2026 42 AET (58 20 i)

H AR HE R dh 20 B o
87259

EIIA A a—T F—
H AR KIET S 0 1 F 2248 2018 (2019 4FHHAR) 1 HEHL L CHERK

B E B RS Bt A AR A
A5z TR - A5 72T OBRANERRSE

TUPN R 5:0.1mg
JUPMAOD::0.1mg

URITOS Tablets 0.1mg, ODTablets 0.1mg

# W 7 U R~ Z2BEO0. Img: T A ba—F (T EE
7w U R R°0D $E 0. Img : HEEE (DMENHAEESE)
oA o HOH X 4 [AFEEIREN B -EMEOLTEICIVERATLZ &
G S g B |1EP AIF 7230 0. Ing
. i 4, & . A3IFx7xF3> > (JAN)
e PE4 ¢ Imidafenacin (J AN). imidafenacin (I NN)
Uk R*EO0. 1 U K 2°0D &£ 0. 1
WO R K R E A A v £0.Ing | 7 e me
oM K O #H - s IR e AGRAE A H 2007 4E 4 A 18 H 20104F 11 A 9H
B 52 B fh AR OA B | SR EEMEIEE A B 200746 A 8 H 20114 3 H 18 H
w72 BA A ¢ A H 20074£6 A 11 H 20114F 48 5H
ok Bk 58 (d@ A ) S 5+ A S et
[ R R Y 3 o R O
ARG S . < TRt & —
TEL 0120-409-341
B W & b ¥ & 0O |5 9:00~17:30 (- H - #fLH - £k H Z<)
EWEBIMRE AT R — bR —
https://www. kyorin—pharm. co. jp/prodinfo/

AT Fid 2024 4 5 AUGTOEFIHLOFRLEIIES S UET LT,
AT OE BRI, MSIATBIEN R ERR G ST O IR T HIRR N — U THERB L T< 12 &0,



https://www.kyorin-pharm.co.jp/prodinfo/
https://www.pmda.go.jp/PmdaSearch/rdSearch/01/14987060006414?user=1

EIINA VX Ea—7 3 —2FHOFG| & OME — B AR AN S —
(2020 4 4 H4ET)

1. BERAVZEa—7 +— MMEROBRE

R EE G OEANZ2EE R E LT, BERAEELRAMACE CIF, iM3E) »dH5, E
WL CEERT « AR E D ERIEFH S A HEFIC LB R RIS OB IEMAFRZE T 55
BAT SCE R S T A AT 2 SRR AN L RIS E N H 0 | RIS ZE o G
HFH LAF. MR) FE~OIFROBIGERSLERICLVIFEREZMEL TETWD, ZOBRICKNER
THRAEMEEANAFTLOOHEBY A M LTEEMLA VZEa—T4—5 (LLF, T FEIET)
DA LT,

19884FIZ A AR BedEAIm = (BLF, AWE) v 2/ hEE RS T F OMEM T, 1 F itk
[ FROMESEARE L, € OH%RI998FEIT HIRNFRFANG 3 /N EE DY, 20085, 201341C AR HEESE
FEMERSN 1 Fl#flZElEHOBGE 217> CT&E T,

I FRCHZEH2008LA%, I FIZPDFHEOE T —2 & LTRMET 2 2 e FAIE otz 2
AT R | B CEOEERYGTI N H - 1o E ICWGET ORILT — 2 2B L7 T F 25N # At
SNDHT L Lol BHRD I Fid, EEMLERESR AN (LT, PMDA) OEREHER
i G ER R D ~X—2 (https://www. pmda. go. jp/PmdaSearch/iyakuSearch/) {Z TAB STV 5, H
JEHETIE, 20094 & VW HEHRL O T F OFHREZHRETT 08k s LT [ ¥ Ea—7 3 — AlET=)
EREL, Hx 01 FRARMCELMTT 2MIEHEHAERE L CEDNER - RETLTWD,

2019 FEDOFATCELHEE DL FIZ A, [T FRdi e 2018) AR S, A% [EHEHERE
i D UGETHERIEMITEEN BT 2 0 A NI A ) ([ZBET D IEREM D72 6D, £ OFFRA K E LT,

2. IF&IX

I Fid T SCEFOHREMMTE L, R - FAIE O ERIEF L & > THEEBICKHE R,
SO SEEHOTZ D ONEH, WFEFTOTZDONEHR, FAIOTZ DO, IO EREH O
T2 DG, FEEHIRBE T T DT OIERENERN SNIREH e ER] 0 B fE & LT,
B SEAS G R B AE A SR L. SEAIANZE 0D 72 D12 Y 34 1 35, o0 i i 5 SR 78 12 #5402 R 1T 1Rk
FOPRHEZARIH L TV D ATE R LALEM T D,




[ FICFHT 2B BRSNT BRI RE Lz I F B EICEIL L . — 5D FIs % Br & KGR O#iFH
NOFERPER SN D, 2720, BIEREOHEF DL b OKOFIHE B O AFHM - HIWr - 1240%
TAREFHESI I FORBBFEL TR O220, SWZ 5 &, BERAE N ORISR T Fi, A
FH OOSFHM - HIr - BREHT 5 & L b, RERMTEETHHDO LV RBMAEFFOZ & AR
LTW5,

I FORMITEFT —F 2R L L, BERMETORKILHATIIR,

3. IFOFIAICH-T

BFEAD T Fid, PMD ADERMEIEGLEERRRON— I EGIT S ERE SN TV D,
TR TR A 2 Ea—T +—DMERROFGI & | (- T T F 2Bk - 292528, 1T F
DR AR E 2, EFREGICAR L TOLEHRSC T F BRI REHE LEE O ER IS OV T RS
DOMRE~DA L ZE2—IC KV FMAFE OPNEZRFESE, 1 FOFMAMEZ SO LERD D,
Fro, FEREGET SO EOEEFICET L2 HFHICEAL TE, 1 FRSGT IS £ TOMIZE, B8
WENRET DBETNEZH O LT GEE, 2 WIS OEE L FHRRIE — e 2 FIT kv 3
FIMER G0 HT 5 & L biz, [ FOERIZHT- > TE, BFTOUATEE PMD A DFEKLER
PEARTE MR B ON— T CTHERT D MR H 5,

¥, MIEMERASCLAMEOHRO RN OEE SN TS TV, 5. BRASAE < (X1, Z28EEH |
XM, =) ([CEAT2HEFIIKREZT TOWRWEFRNAEZENL Z ENHD | EOHRY FniZix
THEETRETHD,

4. FIAICELTOBEER

I FEAHEEFBICBOTRNT Z LR TEIRVERLEREE LTHEA L TWeZEwn, TR
HRIEDO TG & %2 T, YRI5 O RUEIRTE UTIGE I 5 R EDMERL - #8865, EIKSHEIE
EROT=DDOFHTEE T 5 & OALEDIT 2D, 5ol - REUTITIRBEIE O IR RIS E R A RS O
WRIENE MARMIEENC BT 2 04 R T A v 8o — R - 47 - 7T 77 4 AHEOHIK & —ERES
FE D5 G RIRHTEEIN A KT A Tl RGBSR O FIES BT 5 1 it
[ZDNWT, REEBEREFEEFENOORDIGE L TUTI ZEIFELIZA RV EESNTEY . MR
DA HE2—RHLOXBGHAER EICEY AHBEEON I FONEZRESHELNELDOTH
D EERBHLTELRTNT B0, BEEPENGF LN D FHEROB TR ZHEIE L. T0%K
BMEE R E . BB T 2 EMA MR T 5 2 LI OABE CHY . 1 FAIEMALTH
WEGZTIMEDH 5 BOIZ L TWEE 20,




H X

I AEECET DB o 1
1. BRAZE DI oo, 1
2. RS OWEELHIRFE e 1
3. B ORAIEAIREE o, 2
4. WIEMERAICE L CTEMmT & EE. 2
5. ARBEM KOV - i EOHIREIER ......2

(D) EGRBERME e 2
()i « i EORITRFE o 2
6. RMPOBEEE ..o, 2

I.AFICETDEE o, 3

1o BTTA oo, 3
(D)TZE e 3
(2) T ettt 3
(BRI e 3

D e IR e 3
(DT BEIZETED oo 3
(DPELL BBV e 3
(8) AT A (SEOIM) oo e e 3

3. AEER UITRIER e, 3

4. F RO F B e 3

5. b4 (4 1E) SUTAE o, 3

6. HHA., B4, BT, LEET e, 3

M. BZESNCETBIEE v 4

1. WAL oo, 4

DML« PEIR e, 4
(QVTRITME e 4
(BMWIEAE e 4
(WO RER) . BB, BEEAL e 4
(BB R BE TE LR e, 4
(B)ITBCIAEE e 4
(DZ DD E7L TRV oo, 4

2. HR OBFEEM FloBi 2 RENE .6

3. B OMBRBRE, EEE o, 6

V. BIANZETBIEE e 7

L e BT e 7
DAITZ DR e 7
QBAN DAL OPEIR v, 7
()RR T ] e 7
(D BIFNDIDME oo 7
(B)Z DL e, 7

2 BUATOHLAL oot 7
(DAY GEVERLSY) & B M OFINFA. ... T
(2 FBIARE DT oo, 7
(BB e, 7

3. WA OB OB R e, 7

A T e, 8

5. BATDHATREMED & 2 FHEDD .o, 8

6. BIFIORFESNE FICBIT DELEE . 9

7. FARE R OVAFRYE DL ENE i 10

8. Al & OEAZLWE LI ZAE) ... 10

O T e 10
10, B2« AIEE e 10

(DEEN LT e g « O3, SMBIDRRR A
o AIEICRI T D IEH o 10
(2 LI e, 10
() T 2 TR e, 10
(D ZE DI e, 10
11. BIETRES N DB EH i, 10
120 F D e, 10
V. IBRRICETDITEE e 11
1. BIEESUITZI R oo 11
2. NRESUTNRICBIE T 2R 11
3. FHEROHE e, 12
(DRER O BEDFET oo, 12
Q) HEL OB ERE « BRI ............. 12
4., HEROHEICEET 2EE (. 12
B o R A oo 13
(DEFRET = Z 230 = e, 13
(2B IREEFHZRBR oo 13
() A B SGETRFRBR oo, 13
(ORRFEATERBR oo, 17
(BYERE « JRHEBIRRBR ..oveeeeeeee 26
BTEIEAIE T oo, 26
(D) DM e, 27
VI. AT BB oo 28
1. SRERAICEE D DAY U BB WRE 28
2. FRIEVE oo, 28
(DVEFERAL « VEFRER oo 28
(2)H2h 2 AT T DB v 29
(B)VEF FEBRIEIE « FHEEIFER oo, 32
VI. EYERBIZEE T 2HE oo 33
1. MLFHEEEDHERS oo 33
(DRI LA 72 MR e 33
QG A RABR CHER SN AP IREE ... 33
(B)FTTEIH e, 35
WEE - JFHEOEE e 35
2. FRYPEEGGII ST A= i, 37
(D IBHTITIE oo, 37
QWU I EE TEE e, 37
(BT LRI L TEZ oo, 37
()7 UT T U 2 oo 37
(G (T3 = TSRS 37
(B)Z DL e, 37
3. REMGRE 2 L—3 3 O o, 37
(DI ITIE e, 37
(2737 A —=Z IR oo 37
A I et 38
B e AT ettt 39
(1) I 9% =8 BE P T <. 39
(2) & —FE A B P EIEE oe 39
BV FLITSDTEFTIE e, 40
(DBEIE A~ DIEITIE coeeeeeeeeeeeeeeeeeeeeeeeees 40

(5)Z DA DFFE~DBITVE v 40



(B) MR IR e, 41 X, BHEAEEICETAEE e, 71

(DB OB 49 ; ﬁ@%?ﬁ\ ................................................... ;1
(2)1&%1@1%55‘#5@%%(CY P%)@%%*ﬁ‘ . /_‘]jj:\/ -LBEEH‘ .......................................
e 43 8. EEARIRTORAR v n
e A 43 g.zgéﬁggﬁ ......................................... %
- oy W TN o . B BT e
(DA DIEHED IR TTAELL. ﬁmﬁ; 6. [F—Hs - AREE. 7
7“&£ ........................................................... 4 e .
ol R T Vil e ————
8. kK AR—H —|C TEH o, 44 :
9.§;%Kié%£$%ié%ﬁ 44 YEIRHAEH B, BOEBRIAEA H o 72
L A " O . e 1T A T S k] B
11 %@mm: """""""""""""""""""""" 4l SEDEH HROZ DPIZS oo, 72
........................................ 10, FEALER s R DR R
VI ZeER EoEERS)ICET2EA ... 45 DIPNEE eeeeeeeeeeeeeee e e e e e e e e e s e e e s es e eaeenenens 72
1 . %%W@k %O)EEEH ''''''''''''''''''''''''''''''''' 45 11. ﬁ%ﬁ%ﬁﬂﬁ ............................................... 72
2. HEENA L OB oo 45 12, AU BIT DI oo 72
3. BRI R BT D RS L 2 O P .46 w.%%i%Fw:; .................................... 72
4. fﬁ{ﬁ&@fﬁ%ﬁiﬁgiiﬁ‘é‘éﬁﬁk %@fim‘ifﬁ 14. T%K}i?ﬁﬁ{#i‘.@(iﬁ' ..................................... 72
5. EELERVEZREFOBEB o, 47 X T STBR ceeeeeeeeeeeeeeeeeeeeeeeeeerteeseeeseeeeeeesenaseas 73
6. BEDYREZAT HBEEICET LTS .47 L AL
(l)é\{}\f‘fﬂé . %’G’_{E%@&)é}%% .................. 47 . ‘:7] 7% ..................................... 73
QBB B o 49 2. TOMDBHIR o 73
(B AT RS RE R R oo 49 XI. BEBEh oeeeeeeeeeeeeeeeeeeeeeeeeeeeeeereenens 74
D) R A T D oo . .
Egg%ﬁb%ﬁ ToH 1 1. EAAECOIETED oo 74
@ﬁ%%::: ............................................. 19 B 4
(TN e, 50 XTI B2 eeeeeeeeeeeee e e e et e eeeeeeseaeeeeeeeesanens 75
7@E§i% .................................................... % L A - RS U C BRI AT 5 1o
R 0 %g;;¢§%%ﬁ ........................................ 75
LR L g BT <ot 75
SQQﬁgmk%@@m ................................ 2 () Hi 1 - MR K O B B o2 — 7 O
) Tnneriiiriiiiesssaniiieie s B et e e e e e e e e e aaaan 75
7B SR :
gfgé%giéwﬁﬁﬁ """"""""""""" i 9 FOMDBIEEE: oo 75
9. FEIRMARERICIETEE o 64
10, B ETEE e 65
11, T E DT R e 65
12, F DD TETE oo, 65
(DEFRB I IFE S < EHR o, 65
Q) FERERFRBRIT IS <AFH e, 65
X. FFEEARRBICET DB oo 66
1. FREEERBR e 66
(D) FEZHFEFEZRBER oo 66
(2) 2 AMEFEBRERBR e 66
(3)F DA D EEFEZRER oo 68
2 FEMEERER e 68
(D) BAEIFE G FEPERRBR e 68
Q) S AEFE G FEMETBR oo 68
B)ELEFEMETER oo 69
(DD PUJEHEZRBR oo 69
B)AFEFEATEMEZRER e 69
(8) JR TR EBRIBR e 70

(T)F DD HEFEETENE oo 70



ox
b
A

W 35 MR
Al-P TNHIKRRAT 7 4 —F
ALT TI=UT ) NI AT 2T —E
APTT EMEACESY Fa v R 7T 2T R
AST TANRTXUBT I ) NG RT7 2T —8
AUC T JEE R T T
AUCp-ce 0 7 b MERRIER] & C PR LR T i fE
B. A. NAFTTXALZEYT 4
BSP ANTFTOaETELALY (TaEY LT 7 L2 AFHERERER)
CL/F ‘Oz VT TR
Cuax I 0 TR B
CMG I PN 0
CYP F b2 v — 4 P450
GSI BLMERGE M PR 2K
v -GPT y-ITNEINVEIT AT 2T —F
has v hMjET VT I v
ICso 50%H il
IDsp 30%mil H
IDso 50%mil H
Kb A A
Kel EESENEEe
Ki PR &4
M1 D2ARY URFEY T Z AT
M2 L2ARY BT ZA T2
M3 L2ARY BT ZA T3
MedDRA/J ICH ERR RN FE4E 0 AGE
0D e N R B
PPK RESE S B e
PSP T )= VANV T T E LA (BRI
PTP press through pack
QOL AETEOE
QT QRS FEDBRAE S T I T £ TORFR
QTe D% RR BRI & B QT R bl IEA#
RH FH T B
Ti/ TH AR
Tax e 1o A B RE I B ) R ]
UGT TA=g T
V/F VARTEAY




I. BZEICEHISER

I. ZEICEEI HIEHE

2.

FFEDOER

7Y M AREO. Img (—MA A IF T =T ) I, EARREERR A A &N SR TR S AR A R R BR A U7
M3 R ONMIL W2 RIS 59 5 @R & < . 2 EDEEIR O m W HREL = U VU HITH 5,

WIEENERE D EE & 72 D EMCEVR S OUEIL, EICLAD Y UEFREEN LCHRESN TS, 207D, 8iF
R OIRRICITHI2 U VAIBEH E STV B, RIRHISREERICRERET 2 N8 - 0NERSORIER & M
BEieoTnDd, T2 CRERBEAZ HIE LI ) VAL DAY VR BEY T XA T OWREIToTE T,
AANT 1993 AR S, FEERARTERIZ 3\ T I ARG (2 3 B IEHTIER . R~ O@IRIE, PEIRBEREIC
DRSS STz, 1997 4 L 0 BERRBR 2 Blth L. IS BB BEE RIS U TN 7= A3 ME e OV e 23 e
RS, 2007 4F 4 AT GRISEIEDEIC 31T 2 IRIEEERL, SR K OWLAMERKEE ) OZhRE - 20 R, [lHE ., A
A IF 72T LTLEO Ing % 1 A 2[H, SIBZHELOYERIROBRET 5, ) ORE - AR TRERR
57,

ZO%, AFIOBEHEE (0.2mg/H) 5 TLREMICHIER R, +o2EIERG LR VEBEFEERLRE LT,
WEEO2EOHETH S 0. dng/ H ~DHEROREMER OFEOHRE E2 AL LIZENEIEEERM
Fe 5B % F26E L. 2009 4F 12 AIC THRAHS7G/8E, A 347 LT1E0. 2mg, 1 H0.4mg £T
WETX5,] EOME - HEOEBNKEEZE,

HIZ, 2010 4F 11 AIZ/KZ2 L CTHIRAAEEZR 7 U hA°0D £ 0. Img (DI ENEREREE) ORGERGEAR Z 572,

T DO ORER L ATICB N THANE - BEMEOE CRACHBEIZEES B, 2016 4 12 A 15 HICHHFE %
T L7,

HEBDBRFAIFE

1. WTEEHELAEE 2kt 5 & LB I — B ERERGBRIZ IV T, AKI1E0.Img 1 H 2 [EDRE5T1H
M H 7= 0 OEFHRIELBIE DO BALRITAFIRE T-68. 24%, 77 LREET49.505Th Y | AELRUEFENBDO LN
7o (p<0.001 5 t M), Fiz, EPNBIFAEERRYZGRBRICEWT, 1 ERHY OGFRIEEE, 1 A
iz OFEHPEREH, | A&7z OFEREUARKEE OS5 RTEICRT 22 kI2B W T, &5 4 8%
BENRD DL, EORFIT 652 W% E TR T 5 2 L Mk sz,

(TV. 3. QEFEHNE CESR)

2. WERERIC S SRR B 2R, (T v b)
(TVI. 2. (2) 320 & 24T DBk DHESM)

3. AAN Y UZFERY T H AT DM OM Z BRI U CEIRIIISIER L, BERCE AR IEm&IER & 7'
v ) EREHIER 289, (in vitro)
(TVI. 2. Q)% HEf T DB DHESR)

4. BERZRBIEM & U TR (0.06%) ., R, FFRERERET . BREMEA LY 20 DR - HAZR, TR, L=
MEMA LoD Z LR b 5, EREIERIZ, B - O (33.1%) ., [k (6% L) FThHo7,
(TVII. 8. (1) ERAREIWER & AIHER ) OEEM)

4. HEEXIEFNR
BEBBEBICE T HREVER. SRR UYEMREE

5 MEEXIHRICEETS IR

5.1 AH M+ 28, TR XV BRIEREZHET 2 & & b2, BEOEREZ 23 25K A R
YUliE, PRESHE A, BEIDERE O RISIAREA S O THRREIC IS U 28 M) 035 Z LICRE L, IRRAEFIZLY
BROVZMT A ST D Z &, i, BEIG U THEMMRRE L EET D Z &,




I. BZEICEHISER

3.

4.

