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= O@
Hihi AR 2w (el
BEAE 7. Imm, JEX @ 3.5mm, E&E : £9140mg | EAEE : 7.6mm, EE 4 Imm, B & : £9180mg

Q) EAMa—F
7 U R 2 $E0. Img: 7Y FZ 0.1 CGEMAIK), KP-197 (FiE)
7 U kA 0D #£ 0. Img : KP-121

(4) "HE| DYt
gk L

(5) D
RS

2. REIDOHERK

(M BA#AS (BIER D) DEE RV FHMNHE

fR5E4 7 U N ZEE0. Img 7 U K Z0DEEO. 1mg

15
v A4S
ARG 4 IFT=F 0. Ing

Mt ae—x HWoOHTANT 7 —bT T D-<wy=hF—Jb, EBHTNLT7—{bTFT T
A Y.WRERY RATT VB ITRV UL, | U T I TAFARE Y L—haR) v
N

truAu—2 BeFH, ZZ@kgk, | —E. ZuARE R, BRI A HE,
JINFUsRay AT T ) VR~ TR T A

Q) EMEBEFDRE
L

Q) &=z
M LA

3. iﬁﬁ':ﬁﬁ#z&o)f‘ﬂm& %

AL



V. R I 5HEE

4. Hif

Y L

5. EAT HFIREMED & 2 KM

N NH=
~ Q H
Y N%O
NH2 NH:z 0

P

4-(1#imidazol-1-y1) -2, 2-diphenylbutanamide M- (3-Carbamoyl-3, 3-diphenylpropyl) oxamide
(PSA-375) (M-4)
[y oy ST
H
N / N (0]
OH NH2 o

4-(2-Methyl-1A#imidazol—-1-y1) -2, 2—- N-(3-Carbamoyl-3, 3—diphenylpropyl)
diphenylbutanoic acid (PSA-402) oxamic acid (M-5)

Ly Q)
H
Nwﬁo NYCHa
NH2 @) NH:2 NH

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

O ﬁ/N * HsPOs4
O

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



V. R I 5HEE

6. WADEEEHTICEITIREN

12 FREEO. 1Img

®_ OB’ TRAESRAF RAFFEHE PRAFHAM fil R
PTPEIEE+ 7 /LI T X p— MREEE,
. 25+2°C. 605%RH | W4
IR o JoRH | RAY 65 A | AL
H
AU
PTPEME+T V2 T 2 12— MEEHE,
s 40+2°C, T5+5%RH | gpae
I AR i PRI | SR A Y 64 A ik L
H
RN i)
50+2°C, KT
\ PTPALEE+ 7 /L 2 5 I 3 — MALE,
L ﬁéjj TR T I MR 3 A b L
60+2°C. 5T
& . 25+2°C, 90+5%RH N "
| we G ORI et (oo — L S L) sy A | L
git H
R oz (v ry—L, RUVELE=UF
25i30C\ ‘/%%7/1)/I/AVC%’J7LC%)@)
b HIR : DESHET T | prpagas 120071x « hr | Zb72 L
#910001x
RN i)

HIETRHE « PEK OMED) | #ERBRUER GRAM PTRIRIN A~ b ovik) | HHRWEL T

ABR, B, KT, R

K EMERABRICI W T, MR IE 2 30E L7~ 12 H
)" L7 L7 3N TOLE 2757,

SN
(BT —4]
<40E£2°C, T5E5%RH, KFHT, MEE(v—1L, FiIRL) >
BRIy 674 H
b= RN 7z L
&8 (%) 101. 1 98.7
<FRATFHFE> <100> <97.6>
<40+2°C. 75+5%RH, MFFT. PTP A%, fREAD >
BRI 6 H
S8 PRI i L
&8 (%) 101. 1 98.4
<FRAFHE> <100> <97.3>
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V. R I 5HEE

)9 1) X 0D ££0. Img

®_OB PRAFSR 1 PRIFTERE PRAFH ol B AR
. 25+2°C, 60+5%RH |PTPALME -+ MAIA D 713 .
{ B — = - e e A7
FWIR AR - 5% R R SAE TR AD 365 A b7z L
. 402°C. T5+5%RH | PTPALAE + L BFIA D 7 L 2
HE . N A 6 A7
TR W 5 < x— hasmts, waAy | 07 Zfes L
(o) j‘
- S0L2C. W |propuss+ AN TS| s
bTRES 53 e PAALE . WU ALY 438 ] A7 L
60i2(>c\ EEI:F)_I’, 7 \;F Z%iqu RAWRE]
i) + 2% +59 ,
g | me | PR SURL | g (v — 1, #1322 L) | 3 A Jeflrn L
%ﬁ H
5}
Mot (vy—1, RUH -
. 2542°C, 60=5%RH sy r 1205 1x « hr CHISME
A tw—)T‘/%jf])/l/AT% 12075‘1 . A= N 73)
Y [ DESHOET 7 K| o7 ) x| kL,
10001 PP Zfbre L

AEIEE - MR, WRBAUER, B E, e, EE, BN EEAbr, s

7. BARERVBEREORENM

M L2

K EMERABRICI W T, HURIE 2 30E L7~ 12 H

ELD 7 B L7 I3HRENTOEE Z R,
H2) BUSIEITRRE L TR WS ARSI L, MR T L7,
1E3) 6045 1x « hr CIZ&E b2 L,

8. fFl & DEEAEL MEILFHEIL)

LB L

9. BAHEM

No1) FREO0. 1mg
[FiE] BE EHRBRIE SRV L vRBRZ1T 9,

IESCRNEIL v o
AR

50 [a]#i5/ 4y
7K 900mL

[FER] R0 20 OB 85% L1 1,

2)721) X 0D £ 0. Img
[F7iE] B waRis O RWE) I X 0 BB z1T 9,

ESCANEIL - o
ARBRIE

50 [E1#5/ 4y
T HHERERES 2 1% 900mL

D] ARG 15 MO HHEIL 85% 8L L,

11




V. R I 5HEE

10. Bz - 2%

() EENRELGRSE - AE. NEVFHRLGESE - ORICET H1EFH
BERRAN
2)a%E
7 U hASEO0. 1 mg
100 & [10 2 (PTP) X 10]
500 g [10 & (PTP) X50]
500 & [ VIR, NF]

U R Z0D$EO0. 1 mg
100 &2 [10 82 (PTP) X 10, ¥ZMRAIAY ]
500 §2 [10 & (PTP) X50, HifgEAIA Y ]

Q) FlREE
L

L) BHEOME

PTP @4
P T P: 73, ATy
TAINRy T T, RVzFLry, RIZFLoTLT7HL— |
N KRRV Tarry

N K
WAK Rz FL
Xy R TR

1. Bt S S EMEE

ALY

12. itk

Y LR
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ARICETSEE

ARICET SIEE

LA ESYIES
BIEBIFEEL 3517 5 R BB, HUR R OUNA MR A A

HEXFIRICEET HFE

5. DEEXIDRICEET HTE

SAARZBR T D8, T2 &0 BRI 2GR 5 & & bz, BROERE 2 5K E (REEIEGYE,
PRESRS A, EIDERE ORISR S5 O T ERIR B IS BT 28T EWSE) BdD 2 LICHE L, IRRASFIC XY RIS
WrakhidsZ L, b, LB U THMWRBRELBET D L,

(i)

EIFBEHEZIR T A R T A AITEEBEIE & 13 REYVIEERZ M & UTERIEMREECTH 0 | @ IR & &
HBER AL D DO TH D, UHAMRIEIILATIZR, | EERS TN D50 SEin B o 221 4 it 0
HERTIE, PR 2 A9 D5 (RESEIIE, JRESR A BRI RN S5 O TR RS (38T © BiEM )
HRINVITT D Z L SEE L g 5 IR

A i B R I I G4 D BRI, [ %@E%KiDL%@%%&ﬁULtT%%ﬁTé%$@T%
PEaBRE LN DIRANZIN 21T 9 2 L, Fio. MZRRBAS TV RS REDREDN IS AT, SHHEIC
CTHMMBMEDIHGBEET D L b BBETHHIORE L,

BROMI R & ETz D PR - REEE TR

L e RE JEDERE . BEMERE A, VEEEIDE S (B3 DETRs AE A
2. LA DH oD S F B PIEE

3. HSZMR - PRIE D5 AISCRRABE, PRIERS A

4. JRIESTE SRR GE M PEREDES . AISZHRAE ., JRUE R

5. Z DAt PREF, 2R, DIRPESER

5.2 TEBIRIEPAZERA (IZIRIEKAESS) Z a0 L TV 2 BE TR, ST 2R A MBS E2 2 L,

N=

WIEBIREDLERE O 9 b RISCAREIIES O T IREEAZER R Z G0 2 BE ClE. Hi=a U VAT L0 BEREE
1B (FERRAR) OUGHED I S v, JREA. HERINEEZEDFER DB T 2 AR H D, T D7, TEIRIKPAZER
B RDLIRIBRAESS) & & 0F 2 B T, AAIOBR G2 EET 2012, ANZRIEKIES OIGR BT 52 &%
B IS VBT BT ORRE LTz,

AFN O R FRER GRGRME, VS - F BB IIAGREE) (IR W CLRITER & UCRBALEE (0. 1%) (BEIRIREE 1614 (1. 0%) |
%F’Q@)sﬁ%q5%ﬂ\iﬂigg(%ﬂm 197 (1. 2%) A ST b

F7o. REAZET2EFIEIARNOEEIIEZTH S,

(VI 2. BENAEEZOEBE] KO VL 8. (2)FDOfMoOFIER ] OESM)

5. 3 WRTH B E OO REIR 2 IR Z FBE T & 72 WRBIAE S X RBANBERE R 5 A I AR OG- R R L 132 B 7auy,

(gt ]

EIEENEMES IR AT A N T A AZIEE BB & 13 REYHaR 2 420 & UTERIEREE CH 0 | @ 3SR & &
RIBRZ D b DO ThH S, WHEMERASIILHATIIRY, | &E ~éﬂfk@ fﬁ HESWTB SRS, 2
DIz, EIEEIEDED B FAEIK 2 B I CERRR T & AW EEEIE ST FR A RE PR A R TE R I & B2l S T
AENDEERI G LT R BN ORRIE LT,
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V. aRICEISER

3. RZERUVHAE

() BERUVAEDREDS

6. AR UVHAE
BE. RACIFAIFT72F 20 LTIEO Ing 2 1 H 2[E, §i&% LMY EZICROKET D, DRAT45
RS, AIX 7272020 T1HEO0.2mg, 1 HO.4mg $THETX 5,

(it ]
HEEERL A~ BRI 5B I T 8% R G TITZEERFHR 51T U Cmax (3 1.3 f5AUC, , 13 1. 2 f5 Th ~ 7z,
(IVIL 1. ()&% - HFAEORE) OHESM)

(2) HiERUVHEDHRTEREE - B
BHE I EESRARBMSHER Y ICBWTAA 1 [E 0. Ing, 1 A 2 [E#5-23E NS IE B SR 2
OfEE LCRESN, ENFEIH _EERIERR ? ICBW T 7 e RIS T2 EB-EL T r eRY v
R 2B MR HAE SN Z &, £, BB IEE AR GRER ¥ 1280\ T L L 22 feRd
Sz e, EmEAEE 1E 0. Ing, 1 A 2EEFE LA,
fREE R A ~D H A 53RV T, B%E G TIXZEERR 52 U Crax 13 1.3 {5, AUC, ,1E 1.2 (& BRED
WHEIIREL D2 Te 2 &b WS~ DI OFRAT T 2B 8 L CREZERE & L,
S HUZ, [EPNEE AR R W 53Rk V123U T 0. dmg/ B ~DH Btk DL RNE R OE MR HER S 7= 2 L
By NBEARFARAIE. 118 0. 2mg, 1 H 0. 4mg £ CHEARELRE LT,
(Tv. 5. G)AEMKSHERERAR, (V. 5. OWKRGEEE] KO VL 1. (DAF - IFHEORE) OHESHR)

4. RERUVRAEICEET EE

1. AZERUVRASICEEYT 538
11 A3IFT7cF v LTURIO. IngZ 1B 2[R S L, SRR+ 00 20L& MICER WA R 2 RET
5 &, ARFIE1E0. 2mgl A 2[RI TEE-BAE L7256 OF 9k OV 2P I L T,

[fia ]

[ NS TIAR B R 3 B 55k ¥ T, TR EhRE R 435 B2 4 & LT 0.2mg/H T 12 @M OHFE L, #
DS EIIEIENZRMEICRER 2. T2 BN G LNRNEE 182 il x4 L LT, 0.4mg/ HIZHE
&L 62 EER ARG L.

ZD7=,0. 4mg/ B THEG- % BALE L 72 HRRBRIT 72 < VAEIME R OZ MRS L TV RWZ L BRRIE LT,
(TV. 5. (4) 2)@QEMNE MM ERHEGRR) OHEBR)

[ 7.2 PEEL EORFHEEDH 5 BH IOV TR, LH0. IngZ LA2EEG L2, [9.3. 153H]

[fER ]

AFNTEE LCTHFTCR#END Z &b, HREOH 2 BE CIEAFIOMPREN R 220 BWERASBE Lo
TLRDARENREZ BN D,

[E PN 2R AR B R 4 55 VIck W ¢ RSB EOFEED S 5 B TIIERBRS 72 <. 0. 4ng/ B 5
TOREMITML SN TORNI ENLRE LT,

(TVI. 6. (3) IFHnEmEEE) DIESM)

| 7.3 BEOBMEDHLBHEICOVTIE, 0. IngZ L H2EHES L5, [9.2. 1BM1]

(gt ]
WA T OBRIRERBRIZ IV T, ARFID R ~OPEEFRIL 65. 6% & 72> TH Y | BEEDH 5 BH TILB Pt A2
S DBZNNRH D,

[E] P95 AR Y B R W B 53R Y ICi VT, HEOBRED H 2 BF TR ERR1 R <, 0. 4ng/ BIG TO%E
BRI STV RN ENERE LT,
(V. 6. (2) BHkaERE B DHSR)
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V. aRICEISER

5. ERFRAIE

(DERRT—2 /Ny r—o

LR

(2) B PR R EEEABR
1) BE &5 HER

fRHER N BPE 32 il 25t & LT, AH0.025, 0.05, 0.1, 0.25 % TX0. 5mg % 22 BEAIRE O3 5. L7,
BITER L LT, D84 41(0. 25mg & 1 i, 0.5mg & 3 41) . FEALE 141 (0. 5mg #f) . short run BLL VIS
FEOBE 141 (0. 05mg #F) . LR MEFRAL I 3 41 0. Img BE) . _EPEHISMBGHE 1 61 (0. 5mg #F) . DEIERISMI
i 2 41 (0. bmg BE) . PRUCTE A MLEREHINN 2 4] (0. Img, 0. bmg BEA 1 ) 3 Tx HATZ3, EHER S DR -T2

5)
o

2) REIRE AR

TR R AN BPE 6 Bl 22642 & LT, AN 0. 25mg &2 1 H 2 [5](0. 5mg/H) . 5 ARG B BIZ 1 BlA) 12 BRI
TRAOKG L, BWERE LT, 0Ba 1Hl, ALT ERONAST B EF72 1 il bz, EERRIEMIX

ol 9,

AENDOERENT-HE - BEIZGER ., AICIZA I X7 =F 08 LTLEO. IngZ 1 H2[E], #a% kY &%
RO ET S, IEARTSRESIT. A I X7 x2F 2 LTIHEO. 2mg, 1HO. dmgE THETE %, | TH 5,

Q) AERGIERRER
1 ATHISE I HAE RIGIERHAER
HEINHIANGE 2 T 2 PRERRPEREDE R O EREDE B 73 Bl At & LT, AK10.1, 0.2 XUN0. bmg/ H %
1 A2 28 HEMROBE L, Ak, Zetk2 SRR Tt LS &L R LR, S THm
EERTBENCHRBRTOMEREZ 0. Ing/HA5 0.5mg/ H & L TEBAEBEORMZEMTH LT,

BT A | ZHiakILE, FEMR. EIER(L, WATHER iR
POE3 TSN HIGHE 2 A 9 D AR R R B e R 2 @ BE I K 8K - JRREEEE (73 fi)
- 20 LA | 80 AR O B &
RN - PWBRE RN IS YRR B3 27l T o8 E
R - BERENERIE  (OMG) 1238\ THEMBIIGHE 23 sl S v, - 5-Bi4A A R 3 A M O X PER B3
21 A 10 B EOBE, B D VITEGBEGE ORT 3 B B0 RREEREE 1 A 1 EEO
B F
o PRIGIEGURE SUTRERE 2 2 & 0F - 2
AT =T NREE L TWDEE, MBGERA L T\ 5 EE
- REEZXRLBE
E7 - BEMEREE MR %S (GSI:genuine stress incontinence) MDERFE
Kt S cPia ) VEOR SN REY RS (FRNES) 280l T2 BE
s DR YRR O & 5 B (FRIR &S 50nL BLL)
- MDBEIR - FRIERIGHRIE (L= ) 3K B ThH oo BE
- BeE-BHAATT 3 o A DAPIC B KRR R TR A2 52 . IR 58 0 b= B
- IRIMAE PR IZ AL 2 FEER DL E L TV WEE, &
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V. aRICEISER

I W OFGRECfI L B8 L 72 gIE
R AT B O IR BRI o O 5 B R \TR B ASMEE T DIEGI 2 5REF L2720,

BRI D ZLHDD

BRI | AK0.05mg, 0. Img X1E 0. 25mg % 1 H 2 BIFIR% K OY RZIZ 28 HEKR DS LT,
FEFHMMER | 1 Hod 72 OFEHPEREHEKL O3 B OEFHR LB
BIREHBER | 1B H7-0 OPRE, %
<AHE>
FEFMEEE & LT 1 HHmY OFHPIREZE L O3 B OEFIRIERIE23E L7, 0. Ing/
AREL N 0. 5mg/ BEEIZR W T, B G BMARHIC L ~R G T RIS B R PR B OB 2355880 5
Nz, £7=. 0.2mg/ AREL TN 0. bmg/ ABEIC W TH E AR SR EZE RIS ORI 338D Tz,
TR 5 JiE 5115 28 A4 I3 IERE
. 0. Img/ B & 21 i -1.6+2. 2%
1(%?5.7: ?S?FJ’?E%{ 0. ZmZ ag 21 Zj -1.1+2.9
’ 0. bmg/ H & 20 1 -2. 82, 4%
. " 0. Img/ H#f 13 4 -3.2+5.7
3@? {Eﬁg ./E'\SJ’:K%%E@ 0. 2m§/ SR 16 -4, 64, 17
’ 0. bmg/ H & 16 4 -4.1%6.6*
M R RAE  *: p<0.05, #k: p<0.01, #wk:p<0.001l[vs BEHIE XHEDH D t #iE]
BRIV A BE5H SiE B35 28 A4 I3 IEIE
0. 1mg/ B 21 #i 8.1+28.1
if{f;: .D OL))EFJ’?% 0. 2m§§ﬁ§ 21 ZJJ 11.1+30.5
oAb 0. 5mg/ H A 19 92.5+33.8°
SR A e 7 % 250 95%ISHEX ], 6.2~38. 8[vs &5-HI{E]
<Z2afE>
FRRRWERIZ R, (B, PEREH, FHThoT,
EIEZRER L USECHITRD bieno T,
GEm 0. Img/ H 7 0. 2mg/ H 7 0. bmg/ H R
RIERRBLAR 60. 0% (15/25f31) 76. 0% (19/2551) 69. 6% (16/231)
ERABRIERRBLE 0. Img/ B & 0. 2mg/ H B 0. 5mg/ H #
""" Zetarceps | 5@l | os@l | oapl
GUES 4. 0% (1451) 8. 0% (2f1) -
T - 4. 0% (1451) 8. 7% (2f1)
{5 5% 8. 0% (2f1) 16. 0% (4451) 4. 3% (141)
ERENISES 8. 0% (241) - -
TR — — 8. 7% (2f)
g 44. 0% (11451) 44. 0% (11451 52. 2% (1241)
mH Y7 Vt%Y RER - 8. 0% (2f1) —
V5379 s - 8. 0% (2f3) —
1. LI i K S B R HE AN - 8. 0% (2f3) —
Mg e Y e s H#En - — 10. 0% (2f51)
feEhR — 4. 0% (1451) 8. 7% (2f1)
FEIED F - 12. 0% (33)) —
HEIR IR 5 8. 0% (241) 12. 0% (33)) -

