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1 EFICA N AT LZ L ARV (HF) bmg
FA VA OD $E 10mg DSEP] -
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s 55 Pk (BME7e L) HAGE
ACE Angiotensin converting enzyme T UTFT v R SR
ALT Alanine aminotransferase TI5=TI ) NT AT 2T —8
ARB AngiotensinII Receptor Blocker TUHT v MR
AST Aspartate aminotransferase TANRGXLT I ) NIV AT 2T —F
AUC Area under the plasma concentration-time curve |MfLHF R & — RRRT AR T o f
BCRP Breast cancer resistance protein -
BUN Blood urea nitrogen MR R E R
CK Creatinine phosphokinase JVTF=URARF S —E
CLr Renal clearance HoVT TR
Cmax Maximum plasma concentration Tt i AT H R
CVD Cardiovascular disease O A5 R AR
DBP Diastolic blood pressure IS 480 o
FF Filtration fraction TEE AR
v-GTP |Gamma-glutamyl transpeptidase V-INEINV KT UARTF 2 —F
GFR Glomerular filtration rate S BRI
HCTZ hydrochlorothiazide =578 =1 =0 MV N
LDH Lactose dehydrogenase FLEAK BB R
MDR1 Multidrug resistance —
MLA Mouse lymphoma assay VDAY T —<lilaE AV TS A R R
MRP2 Multidrug resistance associated protein 2 —
NAG N-acetyl 8-D-glucosaminidase N-7EF)-B-D-7VahI=F—+F
OATP1B1 |Organic anion transporting polypeptidase 1B1 —
OATP1B3 |Organic anion transporting polypeptidase 1B3 —
OAT3 Organic anion transporter 3 -
PAC Plasma aldosterone concentration MAET NV RAT 1 AR
PAIC Plasma angiotensin 1 concentration MAET oA T o TIRE
PAIIC Plasma angiotensin II concentration MAET AT o MR E
PCA Possive cutaneous anaphylaxis SEHRET T 4 TFx T —
PRA Plasma renin activity MfHE L = &M
RBF Renal blood flow IRy N
RPF Renal plasma flow B AR
RVR Renal vascular registance RS I S R BT
SANA Systemic anaphylaxis YT T 4 TR =G
SBP Systolic blood pressure ISt 440 o
SHR Spontaneously hypertensive rat EILEBSRFEAE T » b
Tmax Time of maximum plasma concentration e v LT HP R R S IR ]
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2. BB OREEMNENE
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FA YA 0D fE 20mg [DSEP|
FA YA 0D fE 40mg [DSEP|

2F %
OLMESARTAN OD TABLETS DSEP]

QB DH%E
WE TR 1T 9 A 22 A HERFEAIE 0922001 5 ICESEREL,
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L & (&%)
FNAYNE L XA REY I (JAN)
2F % (wa%)
Olmesartan Medoxomil (JAN)
olmesartan medoxomil (INN)
B)RTF L
ToIOHT o B EEPLEE | -sartan

3. HEAX(TRHERX

HC. OH
HC Q CH,
N 3 () - 0
NN &«
0
H';C
HN—N

\
Sas

4. RFRRUDF=
533K 1 CaoH3oNe6Os
sy F= : 558.59

5. tZE%& (fi&iE) XIEXE
(5-Methyl-2-0x0-1,3-dioxol-4-yl)methyl 4-(2-hydroxypropan-2-yl)-2-propyl-1-{[2’-(1 H -tetrazol-5-yl)

biphenyl-4-yllmethyl}-1 A -imidazole-5-carboxylate (IUPAC)

igi
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25°C/5%RH 725 25°C/80%RH Cld4: < Wit %75 3%, 25°C/92%RH ThH 7512 (0.1%/week) Wi L 7=,
GEtm (PR | BR. BRER

Als - 177.6°C
(G)EIREMRHER

pKa :4.3

[Britton Robinson #&EK (20°C) . ZRAF ARG B I E %]

(6) P ERfREL

lifRE (log Pow) : 1.0 (U U ERfEE R pH7, 25°C)

Pow= (47 4% ) —NHDANAY L A KXY IVBEIKAHOA NV APV Z L A RE Y I VRE)
(1) Z DthD E AR HEE

M EE R L

AU AOERFHTICETHREL

LO)EBEHTICEITORE.

RAF S Rt (EESIA S fho R
R W Or A7 7R B 25°C/60%RH 36 » H —~ &KUY =F L 48 (LDPE). ——
moEE R B 40°C/75%RH 6 » /] WIRLK T L
oL ¢ SN | s o ) {7 L
70°C 4 8

40°C/31%RH
B WA | 40°C/53%RH 3»A A v — 1 (BB 27 L
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o | TOC/TSURH | 4B | HIABIv—v G| Bl
Y | DesHHITT | 120 5 Ix+h f i j %j%;;”ﬁéﬁm Z5k7e L

AR E - PRIR, B E. SR%
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4-(2-hydroxypropan-2-yl)-2-propyl-1-{[2’-(1 H -tetrazol-5-yl)biphenyl-
4-yllmethyl}-1H -imidazole-5-carboxylic acid

HsC

CHs

COOH

(5-Methyl-2-0x0-1,3-dioxolen-4-yl)methyl
4-isopropenyl-2-propyl-1-{[2’-(1 H -tetrazol-5-yl)biphenyl-4-yllmethyl}

imidazole-5-carboxylate
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61 | %30 [ %80
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TR A /;@, () ==
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TRAFSAE P A7 4 FH] RAFIERE fa R
OD #E 5mg - OD &£ 10mg - OD &&
20mg - OD #E 40mg :

£ Ok A7 R B 25C/60%RH 36 » H PTP, 7348 (ReEAIAD) b7 L
OD #Z 20mg :

TIAF v 7 A bV (FIEFIAD )
OD %€ 5mg - OD &£ 10mg - OD &&
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oo ROB& 40°C/75%RH 6 H PTP, 7343 (HoiKIAD) Y RA S
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T AF v 7R bV GEEEHIAND )
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- 7= 1< — iR
i it 40°C/T5%RH 3» A oA v — 1L () AR T
R 20001x (D65 7 > 7)
W ) S5 S 7
b 95°C/60%RH 120 Flx*h | Ao 28 v»—1L (B e L
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(FFAF 7RV T WEFIAY) 500 &
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500 $& (10 &% 50)
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5 1L SE
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LRERVHEDEDR
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MG ZRM L. Filn, ERICEVEEHEET 525, 1 Bk 5-8I13 40mg ETLE T2,
QFERUVHAEDHERRE - B
Y ERR L

4. AERUVAZEICEET SEE
REINTWZRWN

5. ERPRRUIE
LVERERT—2N\yr—o
B L
(2)FRPRZE I ER

1)

2)

3)

HEE5HER

TERERR A B 27 BllCA L A L2 A RE Y I 4, 8, 16mg XL 7 7 B AR AR O &S LT
FER. BRI, BAMAEREZD, KR, FREEOLEMOWTIORTRIZE LT b EK LR L
RALEITRO BT, REMICHET 2V &l Sz,

R A B 24 IS A VAL HZ 2 A RE Y L5, 10, 20, 40mg A ZEE R R O35 L 7=k 5.
ZARMICE L TR LFFICREITRE O N T, 2 TOHETEEZMIREF TH D Z LR INT 2,
BHEZERR (BEOEE)

PR N BIE 6 B A N AY L Z 2 A RE Y )L 8mg 22 5 WD T & 30 ok, HEREAOHKE L
TR, SLH L AR 3RO LA TILHRE T, BARRAMBREED, KR, ERELOOER
DOWTHOFTRIZE L THERK EREE 2 22T O 6T, ZetEicRiEIT v el snr,
fERERR N BVE 12 Gl AV AL Z o A R Y )0 20mg & BRI O 5 L 7O BHOF2 (§ &% 30
) ERE L 9, ZEiERE, RAENR (R /L ¥ —545kcal) fBE#Z K OB (B xL¥—
1111kcal) #EEEZOK G VT NIZEWTHZAMICE L CHUR EFICHEIER O bk r o7z,
REHRGHR

TEEERR A B 10 Bl 2RI 502, ANV AP NLZ Yy A RFY I 16mg L7 7 vAR% 1 H 1R 7 AR, #&
BICER P RE LR R, BR BT L R 223380 b, eI RIBIT 2RV Il S vz,
ARk AN Bk 10 Bl &2 %51, ANV AT AH Y AKX Y I 40mg XX 7 78R R%Z2 1 H 187 B, KE
BOEG LIk R, BIR RERIE L 72 224013580 T, ZaMEIC R T2 v s 7z,

1E) AAIOAGRSNIZHER AR, TEE, RAKIEAL AT LE L A RFYILELT 10~20mg # 1 H 1
EE D55, 28, 1 H 5~10mg 2»H&/5 %2 L, Ffn, ERIC K VEEEET 528, 1 ARKESEIT
40mg FTET 5, | Thb,



V. 1BRICEId 5 EHHA

QY HAERCIERRER

1) T4 0y FRER Y
BE - PEEARRENE S EIEAREBRE 6 Fllc, AV AF Ly 2 RxY IV 5~20mg #HEME 3~5
AT A 1 EFEEERAKRS L7, bmg %fmlilﬂﬂiéz L. BeER RN AR+ 032 BE O BEMED B4 72

A1 10mg ICH & Ui 20mg £ T+ 7R BEDRPI G LD E THE LR, 5~20mg OFFER

1%.83.3% (5/6 i) TV, 24 Bl 72 0 ZE LIZBEEN R IRl 5 Z L 3R S 4v, ARRBRO H &
FHFHIZBWTLEMEICHBER 2N 2 & DR SN T,

2) N4 Oy B
B » P A EARENME 5 L ESES R B 43 Bl A Xt BRI, ANV AT L Z L A REY IV 5~20mg # 8 K fH,
1H 1R, Slemfrnis L,
5mg ZHEIHE, BEDNRDIR 5 oBEOARSMN B 25E1F 10me IS E L., & 20mg £ T
IRBEERRNE LN D F T 2~4 HFMIE CHE LR BGENBEERIIUTO LB L0
TAAMIZHREN WD EARENT,

] ] RHMES ( (TR O8E)
ek b — ——
HEAREEE T HEARRREE E2N
5mg/ f 32.6% (14/43) 40.0% (14/35)
10mg/ H 58.1% (25/43) 71.4% (25/35)
20mg/H 72.1% (31/43) 88.6% (31/35)

Ay ARNOEFIIFIE A RT,

WEFREEE L TIE 5~10mg. &mfAEE L TIE20me BiEDOHENSLETH D LHE Shi-,

H) AR OEBINHER AR, TEE, RAZEA VA LZ S A RFY ILELT 10~20mg 2 1 H 1
EIRR O BE3 5, 7285, 1 H 5~10mg 2O &5 %284 L, Fl, ERICK 0V EEERBT 523, 1 HRKESRIX
40mg £TET5, | Ths,

(4) LRI ER
1) AR ER
OEEAILEITRHERIGHER ©

WE » PEEAREME S M EIESSREAE 125 fl 2R E LTAN AL Z Y A REY IV 5, 10, 20 &

N 40mg % 12~16 FHE, 1 B 1 FFARZICROFE L TANL AT LEZ Y A REY I VOFEIER DR
P OWNWTHRI L, BE COREMEARIEZE Lz, %581 5mg K VBAA L. 4 8B LRI ESR)

%"%Tﬁ“ YT O BEDOEEMEN BRI 725813 10mg [ZHE L., +oRBENRPELND E CHEEMR

W E LT, BMEmIC i 40mg £ THE LT,
&5E%IJ+$QI&F IZ. 5mg. 10mg £ T, 20mg £ T, X 40mg T TTLUTFDOEEBY THY, HE
DI ENE WEERNR RGN D Z L AR ST,

. RRERRE R
W E R G —— ——
HIERBEE GTr HIERBEE G F 720
5mg 30.4% (38/125) 31.7% (38/120)
10mg 53.6% (67/125) 55.8% (67/120)
20mg 74.4% (93/125) 77.5% (93/120)
40mg 85.6% (107/125) 89.2% (107/120)

By ANOEFIHIE A RT,



V. 1BRICEId 5 EHHA

COREKLY . BARMEL LT 10~40mg NEY THD LHEE SN, ANAFLZ L A RERY I
(TRE - EREAR BRI S ML EIEBFE AR R TH Y | W] EHFAN T ORI 72
WZ DR S, AAMIIREFE B OGN,

E) AFIOARBENT-HELOCHEE, Y, RAZIEA VAT XA REY I L T10~20mg 2 1 A 1
EREO&ES 35, 28, 1 H5~10mg NO&EZBME L. Flp, JERIC X W EEEET 228, 1 Bk KRKKREE
1X40mg £ TELT5H, | THD,

QLR

BRAE « HPAEEARRRIE & MESEASREE 299 Bl A RICAN AL Z 2 A RXY IVOEHIE, 2tk

J O APEIZ DWW T ACE PHESE 2 R R & U7 VR b Wi kI & 5 Z B B MBI THRET L7z,

FNAFAE L A RE Y I (148 B) D 10~40mg, XITXAFRIE (151 ) 5~20mg % 12 #EM, 1

B 1 EEIABICRAOES L, BESHE, ZAEMIOE U CHiRERE LER, AV APLE L A REY

VAR & bl U CREERICOW RIS B ME FREREIC DLW OIABICEN TR AR T 2

DR S, ETLAMEITIRRIEE EREDS Z ERMRINT, TN LA N AYALE L AR

F Y IVITHRINCAARBEERETH D 2 L SR S vz,

) AFNOKRENT-AELOCHERZ, T, RAKEAVAFLEZ L AREYILELTI0~20mg % 1 A 1
B N#ET %, 7235, 1 H 5~10mg 7> LIk G 2Bk L, Fit, ki X VBT 525, 1 BiRA#RE &
IZ40mg £TLT %, | THD,

2) REMHER
DEMZE
() I - P EAREYE R ML EAESR R 104 B2 RRICA NV A YL Z 2 A RFY L 5~40mg % 1 H
1[A1 1 ARR (b oRfiEl 52 I8 ) il ik NG L BRI G236 2 B ERN IR R OV e & et L7z 9,
B 5 BRI R ML 5mg, 10mg £ T, 20mg £ T, XN 40mg £ TTLU DO LBV THY | BIE
HET 6 » HEEE 1 ERFIREARENTARL, 5~40mg O AEHIHICE W CTREMFEGICBIT 5 4L
AP E s XA RXY INVORELZBEERED RSN, £72, HAEOBICHEO @O EEZ A

HonhdZ Enranr,
- | B PR R
v B HE R R AT HE R R A E AL
5mg 26.0% (27/104) 27.3% (217/99)
10mg 49.0% (51/104) 51.5% (51/99)
6 » HIF
20mg 71.2% (74/104) 74.7% (74/99)
40mg 81.7% (85/104) 85.9% (85/99)
5mg 23.1% (24/104) 27.0% (24/89)
10mg 41.3% (43/104) 48.3% (43/89)
1 4
20mg 59.6% (62/104) 69.7% (62/89)
40mg 78.8% (82/104) 92.1% (82/89)

By ANORFIHIEEETT,

LRV OWTIR, RRFERAGE TE RV BEMAEIERD 7.7% (8/104 ] : SiH < S, #ERZ
NN 2061, FZ, E, OFEV, THAZNZN1LHIFD) THH, ZHOIEIRE, KB, i5H%
O EIR RIS Wb D EE 2 b, RRBRAEETE RV ERRAER LT 27.2%
(28/103 B : 2 HLL ERBL L7 b @ 5 RMERIED . ~E7m e gd, ~~ b7 Uy MEd, Alfl
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RSN, A mEREGED . RER S KBS BUN E&.. AST(GOT) E5-. ALT(GPT) k5. LDH
5. CK(CPK) b5, REAMBML) Tholo,
BHERE2EIZ OV TR, NHEARRE) 250X 2L 6 » ARFT 76.0% (79/104 1) | 1 4K T 60.6%
(63/104 f511) . MHIEARRE] 2B £2WEATL 6 » HERFT 82.3% (79/96 i) | 1 A-FFT 70.8% (63/89

Bl ThHH., B QFEH) BN TOEETHHRIBFEE TH D Z LRI NI,

QDERSE « FEREARENE R ML ERESNREE 36 Bl 2 X RICA N AH L2 2 RE Y IL 20mg O 40mg
Z1H 1B 1ER (PRES1ER) . SEgRNE L, AOMROZEMEE T LT 9,
HERE 5 &R O RFEEERIZILLTO LB Tho T,

- ) 7 B
Bt HIERREE G T HIERAE R G E 7R
8 i 20mg 77.8% (28/36) 80.0% (28/35)
20mg 63.9% (23/36) 69.7% (23/33)
6 & HIK
40mg 88.9% (32/36) 97.0% (32/33)
- 20mg 66.7% (24/36) 75.0% (24/32)
40mg 86.1% (31/36) 96.9% (31/32)
K v ANOETIIBLE RS,

