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| DESCRI PTI ON CRYSTAL FOR ORAL SCOLI'D DRUG AND ORAL
SCOLI D DRUG FOR DYSURI A TREATMENT CONTAI NIl NG THE SAME 5
TECHNI CAL FI ELD The present invention relates to a
crystal for an oral solid nedicanment. Mre
particularly, the present invention relates to. a
crystal for an oral solid nedicanent of an indoline
compound 10 represented by the fornmula (hereinafter
referred to as KND—3213% é} 1) which exerts an

al - adrenoceptor (al - AR) 6 ng effect and is useful
as a therapeutic agent for dysuria, and an oral solid
medi canent f or CHYSTAL FORr ERAERL 18 AIYE 41¥Ag_t he

Cr y@Rl ST PRUGEP G (TARIRTA GPEATERRT CPHEA YN (FGn SAME
also relates to an oral solid nedi canment which
@@ﬁpﬁi@@ﬁpasgmctive ingredients a crystal of KMD 3213

Lo 2l Bhesdid L\ JIRILAAIRAE 2] AL AN ANE IR Lo110

sel ect 89 PFoma group
EeddpEmengy- Rmﬁsmlsti%aamq &he|RasErgt envzata@émelﬂaes to.
Zaciresutl &se amhirailt 86]id redicipmiong @Ayemiiplame compound
%FQQ& b $fleo u§DOHREE MG 298 HerrBa to as KMD-3213):
|nes era I'n itor, an antiinflammatory agent
and an antlbact@rlal agent Furt hernore, the present
st a nmedi cament for dysuria

|@h cogﬁ:y/ SGR) @anlnlng a nedi canent 25
e

conprising as an a ThgredPent a crystal for an
.oral Sol i ®P"redi ca of KMD- 3213 with a nedi canent
c ising at | east one nenber selected froma group

of an al - AR bl ocki ng agent except for KMD-3213, an
aptigheling ghca agi%?'teno@cpi%rr eHUGRSE dRAhR EOFectBang is
SQRAY I sAgell.an S0 ALY a0eNt o 7 SPOLLICLG G

ihest & ase i nhi
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BACKGROUNDr 8 Ent t i s known that KWMD-3213 conprising as
an act ipne ﬂr%ﬁ@gérﬁgi.,o 'r@l&fk?s o6 ah &@hl%l&@dﬁe@aﬁam&n{ Qhich

suri.a treatnent of resent HVQpQﬁB g

mpxis t:we in fnfe ta £ an oxal
S ?é%i &3 reSSIO OFI¥% urethra SnDOtﬁ
solid medicament and at least one member selected from a group of
an o,-AR blocking agent except for KMD-3213, an anticholinergic

agent, a 50-reductase inhibitor, a sex hoxrmone agent, an
antianxiety agent, a cholinergic agent, a cholinesterase inhibitor,
an antiinflammatory agent and an antibacterial agent.
Furthermore, the present invention relates to a medicament
for dysuria treatment which comprises combining a medicament
comprising as an active lngredient a crystal for an oral solid

medicament of KMD-3213 with a medicament comprising &t least one

member selected from a group of an a,-AR blocking agent except for

XMD-3213, an anticholinergic agent, a 5a-reductase inhibitor, a
sex hormone agent, an antianxiety agent, a cholinergic agent, a

cholinesterase inhibitor, an antiinflammatory agent and an
antibacterial agent.
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5 nuscle contraction and is an extrenely useful
conpound as the nedicanent for dysuria treatnent
whi ch does not cause a strong hypotensive effect or
orthostatic hypotension. Hogsever, its concrete :
detail ed preparing nethod and purification nethod have
not been reported. Furthernore, physical properties of
KMD- 3213 10 have been reported on data of IR (Infra
dcARSe Rikipon spectrum, specific rotation and NVR
Nucl ear Magneti c Resonance spectru but its )
appeaFBﬁéé“é’c’éﬂ’ﬁoﬂ“@rty]g%'Plz1ﬁé’°ﬁ‘8’f§/§ﬁ5‘r‘-‘ggfs%ﬁélﬁ%ﬁngﬁﬁwem
irepot toedl fad rdid chokhoviongdysiut-ea atceremdn)t Thathd present
mQ,eHe@o,pm &Nie1c% 160 supbY St Aldhi JﬁeEQ'd&”@:K@Gs?et}lx% Sfootn

concrete prepar has not _been
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g genenioforoArariian g refmtenty peschofioes ywitalcafipe g strong

%&Enai@%@f@éﬁ&% h:&ﬁhgﬂé’cﬁéshyﬂdﬁﬁglorpr 096’&6\}&5 its
er and

S 3ELr ORIt T Ratres 1 nbd ardh BTGB 6 pesrpa nave
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whay seeebpeatddy cacRAR! abliIe Soiyatie dt ey @ghion tdpes€rum) ,
A8 o TR 1 BALE DRER &zssx@.;f & &3 ﬁég%ngﬁeg@ectm)
eScCr i ptl on concernl n oun esent

S8 PP HRREPRECS Py T 0, T SRR T3 Ve TR reen

repposiat | bree abe Dmiypvdeschitdssdteme 25 pr oduci bl e

accor dingg 19, epnes adnepbaémeuaém Hf‘}sl’iﬁd.&lﬁéq&ﬁ‘hlerpus

£oLBW Doy '—!a}qg c%LBLS %regé&[ltnla% 8 ndd! ngp%egﬁn.[eerp%!rﬁed

descript] on neceut rcal corrpo+3|nt“|‘orls~ for t

{7 E8FHETt of“"‘l*ﬁvﬁé‘ra “m PRAFFPET At SHPSTTdeRSEERprisy Heft
agpen cdctryetalnfreds entisan esARprddagdkermeticidsdi tigese
kb3 esotad. solid dosage forms axe exenplifi ed 30
And, é tg descri ged t hat Igr ef.erabl e freparatio are

T pharmgceu 051 ions
a contl nuous reI eas e typ 1:'SUS al ne& refea%e 0osa

ge
LR S = [ R = e -Dﬁréﬁh‘?’éﬁ fhs 23t 8- prodierppecutically
accepidiblg faltk nowpheehdodsicayet heceptablilh siaapeitfheragt.
exa8pkesady sphR R dif@tenpd i 1d/8S 1X S @BnéIQ description

chJ:QMiQx% wqo%%r%%g%n& regge hated I% %e%atiﬁ Jéﬁ%ral formula

cryst present

|1ﬁ9%WFr”§n%6? - 32@?*0?”%?‘?&”%1“%613c%ihlé'm“eﬁﬁ’a“%ﬁ'? gs
erabvsidlliedaoediddapett deperdy Shrrmacoiprasinegholie taawethe
%@l@@.‘tng LERAht e NI, SHEE8EHRG cAlirAlhe gbhéflabB @ ibtion

