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invention r har maceuti cal agent and, nore particularly) it
relates to 3"'@@[9%%@”“"“ agent for lower urinary tract synptons. Background
Art ‘Bl adder ‘and urethra which are called lower urinary tracts participate
in an urinary f UN®%on and the function is controlled by three kinds of

nerves which are S% athetic_nerve Earas%ngathetic nerve and somatic
nerve. (pudendat RE g@j‘cgﬂﬁgﬁé COMREFKVLON7FOR) THE gBHERBBY ) OF Ther e ar e
various causative diseases for the urinary disturbance and they have been

roughly classified into (MOWER JERNARYDSARACH (SOMPIOMSr et hra and (2)

abnormality of urination-controlling nerve (Brain Nursing, 15, No. |, pages
94-93. 1999). Exanples of (1) organic obstruction of urethra are benign
prostatic hyperplasia, urethral stricture, urethral calculus and tunor,
etc. Wth regard to thelevlgaial diidtld kehahe tIngremtdionucti on can be renoved
by a urologically surgical operation but, because of the risk by the

operation and of TRemrdsert Lavehitonpailaitiedtod pharmasehbecapadent
preferred. Uinary disfunction associated with benign prostatic hyperplasia

i s a diseand,Wibel PeFtSulatYy| niekeatandts hetHeshpblgnetadencatned by
both urethral stricture (nechanical obstruction) due to an oppression of

enl arged PHERLALS 1H3d 13 O\SHpORsr,i Ction (functional obstruction) of
prostatic snooth nuscle acconpanied by an increase in al receptor in

enl arged prostate gland (R nsho Kagaku, 33(12):1542, 1997). Wth regard to
.therapeutic agents therefor, preparations of plant and animal extracts and
( anti androgens were used fi rStly'BaCkground Art

Bladder and urethra which are called lower urinary
tracts participate in an urinary function and the function is
controlled by three kinds of nerves which are sympathetic nerve,
parasympathetic nerve and somatic nerve .(pudendal nerve)
(Rinsho to. Kenkyu, 71(5):1180, 1994).

There are various causative diseases for the urinary
disturbance and they have Been roughly classified into (1)

organic obstruction of urethra and (2) abnormality of
\) urination-controlling nerve (Brain Nursing, 15, No.l, pageées
94-93, 1999). -

Examples of (1) organic obstruction of urethra are
benign prostatic hyperplasia, urethral stricture, urethral
calculus and tumor, etc. With regard to the organic
disturbance, the obstruction can be removed by a urologically

surgical operation but, because of the risk by the operation

and of sequela after the operation, a pharmacotherapy is

U RD :
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However, preparations of plant and ani mal extracts have | ow effectiveness
and) noreover, they have no scientific grounds while anti androgelnﬂAlyan]Za
sl ow onset of effect and a | ow efficacy and, noreover, they have a

di sadvant age of causing a side effect of sexual dysfunction such as

i npotence. Later, (err) -adrenaline receptor blockers such as tansul osin
which lower intraurethral pressure by blocking the increased al receptor in
the prostatic gl and were devel oped and have been comonly used as the drugs
havi ng hi grefemadveness and hi gh safety. Urinary disturbance due to (2)
abnormality of urination-controlling nerve is a urinary disturbance
occurring both i Voineey didffinntiieon asssetlabed dytih deenidn prgsdtdiete ¢ nerve
whi ch controls the operation of urethra and by that of parasynpathetic
nerve whi dypeapXadia tie soddisalaisenwhfichl adders emnlly i n grakssildna agld ed

neur ogeni ¢ bl adder. Main 2 di seases which result in the neurogenic

bl adder ar@g stiraRiideO At BiusE8MR DAY ebedn2atus &F i 66t é MecHA tdd150Ni SM
and brain tunor; nyel opathy such as nyelic in jury, spina bifida,

ossi fi cat igyy1@fndthioPPER t8! ah BipLdil ] Jei BATRRGea N Sk & &fahkI£d cord

syndrone: peripheral nerve di sturbance such as diabetes nellitus, operation

DRI VI C Y e A SIS (ol bt AR GANoe Pb Al such

as nmultiple sclerosis and spil nocerebe egeneracy (‘Hyoj I ki gaku

= Text book of_.Urol o fifth edifi,on, blished in 1998). W.th regard to
et apeos POORE ntigtea Jadgoniariyad i e oo s, Polaceb tote 97

hol i nol yt i t bj,ect .of i f. bl i j ith
(.Sb}’e'c{“’ofy Spiradd s e eafod] FEAPBhocRa gty o Clan A B e ker o

it h an obj.ect of | ring the intraurethra re re . The present
ol cant WS THSAEAT < OAPEPREH L RatOPRRE OGSO - PR AT
clinically effectively for the therapg of nguro eni c bladd&r

(PCT/ 1PooFd@Btasna @ il SXRERCEEANT FRELAREFPISRIHETe BPe A4 SH St ur bance
whi ch does. not correspond to any of _apparent ongsnic di st ur bance _and

neur ol ogi EQWeXisTor RHISPAF &t onGneE BIJ‘PEEI’ §nfrapinath XAt < HaAvE 108 | ower

urinary tract synptons and )
effectiveness and, moreover, they have no scientific grounds

while antiandrogens have a slow onset of effect and a low
efficacy and, moreover, they have a disadvantage of causing
a side effect of sexual dysfunction such as impotence. Later,
@ -adrenaline receptor blogk‘ers such as tamsulosin which lower

intraurethral pressure by blocking the increased a; receptor

in the prostatic gland were developed and have been commonly
used as the drugs having high effectiveness and high safety.

Urinary disturbance due to (2) abnormality of
urination-controlling nerve 1s a urinary disturbance
occurring both in males and females caused by disorder of
sympathetlc nerve which controls the operation of urethra and
by that of parasympathetic nerve which controls the operation

of bladder, and is generally called neurogenic bladder. Main



I's being established as a new and third classification for urinar
di sturbance in addition to ( 1 ) organic obstruction of urethra%af;(ﬂp(YZ)zm2
abnormality of urination-controlling nerve. 3 The causative di seases
therefor will be dysuria, urinary neck sclerosis, urinary neck obstruction,
uret hral syndrome. detrusor-sphincter incoordination, unstable bladder,
chronic prostatitis, chronic cystitis, prostatic cancer, H nman syndrone,
Fowl er syndrone, psychogenic urinary disturbance, drug-induced urinary

di st ur bancklseasesr ywhii @b urpRsiekt du‘é’l t othR)i Mmpuragenimd Rkaddsy orBe ur bance
of fermales is also included therein. However, nechani sm of the di seases has
not been fendsphalopdthy speh amndenebroeaspelar aceddeod  Rarkioesorebsmbl i shed
yet. At present , there is no pharnaceutical agent in Japan , Europe and
Aneri ca wamdhbkasnbemorc mye tepa vhye shehldasheell s ia julrgr, aeiia bifddgaat, f or

| ower urinary tract (which is the urinary disturbances as the said third

group) hawggi et {16 a3 théhes et &ptob apsh gt tudislaldergancher, WEMedppment of
t herapeutic agent for the lower urinary tract synptons. Disclosure of the

I nventi on {ndedred! Gord 5GHERLABS Cpet{ioh OF £5 Hirvie¥eBtAkbAAS! SUEH ddat
tamsul osin or a salt thereof is effective for the therapy of |ower urinary

tract synpy Ol vdd %ﬁﬁ:&s{",:o 3 ndis it HE?@EFG?éafIE%h&& m{ﬂg@y@- Thus

, the present 1 nvention relates to a pharnaceutl ca nmposition tor t he

therapy of, ?‘f’gﬁ.}fgﬁsi W?%%téﬂ@a&t EXHBPQW%HH‘%% ?%dssgﬁ?faist i"ﬁ—f{ &ins

Fansulpsin 6] arnmaceuticalfy accepta ere e present
'nventl(”]gégégggié(ﬂ a%%% to égfhégg}égellar degeneracy (Hyojun

(7T Hinyokikigaku [= Textbook of Urology], fifth edition,
published in 1998).

