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Vo Pl EMRE) ICHT BRAT, (BN MRS DTS - W
L UTHRITH B
10 MR, BRORBORFET T, MENEEEIT 51, < Lo
B KD EHERIER IR T B R ORI TS b . BB
BT B IR TS B RSB DR 52 b 1 B 3
BEMRESE, ERREHERORIET 55 K52 b (1SS 1© &
by R BE, SR, BE. DO TEECARSNG. $hbb. 50
15 0mlOkERMLEE, 1FEED SN EIR ML LTS LR
¥, TOMOKBEEN Y K (XREBED) BRICL D WET 2 50C. T
%(ZguT)\%E(Z.1g~5-0g)\¢%ﬁ(5.1g~10.0
g). BE (10. 1g~50. 0g) . ELOTCEE (50. 1gllt) iz
ARENB D, ARHOWEL T NOME RS b EHCEH 5.
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RFEBOYE 2S5 B EHEMERDIX. Bl BRAL FH. A7 eVAl LA
R OEFEA. Y ovTHEL AF. EHEF BEAHREOBHONWTNTH
S2TH LW,

AFIOERMHEDIE,. BFOREICIH U T, BIZIKX, B, B, Eh.
e, D—5 427, WELE, AR EOEAOHETRETE S, 2B,
RHORBICEAL T, AIZIIHARFSERARUNOBZEEREEZSHTE DS, X
F= RS D E SRR, BMES L ERASRESS T LAY & 2 LRl
o LTh Lo FRBEIOFABIE. BHEFEI—-26 354 55AWICHE
WOHEIHETZIENTES, |

A OERMBENIC BT, KRPOME L2 OEOSH BRI, WHO
FREIZ L > CHET 2D, &%, HALEINLTHO., 01~100EE%.
BELIEWO0. I~50FEB%. 6 HFFLIEN0. 5~20EEYRE
ETHb

REFOYE ZHOERMERME UTHWAEA. ZOFE. SiWTEE
ORZERICHBINE A, A2 BES (B2 o7y A =
WEORBANS I LA, VUBANY D LRE) | BEEE (BIZIE. T
PSEFIA, WVEFVAFNEID—X, EROFOTOENRIO—ZX,
BREREVD—R, PUEVBR STV, RUEZ vERY Rre) | #BR
#Hl (BIZIERFTYVER AFTPV VB TAY DN RAFT I CBRANVY YD
Ly ZN2E) . BER (BIZIE. ANVEXIRAF NNV ANT T A,
ZN2RE) . FREA (FIZE, ERAK EEAEREKRE)  BECBUT
WINEI (ZEHl. REH. FeF. S, BEEpA. A bH BEA. FE
bHl7a L) R EHEEBITE DEA L. BAL MRAL BRF. &, b7k
i & QBRI UL T HF R EOWH O E RO ITFERONICHRE TS
CEDTE D,
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AREPOEEKHBY I BWTHEEAOS AR, BE. BHlaficdLT.
0~99.9EBE%. HFLEFK10~99. 9EEX%. oFFLIZ
W10~9 0EEREETH 5,

BRERIX, FARFOWEXITEE LHATRRZOREOERE, EROBE,
BENZOER. EH. KE. BIZEE BEORH. B5)V -1, BEHER.
ERER E LGSO ZOME, F#H. BEREICLoTHERSZ D, #lX
. EEMREZROBRABREFICEONICRS T 2548, lHYEbKE1kg
HlEORFBHOMEL LTHO. 005~100meg., HFLLLEMO. 05
~50mg, IHIHFFEFLEMN0. 2~30mg% 1 ~3EICHLIBS TS
%

RIEEHH O EFHR Y D RAERFITH 2 HEOREGRIX. AEHOMEDRE
EeEE, AR, XUHHORRIM. #5828 (Fl. b Sy b, <
TR, A3, AX, UUF F BEFEOWALEY) . #EENICLVELERR
20, PIZIZEROBRGICLVEATIHAE. LERCH0. 125681
0 0mg OARBHOMEPRERA»PSBHINZ LD ITTHIEL N,

REPOYE I, BE, MOEFKEERS> CHEEAIIHALTHEET S
ZLHTED,

AFEHOMBE L MOEREERS L Z2HTI I LICLD.

(1) AEHOYWEXIMOEREERS ZHMTRETIHEICLRT, 2
DREBEZEHT LI P TES, LD EKRKICIE, XRHOYEL L 27T
ZAMNTHBI L TFO=) (Clenbuterol, EEMREEE®E
¥) 2HALUESES. 2V 0 7Fn—)VEMBBRE T RIEAICHRT, 205
BEEEMTZILPTEDLOCT, FIZIE, BRREOBEHOBFHE2XS Z &
PTED,

(2) BEOMER (BE, BEERY) KU TARBEOWE LA T 2% %
BIRTHIEDBTE S,
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(3) AEBOYE CEAMFEIERDMOBERGEERYZEIRT A LICL
DIWRHIEAEZELRETHILDTE D,