LI ?g?e%}ear%ngéﬁt?cagdc b(lsiiccggxi'xsor}o &%%@%&%me:% of lower

dture anese unexam ned publT cat
2g4127881a%F ﬂ-%@LG%EJFQE’"’U:lﬁ:FE QWERFFT{N ingredient an ¢;-2R

blocker including KMD-3213, oral solid dosage forms axe exemplified.
And, it is described that preferable preparations are a continuous
release type of susteined release dosage forms, and that the
preparations are producible according to known methods together
with exemplifying examples of pharmaceutical additives (see the
following Literature 2).

That is, up to the present, preferable crystal forms like
the present invention of KMD-3213 for a solid medicament and an
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The present invention provides a preferable crystal
for an oral solid nedicament of KMD 3213 which is
extrenely useful as a 10 therapeutic agent for
dysuria with | ess effect org bl ood pressure and an oral
solid nedi canment for dysuria treatnent conprising the
sane. The present invention also provides a nedi canent
for dysuria treatnment which conprises as active

c;r%rg;r ggiig”b@d;@@ie%zclgo@%sgkla ]c%mb:ﬁ%lﬁ ncﬁi,erﬂggyg raxe not
selecte roma group of. _an a_- |ng agent
TERPCERTS POF FQW??%]?? ahPldnt i chol i nergi c agent, a

5a-reductase inhibitor, a sex hornone agent, an

ﬁ%h 2B §LY 906 se @nmlhagr&bqlcagm ’Ho% 220015

nest erase I nhibitor, an_anti.inf
LRI i LA RS G S Ty A e

present invention provides a nedicanent for dysuria
$TRAbERH ophirgl ﬁ@fmwéﬁs con’ol ning a medi cament
conprising as_an_act in ient _a al

oral " S e rnfhodebht S PPl R REl f e BlafRer o
exripepLidpedscanenicef Vel -3 higr @Hi@htlsa@xrmlmﬁ%eful as a
fﬁiﬁ&@éuﬁﬁi agéet Hor08y A1rgBOoMholc & e@lf e AR 2b bhbeL lprBgsure

%&? C?S)éti:%;él.i:‘d% %%a)?hgll"g fold i@ﬁ&i& welale:%&g{ %oﬁg.\.e{gi’ngathe

itor, a seX hornone agent, an
3ftS-anxi ety agent, a cholinergic agent, a
chol i Toemeeaset iphebticyralsgrrroghtes pfncturarery fagdnsuria
@f@at&ﬁnﬁﬁiﬂlﬁaCE@ﬁﬂ’ﬁlseag&d’ﬂactﬁGe BngEEGEEﬁG?I}@EI-ﬂ\iEQEnd at

ge?sft on mlt\alﬁ lectegffrcr SFT? Sl%h"%" nrg an a%)éﬁomggént

racti on at ern Srnf a of
THeeRyr §PR T -SRd%s c‘tme"%waymeﬁJeﬂﬂf’Fytr e KSpgeaneftase
thieitsitsri ss@exsiowen2G(gent Fry anpigrskig tyragsmts lroghalg nengic
&ae/ RAWMIRE ndifdrret /AR vRaLE CBR anka iRk 160N Sty dQN Bha

he ordinate shows the X-ray intensity
|n ?‘(ﬁ)a‘é%%ntaﬁe gb3¢i ssa shows 28(). 4 Fig. 3 is a

gr aph BEESRPFEPTEN SRS RELSSHMAEY S P RETILERS pataBcamery for
grystiad tkezwmeYitobh}ch BoBBiB:esThempidingatengdinamenhe
xbﬁ%éiTsiingt £ Sinl )éci:ﬂv&%%r&ﬂ@nflt_ﬂé ngéﬂﬁ%f %o\lls m@ﬂ\@ﬁgﬁ(golid
{ he .
g e e
ghgredisptdardgpehrith @ae‘aﬁispﬁ?%«?q%gdaér‘ah 258FPYR ©f an 0;-AR
Agektdice pperdVBx82HB faxhKidhr 323 3exan emtlighobigfexigif orgent, a
AysHEhA1REEALAER 1ot NS sB% B8 ERdne LoMANt OF %n‘é,@é}%%tt?%gent,
SXLBRRIAE L DUERTLIAL! a0, 0f A GLeL ahhE Glys! aly 10 Torms

the or nmedi canent’s.
mnégé?ﬁlamm.atory agent .—md an ant_tbacterlal agent

BRIEF DESCRIPTION OF THE DRAWINGS

Flg. 1 is a graph showing an X-xray powder diffraction pattexn
of crystal form a of XKMD-3213. The ordinate shows the X-ray
intensity in Kcps and the abscissa shows 26(°).

Fig. 2 is a graph showing an X-xray powder diffraction pattern
of crystal form P of KMD-3213. The ordinate shows the X-ray
intensity in Kcps and the abscissa shows 28(°).
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i nventors have found a novel crystal formsuitable for
oral solid nedicanents. Based on the founding, the
present invention has been acconplished. It is
required that a nedicament for treatnment always shows:
15 a constant action and effect. For that purpose, the
content of an active ingredient nust be substantially

the same in a nedicanent. |In such a case, the anpunt
of cr a ol ¥ I ye a
adhes?%% éo%ven?gllgh Qﬁo\,?i‘? %ﬁtﬁ a%péve (?Lt ﬁ%cs;?% p ﬁeyrn

off crys$realadorpey |0ﬁg}ké@h 3e'lﬁt3 Gdecer g caRhevrsalthg ok TJ@PY

1edhs e nln kéPs SldRhL dnsABdaspasisf e(vwol ume of the
active ingredient are also inportant factors.