AR OAEBS NI - ARIZGEE ., BAIZIZA I4 7 =) L LCLEO. IngZ 1 H2[E, #Rk L 0% £tk
CRABET D, DRAFIREGEIT, A IF T =F 2 & LTUEO. 2mg, 1HO. 4mgE TR TE 5, 1 THD,
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V. aRICEISER

)BHMAEIME=

EERAERGHER

SEIEENEBEERE 401 FlExtS e LT, AKI0.1, 0.2, 0.5mg/ HE N TE4R% 1 H 20 12 WEROEET
5 SRR A AT RE R He i RS R A S L7 R, (1 [\ 0. Img, 1 B 2 [H#RE ] 2AENFEIIHE
CHEEREERBROMAREL LTRESRE Y,

RERT YA v | ZhiakItFE. BIEAL, 77 AR, —EHER., HEKGRR
PSS I BN bR R (401 f41)
< 20 WL oo A
. c BEMKE TR 1 B OREIR BEEIZRB W UL F R 2 Cili7- 4 AE
e D1 B b 7= 0 DA FHRIIEESL A 5 L L
B L UE @1 B H 729 OFHHERIEE D 8 [BILL_E
@1 HH 720 DR BELHEEO Y EIEAN 1 [E 2Lk
EMK B REE EREICRLHE C X 5 EIRBRELEMSUIIRER S ERI 1 L= B8, &
- EPERGEME R 2L (GSI:genuine stress incontinence) DHEFH
. - BEMEEE. BERCRE AL B, REBYYEE A OF 5 B
ERA - BT =TV A BB U HEGEIR 2 F2 M LT 2 B
BRoh AL - BEWIRT 3 v A LN ESREEE SO TR 2 52 0, 2R b= B
cPLa ) VOB G NERREERE AT D BE
< FEREN 100mL LA o BE . &
HERFVE | AK00.05mg, 0. lmg. 0.25mg XX 7 FEAR% 1 A 2 BEIE%Z LY EH%IC 12 BERORE L,
FHEFHMOTER | 1 B 570 OAFHR K%
EIEHIEE | 1 Bd72 0 OFHERBIEL, 1 B &7 0 OREEHBEO YR, %
<H@hME>
FHEEMIEE L 1 HE S0 OGHIRKEREOEFRE Lz, K TREO®RSRMEIC T
LRI, 0. 2mg/ ARER N 0. bmg/ ARECT T T R RBECK LA BERUEDIRE R LT, -,
PR (BEREIED . REYIEEODIZOWTYS, 77 B REEHIH T 2 ARFOE-ME R VT T &
REEEEGTe 4 BEOHEKSENTRD bz,
£ 1HEMHZ 0 OEFIRIEEE (ZLFE : %)
N BRI TS $& TR s e
= o e A - %) BRA Dunnett BE
FEAl BERE . A .
T L CREE B RS g e | b b fE?
B | EWEEE | %] W
1 A H 77 AREE | 95| 18.18£17.65 | 94 | -42.86+70. 17| (-3 1 1 1) [P<0.0001 *|[P VS 0.1mg| P=0.0906 N.S.
=0 o4 0. Img/BEE |91 1 15.73%10.81 | 91 i -59.81%61.48| (-5 -1 3 3) iP<0.0001 *|P VS 0.2mgi P=0.0010 sk
FFPREE] 0. 2mg/ HAEE | 93 1 15.76+14.33 | 93 1 -71.61+43.95| (-3 -1 1 3) {P<0. 0001 *|P VS 0.5mg: P<0. 0001 sk
[E1% 0.5mg/HEE |76 : 17.64+16.11 | 76 | -82. 19+28. 68
1) Permutation {EIZ &V ZEMZFIE L pE (FRIRE. AEKNE :0.025)
2) pfE (HRE. A EK%E :0.05)
£ 10 OVHHEREE (Z{LE : [)
gm ik et S R S Dumnett i
B et — ’L\', -
e I S+ I FBCES @R | pi? ol
B 3 FEHE(R 22 3 TR 2
P TR AREE |95 11.42+£2.79 |94 -1.07£1.93 [(-3 1 1 1):P=0.0014 *|P VS 0. 1mg:P=0.0791 N.S.
i)iii’; 0.1mg/HAE [ 90 | 11.76+2.56 | 90 | -1.72+2.11 |(-5 -1 3 3)|P<0.0014 *|P VS 0.2mg | P=0.1920 N.S.
BRI - 0.2mg/FHE |93 | 11.18%+2.48 |93 | -1.59%1.89 [(-3 -1 1 3)|P<0.0003 *|P VS 0.5mg | P=0. 0002 s
0.5mg/ A RE | 76 | 12.79+£3.51 76 | —2.33%+2.20
1) Permutation {EIZ Xk W ZHEMEZFEE L7- p i (FIBE. AE/KYE :0.025)
2) pfE (MRIRRE. BAEAKYE :0.05)
#* 1 A&7 oY REYRKEE (B 0 %)
oty BLERIIE T I HET I o
o | e ) | ek ) SR Punnett B2
Bl B b - -
A o R B ERE e o pfE?
B o EMEEGE | % EEEE
1 B 77 AREE| 95 4,86=%3.72 94 1-38.12+62.58| (-3 1 1 1) {P=0.0008 *|P VS 0. ImgiP=0.0079 s
D ORE| 0. Img/HEE | 91 4.77+£2.95 91 {-60.29+43.51 | (-5 -1 3 3) {P<0. 0026 *|P VS 0.2mg i P=0.0246 *
YlaED| 0. 2mg/ HEE | 93 4,40=£3. 13 93 i -57.37£53.28| (=3 -1 1 3) iP<0. 0047 *|P VS 0.5mg i P=0. 0053 sk
B | 0. 5mg/ HAE | 76 | 5.83+4.58 | 76 i —62.31+32. 64

1) Permutation JEIZ & W ZEMEZRE L7 p . (FMIKRE, AEAKYE : 0.025)
2) pfEE (EURRE, A7EAK%E :0.05)
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V. aRICEISER

<Latk>

BIVEFRBLRILT 7 AR E T 4 B0 HEEKFEMENFRD 517z (p=0. 0001, Cochran-Armitage

EFRRE) o

TREWERIZAE, i, B, BORFE®K, WRERE TH-o7,
BEERAWEMIL 0. Ing/ ARED 141 (Fogi) ISR b LT,
Mo Gt 88 12 X 2 SRABIE O BEVY) 13, AIRLEZ L0 #0Z[BIE L7,

FELHNTFRD HiahoTz,

HEELZ L ARG HRIERII T T EREE0.0%. 0. Ing/ BEES. 1% (5/99 i) . 0. 2mg/ HEE 3. 0%
(3/100 f41) . 0.5mg/ HEE 16.8% (17/101 ffil) Tdh -7,

7T R 0. Img/ H R 0. 2mg/ H #¥ 0. 5mg/ H #f
BIVE R B | 20. 8% (21/10141) | 30.3% (30/99%1) | 37.0% (37/1004) |62. 4% (63/1014)
UERAREIENESE | TR | 0. dmg/HAE | 0.2mg/HEE | 0.5mg/HEf

22 A PR 6 S B 1011 99451 1004 101451

75 — — — 3. 0% (3#41)

T — — 1. 0% (1%1) 4. 0% (441)

H D FH K 1. 0% (1f1) 1. 0% (141) — 5. 0% (541)

55K 2. 0% (2f51) 3. 0% (351) 10. 0% (10431) 5. 0% (551)

L — 1. 0% (1f1) 1. 0% (141) 5. 9% (651)

18 7. 9% (851) 13.1% (13f1) | 23.0% (23f31) | 46.5% (4745)

. 9 PR B EE 0 - — 3. 1% (3f1) 2. 1% (2f1)

fEHAR 1. 0% (1f51) - — 3. 0% (3f1)

Ui — — 2. 0% (2431) 5. 0% (54))

FEED F — — 1. 0% (1451) 3. 0% (3f1)

T W ORGRET 3 BILL B L - IEH
AR IR AT IE B OFEBL =T BRI K OB - DA TR (TR A AN LS DIERI 2 265 L7c 7o,

BN R D Z & DD

AFNOERBENT- ML - AEIZDER ., AIZIZA IF 7 =520 LTLUEO. Inga 1 H2[E], #i8% kY &%
ICRABET S, WRR+SREEIT. A IF 7 x2F 2 LTLAO. 2mg, 1HO. dmgE THETX %, | Th 5,

18




V. aRICEISER

(4) 1RFEAIERER

1) AN EIRGEEAER
ERNENEA-EETRILEHAR

HEY :

IEEIEMERE T 24 I 47 = F LV DEIMER L EIECHOWT, T I eREx e L L

AL ) T MR 2 (LA TRE R BRI 0 B2 7

REBT VA

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

RES

WEEE IR (781 fi)

7
g

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

F7
Broh e

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

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

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

- BZEIAT 3 » A LIPNIC B SRS L UM IR 2 = 7o B

P VOB ENERERE ST DB

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

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

BRI 1%

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

Bt FAEEYE

LA & 72 ) OEFHRAZERE

Bl T H

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

fidT I3t

FEFFAGE A 13, 858D & TBIEHR T HIREEIIE TR T2 1 B & 72 ) O&FHRE
ERBOBACR OB LR L. AFIEEL 77 B RREOFIMED A TR 95% 15 H X
AR, AAREE 77 A ORI E t ETIT o7,

e

<fFhtE>

AT H

LM 70 OEFHRIEERE O GEIC T 2 ZBRICBNTC A I X T2 F VBT T T
TR LABERWMED R AR L (p<0. 01 KO p<0, 001 t HiE),

E A BERE | BENY | OB

17.55=% -33.50%
11.18 51.34
18.56=% —-48. 67X
14. 81 44. 75"

12 M #% X
Ee RN
-49. 50+
57.22
-68. 24+
36. 90™*

7T v REE
AIFTx
F R
TTRARHE 143 B, A I X T =S B 318
Sl S REUE(RFE  #% ; p<0. 01, %% : p<0. 001
) WERNISFHMEEA &b ERIE (B)

% [1:8R9351= 1) DEEHRAREOBDE(LK]
-40

1 B T=0 OEFHRIEE
% (2 1 %)

[vs 7R %o t BE]

PR RE
*:p<0.05, %%:p<0.01, ***:p<0,001

| RS (XA @ |
(vs 75RB US)

T5uAR 175551118 371+ M 1856£1481

20

40+

-49.50
+57.22

'"L -68.24
+36.90
L

AR
BT
(n=137)
(n=311)

1O TR
- (IH TS TR
I

-80

1 L 1
) 4 8 12

v

(n=143) n=136) (n=133) =130}
(n=318) (n=307) (n=302) n=291

e G8)

TIeAM
1347 SW
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V. aRICEISER

B REFAIIE H

1 B & 729 OSSP R OB E-RIMEIC ST 2280 E, 1 B H72 Y OV RFEAREEOFE
AME ISR T D BERICIH N T, A IF T =F VBT 7 ERRICH LEERUFHEZ R L
(p<0. 05 K T* p<0. 001, t HiiE),

I N U e 12 % X
=) =T E‘ ) 3 ¥/
RIVR A TE H B 51 550 4 W% et
e 11.47+ -1. 04+ -1.08=+
| B0 ovighRmE | SO 5. 50 174 162
(L&« [|]) AIXT = 11.20=% -1.19+ -1.52+
FooU B 2.28 1.58 1.70*
e 5. 42+ -20. 83+ -35. 63+
| Bk ovmgn | SO 3. 57 46. 24 53. 71
REEE (BB %) A3IXTx 4,87+ -34. 58+ -53.39+
F U 2.90 43, 83* 41, 35%

TR AREE 143 B, A I X T = F B 318
SEE A RER ZE % : p<0. 05, % : p<0. 01, k% ; p<0. 001 [vs 7R %o t HBiE]
) - EEANIARMMEE & b R (8D)

(@) [1B&77Y OFHREBMDE]
15 =
A (ZAE) @ R
i TR EE 11.47£250 1354710 8 11.20£2.28 (vs TSuHBE ﬁﬁ'ﬁ)
05 — =
B oL l
. |
1)
2= -0.5 ’
1o —---O O-1.08
| +1.62
A5H m O V TSEREE ;'_1 52
=@ (35 T1F TR ¥ +1.70
20 1 | 1 1 1
B 4 8 12 AR
BT B’
(%) [1Bd&rr) OREVBRDFHEEDZE{LE]
60
i
0 TS5t KRB 5424357 13471+ B 4.87+2.90 (vs 75 )
E
1t
$ -
[l -35.63
0 O +5371
s O 750K \‘.
47 >3 *k L seokok *kk _5339
@ (34TSR .141.35
60 | | 1 h 1
B 4 8 12 A
BT 1’7
T5tAE (n=143) (n=136) (n=133) (n=130) (n=137)
13471+ 8 (n=318) (n=307) (n=302) (n=291) (n=311)

EBIREER (GB)

BEER - QOL 2 3T OLELE

BHRKETRICBIT 24 QL 2 27 (Fr ZRFEMEZ) O GRIMEICRTT 2 21080 T, TH{ER
HIRR Y, TMENAIZ2 NEIEEMR ). THRMEEE] @ 3HAT, A X 72T L VBN T TR
L L CHERBD ZR LT (p<0. 05, t T,
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ARICETSEE

<ZZeME>

BIER R BRIL T T B AREE 26. 2% (38/145) . A I ¥ 7 =F U #£40.5% (130/321) TH -7z,
AIF T o F TV UBOERBERIZIOB, HH, BRRERETHY ., £E0. FHEORRE
EORHLERIT 1.6% (5/321 ) TH o7,

WCHNIA I X7 2T BT LR B, &5 156 LI KBRS XK 0 A e
WA Z Y, HTIZE -T2, GOIHEICERNT 2 0B 2 b, A & OREERITITE
7=,
HERRIZLDBEPIERIIT T EAREE 5.56% 8/145 B), 4 I X7 =F T U8 3.4%(11/321
) TIH o7,

75 v REE AIFT2FURE
RIlVE S8 B 26. 2% (38/145%1) 40. 5% (130/321451)
R _FREREERERE [ TIEARE | AIF7=T R
L VR R S5 5K 145431 321451
)] 9. 7% (1441) 27. 1% (8741)
R 4. 8% (731 9. 3% (30%31)
Y 27U & Y R 1. 4% (241) 2. 2% (741)
ER R — 1. 6% (5f51)
y-INEINET R o o
S 5 1. 4% (2f51) 1. 3% (4651)
BER IR 8 — 0. 9% (341)
WA X TV UREC 3 BILL LR L-RIER
BER RS TE B ORI R IIBIE L O 5B ICRE MDA TFET DIEM ZEGH L=,
BN R D L0 D
X TR T HEMER T 0 XY UIEEEIC T A IELPEORGEE B E L-ENEIFE —EHE

e ELHERIR D i 1 0 R

2) REMAER

OENE MHE KRR GHEBR

HEY  WEEREIEE T 24 I 47 = v o ORMIB EROZEMER OFENEICOVN T, Skt

HE

:l

R EERER IC X a5 P,

RRT YA~

Slia kR, FEER, X, ROIERGHAR

RES

BT EEE LA (481 f31)

E7
ek L

< 20 LA ED B4
B TR LM ORER BEEICB O CLL T oA 2T 7= 9 B
D1 HE &7 v OEFHREMEIRKEEDOEHS 1 B E
@1 B & 720 OFEIPEREIELAS 8 [BILL 1
@1 HH 720 OR BRI EEA 1 [E 2Lk
< JEIR HEE A IEMEICRRE T & B LIRBRE TR X TIRBR R AR 1T U 7= B3, %%

F7
Bk HEYUE

- EMEREE MR %S (GSI:genuine stress incontinence) DR

- BISERE . BERCIEE. BEMGRS A, RBEYYEL A O 0 BE

c AT =T VA EESOIHIBGE R 2 FH L TV D B

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

P VOB ENERERE AT L BE

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

- BEHIORER HEEICB W T L HEPERF2 3000nL L EOLZIROBHE

AR5 1%

ﬁﬂOM@%IEZEﬁﬁ%&U&ﬁ% 52 HHRE A5 L7,

AT A F

At BWER. DEX, %
FH2ME 1 H 720 OFFHREZERER., 1 BH 720 OFHPEREE., 1 BHH72 Y OREDIE R
DA, QOL (v JEFEFIA ), 2
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V. aRICEISER

<HHhE>

LM BH 720 OEFHRIZERE, 1| BH72 D OFBHPEREE SR OV 1 B H72 ) O REYE R
B O GRMEICH T D EICBN T, &5 4 BREZRICEENRO B, £ ORHRITEE 52 #H
HBETRITT D Z & HuFF SN,

T g | zmme | oesmm | OV <X

JiE B 364 355 355 363
LAM®H -0 OB FHIRK 14. 53+ -55. 92+ -70. 83+ -83.51*
ER[EE (L 0 %) 14. 47 72. 52* 50. 56* 35. 48*
LH &7 ONFHPER R 11.56=+ -1.65+ -2.05+ -2.35+
B(ZAvE : 7)) 2.81 2.12* 2. 26* 2.14*
1H &7 OB REY) 4,84+ -45. 81+ -55. 67+ -70. 53+
JEREEHC(EEE - %) 3.18 53.37* 48. 65* 38.37*

PEEEARAER A % p<0.05 [vs HHRTE XHIEDH D t ]
) - BERNTAARHMEEE & b FE[E (A)

i} (1AM DEFHREZOHDZE{LE]
a0
FHEHEEEE
20 - ##%1p<0,0001
— ‘ s iE5EE k)
T 8]
=20
= A0
-60
80 - : el 8351
[;ggmp R E 145341447 3548
100 1 Il Il 1 Il
HHEH 4 12 28 40 52 JORTHE
BTES THS
(n=364] (n=368) (n=35% (n=355) in=251] n=354] (n=363)
S0 BIREIE (38"
fiaF [1B&1=W OFIIHRE D E]
1.0
TFIHE TR EE
05 — ##4:p<0,0001

vs WS RIE A=)

it S & B
o
o

b
[=]
T

® -2.35
+
e xax 2,14

25 [ jasaie =8 E 11.561261

_30 1 *Ts 1 |
mEl 4 12 28 40 52 ABH
AT HT5
in=364) (n=358) (n=355) (=355} N=361] n=354) (n=383)
ERIBIRERE ()
(o) [1B&iz) oREVEEROTHOHDE(LE]
40
SN ERE
20 F ~ EHk1p<0.0001
l s BSEMS ok
:;f\
it
=
= i #sk -70.53
+
B0 Mo =ais; -8l 484018 -
'100 1 1 1 1 1 1 1
s 4 12 28 40 52 A ER
# 165 4
n=364) (n=358)  (r=355) {n=355} (r=351; =354 =363}