(4) ARHOWE LEAREIRR 2MOERFEERSEBRT LI
DIIBBIROFHRMER DL DBTE D,

(5) ARBHOYME LMOERFEBRT L ZMHAT 5 &I X D EEHRERIF
S5h5, REDBNEHRERDILNTE S, |

AFEHOME LEEXIIHALESEY (UT., fFAEMEEET2) &L
Tk PIZIE BTOXIRHDODBANLND,

(1) fbDREEMEIR R IRMREE
PRVLFIValBRERTI=AE (B BRI = FY 2, BRI MRY
V)L TRVFUVB2RAKRTI=X (B, Vv T7Fu—l (Clen
buterol) ). JVZRLVFUVERDAAHENE, / V7 RLFY Y
BLOto b2 UBOAABEYE (Fl. FaoFtkFr) . 3EERS>OXK
(B, GEA I 753 V) 3V YRS EEHREE (Fl, BBA X7
Fov, BB7OERY Y EBEYAXRYY) | ZERVEVE (Fl, S
MeZ2broly (FLyy) . =X NUE—N) &,

(2) BERMIREA |

A RY VEE (B DY, TYORER SHMBIhESr L2 VH
H s KBE., 41— MRV, BERFIFHCABRLEE M VXY VBIF;
AVAYVHES; 7OV IVA VRV VER; A VAV DTS Ay M
FEML (F. INS—1%) RE) .\ A VRY URRSEERA (Fl. BRva
Uy, harguydyJy, av iy OEEOR VA VBB, JTT
-501, MCC—-555, YM—440, GI—-262570, KRP—2
97, FK—-614, CS—011%) . a—7nvavyy—LlEEMN (fl. R
FOR—=Z, PANVE—=Z, 27V =)y, =IFTYF—1F) | BTV 7F 1
REI (B, 72BNV vy XAMKRNVI Y, THRNVIVE)  RNVEKRZ VoL
TR (Bl PWTEFIR, FUKRKVISIR YISV R, suany Tl
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P\biﬁiF\Ttb«#ﬁiF\709DB§§F\ﬁUXEUP%)%
%@@@4?XU>%%%E%(%\bNﬁU:F\tfﬁU:F\i%ﬁu
:FXM%@ﬁwv@Aﬁmm%\GLP—I\%?EU:P%)\vﬁjf
9»N7%ﬁ—€lvm%ﬁ(m\NVP—DPP—278\PT—lOO\
P32/98%)\B37j:XF(M\CL—316243\SR—586
11—A\UL—TG—307\AJ—9677\AZ40140%)\75
UV?j:ZF(%\75AU>%F%)\$Z$%D&>$Z77&~€m
%M(M\vayw%)\%%ém%ﬂ(%\ﬁU:—E>$X$U§—ﬁ
m%ﬂ\ﬁw:—z—6—$X77&—€m%m\ﬁwﬁjy%m%%)\S
GLT(sodium—glucose cotransporter)m%
Al (I, T—1095%) &,
(3) BERFBME S BEAE BB
TwP—x%ﬁﬁim%ﬁ(m\bwvx&vb\lﬂwvx&vb\ﬁf
bx&vb\ﬁﬁwbz&vb\74ﬁbx&vF(SNK—860)\if
WVXZwr (ARI-509), CT—1124) . WRERBRT (B, N
GF\NT—B%)\AGEEEH(W\ALT—945\E?#Vy\ﬁi
F#ﬁ%y\N—71%VW?79U0A7DQF(ALT—766)\EX
0—226%)\%ﬁ@$%£%(w\%ibb@%)\Mm%%%%(%\
FET) RE) &,
(4) FiEhgims
:px%n~wé&m%ﬂﬁﬁéz&%y%mé%(%\75Nx&%>\
yyﬂx&fy\DNZ&?V\TFWNX&%V\7»Nx&?>\kUN
z&%yxﬁ%ngwﬁ(w\%FU@AE%)%)\207vyéﬂ%%ﬁ
%M&%mﬁbUﬁUkUF@T@ﬁéﬁ?é7475~b%mé%(W\N
ﬁ7475—b\9m7475—b\VA7475—b\9U/74?5—b
%) %,
(5) BEEH
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FUVFT UV UERBREER (Bl AT TV mFI 7)) FTD
TYNVE)  TroAFyY Y T TERA (B B9V, AVFHILE
YUVFREFIVE)  AIVSTLERA (Bl Y=VEY ZT72VEY TA
nYEYy, TRIVEY, ZANVVEVE) | IRV U,

5 (6) el

HAREESEREE (fl. ¥R TV INT IV, T2V INTIY, Ty
FNIV, YTNIIV, PUTTSEY, FFRYLTHIL, YYVUER
=), TN =TI, raxyIy Ly %) | Y IS—EHE
=R (B, ANVIRF Y ) B37d=Xb (B, CL—316243,

10 SR—58611—A, UL-TG—307, AJ—9677, AZ4014

0&) | _R7F FMHEEMIMEE (Bl. L7FY. CNTF (EREAEERER
F)H), AVYAMFmy7d=AN (Bl VFMY)T, FPL-15
849%) %,

(7) FIURA

15 FUUFUBEKR (Fl. VUFNVBF IV OLTATOI L, BYFIVEED
wyﬁA?ﬁ7Di>%)\?79P%@%(%\I%?VF\V7D&y?
FYR, MI)ZOWWAFPZY R, eRnZoo0F 7Y R, B ROZNWVAFFY