With regard to therapeutic agents therefor, there have
been attempts for the use of cholinolytics with an object of
relaxation of bladder, cholinergics with an object of
potentiating the constriction of bladder, and a receptor
blockers with an object of lowering the intraurethral pressure.
The present applicant has_aiready confirmed that tamsulosin

] or a salt thereof is clinically effectively for the therapy
(“)} of neurogenic bladder (PCT/JP99/03343).

On the other hand, in recept years, urinary disturbance
which does not correspond to any of apparent organic
disturbance and neuroclogical abnormality in lower urinary
tracts has been called (3) lower urinary tract symptoms and
is being established as a new and third classification for
urinary disturbance in addition to (1) organic obstruction of

urethra and (2) abnormality of urination-controlling nerve.



tanmsul osin or a pharmaceutically acceptable salt thereof for the

manuf acture of a therapeutic agent for |ower urinary tract synpt npyumhﬂmﬁ
present invention furthernore relates to a nmethod for the therapg of | ower
urinary tract synptons where said nethod includes adm nistration of

tamsul osin or a pharmaceutically acceptable salt thereof to a patient. The
chem cal nane of tanmsulosinis (R (-)-5-[2-[[2

(o- et hoxyphenoxy) et hyl ] am no] propyl ] - 2- met hoxybenzene sul fonam de and is

r epr esent &hegauisatiyel dhs egses therigfar vélhbea dysarddl. odrinAEE Nren
firstly disclosed in the Japanese Patent Laid-Open No. Sho-56/110665

t oget her walerasighanrdoenyi caedly absdpusitionsal usetltr8l CHghdromeHZ C

- NHCH2CHzO0 H2NOz S H O~-CHZCH3 Tansul osin or a salt thereof has been known
to have arletdneswat-sphiferterl Ainceoefinatbbnekinytadid bhadddr, pahtorcdd ar | y,
its hydrochloride (tansul osin hydrochl oride) has an al receptor bl ocking

action fopridicatiaas of chirehhta @pshk PENs) aprostladid aganbés, bakihmaimonl y
used as a pharnmaceutical agent which |owers the pressure of prostatic gland

part of thgrdidmalr ¢lhidlr ByaasLme, CﬂéY@hé?QniHPﬁf‘i’ﬁér}} hd dirnce,
di st ur bancé acconpani ed by prostatic hypertrophy. However, there has been

no report Lo iHJMbd Be18h '\‘;V&ﬁtﬁf’béx?c‘!@r diaaky d&%i‘ﬁkb HER yﬂ?Vi ng

di fferent onset nechani sm e present 1'nventor has clinica
cont e i 5oLl 59 PR OR O DUBGSILAY iR g v
Lt ot SPGB S LETERL SESDYY Blen AL
(urinary di SEUTOANGCE d4Cahg o SRR LRRERLE hE Sled W anli A
yet.
At present, there is no pharmaceutical agent in Japan,
Europe and America which has been clinically established as
a therapeutic agent for lower urinary tract (which is the
urinary disturbances as the said third group) having an
efficacy. There has been a brisk demand for development of
therapeutic agent for the_iower urinary tract symptoms.
(~) Disclosure of the Invention
Under such circumstanceg, the present inventor has
found that tamsulosin or a salt thereof is effective for the
therapy of lower urinary tract symptoms which are the urinary
disturbances of the third group.
Thus, the present invention relates to a pharmaceutical

composition for the therapy of lower urinary tract symptoms

where said composition contains tamsulosin or a



tract of both males and femal es and does not include that whicheilsMAYe2002
di sturbance of nerve controlling the |ower urinary tract and that which is
due to an organic disturbance of the lower urinary tract . Fig . ,1 shows
the posttioning of the lower urinary tract synptonms in urinary disturbance
interns of classification to clearly show the concept of the said disease.
A therapeutic agent for lower urinary tract synptons is a pharnaceuti cal
agent which treats the |ower urinary tract to and/ or a pharmaceuti cal
agent whi dPFTPFORAE ‘E?Jel%ﬁﬁﬁetﬂﬁ Ig 1fa tové%’rg) ary tract synptons. A
phar maceutical conposition for the therapy of |ower urinary tract synptons
contai ns an ef f ediiey Presgnddil@vientdiosn fnrdhesr medategerturthryse rakt

synpt onms and/ or inproves the synptom 6 of the | ower urinary tract

synpt ons abampihbe s ent Acehaymaceeptadl by coadpdab iehspd§f theneell Hern and
its pharmaceutically acceptable salt are easily avail able by neans of the
nmet hods detite niamch flac thive dApatkesrapattht dgeind- Epenldiex uShoar§/ 44665 and
Sho 62/ 114952 or the nmethods simlar thereto. Tansulosin is able to form
phar maceutsyambtomacceTh@ibpeesen tl- ianenbase- dddtheemosal ralaitlels aoM de range
of inorganic and organic acids or bases . Such salts also constitute a part
of the praféod rﬁt&“&h@th@b&?? SXATHAS W iQasY tEabit BymPoOsEsNiKeBE! dS
such as hydrochloric acid, sulfuric acid, phosphoric acid; salts with
organi ¢ acdgeg Suetndd f ¥ABIhdefCiadmiMBIstTatGbd & dmsAAigbirsUeei NAC aci d;
salts with al kaline nmetals such as sodium potassium and salts with

al kal i ne_ eafdin el foSloh AXAAA WM JTINERMDE ¥ PALHIF D esent

i nvention, hy are nost preferred. Such salts can be

(mnut actur ed by aygongentianal et b« e rsRCAN { Ol 2pery o the

present invention can be prepared as ora preparations, oral liquid
preparati ons_ Wl i lgg@r | onRv I d using
organi c orﬂ?ﬁﬁﬁ%éégéﬁééégkig, HI%ggﬁéﬁ§¥ﬁﬁﬁgraaggﬁkﬁggéegg%ggble for oral
or parenter dm ni st ion. Preferred. qn r | soli [ raiions
ohi o can B RS A oL LR e il SRR .
conveni ente f.of, P e5eald ANs3RY 8L Heth 2Brst Py PRIMIBSRFCLE! Cend MY

Japanese Patent Laid-Open No. Sho-56/110665 together with its

pharmaceutically acceptable salts.