BT (GE)
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V. aRICEISER

BEFR : QL 2 a7 DL

F 5 52 WMZICHE T 5% QL A7 (Fr 7/EFEN) ORSEIEICKT2ECBNT, £
TOHER (TR kg (PR ORENEFICE L 555 [EE - FEOHIR) TH{E
BOmIBR ) TR AomIeR) TE AR 2 NRREER) Ml AR ARIBIER) DL oRRE) THElR, 157 (=
FAF—) ] TARMELEE ) TABEREELEZRLE (p<0.01 [vs HFHRIE sISOHD t
ED o

o4 [2MREVSFRERIRAE] 6 [BERDBEBIEEICS X 2R E] & [{1% - REDHFIR]
4 ® o n=350~362 n=350~362
10 3505862 ! 19 10 \\
20 -20 20 o
Ak kb
-30 -30 e 0| 30 -1
-40 : : 40 : : 40
a [SAFHIHIRR] 5 [HA2HHIPR] (EPN:SEINESEED |
E n=350~362 1n=350~362 n=282~299
A -10 10 10 Ak -
puu | P
7 Py
Z 20 -20 worr| -20
,ﬂ: Kook
25 e ] -30
i/]‘z
Ié -40 ! : 40 : . .40
o (D] d [BEER &/ (TRILF—) ] o [BEHEREE]
\ n=350~362 \ n=350~362 \ Nn=350~362
-10 -10 -10
Hokok
20 -20 s - "9 -20
-30 - -30 -30
40 \ . il P L . el gy . . .
0 12 28 52 0 12 28 52 0 12 28 52
#5HE (A)

#:p<0.05 #%:p<0.01 s#%%:p<0.001 (vs B5HIE HIENHIUETE)

<gEaE>

BIVEHFEHLRIL, 46. 7% (223/478 ) TH v . E72FIEH (2%LLLE) X078 34. 3% (164/478
). {EFL 9. 0% (43/478 f5l) . &P 2. 5% (12/478 fi]) . fGIIR 2. 1% (10/478 i) TH -7z,
BHWEAORBE L OB OFRERICB W CEMEGICERN L-BELR0 EREFES T, 3
B O BIE MR BUAEEE 1L, &5 128 FE TD 41. 4%, #5512 BLIKEIL 5. 7% & K
>77,

BT 1 BRSO bz, &5 94 BRIEMMELAENEBZ Y, HEICE-T2, AOHEICIER
THLOEEZ LI, AK L OREBMRIIEE Sz,

EEZRIERZ L (RRNBR) 380 bz,

JEFOFEX, TV 8. (1) HEKXZRFNWEM L WIHEIR] OHESBOZ &,

BEERERICE D85 1ERIT 8. 4% (40/478 ) T - 7=,

TR Z R 12 Wtk (437 1) . 28 W4 (412 1)), 52 Wk (374 1)) . #& T B (52 WAL XX Ik
B : 444 BIDIZSEHME L72AS, WP ORHMEREIC B W T H B T 477 61) 25 0 QTC O
PHEOER TS SR> 72, 60ms LEIER: U72JER 23 6 BIFE D 54, QTe D i KAEIT 478. 6ms
THoil,

LLEXY | i@iEEBE B EE (R DAHA] 0. 2mg/ A ORI G2 B1T 2 AMER R EVED RS ST,

23




V. ARICEIHEE
QENF LEEERMIRSHER
Y SEIEBIEEH 2315 L LT, @R RO 2 OB TH 2 0. 4ng/ A ~OHEREF O A IMER O 41
R R GBI LY BGE 2

RBRT VA v | ShiaxdtFE, EER, IR, RIERGHER

ES WEEIE IR (435 i)

< 20 LA B B4
- BIEHE T 1 BB ORER AZEICB W UL F O A 2T~ R

F O1 M B2 OEFHNEMEIR KEEDRES 1 [\ L
Bk AL Y @1 H b7z OSERPERERS 8 [FILL 1

@1 HH 7= ORBEGHEKOFEEIEE 1 L L
< JEIR FEE A IEREICRLE T D L IRBR B EM TR IR I L= B E, %

- EPEREEME R 528 (GST:genuine stress incontinence) D
C BISERE. BEMUE. IREEAS A, IRESIEYYE 2 5 0F 4 2 B3
« BT =TIV R E X IRIBGE IR & FEE LT B B
E7 - BZIRT 3 » A LAIPNICESRIERE, BRSO SO 2 = 0 7o B
ok HLuE Pl Y VOB ENERORBAE AT 5B
- FRIREEDY 100mL LA LB UIESIRAIC R & 72 2 A MRIE KRE S 0O T AR 6 B ZE MR
et 2 BHE
- BIEHIORER BBV T 1 BHERED 3000mL L EOZROBE, %

AFN 0. Img & 1 H 2 FIEIRH%E Y BHIC 12 HEROEES L, TOBEELZENIE, BT
LaWEEIZAHK 0. 1mg 2 1 A 2 B 40 #HH (0.2mg/A & LT 52 M) oL L., HET 58
WX, AHKI0.2mg % 1 B 2 [B] 52 BRI D BES LT,

e SRR B 12 i\@?&@%ﬁ%%b:%b\t WISBEOWT oK b EF{boEs (1 H
o B2 ORBEYRAKOEHEE - 0[] (H5) . 1 BH70 OFHEHERREEL « 8 M, 1M
Bz OEFHIRAMEIRALEEE : 0 [8] (HK)) ZiE- I RWIEEESBIC, BRI EAHi)
BEAMELHE L, 2oWBRE L HEEZ AL LB E L, 2L, BE 12 #%0
KRR E CICHEEU FORWERAMNREL LG a1E, MELRWIZ L e L,

LB HT= 0 OBFHRAEEN. 1 HH72 0 OFHPERIEE, 1 B &7V OREYEEDFHE

= E‘
FHIEH | g oL (3o HERAEIE) . B, LR, S

EWEDRRTIC S\ C I, 0. 2mg/ H kS & 0. dmg/ F BRI BRI BT 5 RIEBIRED T — 2 22
FUCK L CIR O 21T 5 1=, F7-. WM 12 % ToF— 21T LT, 2Rz 5 M)
WraEfT-77,
@ 1S 0 OEEREEEL 1 B b= OFHHRERE O 1 i) O TR REE
- AR, ZREHICHONT, S = & IC R, B, ROSERO B R %
* B L, REFROHERBIC OV TR L, £70. BT OREEZ S0 H 5 t REIZLY
1To77,

@ QL 227 (%2 VEHEDE) D& RAAL L THONT, SR & 12 FRE & 2L
BOBEGEEH A BN L, RIEHRIC O TRE LT, $70. 5% 0B E 8o
b5 tREICL VT,

<HWME>

AHN % 0. dmg/ BICHE R L7 fE R, 1AM B 720 OEFHRIEE RIS, 1 B H72 0 OFEHPEREIE R
U1 H®7 D OFERETRBIEEIE O % 5-FEIC T 5 2 IZB W THEERRBD Hit, £ D%
BT 64 EM% (RG22 EM%) FCHETT S Z MRS NT (p<0, 001, tRE), 7=,
0.4mg/ BICH B SN -HBE L, HEIShAR)ro7-BF I, BT OBIEBEN O R 2
WTHHEWVWRETH- 2, 0.4mg/ HIZHET S Z L C. KR OR S AMEIC T 5%
LTI, 0. 2mg/ B kiGeRE & [FIFRE £ CUFEDRBRD Sz,

(0. 4mg/RIBER (BEHD]

1218 M 24 |64l (Y
ol R A B EReCA TR (0. 2mg/H (B 1208 |52 ik
Beh) fiit4) R
JE B 159 159 158 159

LEM H =0 OAFIRKEE 14.01+ -22.92+ -69.97+ -79.30+
B3 (LR %) 13.29 75. 22" 42. 93" 41. 017
1B ® 720 O HER B 11.86=+ -0.82=+ -2.03=% -2.11=%
(A& - [a]) 2. 44 1. 70" 2. 01" 2. 06™*
1B XY REYH 4,96+ -23.67+ -58. 58+ -65. 62+
JEEIEC(ZEARE - %) 2.99 43. 297 40. 25" 38. 69"

I RS ekk 0 p<0.001 [vs B ERIME xS0 H D t HE]

) - FGANIARHMGEE & b R ()
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V. aRICEISER

B S

(0. 2mg/ Bk HTEE (SELEEMHI)]

i g | zmme | oo | OPNEXE
JE B 179 178 177 178
GEM B -0 O& R KL 9.72+ -75. 02+ -79. 71+ -91. 19+
EI% (AL %) 9.05 44. 94 41. 87" 27. 7T
18 &7 OB PER A% 10. 72+ -1.66+ -1.84+ -1.91%
(Z{b & : [B]) 2.19 1. 70%* 1.81%* 1. 75%*
LH H72 0 OB REDE 3.72+ -55. 91+ -63. 95+ -68. 67+
JRIEIE (5 %) 2.34 59. 69+ 70. 07 67. T

SEHIE HFEUER S ek p<0.001 [vs HX5AME IS0 H D t FiE]
) - HGANIARHMEER & IR (8)

(%)

(1 BREH Y DESHRAEDHDE(LE]

100
= 0.2mg/B#k#EE #5RIE (KRE) ([
e il 0.2mg/ BKHREE 9.72:£0.05
=@ 0.4mg/BH 0.4mg/BAER 1401+13.29
IR RS
50 - #4:p<0.01, #%%:p<0.001
(vs FRERHAHE T RS XSO BHAHEE (BERNRE) )
. 1
i o
x
-50 -79.30
S
41.01
Sfeokok ook
P 91_*._19
100 rO.QTg/E#Q—b}—: | | ook ) |+ 2777
mEy 4 1216 24 40 52 64 ik
BTeF EalilEa
02mg/RIEHR (=179)(n=178)  (n=178)(n=178)  (n=177) (n=177) (n=178) (n=178)
(n=159) (n=157) (n=159) (n=159)

0.4mg/Ai &3 (n=159)(n=156) (n=159)(n=158) (n=158)

EURIRSHA GB)

1) A RIS iR Xt o 1L RS (0.2mg/ BHkHERY)
AREI64EE X3P LR (0.4me/BIRER)

[1B&7cl OF9HROMDZE(LE]

FIECRERE | RS AE(EAE) B
*%%:p<0.001 | 0.2mg/B#t#EE 10.72+2.19
(vs BREEHBIR T B XHEDSHIURTE (FRNRTE)) | 0.4mg/BIMERY 11.8612.44

= 0.2mg/ AR

—0.2mg/Bix5—~ | =@ 0.4me/BIRER
-4 1 1 1 1 1 L L L L
gl 4 12 16 24 40 52 64 ik
TR FRERE
02mg/Blii#EE (h=179)n=178)  (n=178)(n=178)  (n=177) (n=177) (n=178) (n=178)
{n=159) (n=157) (n=159)(n=159)

0.4mg/RiE &3 (n=159)(n=156) (n=159)(n=158) (n=158)
BUAIRFEA (&)

1) ARG 23M 4 X 3P L K5 (0.2mg/ Bkt RT)
ARAHO4AE ISR I (0.4mg/BRER)
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V. aRICEISER

[1B&Y DRETERDZE(LE]

(%)

40
FEHEERE | R5AE(RAE) B
*3k:p<0.001 | 0.2mg/A#k#EEF 3.72+2.34
20 - I (vs BRRHIE T B MISOHBURTE (FHAMRTE)) | 0.4me/ BHERF 4.96+2.99
o I
Zr
* 0
1t
= -40
-60
-80
+0.2mg/B#%5—~
-100 1 | | | 1 | L |
w\EYy 4 12 16 24 40 52 64 Hig
TR SHme
0.2mg/ Bt (n=179)(n=178) (n=178)(n=178) (n=177) (r=177) (n=178) (n=178)
0.4mg/RIEERH (n=159)(n=156) (=159} (n=158) (n=158) (n=159) (n=157) (n=159)(n=159)
EUAIREER (GA) 1)ARNEE23% 2 b 5 (0 2me/ BRLHERY)

BRIA64EH R IR (0.4mg/BISREF)

BERER - QOL 2 a7 OELE

X VA ZEIC L 5 QOL FEHIZR VT, HEIZ LD TRRi R EREE] IOV TIdE
PEH 64 WZ IZBGAIMEN S OF BB PO e (p<0.01, t RE), TOMOEE T
W, TR 24 . CHERORYIOFHE) LAET < COFMERFEIZIW T, 5 miEIC k)
LTHEAaT OFBERBBRD bz (p<0.01, t RE),

ES

Olmﬁoﬁ%ﬁiﬁcgiaﬁgl

[{t5- REOHIR]

L4 ok

5 [igﬂﬁﬁ@ﬁﬁﬁ?‘

== 0.4mg/HIEERF (n=156~159;
9 0.2mg/BHERE (n=177~179)

ok ko

@ . 4mg/AIEEH (n=156~159;
Nk m@m 0. 2mg/BERE (=177~179)

-10 -10 -10
-20 ook
-30 s .
== 0.4mg/RIBER in=156~159}
== 0.2mg/ Bifi#ERE (n=177~179)
.40 | L 1 L 40 L 1 L 1 40 L | 1 L |
[SAEIHIRR] (BB ARBR]
A dAk
ok
qlK gk ek

=9= 0.4mg/BIRER (n=156~1
=0 0.2mg/ Bk n=177~1

50}
79
L

== 0.2mg/ AR n=177~179

=@u 0.4mg/ AR ER n=156~159; |

=@= 0.4mg/AEERF (1=126~131)
=@ 0 2mg/ BERE (n=126~130}

(BEH) IS RINUN— OO

[{DraEE]

-40 :

(BEER -5/ (TRILF—)]

[BENEEE]

N

20 @ (.4mg/BIEE R n~156~159) 20 =@ .4mg/ B EH (n=156~159) #0 =@ .4mg/ B EH (n=156~159;

0= 0.2mg/BiikiEEE (n=177~179) == 0.2mg/BiikEEEE (n=177~179) == 0.2mg/ BikiERE (n=177~179)

40 . . A . a0 . . : . a0 . . : . A

0 12 24 40 52 64 0 12 24 40 52 64 0 12 24 40 52 64
5 HARE (B)

*:p<0.05 **:p<0.01

#30k:p<0.001 (vs RS ATE HHDHZURE)
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V. aRICEISER

< gEapE>

BIVE A J8 B X 2E 1 T 49. 4% (215/435 1)) T 0 0. 2mg/ B ##GEAE I 39. 9% (101/253 4il) |
0. 4mg/ H B BT 62. 6% (114/182 f§]) Th -7,

HHBBENE D> T-BWER Q%L E) ZOWNEEEOMER TH -T2,
HEZBEIEHA RO CHIIRD bz ho Tz,

b At RIVERFEHE KN EC R {4

0. 2mg/ H kil o 0 9
R 39.9% (101/253 ) | 26.5% (67/253 1) | 9.9% (25/253 f4)

0. 4mg/ H B8 &4
(HEmp5)

62.6% (114/182 ) | 53.3% (97/182 %) | 18.7% (34/182 #i))

HEFRICELVESRIE LESN (BEFZICEIIFEERRBIZET) ©5 5, AWERICLD
Behrhik U7-5ERNT. 2EE]T 4. 6% (20/435 i) TH V. 0. 2mg/ HfkERET 6. 3% (16/253
). 0.4mg/ B HEERET 2. 2% (4/182 f5l) TH o7z, HEHIEDOFK L R T-HEHELD S
B, AR BBEE N E o o FRIE, O 1.4% (0.2 me/ HEEAE 1.6%. 0.4 mg/
AHIERE 1. 1%) . {#5)4 0. 9% (0. 2mg/ A fik#e At 1. 6%, 0. 4mg/ BHIEAE 0%), FRIRE 0.7%
(0. 2mg/ B AkfERE 1. 2%, 0. 4mg/ A¥EERE 0%) Th o7z,

WEORK & 7o oA EFRORBEL, 0. 4mg/ AHHER 5.5% (10/182 i) THY | Kb
BHMEDOE D> =B EEFSIT ORI 2. 7% (5/182 ) TH -7,

ERARMRAAE, A Z YA 2 (IE - FRaE0) . 12 FE.0ER, RIREICE L T, BELH)
DR SN, BRRMICHE L 72 2EBTBO S o7z,

AN D QTe DAL EDS 60ms % #8 2 72 iEFNIL. 0. 2mg/ HAEGAE TIXEE O 54177, 0. 4mg/
HHERET0.6% (1/180 f5) Tdh-o7=72%, QTc DI ARAEIL 495. Omsec TH Y . WD AT
BRI BV T B EERAICIE S SN D 500msec Z 8 2 BIEFNITIRD R ho Tz,

LLbE &Y | GBI DR IR 2 AH 0. dmg/ B ~DH B DR MR AR S T,
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V. aRICEISER

(5)

BE - W
DR L

(6) ;8 EaafE A

) ERARAERE (—REARERE. HEEARERE. FARELEERAR)Y. HERTRT -2 X—XRE.
HERTREBRABROAR

OERRERE

H gL Bk R 5 AU L A ARG A C. REOEREEE 725 Mgk D 3, 617 HIORERI 2 UINE Lz, B
TAEIX, AFIOBRE - PR TH 2 BTREELIZ BT 2 IR BT, SR & OURaER NS 2 BE D 9
B, AR ZFHRICEG LIZBEERISRE LT, Bt OEIEORR 21T 72,

22 MEREAM R SUE B 3, 269 B2 1) 2 BIVE AR BUEFIZIX 11.29% (369/3,269 i) TH V| KFEKFE TOD
AR ORIVEFAFBUEFIZE 46. 55% (748/1, 607 B1) K VK o7-, EAREWEMZ, T8, TOWNGE, [{E
Fhy. THERIRSEE ), TERREHIN) THY ., Aflofi=a ) AERICERT 2 B2 6N28WEATH -T2,
B PEFTAM R GER] 3, 044 BINZIS 1T 2B IHEIT 80. 19% (2,441/3,044 ) Th o7z,

B IMEREM R SHERNIZ BT, AMEICREZ RIZTER ORI 21T o 725, ARV TH FRICH
&R DRI benoiz,

XY AFEOHKRICIB TR OR SN, BN 287 2 BERITRD b ivieno Tz,
(TVI. 8. (2) 2) RERCHAE (EHARTRE. FrEfHBEERE) | OESHR)

QB EFEAMERE

(REgre~DFEICET HAE]

w07 IS & B F R A © L 2 E oo EEHEEE 52 fiiak s D 192 BlOERI & IE LT, AAIOFT 5
P U AEMICE Y, BEVED D WITRAMREREE DB DGR H D 2 &b, FREBREIC 5
DOF AP ST D 7= OICARREE M A RERE % £t L=, AFIOEE - VR TH 2BISEEEIC ks
BRBOAE, R K OURAMEREENH O | RAENSEDNSBED I L, AREZFRICRS L8
Bt b LT, e, BAIE~DOREL OHIMEORTT 21T -7,

L MEREA R SUE B 187 BIlIZ 51T 2 BINE AR BUE BT 8. 02% (15/187 i) TH v | AGRKFE TORBRD
BV JE BURE ISR 46. 55% (748/1, 607 #) X 0 (& o7=, EARFIERIZ, (0¥, [PERNE Zch o,
AFlOF 2 ) AERTER T2 EEZONEWEHTH -T2,

£ 72 MCT JER] 145 Bl 5 B 4 FIANBEIEICKEAT L. MCI 2> 5 3BHIE~DBITHRIL 3. 6% per year Th -7
2. WBBICHRE SNEEFHEORE (6.8~16.1% per year) Z LIS DO TIE o7,

A EREM R SUE R 176 BINZI 1T 2 A 203 1T 80.68% (142/176 i) Th o7z, Fiz, HEWEREAMRISUE
WZRWT, AMEICEEE RIETHR OB EITo 7R, AMEICR W TH AR & 72 2 FHEITR
Lo T,

PUEEY | KFEEDORKE RIS W TAAI DL 2N, ARMEICBT 287 2B RITRD b ivisho T,
(TVIL. 8. (2) 2) WiEHRTE%MA (BEAAGEE, FrEfAdERA) ) OESR)

