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IF FOEHAA T L. 0% 1998 4RI RIS 3 /2B 2%, 2008 4F, 2013 4FIC FHRHE
SEEHREELN IF SCHEHOUG 21T T2,
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2019 FFEDOUN SCEFTRESHEDOZ TS oE, [TF iefEE 2018) AMAFEh, 4% [EEHE
AL ORI BARHEEEN BT 5 A BT A ) (CBBE D58 DT, T OEHHRAEFE L
77
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KEHAHFRATE L7z, M3 OMI S AR 63 D38 RYED E < L A RO mE T
HHia U L HITH 5,
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5 018 - DN ORIER b S5, # 2 CRIVERESRZ His Lt ) v #I L
DA T 2 A T OMGREAT T2, EORERE LT, AANE 1993 FICaBLE 4,
FEREPRAIRI Z 30\ T ARG 63 D455 ER . BN~ PERBERBIZ R 5 1F
FDER S NT=, 1997 4F L 0 FEpRaRBR % BRAA L. i@TEEEEm o U C M L 7= EPN &S ITFE
T BRGSO L OENS IR GAER 9 IR TR O DR &4, 2007
4 A EEED 31T 2 IR EHARE, SR K OLAMERRES OHE - 2%, @, ik
NZIFA I F72F L LTC1H0Img 2 1 H 28], §I8H%EOYBRZIROKREGT 5, |
DE - HE CRUEIRTEAR AR,

ZDt%, Afloi@EE R (02mg/H) #HTLEMIBREIRBO LT, Ho2ashitnEGs
Mo To g ERSRE LT, W@HFED 2 (FOMABETHS 0.4mg/ H~HEET HENE A
ERH SRR 23506 L, AFIOZEMEL OGN RSNz, ZOREH, 2009 412 HIZ
(RT3 EE, A 347 x2F 2 LT 1H02mg, 1 H 0.4mg £ THEETE 5, |
L DORE - HEOBIEGEEET-,

2B, BERIOBIMEAED D72, 2010 4E 7 AIZEEAIOF R 2R = — KT ON0 507 125
A AT-7 7 01 IZET Lz, S 5H12,2010 4 11 ALZK7Z: L CHIRMAIREZe A7 —7 Z®*0D
B 0.1mg (FENARESE) ORLEIRTERFREITT,

Z D% DOBEEERFEARTIEI I VT HAME « ZeMEfEE L, 2016 4F 12 A 15 HIZHHFA
PRET LT,
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(1) EFEBEEMEEE O LEM &2 D OGFHREEAREROZALRITOWT, 7T &4 & ik L7z [EH
PSSR TlX, A7 —7 F8E-68.24%Th V. 77 BREED-49.50%\C
HRTHERBAVZ R L, AT =7 78O T 7RI T HEBPE N BEE S L2

(p<0.001 ; thi7E) , F7-. A7 —770.4mg/ B 5 U7- [EWNF AR BRI 5350 |2
BWTC, MG OAFHIREEEEL 18 &2 OFPEREEL, 18 H7-0 OFHERE
UHBEIREI L, PEGRMEICR L CEEEN TR HAL, FOhRII64H% (B E52081%) F THE
i,

(IV. BEICEETHIEE 5. (1) 1) AIMHREEER ©. 2) ReUHER @) OESH)

(2) MEERAMIIE, PSR ERZ R LT, (T v b)

(IVI. ZHEBICEH 9 HIBE 2. (1) 1EREMI - /EFRERE) OB

(3) LAM VALY T 5 A T OMB R OMISZ AR U CERANZAER L. BB TE s
PIFWER & 77T v 2 U EEIER 2~ LTc,  (in vitro)

(IVI. FhEEtBICREd 418 2. (2) EMFEEMTHEEBEIE OmESR)

(4) ERZCEWER & LT, SMEkms, JREA, JIFHRERE, BREMEA L X ZIR - A%, QT
HER:, DEEMAEMD S Sz, EeRIWERIE. 0 - OezE (33.1%) . i (5%LL 1)
EThoT,

(VI 2t (FHALOFEES) BT 51EE 8. (1) EXHEWEREMEMER) OEEMR)
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4. BEEFERAICEL TR NEHE

WEREFICBAT D8, Somf FHEET A N7 A 5% GEEiS
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BN Y 27 o MUuEENE L TR S QO D&M 4
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(202544 A FE5)
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I. &FICEEY 5IHE

1. ER5E4
(1) #0 #  AT—7T%E0.1mg
A7 —77%0D #E 0.1mg

2 #  STAYBLA® Tablets 0.1mg
STAYBLA® OD Tablets 0.1mg

(3) BWMDEEK  EEEEDE I D IREYRARE SR, UHAMERIEN 6 LT (bladder)
(CHED (stay) »Hnd

2. &4
() M @RE) (AIF7=7F> JAN)

(2) #4 (@fi%) Imidafenacin (JAN)
imidafenacin (INN)

(3) RTLA LAV AR © -fenacin

3. EEARILRERX

4. HFARUDFE
4372 Ce0H21NsO
15 : 319.40

5. L& (MdER) XITHFE
4-(2-Methyl-1 H-imidazol-1-y1)-2,2-diphenylbutanamide (TUPAC)

6. {ER4%. A4, B8, itEES
BRF&ECE - ONO-8025 O NBFSE A, TR )
PSA-337. KRP-197 (ARl AStt)
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BRI 5EB

1. YERMEEAEE

(D

@)

(3)

4)

(5)

(6)

)

HMER - IR
AT A ORGSR UL EOMR TH 2,

AR

AEIHEE (100) 1TRT0T <. NNV AFIVFRILLT 2 RXUIA X ) —IUTSR0RITRe
T, = b (99.5) IT0NRTIZ L, T =R UTETFITS L, KiZiZEAE
A DRENAN

RimtE
JREE 25°C, JRFE 32.8~93%RH |ZfR1F L. B EA(LEZTHFER, ST E IRV CE &
AT E A ERD NS, A I F T =T 2 AT 22 &R LT,

R (OER). R, AHER

Al 0 192~196C (AR —iGAERE  RUAIETESS 115

BRI ARRE M

pKa : 745 (1 I XYV —/VEROMEEHIARY : FFRIEER)

HEFRE

1-4 7 % ) —/ & pH FEEIRE O3B (25°C)
pH (Mcllvaine DFEfER+ ) et pH (SérensenfE () Tl

2.19 8.18x 103 9.27 396
3.04 2.36 X102 10.07 420
4.03 6.64 X102 11.00 425
5.07 4.97%x1071 12.22 423
6.08 4.47
7.02 35.1
8.07 240

3 [FIDORIEEDNE

T DD ETREE

MERIR L



2. AMHSOEEFHTIZHEITIREN
(1) BEEHTICHITHREN

oM s B |ERE (%)
H H % . FI DR FER
IR DI 100
- 50°C. ., a7 A ) | 3EH X [2AQ 100.1
1 60°C, M, W T A (BkR) | 31EH b L 100.3
O 0, ‘Et:{f\ /. =
25C. 90%RH. L, WETT 2| g g 7L 1005
s o (BAkR)
7 [ 60°C, 90%RH, D, BT A s -
\ 25 :
v () 3 A VX |93 100.1
. 25°C, 10001x (D65 7 7). 50 H s FREEN
/. IR /‘ Y
I A 190 Flche|  ZfEAEL 100.0
40°C. 75%RH. #L
DEEERER | (R =F Lo W+T7T U348+ 616H Bl 99.7
Ty AN—RT L)
25°C. 60%RH. Y
EWRE| (RV=FLoR8+7 1348+ 361%A v L 99.8
Ty AN—RF L)

TEREIXBIMAE O B2 100% & LT LT,

HIEEH -

AR (AR, HRWED . KRGy, B

PR OMBD . ERRRER GRONIINAASY Rov BT, Bk XBRIEIHT) | i, e




(2) REIDFRICKDERM
SRR (PSA—402 : KT COMUKRERSY). € Ofth, « @l b /KBUING X 554
) 12k 0., LTOESTORENDEEWDNZED BT,

HsC
O “r
NP
OH NH: O

O o

4-(2-Methyl-1 H-imidazol-1-y])-2,2-diphenyl-  N(3-Carbamoyl-3,3-diphenylpropyl)-
butanoic acid (PSA—402) oxamic acid (M-5)

o3
>7NH
N\n/\;o

NH: O

(O°

4-(2-Methyl-4,5-dioxoimidazolidin-1-y1)-2,2-  4-Acetimidoylamino-2,2-diphenyl-
diphenylbutanamide (M-2) butanamide (M-10)

Z D
(@)
=gfm
O

O B\
1\\"%0
NHz O
Q O

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

3. BRI OHERESRE. EEE
Tt SaERk
AR IRINRI A NVAIETRIC L0 #e 35,
AT E | NI ARY MVAEEDORAC A U o MEEFNEIC L O FEREI TV, ARdhD A
Y MVERDSIRARY VAT 5 L& TEDART MWIIR- SO & Z A1
[RHRODTRIE DRI ZFBD D,

EElk
HE K7~ 7o 7 4—ICLVEETD,
Frties « SAMROOLERE GERR - 220nm)
FeXEH Wk v~ N7 T 7 o —HA T XTI Uk U 1L
BEE : 1-4 7 2 2R e B Y 7 1.08g Aid7= U g (1-1000) (SEH L.
1000mL & 3%, ZO#E 700mL (2K e~ N7 0 —H7 =KL
300mL #/Nz 5,
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1. Fifig
(1) FfEDEH

AT —T7F®FE0.1mg : 7 4V aA—T 4 T EE
27 —7Z%0D $E 0.1mg : 5 (HEPNAREESE)

(2) SHIDIMREUHER

kR 58 4 AT —7 F®E 0.1mg AT —7Z®0D $E 0.1mg
Al T T ANV T—TF 4 T EE FEhE (DPENAEESE)
i% ﬁ
fl i 3 _
E (mm) 7.1 7.6
JEEX (mm) 35 41
B (mg) #7140 #7180
E AR~ U THIRER =fe:)
(3) #EAla—F

AT —T7 F®FE0.1lmg : —

27 —77%0D #£0.1mg : 0N0 517 (KKK PTP cl#EZ50R)

OF Tt
AR L

(5) TOfth
AZY LR




2. FIOMER

() BPES (GEERS) OSERVHMFH

W 7e 4

AF—7F%E01lmg | A7—77°0D§E0.1mg

A 2k oy

1 GEH
AIXT7xF 2 01mg

wom o Al

mtro—2x, STV | D-~r= k=), ST IV
Ty LTy T RE R | T T YT T T AR
RATT VB ITH UL B | WAZZ Y L— 2R v—E,
Tura—A, @FLy. = | 7aABE Re K TE b A
TFREk, vt oosay F#. ATT VU~ 30 I

(2) BREEORE
24 L7au

(3) BE
AR DA

3. BRTAREDHERRURE

B LA

4. Hif
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5. BAY HAIREMED HHIMY)

NHz O
0
4-(1 H-imidazol-1-y1)-2,2-diphenyl- MN(3-Carbamoyl-3,3-diphenylpropyl)-
butanamide (PSA-375) oxamide (M-4)
HsC
>:N
N\)
OH
0

4-(2-Methyl-1 H-imidazol-1-y1)-2,2-diphenyl- N(3-Carbamoyl-3,3-diphenylpropyl)-
butanoic acid (PSA—402) oxamic acid (M-5)

H:;C>7 - O .

N CHs
NH

NHz O NIz

O

4-(2-Methyl-4,5-dioxoimidazolidin-1-y1)-2,2-  4-Acetimidoylamino-2,2-diphenyl-
diphenylbutanamide (M-2) butanamide (M-10)

1-(3-Cyano-3,3-diphenylpropyl)-2-methyl-1 4
imidazolium phosphate



6. HAIDEEFHTICBITEHREM
(RT—T5%%0. Img)
BEEE ek M) . #tsER, el WaHEER, ER, KT, B,

(R ZEMHRRICIN T, HIEARRE Len o738 )

(1) RHAGRFAER
1) 25°C. 60%RH, Hi&adEfae (PTP, 733y 7 #46)

oW s | A | 1208 | 1WA | 2480 | sefn
P ) W | B kil | kel | Bkl | Bkl | Bkl
E OB 100.6 100.8 101.0 100.2 100.7 100.4

(%) (100) (100.2) (100.4) (99.6) (100.1) (99.8)
FER FEEN
2) 25°C, 60%RH, ff&oipme (R =F L i)

W s | et | 12@8 | 1WA | 2480 | sefn
A ) YoRet | B kil | kel | Bkl | kel | Bkl
E B 100.5 100.8 101.2 100.3 100.3 100.1

(%) (100) (100.3) (100.7) (99.8) (99.8) (99.6)
TS RN
(2) hmESAER
1) 40C, 7T5%RH., Ff&mdspre (PTP, 7328y #4H)

oI g | 2@ | amn | e
P ) wRtet | kel | Bl | Bkl
E OB 100.6 100.8 100.5 100.6
(%) (100) (100.2) (99.9) (100.0)

FER HEAN

2) 40°C. 75%RH., FfalEaE (RY =F L )

oI s | 2mn | amA | ema
P ) et | kL | Bkl | kL
E R 100.5 101.1 100.6 100.1
(%) (100) (100.6) (100.1) (99.6)
fire S FREEN

() BEZRTEM

1) 50°C. Fefeaiigpae (PTP. 7L 38w 7 #%%6)

W e | 1mA | 2@A | s
P ) vt | kel | kAL | Bkl
E & 100.6 100.6 100.0 99.2
(%) (100) (100.0) (99.4) (98.6)

FER RN
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2) 60°C, Hfkoids

P = =
e

(PTP, 7/ IXv 7 #H)

oW g | 1mA | 2@ | s
s Bl YRR | el | Bkl | Bkl
E & 100.6 100.2 99.1 98.2

(%) (100) (99.6) (98.5) (97.6)
FER RN
(4) BEREMNE
25°C. 90%RH, #Y, MEaEfRmE B +—1)

oo s | amA | emA | swn
g & wRtet | kel | Bkl | Bkl
E R 100.6 100.4 99.5 98.9

(%) (100) (99.8) (98.9) (98.3)
TS HIFEN
(5) ZZTEH
1) AEREE v —1) 1 25°C, 10001x (D65 7> 7)
I . 125 H 25 H 50 H

THH PRAGRS 30 /7 Ix-hr | 60 7 Ix-hr {120 J7 Ix-hr
s Bl YRR | el | Bkl | Bkl
E & 100.6 101.0 100.8 100.1

(%) (100) (100.4) (100.2) (99.5)
fire S RN
2) PTP a3 : 25°C, 10001x (D65 7> 7)
HiH] . 125 H 25 H 50 H

IHH A 30 77 Ix-hr | 60 75 Ix-hr [120 7 Ix-hr
P ) ket | Bkl | Bkl | kAL
E R 100.6 100.9 100.8 100.3

(%) (100) (100.3) (100.2) (99.7)
fire S RN
3) WY ZF LU : 25°C, 10001x (D65 7 7)
I . 125 H 25 H 50 H

THH AR 30 /7 Ix-hr | 60 /7 Ix-hr [120 J7 Ix+hr
g & WRREE | el | kAL | Bkl
E & 100.5 100.6 101.0 100.6

(%) (100) (100.1) (100.5) (100.1)
TS RGN

11




(57— ] LT
WEE < PRk OMBD . EHRWHE, R EE

1) 40°C, 75%RH, . HEEREE G +—1)

o s | 2mn | amn
P ) ket | Bkl | Bkl
EOE 101.1 99.5 100.0

(%) (100) (98.4) (98.9)
FER HEAN

6 1« Sk E IR AR T3 T DO H & & OHIHR A,

2) 40°C, 7T5%RH, #¢, PTP 2l #4H

e

R BHAAHEE 2 & A 4 A
A ) et | Bkl | Bkl
E o= 101.1 99.9 99.7

(%) (100) (98.8) (98.6)
AR IS

6 &1 FHRWHDOEINZRD, B, < OO TSN,

(RT—T5D ££ 0. Img)

HEEE : PR, Meadakbh, Mo, Ve R, BB, Bgaab*, mE*
(k  ZEMHRBRICBW T, EMEA R E L~ 7-1HA)
(1) EHGREASR
25°C. 60%RH. Iirdiwae (PTP, 8K 7L 8y 7 #556H)
o~ PR g 6 1 A 12 % A 18 i A 24 4 36 % H
P ) A, 27l | el | Bkl | 2L | Bkl
E B 99.4 98.8 99.4 98.0 97.3 97.6
(%) (100) (99.4) (100.0) (98.6) (97.9) (98.2)
FER HEEN
(2) hmEEHER
40°C. 75%RH. Fi&AtEERE (PTP. KA 7L %y 7 H5H)
oW g | 1@ | sma | e
A ) H, ML Mere L M7
E o= 99.4 985 98.3 97.4
(%) (100) (99.1) (98.9) (98.0)
FER FRFEN

12




3) REREH

A& EEERE (PTP, S0 73y 7 J)
HiH] . 50°C 60°C
IHH PHAGS 238 438 23 438
A ) A, ezl | Bl | Bkl | Bl
E & 99.4 99.1 98.1 98.3 95.8
(%) (100) (99.7) (98.7) (98.9) (96.4)
AR RN
(4) ‘BERTEMY
25°C. 90%RH, #t, MEAEREE B +—1)
o s | 1war | 2mAc | smAc
P ) L) Bl | Bkl | Bkl
EOE 99.7 98.3 98.6 98.7
(%) (100) (98.6) (98.9) (99.0)
TS IR
k0 BRI E L QU2 WS REERE RSN L, FREEDMIK N L7,
(5) FEREH
1) MEAERRAE (v —1) : 25°C, 10001x (D65 7 7)
HiH] . 125 H 25 H 50 H*
HH PHAGS 30 77 Ix-hr | 60 77 Ix-hr [120 77 Ix-hr
A ) =ie) Bl | Bl | Bkl
E R 994 98.6 97.3 96.4
(%) (100) (99.2) (97.9) (97.0)
fire S FRFEN FRFEAL

*  HERE OARFIMEIN LT,
2) PTP 433 : 25°C, 10001x (D65 7> 7)

Wi 125 H 25 A 50 H
IHH PRleiRs 30 HIx+hr | 60 5 Ix-hr {120 /5 Ix-hr
A ) H, vl | kL | Bkl
E o= 99.4 98.5 97.7 97.1
(%) (100) (99.1) (98.3) 97.7)
AR HIREN
. FRELER VAR DREN
AR

. HiFl & DEAEIL (PEREFHEIL)

MR L

13




9. Btk
(RT—T5%%%0. Img)
DRkl BR BHEERE OSUWE) 1ICX0ERBRE17T9,
(5] [eisEL - 50 [BlEs/ 5y
BRI : 7K 900mL
[FEHEE] AR 20 S5O HFIL 85%LL I
(R FEHEISICEA T2,

(RATF—T5®0D ££0. Img)
(k] B WHEERE OSPUE) IcXEBRE17o,
[SetE]  [EMiEEL : 50 [Elfs/ 5
AR « AR 2 2 900mL
[RHHEIS] AL 156 IO HHRIT 85%LA 1,
[FER]  EHERICES T 5,

10. &% - a2k
(1) FEHMDEGESE - B, SMEHINHGRS - KB SR
BB

(2) |a%
(RT—T5%%%0. Img)
100 &£ [10 &£ (PTP) x10]

(RAT—TS50D ££ 0. Img)
100 2 [10 82 (PTP) x10. ¥ZMHIAD ]

() PHEEE
B L

(4) BBROME

PTP @t
PTP: 73, AU mr’L v
TAINRyY T Ry FLy, RIZFLTLTIHL—|
AV NI N R w o P

VA
AR . RV =F L
R AN U A =1 o P

11 BRI Sh SRS
AR L

12. &0t
A LR

14



V. AEICEY 51EE

1. BRENIZHE
BWEBBEM BT SREVHER. SRR ULEMRAE

2. PHEXITBHRICRIET HIFE

5 MEEXIZRICEHET HiFE

5.1 AFIZEHT DB, 72222 LV BEARIER MRS T 5 & & bic, Foiekz 23
DR (RESRGYIE, JRESRS A, EDERECRINZ S O TR T 28 EwSE) 23
b5 ZEITHIE L, RBESFCL VRIS Z53E T 0 2 L, 7ok, BEIDSCTHM

ML EETH L,
5.2 THRISPAZERE. RIIRENES) 280 L QD BE TIX, ZIUTkd Di6F 25

it A R
5. 3 IETEEIEEEOAEIR 2 WA Z 5% C & 22\ FRJE S IR RERE AR A D% 55t 5

N AN YA AN

(i)

5.1 EEMEZIET A R T A AL, SN S 13 REYRBRGE VZE & LTt
TH Y IR KR LD SO Th S, UhEMHREES IV TII ARV, | & TR
ShTung, B
WEEENEDE ORI 2D 2 B, i EENEE & KL U TEIR 2 A3 D R (RIS ERYYE
TRIEAER . R -oRN T I O T RIRIC I D EWE) N2l 5 = L VEH
LR BRI ) | KA SR TR 5 A BT, BRSO RS T & 0 S
[zt & HERL U7 EIR 2 9 AR D ATREME 2 518 L 720 DRI 24T 5 MENRH 5728
RE LTz, FT2, MO TN SRR 5A12E, HEIDS U TE
PR ED S EHBET 52 L,