R, Ry rorzooF 7Y R, RUZIVFIR, RYVFFPIR, XAF5

OF7YRE) 7NV FRFOVEE (I, R0/ 57 by PUTPLAT
20 V%) | REBBUKBEREER (Bl 7EFVIIFE) |\ TRV ESR

WRY 73 RREH (Fl, Z70VF )R, ATV R £ 0F83 RE) |

FUEI R, AVVIVER, =F¥ZYVE, LYK, A=k, 70+

S |

(8) fbZisskAl

25 7»%»&%(%\ﬁ40ﬁ7ﬁx77iF\47%X773F%)\ﬁ%
ByEl (B, AV bLxe—b, b—7nA0vSINVE) | FuEGREYDE
(B, ¥4 v, ZPRY7 74//%)\ﬁ%mxrﬁﬂ(m\t/0
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VRAFU. EVTY U, IFV—NVE) |\ YATIFY, AVRTSIF, =
FREFY RE, BRPTHE—TNVFO0ITNVEERTHH7 VYOV H B
FxrA7zvvnonrE,

(9) fBmEHl

WA ZHERS (Fl. L5 INWORTF RFBEEK, EINZ—VE) |
FBHEREEOH B EHEE (Fl. Vo FFo. VT4 S52 JVRFUE)
BEREFILENFERTCHOINDZ YA A4 (Bl A1 2F =Tz, A 2F—
n4%> (IL) %), apo=—RERF (Fl. Fhkaoo=—REHRF <
DAORTFVE) & hcdIL—-1, IL-2, IL-12%,
(10) BWEFTINVOHR CEREUSEADPRD BN TV S A

Ty Z2FavEEKR (Fl. AF2Fa—-Vvrer—1b) (¥y—FNV - %
Tz hnw-AranyY— (Journal of Clinical
Oncology).#%12%, 213~225H, 19944), A 7n
75 IRREK., FroSernhYFE = VEREH (TEiZWThd ERRe
RI&E) . BEMGIREEER (B, oA aYPRVIUBE) (TUF4va Y
Y—FNW A7 - Fy P — (British Journal of Ca
ncer). %$68%. 314~318H, 19934#F) ., kEFIVEY, I
GF—1. $2VWIBHE2FEI5WFTCHSTNF—a, LIF, IL—
6. AT FLMIIHT 2HESE,

(11) #HEH

2704 FE (B, FFHAFVIUE)  e7)varyBF MU UL Y0
X7 F—BHEEH (Fl. 1> RAFPY, Fh7Tnr7zy, ¥y 7oy
v, XAAFTHL, TAEQFVAL, BLIAFYT, 07 2aFY TE)
%,

(12) Zoft

WOEER (B, ALT—711%) | WiFEERER (Bl Y-128,
VX853, prosaptide®) . PRHEREHAE (Hl. 7753
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Y. PIMNITFYUY AITTIL, 7OFRFY, SaFkF U Rk
EYREDHID DK) . FITADPAE (Fl. SEMNID U, AT EEY) |
HAEIRE (fl, AFXFSLFV) . ZEF VIV UZEEKISS R (Hl. AB
T—-594) . =2 ke U 2EFERE (. ABT-627) , £/73
VELDIAABHESR (Fl. PITRN) LAY R=V T I VEDAABEERE (HI
Ta¥eFr, NaFkFr) . FREEEERE (. ELeXR) . GABAR
BREEHE (Bl ¥y N_UFY) . GABARMDAAHHEERE (fl. F7A4E
V)L a,RAEEEE (B, yu=Yy) | BERERE (Fl. ATV Y
V). 774 V¥ —E¥CHEAR (fl. LY—-333531) . HIT&EXK
(Fl, RYVUFPLREVE) . DRSBTS —CHEEE (fl. PNVTF7
4V) . R—IS URAKEEE (fl, PRENVT 4 V) o R—NIURERK
B (. NaRY R—)V) ( o b= UZARREHE (B, 7R Y
rRvBOy, AR MY T Y) kO b UREERETZE (Fl. BRSO
TEVY, FvFeIOY) B0 b UVEDAABERE (B, LA VR
ZVRFTFIL, 7aFEFY, SOFEFY) | BREAF (Fl. PUTY
Shy VIVEFL) L i) VHEL o ZEEERE (Fl. 203 Y)
BEAESE (Fl, N7 xzriRE) . h)ULAF YU RIVEOE (Fl. =25
YUN)  ANVTTLTF Y U RI)VEBEEE (fl, =7=VEY)  PIVIYNAT
—R TR - R (B, RARVNV UNRFTIV, HIUFIV) | =
FUVURBEE (B, L—F—%) . SREBOETE - BRE (F. 1>
y—vxznrvpf—-1la). EXFIVH ZEKHEEX (. BR7OXFD
V). TRMYRYTHEE (fI, 20V TIV=I), FATSIV—)) | B
MR (Fl, 72V, YnRFVJ—)v) . NK—-22FEK7HIT=X b,
HIVEBIEBEE (VXFEN, YRTVY, SITVY, REZEY)
B EEEREE (P AFa—)b, FAMBEDLTOI R, O3
R M)
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AV VHE LT, AIZIE, 7hOEY, XaKSIL K bOEL.
PREAI R, o0y FS—b, BETFVRIARS IV, B7osy
FUY BRIGAFNRFIFODN, BIEARYTS— 1, 75 REH— |,
Ebykey\%m475hEbA\FU«#971:9w\ﬁ#v7%:>\
TRERY Y FUTzFvr bFORYY, FINRYY IOy
LAXEZ 0 (Bl BRER7 POy, RIKEBRZIRS 3. BkERE
NhREY ERORY M- BBRYSKRFY— b, EBBELVRY
IEBRNIAFI T2V, BEAFYIFo, BER MOV R
E) BEBRAVSN, BPTH, XV TFo0, FOERYS. F YT <
Yo MVTFRYY FIRY Y B IOREY ARG ZOE (B, B4
FOTFEUBEBRIFOYORYE) PIFETH B, . PEF)NTY
YILAT I —BHER (fl, PRFTILRE) REBFEATICLNTE S,