CH,

CHSO-Q—CHZ—(:I—NHCHZGWO‘Q
H

() H,N0 S 0-CH,CH,

Tamsulosin or a salt thereof has been known to have an
adrenaline 0, receptor blocking action and, particularly, its

hydrochloride (tamsulosin hydrochloride) has an o3 receptor

blocking action for the areas of urethra and prostatic gland
and has been commonly used as a pharmaceutical agent which
lowers the pressure of prostatic gland part of the

intraurethral pressure curve and 1improves the urinary



7 are tablets, diluted powder, granules, fine granules, capsuIZet,MM 12082
etc. In such solid preparations, the active substance is mxed wth at

| east one inert diluent such as |lactose, mannitol, glucose,

m crocrystal line cellul ose, starch, polyvinylpyrrolidone or magnesi um
metrasilicate alum nate. The conposition may contain additives other than
the inert diluent according to a conventional nethod and their exanples my
be bi nders such as hydroxypropyl cellul ose and hydroxypropyl net hyl

cel | ul osediisiyribeaces asgonpasigdgh¥spuastnticahypesiropbm. st ear at e,

pol yet hyl ene glycol, starch and talc; disintegrants such as cal ci um
cel | ul ose gl ycol Bveevsr abithiezer shasichheas | act aspordol confirmhggaitdse such as
glutam c acid and aspartic acid; plasticizers such as Tween 80 and

triaceti nef@idacyl tv logeagaiinrstthaes sympaonshaxinpdafderent digai oxi de.
| f necessary, tablets or pills may be coated with a sugar coat or with a
filmof apgaklahiemQr Réw HHLpLEssHESIRAGR SthRsA8]1 SHEEQERY ifAlrnbg agar,
pectin, hydroxypropyl cellulose and hydroxypropyl net hyl cellul ose. The
most pr ef ‘%"o"re?hérﬁ&f’sfta&ﬁﬁ%% tl‘i‘?i NG ARAN h?&%t:h%rﬁ&egié EHaldigdid €l ease
preparation of a sustained releasing type. The sustal ned-rel ease

preparati b i pto el.Sq n L nul es or capsul es
by a know%%ﬁg?ﬁgdihgﬁgﬁgug%a}%gggré?%ggggpggggfagkgﬁtgégbrepared by coating
tablets, fine granules, fine granules or capsules with, for 8 exanpl e,
fat/oil, fatty acid ester of polyglycerol, hydroxypropyl cellul ose, etc. by
a known net hod. Jhe sust ained-rel ease arati.on_ di sclosed_ in e Japanese
Patent. Lai d- Open R PRSRENAGVEBtSaP TELE A9 JL3Rrarted Shrtetat asch un
‘Pieparation, particles which are prepared by granul ation after adding an
(eFution sgﬁﬁﬁg§gﬁf'

In the present invention, the term "lower urinary tract
symptoms” stands for a concept which is a symptom of urinary
disturbance due to a functional obstruction of lower urinary
tract of both males and females and does not include that which
is due to disturbance of nerve controlling the lower urinary
tract and that which is due to an organic disturbance of the
lower urinary tract. ¥Fig. 1 Shows the posifioning of the lower
urinary tract symptoms in urinary disturbance in terms of

() classification to clearly show the concept of the said disease.

A therapeutic agent for Jdower urinary tract symptoms
is a pharmaceutical agent which treats the lower urinary tract
symptoms and/or a pharmaceutical agent which improves the
symptom of the lower urinary tract symptoms. A
pharmaceutical composition for the therapy of lower urinary

tract symptoms contains an effective ingredient which treats

the lower urinary tract symptoms and/or improves the symptom



to a mxture of an active conpound and not |ess than 50% by welzghtMM 2&02
unit-form ng substance in a unit are filled in a capsule to prepare a
capsul e preparation or to prepare a tablet by a conventional nethod.
regard.to the elution suppressor, a water-insoluble high-nolecul ar

substance such as an acrylic polyner,

used and it is appropriate that the elution suppressor is used, for
in a formof an agueous suspension, an aqueous emulsion or a

exanpl e,
sol uti on iof atheat éowenntuxiinany dgpot csyopiens anBx phmsmcsuttivally

Wth

copolynmer or cellulose derivative is

commercially available one are Eudragit L 30D55 (nethacrylic acid copol yner

LD )
met hyl

Eudicagiptt ab 180 Daicrdewssitherebf( copol yner of et hyl
nmet hacryl ate) and Aguacoat ECD 30 (aqueous suspensi on of ethyl

acrylate with

cel lul ose) and t hgysiBysDE andert fpharihicentd B 9Espiit lesads dhey are
or after diluting with water if necessary. Dose of tansulosin or a

phar maceutdagahhy AGGARMARY By dldaddes£0fné SnapPREAR! kakery bdacided for each

case taking adm nistering route,

synptom of the di sease, age and sex of the

bj ect t t . i ti | |
oh ot O BEHIRE, S She, LBLe s dgiel ol Devagse e lgen o1

adm ni stratron
usual l'y i
of 0.2 to
dai ly.
wel |

tansul osi n el1s a an

I'S admnm nistere

t

%&é,&q%%&ogratggg: ngﬁoﬁg giﬁiﬂg/{‘dﬁ%g"eto@ﬁ preferably, in a dose

ay an

hol i [ t hol | ho] yti t t tral d
ised { oparid cPPAcPASS et LOLD e Y it ach " g o8 Lo g

on of the Draw ngs Fi 1 shows the positioni ngfiof t he | ower

(uri nary t

ARG OLYARES ACHAF OF | HEHSF ] SPGPLERLES (A1 5% FRES

Best Mode for Carrying Qut the |Invention The present invention wll
i |1 ustrat &F ithsoPeederhi LPBGIHAI of EREAS &3 efesRTExSfpFEs Widh
hereunder al t hough the present invention is not limted to those Exanples ,
etc. Exanpgin@rganscq asriidsy fiftosth MeFeehloricieaahd . 4701l§usiccapddal | i ne

-~

phosphoric acid; salts with organic acids such as fumaric acid,
malic acid, citric acid, succinic acid; salts with alkaline
metals such as sodium, potassium; and salts with alkaline earth
metals such as calcium, magnesium, etc. In the present
invention, hydrochlorides a:.:e most preferred. Such salts can
be manufactured by a conventional method.

The pharmaceutical agent of the present invention can
be prepared as oral solid -preparations, oral liquid
preparations or injection preparations by a conventional
method using organic or inorganic carrier, filler and other
additives suitable fc;r oral or parenteral administration.
Preferred ones are oral solid preparations which can be easily
administered by a patient himself/herself and are convenient

for preservation and carrying and, to be more specific, they

per ‘os after neal s once

ot toctive byeteel 658 FAPRFdq SR PRt Rret iaRLEY Reamieblaar o

is

tuteRiPArdat i on.

now be



cel lul ose were wel | mixed, 500 g of a mixture of 83.3 g of EudZaliMAYL 2062 55
( 25 g as a solid) with water were added thereto and the m xture was
granul ated using a high-speed stirring granulator. The resulting particles
were in a spherical shape 10 having a particle size of 0.1-1.5 mm where
nost of themwere 0.2-1.0 nm The resulting particles were mxed with talc
and magnesi um stearate and filled in capsules to prepare capsule
preparations (containi of tansul osin hydrochloride in a capsule).
Exanpl es 22%e abthésm}iaume@c@@sd% pramudngl £1inegsanvhescicédsm@ssby t he
particles manufactured according to the fornmulations of Table 1 were nade
into capsuklls epstr@tions. Table 1 (unit: grams) Exanple Nunber Tamsul osi n
Hydrochl ori deCrystal l i ne Cel |l ul oseEudragit L30D-55 (Solid