IR & F7- DR - fRAEFTY)

1. BB R, B a. MR  (EhREmE?)
2. JEEIDEEI DB T NS

3. RINZHR - PRIEOIE | RN, REREA

4. PREGMEZRIEYWE HIBEPEREDESS . RSZARAE, FRIER

5. Z0ft PREA. ZEPR. DIRIMEARIR

5.2 WEEEMEE D O b, BNIRIEIIEZSED TR RE AT D RE T, Hizm )
CHBEGAT X 0 BEETERS (BERAR) OUGREDIHISAL, JREA, PERREESE ORI E L
THAREMER D D, £, REAZHT 2 BEIIARNOR 51T TH 5,

DT, THERIEEAZERER FNIIIEIES) 250 L CWABETIE. AFloES%
ERET DRI, BNIRIEIIESE OIRIR 2B S D MEEN B 55570 72 hakiE LT, 7233,
AFNOEGAAER GRGREE, VL - HEBNED <d, AIWER & L TR (0.1%) . BER
WE16F (1.0%) . FRIR8MH (0.6%) . FRIRE19M: (1.2%) 23E STV,

(WI. &£t (ERLOFES) BT 5EE 8. ¢EWEAHEE—EXRZEF 1) o
FR)

15



5. 3 WRENEMSIRT A BT A AL, EEEDE & 13 UREUIARZ WA & LTERIEGRE

THY , WHEIIER L ERBER AL D O TH D, URAMIRIEEIVE TR, | LT
SNTEY ., JERICESW TSNS, 207D, @SSO B HRek 2 e C a8k
T 7R\ FEAVE X SRR ERE R BB TR B & B ST, AR OE GRS L 13
B7RUNZORRIE LT,

3. AZERUAR
(1) FERUVBEOMER

@

WHE. RACIEA ST 2 F 08 LT ImgZ 1 H 2], A% KO B#%ICR A% 5
T 5, RS EIE A X7 2 F 2 LTLHE0.2mg, 1H0.4mgE THETX 5,
(fsn)

TR A~ B[R 5B 2 36\ T, AR5 CIIZegi 5- e L CmaxiE1.3f%, AUCo12
3125 Ch-o7- (VI ZEWMEREICEET IR 1. (4O BE - fHHEEDFE 0OEEM),

FiERUVRAEDRERR - 1B

ATHAEE AR A B0 SRR K OMZ IR A B R B SRER OFER L 0 . AAl1E]
0.1lmg, 1A2[EHEENFHIE EEMRIEGEERY OfEE L TRE Sz, ENFITH
CHEBERIEGRER (2B T T RIS A BRES V- Z & EENFEIEE
W B3R ICRB W THIMER Y EEPHER SN2 En, B HEA1R0.1mgl H2
Bl EFRE Lie, Fio, EWNSNHFEEER I 5350 OfER, AK100.2mg/ H B5- T4
ZRIEEN 72 <. T BERMS D NRWEEITIR, 2fFEHED0.4mg/ H £ TORENEN
RN,

4. FERUREICEET IR

1. BERUVAZICEAET 5EE
11 A 3IF7xF e LT1EO0.Img %2 1 H 2 [EHE L, SRR+ o2 e RE)

1.2 PEEELL FORREED S HHEEITHOVWTE, 1H0.1mg 2 1 H 2 [FH5-242%, [9.3.1

1.3 HEOBEEDH HBEFHIZOWTL, 1 0.1mg % 1 H 25232, [9.2.1 %]

IRWGAITHEE ARG 5 2 &, AAE 117 0.2mgl H 2 [AITCTHREBILE L7558 0HE%)
PR OB IHENT L TURL Y,

2]

(i)
7.1 ENFIARE SRR 558k 9 13, EEEEEss 435 Flaxtg s LT 0.2mg/H T 12

TR OG- L, T ORI EIYE 2RI REN 2 < . HoleasitnEoian
B 182 Bilawtg L LT, 0.4mg/HIZHEE L 52 M N&E- L= (IV. ARICET 3
IHE 5. (4) 2) RE&MHER ©) oms), Zok®, 0.4mg/H THREZBMG L7
FIRERI T2 <. BEIMER O EVEDRHENL L TR T E D BERE LT,

1.2 AFNITE LTHFCRISND Z Ldb, FHREEDSH 2 BE TIIAFIOMARE) E < 72

D EWERDFEER L9 < R 5 ATREMEDNE 2 BT,

[P ES IIAERE B R PR 5 9 (2T, HPARRELL BT D& 2 A Tl Rtk
72<, 04mg/ ARG TOLEMEIMNL S TWRNZ EbirE Lz (WL B2t (E
RALDFEEH CETHEE 6. 3) MHHEEREESRE 9.3.1) OHEEM),

1.3 HEA COMARBRIZIN T, AFIDIRPA~DOPHEERIT 65.6% & 22> TRY | BEEDHD

A TIEEYRINEIE T S BT -T2,

FEIPEE IR BRI G ER 9 128\ T EEOEREEOH 5 B8 T ERERD 72 <
0.4mg/ A5 COLRVHIFL STV W Z EnbRE L (VL RE&£H% (ERLD
TEH) ICEIAIRE 6. () BHEHEEERE 9.2.1) 0HEBH),
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5. BERRAVE
(1) BBET—41R\vr—o
AR DA

(2) ERPREEEREAER (ROHMEE SRR UREREER)
1) BEE5EHER 0

fERER N T 32 fil %5 & LC, A% 0.025, 0.05, 0.1, 0.25 & N0.5mg % Z2fEIFZ B
FEEOHE- Uiz, BWEHE LT, O 4 6] (0.25mg # 1 . 0.5mg #f 3 #i), P& H 1
B (0.5mg #%) . short run BLLEEMERISMRHEOSE O 141 (0.05mg BE) . =PEFRARS 3
Bl (0.1mg #F) . E=MINGHE 1 61 (0.5mg &) . DEEMEISNGHE 2 41 (0.5mg BF) . IR
Vo HIEREHEN 2 1] (0.1mg, 0.5mg #4551 61) NALITN, AR CITEER LD
172> 7,

2) RIEHREHER
TR B 6 Bl a5 & LT, A#410.25mg # 1 H 2[H (0.5mg/H). 5 A G BA
X1 EIOA) 12 FFHFRR TR OEE L, RITERE LT, nid23 161, ALT fEATUNAST
D EFHN 1 BBz, AR CIXEERLDOITR -7,

1) AFNORELOAEL, EE, BRAKIA 47 2F2 2 LT1E0.Img 2 1 H 2 [[],

IR KO BRI NG T 2 IR0 0558013 A I 47 =73 & LT1H0.2mg,
1 H0.4mg £ TH&ETX %, ] ThD,

17



(3)

FRBRICERFREER 1
R BR 4 RITEES AR U SHRRAR
ART YA S, FEMR. EERE, WATHHEEEHR
X R | SRR A A D ARREAIMEEE S O S L D8RR - IRRESESE (73 i)

SRR ILYE

« 20 1AL 80 At D B 1

c BERE AN IS FEE D BER Bk e iisk c X D

- BEBENEHIE  (CMG) (2RO CHEMHIG R SRR S AL, B 5BAG H Rl 3 A
MIOWEERIEEGS 1 B 10 [BILLEDRBEE, & D\ NI 554G H ORi1 8 MO
PRI S 1 B 1 [ o, 4%

LB YE

- BEVEREIEMER AR (GSI @ genuine stress incontinence) DHEE

c AT =T NVREEZ LTV D EE, MEEIRZE M L TV 5B

- REAE R BHE

cHLa ) VEROBREDPES SRR (RNES) 250 WD EE

- S HEEREE D& 5 8% FRIREAS 50mL L)

- PRIEQIBYSE I 2 S 0F 2 B

- MOBIR - IRAEEFIE Fia ) 3 PNETho B

- B HEHAART 3 1 A LIPICEE SN S IR 252 1. Z2h05580 i
R

« BRI B LA D REREIRDNEEE LTV VRV RS, &5

A#0.05mg, 0.lmg X(%0.25mg # 1[F[ 162, 1 A 2 [\, #E%&LOY B%IZ

ABITE | o8 ammn g Ui,
TERTRIHE 29 D AR L O e 78 fila %5 & LT, AAl
H # |01, 02 X1*0.5mg/H% 28 HIF#EA#E- L, Ao, 2otz & HERH T
i Ui F & A it LT,
FEFHIEE | 1 A7z OFHEREEL O3 HIFOGF RIS
BIVGEHIEEE | 1[8167- 0 OfRE, %
Ak
FERHIEE O 1 H & 720 ONEPEREEL O 8 HIFOGFHRAZE ST, &
Al 0.1mg/ HEEL Y 0.5mg/ BRI CHEZRPEHRIEEE O (p<0.01 &Y
p<0.001) 75, F£7=. 0.2mg/HEEL N 0.5mg/ HEEZRBWCH B RIRAZE D
B (p<0.001 KON p<0.05) H3F88 BTz,
FEFHEIER PR SEBEL | 28 HFE S IERE
" 0.1mg/HEE | 214 -1.6+2.2%
1H %7‘;@ PHRREEL 0.2mg/HHE | 214 -1.1+29
(Z{r&: : [a]) : s
0.5mg/H#E | 20 45 -2.8+24
- ” 0.1lmg/HEE | 13 44 -32+57
3 Hfﬁﬁgé'\ﬁiﬁ(%%@ﬁ 0.2mg/BRE | 164 ~4.6+4.1"
(Z V& : [a]) :
0.5mg/ H#t 16 15 -41+6.6
oo B REHEIE B Bt JEGEL | 28 HIFEXUIEH IEIRE
) - 0.1lmg/HEE | 21441 8.1+928.1
1 Eﬁ’%”_ gﬁ?’:“% 02mg/HEE [ 2141 11.1+305
’ 0.5mg/ H#t 19 15 22.5+33.8"
S AEERZE  * : p<0.05, #k : p<0.01, sekk : p<0.001 [vs #5HIfHE t FE]

freeslas

BIVEFRERIT, AF0.1mg/ BEE : 60.0% (15 511/25 1) . 0.2mg/ HEE : 76.0%
(19 B1/25 %) . 0.5mg/HEE : 69.6% (16 /23 %) TdH-7=,

0.1mg/ B & 0.2mg/ B A 0.5mg/H ¥
BVERAZIRE  160.0% (15/25 H) [76.0% (19/25 #) [69.6% (16/23 )

FER AT S A bR < HRBIMERIE, A4 0.2mg/ HEEIZIWT, M8 44.0% (11

/25 ) . 564 16.0% (4 51/25 i) . HERKEE 16.0% (4 51/25 1)) . HFEW

8.0% (2 11/25 %), EFE8.0% (2 41/25 ), FEti 4.0% (1 #1/25 ) ToH-

7o AFBRICEBW TR HI K VAR BIWERITRRD H/ed -1,
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1) AFIORRER O &L,

DI, IS 247272 LT1E0Img 2 1 H 20, FIR%LOY A

BITRABET D, FIEA DRI A 34 72 F 2 LT 1H02me. 1 H 04mg FTHRTEX 5, |

Th b,

(4) TRERHIEER

1) FEMEIREEEER
OFEAIEITRERIGER 2

e PRI A — i S ER
PRERTYA SEERILRE]. AL, o ERRIR. TEER. HEReRER
P EEEEREE (401 f1)
- 20 LA DB
« BIEWE TR 1IERIOER B EEICRW UL FOUMEA 2 Ci7- 7
et | DL R 7 0 OBFHR AR 5 [FSL E
BRI | o)1 Wi 0 TR 8 L
@1 H®H 7= OFRETREREOTAEES 1 B2 E
- JEIR B EEA IEMEIZ R0 C X 5 CVRBAETIEANE ) L= B, 2%
- BEMEREIEMER AR (GSI @ genuine stress incontinence) D
- BEBHIEE. BEBERE A, RS, RIBEYYEE &0 A
\ . « FRIREDS 100mL UL Foo B
B | L b TR A M L LB
BRI 3 2 AN CESHIISRESU a2 T, hR SR BB
P U VEROFB AR R R ST D A &
S AFI0.05mg. 0.1mg, 0.25mg XL 7vR% 1A 18, 1 H 2 [EFE%ED
m AR 12 B8R O LT,
a " IEEENEEES 401 FilZxi% s LT, A#10.1, 0.2, 0.5mg/H K OINT T ER%
12 AR O P59 5 E BRI EA LA TR bl B S iR & S50E L7,
FEEHMIRE | 18R H7- 0 OEFHRIE RS
BIGEHIEEE | 1 H&72 0 OFIPERIEEL, 1 HH7- 0 OREThREOEEEL, 5
HhE
FEFITEH 1 18 H 7Y OEFHRAE B OZ b & L, A% 0.2mg/ HEE
JOY 0.5mg/ BEECT 7 B ARBHIR LEEZRSGESR (p<0.001 &Y p<0.01)
oLz, F72, BIRGHIIE B QR EVHAEOINIOWT S, 77 BARREC
% AAFN OB (p<0.05, p<0.001) 2D OHNTZ, T T vREEEETe 4
FEORESISHE (p<0.0001) H3FRH HATZ,
(1 Hf B2 0 OEFHIRIEERE (b %))
- BESE TR (G : (3D HETRE O %) jioNsiEe DunnetthiiE
Bl S = B | BRG T = BEEREEE kit @i pfit? pfit®
1R PR 95 {1818 =+ 17.65 94 14286 = 70.17 (3111 { p<0.0001 *|[P VS 0.Imgi p=0.0906 N.S.
%g;@ 01mg/FiE| 91 {1573 + 1081 | 91 {5981 + 6148 | (5-133)i p<00001 *||P VS 02mgi p=00010
JRIAE 02mg/BEf| 93 | 1576 = 14.33 93 i-7161 = 4395 (-3-113)} p<0.0001 *[P VS 05mgi p<0.0001 sk
7%?:!: % 05mg/HEE| 76 | 1764 + 16.11 76 1-82.19 + 28.68

1) : Permutation 28 0 ZEMEAFFE L= p i (H{IIRE, AE/KYE : 0.025)
2) :pfE (FRE, AEAYE : 0.05)

(1 A&7z Y OVEPEREEL 2k - )]

) TBEE TG GZE - ) T GE oS eis Dunnettffyi
ATAIER | B
Bl S+ BRERGE | GG PR+ BRERGE (L @R i pfE?
PiE 9% {1142 + 279 [ 94 i-107 + 193 | 3111) { p=00014 *[P VS 01mgi p=00791 NS

1A
-0 0| 0-Img/ AEE 90

o9, H )
HEREHR g/ PR

176 = 256 || 90 | -172 211 | 5-183)i p=00014 *|[P VS 02mg} p=0.1920 NS.

+
1118 + 248 93 i -159 =+ 189 (3-113){ p=0.0003 *[P VS 05mgi p=0.0002 i
+

05mg/FfE| 76 i 1279 + 351 76 {233 2.20

1) : Permutation 52 2 W ZEVEZFREE L= p i (FIURVE. AE/KYE : 0.025)
2) : pfiEl (FiARE, AEAKHE : 0.05)

19



(1 B&72 Y OPEREINEEIEEL (ZHEE : %))

B A T GEE HeTI Gk %) roNsI i Dunnetth#iE
FHIEE | B
B )+ R | GG T+ BRI | @i pfi® pli®
Pk 95 i 48 + 372 94 i-3812 + 6258 (3111) { p=00008 *|P VS O.lmgi p=00079 **
1H&7=Y

DS 0.1mg/FRE| 91 i 477 295 91 i-6029 + 4351 (5-133)
DY s
sk 02mg/HEE| 93 | 440

p=00026 *[P VS 02mgi p=00246

3.13 93 {-57.37 + 5328 (3-113){ p=0.0047 *[P VS 05mgi p=0.0053 i

HoE

0.5mg/HEE| 76 | 583 458 76 16231 + 3264

1) : Permutation 52 2 W ZEVEZFEE L= p i (FIURE, HE/KYE : 0.025)
2) :pfE (FfliE, AEAYE : 0.05)

freeslias

BIVEFIRERRIT, 7T B ARRE  20.8% (21 /101 f41]) . A% 0.1mg/ H#¥ : 30.3%
(30 #41/99 #4) . 0.2mg/ HEE : 37.0% (37 1/100 1) . 0.5mg/ HEf : 62.4% (63
$1/101 B) Th-o7-, BWEAFBERIIHERGFHIRO b,

7T R 0.1mg/H#¥ 0.2mg/ H ¥ 0.5mg/ H
BIVERRSEIRER 120.8% (21/101 £1)[30.3% (30,99 1) |37.0% (37/100 151)|62.4% (63/101 i)
FREWERIZRYE (77 8RR 7.9% (8 #1/101 #i), 0.1mg/ AR 13.1% (13
%1/99 f51)) . 0.2mg/ HEE 23.0% (23 £51/100 1) . 0.5mg/ H#F 46.5% (47 1/101
B). {#Fs (77 8REE2.0% (2141/10141), 0.1mg/HEE3.0% (3 141/99 1)
0.2mg/ H#E 10.0% (10 #1/100 f51) . 0.5mg/ HEE 5.0% (5 41/101 #1)) . Hls
(0.1mg/ HEE 1.0% (1 %1/99 #), 0.2mg/ HEE 1.0% (1 41/100 1), 0.5mg/
ARE5.9% (6 51/101 f51)) | RO FH R (77 £ AEE 1.0% (1 6i1/101 #) . 0.1mg/
HEE1.0% (151/99 #1) . 0.5mg/ HEE5.0% (541/101 1)), W HHE (0.2mg/
HEE2.0% (211/100 %), 0.5mg/HEE5.0% (541/10141)) THh-oiz,
AFRBR GBI . EEARIWERIINE CeEfmEHEHE s L 2 BADHIMED
5EVY) 0.1mg/ HEED 1 I CTH -7z,

F7o, BGHIEE Ao EWERIE. 0.1mg/ HEET 4 51, BAURE, HE - (HR.
fdie, MYERE 1 CH Y, 0.5mg/ HEET 1561, 55 2 UL EiE S5
I OB 9 R, BREEE 31, HAPE 2 F, IREA2 FCh o7,

) ARIORER O &L,

DEHE, I I 7270 LT1E01Img % 1 H 28, FIB%EUYE

BITR OGS D, SRR 73581 A 47 2F 32 LT 1H02mg. 1 H 0.4mg £ THETE 5, ]

TH %,

O »

A R 4

[EPEEIIAH 77 AR S REEAER

AT VA

Sltiax LR, HIESIL, 7T AR, TEER, W TR HGAR

I

EEENELESE (781 441)

EARARGRSEUE

20 LA LD F &

« BB TR 1AM OIER B EEICB WLl PO RHE A 2O/ /s
D1 B 7= 0 OEFHRIEEEHEDS 5 [FILLE
@1 HH7= ) OFEPEREES 8 [aILL E
@1 H®7= 0 OREYRAEOTEaEEAS 1 [[I2L

< SEK AR IEREC RO C & D LIEBRETIEE A L7 R, &

LB EYE

- EVEREEMERRIEE (GSI @ genuine stress incontinence) D

- BISCRYE, BEDCEES, BEMGE A, RISEYYEL S0 2B

* IR 100mL LA LD SUTRRRA T & 72 DRI IERIESE O T
JREEPAZEMER B A GO DB

- BIEHIORER ARSIV T 1 HEEREDS 3,000mL LA EDZIRODESE

« BT —T VA RRE X TRRRGE IR & FEhE L T D R

- BIESRID 3 A H FRILANIC B RURISREE S IBERI 252 ) 7= i

- L ) VOB ECRBE AT DB, F

BTk

AIFT=Fvr (KHD) 01mg I7T7vR% 1 B 2 BEIREKR Y BH%IC
12 AR O35 L7,

H

TEEEDEEE X D AR DA LT HONT, 7T R e e L

=2 s SRIE] —E SRR R LA TR PRI C L Y Rt L7,

20




TR H

1M B2 0 OBFHRIEEREL O, 7 TR LDl (EHEO ML)

BIH iR

1 B2 OFEIHERIEEL 1 H &7V OREIHEEOFEEH, %

woR

Ak

FEMITEE TH 5 1 #fH 72 OGHIRIEA RSO SaHEIC T 52 LR
WZRBWTC, AFRET T 78RR LA ERUEDIREZ R LT T : p<0.01
K p<0.001),

123U

TERHE T I

-49.50=+
57.22

B3
17.55=+
11.18

43R}

-33.50+
51.34

TEIEE | RO

1EMH7=0 D
PAES AR

E'(;iigfgf& il 1856+  |-4867+  |-68.24=*
> -0 14.81 44.75" 36.90"

WA A 3

H1D: 7T BRI AR O 1 XY AR T 2 IS EORGEEE B & LTSS IS
RO L 0 a7 T2 R EE 143 i, AHKIRE 318 4]