NK=-2ZB®hroyd=XbeLTid, #2iE. GR159897. GR
149861, SR48968 (saredutant), SR144190,
YM35375\YM38336\ZD7944\L—743986\MDL
105212A, ZD6021, MDL105172A, SCH205528.
SCH62373, R—113281%XOERYY>EHEML RPR—10
6145QREDI)VERES VALY F—)VEF#itk, SB—414240RY0D
FI/UVHBAR ZM—-253270kovnney) IV E5EAk MEN
11420 (nepadutant), SCH217048, L—-65987
7.PD—-147714 (CAM—2291), MEN10376. S164
T4REDTVA RRTF RIFHEK, £0ffi, GR100679, DNK3 3
3. GR94800, UK-224671, MEN10376, MEN106
27, XBENSDEREDPEITFOND,
x%%w%ﬁaﬁm%%&E%éﬂﬁﬁﬁ?%@%ﬁﬁ%tm\K%%@%
HeOtHEN 2B T2 EEMBM e Ll —Ic AL I NED O, BOAR
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BHOYE L SERZY L PREICBALI DOV ThEEEND. BT,
NS RBHR L CARREHOHAH LIS B,

ARBEOMARIL. REHOMERCHRAED 2, BILZIH D VIXRAKI,
ZOFEEL QEEBRICHEINELEERE LRA L, L UEAREKHD
W% S R E AR L RO BB L VAT B L BT E D, AR
BRFIO—BRSRIE. EROBE. BEMNROEH. R, KB, Bz,
BEORLY. BE. EXARpOEE. R, BE, APRSOEER I
STRRED. BICRES REV. AREOMBRCHAENOZNENORS
Bix. BERIORMBEL RS RVEET, BICREEShRVA, B, BORE
CHEEY 1 k kBB 00, 005~100me. FELIEMO. 0
5E~50mgThh. BIZIFFLIENO0. 2~30mgThh. ThEEHR
1H1~3EHZATTHEET %,

AFAOGRAE RS T 31 L TR, REHOWE AR & 2 FRE
RS LTS L VA, SRR R GRS Lk, ARBEOMEEREZSLTY
L. AREOMEEEICES L, ZOBTHAENERET LTS L. B
A BNTRET 250a, BESEBRSET ARG k. BE5HECK
DR H. PIZIT. FAEMERCRET oG, RAEMERE LERL
S~3EMA. FELIZ 10~ 1HMA, LDFEELEL 50~ 1M
A AREOME 2 B5T 5 HERBET N2, ARAOMELKITHEST
Be. AREOWESRE Uk, 15~ 1 MR, BELLL04~6
REREDIPS. X DIFE LR 1 5405 1 RRELPICHE S 2R T 2 HED
ETF 5N D,

K I DY R OB Y & & AR S B AR OMARIC BN T, AR
OMBERUHEEMOZNZNOESERIE, BAOBEIC Lo THET 2 b
. BAAKICELTHO0. 01~9 0EBY%. IFELRMO0. 1~50
EEY. ILIHELLRN0. 5~2 0ERYBETH 2.
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HOERIC BT A0S E R, BE. EHAKIIHLT, K0~99.
SEEY. IHELIRN1I0~09. 8EEY%. I5IFELLEN10~9
VEB%BETH D,

$ . AKBIOYE L RN E R L TS TARRBEOMAFICBNT, S8
Sy S 3 E R AR OWE % ST ERARY & AR LTRELT
HWBZ &P TE D,

KRPADR Y ) —=> FVHER. BWCEBMEERS LEBA LIRS LR
WBSIC BT, ZORBMEDUFEY (Fl. b NELEY) ORERIE
HAOESE, WHBEOHURC Lo THARS I LIC LV EMT B EHNTE
%o

NRHEEE (leak péint pressure) J &i&. HEERHOD
IR LIS RIEN DA U RO BERAE 2 W0, BERRED LRICENTES
BRI R R T, ARHEOR 2 ) —= Y VR BV TR, BOEED
LS BBz 2R T 2 s BEHE L T8It EEE R
BT RAEENRNE N LEBEIT. RARDBEIhERTOF TR ED
BB b > TR L Uko WIHISEQRERBMEHEL, i
T2 EEHICEMIC BRI W TN 5,

KERCHND TB) O L UTIRIEEMSIFE LS, BE LTIV,
4?\%3\Wﬁﬁ\%W%vF\hbx9~\59F\7bx\2fifi
REOke FEWHBBFLN, LhbIFSv b (Wistar, SDkE) 7
BHIFFE L,

ARHECTHNS T8 OB, hE, MEOERSICOVTER. BT
BRI —= Y FICEATETH BB 0. BICHBIIRNS, ZhsO&HEE
WEEESETHE V. RRETHNS T84, &, ENREY (FERL%E
FIRVEY) 2AVTSIVS, EELFBORBBESETRECS S b
O. S hOBE. BHEEESNTS5mmHgUTOHDONEFE L. TIT,
RS FE DEVRAE & Uik, FREIUR R ST I B5 3 2 Wi AT I & L < 148