General |y, an anorphous compound is often unsuitable
BEST MORF FPR GRRRYHIC OB i HENeVERRERt s even t hough it
shows obettecoceadlonbod ithy debetoprsmt for diyalrid tyeatgnent of

34, sdts ﬁ&ﬁ@afnbstyebﬂmslﬁg?a@ é(*@%b@:b\be.eiﬁé}gadlﬁnt mas»m
t o adhere sol v nt o bsor b

0 | t he_ot h
Ward, 18 %rVﬁ“ﬁ Fiv eféjé ourﬁia'sﬁggol%r\/\e}e'—"ftmso'f Sgﬁhﬁ Presen
Bueniters tcavbﬂécmefptwsésg ipyBF Eteation qm@mf@truabll% crystal
£l BEt e W1BhE oL X Hepbeall ok dt wediangatdy Theérprekant

Addi-Lien, ha%eng&aat ',&k%gt rc,);xgﬁ%&m&n%qe'é& aral solis

SpeciTic volune I's onstant, it is eas¥

pehege tfie SABEHOS THF ff’H%dja‘tq i e Pﬁ‘ifreé‘&l 1on has been

ddmmgfldsbeda crystal active ingredient is preferable

1;] or an0falres@hich tﬁsﬁiiacxaé@m,m%at |f@ﬁgt1€b%g§nsﬁt GhLySHalshows
as n 0 about . S

IR IR0 st SSLUDLIY urlBBL 1950 SRn o

B’blﬂyﬁﬁi"p HP%W“E&EH"'-@rLyﬁtsaﬁlbsf B matey SRR Gl i pPRfcament.

3ol=umhl atgaseortist abodnitt yf caydtéheodvéfierencesiduay sclvent

hiRds LS JNAr 856RRKCIS Y 1Qfan|%h§£ NRE M ERE GRability of

g efaeét% sh- & Se%tt hgto poly, BJ? mlex=5§té eolcBllnt,
i Ve ing Fedl en Por nent s nfl
éPl‘JE*Fa‘rté’cF’é‘PlS?FFé%l‘bf"oi“ﬂ%e ﬁél V?ﬁo@ﬁﬁ%é‘?nlﬂgé‘%zdﬂfe@rt are also

megdoeaaentfacsers.equi red. 5 The present inventors had

ear PﬁSééa{e:{ami@slgag%]gn%gphm ¥HB15&HidSH}=0éft{éh3gﬂ§uifﬂb§E for
is.the.nos se or, nt.,apon

"Sa0F; e B 5!ounjus e%%:cray'b E]s Y %Qo‘g& 3 fh?%rg)t Ster
EoIpRikities BPfaDStEhétﬁs freRt by ﬁa\@dr otit’ SPﬁ‘a%th%téP%“’“e is
arsgiablé eastt 1t hiscezgy ot adhdrer sl vamd onecodbddrbmmessture.
aneftﬁea@heert 0248, léser-t@cr,;lamn@r&lmpae},a thaedbgd BBl ubility,

-E:h 1q s‘ta@/D- ng Pess ubje%%Stto RQ&&%&EX?& %loménpnr rpion with
exciplents or to change by time. In addition, since it is not
hygroscopic and its specific volume is likely ceonstant, it is easy
to control the amounts of the active ingredient. Therefore, a
crystal active ingredient is preferable for an oral solid
medicament so long as the crystal has no problem about its
solubility.

Besides, some compouncs may have plural crystal forms, that
is, polymorphism. Each crystal form may show different solubility
or stability, and the differences may affect the hygroscopicity
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the powder X-ray diffraction patterns in Fig. 1 to
Fig. 3. Concretely, the present inventors have found
that there are three crystal forns, (1) a crystal
characterized by main peakssof 5. 5t 15 0.2, 6. 1 *
0. 2, 9.8 0. 2, 11.1t 0. 2, 12.2t 0. 2, 16.4 t O.
2, 19. 7f 0. 2 and 20. G= 0. 2 as 20V (hereinafter
referred to as crystal forma) ; (2) a crystal

&hﬁlﬁ&gﬁeﬁfdd%ﬁgmm‘s Medergeeks, ah JaseothaQ piymotghdsrl efists

%Th&?&?‘%%f”l’“@ﬁ?eefner};%e {5 raIsne%lrcil‘m{ 1‘ocrorlr]1fg[>fwafmdj ot
Rragterystizs 80 %%Paérmémbyq%ﬁﬁrp@%ﬂé§a@ﬁn’6 >
LRirédd.6 0.2, 12.6 0.2, 17.1 0. 2, 17.9 0.2, 20.7

f O. and 2 as 20 er f.ter ref red to
as crésteaf)r?soernr% Fyven %f’ﬁese cre§/a§ a?{%l%vesu T

loperenias Grfomvv’szldm%l%rrysst aPefeash gsedh 6€r aysuria
freapaiead byord 386l Midegise uttenpdunds clesstabed timetrof abhave
&%QEQQH at &s aaU%QElpf t%'éhﬂxv@r?&%t ﬁavc-,etfgwld that there

ormat e, acetone, t hy] yl ket one, acetonitril
PR PRNPARTE ThORROT ) TR ARG OTORT B Ao PORESTRe to
asetfioni &ni bea) Eol}d ardisgrerdn, preferably ethyl
acet atyg,dingler }d%aiﬂlﬁghasatﬂ:%déﬁ tioest @Rfhtal £dr@@Mhown by
gmer at ur Crys recipitate
r%\opua‘ﬂaq ﬁ %ég%facsfg‘ar gogrt%rﬁgcan IF?Lé; i éanéLa b
SP%%T&“\ﬁlﬁg %Eiéeseé’tty%ivﬂ‘§°¥ﬁé’raéf§ffqufi‘dawa§p o Pat éhree
appsndy ebriel hanal coyden bhead=Dcrgrizaddy ngipeid=0lsesmsas” +
8. POCE. S0) yepd , 5 Sly r&l.—ﬁg1t1h§°mo><tzur§zvrgtoswslye 4 qn@l 2°,
ing crystal RL.€CI Rk tates, forcibly and suddenly @t
cF LHAP- 2T BN Can Be 81780 5F EpaT e by 67 5% | |°ﬁ ryitas
épurdel)cr yat &l crhwtadothar3stepizachamotaior rdaksr obahdl @ 0.2°%,
andsco@l kng1guieckd ya°, Tie stk Ysta] 2borTeoczanbeipnepay.edas