[1 80 4dng FCHEEAEELGZET COEARERAE]

Hr ek U KA G A C. REOERER 512 fizk) 5 3, 037 B ORERI & INE LT,
LRMEMRATRIRAER] 2, 638 A H 387 4 (14.7%) ICEWER (BRMAEMEORT 25T) BRD LI,
HIEF] 581 Bl TORENWERRBFEIX 19.3% (112/581 ) TH Y, AKREFE TOMKRAR (1 H 0. 4mg ~D
HEAFRE LEERYRGRAB) (2RI 5 1 B 0. 4ng HERORIEARIE 62.6% (114/182 ffl) 1
L oo, WEIERID 5 B, HERICEE LZEIER OEIA1X 16.0% (93/581 #) TH Y. I
BREBIORITEMAFRBIE 13.6% (274/2, 022 B) & K& Ricbiehor, HERER CHRILL - E2EIEM
(GEBIZR 0. 5%LAE) 1%, D844 ., {54 32 ., MNELKE 6 . PERINEE, BEbtde e OFR IR BRI 5
. R4 CH ST,

— . AR SIEN] 2, 429 FlITIBWT TEZ) &R 72 FIE 13 81. 9% (1, 990/2, 429 fil) Th
o7z, HENERATRISHERI D 5 B RAERIE 552 il TH Y | HEIERI TOHBNFIZ 80. 6% (445/552 H) |
FEHEER 1, 877 Bl TOH L 82.3% (1,545/1, 877 i) Th o7, HEEMHTRIGIAER] 2, 429 HillZ
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V. aRICEISER

D HEAER 552 B0 5 B BRKFT R TH 2R P PERIEE (|1 7)., st deRmEE (8/1), REY)
B |1/ R) . SRErER AR (H1/38) 2ARE S VIEFIZRBW T, BESEFIZ OV T, ERPHERIE
o R PR EE, REYLDAE L OCUNATER RO WG | RIS THEE 1 AROSH
TERFH CRIEME O 23380 b hiz,

PLEXY | KREDHKERIZBWTAROL 2N, AREICBI 287 2 MEAITERO Do T,

(fvir. 8. (2) 2) RUEMRICHMAE (AR, FEMEMRRTEA) | OHSM)

QEELMHE
2015 4 7 HICFEBERE LT o MR, 2016 4 12 AT [ERM, EREREOWE, Aotk 0% et
ORI T 28 (EIRMEREIHE) B 4B 2 HE 3 54 b ET KRESFH) onn
WICHEYE LAaWn] L OFEERBEEEL,

NEABEHELTERFTEDOABXITIER LHE - KBROME
B RN

(7) Z DA
L
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VI. BHEBICEETHIRE

VI. EHEEICEY HIER

EEPACEAEH HILEYMRITILEYEE
X TFo VR, e e VHERBE, BAaR LT a Yy and@By Tt

TV Tudr T )VEEE

TR BHO S LG DORE -

2. EIBER

(1) YERERLL - 1E AR

PIRFIL, BHOBRNLEELSZRT DL,

BEREINAE X, 7 F a3 ) S0 FER S BIEEHO LA Y LT v TF A Y CRREY T Z A TN
ERNLTWDLZERHBILTWD, Fio, BROMRERNOOTEF L a ) VI LA Y ST EF L
Y UK T AT M ABIC LV RESND EEZ BN TS,

AIFZT 2TV NT invitrolZBWTREERY 7 2 A4 7 M3 LML okt L CHRIBUER 27~ L, Bt W Tix
ML HHUc X 2702 ) gl & M3 55U X 2 BEDEEVE A SGRE ISR 2 on 9, HER R D 43 WA BT
VE R He A~ Dk o0 SRR/ A 2SR B8R < . BRER ISR T D AKI oG IME & ZaMEIcHFE S L TnD Z &R

HRsND Y,

AZHTIFIUESH

M1 2B FRIBIC
SWT7EFIAY
BB EES TS

M3 A
L £BEBEFRED
IED RS
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VI. ENEECEHI HEE

(2) B3N H=E AT+ B ERAE
DLRAY ETEFILD Y UZBEERY T4 TIHT 2R (in vitro)
DLRAY UET7EFILDY OZBERBRIEOBRET
UH X R OELE Y N OFHFRREAR Z FOTORFE MD . 0FE M2) L ONE M3) I8 5 A28 U
T A=A ORISR DHEEFUER A B Lo R R, D5 M2) I E B (M3) K OVKEE (ML) 12 38 T
YEf &R UT= (in vitro), & P ERHY M-2, M-4 KT M-9) X, 22DV T HF L al UZREKIC

R HIEPEM Z R & o 1= (in vitro)'?,

W ZEKR (O FHEBEE) . 2 28E (ELEY MEHDOE) XU
M3 ZAK(EILEY MEHER) IZEFT2LRNY VET7ITZX ~EDRERER

HH

Kb (nmo1/L)

AV i fank ok 4
M1 Z4A)

ENEy MEHORE
(M2 ZZ4A)

EVEw Mg EG
(M3 ZZ1K)

AIXT =T

WafR Ty
T F = R
7u N R

0. 699 (0. 497~0. 903)
2.47 (1.60~3. 45)
3.76 (2.41~5.10)
1100 (815~1380)

4.47(2.61~6. 49)
2.53(0.313~5.92)
3.59(1.28~6. 36)
329 (153~534)

0. 536 (0. 286~0. 803)
1.81 (0.815~2.87)
4.67 (3.06~6.38)
246 (166~327)

(n=6)

(PR T7 5]

() : 9B%FHEXIH

ML A (U FRMHREE) . M2 SREELVE Y MEgHORE) KO M3 Z8E (EE > MEHER) 2
BILLABY T I=2 N BB - McN-A-343, LFE - \B . 7 Fral ) L oiEiifEf %
AIFT =2 F VU ROEREY M-2, M-4, M-9) THFH L7 (h=6),
1) ZRROEERIE MBI KL R AV B2 5, AT AR % & T AT AR ~ D FE & EH Kb

Bz W=,

QE FLRAY URZBERICHT 2HFEDBRE
SARREERBICB N T, Az e hART Y UZEEY T X A 7 Hnl 25 Hnb (Zx5F3 A H55UEA &
FLERER A X7 = v 0BTk Kifl) 13 Hm3 (1. 42 nmol/L) Hm5 (2. 63 nmol/L) \Hml (7. 55 nmol/L) .
Hm4 (8. 86 nmol/L), Hm2(22.6 nmol/L) DNEIZ/INE < Hm2 SRR~ Im3 O Aml Z &K% 5 80
PERENZ &R ENT= (in vitro) 'Y,

ErLRAY URERY TR A TITKT 28RME

Ki f& (nmol/L, E¥JE)

Hm1 Hm2

Hm3 Hm4

Hmb

AIX TS

7.55 22.6

1.42 8. 86

2.63

FHIME (n=3)

(R T7 k]

FAAHEZ R AR Y K (Hnl, Hm2, Hm3, Hmd, Hmb) & 3&ELSH7- CHO-KI Mil@aH\WwTU H o K
(P*H-N-Methylscopolamine) & OFEHA/ER 2 gt L7= (n=3),
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VI. EHHEEICEHI HIEHR
O v FERO 7 EFILa Y Ul RIFTEE
AIFT7=F U Ty MEHEEDED M3 R OMI ZABITHETT L 7 For = U e R O EHE |5
L CH#EIE R AR LT (in vitro)'® ',

A2 T7xFOUDREES Y MEROTEFILD ) DEBERICRITTEE

TEFa Y b B MU HE
1C;, fE (nmo1/L) 1C, fE (nmo1/L)
AIFT2F v 0. 747 0. 147
[l Pl i =1 5 13.7 15.2
WAE LT 24. 4 0.911
FX T F = R 76.5 1.55
WA N7 T 849 142

(B T714]
7 v MR =Y > (T a ) o RERILEAD LE T RS TS 2 L T Bt oo
TR Foa Y sk (n=4) K OV B JCAE (n=b) & 7L 2 ERL L | A REANIC L D MmEER &
ICy fiE (BO% BNl L) 2 FESE & L TS L7,

@LRHY) UZRELSNDZEIKIZ3T 5% 1A
A X T =TSRRI L, A AT ) R FRLSMTIIEREN 2N E AR SN Y,

EEZBE - F v RILICKT HNHER

BRI/ F R g ‘:If; jﬁ*’ﬁ(rﬁ)“/\/
VN RIS % SN >100
ATP BZZ MR U 7 2T 2 Kyp) >100
TV BN T H AT 2X(Py) >100
XX VR RIE T 2 A7 1K) >100
T RAHX T TP EP1 &4k (hEPD) >10, 000

(BRI 1%]

JEBERERE IR T A ZBIKICOWT, £ 24 7 =2 F VU OERAZRETA720 B, NK,, Py ZBEERKL K, 4
F oy FNIKTHAIF T 2 F DA SR 1000M THE L7-, F£7-. hEPl SRR+ 5 ke
1~10, 000nM THEF L 7=,
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VI. BHEBICEETHIRE

2) BERtICxd B4R (/n vivo)
D7 v MEBMBERIEICRIFTTHE

A IFT = F VAL, EBRIBEBLNGHE OMRIE (HE 7)) &R TS ®2 (T v MY,

5 v MEENRIRE B AR HE I 4F

A 1Dy, fE (mg/kg) (95%(EHHIX[#)
AIFT=F v 0.17 (0. 14~0. 21)
WAB LT 3.0 (1.7~4.7)
Ta vy R 15 (8.6~23)

I ¥ TF = R 3.2 (0. 42~5.5)
(n=6)
[RBR51]

HEETORET v~ k (n=6) DEEPLNICEIE S L— 1 (0. 3ml. DA AKEZEN) LBEZ M = & T, EEIIRERE
INAEET V2R U, FHREEE 0 B NE 512 K 2 HEEh B IR o JRhE (50E 77) I ER %, 1D, (30%4
HIFE) 2 s L CRat Lz,

QAN —LEES v MERBRSETILIZE T B BERE SR INGEAORET

CE NN S-S Y

s

AIFT2F V0T, Y AMNEBETH B B AN T— U & 0 FEE LA EORAD % B KERIC
HIL. ZD ID,fEIL0.055mg/kg TH-7-(F v M),

AIWNRIA—LFEFES Y MERBRIFETIVICE T SERTEDEIL
(%)
140
B puna—nissg  THMELEHERE (n=8) * ! p<0.05. %k :p<0.01 [vs BSHIE paired-H&TE]
100 - T A5 =

Wl 5V VBE #3871 F B 5%

100

80

60

40

20

arka—Jiv 0.05 0.1 0.2 (mgkg.i.g.)

(R T7 k]
REETORET v b =8) 12, ~HOBEBIRI S DL N a— L 20 TR S5 2 & CHERIK ST
(BRI & DA B OWAD) ZF ST ET NV EERL, A I X7 =2F P OFNKREICE 51
HITEH Z . 1Dy, (50% i &) Z48FE & L TR L 72,
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C EMEHECEI SHEE

3) BEBLER 1%

D5 v NERSWICRIFTHE
Z v hERAWERFHI B W T, BB BEAERIHEIER & S o — VRIER S WnslER & o4 I ¥
T =T OFER L (MW 1D,/ BEBI A RE BRI 1D, 138.8 TH Y, 7 B I H 49 10
BREL, A I 7 2T v ImWENGEIRM 2R L 2,

5 v MEENBIREBLURME I & 1R S I E] SR SR IR

- BEBOBERORGE | R W 556 1D,/ BB LR 1D,
3 Al 1D,, (mg/kg) 1D;, (mg/kg)
(n=6) (n=10) 2 1 6 8 1o
AIFT =T 0.17 1.5 |&8
Fu e R 15 14 ‘ 0.9
X T F = ERE 3.2 4.4 1.4
WEE LT 3.0 15 | 5.0

(PR T7 5]

TR PEIE 1L, HEE T ORET v - (0=6) ORISR E S — LB 2 i = & TR L BFRE3EA 0
B NG L B RO B IR O JRE (SR /1) SHIER 2. 1D, 1 & 0 3l L7z, MERRWAE, REE F o
BT MOERREER A BROBE L, I3z —0 (0. Img/kg TEREN T 5.) Rl X 5 RS W OF I LV

1D, Tkl L 7=,

QFE) RKRBEEICRIFTEE
T FOF Y AKKEE A A ZE RS RE ORI BN T A S F T =S D ML A EAEFUERIC X
V) ZERFRIERRE N PR E SN B ATREME IRV S HERI S i )

(R T7 k]

B RIE

)
200

SybERVEEY ZKGREEICH 3 28

50

FMELIRERE (n=9)

mCmn O bA—JL
Qe (34 71F 1mglkg
=@mm (354717 10mglkg

1 el 20853 B{LkSREIKFM 0.2mg/kg

WIZOWTCEHlId 5720, T v b (n=9) & 7 — /L (E#££150cm, & 45cm) DA X — i

RPBHL, 777y MA—o (B 2em, K Flem) ICBIET 2 F TORERH (B 2 5 RO HMIE L7z, =
DEEZ 1A 16~2057 8 (22, 7 H AT > 72, & HIZRBT 228470 O 2 65t L, A L E R

TR Lz, FANI34E A 1E B 0RI745

(3) fE AR IREFRE - Friuhsfa

BB L
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VI RMBEICEET SRR

VI. ZEYEhREICRd HIEH

1.

1 AR BE D #E 7S

(BB LA M PIRE

gk L

(2) BRPREABR CTHERR S =M IRE

) EERE (EYZRIEMRER)
RN B E AR E LTcA I X7 =22 U8 0. Ing (EilsE) KOS I X7 =) 0D $E 0. Img (1B
WHIESE) D7 mAA— "—EIZ LBk L (24 4) KOUKH Y (24 F) OZEREREER O GIZRBIT B[R
HMERBRICB N T, TRENEMFRICRS TH D 2 LR Sh 1Y,

i) K LIR5HER

(pg/mLJ}
00
600 1 —o— QDEE
so0 | —— MR
M 400
I
$3m-
i3 )
BE 200
100 +
0 . : : " (he)
2 4 6 B 10 12
LEi]
5| Tmax Tmax™ Cmax AUC,_,, AUC,_.., T,/
(hr) (hr) (pg/mL) (pg-hr/mL) (pg-hr/mL) (hr)
oD §E 1.4%+0.7 | 1.3 [0.5-4.0] 487+137 1830492 1990+564 3.090. 46
TE@EEE | 1.1£0.3 | 1.0 [0.5-2.0] 552+140 1810+467 1940+522 3.04+0. 41

I EEAERZE (n=24) | 3¢ @ TPORAE [/ MiE — FoKfiE]
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VI RMBEICEET SRR

i) K YER5HER

{pg/mL)

o r
600 +
500 +

I 400 t

B4

Tmax

(hr)

Tmax™

(hr)

Cmax

(pg/mL)

AUC, -,
(pg-hr/mL)

AUC, ..
(pg-hr/mL)

T1/2
(hr)

oD &g

1.0=£0.2

1.0 [0.5-1.5]

495%99. 8

1810%449

19404493

3.08%£0. 44

e

1.0%+0.2

1.0 [0.5-1.5]

541£119

1860381

2000422

3.15%£0.52

I AR ZE (n=24) | 3¢« PORAE [/ MiE — FoRfiE]

) REHESHOMEREE
TR A B S Bl A S X7 =T 0.26mg ZR%BIC1IH2E5 B G HEIX1REOR) RERS L
e, IR 5% & Bk Bl 50 O MEh L EHRITIZIERE CTh 7. F7-. EWEE T A —2 T H %
BIERBo b T, KEKGIC X DEREITRD Shieno7z o,

RERSHOMBHRZ(FREHEBROY I —a/ iR

(pg/mL)
1,600

- O =i#lfa

1,200

400

24 48 72 96

E% SRR

120 (hr)

FELRLERZE (n=5)
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VI RMBEICEET SRR

REHREIZ &L HMBPRECAOENEE/ AT A5

BEH Tmax Cmax AUC, ., AUC, ... T,
(hr) (pg/mL) (pg * hr/mL) (pg * hr/mL) (hr)

1HH 1.0 [1.0-2.0] 1240250 5580550 5970690 2.8%0.2

5 HH 2.0* [2.0-3.0] 1240220 5630660 6040770 2.7%+0.2

TYfE AR HE R 72 (n=5)  Tmax DA RAK [/ ME—FRARME], *:p<0.05 [vs 1 HH t BIE]

KFNOAR ST E - AEIZNEE ., RAIKIZIA I X7 =2F 0 & LTLREO. ImgZ 1 A 28], §i&% LY B
ICROBET D, REAR ORI AIF 7S E LTLE0. 2mg, 1HO. dmgE THETEX %, | TH D,

Q) &=
gk L

W RE - HREOBE

=

NEEOZE

TR 12 A I Z 7 =) 2 0. Img & ZEREIRFIZ BLRIRR O #5: U 72 e, 4R iR B 1R 5-4% 1. 5 IRef]
THREICE L, ZOMREIX 471pg/mL T, MM 2. 9 B TH o 72,

Fio, BHICHERORE LcRpX, EPRE IR 5% 1.3 R CR&ICEL, ZDOREIL 611pg/nL T,
VAR 1T 2.9 BT 0 . ZERERFR AICHE L Cmax 1 1.3 %, AUC,_ 1T L.2f5CTH 72 ¥,

BEROKZRSHOREOERICLDMBPRE LFRERBRT

(pg/mL) %%@jﬁg/ (SAX-%5
700

=Cmm PRERHRS (n=12)
=mOmm £#1%5 (n=12)

0 4 8 12 16 20 24 (hr)
e fél FEEARE
Tmax Cmax AUC AUC T
5_7\ 0—12 0—co 1/2
Bel3ad (hr) (pg/mL) (pg * hr/mL) (pg * hr/mL) (hr)
72 1.5 [1.0-2.0] 471+107 2230540 2400610 2.940.2
' % 1.3 [1.0-3.0] 611113 2690470 2910530 2.9+0.2

P AR AR 22 (0=12) . Tmax DA HPIAE [/ Ml — KAk ]
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VI RMBEICEET SRR

D BHAEDEE
DOHtAICKDCTFXF o OMPEE~ADHEE
TR AT 12 Gl RE LT, A3 X4 72T 20 0lng 2 1 B 2EEY TR0 (AfFHE 0. 25mg,
MEFFFHE 0. 125mg) 1 A 1 [01% 8 AMIPFAIRG LickEL | ¥ 3% o v B 5RO M 4 Hh 38 Eh iR I D C
et Lz,
FORER, AIFX T F BT IAXR VU ORYEIRICEEE RIS RN EZZ LN,

A 7T UHAROIX D VDEYHE/NT A4

" # Tmax Cmax AUC, ., T,

(hr) (ng/mL) (ng * hr/mL) (hr)
=g 1.0 [0.50-1.5] 0.971%0.232 7.98%+1.16 15%3
AIRT=2F o +oaHRT 1.0 [0.50-2.0] 0.850£0. 196 7.91%0.90 14=%3

FHIE AR 72 (n=12) . Tmax OO Z 1 JUfE [/ ME — oK fE]

@A bZaFV—ILEDBRIZKBAFDMPEE~DTZE

TERERR A BYE 10 Blicx LCTA 247 2200, Img 2 Z2JERFICHIEREO&E L=, 6 AMOKRIER, 1k
ZaF > —)200mg & 1 B 18] 7 ARIEIREZICRO®S L.8 B HOBLEEENI A F T 25 —/L 200mg
ERAKEG L, | B IFT7=2F 20 0.lng 2RAKE Lz, £0%, 9 BRIZA T2y —n
200mg & I EEZITR AL Lz,

TORER, A IFX T =V BMBERICIASR, A T3 —APEREOA I F T o v RAE
LR D Cmax K OVAUC, ., 1EZFNZIH 1.3 R OHI 1.8 {5l LR L= 17,

(Vi 7. @QOFRERE L ZOIHE] OESR)

