPSIiRcatdhhn&ERIpTsSEY Snsidered as
active
exemplary only, with a true scope and spirit of the invention being indicated by the

following claims.
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ingredient is
2-[2-[4-[(4-chl orophenyl ) phenyl net hyl ] -1-pi perazinyl]e
woOhwsypsaset i ¢ aci d di hydrochl oride. 4. The PCT/KR2005/001063
pharmaceuti cal conposition of claim3, wherein said
conposition is for oral admnistration or |ocal
adm nistration. 5. The pharmaceuti cal conposition of
claim4, wherein said conpositionis in the formof a
Whatisicltimedipowder, a dried syrup, a chewable tablet, a
granul e, a chewing tablet, a capsules, a soft capsule,
a pill, adrink, and a sublingual tablet. 6. The
pharmaceuti cal conposition of claimd4, wherein said

CONPAShbiRatchiad FoRipstifse frotha tpkéveﬁﬁ&? of Rait MLCald fing the
a day in a dosage anmount of 1 nmg/ day base

effécthe OP@gﬂéﬁqrpf aﬁlh‘taonﬁ{ogf Sl N Hngﬂ for’ the! BRatment é’f female

phar nma eutlc conpos tlono alm wher ei h sal
it r nce to three time
5 hlrs‘ilﬁgiﬂ%d He %é’g%%@a%%{r}ﬁg qb v@ 15ﬁ,ga/s 383?0 \éﬁ‘slé]&reéihen% is 2-
[2- [I4hﬁ4 cﬂf())rop g}ffl)}ghré%yﬁlgefﬂ?yﬁ i-\f)?pe%apz y‘ffeﬁl%xy]-acetlc acid, or its

pharmaceutically acceptable salt, hydrate, or solvate.

2. The pharmaceutical composition of claim 1, wherein said active ingredient is a
10 racemate or optical isomer of 2-[2-[4-[(4-chlorophenyl)phenylmethyl]-1-

piperazinyl]ethoxy]-acetic acid.
3. The pharmaceutical composition of claim 2, wherein said wherein said active
ingredient is 2-[2-[4-[(4-chlorophenyl)phenylmethyl]-1-piperazinyl]ethoxy]-acetic acid

15  dihydrochloride.

4. The pharmaceutical composition of claim 3, wherein said composition is for

oral administration or local administration.
20 5. The pharmaceutical composition of claim 4, wherein said composition is in the
form of a tablet, a powder, a dried syrup, a chewable tablet, a granule, a chewing tablet,

a capsules, a soft capsule, a pill, a drink, and a sublingual tablet.

6. The pharmaceutical composition of claim 4, wherein said composition is
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administered orally once to three times a day in a dosage amount of 1 to 2,000 mg/day

based on the amount of the effective component.

7. The pharmaceutical composition of claim 6, wherein said composition is

administered orally once to three times a day in a dosage amount of 5 to 300 mg/day

based on the amount of the effective component.
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