% di %é%t?ﬁ@ ?éé&%e r%S%@'cr@sttQ?r%% Mﬂ B (3) z crystal

ARG PRI &1 04 O - 5 Onf el €0l I
atrhy! + aget’at £7. 94rd0 t ) uehad®@1019) anpr ¥ .6f abd y2tasl 2€ne
umdet i Aeoddrger elrk@Widgs tciys SR raty) . OaNek e Mgkab i M xms
and ggkﬁ%agggsgglfomgg pitates 5 gr adual | y. The

crystal form)é can be al so Lre ared b di ssol vi ngg

crude CP§sTASPherEdr i HP2 16 BEWed ARG R A rude
APPEdplF dbereehrdim” 8PPIPriekhe AREFRPS EYPravsHteatehyl
&oe:fnysséalaceSbﬂén hktlyiaathyly geoscoprce toniokibachhetrahydro-

Cﬂu&%%r aoﬁx{BEéH @Me%@ o@%c&{&éﬂaﬁﬁ%c\é@s@l{ﬁdéu( £4.) A%a so
%/ re:[’érabtl eth ccfer}: %rh exr geat: tgal ulflow:mg to stand at

SCOpI CI ree Ccrys

b’éi%rte’l‘ﬁﬁ’ﬁ“{'-’ﬁat %Td &ﬂkmrcpmst:%l fpaﬁﬁ%mﬁﬁewwally
di ssol whegctfadr yGtmpScim vél pxaperecaty diseeziigy aitdde
déﬁ?&gxlg I}_@xe§9$f’§h @H a@Bgoﬁﬂ%ttetEDr%ﬁﬁt %Ff%elth&lidleunder heating,

adding petroleum as a poor solvent, stirring the mixture vigorously,
and making crystal precipitates forcibly and suddenly. The crystal

form f can be also prepared by dissolving crude crystal thereof
in ethanol or l-propanol, and cooling quickly.

The crystal formy can be prepared by dissolving crude crystal
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di fference anong them Furthernore, it is also
confirmed that the stabilities of these three crystal
fornms do no-. make nuch difference, 15 and however
that the crystal forma. isgwhite with al nost no
coloration in the appearance and the nost stable.
Accordingly, the present inventors found that the
crystal forma is the best for the crystal for an

ﬁf@_iecéoﬁh darﬂ%gbf%ﬁ%&?a ndGHALES: ShARk! 'Hmy%ﬁds?lvent of

%/ﬁrOSCO ICIt% errmre armng he cr

15F 116 PTG EERR 321 §T @ PhEe SPavent Pér%h()’?s aggate
andranlbesd Gkt 1) | pse@Eriably ndlsene alndeprrepalag) ahlowing to
SEDRE et rbn RefRaLSM:RY 39618 135P00F <S8! g@éulfpgtateﬁ

warmed solution to nmake crustal precipitates rci
grrfivaddidedPy arstédcraBet caB e 21FBIPTERARM &Y 3issolving
eppw grysesl fipereht 26 2 pdepsnolal apd epEliiabi @n dppcopeiate
Sh&rdaN sl tolhebendiddd ¢l frdQpdetite C@%&&Q’E‘&l qual i ty

of th & tal . hn.gase that .t e Cry

prep afseél%i 1g“"l'salsqfail ViSRG PP &thdndl <8 1‘ %ﬁ%?@fc’“ %"hed’ared
é%cﬂhen@bo‘tﬁﬂ’%‘kq ?eaﬂreﬁlas %ﬁnétl’@éﬂultssﬂ}elﬁ I@&t‘f%mﬁ@tbﬁ‘ééihe
Bpghcqddptiy it Baxdot ahebe thieeguyatabecnus erdivkt ee£hhan that

6E 5! BholRbIB £8LE o8 §:‘z’ne£]dob¥rh§s§91\;ﬁ rew %@&g&sq@ dxane

on_the cqol 1 ng spee er at u egree
ﬁ?r?ﬁﬁ?@lﬁﬁd"‘“{dn FRS . tPPhEOLY afrf o?}iﬂty tP%”‘br%ﬁalléHﬂe
By fEooinaegendne Wemedwohatriere,. ialk@disngeanferned shat the
021 BCjipistct thegeatitak loyy atkh Bo €6 hby maR€ fRENlENged@nce,
%.gs MU, r@ﬁrtysttna' LLAALLORIRINAY, 20 4 e o NHSLL 2t

ar a I's éa tlo prep area
tmr‘r‘o G ymare “By %‘o?\‘t‘“reoﬁ‘rn‘g“’quaﬁtlst‘)?“ﬁ s6FRAtingly.
hbat presenenperattore, f@odl that thikeapesallUE6Tm @OaAki Be best

gpeechaByifia Foken Jhar 86 OiEmed @Rk Sad1@egd SBUS AN 11ty
the Lhdust riz_@% reparati on. However, the

recryg? 2y n solvent of this cryst al formy is
t ol uenBUoPeETORT x EHORDEHR METYEERD FPERY Ofails §hofe KL-3213,
tthkuengstaACEormlipnghy, a @ vbacturSinal 1E05dniy baGudtrizl
prephem idat sidcd aJe esa %\TJcBEréé h' QEB 6 HOpE&MVE vehPinto
%oL)\é%gtd as%qu!tlon grcailvlsg yprccialcflgllg u t Eorcﬂ:lx and

el tralP’sorvent Delll of
F&PE?&%Y sayﬁqfiaﬁcw% AGCoi o™ AZampL - é‘pPéﬁ?B{%S for the
S@idpehtia paepae tiat erdceirefyg anfeidi cawgre dibfdappeto get

| dotist: apf cﬂjéaﬁltjrtq&f has &eeradet arnm:aﬁ@l whepend I?cﬂyeeai €
uene is.re

? Qd C:)I:e edc'%l V(? ssol;I; S anme rl":t 92 o) dl
BESE fD Jha}q 90 “Bpht Fo ?zn [Py BELEEh: °°° ng
cﬁ’%ci"é}’ fidr H?i‘/ WEENGT |d15c°JBF e%t thévseldnizne, P‘E’h‘"tyhée““ to
dtehdrrhgwthr bheawsey sidfefartnarhsatsindoprolErentasy to mix
MeReGith depending on the cooling speed, the temperature, the
degree of stirring and the like.