SIS #* : p<0.01, *0k : p<0.001 [vs 7' T7E&R]

1 2) : BSANIETHIER & b IZAE (a)

(13BRd 7= Y O AFHR ISR D2 L)

(%) 40

ESECREER
*p <0.05
*¥p <0.0
##x'p <0.00
(vs IS LR tE)

BSAE (EIHE): B i
AF—7S#1866+1481 TJSUAE17.55%11.18

20

4950
+
57.22
btk
®
O~ TSt sk -68.24136.90
- A7 —JSH REHRET
80 I I L I |
BB T 4 8 12 R T
F5EE (n=143) (n=136) (n=133) (n=130) (n=137)
AF—J5# (n=318) (n=307) (n=302) (n=291) (n=311)
EAEGE)

BIVKEHIITEE T 5. 1 HH7z 0 OVEBERIEEK N 1 A H72 0 O RELRE
A O RISk A2 IOV T S, 12 BES% UTEEK TRt I+
RRHCR LA B RS R 2R LT G BE  p<0.05 & (Xp<0.001),

e B s N 1218 U
=1[bent 1‘:1) TQ) = ¥
EEIJ kn;{ﬁlﬁ E &E‘E}él &E‘H IJ/ 4)5 ﬁfﬁ'fﬁ 7‘3}?%@7 H#
L Béi 00 I 11.47i2 - .04+ o -1.08+ .
TEIRIRIE - - -
e 2.98 1.58 1.70°
. o | >42F —20.8314;6 " —35.63i53 ~
THIRFEYRORIEYL 2.57 : :
L -+ %) - 4.87+ 3458+ | -53.39+
i 2.90 43.83" 41.35™

1) 7T uRICRT BN O 1 Y AR T B IESMEORREE B & U7 TR
RERORGE X 0 Pk 72 REE 143 B, AFIEE 318 51

THE SRS % p<0.0 5, =k : p<0.01, ek : p<0.001 [vs 77 &R]

2 : SR ISAHTER & I

21




O H&7h) ORI D)

(EN1.5
ESHlE (ETE) 6 P LI
1.0 ‘ 2F—J5811.20:208 ISR 1474250 ‘ (e o B S
0.5f -ﬁ
B Ir L I
%‘Sl
% 05 1.08
100 70m
ol AT IR 1522170
20 | | | | ]
Eiz2i 4 8 12 e
ETH ETE
(1 H&7= Y DEREINARED RO ZA L)
@) 60 —
54148 (ENE) 1 B Ry
a0 - AF—TITR4.87:290 FSLABE 42357 e 0001
(vs T2 thRE)
LT [
it 0
* 20
-35.63
+
40F Lo IstiE =g
I\
(CIE - AT TJTE Y i Y
a0t , LS
=N 4 8 12 b=t
& Ty T
TSERE (n=143) (n=136) (n=133) (n=130) (n=137)
AT —7Z8# (n=318) (n=307) (n=302) (n=291) (n=311)
ERAIETRA GB)

et
BIWERZEEIRIE, AHIRE : 40.5% (130 $1/321 ). "T&HEE : 26.2% (38 44
/145 15) T -7,

PRt BVERRIRER 8 A
7R 26.2% (38/145 %) | 9.7% (14/145 #))|4.8% (7/145 F)
AFHE 40.5% (130/321 #1)|27.1% (87/321 #1)|9.3% (30/321 1)

EREWERIL, ARIRE . NY827.1% (87 #1l/321 #1) K OMERA 9.3% (30 fil/321
B FSEREE: Y8 9.7% (14 151/145 ) . {55 4.8% (7 {51/145 f5) Th-
7=

AAFECTHEEHDS 1 FERD BTz, FERI M REREALZA X 2 A faizepy H i
Thh ., APHEICRRT L2 HL L E X B, &K & ORFEBRITEE SN,
AR COREERBWERIL. 77 R ONTIBH%E 1 1 (0.7%) THh-
7=

F - ARBROAFIRE TGP & A2 > T-RIWERNZ, (H,  FsPEIsNIE - &)
P RIS FEV, 1Y (K161 0.83%) Tholo,

X 7T RARITHT DEEMER O e Y AEREEICRT D IEMEOREEA BV & LTSS I HEEGABR DR
g 0 He
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2) REMHER

OR#z5HER»
i B A NI ki

AR YA Zhipdtlal, IEER. P, RIS
B IHEEIEDEEE (481 )

+ 20 L LB A
- BIEHE TR 1 AR OER A ERICBWC LU T O U2 2 Cili- g
O1 BB 720 OEFHIREMIRAZEEDEE S 1 B E

BRI | o)1 Bt 0 OFAHERITES 8 [
@1 Hd 7= 0 ORETRAROFERAS 1 =L
< JER B EEZ IEME RO C & 5 LIRBRE(TIEMEE DT LB, 4%
- EMIEIEMEPREES (GSI : genuine stress incontinence) DEFH
- BISERRIE, BRI, R A, RSEYYEZ A0 5B
< FRPRES 100mL PLEOBFE, SUTERRAICITRE & 72 2 BN AMIERIES O
JRIEEAIEN R B A A DR D BE
TR ESE | - B OER A 3623V T 1 BEERED 3,000mL UL FOZRDBEE
« T —T VAR REE X IHBRE R 2 S LT H B
- BIEHRTO 3 A RILINIC BRI XBEEIE A 52, 338 &
ni-BE
s Pra ) VDB SR B A AR D B, &
ABOAE | AF0.1mg & 1 H 2 FEEH% L OW &% 52 lER 5 LT,
SR RN 481 FlARtG s LT, AFID R GREOZR MR OE IS
DONTC, ZhiskdRIIEE IR X 0 Bt L7z,
et AESES, RVER. OEX, &
AWE - 1M BT OEFHRAEEENL, 1 B H72 0 OFERIERL, 1 HdH7-
R H D OPREYRARO TR, JRIZAREOMIER, 1B S 720 OEFHRIZER]
BOEE, 1 BdHT-0 OFHPHREEEOE, 1 B H7- 0 OREYLHERO A
B, QOL (o /i) | &
Bk
1 EMHT= 0 OEFHRIZEEE L, 1 HH72 0 OFIHEREEE N1 HH7= 0 DO
BIREHRBREHUC B TR G- 4 B ICUEEDRO B, ZOFIEE S 52
WL F CHERF ST,
STHIEE B | 12Ems | oS Qfﬁﬁf#
SEBIEL 364 355 355 363
LA ®H- 0 OEFE 1453+  |-55.92+ |-70.83+ |-83.51=F
PRIGERIREL (63 %) 14.47 72.52 50.56 35.48"
10 H7- 0 OFHHREN, [11.56+  |F1.65+  [-2.05+=  |[-2.35=*
(L& - [8) 2.81 2.124 2.26 2.144
1H &0 OFHRE 484+ 4581+ |[-55.67+ |-70.53=*
wm UhBEEE (B %) 3.18 53.374 48.65% 38.37#
B RERRE # 1 p<0.05 [vs $E5HIE]
70 BrERTASEHIRER & b ()
(1 M B 7= 0 OBFHRIEN R OZE L)
!
60 (vs B5HIHE tRE)
z ool
(A} + i
"
-80 ) ; 8351
-80 | [25aE GEANE) B 145311447 | Rk +
100 S 2 12 58 ZS gg %;éaﬁgaés
fﬁ‘fﬁgj)ﬁfFQEﬁ\ (n=355) (n=355) (n=381) (n=354) Tri?&?;
' FRHIEHA (&)

23




(1 A&7 OFEEPERIEEL D7)

@1.0
TEREEE
05F w4 <0.0001
5 T T (vs BSHHE tRE)
g 05
8o
i 1.0
= 8
20F 235
| *
25 [ESaEEE) B_1156:28]1 . R A
30 ! ! 1 ! [
HHERE 4 12 28 40 52 Ak
=T FETH
(=364) (n=358)  (n=355) (n=3585) (n=361) (n=354) (n=363)

TR &)

0 A&7 DIREYHERED PO ZE LK)

(%100
a0L Tt HREN
##%p <0.0001
B0+ (vs B5HIE vRTE)
40+
E 20 =
it O T T
= -20

l -7053
ww KRR ©
38.37

60
-80}- [R50 (EFH): B 4.843.18
-100b | | L L L
]eyH 4 12 28 40 52 amE#
ETH TR
(=364)(n=358)  (n=355) (n=355) (=361) (n=354) (n=363)

IRAIBSHAGE)

(SEER) FUBRARTZEICK S QOL FHi

PeRbsa, JROAED QOLEME L LT % Zfieide| 12T QOL #Hfi%
Tote, &2 COHEE (DEMBNEERRIE, OPEIROMBEN RIS 2 D5,
OftF - FEOHIR, O AERHIR, ©H=AUHIR, ©F AR AR, @
DORE, OFER - 757 (=¥ —), QR RMIELER) . & COMMERE (6
12 0%, 28 %%, 52 lf%, TRFRIIE T CRISSHIC TR & ik L7,

[ SRR/ BRARE] [BHRDREENEEICS X HHE] [t F-REOFER]

woR

n=350~362 n=350~362 n=350~-362

2
4
6 *
at
10 1 40 1 : 1 40 L
Q [ SHFHHIR] [#=B9IPR] [ A8 ARIBIFR]
E) o n=350~362 o n=350~362 0 n=282~293
%\ 10 2r
= o
= 20 e
ft sl
= a0k
I 81
2
B 40 . . . 40 . . . 10 . . .
[DDRiEE] [EEBE-E A (TRILF—)] [ERNEEE]
o 1=350~362 o n=350~362 0 n=350~362

405 405 -a0;

SR GB)

% 1 p<0.05 3k3k :p<0.01 sk 3k :p<0.0001 (vs FEHME DB D tHE)
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fractid

BWEAIREIERIE, 46.7% (223 f5l/478 f5l) Th -7z,

FTREWER B%LA L) 1218 34.3% (164 f511/478 f51)) . 1854 9.0% (43 151/478

B) T o7z, FHERHHRIORWERFESEIL, 512 HE TO 41.4%I2H,

#e 512 LT 5.7% T o 7=,

AR T, B DA L D] 1 FIAETRD SR, AOHED EIELE
WCERT 2 HG: LB 2 DL, AHFE ORFERITEE S,

ARRBAC, EELRIWERIZ 1 (BIREMEREARE) ThoT-,

AFRBROP 5P IERIT 21.3% TH Y . 2D ) HEWERIC L 535 1ERIL 5.6%
Q7 B1/478 ) T, 2ELIERRD B b DL, D861, A 4 1, H/ 3

i, AR 21, FRIRE 2 1F, BREER 2 1F, BR 2 1F. IROBEFEK 2 T -
77

Fz, DERIOWEZRR 12 8% 437 61) . 28 HEEE (412 #1), 52
Mtk 374 41), & THE (52 WML UIHIER : 444 B) (ZFHE L7203, WIh
DR BT HBIESE TR (477 7)) 5350 QTe DFEHHBEDLERI TR
DOz, 60ms PLEIER L7EF 6 BilEED B, QTe DiAAEIX

478.6ms TH -7,
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CIEERHRSHER Y

A R 4

[ PR S A R e -k

AT VA

Sl EER. FER, RIIRGHR

xR

ETEENEEIEES (435 i)

EARARGRSEUE

* 20 LA LD F &

- BIERE TR 1 RO A 8BV CUL T oA 2Tt~
D1 B 7= 0 OEFHIRBMIRIEEDERAS 1 B2 =
@1 H 7= 0 OFEPEREES 8 [aILL E
@1 H®H7= Y OB a1 B2

< SEK AR IEREC RO C & D LB TIERE AN L7 R, &

TRBRAMRYE

- EVEREEMERRIEE (GSI @ genuine stress incontinence) D

< BINZRRE, BEbE. RESHEA. RSEUYELZ S0 585

< FRPREDS 100mL LA EDBE | SUTRRRANZRTE & 72 2 RN MRIEIESF D T
JRIEPAZENER B GO DR

- BIEHIORER AFEIZHWL T 1 HEEREDS 3,000mL LA EDZIRODEE

< BT —T VA RRE SRR R A S LT D R

< BIZWIRTO 3 » HLAPICESHREIRE, MRS U I 22
7B

s Hia U VOB NS ORBE AT D BE, &

BTk

AF)0.1mg % 1 A 2 [AEIEHZ L O REIC 12 BFREO 5 S L, T O%HEERIE"
ZHEV, HEE L 7Z2VWOBEIAA 0.1mg 2 1 H 28140 [ (0.2mg/H & LT 52
M) FEOE L, R 5RH3AH 0.2me 2 1 H 2 [7] 52 B O#E- LT,
SCHERSLNE | B 5 12 W% ORI SO T OER b IER
fboEF (1 BdH7-0 OREYRAEOIEE : 0 Bl (HRD) . 1 BBz o
SERIBERRIEE - 8 [HA, 1 M7= 0 OAFHIREMERIZEN KL -0 0] (1))
il STV B BB, TR RS R A LB ST L, A ofER
HHMRAMLE LG EITEE LUz, 7277 L, &5 12 E%OIPHEE TloH
EED FORWERNEIR LIRAIE, BELRANWI L& L

H ®

WEENEDLESE 435 Blaxtgil LT, AFIOEF & (0.2mg/H) #5-CTLEMIT
RN PRGN ARWERE RS L LT, WD 2 (FOoHE
THD 0.4mg/ H~EEUEH 62 8H) #5- L72ROZeMER OEIMECOWT,
fthiRx LRI E R BRI Z L 0 Mt LT,

AFME

1R &S 720 OARFHRIEIENL, 1 B &H72 9 OFIPERERL, 1 HHI2 ) DRE
EnaRO AR, QOL (3 ZHERiEss) . RHEH. LEX, %

woR

HRE
AA| 0.4mg/ HIZHERE U-RER, 1 B H0 ORHIKRAEA, 1 BHHZV D
SEEHEREEOR N 1 B &7 0 OFHRETREEEE OB G-aifEl st 5 2 ki
BONTUERED LN 1 #HEH T2 0 OBFHRIZEEIC SV TR 4 %0
TAEER  p<0.01, ZTHLIFADOFME H 12U CTRIERK THOEFHMREH O
p<0.001 ; XD BH D t FIE) . E ORI 64 WL FE 52 Wfkk) £ Tk
Xz,

(0.4mg/ H HEERE)

6438
(HFB21HEM%)
eI

12iMF}%
(0.2mg/ A5,

] B DA%
=0 :F)
SHfE R LA (4B 23

SERBER 159 159 158 159

1 EMHT-0 OEE
PREA RS (2R %)

-22.92+
75.22™

14.01
+13.29

—69.97*
42.93™

—79.30*=
41.01™

1 HH7= 0 OFHER
[P (e W)

-0.82+
1.70™

11.86
+2.44

-2.03+
2.01™

-2.11*
2.06™

1 7= 0 OEBRE
BRI (VR %)

—23.67%
43.29™

4.96
+2.99

—-58.58+
40.25™

—-65.62+F
38.69™
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woR

(0.2mg/ H fikf5er)

EEEE | RONO| 12EWE | 20ERME | o
JEBIEL 179 178 177 178
1B 0 D&EF 9.72 -75.02+ -79.71+ -91.19+
SRR (3 %) | +9.05 44,94 41.87 27.77*
1 BHH7-0 OHER |10.72  |-1.66%= -1.84+ -1.91+
F 2k : [8) +2.19 1.70™ 1.81* 1.75™
1 BH®7= 0 OFFHERE 3.72 -55.91+ -63.95+ -68.67+
ULEER R (B %) | =2.34 59.69" 70.07° 67.77*

AHE A IHERZE  oex 0 p<0.001 [vs BEHIE SHEDH D t E]
)« BERMIAEHIER & bISRE (5D

(1 BT Y OEFHRIEHEREDZA )

(%)
100
1257311l (RAE) : @ FRAERRRAE
0.2mg#t/ i 072+0.05 ##:p<001. *++:p<0001
0.4Amg®/EHEE 1401 +13.20 (us BSHIE tiE)
50
—0— 0.2mg/B#kEE
—&— 0.4mg/BiE=E
2(
it O
=
-50 79.30
+
4101
G R
9119
+
100 . ) L saa® 2777

EREH 4 12 16 24 40 52 64}%%@

& ThF Eaalili= i
0.2mg/BREEE  (=179) (n=178) (n=178) (n=178) (n=177) (n=177) (n=178) {n=178)
O.4mg/BE%# (n=159) (n=156) (n=159) (n=158) (n=158) (n=139) (n=157} (n=159) (n=159)

. . AR BET AT (0.2m g/BREs
ERRIESES () ARG B E 1 SIS (0.4m g/ OIBER)
(1 A& 729 ONFEERIERE D7)
(@)
2
5HE(ENE) 0 @R RE
0.2mg2f/BitERE 1072+2.19 F+:p<0.001
1 F 0.4mgB/BIEEE 11.86+2.44 (vs 1 58 URTE)
[ =
@l
#
)
=
-3 oee 206
—@— 0.2mg/Bl#kisEE
—@— 0.4mg/BIBEE
_4 L L L L L 1 L 1 1

R 4 12 16 24 40 52 64 B

BT Eafilisi
02mg/BRKE  (n=179) (n=178) {n=178) (n=178) (n=177) (n=177) (n=178) n=178)
0.4mg/BIEE (n=159) (n=156) {n=159) (n=158) (n=158} (n=159) n=157) (n=159) (n=159)

. . ARIESYBASEEELN (0.2m g/ DRER)
ERI5E (B) EFH6A BEELETIE (04m g/CHIERS)
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(1 H&7= Y DRRBURERED B D ZA L)

40
@5hE (&R @ Iﬂ%fﬁ%?
L 0.2mg#/Bikims: 372+234 P
20 J o.améai/amziﬁ 496+299 (us 2 SAE tHEFE)
o 7
#Z 20
1t
= 40
-60
-80 —0— 0.2mg/BtiE
—@— 0.4mg/BHEER
-100 ! ! I I I I I 1 I
= 4 12 16 24 40 52 64 &
N So{fEs™
0.2mg/B#EH (n=179) (h=178) (n=178) (n=178) (n=177) (n=177) {n=178) {n=178)
0.4mg/BHER (n=159) (=156) (n=159) (n=158) (n=158) {n=159) {n=157) n=159} {n=159)
. . AR BT TR (0.2m g/
EFRISER (B) AFE6L Bl 1 BRI (0.4m g/EHEEE)

(SEER) F U BRARTZEICK S QOL FHi

[0 7RI EE | |2 C QOL AHliZF T 7=, [/ fd@HermE) <
TIHE RS K 0 TEIREI 64814 D A 2 7B GRIHED B O BB AR Bz

(p<0.001vs #HHHME HEDHD tIE), 2O 8THE (DHERORED
HERICE 2 D578, OHF - FFEOFIR, @H ARSI, Of00HIR, ©fF
ANBZ2 NFBRR, DLofE, GER - 157 (mx1X—), QB RAEEE)
Tk, TR 24 1% (EEZRPION) LIRS TORMERNZ VT, #5
AHELZx L TR A a7 OF BB HBRD DIz (p<0.001 vs H5RIE xhi&
DDt EE)

ree e

SIEFIORWERFHRIL 49.4% (215 511/435 ) TH Y. HHREHIONRIL
0.2mg/ H#kGHET 39.9% (101 f41/253 ) . 0.4mg/ HHEERET 62.6% (114
/182 f5) T -7,

e GRE BIVEFARIRE P NEzIS: ESA
0.2mg/ H#kFiRE [39.9% (101/253 1) |26.5% (67/253 1) [9.9% (25/253 1))
0.4mg/ AHYERE62.6% (114/182 51)[(53.3% (97/182 #il) [18.7% (34/182 f3)
FARWERNI IO 37.7% (164 1511/435 1) . {55 13.6% (59 f51/435 1)
DY | FHREBIONRIL 0.2mg/ BAkGHRE © 1 NRZE 26.5% (67 /253 1) |
5% 9.9% (25 151l/253 f31)) . 0.4mg/ A HEEFRE : MNRZE: 53.3% (97 511/182 1)) |
R 18.7% (34 f41/182 i) Th-7-,

AR BV TIECHI L OV EEZRREWERITERD Hivieh o7,

BIWERIC & 0 &5 Fik U7EBITEERI T 4.6% (20 $1/435 ) TH Y,
0.2mg/ HikiAEI X 6.3% (16 #1/253 i) . 0.4mg/ HHEERHIT 2.2% (4 f41/182
B) Thotz, BHEFILDFIKER-T-HEFRDH B, SIEFTORBRN
0.5%LL Tl o 7= 3803, IPNEEE 1.4% (0.2mg/ FAkGERE 1.6% (4 14il/253 1) |
0.4mg/ HHEERE 1.1% (2 151/182 ) . {8 0.9% (0.2mg/ HilkiAt 1.6% (4
%1/253 f51) . 0.4mg/ BEEERE 0.0%) . 7IRE 0.7% (0.2mg/ HilkiAE 1.2% (3
%1/253 f51)) . 0.4mg/ HHIERE 0.0%) Th-o7z,