5.2 THURIKPAZEREER (ML KIES) 2480 L TV D BRE T, ZNUCHTHREEELEIE L 2 L,
5.3 IETEBIEEHEOAEIR 2 PRI R C & 72 W RBAE SU TR RE R B 1 IAAN DGR L1372 B 7y,

6. AERURA=E
W, RACIEA I F T2t L TR0 Img 2 1 B 2, fIRBE Y BHZICRORET D, IER
FORGEET. A X T 2T L T1EO0.2mg, 1 HO.4mg £ THETX 5,

1. AZERUVHAZICEET 53R

1.1 A3IF7xF & LT1IHEO Img & 1 H 2 [BIEE L, ZIRA+00 0L HEN WA I8
BAMRRT D2 L, AFlE 1E0.2mgl B 2 [T LICHE OB IER VL RMETMEL L TR0,
7.2 WEED EOMEEDOH 5 BEICONTIE, 110 Ing % 1 A 2L LT 5, [9.3.1 58]

1.3 EEOCBREOHHEFIZONTIE, 1HO0. Img % 1 H2EERS &35, [9.2.1 K]

S5 D RAFRIRIE

1. K2R LTHARMAEEZ OD 88 (DMEHNAREESE) b b D,

(Mv. 1. (DAVEO KR DEZM)

EIEFERICE L TRMY NEHHE

WIERE BT 28, B HEET 1 T A % A
RMP i
BIMD Y 27 f/METEB & L TR STV 5 &M s
B FRHEET A KT A v i3
PRI oo BE B @ R i3

(2026 4F 2 A 2 HI5)

5. RRBEHXRVRE - EALOHREE

(1) AR

L LR

(2) @ - ERALOHREER

RSN

RMP DE

LR



I. AT HEE

I. 2#ICET HEE

(1) #¥04
7~ AE 0. Img
7 U K Z°0D $E 0. Img
(2) ¥4
URITOS® Tablets 0. lmg
URITOS® OD Tablets 0. lmg

Q) BMDHEXE
URI TOS
! !
Urinary frequency Stop VYA
IR ARy T

2. —fi&4

(1) #n4 (andai%k)
AIF 7S (JAN)

(2) *4 (aadai%)

Imidafenacin (J AN). imidafenacin (I NN)

(3) AT Ls (stem)
LAH Y U JRIRFEP I © —fenacin

3. BEARITTHRX

0Oy o
9

N

NH2
O o

4. PFRRUDF=
4542 1 CooHaiN3O
sy 319. 40

5. %% (R XIFFE

4-(2-Methyl-14#imidazol-1-y1) -2, 2-diphenylbutanamide (I UP AC)

6. BER%A. 4. B, 8585

BAFEFE 5 : PSA-337, KRP-197 (A ARBUZErR )
ON0O-8025 UNEP3E 5L T3k s 4h)



. 55T SEE
. EA5 BT 51EHE

1. YEEFRY

k=]

(1) 54ER - 144K
AT AGAORE S IO RTH D,

(2) BfEM
AFITIEEEE (100) 12 TR0 < N, N-C A F LRIV LT 2 RXUTA F ) — TR0 04K . =% J —/1(99. 5)
WZRRFEITIZ K, T F= R U MIETFIZS L, KIZFEAEBRT 20,

(3) B
IR 25°C, 1B 32. 8~93%RH IZfR1F L, BEZbE 72 fR, SMHHEEICB W THEEZLIZIFEA LB D
T, A X T = ATFIRE S A I LT,

DR (DER). R, BER
ARl 192~196°C (H R —fealliis AlREES 115)

(5) BRI EAZBETE B
pKa : 7.45 (A &Y — /VEROMEECHS « R ER)
(6) N ELIREK
1-F9 %/ —I)L& pH BERBEDHEIZRE (25+£2°C)
pH (McIlvaine DAETEHR M) Sy AR pH (SérensenDFEEHLHE ) sy iR

2.19 8.18X107 9.27 396
3. 04 2.36X 107 10. 07 420
4.03 6. 64X 107 11. 00 425
5.07 4.97x10" 12. 22 423
6. 08 4.47
7.02 35.1
8.07 240

3 [ DOHEE D1

() Z DD E 73 RIAEE
DRI L



. B2 (CRY SRR

2. ARG DEREIHTICEITIREN
1) BEEHTISH 2 REMRER

TRAESRAF RAFFEHE PRAF AR FEE
95+9C. 60+supl | D) TT VYR (TIRAFysHLT
R RA7 R e ’ BIL2) +TAFF—+77 48— F| 36{&A R
A
j . RV F LR (FTRF 7 2A4T
A “i“@%?ﬂ“H FILS) +2ATF—t 7oA A= | 6HiA K P
H —
7 I
502°C. KsP i
TR - Ve 2 (@) 3% A Bt
60+E2°C. W5AT
e 256+2°C. 90*=5%RH
i) IR
A YR H AT NN A ke
B W e o] R 7 A () 31 B
B AT
+ Oy
S igg&ii? o, |[BRADT A VIEARBVEIEE =T o one | sk
w000 1x |7 TRTAATASS )

HIEHH - Mk OMBD . HEREBRRBR (RAMIIN A7 boLik, BT, ok XRRIEIAT) . s, pEAERAEBR (7
R B Koy, a8

2)BHRIDERIC K DERY

SRS AR (PSA-402 : IR CONMKGFRERN), < O« IBERALKFAENIN L 2 53 EK) 12X LUF O
EATRSWDEEMRBO T,

4-(2-Methyl-1/#imidazol-1-yl) -2, 2 N-(3-Carbamoy1-3, 3-diphenylpropyl)
diphenylbutanoic acid (PSA—402) oxamic acid (M=5)

"y &
H
Nﬁﬁo CHs
NH2 0
O Q

NH2 NH
O O
4= (2-Methy1-4, 5-dioxoimidazolidin-1-y1)-2, 2~ 4-Acetimidoylamino—2, 2-diphenylbutanamide
diphenylbutanamide (M-2) (M-10)

H
N e}
NH2
Q O

N-(3-Carbamoyl-3, 3—diphenylpropyl) oxamide
(M-4)



. B2 (CRY SRR

3. AYAS DHERHARE. EED

1) HEER R ER A
AR RARIN A2 R ARIEL
AKAZ D E FRIMRIL AR FAEED RALA Y U LFEFIEIC LD BRBREZ1TV, REDART bV ERRDS
AR MAEHET 2 L&, WEDANY FVIZR—EEO & 2 A FROREORINZBD 2,

) EEER
AR Wikrsue~ 797 40—Ck D EET S,
AR« SRR (REE R © 220nm)
FHA ks a~ NI T 4 —RA T 2T I T B SV
BEMA : 1-A 27 2 ZANVHR T P U UL 108 DT U U (1-1000) [Z¥AL, 1000mL &4 2,
ZOWR T00nL \IZiRIK 7 v~ N7 F 7 4 —HT7E =YL 300ml 2R D,



V. R I 5HEE

IV. 2&|IZB8d 51EH

1. Hi#

(1) FRz DX 3

7 U kN ZXEE0 Img: T AL a—T 4 T EE
7 U N R°0D B2 0. Img : 3EEE (HDFEPN AAEEEE)

(2) BIF| D&V B B Uk
{524 %k Z°%E0. Img 7 b 2 0DEEO. 1mg
L BRI~ IR TAB O U TIRIRER

T

@) O

FK B {5

[ERE

7. 1lmm, JEE ;3. 5mm, EE : £140mg

—

Rl

(SRE)
KA JEih

7.6mm, X ;4. Imm, EE

EAR #7180mg

Q) #Aa—F

7 U b A CBEO. Img: YU MR 0.1 CRMAREK), KP-197 (F13E)
7 U hZ°0D $E 0. Img : KP-121

(4) HE DYt
LR L

(5) £ M fth
L LR

2. HFIOHEMK

() B (BIER D) DEE RV FHMNHE

524 7 k2 B0, mg % U k2 0DEEO. 1mg
1&g
Shet 4N
AR A IFT7 =2} 0. Img
v — W T N7 v—ibT T D-~vY=h—)b, BTN T7—bT T
- V. RE Ry, ATTY VBRI RV T A, VT XIITNARARAEZZY L—FhaR) <
| o . Y oo 1e o
WAL e sa g men, BT S, SRS | —B. 2 mARE R, Gk TR A,
ol Ry AN =2y ATT VUV TR T A
Q) EfRBEZEDERE

AR

OF- 5
LR

3.

L

RTBRERDHERKRVRE




V. R I 5HEE

4. Hif

FH LN

5. EAT HFIREMED & 2 KM

N NHz
~ Q H
N/ N o}
NH2 NH:2 0

4-(1#imidazol—-1-y1) -2, 2-diphenylbutanamide N-(3-Carbamoy1-3, 3-diphenylpropyl) oxamide
(PSA-375) (M-4)
Oy "o S
H
N / N (@)
OH NH2 o
&% &%
4-(2-Methyl-1/#imidazol-1-y1) -2, 2—- M- (3-Carbamoyl-3, 3—diphenylpropyl)
diphenylbutanoic acid (PSA-402) oxamic acid (M-5)

N

HaC\7/ NH Q
&

NH2 o)

O
o
=
=
=
T

4-(2-Methy1-4, 5-dioxoimidazolidin-1-y1) -2, 2— 4-Acetimidoylamino-2, 2-diphenylbutanamide
diphenylbutanamide (M-2) (M-10)

41!!!i>» \7,_— N+ HsPOs
&

1-(3-Cyano—3, 3-diphenylpropyl) -2-methyl-
1/imidazolium phosphate



V. R I 5HEE

6. WADEEEHTICEITIREN

7~ AE 0. Img
A B RIS RAFIZHE TRATHI ] it R
5 PTPE¥E+ TV I T I 3— M@k,
N 2542°C. 60=5%RH . »
BRI s ' WA Y 364 1 U P
i U R
. PTPEEE+ 7 /L T I 30— MEEEE,
) 4042°C, T5+5%RH |, . - »
iz ER . MAEAD 615 H Bk
! U
50+2°C, MEPT PTPALEE+ 7 L 3 5 23— MLk
R EI# 3+ 7 VI T I p— MRS 365 A B
60+2°C. Wi MFEAD
| 2542°C. 90+5%RH \ o
Wl Lo W (v —1, Ei3AL) 3% A LR P
@;;E & Hr
B 05+ 3 g (v —L KD e =Y 7
\ U v 4N ATEAS B D)
ot JER : DBSH LT v, 12051x - hr | A
. PTPE 2%
#910001x —
ANDE ic}

HEEH Mk MY | MRl CGRAMATHRII A7 b uik) | Bk E . W atBR, S, Ko™, BEEE™,

B

L EVERBRIZI VT, BURIE 2 80E L7227~ 7o

(BETF—4]
PRAFSAME RAFFEHE PRATHH] At
1049 FURIES 655 ] i E T IME R 2B 722, EOMOEE b
75;50/RH (¥—L, HEEL) & OB,
H;@; PTPALAE, #EEA D sy |ERWEORMERD, 6 A THES. HRWH
; (P47 L) 415 A E TR O DML XA,
HEEE - MRk, R, & Bl
7 U 2°0D & 0. Img
OB RAFGAE RAFTEHE TRAF IR it o
EHRAE | 256427C, 60+E5%RH PTP@ +71IFIx—h "
i Wi S5+ IR AR Y S0k P
et 40+2°C., 75%5%RH PTP@ + 73T %—k "

JIBEEEN: o o S TR KD 6% H HEN
50£2°C. WEAT <5 _ Btk
60£2°C. HET CIRAL A BN

i | 2512(:&;;?015%% masE (Lr—L, #RL) | 3 P

a H

% S (o L R 120 5 1x + hr TR E

25+2°C, 60E5%RH | =y =0 81> ¢ )L A G- 7= uﬁ“g)i%j][]ij i)%ﬂ %E
ot el DBSHIIET | ¢ ) 12075 1x * hr KON BRI % bR <
7. #910001x Z OfOT B IFHIEN,
PTPf1 %k kg

HEEHE - MR, fERBRER, BHBRWE,
*ZEMERBRIZ IV T, BURIE 2 E L7270~ 7o H

£ B AE

E2) 6075 1x » hr CITHKEN,

HIE, EE, R, EEA L, AT

WRRE L WV WS AR EERE R N 0 U, REEE MK T L7z,




V. R I 5HEE

7. REERVBEREROREMN

LRV

8. fthfl& DEAEIL MEBILFHEL)

gk L

9. AWM
Uk A%E 0. lng
(] BB IR (SR8 180 RBREST ).
(&) [mldREL : 50 [BldR/ 4y
FABRIE © /K 900mL
(RG] AL 20 43 B OVE R 1L 85%LA |,

7 Uk Z2°0D & 0. Img
[FiE] B WHERBRE OSRUWE) Ik v RBREITS,
[Zeft] [RIs% : 50 [ElHE/ 5

PRI - TR EBBRER 2 R 900mL
(AR Ao 15 43 OvEHERIE 85%LL |,

10. & - 2%
EAENDEGRS - 28, SENRRGERSR - SRICHT HFER
RS

(2) B

7 U N ABEO. 1 mg
100 2 [10 82 (PTP) X10]

(M

7 U~ Z°0D $£ 0. 1 mg
100 2 [10 2 (PTP) X 10, #fHIAY ]
500 §£ [10 &£ (PTP) x50, FZEFIA D]

Q) FREE
BERSAR
4) BRHROME

p T P: 7N, RV FrE L

TNINRy 7 TN, RV FLy, RUZFL o TL7HL—h

VATV NN R = B il P

1. BlRRHt S EME

R L7

12. Z0ih

Y LR

10



ARICETSEE

SREICEET SIEH

LA ESYIES
SETE B 4517 2 IR EEOIEL . IR B MBI IR S A

IHRICEET IR

5. MRER T RICEET HEF

S 1 AR ZEAT DB, +oefR2Ic LV BREREZHERT 2L & biC ﬁﬂ®f%%%¢éf$(WVW%
iE. PRIESHE AT %%ﬁ%%i%E£®T$R% Té%é%#)ﬁ%é LICHE L, RRA%IC
BROMZMT A T 5 Z &, Rds. BEIS U CHEMMRRELEET D &,

(]

EIEENEMEEIR AT A BT A A EEEN & 13 IREVIBEZ UHE LTIEREGRRETH Y | @5 3R &

HWRBERZED b DO Th D, YHAMERRENIMATIER, | LERIN TV Z5N SRRSO Z W%

D HERTIT, HUOIERZ AT 2RE URBERYYE, JREGHEA . B CHTSL R S O TR 58

E%#)%ﬁ% SIS D 2 L NEE L Ap HEERY

AH 2 IE DR IR G D BITIE, IR0 IR A T K iR B & L LT E R 2 A RO R
REMEZ B LR ORABW 21T 9 Z &, /o, MR2RRMAS TRV RS IRENRDN LS AT, B

_ELT$W%ﬁE®%m%%ET5_k%%%f%étb%ﬁbto

w

BRohg~ & Jo7z B - RpRE S

L. e B FEIERR . EREAE A, RUELPERERESE (BB EMERE)
2%%%.@&% 1B N IBE S

3. AISZ AR - DIE FUNA S NS e

4. REEVERS @%F I PEREDESS . AISZARZE, JRIEZR

5. T DA JREA. ZIR. LA ﬁ%ﬁ

5.2 THIRIEPAZERE (RIS RIERIES) 2 AL TV A EE T, TS 2i8FE2EESED 2 L,
(s ]

TR D 5 B ANCIRIERIES O TR BHER B L G0 2 BHE T, fia U U RIB G L0 B
B (BERES) OUUGHE N E St R, HERNEES oK N E LT B AR RN S 5, T D7, TEBIRESHFIZE
BB (RZBIERAESS) & & 0FT 2 BF Tk, AANIOHRG2EET 2, ANZRIEKIES ORREEET 5 2
& BELED IS T Iy B IO LTz,

AR OEERAR GKFRRE, Bk - AEBIAREE) (2B8W T, BWEMRE LCRBAUE (0.1%) . HERFEEL 644
(1.0%) . FRIR () 8 (0.5%) . %Wi(ﬁM)w#(L%)ﬁ%%éMTwéo

Fio, REAEZET2EBFITIAROEGIIEZTH D,

(VI 2. Z22ANEEZOHEMB] KO VL 8. (2)ZOMOEIER] OEER)

5. 3 EIHENEHE DR 2 BRI SRR, T & 2R VW EERIE X IRR AR RE PR B IR O G HR L 1T By,
(AR ]

EIEBENEEIR AT A BT A ATIETEBIBEE & 13 REYVIEEZ M & LTERIEREECTH 0 | @ISR & &
FIBERZE D SO TH D, YIAMRAEIIMLHATIIRY, | EERSNTEY, JERIZESWTRZich D,
D=, EWIHEIE ML B FIER A B FR T & 20V FRAVE MU TR R RE IR B | TR B R & 2l S T,
ARHNOEERGR LT BIRNTZORE LT,

11



V. aRICEISER

3. RZERUVHAE

(1) AEARUHE DR

6. RARUME

WE. ANCHEA IF 7 2F e LTLE O Ing 2 1 H 2 [\, HIRELKOYREISEARGT 5, BHRA
THRGRF, AIF T2 L L TIMHO0.2ng, 1 H 0. 4mg FTHETE D,
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4. RERUVAEICEET HEE

1. AZERVAEICEET 5FE

11 AIF 7= LTHEO. IngZ 1 H 2[5 L, SRR 4302 M RN 2 W B I i 2 i
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faHERR N B 32 il 268 & LT, AH 0.025, 0.05, 0.1, 0.25 }N0.5mg & Z2ERCHER O#%E L=, BIfE
HE LT, 0¥ 45 (0.25mg B 1, 0.5mg # 3 6)), A H 1H] (0.5mg #) . short run BLLEEMHISMGHED
BV 141 (0. 05mg BF) . FEEMERMEEEE 361 (0. Img BE) . REMEHISMIAE 161 (0. bmg #£) . L= MEIASMHE 2
B (0. 5mg BE) . JRILIE AMEREIEM 2 ] (0. Img, 0.5mg B 1)) AA LN, BEERLOIT o7,
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TREOFG Lz, BEHE LT, OB2s 1], ALT & OV AST D _EH2S 1 B4 S iizy, BEEZRBWER X0

5729,
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WCRAKET S, RS REEIE. A3F 72530 L T1HEO0.2mg, 1 H 0.4mg £ THEETEX 5, |
Th D,
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SENHIIGHE 2 A D A RRIRIME R I e OVR 2 E s R R 73 Bl %15 & LC, AAI 0.1, 0.2 X OR0.5mg/A% 1 A 2
Bl 28 AR O®TE L, Aok, Zett2 & HEHR i LBEEHELZ MG LoAESR, #NETH_E5mHE
FOSHREBR TOMEIEZ 0. Img/ H2v5 0.5mg/H & LTCEBEHEOMRFEZERTH L L LD,

RERT VA | Sl dEE, ISR, EAEA L, WATHERM iR
PSES TN RIGHE 2 A 3 D R I e QR EREDRIZ L D8R - IRREEBE (73 i)

- 20 kAL 80 B A D £

C WEREARN NI HEE DR A2 il 2 8%F

- BERENERIZE (CMG) 1238\ T HEMNHIGHE 23 sl S, B 5-BHA B ORI 3 A [ O SERHE R [E1EL

A1 H 10 B EORE, HAHWITEGHEHE O3 HIE OV RIEEREES 1 B 1R E
DEF, F

- PRIGIEGIE SUTRERE 28 2 B 0F 2 B

T =T NVREEE L TWDEE, MEERA L WD EE

REEXRL BHE
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Pl ) VEEOEGNAREY ER (BARES) 250 L TV AR

AL E O H B BE GRIRED 50mL UL E)

- M DBER - FRIEIGIIE (Jia ) 3K MBS Th oo
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- IR AE BRI 2 FEER N L E L TV WEBE, &
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V. aRICEISER

RER T | K 0. 05mg, 0. 1mg 1% 0. 25mg & 1 H 2 [HEA% KOS A1%IC 28 HRERAO#KRE LT,
FEFMEAE | 1 A&7 OFERPEREEE L O 3 A OA GRS EE R
BIEHEIE A | 1 [Ed 72 0 OFeRE, %

<HEHE>
FEFHMBEA & LT A OFPEREIEK O3 A M OEFHRAEE R B A E L2, 0. Img/
AEEK N0, 5mg/ A BEIC RN T, B G- BIAAIEIZ L~ A& T RO B e HEIR B O 23588 &
iz, E£72. 0.2mg/ BEEL 0. 5mg/ HEEIZRB W THE RIRAZEEE OB 3580 bz,
F I H B 58 iE 151 5% 28 A #% XL IER
" 0. Img/ A # 21 i -1.6+£2. 2%
%Zﬁg%??ﬁﬁﬁjﬁ Q&éjﬂg 21% -1.1%£2.9
0. 5mg/ H ¥ 20 {1 —2. 82, 4*
. N 0. Img/ A 13 {3 -3.2%5.7
S RMD BRI o e
Sl 0. 5mg/ H B 16 —4.1%6.6°
RfE E AR ZE  * 0 p<0.05, % :p<0.01, *#k:p<0.001[vs BEHRIE xHEDH D t HE]
RIVEHIEE R B b-Bt iE 5K 28 A #% XL IERg
. 0. 1m ) 21 i 8.1+28.1
! E‘j@” 0)3’5)’:’@ 0. ZmZ S E 21 Lﬂj 11.1%30.5
selb e 0. 5mg/ H A 19 92.5+33. 8"
P =+ HE U 2= * 1 220 95NEHEXE], 6.2~38. 8[vs #5-AifE]
<Ak >
FREWERIT O, B, HEREE, FHTho7,
HERFBIER L O CHILRD b Rdolz,
m 0. Img/ H #¥ 0. 2mg/ H Bf 0. 5mg/ H &
BIVEH B 60. 0% (15/254) 76.0% (19/25f1)  |69.6% (16/23f5)
ERABIRIVERRBLER 0. Img/ H B 0. 2mg/ A & 0. 5mg/ H #
LA FTAT R G 14K 25451 25431 234
EUlES 4.0% (1451) 8.0% (24) -
B - 4. 0% (141) 8. 7% (241)
15K 8.0% (241) 16. 0% (4431) 4.3% (1451)
RN 8. 0% (2f) — —
TR — — 8. 7% (241)
F1ng 44.0% (1141) 44.0% (1141) 52.2% (124))
M~y 7Y%y RER - 8. 0% (2f) —
FeIR & - 8. 0% (2f) —
i H LR A K SR SR 4 N - 8.0% (2f1) -
eV Le s #Ehn - — 10. 0% (241)
feEAR — 4.0% (1) 8. 7% (241)
FEEIEO E - 12.0% (3f1) —
HEIR IR 8. 0% (241) 12. 0% (3f1) -

T W0 GBIl 3B L T2 IE
R AT B O FETLR BRI N O 5 B R TR B A EE T DIEGI 2 5REF L2720,

BIER R D2 BHD

1) BN TR O,

ThH5,

14

NEE ., RACIFAIF 72F2 0 LC1LEO Ing 2 1 A 2[E., HIB8%LEOY B%
WCROBET D, DREARTOREARIE, A XX 72F3 & LT 1EO0.2ng, 1 H0.4mg T THETEX 5, |




V. aRICEISER

NHBMEIH_EERAERGHE
SETEBIEE R 401 Bl A xS e LT, AKI0.1, 0.2, 0.5mg/ HER OS8R % 1 H 2 12 @MREAOKET 2
HERIEVE L LA TR e BSOS R 2 350 L 7=/, M1 B 0. 1mg, 1 A 2 [5G NENFIMHE _EEHR