LRMIZONTIEL, KRB ATE TERWVEMRIERD 11.1% (4/36 il : b bAH 2 1, 556
DX L MER 1) THod, WTHOIER S 20mg & GRHZFH L, Gkt & L <idh
IEZITTHR Uiz, RERBIRAEE T X 72 W BRI AL 5 A 8L 22.2% (8/36 fl) THH ., ZDOW
FUIA~E T BB Ul 4, RiuERERA . ~~ 27 U MR 3 43>, BUN L&, K EFR
2 o, M/MREGRD . MERIET, JREE LA AST(GOT) L&, ALT(GPT) L&, LDH L&,

CK(CPK) S 1 2 Th o=, ~EZr Uil 1 HEUAMIE S HRE P b L < ILBufEsE
EEBGRMEICE L TRY, B &L ORRITFHICED bivieinoTl,

BHELZ 2OV T TO LB TH Y | ZEMEICAHC R E 2B < 1BRYZ2@ U CLEL

T BRI DR ST,
LR
I 5
HIEAREE T HIERREZ B £
8 88.9% (32/36) 88.9% (32/36)
6 HIKf 77.8% (28/36) 80.0% (28/35)
1 4R IRf 66.7% (24/36) 75.0% (24/32)
* (4 RNV OES 7 AN TG E R,
QftR‘kE 10

ANy LEFEE L L ZH A THA FRFRE (HCTZ ; & krraaF 7Y R) &5 CHa2iMmE
a2 b= LG B WARRBYE R IEEANRBE (DL 0 MEGUERE 22 1], HCTZ B 27 fi) Zxf
G, PRRREROREE, AL - AEZEEE I LAY LEZ Y A RF Y I 10~40mg 2 1 A 1
[B] 1AERIOFAH S GHAERENES) L& 0RO EMEE R LT,
HERHR 5B BRI, 6 » ARk, 1 FK T, v AEGUERE, HCTZ BEE &L TITR
T LB Tholz, NI OV TR IREHER IR X 2B IER0 b zno T,
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TR RRER
. WA IE
BeGRE g A SR
- AR HIE R 2 BT HIE R A & £ 720
=%
10mg 28.6% ( 6/21) 31.6% ( 6/19)
;\}:%f%; 20mg 66.7% (14/21) 73.71% (14/19)
P AN 40mg 81.0% (17/21) 89.5% (17/19)
PR 10mg 30.0% ( 6/20) 35.3% ( 6/17)
1 4ERg 20mg 55.0% (11/20) 64.7% (11/17)
40mg 85.0% (17/20) 100.0% (17/17)
10mg 40.9% ( 9/22) 52.9% ( 9/17)
%%f%e 20mg 59.1% (13/22) 76.5% (13/17)
X 40mg 63.6% (14/22) 82.4% (14/17)
HCTZ
10mg 40.9% ( 9/22) 56.3% ( 9/16)
1 4RI 20mg 54.5% (12/22) 75.0% (12/16)
40mg 72.7% (16/22) 100.0% (16/16)

Ay ARNOEFIIFIE A RT,

ZRMIZOW T, RRBEBRASE TERWBMTERERI L7 LFEHERET 4.6% (1/22 #1 : 325
<BAH) . HCTZ BETIX 37.0% (10/27 fil : E72 b DT FE W, b HAETTH) Tholds, &
VAP IE L AREY INVORBEIEFT DO T o o, REBMRNAEE TE 2O EE R R A E R
AT AN T T AEFEEEEICEB T 4.5% (1/22 f) T, [A—EFNZ R B L 72 AST(GOT), ALT(GPT),
y-GTP, LDH, TG EH®D 5 ThH-7=, HCTZ FETIE 25.9% (727 41) THY, 05 b 2401 E
TROLNH DT BUN LR RKfg LA OF 4 ThHoT,

BHEZ 2RI OWTIE, 6 » ARKERE, 1 FERFC, By D AFEHEERE, HCTZ BEE UL FIORT &8

nTHY,
AR
e 5 Re
HERREE G T HEREL G E W

BN 6 » H kit 86.4% (19/22) 95.0% (19/20)
PR 1 4R 90.9% (20/22) 100.0% (20/20)
) 6 » H iRy 44.4% (12/27) 63.2% (12/19)

HCTZ #
1 HHF 55.6% (15/27) 83.3% (15/18)

|

By ANORFIHIE A RT,

FNAPFNE L A RE Y IV 10~40mg O EFFHIZIBWNT, D7 AEFEE E OfFHRFICIEE W
RN RENTZN, HCTZ L OUFHRFICITERERNLETH D Z ENRB I N, AN AFLHE L R
RV U, oREIRRE O TIZEW T AR I EEBF IS L THHRBRETHH Z &
DR ST,

) AFNOARSNWIZHELOCHREIL, @, RAKIEFAV ALY A RFY I L T10~20mg % 1 A 1
FIREAOFEEST 2, 728, 1 H5~10mg "o &G 2L, HFh, ERICK VETEBT 2, 1 HRKEGE
IZ40mg FTELT 5, | Th5D,



V. 1BRICEId 5 EHHA

(5)EFE - RRERIHER
DEERMEEZTNRET HHE 1V

HLREREESE L LT ACE BRERR T v O F T v T (AN SRS ORTEIC L 0 1R L
TN D BHE R MEIE R 2 RICA NV AL Z > A RE Y 0 10~40mg % 1 H 1 [8], 4461 (28 #31)
(2 4~8EM. AR (1 61) 1< 2 @S (@RgeRaks) LT (PRl 8 @) . AxhEk
O a Rt Lz,
BRI R ClE,  THEARE) 28 e b 8l REFEE#SIX 10mg, 20mg £ T, X 40mg £ TT, £
NEHN 37.9% (11/29 #i) | 62.1% (18/29 fil) KT 86.2% (25/29 #i) THYH ., PHIEFRE] 25
RWGRIXENEIN 40.7% (11/27 ) | 66.7% (18/27 ) K1 92.6% (25/27 ffl) Th -7z,
SRBNT IV B M8 T REEE R ORI OZLIZLL T O L B0 TH Y | BIEH & e U IR CHIERE)
DILEFWFR S AEITMET LT,

i o) j= B L DB
(mielze) | COPPIREIIL ) iredt )
B2 170.9 (15.4)
LG TR 142.8 (16.9)
(mmHg)
I R —28.0 (12.6) [—33.1, —22.9] P<0.001
B 112.8 ( 3.3)
BRIRAA LI TR 89.5 (11.4)
(mmHg)
)£ R —23.3 (10.7) [—27.7, —19.0] P<0.001
B 132.0 ( 6.4)
AL TRIE A 107.2 (12.3)
(mmHg)
)£ R —24.8 (10.4) [—29.0, —20.6] P<0.001
B 72.8 ( 8.9)
liER=q o
) TR 70.8 ( 6.8)
Y Lo —2.0 (7.1) [—4.9, 0.8] P=0.155

B9 2 £ T2, 10~40mg O B ICB W TH LR MEDK FIEM RS biv, LIS 8
FTRDIRMK TR L7z, IRFIEUC W T, B S IRRIICA B 2ZITRD birno T,
LARMEIC DN T, KRR EE TE 20 BMFEER 6.9% (2/29 1 « R M OHRE A% 1 419°)
Tholed, WTNOMERE HRE, B, HRE» SBK ERICREIT W 0B b, £,
BBIR DG E T & 22 VR R A RE L8 21.4% (6/28 ffl) TH oM, WIFNOWEHE b BN
BETIRERGAMEICE LTS Z b, R ERFICHEIZ VWb D 2B X bz,
BHEZREICOWTIEL, PHERE] 28078 RIL 72.4% (2129 #1) . THEFRE] 285 E 20\
B1E75.0% (21728 f5) TH Y, ANAYIHZ L A KXY IV ESE & fEEBE 128 LT H ORI
LD T THAHARIGRETHL Z LR I,

QEEEZH>SBLEEENRET HHE 12
B EREME R IMERE S (B AEROS AR O B REEMRBSHER S, yEF7 VT F=00
3.0mg/dL i) | MIXBBEREREE A 0 O ARiEMEE L EERE (E 2 L7 F=228 1.5mg/dL ULk
3.0mg/dL Kiii) ZXGITANAYLH L A RFY )L 10~20mg & 1 H 118, 45 (26 #1) (28
. ABef (4 1) 12 4 HEFIE®RZE DRSS L TR DL ROV TRGET LT,
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Beh BN RERERIILLTO LB ThoTz,

. . BRI
HIE R - — —
HIEAREE T HEARRRE G E 20
10mg 36.0% (9/25) 40.9% (9/22)
20mg 68.0% (17/25) 77.3% (17/22)

By A NOEFIIBIE AR,

SRSRBNZ IS0 B IME TR I, I L AR 5RO 49 T —27.2/—12.9mmHg TH V) | AW
DI FEIFBEGN B L THREITIET (paired-t #7E ; Wiivh P<0.001) L. JA5FE 2 WEHZIZH S
IRMEDOIK T AF8D HAv, LI 8 s £ TZE LIz iE DR FA3Rife L7z, WRIAEIZITA B R 2 X
RO T,
LARMIZOWNTIEL, REBEFRAGE TE 2RV EMITIERA 10.0% (3/30 # : SHE (B | KiLE, K&
1) THoM, WIROERLEEIXRECTHY | A bE<, IBRPESEONEZET S
L7 <R Lo, INRBEBRAEE TERWVERRREER T ZH)E 20.7% (6/29 F] : K L5F - fF7 V7T
F=r k5 -BUN EH 16, K EF 241, fE2s L7 5= EF 246], CK(CPK) EF 14]) THho7
2, ZHHIIWT b E G T H D5 VIEHGREIC TRIFRGATEICE LT,
WG Z 2R ClX, MHERR] 230 E25]E 63.3% (19/30 i) . PHIERNRE] 28 £ RWHE1X 67.9%
(19/28 %) TH V)  EHEREREE 2 £ O B ESERE TG L TH AL AP ILZ L X RFY 2L 10~20mg
ISEHTH D Z LR S,

) AFOAR SN RiER AR, DEE, AT AIV A LEZ Y ARFYINELTI0~20mg % 1 H 1
B O#ET %, 228, 1 H 5~10mg 2>bH G204 L, FElh, ERIC X 0 EEsET 528, 1 BxAxEGE
1% 40mg £ TET5, | THD,

(6);amERE A
1) ERABBRE (—REABERE. BEERARBERE. EABBLKAZT) (| RERFTET—4X—X{

E. HERTRERABONE

OERBERE 19

FAORWER. EHERET CORIERBEIRN., 2ol - AOMEICREL 525 LE2 LN ERK,
F OV Ot o3 S A B HNCHR T 5 2 & &2 B & L TR T oM A 23 30E S,
1,348 Jiligk 6,477 B O A ZE AN S 4172, MR T 52 6,327 Bl 35 1T 2 BIVE I FEBLHR 13 3.86% (244
#) Thotz,

TARWERIL, wEMEo v, MERT, Sk v, IFEERT R ETh-o 70, EERBIERIT 11
BT, 2 ITUUFINLRE L TWREAOHARRE. FRUIEREEZ2 DN, AL AL
v ARXRYINEOBEEITRNEEZ b, AOEICOWTIE, &S 2 BRICAERBEDRZ
RLU, ZOREIF 12 Iz > THkk: L7= (P<0.0001) ,

EBIT, RFHEERICONWT, A AFZ Ly A RE Y I JVEMIER], ftho B3RO ER], fh2h
RA3z X DU 2 Bl % sz, B5BIARHICR T DTN R 2R T 5 2 & 2 BICKRR 21T 72
W, ANAYNE L A RRY IVEEREET RO GBR M 1 BEE%OMEMFE S 7z 564 iz
T, BGBIA 1A% X AERBEDHRESAHR SN (P<0.0001) , 72, AAAPLTL X REY
IVHMERG], O REEIROFREG], MAISRA T I L DX BT ISR N T, RIS 5B
1% LV EERBEDENRBD SR (P<0.0001) | FFICLeEtTRE 2RO Lo Tz,
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QBREEABERAE (BREICHT IHE)
EEE ICRT DR, AOEICET RS, F oo EdAE R A2 BYICIET S 2 R E
L. 65 &L Lo @ ioxd 2 B E ORI T D Je 35 T o A FERE T T OBERRA 2 E i S i, 65
kLA L 75 A ORI EleE & 75 A L ORI S E O 7T — & A i - BT L7, 2E 102 OERE
BB W CRERA T, 634 5 (RiEHRE 326 i, %IEEE 308 ) ZZeaMERFlixg & Lz,
BIEFORBRITEMEE LT 568% (3641 THY ., millminE CIL5.21%., #MEkE TiX6.17%
T, MBHEDOMICHERZELZR ORI -1, EREWERZ, BEWED E v, BUF, MoV v L8 &
Tholz, AMEFERS: 629 FlICBIT A AN AFNE L A KXY INNEGIZE 5 MEOHBIL, il
Himn ., %&EnE T2 160.5/86.8mmHg, 160.6/83.8mmHg 725, #4524 #%I21X
138.5/77.6mmHg, 139.9/75.8mmHg ~& A &I T L7z (P<0.0001) , L EX D A APz R
R Y VTR SR E . #EEBE OV TV THLEIEREHAO b & TERNOF R EEET
bHEZEZ DI,

QB EMEAMERAE (RHFERICEYT L:RE) 19
2 EMO RGBT 52k OH IS O I AFHRZINET D Z 2 E LTREHTD
ARA AN SN S Av, 176 fisx 657 Bl OFH AN STz, ZaVERHlixt S 621 Hli2is T 5 BWEHIBLR
1X6.12% (3841) Th-otz, BEHDZ IS 6 » ARMICHEI L, EMEMICHEVCRITER ORI
BEE O HENME ) SORF E O BEWEF O3 BLA RO Ie o T2, 65 A, 65 Ll b 75 ik, 75 mkLh B
R ORIERBBRICHEEAEZRO D o7, AEICHOWTIL, 5616 6 » ARICAEEREER)
RERD, ZOHRIT 24 » ATV g L7z (P<0.0001) . 65 A, 65 bl B 75 AT, 756
LA EOFEBNC MEHER 25 L CHRBROER ThH o7 UL EX D AV A A Rx Y I LE,
L ERFORBERICE VT, @, £ 75 Ll Lo & T bIEmimE L RER ek, BT
BIRERTZ LD HERR S LT,

@ EFEAMEFAE (OMEGA study) 17
I ERE OBIEMEM, B IE, AXRY v 7 v Ka—24A (MetS) OA4E L - L4 2% A (CVD)
RIE L ORREMETT A Z LA BRI E LIRS TOBBIR 3 EDRTm & =R — MMIFZERFER Sz,
2,219 Jigxm 6 15,313 Fil A3 B Gk S 41, 14,721 BIDMENT G & 72 o 72, BIERFEBUERIZ X 4.41% (649
#i1/14,721 B) Th o7, MEZHREER 157.4/88.8mmHg 75 # 5% 36 » 7 134.0/76.1mmHg ~#&
BIZIKF L7z (P<0.0001) , sAAEHAMF > CVD 1% 281 1] (7.15/1000 A4E) FBL L 7=, BlEEfFiE%
JSH2009 O ESEE XS T4 % &, CVD © U 2 7 [FEESKAMICAEIC EF L (P<0.0001) .
FRZIMAE R D Y R 7122 OBIRDFED BTz, BEE O CIRE B E WA Ic A B2 BREZ R
RGP & bl U R B CIMAE R IIE U 2 7 S RIS o T2 (0N — R 1.897, 95% (548
X[# 1.003-3.590) . IMi/Ei%, MetS HH L IE MetS FBETE bIZ L 2y har—/&i, mEEFIZ A X
Y NBAEICHERREERD RN, EIMEOEEE (BlEEME) 23 CVD OFAEICEIMR L, ks 72 i
JEa v hu— B KOES IR ZE R PRHIICEHE CTh D 2 & BRI ST,

O EHEAREFZE (HONEST study) 19
BERIR R OFEMTE (R, sERD « BREME & DMERA X NOREE RS Z & E R
HEgE L., SE58 50 CORBUBRT A & BIZEMFE N E i S Av7z, TS E 21,591 Bl CToH 0 | %k 50.6%.
R 64.9 %, B GEATOMEFEEE ORERIIE (SBP) ARsREIME (DBP) | ¥ i F=E)
%, REIEEE M 151.2+516.3/86.9+11.7TmmHg, #2423 /£ 153.6219.0/87.1£13.3mmHg Th > 7=,
WE) 2.02 FFRIBHE U 72 RE R, BB P o A, RERAZEENE 135.2+10.8/79.0+8.4mmHg,
e T 135.2411.5/77.4+8.6mmHg TH V. 280 NI LMLE R A N FAFIE L7z GEiEE
6.46/1000 A4) ., Cox il — RET M L DBETORER. Fal56E SBP 1%, 125mmHg Kiii D2