10

15

20

25

WO 2006/022420 PCT/JP2005/015830

33

%bEﬁ%ﬂﬁ%%@%ﬁ&@%ﬁﬁ%%%@%ﬁﬁﬁ&btﬁ%t%%%@
ﬁ%ibmo%ﬁﬁ%ﬁ&@%ﬁﬁ%%%@&%ﬁﬂ%ﬁEﬁ?ﬁ%ﬁé%é
Kﬁ\ﬁﬁﬂﬁﬁ%wﬁéiéﬁﬁ(%iﬁ\%&W%\@%Wﬁ\ilio
coccygeous fi/pubococcygeous BHITEDPDHE
ﬁE)E%@W\m%%%b<ﬁ$%$WKw%Rﬁ@%éﬁ%#\&Eé@
%#\W%%%ﬁ?%ﬂ\%ﬁwwﬁ%%ﬁé%%ﬁ\%%ﬁ%%%?%#\
B ERE T HP HBHVIE zhozlAEDENLEIL V.

e LT, P2, WRGBEAmERRThLa—NYAHR MR,
d=wRZS Y. NYITOZT A, FAAVZYL AFTRAVITLRE
DBREVWLN S,

ZheDEFSNVEMIE. BMoAE, flziE Urology, 1998
£, #52%, p. 143-151, Journal of Urolog
v, 20014, %8166%, bp. 311—317KCRBMOAERICHEST
ERTHEDTE %o

. KRFOR V) -2V FHERICBOTIK, BB 3BEOREUR
*ﬁ@iﬁ%ﬁﬁ&ﬁ&%%ﬁ?%ﬁ\%Wﬁ*ﬁﬁ@%ﬁi%&%%@Z?
ﬁ&thf\ﬁ%%b<ﬁﬁ%ﬁ2@%h6%§%?%ﬁﬁﬂmﬁﬁﬂﬁ(W
213, BEG0. 01~M103IVR, HFELIEMN0. 1~01IVB &
E%1~%100V\ﬁib<ﬁ%3~%5OV@i%émﬁ&@ﬁ%ﬁf@
BRI X 2HMIEREDPBET SN D,

Wﬁ%gtbfﬁxﬁﬂiﬁﬁﬁwéﬁmé%\f%%$%®iﬂ%@%§\
~TF R, BEHERCOMC, AIZITROBLEBY (P TYR TV
TH. My, BV, P, b hRE) OMMBHHY. MR LER A
NWHNDo

ORI ) ==V FEEEAVSILICE D, HRUEEERS LRGSR
HT. BEUEBEORLBES LR T2 el LT, BELRKO
BHEBEZEAT 2PEERI V-2V T THIEPTS Do
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BIZIE. 59 FERNTARRY Y =SV PHERFSZ Lok 0. WRWE
BRE URWBAICHEART, B5 LSS OREESWN5 cmH, 0, 17
L1 0 cmH,0ME, KIFEL M5 cmH,0MEERLE
B BRI N R AR OUBENREET B LW TE B,

KRBT B2 ) —=V I AEEIR. BB 3 EEOSEE LR
RHEBEZ2WET 200 TH D, BEEREBOTE - WEOEDIZHN SN
208 (B2, PRUVFI Y alZERT7PI=X M, PRUVFY VB 22A
FErPI=ZZX b, O P VD IAABEEME. /W7 RV T ) VERDAHBEE
WE, I b=V RGP RUF) VELD AAREENERE) DAV Y
—Z VW ERDOMERICER T A L BARETH S,

FIZE. 0. 0001~%1000meg, kg (FELIE. #0. 00
1~%100mg,/kg) ORBRWEEERADZ Y 1) —=2 7 HHEIZBNT
b MEALBYICRSE U, WHRE 2. ZORRYEOBRNEE T~
3Lk DEEMRARTE - MREOIHEZTS C LB TE S, TI T,
BERREZEOT &V S BRICE. FREEFE TS S Eh, BERE
HOBBE VS BRI, BEMREBORE, RN, EELFHSE
N5, =, HRYELZAZEHOFMAKIC BN THWICHE T 2HH L LT
. WHEEETLENS 2 VEEP S, 351, WHBENZSA & O
HIDZET BN, B4 OBREBMICH LT, BEERESOTHLBMREENE
LY OFMEITS C LB TE S,

E7e. ABETHVZBWIE. ERREY FBERIRVEYN) 2HNT
BRVA, PIZIE. BEMR A, BEBRER. A1 RRAEOE, BB E IR,
VEFRR. BRI, EIE, JEW. SiEME. BIREGE. EE.
B IBMERSMEIEIRERE, FEMSA, MDEEE, MEG. SHESRY O
WREZTRTEHY (B, BE> >y (Wistar Fatty Zwib)
&) ZRAWT, @i UERHEEREZEBLTOL Ve TOLIRFER
T EWICEIE LA BHRERE L EET 556, e nlEERRERETS))
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+1. 2cmH,0 (BEER) »520. 3+3. 4cmH,0 (BHER) I
KTz COBRDPE, BEBLMEIC XL 2BMAE LEREN, D &
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AR R DR 81. 7+2. 7%%
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Wﬁé@%btoﬁB\%ﬁWﬁ%%EEDTADtV(ﬁE%%Iﬁ)W@
ZEMUE. A5 —F) (PE—9 0. Clay Adams) BEpnis
B, E%&U&E@W%%%%h%nmAbtoﬁ%ﬁﬂ@@@%&%é&
EZ%%@%b\%tt@%%%&é%to%%;zn/x7w~@$(Me
rck)@méﬁlb\%%gﬁﬁO.2~O.3mlﬂﬁ%i5kﬁgbko