B O AR S L TRES LY,

BERT VA v | ZhigkitFE., EEAL, 7T R, —EHER, HENSRR
x5 BTG EEE LR (401 1)
< 20 LA ED B
. - BRI THT LB OER BEEICB W CUL T O RS & Tl 7- 3 B
7 O1 BB 72 Y O A FHRKEERE 5 Lk
G HLUE @1 H&H 7= v OFHPEIREEDS 8 BILL E
@1 Bd 7= v OREYREE D FHEIEAS 1 [BILL -
< JEM B REE EREICREH CX 5 LGB E L ERSUIIRBR M ERIVHW L2 R8s, %
- EMEREEM R 2L (GSI:genuine stress incontinence) DRFHE
. - ERCER. BERMCRE A, BERESS. REIEYYE & A 0F 9 5 B
B4 - BT =T BB SUE R R % SEHE LT B B
ol FEvE - BEWRT 3 o A MLANICE SREEE SO IEE AR 2 = 0, 2R b BE
cHia ) VEOBRENERREEE AT RE
< FRIRED 100mL UL EOBE .
R Tk A 0. 05mg, 0.1mg, 0.2b6mg XiX7"7®AR%Z 1 B 2 [BFEIEHZE OSBRI 12 AR O#&ES Lz,
FEFMER | 1 B 570 O FHRKE R
BIKFEMIER | 1 B& 720 ONFHHEREEL, | HH72 0 ORETHBIKO R, 5
<H >
FEIMEEE X 1 #HE S OEFHIREERIZEOENR L L, HEKTRROERGRIEICKH
HEAEHRIL, 0. 2mg/ HEER N 0. bmg/ HRECTT T RBEICK LAB RS ENRZ R LIZ, £/,
PR (HEREED) . REBUHAEOBIZOWT Y, 77 B REEHIRT 2 ARANOEE R T T &
PAEEETe A BEORABESHERTRD bz,
F* 1S OFFHIRKEERS (L= %)
e e T BRI Dunnett Bk
el . ST EE) (AL 0 %)
Wi | mom ! &
EH B e B REE e am piY p i ?
B % FEHE(R 22 i R =
L A& | 77 EAREE | 95 18. 18£17.65 | 94 | —42.86=70.17| (-3 1 1 1) | P<0.0001 *P VS 0. Img P=0.0906 N.S.
70 o&| 0. Img/BHE | 91 | 15.73210.81 | 91 | -59.81261.48| (-5 —1 3 3) | P<0.0001 *P VS 0.2mg P=0.0010 s
FHR AL 0. 2mg/ HAE | 93 1 15.7614.33 [ 93 1 -71.61+43.95| (-3 =1 1 3) : P<0.0001 *[P VS 0.5mg P<0.0001 sk
%k 0.5mg/HRE | 76 | 17.64=£16. 11 | 76 | —82. 19+28. 68
1) Permutation {EIZ &k W ZEMEAZFIE L7z pfE (WHAIKRE, AEKYE : 0.025)
2) pfE (EMIKE, AEAKYE :0.05)
#* 1 B&7-0 oFBHEREE (L& : [B)
chm Al e JR ROk s Dunnett Bt
R Be b - — - AR
T B wRE B EEE e pY pt?
B %% FEYER = % TR =
| ZZe AR [95] 11 422,79 94 1075198 [ (5311 1) [P=0.00L4 *[ P VS 0.ng P=0.0791 .S,
1@231@ 0. Img/ AEE | 90 | 11.76+2.56 | 90 . —1.722.11 | (-5 -1 3 3) | P<0.0014 *| P VS 0.2mg P=0.1920 N.S.
R “[0. 2mg/ BB | 93 | 11.18%2.48 |93 -1.5971.89 | (-3 -1 1 3) | P<0.0003 *| P VS 0.5mg P=0. 0002 ks
~ 0.5mg/HRE | 76 | 12.79+3.51 | 76 . —2.33+2. 20
1) Permutation {EIZ X W ZEM AT L7z p i (AT, AEKYE : 0.025)
2) pfE (WiIRE, B EAKYE : 0.05)
#* 1 Bd7-0 o FYREDBKEE (20 %)
Ik At T JeTE SRR Dunnett Bk
- . (S - [8]) (AL 0 %)
Bl P55k
S R B PR e arn | i p i
B %% HEE (R 22 3 T 2 i )
L Hini-| 75 EARE | 95 4.86+3.72 |94 —38.12562.58| (-3 1 1 1) | P=0.0008 *| P VS 0. 1lmg | P=0.0079 sk
0 DR 0 Ing/FHE | 91 4.77+2.95 | 91 | —60.2943.51| (-5 1 3 3) i P<0.0026 *| P VS 0.2mg | P=0.0246
B[ 0. 2mg/FFE | 93 | 4.403. 13 | 93 | —57.37+53.28| (=3 —1 1 3) | P<0.0047 *| P VS 0.5mg | P=0. 0053 s
SEHIEE [ 0. 5mg/ ARE | 76 | 5.83+4.58 | 76 —62. 3132, 64
1) Permutation {EIZ & W ZHEMERE L= p i (FIKRE. AEAKYE : 0.025)
2) pfE (MEIRRE. AEAKYE :0.05)
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V. aRICEISER

<'Leik>
RIWERFE BRI T 7 v RBEE 5T 4 BEO H &R AAMERTRD 547z (p=0. 0001, Cochran-Armitage
fEIRE)

FRWERIZNE, ., Bl HORFERK, WERE ThoT,

FEEZBIERIZO. Ing/ BRED 1 4] (FyiE) 123D BT,

By GeffL A A8 HE 12 & 2 BB OE DRV 13, ZRFILE I L 0 @iz |iE L,
FETEHNTRRD N2 o T,

HEFRGIZ L DB GHIERIIT 7 2R 0.0%, 0. lmg/ HEE 5. 1% (5/99 ). 0.2mg/HEE 3. 0%
(3/100 f1) ., 0. 5mg/ HE 16.8% (17/101 ) TH-o7=,

7T AR 0. Img/ H R 0. 2mg/ H#f 0. 5mg/ A &
BIVE A FE B2 |20, 8% (21/10141) | 30.3% (30/9941) | 37.0% (37/10041) B2.4% (63/1014)
R4 B BIVERR B 75 & R 0. Img/ H#¥ 0. 2mg/ H #¥ 0. 5mg/ H#
R 2 A AN R G 1011 99451 1004 10151
] — — — 3.0% (3%1)
F — — 1.0% (1f51) 4. 0% (4451)
H o Bk 1.0% (141) 1.0% (141) — 5.0% (541)
5 2.0% (251) 3.0% (3%1)) 10. 0% (10f31) 5.0% (5f41)
L — 1.0% (1) 1.0% (1f51) 5.9% (6ff1)
g 7.9% (8%) 13. 1% (13f51) | 23.0% (23431) | 46.5% (4745)
1fn. R B N — — 3. 1% (3f1) 2. 1% (2ff1)
fEERR 1.0% (1) — — 3.0% (351)
VSV — — 2. 0% (2f) 5.0% (54)
LD F — — 1.0% (1451) 3.0% (3f)

T - W08 51T 3 FILL ERBL L2 /IR
B R AT B O FE LR TR ) B O - BRAR 3R (SR AL DS AT DI 2 BT L7272,
BN RILD LoD

) AFIORELOHEIX, @, RACIEA IFX72F e LT1EO. Ing % 1 B 2, HAEBERYB%
R ABET S, IRART+OREARIE. 13X 7xF 3L T1E0.2mg, 1 H 0.4mg £ THETE 5, |
Th D,
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V. aRICEISER

(4) 1RFEAIERER

1) ARG ER

ENEMHE-_ETRILERAR
HE) @IS EENERE T 24 I 47 =TV ORFMER LB ONWT, 7T B REx R e LS
[ R A A (LA TRE R L BB 0 T

~

REBT VA

Shtiax L, BAER L, 77 v AR T EER, AT IR

RES

WEEE IR (781 fi)

7
g

< 20 ML LD B
- B TR L EMOMER BEICB W CLL N oA 2T 7= 9 B
D1 B &7 v OEFHRIEEE S 5 B E
@1 H &7 OFEIPEIREELA 8 [[LL k=
@1 BHH 720 OREYREEO T EEA 1 [ELLE
< JEK HEE A IEMRICREE & B LIRBRETEM XOTIRBR O EERR O HIWT U7 B3, 4%

F7
Broh e

- EPEREEME R 528 (GST:genuine stress incontinence) D

- SRR, RERCIEIE. BERLE A . IREREYYEA &0 5B

c BT =TIV R EEELRIECE R & FEhE L TV D R

- BIEHIRT 3 1 H LA S KU IE SO TRENE AR & 52 1) 7 ;B

P VOB ENERERE ST DB

< FRIREDS 100mL L EOBE . NITERRANCHERE & 72 5 R IRIE KAESE O T 55 R I B ZEME R
AT D ERE

- BIEHIORER BBV T 1 BHERED 3000mL L EOZROBE, %

BRI 1%

AHN 0. Img X7 TR %Z 1 B 2 EFIARZLERYRBEZIC 12 BERO®ES L,

Bt FAEEYE

LA & 72 ) OEFHRAZERE

Bl T H

L AH72 Y OFHPERER, | B H72 Y OREIRAKO FHEEL, QL (F > FERHES) . %

fdT I3

FEFFAGE A 13, 858D & ITBIEHR T DIREEIIE TR T 2 1 B & 72 0 O&EHRE
BB OB ROERFE R AT L. AFIEEL 77 B RO SEEE D 7220 W] 95%(F #H X %
BH L, KABEL 77 B ARHEORR R A t BETITo 72,

(HES

<fFhtE>

AT H

LM &7 0 OEFHRIEERE O GAEIC T 2 ZRICBNT A I X T2 F VBT T T
TR LABERWMED R AR L (p<0. 01 KO p<0, 001 t HiE),

12 B M#% X
s
IR
-49. 50+
57.22
-68. 24+
36. 90"

LA F BOR | mSEY | 4Emg

17.55=%
11.18
18.56=%
14. 81

-33.50%
51.34
—-48.67%
44, 75"

EAN
AIFT =
TRt
7T R MBI, AT =) v RE 318 B
T AR E sk 2 p<0. 01, sk p<0. 001
)« BRI RHEE A &b FHE (5)

[1:8R93 1Y) DS EHRAREBOE(LE]

1 B T= 0 OB FHRIEE
% (2B %)

[vs 7R %o t BE]

-40

FE LIRS
#:p<0.05, #%:p<0.01, ##x:p<0001
(vs

#5mni (xn) 8
TTtAM 175551118 13471+ S 185641481 -
T E)

20+

it —~20

49550
Oisi22
60}

e -68.24
® +36.90

1O TR
- (3571 TH
T

-80

it
AR
BT
(n=133) (n=130 (n=137)
(n=302) (n=311)

SRR RA GA)

n n s
L] 4 8 12
®#TH

T KW (n=143) (n=136)
13872+ J 8 (n=318) (n=307
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V. aRICEISER

(ES

B R IE B

1 H®7- 0 O PR B O ZERfEICxHT 22L&, 1 B &7 0 OFRETAREE O S
BB T AERIZBNT, A IF 7T VBTSSRI LAEBEREEL R L

(p<0. 05 KT p<0. 001, t HE),

Sl 3 y i) 3 Y 12 ﬁﬁﬁ?&y
BIlRETARIE H B 51t At 4 % R
e 11.47=+ -1.04+ -1. 08+
" TR

| B0 oFRE | 7 EVEE 2. 50 1.74 1.62
(L& : =) AIFT = 11.20% -1.19=+ -1.52+
F U Rk 2.28 1. 58 1.70*

e 5. 42+ -20. 83+ -35. 63+

| Bt osmgnn | 7 O 3.57 46. 24 53. 71
A (B %) A IXT =z 4. 87+ -34. 58+ -53.39=+
FUBE 2.90 43, 83* 41, 35"

TR 143 B, A I X7 =T R 318 fl
LY EREYERZE % p<0. 05, skk : p<0. 01, **kx : p<0. 001
) - BEANIARMGEE &b R (D)

[vs TR st t HE]

(@) [1B&Y OFIHREHDE]
15 -
| BSME(EA)E bz
- T5EAE 11.47£250 13471+ 8 11.20+2.28 (vs TSHHEE RTE)
05 _
B
#
D
3 -0.5
-1.0 Ll T —-—-O 0-11.%82
‘ o [
15 [ w Qv 758 n_g
=@ (35 TIFIUR X +1.70
20 I 1 | 1 1
B 4 8 12 AR
BT BT
(%) [1Bd&%1z) OREVEROFH LMD ZE(LE]
60
— Pl
SR (FAE) 6 . !
© TSR 5424357 AIHTTFILRE 4.87+2.90 e s
E
1t
\
! -35.63
(-% S ———) Q5371
2T T N*** w0k g 53 30
P , : | { ,141.35
ET & TR
T7KE (n=143) (n=136) (n=133) (n=130) (n=137)
13471+ 8 (n=318) (n=307) (n=302) (n=291) (n=311)
ERLRIREHA (B)

SEEW QL AT OE{LE

B HAETRECIIT 54 QOL 2 27 (v ZHEERAZE) O G-RMEIC T 2 21280 T, TR
HIRR . TE AR 72 ARIBIR) . TERAEERE ] O 3HHA T, A IX 7= F VR T I ERREL
el L CHERBADER LT (p<0.05, t RIE),
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V. aRICEISER

<zZzZeME>

BIER R BRIL T T B AREE 26. 2% (38/145), A I X 7 =F U #£40.5% (130/321) ThH o7z,
AIFXT 2TV UHOERFEERIZOB, ), BAREETHY, £70EY, ZHREORRE
DOFBRIT 1. 6% (5/321 i) TH-o7=,

WCHNIA I X7 =T BT LR b, &5 156 LI KBRS X 0 A e
WHIMLARBZ V| FELEICE -7z, AHEICRKTE 0L E 2 b5, AFlE OREBERITEE S
niz,

HEHEGZ L ARG HIERII T T EREE 5.5% (8/145 i), A I X 7= F 8 3.4% (11/321
) THotm,

75 v AR AIF T2 F R

BIVE R EBLR 26. 2% (38/145f) 40.5% (130/32145)

L BIEIE RSB 75 REE AIX T2 F Bt

AR VEFHT R G5 145431 32144

118 9.7% (14431) 27.1% (8741)
155K 4.8% (761) 9.3% (30%31)
M ~U 270U REEMN 1. 4% (2f1) 2. 2% (761)
B AP - 1. 6% (551)
V‘iﬂ:@jﬂé%;ﬁ/x L 4% (2ff0) L 3% (4ff)
PSR R # - 0. 9% (3f1)

WA IFT7=F BT 3BILAERE L= RITEH
B R R A B O FE BRG] B O - BRAR 3R (SR AL DS AT DI 2 £ T L7272,
BRI D Z DD D

KT T ERITHT HEEER O v Y ERRIEIC T IS ORGEE BRI L LI-ENEIE _EER
FRERBR O R & 0 $ikr

2) REMHER
COENFEIER

iz 58

HE GBI DLEE ST DA 247 =7 v ORMIEBEGEROLZEMER OAIEC SN T, ShistRIEE
RFEx BRI X 0 RET 5 7,

RRT YA~

Slia kR, FEER, X, ROIERGHAR

RES

IS B HERE (481 )

E7

< 20 %L ED B &
B TR LM ORER BEEICB O CLL T oA 2T 7= 9 B
O1 #EMH 7= OAFHREMRKIEED RS 1 [FILLE
@1 B & 720 OFEIPEREIELAS 8 [BILL 1
@1 H 7= OREYHEEOFEEIEE S 1 2L E
< JEIR HEE A IEMEICRRE T & B LIRBRE TR X TIRBR R AR 1T U 7= B3, %%

F7
Bk HEYUE

« BEVEREEMERJEE (GST:genuine stress incontinence) DB

- BISERE. BERCIESE. BERGRS A, IRBEYYEEZ A IR 0 B

« BT =TV A BEESOTHIBGE R & FH L TV D B

- BLEHIRT 3 » H DINICEXUITRIE SUIBERE IR 2 2 10 . VRO b B

cPia ) VEORGDNERIREA AT 5 EE

< FRIR &Y 100mL LA RO RREE, XUTERROVIC IR & 72 2 i SRR ORE 5 0O T IR B PAZE M 2R
o0t 2 B

- B OSEIR A FEIZI\V T 1 HYEIREZS 3000mL LA EDOZIRDOBH, 5

AR5 1%

AAN0. Img Z 1 H 2 AIFIEE MY BT 52 WHERE DS LT,

AT A F

et s BIEM. DB,
BRME 1 B ST OBFHRAZEEE, 1 HH72 0 OFHPIREE, 1 A H72 0 OREDE™E
DOF-HJEH, QOL (v JHERGRER) . #
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V. aRICEISER

ES

<HHhE>

LB ®H720 OFFHRIREARE, 1 BH72 0 OFHPEREFEL O 1 B &7 0 O REDEKE
B OHEGRMEICKT 2 EICBN T, &5 4 BERZRICEKENRD DI, ZORRITEE 52 #HH
HETHRITT 2 Z &R R s niz,

S B 2 | oS 52@;%3 e

JE B 364 355 355 363
1AM H 7= OEFHIRK 14.53% -55. 92+ -70. 83+ -83.51+
AR (AR %) 14. 47 72. 52" 50. 56* 35. 48*
1B &7= 9 OFHPER A 11.56+ -1.65% -2.05+ -2.35%+
B (b & : [a) 2.81 2.12* 2. 26* 2. 14*
1H &= OB REY) 4,84+ -45.81 =+ -55. 67+ -70. 53+
JEEEIE (ZE1E=R 2 %) 3.18 53. 37* 48. 65* 38. 37*

T IEER AL+ p<0.05 [vs HEHTE HIEDH D t MiE]
) - BERNTAARHMEEE & b FE[E (A)

5} [1ERYS=D DEFHREZOHOZE{LE]
A0 |
FHEHEMRE
20 #5%1p<0,0001
- T s ST Bk |
T o
g =0
= -0
-60 l
ers| 8351
80 I = = — ar A
| ES g e (EBh { ¥ =C
. {5571# 3; 148} 1 [E] 1:1:-311447 ; : ; 3548
FHEH 4 12 28 40 52 SEARHE
BTES TR
(n=364) (=358 (n=355 (n=as8) n=251] (n=354) n=363)
EVRIRI ()
" [1B&= W OFGHIREEDE]
1.0
TFIfE Rt EE
05 - *44:p<0.0001
s BSRIE HRE)
]
(8]
5 O5F
4] 1.0 |
= 15F
20 -2.35
+
2.5 —| EEFHE IR E 11.5612.81 : L wex 2,14
-30 ‘ - b -
e 4 12 28 40 52 A
TS 8T
n=364) (n=358) (n=355) (=355} n=361) n=354)  (n=383)
ERBInGEE ()
(%) [1B&iz OREVIESEO T HEMDE{LE]
40
TN
20 - 4 1< 0.0001
T vs BEENE R
= 0
i 20}
E -40 -
60 sk -70.53
+
B0 " Mrstia malis, -0 484=0.18 —
100 1 1 1 1 L 1 1
il 4 12 28 40 52 AR
®rEF B
n=364) (n=358)  (r=355) (r=355) (r=351 r=354) (n=283}

ERR A (GE)
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V. aRICEISER

BERER - QL 2 a7 DL E

BeH 52 HRZICBIT 5% QL 227 (o7 RBEHEDRE) OR5RIEICKT 5 ZEIB VT,
ETCOHEE (T2fRiifERRIE] TR OMBENEFRICS 2 588 EH - FEOHIR)
TS RROHIRR ) THEmIRR ) MEAM 72 ARIREGR) TME AW Z2 ARIBEIFR) DL oRIE) THER,/
TH(Zx¥—) | THRNEEE]) CHEREEZRLE (p<0.01 [vs B5HIE ko
HDtHED,

[£RRERRREHARE] " [BERDRENEEICS 2 DR E) " ({155 REDHFR]
- > ® n=350~362 n=350~362
-10 n=350~362_| o -10 \\
20 -20 -20 o
-30 .30 bod "0 20 o
-40 .40 40
Q [EHARIHIBR] b [#2HHIRR] " (EPNS PN |
8 n=350~362 n=350~362 n=282~299
é -10 10 10 Aok -
7] *okk
ZE 20| FHE -20 [ wxx| -20 [~
1t *hk
% 30 skx| 30 30 |-
qz
E -40 .40 .40
% [DDRIEE] [EEER &/ (TRILF—)] n [BRAVEEE]
n=350~362 n=350~362 \ n=350~362
10 10 -10 \
-20 o -20 — "9 20 s \m
-30 ha -30 + 30 |
-40 : . 40 : . — 40 3 . :
0 12 28 52 0 12 28 52 0 12 28 52
55 (E)
%:p<0.05 #%:p<001 *%*:p<0.001 (vs IFSHIl MHBDHIUEE)
<2 etE>

BIMERZEBIEIL, 46. 7% (223/478 4) TH Y, ERENWEM (%L L) X078 34. 3% (164/478
B) . EFE9. 0% (43/478 4) . 75B7 2.5% (12/478 ) . fEHHR 2. 1% (10/478 ffil) T -7=,
BEA ORBEL OB ORERICB W CEMEGICERN LR LRI by,
SRR ORIERSBEMEE L, 85 128F T 41 402, 85 12 BLARIT 5. 7% & K
Mol

FETHNT 1 FRRD STz, #5594 BRICEMELARENEZ Y, ETICE -7, APHEICK
HT2bDEEZ LN, Al OREBERITEE SN,
EEZBIEMZ LH (FENER) 80 b,

FEGIOFEAT, TV 8. (1) EXARENWEM & WIHER ] OHEROZ &,

HEFERIC L HFG P IERT 8. 4% (40/478 #) TH -7z,

DEXZIREY 12 8% (437 1), 28 #% (41241, 523@% (374 41). K TH: (52 WK X
PEH IR ¢ 444 f51]) ICHEHE U722, W OFMRFIC W T OB TR (477 61) 25
D QTe DEHEDIERITFRD HILR D > T2, 60ms LA FIER L7=5EH1728 6 FilE8D B, QTe D
BRAEIE 478. 6ms Th o 7=,

PLEZ Y iEBEEEEEE 16 D A4 0. 2mg/ A ORI G2 I61T 2 A2ME R VLB HER S LTz,
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V. aRICEISER

QENFEMMBEE RIS
HE  BIEBEREE S 255 L LC, @ ED 25O HETH 5 0. dng/ B ~OH B O A 0 E B OV 4 % 18
BRI ERBRIC L RIET 5 Y,

RRT VA v | ZheaxiE. EER. IEFHR. R 53R
PO WiE BN ERE (435 1)
< 20 UL ED B &
c BT R L R OER AZRICBWTU T REL S Ti7- TR
7 D1 HEH 7= 0 OEFURENERKEED RS 1 B E
TR @1 H &7 OFEIPEREELA 8 [[LL E
@1 H& 720 ORELREEO BN 1 [E2L E
< K H ER A IERRIZFLHE C & B BB ETEM X UTIRBR O ERT A HINT L 7- B3, &
- BRI E MR 252%  (GSI:genuine stress incontinence) DERFE
< AR, BERERE. REEHEA. IREEEYYE S A0 5 B
< BT =TIV RE I RIBGE IR & FEE LT B B
SV - BZIRT 3 » A INICESRIRE, BRSO SO 2 = 0 7o B
Broh A vE <PV VEOREDNERORBAE AT 5B
< FRIREY 100ml LA RO RBEE, XUTERRAVICERE & 72 2 Al ARIERORE 2 0O R B A ZE 9 2R
e i N ey
- BIEHOMER BEEICEB T 1 BEERE2 3000mL BL EDOZ RO B, %
AFKNO0. Img 2 1 H 2 BIEIREZ LY BHIC 12 BEROEE L, TO%REELEN NG, HE
LWEEIZAHK 0. 1mg 2 1 A 2 B 40 #HM (0.2mg/A & LT 52 M) oL L, HET 58
WX, AHKI0.2mg % 1 H 2 [B] 52 BRI D BEE LT,
A SCHERLYE - B G 12 B ORBEIFICRB W T, IWIEEBERO W TR S EFboEE (1 H
o H72 0 ORBYREEOFEEEL - 0B (GHR). 1 AHiz 0 OFHPEREIE - 8 [mIA, 1 HH

iV OEFUEMEIRAEEREL - 0B (HK)) &S RWELE 2S5, RIS ERH

HEZVELHE L, OoWBRE L HMBEEZ AL LS AICHEE L, 2720, BE 12 8%0

KR E CICHEEMU FORERAMNREEL L G613, MELRWI L e L,

S E LM &2 OEFIRREEEEL, 1 HH72 0 OFHHERIEH. 1 HH72 0 ORETHEEO LA
T . QL (FrrEERAaDE) . RIEM. OBK, %
BIIWEDFEHTIZHOWTIZ, 0. 2mg/ A kG & 0. dmg/ A B EFICI1T 2 BIEFBED T — % FZ
st L CIROFfT 24T o 72, £ic, BRI 12 % E o —XIZFL T, &EFICBT 5
Mr&aiT -7,
O 1#EMHZY OARFREZEES., | bz OFHPEREE LN 1 A7z OFEFREY
S 1 BREEER, ERENIZONT, é#‘i{ﬂﬁﬁ%éﬂ;ﬁ:“é: WZSERME, AR, R OZERO BRI =
FREL, BREFOHEB IOV TR Lz, 72, BRGRIBOREEZSIEOH D t BEIZK
DiT-o72,