The crystal formy is prepared by cooling the warmed solution,
allowing the crystal to precipitate gradually and unforcibly
according to the usual recrystallization method, so the industrial
apparatus can be small and it is easy to prepare a uniform crystal

by contreolling quantity of solvent, heating temperature, cooling
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of industrial preparation as the crystal formr and
can be prepared 15 regularly, easily and in a | arge
scale, in addition, without a problem of the residua
solvent like crystal formys; For that reason, the
crystal forma is the nost preferable for the ora
solid nedicanent at points of industrial preparation
and quality. Accordingly, stable oral solid

%Hb%‘és Mo Bndi GReaudd tie 13RS OrThq}ééE'éf@ there is no
treatnent whj ch contai ns an active. ingredi in

¢5ALE STt TREMESIERY: BESPREYEBd di°VF Wpr‘i e by using
KYBrpAlad 11 bt idie seTyaitabs forim anastaanfaot vis toluene or 2

h&%&dgcﬁ%m% %&9&& bed,a oyie,tomugﬁ@scp@é&ﬂélhﬁﬁ,éar@ae

stabilities of crystal fornms P and 213

gFEstheiarmpees §am%>bé§mttﬁ6§ dtgfekess {pko %r“fﬂlaile fgragmove
aherdveny shdlitf by ppRpadatavely st ffidudrn oy corpidi@illy remove
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of the crystal form a and the other crystal forms can be used as
an active ingredient of the oral solid medicament of the present

inventiocn.
The oral solid medicaments of the present invention can be

prepared by the conventional pharmaceutical procedure. For
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coating material with a light shielding effect, a
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has not investigated at all, and therefore, there are no description
concerning what types of crystal forms exist, how to prepare them
and what property they have. Furthermore, oral solid medicaments
compxrxising as an active ingredient each crystal form of the indoline

compound represented by the above formula (I) of the present
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included in any dysuria as ref erred above, such as

bl adder cervix sclerosis, chronic prostatitis and
unst abl e bl adder etc. Dysuria associated with disorder
of urination control nervesg neans dysuria caused by
di sorder of control nerves in the urethra 20 or the
bl adder, for exanple, encephal opathy such as di sorder
of cerebral blood vessel and brain tunor, disorder of
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psychogenic dysuria, drug-induced dysuria, aging and the like
besides bladder cervix sclerosis, chronic prostatitis and unstable
bladder. These disorders are generally called as lower urinary

tract disorders.

Since the medicaments of the present invention have high
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The nedi canents of the present invention may conprise
as a further active ingredient at |east one nenber
selected froma group of an a;-AR bl ocker except for
KMD- 3213, an anticholinergi ggagent, 20 an
antiinflanmatory agent and an anti bacterial agent. The
medi canents of the present invention may be al so used
in conbination with a nmedi canent conprising as an
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medicament of KMD-3213 with a medicament comprising at least one
member selected from a group of an o,-AR blocking agent except for
KMD-3213, an anticholinergic agent, a 5a-reductase inhibitor, a
sex hormone agent, an antianxiety agent. a cholinergic agent, a
cholinesterase inhibitor, an antiinflammatory agent and an

antibacterial agent means a medicament comprising as an active
ingredient KMD-3213 which is produced to be usable in combinaticn
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20 Exanple 1 Preparation of the crystal forma To 1g

of crude crystals of KVMD-3213 was added 3nlL of et hyl
acetate, and the m xture was heated to dissolve. After
insoluble materials were fiitered off, the filtrate
was allowed to stand at 2. 5 roomtenperature. After
conpletion of precipitation of the resulting

crystals, 10nlL of ethyl acetate was added thereto. The
§esl thé‘&é%ﬁﬁé%ttaéénﬁ%‘ Ené:al | eci&d oRy rfemlbuaéél%gaean&om a

dried at 500C ours In vacuo to give

PHE R fFs B4l ar&ﬁnPéocwga%ﬁﬁﬂ 80Tk &ivar QﬂPrﬁ?léf Phe
enysiralliheroid adkgt ofa coddedwdtieskal shinfi tkivt 32 2%aB6xrmone
agé’fﬁfj On 4Rk 1 B s SR NANRL .2 &KL shBeg élc;é‘rﬁte MOlﬂ?ﬁéﬂrase

i ssol ve. Aft nsoluble materials were filtered
SrS3R G A3t i AIRLt e PORRE SRl et 2ab RAPaL 6T Shat
shdok rhicgupoesticalThet reegpbseéh@ictiist ambsnakian .

col | eqtretihageféiﬂﬂaaawy 88 de8ds alr RASGf1oy rééresentea

Egurs | vacg ggl ve 930ng of the crystal formP
Mt ECSVEr ?J’é?“arﬁ h of"‘“fihg"ecr%?%%i’t? SNty S4B BIPTER9

epeRie aopptafer PPKM B ZeBrerentadded el abtve degonta (1),

aAthithenBl xh e Negertead €d-+ 880l 81 b d1Er 2 sex normone
lhgsed U%%ﬂﬁ%ﬁﬁi@dﬁagééﬁr & Ehdisgled; ot %en{ hg a‘hohiﬁééf-‘erase

wa | owed to sta e ur e,

g M I M A e L -
feyshal ity BfduceBuene was added thereto. The
resulting 10 crystals were collected by filtration,
ghewsrded at 50C for 16 hours in vacuo to give 970ng

of the crystal formy. Test Example 1 Stability test

15 App&aT EREESAhd™PHt I OF SeRdiT et asara bt AP mogre; fptadl
Byawpy esf tihe3fahtbwingaReiegrkoos Iiampileed Hxgmples and
foorgzeathiwd MgampSed Uuti on of KMD- 3213 in di oxane were
deternmined after allowing to stand under follow ng.
cond|t| ons. As for appearance, it was determ ned by
FBPBPLant properties with the naked eye. Purity was
dateppnbtioch o0 thy dmtsegr alorreacent age net hod with

|'i qui drehy @&t egicapByystEhe &t afB0e2 0004k tde@Ra 30, of ethyl
%q ttleorén:li the mixture was heated to dissolve. After insoluble
materials were filtered off, the filtrate was allowed to stand at

room temperature. After completion of precipitation of the
resulting crystals, 10mL of ethyl acetate was added thereto. The
resulting crystals were collected by filtration, and dried at 50°C
for 16 hours 3in vacuo to give 930mg of the crystal form a.