Cont ent) 25445166.1h 3Q2h3%0333 Prepedatisnsdl thel AdHArd b Sfahce £6561. 25,
473. 75~ 83.3 (25) Exanple 7. i 5 g of tansul osin hydrochloride, 420 g of
crystal | i nei£ed WiktRsR P4 H6ne KierB@neabHRIPaANACHRSR  Wddn{R&Ed, a

m xture of 83.3 g of Eudragit L30D-55 (25 g as a solid) With water were

added 1 herghgcyul, the Mpfkiberyatakngaded I ol boved e gr anul agwﬂcxge” cal

centrifugal fluid granulator. e resulting particles were in a s

shape haviﬂ;gl@ﬂ,ﬂg}[g o5 8o dadnSs MR ate (DRRIRLE, O 2 1. 0

mm 11 ng particles were m xed Wt c an gne3| um

Stearate 4&051‘1{%& EWI ecsond:%i:qla%quieti sultg\_:exq:r %ag at.i ons r(cont ai ni ng

0.2 ng of orl a capsu
diluent according to a conventional method and their examples

( } may be binders such as hydroxypropyl cellulose and
hydroxypropylmethyl cellulose; lubricants such as magnesium
stearate, calcium stearate, polyethylene glycol, starch and
talc; disintegrants such as calcium cellulose glycolate;
stabilizers such as lactose; solubilizing aids such as glutamic
acld and aspartic acid; plasticizers such as Tween 80 and
triacetin; and coloring agents such as titanium oxide and iron
sesquioxide. If necessary, i:ablets or pills may be coated with

a sugar coat or with a £ilm of a gastric or an enteric substance

e
N’

such as sucrose, gelatin, agar, pectin, hydroxypropyl
cellulose and hydroxypropylmethyl cellulose.

The most preferred preparation in the present invention
is a sustained-release preparation of a sustained releasing
type. The sustained-release preparation may be made into
tablets, granules, fine granules or capsules by a known method.
The sustained-release preparation is prepared by coating

tablets, fine granules, fine granules or capsules with, for



The sane process as in Exanple 7 was conducted whereby the particles

manuf actured according to the fornulations of Table 2 were made%i nﬁaY 2002
capsul e preparations. Table 2 (unit: grans) Exanple Nunber Tansul ;i

Hydrochl ori deCrystal | i ne Cel | ul oseMagnesi um St ear at eEudragit L30D-55 Solid

Cont ent 854601083, 3 25954452583. 3 25102. 5462. 51083. 3 25 Exanple 11. 80 g of

hydr ogenat ed castor oil was nelted, 10 g of tansul osin hydrochl ori de and 30

g of hydro r | ¢ e hayi a_l degr.ee. of substi ion re

di sper sed %K%?éfgn' anggt?égidi sgé?ggonaﬁg\g me ete?rnt oofi nég%gaﬁ'gﬁggiby means
of a spray condyling. The resulting fin articles 0 g) were well m xed
with 440 91‘366)r W&ﬂ n%ew{:w Qﬁ%'see,t%og’)g al)fkwlbr'é%'g'fcégadded thereto and
the m xture was %r anul ated using a centrifugal fluid granulator. The

resul ting particli®e Eigtadnedr viiangen preparabdprsddfcdossdatin ahbefi| | ed
in capsules to prepare capsule 12 preparations. Test Exanple 1. Cdinical
Test to Palapanes&uffladeinty LerddrOpesr N@i n&he-H2d& Sgnppanticulasdy- week
test) Aclinical test was carried out under the foll owi ng conditions using
t he pati enirefriffedi nFhusominowechunnhdr prepacatsgnptpasti¢tés whapher 1:

| ndexes for Evaluation of Prostatic Hypertrophy in "Guideline for Cinical
Test for lWare preplredubygramiuladhonsittebwnddlalkguan eding iSmuppppreSsbrect s:
four patients diagnosed as |ower urinary tract synptonms, i.e.urinary

di st ur bancigo vd Ifiottiurd & 1 GUti%eOlcomponnldogn@ahogbmnessathay 50%! pyer
urinary tract (3 nales and 1 female). Test drug and adm ni stering nethod:

One capsulye it aMiaan@ 12 Fem@hgt SUBLtLaRES 1y H ashiltOoEde FYas ear ahl ¥
adm ni stered once daily after breakfast. Test period: four weeks (28 days)

(i11 Observagddrito frapand a00Sp ANt PRAPHEAREBhSoMRbE FESErd & thbEet
followng itens before and after the adm nistration. (1) Total score for
subj ective,sYAPtQ¥Rventional method. With regard to the elution

suppressor, a water-insoluble high-molecular substance such
as an acrylic polymer, copolymer or cellulose derivative is
used and it is appropriate that the elution suppressor is used,
for example, in a form of an aqueous suspension, an aqueous
emulsion or a solution in a water-containing organic solvent.
Examples of the commercial;y‘available one are Eudragit L 30D55
(methacrylic acid copolymer LD), Eudragit E 30D (emulsion of
( ) | copolymer of ethyl acrylate with methyl methacrylate) and
Aquacoat ECD-30 (agueous suspension of ethyl cellulose)} and
they may be used as elution suppressors either as they are or
after diluting with water if necessary.
Dose of tamsulosin or a pharmaceutically acceptable
salt thereof is appropriately decided for each case taking

administering route, symptom of the disease, age and sex of

the object to be treated, etc. into consideration. 1In the case



Questioning was done to the patients for the followng itens and the total
score was obtained. <1> Feel of residual urine "How often do youju?vaz 2
sensation of not enptying your 13 bl adder conpletely.-after yo [ A h%qy
urinating?" 0: not at all 1: not so often 2: sonetines 3: about half the
time 4. often 5: alnost always <2> Urination within two hours "How often do
you have to urinate again | ess than two hours after you finished
urinating?" 0. not at all 1: not so often 2: 3: . about. half the

time 4: oPfenas: aF?r?Jsta‘QT':{v%jy% @%’wea[@aﬁﬁuéf’?ﬁ&r yhgleeﬁpnl@H&ﬁieof%%n do
you find you stopped and started again several tinmes when you urinated?" O:
not at al ladminigiteeditoean Adwldnisnaddy3in shdgsenaf rahowt G.7etg: OBt en 5:
al nost al ways 14 <4> Urgency "How often do you find it difficult to
post pone mg/d&y om?"most mtefarably ,linnatdee offt @n2 o Hodemgridsay3andbout
half the tine 4: often 5: al nost always <5> Force of urinary stream

that is administered per os after meals once daily.

Incidentally, the pharmaceutical agent of the present

invention is well effective by its sole administration but it

is also possible that a cholinergic agent, a cholinolytic agent

or other central nerve drug is used together either

simultaneously or with a time interval.

Brief Explanation of the Drawings
Fig. 1 shows the positioning of the lower urinary tract

symptoms in urinary disturbance in terms of classification.

Best Mode for Carrying Out the Invention

The present inventipﬁ will now be illustrated in more
detail by way of Examples and Test Examples as hereunder
although the present invention is not 1imited to those Examples,
etc. -

Example 1.