@ QOL 227 (Fr ZEEREZE) OF% KA AL ATOW T, s 2 & SEHME & OV
BOEXFRHELEE L, BEBHEBICOWTHET LTZ, £72. B5Ri#% O Z SIS0
HDHtMEICEVITo72,

<HWME>
AHN % 0. dmg/ BITHE R L7 R, LM S 720 OGFHRIEER. 1 B &H72 0 OFPEIREEL
U1 BHdH72 ) OFHRETHEEER OGBS T 5 ZUIZB N TEEERFE O Hit, £ D%
Rid 64 EM% (RG22 EM%) ETHETT S Z & HRFSNT (p<0, 001, tRE), 7=,
0.4mg/ BIZH B SN T-HBE L, HEIhARr -7 BEF T, BT OBIEBEN O R )
WL EWERE TH o7, 0.4ng/ BICHIET 5 Z & T, &I O &5 RTEIC 3 528
(LTI, 0. 2mg/ HKGERE & FIRLEE £ CEDRIEBD iz,
[0.4mg/BHIEEE (FEEH])]
1237 [H 1% 24;E % 64T [E % (M
AR REIEE] P 5 (0. 2mg/H (HEE 128 | E52iEM%)
#5) i) X IR
JE B 159 159 158 159

LA & 720 O&FIRALE 14.01+ -22.92+ -69. 97+ -79. 30+

BI% (ZAbsE %) 13.29 75. 22" 42,93 41. 01"

LA ®HT= 0 OELPER EIFK 11.86%+ -0.82+ -2.03+ -2. 11+

(b5 : a) 2. 44 1. 70 2. 01" 2. 06

1A H =0 OFE¥REYE 4,96+ -23.67=% -58. 58+ -65. 62+

REEE (AR %) 2.99 43. 29" 40. 25" 38. 69"
EHE EAFHERZE ok 0 p<0.001 [vs BEGRIE XD ®H 5 t #E]

B BERNIAFHMEEE &b ERE (E)
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V. aRICEISER

RS

(0. 2mg/ BT (SELEEMHI))

#HAE gis | ommg | osmmg | M
JE B 179 178 177 178
LHM & 720 OGFIREEE 9.72% -75. 02+ -79.71+ -91.19+
FI% (e %) 9. 05 44, 94™* 41, 87 27. 77
1H & 7= 0 O HER A% 10. 72+ -1.66* -1.84+ -1.91+
(b4 : [|) 2.19 1. 70" 1,81 1. 75"
1H ®7= 0 O REYHE 3.72% -55.91+ —-63.95+ —-68. 67+
REEE (B %) 2.34 59. 69** 70. 07 67. 77

PIEEAEAER S ek : p<0.001 [vs HGHIE XHEDH 5 t HRIE]

) - REENIARHEEE &b FERE ()

(%) [1:BR =) DESTHRAZEOHDZE{LE]
100
== 0.2mg/B#iEEs 5 AE (KR1E) |
0.2mg/EI#k#E 9.72+9.05
=@= 0.4me/BMEH 0.4me/BREEE 1401+13.20
FIE R AERE
50 - #%:p<0.01, %% :p<0.001
(vs FRRIIE T B MIEDHSHETE (BEIRE) )
N ]
1t 0
b4

-50 79.30
£
41.01
sk | Lok
ok -91_’._19
- :—O.ZrTg/EI#QL-}—vI ; | e L@ 2777
wmEy 4 12 16 24 40 52 64 Mm%
BT Bl
02mg/Biik#ER (=179)(n=178) (n=178)(n=178) (n=177) (n=177) (n=178) (n=178)
0.4mg/ B £ (n=159)(n=156) (n=159)(n=158) (n=158) (n=159) (n=157) (n=159) (n=159)

ERIREHA (B)

1) FABEHAS2iRH Xt eh LIS (0.2mg/ BHEHERY)
A6 X bR (0.4mg/ B RRY)

[1B&1ch) OFHROBDE(LE]

(vs BRBREBIE T B SHIEDHBURTE (BIHRTE) )

FEARAERE
*3%%:p<0.001

#E il (RAE) |
0.2mg/Rii#Ea% 10.72+2.19

0.4mg/BHERH 11.86+2.44

e 0.2mg/BikEEEE

—0.2mg/Ei5—~ | =@ 0.4me/EIER
-4 L 1 1 1 1 1 i 1 1
mE 4 12 16 24 40 52 64 Wik
TR Baiilea
02mg/BHEHER (n=179)n=178)  (n=178)(n=178)  (n=177) (=177} (n=178) (n=178)
0.4mg/RiE &3 (n=159)(n=156) (n=159) (n=158) (n=158) {n=159) (n=157) (n=159) (n=159)
ELAIRSEA ((8) 1) ABIAS2MAE X I3 IE K (0.2mg/ EIHAERS)

ARAO4EE XSRS (0.4meg/BRERY)
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V. aRICEISER

LS

%) [18&7) ORETERDOZE{LE]
40
FOERRAEE | BSHE(RNE) B
#k%:p<0.001 | 0.2mg/EIEEF 3.72+2.34
20 - [ (vs RIS T 85 AHEOHBURTE (FRRE)) | 0.4me/ BRI 4.06+2.99
0 | —
S -20
4
E 6562
3869
60 sk || orn
6867
Lo =@ 02mg/EfeHERE [ T T
—02mg/Bigs— | == 0.4mg/BiMRER 67.77
_100 1 1 1 1 1 1 1 1 1
mEy 4 12 16 24 40 52 64 Bk
T FFEAS"
02mg/ BRI (=179)(n=178)  (n=178)(n=178)  (n=177) (n=177) (n=178) (n=178)
0.4mg/B1EE R (n=159)(n=156) (n=159) (n=158) (n=158) (n=159) (n=157) (n=159)(n=159)
RS (GA) 1)/ABEE52i8HE X 4511 (0 2me/ BRHAR)

ERMI64EH I3 PIL R (0.4mg/ BT

BEEWR QL 2 a7 OELE

XU VRIS X B QOL A ISRV T, HEIC L Y T2 /RekEE ) oW\ TiXih
R 64 RS GRIED D OFERBDPED b (p<0.01, t RE), TOMDOIEHT
I, 1R 24 8% GEEZORYOFE) LIET X TOFHMIRIC W T, F5RMEIX
LCHERAaT ORERBYPED LT (p<0.01, t BE),

0 [£AR897 R RIRTE] a [HERORSRENEEICS X DRE] o [T - RBOHIR]
== 0.4mg/HEER (n=156~159; == 0.4mg/BIRERF (=156~159;
gk O O 0.2mg/BERE (n=177~179) O mgm 0 2m/ RHAEEE (1=177~179)
-10
20
=0 =@ 0.4mg/BiEER (n-156~159} |
== 0.2mg/BER (n=177~179)
40 . . L R il Y . " . . a0 . . . . .
[S1AEHIRR] [BALFARIBAR]
0 k7 Sk FEE ek
ok
-10 o WK e ekok

-20
-30 e -1-30 = - -30
9= 0.4mg/HIEERY (n=156~159) =9 0.4mg/HIRER (n=156~159) O 0.4mg/ AR E R (1=126~131)
== 0.2mg/ Bl (n=177~179} =0= 0.2mg/ B (n=177~179) =@= 0 2mg/ BHERE (n=126~130)
.40 . . | . 40 . . L . 40 . i . 1

(@EFH) BI=RHUN— OO

[DDmEE] [BEER-5E/ (TRILF—)] [BRNEEE]

.30 - -30 -30

=@ 0.4mg/RIBER (n=156~159}
0= 0.2mg/ Bk (n=177~179;
L | . L

== 0.4mg/HIEEH (=156~159}
=0 0.2mg/AikERY n=177~179
.40 . 40 1 L A . i P .

0 12 24 40 52 64 0 12 24 40 52 64 0 12 24 40 52 64

5 1A GB)

=@ 0.4mg/ IR ER n=156~159;
=0 0.2mg/ BitERRY In=177~179;
L 1 . i

%*:p<0.05 *%:p<0.01 *%%:p<0.001 (vs JREAHTE HISDHBURTE)
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V. aRICEISER

<@ eE>

Bl ZE B 3 A E 5 T 49. 4% (215/435 ) TdH Y | 0. 2mg/ H #kGeAEIE 39. 9% (101/253 1) |
0. 4mg/ A ¥ EREIT 62. 6% (114/182 ) TH - 7=,

FEBEENE D> T-BIEN %L L) 130 NEZE L OMERETH > 7,
BERERBEEHA RO CHNIRD STz,

Be Rt BIVER S BLR M PN LIS {5 Fik
0. 2mg/ H kel . . .
(3 o ) 39.9% (101/253 f4) 26.5% (67/253 fl) 9.9% (25/253 )
0. 4mg/§*%ﬁ$ 62.6% (114/182 f) 53.3% (97/182 fil) 18. 7% (34/182 )
(FEE:f)

HEFRRICLVELEPIE LEN (BEFRICIIFAEREZED) 05 b, BWERAICEY
Bk L7ERNL, 2ERIT 4.6% (20/435 61) THY . 0. 2mg/ H#HERET 6. 3% (16/253
). 0.4mg/ BHIERET 2.2% (4/182 ) Th o7z, HEGPIEDFK &R T HEHLED S
B, HERPRBBEE N o T GUE, D PNRLEE 1. 4% (0.2 mg/ B fk#eRE 1. 6%, 0.4 mg/ B HY
B 1L 1%) . {ERE 0. 9% (0. 2mg/ HAKGERE 1. 6%, 0. 4mg/ HHEEAE 0%) . FRIRE 0. 7% (0. 2mg/ H
FEERE 1. 2%, 0. 4mg/ HBARRE 0%) Th o7z,

HWROFR & 2o - AERELORBERIT, 0. 4ng/ A HEAE 5. 5% (10/182 ##)) THY. Kb
FEBMEE D E NS A EFRRITANELE 2. 7% (5/182%1) TH -7z,

FRARMRAE, A YA (MUE - FRIpED . 12 FELEX, FHREICEL T, REEH)
DR ENT228, BERAICRIE & 72 B AENIRS Hhve o7z,

T HETTIE D QTe DZELEN 60ms & 48 2 7= JEFIE. 0. 2mg/ H #EGERE TIEER O 519, 0. dmg/
AESERET 0.6% (1/180 ffil) T -o7-7%. QTe DFAMEIL 495. Omsec TH VY . W DA
FEHIZ BV T h BRI IR A SN 5 500msec B 2 DIEBNTERD B> T,

PLEXY | i@iEEIEHL A 126 2 AHA] 0. dmg/ H ~OE R O L&V O IIEDHERL Sz,
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V. aRICEISER

(5)

(6) ;8 EaafE A

BE - WA
% B L

D) ERAMERE (—REARERAE. HECARERE. FAMBELENARY, HERTRT -4 A—ANE. ®iE

RIFTREERABROAE

O ARERE

R gL g U L B ETA . RE O EFRFER 725 Migk 2 5 3, 617 FIOMEGI & UNE Uiz, s A
X, RFNOZHRE - VR TH HIBIGTEEMIC 31T 2 IRE VAR, SR L OCUHEMIREN B DBED 5 6, KAl
EHRICEL LIBEERRE LT, e RO EORFEITo 7,

MR SER] 3, 269 B80T 2 BIVE RS BUERIZEIT 11. 29% (369/3,269 i) TH Y, ABREFE TORER
DREIVEFAZEBRERIZR 46. 55% (748/1, 607 #) X W& ->7-, E2BIEME, T, Topecg), ME), [k
PRI, TFRIRESEMN) THY ., KFOHF 2 ) AERICERKT D EZX LNDREIEH Th o7,

B R R SAER] 3, 044 B2 I51T 2B 23413 80. 19% (2,441/3,044 i) Th o7,

ANMERT A SIEFNZ BN T, BRI AL KT T ER OB 21T o 7ofiR, AEICE T H R RE &
T REITRD bR Do Tz,

PERY ., KREORERICBWNTARIOR M, AT 287 2B AIEEED bk h oz,

(TVIL. 8. (2) 2) WiEHRTE%MA (B RGETE, FrEf AERA) ) OESK)

QF EFERMERE

[RHMERE~DEEICET HRE]

ek g T AT & A R A ©L 2 E o EFREEY 52 Mgk D 192 BIOER 2 INE LTz, RAIDOAFT 5
Pl U AERIC XY, BAED D WVITRAEREEE DT OBENH D 2 L2 b, RAEEICHT 5 HED
FEA B ST 5 72 D ISR el T 2 i L=, AAIOZEE - R TH HmiGsiEpticis i 57
BEORaE, SR L OURAMERREER S Y | FRENENSREDN D BRE D H b, AR EHEICEE LB xR
L LT, Batk, BAE~OEEBR OE OB EIT o7,

MR R RAE B 187 BillZ 1) 2 BIVE S BUERIZRIX 8. 02% (15/187 #) TH Y . AFBME TORBROFE|
TEFSSBUERISE 46. 55% (748/1,607 f)) LKMoz, FEABWERIX, TRBI. THERAHEE SThHo, K
Fofia UV AERICEKRT 5 B2 5NEIERATH -T2,

F 7= MCT JERF 145 Bl 5 B 4 BIATREEICEIT L, MCI 2> HERAE~DOBITHRIL 3. 6% per vear Th-o7=
23, BEICHE SNIEFFEORER (6.8-16. 1% per year) % LD O TEHhoTz,

NIRRT SUEB] 176 BIIZI5 1T 2 H203-1% 80. 68% (142/176 ) T o7=, Fi, ARIMEFEAMRI SRR
BT, ANMEICEEE RIETEHREROBRMNEITo 7R, AEICBWCHERCHBEE 22 FHITRD L
RnoT,

UEED, KREOFK RIS TARA O, AT 287 2BEAITRO b otz

(TVIl. 8. (2) 2) BLEARGEHAE (BEHAMRGRE. FrEfHARGERE) ) OESR)

(180 4ng FCHEEARELGDET CTOEAEERE]

R R FUT & 2 R A T REOEREEI 512 sk 6 3, 037 B ORER] A N LTz,
LAENERRHTRIGAER] 2,638 241 387 44 (14.7%) [ZRIER (BRKRAEMEORE # 5T BN b, Wi
JSE] 581 B TORIWEHIEELIIX 19. 3% (112/581 ) TH v | KGRFFE CTOKRER (1 B 0. 4mg ~DHi &
FIRE & L7 ERRMIRERE) 128175 1 H 0. dng HERFORNWEAZ B 62. 6% (114/182 #i) 12~ E <
Iedrodo, WEIERO S B WEZICHE L-RIER OFIEIE 16. 0% (93/581 i) TV . FEHESEH OFE
TERZEBIER 13. 6% (274/2,022 f5l) & R&E KBRS am-otz, HWEER CRE L EREER GEBLE 0. 5%
PAE) W&, 18 44 R, BERK 32 . DI PR 6 {F, PRPRIFEE, BEtge R ORIREHINA4 5 14, KRBT 4 T
o7,

— 7. BNERRNT I BIER] 2, 429 BHZIWT THZh) &3l S 72 E1A 11X 81. 9% (1, 990/2, 429 fl) Th-
7o BIMERATRIBER D 5 BRI ERERIT 552 Bl CTh v | BEEIEFI TOHLNZRIL 80. 6% (445/552 fil) . FEHE
=IEH] 1, 877 B TOAZNFIZ 82. 3% (1,545/1, 877 i) Th o7z, ANEFENTIEIER] 2, 429 BlIZI51T HHY
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V. aRICEISER

ngBMM@O% BERPT LT & DR h R REE ([8l/F), SRR PeRE (B1/7), RESLAK (7
H) . BhavE R AR (I81/38) 2330E S N 7EBNZ IS W T, BEEGIZ DWW T, R PER B, shE T

%WE& PREUNERE S OCUEER B OV b | EATC TR 1 » AR O HE R TRIE

EOETRRBD BT,

PLEXY | KHEOFRRIZB O TAROZ M, AR 287 2 MERITERO bheino T,

(V. 8. (2) 2) SEEMRFEKIRA (BTRRRTEHA, Rt kkRE) | OESMH)

QBEEMHE
2015 4F 7 HICTHSEERFEZIT o 7o R, 2016 4F 12 AIC TEHKGS, EEESRSOMNE, AR NZEEOM
REFICEIT Db (EIEMEREINE) B 14 EE 2 HE 3 BA b AET ERRIETFD) onTiucbix
B L] L OBFEEEREE.

DEBEHELTERFENABRXEREL AL - SBROBE
YL

(7) Z DA
L LR
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VI. BHEBICEETHIRE

VI. EMEEICET HHE

1. EEFPHICEEH SLEMXILILEHE

LAT Y R AETSE

X TFoUWEREE, e e VHERBE, BAR LT a Yy and@By Tt

TxVTudr T VgL

EE : BEO D LAV OMREUINRF L, BOBFRIEZEZRT DL,

2. EIBHER

(1) YERERLL - 1E AR

JEBRIGHEIX, 7' Fva U A X VRS, BICEEHOL ALY T Fra ) URFERYT 2 AT M3 &
NLTWNDZ RO TWD, £, BEEOMBRERN ST F o) VilEgHT A AR ) U7 eF Lol

VEREYTHE AT M ALV REEND EEZ SN TV D,

AIFT 2 F VT in vitro lTBWTEZEERY T X2 A4 7 M3 LML IR L CTREHERZ7 L. BBV TiE
M1 FEFUIC L B 7 F v U el & M3 FEHTC X 2 I i i SR E R 2 o3, MEEAR 4y W VE A
2 ~BEBE O IAHEIHE R SRR < | BRRIZE T D AR OF B & ZEMEICHF S L TWD Z LR RSN

5 9)0

A5 TIFIVEK5H

M1 2R ERIAIC
— £W7EFINAYL
BB EES D

M35 B AR
— SUEBBTERERD
IPETl S

A5 TxFIIB5%

M1 BB IS
| B mBEk
PEOTEFIVaY
SRS

A B IR
DN

M3ZEFIEHIEA
(S &) BERE 78 5
IfEPHHIEh S
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VI. ENEECEHI HEE

(2) B3N &= E {1+ HHEBRAAE
DLRAY ETEFILD Y OZBEERY T4 TItT 2R (in vitro)
DLRAY vETEFILIY) OSREEIREDRE
TP XROELE Y b ORMHEMESIEAREZ O TREE MDD, OF M2) XOEE M3) ICB8F2 6200 AT
T= R ORI DFEEFUEH 2 Bt L5, OF M2) I ERE (M3) ROWEE ML) IZiWFEEHLE
MA%ua LTz (invitro), & b ERE M-2, M-4 LOM-9) (X, 2AB D UHETEF L) UZRKICHT S
HEHWERARE R -7 (in vitro),

M Z2FE (O FHEHBEE). 2ZEEK (BILEY MEHDE) RV
M3 Z2FK (BIEY MMEHEIR) CEITALRDY V7T =X FEDOERER

Kb (nmol/L)
A o - 2 RS EAE Y MEH L5 Ay MiHIE
(M1 =25 44) M2 273 1K) (M3 ZZ7¥14)
AMIFT=F 0.699 (0.497~0.903) | 4.47 (2.61~6.49) 0.536 (0.286~0.803)
WaEB R LTr Y 2.47 (1.60~3.45) 2.53 (0.313~5.92) 1.81 (0.815~2.87)
I T F = U 3.76  (2.41~5.10) 3.59 (1.28~6.36) 4.67 (3.06~6.38)
=R IS -1 131 1100 (815~1380) 329 (153~534) 246 (166~327)

(n=6) () : 95%{EHEIX ]

(RhBR 5 1]
M1 ZRE (7SR, 2 /K (BT MEHLE) KON /K (e MEHEE) 12
BIFBLILAIY T I=A N (FBE  McN-A-343, LB - [5G : 7EFLaVy) EORPEREZA I 7
TR OFEREY M2, M4, M-9) THH L= (n=6),

) ZREOMEERIT I K ERIAVSLNRD, ARBRIIZAENREZ SR BARER~OE S EE Kb
Bz W=,

Q@E FLRA Y URBKRICKT HEMEORE
SAREEERRICB N T, AR e AR Y UZRRY 7 X A 7 Hnl 225 Hob (S92 455UER 2 Bt L
TofER, A X4 7=F v roBifatt K fE) (X Hm3 (1.42 nmol/L), Hm5 (2.63 nmol/L), Hml (7.55 nmol/L).
Hm4 (8.86 nmol/L). Hm2 (22.6 nmol/L) DJEIZ/NE < . Hn2 ZAMICH A Hnd & O Hnl 2RISR 2 BUfndE
NEWZ EDREN Y (in vitro),

ErLRAY URBERY TR A TITHT 28N

KifE (nmol/L, F#JfE)
Hm1 Hm2 Hm3 Hm4 Hmb
7.55 22.6 1.42 8. 86 2.63

A IF T2

FHE (n=3)
(PR 77 15]

Moz B P ARAT Y ZAM (Hnl, Hn2, Hm3, Hm4, Hm5) #FEHLX+7- CHO-K1 Hifax H\WwCTYU K
(*H-N-Methylscopolamine) & OFEFUEMRAZMHI L7 (n=3),
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VI. ZEEEIB(CRH Y HIEH
RfEES Y FEBRO7EFILOY) Vi ICRIFTHE
AIF TR Ty MEHBERD M3 KON S/ EICHTL L 72T v 2 U o ERE R OB BRGRE ISk LT
RN EAEZ R L 'Y (4n vitro),

A2 T7xF P UDREHS Y MEROTFILa Y ViERICRITTEE

TR F v a Y ik i eI A

1Cs0fE (nmol/L) 1Csofi (nmol/L)
AIFT2F v 0. 747 0.147
[l Pl i =1 5 13.7 15.2
WAS RLT Y 24. 4 0.911
FX T F = R 76.5 1.55
WA N7 TV 849 142

[RBRT7 1% ]
7 v Mg Z =Y > (T F =) U RRERILEAD) AR T TEXRET 5 2 & T, Bt b0 7
BT ) il (n=4) KOWEDEIHETHE (n=b) £ 7 /L A/ER L, S HEANC X 2 MHI7ER £ TCs fE (50%
ML) ZHRIE L LTRE L7,

@LAAY 2B DZEIKI3 T 0% 15 H
AIET 2TV TBEEREICH L, A AD U VR BRERUAMTITER SN RN AR ST 2,

BFEZERE - FrRILICHT HIFHEER

BT oL i
T RLF U Bk >100
ATP Bz MEH U 7 AF % 2 (Kaw) >100
TV ZHEY T H AT 2K (Py) >100
XX UZFEY T2 AT 1 (NK) >100
T AL T T Y EPL Z AR (hEP1) >10, 000

(5B 1]
JEERERE I B G 22 BIRICHOWT, A IF 7 =TV OIERZBETT 5720 Ba0 NKi. Po SZHAE K O Ky
F o RN THA I X T = F o OFEEMER 1000 TRE L7, F7-. hEPl S RRICKT2H6e% 1~
10, 000nM THEET L7,
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VI. E3hEEE(CEH T 5HIER
2) BEBRIZxt9 B4EF (/n vivo)
D v FMEFMNBERIBICRIZTEE
A IFT 2 F L, EBREBERIGE ORIE IUFE) ZREERENICETSERZYD (T b)),

v MEBAIREBLURHE I 4E A

Al IDso fiE (mg/kg) (95%{EHE X [H)
AIFT=F v 0.17 (0.14~0. 21)
WAB LT 3.0 (1.7~4.7)
Tu Y UERE 15 (8.6~23)
XTI F = R 3.2 (0. 42~5.5)
(n=6)
[RBR A1)

WHETOHEZ v & (n=6) DEEPENICHEEL— 2 (0. 3nL O AKEZIEAN) LE LK 2 & T, HRERIEE
WiEE 7 2R L AREEEA O B ARG & 2 BB RIS DERONE O RIE (DGR /)) #PER 2. 1Dy (30%31
HIAE) ZHES L TRE LT,

@ANNTI—IEFES v NERBRSETIVIZE 1T ERB SR MEERO®ET
AIXT2F T E, AV AEBEKCH D BT — U LR LT R B o % F B R AFRIS s L,
Z O IDso fiEi1Z 0. 055mg/kg T 7= (T k),

ANNIA—LERT Y MERBRFAETIVICE T SERBEDNEL
(%)
140
B0 puna—nisss  THMELIEAERE (n=8) ! p<0.05. #k:p<0.01 [vs #5AIE paired-H&TE]
100 | T LIS ¥

Wl DN VEESEHIE T 5%

HE S\ H BN EFNTHHE—LUS Y

arda—Jb 0.05 0.1 0.2 (mgkg. i.g.)