10

15

20

25

0 2006/022420 PCT/JP2005/015830
W

39

H%H%ﬁ?‘“?‘)b’&}fF‘?VZ?J—‘U‘—GZ%/%L\ ]‘5‘/Z5‘“:L*—‘b”‘—@f§%
%Tyf(mﬁﬁﬁﬁl:wFAP—641G;E$%%)\?—&%W%E
(BIOPAC;MP10 0) EALTIAVEL—FAGD, N—RF 4 XY
Ltﬁﬁbtoit\?—&ﬁV7FWIT(BIOPAC;AcqKnow
ledge) ZRWTIY B2 —% FCb L, B & ¥ & SR
%E(SEN—BSOI;BK%%)&UT%Vb~&—(SS—202J;
Eﬁ%%)%mwT%§Wﬁb\Eﬁmb6®ﬁ%%®ﬁ%%ﬁ$bto&3\
%%ﬂﬁﬁ\%EB~SOV\%%O.OS~O.5SU@\EE5OHZT
l@ﬁﬁh\ﬁ%%ﬁ%%ﬁ&éiﬁéﬁto%%Mﬁﬁ@%ﬁ%%ﬁﬁ%%
Mb\E%%ﬁﬁ%éhtﬁﬁ@$?§%ﬁM§ﬁ%%WEéﬁﬂﬁ&&i%
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FUYEERAZRE L. ZORRTIREREZLR LEEZ 2, WFhoZy
HIRHBEZERICERI®E (£2) ,

R2 U VEVRBEES v P OBEESHBEEIC BT 2RHEBE NS 25

2B8FeFUONEI RRY UVEBIRNBESDOER
RE E TR EFE
EWis S EMirstk L85
(mg/kg, i. v. ) (cmH,0) (cmH,0) (emH,0)
oy - 7 44.1+7.1 43.1%6.0 1.0%+1. 2
FaotrtFy 0.3 5 45, 9+5.4 48.3+7.9 2.4+4.3
1 7 44, 9+5. 9 53.0+4. 8 8. 12, 3%
3 6 48.5+4.8 61.4+3.9 12.9+3. 2%
10 5 40, 0x7.3 53.0+8.8 13.0+2. 5%
YL - 3 42.7+£7.8 42.1%7.3 —0.6=+0.6
SRR 3 6 36.2+4.8 39.5+7.5 3.3+4.0
10 5 38.9+4.5 45 1+3.8 6. 11, 4%
TP B HOTHEEISEMERT, % P<0. 025, AGRLSE
(FfilfeE, WilliamskiHE) o
EhEEl 3
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Zh2Z2h0. 03mg/kegBL0. Img/ kgl ltoBAETCIIERRE
RATHo7= (R3) o ULPL, WAY—~16390 9DN2RMEEKTHD, 5
—HT, . REF7I=ZX MEADRNWEINAWAY—-163907 (Th
e Journal of Pharmacology and Exper
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saB/2cRBERTIZX ) L mCPP (5—HT,p, o SEKEH 7T
M) W TSYY (B~HT 4, 15, ZBKEL7I=2 M) I, 2h
ZhRREZERICERI®E (£3) . UL, 5—HT, 28K d
SAM B—HTp, nBEA7 IR M BEE —HT, 28K 7T=2 |
THH8—-O0OH—DPAT, XRMNITZHUBIUOBWT723C861k. Wi
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DS DR T2,
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®3 :ULY URBEES v P OREESHBIECBIT ARHEBEICNT 2k
Oh=rb-—HTREKRYIZX MalkARS O/EA