Example 2
Preparation of the crystal form [

To lg of crude crystals of KMD-3213 was added 0.4mL of
methanol, and the mixture was heated to dissolve. After insoluble
matexrials were filtered off, 20mL of petroleum ether was added

thereto, and shook vigorously. The resulting crystals were

collected by filtration, and dried at 50°C for 16 hours in vacuo
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tenperature device Condition 2: tenperature device
Condition 3: tenperature device Allowng to for 28
days Allowing to for 28 days Allowing to for 25
days stand at 40C in the cqastant stand at 60C in the
constant stand at 80C in the constant Condition 4:
Allow ng to stand at 40C and relative humdity 30 75%
in t he const ant tenperature device for 28 days The

gorpu on Sp ‘?I ﬁu\iff@a%”‘} Hno;_ﬁ Det ector: ultraviol et

oret er " (wave l ength: 225 nnm) 35
Colurm Intertsil CDS-B(GL SC|ence 5m 4.6 mmx 25
Egappleod um t enperature: about 25C 13 5 Mobil e Phase:

210pd: 90,91 2O0hUIPydragen, phosphat e vas - added
u

. C i
accur &P &i%°* ERY WY TR REE Hlfued 10 "T‘F‘aﬁ%de.[]oﬁ’ﬁh?_% GpLyene.
agd| the vixtwcurat beytedito §idseivead Bbtart ioyrloblée heterials

vfe&%ukiif&éplob‘@ Ol!heaﬁglﬁﬁiﬁ:‘éoﬂbgréil%wedFLQWtra\ﬁheat room
e res own _jn

tem §fafnmf or mA%t?/vagom%x tlrlgr‘nssg1 PEESHiE %ﬁo? e;? g&‘f rgfu“ing

WFFFS&‘S antPppéatainese YEF [aﬁébﬁeﬂlﬁre@Oysfl‘éPawlﬁhGEIs

A@@Qﬁi?%éﬁé’%@@@c@ﬂ bl YARReAt PuK | tartppede LUk Ed°c for 16

"5 50Rh ok JAPENY GEORENR pRRca=ddL oA TE

Test Example 1

Stability test

Appearance and purity of each crystal obtained in Examples
1-3 and an amorphous obtained by freeze-drying a solution of
KMD-3213 in dioxane were determined after allowing to stand under

following cenditions. As for appearance, it was determined by

color and properties with the naked eye. Purity was determined

by integral percentage method with liguid chromeatography.

The storage condition:

Condition 1l: Allowing to stand at 40°C in the consiant
temperature device for 28 days

Condition 2: Allowing to stand at 60°C in the constant
temperature device for 28 days

Condition 3: Allowing toc stand at B80°C in the constant
temperature device for 25 days

Condition 4: Allowing to stand at 40°C and relative humidity
75% in the constant temperature device foxr 28 days

The liquid chromatography condition:

Detector: uvltraviclet absorption spectrophotemeter (wave
length: 225 nm)

Column: Intertsil ODS-3 (GL Science., 3pm, 4.6 mm x 25 cm)

Column temperature: about 25°C
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Condi ti onWi t €99. 84wi sh99. 57yel | ow99. 84yel | ow99. 56
2powder br ownpowder powder powder Pal e

Pal ePal ePal eyel | o-

Condi hbem/eelahgw uﬁﬁ@r ouno8 43ysh | QWGB3 %%gpﬁa%e was

powder powder powder br own powder  condi ti on\ite99.5
ASEO Ry 598 GIPE S PO TERFIAISGIPERPBI! — 20) Sceirately.

adpowdeedprsdeddpdvidemeke oWmFest aExamption agbhsaiply - 2
@-@S AERLA 0L kRSN | ¢k tthe S&P tHBENEF 1 AS ohhada GlcetbSitrile.

npl , _the cr 15 obtained in Exanples 1-3
and tﬁ§°5n57%%og X@%Pe Pused for the test.
Approxi mately 1 g of test substance was wei ghed

accur gisehie A uBY i s isholAt G #2584 € tML ArysAbl FordNB was
LesleibsLanse uas. all.oned: L5y ag}gaevpc gRaN Ng

cons enperaturean

[Table 1]
Crystal a B v amorphous
Ttenm Appea- Purity | Appez- Purity | Appea- Purity | Appez- | Purity
© rance {2) rance (%) rance (%) rance (%)
Pale Pale
Initaa1 | VPEEe |9 gy | yellow | 99.83 | yellow | 99.88 White 1 99.79
P powdex powdex p
< . Pele Pale .
C°“°§t1°“ fg;ﬂ; 99.64 | yellow | 99.73 | yellow | 99.85 ﬁ:;;;, 99,66
p powdexr powdex p
. . Pale P .
: yello- Pale Pale :
Conaitien | Mte | s9.84 | wasn | 99.57 | yellow | 99.8¢ | yellow | 99.56
pow bxown powder powder
powdexr
Fale
Pale Pale Pale yello-
Conddtion | yolow | 99.58 | browm | 98.42 | yellow | 99.64 wish | 959.53
< powder powoer powder brown
powder
Fazle Fale
Condition White . white
99,55 yellow 99.69 yellow ©9.85 99.71
4 powdex powdex powder powder

Test Example 2

Moisture absorption test

_ In the same manner as that of Test Example 1, the crystals
6btained in Examples 1-3 and the amorphous were used for the test.
Approximately 1 g of test substance was weighed accurately and put
it into a sample vial. After the test substance was allowed 1o
stand in an opening constant temperature and humldity device under
following condition, their differences of weights were measured.

The storage condition:
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followi ng condition, their differences of weights were
nmeasured. 20 The storage condition: 14 Condition 1:
Allowing to stand at 25C and 600 of relative hunmidity
in the constant tenperaturel«eand hum dity device for
3days Condition 2: Allowing to stand at 40C and 750 of
relative humdity in the constant tenperature and
hum dity device for 3days 5 As the result is shown in

Tabl erct%rqggtagorp rlysmowaggrﬁ@o » 3rahd a8 pBRMRCor relatave
RO ARy S T THE-RROENGOE L0 PhBrE: o) Tor S0

Condl tdqmiilwndl t horowdngnid isaknd it kalC asd ysitabfeieglat ive
Lhangafdwehg Rbon Snangeddfe rohB) € BBE nunidity device for 3days
a947.78-0.011010. 59-0. 20 N1000. 51+0.071090. 14-0. 08

992. 790. 00993. 04-0. 19

anor pHeu$be01e9+116 EHo05. B9-TEb3e Exanpl ervstaCapsubest, B
anaRr epsfdPbiopertles Tdre atkysiialg fﬂ@iéﬁlﬁeogcéﬁ}\@i%z%d were
&é@m'éo%aré’@%&ﬁ' e alBhgnsiarch (PCS) Partially

al pha starch Magnesium stearate 20 Sodi um | auryl
sulfate (Starch Accordi ng above prescription, ng of
KMeBZ131i n one capsul e were nethod.