5 g of tamsulosin hydrochloride and 470 g of crystalline
cellulose were well rﬁixed, 500 g of a mixture of 83.3 g of
Eudragit L30D-55 (25 gas a s0lid) with water were added thereto
and the mixture was granulated using a high-speed stirring

granulator. The resulting particles were in a spherical shape
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"How often do you have a weak urinary strean?" 0: not at all 1: n H i@g 2002
often 2: sonetines 3: about half the tinme 4: often 5: al nost aImaZs

Strai ning upon urination "How often do you have to push or strain to begin
urination?" 0: not at all 1: not so often 2: sonetines 3: about half the
time 4. often 15 5: al nost al ways <7> Frequency of urination at night
"How many tines do you nost typically get up to urinate fromthe tinme you
go to bed_at night until the time_you get up ipn the norning?' 0: none 1:
one i mes DBV & PRELLSIE; RLEE OF ol 4 -5 B WHSRESTOSE. Of BB VREFe 1 i mes
The results of the observed itens before and after the test are shown in
Tabl e 3. fPal-d.® WageTotal score for subjective synptonsbefore the
testafter the testChanging

Rat ef emal €543. 51Th26. resi 606 9P stAnhee 6 2513 - #8x6dnl wiil2 62@123. dndg. 58. 02
3.~ 13.3-40.8 *)Changing Rate(% = ((Total score for subjective synptons
after themaesies)ium cTenalatecand filledihbijrecapsalegsnpoboprsepatereapbaléest))
-(Total score for subjective synptons before the test ) X 100 (2) QOL | ndex
Wt h regapieparatiiondeX domtadudnigt ¥ .af myi 62 €&hR30106id hydrolesdroaeng t hat
"How do you think if the present urinary condition continues in future as
wel | ?" wagnd@neapswdd)ot al di agnosis concerning the urinary disturbance and
any of the follow ng evaluations was collected. 0: quite satisfactory

Examples 2-6.

The same process as in Example 1 was conducted whereby
the particles manufactured according to the formulations of
Table 1 were made into capsule preparations.

. Table 1 (unit: grams)

Example| Tamsulosin Hydrochloride | Crystalline Cellulose | Eudragit L30D-55 (Solid Content)
Number ()] Q) (9)

2 5 445 166.6 (50)

3 5 395 333.3 (100)

4 5 482.5 41.7 (12.5)

5 2.5 472.5 83.3 (25)

6 1.25 . 473.75 83.3 (25)

Example 7.

5 g of tamsulosin hydrochloride, 420 g of crystalline
cellulose and 50 g of magnesium stearate were well mixed, a
mixture of 83.3 g of Eudragit L30D-55 (25 g as a solids with
water were added thereto and the mixture was kneaded followed
by granulating by a centrifugal fluid granulator. The
resulting particles were in a spherical shape having a particle

size of 0.1-1.5 mm where most of them were 0.2-1.0 mm.

11



1. satisfactory 2: generally satisfactory 3: neither satisfact orgl1nHAY 2002
unsatisfactory 4: a bit unsatisfactory 5: unsatisfactory 6: quite

unsati sfactory The result was that the nmean value for the patients before
the adm nistration was 4.8 while that after the adm nistration was 3.8
wher eby there was an i nprovenent of one point in average in terns of the
QOL index. Fromthe above result) tansul osin hydrochl ori de showed

i nprovenents in 1 ) _the total score.for subjective s to nd ) the
QL Pndex for thInEaTentiut it BRERYSHES TeRr MUKEAar L h adE 1) rBR A
wher eby tansul os in hydrochl oride was_confirnmed to be effective as_a

t her apeut MAGRGHHUN Stepsade ardnbiiled dnt capfless toTREePREgnpRRSY1E
Clinical Test to Patients Suffering from Lower Urinary Tract Synptons (a

t wel ve- ve@tepanationg (gondlaindsg Wag Bdr of ctamsilesterhy@eochlobiiiag 17
conditions using the patients suffering fromlower urinary tract synptons.
Subj ect s; i ghtoegmsydat)i.ents di agnosed as |l ower urinary tract synptons, i.e.
urinary disturbance w thout clear organic or neurological abnormality in

| ower urinary tract ( 15 males and 3 femal e, age:57.214.2). Test drug and
adm ni stering nmethod: One capsule containing 0.2 ng of tansul osin

hydrochl ori de wagxampliby admoni stered once daily after breakfast for four
weeks and, after that, the dose after 4 weeks was controlled in

consi deration of phBegimé | v did < hist €h 1 Fampi¥l 1 hesdes8auese RhéYeby
adm ni stered once daily after breakfast. <Criterion of Dose after 4 weeks>

si deChangithg Bak& i@f1eE0hanuFaltarkar QQ?SrQT‘LﬁPf 86! S5/ 0f SEht Y&t SYAB! in 4

weeksafter 4 weeksyesnoChangi ng Rate of Total score for0.2ng/ daysubjective

tsynpt ons §ab§% %‘V%@giﬂggi&gl%oozc\%%%le@g%?%ff Erigngr_rg/ daysubj ecti ve

‘synptons Z - % Test period: ays) (4 weeks(28 days) for
8 mal es) Cbserved itens: Evalrggigogs(gﬂgtr:re&]?%gsmnts wer e
Example Number Tamsulosin Crystalline Magnesium Eudragit L30D-55
Hydrochloride Cellulose Stearate (Solid Content)
8 5 460 10 83.3 (25)
9 5 445 25 83.3 (25)
10 25 462.5 10 83.3 (25)
Example 11.

80 g of hydrogenated‘ castor oil was melted, 10 g of
tamsulosin hydrochloride dnd 30 g of hydroxypropyl cellulose
having a low degree of substitution were dispersed therein and
the dispersion was made into fine particles by means of a spray
condyling. Thg resulting fine particles (60 g) were well mixed
with 440 g of crystalline cellulose, 500 g of water were added
thereto and the mixtl_lre was granulated using a centrifugal
fluid granulator.

The resulting particles were mixed with talc and

magnesium stearate and £filled in capsules to prepare capsule

12



made for the followng itens before and after the adm nistration. (1) ﬁfta
score for subjective synptons Total scores for the follow ng 1f-ﬁﬂ‘{>m ore
and after 18 the adm nistration were obtained in 'the sane y as in
Test Exanple 1. <1> Feel of residual urine, <2> Urination within two hours
, C3 > Break of urinary stream < 4 > Urgency, <5 > Force of urinary
stream <6> Straining upon urination and <7> Frequency of urination at
night. (2) | ndex "How do you think if the present urinating state
cont i nues RGPRARAIOSS wel | 2" 0: quite satisfactory 1: satisfactory 2:
general ly satisfactory 3: neither satisfactory nor unsatisfactory 4: a bit
unsatisfactory 5: unsatisfactory 6: quite unsatisfactory (3) Test on
Functions <1> maxi mumurinary streamrate <2> average urinary streamrate
The results of tHAesthExampdei lensChinkeal Heesesto afattéwiw $ufflabiegd. 19
Table 4 the observed itensafter 4 weekafter 12 weekChangi ng Rate of nal e-
43 . 0t Zxrom Iowér Arinary tTracdk Sympdionls J@orfeoueweskl Dest)7} subj ecti ve
synpt onmsFenal e- 30. 5t 16. 9% 37. 426. 8% n=3) (n=3) Tot al - 40. 9t 25. 2% 44. 6t 32. 1% n=
18) (n=10) Changi ng Aminatanl @ebt Gals tarFied .ot turlde®@Fhe following