V. 1BRICEId 5 EHHA

XSy (V77 L2 R) ICx LT, 145-155mmHg DX 4y (Y — KE 1.83. 95% 5 #EX [ 1.12—2.99)
K O*155mmHg PA ED X455 (N — R 5.03, 95%FHHIX[H] 3.05—8.31) , 2%42= SBP TiX, 130mmHg
Hh DB X S3IT%kE LT, 150-160mmHg (N — R 1.69, 95% 5 #H X [H] 1.10—2.60) &} 160mmHg
PLEDRK Sy (AN — R 4.38, 95%(5HEX ] 2.84—6.75) ODMAERA R FOFIED A7 N EIZH
molo, MEMEZEGiE L LIt (A7 7 A ER) 12K 28T, BB & o = EIC 5
ARy NRIERE HAE L LA, R EE SBP124mmHg OFXF U 2 7 Mg HIR<, Fiz
144mmHg £ 0 DR A X2 RIEDO U A7 ERAPED bz, TIZHRHFEE SBP & 24i% SBP ©
AT X D Cox AT — RET VI L DMFTofESR., FHlZEE SBP125mmHg Klii 702 43
SBP130mmHg Kiifix ZMX 53 &35 &, FEIFE SBP145mmHg UL EA02%2% SBP130mmHg #
WOXsy (O — R 2,47, 95% (XM 1.20-5.08) O U A7 BEWZ LRSIz, lEXEY, 2
BEMEN T br—LENTWTH, LIEA X N RZEBOTZOD T 7 —A AT v 7L LT
FEIFREM/E %A 145mmHg RICEHE T2 2 ERNEETH D Z LIRS NI,
2) RRFHLELTERFEORNEAXIEEREL-AE - HROBE
M EE R L
(N Z Dt
1) EINERRER

AREMEEIMEIERE 2R E LA AP L Z Y A REY L0 " HERLEGREBRZ & DlAERBRY ©

O PHEARE] ZETefESR (FREIECFHMmEILE) 1 79.8% (364/456 ) . THIEARRE] Z&E R0

eI E2R1E 84.7% (364/430 fil) Th -7z,

B, TO 9 HEE - PEIEOARRENE EERFERRE L “HEERIERRICL > T, A2 31

K A REY INVOFAMENPHER I,

1) SR AMAGEREFE COMRRBAIE DR, 146-004 35, 143-024 35k, 143-026 X5k, 146-006 Rk, 146-007
ABR. 145-002 7ABR, 146-010 7ABR, 143-013 7ABR. 142-022 RBr % S

BRIER (T RRBIEC IR 51 45%)
R4 —
DHIEAREE] &t DHIEARGE] &<
AKHEM: = 1L RS 79.8% (364/456) 84.7% (364/430)

% F B IUIINE (—20mmHg B E) R OMEEMME (—10mmHg Bl 1) iz 354
. CEHIME (—13mmHg L) &2 THA. H5VIE TR *Th>Th
150/90mmHg i (7272 L. ABiHHE Tid 140/85mmHg Kiih) ([CHEE L7854
sk FREN  IUHEIE (—10mmHg Bl 1) R OMEEMIE (—5smmHg DL 1) & 3554
B BHVETHIME (—7mmHg MU E) 57454
BEIEZARITA N A2 A REY IS BRI L, 2 @BRUNICHERBELEZ R L%, 4~8
B CRRICET S Z EREERI N
2) ENERRAER (RIS
BUIE « PEEARRERM: S IMTEBE 2 RIS, 12 s AA AV AL Z o XA RE Y IVEFEM IV T
LEEFIHIS LT A 7 A RRFRBEERZ G LR, B8 LIzBESRM SOz, THE
Bl Z B TREESRIL 80.7% (134/166 #1) . [HIEREE] &5 £ RWIEERIT 93.1% (134/144 f5]) T
Hol=®

1) SR MAGRRF E COMKRRB AR DL, 143-024 3B, 143-025 iR, 143-026 X5k, 146-006 7Rk, 146-007
Nt hiaay



VI. $Eh3EMIC B+ 5 IEH

VI. E3EEICEHT 5I1EH

. EESCEAELH S ILEMXITIEEME
ToUFTFUUU (AN SREFERIK (oY Ax2y VLT, gz h ) oh, NP Lg
VLTI E L AN E S T UYL )

EE : BEO D LBV OMREIINRF L, BHOBFRIXEZEZRT D L,

. FEIEER

(DIEREREL - ERERE
ANFT v VAT v v BHFESHE (ACE) ICL->TT vy Ty I hbAERSS, AlZL=r—T v
AT UV UROERAITEMETHY, MEEFESED, T RRATa O RERE - EHET S, b
U LA T BN OBRINSELREOHREALTND,
T RT T THDIANAY ALY A RFXY IE, BABKGBIGHEREW TH DAL AL Z NEH S
No, ANAYLZ ATMED ERIZES 35 AU XA 71 (AT) ZHREISEROIER L TALOREE %
BAMICHEL, MEMEMKL VBT AT B EREZ N L7 AL o IHE KOG % 95 5 IR M
(insurmountable) (ZHIH|F 5 Z L2 X 0 BEEEHZRELT 5,

| Angiotensinogen |
A s
All MR
| Angioctensin | | All S SRR
- ATHEIRAY
| Chymase = i
m ACE A N
FIAHFILE L < AILFEEMIER ICs0:1.3nM
A b*r) W l__:fffffifflf__J Ki :0.57nM
F LA ﬂ)lf R l

m ——
M e Ay

Al IR FEIHI1EF T’FFHJ J

fEEEA
- ERE - R ER - EE OB I RE THEREN
- All #£3fEA  ICs0 : 0.083nM - fEEIER  SHR24BSREfEEETAE
FEARYE (insurmountable) 0.03mg/kg:88%-hr

- RERSBCHLEELBEDR
S IDIREAORZEN DV

F TEAERAOHEEN DLV

- PASOEMDFEEZ T W



VI. $Eh3EMIC B+ 5 IEH

(QEEE (T 2 RERAKE
1)EG PR ERBR

OBEZE : 24 BRIME

() BE « PEEARENE B ML ESEA R ERE 39 Bl AN AL Z L A KXY 3010, 20mg Z 1 H 1 [Al5H
B% 14 BERKEROZS L, 5 14 B BICBT 5 ER ORISR 24 FRFHER 2 5 RATE) T ifE
HE (ABPM) IZCHfiL7z 98 24, BEOREL I EOREE MR LD 6HB L,
S 0 - B OVPR SR i 2 B~ 2 B (7:00~21:00) . &I (21:00~7:00) K& O 24 IR fEIX
BN U TR T Lz, BRABECEE L TRV T o 5B W T H BB IC i L THEZRZE
BIFRRD BRI o T KRB COMmPEE T VL1 Q)EKABR THESNMPEE) 2H) |

—10mgEf—

INAERRME (mmHgE) - e HOREAME (mmHg) - k=gt
190 s 130 — AR
180 120
170
160 110
150 100
140
130 90
120 80
100 :

90 60
80 ORF 12R%15RF 18RF 21RF OBF 3RF 6RF %0 ORF 12% 15RF 18R 21RF ORF 3RF 6%
5% 31
&0 —— U g A E
40 —— HRHEAME
i}
E 20
Y T
g .llIllL!Im!llr."-.lill.efq!.-!ii‘l b ! NI
(mmHg) ‘If.fll.l"l‘l['i"lllp.- igIBN? X
-20
-40
T T T ZTE i Bon don TR R

10mg & 5RICH T3 24 BEMERVCMETEREDHT

—20mg&f—

IRFERRME (mmHg)  -eee- gaER HAREAME (mmHE) .. gRzR
190 w130 — aEH
170
160 110
1501 p T, 1007 117l
140
130 90
120 80
110 70
100

90 60
80 50
ORF 12851583 1885 218F OBF 3BF 6RF OBF 12851585 1885 218F OBF 3BF 6BF
(53] =31
60 —— IRAEEA M E
w —— BRI
m
l%? 20
By TRl I MISTaNEN"
(mmHg)
40
B T T e T T FHELZERE

241

20mg #®E5FIZH T 5 24 BFFEME R UV IME TEEDHS



VI LRI B4 5

(i) BRSE - FP A EARE M R i ESEAN SRR 26 BlC AV AL Z v A RE% Y 2L 5~40mg % 1 H 1[4,
HAHBROKE L, 12~16 #EF ABPM (2T 24 BRI O IE « JRIZLOHIE 24T - 7= 20,
FE R R CTOBEH LR & Ol Tl IHE I fE X 22 RFLISA O RF 0T LR LE IR 10
BE. 19 B, 20 e L TN 22 B LIS O & B S CHEICIE T LTz (paired-t f7E ; WL h P<0.05)
ARIEENT 19 FRICA B L, B A O 5 RICHRIZED L2, fhoWTFNoORFRIZBWTHAE
REENIERD B Lo Tz,
e = B ORI E D T/P (b7 7/ —2) g, WHEHinET 0.561~0.78, LM+ T
0.44~0.83 TH 7=,

INfEHBME (mmHE) . gRZR R HOREAMLE (mmHE) L gEEH)
180 —mEm 120] — A
170 1
160 10 H ,

150 ] i - \ 1001t 1 | \
140 | h { - ' | \ i
130 sl | [ |||
120 ‘ 80/
110 ‘
100 0
) 60 :
Of% 1285 15K5 105 2105 OBF 3B oRF OB 1285 158188 21Bs OBF 3FF 6FF
=34 2l FHETRERE
3=kl
Gara)
100
90
80
70
60
50

ORF 128% 15R% 18EF 21BF ORY 3BF  6RE
=] EEIRERE

24 FfE M E B CARIB B D HTE



VI. $Eh3EMIC B+ 5 IEH

(1) BRIE - PEREAREME & M AESN RS 28 BT, AN AP HZ L A RF Y I 10~40mg & 1 H 1
IR 8~12 HMRE NI H L, TR TR i E X ORI 52 ABPM (2T 25 RefH] LA e L
THIE L7,

WS $51 1 R OVR R I 1 24 WEfE] . BT (7:00~21:59) K OMKEE] (22:00~6:59) DWW HLIZE
WTHBLZEH L el U TR TA BT LTz 20,

Fio, FERAEW IR BN A B RE LIRS O 2105 BRI BoHrE2 A CiE S — 8
T4 T UV RN RIETREICOWTHRET L2 & 2 A, IUEHIMEIZ VT, BEH Cix—igt:dh
BT oTzDITxt L, TREIICILEERE A o & RN dh AR OFR#E 2 — 0 Ty 2 MR Z R L,
HANZEBIOAEER) ZLAOBRPOHELWELTH D EE2 O, BIRH, 1BFEHZLEThOSE
HATATI AR 2> B 5K 60 72 IUH 11 1 K OSSR I E 0> TY/P i I 1 M ¢ 0,71, $A9E# 1fi £ C 0.55
ThoT,

120

100 60
9 12 15 18 21 24 0 3 6

(BF)
---- BENEREHR — ARARREER
won EITIOME  sss AENTYE

I [£ 5 4 B D HEFS B O &) 1A BV e 5%

9 12 15 18 21 24
(8%)

---- BEIORME — BRADFHER

wnn BEEIFIE  ans BEATIOE

24 B - B - REOMER VCARBEDZEL

HH Ik 24 HERA e redr
Bl 27 [154.0 (13.2) [160.0 (12.9) |144.3 (17.7)
AR TR 138.9 (18.2) (144.8 (18.4) |129.4 (19.7)
e L o g @) P<0.001 P<0.001 P<0.001
52 27 195.6 (10.6) |99.7 (10.2) |88.7 (12.6)
BLAR A LI TRIE 87.2 (11.3) |91.2 (12.1) | 80.6 (11.0)
(mmHg) 97
B L O ik @ P<0.001 P=0.001 P<0.001
Bl 27 | 71.7 (8.6) 76.9 (8.8) 64.0 (8.8)
ISR N
%) TR . 72.0 (8.5) 77.7 (9.2) 63.6 (8.3)
e & o e @) P=0.777 P=0.582 P=0.775
a) paired-t IRE
[EHAERREEN DK OT=- T/IP b
HH M FREE (mmHg) T/PEt
k —18.1
A 490 1L pea 8 0.71
trough —12.8
k —11.
SRR L pea 114 0.55
trough —6.3




. NPT B4 S H

QBREMR - REIEEH
() BErs5

WOIE « TPASSEAREME B L ESESN SR RE 125 S AL AL Z v A RE Y )L 5~40mg % 12~16 i
. 1 A 1EEIRZRICRORE L0,

MEE, SGEEIE, JRREINE & HI28 S 2 WRIIIBEINC i U TR FAIICH B2 TR 2R
L (Dunnett oL HE gL ; P<0.001) | DIBELE LIZRBERRHE Lz, WRIEIZIERH O & H1E
RER DWW THUTE N T b B IEUENE & I U CRFHAIICH B R ZITRD bivie o iz,

200 IR HEHA M0
180] " 100 o110 noge 104 n=91 n=99 32
1601 S e el S o A e
il 14017152102 l 1 I I I
1124.9+6.1 SEA4 1 [F g 145.9%14.2
E 120 i I ok ek sk kwk sk
(mmHg)100 t * % $ % __§107,8i9,5
807 101 :m_f—?_ht—f—f_?
60 Bk ek ekl mok ook g sk ek
HRGRHAR M E 88.7+8.9
Bk 90 n=30
i gol] n=118" n=99 n=I 06 n=89 n=103 ,_gg n=98 n=60
70 . ) I l i ! I
a O Tttt
(#a/57) ———— —_— ———————————
0 2 4 6 8 10 12 14 16
5 HARE GA) T HRERE
DunnettiZ &35 B 347
*3k T P<0.001

# BEMR [HIETEE] £ERV 23561

FlEfEE, 104 B 1 B 1Rl 14 (hkfE 52 @) Mkl L7z 9,

MEIE 5~40mg O FEHIPHIZ B TR 28 U CIRIE R (CHERE S v, BUEIAEm T & i
L CREEFEMICAEITIE T LT (Dunnett RO ELEHE ; P<0.001) , HIERREZ BV - #05R
0D M TR LN A B0 AR R i E O SEAE T, 6 4 HRFTCIE-28.6/-15.mmHg, 1 R Tl
-31.9/-16.8mmHg TH V., HERFMIEITBIEM & L T TN ARIE T LTV (Wit
paired-t J7E ; P<0.001) . WRIAEUIBIEHIAENR & R TR OSSN ERA & O THEZAIT

RO LRI T,
200
150 N S O A
N N O B
2 g | B
g 100~ T
Nl A S LR A ot
50 r100
-
04, , ‘ , . . ; . . : . + 50
0 16 20 24 28 32 36 40 44 48 52
(8)
— R E — —- HERAME
2141 J— o
T E



VI. $Eh3EMIC B+ 5 IEH

(i) SRS
T LS

Y LA 7V A RRFR
JEER= I =By Y P WA VN |2

2y AIVAPILZ L A REY )L 10~40mg & 1 H 1[5 1 4E[H (52

Beh) Lz 10,

WA A L PR R L Ky O8I 1

B & bl U CRRH A1

Lot
(mmHg) (38/4)
2001
150%
1 i3
- g 1
S TV R et S St o S i at S5 A S SR AR R
R B et o SRS EE LR
501 - 100
s T
th— 50
0 2 4 6 8 1012 16 20 24 28 32 36 40 44 48 52
(&)
— UNkEHAIME ———- HORHAME
______ FHHmE S 3= -
FIEHRERE
<A LIERER>
(mmHg) ()
2001 -
1E°W
" 1 | &
N5 + 5
E 100k F } SRS ST R
S SN T S S S S U
501 100
Bt eferefremseereedbonbonefoncfosornfeeegerrfroesercbene]
o} 50
0 2 4 6 8 1012 16 20 24 28 32 36 40 44 48 52
(&)
— IuAEHAME ———- HERHIME
______ FHmE R 12
FE IR ERE
<HCTZ#H>

. TREH 2

# (HCTZ:; b RuZuouF7rYR) B5TH4570m
EVEE MESESN R EBE (L 7 KHEHUERRE 22 4,

DN

2 1A

BRI IT VS 7 AT
WICAERIET (Dunnett B o2 B ELHGES ;
Mt Z2E LT AR FER AR LT, IRIAEIC DD IR R 70 IR HERS |

HCTZ #¥ 27 1))
HRE%RE Q&S GBI

ik, HCTZ BRRHREE BT
P<0.001) 2D B, ZiLLA
IR E R



VI. HELh3KECBA 4 5 IE A

@M iEIR - BT - MHHERE -

BRIREE

() EEAE - HAREARENE & M EAE AR B 26 BllC, AL AYLZ L A RFY I 5~40mg &2 1 H 1A
B4 1R DG L7 2029,
MAE L = 45T 6 5 HEELBEAEIC EH LT\ (paired-t ME ; P<0.05) , 7> AT v
1% 12~16 HEER D 6 » AR CEIEO FRRRD L%, 1 EFCIIAZICHELLTEY

(paired-t #7E ; P=0.001) , 7> A7 i 1 ERICBWTHREICE T LTV (paired-t
MAE 5 P<0.001) o MHET /L AT o 3B & bl LT 12~16 R LR PO T 23580 5
. 60 RSB TAIICIET LT (paired-t BE : P=0.014)
MIEHEE OB & 1 EROKEK TIX, HDL-2 L AT o— Lo ExR EFA, LDL-a L AT o—/L
DATIEARD T ST (paired-t BIE ; WG P<0.05) 25, ZALUNOEH TROFHOH
ERRICE VT A B ARZEBITRD bhan T,
MHFERELCRE L Cidimpl (BS) KU 2D v (IRI; S HMIEEA A Y V) OWTR bR ERE