Condition 1 Condition 2
crystal Initial Initial
weight Change(%) weight Change( %)
(mg) (mg)
o 947.78 -0.01 1010.59 -0.20
B 1000.51 +0.07 1090.14 -0.08
y a52.79 , 0.00 693.04 -0.19
amorphous 1001.09 +1.61 1005.6% +1.31
Example 4
Capsules 1
Prescription:
The crystal form a of KMD-3213 2.0 g
D-Mannitol 134.4 g
Partially alpha starch (PCS) 26.0 g
Partially alpha starch (Starch 1500) 9.0 g
Magnesium stearate : 1.8 g
Sedium lauryl sulfate 0.2 g

According ebove prescription, 1000 capsules containing 2.0

mg of KMD-3213 in one capsule were formulated, by conventicnal
method.

Example 5

Capsules 2
Prescription:

The crystal form a of XMD-3213 2.0 g
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2.0a 134.4 g 26.0 g 1500) 9.0 g 1.8 g 0.2 g 1000
capsul es containing 2.0 fornul ated, by conventi onal
25 Exanple 5 Capsules 2 Prescription: The crystal
forma of KMD- 3213 2.0 g 15i%&kxanple 6 Capsules 3
Prescription: The crystal forma of KMD-3213
D-Mannitol Partially alpha starch (PCS) Partially
al pha starch (Starch starch (Starch 1500) 9.0 ¢
Magnesi-wiansiesirate 1.8 g 5 Sodium lautyd. syl fate 0.5
g Accardin bove. prescription, 1000 capsul es
cont aiol{ﬁrﬁégﬁﬁb a\ﬁﬁﬂgo?tarflch %&éljsg in one cépsufe were
f or nulkeegdallby dohaentdxghalk Staethedod0 6 oMagnesi um
St ear aln20i6W Fakthed |y al phla 1]?02,) d_Pari,:aalgl yI al pha
starc ) Mannitol o odi u aury
sul faibe&aﬁccl)r | %ggg%%% prescription, B 9

Accoxrding above prescription, 1000 capsules containing 2.0
mg of KMD-3213 in one capsule were formulated, by conventional
method

Example 6

Cepsules 3
Prescription:
The crystal form a of KMD-3213 2.0 g
D-Mannitol 134.4 g
Partially alpha starch {PCS) 26.0 g
Partially =alpha sterch {Starch 1500) 9.C g
Magnesium stearate 0.9 g
Sodium lauryl sulfate . 1.8 g

According above prescription, 1000 capsules containing 2.0
mg of KMD-3213 in one capsule were formulated, by conventional
method.

Sxample 7

Capsules 4
Prescripticn:
The crystal form o of KMD-3213 2.0 g
D-Mannitol 134.4 g
Partially alpha starch (PCS) 26.0 g
Partialily alpha starch {Starch 1500) 9.0 g
Magneslum stearate 1.8 g
Sodium lauryl sulfate 1.8 g

According above prescriptilon, 1000 capsuvles containing 2.0

mg of KMD-3213 in one capsule were formulated, by conventional
method.

Example 8
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35

KMD- 3213 in one capsule were nethod. 134.4 g 2.0 9
134.4 g 26.0 g 9.0 g 0.9 g 1.8 9 1000 capsules
containing 2.0 fornul ated, by conventional Exanple
Capsul es 4 25 Prescription: 1%he crystal form cx of

KMD- 3213 D-Mannitol Partially alpha starch Partially
al pha starch 30 Magnesium stearate Sodium | auryl
sulfate 2.0 g 134.4 g (PCS) 26.0 g (Starch 1500) 9.0
@gapegbeslisng above prescription, 1.8 g 1.8 g 1000
capsul ining 2.0 ng of KMD- 3213 in one capsule
mePe fgfﬁﬁﬁg%g%gkbs conventional nethod. 35 Exanple 8
16 Cap¥et exystaPricgdy pptf $HP-324%e crystad.-Fgrm a of
KMD- 3283MathrQtgl D- Mannitol 132.4 g 132.4

g
Partially alpha starch (PCS) 26.0 g
Partially aipha starch (Starch 1500) 9.0 g
Magnesium stearate 1.8 g
Sodium lauryl sulfate 1.8 g

According above prescription, 1000 capsules containing 4.0

mg of KMD-3213 in one capsule were formulated, by conventional
method.

Example 9

Tablets
Prescription:
The crystal form ¢ of ¥XMD-3212 4.0 ¢
D-Mannitol 117.0 g
Corn starch 7.0 g
L-HPC 7.0 g
HPC-SL 4.0 g
Magnesium stearate 1.0 g

According above prescription, 1000 tablets containing 4.0

mg cf K¢iD-3213 in one tablet were formulated, by conventicnal method

INDUSTRIAY, APPLICABILITY
In the present invention the crystal form a, B and y of

KMD-3213 represented by the zbove formula (I) show properties of

absorbing moilsture scarcely, and stability. Since the crystal fomm

0 is very stable and has no problem in respect of industrial
preparation and can be prepared regularly, easily and in a large
scale, the crystal form o is the most preferable crystal for the
cral solid medicament. Furthermore, the crystal form o, f§ andy show
almost same even hygroscopocity and stability of lowering of purity
other than stability of appearance, so the mixture of the crystal
form a and othexr crystal forms can be used for preparation of the
oral solid medicament of the present invention as active
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5 Partially al pha starch (PCS) 26.0 g Partially al pha
starch (Starch 1500) 9.0 g Magnesium stearate 1.8 g
Sodi um | auryl sulfate 1.8 g According above
prescription, 1000 capsul esttontaining 4.0 10 ng of
KMD- 3213 in one capsule were fornul ated, by

conventional nethod. 15 Exanple 9 Tablets

Prescription: The crystal formcz of }CND- 3213 4 . »
Dovidinendbs. 117.0 g Corn starch 7.0 g L-HPC 7.0 g 20
HPC- Sly 4. 0afhg %%%sax%m gﬁar@ﬁc;n&tgf&%ﬂ&lggﬂe%sm
prescription, l ets containing 4

223 PEIPFEPRRIFE PELTRAHRIRS fEenGratied, fwﬂ é’oﬁveﬁtq dpgrure
o thrgd t o 5 DGRl A heAPPLY OB bins ke ddavar esgfddients.
l nVentEw@)@cEQﬁycr Y8t 10601 fa rlediiaffeit 8F +MDp3elsdnt