DEXAEZ I LT, SIREHOEEL (0.2mg/ BilkgifE, 0.4mg/ H AT
1L, 438t (229 61, 180 ), 12 %% (208 i, 181 f3), 14 % (HEEHFID
FH 1776, 16 H#% (202 1], 177 f51) . 24 % (194 B, 172 f51)) . 40 #H% (186
B, 166 i), 52 % (185 i, 162 i), 64tk (HHEFIOA 162 ), Ffk
SRR (223 61, 180 f51) TH Y . W OFHmEEIZ BT BB (253
182 4) 75D QTe DIHEHEDIERITFRD HIeh -7,

IR EOBIWERREZRIL 1.8% (8 #1/435 #) ThHoT-, FEHEPIONRIZ,
0.2mg/ HilkgiRt 2.0% (5 41/253 §) . 0.4mg/ AEEERE 1.6% (3 41/182 ) T
BT,
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() B - PRI
AR L

(6) AmRROfEF

1)

EABERE (—HMERBIRRE. FERRARIERE. ERARELEEE) . BERTHR
T—ER—RRE. BERTTHRERRFERDAZR ©

Offi A

Hr B U K D FRGERRAS C, RE O EERFRRERE 725 sk D 8,617 BIDIER & INE
U7=. AROWEMNTRISIER] 3,044 FlIZHBWNT T8 LR SN 7=EE1% 80.2%
(2,441/3,044 ) Th-olz, 7ok, ARRFE COKRAER (EMIBGHER) (285K
Fe G- 52 W% XIIAKIF LR E CORIZEEREL (Bl/8) ROYRESLEE (5/H) O
{ERIFZNZI-83.5% K UT0.6%Th 0, AEFRGEHAEICI T DAKE S 1 FHOE
{bERIT-68.5% K -68.4% T~ 7=,
—J5. EMERRATRIEHER] 3,269 fiH 369 il (11.3%) ZEWEM (BERMAEEORT 25
Te) DR BTz, FREWERNIZOW8 79 . OPNEZEE 71 8, B 65 {4, HEIRIAEE 31
., BRI 18 - CTH - 7=,

OFFERE PR A

FOHWRRE~ DR BN BT 5 4]
Hroik U L ARG C. REOERIER 52 gk 6 192 FlER 2 INE L
Too AEMHAFRATHRISHER] 176 BICIT 2 A0 80.7% (142/176 i) Th -7z,
—J5. RRVERMTRIGHER] 187 17 15 151 (8.0%) [ ZEWEA (BRRFMAME DS 4 5T e)
MRD BT, FREWERIZOE 4 14, BEREEE 2 7, FA% MedRA/J Verl7.1 FFid
TIHED) . BAYE, foiEkEs, Z0. MM, e, & 5FE, JRIEE, TRPAKL O HEIE,
E 11 ChoTz,
[1 B 0.4mg & CHYETREZLTZHE [ COfE FRER#A]
Hroosg oy L B TR C. E ORISR 512 Jis%) 5 3,037 BloRER & IV
U7, AZhVEMNT R SIER] 2,429 FlICHBWTC T8 LM S N=EE1T 81.9%
(1,990/2,429 f5l) Th -7z, AIMWERHTRISIERD 5 HEEEIEFT 552 I TH Y | HiE
JEBI COAZNHIL 80.6% (445/552 i) . FEHEEIER] 1,877 FHITOAEZNFIL 82.3%
(1,545/1,877 f5il) T o7z, AEMEARTHRISHER] 2,429 FllZF51) D HEESER] 552 Filod 5
b, BARPTR CH L REPPEREEL (Bl/H) ., stETPERERL (51/8)., RETREE (8)/
H). URAPERIEEEEL (0/3) AHIE STEFICIBW T, BERIEFIIZ VLT, fEH
PERIESE, sEER PRI, JREVIAEN OURANERIZE ROV Y, BEERTIC A
THIE 1 AR ORHIERE CRIBIEDIK T 2588 Bz,
—J7. EVERMTRIEHER] 2,638 B 387 5] (14.7%) \ZRWEA (BRRMAEEORLE 25
Tp) DRSO BV, HEAEG] 581 FI TCORIWEHZFEHIFIL 19.3% (112/581 ) T, #GHIKF
£ CORFRER (1 H 0.4mg ~DOHEZ A[fEL L7 HERIRGAE) (2115 1 H 0.4mg
HEEREORIWERRIIRIT 62.6% (114/182 #) Th 7o, BEEIERID 5 B, HEZITHRI
L7-BIWEFH DOEIE1316.0% (93/581 B1]) T, FEHE ESEFI ORIWEFIFR BT 13.6% (274/2,022
) Thodz, HEEFITHRE LR ER GEEBE 0.5%LL 1) 1%, 18 44 {4, {5k
32 11, DINRLMEE 6 {1, BERINSEE, BEMEAR R OFRIRESEINE 5 14, JREA 4 - Ch o7z,

@ AR

2)

2015 4 7 HICHBEEHZELIToT- /5. 2016 4F 12 A [EIEN. EEsIEEoNE,
HEME N OV OREREHZEE T D15 (IR 55 14 5555 2 THES 3 A 1
OAET EEIEAREH) OWTIUCHEEY L] & O REER 25,

R £ L CRIEPEONE RIS L-53 - HEROHE
Ly
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)

Z0ft
AR L
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VI. FEShEEE(ZRHJ HIEE

1. FREFNICRSESH S LS EME
FX T F AR, e Y R AR LT e s ang iRV ) T o
TxVTuavr T/ nE
HE : BEOH HEEMDIHE « IR, B OE TR TH 2 L,

2. ¥R
(1) YEFRERGL - YEFRBERF

JEMEGE L, 7T a ) AT VRSN, BRI O LA DY AT ETFLa Y 5z
RIRST 2 AT MBENLTNDZ ERHBILTND, FTo, BEOMBERN OO T 2T
N ) I LA Y AET BTV a ) AT X A 7 MBI K 0 (S D &
EZ BTV,
A LT =SV U in vitro\ZERB W TR RN T 2 A T M3 L OMLICKH U CEFERZ 7R L,
PR Z I TIE MU KA 72T /0 2 U ] & M3HEHUT K A B e
HWER 2779, MEEARO S BII E RN Z e~ ORI EF 2SS 2RO & B 2 B
5, 9

[1=571F2 055 [1=9T7FvUiE5#%]

M1 SRS ARSI
ICRDHEER DS
DFPEFILIUE
ROHIEEND

M SEEEFERIC K
DFEF LU
BEMEESND

MIZEHFIBICK
— DESEAT IR D e
Hedd

MIEEGHINIER
ICRDEELF BN
oINS
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(2) FExhERATTHHERAHE
) LRAYUETEFILAY) OZEEYG T 24 T3 B1ER (in vitro)
OLARAY MET7EFILO Y USERREREORET
THF R OENLE Y S ORGHIBISEAZ VT, MUK, M2 2R KR OMSZ 2RI
BIFDLAH ) AT T=R N EOFEFUWER 2T L7-fER, M1ISZAA, M2 AR
MBS T HA IX T =T OBFMEDFE L Lic, SMiHlEEHEA~DORE G E
HKbfElL, ZN210.70nmol/L, 4.4Tnmol/L}0.54nmol/LCh-7-, RBA IFX 7 =
T OFERETHHM2, M-4} OM-9 TIIERIERD Hivienoiz, 10

Kb (nmol/L)
3 Al 7R ELEY MithlE | EVE Y MEHERG
(MI1ZZ54K) (M2 71K) (MB3ZZFHAK)

AIF Tz 0.70 (0.497~0.903) |4.47 (2.61~6.49) 0.536 (0.286~0.803)
WA LT ey 1247 (1.60~3.45) 2,53 (0.313~5.92) |1.81 (0.815~2.87)
AR T F= MR | 3.76 (2.41~5.10) 3.59 (1.28~6.36) 4.67 (3.06~6.38)
Tr Ry gl 1100 (815~1380) 329 (153~534) 246 (166~327)

() : 95%(SHEXH

-------- A7

M1 (79 HRHHREE) . M2 2R (ELE Y MR KUMS 24 (E1E

NMEHERS) (2R D LA ) AET =2 b (% : McN-A-343, /055 - [l « 72 F /1

2Y L) LOREFHIEEA 247 =T ROFEARE M-2, M-4, M-9) TR L7- 0=6),

W) ZAREOEEFRIT S KU ESA DRSS, AR A% ST oA~
D ETEE Kb fE4 vz,

@k FLRAY) UZRAKITHT HIMFIEDIERET
HAHZ v AR Y AR (Hml - M1IZAAR, Hm2 : M22ZAA, Hm3 : M3ZA
&, Hm4 : M4SN OHmMS : MBSZFHAR) (28175 U T Reof5HER A et L
FER (n=3). Hm1ZZ&A, Hm2Z AR, Hm3SAHAR, Hmas 24K K OHmb55 AR x5t
THAIXT = OBFMEDRRIE CH 5 HEEEKIEIL, £ 7.55nmol/L,
22.6nmol/L., 1.42nmol/L., 8.86nmol/L} (2.63nmol/LCH -7, 10

E FLRAY) UZBEY TR A Txt3 B8
Kifi (nmol/L. i)

N Hm1 Hm?2 Hm3 Hm4 Hmb
AIFTFTv
7.55 22.6 1.42 8.86 2.63
THE

------- A

WAz e P AAD Y AR (Hml, Hm2, Hm3, Hm4, Hmb) %%¥lS+87- CHO-K1
iRz VT U > K (3H-N-Methylscopolamine) & OfEFIEM M L7 (n=3),
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O S v MERO 7 EFLa ) Ul CRIFTEE

PRI X 5T > MBSO T B F L a ) i h=4) ROV (TE'F
N ) o ESRRRER) 12 X DBEIGEERI T A A I X7 = OFER (n=5)
BRIz, A X7 =T uAd, MIZRRICRH AERIC L 7T o ) il
P2 & & bic, M3ZEIRITR HVERNC X 0 bl 2 1mm] L 7=, 101

7T il RIS
ICs0f (nmol/L) ICs0 i (nmol/L)
AIFT2F v 0.747 0.147
|l PRl S 1 737 13.7 15.2
PTG 24.4 0.911
FX T F = UG 76.5 1.55
WA N7 RT3y 849 142

------- e S

o MBI =Y (7T 3 ) S AR AL ORI 5 L T,
Bt B0 T2 ) A (n=a) ROBMOLHUE (n=5) T7 VA (FRL, A HEH
(= XAV ICon . SOV ZAEE LR L,

DLRHY) UZRERUSNDZER 3 S HNEER
AIF 7.—:7“ UATEMREREIC R L. DA D Y U BARLIAM I ER S 2N T & NI
i, 1

BRI - F v )UK HHGEHER

AT ifised
7 RV v B R >100
ATP B Y 7 LF % 10 (Kare) >100
TV RIS T X AT 2X (Pex) >100
B XX R T X A7 1 (NKY) >100
Tuzxk 75 EP1 %54k (WEP1) >10000

------- e S

ESREI T B 53 22 RURIC DN T, A 2 X7 =V o DIER AR 2728 B3, NKi. Pax
RO Karp F % 2 CHTT 24 27 2 F 2 OFEATES 100nM CHRE LT, F7-.
hEP1 Z&EIZH HHEHER 1~10,000nM CThimt L7=,
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2) BERtI=*9 51ER
DOy MEBRIBERIRME S RIFTHE
A X T = ATHEBEIRENEORE (MHE) A HEERFERIIR T S, IDso 13
0.17mglkg Th-o7= (T ), 19

2 v MEBRIBSRAEIHIE R

3 Al IDsof (mglkg) (95%(EHEIXTH])
AIXT =P 0.17 (0.14~0.21)
AR LT 3.0 (1.7~4.7)
A= SNV 11 ) 15 (8.6~23)
FXT T F= AR 3.2 (0.42~5.5)
--------- AR
HEEFOREZ » & (n=6) OREENICEIE SL—2 (0.3mL OZERKEZTEN) WLl % s =
& T, HEIIEDUARE 7 /L 2 ER L SFEEHIO B P 5T K D HERIBEUIGHE ORIE (1L
77 HfERZ, Do (0% AR s L TRmt Lz,

QAIWNI—ILEHKT v MNEBBRSTETIVIZH 1T DEMR=RAISIEFRORET
ANRa—b () ARERD) BEIZEI VI LT v FOEDURS R (s 2
D) BT BT, £ X4 7 2F 2 (005, 0.1 XO02mgkg, ig) 1Th//3a—/L
e 54% DI S SN S, 2@ IDsofElE 0.055mglkg Th o7, 19

AL —ILEHKS Y MNELERSTETIVIZEIT 5ERFR=DEIE

(%)
140

120
100
80
60

40

CHERIMERN T —U ST

20

0

BB
CHEEFORET v b (0=8) 1. — OB EBINRY S BT — A TR G55 = & CHER
R (A RORD) FRSEEETALMERL, A X7 2T OFERNESICL
LPIVEM 2 IDso (50%HMHIIE) Z46R L L TR LTS,

HIL =I5

B )L D= )5S A= 5%

JkO-Jb 0.05

THEHRERE (n=8)

*3%

0.1 0.2 (mg/ke. i.8.)
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3) BEBLERME
OF v MERS M RIFTEZE
7 v MWW T, HERIBEEIURIRIER & 73/1//\:1~/I/@J{%@3ﬁ_«§z spticedtiil
TER & OVEHIEE (W50 IDso/ FRENHBEEIL IDs0) 13 8.8 THh-7z, 1

v MESHRIBEBHEIR & R MG <4 SR T

= Al EREERINRE [ R 93| Dso/ R BRI HIIEEIDao
ID3o (me/ke) IDso (mg/kg) 2 4 6 8 10
1 1 | | 1
13FTxF v 017 15

88

FTuea) iR 15 14

FFTFo R 32 44
L FE).: 4 30 15
-------- BRI

FEENIEDEGE L. e FORET » b (0=6) OIEMEPNICRIE, L— AALE Zfid 2 & CfER
L. S HEHAID BNEGC L 2 HBRIBEDEIFHOIRNE (00 /) #idIfEZ, DD (2K VEF

L7, MRS, MERFOMES » MOAFRRAIZ RIS L. B 3a—L (0.1mglkg
MEPENEE ) TN & WSSO L 1 TDso TREAR L 72,

@F ) RIKKRFB I RIFTHE

A IFT =TT ORI I TS R T D20 WFEJ?S%D%%HmJHﬂﬁ:ET/I/TE}b
oFE ) IR EHABRI TR LIZAs, A 47 =7 //& L DRBITRRD B>

7:_0
(#)
200
150+
&
100} @ =bNa P
=2 —— =YV Ime/kg
—@— =57 10meke
—— ZADF 3 RibKER KA
0.2me/kg
50
0
1 2 3 4 5 6 7 &
H #
-------- LS

HZ v b @=9) &7 —/ (BE£ 150cm. EE 45cm) DA X — ML BKEL, 77 v ba—
2 (E£E 12em. KIE T lem) (ZERET S F CTORE (BHD 250k 90 MRRIE LTZ, Z0
BeEA 1 H 15~20 /3 2 (0], 8t 7 BET-70, & BRI 2 BT OlERE Aht
L., VPHEEEERE R L, 3EAII3ER 1 8E ORTT 45 oanciknies Lz,

(3) {EFFIRRER - Hrimnsn
MEE R L
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VI. EWEREICEY 51EE

1. MAREDHERS
AR LA IMPRE

(D

©)

MR L

FRERSER CRERE S - himE

1) HERE

EYrERRIEEEER
TR A B AR e LA S 47 = F VU8 01lmg (F@sE) KOS S X 72 F v
OD #£0.1mg (HFENARESE) D7 v 24— R—EIZ L LKL 246 KOVKHD (24
Bi)  DZERERFHIENRE O 5231 A REMERBRIC IO T, R EN A HICFEETH D
T EDHER S LT, 19

i) K Lix5adER

(pg/mL)
700
600 "
—o— OD#g
500 —— I EEE
(i,
5t 100
IZF[
300 I
i
200
100
0 L L 1 (h ]")
4 6 8 10 12
i)
| Tmax | Tmax™ Cmax AUCo12 AUCow Tie
(hr) (hr) (pg/mL) (pg-hr/mL) | (pg-hr/mL) (hr)
OD & 1.4+0.7 1.3 487+137 18301492 1990564 | 3.09+t0.46
e mEE 1.1+0.3 1.0 552+140 1810+=467 1940522 | 3.04+£0.41
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i) K&\ inEER
(pg/mL)

700

-o— OD§E
—o— EEbE

I ]
| Tmax | Tmax™ Cmax AUCo12 AUCo T
(hr) (hr) (pg/mL) (pg-hr/mL) | (pg-hr/mL) (hr)
OD §¢ 1.0£0.2 1.0 495+99.8 1810+449 1940+493 | 3.08+0.44
ST 1.0£0.2 1.0 541+119 1860+381 2000+422 | 3.15£0.52
SEEHE AR, % HPE
2) RiEES

TR N BE B Bl A 2 27 =730 0.25mg 2 &% 1 A 2[E5 A G B HIL 1 [ElD4)
AR G- LTI, et E4% & Bednlie 544 DM EEEHER C 2 3 e~ T, F7-. 3
BIRE T A —H I HEENIREO HIVT, MR G L DS IR Loz, D

RESSEOMBEIRECFRERV Y I aL—2 3 VHR

(pg/mL)
1,600
O ERME
1,200
i}
b
800
en .
=
E
400 f b
] (n=5)
05 1 1 1 | )
0 24 48 72 96 120 (hr)
E S HrEE
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prE Tmax Cmax AUCo12 AUCo- T2
(hr) (pg/mL) (pg-hr/mL) | (pg-hr/mL) (hr)

1HH 1.0 1240250 5580550 5970690 2.84+0.2

5 HH 2.0* 1240220 5630660 6040770 2.7+0.2

TEHE AR ZE, Tmax OAHHAE, * :p<0.05 [vs1 HH tiRE]

() AFNOHNER OHEIL, lHE, A, 47 2F v LT1E0.1mg % 1 H 2[8],
HEZEKIOY BRICRARET 5, DIRAHGRGEIE. A IFT7=F LT 1
0.2mg, 1 H 0.4mg £ THETE S, ] ThHD,

(3) s
Al v e

(1) BE - ftAROEE
(BENDFE)]
TERERR A B 12 A 2 27 =)0 0.1mg ZZEfFRCHEIRR ¥ G- 7=y, by
3544 1.5 BFRECRaEl g L, T ORI 471pg/mL T {HS 8T 2.9 B CTH -~ 7=,
F/o. BRICHERR AL UCRAE, R G4 1.3 Kl ChRmlE L, EORE
1% 611pg/mL T, VHIFRENIL 2.9 FFHICTH 0 | 28R 512 L Cmax 13 1.3 {5, AUCo-12
3125 ThoT,

(pg/mL)

700
TR S
600 = BEES
500
% 400
o
=
B 300
200
100
0
24 (hr)
iz ]
Tmax Cmax AUCo12 AUCo- T
£,
Bel35f¥ (hr) (pg/mL) (pg-hr/mL) | (pg-hr/mL) (hr)
ZefEE 15 471+107 2230+540 | 2400+610 2.9+0.2
7 % 1.3 611+113 2690470 2910530 2.9+0.2

R AR RS, Tmax O
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(BHRZEDFE)
(B% : GHRERICREOHAZEDOEE)
(WI. 224 (EALOEES ICETHER 7. Q) HEFEELTOER) OHESH)
O bZaFV—ILEDHAIZEEA 4T+ U DMPEEADTE
TEEERE A M 10 Bl LCA L4 7 =730 0.1mg 222 e &5 L7, 6 H
fOWEE%, A hZ 3> —/1 200mg % 1 H 1[0 7 HRRIEEZICEEORS- L, 8 HE
DOFRZEIERFZA - T 27 —/L 200mg Z#E M5 L, 1 Rff%ic A I 47 =) 0.1mg
R OEE- LT,
ZTOFER, A X7 2V U BMR SRACER A T a Y —UBEREOA R T =
MR AR ARD Cmax, AUCool3ZNE 1.3 LN 1.8 fHZ LS L=, 10

(pg/mL)
700
4 AIFTF B
3 600 O (3471 ARSI = IR
P
3 500
T
7 400
>
P
@ 300
il
| o200
+
i
g 100 (n=10)
0 1 | 1 | — |
0 4 8 12 16 20 24 (hr)
iE3 fEl
A FSaFV-IHRRBDA 24T 2+ ViR RELAEE#TS
H Tmax Cmax AUCo T1e
(hr) (pg/mL) (pg-hr/mL) (hr)
AIF Tz F 1.3 444+117 1860+540 2.610.6
AIBT2F
+ + +
NPT TR 1.5 579x105 3260700 4.1%0.8

SEYE AR RZE, Tmax DA HRAE

2. FRUBRREREY D A —F

(D

2

)

)

R AE
J AL R— AV MENHEIZ LD LUTF OFMEIE T A — X & 3RedT-,

IRAUGERBETEH
Al v e

SHEEETER
TR B 12 BllCA L 47 =) 0.1mg ZBILICHERE O BES- UT- 356 OISR E
% (Kel) 1%0.240hr1 TH-o7=, 19

PQUTIVA

TERERR A B 12 Bl A R 27 =)0 0.1mg 2 BEGICHEROEE LT-Saoikn s ) 7
Z A (CL/F) 1Z355L/Mhr CTéhot-, 19
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(5)