IIEEO b oz,

R HIERRDHEFE
[EST] 12~165A 6% HIRF 1A
i ) il RSl il S
HH % (=R 72) % (FEHE (R 72) % (FEHE (R 22)
MHE L = 5 B 22 1.2 (1.7) 21 1.3 (1.7) 23 1.2 (1.6)
NI
(ng/mL/h) TR 1.9 (1.8) 3.0 (3.8) 2.9 (3.4)
e L o i) P=0.078 P=0.007 P=0.014
TYVHAT ] FeiE=s: 18| 132.2 (98.9) | 17| 132.1 (98.4) | 19| 131.6 (96.1)
TR 140.7 (119.2) 222.4 (443.1) 61.5 (49.1)
(pg/mL) |BLEZMI & o Mg P=0.704 P=0.322 P=0.001
TrOAT Bl 18| 19.1 (14.7) 17| 20.0 (14.3) 19| 20.1 (13.5)
1B 18.1 (13.0) 12.7 (18.9) 6.8 (7.7)
(pg/mL)
BIE & o e P=0.740 P=0.083 P<0.001
g7 v RAT | =E=s 18| 11.6 (4.9 17| 112 (4.5) 19| 10.6 (4.6)
TR 9.8 (6.0) 8.2 (6.1) 7.9 (5.2)
(ng/dL)
B L o g P=0.091 P=0.014 P=0.056
a) paired-tiiE
mEREDHE
[E3 12~163f K¢ 6% HIRF 1A
LA (FEVERZE) | B SEME (FEYE(R ) | B2 EEME (FEYE(R ) | B2
TH H @J N 12~16 | &o» 7l o $% 7l e i)
| e ST . B BEW | 6x AKE e | iz | 14ERy P
oL 2T o—L 05 212.5 | 208.5 P= 93 211.7 | 207.3 P= 93 211.7 | 2024 | P=
(mg/dL) (38.3) | (34.9) | 0.311 (39.9) | (39.7) | 0.464 (39.9) | (29.0) | 0.122
KUY ZUEY R o5 | 1226 | 1232 P= g3 | 1174 | 1160 P= gy | 1174 | 1354 P=
(mg/dL) (62.6) | (63.9) | 0.956 (62.4) | (45.4) | 0.892 (62.4) | (69.8) | 0.119
HDL-ZI L A7 2 —/L oy | 511 52.5 P= 93 51.7 53.4 P= 93 51.7 54.2 P=
(mg/dL) (11.0) | (11.0) | 0.274 (10.9) | (12.4) | 0.272 (10.9) | (10.6) | 0.048
LDL-Z L A5 a—/L 94 136.7 | 130.6 P= 93 136.5 | 130.7 P= 93 136.5 | 121.1 P=
(mg/dL) (38.3) | (31.7) | 0.089 (39.2) | (38.7) | 0.246 (39.2) | (31.2) | 0.001

a) paired-t BRE




VI. HELh3KECBA 4 5 IE A

75g# A7 FORAREBREOMBEBER VA VR ) VIRE~NDEE

HH g Bl TR B L O L
TR (EHERZ2) [P (FYERZE) | paired-thE
YBS (mg/dL) 23 |6525.7 (3828.4) [5994.1 (3725.2) P=0.388
YIRI (nU/mL) 20 |5561.3 (3400.9) |5064.5 (2545.2) P=0.262

() BAE - PEEARRME S MESESNSREE 250 RIC, AV A L2 A REY 1110, 20, 40mg % 1
H 11E &% 10~16 B[R 05 L B IE R E R M A (B LTt & (RPF) R ERIKIEIEE (GFR)
% (FF) . BimitE (RBF) . BmEES (RVR) ) IZ W THRE L2 2058, Wi hofid
%ﬂ%%ﬁﬁx%@?ﬁf@%fﬂ%h%m&ﬂ;#o710 NAWMEE R (ME L =& (PRA) | g7 L R
A7 aPRE (PAC) | g7 4T v TIRE (PAIC) g7 AT v NEE (PA
oac) . miE /s vr K v%)//ﬁr“ MmAE7T FLF U ] 1I2oWTik, PRA, PATIC, PAIIC
[ZOWTERE e B PAC IZOWTERERK TEBEOZ0, WTINOMELBIEN» O OaEREL

TR LZe o7z,
BERRDEREEDHER

Bz TR "
HH B SEH il S éﬂéﬂ%’ﬂﬁ k_mﬁ&
e | ope | PUTTRE
RPF (mL/min) 9 |447.8 (318.1) | 343.7 (61.2) P=0.274
GFR (mL/min) 9 | 80.9 (25.8) | 81.7 (14.4) P=0.901
FF (%) 9 | 22.1 (10.3) 24.3 (5.8) P=0.307
RBF (mIL/min) 9 [802.5 (628.5) [598.4 (140.9) P=0.256
RVR (mmHg/mL/min)| 9 | 0.19 (0.08) | 0.17 (0.03) P=0.275
DIMEEREEDER
Bl TR 9
HH B EE T %iafjd& f;ftf
(FHERE) | FEERE
PRA (ng/mL/h) 9 | 1.3 (1.4) 4.5 (6.2) P=0.091
PAC (ng/mL) 9 | 13.6 (7.2) 8.8 (2.9) P=0.062
PAI1C (pg/mL) 9 |50.9 (55.7) [537.6 (836.6)] P=0.106
PAIC (pg/mL) 9 | 57 (5.2) |20.4 (31.4) P=0.132
Mg A7 KLU #BE (ng/ml) | 9 [0.28 (0.12) |0.30 (0.16) P=0.685
Mm4E7 KLV U EE (ng/mL) 9 |0.03 (0.02) |0.03 (0.02) P=1.000

2)JERR PREXER
D7 oA TV IZRKERER 2
Q) FHEHARHIA N ATV EZ DT o OFT oo (A ZREEFERZ., v b AT A5 K% 588
EREF ¥ A =— AN LAX =PI (CHO i) . »2W0idte b AT ZRKE BRI SH 72
b b FE A A K Hela HIEOBSy B~ 125-ATAEABLE THRF L L 2 A AT O AT ZBIKRES
(2R D 50%BAERE (ICsofE) 1% 1.3nM ThH o728, AT ZAAICEI LTIk 20,000nM TH Y |
AT ZRRIGRIN RSB ER N R Sz (dn vitro)



VI. HELh3KECBA 4 5 IE A

(%) Eh ATIZAF (%) b AT22 B
120 120
100 100 -
it # 80
ﬂu 8 ﬂu
a o
=60f %60
Taol a0t
ool Y o e Al
S og | Auxts T op L FALR
—e— PD-123319 —e— PD-123319
0-14 -13-12-11-10-9 8 -7 6 -5 -4 -3(M) 0-14 13-12-11-10 9 8 7 6 5 -4 3(M)

log (FEHMIEE)
E kAT RUY AT ZBEAD B-ATDHEEICKT S
FILAYILE VIRE —HER

EHE £ FERERA S n=3. PD-123,319 : AT B®IRAUFHEHiHE

log (FEMIRE)

Al O AT ZFRIKFERITR T D A0 A Y% o ofEhugElidEan. EEE (KifE) 1% 0.57nM ©
HY, FANAF LD AT ZFEA~OFEE KO AT b Ol E HIC AT LY BB Lb,
AT ZRERITH L TR LIRS L, e BT 2 b0 L &2 b7z (in vitro) .

(%)
120

(%)
120

SH-F LA IR SH-AT

100
80
60

b SHEaE

40
20

0 80

30
SR

0 90(4)

FRIGESRE
SH-A L AH LB VD E b AT RBAEANDREME S ORI

PEME, n=3 mKRAEE T DHXE (%)

EFATIZBERIZTHT B 3H-FILASILE D RUBH-AT DIEERETEHR
RUEHRETEN

INT A=K SH-AT SH-A WAz v
G EH (nM? - min) 0.0093+0.0021 0.0046+0.0003
it B % 4K (min?) 0.039+0.006 0.018+0.001
EEIE EEEAERR S n=3




VI. HELh3KECBA 4 5 IE A

(i) ¥4 4 HRBIRIEA K OV v Mg RBIIREEA Z -V T LA Fr 2 oo ATUGHE S EH]

et L7z (dn vitro) .

FN AN LT Y R REREEARIZ I T A THIGHE O F - RO s 2 s BN AT R 8 &
BN I KU 2 YR FE AR AT L. Wb 2 I3 ilkPE (insurmountable) OEISIVERH 27~ L7z,
F£72. 10nM AIHEIZ X35 50%FLERE (ICs fE) 1% 0.083nM TH -7z,

(%)

120 -
1001 FILAFIL A
] —O— BEE (n=12)
80 - —€—0.03nM (n=6)
W —— 0.1nM {(n=6)
E 601 —=— 0.3nM (n=6)
07 (epwt001)
20

0.1 0.3 1 3 10 30 100 (nM)
ALRE

DY XRHEMEICH TS ANIRGEDO AE-RIGHIRICH T 5L ASILE D DFEE
SEYfi R ERR 2
pD’e + FHE- RO MR i KULHE 2 50 % I 32 72 D12 B9~ 2 3R 0 3 o Fos s

Z O ATUCHESNHIE 3R e U CREIRICHBL L, AL A L& ALBR 90 4314 S e KBl & 7=
Lz, T2, TOMEHWERITEYREZ LRHEMITH Y, TN ATV Z UERE 90 ik E THE I
HIVEHADGE D b7z,
(%) FEng A
120+ T —
1004 — w T
R
A 80+
I *k
1& - *k
pos 60
&= 40 *% .
20
0 T " T " y "
05 0 05 1 16 2 25 3 35 4 (h)
= EiNRE =M
AINET Pk

AR
ELEY MEEOEIZE TR I AYILE OO AT IR 1A
I AEUERRGE . n=5  MUE : BB RRICKT 5 Dunnett O LR E
*P<0.05, ** P<0.01
FNAYFE PR 0.3nM, AIIEE : 10nM



VI. $Eh3EMIC B+ 5 IEH

Qi) 7 v b~ ATFRIRNES: (50ng/kg) 12X 2 FERIGIZH LT, A AYILZ L A REFY IO
o5 (0.03, 0.1mgkg) 1TAEMKAFENIC AT FIESGZIH L, 0.03mg/kg & Tld& 5 3 FiiH
#%. 0.1mg/kg BE CIIf G 2.5 RFMZICHRARME 2R Li-th, 8 Ril £ TZ ONEMFiFE L, 24 FrfH
BIZBWTHHERMEINRD i,

100 9 ) 5/@
90 |}
80
70 o*
A g0 (
il
g5 50
£ a0 FIAHILRL ARFUIIL
55 30 - WA
—=— 0.03mg/kg
20 —— 0.1mg/kg
10| "
0 S S
0 1 2 3 4 5 6 7 8 24 (h)

B fE
SYRADFILASILEY A RXY I LEREORSED ALl RFERGHTRE

B+ EEUERASE . n=4 (RBEIRIE n=7) ATl (50ng/kg) FRARNFS-
WE « IR % %5 Dunnett O 2 E LR E *P<0.05, ** P<0.01

AXZBNWTH, ANV AFLF L A RFYINVOKAO#KSE (0.3, Imgkg) XY ANFIRNES
(200ng/kg) 12 & 2 FEROSMEl 4, 5 2 R IR R &2~ U721, 0.3mglkg #f T3
5.1 8 Wil £ T, 1mg/kg #f Tl 5% 24 Wil £ CTHERIHINFRE L 72,

(%6

120 1

100 —
A 80F S/i
I ¥
£ 60
E 40 F FNAFIRL ARFUIIL
o - %48 (n=4)

20 - 0.3mg/kg (n=4)

- 1mg/kg (n=4)
O T *I;'i T T T T T T T [)l) T 1
0 2 4 6 8 24 (h)

B

AXADAILAYILE Y A RXY I EREOTRSHD AL RERGHT
S+ REYEREE AT (200ng/kg) ERIRNIR G
KE : ®BRREIZ%T 5 Dunnett O 2 E LER T *P<0.05, **P<0.01



VI. HELh3KECBA 4 5 IE A

QBE/ER (v k) 2

G) BMEARIIET v b (SHR) ([ZA/L AP ILZ L A RFY I/00.03, 0.1, 0.3, Imgkg & HEFE O
535 & MEITRA ST L, 5~7 R I B R EE (B 5-RIE & OZ 0.03mg/kg: —25mmHg,
0.1mg/kg : —21mmHg. 0.3mg/kg : —30mmHg. 1mg/kg : —36mmHg) & 72->7=%. hxIZ/EH
P3EEE U 7o, 24 WP E i FEEIX 0.03mg/kg T 88%-h, 0.1mg/kg T 101%-hr, 0.3mg/kg T 145%-
hr, 1mg/kg T 221%-hr Th V| FAEKFICHEK L7z, LEEIET X TOHER CHRERZITR
DO T,
BEEZDRITBERMET v b, SIUEBRREIET v b, EFMET v bONEICTROWEEERAZ R L7
B WS DBICR B E 5 2 e o T,

a4

400
& 350
A
# 300

250 o SEE (n=7)

(mmHg) —e— 0.03mg/kg (n=6)

200 . —— 0.1mg/kg (n=6)

-&— 0.3mg/kg (n=5)
—— 1mg/kg (n=6)

180 T P<0.0001
el 0.03mg/kg
9 160 0.1mg/kg
m ] 0.3mg/kg
T 1mg/kg

140

120 :

0 6 12 18 24 (h)

SHRADFILAHILA Y A RFXY I LERROKSEOFHMER TR OH#HTE
EEE SRR ME - RS RME A LA R L U RERE S BT
o OVAI KT HRREIZ %195 Dunnett % & HiliE  (P<0.05)

Q) AN AP E L A R¥Y 0% SHR I 24 BMER DS (1 %O 10mg/kg, n=10) §5 &, [iif
PEEALDZ RS BELIEBEERNZ R L, KEEOBIIRGEBE O bivhrole, £z, A AP
2y ARXYIN%E 14 HEXERO#ES (0.8 X 1mg/kg, n=6) %, (KELTH U AT NIEER
ORI,



VI. HELh3KECBA 4 5 IE A

(i) VEMERE AL A L2 2% SHR ICEHIRNEE S (0.01 X0 0.1mg/kg) $5 &, MEDK A5G
DAL, FRZBE T O ME &S B I Uiz, RO RIS ALY VO H & OB & O R R ifn & %
PFLOBDRRD BN Z L6 MEDR FIEREMIMAERFIOR TIZES<bDEEZ B, O
HHEOWINIZARMOBPIZ L DD EEZ b, o, BT OB e it & o N & Ot
BRPLOBDDRBO BT Z L6 AR BRUR N ICBIRIC 31T 2 ME LR DB 528 K& v

LEZLNT,
(mL/min/100g tissue)
1500 *
#8
# 1000 - D58
Jinl 0.1mg/kg (n=7)
i)
& 500

(5) M

BRI SR B g
o

20.01mg/kg (n=10)
o m0.1mgkg (n=7)

B DEE B ER B KR BBE A4

|

SHRIZA I A Y )LE U = BEIF#IRARE L-ZOEXERFICH TS
HBEORER CHEBLDEERETLE
LA fE - AR
RRIE : #5811 O paired-t BRE *P<0.05, ** P<0.01

SHRIZA L AHILE U ZBEAFIRARSES L-2OFEHmE. A%k, MEAHERD
BEREMEERZEIL

L 0.01mg/kg (n=10) 0.1mg/kg (n=7)
N 7 )( - 57 L. . 2. A7,
B - Beh-1% 5 5%
LT (mmHg) 208+4 184+4%* 209+5 170+£6**
fade (FA/57) 306+9 3017 315+14 308+11
'L¢Et55% 214414 292434 223+18 324+24**
(mL/min - kg)
(\‘/_g N7 ;ﬁ_—@ iy
FEACH ML . 1.008+0.067 | 0.712+0.084* | 0.975+0.081 |0.535+0.026™"
(mmHg - kg * min/mL)

SEYE = A HERA S
WE 5RO paired-t #iE *P<0.05, **P<0.01



VI. HELh3KECBA 4 5 IE A

Gv) SHRIZA/W A LZ L A R¥Y 0% 1 H 1[0 20 @EKEROEYS (3. 10mgkg) 5 &, &
IR oM AEIC TR L, R E YRR R M RFEEFE (BUN) 1XIEIERHER AT,
R T AT I YRR R OR S N-7 2 FA-B-D-7 a4 I =4 —F (NAG) JHMEITEE S CIALE
SHREEL V b AERIEMEZ R L, BHKT % OBIROMMBA RGN B TR B 51 CRER A
b B QPR ARG B 55 OIS TR DAL, BIROBERERZE AL K ORI AL OB AR 4Tz,
Fio, SHRIZA WA VZ v A RFY 0% 1A 1R 8EMKEROES (1, 3mgkg) T2 &,
FEITRA U CMED TR L, A DEESITEEER ISR L 90%A1# ., O AsHERIE 80~90%Hit:
DA EARENFRD AL, DIERZIHIT 5 2 & SRS,

R)ERAFIREFA - Fribsm
YR L



VIL_ S Ehie I c B 5 I H

VII. ZEMEREICEET 51EH

1. MAREDHRE
Ta RTyTTHLIANAYNZ Y A RXY IVERAOFELE, BE KOS 5 Wiz s Tk s fig
AU ARG AN AV Z ATEBREND, ANV AT E o A RXY IV 24mgkh ZEMGRFHLEIRR O 5 L7z
fERE R N B2 2 & B H-2RFRIZ ISR L7 B IZ W TR T2 &, REMMEA AL A L2 A RX Y I 0
MBI Ing/mLATEBRH SN DB ThH o7, 1o T, b MO G LEAEKITIT & o ERTETEREY A L A
P LTHEBRNICHFET 200D EE I bND,
aREEMGIMPRE
RZMER R L
<sE>
FNAF L X RXY INVOREENRITEERE D AL A2 SRR REO HNHERIC L 63 24 FF
MZE LT, AUCoz2an (AUC : MEF R E — RERTEhAR T A 3% 525 CTHEM L, £72 AUCo24nm
EE T REEEIC DWW TR AUCo-240 DI RN ME FREE ST 5 2 L AR STV D 19,

HRBREAM U5 A 0 FE 8 : 12323

201 20, A TSER
—_ ] — ] o
%.u 10 a . o . :tén 10 g R . .
é 0 e 030 : E 074 O O.0.. *
S -10% * 2 -10 —2
= 00g" ® e @ =, o®. o .
iy -20- * i 204 2 08 o o0
H * ° H . Ooo .,
S 301 g 30- . .