(B T71%]
HETOHET v & (n=8) (&, —IDOEHEENRD O I NN a— VTR T 5 2 & THRRRKITTE (8
PRSI K DA BORD) ZF RS ETETVEERL, 4 IF 7 =F v OFREEIC X 281
W%, 1Ds (50%NHIAE) 2R & L TRET LTz,
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VI. EMFEE(ICEAI HIEE
3) BEREIR E
D7 v MEFRSBIZRIZFTHE
7 v MERWZRREHCB W T, EERBEBSGREMSEIER & v S o — VIR S WA ER & 04 I 47 =
T ORI (M5 1Ds0/ HEBIROREBEIGNE 1D20) 12 8.8 TH Y. T &Y UEEEICH A 10 iRk &
L AIET 2 F VBB ERIREZ R L2 9,

Z v MEBRIBEBEARHEHNG & R S I EI 23 9 S RIRME

FEERORELLHE | W I W 530 TDso/ EEBHRERELLE Ty
% %U D30 (mg/kg) 1Dso (mg/kg)

(n=6) (n=10) 2 I 6 i 10
L IFT 2T 0.17 1.5 | 8.8
7a v R 15 14 0.9
Fx T TF = MR
" 3.2 4.4 1.4
EaEEE N TFa Y 3.0 15 | 5.0

[FRBR T 1% ]
AERBENN AL, REENOKET v & (n=6) OBEMEAICHEEAALV— U LEZ T Z & CER- L, SFE3EHR
D H ARG K D EERBEDLGHE ORIE (D7) BIHIER 2 IDs0 12 & 0 §FAf L7z, W WAE, R T
DOHET v MIHEFIEF 2R OES L, Haoxa—u (0. Img/ke EVENEE) TIKC X 2 MRS WO I X
Y IDso TREAM L 72,

QFAKABEEICRIFTHE
Z v hDFY ZKKEE AW ERERAEEOFHMEICB N T, A 2 F4 727D Ml ZFEFESFERICLY
ZE R RE S S B ATREMRI AR WV S HER S v ),

5 SyNERUVEEURARISICH T 2R

200

FEIRERE (n=9)

150

w2 bA—JL
Qe (34712 1mglkg

=@ (347172 10mglkg
%I e 20R53RLKREKF 0.2mg/kg

100 -

[FRER 7 k]
LB ICRIETHEBIZOWTEMT 2720, 7 > b (0=9) %7 —/L (Ef&150cm, EX45cm) DA X —
FEBHE L, Ty bA—a (B 12em, K Flem) [CBEST D E TORM (B % 5 0R MHIE
L7, ZOEEZTA15~205 8 X122, #if7 AT 72, & BICRIT 22T 0ERZ 455 L. FE
HEAERASE TR Lz, AN B 1E B o AT455 AR A G LTz,

(3) fE AR IREFRE - Friuhsfa
LR L
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VI RMBEICEET SRR

VI. EMENREICEAT HIER

1. MAEEDHR

() AE LM M EE
HoUveEl e L

(2) BeRRRER CRER S Nf- MR E

DEERS (EYFEMREEEER)
TR AR EEZ R E LicA I X 72 F V80, Ing (FilifE: 74 VA3 —T 4 V788 ROA I X 7= F
0D #E 0. Img (ANERNAREESE) D7 v AF—_—KIZ X DKL 46 KROUKH Y (24 ) OZEfEREE[RIRE O 4%
HizBT 2 R%MERBRICBO T, ThZNAEWEMICR%ETH D Z L NHER SN Y,

i) K LIRSHER

(pg/mLJ}
T00
800 1 —0— QDEE
o0 | e T
M 400 +
I
300
i3 )
HE 200
1040
0 ’ " (hr)
2 4 6 B 10 12
LEi]
@ﬁ” Tmax Tmax>:< Cmax AUCU >12 AUCU »00 T1/2
(hr) (hr) (pg/mL) (pg-hr/mL) (pg-hr/mL) (hr)
0D %& 1.4%+0.7 1.3 [0.5-4.0] 4871137 1830492 1990 =564 3.09%0. 46
Wb 1.1£0.3 1.0 [0.5-2.0] 5521140 1810467 19404522 3.04%0. 41

FEME AR RS (n=24), 3% PORE [iR/ME— foORAE]
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VI RMBEICEET SRR

i) K YR5HER

) Tiax T ™ Chax AUCo- 12 AUCo oo T/
(hr) (hr) (pg/mL) (pg+hr/mL) (pg+hr/mL) (hr)
oD & 1.0%0.2 1.0 [0.5-1.5] 495499. 8 1810+449 1940+493 3.08=%0. 44
W bE 1.0%0.2 1.0 [0.5-1.5] 541+119 1860+ 381 20001422 3.15%0. 52

FEME AR RS (n=24), 3¢ RE DR/ M — ROE]

) REHRE

EFERANBESFICA IF 722 0.2mg ZB%BICIH2E5 B GHBIX1BIOR) RE#HS L, 4]
3% 5-1% & AR G H O Mg R EHBIXZIERE TH o7, £/2. EPEHEART A —Z I CHLEHFTRD 5N

P RERGIC L 2 ERIEERD LN Rh o720,

(pg/mL)
1,600

1,200

800

i Bipi=

400 [

RERSHOMTHPRE FRERB ROV 1 —Y 3R

)
© Q=

1

1 1

O =illfE

24

48

MERS %R

34

72 96

120 (hr)

FELIRERE (n=5)




VI RMBEICEET SRR

REHEZ & HMBHPRECAOENEE/ NS A -5

&5 El Tmax Cmax AUCO*&Z AUCOHOO Tl/Z
(hr) (pg/mL) (pg * hr/mL) (pg * hr/mL) (hr)

1HH 1.0 [1.0-2.0] 1240+250 5580550 5970690 2.8%+0.2

5 HH 2.0" [2.0-3.0] 1240+220 56301660 6040770 2.7+0.2

P AR R ZE (0=5) \Toax DA PRAE [/ IME—FKAE], *:p<0.05 [vs 1 HH t#iE]

) AFNORER AR, EF, RACIEA IFT72F2 0 LT1EO Ing 2 1 H 2[H, A% ENY A%
WCRAKET S, IRARTSRERITE. A3FT7x2F 2 L T1HEO0.2mg, 1 H 0.4mg £ THEETEX 5, |

ThH o,

(3)
gk L

4 BSE - HREOEE

NBEOEE
TEHER N BPE 12 A 2 F 7 =F 30 0. Img & 28GR B AR O 385 U 7=, il 8 P R 133 544 1.5 R Ofx
EIZEE L, T OMREIL 4T1pg/ml T, HRFRNIL 2. 9 I CTH o 7=,
Fio, BEICHERROBRE U2REE, SRR G% L3R CREIZE L, £ OREIL 611pg/mL T, {HK
AL 2. 9 BERI TH D . ZEREIER AT U G 13 1 3 fF, AUC-121E 1. 25 TH 72 9,

BEOROKRSROBEOERICKDMBERRE LIKEEHBNU
(pg/mL) EMIENRE) S A -5
700

=Cmm PRERFRS (n=12)
mOm TS5 (n=12)

600 [~

0 4 8 12 16 20 24 (hr)
R & FIEHIZ R E
e 52 Thoax Crax AUCo- 12 AUCo- oo Tise
(hr) (pg/mL) (pg * hr/mL) (pg * hr/mL) (hr)
ZE g IRF 1.5 [1.0-2.0] 4712107 2230540 2400610 2.910.2
B % 1.3 [1.0-3.0] 6111113 2690470 2910530 2.9%0.2

TIE AR (0=12) | Toae DA RAE [/ M — K]
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VI RMBEICEET SRR

) HEREDEE
OHFRBICKECaAFLUDMPEE~DEE
TR A B 12 Bl e LT, A XX 7x2F 20 0. Imgx 1 H2MEEDIART Y (ARHE 0. 25mg, HEFF
JAE 0.125mg) 1 H 1[\% 8 HMPFAK G Lz L . a3 s BB G0 Mg R 3EmEiEE Iz DWW THET L
776
TORER, AIF T2 F VAR O ERRICEEE RIES RN EBEZ LN Y,

A2 TF O UHARDO IR UDEYHEB/INT A —4

% ﬁl] Tmax Cmax AUCOﬁM Tl/Z

(hr) (ng/mL) (ng * hr/mL) (hr)
= % 1.0 [0.50-1.5] 0.971=%0. 232 7.98%1.16 15£3
AIF T2 F TR 1.0 [0.50-2.0] 0.850£0. 196 7.91£0.90 14+3

VI AR (0=12) ( Toa DB RAR [/ ME — KA

@4 rZa3FV—ILLEDBHRIZKIARFIDOMFRE~DEZE
R A B 10 Bl LTA I 47 =F 0. Img Z2Z8f@RFCHBER O EG Lz, 6 BREIORIER, 4 F T =
F>—/L200mg & 1 H 1 [B] 7 HSAREZICRAOKLEG L, 8 HHOHZEKKICA N T 2) > —/1 200mg &M
BE L, 1 MBI I A 7230 00ng ZROFE Lz, £0#%, 9 AHICA FT2F Y —/b 200mg % i
BREZICROLE L,
TORF, A IFX T 2T UHEMB SRR A T 2 Y A PFRRROA 2 X T =) iR R R
D Cpax ¥ AUCe0 1ZTNENH 1. 3AE R OHY 1. 8 fEIC EH- L7217,
(V. 7. @ OFREE L ZDEB ] OEER)

(pg/mL) ARSOFV-IVHARSROAS5 71V MERFPRE LIFREHR

700
— (IS TTFUEH
. 600 mOmn (3IXT71F N F -V
% 500
7
b1 i
7 400
o
s
jﬁ 300
%"
fﬂ 200
=
E
b (n=10)
0 1 1 ——) |
16 20 24(hr)
B &
A FSaAFV—ILEREBEDA I A TS UmMERRTILAEEKR
TITI’:]X CI"BX AUC —> 00 T P
® Al ‘ v
(hr) (pg/mL) (pg * hr/mL) (hr)
AIRT=2F v 1.3 [1.0-2.0] 4444117 1860540 2.6£0.6
AIXT=2F o+ Tary—)b 1.5 [1.0-3.0] 579+105 3260700 4.1%0.8

PIEEARER S (0=10) oo DA RAE Ui/ IME — Fe K]
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VI RMBEICEET SRR

2. EMEER/NSA—F

(1) FERT 753K
J A N—= R A MENTEIZ K YN T A —F 2RO,

(2) IRPLEE E#
MER R L

Q) HEXEETEH
REERABME 12 fllcA I X T7=F vy 0.lng Z2RBBICHEBEOR LG LI-HEOWHKEEEH (Kel) 1%
0.240hr ' Tho7= ¥,

D)7V R
TERERRANBME 12 BlicA R F 7 2F 22 0.1mg ZRBBICHEROKRE LZHE0oRO 27 V7 Z 2 (CL/F) 1%
35.5L/hr Toh-7- 19,

(5) B A

fERERR A B 12 B2 A S X7 = F 22 0. Ing ZRBICHEIR OBE LI2BAOSARE (V/F)I1Z 147, Th -7 19,
(6) Z Dt

AR L

3. BEAGRExL—> 3 V) @

(1) & A%

] P A5 T AH - 30 4 5580 K ONE P25 TIAH 38 B A B 55 BR 0 S B MR (20~85 7%) 852 4] (MR35 oD AT HeAE
FEERE 101 B, BREEOBKRERERE 116 fl, PHEOBHEMERE U fl2E5T) &, /EEKA (20~75
%) 90 flDF: 3, 168 WS oD A P i 2 AT x5 & LT, REERIERMEIEE (PPK) fBHT 21T - 7=, NOMEM*IZ X 5
PPK FENTIZIZ, WIND T 7 Z A 232D 1 IRBINEZED 2-a 73— R XA METVERWV, (KE, Flv, M2,
BIERE, WS, FFREREEAZ (AST (GOT), ALT (GPT), vy -GTP, 7B UKRRAT 7% —E€ (Al-P), FLEEMI/KERE
R, MEUALEY), BHEERE (W2 L7 5=, HRFER), MHPTALTIVEEAIFT=2FT D
a2z U772 A (CL/F) & OBRETHE L ',

*NONMEM (Nonlinear Mixed Effect Model) XAV 7 4 )V=7 RFEH 7T 2 A adthe NONMEM Project23Bi%E L7z
f#dT Y 7 hTh D,

D IRS A= EFHER

RHER <5 A — 5 L AR B
g7 V77 A (L/hr) 23.1 (21.2~25.0) 32. 4%
Fay— h Ay FOSTER (L) 109 (102~116) 23.3%
ayN—= A NEHOZ YT Z A (L/hr) 3.50 (2.95~4.05) —
Ki 28— h AV hOSTERE (L) 44.3 (33.8~54.8) -
W B E# (1/hr) 3.07 (2.55~3.59) 136. 7%
WL o> Z 7% A 2 (hr) 0.436 (0.422~0. 450) -
{8 AR PN 25 E) 37.3% —

FIEBRAFN ORI 7 VT T ACL/DICBRETREIUTOL S Thote,
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VI RMBEICEET SRR

Omgr D&

JNES ARV U7z, TS @R DR E (21T 2l 95%R (77 5%) & 5%R (37 7%) @ CL/F &b+ 2 &

95% 1T 331F B CL/FIZ 5% S D FN L0 14%EEZ T L, MEOEEII/ NS Doz,

QffthrElEE DZE

Al-P @ EFIZHEVE T U7z, IBIEEIEE BT OFZEHER) 72 AL-P fE (2201U/L) & 95%s (3551U/L) @ CL/F %
i d 5 &L 95%EUCBIT D CL/F ISEEMOZN I Y A%KEE R L, A I 7 o 2 I RETERL oK
FITH DD, FHEREREIC LY CL/F METF L7ey, BEOFHEREEOFRMANTIL, AL-P O ERRA
X 7x2FDCL/FICERD

QFNMDALENZE

PERI, BOBEEE, BRERE, B SRR A DR, RE, AST (GOT). ALT (GPT), #aE U v y-GTP, FLEE
KFRESR, 7AT7 I, 7 V7 F=2, MHPRBERIL, A IF T 2TV OFRYBIHE T A —HIT

BRI B JES ol

DLk, PPKAAT L O AFIORE D 7 U7 Z > X (CL/F) 1&, Flin, TTFHERE/ T A —HZ X BRI 5 2 LB 0h
ST, WEFRDS 200N TH Y . T bOIRLRD
725, [E NS AR R 9 5 573 B 2 &5 e BRAR AR D 0. 2mg/ H B O 0. dmg/ H B GBI T L i BEBL TR

E/ {EI‘S
A

TN EroTe,

HRE RO EEOFEE B TOEMBRII R -7,

(TvVI. 6.

4. IR

DNRAATRASEY T4 BAEAT—%)
SEEERRCA B VE 14 B,

(2) EHERERR LA O TV 6.

T HAF—NR—IEZED A IF T =T 0. Ing ZZEMERHCHERBHR OG5 K

=/
P

(3) ITFERERE 8 E ) DIH

W

haneBz b,

0. 028mg @ 15 4y MIEARN R G L7, #odBnA A7 A4 Z U7 4 (B.A) 1E57.8%TH o721,

HEZORSRUHRNESHOMBHRRELADEYEE/ NS A —42

&’q_“jfif (&55) Tmax CmaX AUCOﬂOO T]/2 B. A.
- (hr) (pg/nL) (pg * hr/nL) (hr) (%)
oS (0. 1mg) 1.0 416+103 2060+570 3.0%0.3 57.8%+6.3
RN S (0. 028mg) 0.25 476169 993200 3.2%+0. 4 —
SEEE SRR ZE (n=14) Ty DO A H1JAE
2) RURERBL, IRIRE (BHAEAT—42)
ShE AR AN BE6EIC, [MClA S &7 = F 3 0. 26mg A ZEME I I B O 5 L= e, 38 o R bR 138k

S, AFNTMAE D SIZIF100%0I S D & &2 b2,

(%]

B, + 5. . BBEREELET v FOSELEL—TPIC[MC]A 2 X7 =520, bmg/kg & BRI 5-
L., #5205 % £ COWIEEZRE LTz, BB 2WIRITS. 8k b7 <, + 5. 2. BGICRIT 5
WU K 1X79. 2~95. 5% & BAF T, A I X7 = F 2 OWIERALIZ/MEEIR TH D . BT EIN D Z &R

B 5Hn L g oz,

K IR L — T PN LT RE B 2 e - 2 BRIR 101 — TP IRAF LT I RE B oD bR

GRIFERY) &R, Tz 100%0HZE LW TEH L,
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VI RMBEICEET SRR

3) IARTEIR
b NCORREER R L
(%]
v b
BB =2 —LEFALEEETOT v MIMC]A I ¥ 7 x> 0.5mg/kg ZHEIRNKEL L, fFoh
7R ZRIDZ v o+ ZHRBICEE L, Bt REOFEH SO REDOYRt 2 Mt L7, #5 48 Witk E
TIZ MY, REOEPIZENENHEERED 30.0, 11. 1 L 62. 43 PRt S = 2 Lok v, IHyHEEt & -
TEHHRED 41 193 LB O HRIN S, AFIOIGIFEER 3R Sh iz 2,

HOREFEEN S DRI (A 247252 0D (OFENARIES) OREERRRINGKER)
REERRR A PE 8 Bl A I &7 = F 22 0D $E 0. Img AW FEFIC BN THES Y, | aEE S E%. Nk
PR 2 R & SR mli L, D EREIEE DS & O BRI & Rt L7z,
HRENEISGR R DA I 47 =) R AR IE LB U7 R E O 0D b DB ERIE 102. 05, 5% (95%(54E
X[ 97.5~106.5%) Tdh o7z, — )5, MIFFA I X7 =F 2 REMAKRD AUC- 12 DFHIEIL 26. 837, 5pg-hr/mL
(E IR ZMERBR T 0. Img R RS L7 AUCe-12 & HEER LT 2%LL F) Tholz, TNHORERERNDL, K
AR D ORI S OWRIUTENTH D . BET SN2 OB LB HE S g R SR a8 e 5 2 20
FRETHD LR Sz Y,
(VI 1. (4) 1) BFEORE OHESHR)

) AFNOREROCHAEIZ, B, RACIIAIFT7=2F2 0 LT1EO Ing & 1 A 2E, #l8%ENY A%
WCRAKET S, RS REEIE. A3F 72520 L T1HEO0.2mg, 1 H 0.4mg £ THEETEX 5, |
Th D,

5. 9%

(1) otk — i B P& 1%
b FTORYEERR L
(%]
(MClA R F T =F 2 0.5mg/kg A T CHET v MCHBERE DS L, #5452, 24 Rei#12 M o & Ok
SN BRI R 2 5 & . 5 2 IR O MLk PN HR BRI B 1 S TP R RE IR oD 0. 11 {5, 25 24
I 2 L I B BRI S L 72 2

(2) % -RRAEEA P B @
b R TOBRYEE e L
(%]
[(MClA I ¥ 7 =2F T 0.5mg/kg ZMER T CHAR I8 HAD T » MIHEROKLE L, 5 1, 24 KT 48 K¢
BICHRENBEZHET 5 & &5 1 K% ORHMA Tl OB B O RE 2B BTz, Mk, YR,
FENTRHEMAE P SRR D 1.3~2.3 %, ERUICRHARMEE PR & [FRLE O ST E 1RO b i,
FEAHRAR O HE AT REIR B IR RFAOICAR T L, 5 48 WA TIIiR & 1| R D HURBRIREE D 5%LL T & 2 W ik
HIRR R CH o7, 85 1R OIRIE 1 ICH 7= 0 OIS EENAIRITHERED 0. 03% T, &5 24 J TN 48 HEH]
T 0. 01%ARM T o 7o, LAEHRLHNIIR T ORRRAN R SRR L 138 U, Ia VRO iR BRIR X, R4 M.
PERIEEE L EREE LA FORE 2R L, WK HECO THRIERPNICET T 2D bheno 7= 2,
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VI RMBEICEET SRR