k3 im R E

=R
AR EmkEk 58S
(mg/kg, i. v. ) (cmH,0) (ecmH,0) (emH,0)
Ay - 11 49.9+4.1 51.6*4. 3 1.7%1. 2
WAY—161503 0. 03 6 49.0+8.0 58.7+6.8 9.7+2. 9%
0. 1 6 46.9+4.6 59.5+4.9 12.6+2. 84
0.3 6 48.5+5.2 68.1%6.8 19. 6+4. 44
1 6 49. 4+1.4 80.1%x2.7 30.7+3.54
oy L - 5 42.5+6.4 42.5+5. 3 0. 0%2. 2
WAY— 163909 0. 03 6 39.5+4.3 43.0+6. 3 3.5+3. 1
0.1 6 44, 4+4.5 55.5+1.8 11.1+3.0%
0.3 6 41.6+6.0 55.9:+8.5 14.4+3. 94
1 6 43.1%£3.4 67.1%£5.2 24 0+3. 1%
WAY—163907 3 4 52.2+3.4 A7.4%4.8 —4.8%2.6
YLy - 5 51.6+7.0 49.8+6.2 —1.8%+1.0
DOI 0. 01 5 36.4%+7.6 39.7%5.2 3.2+3.3
0. 03 8 44.2%+7.2 50. 1%7. 1 5.9%+1. 9%
0.1 5 44.5+5.8 63.2%+5. 7 18.7+2. 9%
0.3 5 40.7+8.7 67.9%+11.5 27.2+3.9%
mCPP 0. 01 7 46.3+5.8 49. 1+6. 4 2.8+2. 1
0. 03 8 37.7+4.0 52.3%+4.3 14.6%2. 7%
0. 1 9 46.5+6.1 59.7%+6.6 13.2+2. 8%
INTSDY 1 8 49.2+5.2 55.2+4. 5 6. 11, 7%
3 7 47.4+5.5 63.2+5 6 15 8+3. 1%
L - 7 44.1%x7.1 43.1+6.0 1. 0%+2. 2
8OH—DPAT 0.3 5 48.5+9.6 47.1%+9.4 —1.5%1.2
1 5 44.2+2. 6 42.2+2. 0 —2 1+2.7
RAIRTE 1 5 43.2+8.3 44.9+9. 1 1. 7+2. 4
3 6 52.9+7.8 54 .4+7.5 1.5+2. 6
BW723C86 3 7 46.4+5.6 48.9+4.6 2.5+3.5
10 6 49.3+6.5 48.6+3.2 —0.7+3.9

F—H I EHELESEMZRT,
* P<0. 025, RHERED RS ZABERSHE B UE (FRKRE.
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BCBHEMOMRZHR2ICEE U, RED L D EBEAEKDRE LB oA
FEZEHHIL. WHRELER L. BHEKEOHERBIEL, RELEES
D 5 EDFIEZ EWYREHOEE Uk, 20D, HY 5 8IRMNRES L. 2
O BICHMREREZE L, $PREEOEEZRDE, 2B, DOI. m
CPPBLGTN 7SV L dEBMARKICEM L. ZDMmOEMIDMA /
PEG400 (1:1) @@L, 2h2himl /kgXik0. 5meg/k
g OEIGTHIRAES Lz, =B, FBRICL->Tik, O b=V 5-HT,
REGRT VYT MERZETSBRS—-102221%3ESB22128
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NEEREETHD, 5—HT, ZAEKRTVI=ZAMEADIRWELEINEZWAY
—163907RMEAZREAPoE (R5) o

O bV b5 —HT, 2R 7I=AMEAZETSD0I (6—HT,,
san 2 cBBRTI=Z) . mCPP (5—HT,p,  ZAKBEI7I=X
M) TSPy (B—HT a 15,2 ZBERBE7I=XN) & Zh
ZhRHREZERICLEZ®E (£5) o

O b=V 5 —HT, 2RK7YYI=XbTCHBRS—-1022210D
BIRABSIE. WAY—-161503 (0. 3mg/kg, i. v. ) Ick?
RHEBED LR ZHABKEECIH L. Smeg/ kgilBIF2MEIXERTH
o7 (£6) . |
RS—1022210%KRAKSIE. WAY—163909ICL23RHKE
DO LR EABKREEICHHEL. 3mg/ kgitBIF2MFIERTHoE (F
8) o F/zw O M=V E5—HT, RAKTYYYI=2MSB221284
(5 —HT g, ZAEKRTLHFI=ZP) BWAY—-16 39 0 9L BRH
BEFREAZERICIMEI LE (£6)
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RE 1 ULY URRBMENES v MCBIT B BEMEREEIC L 3 REBEICNT S

O Vb —HTEZBAEA7I=A MBI T20FF U BIRNESDOER
pfas]ic o
A= Bz (emH20)
(meg/ke, i. v.) EigsE EYRsE  ERS
Ry - 7 60.1%+4.7 60.9+5.2 0.7£0.7
TanXxtFy 0. 01 6 58.1%6.0 .60.5+5. 1 2.4+2. 6
0. 03 8 61.3+3.3 67.8+2.9 6.5+1. 6%
0.1 8 63.3+3.8 72.6+3.4 9. .3+1.2%
0.3 11 64.5+3.5 73.3+3.9 8.8+2 1%
1 11 61.1%3.4 75.0+4.0 13.9+1.8%
Py LS - 8 48.8+2.6 50.6+2. 8 1.8%+1. 2
WAY—161503 0. 03 6 54.9%6.1 62.0+5.8 7.1%+2 4
0. 1 8 54 7%x2.5 66.1+2.8 11.5+1.8%
0.3 6 55.7+x3.8 77.7*3.6 22.0+3. 4%
YA - 6 b53.9+3.7 55.6+4.6 1.7+2.8
WAY—163909 0. 03 5 66.6x5.1 73.3+x3.9 6.6+2 2
0. 1 5 64.2%+1.3 76.0%+2.7 11.8%2 0%
0.3 6 52.9+3.6 69.9+3.5 17.0%1.8%
1 5 58.4+2.3 78.7%5.7 20.4%4 0%
3 5 52 7+1.4 78.7+4.7 26.0+3.5%
YL - 6 57.3+x3.9 59 0%5. 2 1.7+2.8
WAY —163907 3 5 55 1+4.7 57.0%5. 1 1.94+0. 5
YL - 11 65.2+3.6 65.2+3.6 0.0%1.4
DOI 0. 01 7 65.7+6.3 68.5%+5.7 2.9+2.0
0. 03 6 64.9%5 4 71.1+6.7 6.2+2.9
0.1 7 65.2+3.6 79.5*+2.6 14.3+2 8%
0.3 7 67.0%x4.3 85 7+6.0 18.7+2 9%
1 7 60.3%£3.5 82.9+3.6 22 642 5%
mCPP 0. 003 5 62.9+5.0 67.0+5.3 4. 1%+2. 1
0. 01 9 63.0%2.7 69.3+3.4 6.3+2 3%
0. 03 8 62.2+4.4 73.8+7.1 11.6£3. 1%
0.1 8 63.1+£3.9 76.7*4.0 13.6+2 5%
TILNTSDY 0.3 6 65.7+7.8 71.1%7.1 5.4+2. 2
1 6 68.6%x6.1 76.7+4.7 8. 0*2 8%
3 6  61.1%x2.4 74.6+2.3 18.5+1.0%
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N4 onFvT e M URATFa—Y—THREI NI RENDOBRNEZLE
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R8 1 UL Y UHRBMENES v b OWIHEFIE (BREAEEER) 1003 2 %ye
H