-40_ r T T T T T 1 -407 r T T T T T 1

0 1000 2000 3000 4000 5000 6000 0 1000 2000 3000 4000 5000 6000
AUC (ng-hr/mL) AUC (ng-hr/mL)

IMETEE & AUCo2an E DR —RBREFH—
X O RFE ML Linear €7V XL 5
(QFERFHBRCTHRE SN -IPRE
1) BERRA
EWFHE F IR 20

R A B 51 B A LAY ILZ L A REY 20 OD 8 40mgl §& (K72 L XII/KTHRM) x4 v
APz A RFEY IVEE 40mgl 88 OKTIRA) %, 7 v A4 — —ECEERFHERE O 5 L T,
TEHERE O ANV AL H o OIRYBNE T 2 —F & i L2, Cmax KT AUCiast O30 FIIE O bt
ORI 90%FFIX 1L, Wb 0.80~1.25 DHEEHN TH V) | M RLH O LW 71 R FEMED RS S 7z ™D,
FNAF B A RE Y 2L 0D BE 5mg, OD £ 10mg &% O° OD §2 20mg 1% [& &3 872 5% 0 [EE
BRI O LY FHF SRR A R T A ) *THESE | EHERBZ A LAY L2 A REY 0 0D
BE40mg & L7o b & EIHZBENIFEE L HE S, AMTFIICEE E S,

* 1 AWFRR SR, TBRRBERENOEDFHIRI SRR T A K7 A VEO—YIEIZ DWW T) (ERR
24 452 29 AIREFATE 0229 55 10 &) BIHE 4 FIBIAF 2 5 K OB O 7= % O A=Wy R S ikER 4
A RTA NTHELC TERE LTz,

%2 THRBEIRGOEWFHRISEERRT A BT A4 VHEO—HEEICOWT) Pk 24 4F 2 A 29 AIRA%EHE
% 0229 % 10 %) BUHE 2 & EA IR 5% 1 E A O LW F ORI SRR A KT A v



. Y EhREIC B 2 HH

(ng/mL)
1400

1200 —a—§E40mg (K CHRAA)

—e—OD#E40mg (K THRA)

(n=51)

(n=50)

1000 ——0D$E40mg (K72 L TRIRA)  (n=51)

i mean+=SD

ﬁﬁ 800

e

%

f; 600

400 H
200

0 T T . 9

0 12 24 36 48
BEERE ()
MEERAILAYILE VEEHR
FILATILE DDEYPFHRE/INT A —42

. " Cmax Tmax tie AUChast

7%

Gl % (ng/mL) (hr) (hr) (ng * h/mL)
Cﬁgﬁfi%g%) 51 | 978+331 | 25+0.8 | 7.5+1.2 | 6,770+2,180
(2i§£§$g 50 | 904+256 | 2.6+0.9 | 7.5+1.2 | 6,570+1,810
<jfé%$%) 51 | 983+234 | 2.1+0.8 | 7.4+1.0 | 7,170%2,090

mean=*tSD




VIL_EYyEhielc B4 5 HH

HEZE 2
fERERR AN Bk 24 B (20~28 7%) ITANV AP ILZ L A KXY )L bmg, 10mg, 20mg, 40mg % Z2 i HF
AR OG- L, DI 72 BERE E CREOICERIM L Tl dEp AL A v 2 o (GEIERGEN) HEE A2 E L
Too ANAYNE L AREY IVREAKREGHR, MEPITTEERB AL A P2 ORFBLL, £ ORI
Be b5tk 1.7~2.2 Re IS el 2 /s U, DABR P 8.7~11.0 R TR L7, Cmax (B MR E)
J O AUCo- ol 3 G- BB L, BB IEE R LT,

(ng/mL)
1200 .
—8—5mg
m 1000 —o— 10mg
i —/— 20mg
800
7 ——a0mg  (n=6/E¥)
% 0ol WA (EER)
s
<l
> 4001
P-4
x 200

(o]m; :
0 6 12 18 24
#F g (h)

FILATILE D DEMERE/INT A —4

L FIAYE L A RXY IR E
INT A —H
5mg 10mg 20mg 40mg
Cmax (ne/mL) o 149.0 (0.21) 273.5 (0.17) 469.7 (0.23) 996.3 (0.15)
X \ng 116.1—197.4 214.9—330.5 379.5—658.1 836.2—1248.0
Tmax (hr) 1.83 (0.41) 1.67 (0.52) 2.17 (0.41) 1.67 (0.52)
1—2 1—2 2—3 1—2
AUCo 875.2 (0.21) 1561.3 (0.15) 2796.0 (0.29) 5699.5 (0.22)
(ng-h/mL) # 675.1—1157.6 | 1301.0—2023.4 | 2226.8—4284.8 | 3862.7—6677.0
t1s (hr) 8.66 (1.22) 10.2 (1.75) 11.0 (3.76) 10.6 (4.72)
12 7.50—10.2 8.22—13.3 7.01—16.0 6.61—20.0
JRH 14.63 (2.26) 12.35 (2.20) 11.63 (2.47) 12.15 (2.08)
BEMEEE 4sn (%) 12.35—17.81 9.39—15.10 8.23—15.11 9.87—14.93
BAHTEAME EAERZS) M O/ IME — e RIE A 7R, (n=6)

a) BT RS OERERZE) & OIME— &K% 87,
Tmax : & MFEPIREBIERIE  tue o TH 50N

AUC KU Cmax DETFI9E & 1RHERE

Roa—y | LR | s (%
5mg 6 891.73 190.76
AUCow 10mg 6 1575.96 244.29
(ng-h/mL) 20mg 6 2903.28 914.65
40mg 6 5806.77 1142.18
5mg 6 151.68 31.45
Cmax 10mg 6 276.85 45.93
(ng/mL) 20mg 6 480.70 116.98
40mg 6 1005.58 152.17




VIL_EYyEhielc B4 5 HH

HERE (BEDFE)

AR AN B 10 BliCA L AL Z v A RE Y 2L 20mg 8% 30 b 5\ idze gy (FlapL) H
B O G U CRREFAICERIL L, AL A L2 L REERIE L CRFORELZRET LT,

ZefgiRy, (RAEN R (oL ¥ —545keal) EMEZE K O EENRE (T F—1111keal) EINEDOHE
HAMEOHEIZB W T, EYBRICRIETRFORET b LHEI N,

800

|- g
—A— =R

% 600 —— KEERHE

B

7

i

A

K 400

£

-

b

B

/mL

(ng/mL) 200 L

0 1 1 1 1 1 1
0 2 4 6 8 10 12 14 16 18 20 22 24

1B5 %R (hr)
EMmIghAIL A FILE VEEHR

FILASFILE D DEYPFHRE/INT A —42

RTA—H B 544 Bt | FEIREY | RS [95%15 #E X il ]
ZE g I 10 3552.9 674.17 [3070.6, 4035.2]
(ﬁg{ggif) RGN £ 10 3319.7 618.56 [2877.2, 3762.2]
& 10 3163.2 463.18 [2831.8, 3494.5]
72 IR 10 3719.4 717.05 [3206.4, 4232.3]
(nf;?hc,gg) {HERS & 10 3480.9 670.46 [3001.3, 3960.5]
R & 10 3292.4 479.67 [2949.2, 3635.5]
22 IRy 10 4.4 1.13 [3.6, 5.2]
A EEDR | 10 15 114 (3.7, 5.3]
LR 10 3.9 0.63 (3.5, 4.4]
Ze i i 10 603.9 71.63 [552.7, 655.1]
(ﬁgzifo IR £ 10 624.8 112.56 [544.3, 705.3]
LR 10 603.2 149.97 [495.9, 710.5]
72 IR 10 2.3 0.82 [1.7, 2.9]
ﬁiiix IR £ 10 2.2 0.63 (1.7, 2.7]
R & 10 2.5 0.85 [1.9, 3.1]
22 g s 10 6.0 0.55 [5.6, 6.4]
b2 [N | 10 6.1 0.47 (5.7, 6.4]
(hr) e 10 5.6 0.52 (5.2, 6.0]
2 i IRy 10 5.9 0.50 (5.5, 6.2]
METo2an il 10 6.0 0.56 (5.6, 6.4]
(hr) A £ 10 6.1 0.80 (5.6, 6.7]
AU Cyextr : [ (AUCo-»—AUCo+tz) /AUCo-]

AUCo+t, : Ff& e Re i C oD i B rh i — B ] sttt T o
MRT  : Wi e



VIL_ S Ehie I c B 5 I H

RiEHRE 20
TERERR N B 27 Bl 2 X B AN A Z 2 A RF Y 2010, 20 K1V 40mg % 1 H 118, 7 HEKER
A (5 1B H RO 7 BB G320, 5 2~6 [0 B G- Re & 1 Refaficis) L, #lEk s
XITRAERS T B BRSO GRS, £ ER S 2, 5, 6 BB 138 5-A1C R L C i
FNNAY N H AREEZE LT,
MAEFRRREE X 10 X TN 20mg B CIEE 2 A1 H & 5-A11C, 40mg #E CTIXE 5 A H & 5801 £ TIOEFIRRBIZZE
L. %72 10~40mg O 5 EOHiH T AUCo-24n & O Cmax (3% 5- B2 LB UEARAIZEIN LT,
F1EE &7 A HOEYEREFLA ST A —F OB\ T, KRGO ti (TFEIC (paired-t T ;
P<0.05) #EE L7228, Tmax, JRFPHEME, B27 VT 7 RZOWTITHEERZEITRD LNeno Tz,
B 5% B SN - BRI 1.06~1.19 /&< EHEIE G S Pl S - ERiREk L [F% T
BV KEHEGIZ X DBBITRWD LR HEE I,

500 —~— 40mg (n=9)

(ng/mL)
1400
B HITFI9E I RE)
1200
1000
m
%
ch
4+ 800 | —e— 10mg (n=9)
il[ —o— 20mg (n=9)
¥
[
2
>
B
E

400

ﬁ’re 16 1|2
D2 D5 D6 D7 B 7 (h)

36 48 60

BREER S 7BMBERAILATILE VIEE

L FANAFNE L A RE Y INFEE
10mg 20mg 40mg
2 [0l H $5-A1 9.0 (P=0.902) 15.7 (P=0.982) 26.0 (P=0.040)
5 [Fl B & 5-Rif 10.4 (P=0.775) 15.7 (P=0.987) 29.4 (P=0.664)
6 8] H & 5-qi 9.2 (P=0.960) 15.6 (P=0.976) 28.2 (P=0.303)
7[5 B & 5 9.6 16.1 31.4

(n=9) (ng/mL)
B/ " FEEME (Dunnett-Hsu B L 285 7 B BRGRNCKT2MED PHE)



VI Py Ehiel

R4 2IEH

FIRERVE7TRIEREEDTILASFILE D OEYERE/NS A —4
INT A—H el x % 118H %7 EH
10mg 319.2  (78.0) 347.2  (64.7)
Cmax (ng/mL) 20mg 468.6  (72.4) 546.4  (108.2)
40mg 1016.7  (247.0) 1117.1  (317.1)
10mg 2.4 (1.0 2.1 (0.7)
Tmax (hr) 20mg 2.4 (0.9 2.5  (1.1)
40mg 2.1 (0.4) 2.1 (0.5)
10mg 1794.5  (463.7) 1982.0  (533.5)
AUCo-24n
20mg 2896.5  (687.5) 3346.2  (546.8)
(ng-h/mL)
40mg 5908.2  (1431.8) | 6574.9  (1787.3)
10mg 1860.6  (490.2) 2095.6  (622.2)
AUCo- 20mg 3010.6  (716.6) 3533.8  (558.1)
(ng-h/mL)
40mg 6092.2  (1510.4) | 6928.2  (1962.2)
10mg 49 (0.7 6.4 (0.9
tiz (hr) 20mg 5.0  (0.7) 6.7 (1.4)
40mg 4.7  (0.6) 6.4 (1.1
10mg 15.06 (3.18) 15.47 (2.83)
PR AR 020 (%) 20mg 12.13 (2.63) 13.28 (3.58)
40mg 11.86 (2.99) 13.61 (2.28)
1 10mg 11.5  (2.5) 10.8  (2.3)
B VT 7R oo 20mg 114 (2.0 109  (3.6)
(mL/min)
40mg 1.3 (4.2) 11.5 (2.9
BAEAE (R ZE) (n=9)




VIL_ S Ehie I c B 5 I H

2) BJE - PHFEARERMESMERESRE 9
REHRS

BE « HPSEARRNE & L ESESN R B 39 Bl A XtRIC, AN AP LZ L A RFYI10, 20mgx 1 H 1
FIER% 14 HREIER O ES U 5 14 B BICREFFICE M L TR A v A v 2 REZRIE LT,
MAEF AV APV Z YRREITA) 2 R IR R E 72 0 . DI 6.3~6.5 RFf#] T L7z, AUCo-24n

K OF Cmax (% 10, 20mg BF CIFIT A EERFEMIZEM L, Tmax KO tig (TS EBICEDSTIZIE-ETH

>77,
{ng/mL) {ng/mL)
1000 lOomgH ‘000 20meRt
HinFEHiE (RERE) Wi TEHE (RERE)
800 - n=20 8004 n=19
il il
ys 600 s 600+
A T
& 400 i# 400+
3 ;'3
200+ \\‘ 200
0 F ! E J ' 0 T T N 1
0 2 4 8 12 24 02 4 8 12 24
5% (h) 185 %R (h)
y % BAz NGRS i‘#;&%*ﬁ?&@ =
HH JiEd Bk AT R fif syt [95% (5 #E X [#]]
AUCo-94n 10mg 20 1981.2 0.234 [1775.8, 2210.4]
(ng-h/mL) 20mg 19 3288.9 0.254 [2909.4, 3717.9]
Cmax 10mg 20 285.1 0.253 [253.3, 321.0]
(ng/mL) 20mg 19 496.0 0.300 [429.2, 573.2]
\ « Bt B | o o =
IH i -~ N} i 95% (= H X
Tmax 10mg 20 2.2 0.8 1.0 4.0 [1.8, 2.6]
(hr) 20mg 19 2.5 1.1 1.0 4.0 (1.9, 3.0]
tio 10mg 20 6.5 0.9 5.3 8.1 (6.0, 6.9]
(hr) 20mg 19 6.3 0.8 4.6 8.0 (5.8, 6.7]

3) AEEMEMEERE 2

RiEEE

AR & MR 10 ] (41~6475%) IZANLAHALZ L A FXY I 40mg (20mg FEX2 8E) % 1 H
1Rl R 7 AMRKEROES L &5 7 H BICRROICERM U ClSEf 4L 2 v R 2 RIE LT,
MEH AL AL B PRSI 540 2 BRI IS e RICE L7244, uliRy 6 BRI Ol L, 24 BRI 121X
TRIEB&ESHTO L)L E Tl Lz, KlBRIZE 1T 5 Cmax S N AUCo-2an (FFERERC A 2 %15 & L 72 40mg,
1 H 1087 BREKERDESHRBER L IZERKEO T 7 7 AV ERTHOEBEZ LN, 2 te KO
Tmax [TEYE « PEEARRM & MFERA IR 5 10, 20mg KEHRGRBROFEE S IZIFFEEOR R TH