Q) EA~DFITH

b NCORREER R L

(%]
10 BB ORILT T v MClA 2 47 =)0 0. bmg/kg ZFEH & T CHEIR O#5-425 & | it idd
HEPLE |38 S 1 R IR P TS Aok L= 8 TRk L. 48 BER I3 I_IE D 2. UK F L7z, F7-. MiE
HSSTRBIR L (X 5 0.5 IR ISR @IRIE A4 R Lo %Wl L, 48 REIZICITRERED 1L 9%IIK T Lz, %
HHSTREIR L 1T 5 2 W% 5 24 WERHE £ TR R REIRIE D 1. 88~3. 37T fE THERE L. Coax KTV AUC,
DI/ MEERITE N E 1. 26 BTN 2. 03 Tho 72 2,
( Ivi. 6. (6)#Fowm) OHEZHM)

REP Sy FEEROKRSFHOMBER VT HOEYBE/ S A —4

Tmax Cmax AUCOﬂOo T1/2
(hr) (ng eq. /mL) (ng eq. * hr/mL) (hr)
i3 0.5+0.0 56+ 19 351+60 13+3
A 1.0%+0.0 71%28 70589 9.8+1.3
Hit /s — 1.26740. 09 2.03240. 28 —
EIE R R 22 (n=4)
(4) BB~ OBITHE
M EE R L
(B) Z DD~ DT
B hTORMNERLR L
[&3E]
)R NRE

KEZ » MZ[MCIA I # 7 =F 0. 5mg/kg AR FCHERR NG L, #45 2, 24 K O° 168 REHE#Z IR
PN BT 2 I E % & | A EFRR IS 3\ CHOH BB B 13 e b5 2 W8 LI 2 s L 72, JFPAG, P AL,
HERE D HCH BRI B 13 < . MAEPAUTREIEEED 52, 8.3 RN 4.5 {5 Th ot —FH. M. ME, &, REkKk
O FHEA TR FRED 0. 11~0.26 (5 Th o7z, &5 168 Kef#ZIcix, T, M. K&, BB RE
BRBD NN, TRTNOMBRICB T D RmRED 1.2~2T%ThH 72 2,

Z v FEEROKRS RO EBRNKETEE

@ @ G S & (ng eq. /g X mL) @ @ FHENE & (ng eq. /g Xid mL)
2 WEfEIfE | 24 WRfH% | 168 HEfE % 2 WEIfE | 24 Wef#% | 168 K%
k73 29. 10 3.32 0. 00 NG+ NEY 13131. 84 112.87 1.15
i3 34.31 3.81 0. 00 K+ NEW 1293. 07 487. 56 2.49
Jibd 3.65 0. 00 0. 00 B 8. 48 1.11 0. 00
Jifa i 15. 77 1.04 0. 00 AR ER 6. 81 1.50 0. 00
Lol 20. 84 1.91 0.58 =B — iR 28. 89 4.12 0. 49
fii 36. 03 13.75 6. 89 RN 7.14 0. 00 0. 00
JiF ik 1674. 23 108. 44 20. 05 SH T M 28. 98 1.70 0. 64
el 53.47 2. 44 0. 49 R 25.34 0. 00 0. 00
Tk 21. 40 3.95 2.16 H R 19. 79 3.69 1.19
B Nk 270. 68 17.37 5.23 IR L] 18.10 1.34 0. 00
i B 7.54 1.46 0. 52 RN 27.08 3.97 0.83
FHE LK 16. 62 2. 67 0.81 [E 21.05 12.65 5.78
P 19. 31 3.01 0. 74 BB 34. 54 0. 00 0. 00
7 Al 14. 20 1.16 0. 08 i it 141. 24 21.65 0.91
=0} 11.26 0.97 0. 08 8 e fEN 14.78 2. 66 0.37
4 20. 82 6.24 2.74 EIDA 31.03 3.50 0. 00
B+ AW 4249. 40 238. 78 1.11

(n=3)
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VI RMBEICEET SRR

2) EERE AR~ DB 4T
AIFT7xF T 0.5ng/kg MR T CTT v MIHERR O L U2k, BEHGEARPRE L 1 RER%IC RO
(10.9ng/g) Z7~ L. 1.8 FREEI ORI CliE iR E L 0 BRERICHER Lz, BEBEICIRIT D Cuax KON AUC) oo
i, FNENIMIEF O 10. 7 25, 4 fEmVMEEZ R Lz, D ORERICE Y ARAIDERIERE T H 5 B
I PR LD b EIREIC, O L T S Z LR S e P,

SyNBRHEERUMERRERR CRELF)

(ng/mL or ng/g)
100

m=COmm ()% (ng/mL)
mmOmm 2R (ng/g)

e B IR
T T

—)
0.1
0.01 1 1 | 1
0 2 4 6 8 (hr)
B FIYEHEERE (n=5)
v FERROKRSEOME R VERERICS T2 EMERE/ S A —4
T Cuox AUCoe0 T
(}:m) (M : ng/mL (M : ng * hr/mL (hl/Z)
T » r
Bt : ng/g) Bt : ng - hr/g)
iR 0.17 1.02 1.18 0. 86
[ ot 1.0 10.9 30.0 1.8
JBEIE, IE — 10.7 25.4 -
(n=b)
(6) MIBELFHFEEE

b MR A W in vitro IZBT HARKIOMBEE AFEAFE (RIMNERIE) 1%, 0. 25mg RKAEH G- REOD E Ok
FED Cooe ICITWRE T 5 Ing/mL Tl 88. 8%, 10ng/mL TiE87. 1% TH VY \ EFEAE AT FE T /L7 2 > (HSA)
EQa FEEHEEA CTH T,

Flo, MCIAIF T2 F VB BMLIZT v b, A4 XKROE MLRO MR BURREIL, AREEE CIRIZE 2 E
IWENBZ ENnD, BAEORKARRITATHNES & X nz 2,
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VI RMBEICEET SRR

6. R

(1) REBERL R U R B
S E NERERE A B 6 BIC[MC] A 24 7 =)0 0.25mg & Z2fEREC EERIRE MBS L2, M A
AFIA LS —IVENBIL ST M2, £72M-2 DAF LA I E Y — )VENBRERE 32T 72 M4 J OSRZELIA
DN-ZNVIa BREKRTHH N9 Thote, o, RPOFEFHWILM-2, M-9, M-11A X O M-11B, #HoD
FERBITN-2, M-10, M-11A FORM-11B THh - 7= 29,
(v 7. MAAEAEM] OHEZR)
A X T = OMRFHIRE S B TIThiL, ko X 9 2R3, BRI H#EE S,

*

H HsC HsC 0
Oowed, [O =] O "
0
N N\) > N/
NH: O NHz NHz
& &% (O
M-2 187> M-1

O L [O
0
Nng:
NH. 0
(3 (9

- (34T 1FI-5A34J 0
(FRfEA)

! ! !
Q% Q5 Q-
, O

M-5 M-3 M-10

HsC
\]:N
e
0

NH:

M-11 (AXIZB)
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VI RMBEICEET SRR

QKRB E5THBEHE(CYPH) DL FiE, F5E
AIFT7 2 OB -2 XOM-4 ~OfGH) (X CYP 4 FFED 5 HEE LT CYP3AL 23, A (M-
9 ~ORF) TIZZ N v EREBEESR (UGT) 5 FHED 5 5 UGTIAA BG4 5 2 & MiEE STz 2,
(V. 7. MAEMER) OESR)
(%]
SRR R R %9 D AE A
AIFT =2 F U BT D TAEW M2, M4 K OM-9 (X, B CYP 4> T-#% (CYP1A2, CYP2C9, CYP2C19, CYP2D6,
CYP2E1 J2 N CYP3A4) DOWTHUTK LTH, FEMEANRD SN ARETARARICRIT A b RE X
D 10,000 f5LL B <, ARAIDOFAKOMRBNEL 5.2 2WREMHITRVW 0 LB 2 b 2,

Q) VEEBHEDERERVZDE|S
SE MR A BYE 14 FliZA S X7 =) 0. Img & ZEfFRFICHERE O 5 L 72 FRFOMER I NA 4T A F &
U T 41&57.8%Tdh . AFNIE ALK 40% 03 FHE CHIE@EE I RE2Z T 5 &2 b Y,

G RBYOFHEOEERVERL., HFELE
b NMCBIT A EEMERRHEHY TH S M2, M4 ZOM-9 OFi =2 Y AERICOWT, w6 . e LT
v MOFE, HEAE Y MEGEZ O TRE L72RESR, M2, M4 R ONM-9 1213 = U AERIERD b ho 7z

10)
o

7. B

1) Bt BR AL B UME R
PR R OV

) Bt E (HEAT—42)
S EABEFERE A BE 6 2, [MClA &7 =F 32 0. 25mg & ZEfEHIC AR O G L 7=, G580 95% 03 % 5
% 192 B CIZIR L OB e S u7z (R 65. 6%, 3£ 29. 4%) , RELIRO R P PRI 10%Km TH V|
R A~ORBAROPEMITZRD S o 72 20,

g [CIASHTIHY Y SERORS % ORRUBRDOREEE R

100 e - —
O
m=Omm [R
80 = 3
=Cmm 55
g L 7% O
60
m
o
-
# 40
=
20
0 1 1 1
144 168 192 (hr)
B fAl FIMEHRERE (n=6)

) AFIOREROHEZ. EE, RAKIFEAIF 72720 LTLEO Ing 2 1 H 20, §i&8% KLY &%
WCRARET S, IRARTSRERIE. A3FT7xF 2 L T1HE0.2mg, 1 H 0.4mg £ THEETEX 5, |
Th b,
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VI RMBEICEET SRR

8. FZURKR—E2—IZEHT H1EHR
HOMERI L

9. BNFICLDBREE
gk L

10. RENDERZEZARIHEE

SlE
72 IE IR 6 B O 65 LA Lomiling 9 BlicA S X7 =) 0. Img % ZEfERFICHEAIRR O &5 L 7=,
B TIE Cox DNIEEER BYEICHART L2 /5@ o 7208, AUCe ol TIFIEFRETH - 72,
( TVIl. 6. (8) @) OHESHR)

O=EE
65~75 FDIEEEEE 9 B (BrE6 i, L3 fl) oA I 47 =)0 0. Img & ZEERHCHER D5 LT-
B, ARSI 5% 1L O B CReECZE L, Z DT 445pg/ml. C, YHIAERHNL 3. 1 Bl CTH 7= 2,

Tmax Cmax AUCO‘)OO T1/2
(hr) (pg/mL) (pg * hr/mL) (hr)
R 1.0 [1.0-2.0] 445+136 2140+480 3.1%0.4

VIE AR (0=9) Toax DA RAE [/ ME — K AE]

QFEEE
FEEmmERERA BN 6 BlicA 2 H 7 =)0 0. Ing ZZ2ERHCHE R OEBS U-R, g E T & 5%
1.5 HECHREICEL., Z DR T 382pg/ml T, MBI 2.6 FFfCTH - 72 9,

Tmax Cmax AUCO >00 T1/2
(hr) (pg/mL) (pg * hr/mL) (hr)
JEE s 1.5[1.0-2.0] 382106 2010%1050 2.6+0.7

TEEIE SRS (056) |, Toax DA HYAE [/ ME — Fe KAE]
) AFNOREROCHAEIL, R, RAZIEZAIFT72F> 02 LT 1LEO0. Img %2 1 H 2 B, BIA%KRS

BRICEARET D, DR AR+SRBEIE. AIF7x2F2 e LT 1E0.2mg, 1 A 0.4ng ¥ THET
X5, I THD,

1. Z0ih

M L
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VI ££4 (ERALDITESF)ICEYTHIER

VI. ZeMH(ERALEDIESE)ICEET SIER

B2 (ROEFIZIFZHRELAENWI E)
1 JREAZH T 5 EH
[Pi=a U AERNC X 0 BRI O PEIHE 23 B0 S, ERBNET 220 nH 5, ] [11. 1.2 B[]

NS

AFNERMUPT= Y LHILBEOEFEEHEE L THRE L,

REAZE T2 BEIXERRBEOM RO LR Lizicd, b OBE I 2 LZaMITMT L TR0,

AR OEFRAER GRFRRE, L - AEBMAZRRE) 128\, BIEMA & LTRE 1 18 (0. 1% . HERAEE 16 14
(1.0%), 7R (%) 8F (0.5%) . Z&bRE AN 194 (1.2%) 2BWHEIN TS

(TVIl. 8. (2)ZDOFEIWER) OHEEM)

IRIAZFT 2 BETIX, AROF =Y AR L0 BEDCEES RS OIGESImE S, RSB 58
ENRHDHOTEE LN &,

(TVIl. 8. (1) ERAEIER L IHIRER) OHEER)

2. EEHNREZTDIER
2.
2.

2.2 WM, +ZFBUIBE DS HZE L TO D BE R OREMEA LY 2065 5 EE
(L= U AR &0 BGOSR OB & OEEh 2380 S v, IERBSEM LT 22 dH 5, | [11.1.4%
]

N

AFlERCHa Y VAMBEOERSFELE L TRE L,

HAPT, - TH4RIE XTI A EZE L T A BB RRBR OB G Lo, 2 b OBRFITHT LM
VEHESE L TR,

AANDOBERRBIC W T, BIFEAT & UCTERE 167 4 (9.8%) . JEFBIZAR 10 4 (0.6%) EF e SN TWD

(Tvir. 8. (2)ZDfthoRIER] DHEZBH)

HARS, + 38 U E A PHZE L TV 2 FBECRREIE A L 2D & 5 BE TIX, AAlofi= Y AAERICE Y 5%
DIV A5 O UG B ONEB 23 S A, ERPE(LT 2 BTN H LD TELE LN &,

(Tvir. 8. (1) \ERZREIEA & WIHER) OEHSM)

2.3 WL ED - BIERMET LTV D EE
(B2 U AR X 0 B OB O lHE &K OSEBI S IH S, ERAELT 28T BH 5, ]
[ ]
AFILEUH =Y CHLEOEEFEE LTHRE L,
HALEES) « BIENMET LTV D BFILERRBROMEN G LicTod, 260 BEIIHT 5L
LTV,
KA ORI T, BIER & UCTERE 167 4 (9.8%) . IEFBIEAN 10 4 (0.6%) F3 e SN TWD
(I 8. () Z=DfoEIER | DIESR)
LS E R - IRV T LTV B B TR AFIOF = U AR X 0 B RGO 85 O UUE & OSEB) 23 B0 £,
TR T 2BENLHLDOTRE LW &,
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VI ££4 (ERALDITESF)ICEYTHIER

3.

2.4 PAEERB ARk O B
Fi=m U ARV IERS B L ERPEE T 2820055, 1 [11.1.1 BH]

[z ]

AFEFRCHaV oAFBEOEEFEFEE LTHE LT,

BENEO BEIXERBBROMNI RN SR LTz, 2 b OEBFICHT 2 RZEMIIMNL L T,
AFNOAREED R R C, BIMEA & L CEE RGN (PAZEMARNRE) 25 114 (0.06%) #HE5In
T3,

(TVIl. 8. (2)ZDOREIWER) OEESM)

PAZEREARENIEO BE CTIlX, AAloHi= U AERICE VIRENS EF L, ERBELTIB8ENRHHLOTHERE L
RN b

(Tvir. 8. (1) ERZREIEM & WIHIER) OEZH)

2.5 T 09 O B
[hi= U AR LY ERDELT 2 BZNA D 5., ]
[t
A LR CH = ) S ABEBOEE I LTRE L,
B IR 0D BB L EE IR SR O RS BIRAL L7272, T B OBFT X 2 RAMEITHE L TR,
IR SE D BE T, AFIOF = Y BRI X 0 RS 3 BZ NN DO THRE LAV &,

2.6 EERLREOES
URAMEGHESF O LB B H DS S TR Y JERPELT 28205, 1 [11.1.6 2]

(AR ]
AHIEFCHLa ) SAPEBOEEFHE UTHRE LT
AHNOERRBRIC BV CEE R EBOBEIIHIKRROMG N ORI Licizd, T b 0BEICHT 224
TEHESL L TRy,
AR ORI BT, BER L L TLIRICET 2 B AR L OVLER O BEFT I, Mg 2 44 (0.1%) (1 fF
(FEES]  POLEDEEY) L B 8 1 (0. 5%) . AHENR 1 £ (0. 1%)  JRPEARFENR 1 £F (0. 1%) . JRPESEAR 174 (0. 1%)
DEEMEHISMHE 6 1 (0.4%) . LEEMEHISMNAE 14 (0.1%) . 27 a7 14 (0.1%) . DFEME 14 (0. 1%).
MEL AR 14 (0. 1%) AHE SN TWD,

(. 8. (2) Z OOEIER | DEHZIR)
HERDEBOBE T, AFOFT=Y AL VIERPET 2B8ZM0H LD TRE LRV &,

(v, 8. (D) ERZREIER & MIEHER] OISR

[ 2.7 AFOREAS 5t LIBRUE OBAEED b 5 B F |
A

— ARSI L TR L,

AFND A5 L CHBUE DBEEIED b 2 B3 \CAK & B G L6, BEUE 28 - 3 warnsd 20T, #
HBLARNWZ &,

EERITHRICEET 5 EE L TDEA
(V. 2. BRI BT B R 2 BRI 2L,

RZERUVAEICEHEYT 2T L ZDEH
V. 4 AERORICEET 58 25T 5L,
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5. EELREAMNITELZDER

8. BEEQERMIE

8.1 RFMEIREE R, M. ROBFIESE), vF W, RENSH LD ERHDEDOT, AHIBE T DR
BICIE, HEVEOEIRE, fERE MO B OBEICERESE 5 2 &,

(i)

AFIERI L= ) AEOEFEFEE UTRIE LT,

AN OBIRRBRIC BT, @IEMA & UCER 1848 (1.1%) . FH 20 4 (1.2%), IROEFEL 9 M (0.6%) . DEWV
1 €0.7%) . AR (IRK) 18 #F (1.1%) 23 STV D DT, KFIRGH O BF TR E F 5 i Eic
FHEFISERNEOIEET D &,

(TVI. 8. (2) Z DfDEIER) DHER)

‘&2$ﬂ&5ﬂi@%%ﬁ%@%ﬁ&%%éﬂm\@%k&@ﬁf\ﬁ@tﬁﬁ%%ﬁfé:&o

(it ]

AFNLEZ LD BRDFED SR NGRITIE, AR OTREGHRTIRWAREELZEZL LN DT, BEISLT
HMEOBRE LT, BREAEMNET, BORRREEET D L.

6. REDEREHILEEICHIT IR

(1) &6HE - MERFEOHLEE
I HBENERZETHIEEICHTIER
9.1 &6HE - MERZOHLEE
9.1.1 AIZRIBREFDO THREFEKELH T HEE
AFIPGHNCIRIR BEREZ FEM L, LIS U T, EMeREL T 5 2 &, BERIEREOHIMIER
L., +oRBBlgEsiTH> 2 L, [11. 1.2 M)
[z ]
AR ER UL ) CHFLEOEEEEE L TRE L,
RS ARAE RAE S O NERIRISPASEIR B2 AT 5 BF Tk, AR OHi= ) AERIC X 0 BENCEER BER) OUUHE
Al S, R, PERRESSEOPEHEEND SN0, BUL T3 REMERDH D, 0k ) RBEICAR &
3 5BRIZE, BERNICERREZRE L, FRIRB 70Dy CUTERIR EE L 22 D WERIRED) ZHERT D 2 &
BIRENZ | YEREEED b 255 I ITARFFE G OFRICONTHEETH 2 &, LEIG U THMNZRRED
BETHZ L,
WIZ, ARAMRGH% BB ENEML T RWEE L, +OICREE BT 2 L,
72¥. AANOREARRBRICINT, BHWEM & UTRE 1 (0. 1%) . PEREEE 16 £ (1. 0%) . 755K (&%) 8 £ (0.5%) .
FERE (B) 194F (1.2%) AHMEIhTW5D,
(Tvir. 8. () \ERZREIEA & WIHIER) L TV 8. (2) ZDMORIEM] OHEHBR)

<BE>
TEBIRILEAZE, PERMINMEREE OB R ITHMARENLIE TH D2, BEENH HREOFREIC R D 2 L AR
BREICE BN TV D, BREICELCX, LR ET Y AE2HTDEH y b AT RA 2 MIFLE LRV,
50mL LA E& b o CTHBOERED Y LHWT5Z L b DO RELFFHI L XT3,
FRIREIEE « RNG AR & I W 1k

9.1.2 BIRR#DH 5 EH
ia U ARMICE Y ERBEE T 2B H D, [11.1.2 ZH]

[ ]
AENERUH2 Y SAGBEOFTEEFHE L TRE LT,

AFIOEERRBRICB T, BIEA & UCRM 1 (0.1%) . BERIFEE 16 4 (1.0%) . 7&IR (&%) 8 (0.5%) . &R
B ) 197 (1.2%) 2GS TVWD,

(T, 8. () Z=DfoEIER I DIESR)

PERREED & 2 B TIE, ARAIOHI= Y AR L0 BB GER ) OIUGESIH S, FERAE T 25
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ZTNRHDOTEERICERGTDH L,
¥, REAZAHETHBEENIAF ORI TH S,
(Tvim. 8. (1) ERZFIVEM & FIHIER ] OESM)

9.1.3 FEROHHEH

i) AERICE D FERPELT2BELLH D,
NS
AFEFRCHaV oAFBEOEEFEFEE LTHE LT,
AR ORI T, BWER & L COLIRICET 2 B RAER L OVLER O R FT R, BdE 2 4 0.1%) (56
LRI EEE] - POEDR) . ThE 8 (0.5%) . AEEAR L (0. 1%) . TAPEAEENR 14 (0. 1%) . JRMESNR 1 1
(0.1%) . LEMEHISMIGH 6 18 (0.4%) . =SNG 144 (0.1%), 27 2y 27 14 (0.1%) ., LFME) 1 {4
0. 1%) . BEAPRER 1 (0. 1%) 2t S Tn5,
(TVIl. 8. (2) ZDROEIVER] DHEER)
REENRD & B BE TIX, AAIOHI=2 Y AERIZ L WIERDSE(LT 2 B8ZNMRH DO THEICEET 52 L,
7E, BERDNEREROEBEE AR ORGIIZAZTH 5,
(TVIl. 8. (1) EARABIER L IHIRER) OHEER)