(pg/mL) ANSOFV—IVHBIRSROA=S TV MBRRE LN EEHR
700
wmOmm (35715 Bk
o 600 O (34715 NSO — IR
§° 500
7
1 i
7 400
7
e
ﬁ])l 300
3
_f 200
=
E
e (n=10)
0 | | — |
16 20 24(hr)
i f&
A +SaAFIV-IHRBOA S ATz Vv MERREILRBERS
Tmax Cmax AUC T,
SR | 000 1/2
& Al (hr) (pg/mL) (pg * hr/mL) (hr)
AIXT=2F v 1.3 [1.0-2.0] 4444117 1860540 2.6£0.6
AIF T2+ A N Tary—u 1.5 [1.0-3.0] 579+105 3260700 4.1%£0.8

FIIE AR AR 72 (0=10) . Tmax DHHIAE [/ Ml — B KA#]
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VI RMBEICEET SRR

2. EMEER/NSA—F

(1) FERT 753K
Jrmsi— N A MBTIERIC & BB T A — 5 &R,

(2) WA E BE E 38
PR L

Q) HEXEETEH
EERABME 12 fllcA I X7ty 0.1mg ZRBICHEHEBIRO®RG Lca OMEKREE EE Kel) 1T
0.240hr ' ThH -7 9,

D)7V R
EEERE A BME 12 BlicA S 47 =2 F 32 0.1lng 2 BFBICHERAOKRES LZEEoRkas V77 % (CL/F) i
35.5L/hr Th o7 9,

B) nFRE
REERABME 12 flicA IFT7F vy 0.lmg ZRBICHEBIROKELE LEGA O S ERE V/F) X
147L ThH o729,

(6) Z Dt
gk L

3. BEH(REaL—a V)@

() g A&

] PRI 25 T AR -5 201 45 550 K OR ] PR 25 TIAR 8 8 1 4% 55 BR 0B T B e FR 3 (20~85 %) 852 151 (IR JEE 0D JIFR AE
PEERAE 101 5, #REEORFEREFEE BT 116 #], PHEEOBHMEREERE 14 Fla5T) &, @EEMA (20~T75
%) 90 BIDF 3, 168 Wi oD M i R B 2 fRAT>6 42 & L C. RHEMZEWEIEE (PPK) fifHT 24T - 72, NONMEM*IZ X %
PPK FEATICIZ, WD T 72 A 5D D 1 IRRIRAEED 2-a3 = h Ay MET A Z AW (KE, Flin, HHE,
I IE, MR FFRSREFEAE (AST (GOT) | ALT(GPT), y —GTP, 7L h Uik A7 7 Z —¥ (A1-P) | FLERMi/KFREE,
MEUALEY), BEEEEE Y L7 F=0, MPRFEEFR), MPTAT7TIVEEA IFX 72T ORH
7 U7 A (CL/F) & OBMREFHE Lz ),

*NONMEM (Nonlinear Mixed Effect Model) XAV 7 4 /=7 RFEH 7T A adthe NONMEM Project23Bi%E L7z
gttty 7 hThH B,

QNS A -2 EBHER

FER <5 A — 4 S L, AT T
257 Y7 5 A (L/hr) 23.1 (21.2~25.0) 32. 4%
b 28—k A 2 N OSAREAE (L) 109 (102~116) 23.3%
A=A MEO2Z YT F A (L/hr) 3.50 (2.95~4. 05) —
R T 28— h A2 D OSAREAE (L) 44.3 (33.8~54.8) —
W IS 528 FE TE H (1/hr) 3.07 (2.55~3.59) 136. 7%
WD Z 7" 52 A A (hr) 0.436 (0. 422~0. 450) —
BN ZEE) 37.3% -

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

OMERDFLE - I EVME T Lz, BTEEERLERE BT DAHE D 95%.5 (77 175%) & 5% . (37 &%) @ CL/F
T D &L 95%MUZEIT D CL/F I 5% EDZN LY MBIEREE R L. IMBOFEBIT/ NS ot

b=

QORFHEEEZDEE : Al-P O EFICHVE T Lic, BIEEIFEMEE O 72 Al-P fE (220 TU/L) & 95% 4
(355IU/L) @ CL/F % T2 &, 95%mICBIT 5 CL/F IIEEEOZN LY 4%/ME R LIz, 434
7 = VIR ORI CH D720 IFEREREEIZ &L 0 CL/F 2MEF L7228, 8 o I ReRE & o b
WTIE. Al POERNA I X7 2F 20D CL/FICEZDEEBINEhoT,

b=

QFDMDEEEMFE - PERI. IR, WERE, B L @FEADR], KE, AST(GOT), ALT(GPT), &t
Ve y-GTP, FLEEMKFERESRE, 7L 7 I, ME7 VT F=0, MPRFERIL, A IF 7TV
VDOIRMBNRE RN T A — H I\ IH B IR R RES 2o T,

BL k. PPK f#fT X0 KAl O 7 V7 70 A (CL/F) X, Flin, HEENT A -2 LB 2 THZ N
TMoT=, WD 20%LNTH Y, Zhb0REBREOEEIT/ NSV EEZEZ LN,

723, EWNENENEE R SRR 2 5 0BRRBRO 0. 2ng/ H X0, 4ng/ B G126\ T, HEEEELL E DT
W AR e OVERLBEE D B 5 FR T C O IR BRI e o 72

(TVIl. 6. (2)&HEREREERE ] KO VL 6. (3)FHREREERE ) DA

Nid

)

4. RN

NINAATRALSEY T4 GAEAT—4)
SNENEFERA BN 14 Fllc, 7024 —R_R—{ECL 0 A I X725 0. Ing Z 2RI B ERE O &5 K&
TR0.028mg D 15 53 [ ERIRINERRE IR 5- L 7=, #ESTBI A AT _A TV T ¢ (B.A )L 57.8%Th-o7- 1,

BERZORESRUHIRNZRSROMBRREADOEYEE/NS A —4

N . Tmax Cmax AUC)_., Ty, B. A.

BEHE &SR (hr) (g/ml) | (pg - hr/nl) (hr) (%)
B o850, Img) 1.0 416+103 2060+570 3.0%0.3 57.8+6.3

FRN 5 (0. 028mg) 0.25 476169 9934200 3.24+0.4 —

SV AEYERZE (n=14) . Tmax O A F1 95

2) IRURERGL, IRUNE (SAEANT—42)
HME AMERERE A BAE6H1IC, [MC]A I X7 =F 0. 26mg & ZE IR BBk O 4 5 U 7= e, 3 PR (iR
Pett S 9, AFNTIALE 9 SIRIFL00% RN END L EZ SN,
(%]
B, +28E. 5. FIBEMELET v O EENL—TPNIC[MC]IA I 47 = F 0. bmg/kg % Hi[HI#
H LU, #528% % CORINEREZHE Lz, BICBT 2WILRIES. 8% &0 7L, + " fals. 2285, [EIGIC
B BWILERILT9. 2~95.5% & BIF T, A ¥ 7 =253 ORI/ IMGEEETH 0 . denIcil Sh
LZEBREGMMNE RS,

WO R AR L — TSI G U T O R RT3 2 e B 2 R 4 (2L — 7RISR A L T U RE R D bL R (5%
FHE%) kD, Tk 100%2HELFIWTHEHB LT,
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VI RMBEICEET SRR

3) BRRFEER
t M TOBREEE L
(%]
Z v bk
BRI =2 — L EFFALEMETOT v MM/ 247 =F 3 0.5mg/kg ZHEROBKS L, 5
LITZBHERIDT v O+ BB G L, B, IREOCEFR~OBHEORT 2T Lz, &5 48
B £ Cle BRYF, REOEFICENRTNEEED 30.0, 11.1 KT 62. 4% 03 HHtshizZ ik,
REH-HEE S 7 RO 41, 1% S TEALE 2 S WL S, AFIOIGIFRER 3R Sz 2,

HOFEKENSORIR (A 2472520 0D & (OFENERESR) OEERINGER)
TEERR N 8 BT A I X7 =F 3 0D 0. Img ZME FTETICHENIC THESE, 1 oHIY S 2%,
HIPEN TR M 2 R & J B L, HEEREIE) s & O W A 3 L 72,
ABENENRFOA I X7 2 U REZRE LEH L RE RO O FE? D ORI 102.0£5.5%
(95%1ZHEHIX A 97.5~106.5%) 72o7c, —H ., MUEHA I X7 =) U REMIED AUC, , DIFHIEIL 26. 8
+37.5 pg - hr/mL (EYFRYESFHERERT 0. Ing 2R AL L7ZRED AUC, , L R L T 2%LLT) Th-o
Too TILODFERMNG | RE(KRD DERSIED & ORIIIENTH D | BT S 7% OME RN S 1
BRI ENRE IC A B 2 I W TH B LHEH S W,
(VIL 1. O 1) BRFEOKE] OEHEMR)

AHNOERENTZHIE - AEXNET ., BAICIEA I X7 2720 LTLEO. IngZ 1 H2E, #I8#% kY E%
W A#EET S, SIBEARTORGEAIT. A 37 2 8 LTLHEO. 2mg, 1HO. 4mgE THEETE 5, | TH D,

5. 9%

(1) I % - Ax BE P9 @ @ 4
b hCORREER L
(%]
[(“CIA I ¥ 7 S0 5mg/kg R T CTHETZ » MIHERRO#KLSE L, 5 2, 24 REEZIC AT & OVKAE
RN BEIRE 2 WE T 2 & B 2 BRI O BGRLER PN A RETR B2 12 S TP SO REIREE 0D 0. 11 {5 ¢, 524
IREEI P2 LI B BRI TS R L7 2,

(2) M i%-RaAERA P @id 1t

b R TOBRYEE e L

(%]

(MC]A I X730 5mg/kg ¥R T TR IS HHDO T v MIHBEIROES L, 5 1, 24 KON 48 FEH
PAHARRNIRE ZJE T 5 & 5 1 FRERH O B CIIFiE & OVB IS O BUR R SRR B ATz, IR, 5,
T BN TR MR S AEIRE D 1. 3~2. 3 ffF. BRI MAE R B & R O BURBEIR B 03580 b iz,
FEAHARR O B REIR B (AR EEIIR T L, 5 48 FEREI CIIi 5 1 BEMM% O BIBEIRE © 5%LL Fd 5 W i
MHBRARE CH o7, 5 1 B ORI 1 VEH 7Y OSRED A RITER S ED 0.03% T, &5 24 K1V 48
R Tl 0. 01% AT CTH o7, LIRIELCITIE R ORI REIR B (38 U, Ie VAR O O REIR EE 1,
FEARMAE PR & [RIER T NEL T ORREE 278 L TR 0 CHIRENICEET AEHANITR Sanoiz 2,
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VI RMBEICEET SRR

Q) EA~DFITH
b N TORYERR L
(%]
Z5i 10 A OILT T v MZ[MCIA 2 #F 7 =3 0. 5mg/kg Z IEMAE T CHEROESG42 & It it
BEVR D |3 5 | FRMIR IR I B Ao L7275 108 L. 48 BRI I TR IR EE D 2. 3% F L7, 72, Mmif
SO BT 2 1 - 0. 5 BRERITR S i i B A o L 72 BRI L L 48 RERE A2 IS I3 miREE D 1. 9% IR F L=, %L
TP B R 13 e b 2 WA 0 D 24 BER 4 F TSR U REIRFE D 1. 88~3. 37 {5 THERS L. Cmax KN
AUC,_ . DFLI/IMIFE I Z 240 1. 26 TN 2. 03 Tho 72 2,
( VI 6. (6)FFIm) OHEBM)

REAP Sy FEEROKRSFHOMBER VT HPOEYBE/ S A —4

Tmax Cmax AUC, .., T,
(hr) (ng eq./mL) (ng eq. *hr/mL) (hr)
i3 0.5+0.0 56+ 19 351+60 13+3
At 1.0£0.0 71+£28 705+89 9.84+1.3
FLit i — 1.26+0.09 2.030. 28 —
SEE £ REVER 22 (n=4)
4) BER~DFITHE
HMUER R L
(B) Z DD~ DT
b N TORYER L
[235]
DHABNERE

HeZ v MZ[MCIA R X7 =) 0.5mg/kg MR T CHERR OG- L, 45 2, 24 KO 168 FEfZISHERE
W REIREE 2 E T 5 & . 2REFMMNIC B WO TR RER L 38 5 2 REFI 2 ISR B 2 8 LTz, BFIR. B0,
EMED B RE R B 13 < . MUIET PO BEILEE D 52, 8.3 RUNA. 5[5 CThoT-, — 7. MK, ME. ‘B, IREKK
O FIEARTIRME T IRED 0.11~0.26 5 Thote, 45 168 FEMZICIT, FFlg. i, &, BRI 6E
MR BN, TNENOMBICI T D RARED 1.2~21% Th o7 2,

J v FEBROKRSROEBBASRE

@ HEHEMES B (ng eq. /g XIE mL) @ @ JEEHEVEE & (ng eq. /g X% ml)
2 R | 24 ReR#% | 168 et 2 WEfEIfE | 24 WefTE | 168 REfITE
ik 29.10 3.32 0. 00 NG+ NEY 13131. 84 112. 87 1.15
I E 34.31 3.81 0.00 KiG+HNEY 1293. 07 487. 56 2. 49
fird 3.65 0. 00 0. 00 B 8.48 1.11 0. 00
it i 15. 77 1.04 0. 00 AR ER 6.8l 1.50 0. 00
N 20. 84 1.91 0.58 =S 28. 89 4.12 0.49
Bt 36. 03 13.75 6. 89 Tk 7. 14 0. 00 0. 00
JT ik 1674. 23 108. 44 20. 05 ST R 28. 98 1. 70 0. 64
A 53. 47 2. 44 0. 49 ElN 25. 34 0. 00 0. 00
ik 21. 40 3.95 2.16 E Mg 19.79 3.69 1.19
W i 270. 68 17.37 5.23 IIPANE 18.10 1.34 0. 00
KB 7.54 1.46 0.52 RN 27.08 3.97 0.83
TSN 16. 62 2.67 0.81 e 21.05 12.65 5.78
kg 19. 31 3.01 0. 74 AL 34. 54 0. 00 0.00
i 14. 20 1.16 0.08 i ke 141. 24 21.65 0.91
RERS3 11. 26 0.97 0.08 el 14.78 2. 66 0.37
d 20. 82 6. 24 2.74 [FIRvA 31.03 3.50 0. 00
H+ AW 4249. 40 238.78 1.11
(n=3)
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VI RMBEICEET SRR

2) EER AR~ DB 1T
AIX T ) 0.5mg/kg HAAR N TT v MIHBEREOEE Uk, BEGHEPIREIE 1 RER% IR K E
(10.9ng/g) Zor L., 1.8 RO TG R L 0 bBHRICIEAR Lz, BERICRIT D Cnax K OY AUC, ..
. FRENMIEF O 10. 7 O 25 A fEEWEEZ /R Lz, 2B OMERICEY . AFIDEMECH 2B
IR LD b RIS, R L T T D 2 E SR S 2,

SyNBRHEERUMERRERR CRELF)

(ng/mL or ng/g)
100

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

e B IR
T T

‘D
0.1
0.01 1 1 | 1
0 2 4 6 8 (hr)
B FIYEHEERE (n=5)
v MERZEOKRSHOMER VERBEICS T 5FEMEIRR/ S A —42
T Cmax AUC_, o T
(E‘j;‘ (3% : ng/mL (fij% : ng * hr/mL s
BERYE : ng/g) JERE : ng « hr/g)
1.3 0. 17 1.02 1.18 0. 86
Jii I 1.0 10.9 30.0 1.8
JEEIE, i - 10. 7 25.4 -
(n=5)
(6) MIBELFHFEEE

b MEEEMAE A VN2 in vitro (2B D AR O MG E ARG BRAMEETE) 1T, 0. 25mg MIEREG-RFO EH# IR
FED Cmax [ZUT\WVREETH S Ing/mL Tl 88.8%. 10ng/mL TIiX87. 1% CTH Y, EFEAEAILE MIET LT 2
YHSA) KD o —EHEREER A Th o 72,

Fio, MCIAIF T2 F U ZBIRMLEET v b, A XK MEO MSEHHEREIL, AR CIRIZRAEIC
FEUREND Z Emb, BEAE ORARKITIFT NG & HEH Sz 2,
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VI RMBEICEET SRR

6. R

(1) B BRI B ML IR R
SE R A B ME 6 Bl [MC]A R X7 =F 2 0. 25mg % ZEfE R B[RS D Be 5 U 7=, I8 P 8 R
A TFNA IZY = VIERBIL SN M2, FT2M2 DATF VA I Z Y — VPR Z 51T 72 M4 R OSRE
{BRDON-7 V7 a VAR TH D M9 Thotz, -, RPOEZERBFHIIM-2, M-9, M-11A X TM-11B,
O FERBMITM-2, M-10, M-11A ZLOM-11B TH - 7= 29,
( V. 7. FREAEH] OHESH)
A LT = v ORFNIRER B CIThd, kO X 5 a3, SR HEE Sz,

Cco0™

Q b
NS OH or
e

NH:

M-9

?