-7,



VIL_HEAdEhielZ B4 2 H H

INT A—H 7THH [95% 15 #E X A1 ]
1008.5 (0.267)
a)
Cmax (ng/mL) 589— 1440 [833.2, 1220.7]
Tmax (hr) 26 (1.0) (1.9, 3.3]
2—4
7848.0 (0.301)
. . a)
AUCo-24n (ng-h/mL) 4670— 11900 [6329.4, 9731.0]
6.0 (1.0)
tyz (hr) 48317 54 (5.3, 6.7]
FATFEE (RS e O/ Ml — e R & R~ (n=10)
a) MM PRt OIFER ) K O/ IME- R R % =77,
) HEE
AR L

LE=-HRROZE
VIL1.QERRAEBR THR SN MPRE | kU NL7HEEER OHEZZHR

2. EMRERNT A —S
(LfEWAE
HMERR L
(Q)RILEE E
HMERR L
QRNHREETEH
<HBEANT—E>HN AP LE
A% S £ 0.0606 (0.0139) hr!
ZeffgiE g 5 0 0.0635 (0.0155) hr! [HTEHME (FEHERZE) ]
(AW AP ILH L A RE Y IVEE 20mg & R BIERERE 24 Bl 0 #5)
WHIITFTFUR
<HBEAT—E>FNAVNZ 25TV T T A
1.31 (0.25) L/hr [FATPEHME (EHERZE) ]
(ANAY K A RF Y 2 VEE 20mg % HEEE B MEAERE 20~23 Bl O 5:)
B)PHmEHE
<HEAT—E>ANAFLH
34.92 (20.71) L [HFHMHE EERAE) ]
(AN AP B X RRY I LEE 20mg Z FEEE B MR # 20~23 Bl O 5.)
(6)Z Dtk
YL

3. B&EM (REaL—Y3y) @
(LR A&
M EE R L
QINTA—FEHER
MG R R L



VIL_EYyEhielc B4 5 HH

4. & IR
<HNBEAT—E>
UC-HA VA NZ L A RFY IV (FREHRIATHI) ) 20mg ZEERA 6 flLICRO#L LA, BE5%E
oML R O AE I U RE S HHER L. 54 0.5~2 BEFILANICHRe e (400.0~733.6ng eq. A /L A /L
& v imL) \Z#ELT=,

FILASILE UEFINA T T AL SE) T4
25.6 (3.86) % [HATFEHME (EHERE) ]
(AN AP E L A RF Y I )VEE 20mg & R A BIERERE 20~23 Flicfk 0 & 5-)

<#gT—42 (Svhk) >

R R ER L

7 v MEREE T+ ZHBB /MBI T TRINER D b D EE X b,

(7> bW bEE2E (1) . +28EB 47 . /DELEE (44) - FE (39) - T (23) @ 5 LIy T
LB N — T 2ER L, K—712 0.26mg O WC-A /L AHLZ 2 A REFY I NE&KE (0 y aNiEk
%) ]

S ES

Ty MCUC-AN AP Z o A RFY IV % HERE O K OFRIR 1514 0O I8 s i se gt 28 oo b s & B

L 72/ ORI R 1% 53.03% CTHh - 7=, IBIFEERAVRIZ STV 5,

5 9% #
(1) M % — i B P9 @ i 14
<#gT—% (Svbk) >
Z v hAD UC-F VAP LH 2 A RXY I )L bmglkg Wl O#& 5, KOV1 B 118 21 BENEROFEEIC
BOWTIHA~DOBERED AT & A ERBD LR,

Ty MIUC-AILAYILEY A RFRY I )LEEROKREZOMABSTEERE
VB 1 geql/g (GRERR/MLAETIEELL)
#45-0.5hr % | 5 1hr # ¥ 5 2hr % 5 4hr % 5 8hr 1% B 5 24hr 1%
0.029 (0.01) | 0.047 (0.01) | 0.030 (0.01) | 0.019 (0.01) | 0.010 (0.04) | 0.001 (0.02)

(&K n=4)
Sy RIUC-HILASILAL A RXY I LREROKBEEROBKAKSRERE
TEIE 1 g eqlg GRS/ M % i B 1)
Sk - e HE51HH | &5 7HH &5 15HH BhH 21 HA
B b %5 B b B b b £ a2
24hr % 24hr % 24hr % 24hr % 72hr #% 168hr %
K N.D. N.D. N.D. N.D. N.D. N.D.
/N i N.D. N.D. N.D. N.D. N.D. N.D.
N.D. : # R A A (4515 5 n=3)



VIL_EYyEhielc B4 5 HH

(2% — e B EA P A E 1%
<#MT—% (Tvbk) >
HIRZ » b (R 13 HEKEWON 18 HH) I UWC-ANV AP HZ L A RE Y I VEHREROKESE (Amgkg) 1
R O 75, JIEL, ROMERIIZRHMRMIED 10~20%H1# OB EERRD S, JBIETIX 1%L FTHh -
7o WER 13 BH D7 v N TG 1 R DRI RE DS RS o 7o 3, AR 18 HE O Z » MR T
X5 24 WERI T LARR IS U RBIR EE 3 e s iE 27 Ly JEEMNC BV Tlp B P & < TRIR b DK B

Nz,
3R 13 AERU I8 AE T Y FAD HUC-ALAYLE Y A RFYIL
HRZOX/EZOFTEFBBRUVBRRBICE T 5BMETEERE
B pgeqlgor mL (RRAGREIR /B 52t %)
HEAR - DEian IR 18 HE T » b HIR1SAHT v b
#5 1hr#% | %5 24hr % | %5 48hr %2 | #5 1hr #%2 | #&5 24hr % | &5 48hr %
(SZEN
il 3.406 0.014 N.D. 4.283 0.029 N.D.
KK 0.029 (0.00) | N.D. (0.00) | N.D. (0.00) |0.036 (0.00) | N.D. (0.00) | N.D. (0.00)
iLafik 0.415 (0.02) | N.D. (0.00) | N.D. (0.00) |0.459 (0.02) | 0.005 (0.00) | N.D. (0.00)
fifi 0.526 (0.04) | 0.015 (0.00) | 0.009 (0.00) | 0.715 (0.04) | 0.082 (0.00) | 0.012 (0.00)
i hi 5.014 (3.78) | 0.041 (0.03) | 0.029 (0.02) | 5.985 (4.97) | 0.070 (0.06) | 0.016 (0.01)
ik 2.330 (0.31) | 0.020 (0.00) | 0.015 (0.00) |3.332 (0.39) | 0.053 (0.00) |0.013 (0.00)
L= 0.471 (0.00) | N.D. (0.00) | N.D. (0.00) |0.420 (0.00) |0.014 (0.00) | N.D. (0.00)
TE 0.752 (0.08) | 0.014 (0.00) | 0.006 (0.00) | 0.916 (0.18) | 0.046 (0.01) | 0.015 (0.00)
HRBL 0.683 (0.01) | N.D. (0.00) | N.D. (0.00) |0.668 (0.01) | 0.012 (0.00) | N.D. (0.00)
LR 0.360 N.D. N.D. 0.381 0.007 N.D.
JiE s 0.507 0.015 N.D. 0.735 0.084 0.037
L 0.335 0.020 0.010 0.060 0.095 0.120
Fik - - - 0.018 0.045 0.171
e 0.008 (0.00) | N.D. (0.00) |N.D. (0.00) | 0.008 (0.00) |0.150 (0.02) |0.141 (0.03)
KA - - - N.D. 0.016 0.012
Y - - - N.D. 0.072 0.048
fii - - - 0.006 0.082 0.063
i hi - - - 0.013 0.094 0.102
B ik - - - 0.011 0.114 0.076
L& - - - 0.006 0.141 0.574
S fE (- E R 2 n=3)
N.D. : KBRS A
— L RMRE
R)ET~DBITHE

<BMT—% (Tvhk) >
3% 10 BETE OB T v M UC- AL AP X RV I )L bmglkg ZIEHEA FTHERR O#& 5 L.
B 5% 24 Wifi) & TR FLI B OV 2 BR B U CHRABU REIR FE 2 SR D 7= 5 . It F A~ OIS EEDORAT N
R BT, MAEF SRR L0 HAR<, 5 24 REE IR AR IR T Lz,

BEHRSY PADUC-HILASILA Y A RXY I ERROKRESZOITRUMERRKRSTEERE

Cmax AUCo-»
kefe] (hr) 0.5 1 2 4 8 24 (4 g eq/mL) (4 g eq.-h/mL)

REE: (ugeq./mL)

A N.D. 0.071 | 0.148 | 0.198 | 0.104 N.D. 0.198 1.78

1 4% 4.683 | 2.174 | 0.749 | 0.264 | 0.122 | 0.038 4.683 7.83

FLH-/ 1 HE N.C. 0.03 0.20 0.75 0.85 N.C. 0.04 0.23
S E (& WERF A n=3)
N.D. : fRHBRA AR
N.C. : #HEAHA
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(BB~ DT
ZEER e L

(5) % DAL DRI~ DFITIE

<gT—42 (Tvhk) >
S hEERORSE

T RO UC-H AV ILZ L A REY I VOB O#E (Amg/kg)

T PR OB BB e O

THM LT, HRIZES)OTH Y BRI Wb LEZ BN, FFlE~DE WS AL Ak R
Ry IO FEHMRE R ET TH D Z ENER EE 2 S, BIE~DE WO AT SSRIED 5540 BE D
W EICHEET A D EEZ BT,

SYRADUC-FILAYILEY A FXY I )HEOROBSHOMBPERSTEEERE

S EJE 1 g eq./g or mL GREGR/MAE IR L) tio AUCo-24n
¥ 0.5hr | #5 1hr % | #25 2hr #% | $£5 4hr #% | #24 shr#% | #4 24hr 1% | ()| (1 geq -h/mL)
i % | 1.493 (0.60)| 2.940 (0.62)| 1.334 (0.59)| 0.864 (0.58)| 0.161 (0.61)| 0.037 (0.84)| 6.61 9.46
i #E | 2.481 (1.00)| 4.721 (1.00)| 2.280 (1.00)| 1.502 (1.00)| 0.264 (1.00)| 0.044 (1.00)| 5.58 15.84
T figt | 5.227 (2.11)[10.305 (2.18)|11.379 (4.99)| 4.994 (3.32)| 0.783 (2.97)| 0.044 (1.00)| 3.65 48.35
= i | 1.384 (0.56)| 2.452 (0.52)| 1.233 (0.54)| 0.621 (0.41)| 0.156 (0.59)| 0.034 (0.77)| 7.35 7.87
% fig | 0.257 (0.10)| 0.416 (0.09)| 0.240 (0.11)| 0.154 (0.10)| 0.044 (0.17)| 0.007 (0.16)| 5.59 1.77
i figt | 0.335 (0.14)] 0.705 (0.15)| 0.341 (0.15)| 0.223 (0.15)| 0.042 (0.16)| 0.005 (0.11)| 4.79 2.39
fifi 0.373 (0.15)| 0.747 (0.16)| 0.474 (0.21)| 0.343 (0.23)| 0.096 (0.36)| 0.021 (0.48)| 6.72 3.66
L] % | 0.078 (0.03)| 0.167 (0.04)| 0.114 (0.05)| 0.118 (0.08)| 0.026 (0.10)| 0.005 (0.11)| 6.36 0.97
Jid 0.029 (0.01)| 0.047 (0.01){ 0.030 (0.01)| 0.019 (0.01)| 0.010 (0.04)| 0.001 (0.02)| 5.17 0.26
gl | 0.363 (0.15)] 0.198 (0.04)| 0.126 (0.06)| 0.072 (0.05)| 0.020 (0.08)| 0.004 (0.09)| 6.25 1.03
- HL | 0.064 (0.03)| 0.260 (0.06)| 0.241 (0.11)| 0.228 (0.15)| 0.047 (0.18)| 0.006 (0.14)| 4.82 1.92
H ¥ %5 | 0.112 (0.05)| 0.220 (0.05)| 0.150 (0.07)| 0.107 (0.07)| 0.020 (0.08)| 0.006 (0.14)| 7.39 1.06
i fig | 0.162 (0.07)| 0.320 (0.07)| 0.171 (0.08)| 0.123 (0.08)| 0.032 (0.12)| 0.009 (0.20)| 7.66 1.37
] | 0.326 (0.13) 0.542 (0.11)| 0.287 (0.13)| 0.203 (0.14)| 0.062 (0.23)| 0.014 (0.32)| 7.59 2.62
g | 0.228 (0.09)| 0.470 (0.10)| 0.282 (0.12)| 0.215 (0.14)| 0.045 (0.17)| 0.011 (0.25)| 7.13 2.12
K %2 | 0.444 (0.18)| 0.913 (0.19)| 0.292 (0.13)| 0.294 (0.20)| 0.067 (0.25)| 0.008 (0.18)| 4.85 2.80
¥ OF M | 0.371 (0.15)| 0.745 (0.16)| 0.343 (0.15)| 0.219 (0.15)| 0.051 (0.19)| 0.009 (0.20)| 5.95 2.50
Bk R | 0.361 (0.15)| 0.747 (0.16)] 0.394 (0.17)| 0.214 (0.14)| 0.065 (0.25)| 0.006 (0.14)| 4.45 2.80
U v o8 | 0.286 (0.12)] 0.406 (0.09)] 0.281 (0.12)| 0.259 (0.17)| 0.058 (0.22)| 0.016 (0.36)| 7.60 2.34
iR EK | 0.054 (0.02)| 0.144 (0.03)| 0.102 (0.04)[ 0.072 (0.05)| 0.029 (0.11)| 0.006 (0.14)| 7.06 0.87
S (% IF i n=4)




VIL_EYyEhielc B4 5 HH

v FREEOKRS
T b A~DUC-F N AP ARFY L0 1 H1E21 HEKERO&ES (bmgkg) TiX, HEEE L
[RARATIR S OV I C W i &2 Uy KR BEGAZ K DR~ OB L OV A/ % — 2 OEALITRER D Hiv7e i

27,

TYRADUC-HILAYILAY A FXY )L 2] BAREROKREZOMEBPEKEGTEEREE

WREE 1 geq./gor mL GREAR/ImE i BT b)
A - Bes 5 1HH 5 7HH 515 A B 21 AH
45 24hr # B 5. 24hr 45 24hr 5. 24hr # 5 72hr | 5 168hr 1%

i #E| 0.037 (1.00) | 0.043 (1.00) | 0.039 (1.00) | 0.042 (1.00) N.D. N.D.
i #| 0.022 (0.59) | 0.032 (0.74) | 0.021 (0.54) | 0.029 (0.69) N.D. N.D.
K ik N.D. N.D. N.D. N.D. N.D. N.D.
/N i N.D. N.D. N.D. N.D. N.D. N.D.
To® K N.D. N.D. N.D. N.D. N.D. N.D.
iR Bk N.D. 0.005 (0.12) N.D. 0.006 (0.14) N.D. N.D.
N — & — Jit| 0.009 (0.24) | 0.013 (0.30) | 0.020(0.51)* | 0.017 (0.40) | 0.011 (N.C.) N.D.
I NI N.D. N.D. N.D. N.D. N.D. N.D.
£ & N.D. N.D. N.D. N.D. N.D. N.D.
7 T HB&| 0.008 (0.22) | 0.009 (0.21)| 0.009 (0.23) | 0.011 (0.26) | 0.006 (N.C.) N.D.
] iR N.D. N.D. N.D. N.D. N.D. N.D.
i fi#| 0.005 (0.14) | 0.008 (0.19) | 0.010 (0.26) | 0.008 (0.19) N.D. N.D.

fifi 0.023 (0.62) | 0.028 (0.65) | 0.026 (0.67) | 0.026 (0.62) | 0.013 (N.C.)| 0.005 (N.C.)
T fi&| 0.036 (0.97) | 0.045 (1.05)| 0.048 (1.23) | 0.050 (1.19) | 0.014 (N.C.) N.D.
= fi#| 0.025 (0.68) | 0.039 (0.91) | 0.048(1.23)*| 0.050(1.19)*| 0.022 (N.C.)| 0.012 (N.C.)
] = N.D. N.D. N.D. N.D. N.D. N.D.
i i | 0.006 (0.16) | 0.013 (0.30) | 0.011 (0.28) | 0.010 (0.24) | 0.007 (N.C.) N.D.
i3 fik N.D. 0.007 (0.16) | 0.007 (0.18) | 0.009 (0.21) | 0.006 (N.C.) N.D.
i i N.D. 0.006 (0.14) | 0.009 (0.23) | 0.010 (0.24) | 0.014 (N.C.)| 0.012 (N.C.)
w oA R W N.D. 0.013 (0.30) | 0.018 (0.46) | 0.018 (0.43) | 0.016 (N.C.)| 0.011 (N.C.)
(O - ] N.D. N.D. 0.006 (0.15) | 0.006 (0.14) | 0.005 (N.C.) N.D.
)i J&| 0.009 (0.24) | 0.014 (0.33)| 0.014 (0.36) | 0.016 (0.38) | 0.011 (N.C.)| 0.007 (N.C.)
B Bt N.D. N.D. N.D. N.D. N.D. N.D.
[ i N.D. N.D. N.D. N.D. N.D. N.D.
AERIEE Y » <ffi | 0.010 (0.27) | 0.013 (0.30) | 0.011 (0.28) | 0.012 (0.29) N.D. N.D.
- | 0.005 (0.14) | 0.007 (0.16) | 0.009 (0.23) | 0.008 (0.19) N.D. N.D.
K ¥k {&| 0.013 (0.35) | 0.018 (0.42) | 0.014 (0.36) | 0.014 (0.33) | 0.007 (N.C.) N.D.
IR VAR N.D. 0.008 (0.19) | 0.007 (0.18) | 0.009 (0.21) N.D. N.D.