9.1.4 BAER IFBABEEEZTDHSEE
i AERICE D, SERDPELT2BERH D,
[z ]
AR ER UL ) CHFLEOEEEELE L TRE L,
FRAEVE ISR ASRERE D b 5 B TlE, ARAIOBI=2 U AERIZ L W IERDE(LT D ZNR b D DT, HEIC
wETHZ L,
B, WTHEIEEEOREIR & BRI R T & eV GREE SRR RE R R AR OB TR L 13 B,

91 EN—F Y VERRIIBNEEEDHDEE
FERDEAL B D WITHHHRIER D H 5 DD BENDRH D,
[fii ]
AR EFUIT=aY CHEBOREEFEHEE L TRE LT,
R=F 2 AER AT AE PR D b 2 BE TIZ, N—F Y EROE(L, HERER A BT 282 hn
HHOT, HEICKETTLHI L,

9. 1.6 BHEERBRDEE
TERMEERFEE S b DB ENR D D,
(gt ]
AR EFTHTY AHFEBEOIEEFHE L TRE LT,
ARANDERRFRERNZ I W TRIGIERIGR O & 2 BE L HRRDI 20720 T OBE TR T 2 LT
LT 7wy,
BEMERIBROEE CIIPHEEERMEIBLE T ENNH 50T, HEIKRETDHZ &,

917 PRIREEAEENDES

oo U AR 0 L RS O SRR R BT B B A B B,
[fieist]
AL CH = Y L ASEEOEEFIRE LCRE LT,
R IR FLHEE O FE CIISRERBHROBINC £ 0 | BUIR, (KR LR, ST 0 B R RER 2 5 & b
MBS, AFORT Y ALY Zh b OIERSE(LT 2 BZNAH LT, MEICEST 52 L,
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(2) BEeElEE RS
9.2 BHEIEEEE
.21 EENEBEOHLHESE
BRI EIET A RBENNH D, [7.3, 16.8. 15#]
9.2.2 BEXEHEENEEZTOHLEE
BHRM N EBIE T A ENNH D,
[z ]
KIEEDH D BE T RINTBIEI B ET 2 BZNRH DO T, BEEOH 5B IITEEICERET S L,
ARHFN DU T OBRRBRIZEB N T, JRP~OPEMEEIT 65. 6% & 72> T D 2,
AR DOEERARBRICIB O TEERBREE (71— F3%) 0bhsBEIIIHEHRBRNR2NTZD, 2 b0 BRFITHT
HRAEVEIMESL LTV, F72, ZL— R ¥R 2*OBEED & 5 BFH ORIVEFAFEZIT 47. 0% (108/230 fi)
T, BREEDRVEE TIL 46.5% (640/1, 377 i) Th o7,
72k, AR O EMEGHEBR K O E R M5B OIS B MR 852 Bl (BE 116 HI R OHEE 14 #il0 B
HERSERE 2 81) CTORMEMEMERE (PPK) fTIc L V. BHEERE (&2 L7 F=r RO RFESR)
WA IFT7=2F 2 r0RA7 VT T A (CL/F) I8 E2 RIEShhotz 9,
* MR ZEORIER O BEEFE S REIEMEIC OV T (GEZ5 80 B AL 456 A 29 H)
(TvV. 4. HIEROHEICEET 2EE]. VL 3. BEH (REab—vay) @) KO IVIL 7. de) o

HZM)
Q) FFHRefEEE2E

9.3 FFikEElEE RS
9.3.1 hEELLOFEEDHIEE

TE LU CRI#END =D, BEAREH LI RoB8ENR3H 5, [7.2, 16.8.1 ]
9.3.2 BEDHEZEODHIESE

T L THTREcnNATZD, BIEARRE LTS RbBEnndH 5, [16.8.1 B[]

(s ]
AFNIEE LTFTCRE SN Z &b, FEEDOH D EBE TIIAFOMHPIRENE < 20 RITERNREBL LT
KR BWRMENREZXONDHDT, FEEDOH L EFITITEEICEEGT 5 L,
AHIDOBRRABRICB N T, FEEOHHHEZITZ L — R 2%0 1 FILSMNINTA S 2 L— R 1¥ T, FEEDH S
BEORIERFEFET 48. 8% (99/203 #i) Th o7z, HFFEEDRVEE T 46.2% (649/1,404 ) Th -7z,
F o, ARAN ORI G 3ER & OB & R 53R BR O RIL B R 852 ] (BREEAFEEREREF A 101 B2 &)
TOREMAEYERE (PPK) fTICEY ., A3 ¥ 7=F oA 2Z7 U752 (CL/F) ZT7ABY T+ AT 74
—¥ (A1-P) @ EFITHES TR T L, Al-P 23 IE& 22 B 1Sk U CHREE B HBE o CL/F 1T %Ko 72 12,
* MEIEGEORIEH OEEE SN OV T GELHE 80 5 FA 446 A 29 H)

(TV. 4. HEROCHZREICEET2ER] KO VL 3. BEH (FEalb—vay) fi#ir) OBEBR)

D) &NERexHT HE
BRE I TV

(5) i 4m
9.5 41iE
SRR TSR L TV 2 ATREMED & 2 e MEICIZR G- L2an Z LA E LUy, B3R (T v b)) (B0 Tk
~OBATHHE SN TV D,
(]
BMER (7> 8 IZBWTIBR~OBITRRE SN TND Z E0bERE LT,
RIS HHD T v MI[MClA 2 F 7 =732 0. bmg/kg Z HAlE O 5 LR A~OBATIEZRES L7RER, BHE
M5 AZIT 69. 26ng eq. /mL (55 1 BFfHIEE) T BRYLONTHR, (Dol OFEIRO TR EE (55 1 BRFfIER) (3,
TIEHT2.0Tng eq. /g, 60.98ng eq. /g, 55.66ng eq./g THY ., LIEHRLHNTIHR LT ™,
7mps, APFREERMERBRICIS W TAANC L D B2 DN ETIPIEIIRRD v RroTz, 7o, AHIOEKRBR
CRRRIF, Al « RIS (2R TR SUIEIR LTV 2 ATEENED & 2 PRI 2 MR IR 0,
(TVIL. 5. (2) mig—heA B @itk | OHSM)
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(6) #=5Lim
9.6 B3I
IR EOA MR ORI OARIEZ ZE L. RILOME T 2T 52 &, BER (T 1)
THHPICBATT 2 Z LB SN TN D,
(A ]
FYER (7 v M) BV THHFT~OBITRHRESNTVWDEZENDBRE LT,
i 10 BREORIHLF T~ MT[MCIA 2 47 =F 322 0. bmg/kg & B[R O &G LELH T ~OBATIE 2 dt L=k
F. FH SRR IR G 1 REEI R IS @R (Ting eq. /mL) & 7R L7-fRME L. 48 MR I3 @il EE D
2.3%TH 272, Coax LN AUCo oo DFLH/MELLIZZ NI 1. 26 L TR 2.03 TH o722V,
el AR OEEKRER KRR, 1L - BN 28V TR TOMARERIZ e,
BRABIBEG T A1, BR EOREERORARBOREMELZ BB L, BALOMGE LT IEE2 BT 52
L
(IVIL 5. Q)HH~DOBATH OHEBH)

(N INRZF

9.7T/NR%F
NRFEEZR L LI BRRBRIIFEM L TR0,
(st ]

ARFN OISR CKFRIRE, I - RSB 13 20 sl B et BIc i LTl v | R AAEN, BrA e, #LIR,
RSN NREZ R L LighoTeZ &inb, RE LT

8) EmknE
9.8 A
— T, AEEREME T LTS, [16.6.1 3]
[z ]
R EEE T - BSRESMET LTV D B2 0D Z D, BlE~OREREIZONT, EEMET 57
WITERE LTz,
HERE 72 FE Sl M 6 (] R V&l (65~75 %) 9 BIITAH] 0. Img % ZEFHF I HIERE N5 L72F . &S TUE Coa
DIEEER BT T 125 @m 0> 7228, AUCrol2IFIERIETH - 72,
(IVIL 10. FFEDOEZEFT HHEE] OHESMR)

7. HEEA
10. tBE/EF
AFNL, F & UTIHFOIEWREEESE CYP3M IZ X W Rt En 5, [16.4 ]
[fizein]

AIFT 2T ESZITK A% T CHIEEIR R A= T S, v MIER EREWIE, A TS I
V— VERE L ENTE M2, FTE M2 DAF A I XY — VBRI A T 2 M4 R OSRZEMED N-7 v 7 &
VERBAERTH D N9 THoTe P,

M-2 B O M4 ~DRFITIZTE L LTF b7 o — 24 P450 3A4 (CYP3A4) 2%, M-9 ~DR#HIIZEL LTI A7
fpin R (UGT) /7D 5 6 UGTIAA BNREGT 2, £/, A I 4 7 = F T U ROFOERB M-2, M-4, V-9
1%, & b CYP4FFE (CYP1A2, CYP209, CYP2C19, CYP2D6, CYP2E1 M (URCYP3A4) ZPHZE L727-7=% (in vitro),
(TVIL 6. (1) fREHEAL L OMREHHRREE ) KO TVIL 6. (2)RENTEEG-T 284 (CYP %) 04y 7, 3 OHEB
&)

() HEBEESEZTDER
BEIN TV
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QHAFELZEDEH

10.2 kFSEE (BHRICEETH L)
A4 RRAER - F5E 515 FEFF -« falN 1
CYP3A4 % RHET 5 IEH EFRANBMHICEBWNTA M7 2| RANXTEE LT CYP3A4 THREHES
A TFary—n TN EBRALIZEE AFDONEZDOT, ZHDEANT L VA
L =i S Coox 1TH9 1.3 f5 E5H- L. AUC 1T AR ILE SN 5,
75 Y AnwA L 1.8 5 FH- L=,
[16.7.1 &)

(it ]
78 CYP3AM EMEMZAT A F 7 aF Y —n & OHFHRBICIE W T, AAOREEOMIETRED EF

THZERHESINTWETZORE LT,
I D CYP3AL ZHET 2K T 2L AT+ EET L2 &,
(VL. 1. @) 2) JFAEOEE) OESH)

N4 RSN - $5 18 71k FEFF - SRR T
= U AEREA T 234 DR, S, PERNEESE N S i Y AERB B I S 8E N
ZRARPLD OH LONAOBENDDH 5, N5,
eV WEINES S
7 2 R UEESERLE A

[z ]

AENERUCH Y oFH@EOTEEFEE U TRE LT,

o) LAl i 2 Z IVl SBRAFIO K. T ) FTUUREH . BT I UEREEEEER & oI
VPV ARSI S, 0B - DNEEE, B, BERREESORIERRR H b AlREMENR S 5.

DEAT 25T N D DIEROFEHRIZERE T 5 Z &,

8. BI{EE

1. 8lEA
WRORWERRH bbND ZLRHDDT, BREET2ITTV, REPRBO oNEE L3RG E2R LT 572

LY RALE AT ) T &,

(1) EXGEIER & FEREK

1.1 EXGEMERA

11.1.1 2EHAE (0. 06%)
IRETTEDR B Do D Z ERHDHDT, BEELTHIATV., 2O X5 RIERD S b bl G& x5 2
IEL, EbICHEURLEZITS 2 &, [2.4 58]

N=

AHNIOAREEOERABRIC IV T, EERBWEA & L CAMERNE (PHEMMARENE) 25 1S ShTnod,

AR %, IRETUE, BK - BURZ 5 I, R TERS OO A B IR O 2RI L,

HWEIZRALEEZITO Z &,

725, PAEMARNED BEICIIAR ORSIIEETH D,

<JEBIFEI >

BEAEE R 72 <. BOHE & U CTHEMRH 5 65 D BHEBE T, AFIEGHEH% 14 B HORBZICTIRENEG N
EHIB L7, BREIERIIBD bivginole, 2 HiR, BAEICT, AIREMERNE CAZEMARAE) - AR
HNRE L ZE S (HIROIRE : 40mmHg, ZZROIRE : EH) . BRERITRO biviehoTe, REIOES
WEERE & 72D | RRNRRE R VA NBEO FITEIT S 4L, FO%IBEL L o7z,

B, ANBEICOWTHEEZ, MBICHES OTH Y, AH L OBEEIZ W EHBT STV 5,

(TVI. 2. 225K EZOBE | OEBH)
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11.1.2 RREA (BEAH)

[2.1, 9.1.1, 9. 1.2 &&]

[z ]
AFIOHRRABR OKREE, ik - AEBIERE) 280, BIWER & LTRE 1 4 (0.1%) . HEREEE 16 £
(L.0%) . #R () 84 (0.5%). FJrm () 194 (1.2%) »AHEINTVD,

( v 8.

(2) T DMOREIERH) OESH)

HARRIC, EEIEG 2 & LRADEFRE DB SN0, FRHIEEWENLIELE 2 ERRENEHICE
L7, AR ERL, REARD b oNIHEIITAF ORG 2Pk U, BEURAEETI 2 &,

k. RMZEHT 2EEIAAORE IR TH D,

(rvm. 2. NELZOBH] LT TV, 6.

AR
FNen

(D) EHHE - BEEREED & 2 BF ) OHBM)

11.1.3 FF#RERES (BE )
AST, ALT, BV NLE LD RS %S FHIERES S b bND = L b 5.,

(i)
TR I T, BB R ATHEEERE E 23 i S 77z 0 ERRANEM OISR LiEEmaiE 45 2 & & L7z (2014
FA4R), KARGR, REPBOONTHEAICEEREGE2TIE L, BORLEZITY Z &,

<JEFIFEI >
B R
A 1 AR . :
RITEI4 | BB o I B DML - 57
AR
MERL | (BB
WL BER A FERT | C RTINS T IPN JABE 2 M, HOV-RNA (), JFHEREITIE 7 ibH 2

IPHERERE | 60mE | HEREEE | 0.2mg/H HERF LTV,

ft BUR] | #9015 RE [asrBaes A FILE (S CHREIAIRPIC, PRRIEE (KHBUR) 2@, A 15
wEshe | B | ® 7 = 2 U 0. Ing % 2 6/ B AL Bk,
AR - (Fa L) BEBMGRD | A X577 =T oo & R,
ik 1

R 15 HA®
(FEBLR)

AREEK) 13 H B L 0 5880 (38~38.5°C) . TEFEMNHKEL LT= A, 4L
5 EN B,

ATV FREARG BEG), HAEG ., IR (vaEey
= (), #EC). EE(E), ®if(£), pHe.5),

iz, €7 NV T XY R LK) 1g, LRI
K Fn 500mg & LT,

[ H., AR —0 KIS CHFRRERE I,

EIEER

WUBE AT, ABEL Role, ABEfk(3Z i L ITifi=% X - 75

(L FhikH) EY T T =0 U AT RO SR TGRSO E Xk
AIF TSV, BT HALEZL I LFEFIL - T LI
NUNEER . T Au P R VR OB R,

ik 10 Hi% BB,

Hrk 20 A% B, DLSTHRAET, A IX 7 =2F DR 2.3H) Thol-,

PR . o THAA L LFET Il - TAaPE VRV, 7 Aa UYL

MAEEEA Hfr WIFBASAE E (IEFE) | ARESK 15 B BT (EFME) | A69iE R GEFE) ik 20 H% (EHHE)
AST (GOT) (IU/L) 22(10~40) 604 (10~40) 1487 (8~38) 26 (8~38)
ALT (GPT) (TU/L) 11 (6~40) 289 (6~40) 961 (4~44) 30 (4~44)
v —GTP (IU/L) 62 (~80) 83(~80) 105(10~63) 64 (10~63)
Meyire s (mg/dL) 0.5(0.2~1.2) 0.8(0.2~1.2) 0.9(0.2~1.2) 0.8(0.2~1.2)
[ERE A (mg/dL) — — 0.3(0.0~0.3) 0.2(0.0~0. 3)

) BEIVATSATLELL LThoREZm LIz ERERDH TR, BLXORKELR LT,
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Y

He B

B T 1 F G A
FIER 4 iy | MEABH FRA By OLE: - 505
15 A
PERI] (APHE)
Bt 5. 61 AR AST 33 IU/L, ALT 30 IU/L. vy -GTP 33 IU/L. ALP 136 IU/L. LDH
R 70 1% R 0) 0. 2mg/ A 169 TU/L, ¥AE VU LE Y 0.8 mg/dL,
s i 15 HH B4 14 HEG R AR,
W& sz it | (R, B 5-BRAG P BER DG L7720, BRIR A B, MUMERITRD T, B A E
BIER4 - LR BCH o7z, WIEEENE & 20 L. AHI 0. Img X2 [8]/ B O #
JFBEsE fE. T HBAA,
R E %5 15 A H IR IR L7228, BIAMEL . BLOFAND Y | Mgk z %
B, R (RER) i, JFREEZ RO, AST 428 TU/L. ALT 968 TU/L. v -GTP 199
Wi, AR TU/L. ALP 338 TU/L. LDH 176 TU/L. $8E UL EY 0.6 mg/dL.
IE TR 516 A H ELAESE, ARIOERGHIEL (2o B ORI L), i
IE) (B 5-H1H) IIRkRE, U A LV AFIRE & FEME, AST 202 TU/L, ALT 657 TU/L,
ik 4 % DIBEIX, RFRIERR CREk D TTE -,
ik 13 B % FFREZE X EIE &8, AST 29 TU/L. ALT 60 TU/L. y -GTP 110 IU/L.
ALP 179 TU/L. LDH 153 TU/L, UL EY 0.7 mg/dL,
BEAE NP L a v =72V Ty R vt b vakfil, 7e)rEB A 7LV v 2 F YT A
v VR, BT B UFE, TAT ALY K=
WA A Hfir Bh 6l A | %515 AA @iﬁfﬁ) BIELRR | P 4RE | k13 A
AST (GOT) (TU/L) 33 428 202 133 61 29
ALT (GPT) (1U/1) 30 968 657 490 268 60
v —GTP (TU/L) 33 199 172 — 158 110
ALP (1u/L) 136 338 283 — 231 179
LDH (1u/L) 169 176 156 — 168 153
BeyLrey (mg/dL) 0.8 0.6 — 0.4 0.7
(A VAERBRA>  HBsHUR, TeMHAPLIR, HOVHLA @ (=)
(Tvil. 8. (2) FDHOEIER] DIESR)
11.1. 4 BREMEA LR BEERH)
FLVMER, MEEMEERD SO G AT EERIE L, HERLEEITY 2 &, [2.2 5]

[z ]

AAIEFUHLa ) AEEOFEEFEE UTHE LT,

I (SR @ﬁﬁ) wfrﬁé4vﬁx(%%%)@@W%ﬁ%iénfmé ARAI D BE IR e % A

’%w14vWX&U%%%@ IWER A IRE SN TWD, AAIRG%, FLWER, BEHEEERER S & bz
IS AR L, @wUREEITY 2L

ﬁ%ﬂwﬂ+ TR ST #%%L1w6$%&0 A LD 2D & B BEITIIAA OB E1X

(T, 2. #2NE L XA OESMR)

FTS e
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4 AL, E~12 WA 835 ( 25.54) 100 ( 11.98)
i I 12 LN F~24 KT 547 ( 16.73) 51 ( 9.32)
24 WLL_F~52 @A 759 ( 23.22) 52 ( 6.85)
52 L E 556 ( 17.01) 37 ( 6.65)
0. lmg LLF 276 ( 8.44) 43 ( 15.58)
e 0. Img #B~0. 2mg A 162 ( 4.96) 51 ( 31.48)
! E'I(W)@ﬂi 0. 2mg 2790 ( 85.35) 270 ( 9.68)
ne 0. 2mg FA~0. dmg A 29 ( 0.89) 4 ( 13.79)
0. 4mg 5 ( 0.15) 0 -
— L 1222 (37.38) 79 ( 6.46)
DF/ZEA HY 1971 ( 60.29 ) 280 ( 14.21)
e - L 2527 ( 77.30) 252 ( 9.97)
o | R EIEH HY 666 ( 20.37) 107 ( 16.07)
. 2L 3045 ( 93.15) 329 ( 10.80)
=y Al HY 148 ( 4.53) 30 ( 20.27)
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VI ££4 (ERALDITESF)ICEYTHIER

QOB EFERAMENRE RAEE~DOZEICET HRE)

BETT A JEGIE (%) FIVE S BIEGIE (%)
2 A A R G 451 187 — 15 ( 8.02)
/ % 73 (39.04) 10 ( 13.70)
R LS 114 ( 60.96 ) 5 ( 4.39)
. 65 %A 15 ( 8.02) 1 ( 6.67)
" 65 HELL I 172 ( 91.98) 14 ( 8.14)
HSE 62 ( 33.16 ) 1 ( 1.61)
Be G AiEAEE R E 106 ( 56.68) 12 ( 11.32)
HE 19 ( 10.16 ) 2 ( 10.53)
L 17 ( 9.09) 0 —
I\ ]
A DHE Ho 170 ( 90.91) 15 ( 8.82)
2L 183 ( 97.86 ) 15 ( 8.20)
EX B [ =
FREl ) 1 ( 0.53) 0 —
G h e e ML 181 (96.79) 15 ( 8.29)
PHRERE S ) 3 ( 1.60) 0 ~
I . 2L 46 ( 63.01) 8 ( 17.39)
RIS RRIEIE ) 27 ( 36.99) 2 ( 7.41)
g 7L 167 ( 89.30) 11 ( 6.59)
I F Y IEGRE HY 20 ( 10.70) 4 ( 20.00 )
. pm—— L 94 ( 50.27) 4 ( 4.26)
LRE - B ) 90 ( 48.13) 11 ( 12.22)
26 W A 63 ( 33.69) 12 ( 19.05)
5 S R 26 LI ~52 BT 37 ( 19.79) 2 ( 5.41)
52 WLL 87 ( 46.52) 1 ( 1.15)
0.1mg LAF 17 ( 9.09) 0 —
1 BESfE A& 0. Img #B~0. 2mg it 9 ( 4.81) 1 (11
(mg) 0. 2mg 159 ( 85.03) 14 ( 8.
0. 2mg #B~0. 4mg At 2 ( 1.07) 0 —
R L 14 ( 7.49) 1 ( 7.14)
S L
DEFREAIA e HY 173 ( 92.51) 14 ( 8.09)
) e ke 2L 149 ( 79.68) 12 ( 8.05)
B R HY 38 ( 20.32) 3 ( 7.89)
., e el 169 (90.37) 14 ( 8.28)
faoREnGL= D 5 HY 18 ( 9.63) 1 ( 5.56)
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VI ££4 (ERALDITESF)ICEYTHIER

OREMEMAMMERE (1 B0 dng FTTHEARLDET COMARERASE)

BETRER HEESEF] (2GR ORE)

I JEBIE (%) RIVERFEBE GRS (%)

e AN ST -
L VERAT R G451 531 B 112 ( 19.28 )
o L 213 ( 36.66 ) 51 ( 23.94)
LS 368 ( 63.34) 61 ( 16.58)
i 65 7% AT 155 ( 26.68) 23 ( 14.84)
" 65 mELL I 426 ( 73.32) 89 (20.89 )
HRAE 90 ( 15.49) 17 ( 18.89)
B G- R EEE Hh R E 383 ( 65.92) 75 ( 19.58)
HIE 108 ( 18.59) 20 ( 18.52)
. 7L 216 ( 37.18) 32 ( 14.81)

AN \
A DHE Ho 363 ( 62.48) 79 ( 21.76)
2L 567 ( 97.59 ) 109 ( 19.22)
EX B [ =

FREl ) 11 ( 1.89) 1 ( 9.09)
b e L 564 ( 97.07) 106 ( 18.79)
IFPRRERE S 5 15 ( 2.58) 5 ( 33.33)
e ! 7L 94 ( 44.13) 15 ( 15.96 )
RIS RRIEIE ) 119 ( 55.87) 36 ( 30.25)
NN \ mL 574 ( 98.80 ) 110 ( 19.16 )
I F Y IERE HY 5 ( 0.86) 1 ( 20.00)
o s e L 567 (1 97.59 ) 107 ( 18.87)
RANES 5 12 ( 2.07) 4 ( 33.33)
— 2L 399 ( 68.67) 69 ( 17.29)
i ) 177 ( 30.46) 41 ( 23.16)
- 0. Img #B~0. 2mg AT 2 ( 0.34) 1 ( 50.00)
LA AR (ng) 0. 2mg #~0. 4mg Fiis 576 ( 99.14) 109 ( 18.92)
[ L 200 ( 34.42) 20 (' 10.00)
DEFRSA] HY 371 ( 63.86) 91 ( 24.53)
e - 2L 459 ( 79.00) 75 ( 16.34)
o SR HY 112 ( 19.28) 36 ( 32.14)
. 2L 533 ( 91.74) 98 ( 18.39)
=y A HY 38 ( 6.54) 13 ( 34.21)
4 AT 29 ( 4.99) 3 ( 10.34)
4 BLL F~12 AT 111 ( 19.10) 26 ( 23.42)
i 1 12 L b ~24 B A 95 ( 16.35) 20 ( 21.05)
24 WL ~52 B 99 ( 17.04) 25 ( 25.25)
52 L. 245 ( 42.17) 37 ( 15.10)
BAES D B B4 52 AR 382 ( 65.75) 86 ( 22.51)
i I % 52 L 197 ( 33.91) 25 ( 12.69 )

RRRERRICRETZE

BRIE STV 20
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VI ££4 (ERALDITESF)ICEYTHIER

10. BEXRE

13. BEERSE

13.1 fEdR
JREA. B, BfE, MRS

13.2 E
B SUTTEME R IR 5 21TV, RICT N P ViRER S OB L REOLEZITH, £7-.
WPRAE WIS L Tl e e RS SRR Ul R B 21T 5,

PREFVZHREL Tl

(i)

KﬁWﬁ%‘%% (KRB, %&i)ﬁ;ﬁb%@ BOTRERLGORGIT RS T,

KAz - 5;¥%£?l,f; 1371E>%L%ﬁ*4k JE 2RO EOEEE S F TR L,
. BRALDIE

4 BRLOEE
141 FHRFROIE

(B E)
14.1.1 PTP @lEEDFANL PTP o — b DBV H L CTIRAT 2 L 5HETDH 2 &, PTP v — FORREKIC K Y, #F

WA EAEEREIEATIA L, B E B Z UK SO EERAGINEX IR T2 28038
2.