| ndex(n=15) (n=7) Femal e-1. 3t 1. 2-3. 0t 1. 7(n=3) (n=3) Total -1. 6t1. 7-2. 9t 1. 7( n=18)
(n=10) Char@nid ABn OBy Ithe? patdients dAifledristy Erom 1dwer 3RinasyBxi mum
uri nary(n=15) (n=7) stream

rat eFemmal Gyfucd Ayl BHS.+6. (6. OHapter=):( TR £ g7 TkBLJa St ToBt 4. 6/
s(n=18) (n=10) Changing Ant ofmale-~"1. 9t 3 . 6ml/s+ 4 . 6t 2 . 2ntl/

i) s e (o e TG PIR | SEEERAS rori guharl el e <
{?Eﬁ e[Jr ilﬁa%%srlfu rl)tl}rayr%el‘lb%[ tcgta’r ugﬁ&'s(ijx%% @9 Iy@*'ud “3110'5’91% fs?ﬁlpgénr)' cal Test
Subjects: four patients diagnosed as lower urinary
tract symptoms, i.e. urinary disturbance without clear organic
or neurological abnormality in lower urinary tract (3 males
and 1 female).
Test drug and administering method: One capsule
containing 0.2 mg of tamsulosin hydrochloride was orally

administered once daily affer breakfast.

Test period: four weeks (28 days)

de
e T

Obsexrved items: Evaluations and measurements were
made for the following items Dbefore and after the
administration.

(1) Total score for subjective symptoms

Questlioning was done to the patients for the following
items and the total score was obtained.

<1> Feel of residual urine

"How often do you have a sensation of not emptying your

13



effective rate (Degree of Inprovenent as a whole is nore than "&setul”) is
70.0. Fromthe above result, tansul osin hydrochl ori de showed iégﬁo BME
in (1) the total score for subjective synptom ( 2 ) the QOL index and ( 3
) test on functions for the patients suffering fromlower urinary tract
synpt ons whereby tansul osin hydrochl oride was confirnmed to be effective as
a therapeutic 20 agent for lower urinary tract synptons. Industri al
Applicability In accordance with the present invention, there is provided a
cl i ni cal | plafddas jGRRLRt eddb @ fitiear el thiniahad wdmatdmsd? urinary tract
synptons. 21 Clainms 1. A pharnmaceutical conposition for the therapy of

| ower r f urinar@:tnatt asympdons where said conposition contains tansul osin
or a pharmaceutically acceptable salt thereof. 2 . A pharmaceuti cal
conposition for flhenblesapypfoénl ower urinary tract synptons according to
claiml in which said conposition contains tanmsul osin hydrochloride. 3. The
use of tansul osi p:0ecmephmesaceutically acceptable salt thereof for the
manuf acture of a therapeutic agent for lower urinary tract synptonms. 4. A
met hod for the therapyu®f hhPrefhdr tfmaey tract synptons where said nethod

i ncl udes adm ni stration of tanmsul osin or a pharnmaceutically acceptable salt
thereof to a patiyenherdg - A3. AS A

A Au. Al AL A AL ?. AYhy. AFA. Al . AH. A3a. ANR. A ?. AFNF. AfI . A

| . AY. Al . Al (F20pF nt%?thg|%xg%gg]X]ca]ca]ca]c"a]c<a]ca]ca]ca]ca]ca]ca]ca]ca
cajcaJca

V] ca] ca] ca] ca] ca] ca ajcalcalcalcalcalcaljcalcajcTalc al*gU G ~X
<2> Urination within two hours

"How often do you have to urinate again less than two
hours after you finished urinating?”

0: not at all

1: not so often

2: sometimes

3: about half the time

4: often

5: almost always

<3> Break of urinary stream

) "How often do you find you stopped and started again

several times when you urinated?”

0: not at all

1: not so often

2: sometimes

3: about half the time

4: often

5: almost always

14



K E/wmnhc”Y]]ca] ca]ca]calca]ca]calc

a)J ca] ca] ca] ca] ca] ca] ca]ca]ca]ca]ca]ca]ca]ca]ca]ca]ca]caV]ca]ca]ca]ca]calcal

ca! 3j 1f W} 4n| wr mhc”Y] ] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca]ca]ca]c
a] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] caV] ca] ca! n5g<

J6ém U} xsni d_Z]]] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca]ca]ca]ca]ca]ca]ca]ca
]ca]ca]c a]ca]ca]ca]ca]ca]ca]ca]ca]ca]cal<rwny BOv2 g

B R R B }xsnl ajcalc a]ca]ca]ca]ca]ca]ca]ca]ca]ca]ca]ca]ca]ca]

ca]ca]ca]ca]ca]ca] %k§%®k%ca]ca]ca]c&a]ca]ca]cal3 T4T YT HHHEXSSSSPVRIBB0

Z?fgffafcg]ca]ca]é%$%g%€§$ fé%} §?Lé€%¥?]§%% ?LgﬁiﬁTcB]éﬁ]cBPéﬁPB&Fca]ca]c

ajcal t ((( )\)))*K*@A+_+c+n++, [, ,,,,
/I//}xsm(PEHH??%ﬂQ%ﬂca]ca]ca]ca]ca]ca]ca]ca]ca]ca]c

a]J ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca]ca]ca] ca]ca]ca]ca]calca]lcal/001181vill
21 222223C3X3_3w333, av44a445@3815556A6| wr mhc”Y] ] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca]
ca] ca] ca] ca] caV] ca] ca] ca] ca] ca] c(a] ca] ca] ca] ca] ca] ca]ca] ca]ca]ca]ca]cal! A6|6
6677=7>7{777718@BN388398@90fteD; {;;; ;; <; <J<|wnmhc”Y]]ca] ca]ca]ca]ca]c

a]J ca] ca] ca] ca] ca] ca] ca] ca] c”a] ca] ca] ca] ca] cal calca]cal calca]ca]calc

a] ca] ca] ca] ca] caki<semetiieg>q>>>07k?} ??7???@ @ @BoBBBB) C[ CkCCCC| vql gh] X] c
aJ ca] ca] ca]cal] caUlc

a] ca] ca] ca] ca] caBcahbahtaha'l&] ehkcalima] ca] ca] ca] ca] cal] ca] ca] ca] ca] ca] ca] ca
] ca] ca! C DEDKDL D~DDDDDTEE1FNFe FnFFFFFFGGGGGEGHHIHMHVH| H} HHY xsni d_Z] ] ca] ¢

a) ca] ca] ca] ca] cayGabgakga] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca]lcalca]calcalcalcalc
aJjcaJcalc"alcalcajcal H I klyl {1111JJIKKKKL?L{ LLLLLMtNoMVMVMVENZNNNC{ vgl gb] X]
ca] ca] ca] ca] ca] cal.cahapkesahidaheal cal ca] ca]l ca] ca] cal]ca]calc

a] ca] ca] ca] ca] c”a] ca] ca] ca] caUl ca] ca] ca] ca! 0 CeO0OP PPFPVPP Q QXQR=RMRRSSS
T?TOTWITTTTT3UW 55 Force of urinary stream