A 0.125 (3.38) | 0.201 (4.67)| 0.109 (2.79) | 0.089 (2.12) | 0.007 (N.C.) N.D.
ze | 0.009 (0.24) | 0.016 (0.37)| 0.016 (0.41) | 0.024 (0.57) | 0.006 (N.C.) N.D.
| J%| 0.075 (2.03) | 0.347 (8.07) | 0.238 (6.10) | 0.212 (5.05) | 0.008 (N.C.) N.D.
5 f%| 0.154 (4.16) | 0.369 (8.58) | 0.383 (9.82) | 0.760(18.10)| 0.014 (N.C.) N.D.
ik f%| 0.175 (4.73) | 0.353 (8.21) | 0.261 (6.69) | 0.151 (3.60) | 0.010 (N.C.)| 0.006 (N.C.)
53 bt N.D. 0.025 (0.58) | 0.016 (0.41) N.D. N.D. N.D.
PR (%KFA n=3)

N.D. : #H R

N.C. : FHEARW

WE %5 1 3 BIZk$ % Dunnett DL ERHE * P<0.05
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nE~DH

UC-F N AHNZ Y A REFY I Imgkg 2% 0# 5 L7z SHR (HIMEBRBEIET » b)) . WKY
(Wistar-Kyoto) 7 > b O#ERKE OFAIRICIS 1T DG REIRE O Kp B GRER/ AT IR L) 1 3EERNSER <
E2RWEREA L bE < mWIERIMEEZ AT 5 RN R~ S, £z, SH-A VA P2 0 2k
e L7z SHR O KRER CTILEICHMEL CFEA~D A RRBD Hiv, AT1ZBEROSHIIEE K LIenfix
~ L7,

SHR., WKY T bAD UC-FIJLAHILZ L A FXY I LERRAOKRSED
Bk, FAR. EERERPRMSTRERE

R ng eq./g or mL  GREAR/MAE PR L)

KA - s SHR WKY 7 > k
# 5 1hr % 45 6hr % ¥ 5 1hr % 5. 6hr %
1A 253.42 (1.00) 29.48 (1.00) | 360.09 (1.00) 90.78 (1.00)
IIR7E3 101.15 (0.40) 11.98  (0.37) 179.91 (0.50) 39.14 (0.44)
5 Mk 299.43 (1.19) 67.23 (2.58) 483.30 (1.40) 82.23 (0.89)
JEEB R B R 69.52 (0.30) 11.16  (0.49) 82.75 (0.24) 33.31 (0.37)
I R e 168.66 (0.46) 24.59 (0.71) 141.50 (0.41) 41.17 (0.45)
Lol 21.20 (0.10) 467  (0.17) 64.82 (0.18) 12.25 (0.14)
JiT ik 1410.07 (8.47) 311.93 (17.73) | 1667.84 (4.58) 709.63 (8.21)
B 8.55 (0.04) 2.56  (0.13) 13.43 (0.04) 4.52 (0.05)

FEIE (45 n=4)
(e)MIFELBE R

6. £

FV AP v MTER ARG
in vivo : 99.6%
URERERR A BIEIZA NV AT L Z v A R Y 20 8mg & ZEERFRE 0% 5L, 2 BEM#% O AL A L2 o Mg
F R IR BE M OB 2 2 U E (n=6) ]
In vitro : ¥ 99% (FRAMNEEE)
B MIJET LT I 5 8 99% (REGEH - 1.6X10TM1)
b b arBREREERD 9 96% (FEAES : 1.3x105M1)
bt MIEICBWDTEEWVERRE R LT VT I KB EET D (e : vv 77U %4 K)
EEZLND,

i

(D) FCHIER AL B UM BB IR R

<#gMT—% (Tvbk) >

R BER L

W > HPEBR A 2 VAL E . ik (FIRM) % OWFIZ W TR g S v, ISTERE AL 2 L &
~EEND EE DT,

7w MEERONMEDARE T F— K 9000 X g EiEF (S9 Hisy) KO 7 v Y — Lg% AWz in vitro iR, 7
v bR NG A O T RERE SRR I B W TR A L A VL 2 U RFRD B, UC-A N AP A RF
Y INERAERE LT > MR L OGRS W THIEHEREM AR O b, £ b MijEd
DT NTIVKROTVINVERT Z—BIZX > THIIKSMES LT,



VI Py Ehiel

S ERAREE

HRBHRRER

UC-F /AP EZ L A RXY INVEZHEROKL (1 T bmgkg) L7727y bomfE, R, #, EH, &
OB ICREMEIZIF E A ERBDONT IEEREEYERNED T V7 v U BRIAEIR (Fv A v 2 -glu)
ISKERGY 2 6D Tz,

Flo, A XITHERROE S (bmg/kg) UTFHIRNE G (Img/kg) LRI, bR & OFF CIHHERH A
Ky a2 EDENTNV7 v BaGERIIRE ST, 707 e BRSEILTZ v MORRRRARBRE CH
HEBEZ BT,

= 2T VR n vitro R BRClIE~TU A, 7 v b, & FOFROVMEG S9 4y TRE S vz,
TERERR A BIE 2 BllCA L AL Z 2 A R Y )L 24mg % ZEfEIRFBA[ATRE 1 #% 5 U 7= ik (% 5- 2 e BR D
FOUR (514 4 RefEIC 24 RERT E TEIR) FIIXREB D PTEERHY & LTl S, REEKIE Ing/mL
g%, 7 V7 v BT ARIT 10ng/mL K Th - 7=,

o Q
M HD—/< —0H
AT SE T%H o L
co, CH “co—' o
O Sub, 1%, Ek A 7
O RS o il N
- { N
NN M NH M
. \ J
AIAFINR \
AR GO

fe#iBER (P450) FAE

H H

FILAHILE Y A RXY I )LOHETERBHRE
QRBIBEET IEECYPHIDNFE, BHEXR

o0
HO i
f \Aéqfl OH H,c-C &-cH, Diacetyl
COOH N cooH
COOH \‘
O g bon
O HiG-G-C~CHy cetoin
N N \H
N/\ = Zub N\‘N.»NH \
- NH OHOH
FIL A ISR -glu FILAHIa H:C-C=C-CH;  2,3-Butanediol

bt RNFI 7 vy — A% AOTHRE LTIEERE AL 2 L2 o & B4 P450 4y TREDOREHEE I3 5
PLERIXE5 < . P450 2 T REOMRHHEMEEIC S < WM A/ER L Z 2 ATREEIR VW & B 2 6 b,
ERFSIORY—LIZEITHETE PAS0 RBIBEREHICRIFTZE
FRE=R (%)
j: 5 ;’; P450 %) 1-Ff
e 7-Th¥ Vas o)A SAT7xz=p AV MVTAIR | TT75a—)L | July Ry | =TV
(uM) LYIVT
(CYP1A1&2) | (CYP2A6) | (CYP2C19) | (CYP2C8&9) | (CYP2D6) (CYP2E1) (CYP3A4)
0
1 0.95 7.27 3.78 6.00 —0.10 9.51 —6.73
10 0.87 —1.04 0.00 6.52 —5.48 20.13 —3.17
25 0.24 —6.76 8.87 16.97 —4.65 18.81 —5.30
50 0.95 —2.20 3.78 14.62 2.27 1.55 —6.06
75 6.35 0.65 12.66 15.92 —0.72 23.30 —7.17
100 4.93 —2.63 3.78 4.96 2.07 9.59 —11.12
250 7.22 —1.55 34.19 19.32 0.41 15.19 3.65
500 9.82 3.97 30.36 41.51 10.02 8.41 2.97
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<#MT—% (Tvbk) >
FWNAFLH L A REY 050 KO 100mg/kg %7 v M2 7 HRIRKERAOE G LEFI 77 Y — L1280
T, 7=V VKB LEERTETEOHIMAGRD BTz A, P450 43 FREOFHFEIIRO b T, ot MEEH
ERWERE (B AT LZ Ly A REY 01000 M, 48 FEFALEE) CTlX CYP1A2, 2E1 &Y 3A4 O fG#Ht
TEMETTHEN NCRERE A OFEILR O bivie o7, Lindd> T, REDSIFRD TR IO L KIE T /]
REMEITERWEE X b5,

RPEBEBHNROEERUVZTDEE
AR e L

ORBVOEFEDAEERVFML., FHELE
FNAFE L A RXY IVIEIREAOEE%, BN B, BT mECBWT=27 7 —8Iz L 20K
DR IEHERE A NV A L2 AR EN D, EFICIEA NV ATV Z DB BBRBD LIV, Z O
DRHIITAFAE L7220,

7. B

(1)BE AR AL B DR R
FHRM AR IIAET 2 Lo #h PRt T 5,
<HEAT—%>
UC-F AP ALE L A RFEY I GHERETHAR) K 20mg % EEERABE 6 fllIci OGS Ui Sa . i
STEED R PRI (240 Fif e £ T) 133 GED 9.9~16.3% (FH 12.6%) TH Y K354 12 1
FIAPIC M S V7o, 7o, HOREDIEMHRIR (312 MR % T) 12850 64.6~89.6% (T4 77.2%)
THY, TS NI HHEEDIE & A CIREERBI AL A LS o Tho T,
<#gMT—% (Svbk) >
BN =2l —sa &M LizT y MZ UC-AA AP H L A RV I 5mglkg % fe FHEEE 0 X35
RN G- L7 O BRI Rt R 1E, ARG TITR 5% 3 R £ T2 27.9%. 24 K1 £ T28 49.9% TH Y |
AR STl B 1% 3 REIEE TS 83.0%. 24 FEfEE TN 94.1% Th o7,

)8kt 5

[VIL7.(1)BEER G B RS DA SR
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() HEMERE
1) BERA
HEKE 2
fdERERR AN Bk 24 B (20~28 7%) (AN AP ILZ L A KXY )L bmg, 10mg, 20mg, 40mg % ZEfEHs
RO &G L, LIth 48 BEH E CEIR L TIRFA NV A L2 o GEMGEHY) REZRIE LT,
e b5-1% 48 RE IR P BRI B3 5 B OB & & HITHM L7238 R P HEIEEIX 11.6~14.6% D#EFHTH D |
B G EOBIIE S BB NS IFE—ETHo T,

noa—y | TN | i | s el
5mg 6 584.95 90.30
B e B o-ash 10mg 6 987.48 175.75
(ng) 20mg 6 1860.13 395.19
40mg 6 3884.94 666.13
5mg 6 14.63 2.26
T B HEE 2R 0-48n 10mg 6 12.35 2.20
(%) 20mg 6 11.63 2.47
40mg 6 12.15 2.08
RiERE 2D

TERERR N B 27 Bl R RICA NV AP Z 2 A RFY 31010, 20 KV 40mg 2 1 H 1[0, 7 HBERER
H¥eh (55 1 BIH KOS 7 B H 5322080, 5 2~6 [B1 B &G-RET /& 1 REIRTc i S) L, #IEE S
XIIRAEHE- 7T HBIC 24 B E CTHEIR L TURF ANV A2 o GEERHY) REZHITE LT,

Bt 24 RERR PRI R TR GBI OHIIN L7228, 88 1 [EIA 58 7 B H O TR o b &
BOTHHEEETRO LT, RPPEIRIL 11.9~155% DM TH V. FHEOBIICLE S Bd#hiT/h &
CIFIEFE—ETh-oT,

F1EA FTEIA F1REIA & aived-t
R A=K 51 T T Ao | P pran
(FEYE(R 22) (FEYE(R 722) 7

o 10mg |1204.2 (254.5) |1236.4 (226.5) 32.2 P=0.704

E‘quit g%o'“h 20mg |1940.0 (420.1) |2123.0 (572.6) 183.0 P=0.409

40mg |3792.1 (956.5) |4353.4 (727.5) 561.3 P=0.113
- 10mg | 15.06 (3.18) 15.47 (2.83)
Wpf(%'fpo'“h 20mg | 12.13 (2.63) | 13.28 (3.58)
40mg | 11.86 (2.99) 13.61 (2.28)

2-i) BHREETESE 2

REES

BREREIS T (IF 2 V7 F =2 1 1.55~3.64mg/dL) % {5 @M EAE ABLES 8 il (30~66 i) (ZxF LT

FNVAFLE L A RXEY IV bmg & 1 H 107 HEERZICKERZO#ES L, PIREEGXTEE 7 HA

DG EZND 24 FEICOZVER L CTRFPFA NV AL VREZHIE LT,

WElE G- & 7T H B OA L A Y& CRPEE RS (RIS E (BRER ) ) 1% 3.80 (3.27) %K1 5.15
(2.01) %EHMAMTIEE A LEETRBO NN T2,
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2-ii) BHREESE

30)
<HNBEAT—%2>
RERE
B RERE B 26 B (26~72 %) & BHEREIE T H 8 4 (41~47 5%) ICA NV A L2 A R¥ Y I 10mg
Z1H 17 HRKERAEE L, PlEE % 24 Rl ST G 7 B B QR 5-% 96 FERIZ 72 0 Rk
RZBRE L TR AL A YL & U PRFEZIE LTz,
BRREREERFIX 7 LT F =027 VT 7 A (CLer) 1ZE3WCBBERERE ORE 28 E [CLer=40~
59mL/min, 8 i (HM: 6 fl, M2 4)) ] . F%EE [CLer=20~39mL/min, 9 i (% 2 Fl, 2tk 7
Bl) 1 KOHEE [CLer<20mL/min, 91 (B4, &5 6) 1 o 3B,
IE] R OB G RED AV A v & R P PR S X B R RE R O R N HIE THh DITEIK T LT,

R EEEE © CLer (mL/min) RS RE IR H A
RIA—H W <20 | 20~30] B 40~59 | roi=60
e e = (mL/min)
(n=9) (n=9) (n=8) (n=8)
SR H SR 0-24n, 1.93 3.05 6.71 8.56
HEREG 2 (%) 0.35-3.23 2.07-5.19 4.38-10.24 4.01-13.32
SR P2 0-04n, 2.96 3.91 7.61 9.63
EFERE2 (%) 0.57-5.78 2.36-7.10 4.10-12.65 4.20-17.31
SR P2 0-06n, 3.96 4.58 9.74 11.03
EERE2 (%) 0.80-8.76 2.76-8.52 5.28-14.59 4.89-19.30

a) BN PEME M VDR

3) FFtkrelEEEHE 0

<HBEAT—%2>
HREkE
frtgnerEsE () BE 12 6 (45~65 5% : B 1ERR Child-Pugh A 2 7 I £ & HFHERERE 5 DO FLEE 2 1%

B (Aa7T 5~6, 44)) XIIHFEE (A7 7~9, 84) IZ/H8) KOMFHEREIERH 12 6] (44~65 %)
WZANAY L A RF Y IV 10mg 2 ZEMERFHRERR OG- L, 96 FFfH £ TRRIRZ BRI L TRF AL
AL Z PR A E LT,

FTRTOBRERITIB T, JRFAN AL E v ORE DG4 8 Ml £ TIclt S, - 5% 96
R & T oo SR YRR ISR R R R TR L7 (TVILLQEERRBR THASA-OFRE) 0HEES
M) .