[fia ]

[PTP DRAERKRIHIZOWT) (FERE 843 A 27 H HIKEREE 240 5) KOV (ERk 844 A 18 H HIKHIEE 304
B AHEVERIE Lz, $ERISo 7R LEID PTP 3 — b DFRER, 72 b HIE 3 PTP 3 — b HIEAI 2 B H &9,
SEILTzy— N T RBIAT, OGS RERIEA~FIA L, BICIEHRAEE 2 U CHRIAE SO EE R A0
FEZ DT 2 &0 ) B A ME STV DL O T, AL PTP & — 2BV H L TIRAT 5 L5 &

FIHRES L L,

0D %&»
14.1.2 AFNTFDO LICOE THERZRE ST 5 L HET 5720, KR LTRHAWETH D, E7-,

THIELTED,
14.1.3 Bl EORETIE, KL TRHAIERNT &,
[figsn]
OD &2 (AENAEESE) moOEEFHEE L TRE L,

K TR

12. Z0HDEE

(M ESRFERIZE D CI1EHR
BRE I TV

(2) EERRERER CE D < 1FHR

15. Z DD FE

15.2 JEEGEREAERICE D < 1Bk
~ 7 A 2 EMRABRE LS AJRPERBR (30, 100 208 300mg/ke) (28T, WERED 300mg/ke BE CHFHE
NOIGIE DHEINSFRD BTz & DGR H 5, it T v M 2 FERRE OGS LS AR ERBR (3, 7, 15
KO 30mg/kg) (ZBWT, AFHIEBIEOBINIZRD R -T2 L ORENRH 5,

(]

~ U AT 2 MR A G U Te S AJRPERBR IZ BT MERED 300mg/kg Ei’( FEAIE IR AE DO BN ERD AT 78,
2 2 AERRR OB G L2 S A RMEREBR IV T IR ARIE O HENIEER %znfm:ot w0

BB, v U AOBAFIEABICHEM L7 B6C3FL f~ 1w A iﬂfrfﬂiﬂaﬂgﬁﬁﬁ HRFEET D EVDPRTND

HTH Do
(MX. 2. @ BARMERER)] OHEZM)
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X.

JEERPREERICEE I 41EH

X. JFERPREERICREY S HE

1. RS
(1) ZFEh IR ER
(TVI. S B+ 598 H) OFSE)
O RLHEEHER
1) — B B GBI RS B R
- T e, -
BRI " AR R 2
ABUHH Mh. R | (bR RERF R
< 2 (. 3) &%;@Ef“3° Img/kg BA L : Kl
?ywmﬁ>i§§f&3%y“ Smg/kg L1 |- - f50iE
—RUERE T 0. 5mg/kg : ki, FRERREIR, T
9
4R (. 3) (z%;]z ? Svome/ke | ke . BEERE. TR0T |
T LADEBIT, WHEXORS, AD
£/ ZHEE). WL
2) hIEHER 3T % 1A
) DT oy e
HERH (M. BH) () RERAR
preee, 55 - (HE.6) WBL L
%Fﬁ%ﬁ%t%ﬁ&y&~ —
R "
PTZ 3. 10, 30mg/kg s ]“_ —_—
PV U (&) 30mg/ke : LRI
@E% (fZE\ ’l/% 6) %ﬁ@fﬁ L
5 3L (HERE wrd thing 1) WBL L
— 10mg/kg LL E : 7k 3 ¥E @) jT ot |
A ) S E D B L
. 0.01, 0.03, 0. Img/kg : F2 '8} ONVEERAN I D#RIEAL.
=-y Ve A
s A ke IR RS B OB
- ! > 0.01, 0.03, 0.1, 0. 03mg/kg : . J 7 A M (MSR) %
RIS D) 0 g ke BIRP) i
PTZ : RF LT NTF YV —)Lb
3R - EIRERICNT B R
" DT Y I
PIBIH (h BE) | (R MBER
LT et PR (VPR 0.01, 0.03, o L
RO, ) . DR, K | X (B 4) | 0. Img/ke - Oome/keg - 1 i L
BRI e (HRA) 0. Img/ke : P i £ 57
QTc B2 L
1X108, 1x107
B L WM W B AR | ek K -
(Langendor ££ 1) K. 5) 1X10°% g/heart SN L

(in vitro)
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IX. JEEREREAER ICBIY SIHE

4) BEMEREUVFRHICHNT SR

(F&1)

. B Py m
B E\ w Faly /(iu 2)
ABUEH (M. B0 ) B
1X10%, 1Xx10°
‘ 2 U B RS A B
i H Ial g 1(;1({)/1';1(0))1& OB - B |
i 1X1071°, 1X10°, | 7H&F /L2 U UG : 1X10° mol/L T
?;é”:§§{5; 110" mol/L S
Ty N (in vitro) OBLE - BB
AR IX10°. 1X10°. | &R X I VU : 874 L
1X10™* mol/L FOERIE - 1X10° mol/L UL ET
(in vitro) EHIET
1X10°%, 1Xx10°
‘ i R S AT LY I L
T R EDR 7 Y (. 5) 1(;13]';12)1& T OBAE - B |
e s . 0.01, 0.03, 0.1, By
He {7 T R WD | oo s | L
WAL 39F%ﬁ)?é§ﬁJJM&g3mmgﬁﬁ
5) i IR T (< 3 E B 1B
- BT P »
BRI " B 2
BV H (bE. B0 (3 R RERR
R A i O WE e T
6) LB RIZH T B IER
- T P »
vy é: " 4 vy ;in 2)
ABURH (bE. B () RERAR
B X 0.003, 0.01, 0.03 .
HRNLE - /N ES) (. 6) me/kg CEIRAY) 0. 03mg/kg : B IEEh I
W L A %f; i@ﬁ;”mmg L
A 7 vk 0.3,0.6, 1, 3mg/kg | Img/kg LAk« HEE, BREE EERERRIE K
Hied (. 6) (+ &) OSATREE) HiH
7 kR O EARE B 3T B Ve
- T P - f
SRR § 4 R 2
ABURH (FE. B (2 ) RERAR
. 7 v b 3. 10, 30mg/kg /3
Rkt (. 6) (n) BBl
8) 7t
: T P, » f
A BRTE ” g ARG AL 20
ABURH (be. B (5 BRI R
EHERE (PSP) AR . / WA L
e — 7 3. 10, 30mg/kg yrm
FF%AE (BSP) 248 P W L
R WA
1X10%, 1X10°,
7Y EARIMER | 1X10™, 1X107 .
. 3) mol/L L
RMAVEH (in vitro)
. 1X107°, 1X10™,
(Ef,g ?;ﬁlﬂz 1X10™ mol/L A YD
M (in vitro)
LS v e | oo 10 Smeke
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IX. JEEREREAER ICBIY SIHE

(3) Z DD FEHEHER

MU ER L

2. HitER

() BEExES

PEERER

EUEZL T

L6l #

4T
=
5

AER 0D £ 3T B 2V

7 v b

R

i3

2000mg/kg

1000mg/kg

A X

3
=: F,‘_“,
o|o|o

2

i3

2000mg/kg

(2) RERESHRER

s
QS L7
)

e
1]

BER
(Fe G-t #S)

AL

vk
(e
% 62)

0.5, 5, 30,
180
mg/kg (f& 1)

RN - 180mg/ kg (K)

BRI (B G-BAa 01 © 180mg/kg (KE)
FEAE RN © 30mg/kg LA E

FPEAEE T ¢ 180mg/ ke (HE)
g BE 250 180mg/kg

& T RRORGE 5y W + 30mg/kg LA E

5mg/kg

Z v b
(HEREE
£ 80)

26 iH
i

6. 30, 150
mg/kg (% 1)

WAL 150mg/ ke (4 1)

IREHINENHI - 30mg/kg LA F (1) . 150mg/kg (Hf)
B R (EA1) © 30mg/kg BA 1

FKEHEIN : 150mg/ke

RBC, Hb, Ht )& : 150mg/kg (Hff)

FREFERIEDO EH. U BRI ¢ 150mg/ke ()
MmiEH Ca MEHIIN (MEME) . WEA, TA7 I O8N
(k) : 150mg/kg

i EE EHE AN : 30mg/kg UL b

fifi, &I E AN : 150mg/kg

T TR ORI 53 WD - 30mg/kg LA

B *! : 6mg/kg LA E

B FLOSHYE ST OIE T *! : 150mg/kg

6mg/kg AT

£ X
(HfERE
£ 18)

13
L

=

10, 35, 125
mg/kg (#& 1)

WHPFET : 126mg/ke (Bt 5, i 2)

5 CRE-Z Pk L, R3K 8 [H
S EHNENA] (fE ) : 10 KO8 35mg/ke LAk
BEEERUD B 2\ R (B 5 018)

10 % 0" 35mg/kg VA E
EENEORD, SR WD, BHEE, LA
447, fEHIR : 10mg/kg VA E

10mg/kg A

4%
(e
% 22)

52
fi

0.5, 1.5,
5. 15mg/kg
(F& 1)

APTT ERAFA] : bmg/kg LA 1
R Nat/KT e E5F- ¢ bmg/kg ULk
B i B N ;0 15mg/ke ()
T, BRI, MERAD

HamE*2 . 0. bmg/kg LA I

0. 5mg/kg A

k1 Pi= U AEM EHIWr L7272,
*2 0 i U AER L HIWT L7272,

INDDEALEERO A O MR R © 6mg/ke
Ih DAL ERN G OMEENEE « 1. bng/ke
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X. JERGRPREAERICBIS H1R R

Q) EEEMHER
B4 Al okt bRk SLERREE - b i
X AIFTAE | EEE 39, 78, 156, 313, 625. 1250, 2500,
g | 7 R
K REHEMEILIE 5000 1 g/plate
) 55, 110, 220 u g/mL (24hr)
[ERC3ES =3
Yufo R FLoE w5 CHL/1U L 20, 40, 80y g/mL (48hr) r
NS LA 80, 160, 320(100. 200, 400)  g/mL
Iz R ICR R~ 7 A RO 125, 250, 500mg/kg

% Yo AR FRERBR O HNEME L TR E 80, 160, 320 v g/mL TN L7225, AR E S (50%LL o> f s sis4mif)

TRIRRRIAY) 20 7= & 2o 72728, 100, 200, 400 pg/ml DL TR AR 4 F2Mi L7,

(4) AR IEEER
(@%ggﬁ) I (£§§1> AR 2
TMZ; & 200) 104 [ | 30, 100, 300mg/kg (F&11) EEOT;?{ ﬁ)ﬁ‘ D RBIEHM
Zégfﬁ%m 10438R | 3. 7, 15, 30mg/ks (M) | BEBSHERZORINZ L

TE) AAFMERER IS L7z B6C3FL R~ w7 A%, FFMIRER S GIET 5 Z Ll ShTuns,

(B) EIEHRAESFMHAER
1) SRR VSR E TOMMMSREICET 2558
B e
MR R ﬁ{:jz‘ =.24)
(M. B0 () AR R
- B
BEANENE] - 180mg/k 1
MSE; Il \ mg/ kg (HEHE) B -
_ 5. 30, 180 P - Smg/keg LA b (MERE) .
7k mg/kg YRR B2 0 - 180mg/ ke () Sme/ke Aii
Bl :
%80 EFHRE, WA
Ui, 0 (s) R, DU (iR, Ak . BB
- 180mg/kg
&) .
AL
2)FE - BaIR S - RIS BB
B oy
SIS, BEFE P AL 2
LIRBYED) (42 15 ) RS BiER
5. 20, 80 - R - B
59 b (19) m‘ I ’ RERA . DAL HEINPIH : 80mg/kg bmg/kg T
’ <;§> 500 - bme/kg Bl & W - BRE
= R - VAR - B L 80ma/kg
- B o
1.3, 10 T ML A DD M D #ﬁz&
7B (79) m(g/kg 10mg/kg B - AR -
(M) Wi : 3mg/kgll F
10mg/kg
R - RV - R L
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X. JERGRPREAERICBIS H1R R

HHAMBUHAROREL VICBEYDHEEICET 558

D WH R ) o
LRI E) (H 0%) AR RS ™
TR
WEIRIK T © 20mg/kg LI R
5. 20, 80 RS B8 20mg/kg DL L 5mg/kg A
5y k(1) ng/ke Dk, JPELE B : 80mg/kg - AEBERE
(&) Wl : bmg/kg LA L 80mg/kg
AR | L R
. 1 5me/ke
{EARED - 20mg/kg UL
(6) BFr RIS ER
BERSAR
(N =D D4E%EMN
MRS
B WAt - o
(M. B (mg/body) HBRE e
R 2T T 7 0 7% — (ASA) Bt
ELE Y b — -
(K. 5) 0.4, 4 FIEZ S REET 7 4 7% — (PCA) i [
R AR (PHA) [0
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X. GEMBIEICHT SR
X. EEMERICET HEHE

—_

. BREIRS

! Al
70 b AEO0. Img, Y b A0DEE 0. Img : AL EEEEHE
E) EE-EMEOLSEICIVERTAIZ L
H %h Kk 4y
AIF TS B

2. A

7 U R AEO0. Img, 7 U hA%0D §E 0. lmg
34

3. EENRETOIE

7 U hABEO0. Img, 7 U b A°0D &E 0. Img
SRR

4. FFEWEDEE

7 U N ABE 0. Img : fRE IFL TRV

7 U K Z°0D $2 0. Ilmg

20. IRV EDEE
0D #&)
T Er—mERER T, BREBTTCRIFETDH L.
(Ao ]

(Mv. 6. WHIORFERNT TR DLEN] OHER)

5. BEMITEM

BEMERLTA R HY
K FVLoLBBY: HY
T oMo BE Bl

6. FE—H%7 - BExhEE

[Al — Ak 43 3K -
—W) TR, AT — 7 T %BE 0. Img, AT —7 F°0D §E 0. Img (/NEFIE N, T ¥)

H % 3K

LAT Y U RIS
FF T F oI (RTXRGELBE2/ 883, T2 T 77 —24h), Tr’ XY VIERE (Ny 77 %
—BE 10,/8E 20, HIRL 2%, KRBT, a sy V7o) r (XU T7E 2. 5mg,/$E bmg, X7
7 OD*E 2. 5mg,/ 0D $E bmg, 7 AT 7 AMIK) 7=V Fudr 7wl (b o=—Z"%E dng/$E Smg, 7
7 A P—)

BT KUV U R IREENSE
ITRTay (RNHF = AE 25mg,BE S0mg, T AT T AR v NXTm s (NA— N 50mg, TEARELEK)
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X. EEMEIEICEYI SEE

7. EFFEEFAB
(A7)

2007 /-4 H 18 H

8. HERGTARDEABRVARES., RMELENHFEAR. RhEAE

MR 7e4 RS ARSE A B EASiey TEMER BN AR AE A B | IRGEBHAA4EA R
%Y A% 0. Ing 2007 4E 4 H 18 H | 21900AMZ00066000 | 200746 A 8 H | 200746 A 11 H
m U R A%0DFE0. Ing | 20104E 11 H 9 B | 22200AMX00986000 | 20114E3 A 18 H | 20114E4 H 5 H
PEEX(FIZREM. RERUVAEZEENMECEABRUVZORAR

MER O EBINAEH A

12009 4F 12 H 18 H

[FH?:E&U“H%%J OBMFEHE (B4
BEL. RANCIFAIF 7 =2F 2 LTLEO Ingx 1 H 2[E, Bl8%EOYBHICRAOKEST 5,
IR EIE. AIX T 2F LT 1E0.2mg, 1 A0.4mg FTHETEX S,

IR

10. BEERR. BEBERAREABRUVETDOAE

7 U R AEO0. Img, W U HA°0D £ 0. Img
FSRAMRSFEAEA B 20164212 A 15 H
EIES, ERESEONE, AR OZEMEOMREICEI T Hik8 (B0 35 FIEAE 145 5) 2 14 5
QIEH 3 B A DHANAFETONTIUTHEEY L2V,

&

11. BEEHRM
T B
84E - 2007424 A 18 H~20154E4 A 17 H (FHEEKT)

ik - HEBm
FRASHAR - 2009 4E 12 A 18 H~201544 H 17 H (BHEEKT)

12. HERYEHRICET H1FH

AFNE, PR OSRGOS R R YE (2 S & B A R AN E 2 Hrn S IHSS (SERE 18 /R A 57l
EIRE 107 ) O—¥ A IE L7 Ak 20 FIEAFEEERE 97 5 (CFEk 20 4 3 H 19 D) o TE3EHEIC E

FRFEIT BTV DEIRM ) ITIFEEY L,
13. &£fEa—F
. [T SR E | EREK S a— R » . Lv 7 AL
oE44 i o . . HOT (9#1) FS | . _ _ .
IV RIS 2 — R Y] =2—1F) VAT AR a—R
U k2% 0. Img 2590013F1027 2590013F1027 117838801 620004866
% Uk 2°0D 4% 0. 1mg 2590013F2023 2590013F2023 120424701 622042401

14, RIRIEH LDEE

L LR
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X 1. 3CHk
X 1. Xk
1. 5IFAEK

1) Homma, Y. et al. : Int. J. Urol. 2008 ;15 :809-815 (PMID : 18637156)
(—EICHEMENMH _EsRARMSREBR GKREAR 200744 A 18 A, HFEREE 2.7.6.3.1) #&Tp)
2) Homma, Y. et al. :Int. J. Urol. 2009 ;16 :499-506 (PMID : 19389083)
(—ERICEPNEIF B SRR GKFREAH 1 200744 4 18 H, HFEEMEE 2.7.6.3.3) & &1
3) Homma, Y. et al. :Int. J. Urol. 2008 ;15 :986-991 (PMID : 18761536)
(—EBICENENFEE SR SR GKREAR 1 200744 7 18 H, HEEEEMIZE2.7.6.3.4) #5110
4) (o i, fh. IREL L IEHE. 2009 ;37 :909-930
5) T, fl. cERPEEESK. 2007 ;23 (4) :233-248
6) T, fl. cERPEEESE. 2007 ;23 (4) :249-262
7) RIS DAARMIGERZRR GKEBFEH B 1 200744 /7 18 A, HFEEEMME 2.7.6.3. 1)
8) U hAEEO. Img/” U HA ODE 0. Img FFEA ML E
http://www. pmda. go. jp/drugs_reexam/2016,/P20161222003/230109000_21900AMZ00066_A100_1. pdf
9) /MRICER, fil.  HAHEIRFERESSEE. 2007 518 (2) :292-298
10) Kobayashi, F. et al. :Arzneimittelforschung. 2007 ;57 (2) :92-100 (PMID : 17396619)
11) FERER], fh. HARFRFLSMEGE. 2008 5131 :379-387
12) SRPHZRER (KFR4EH H : 2007454 A 18 A, HFHEEMEZE 2.6.2.2)
13) Kobayashi, F. et al. :Arzneimittelforschung. 2007 ;57 (3) :147-154 (PMID : 17469649)
14) BHZA, fh. cEEREEIK. 2011 527 (2) :171-182
15) SHZett, fh. ERREZE. 2007 ;23 (4) :273-285
16) Nakade, S. et al. : Drug Metab. Pharmacokinet. 2008 ;23(2) : 95-100 (PMID : 18445988)
17) Ohno, T. et al. :J. Clin. Pharmacol. 2008 ;48 :330-334 (PMID : 18218784)
(RSB, T a2 — LR ARER GRRREEH B 2007 454 A 18 A, HEEEEMIEE2.7.2.3.2) #5110
18) Hasegawa, C. et al. :Drug Metab. Pharmacokinet. 2013 ;28 (3) :203-212 (PMID : 23089801)
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