k= WHFFE (cmH,0)
(mg/kg, i.v.) FE W Bl e 5-1%
LR - 26. 7+3. 8 26. 4+3. 8
7 andbFy 0.001 36, 5+4. 2 38. 243. 7
0.01 37.0+4. 5 42. 8+4, 9%
0.1 34, 9+2. 4 40. 32, 5%
1 34.843. 0 43, 613, 2%
WAY-161503 0.01 33. 4+3. 4 37. 343, 5%
0.03 34, 8+3. 2 41. 243. 0%
0.1 33.6+1. 6 43. 842, 2%
DHT 0.3 32. 1£3. 9 35. 543, 9%
1 35. 7+3. 1 41. 143. 4%
3 30. 522. 2 36. 942, 1*

TS EEHO~THOFYELS EMERT,
5 % P<0. 025, MHRED RS2 AEIRSEL B LE (BHkE.
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25151 1

(1) WAY-161503 10mg
10 (2) #¥E 60mg

(3) a—> 2y —7 35mg

(4) e ROFT 7O NAF VLN DO—2 3mg

(5) AFFVVBY T RY YA 2mg

WAY—-161503 10mgtdfE60mgRhta—>24—F35m
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gLOEESMZ. 1 0ERBUL FOFT TRV RAF )LL) O —IKEKO .
03mL (EREFSTOENVAFNVENO—RLLT3mg) %M CEk
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L. Claims Nos.: 4-6
because they relate to subject matter not required to be searched by this Authority, namely:

Claims 4 to 6 pertain to methods for treatment of the human body by therapy
and thus relatetoasubject matterwhichthis International Searchingauthority
is not required, under the provisions of Article 17(2) (a) (i) of the PCT and
Rule 39.1(iv) of the Regulations under the PCT, to search.

2. ‘:l Claims Nos.:
because they relate to parts of the international application that do not comply with the prescribed requirements to such an
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3. ‘:l Claims Nos.:
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claims.

2. |:| As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment of
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3. ‘:l As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

No required additional search fees were timely paid by the applicant. Consequently, this international search report is

restricted to the invention first mentioned in the claims; it is covered by claims Nos.:
Claims 1, 2, 7 and 8.

Remark on Protest D The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee..

l:l The additional search fees were accompanied by the applicant’s protest but the applicable protest
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Continuation of Box No.III of continuation of first sheet (2)

It is recognized that the present application has the following three
invention groups.

(Invention group 1) claims 1, 2, 7 and 8
(Invention group 2) claims 3 and 9
(Invention group 3) claims 10 to 14

The matter common to the invention groups 1 and 2 (c¢laims 1 to 3 and
7 to 9) resides in providing “a preventive/remedy for stress urinary
incontinence”. Ag stated in the background art in the description,
however, “a preventive/remedy for stress urinary incontinence” per se
hadbeenpublicly known (see, if necessary, JP2003-252863A). Therefore,
it cannot be considered as a technical feature making a contribution
over prior art. Moreover, it cannot be considered that a person skilled
in the art could recognize at the point of the application of the present
case that there is a close relevancy between the active ingredients of
the “preventives/remedies for stress urinary incontinence”, i.e., “a
substanceactivatingserotonin5-HT,. receptor’” according tothe invention
group 1 and “a gubstance stimulating an androgen-binding site” according
to the invention group 2.

Such being the case, it does not appear that the invention groups
1 and 2 have a special technical feature in common and thus these invention
groups are not considered as being so linked as to form a single general
inventive concept.

The inventions of the invention group 3 relate to a method of screening
“a preventive/remedy for stress urinary incontinence’. Since “a
preventive/remedy for stress urinary incontinence” had been publicly
known as discussed above, it does not appear that there is a special
technical feature common to the invention group 3 and the invention groups
1 and 2. Therefore, it cannot be congidered that the invention group
3 is go linked to the other invention groups as to form a single general
inventive concept too.

Thusg, the international search report was made on the invention group
1. However, the term “a substance activating serotonin 5-HT,. receptor”
indicating the active ingredient of this invention group involves a great
number of compounds and it appears that only small part of these compounds
are supported by the description in the meaning within PCT Article 6
and disclosed therein in the meaning within PCT Article 5. Accordingly,
prior art documents were searched exclusively on the bagis of the compounds
seemingly supported by the description and disclosed therein.
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