(6)

S
REHERABIE 12 Bl 47 =522 0.1mg % BHICHIEREOBE S LI SA 04
(V/F) 1% 147L Th -7z, 19

Z0ith
BRI L

3. B&EM (REaL—ay) B

(D

@

R A&
FH G OYE BRI G mhsbtass (20~85 %) 852 i (R DTFHHERS
R 101 6], $REEOBRERERE TR 116 f, FEEOBMEEEEEF 14 512 51e) &,
FERAN (20~75 5%) 90 FlDE! 3,168 MESd M A fitctge & LT, REMZYEEE
(PPK) fifi#r%1T->7-. NONMEM |Z & % PPK fEdTiid, WINDT 72 A L35 1 R%K
WEMES 223 73— A MET VR, (KE, FHn, Mos, SOERE, B, ITseerams
(AST, ALT. v-GTP, 7B VKA 72— (AI'P), FLEMUKERER, eV rey),
B (g2 L7 =2, MHRSEER) . T NAVT I AL A I X T 2 F v Off
N7 V77 A (CUF) &ORREFHE L, 17

NIA—SEHER 7

RHEM T A —% HEEAE (95% (5 HEXH]) {EIATHIZEE)

2y 7 )7 F A (Lhr) 23.1 (21.2—25.0) 32.4%

Hubal /= h A b

e 109 (102 -116 23.3%
Syt W) ( ) 6

=Nl A N [7))

S Y752 (Lhr) 3.50 (2.95-4.05) —

KR =R A D

St (L) 44.3 (33.8—54.8) _

WASGEEE 4% (hr'1) 3.07 (2.55—3.59) 136.7%
Wl o>Z 72 A 2 (hr) 0.436 (0.422 — 0.450) —
(N PACD) 37.3% —

KIBRNA IS T =F 2L ORN 2 YT 72 A (CLF) IZRIETHBILUTOL 5 Th-
72

OhiErDFZZE - MEZ MR U7, TSEIEEE 231 24D 95% . (T773%) & 5%
q (877%) @ CUF &l 5 & 95%5.00 CLF 13X 5%50F 1 L 0 14%KfEZ R LT,
ONTHSREREDRE : AI'P O EFIZHAME T L7z, S EEEE B ) DAEHE) /e Al-P
E (220IU/L) & 95%/5 (355IU/L) @ CL/F %Lt 5 &, 95%531F % CL/F (34=
WEOZFN LY A%EEEZ TR LT, A I X7 = ARSI CH 572, [T

REREEIC L W CL/F 2ME T LT,
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4.
(D

@TOMDITERORE - (KT, VLY, KIS, WU, [ L REHEHADRL, AST. ALT,
y-GTP, #E YA, HBBUKRRER, 71730, BRIEEE (ks L7 F=>,
PR 13, A 357 = ORI <5 A— S AT B T ST,

PIE, PPK it L0 A I X7 ookn s V7oA (CUF) 1%, &6, fFgRe X7
A=K DEELZTDH Loy, Wiy 20% LN TH -7,

7B, HEREI 53R A ST elARBRD 0.2mg/ H &N 0.4mg/ B GHTI\N T, s
LI ORISR K O OB EE A COM I/ 0 > T2,

(VI R&t (EALOFES) B3 51EH 6.
HeaEfEESA 0.3.1, 9.3.2) OESR)

(2) BaeEEEE 9.2.1, ) B

MRIR

NAFTRASEY) T4 GNEAT—4)

AMENFEFERY A BME 14 Bz, 7 0 A — =R LV A I X7 =F 22 0.1mg ZZEfERHT
HAERE A 3G- KON 0.028mg @ 15 ZfEIRANEHgeR G- L7RE, Mty SA 47 ~14 e
74 BA) 1X57.8%ThH-o7-, 18

y . Tmax Cmax AUCo- Tz B.A.
Bl ik (B (hr) (pg/mL) | (pg-hr/mL) (hr) (%)
o5 (0.1mg) 1.0 416+103 | 2060+570 | 3.0+0.3 | 57.8%6.3
RPN 5-(0.028mg) 0.25 476169 | 993+200 | 3.2+0.4 —

@

)

4)

R AR RS, Tmax O

WRAERLL SMELNT—5)
SME N ME 6 2 14C-o X X7 =327 0.25mg % ZENEIH T HE R D4 5 U 721Ky,
FEPIRA RIS T, AFNTTHEEN SN S D LB R b, 19

A4 730D (MENEERE) ORERRRIRIRIGEER

TEEERE N M 8 il A 2 # 7 =732 OD $E 0.1mg A N9 AN THEESH, 14y
g SE7-1%, eI AR & I ZEI U, RIS S & ORI 2 st L7z,
ARPENENIEF DA I X7 = F 3 UPREZRIE LR U TR RO DD H ORI
102.0£5.5% (95%[EHEX[H 97.5~106.5%) Th-o7-, —H, A I X7 =) R
{bf&D AUCo12 DL 26.8+37.5pg-hr/mL (I(2) FfAaRER CHEER S U7 LA rE ] 1)
HilalBe s AR 88 C 0.1mg 2R 05 L7 AUCo2 & il LT 2%LLTF)
ThHo 7= 14)

(1) AFNOFER O &L, B, AT 247 2F2 L LT1E01mg 2 1 H 2[4,
HIE% N Y BRI OFST 5, IRATD725E81E, A 3472 T 1 [H
0.2mg. 1 H 0.4mg ¥ CHETZ 5, THD,

Sy b TOT—4
1) DRARERRL, IRUREE
H, + 565 29, FiREREE LTy FOBIEEL—T NI UC-A I X 7 =)
0.5mg/kg % Hi[a 5 L, %5 2 BRI £ COMIERZHIE Uiz, BB 2WIERIT 8.8%
el THE, 29, BIBCISIT AINERI 79.2~95.5%C, A IX 7= F D
NI MG CTH D Z ERH L E poTz, 20
WRNEE « WL N — 7 PTG T e Tt 245 - 2 BRI L — 7 IS TE LT Hid
HERODIR FB1FER%) 2R, ZhE 100%0 575 L W THH L=,
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2) ERTTEIR
NI = 2 — VEFRA LTZMER T DT » M2 UC-A I 47 =) 0.5mglkg % HiA|
OG- L, BBt 250 T~ ho+ FEcEeS- L, 1B, JREOERA~0 it
e A3t LT-, 5 48 B4 £ Clohart, [REUSERIZENZrsks-80 30.0,
11.1 XU 62.4% 03Bt S472 Z 212 80 | IR S V- HERED 41.1% 05 S ) B T
WA S, A X7 = F 3 U ORHER HER Sz, 20

5. 5
(1) miz—mEEFhEETE
E N ORI L

(Fv M)

UC-A I X7 =) 05mgkg ZHiE T CHET v MIHERRO#KS L, 5 2, 24 FEilE
VZHfE K OVIGRERRIN B RER S 235 & $65- 2 BERITZ O MdHERRIN e RE B Jifn
HEHRREIERE D 0.11 57C. #2524 BRI I HERREI e LT, 20

() AR
b R COmLE L

(7> )

UC-A I X7 ) 0.5mglkg ZHE N CHAR18 HHDOZ v MIHBHEORE L 8551,
24 KON 48 WFEIR I CHHRRPIREE 2 ET 5 & 5 1 KR ORMA CIIAFR AL OB R 2 @
HETREDSTRD vz, IRk, RS, EICIERHAMAEFIREED 1.83~2.3 {5, FRCRHAIMmAE
HAREE & [FIRRPE DR RBIREE DS DAL, RSO U AR IR T L, &5
48 B Tl G- 1 R OIEHREIRIE D 5%LL T & DU TRHBRA AR m Ch 72, #51
R OIRIE 1 TEdh 7= D ORERESAAZRIFHG-ED 0.03% T, 5 24 KON 48 % Tl
0.01% A T o 7o, LMRIERCHNTIR YL ORI RER IR U, IR el
FEVE, RHARMUSEREE & [EE LU FOREAZ /R L, KL CTIHRIBANICETT 5
IR BTz, 20

(3) Fit~DRATHE
b hTOREER R L

(Zvh)
4315010 RO T » M UC-A 247 =73 0.5mglkg A FEHEA T CHERR 054
% & HA ORI I3 5 1 RERIR I iR 2o LT A4 TR L, 48 IRFIARL I Ranie
FED 2.3% AKX T Uic, F7o, MIEFHSREREEI 33 G- 0.5 IRti£I TR A7 L7 i
L. 48 RIS EIRED 1.9%IAK T Uiz, LG RERE %S 2 B 5 24
REEI% £ CIlAE P REIRE D 1.88~3.37 5 THERE L. Cmax U AUCo-DFLit/ 1Ak
IIFNEN 1.26 X 1N2.03 THHoT-, 20

RELF S v FEERORSROMFERUVITHOEYEIRE/ 5 X —4

Tmax Cmax AUCo- Tie
(hr) (ng eq./mL) (ng eq.-hr/mL) (hr)
ik 3 0.5+0.0 56119 351+60 13+3
Lt 1.0+0.0 71+28 705+89 9.8+1.3
it/ i — 1.26+0.09 2.03+0.28 —

TSRS (n=4)
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(4) BBAORBITHE
AR L

(5) EDHDBRADEITHE
b hTOREER R L

(Zvh)

1) FRIERIRE
HEZ > MZUC-A 47 =F v 0.5mglkg ZH#EfE N CHRERROBE- L, B5-2, 24 KO
168 RFfEI% | AR AR REIRE 2 E T 5 & . AHERR B RO BRI G- 2 IFf
R etz Uiz, T, . b e Reierei3m < . S HEHAEIEEE D 52,
83 MM 45 (5 Thotz, —J7, M, FH., B, IRERE O FEACIMmEHRED 0.11~
0.26 (5T o7z, b 168 FFEILICITNHER, Ml <&, B HBEEED RO B2y, £
AENDRERRIC 31T D I miRE D 1.2~27% Th o7, 20

Z v EREEOREEROSEBABRETEE (=3)

P HEEE R (ng eq/g XiE mL)
2 1% 24 W% 168 MR

1 29.10 3.32 0.00
Jiik:F3 34.31 3.81 0.00
Jitd 3.65 0.00 0.00
JiafiR 15.77 1.04 0.00
Lk 20.84 1.91 0.58
it 36.03 13.75 6.89
JHlER 1674.23 108.44 20.05
ikl 53.47 2.44 0.49
JER 21.40 3.95 2.16
EiL 270.68 17.37 5.23
FEH 7.54 1.46 0.52
FEH IR 16.62 2.67 0.81
I 19.31 3.01 0.74
i 14.20 1.16 0.08

ik 11.26 0.97 0.08
FJiE 20.82 6.24 2.74
H+NAY) 4249.40 238.78 1.11
/NN 13131.84 112.87 1.15
K+ 1293.07 487.56 2.49
" 8.48 1.11 0.00
ARER 6.81 1.50 0.00
N — [ 28.89 4.12 0.49
TR 7.14 0.00 0.00
ZH TR 28.98 1.70 0.64
BN 25.34 0.00 0.00
H IR 19.79 3.69 1.19
U i 18.10 1.34 0.00
LRI 27.08 3.97 0.83
[E 21.05 12.65 5.78
Il 34.54 0.00 0.00
[t 141.24 21.65 0.91
e telE 14.78 2.66 0.37
AR 31.03 3.50 0.00
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2) FEBtAEREA~DOBT
A X7 =F v 0.5mghkg ZHEE T CTT » MIHBRE OG- U7-RE, ks 1
REAICIONME (10.9ng/g) AR L. 1.8 IO Clnyg i £ 0 HARmRICIER L
7o BEBEIZHIT D Cmax LN AUCold, ZAVEFUMIET D 10.7 KON 25.4 fEE Ml 2 7R~
L7z ZHHOFRERLY . A X7 = F 3 U HHERRERE T DB I TP L 0 &
FEIZ, D OfRE L Tofad A 2 LR ST, 20

v EEREORSFROMER OB RE LNREHR

(ng/mL or ng/g)
100
mCmm (M55 (ng/mL)
BB (ng/g)
.
g 10
Bt R O
| | 1
;f%
9 T ~
[0 1= T
+
= e
LXE \
SEEHHEHRE. (n=5)
0.01 | | | |
0 2 4 6 8 (hr)

B M

Sy R EEEORSFEOMER CEHEEIZH T 5B 5 A —4

T Cmax AUCop- T
max (% : ng/mL | (% : ng-hr/mL 2
(hr) . e ne (hr)
fERt : nglg) JEEE : ng-hr/g)
My 0.17 1.02 1.18 0.86
liGainn 1.0 10.9 30.0 1.8
[t Mg — 10.7 25.4 —
(n=5)

(6) MIFEERHEE

b MEEAE A RV n vitro \CBUT DA R X T =V OIMFEFFES R ((RINEEL)
1%, 0.25mg AFHEGIRFOEFIRAED Cmax (Z4TV 2L THh 5 Ing/mL Tk 88.8%, 10ng/mL
TIE87.1%TH Y . ERESEAILE MIJET /L7 I (HSA) KON a - fetEEE A Th -1,
Fio, UWCA X T2 F LU EBRINLEZT v b, A XK MMIEOMIETHERGEIL, A1k
R CIRTERIEIR S NS Z Eon, &AL ORAREIIA RS S HEll sz, 20
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6. fti
() KREERUREER ONEAT—%)

HME NSRBI B 6 Bl UC-A 2 X7 =30 0.25mg % ZefEIHC BRI M G- L 7=,
MR EEREI I A TA I XN ST M2, £7- M2 DA TF)A I H ) —
NVIEEDSERBAZ A 2T T2 M4 JLOSKREURD N V7 b BB IR THD M-9 Thotz, £
7o RO EERGE M-2, M-9, M-11A ) O*M-11B, FEHOEE L M-2, M-10,
M-11A XO'M-11B Th-7z, 19 (VI =24 (FEFRLOFE) (CBET5EE 7. R
5 DIEER)
A X T =S ORI RER D CI A, kD X5 2, RS MEE Sh
77

4 AN

"OH

OH

A= TIFT VB A=ZHIOY M-11 (ASIEB)
(FhREA)

} }
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(2) REICEAET 5E% (CYP %) OHFE. F5F

A X T = F O AYRENT CYP /D 5 BHF & LT CYP3A4 28, fuaf@Ehaids

Vo a EEEREEEE (UGT) 2y D 95 5 UGT1A4 3535 Z & e Sz, 20
(WI. &£ (FEFARLOFEE) (CEETHEE 7. HEER) 0oEEH)

(B35)

FEmR SRR T 21EA (n vitro)

A IET 2 F U ROFOTAGHW M2, M-4 KO'M-9 (%, t k CYP 43+ (CYP1A2,

CYP2C9. CYP2C19, CYP2D6, CYP2E1 }2 TN CYP3A4) DU NI IUIx LT, PHEMER

DR HAVA IR IR EICIT A B MIUFERIREE L Y 10,000 fFLLEELS, A 347 <

T UMOFRHERORBN R E 5 2 5 REME IRV E D LB 2 Bz, 20

() YIELEENROFERVTDEIE CNEAT—4)
AME RSB 14 Bl A 2 &7 =) 30 0.1mg % 2S8R BRI 0% G- L 7= ofEss
HISA AT XA TEV T 41E57.8% TH V| A I X7 =) ATRROBHZITHI 40%7 ik
TSR EZT D LB B, 19

@) REMOFEOREREIEL, FELR
b MR 2 FEIMIEPHEP Th 5 M-2, M-4 KU M-9 OFi= U ARRICOWT, Fift
TR, fHELE Y MR, T Y MElGE O TR LR, M2, M4
FOM-9 Zidi= U AERITRB0 bive-oiz, 10

7. it GLELAT—%)
(1) HeapR U
SRR 19

(2) HEfER
PR 65.6%, HEH 29.4% 19
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(3) HEHRRE
AME AR BME 6 Bl 14C-A 2 &7 =70 0.25mg % ZEfFIRF CHEHRR O #e 5 L7,
BB 95% 3% 4% 192 W & TR M OB R S 7= R 65.6%., 2 29.4%) ,
RIAARDIRHAHEISRIL 10% A TH D . FEHASORZALROYRI RO i oTz, 19

(B58%)
100

80 -

60

40

TR SR -1 D

[___J;———ﬁ--fh-iﬁ--é
I/
I/ Fiofli EEFE. (n=6)

20

I I I I I I I
0 24 48 72 96 120 144 168 192 (hr)

(5

() AFNORER OHREIL, I, RAIEA 3472532 LC1E0.1mg % 1 H 2[4],
% RO BHRICROERET 5, IRA 0561, A ¥ 7 e LT 1 FH
0.2mg, 1 H 0.4mg FTHFETE S, ] THD,

8. FSVARR—4—IZEHT B1EH
AR L

9. BREIZLIER
HERESHAT « MISHEHT « EREMITCHREGT
R L
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10. FHEDERZATHEE
(1) EEE
TR eI 6 151 K 0N 65 5k LA E DRl 9 BillcA I X7 = F 32 0.1mg % ZSHEIRH .
[ 4G L7 ie, @il Tl Cmax D3RI BRI AT 1.2 f5@ 7223, AUCow3
ZEINTRDDT,

Oz
65~75 kDR RS 9 5] (BiE6 . 3B 1214 I X7 =72 0.1mg ZZEfEIRHC
BAIAIR 85 U7, IR e 1 3% 5% 1.0 ROl S L, T DRSS 445pg/mL T,
TS AT 3.1 B Ch o7, 22

Tmax Cmax AUCo T
(hr) (pg/mL) (pg-hr/mL) (hr)
i 1.0 445+136 2140=+480 3.1+04

PR AR RS, Tmax O

OFEEE
e A B 6 Bl A R ¥ 7 =F 30 0.1mg & ZEAERF SRR D5 U 7R, i
PRI 545 1.5 RFE Ol CeE L, 2 ORI 382pg/mL C, I ENIX 2.6 IR T -

7o, ©
Tmax Cmax AUCo Te
(hr) (pg/mL) (pg-hr/mL) (hr)
FErming 1.5 382+106 20101050 2.6+0.7

R AR RS, Tmax O
(L. =24 (ERLOFE) IBHYHIREA 6. 8) &l OESM)
() AAIDOEROHET, DEE, BAZIEA IX 7 =F 32 LT1IE0.Img 2 1 H 2 [[]

HEHKOY BRICRAKET 5, IRAH0RIGEIE A IF4 7 =) e LT 1 [E
0.2mg, 1 H 0.4mg ¥ THETE S, ] ThHD,

11. Z0ith
REER L
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VI. R2t% (ERLOZEESF) ST SEEB

"

NE & DER
S

=
ety ANQAVAA

TN

2. BRRNBRLTDEH
2.
2.

BE ROBEICIFEESLGLNIY)
1 IREAZA 28

[Fi= U AERNZ L0 JERFFOBEHOIGHED B S 4, SRR LT 220 & 5., ]
[11.1.2 &:[7]
2.2 VAP, +HRIGSUINFE SEHZE L QWA RE ORI A L 2D 5
[HT2 U AR L 0 B RGO BT OUGHE K& OSEED SIH] S A, ERASE LT D B2
H5,]1 [11.1.4 ]
2.3 {HLEES) - BUEMKT Lo
[H1= U AR L 0 B RGO ONGHE K& OSEED S S A, AERASE LT D B2
»5,]
2. 4 PAZERBSORNIRED B
[Hra U U AERIC L 0 IRED R U, JERANE LT 2820 nd 5, ] [11.1.1 2]
2.5 EEFES PEO B
Hra VU AERIC LY | SRR T 25EhnH 5, ]
2.6 EELEROBE
(NSO EXI R RS SN TERY | JERDBEL T 28203 ® 5, ] [11.1.625
]

2.7 AFNORIN IR LIEHUE DB ERE D & % i

(fgEan)

2.1 AN LR UCHI 2 ) CAHSEOITEFIEE UTRE LT, AFIORRRER GG, L -
FHESBINER) Cid BIWERA & UCOREA 144 (0.1%)  PEPRIREE 16 14 (1.0%) . 78K 814 (0.5%) .
FRIRE 19 1F (1.2%) NG SnTWs (18, BlfEE SRWERSEE—ERE 1)) 0|
ZH),

JREAZA L CWAEHTIE, AAlOHi= U AR X 0 BEBCEER GERA)  OUGED D
S, BRI ET 2 BZENRH O THRE L2 b,
('s. 8MEAR (1) EXGEWEAEEMER 11.1.2) OESH)

2.2 AFERTCH 2 ) vAdLaEOFEEFIEE LCRE LT, $ﬁ®%%ﬁ%(ﬁaﬁ FE -
FEBIR) Tk, RWERA & U CERLS7THE (9.8%) ., IEEIAM101: (0.6%) Fh3Hd S
g (18, BHER SEIEFRSEE—EXRE 1)) 0z,