H H:C H:C 0
O b, [O "] O
0
N N\) > N/
NH: O NHz NHz
M-2 18 T71F M-1

HaC
HzN
O e [Q
NH NV
8 0
(s (s

Mod 134T -B5A34J0A
(FRfE &)

v \ v
O NHO\H?:O Q O):> Q CHs
, 0
O J NH

(s

M-11 (AXI3B)

HiC
-
N \2""‘OH
NH NHz NH: O

M-5 M-3 M-10
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VI RMBEICEET SRR

QRBICEAEITIEER(CYPE DHLFE. HE5E
A IF T 2T OBRAERIREH -2 ZOM-4 ~ORH) 1 CYP 3 7D 5 H32 & LT CYP3A4 23 fa B3 (M-9
~ORHN) (ZIE T V7 v U EEEBEESE UGT) 7 RO 5 5 UCTIA ARG-3 5 Z L B HfEE s/ 2,
(VI 7. MHAEAEH) OHEZBH)
(%]
FFHE AR R T 2
A X T =2 F VU ROZEOTEREW M2, M4 KLTUIM-9 1%, & b CYP 4y F7%& (CYP1A2, CYP2C9, CYP2C19, CYP2D6,
CYP2E1 BTN CYP3A4) DWFAULZK LT, FEFEANRD b 2 RETARARICI T2 MFEHRE XY
10,000 {5 LA E@< . ARSI EEE 52 5 A REITR b EEZ Lz 2,

Q) FEEBNRDARRVEDEEG
SHENBERRRABYE 14 BIICA L 57 =22 0. Img & ZEREINFIC HEIRIHRE 1 B2 5- L 72 BE Ot S A 47 =4 T &
VT 412 57.8% T V) . AFILHE OG5 ICK) 40% B FFIRCHIRIEBA R % T 5 L &2 bk 2,

G RBYOFHEOEERVERL., HFELE
E MIBIT A FEMERREHY CTH D N2, M4 LOM-9 OH =2 U AERIC W T, w3 X84 . e
v ME, fHEALE Y MEIGEZ AW TR LR R, M2, M-4 ZONM-9 1Ziddta U UAERIZR O S an

57219,

7. B

1) Bt B AL B VMR R
PR R O

2) Bt (SAEAT—42)
HMEASERERE A B 6 iz, [MClA ¥ 7 =F 0 0. 25mg & ZENEHRC BER O3 5 LT-FF, & E&ED 95%
ﬁ&%%u&ﬁ%ifﬁﬁ&oﬁ$_%ﬁéht%ww5mhﬁ¢mA%%izmw@F$%ﬁ¢im%
Kl Th V. FEP~OREAEOPEIITIRD Hivieinotz 2,

s [CIASHTIF Y SEROR S ORRURTOREEE

100 T =
O
mOmm R
50 ek |
=Cmm 55
§ —
& 60
m
5t
-
# o 40
=
20
0 1 1
168 192 (hr)
B & T EHARHERE (n=6)

ﬁﬂ@%aéﬂt%& JARIIEE, RACIEA 247 =2F 208 LTLRO. IngZ 1 H 2[E], #lA8% KLY A%
W ARET S, RIBEARTSREAIT. A IF 7 =)L LTLHEO. 2mg, 1HO. 4ngE THETE 5, | TH D,
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VI RMBEICEET SRR

8. FZUARR—E—IZEAT 515
FOMERHR L

9. BNFICLDBREE
AR L

10. RENDERZEZARIHEE

SEE

{22 FEm i 6 B OV 65 Ll EOmEmE 9 FlicA S 47 =) 20 0. Img &2 ZEERHCHEIR O %5 LR, &
i Tl Cmax DIEEER B MR T L2 fFE0 o723, AUC . ITIZIERERTH - 72,

( TVIl. 6. (8)mknd] OIHSH)

O=E
65~75 ik DB E 9 51 (B 6 B, ZME3 BN IS A 2 47 =F 3 0. Img % ZERERFIC B [EIRE O # 5- L 72 I,
AP 3 55 1. 0 BERE ClRmICE L, T OREEIT 445pg/mL T, SN 3. 1 BEE T - 7=,

Tmax Cmax AUC, ... T,
(hr) (pg/mL) (pg * hr/mL) (hr)
ElnE 1.0 [1.0-2.0] 4454136 21401480 3.1%£0.4

FIEE AR R (0=9) . Tmax O FHFRAL [/ IME — B K fE]

Q@F=hrE
FEEEERERA B 6 FlicA S X7 220, Ing 2 Z2JERHC R O3S U7, Mgy 5%
L5 B ClRmICE L, £ OBEEIT 382peg/mL T, THIHMIT 2. 6 Kl TdH - 72 7,

Tmax Cmax AUC, ... T,
(hr) (pg/mL) (pg * hr/mL) (hr)
FEE s 1.5[1.0-2. 0] 3821106 20101050 2.6+0.7

PEIE AR AR E (n=6) . Tmax D F T RAE [he/ M — e KAE]

AR OAGRB STk - MEIT AR, RACIEA I 47 =F 20 & LTIEO. IngZ LA 20, @8k k0 &%
CREAEET D0 IRATDRBEIT A IF 7 =F 2 & LT, 2mg, 1HO. 4ngE THIRTE 2, I TH D,

1. Z0ih

ALY
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VI ££4 (ERALDITESF)ICEYTHIER

VI Z&4 (EALDIES) ICEI HIER

1. ZBERBEZFDER

BRIE I LTV

2. ERABLTDER

225 (ROBEICFESLENI L)
2.1 JREAZ A+ 584
[?L:l U RIS &0 PEREFOBEENGRE S S 4u, SERE LT 28 Eh3 5. ] [11. 1.2 ZH]

[fifEas ]

AFNER TP ) oRBLBEOREEEELE L TRE LT,

JREAZH T 2 BEFEERBRORIG N ORI L7202 S OBFEITHT D LT LTV,
AFNOEERAER CRREE, FYE - AEBNARER) 280 T, BERAE LTRM 140, 1%) . HEREEE 16 1
(1.0%) . FEIR () 811 (0.5%) . FRIRE GEA) 19 7F (1. 2%) BHE =N TN D,

(Ivi. 8. ) Z=DfoEIER ] DIEER)

REAZ AT 2EBETIX, ARloFi= ) AERIC X0 BECEE T BERAR) OUGEDHH S v, BRI ERT 2B
ENRHDLDOTHEE LW &,

(T 8. (1) ERZRREIWEM & WIRER) DEBHR)

2.2 WM, +HBXUIIBESE L TV D BRERORREMLEA LT A0 6 5 EE
[Hi= U AR K0 BIGO -8 DU & OSEE 258 S h, ERDE(LT 2 2nnidb 5, ] [11. 1.4 2]

[ ]

AR ER UL ) CHFLEOEEEEE L TRE L,

EAFA, + A8 XTI E S PAZE L T 2 BB ITIRRRBR O MR LR Lc o), b 0BEICHTHEE
PEITIAESL LT ey,

AAIDOBEFERBRICB N T, BITEMA & UM 157 £5(9.8%) . IEEIIZN 10 £ (0. 6%) EANHE STV 5D,
(TVIl. 8. (2)ZDHOREIER) DOHEBHR)

HAFT, T4 X E S AZE L TV D BECHREMEA L Y A0 H 5B T, ARAIOH=2 ) AERICEVE
BB O SV T OULAE S OSEBY S IIH] S A, IERPEAL T2 BENRH 20O TRE LW &,

(TVIl. 8. (1) ERARIEM L WIMIRER) OHEESR)

2.3 WLEES) - BORPKT LTV o8
[Ft = U AERNS &0 B G O OGS S OSEZ 2551 S v, SERAE LS 28T H 5, ]

(AR ]

AR EFMUIT=a Y CHEBOREEFEHSE L TRE LT,

THLEES) - BEDMET LW 2 BEF TGO MR LA LizToh, Zh b OBE T 5 2 a3

SELTUVVRLY,

AHIOERRBRIZIB N T, BIMEA & L THERE 157 (9. 8%) . MEHRBIANN 10 £ (0. 6%) HAHE S TN D
(TVIl. 8. (2) Z DMOEIER | DEZM)

LB ES) - BOEDMET LTV 2 E TR, AAIOHL= U ARRIC K0 B 15O 55 O NG M OSES) 25 80l &

o JERPEE T 28 ZNMNH LD THRE LN &,
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2.4 PAZERE S kIR O BH
iz U A K W IRER ERH U ERPE T 2820255, 1 [11.1.1 ZH]

[z ]

AHFNERUHia ) cAFBEOFEZEFEE LTHRELL,

FEPNPE O BE LR O R LRI LIz 7o, 2D OBE IR 2 ZaMIIMT L TR0,

AR OERBEEO RN T, BWER & L CEEZRAMERNEE (PAZEM AR 23 1 14 (0. 06%) 5 &
T3,

(TVIl. 8. (2)ZDOHMOEIER) OB

FAZERRA RN O BE TIE, AAOH 2 ) AERICK VIRERS EF L, ERBSEBET28ZN03H 50 TS
L7gwnz &,

(TVIl. 8. (1) ERZEIER L WIMIRER) OHEEHR)

2.5 FIEMIEIED BE
(Fizm U AR ERPET 28200 H D, ]

[fas]

AFNEFCHI2Y oAMBEOREESEHELE LTRE LT,

TEIE I E D BEF TR R OSSN LRI L2720, 2 b DOBRFITKT 2RI L TR0,
HIEMEJEOBE TIX, AFNOP = AEBIC L VIERDEALTI2B8ZNNH O THRE LW &,

2.6 BELLEROBRE
[(WIAMES O DBERBEE ARG SN TBY, ERAELT 280N H 5, 1 [11.1.6 ]

[fia ]

AFEFRCHa Y oAFBEOFEEFEE LTCHE LT,

AR OEERABRICB O CEE R WEBOBEIERRBROR G LRI Lz, 2 b 0BFEICKT %4
PEIIMEST LT 70y,

AAIOERBRRIC BN T, BIEA L L COLIRIZEET 2 BRER X VL ER O R RIE, Mfw 2 240.1%) (1
PRITEEH  BOLFEDREY) . T 8 14:(0.5%) . AEEMR 1 14 (0. 1%) . IRMHEAREENR 1 4 (0. 1%) . AR 1
P£0. 1%)  DEEMHASIGHE 6 11 (0. 4%) . =R PEHASMIE 1 11 (0.1%), 7 1 v 27 1440.1%) ., LEmE
L0, 1%) . B AP 148 (0. 1%) BiE STV 5,

(TVIl. 8. (2)ZDOFEIWER) OHEE)

BERDVRBOBE T, AFlOF 2 SAERICE VERNELTI2BZNNDHDLOTHRE LN L,
(TVIl. 8. (1) ERARIWEMR & WIMIRER) OHESI)

2.7 AFNDESTZR LISBUE OBEERE D & % B4

(i)

— R EETHE LG L,

AR DEAT KT L CORBUE DBEREED & 5 BE AR 2 G L2546, BBUE 2 & Z T /REMENH 5 0T,
BE LW &,

EERITHRICEET 5 EE L TDEA
(V. 2. BRI BT B EE) 2 BET S 2 L,

BAERVHAEZEICEET 5EEEZTDER
(V. 4. HEEKCHEICEET2EERE] 228752 &,
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5. EELREAMNITELZDER

8. EELGELRMIE
8.1 IRAWEIFEE CEM. F. RORFEE), DEV, IRXPHLDOND ZLBHLDT, AHlKETOBE

(ZiE, BEVEOERS, GRZ M IR OBRIFICER SED 2 &,

(it ]
AFIEFECH =) CAEBOTEEFEE UTRE LT,
AFNOEFARRBRIC N T, BIEA & U THEB 18 11 (1. 1%) . F i 20 £ (1. 2%) . IRO TR 9 (0. 6%) . %
VN 1T PR (0. 7%) o BER (BREAD 18 1 (1. 1%) Vi STV 2 DT, AR G- O BF AR & 1 5 HbkigiE
IR SERWVWEIEET D2 L,

(TVIL. 8. (2) ZDfMOEIER) OEB)

| 8.2 AFHHIC L0 PHRIBOONARVEACIE, BAL BT, HORIHEEET D L,

(i)
AFFEE L RDFED HNRVERITIT, AFOEEHFRTIRWAEELEZ N DT, BEIIET
THEMEODRZZT, BARLERET, BWURIGREEETDHZ L,

6. REDEREHILEEICHIT IR

() EHHE - MEEFOHLEE

I BENEREHTIERBICEHT IEE

9.1 &HHE - MERZEOHLEE

9.1.1 AIRLARIEKIESZ D TERRRFIEKREBEEHT 5EF
AHNEEANC R EREZ £ L, LIS U T, BfMRREEZ T2 2 &, BERITFEREOBIMIZER L,
Tty reReREisR AT 2k, [11.1.2 BR]

(it ]

AFIEFECH =) CHEBOEEFEE UTRHRE L,

ATNZIRAERAESF O TSR B PAZER B2 A9 2 H TIE, AAIOHL= Y AERIC K0 BT HEIR ) O I
i Ed, R PERNEEEOPFHEERH B oz . BAET WS H D, Z D K5 B IR %
Fe g DBECIE, BHANCRREZHE L, BIRA 0 CUIERR LR E 72 570V RIRED) 2 HRT5 2

ko
FERENE L PRNEEN 5 2 B A ICIIARR G OFMICONT HEBT 5 Z &, HEIDE U TEMA R BRA
LHEETDHI &,

BT, AARER BERIRENEML T RWAER L, +0I0REE 852 L,

728 AN O BRI W T RIEM & UTHRM 1. 1%)  PERINEE 16 71 (1. 0%) 78R (%) 8 1 (0. 5%)
FhRE (8 1944 (1. 2%) BHESh T3,

(v, 8. () EXRZARIWEM & IHER) KO TVIL 8. (2) £ DMOFEIWER ] DOEZMH)

<BE>
TEBIRILEAZE, PERMIUHREE OB WIIEMARESLE TH I, BREND HREOIRIEICR D 2 L3RR
BRI SN TV, BIREICEL X, WMONRIETURAEZET LI v b TRA V MIFLE LRV,
50ml LA k& &> THEOEREDH Y LHWTT52 b —20ERPFMI L T3,

PR ERITEE « RRNE A I e 15

9.1.2 BIRE#DH D EH
A AERICE Y ERPE T S8 ThaH 5, [11. 1.2 Z2H]]

[ ]

AENERUH Y SABEOTEEFHE L TRE LT,

AFIOEFERRBRICIBN T, BWER & UCTRE 100, 1%) . HEREEE 16 7:(1.0%) . 7RR () 8 1:(0.5%).
FERRE (BN 19 1. 2%) @G Sh TV 5,

(T, 8. () Z=DfoOEIER I DIESR)
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PEIRIREED & 5 & TiE, AFOHL= Y AERNT X0 BB BER ) ORUE S S dv, EREE T 2
BENRHLOTHEICKETHZ &,
k. RMZEHT 2EETIAANORE IR TH D,

(. 8. (1) ERZREIVEA & WIPHEIR | DITHZ)

9.1.3 FERO 52 BE
i ) RIS 0 ERDET S BENN DS,

[fifEas ]
AR EFUPT= Y CAEOEEEHEE L THRE L,
AR OEERABRICIB N T, BERE L COIRIZET 5 B RAER K OV ER O BEFT %, M\ 2 4 0.1%)
(LT EEH - FOCAEDRRY) . B 8 #4:(0.5%) . AIEAR 1 {4 (0. 1%) . IMPEAREENR 144 (0. 1%) . IMHAIR
110, 1%) . LEEMEEISMHE 6 14 (0. 4%) . s MEISMIGHE 1 £ (0. 1%) . £ 7 v > 27 1#:0.1%). LM
B 1 0. 1%) . JERAPRIE 114 (0. 1%) G ST D

(TVIl. 8. (2) ZDHMORIWEM] DOEEHR)
FEENRD B % BETIX, AFOFL = ) AAERIC K VERPEAT 28ENRHLOTEEICER ST L,
B, BERUDEBROEBEIZIIAFORGIIZZTH D,

(TVI. 8. (1) ERZRIWEM L WIHER) DESM)

9.1.4 BIERIFRBAKREREREDNHLESE
i ) AERICE Y ERDET DB H D,

[ ]

AHIERUPIa ) AEBOEEFELE LTHRELE,

FHVE XSRS RERE O H 5 BF Tk, AFlopi= ) AERIC XV ERNELT I BELNHHOT, HE
G228,

B, WTHEIEEEOREIR & BRI R T & eV GREE SRR RE R B R AR OB TR L 13 B,

9. 1.5 \—F Y VERR RO EREDH S EE
JEARDEAL & 2 WITRFHRIER B H S b D B XN H D,

(it

AFNEFCPL2 Y oAMBBOTEEEEE L TRE L,

P— % 2 SRR IR MR O 8 5 BE TIX, S—F 2 Y VIER O, R RER SR BT 2 B2
NHHOT, HEICERETDHZ L,

9. 1.6 EBUERBRDES
hEEE RN S Db BENLRH D,

(s ]

AR ER UL VABEEOEEFHELE L THRE LT,

AANOBERRBE B O TEBEERBR O H 2 BEITIHEARBRS 20, 2D OREICHT 5% 2w
SELTUVRLY,

BEERBROBE CHPHFEERERZEZIRBEANH 20T, HEICRS T L,

9.1.7 BIRRRHEBE J"@*%‘
= ) AR C BRSO AR B IR B LT D B XN H D,

(A ]

ARENEECH ) SALEOFEFEE L THRE L,

FOR AR BE TUHEIE O BB CITERMUEEOEMNZ L v | HR, (KIR ER. BITEO QB REERRER N H &
bon, AFOF 2 ) AERICL Y 2RO OERPEALTI2B8FNNH L0 T, EEREICESTDHI L,
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2) BHREEEERE

9.2 BHEEERA
.21 EENBREENDHIESH
BRI BIE T 28 F NN H D, (7.3, 16.8. 15[

9.2.2 BEXBHEENEREENHLEE
BRSBTS B2 D D,

NS

BEEDO D D EE TIEROCEIE N BIE T 2 82855 0T, BEEOH L BEFIIIERICE G T2
& ABIOWES TORKRFERIZB T, JRP~OPEIEIT 65.6% L 72> T 5 2,

AR OEEERBRICB O CEERBEE (F L— K 3%) 0b 5 BHEIITEHARBRN 2020, 25 0BRFEICHd
LUEEMITIHESL L TR, £72, ZL— R 1I¥*RO2¥OREED H 5 BE ORIWERAEBRIT 47. 0% (108/230
) T, BREEDORVEE TIL 46. 5% (640/1, 377 #) T - 7=,

7235, AANO R G738 K O R #5308k 0 miE BhE DB 852 il (HREE 116 il R OV A& 14 fil o> & H
MM ERE Z & Ty) CORENSEMEIRE (PPK) AETIC LV BHSRERRE (52 LT F= v RO PR FEEHR)
FAIFT7=F ook s V752 (CL/F) ICHEBEEZRITES o729,

T IS 5% D EIE R O B FE YR HEIC O\ T GRZ25 80 B R 4 426 A 29 H)

(TV. 4. AEROHEICE#ET 2ER]. TIL 3. f4ERH (FRvab—a ) fi#fr) KO TVIL 7. Rt

DIEL)
(3) FFisREfEE RS

9.3 FFifEEfEERE
9.3.1 hEELULOFEEDHSEE
TLLOFCR#END 20, BEAREB LT RoB82nndH 5, [7.2, 16.8.1 K]
9.3.2 BEDHEEOHIESE
T LT TRE#sNATD, BHEADBE LTS RdBZENNH D, [16.8.1 &)

(st ]
AENFELE LIFTCREESND 2 &0 b, FEEDOH 5 EBE TIIAKIO M ARENE < 720 BIERNHEL L
T B AREENRZ X 6NHDOT, HEEOH 2 EFIITEEICEETLHZ L,
AFNOBEERBRIZB N T, FEEOHHEFITZ L— K 20 1 fILSMHINTRE 7 L— K 1¥ T, [FEEDH
% BE DORIWERFBLERIT 48. 8% (99/203 ffil) Th > 7z, NFFEFZF DR WEFE TIE 46. 2% (649/1, 404 i) Th - 7=,
728 ARFN O R G- 55R K O B R % -5 O T BB bk AR 852 1 (IR EE PR RERE 5 B3 101 Bl & & Ts)
TORENHEYERE PPK) ATICLY, A I X722 ORO7 VT T2 (CL/F) ETABV T4 AT 7
Z—% (Al-P) OEFITHSTET L, Al-P 23IE & 72 B IOk L CHE R BE O CL/F I 4% K- 72 19,
k [EILEORIWER O BB E/NEEEICOW T GRLE 80 5 446 A 29 H)

(TV. 4. AEEROCHECEETAEE] KO VL 3. #EH (Reab—ay) ) OESR)

(4) £JEREZEH T HE

BE ST

(5) bEb7

9.5 §Ei&
PRI SUTIEYR L TV D FIREMED & 2 ZMEITITR G LW Z EREE LW, BWER (7 > b)) IV TRE~
DT HE STV D,

[ ]

Y EBR TR I8 HAED T v 1) T, YA I ¥ 7 =F 3 0.5mg/kg ZHREIREO#KS LIRE~OBITIE % it
U7z A5, FHARMAE IR IL 69. 26ng eq. /mL (35 1 IKF[EI1%) T, MR ORFIE. Ll OB IR O i R E (3%
51 BR#%) 1. FAFN 72.07Tng eq. /g, 60. 98ngeq. /g, 55.66ng eq. /g TH Y, LILELINIIHE L2 2,
F 7o ARRAEFERBICB O TERANC L D L5 2 DN D RTIIEITTED B0 7203 RFN O RKRRER (K
FRRE, AL - HEIBIIEE) (R TR SUTIENR LTV 2 AIREMED & 2 NISxT 3 2 SR 2 < | 2ok
ITHESL L TNV N E D BREE LT,

(TVIL 5. (2) iE—NAERarT @At OmESR)
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(6) = 7L 5w

9.6 BELm
I ORISR ORI R OB RS B8 L, RILOMBOULT L EBMT 5 2 &, BIER (55 1) T

FATTICBAT T D Z s ST,

(st ]