V} xsnid_ Z]]ca]ca]ca]ca]ca calc’ a]ca ca]ca]ca]ca]ca]ca]ca]ca]ca]ca]ca]ca]ca]
cal ca]calca]calc

V+{/AV]Q\/k{/VV]VW:] sf%w%awlv’\%\%%ﬁs?% [%?‘[ f’\a YO A VERE BEReEYy SHEAR Ca] ca] ca] ca] ¢
a]ca]ca]ca]ca]cabca%%a]%a]gahca]ca]ca]ca]ca]ca]c&a]ca]ca]ca]ca]ca]ca]ca]ca]
cajcajcal F]QJ]1]]]]

E P S\X\W\\\W\] %”b +4h] cal ca] ca] ca] c&a] ca] ca] ca] ca] ca] ca] ca] ca] ca]
ca]ca]ca]ca]ca]ca]caF calcalca]ca]c a]ca]ca]ca]ca]ca2CpfFFL 109 () -
310%&' () - 109& () 1065@& ﬁgg%& ()- 109& ()-%40%& ()-ZF$fH* "y109% ()-y
109%&' ()- 109%& ( % y109%&' ()- n0310% ;& ()-ZS 10%& ()-$H~?* "yl09%R

10%&' ()-0 10%& ( 3 %& I\(&lO@@)&f()-!$ 109%&' () - 2kl mopxnbC
" y109BSLO%! () - )310 %84%0%%50335 ®109%& ()-6 109%& ()-4

10%&' () -pql* ngngC O%BY 1094 () 38 109%& () - 9 109%& () -

10%& () -3yl0o%& ()-S: % "gU aBnbC ' y1096 10%& ()- 109& ()- vy

109%&' ()-! S&109& S) 3 10W é;& s _109%&' ( ~aBnmbC "y10%

109%& ()- !\ (&10%7() ° %@8? 189827 - Fs 10%& () " 109& ()- 10%& ()-X aB7C

Y 10L<s10%: ()-8, 100 ()37 1006, (k01,0 -2 10 (-1 109 ()

"How often do you have _to push or strain to begin
urination?”

0: not at all

1: not so often

2: sometimes

3: about half the time

4: often
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K EnNFY 109 ()-F, 10% ()-F 10%&' ()-F 109%& ()-F 10%& ()- nggmy( 2@210
10E3j aBmN/ FY 10% 10%&' () -3 109& ()-! @10%<& ()-F 10%& ()- Ff

109& ()-j 1aBmV FY 10% , 109& ()-! (- &L0%& ()- $ 109& ()- " 109%& (

109& ()-3 109& () - 1f WIEMV FY 1090z 109 ()-6 109%& ()- 4 109%& () 2 109& () -

0 10%& ()-. 10%& ()-bCFY 10% 10%&' ()-F 10%&' ()-sS&L0%&' ()- MAOY& ()- 10

10 109<s109%& () - M>}dEbCFY 10% 10%&' ()-3y 10% ()-3° 10%&' ()-FYz 10%& ()-3@

109& () - 3& 109& naB CF " 1008 ()-3 109& ()-3 109& ()- 109%& ()-
L1098 () - ! &f &10ty 5“ 3 98 ' 109109 ()- 0 10% ()- . 10%& () -

, 109&' ()-'@)@0%&' -5 L0%& ()~ <hCFY 10% 109& %40%& ()- 10 10
10, 9<t 109& () - 7 <YGoETEACREYoRE( Prlyaéaafw %&' ()-Y 10%& ()-I

109 ()-Y 10% ()- O%&'é Ylo%&' ()-6m dEbCFY 109%s 10%&' ()- Y

109 ()-"110%: (o RADYEL ines B yor PPSY@IPbERllY |99 mpcky ypbnate

109&' ()-, 10%& ()-!+$10%a& ()-!$10%c& ()-F"'10%& ()-Fy 109%&' ()-U<rtuvdE: /

10 10@xs 1Exem )theg tigsryop- 96 tovked) ag4nighd aptdd me/&twesxaou get

109&' ()-vwxyYxY:/ 10S 109%&' ()-9 109%&' ()-  109%&' ()-

L10%&' () - uipd HG0/@ he) e bA%ug?() - S 10Y BaB:/ 10 10%& () -

109&' ()-!01 10988& ()-Y 10%& ()-10%& ()-1 109%& ()-9v2 dB:/ 10! y(&10%

& ()-S& 10%& () ORSnbd®R ()-" 109%&' ()- 10%& ()- 10%& ()-2 Kl I dE:/ 10!

7 109&' ()-5 10%& ()-3 10%& ()-0 109%&' ()-. 109%&' ()- , 10%& ()-! NERRRENEY e
l: one times

2: two times
¥ 3: three times
4: four times
5: five or more times
The results of the observed items before and after the

test are shown in Table 3.

Table 3

sex age Total score for subjective symptoms
before the test|after the test| Changing Rate

‘ (%)
female| 54 15 11 —26.7
male 69 26 9 ~65.4
male 62 25 13 —48.0
} male 47 26 20 —23.1
avg. | 58.0 23.0 13.3 -40.8

-

*)Changing Rate(%)= [((Total score for subjective symptoms
after the test) — (Total score for subjective symptoms before
the test)) +(Total score for subjective symptoms before the
test) X100

(2) QOL Index

With regard to an index for quality of life (QOL), a
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10! 33 109 ()-3 109 ()-0$10% ()- 10 10 10L<s109% ()- 99 v
109& ()-!"Y""""*##dBbC 10! | T&L0%U& ()- 109%& ()-310% ()-3 10% (1)’% 2002
109& ()- L109%& ()- ##$X$$S$r %@BbC 10! S$O409& ()- " 109 ()- 109 ()- v
109& ()- y 109& ()- 109 ()-r99&S&&& aBbC 1037z 109& ()-5 109& ()- 3T
109& ()-0 109& ()-.!109%& ()-!N $940% ()-'F HI1'J K L' bC 10Y 10% ()-I
109& ()-$109%& ()-, 10 10 10 < 109 ()-L9z 109 ()-'' (:(t(((dEbC 10Y

o/R' - /R - o/R' - /R - /R - o/R' -
109& ()- Yy 109& jSYSZ 10/«\%&%‘&\/\/2 10/«&t§%, F@L10%& () -, 9109%& &%‘irgary

)\))) * K* asBiesigen i gihat o0 (Yo% AL veheopresent
109%& () -! & &10YPP&’ () - FK** @A+n++, } *?bC 1030 109%&' () -
L 109%& () - Eandbiggtqn -aqntingessin \Egtare @sgieddss wasFgone as a total
109 ()-,[,,,,,,,,xmbC 109d0%& ()- 10 10 10L<s10%& ()- &9 10%& ()- 7
109 () - 35iiaNgs iy -concenning dieh Cri®vury0 @ sturbaioegapy- ¥ny of the
109 ()-109%&' ()-F109%&' ()-Y 10%& ()-.[... /1//aBnmbC 10FL 10%& ()-FF
109K () - F@dIQ%Ryi(ng !eOtah (it § Jwad-alPéi{ed.Y 109%& () -/0081v1i1llbCnbC 10
2109&' ()-3s0109%& ()-3l. 10%& ()-3S, 10%& ()- Vy)y&l0¥B¥B& ()-3S 109%& ()-1
21 2222222xmbC 1008y §AR'e( bat1s8atB®otQS; s10%& ()- 8 10%&' ()- 6 109%& ()-34
109" () -223C3wW333dEnbC 10 L 109%&' ()-3109%& ()- ,109%& ()-!109%& ()- 109%& ()-
109 () -3, 4 444433BgB€isfactory
2: generally satisfactory
3: neither satisfactory nor unsatisfactory
4: a bit unsatisfactory
5: unsatisfactory
6: gquite unsatisfactory
The result was that the mean value for the patients
before the administration was 4.8 while that after the
administration was 3.8 wﬁéreby there was an improvement of one
-point in average in terms of the QOL index.
From the above result‘, tamsulosin hydrochloride showed
improvements in (1) the total score for subjective symptom and
§ (2) the QOL index for the patients suffering from lower urinary
tract symptoms whereby tamsulosin hydrochloride was confirmed

to be effective as a therapeutic agent for lower urinary tract

symptoms.