HAFS, RSO IRE DI PAZE L QD IEE R OYRRIENEA L T A& 5 88 TlE, AAlD
b= U AERIZ X0 B RGO NET OUGHE M OSEEIDIIH] S A, ERSE\LT 2 8E2 1015
HOTEE LN &,

(r's. BWEA (1) EXLREWEREEMER 11.1.4) omEEE)

2.3 AN LR UHI2 U L AHSROTEESIES UTRE LT, AFIOEAAER R, v -
FEBNR) Tk, BWERE UCTEMISTEE (9.8%) . MEEHIAR101E (0.6%) S HE S
nTng (18, BHER SEEFRSEE—EXRE 1)) 0z,

THEETES) - BIRDME N L QWA EE TR AAlofi= U AERIC X BIGO TR OIL
g M OSEEh M S AL, SRR T 282N B LD THRE Lz &,
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2.4 AF LR UCHI 2V LABBROEESIEE U CRIE LT-, ARIOREARRAER KR <k
@WﬁkbfﬁmﬁééﬁW&(%ﬁﬁﬁﬁWh)#M#«M%)ﬁiénfwé(m.
BlfEA SEWEFRSEE—ERFE 1)) OB,

PAZERRENBEDBE Tl AFIOHL= U AERIZ K W IRED EF-L, ek b3 58
FNRHDLDO TG LN L,
(l's. BEA (1) EXLEWERAEWEYMER 11.1.1) OESH)

2.5 AFN P ) LABLEOEEFHEE L GRE L,

FEREA I JFEDRBI L, AFIOFL= U A X VIERDE(LT 28200355 DTS
Lz b,

2.6 AFN LR UHI= U CARSEOIEEFIEE UCRE LT-, AFIORRER GRERRE, ik -
MESENRE) ik, BWEH & L COIRICBIT % B RIER LK OV ERORFFT I, Fm2
(0.1%., VHRIXEER] : HalEDRR ) . BES: (0.6%) . AEARIA: (0.1%) . TPEAS
IR (0.1%) . TRMSEIRLE (0.1%) . DyaEtsMGHEeE: (0.4%) . Es=MEsMIHNEL
7 0.1%) ., A7 vy Z714F (0.1%) . OEMEN 0.1%) . FEARELE 0.1%) 23
whEEh s (18. BWER SRMERBE—ERE 1) 0ESMH),
EEDIDRBOBEL, AFIOHI2 U ABRIC X WIERSE LT 2 B2 N0 6 5 DO THeh:
LAz &,

('s. BHER (1) EXGEWEAELEE 11.1.6) OESMH)

2.7 FHN A5 ETORAREE L UTRE LTz, AFIORAN T U CEEYE DREARE

D& 5 BB AR Z G- LTa, WUEAE Z 3 rREMEDR H D DO THREG- L2 &,

3. PREXIIBNRIREET SHiEE & TDEH
V. 2. RERITHRICEES HFE] 2252 L,

4. FERUVRAEICEET 535 L TDER
V. 4. AERUVHEZICERET SR 22352 L,

5. EEGEFIELEDER

8. BELGEANER

8.1 IRFHEFEE CGEM. B, IRORERE), OFEV, IRKDBHHOND Z ENHLDT,
AAPGHOBE I, BBV, LR O BROBEER S5 2 L,

8. 2 AAILEAZ X 0 BRI LR EITIE, BREIGET WUIRIGRABETD
Z&,

(fiF=30)

8.1 AFNI LR UHI= U L AIEROEEFIEE U TRE LT, AFIOEAAER R, v -
FHESBENIR) I, BIWER & L CHaa180E (1.1%) . Z2tH2014: (1.2%) . IR s o (0.6%)
DEVIE (0.7%) . IR (RR) 181k (1.1%) N SN TWAHDT, AFEEFOH
FITIE, fERZEE S OB R kR sS85 2 &,

8.2 AHNDEEEAZ L0 RN FED HIIRWGAIZIE, AFIOB GRS IV aTietE b B 2 5
NHOT, MEIE U THEMEDODBEZZT, IR M, EURIRRE2SET 24
BN DTDRRE L=,

50



6. HENHEREFRT HEEICEHTIIE
(D) BfHE - BEEEFOHLEE

9.1 &6HE - BMEFREODHHEE
9.1.1 BIIBRAERAEEFD FERIRFEAEREZET HEE
AFIBE AN R EIE 2 Ehi L, MBS U T, HYNREE T 52 L, &5%
[FFRREOBINCER L, Ho7afai@igza175 2 &, [11.1.2 2]
9.1.2 HIREEHDH D EH
Pra U AERIZ LY EERNE b 2 BENA S S, [11.1.2 ]
9.1.3 FEIROHDEE
LoV AERIZE D, SERBELT 2 BENRH D,
9.1. 4 PAEXRIBIMEEEZEDH HEE
iV ARHICE Y| BRSBTS DB EN0NH D,
9.1.5 /S—F 2V MERRIIHMEEEDH D EE
FERDE L d D UNTREHEIEIRD B o 2 B ENn01 6 5,
9.1.6 EBEEMHXBZADEE
HEMEE SIS B d BZEINH D,
9.1.7 EFHkH%#Eﬁbnuiaﬁ%‘
Pia ) AERIC LY, BRSO AR BETEIR S b D B2 d 5,

(fiF=3)
9.1.1 AAIEFEUH2 Y APLEOEEFHE L TRE LT,
AN IRIEAIESED TR EEPAZEREZ AT 2 BB TR AFOH = U AERIC X 0 Bt
SR HEIRT) OWGHED S S, JREA, PERANEEEDRERASE L2 FREMED B 5,
DX IR IARNE B 5T ABRIE, BEANRIREEZRIE L, FRIRD 720D (X
VXEGR_ERIRE & 72 D722V RIR )Y MR T D 2 &, FRIRENE L, PEREEE B 515
Ac:&ﬂ:ﬁﬂ?ﬁﬁ@ﬂ@:on VTR0, MBI U CEPIR 7 b BB T 2 M ENH D,
. AFIBEES BERESHIIN L TORVIINEE L. HolCRm e gt 52 L,
foezco zliﬁl@ﬁmrﬁt% CRGRIE, Y% - FRESBINEE) CToRWER & LT, R (0.1%) .
PERIREER611 (1.0%) . FRIRS1: (0.6%) . FRIRE19M: (1.2%) N shTng (18,
ElfE SRWERSEE—ERF 1)) 0HEZH),
('s. BHEAR (1) EXLEMWEREAIEMER 11.1.2) OESMH)
(B%E)
TERRIEEAZE, PEIRAIAEEOZMNIEFIIRAEDS LI TH 508, FRIREN & DI
DI 72D Z EDNEBRANZ N BTV D, BRIREICBEIL TR, o eT 0 R %
HIT DIy A TRA L MIGELZRVD, 50mLLL B > THEORREDH D &¥)
Wrd2sZ &b —2DELETM) L XD,
FRPREIETS « SRS W5
9.1.2 AAILF L= Y L ABLEOERFHELE L GRE LT,
ARNOEEARER GRGRRE, FE - AEBIRD Cik, BIWER & LR (0.1%) . HE
JRAEER6MF (1.0%) . 7RIR8(H: (0.5%) . 53%)]?@19459 (1.2%) nfEEnTs (8.
ElER SRWERSEE—ERFEF 1)) 0HEZH),
PERNEED & 2 FBETIL, AFIOHI= Y ARSI 0 BEEFEET GERE) OUEs
Hl &AL, IERAELT2BENAH O THEICKR ST 28, Ik, REEZETLE
FEIAFN O HIIEEZTH D,
(l's. BWEA () EXGEMEREHEMER 11.1.2) OEZRH)
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9.1.3 AFILFEICH=2 Y AR HEOTEFHE L CGRE LT,
AFNOEEARRER CRGERE, L - HEBNRD Tk, BWEA & L CUIRIZRE92 B RAE
R OER ORI, Fm2ft: (0.1%., MFXEER : JelIEDEERY) . BiEsif:
0.5%) . AFEARE (0.1%) . TPEAEEDRLEE (0.1%) . JRMBEIRIA: (0.1%) , Lk
HBMHE6: (0.4%) . EEMEHEBMIGHELL: (0.1%). A7 vy 7148 (0.1%) ., LA
BPE (0.1%) . BRSBTS (0.1%) 2ESnTns (18, BWER @RIWERSE
E—EXRE 1) 0mEzH),
TENRD & % BB TIE, AAIDOFL= U AR X VIERSE T 2850 eH 5 D CHE
HEICHRGT DL, 7ok, EEARWERBOREIZIIAF O GIIEE=TH S,

9.1.4 RFILFECH2 Y L ARGEOFEFHE L GRYE LT,
RO S IR FRERERR B O & 2 FBE T, AAIDHL= Y AFNZ L VB E L 5%
FNRHHOT, HEICEGTHZ L, 7ok, GBI OMERZ B CGRR T X 22
FRFME X IREFSRERR R AR 1L, AR GG L1372 B0,

9.1.5 AFILFCH=2 Y AR LEOTEFHE L CGRE LT,
PN BRI E TR E O & 5 BF TIE, 7 ~—F 2V AEROE L, e
JERDSEHT 28 FN0NH 50T, HEIKRETHZ L,

9.1.6 AFIELFCHi= Y ABLEOITEFHE L GRE LT,
EEMRIGROBE T, PR REGS RIS 28N H 50T, HEICKET
HT L,

9.1.7 AFILFCH= Y AR HEOTEEFHE L CGRE LT,
R SRE T E O B TId, st E o L v . SR, ANE LS. TS0
AR B Do D73, AFIOHI= Y AFRIZL Y 2B ORERDE LT 5%
TNRHLHDOT, HEIIRGTDHZ &,

2) BHREEEEE

9.2 BHREIEERSE
9.2.1 EENBEENDHLEE

EHEIS LT 2 B2’ H 5, [7.3, 16.8.1 2]
9.2.2 BEXIITEENEEETDHLEE

EHE LT S B0 H 5,

(fiF=30)

RBEED & 2 B ClI— R HRIDSBIE T 2 B2’ 5 DT, BFEEDH 5 BEIITHE
HICERGT D 2L, AFIOHN CORFFRRBRIZIBNT, JRP~OPEIERI365.6% TS5 (VL
HEEECBET AIEE 7. () HEME| OESMR),

AFNOMEARRASR GRGREE, YL - B ICBOWTEERBEE (/'1— 3% 0obbk
FIIIEARR <, 71— R1I* RO OB EED & 5 BE ORWEHHILRIT47.0%
(108/230%1) T, EFEEDILNEE TII46.6% (640/1,377%1) ThH-7=,

728, ARIOEWE GBI OW BRI 5B OE SR 85201 (- 11641 K OV
FE14 O BERERE B 2 5 Ty) CORMEMS@ERE (PPK) AT LD | BiRefaiE (Il
I LT F = HOMHRFZZER) 13 IX 7o F 20027 V7 5 A (CLF) (Z885% &
ESYAV/ Ny

% TEIAEEORWER OBEBEE/PEIECOWT ) (GRZE807S Fhk44FE629H)

(IV. REICETHIEE 4. FEARUAEICEEET H:FE 7.3), VI EYEREICRET 518
B 3. () @iAE (2 NTA—FEHER] OHSH)
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() FFRElEEsE

9.3 FFikeEIEERE
9.3.1 PEELLOEEDHHEE

T& LTI sn 5720, BWERAREEL LT < oty d %, (7.2, 16.8.1
2

9.3.2 BEDEENHLHESE
T& LTUFTREians72d, BEHDEEL LS KRB ethnid s, [16.81 2]

(fizn)
AHNIEE UUF RSN 2 enn, HEEDOH 5 BE TIEAFIOMHIRED & < 720 F
TERDVEL Lo K IR D ATREMESE 2 b5 DT FEED H 2 BF I IEEICR T 5 Z &,
AR OGRS GRGRIRE, AL - AEBNED 1I2BW T, EEDOH HEHITT L— R2* D1
FILIININ TS 7 L— R1*C, [FEEDOH 5 BE ORIFERFEEEIT48.8% (99/203f1) T,
R ED /R BE TII46.2% (649/1,404051) ToHh -7,
728, AR O EMP G N Ot & R 5SRO B EA 852061 (R THERERR A
F101H25Te) COREREYERE (PPK) fi#fTIck D, A XX 7= ORRO027 V7 Z
VA (CL/F) 1Z7 k) 74277 52— (AI-P) O EFIfE-> TR F L, AP IER 728
(2ot U CHREE R BB O CL/FI34%(K0~ 7=,
* [EIEORWEH OBREESHEIECOWNT) EREE80S FRka4E6 H29H)

(IV. BEICETSIEE 4. BERUVAEICEET 5FE 7.2), VI EYSHEEICRET 518
B 3. () @Ax Q) NSA—FEHER| OHESBH)

(4) &hEReEETHE
FRIE SFL TN

(6) bEim

9.5 1iE
TR SR L QWA TATREMED & 5 I3 E- LN 2 3 LU, B ESR (T~
R) IZBWTIRE~OBI TSRS SN TN D,

(figas)
BFEER (7 v ) IZBWTRIE~OBATHHRE SN TN D Z L BRRIE LTS,
IHRI8H H DT v MIUC-A X7 =) 0. 5mghkg % HAE 185 UIREA~OBF THEE
FFUIRER, RHAMAEPEE1169.26ng eq/mL (FH1MEE) <. FRIZOME, Dk OV
TROHEGHASEE (B 5 1RF%) 13, £Z2472.07ng eq./g. 60.98ng eq./g. 55.66ng eq./gT
HO . LIBEOCHHTIHR LT, 20
7ok AR AETRBRIC B WV TARIC L D LB 2 DIAIEARTEITEERD ViR T, 7z,
AFNOEEARRER EGRIRE, FYE « FHEBMEE) (Z8WCls U IR L T rREO & 54
PRI D FHREERD 720,

(VI E¥EhReIBEd4EE 5. 2 MER—IRBREMEEYE OHESH)

53



(6) =7

9.6 =FLim
TR EOFTIER ORFLREOA M2 BB L, RO AT L5 2 &,
W3R (7 v &) THHHITBITT D 2 & s Tng,

(fiFz3)
TR (T > B) IZBOTHH R A~OBI TREE SN TS Z EMBRE LT,
O31E10 B OfEFLH T~ MCUC-A 2 X7 =) 0.5mglkg & Al % 5 UL H~D%
T Z R U7 R, Lt RE N 33 G 1R sl (Ting eq/mL) Z7R L7-f%
R L . A8 I IR D2.3% CTdh o 72, Cmax UAUCo-DFL/ 1Tt 2
1.26 K% 12.03ThH-7-, 20

2B, ARIOEAER KR, FYE - HEBINED ([2BW TR Cof BRI,
BRI 5T 258008, 16RO ORSLEEEOAISIEEEE L, FILofke it
HikEfRT 52 &,

(VI ZYEpeelcfEdAEE 5. () ILA~ORITHE DOEZSH)

(1) INRE
9.7 /IpR
NSRS LTRSS E L TRy,
(figsn)

AFNOBGAER CRGEIE, L - FHEBNIRE) 13205 L2551 I8i L Tl v | RHIARE
LR, FUR, SIRSUINRZ SR L LiehoTe 2 &b, BRELT

(8) =g

9.8 SNE
—fRIZ, AFEREIME T LW D, [16.6.1 2]
(firn)

— W EE T BEEME T L QWD B2 BbID Z LD, Bl ~ O 52T
TEEMGE 2 72 OICRRE LT,
R I Emin A6 L ONEiRE (65~T755%) IBINZAAI0. Img % ZEGIRH Z BAIRHR 1456 5- L 72 IR,
i ClECmax 3 IEE AT LR TL2MEE ) o 7203, AUCh-tZIEFEFEECTH - 72,

(VI ZE¥EpReIcBET 2R 10. (1) SEhE] OESHR)

. YHE/ER
10. FAE{EHA
AFNL, T & UTIFORmRGEMESE CYP3A4 I X W @fs D, [16.4 ]
(fat)

A X T = AT O GAITRI40% 0 iR CHIRREEER A5 T D, A I,
AFIA 2= )VENEAL ENT-M-2. F7-M-200 X F )L A 32— )L BRBRASI A 52 1T 7~
M4} OKZAURDO N7 7 0 AR AR CHHM-9TH -1,
M2} OM-4~Df Iz E L L TCYP3A472Y, M-9~DOfGHHZITTE L L CUGT1A43 B 53
Do Flow A X T =S KOFEOERBHWIM-2, M-4, M-9i3, & NCYPZr 1 (CYP1A2,
CYP2C9, CYP2C19, CYP2D6, CYP2E1},UCYP3A4) #[HE L7en -7z (in vitro), 2V
(VI E¥EREICEE 2I8E 6. (1) KBEEMIRURSEHEER. (2) RBICEA5T 5Bk (CYP
%) OHFE. F5F) 0HESH)
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(1) GtHRESEZDHEH
FRIE STV

Q) BtREE L ENHEH

10.2 tREE WRISEET ST L)

A "Fafy—i
BB =
VAN S =ie s V-
[16.7.1 2]

FJaFy— LR LEE
. AHKID Cmax 135 1.3
2 FH- L. AUC 135 1.8 1%
WAL,

HRHIA, S BEAEIR - HAE 15 HEFF « fEIRIA 7
CYP3A4 #PHET 534 R N B IBWNTA b | AFIEEE L TCYP3A4 C

R#shbr0T, Zhbo
AN I 0 AFN O3
HFENhb,

PiaV AEHZEET LA | DN, BRL, PERINEE | = U AERE RS DS
=ERARDLD O ENHLDONAIBENRD | Fhid D,
T ) TFT VU REH Do
T T TR VR
(fiFEas)

(DCYP3A4 Z#PEET BEH| (4 FZaFY—IL, TYROARA Y, V51RO A %)
s /)7 CYP3A4 [HEVERZATHA F T a) —n L ORI T, AFIDORZE
ROIMAEFIEEN F R4 5 Z L SN TWAT=ORE LT (VI EYEEECREY 218
B 1. () BE - HHREOFE 0mEsH),

ZiHD CYP3A4 ZMHET 23K A I 25813 e T 5 2 &,

O AMEREET HFE (SRERMS DBl 7/ FT7OURER. £/ 7 UBIEER

zE=S=1l)

AFN LR UHa ) CARSROEEFEE U TRE L,

Pra ) AERZA T3] CERRPLD SFl, 7=/ FTUVREA £ T I U UEEE
FLEAD ORI L VHi= U AERSERR S, D8 - PN, R, PR ORI
TERIDRL< & BN A FIREM D, T 25AIIZ IO DIEROFBUTEETH Z &,
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8. EMEA

1. BHER
WORWERRH LoD Z EBH DD T, BlIEE ATV, BERRD b -5512
G A T A 7 OB AT 2 &,

(1) EXGEWER & MRHER

1.1 EXGENWER
11.1.1 2HERRE (0.06%)
IRETCED B B oD Z E 03B H DT, BIEZ ATV, ZOX I ERY H B
NEEAII G2 TIE L, EHICEYREERITH 2 &, [245H]
11.1.2 FREA GBEEEARHR)
(2.1, 9.1.1, 9.1.25H]
11.1. 3 FFeErES ()
AST, ALT, B U E O EFELED FHERERED & H oD 2 e D,
11.1.4 FREEMEA LOR BEEAD)
FLMERL, ISR B Db -G a 3B G2k L, Y7 EZ1TH
&, [225H]
11.1.5 {18 - HAE (EER)
11.1.6 QT iEER. DOEMHEFE (W BBEEARE)
QUIEE., LM, BET v v 7 WMIRERH bbb L OHRERH D, [2.65
iy

(i)

1111 2MEENE
AFNOEGAAER RGN CHEEZEWER & L TR (PAZEMEARNE 23 114
HINTWD, AFBEG%, IRETOE, TR - 30200 IR, UMK FEOERRH 5
OIGEITE GICARIOR 52 IR L, #E7REE1TH 2L, 705, PHZEMARRN
FEOBEZIIAF OB GIIRETH S, (2. ZRNBEZTDER 2.4) OEZE)

11.1.2 FREA
AHNOEGARER ORI, VL - SRR <X, BWERE UTRI 178 (0.1%).
JRREE 16 7F (1.0%) . FRIR 81 (0.5%). FRIKE 191F (1.2%) 23S Cnens,
WRAZIZIBNT, BEEIEGIZ ST READIEF RS DR ST 728, 70 D1 BN S g
LB ZERREWERIGERL LT, AFB G4, READ & & i G 1T IARA O b2
1 U EEREZ1T 9 2 &, 70k RAZ AT D IEEITITIAF O GIIZEETH D, (12,
BERRNBRELTDER 2.1), 16. HEDEREZEIHBREICHETLIEE (1) AHHE-BX
EREDHDHEE 9.1.1. 9.1.2] DESMR)

11.1. 3 FFifREES
TIRZICBW T, EE/IPEREREE S Shci=d, ERZREWEROEIZR I LR
T2 & Ui, ARG, BEDGRO bNZHAIITRG AUk U, w7 lE %
1oz &,

11.1.4 FESEALIR
AFNEREICHI= U CAMBOEESFIHLE L CRE LT
KSR (OSPRIBHEA) (2B T, BREMEA Lo R (15PA%E) ORIWER 2SS S v,
F 72, AFNOREERFEHTII SN TA Lo 2 R OEAZEORIWEISHE S Tng, A&
FFe G4, & LV MR, ISR B S OIS IARI OB G2k L, j#@)7s
WEZATSH Z &, 7k, WIF, +FEESUINFE D PAZE L Q0 B A R OVRREMEA LD A
Do L BFIIIAFNOBRGIIEZTH D, (2. BRABREZDER 2.2) 0HEEH)
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11.1.