—fRMIREREIEE LCRE LT,

Y ER (T v B) TIEAH T ~OBITAME SN TWD, S 10 BROEAT T v MoMCA I 47 =)
> 0. 5mg/kg % HL[ERE 4% LA H R~ OBATHE A ST Lok R Ui R BOR IR IR 5 | R I BmiR
(7Ting eq. /mL) Z7R LW L, 48 WEMZICITmEIRE D 2.3% Th o7z, Cmax KUY AUC, . DFLIH/MAEL
IEENFEN 1.26 K1N2.03 THo72 2,

Fio. AANOEERR GRREE, A - AEBNE) ([CBOTRALR TOMHRRITR <. 2T LT
WD T, BHBIITHEE LW EREE LD, RUEaHTEET 256101, ZaettaBE LAAIE
SGHoRILITEETAZ L,

(TVIL. 5. G)HIF~OBATH] OEBM)

(MR

9.7/NR
N AR L LT AT SENE L TR,

[fist]

MR FEEE LCRE LR,

AAIOMGHRARR GREREE, MG - AEBNE) (B TERHAKER, HrER, WE, SR U NRISHT 5
FEFRBR DN 720D BT L DWW EZ R Lz,

723, AR OERBERIL 20 w2 kI = L,

(8) EHsE
9.8 ShE
— iR, AEFRRERESME T LTV B, [16.6.1 BFR]
LA ]

— BRI R T « BHSRENER T LTV A L EZ SN I ENE, mlE ~OEEIZHOW\T, EEWRET S
TeOIZRE LT, 7ok, MEFERIEE I M 6 flR OElnd (65~75 %) 9 GHIIZAA] 0. Img & ZZ I BLEIFR 1
5 L7, Sl Tl Cmax AIEEERBIEICHRT L2 fE@Eno 7223, AUC, JTIZIEREETH - 7=,

(TVIL 10. FrEOERAEGT HEHE] OHSM)
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7. HHE%ER
10. B E{EH
AHFNT. F& U THIFORMR TS CYP3A4 IZ X RRETEN S, [16.4 BE]
(i ]

A X7 =T AR AT GRS 40% 0T THIERE SR A Z 1T 5, B MR ERBFWIT. A TF A2
B = VIEERBL SN T M-2, FI2M-2 DAF /LA 2 F Y — VIEEDNBRBIZ & 5 ) 72 M4 R OSRZE IR N-2 L
sa U BRAERTH B N9 Thotz 2,

M-2 B ONM-4 ~DORFNTIZTEE LTF b7 o —L4 P450 3A4(CYP3A4) A3, M-9 ~DRFHZIZFE LTI/ sy
Fein il (UGT) 23 TFED 5 6 UGTIAM G952, £To, 4 I X4 7 = F T U KOFOEMRB V-2, M-4, M-9
L. B b CYP 4y¥-Ff (CYP1A2, CYP2C9, CYP2C19, CYP2D6, CYP2EL K X CYP3A4) %[5 L7220y o 7z (in vitro)®,
(TVI. 6. %3 OHEZM)

() HEBEEZEZTDER
BREZ TV

QHAFELZENEH

10.2 6tFERE (BFRICEET S L)

T RO~V
77V AR~V A
[16.7.1 &)

Cmax |59 1.3 5 LH L, AUC 1349
1.8 %1 k& L7=,

A4 BRI - $5 18 71k HEFF - a1
CYP3A4 % PR 2 HAl BERRANBMHEICBWTA b7 2 | ARANIEEL LTCYP3AM TRE#E N
A FaFrs— V=N EPFRA LI EE, RBD|IBDOT, b OHKN LY AHA|

DRBFPIEF SN D,

(]

07172 CYP3AM BHEE 2/ T54 b T2y — Lot
THZERHESINTWEZORE LT,

ZIB O CYP3M ZIHET A Z AT LG5I HFEET D &

(rvm. 1.

(4) 2) PO OHEZM)

R 351 C A DRI L RO bR 73 157

T x ) FT VLRI
£ )T 2 R ER]

KA % HRAEAR - HEE 515 B - BRI T
L=V ARM AT D HEH HNECHR, R, PERINEESRN S 1Hia ) AAEAREm S o BTh
ZBSRIL D OF LD BENRH D, W%,

(AR ]

AFNERUPLT Y LHBEOREFEHEL L TRE L,
Pra U UFlL Pie AZ I UAL ZRRPLD OH, T2/ FTUURER £/ T UBLEERLER & OOFH
WEVH =Y AR E L, N - DN, (B, JERREEEORWERA R < & S oL D WREMENR H 5,
T 2EAIIX NS DIEROBEBUTEET D Z &,
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8. BElEA

1. 84
WORWERNH bbb ZEndb DT, #2017V, BENBD LNZHEAICIIRGEFIET 5L
WE B EITH Z &,

() EXGEMER L MHER

1.1 EXLEER

11.1.1 2M&HENE (0.06%)
RETLERNH LD ENRBHLDOT, BEELTIITITV. 2O LI RIERDD S GEa Ik G4 ik
L, EHICHEIRNEEZITI 2L, [2.4 58]

NS
AHNDOEGREEDOFERERIC I\ T, HEARRBIER & L CAMRNE PAZEMARENE 25 1 HRE ST\ 5,
ARANBe G5 ARIETTHE, WA - SR & 11 5 R, IR TSR & O b 72 G I E bIC ARl oL 2 ik L,
WEZRALEEZITO Z &,
k. PAZERARKNED BEIIIAROREIIHERTH D,
<SEBIA >
BEAEER 72 <. AOHEE L THEMN S 5 65 D BHEE T, AAIFRGE% 14 B HORZICTRESEWD
T EAHBI LA, ARERITRO b oT, 2 Bk, BEICT, AIRSMERANRE (PAZEE AN -
FIR AP & 2 S n-a CHIROIRE : 40mmHe, ZROIRE : E%). HREIERIZRD Shiahot-, KK
DOFEITMBE L 720 | AL ONANEOFMMEIT S ,. EO®RIBFEE o,
B, HABIZOWTHREEZ, MBIZES O THY | RA L OBEMIERW &S T\ 5,
(TVIl. 2. Z2NEEZOBA ] OEBH)

11.1.2 fREA (BEEEARH)
[2.1, 9.1.1, 9.1.2 ZH]

(AR ]

AFNOEERATR GRREE, S - AEBNARER) 280 T, BERE LTRM 140, 1%) . HEREEE 16 1
(1.0%) . %R () 814:(0.5%) . ZRIRE (I 19 (1. 2%) BE E TV 5,

( TVIl. 8. (2)FDMOFEIEH OEBR)

R, BEEEAZE0RAOEFRENEB SN, HArERWMENNELE L2, BEAARERIC
BEE L7z, AFIBE%, REAXRS O ONIGA AR OREG 2L L, MUR0AEZITI L,

B, REAZAETLEREIRFOBREIIZRDTH D,

(TVI. 2. Z2NAEEZORB] KO VL 6. (DAOHE - BEEREOH 5 HEE ] OHEBHR)

11.1.3 FFHEEEREE (JHEE RHY)
AST, ALT, B UL E O ERAEZED IFEEESERN S LN Z ERH D,

(gt ]
FHRZICIR VT, EERATEAEREN |G S -o), ERREWEM ORISR LiEEWEds 22 & L
(2014 2 4 B), AR EG%, REPROONZHEICIFRG 2L, BORLEZIT) 2 L.
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<JEFIFEA >
s
- 1 A5 o )
RIVEFI 4 | ATER o BRI OULTE - 30
\ ARSI
PRI | (B PHE)
WTTBERE 4 4ERT | C ITAICC IPN VAR & J2fi, HOV-RNA (). JPHERE T A #DH % HE
FFRshE R 607 | PRRKE%E | 0.2mg/H LT,
A’ (BUR] | 4915 B [ grpeks A BT CRITRIRTIC, PRNEE (RIEHR) 2R, (47
%jli% ahni- B - = U8E 0. Img & 2 $8/ B THLITBRAA,
A (L) ERIAE® | A 357 =7 oo kR,
AR e ARIEFI 15 A A | RIEN 13 A BV L 0 368 (38~38. 5°C) . AN FH L= %, M5
(GEBLA) I 12 ke,

ATV YA ARG, BAREG), O, BR(vrEeY
=7 (), BEG), EAE), &M (), pHe.5),

Bz, €7 bV 7Y N LK 1g, LARTrFH T
KT 500mg & 4L,

A H ., B o 2 —h b Ei& I B RE R A,

fRER 16 B A™

BEBEA~EIT, AbE& 2otz, ABERITZH#H LR XA - 77

(s g) VT T VR VAT RO SIS THSO TR E LS,
AIXTFr, HoTFHLEZ Y LXEFIL - TLARIE AR
DOVERE. T Aa PR LR Ok,
ik 10 A% 1B,
il 20 A% [Fl#8, DLSTME T, A IX 72 F DR 2.3(+) Tholz,
BEASE : o THNZ LI BT - TAOQDELURUUEE, 7TAa U R VR
RATEH 4 HAAT 5 BRAR B (IEH fE) AREER 15 B B (EH ) ALJ5 R IR B (I fE) Hik 20 B % (EHfE)
AST (GOT) (Tu/L) 22(10~40) 604 (10~40) 1487 (8~38) 26 (8~38)
ALT (GPT) (TU/L) 11 (6~40) 289 (6~40) 961 (4~44) 30 (4~44)
v —GTP (TU/L) 62 (~80) 83 (~80) 105(10~63) 64(10~63)
Wey ey (mg/dL) 0.5(0.2~1.2) 0.8(0.2~1.2) 0.9(0.2~1.2) 0.8(0.2~1.2)
HECULE Y (mg/dL) — — 0.3(0.0~0.3) 0.2(0.0~0. 3)

) BEFELVAGT SN TULELL LTALIREZHMG LI ERERDH-12R, BLEORKELR LT,

BE R
RIER4 i i B PRES R PRI OVLE - fis )
i P51 )
PERI (A BHE)
B 561 H i AST 33 TU/L. ALT 30 IU/L, v -GTP 33 IU/L, ALP 136 IU/L. LDH 169
i 70 m% HEEE) 0. 2mg/ H TU/L, 8 U LE 0.8 mg/dL,
X figE Rt 15 HfH #4514 HAEI PR %2R0 7=,
Wi snr LS N REEN B 5 BRAE H SRR L7272, BIRZ N, BMmERIERD T, BEEKIIEE
EIER 4 BAHERIE ) CThol=7-, EIEBEEM &2 L. &K 0. Img X2 [a]/ H O#5-
JHBE TS B44,
ElD, 515 AH BRI L2, AL . BmLOFRANS V. Mikhis %
REAE, IR (EHH) Wi, FFRESE %287, AST 428 TU/L. ALT 968 TU/L. v ~GTP 199 TU/L,
JiE, N ALP 338 TU/L. LDH 176 TU/L. ¥V /LEY 0.6 mg/dL,
AE) 516 A A Ak RO TIEL (— 0 RO L) . o 0F R
(BeHH1EH) Weft, AV AEHIRA A £, AST 202 1U/L, ALT 657 1U/L,
Fik 4 Hi% DIBRIE, RFRIEFR CRARDL TTET,
ik 13 Hi% FFbE =X EIE & flkr, AST 29 TU/L, ALT 60 IU/L., -GTP 110 IU/L,
ALP 179 IU/L. LDH 153 IU/L, $AE VA 0.7 mg/dL,
PERZE : NPy =72V Ty Ra vt N vakfil, ZarBRa =L v = F YT A
v VR, BT R UTFE TAT ALY R—L
WA 4 i W56l AR | #2515 B A 3@2?55) GO R% | P4 R% | k13 A
AST (GOT) (1U/L) 33 428 202 133 61 29
ALT (GPT) (1U/L) 30 968 657 490 268 60
v ~GTP (1U/L) 33 199 172 — 158 110
ALP (1U/L) 136 338 283 — 231 179
LDH (1U/L) 169 176 156 — 168 153
ME U LE (mg/dL) 0.8 0.6 — — 0.4 0.7
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RS AR M 0.1 - M 0.1
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T 64 (1.4 41 0.9) 2014 (1.2)
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AR BR Rz A5 8t (0.7 1 0.2) 9k (0.6)

AR o> B 57 9 (0.8 - 9k (0.6)
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R M 0.D - M 0.1
7 A R IR M 0.1 - M (0.1)
SeHE M 0.1 - M (0.1)
AL FL M 0.1 - M 0.1
TR M 0.1 - M 0.1
BAEE 150451  (12.8) 195451 (44.8) 34541  (21.5)
R R 4t (1.2 614 (1.4) 2044 (1.2)

R TEARPRR (0.1 — 4 0.1
B e 8t (0.7 214 (0.5) o 0.6)
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7R Bk SR> 21t (0.2) — 2t (0.1)
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FHEYIR — — 1 f4:(0. 04) 18 (0.02)
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1) A% - AZBMARH
AN O E N AR &R W 53k 0 0. 2mg/ AfkRE, 0. 4mg/ AHEDOEFEIZI T 2 2RNEH OFRBER, fi=
VARRICERT 2 B2 6N 0FWERTH L DN, B, PERREE, FHROBERL, LLTO@EY T
HoT,
W OFEBLERE, 0. 4mg/ B HEEAEAY 0. 2mg/ A HEGEREIZ I LEWMEFNC S 2 03 BIER ORREE IT W oft b
BEOLONMELALETHT2 Y,

0. 2mg/ B {kfe it 0. 4mg/ H L TF
LA PERTHAM R BB 253 182
RIVE A H B3 (%) 101 (39.9) 114 (62. 6)
AN FI%(%) 67 (26.5) 97 (53.3)
R %R (%) 25(9.9) 34 (18.7)
PEREEE  5150(%) 1(0.4) 4(2.2)
TR (%) 1(0.4) 3(1.6)
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BRITKOBY TH D,

OFEARERE
BETRER JEBIEL (%) B E R BUE Bl 5k (%)
L MERTAN R S 51 3269 — 369 ( 11.29)
- L 1222 ( 37.38) 141 ( 11.54)
'S 2047 ( 62.62) 228 ( 11.14)
P 65 Jek AT 881 ( 26.95) 98 ( 11.12)
65 wELL 1 2388 ( 73.05) 271 ( 11.35)
HRE 992 ( 30.35) 113 ( 11.39)
BeG-RiEEE Hh AR E 2009 ( 61.46) 219 ( 10.90 )
HHAE 265 ( 8.11) 37 ( 13.96)
. 2L 1084 ( 33.16) 92 ( 8.49)
AN ]
A DHE HY 2057 ( 62.92) 263 ( 12.79)
2L 2971 ( 90.88) 328 ( 11.04)
X 4 Bl [
FinER & ) 83 ( 2.54) 13 ( 15.66 )
R 2L 2964 ( 90.67) 328 ( 11.07)
FriREl ) 69 ( 2.11) 9 ( 13.04)
e L 454 ( 37.15) 32 ( 7.05)
IS RRIESAE HY 768 ( 62.85) 109 ( 14.19)
NN \ L 3221 ( 98.53) 362 ( 11.24)
S Y EREE HY 24 ( 0.73) 4 ( 16.67)
o s e L 3178 ( 97.22) 361 ( 11.36)
RRANNE ) 63 ( 1.93) 5 ( 7.94)
— 2L 2387 ( 73.02) 252 ( 10.56 )
LRE - TR oY) 832 ( 25.45) 111 ( 13.34)
4 W A 566 ( 17.31) 128 ( 22.61)
458 L, E~12 W AR 835 ( 25.54) 100 ( 11.98)
155 FH I 12 38 LL_F~24 R 547 ( 16.73) 51 ( 9.32)
24 WLL_E~52 @A 759 ( 23.22) 52 ( 6.85)
52 UL E 556 ( 17.01) 37 ( 6.65)
0. 1mg LLF 276 ( 8.44) 43 ( 15.58)
e 0. Img #2~0. 2mg AJif§ 162 ( 4.96) 51 ( 31.48)
lﬁﬁﬁ?%i 0. 2mg 2790 ( 85.35) 270 ( 9.68)
me 0. 2mg FA~0. 4mg A< 29 ( 0.89) 4 ( 13.79)
0. 4mg 5 ( 0.15) 0 —
N 2L 1222 ( 37.38) 79 ( 6.46 )
DE/REA] HY 1971 ( 60.29 ) 280 ( 14.21)
_ e L 2527 ( 77.30) 252 ( 9.97)
Lo -+
o AR HY 666 ( 20.37) 107 ( 16.07 )
. 2L 3045 ( 93.15) 329 ( 10.80 )
=Y Al HY 148 ( 4.53) 30 ( 20.27)
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VI ££4 (ERALDITESF)ICEYTHIER

OB EFERARERE GRAMEE~NDEEICHT HHE)
A RE SEBIH (%) BIIE I FBUE B EL (%)
L MERTAN R S5 187 — 15 ( 8.02)
, ] 73 (39.04) 10 ( 13.70)
5! LS 114 ( 60.96 ) 5 ( 4.39)
. 65 AT 15 ( 8.02) 1 ( 6.67)
" 65 melL I 172 ( 91.98) 14 ( 8.14)
X 62 ( 33.16 ) 1 ( 1.61)
Be G EAE T 106 ( 56.68) 12 ( 11.32)
FIE 19 ( 10.16 ) 2 ( 10.53)
oL 17 ( 9.09) 0 —
I\ 3
A OE Ho 170 ( 90.91) 15 ( 8.82)
G hs e e ML 183 (97.86) 15 ( 8.20)
liiceds ) 1 ( 0.53) 0 -
G h e e ML 181 (96.79) 15 ( 8.29)
PR RERE 2 ) 3 ( 1.60) 0 -
- . 2L 46 ( 63.01) 8 ( 17.39)
RIS RRIEIE ) 27 ( 36.99) 2 ( 7.41)
N . mL 167 (89.30) 11 ( 6.59)
I F Y IERE HY 20 ( 10.70 ) 4 (' 20.00)
. . L 94 ( 50.27) 4 ( 4.26)
LRE - B ) 90 ( 48.13) 11 ( 12.22)
26 WA 63 ( 33.69 ) 12 ( 19.05)
{5 A H#1H 26 3B LL - ~52 AT 37 ( 19.79) 2 ( 5.41)
52 WL F 87 ( 46.52) 1 ( 1.15)
0.1Img LAF 17 ( 9.09) 0 —
1 B & 0. Img #B~0. 2mg A7t 9 ( 4.81) 1 ( 11.11
(mg) 0. 2mg 159 ( 85.03) 14 ( 8.81
0. 2mg #B~0. dmg AJiti 2 ( 1.07) 0 —
N L 14 ( 7.49) 1 ( 7.14)
S Al
CliE SR HY 173 ( 92.51) 14 ( 8.09)
o e 2L 149 ( 79.68) 12 ( 8.05)
TR R 2
W AL H0 38 ( 20.32) 3 ( 7.89)
B g 2L 169 (90.37) 14 ( 8.28)
fDRENHL= Y 5 HY 18 ( 9.63) 1 ( 5.56)
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VI ££4 (ERALDITESF)ICEYTHIER

QOHEMAMENRZE (1 80.4ng TTHEE HEERT COFERAERERAR)
BETT A HAEIEF] (S5 OFRE)

AoV Sffmﬁz (%) - ] ﬁ)zﬂ %E%%J(Eﬁiﬁ (ZZO ))

, 3 213 ( 36.66 ) 51 ( 23.94)

5! LS 368 ( 63.34) 61 ( 16.58)

. 65 %A 155 ( 26.68) 23 ( 14.84)

" 65 &% L. I 426 ( 73.32) 89 ( 20.89 )

I 90 ( 15.49) 17 ( 18.89)

PG Ri R HR A RE 383 ( 65.92) 75 ( 19.58)

HIE 108 ( 18.59) 20 ( 18.52)

. 7L 216 ( 37.18) 32 ( 14.81)
AN ]

A DHE HY 363 ( 62.48) 79 ( 21.76)