[epresented t he above formula (1) show properties.
OFVeHGEr B?‘n%?%tWecst%T% FHT™ £h@SstaBicrtivy . ingnsdaent
s T rtyst apnfentnet atlies agdiye singhbkélenid rhgglard ypr obdem
Bﬂatﬁﬂﬁ&@CinchsmElﬂllel&thﬂgl; 2@ meeaaﬁaéﬁ'tomn mse%a@ﬁmh and
e r [ darge t he
E'E :Péaﬁgrq%"gﬁgig % SX{)?}J&%%‘ o¥afns% e crysti Sflc ?Slt‘llhla

cryst rma s e nost pre era

bFeRtHti-d nedi cament. Furthernore, the crystal form

a, f and y show alnost sanme even hygroscopocity and
stability of lowering of purity other than stability
of appearance, so the m xture of the crystal 35 forma
and other crystal forms can be used for preparation of
the oral solid nedicanent of the present invention as
active 1 7 ingredients. Accordingly, the oral solid
nmedi canment for dysuria treatnment can be prepared by
containing the crystal forma or the m xture of
crystal forma and other crystal forns as active
ingredients. 5 Especially, the oral solid nedi canent
of the present invention containing the crystal fors a
as an active ingredient
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shows the content of the active ingredient regularly,

good stability and snell |owering of the content in

preservation, and it is extremely a superior oral

solid medi canent for dysurid8 10 treatnment. 18 CLAIMS

1. Acrystal for an oral solid nedicament of an

i ndol i ne conpound represented by the fornmula: 5 which

shows an X-ray powder diffraction pattern

characterized by main peakaret 5.5 0.2', 6.1 0.2,

9.8 0.2', 11.1" 0.2" 12.2' 0.2', 16.4' 0.2, 19.7

0.2 %nd 20.Q'~t 0.2' as 28. 10 2. An oral solid

fredi cdnB S o Gy H IR CeepPT 8P Agdohneggempound

repx¢septedgbeditentothdacrystal as clainmed In. claiml.

3. A nedicanent as clained in claim2, which conprises

as a further attive ingredient at |east one nenber

sel e va~grogp 15 of an a, -adrenoceptor

bl ocky, entH.except bor ckhe indoline conpound

repregentled by th rmila:° H CONH2 HO- 1 GH3 an

antiﬂg?]ol I nergic ag , a ba-reductase inhibitor, a sex

hgettone agent, an anti anxi ety agent, a cholinergic

agent, a cholinesterase 20 inhibitor, an .

#hich reblogaTat ¥F yaia genten nd £ it @ilionbped @irhadn A3RErifed by

A=prdi g ¢l @ijred ip-¢laim 2 or- 3, whaergjn the _.

ggsgg%ﬁ%gx&msfg ca%szﬂsﬁessgrgtdggl ét,g.’gzﬁ 0Ei\elhA fl n‘l * 0.2
df can®rt ‘adbcf af ned i'n28tAi 11 %2 WhBE it Of HeOcpsad @8.

is filled in a light shielding capsule or the tablets

2s coatedrhy ddia hbd@ceaaht ey et tedihedt! EGMrising

8Bi eh Al g vel {66l One ALEALEAMENL (a5, gl al,ned 10 .claim

5, wherein the light shielding capsul’es’is a capsafe

contai ning titaniumoxide. 7. A nedicanment as cl ai ned

Pn cl af MSiicaheteies cheledatn nglaimae enitdlchwedipd deisght a

shirehelt gt Bfd Btdreidtest G0ABY MBihal selected from a group

of an oy-adrenoceptor blocking agent except for the indoline
compound represented by the formula:

H
N
= l y \/\0
N CHg, O\/CFa
/}) CONH,
HO

an antichelinergic agent, a 5o-reductase inhibiter, a sex hormone
agent, an antianxiety agent, a cholinergic agent, a cholinesterase

inhibitor, an antiinflammatory agent and an antibacterial agent.

4. A medicament as claimed in claim 2 or 3, wherein the dosage
foxrm is capsules or tablets.

5. A medicament as claimed in claim 4, wherein the capsules is ‘

filled in a light shielding capsule or the tablets is coated by



1]

10

15

20

30

contai ning titanium oxide. 10 8. A nedi canent for
dysuria treatnent which conprises conbining a
medi canment as clained in claim2 with a nmedi canent
conprising as an active indPedient at |east one
menber selected froma group of an al-adrenoceptor
bl ocki ng agent except for the indoline conpound
represented by the fornula: H 1 v CH. r) CONH2 15
BFOBoCR mmadatighelitnes giighagaiieicanSaeseduct ase
inhibitor, a sex hornone agent, an antianxi ety agent,
choI ner gi ent, a chaolinesterase inhibitor, an
antiinfl annﬁf?ﬁé% Zjefitedifd 4R SHtibact €reTsinagemtlione
ghipléddti carewiesadsch atapedle ncameioney OfitahBhfBo:A ako
8, wherein the dysuria is caused by dysuria

gssocigted with ureth % oannlzed obstructi on,

dysurla Besoerat edowe A BoTAREr™ Of Mi9TEARI B coating

PEREFIRL éfthes %ﬁghGyshquﬁlass&ﬁﬁesmeﬁsmatdmamxﬁ@rmaierial
contaiong tiehshimuckia@n. 25 10. A nedi canent as

clainmed in any one of clains 2 to 8, wherein the
gysurla i s caused by prostate hypertrophy, urethra

tri ctiPgdieaeat fos YarElr Gaeaprastdlencampel ses combining
ﬁempégemne@tbbaddemm@@ droveeim 2 WDAE Yo ieaCéanirOLERS:Sising

38 an active ingredient at least one member selected from a group

of an a,-adrenoceptor blocking agent ex :cept for the indoline
compound xepresented by the formmula:

H
W N WL | N

(I &, 38

N eH, o _cF

/f) CONH, U

HO

an anticholinergic agent, a Sa-reductase inhibitor, a sex hormone
agent, an antianxiety agent, a cholinergic agent, a cholinesterase

inbibitor, an antiinflammatory agent and an antibacterial agent.

S. 2 medicament as claimed in any one of claims 2 to 8, wherein
the dysuria is caused by dysuria associated with urethra organized
obstruction, dysurila associated with a discrder of urinatilon

control nerves or dysuria associated with urethra functional
obstruction.

10. A medicament as claimed in any one of claims 2 to 8, wherein
the dysurila is caused by prostate hypertrophy, urethra stricture,
urethra calculus, prostate cancer, neurogenic bladder or lower
urinary tract disordexrs.