5 LIR - BAXE

AR LR CHi= ) ABBROEESHE UTRIE LTS

FE (OSRIAEFD ([CBW T, DR - HAZEORWERAHE S TWD, Eio, AF
DERGEARGEHERAI BV TEAZE (MedRAM Verl7.1 5L CIIHEE) ORIWEHIERE S
TWD, AfE#, ZOX D IIERD D SO Sra IIARN DR G2 Tk 25 Z L,

.6 QT . (DEMSER

AR LR ChHi= U AR @aOEEHFHE UTRE LT,

FUE (OSRIAEAD (2BWT, QT B, LEMSENEORWER S EE S TR |
LY LAITHLAANTBNTHHSDOND ATREEDR HH DT, ZDO X 9 IEREH S
MG BIAR O G A IR L ESIZLE 1T S Z L, (1 2. ERAB EEDEH 2.6)
DIEZM)

2) EDHeDEHER

11.2 ZDHhDEWER

5%LL k. 0.1~5%Ajii BHEEANEH

WEYE W5, T OFEE
FEtPRRER IR, PRI, DFEV, T L%

H o« AR, B, I8, AEEREA,
TH b 5% T, AR, LR, B2k, M,

Az, B, Ok
TR B, WISMGHE, )+ 5
e MERGEDESR, Wk, WRMERzS, WS
i PRINERNED, AmERED, i) s

HREPRIAEE, 78R, PRI A MER » JRIMEREGE,

WAPR AR « Bl PREGRG: (BEtse, BERERE) . JRPEA
Bk, 7 LTI =N
R 72, T, IRORERR, ARERez, IR
57, HRGEAE, A
P v-GTP, 7/ A VAKRAT7 74—, AST.
ALT., Y e D A
F1Y8) - N7 Uk Y REIN, FE, LDH #E00, i
Z D, 0N Bz M| RS B R, 2 VAT a— L,
(33.1%) e, TR, iR, SR
(i)

5%LL L TN 0.1~B% A DRI EFI DWW TR AHFIDREARRER Z 31T 2 BIWERIFERITEI -

EN

JRRNE LT 2 LA B SAVZRINER M O A SR AT A 5ol L7, E7o, SR

BHOBWERIZOWTIE, A X T2 F V88« A X7 = F VU ARENAESE (AT —7 @

AT —77%0D § : /NG TGS, T U FASEE - 7 U FA%0D $E : ARG

th) OfilREREOR RIS T L7,
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SEHERFE—RRFE

1) AR R UL A=BE

TRGRIRE HVE - FHEaB ey & B
FRATERIEL 1172 4 435 13l 1607 il
EWEREEGEL (%) 533 5] (45.5) 215 il (49.4) 748 5] (46.5)
BIVEF OFEEE RIWEREBEER (%)
MERVY) o RIEE — 161 (0.2) 141 (0.1)
U o SEE — 17£ (0.2) 117£ (0.1)
IDRER 1241 (1.0) 441 (0.9) 1641 (1.0)
e 81F (0.7) — 81 (0.5)
LA — 114 (0.2) 11 0.1
EW7w s s 17F (0.1 — 11£ (0.1)
ENLR — 11£ (0.2) 11£ (0.1)
TRIMEAFEIR 117 (0.1 — 11£ (0.1)
AR 11 0.1 — 11 (0.1
_RERPERASMGHE 14 (0.1) — 17 (0.1)
PRSI 31 (0.3) 31F (0.7) 61+ (0.4)
ARpEE 62 %l (5.3) 561 (1.1) 67 %1 (4.2)
#F W 161 (1.4) 41 (0.9) 20 (1.2)
= 181 (1.5) — 184 (1.1
ARERIZI 81 (0.7) 114 (0.2) 9t (0.6)
AR L ek 91t (0.8) — 9t (0.6)
A 57 4 (0.3) — 41 (0.2)
Ot 21 (0.2) — 21 (0.1)
ARAg AN 21 (0.2) — 21 (0.1)
PAZERE AR BE 17F (0.1 — 11 (0.1)
iR g 1 (0.1) — 11 0.
iR R 1 (0.1) — 11 0.
LA 17£ (0.1) — 114 (0.1)
SeAE 17F (0.1 — 11£ (0.1)
fHansELrL 17F (0.1 — 11£ (0.1)
FREMTLE 17£ (0.1) — 117£ (0.1)
BEEEE 150 %l (12.8) 195 il (44.8) 345 #i] (21.5)
PERAN PRI 141 (1.2) 61 (1.4) 201 (1.2)
BTEARIE 114 (0.1) — 114 (0.1)
R AT 8 (0.7 21 (0.5) 101 (0.6)
el 21 (0.2) — 21 (0.1)
M e 31F (0.3) — 31F (0.2)
HREEE 51 (0.4) 114 (0.2) 61f (0.4)
TREER 21 (0.2) — 24 (0.1)
BN 1114 (0.9) 21 (0.5) 131 (0.8
W&t 41 (0.3) — 41 (0.2)
58 Fih 98 1 (8.4) 5914 (13.6) 157 14 (9.8)
HIEARE 61f (0.5) — 61 (0.4)
R 71 (0.6) 114 (0.2) 81 (0.5
fEEYLA 14 (0.1) — 11 0.1
fEENEZ L — 11£ (0.2) 11£ (0.1)
FgfE 21 (0.2) — 21 (0.1)
JITPH & PR 17£ (0.1) — 11 (0.1)
B & 31 (0.3) 114 (0.2) 41 (0.2)
OB AMEER 114 (0.1) — 11 (0.1)
MER 11 (0.1 — 11 (0.1)
s 17£ (0.1) — 17£ (0.1)
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AR |k - i EsEE | & &
BIVEF] OFEEE BIVERZBU R (%)

S 31 (0.3) 21 (0.5) 51 (0.3)
1 NS 114 (0.1) — 17£ (0.1)
PNz — 164 {4 (37.7) 164 7 (10.2)
H PN 114 (0.1) 21 (0.5) 31 (0.2)
Tl 11£ (0.1) — 17 (0.1
) 11£ (0.1) — 17F (0.1)
LIRS 11£ (0.1) — 117£ (0.1)

L EEER VRS FRRE 370 5 (31.6) 241 (0.5) 372 %1 (23.1)
(W) 368 14 (31.4) 11 (0.2) 369 {4 (23.0)
PR 41 (0.3) — 41 (0.2)
T i 21 (0.2) — 21 (0.1)
g I 21 (0.2) — 21 (0.1)
AR 11£ (0.1) — 117F (0.1
% JE 114 (0.1) 114 (0.2) 21 (0.1
PRIEIAE 11 0.1 — 11 (0.1
RN 17£ (0.1) — 11 (0.1)

RRE R VB S ReE 94l (0.8 7641 (1.6) 16 f51 (1.0)
5l 74 (0.6) 21 (0.5) 9t (0.6)
B — 114 (0.2) 1 (0.1)
PRIEIEG — 41 (0.9 41 (0.2)
UISETED 114 (0.1) — 17£ (0.1)
PR 11£ (0.1) — 117F (0.1
RS 11 (0.1) — 114 (0.1)

ERERIRE 7161 (6.1) 2161 (4.8) 92 %1 (5.7)
AST (GOT) #4in 114 (0.1) 21 (0.5) 31 (0.2)
T (GPT) #hn 214 (0.2) 21 (0.5) 41 (0.2)
v -GTP #4/ 121 (1.0) 114 (0.2) 13 {4 (0.8)
M7V U RA 7 7 5 —PHEN 41 (0.3) 117F (0.2) 51 (0.3)
MmAAE Y e 21 (0.2) — 21 (0.1)
A= 27 o —/ L 41 (0.3) 117F (0.2) 51 (0.3)
g~ U 7YY REN 131 (1.1 — 134 (0.8)
i A LRI K SRR N 51 (0.4) 11 (0.2) 61 (0.4)
7 L7 F =40 21 (0.2) — 21 (0.1)
1A PREEHEN 51 (0.4) — 51 (0.3)
773 AR 11 (0.1 — 11 (0.1
Y o A8 11 (0.1) — 11 (0.1
A7V o 238 11 (0.1) — 114 (0.1)
iRl NURYSN ;7% 114 (0.1) — 11 (0.1)
~v £ U M 21 (0.2) — 2 (0.1)
N A=A 2 57 214 (0.2) — 244 (0.1)
A R D 21 (0.2) — 21+ (0.1
PRI ERE 244 (0.2) — 244 (0.1)
1 M 21F (0.2) — 2 (0.1)
JRH 7 R o pERG 11 (0.1) — 11 (0.1)
PR A EREE 61f (0.5 7 (1.6) 134 (0.8)
SRR IMEREGE 21 (0.2) 31 0.7 51 (0.3)
TR ARG 41 (0.3) — 414 (0.2)
R e ey e 11 (0.1) — 11F (0.1
FRIR 1114 (0.9 8 (1.8) 191 (1.2)
TN N =N 14 (0.1) — 114 (0.1)
fE B 21 (0.2) — 21 (0.1)
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AR |k - i EsEE | & &
EIWER O BIVERZBU R (%)
RERUREEE 7%l (0.6) — 761 (0.4)
BRI 61 (0.5 — 61 (0.4)
BAREE 17£ (0.1) — 11 (0.1)
HBRRR VS REES 5% (0.4) 241 (0.5) 74 (0.4)
TR 21 (0.2) 21 (0.5) 41 (0.2)
FEH 114 (0.1) — 114 (0.1)
REERY o ~T 14 (0.1) — 114 (0.1)
B R TH EL 17£ (0.1) — 11 (0.1)
HREREE 384 (3.2) 10 %1 (2.3) 48 i (3.0)
AR 161 (1.4) 21 (0.5) 181F (1.1
USE Y 10 1 (0.9) 114 (0.2) 1114 (0.7
96 YW 81 (0.7 51 (1.1) 1314 (0.8)
JTEESE 114 (0.2) 11 (0.1)
RATPED F U 114: 0.1) — 148 (0.1
FEMED EN 81 (0.7) 21F (0.5) 10 14 (0.6)
fArEE 141 (0.1) 161 (0.2) 241 (0.1)
DEE 11£ (0.1) — 117F (0.1
AHRE — 17F (0.2) 117£ (0.1)
BERURBES 18l (1.5) 561 (1.1) 23 % (1.4)
BHEPR IR 1114 (0.9) 51 (1.1) 1614 (1.0)
% IR 7 (0.6) 117 (0.2) 81 (0.5)
bR A 11£ (0.1) — 17F (0.1)
PREF 11£ (0.1) — 117£ (0.1)
LERR U EER — 141 (0.2) 141 (0.1
VA — 11 (0.2) 11 (0.1)
PRI, MERR UMiRRIES 1241 (1.0) 441 (0.9) 16 f1 (1.0)
1 PEnHEE 31 (0.3) — 31 (0.2)
1 PR AN RS 11£ (0.1) 21 (0.5) 31 (0.2)
NiEInfger ik 214 (0.2) 11 (0.2) 31 (0.2)
TR 21 (0.2) — 21 (0.1)
% Wk 11 0.1 11 (0.2) 21 (0.1)
S 11 (0.1) — 14 (0.1)
PR 11 (0.1) 11 (0.2) 21 (0.1)
BREE 0K 11 (0.1 — 11 (0.1
2 W 17£ (0.1) — 11 (0.1)
BEERUE THSES 1141 (0.9) 241 (0.5) 1341 (0.8
® B 31 (0.3) 11 (0.2) 41 (0.2)
ER2 11£ (0.1) — 17 (0.1
WL BE 11£ (0.1) — 17F (0.1)
Z D FEIE 31 (0.3) — 31 (0.2)
e [ 214 (0.2) — 21 (0.1)
PRENER 11 0.1 148 (0.1
7 LIV E RS — 11 (0.2) 11 (0.1)
MEEE 241 0.2) — 241 (0.1)
FRsE 11£ (0.1) — 117F (0.1
ENQ) 11 (0.1) — 14£ (0.1)

(i - BN
(1) MedDRAM (ICH [ESRESRFTREAE AAGE) Ver12.0 TfFR, #EIEAAIZPT GEAGE) TRLE
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2) BLERRGTRIRE (HRRAEAE. FEfERRIGEE)

LSRR A
iS5 e FEEE A FrEMHEE | RERTRA
PORRETRE | s Groonene | n: oni it
FRATRES K 3269 187 2638 6094
BWERZEOFEBHER R (%) 369 (11.29) 15 (8.02) 387 (14.67) 771 (12.65)
BIVER O BIVERREER (%)

BEMER K UFARIE 205 (0.61) - 14| (0.53) 34 451 (0.56)
JEEEAE 16 {4 (0.49) — 10 (0.38) 26 1 (0.43)
PRI 214 (0.06) — 114 (0.04) 31 (0.05)
FHEE PR — — 114 (0.04) 114 (0.02)
EE03 114 (0.03) — — 114 (0.02)
RIS — — 114 (0.04) 114 (0.02)
RER — — 114 (0.04) 114 (0.02)
FIE~ LR 11F (0.03) — — 11F (0.02)

MERE LV o\REE 145 (0.03) — — 145 (0.02)
21fi 114 (0.03) — — 114 (0.02)

R ES 145 (0.03) — — 145 (0.02)
FERAREREIS A 114 (0.03) — — 114 (0.02)

KRB LVREREE 1451 (0.03) - 445 (0.15) 5451 (0.08)
ik — — 114 (0.04) 114 (0.02)
BAEGE 114 (0.03) — 37 (0.11) 414 (0.07)

FEPES 245 (0.06) 145 (0.53) 2451 (0.08) 5151 (0.08)
HAEHR — 114 (0.53) 114 (0.04) 214 (0.03)
TNIRSE 14 (0.03) — 114 (0.04) 21 (0.03)
TFE 114 (0.03) — — 114 (0.02)
HEATHE) 114 (0.03) — — 114 (0.02)

HEREE 205 (0.61) 245 (1.07) 17451 (0.64) 3945 (0.64)
fiize — — 214 (0.08) 21 (0.03)
FRAE — 1 (0.53) 114 (0.04) 21 (0.03)
FEMED FE 814 (0.24) - 414 (0.15) 12 {4 (0.20)
NS F U 21 (0.06) — — 21 (0.03)
BRTE S - - 274 (0.08) 214 (0.03)
e 31 (0.09) — 114 (0.04) 414 (0.07)
Aok — 114 (0.53) — 114 (0.02)
ERER 11 (0.03) - — 11F (0.02)
PR 114 (0.03) — — 114 (0.02)
R — — 114 (0.04) 114 (0.02)
fEER 31 (0.09) — 61 (0.23) 9 (0.15)
ENiE 114 (0.03) — — 114 (0.02)
TR 114 (0.03) — — 114 (0.02)

ARfEE 15451 (0.46) 1451 (0.53) 225 (0.83) 3841 (0.62)
R B 31 (0.09) — — 31 (0.05)
R — — 114 (0.04) 114 (0.02)
ARy 114 (0.03) — — 114 (0.02)
i — — 114 (0.04) 114 (0.02)
il — — 47 (0.15) 414 (0.07)
IR — — 1 (0.04) 14 (0.02)
P 814 (0.24) 11 (0.53) 124 (0.45) 21 (0.34)
HIHET — — 11F (0.04) 11F (0.02)
vl 114 (0.03) — — 114 (0.02)
ARERHZE — — 47 (0.15) 414 (0.07)
ARzt 214 (0.06) — — 214 (0.03)

DIEEE 3451 (0.09) - 245 (0.08) 5431 (0.08)
Ml MiE — — 11F (0.04) 11F (0.02)
IDARAE 11 (0.03) - — 11F (0.02)
EOES 214 (0.06) — 114 (0.04) 314 (0.05)
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BEERTE A

e R R FEERE I EGE (G
o PG | s Goobene) | M GNRD | AWERETG
)
BIVER RS BIVERZEAE. (%)

MmEEE 3451 (0.09) — 145 (0.04) 445 (0.07)
=i 31 (0.09) — — 31 (0.05)
1FTY — — 114 (0.04) 114 (0.02)

MRS, MIERds & UNRIES 51 (0.15) — 25 (0.08) 74 (0.11)
7SN 114 (0.03) — — 114 (0.02)
Nk — — 114 (0.04) 114 (0.02)
MR AR 11 (0.03) — — 11F (0.02)
=P — — 14 (0.04) 1 (0.02)
T LIRSS - — 114 (0.04) 114 (0.02)
(YGRS 214 (0.06) — — 274 (0.03)
1 PZEnHEER 114 (0.03) — — 11 (0.02)

BEEE 157 15 (4.80) 241 (1.07) 1395 (5.27) 298 {5l (4.89)
AR 71 (0.21) — 81 (0.30) 151 (0.25)
R A 21 (0.06) — 21 (0.08) 41 (0.07)
[ 114 (0.03) 114 (0.53) — 274 (0.03)
eSS 214 (0.06) — — 274 (0.03)
lalll=Fi0n — — 114 (0.04) 114 (0.02)
FEMmAERABAR - — 11F (0.04) 11F (0.02)
{5 65 {4 (1.99) — 95 {1 (3.60) 160 7 (2.63)
iz 14 (0.03) — 14 (0.04) 21 (0.03)
A 114 (0.03) — — 114 (0.02)
TPz 711F (2.17) — 24 (0.91) 95 14 (1.56)
HEARE 31 (0.09) — — 317 (0.05)
EES 21 (0.06) — 14 (0.04) 31 (0.05)
HAE TR 114 (0.03) — — 114 (0.02)
i — — 114 (0.04) 114 (0.02)
ALDRA 114 (0.03) — — 114 (0.02)
FoPHZE — — 114 (0.04) 114 (0.02)
MUz 114 (0.03) — 114 (0.04) 274 (0.03)
L 21 (0.06) — 51 (0.19) 7 (0.11)
P BN A RS 14 (0.03) — — 114 (0.02)
WIS 11 (0.03) — — 11F (0.02)
- 114 (0.03) 114 (0.53) 114 (0.04) 31 (0.05)
1 ORGEHIRR 214 (0.06) — 114 (0.04) 317 (0.05)

FrBEREE 215 (0.06) — 1451 (0.04) 315 (0.05)
SRR TR - — 114 (0.04) 114 (0.02)
NHAE 11 (0.03) — — 11F (0.02)
FPRE B 114 (0.03) — — 114 (0.02)

REH L UETHHEES 14 451 (0.43) 14 (0.53) 14 451 (0.53) 29 {5 (0.48)
JiEnd — — 114 (0.04) 114 (0.02)
15 — — 3 (0.11) 317 (0.05)
% O PEIE 414 (0.12) 114 (0.53) 8 (0.30) 1314 (0.21)
55 814 (0.24) — 21 (0.08) 10 (0.16)
=S 11 (0.03) — — 11F (0.02)
KB 21 (0.06) — 14 (0.04) 31f (0.05)

HEERE L UESHARES 1451 (0.03) — 1451 (0.04) 25 (0.03)
Al 114 (0.03) — 114 (0.04) 2174 (0.03)
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REE TR

g FEERE A FEEME A (il GRS
ke BURRRERE | ans Gomtgrn) | e MR | PRl
)
BIVEF O BIVERRSRMAER (%)

BB L UREES 57 51 (1.74) 445 (2.14) 434 (1.63) 104 5] (1.71)
HEPRREE 3114 (0.95) 27 (1.07) 221 (0.83) 55 1f (0.90)
PRI R — — 274 (0.08) 274 (0.03)
TKREHE — — 114 (0.04) 114 (0.02)
SRERIAB G 1 (0.03) — — 1 (0.02)
il 11F (0.03) - — 11F (0.02)
AR 21 (0.06) — 21 (0.08) 41 (0.07)
HER L — - 114 (0.04) 114 (0.02)
BER 51F (0.15) — 37 (0.11) 8 (0.13)
BhAMERAES 114 (0.03) — — 114 (0.02)
L= - — 11F (0.04) 11F (0.02)
B — — 11F (0.04) 11F (0.02)
PRIAEE — 114 (0.53) — 114 (0.02)
SRPH 151 (0.46) 114 (0.53) 121 (0.45) 28 1 (0.46)
AR 114 (0.03) — — 114 (0.02)

HBRB L VEEEES 1451 (0.03) — 445 (0.15) 515 (0.08)
BRI IIESIE — — 274 (0.08) 274 (0.03)
ez — — 1 (0.04) 1 (0.02)
LI — — 114 (0.04) 114 (0.02)
HINEARSE 11F (0.03) — — 11F (0.02)