G h e e ML 567 (97.59) 109 (19.22)

liiceds ) 11 ( 1.89) 1 ( 9.09)

b e L 564 ( 97.07) 106 ( 18.79)

IFPRRERE S 5 15  ( 2.58) 5 ( 33.33)

L . L 94 ( 44.13) 15 ( 15.96 )

RIS RRIEIE ) 119 ( 55.87) 36 ( 30.25)

NN \ mL 574 ( 98.80) 110 ( 19.16)

I F Y IERE HY 5 ( 0.86) 1 ( 20.00 )

o s e L 567 ( 97.59 ) 107 ( 18.87)

RANES 5 12 ( 2.07) 4 ( 33.33)

— 2L 399 ( 68.67) 69 ( 17.29)

i ) 177 ( 30.46 ) 41 ( 23.16)

- 0. Img H~0. 2mg A 2 ( 0.34) 1 (' 50.00 )

LR (ng) 0. 2mg #~0. 4mg Fis 576 ( 99.14) 109 ( 18.92)

— L 200 ( 34.42) 20 ( 10.00 )

DERZEA] HY 371 ( 63.86) 91 ( 24.53)

e - 2L 459 ( 79.00 ) 75 ( 16.34)

o SRR Y 112 ( 19.28) 36 ( 32.14)

. L 533 ( 91.74) 98 ( 18.39)

=y A HY 38 ( 6.54) 13 ( 34.21)

4 3 AT 29 ( 4.99) 3 ( 10.34)

4 WL F~12 B AT 111 ( 19.10) 26 ( 23.42)

15 H# R 12 L. E~24 @A 95 ( 16.35) 20 ( 21.05)

24 JLL - ~52 BAT 99 ( 17.04) 25 ( 25.25)

S 52_@%;:_ ________________________ 245 ( 42.17) | 37 .. (. 15.10) |
W12 O B4 52 AT 382 ( 65.75) 86 ( 22.51)
155 FH I B 52 AL 197 ( 33.91) 25 ( 12.69)

9. BRERBRERRICRITTHE

BE S TR
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VI ££4 (ERALDITESF)ICEYTHIER

10. BEXRE

13 BERS

13.1 Ik
JRPA, HelE, BLZE RS

13.2 &
B Y SUTTE RS- 21T, RIZT e EUrlEREOEA L RROLEEIT 5, Fio, REICx LT3
R, BEIZ LTI r h e B 5% . FERIDS U CGRYZ2AEEIT 5,

(it ]
ARANDOERAER CKGBIE, FH/£ MEIBIEE) (B W T EREGOWE LTz,
AR & iBo TlERS LI %Z%ﬂéfﬁ AUE 2RO EOEF 2 S EITRE#l L Tz,

1. BRALDIE

14. #FRLDZFE

14.1 EFIRFEFEDEE

(BIFI 8

14.1.1 PTP @2EDFEANL PTP o — b2 bWV L CTIRAT 2 L 28T 52 &, PTP v — hOREKITL Y, N
SN AR~ FIA L, BIIXEILEZR 2 L CHERIRREOEERGIHEZ IR T 2 L 03H 5,

[fia ]

[PTP OFREKKIRIZONT ) CER 8 423 A 27 H HIKHIFEE 240 5) KO CEARK 84 4 A 18 H H HKEIEE 304

) AHEVERE LTz, SEAIC A 7B VRIO PTP > — M OFEEK, 720 HLEE N PTP v — by HLIRAIZ B H S

?“ DEILT2 v — b T ERBIAI, NS EIERRE A~ L, BFIZIEFEAEE Z U THRBIRAREOEE
AHHERHERT D &V ) B ARE SN TWD DT, HEIASFIFICIT PTP o— R B ELY U CHRAT

5&9%%_%%¢5_a

<0D %2>

14.1.2 KFNIFDO LICOE THERZRESED LRS00, KR LTRAAETH S, £/, KTRAT D
ZLEHTED,

14.1.3 EEFORETIE, KR LTRHASERNI L,

[figan ]
oD $& (PENAREEigE) LBmoEEFEHEE L THRE L,

12. ZOHMDEE

() BRERERAICE D < 1F3R
BE ST

(2) FFERREABRICE D < 1FH

15. Z0Hh0FE

15.2 JERGERERERICE D 15k
~ U A2 2EMBROHEG LN AJRIERER (30, 100 B TX 300mg/kg) (2R T, MEMED 300mg/ke & CHFHMAE
RRIEDHE IR D Hivic & OHRENRH 5, it Z v MZ 2 R AOKRE LS ARPERER (3, 7. 156 KOV
30mg/kg) ZBWT, HMEREOHEINIRD Lo Tc L OWERH 5,

[fiEan]

< U AT 2 MR O EE Le S AFHERBRIZS VT, wW@%my@ﬁfﬁﬁ@%@@%mﬂ 1D BTN,
T v M 2R NS LB AJFEHERERIC I\ CL AR RIS O ST m%m&mot”

B T ADNAFMERERICE M L7 B6C3FL B~ 7 A XATMAEE S EmRICHARBEAET S L bt 3
wThd,

(MX. 2. BAFRMRER] OHEBH)
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X.

JEERPREERICEE I 41EH

X. JERRPREERICRE 9 HIHE

1. EBEHER
(1) ZFEh IR ER
(TVI SAbsEEc BT 50 H | OEBHE)
(2) B HEEBHAER
1) — R R GBI RS B R
] BT e T
FURIRH E B | arsEE) PR
0.3, 1. 3, 10, 30 N
~ 7 A (M. 3) mg/kg (& 1) Img/kg LA | @ HhE
4 ﬁyumﬁ>i§§f“3%y“ Smg/kg LI |- i
AR S O T 0.3mg/kg : B, SETEME HR0T

0.1, 0.3, Img/kg

U]

A X (g, 3) &) Img/kg : BifEE, SEEEEE, T T D,
s LAEBIT HLBEEORS,
OO 7€ JiEs), Wk, gt
2) PR ERERICXT T H1/EMA
. B BER . -
AR IE % 4 ARG %)
el (M. I (8 %) BRI R
LENTY Z v b (I, 6) L
ERRWIER (77 > 7 —
FEEEH .
PTZ 3. 10, 30mg/kg s L‘\ 4
2R F=—x <A %) 30£ng/kg.f§2§g Hod
& (. % 6) WAL
R (WER2 writhing 18) BT L
— 10mg/kg LL E @ Kk & &) JT &
SR Wb A SEEE A L
, 0.01, 0.03, 0. Img/kg : 28T K ONREBAMIE D1RHAL,
LB S I EED O gk (IR YRS B O A
. x 0.01, 0.03, 0.1, | 0.03mg/kg : Bl F 7 AV (MSR) &
TR D) s e RRY) R
PTZ : RF LT NTF YV —)Lb
) I - BRI RICHT HEA
- B B5E . ]
SBATE y ! SBRE  2
BUA H (be. D) ($5 5) B
HUFE DA VO (VPO 0.01. 0.03, 8-8;mgjigf ?iﬁff?é?*%ﬁﬂ
PR, KR, DER, K | A X (. 4) | 0. Img/kg oﬁéi;fﬁigf
RN (.37 B (RHIRPY) oo BB L
1X108, 1X107
o D bR EE RO K| EAEVDH N h »
(Langendor ff 1) (K. 5) X107 g/heart | R L

(in vitro)
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IX. JEEREREAER ICBIY SIHE

4) BEREARRRUVTBHICNT SR

~ B R e
PURILH (B | arsEE) PR
1X10°%, 1X107°
o Vol e R AL
5 H =15 1(;1(:/1}22)1/14 FrOEAE - B L
i IX1070 1x10°, | 7&F=a U UUHE : 1X10 % mol/L T
?;é“:i§{5; 1%10% mol/L HE B
i ’ (in vitro) i DERSR - R L
A X105, 1X10°. | & AZ X I : B L
1X10™* mol/L BOEREE - 1X10° mol/L LA ET
(in vitro) KT
1X10°%, 1X107°
. " ? ST RUF U G - B L
I HH R ER B2 (K. 5) 1(;1(;1’;;2)1& OB < BT L
e i . 0.01, 0.03, 0.1, s
I U T ) TIFUEA) | oo s | BB L
LR 5 b (. 6) 2égf‘Lmy“ 3mg/ke : Bk
5) (PR R I B 4E R
~ BT B rerm
B (B | GEbRE MBRmR
R A B ER TN P e
6) L BRI 3T B
~ BT B rerm
AL (B | GEHEE) BRI
HEARAEE - /NS 24 5 (i . 6) %%;g%gfﬂ30ﬁmy@;§@@mﬂ
T P A ¥ % (. 6) ?@Q;”“”g sy
L S b (. 6) 0.3, 0.6, 1, 3mg/kg Img/kg LAl @ HiEHE,

(- —481aH)

W& FE (AR B2 B ONRIBR D) 4117

NKRUERBERB AT HEH

= T RHR » -
E ) IE: S, < ﬁ ) f‘l:l 25)
REUAH (be. TR0 (3 15 ) B
SRk 5yumﬁ>§@§;”%”g B L
8) Z it
= BT B » -
E ) IE: N < ﬁ ) f‘l:l 25)
REUAH (b, TR0 (3 15 ) B
e (PSP) AR ) ) B L
e = 7 3. 10, 30mg/kg B
FFHERE (BSP) A P B L
G B
1X10%, 1X10°,
UHRIRMER | 1X107, 1X107 o
(. 3) mol/L AV
VeI VE (in vitro)
. 1X107°, 1X10%,
(t#g jif]lﬂz 1X10™ mol/L BT L
HES (in vitro)
LIS IE (R % 2 (H. 6) ibw‘%“”“ﬁ BB
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X. JERGRPREAERICBIS H1R R

(3) Z DD FEHEHER
gk L

2. HitER

(1) BExE5HEMHER
BhipTE P B Pe 58 WS o> B FE B 20
50k HE % 2000mg/kg
7 il f&n 1000mg/kg
AR I &0 2000mg/kg
(2) RIEHREHMAER
B Fd
‘ 4&’—7—‘ 4&5‘% = 25 B R == M- B 24)
(ﬁ%&;@% s () ML e
IREHIININH] : 180mg/ke (HE)
59k 0.5. 5. 30 TREF A (B 5-BRLAHIH]) © 180mg/kg (#E)
(e ayEp | 180 | FEERELSRIN : S0me/ke UL E 5mg/kg
Py 62‘) ng/ke (1) HFPERSIHIE T © 180me/kg (H)
FrPlet BB 1900 : 180me/ke
T T RROFE WY - 30mg/kg LA E
WHZET : 150mg/kg (M 1)
IREHEINENA] - 30mg/kg LA 1= (H) . 150mg/kg (M)
AN &R (B 5418 © 30mg/kg BA 1
FEKEHEIN ¢ 150mg/ke
RBC, Hb, Ht JH : 150mg/kg (Hff)
A 963 | 6. 30. 150 IRIFERIE D L. U 2 REREEDJD © 150meg/ke ()
(HEIEE B m‘g /kg\(%}:m) MiEH Ca N (MEME) . MEA. 77 IO | 6mg/kg Al
£ 80) " AN (HE) : 150mg/kg
ATl E &0 : 30mg/kg LA I
fifi, EIE E A0 150mg/ke
T FAROKER WD« 30mg/kg LA _E
i * : 6mg/kg UL
AL OX R F OE T *! : 150me/ke
BB 125mg/kg (B 5. M 2)
5 M CReE- &2 Ik L, PR3 8 JH ]
A X 133 | 10, 35. 125 (ST IAMA (E 7)) 10 KO 35mg/keg L
(T i ‘/k (%Xm) AR B D VR (B 5A1E) 10mg/kg AT
% 18) N 10 % 0% 35mg/kg LA I
HEEN R OWD, ST R EEE, LAY
AT, AR : 10mg/kg PL L
£ X o5 15 5 | M @%@ﬁ : 5gg/kg Ut
(R 52 14 15mg/ke JRH NaE/K e EH : Smg/kg L E 0. 5m/kg KT
% 99) ] (%) RN B N 15mg(kfg§i’$)
i, TR MR, fERE*? : 0. Smg/kg VL E

k1 Pia U AR EHIWr L7272,

I D DELEERN GG ORI R © 6mg/ke

k2 i U AER &R L2720 2 b O b a R a0 MR ¢ 1. Smg/ke
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X. JERGRPREAERICBIS H1R R

) EinE MR
R4 M e i R0R JLEREE - PehE a2
, T XRXIFTAE | HEEE 39, 78, 156, 313, 625, 1250, 2500,
JE e R L3 >
BIRRINERATR | g RBNEIEILE | 50004 g/plate
L 55, 110, 220 u g/mL (24hr)
2853 &
Yufi (A B g AR CHL/IU s 20, 40, 80z g/mlL (48hr) Pk
RETEME LT | 80, 160, 320(100, 200, 400) u g/mL
IR BR ICR 2~ 7 A Ergup e 125, 250, 500mg/kg

ko YR EEERER OCBNE ML IE TIISIE R 80, 160, 320 g/mL TIEM L7725, FHEZRE S (50% LA _E ol asE
il TRRRIRR) 27~ K7 ds o T= 76, 100, 200, 400 1 g/mL O EE TR % 32556 L7,

(4) B AR IEELER
i Y —
(P, B B (5 85) IR R
i : , T 0 W T I 00 7% B 1 4
(HERE. % 200) 104 3R | 30, 100, 300mg/ke (REF) | 500 0
ééézg%m 10438 | 3, 7. 15, 30mg/ke (BEM) | WEBSMERTAZ ORI L

TE) AAFMERER IS U7z B6C3FL /o~ w7 A1, PR GRT 5 2 LRl ST\,

O) EEFRLESERER
1) SRR VSR E TOMMIMSEICET 2558
B FE khH&E = e A B R A= - 24)
(be. D) (425 ) FRE AL LR
T
s a0 1go | VRS : 180me/ks (HEHE) - BB -
vk m\/k N Wik - 5mg/kg LA b (MEE) 5mg/kg AT
(el 4 80) (;5) AR SRS AN - 180me/ke (1) - EBERE, WIBIRRE A -
T - ABERE. VRIS (AR, SRR | 180mg/kg
WAL
2)FE - B4R S ISR T BB
BT P h e PR
IR ($2 5) LT AR
0 g | EDD - TR -
Sk (79) m‘ i * KRB, DL EENAEH] : 80mg/ke 5mg/kg A
(ié) Hh : 5mg/kg LA PR - TR
b IR - BRIRRRA B L 80mg/kg
- B o
1.3, 10 AT H O ML . D B ‘?%k
75 (79) mg/kg 10mg/kg ne/Ke
; . . W - RRlRgRA
Gk ) HieiE - 3mg/kglh Tk
CRE - RS A L 10me/ke
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X. JERGRPREAERICBIS H1R R

HHARMBUHAROREL VICBEYDHEEICET 58

@J%%ﬁ &5‘% == M 25 B R AR =5 B 24)
(LI (2 58) R MR
- R
FEHRRF R I © 20me/ke LI - RHE -
5 90, 80 IR RHEEE E ) 20mg/kg DLk 5mg/kg i
ko D Dol BPEL T B : 80mg/kg - ERHHE -
(fx 5) i : 5mg/kg LA L 80mg/kg
b - AEGlRE - B L - AR
< HAR 5mg/kg
RAEIR : 20mg/kg VA E
(6) B PRI B 43 ER
BN
(7 ZD o 4EkEME
RN
TR o . i 20
(. B (mg/body) RERE i
BRI EFMET 7 0 7% — (ASA) i
:(Efzgi)’ b 0.4, 4 RS2 GG T 57 4 5% — (PCA) i Bat:
) REEARImMBREEE (PHA) )&
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X. EEMEEICEYSER

X. EEMEIEICEAT 41EH

1. BEIRS

L A
7 U M ZEE 0. Img  ALIFEEESKGT
7 U N2 0D SEO. Img  KLIFEEE IR LD

W) EE-EEOLFEIZIVERTHZ &
BB 4y

AIF T2 v s JEISR

2. ADEME

7 U N ZAHE 0. 1lmg : 34
7 U KA 0D&EO. Img : 3 4

3. EENRETOIE

7 U N ZREE 0. Img : EEEG
7 U R~ Z 0D $E 0. Img : SIR{RTFE

4. WFEWEDEE

20. RV EDEE

0D %)

T e —alERRERIT, BREBITCRETSZ L,
[z ]

(Mv. 6. WHIOKFERMNT TR 2LEN] OHESM)

5. BEMITEM

BEMERLTA R HY
T Vo LBL:HY
T O MM o E B:L
(TXT. 2. ZOMoBEER) DESH)

6. F—ms - A
@l — pk 43 3K
AT —T7F8E0. Img. AT —7 7 0D $E 0. Img (PNEPET T MK ESH)
m % 3

AXRVTF=UERE (RT3 2), e VR Sy 77 —) BAR AT rY Y (TR
h=), ang@BY ) TSy (RUFT), TV Tudre i (hro—2R), 357
v (REF=R) eIy (RN

7. ERHEEERB
20074 A 18 B (AA)
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X. EEMEEICEYSER

8.

10.

11.

12.

13.

14.

HERTRRDEABRUVEARES., RMELENBFEAB. REFABEAR

Wre 4 BOERITAGBEA A NS, FAMAAENGAFEA B | WRGERaE A A
v U hA$E 0. Img 2007 44 A 18 H | 21900AMZ00066000 | 2007 46 4 8 H | 200746 A 11 H

7 U NAZAODEEO. Img | 2010411 A 9 H 22200AMX00986000 201143 A 18 H 201124 H 5 H

HMREXIHREM. RERUVAELEEENFOFABRRVENOAR

AEROHEEBMFEA B : 2009412 A 18 H

CHEROHE] oBmd ( 8a)
WEL, RAZEAIF 72 LTC1E0. Ing 2 1 B 2 B, SIB&BECIBBRICRNEST D, RS
ToEAE, A3F 7)1 C1H0.2mg, 1 HO0.4mg $CTHETE S,

BEERR. BiMEBERARFABRUVZORAE

7Y M AFEO. Img, 7 U kA OD$E 0. Img :

PR mAEHA B - 20164F 12 H 15 A

PR, PERRHEIRSE O . A E R O A O RS\ B 5 1 (W0 35 4RIEHEES 145 ) 45 14 445 2
HE 3 BAMBAETOWNTIICHEEY L,

BEEHM
I R
84 : 20074 4 H 18 H~20154F4 A 17T B (FHEEKT)

FHYE - AEBM
FEAREAM] - 2009 4E 12 A 18 H~20154E4 A 17 H (FHEEKT)

AR IR ICBE 9 515

ARFNL, PR R OSSR R QN YR O RS S AT RE N ED 2 R BHSE (PR 18 4F/E4E 5
BEERE 107 5) O—HZWE LRk 20 FREA B SR 97 5 CERZ204F 3 A 19 AfF) o THEEH)
MHZ EBRASERIT STV A ESEEL | IZIXEEYS LA,

£Ea—F
JEAE G S L | ERIE SR — . Lt~ AL
Wise 4, el . W (k) B | 0 ERAE
IS = — R Y] =2—F) 22T Afla— R
%Y k24 0. Img 2590013F1027 2590013F1027 117838801 620004866
% U RAODEEO. Img | 2590013F2023 9590013F2023 120424701 622042401

RIERFEfT LDEE

3% L7
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X 1. 3k
X 1. Xk
1. 5IAXHEK

1) Homma, Y. et al. : Int. J. Urol. 2008 ;15 :809-815 (PMID : 18637156)
(—EBIC IS T EE A RMSRAR GKREH B 12007454 H 18 B, HFEEEHMEE 2.7.6.3. 1) 25 T)

2) Homma, Y. et al. :Int. J. Urol. 2009 ;16 :499-506 (PMID : 19389083)
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