Test Example 2. Clinical Test to Patients Suffering
from Lower Urinary Tract Symptoms (a twelve-week test)

A clinical test was carried out under the following
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10 109%& ()- 109%& ()-f 109%& ()-!Y10%w& ()-F | 109%& ()- f

10%&' ()-5G5}5556A6° AnbC 10 0109%& () - .le%&f()-,-10%&f()-!I(&lO@gZF%&é{
$10%&' ()- q $109B& ()-A6| 66677:7; 7<7=7dYNC 10 10 10 10&<10%&' ()-9 1 'émmb
109& ()-4 109 ()-2 10%& ()-=7>7{777718dEYNC 10 ! 10%& ()-!109& ()-

@O0%&' ()- 10%& ()-!10%& ()-f&LO0%& ()- 18@N38889dBYNC

10! sMLO%uu&' () - Yl 109%& ()- f 109 ()-F&LO%& ()-3 | 109%& ()-

910%&' () -999. 9D9e9f 9xV2YNC 1#3 )

G ! | 10%u&PAitionFoasdng -Bhe Rkie@ S -SUTBeRARK §5M 1 1oMRR 1 MaTY 9h9j 9n9
wWOx9z9| X; YNC 1#3! 10%uu& () -} #3

G !'! 10%u&ract) ISympaemg.() - }! ! 10%iu& ()-}! 10%iu& ()-}2z9| 999999vY7YNC

1#1 1 10%uu& () -}!10%iu& ()-}#3

G !'110%u& ()-}! stib%eats ))eidh e p&tdenit808089864EYME lower urinary
1#!110%uu& ()-}!!10%uu& ()-}!10%iu& ()-}#3

G 'l 10%u&r@ct) syiptoms, (). e} ANOH00 Wi¥Ndrbance without clear organic
1#110%u& ()-}!'110%ué& ()-3}!!10%u& ()-}!10%u& ()-}#3

G ! 10%Iu&H heh?999gical <dDkodital ity 19 %Wcwdn urfina¥y /4 &att- (15 males

0) S&10% *[ & () - FL)g&lo%&f()-!lo%Mu&f()-}#S G:;D{;~;;;;|obW4 1#

F o40% & () *0* 10 - _E<] ' oKl 7109 & ()-- FS5 10%& ()- F93

10% & ()@néﬁogéjl[%bﬁgéigqﬁféégia%& ()- F &Oo%w& ()-- F 10% & ()-- F

T05a ()1 100 & () G (3 PRI B ()20 F EPsule

100 & () CTORE g £ RIS O S EIE: (75 SR =) == 7

PO 1 PR eret¥%hde bai 1978 & b b1 EA LY £40% 60l ideks ana,

| after that, the dose after 4 weeks was controlled in
consideration of the following criterion, and the dose was

orally administered once daily after breakfast.

{Criterion of Dose after 4 weeks)

side Changing Rate of Total score for|dose of
effects | subjective symptoms in 4 weeks after 4 weeks
yes

no Changing Rate of Total score for|0.2mg/day

subjective symptoms = -25.0%
Changing Rate of Total score for |0.4mg/day
subjective symptoms = -24.9%

Test period: twelve weeEP (84 days)(4 weeks(28 days)
for 8 males)

Observed items: Evaluations and measurements were
made for the following items Dbefore and after the
administration.

(1) Total score for subjective symptoms

Total scores for the following <1>~<7> before and after
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"10%/0&'(§) %‘b\% H d%%(fﬁ(t]iﬁfbcéé)&' EB}“@[QE&C%?[WU’HG&M |
01049 & ()-1 | 010%"& ()-1 |.T10% & ( |, 109 & ()- )@1l0%) & (

| ) @10%&' (%X@RiﬁbéDHDl DJDKDLD| obU4 1# | 94099 9K ()-10)10) 10) | |<1o% &' ()-
| 8109 & ()- | 610 & ()- 14109 & ()-LD~-DDDDDD| [ : bU4 1# | ?3y&10% & ()-
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| 31099*9&' () - DDTEEEEE| [ : bW 1# | '3y&10% & ()- '3y&10%& ()-1 "3y&10%I& ()-|
' 3y &10% &' HoursT3k&b0BrehR ¢f -uridband 6%xedim|) < E¥RbFddednFR|S>. Bbtcétof |
71099*9& ()- | 710909& ()-1 |
urinary stream, <6> Straining upon urination and <7) Frequency
of urination at night.

(2) QOL Index

"How do you think if the present urinating state
( continues in future as well?”

0: quite satisfactory

1: satisfactory

2: generally satisfactory

3: neither satisfactory nor unsatisfactory

4: a bit unsatisfactory

5: unsatisfactory

6: quite unsatisfagfory

) (3) Test on Functions

()

<1> maximum urinary stream rate

<2> average urinary stream rate

The results of the observed items after the test are

shown in Table 4.
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"Guideline for Clinical Test for Urinary Disturbance” that the

effective rate(Degree of Imprevement as a whole is more

than

"Useful”) is 70.

0%.

From the above result, tamsulosin hydrochloride showed

improvements in (1) the total score for subjective symptom,

(2) the QOL index and (3) test on functions for the patients

suffering from lower urinary tract symptoms whereby tamsulosin

hydrochloride was confirmed to be effective as a therapeutic
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10%& ()-5)?s # 10%& ()-5# 109&F¢énabiKKKKKL 2814 2 —3.0%1.7
(n=3) (n=3)
Total —1.6%1.7 —2.9%1.7
(-% (n=18) (n=10)
7 Changing Amt of |[male +2.9%+7.4ml/s | +7.8+4.3ml/s
Maximum urinary (n=15) (n=7)
stream rate Female | +3,8%1.9ml/s | +6.2%6.0ml/s
(n=3) (n=3)
Total +3.1%6.7m1/s | +7.3t4.6ml/s
(n=18) (n=10)
Changing Amt of |male +1.9%3.6ml/s | +4.6%2.2ml/s
Average urinary (n=15) (n=7)
stream rate Female | +2.2+1.8ml/s | +2.1%£2.8ml/s
(n=3) (n=3)
Total +2.0%x3.3ml/s | +3.8%2.5ml/s
(n=18) (n=10)
) The results after 12 weeks in this test are decided by
{
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