—fi% - EBEFESLCERSEMIOREE | 814 (248) 541 (2.67) 150 5 (5.69) 236 {5l (3.87)
A0 i 114 (0.03) — — 114 (0.02)
iy — — 114 (0.04) 114 (0.02)
THIE 1 (0.03) — 1 (0.04) 21 (0.03)
ENi{used — — 31 (0.11) 31 (0.05)
LISV — — 214 (0.08) 214 (0.03)
HLH — 114 (0.53) — 114 (0.02)
s 91 (2.42) 47 (214) 14314 (5.42) 226 1 (3.71)

FRERARE 22451 (0.67) - 24451 (0.91) 46 15 (0.75)
ig;u“”\/ h7oRT=7—E - - 11 (0.04) 11 (0.02)
;ffﬁg]/@”‘/ hov27= - - 11F (0.04) 11 (0.02)
iz =A 274 (0.06) — — 27 (0.03)
iéjjﬁ’ VISNETAAT2T—E 14 (0.03) — — 14 (0.02)
ARIMERE S — — 114 (0.04) 114 (0.02)
C BUFRPTAG % 1 (0.03) — — 1 (0.02)
FREREHN 1814 (0.55) — 22 1 (0.83) 40 {1 (0.66)

5=, PEEIMLEAHHE - - 25 (0.08) 25 (0.03)
HAE] - — 11F (0.04) 11F (0.02)
P — 114 (0.04) 114 (0.02)

() MedDRA/J (ICH [EFREHAREE AAGHR) Ver.17.1 TIERk, #FRIMEMAIX

3¢ : MedRA/J Verl7.1 #50 CliE=
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3) EERB. ABHE. EEERUFMOARESRNORWERFATEE
OHE R BRI
AFNOBEREE I 5587 0.2mg/ Bikkt, 0.4mg/ AEEOSEHIIIT 5 2RIER DR
i ) AFRICGERT 5 &2 DILVHEWERTH S NGz, R, HERREE, A
DIBHIL, LIFO#Y Thoiz,
W THUZERNOT S 0.4mg/ FHEEREDS 0.2mg/ AHEGRACE Ly MEA T o 72, D

0.2mg/ Akt 0.4mg/ HHi A

LR GBI 253 182
RIVERZEEGEL (%) 101 (39.9) 114 (62.6)
FIPEzIRE B (%) 67 (26.5) 97 (53.3)
558 B (%) 25 (9.9) 34 (18.7)
HERINEE 5 (%) 1 (04 4 (22
B R (%) 1 (04) 3 (1.6
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QOBLEIRTEETIA ((EHRGERL, FPERE R
i FHRGEAA 3,269 i, FreEflHRGRATA GREWERE) 187 L OVRFEE Rl A
FHE (1 H 0.4mg F CHEERTRE/RZZHE T COMHSHETE) 2,638 filHHE2E] 581 4l
B A RRIRIWERFEBSRIIROMY Th 5,

- [ RS A
B RN SEGE (%) BIVEFSEEREL (%)
LI G453 3269 — 369  (11.29)
- 7 1222 (37.38) 141 (11.54)
LS 2047  (62.62) 228  (11.14)
. 65 FEAH 881  (26.95) 98 (11.12)
" 65 Ll b 2388  (73.05) 271 (11.35)
HOE 992  (30.35) 113 (11.39)
Be G mEE FREEAE 2009  (61.46) 219  (10.90)
HiE 265 (8.11) 37  (13.96)
L 1084  (33.16) 92 (8.49)
N
AR Ho 2057  (62.92) 263 (12.79)
T — 2L 2971 (90.88) 328  (11.04)
PRRERE U, 83 (2.54) 13 (15.66)
SR 2L 2964  (90.67) 328  (11.07)
FrishE Ho 69 (211 9  (13.04)
e . L 454  (37.15) 32 (7.05)
R IRIEAAE Y 768  (62.85) 109 (14.19)
o g L 3221 (98.53) 362  (11.24)
7SRy AR ) 4 (073 4 (1667)
i 7L 3178  (97.22) 361 (11.36)
R ) 63 (193 5 (71.94)
L 2387  (73.02) 252  (10.56)
) % o FFEFEROOY ‘%
Lol - PR Y 832  (25.45) 111 (13.34)
4 T 566  (17.31) 128  (22.61)
4 ALL E~12 ARG 835  (25.54) 100  (11.98)
PR 12 JLL_E~24 FA 547  (16.73) 51 9.32)
24 LI E~52 A 759  (23.22) 52 (6.85)
52 LI 556  (17.01) 37 (6.65)
0.lmg LI 276 (8.44) 43 (1558
e | 0-1mg E~0.2mg A 162 (4.96) 51 (3148
1 E'I(f%ﬂai 0.2mg 2790  (85.35) 270 (9.69)
& 0.2mg #~0.4mg A3 29  (0.89) 4 (13.79)
0.4mg 5 (0.15) 0 —
- L 1222 (37.38) 79  (6.46)
DeFsRAl HY 1971  (60.29) 280  (14.21)
e L 2527 (77.30) 252 (9.97)
o S RAEA] Y 666  (20.37) 107 (1607
R L 3045  (95.63) 329  (10.80)
=) Al ) 148 437 30 (20.27)
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* FrERHRGREE GRERERE~DZ R

S ERATL

BET TR SERBER (%) BIVERZSEHEREL (%)
férimﬂﬁﬁ%ﬂ 187 — 15 (8.02)
- % 73 (39.04) 10 (13.70)
LS 114  (60.96) 5 (4.39)
- 65 A 15 (8.02) 1 6.67)
i 65 &Ll I 172 (91.98) 14 (814
BiE 62  (33.16) 1 (1.61)
PG RITEERE FREEAE 106  (56.68) 12 (11.32)
HE 19 (10.16) 2  (10.53)
. L 17 (9.09) 0 -
A\, J
AYHE Ho 170 (90.91) 15 (8.82)
L 183  (97.86) 15 (8.20)
X pebbrr =
AN Ho 1 (053 0 —
P L 181 (96.79) 15 (829
FFHREties v 3 (1.60) 0 -
e ! L 46 (63.01) 8 (17.39
AT BRIEAE Y 27 (36.99) 2 (741
o s 2L 167 (89.30) 11 (6.59)
ISRV ARGRE )y 20 (10.70) 4 (20,00
_— L 94  (50.27) 4 (4.26)
ARG - FEBRRRIE B 90 (4813 11 (1222
26 A 63  (33.69) 12 (19.05)
PR 26 FLL F~52 A 37 (19.79) 2 (5.41)
52 LI 87  (46.52) 1 (1.15)
0.lmg LIF 17 (9.09) 0 -
e | 0-1mg E~0.2mg A 9 (4.81) 1 (1111
1 E'T?f@iﬁﬁ% 0.2mg 159  (85.03) 14 (881)
g 0.2mg #~0.4mg A3 2 (107 0 —
0.4mg 0 — 0 —
P L 14 (7.49) 1 (7.14)
S Al
DeFs s HY 173 (92.51) 14 (8.09)
o oas L 149  (79.68) 12 (8.05)
7 R R23
W R ) 38 (20.32) 3 (7.89)
. e 7mL 169  (90.37) 14 (828
e G Y 18 (9.63) 1 (556
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- FEEEFAEGEIIA (1 B 0.4mg ¥ CHAR AR/ T COME A SEAETIA)

TR A RG] (G HIRORED)
S SEBER (%) BIVERZSEHEREL (%)
2 ST S
RAERHR S 581 = 112 (19.28)
Pl 7 213 (36.66) 51  (23.94)
LS 368  (63.34) 61 (16,58
= 65 A 155  (26.68) 23 (14.84)
i 65 mibl I 426 (73.32) 89  (20.89)
BE 90  (15.49) 17 (18.89)
B RITEERE FREEAE 383  (65.92) 75 (19.58)
EE 108  (18.59) 20 (1852)
. L 216  (37.18) 32 (14.81)
A\, J
AUHE Ho 363 (62.48) 79  (21.76)
L 567  (97.59) 109  (19.22)
EX et
FbiRERES i) 11 (1.89) 1 9.09
L 564  (97.07) 106 (18.79)
L
et U, 15 (258) 5 (33.33)
e ! L 94  (44.13) 15  (15.96)
HTBRIERIE Y 19 (5587 36 (30.25)
SNy mL 574  (98.80) 110  (19.16)
ISRV ARERE )y 5 (0.86) 1 (20.00)
Sy — 7L 567  (97.59) 107 (18.87)
e HY 12 (2.07) 4 (33.33)
T L 399  (68.67) 69  (17.29)
DRI - EERRRE )y 177 (30.46) 41 (23.16)
1 B HE | 0.1mg #B3~0.2mg A 2 0.34) 1 (50.00)
(mg) 0.2mg #A~0.4mg A 576  (99.14) 109  (18.92)
- L 200  (34.42) 20  (10.00)
DeFsRAl HY 371  (63.86) 91  (24.53)
e mL 459  (79.00) 75 (16.34)
o SRR B 12 (19.29) 36 (32.14)
. L 533  (91.74) 98  (18.39)
=Y Al HY 38 (6.54) 13 (34.21)
4 A 29 (4.99) 3 (10.34)
4 58I E~12 A 111 (19.10) 26  (23.42)
PR 12 BLL_E~24 AN 95  (16.35) 20 (21.05)
24 LI F~52 WA 99  (17.04) 25  (25.25)
52380 245  (42.17) 37 (15.10)
D HERA% 52 AT 382  (65.75) 86  (22.51)
{5 FHEARE] HAE% 52 AL 1 197  (33.91) 25  (12.69)
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9. HHRBRERRICKRITTZE

RRE SAUTUR0
10. BEEHRS

13. BEkRS

13.1 fEIR
PREF, HiieE, B AEARSE

13.2 A
B U %%ﬁ&ﬁ%ﬁw\ﬁKTknﬁvﬁiﬁﬁw%é&ﬁ%®@%%ﬁi *
77 FREANTT U CIoE RS, Bk L Cide e Lo #5455 SRS U CiEy)
TRRVE AT

(i)

AFN ORGSR GRGRIE, YL - HEBINeR) :kWVG@%&E@ﬁWtiﬁﬁvwiﬁ AH%

o TRERS LT-EEICE 2 DN DIER B RO Lo EEZSEIC L TREL

1. BRLDIE

14 BAEDFE
14.1 EFIZMARDITE
(BHIHE)

14.1.1 PTPCEDHHNIPTP L — S0 H L TIRAT 2 L o885 2 &, PTPY—F
DRI LY | BEOFUAERA REREA~RIA L, I3 280236 2 LU CHERIRZSE D
HELRAOHEZIPET 22 L0305,

(ODgE)
14.1.2 AFNIFHEO_LIZOWTHERZ R S D L AT 2728, KR L TIRHARETH 5,

Fo, KTIRHATHZ&EHTE S,

14.1.3 Bl-EFOIRAETIL, K2 L TIRASERNZ &,

(fizn)

14.1.1 TPTPOREARGIRIC OV T CERSHE3A27H  HEEFREEE2405) LY (CFak8F4H 18
H HIKEFRF0475) (THEVGRE LTz, $ERI0 72 AVHIOPTP Y — hORER, 9720
HEEDPTPY — IR ZE T, FIL7es— T EfRAAR, B S
DVEEREAAIAN L, I E Z U CHERAREOEE R AIHEE T2 L
D PSS HE S TND O T, IR ZIIPTP Y — M HE) L TR 5
KO BEITIRET D2 &,

14.1.2, 14.1.30D #& (NENARESE) HRoEEREE L GRE LT,

12. ZOMDEE
(1) EGEREEFARICED <153
FRIE SFL TR
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(2) FERRPREAERICE D 1R

15. 2 JERGEREERI—ED < 1Bk
~ 7 A2 O BEG- L7e S AJRMEER (30, 100 UN800mgrkg) (2450 T, kD
300mg/kght CHHABIBRIEDOENINNTRD Bz & OFENRH D, £T-. 7 v MI2FMIRE
A5 L= AJEMERBR (3, 7. 155 080mg/kg) (2B C, FHMIEIEORIIN IR
D LIV T2 & DHEDRH D,

(fiFEan)
~ 7 AT 2 AR G UT- s AJE BRI 3 T IMERED 300mg/kg B CRTHIMIAE DN

DRROONTZDN, T v M 2 MR ARG L2 AR HRRERIC I T IR OB 358
DB Tz, 2
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X. JEEREREHERICREY SIRE

1. ZEEESER
(1) ZEhEREREAER
VI EMFIBICEET HIER | OHEHR

(2) REMIRIFHER 20
1) — e R UTEY, PIREERICHY H1ER

B TR
FABATH e . AR
R o TR | PO
¥z (. 3) E;Z‘ﬂig‘?’@?a?” Imefkebl | : i
Sy b (. 3) m;;ﬁgﬁ) Smglkgll I :
e e 0.3mg/kg : i, SRz,
FBER K O T P
0.1.0.3.1 Img/kg : i, ST, EeHT0
A3 D) ke () LA EIT, tbE D7
. AOFEZEJER, BT
B, MR
iR N ) B
IR e R B
(Fotres 7)) R
AR
PTZych# 3.10.30 L
2 Yo YA mglkg (M) |30mg/kg : Ko
P (i, #56) A L
S (BFMwrithingls) B
- 10mg/kglh b« ACEEETIHE, 25 E
RIS 250 SERA L
. 0.01,0.03,0.1 |0.1mg/kg : BB M OVEEBIMI DAL
2 % = (I, e bt o
e S WD ke () ) o
o , 0.01,0.03.0.1.0.3 |0.03mg/kg : E 7 A4t (MSR)
FREECH WD e IR % 4
PTZ : _VFLoTFT oV —L
2) PR - fEERRICH T B IR
G TV
AR " ., B
B (. SR | R AR
. o, WP (°F 0.01mglkg : WTEEHA
W it 3R | IR R, LA 4% (. 4) 0.01.0.03.0.1 |0.03mg/kg : T 5
), DX, KERER N mgkg ERA) |0.1mg/kg : Pz L&A
e QTei7e |
. . 1X108,1X107
St A ELEY b N i
(Langendorffi%) (. 5) 1%? jf‘r;m wRsL
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3) BRAERRUVERHISHY SEH

T Bk
AR " . By
B (. SR | R PR
1X106,1X105
I IXAOP s s - L
fiatHIE] 12;02;2)1& G OBE - B
. 1X1010,1X 109, | 7EFr=a Y AHE : 1X108mol/L
T;jé %),;5; 1X 10 *moVL, S
o K (nvitro)  |f5OEE 8L
Bt AT IeETE
110 mol, | 547 X B L
(in vitro) HOERE + 1X108mol/LLL FTIEMET
1X106,1X105
. . N ST R G - R L
HH BT SR (B 5) 1x( ;owzgm e
ERGTEER | v G 0 | e e (L
LA ~ (HE 6) 0'1\0'%;%1 '\:'?;mg/kg 3mg/kg : UK
1) HIEERICH T B
T ok
FRERTH o . SHERFE
HBUAH (. B0 | () AR
E/LEY b 0.1,0.3,1.0% o/ 1] L - -
R o O S8 ol - gt
5) MEBRI=HT HIER
T Bk
AR IR " . By
B (. SR | o) AR
IERRRER - NBSER) | S (k. 6) Igg,f; 0(%(;%%3 0.03mglkg : FEHH]
TP wux (. 6) | O wéogfﬂ‘g sy
N . 0.3.0.6.1,3mg/kg | Img/kglh |- : HikE, B GEERfEes
. R KO i
6) KRUVERERSE. Fotizxd54%H
T R
AR " ., By
B (. SR | R AR
AT - G 6) | O 10(%;;0;]‘;%’@ B L
KiHiE (PSPAAR) Py
FHE (BSPRBY) |5 b (. %6)| o méog‘;g’kg W L
MR R B
NN 1X106,1X10°,
rjzfzﬂ)m{ 1X104,1X103 |87
— X mol/L (in vitro)
FERL v g | DX10%1X10°
( f,é : 3 1X1073 % %3P
M mol/L (in vitro)
B wux (6 | O 10(%?;;%”‘5’ oy
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(3) DD

MR L
2. EffEm»
(1) HESHEEEER
BtE PE Bl PR B DR
_ i3 & 2000mg/kg
7k -
i & 1000mg/kg
% i A 2000mg/kg
IHTE _ _
— ¢ Eft s
(2) RIEHSHMEER
B BB o o
(RSN - 180mg/kg (i)
BERER) (B G-BRIAHIH) - 180mg/kg (1)
T b e 0.5.5.30,180 |fEAEEHEIN - 30mg/kgA Emalk
(e, %62)| T | mgkg GRA) | THEIEIHET : 180mg/ke () merse
JHFisEE BN - 180mg/kg
E TIHROREHE WA - 30mglkgl) I
WHSEL : 150mg/kg (ML)
IRERIHE © 30mg/kgld B ()
150mg/kg ()
BEEER) (5904 : 30mg/kglh |
KBS © 150mg/kg
RBC.Hb, Htl#/) : 150mg/kg (iff)
7 \444 K = S Q K \n‘/J\
77| oy | 630150 RO T ﬁz:ﬂl:gzjmg//kg ey | Omelke
(gt 4-80) mghkg (BEH) | vty (KD HOE L, A
TNT IO () - 150mglkg
JHEsEE BN 30mg/kglh |
i, R B BN ¢ 150mg/kg
T NHRORSHE WY 30mglkgbh I
HE*1 : 6mg/kgll I
IEFLOX G OIX T : 150mglkg
WRFFZEL : 125mglkg (5. HE2)
S Che -2 H Ik U ASESIE ]
(REEHIH (EF) : 10 % U85mglkglh |-
Gt e | 1P [ st b 5 bt (B | TR
) gke Tk 10%035mg/kgll -
EENE O SSRGS,
X ADEHT AR : 10mg/kglh |
APTTHEEAH A : 5mg/kglh E
JRHFNa#t/K+t E5- . bmg/kgll E
( m,g % oy | 52380 n?'if'iﬁéf BT - 15merke (4 Oomele
) ERE LTV i g WEIGHD 2 -
0.5mg/kgll I

*1:Hra U L AER &R Uiz,
*2 b U L AER &M Uiz,

TS DEAb ARG O R © 6mg/kg
IO ARG OEENER  1.5mglkg
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(3) BfnEtEER

v i AL SEPRFE - e b fam
3 7N 2 [ERERES
SRR R T Z“Z - ‘ 39, 78,156,313, 625, 1250, 2500,
PN REEMLE 5000 1 g/plate
. 55,110,220 1 g/mL (24hr)
E‘ & ’é}l
PN iy CHL/IU Bk 20.40.80 u g/mL (48hr) 2
REFEMAEE® 180,160,320 (100,200,400) 1 g/mlL
/IR ICRZ~ T A OS5 125,250, 500mglke

% o YRR OMHREH LA CITIRE 80, 160, 320 u g/mL T L7-A%, HEHESR
1 (50%LA_EOFMIEBEATH], TAfRIRAY) Ziilz S 7eh o 72728, 100, 200, 400 u g/mL O

TR 2 L,
(4) HYAIFIESER
i w0 | B e BRI
(ﬁtﬁfz; r7%.?200) 10411 mi%;:’%;gg‘; FFHITRIEOD FEELFAHN < 300meg/kg’™
<ﬂ@£ y%3250) . m:}kg | L

1)« DA L7z B6C3F R~ 7 Ald, ARG TR 5 2 LA E ST,

(5) HERERLEBEHR
1) SZRERERUERE TOYMERLEICRET 5588

EE

e eEn Y

= MRS R =SB
(e B | (hE il N
N o
PREHITH : 180mefkg (EHD) i
5k 5.30.180 0% - Smg/kgbl I (HERE) g !
ek, #-80) | merkg () JFHIMEFELAN : 180mg/kgd 1= (i) %Bﬂ;;';% i
« HEBERE. TIWRIE A (SN ) - e
WL e
2) FE - RIRSEICREY B8R
D B e R
R | (R REFRORL AR
R -
7 v bk 5,20, 80 RER D LIZEEIEE] © 80mg/kg 5mg/kg Al
(79) mgkg #&QA) B : 5mglkgbh b R BRI -
- I BRYERAE - AR L 80mg/kg
R -
Q N T R NG - R
A s 1.3.10 10mg/kg 1mg/kg
g . AR RL .
19 | mghkg G | e s Hlliub%iﬁé :
<R BRI L mese
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3) HAERTR HAROFE I HEMINREE BT HHER

EL BE5E Ty, =
CTIEE) (W 5 55) TR iy
- R
TR DD © 20mg/kg E - FFEY)
IHRRHEAT R © 20mg/kgll 5mg/kg A
Z vk 5.20. 80 L, IREREE S © 80mglkg - AEHHRE
(94) mgkg (&H) B : Smglkgll b 80mg/kg
- ABiRE - BB L - AR
- AR 5mg/kg
AREND © 20mg/kgl)
(6) FRFTRIBIEERER
MR L
(1) ZFOnyEEE
R ER
St BE5E s e
(. B0 | (mefbody) PURE i
REEN ST 7 0 7% 2 — (ASA) BUts
)Lty ]\ — 2N
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