4) SRS MEERE 30

<HBEAT—E>

RE#RSE

=i (656~T73 /) RUESH (22~447%) sMEEEEZNETN 12FIICHLXPILEY X KXy I
80mg # 1 H 1[0 10 HEKEROKS L. EHZREH 24 B L OREEK 5% 48 BFfE F TRR L TRSP

FNAY LRV REZAE LT,

MEES#%ORPEEHER CRPEEHRICE L CIIMEREBICERAENRO LN GRE; W

N P=0.005) . %510 HE DR 5% 48 BRI E TOF LAY ILZ v RAOHEHE(CBRZE IO N

h o7,
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FERHEERE A R
NTA=Z Dayl Day10 Dayl Day10
(n=12) (n=12) (n=12) (n=11) »
[ 5059 4970 3587 4863
IRRER 02 (1 g) (1378) (1004) (877.0) (2096)
. 5403 5348
)7?<¢’T3Ff|ﬂ‘£ 0-48h (ug) (957.5) (2175)
JRHPHEMEER o-24n (%) 7.9 (2.2) 7.8 (1.6) 5.6 (1.4) 7.6 (3.3)
JRAEEMESR 048 (%) 8.5 (1.5) 8.4 (3.4)

a) FIPEE (REERE)
b) il RE 1 AR LTI E R

Pl
B

BT DRERDFFO N o7,

8. FIURKR—E—IZEAT HIFH
FIL A A L OIFILY 3AZE OATP1B1 & T8 OATP1B3 7%, REIFHENEZIZ MRP2 75, BRI 1X OATS 731
G352 R EanTnWb, £, ANVAPLZ A KXY I 1T MDR1, MRP2, BCRP REE THH Z &
DRI TN D 38D,
BB, ANAFE L AREY ILE OAT3, OATPIBL OB L7 534 (772 2F ) LOFAICX
LR CHEERDRRD biieinolc 2 & 025, OAT3, OATP1B1 ZfHELZRWEE X HiLD,
F72. Iinvitroi (calcein uptake assay) THANAYILZ L ROF /L AF LT A REY IVE, P-gp [HE
REZ RS20 7o 32,

0. BH%IC L HBREE
DRI L

10 ENEREZAITHESE
(1-) BHEETEE

REES
BHEEEIR T (M52 V7 F =2 1 1.55~3.64mg/dL) % £ 9 & M AR EE 8 1 (30~66 %) (24 L
T, ANWAFNLEY ARFY I NEmg w1 H 1R 7HEPEZRICKEROES L, #IREEG IRE
7 HEBHOEGRI, KOBGZICRIIIZ, S HICHE 2~6 H HO®GRNIEM L A1 2 41 %
VIREAZRE LT,
wEEE- & 7 B HOA N AP Z o5 PRy ENESA)NT 2 — 2 OFEEMIC IR A5 E
RO LT, 24 B E TORPFFEHPEMRICBE L THZENEH 3.80% & 5.15% &, Wi AMTIZE
A EFETRO LN oT-, T, SHEREDOIMIEZ V7 F=RENEWIEE Cmax XY AUCo-24n
W EfE & T DR ATRD B ATz,
HRAEIEL 1.00~1.11 &/hE< | KERGICEIDEFBEMEIT/ NI NWEBZ bz, 1E-> T, BB TR
#F (MG 27 L7 F =2 1.5mg/dL P | 4.0mg/dL K&ji#) (AN AV NLZ 2 ARV INVERERS L2
FEOZEMICREIZ R VWb D EBE X LT,
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’RE1HBRUV 7 BERSERDF I AYILE VEYFRE/INF A -4

INT A—H 5 1HH ¥57HH
Cmax (ng/mL) 180.0 (82.9) 185.0 (82.7)
Tmax (hr) 3.8 (0.7) 2.9 (1.2)

AUCo24n (ng-h/mL)

1449.3 (594.6)

1749.8 (681.5)

AUCo» (ng-h/mL)

1613.5 (691.3)

tiz (hr) 7.0 (1.0) 8.2 (1.9)
PR HEME Z0-24n (%) 3.80 (3.27) 5.15 (2.01)
B EAME (FEUER ) (n=8)

(1-i) BHreEEESE 0
<HNBEAT—E>
REERS
R R A 26 f] (26~T725%) L EHERBIEEH 841 (41~475%) ICANL AP LE L A RFY I
10mg % 1 H 18 7 ABER &G L, #IEES 03 E G 7 B BICREENIC, S 55 3~6 HA D
P ERMCERML U Tl 40 A YL 2 R 2 HIE LTz,
BHEEREREIL, 7L T7F =27 U7 7 A (CLer) (ZEESWTBHERERE ORRE 2% [CLer=
40~59mL/min, 8 {5 (A 6 . LM 26)) ] . F15E [CLer=20~39mL/min, 9 i (EHE 2 i,
T H)) ] MOEE [CLer<20mL/min, 9 6 (B4 6], V5 6) 1 O 3B LT,
MHEF AL AP Z REITDNTNOBRFICBWCHES 6 [0 H £ TICEFIRBICEEL W&z
bz,
BERE, PR K OVE R R RR R B E RIS 1T 2 WIIRIHR 54 D AUCo2an (T EHEREIEH Z R L T2
NN 1.5 F5, 1.6 5K 2.0 5L mWMEZ R L, &5 7 H HEFIREERF D AUCsst & BHREIEF 1
B L TENZNA 1.6 5, 18K 2.8 5L @IETH -7z, EHIKAERFD Cosmax IOV T H B
HEFEEAE CIXBHIEEHE & i L TN EB O oz, Cmax, EHFIREREO Tssmax, Tmax &
Wt THEHENA NIRRT,
F o IE R OB G-Re D A0 A P02 R AP SR I X B AR E O E N ERE Th 21T EIR T LT,
L7eDo CEMEERERECIIT 2 VT 7 U AME T L2FE R, AUC BEfEE2 R LIZEEZ btk M
B X B R RE R E ORI Lo TRB I Lo T,

BHEEEEREERN S OBMBERAILASILE VEE

pgREREE B - CLer (mL/min) ERERE E A
o CLcr=60
R A <20 | HEEEE  20~39| HREE : 40~59 (mL/min)
(n=9) (n=9) (n=8) (n=8)
2| H #5877 | 43.3 (30.6) 21.5 (8.6) 21.5 (10.6) 9.4 (1.7)
3EH #5857 | 56.0 (40.3) 23.1 (9.0) 23.5 (13.8) 10.9 (2.5)
4| H #&5H] | 58.2 (42.6) 24.5 (8.8) 20.7 (11.8) 10.7 (1.8)
5[EIB #4507 | 62.4 (42.2) 24.8 (10.0) 21.7 (13.2) 11.1 (3.1)
6B H #5m] | 65.3 (49.0) 23.4 (8.5) 21.3 (11.1) 9.5 (1.7)
7B ¥5H] | 68.2 (54.0) 24.0 (7.3) 22.3 (11.6) 11.3 (2.6)
T EE (R ZE) (ng/mL)
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(ng/mL)

350

300 [

250

200

150

100

WMAEVRYSERTNEHEB

50

—Oo— BHEEEEEE (n=8)

—a— BEERAERSES (n=8)
—— hEEEREESES (n=9)
—o— EEEHAERSTESE (n=9)

Hifi 18

6 12

18

5 (h)
B’RE7THBRICETHAMBRAILAYILE VIREHR

24

VAR EREVE TR HEBESERTEERERIZCB T A ILAYILE D DOEYEIRE/INS A —4
R RERERE 2 B - CLer (mL/min) PIRRHE I
R CLcr=60
HwE <20 FEERE 0 20~39 | HXJE . 40~59 (mL/min)
(n=9) (n=9) (n=8) (n=8)
Cmax (ne/mL) 270.0 (35.4) 294.0 (28.7) 260.5 (35.0) 228.2 (29.7)
X \ng 145.3—440.9 208.3—451.5 169.9—430.7 158.3—380.6
Comax (ng/mL) ® 360.2 (32.2) 319.8 (30.9) 293.8 (40.0) 230.9 (28.0)
X \ng 273.1—662.9 208.9—496.8 198.1—548.2 131.3—321.9
2.0 1.5 1.8 2.0
b)
Tmax (hr) 1.5—6.0 1.0-2.0 15—4.0 15-4.0
3.0 1.5 2.0 1.8
SS b)
Temax (hr) 1.5—4.0 1.0—2.0 1.0—2.0 1.5—2.0

AUCp-24n (ng-h/mL) @

2565.8 (36.9)
1389.7—4164.3

2064.0 (32.5)
1355.0—3325.0

1928.3 (32.1)
1231.7—3390.2

1310.7 (17.2)
1089.5—1737.3

AUCsst (ng-h/mL) »

3779.0 (40.5)
2386.8—7208.7

2468.1 (32.9)
1523.1—3798.5

2196.5 (37.4)
1402.4—4568.5

1355.0 (18.1)
1035.1—1664.5

tus (hr) o 18.0 (30.5) 18.9 (42.8) 19.3 (47.6) 18.7 (37.1)
vz 13.5—34.2 10.8—44.8 12.1—49.0 13.0—40.9
PR HEE 2R 0-04n, 1.93 3.05 6.71 8.56

HEE S 9 (%) 0.35—3.23 2.07—5.19 4.38—10.24 4.01—13.32
SR FRHEE 2 0-06n, 3.96 4.58 9.74 11.03

EFIRED (%) 0.80—8.76 2.76—8.52 5.28—14.59 4.89—19.30
7 U T T Ro24n, 0.05 (62.92) 0.11 (44.96) 0.27 (54.66) 0.48 (39.50)
HA# S (L/hr) 2 0.02—0.10 0.07—0.28 0.12—0.58 0.29—0.77
7 U T T Ao-96h, 0.05 (127.99) 0.12 (41.62) 0.26 (70.74) 0.51 (42.63)
EFIREE (L/hr) 0.01—0.13 0.07—0.26 0.07—0.62 0.31—0.82

a) ATFEIE CRMTEBRE %) K UER/IME—RKME

b) PR (fe/IME — BRI AE)

o) BT R O M — R R

ss : steady state (E&IKEE)
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(2) FrHRElEEEE 0

<HNBEAT—E>

HEZS

ITHEGERE S (FFREZS) ¥ 12 1 (45~65 7% : [EIEMR Child-Pugh % = 7 (23 & TS RERE = O E %
BE (A7 5~6, 4#)) XITHEE (Ra7 7~9, 84l (o) ROWTHERIERE 12 6] (44~65
%) (AN AT A XA REY IV 10mg & ZEJERFHERE DG U, RIS ER I L C g AL A
2 AREE 2 HIE LTz,

HFHRERE & BB B COMSE P AL A YL & P FE DS T4 E R S CHFRSREE B RE L 0 b & d o
7273, Cmax OHIMNIIZE A ERBO LRI o7z, BEKROHEEFEEREDREFIZHS TS AUCow
ST RE IE T B REIC IR L CTENZIV 1.3 5 R N 1.5 R E o7z, AUCoD il  IFHRERE 4 &
Yy F UV LT IEREIER FRE L TIT 5 & S EEITFHERE R & B RE & IR RR E R B REM 022138 1.7
& CThH oDy, BEATHREE T EETE L ATRREEEEHM TIIN L1 EFTh o7, 5% 96 I E TD
PRAPEER I IFHERERE B B F TR L TR 0 . IFEREEFIC K VD L2 V7 7 o A DIRT % B
DIUE L TV Z LRI ST,

B R NP EEFEERE OMUIZENTHEGEOFEIILERNEE X LT,

(ng/mL)
350 -
—o— BFREEEEE & (n=12)
p 300 —o— R EATHEREREE A E (n=4)
f 250 —a— chZ TR E R (n=8)
# & HiTFE (RHERE)
V200 (¥
X
7150
%
S 100
P
B 50 | |
0 | S P —— e g |
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96
AERE (h)
B e 18 A
TS P e R | BT
(n=8) (n=4) (n=12) (n=12)
o (ngfml) @ 270.90 260.35 267.38 256.26
max hgim (52.35) (43.79) (47.89) (67.24)
Tmax (hr) 2.00 2.00 2.00 2.00
9525.2 9227.0 9495.8 1708.1
~ . a)
AUCo« (ng-h/mL) (352.9) (1019.55) (619.9) (458.4)
i (hr) o 15.62 14.43 15.23 16.27
vz Al (5.80) (1.53) (4.73) (4.36)
‘ 18.9 15.1 17.6 115
HH- 322 . % c)
IR osen (%) (17.3) (31.3) (22.9) (24.9)
_ 0.61 0.58 0.60 0.55
N c)
H2V 772 (L) (24.6) (28.7) (24.8) (17.7)

a) BT (R 22)
b) 1 fE
o) FAFTHME (IR %)
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(3-i) EhREERRE 59
HEZS
e EknE (65~T8 %) 6 BIK OIEE RS (21~317%) 6 BllCA AL AP L Z L A RFY I )L 10mg
ZHlA 30 B EERE NG L, BREFIICERIM U Cl R A r A 9L & R & JE LTz,
AUCo24n Y Of Cmax (IZOWTIE, il /FEmElnE O RMEEEO R ZNZh 1.03 X1 0.94 TH Y,
ERMOEITNE o7, Tmax (IEEE CERE Lz, B27 V7 7% (CLr) (B LTItz
IO Lol mEE . IEREEICBWTEYBEIBICKE BV W2 LRI N,

400 ~

B SHE
¥ —A— FEHE
1 300 +
i
15
th
*
2
X 200
¥
7
£
-
e
E 100
(ng/mL)
0
0 2 4 6 8 10 12 14 16 18 20 22 24
BEEERE (h)
THMIERAILAYILE VREHT
AR = 7= (k)
IRTG A4 — — -
i FEmwE fiEd [95% 15 #E X [H]]
292.6 (0.35) 310.3 (0.10)
b)
Cmax (ng/mL) 913.8— 5797 968.9— 364.7 0.94 [0.68, 1.31]
4.50 (1.22) 2.83 (0.98)
Tmax (hr) 3.00—6.00 1.00—4.00 1.67 [0.24, 3.10]
1712.4 (0.31) 1660.5 (0.14)
. . b)
AUCo24n (ng-h/mL) 1970.0—20573 | 1410 6— 1938.6 1.03 [0.76, 1.41]
6.12 (0.49) 5.65 (0.57) _
tiz (hr) 5 63—7.00 154—6.19 0.47 [—0.22, 1.16]
. 10.54 (1.26) 13.22 (2.50)
W22 . o _ _ _
RPPEER 0200 (%) 9.93—12.93 9.85— 15 86 2.68 [—5.23, —0.14]
0.52 (0.18) 0.63 (0.08) _ _
CLr (L/hr) 0.97—0.81 0.54—0.75 0.11 [—0.29, 0.07]
T2l (REAE R 72) (n=6)

a) =i — HEE
b) ST GRS O IER) B OSIME— BAE% 7T, SMITHEOL (BihESEEnE) %5
L. 95%{EHKRI% R 72,



VIL_ S Ehie I c B 5 I H

(3-i) EEvE MEAE £ FH 30
<HNBEAT—E>
REERS
mlEn (66~73 %) KUERED (22~44 5%) @mIFEREZNZN 12NNV AT LZ 2 XA RF Y
JL80mg & 1 H 1[5 10 HFRER A ihE- L, #lE&EEGIERE 10 B H 0L, kO E%ITR
PR ICERIM L C e AL A 91 & R 2 E LTz,
#EE 5% O Cmax, AUCo-24n 2 O Tmax (ZIXHFERIZHEH FRICH BERZITR O Lo 7o n, R
R, RPHEERIE NS 7 U 7 T o ACE LM BERICA B RENRD bz (t BE ; W
vt P=0.005) , 45 10 H H® Cmax, Tmax KT tue (2B U CIXMmAE RIS HEH RIS B 72 21568
DoNT, FBEGH 24 FEHE TOAIV A VL& PRPPEIERICHER ZITFE O b o7z, Lol
NG FE 10 H BRI 2 @l E R COEFIRERFO AUCst L OVB 7 UV 7 7 v A 3FEEImE R OK
1.3 O 0.7 % & WBERICAEZEDRD b (paired-t BE : T4 P=0.006, P=0.0003) . &
B AR 30T 2 BRI B 1 I S B R L W BV 2 E AR S LT,
AE B 55\ Sl T ORISR SN - B RRENT 1.10~1.19 ThH 0 . KIEHR % OEY OLERITRD Sh
otz
(ng/mL)
2000

1800 1

—Oo— FS#E (n=12)

m 1600 f —— SinE (n=11)

5 qa00 LUT HitiFialE IRERE)

1200

3 1000

% 800 {

>

= 600
400
200

0 L
12 18 24 30 36 42 48

AERE (h)
RE5E 10 BBICEIT2MBRAILASILE VEEHTE

o
o]
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Fe e i B e i R
INT A= Dayl Day10 Dayl Day10
(n=12) (n=12) (n=12) (n=11) @
Cmax (ng/mL) @ 1310 (21.8) 1313 (22.2) 1288 (21.1) 1436 (29.5)
Tmax (hr) b 2.0 (1.0—2.0) |1.5 (1.0—2.0) |1.5 (1.5—3.0) |1.5 (1.0—3.0)
AUCo24 (ng-h/mL) @ | 7161 (23.2) - 7772 (17.5) —
AUCsst (ng-h/mL) 2 - 6807 (22.6) - 9078 (22.6)
tiz (hr) @ — 10.58 (23.6) — 12.85 (40.2)
PR EO24h (@) 9| 5059 (1378) | 4970 (1004) | 3587 (877.0) | 4863 (2096)
PRAPHEE 024 (%) © 7.9 (2.2) 7.8 (1.6) 5.6 (1.4) 7.6 (3.3)
%7 )T T 11.4 (19.6) | 119 (19.4) | 7.5 (27.6) 8.3 (20.1)
mL/min) ®

a) BOTEHME RMETRE %)
b) HHSAE (e IMiE — B i)

o) FATEAIME (R )

d) EERERE 1 BN L i@ E R
— EE

ss : steady state (EFINEE)

B

BT DRRPFF NIRRT,

(3-iii) 75 MU LD EEE M EfE B HE 30
<HNBEAT—E>
REERS
il (76~81 k., 17#) KOGl (18~45 ik, 16 ) mMLEERFICA NV AL Z L A RFRY I
b 10mg % 1 H 18] 14 HERERAKRSE L, PR S AIRKE®R S 14 B B OFEHT, K OB5%I12#%
A ISR I U C I AL A S0 & R A JllE Lz,
M BT Tmax (ZHD < WIGHEIFFEEI L THB Y . WL SRIUTHESH Th o 72, g (75 5%
PLE) B AUC IZIEmmE Rt L v K& < g (76 %0 1) #E L IEmim#E it AUC tIE#IE 1 A
HEeh, EEE 14 HE TZEREN 1.47, 1.44 TH o7 (paired-t RE : W d P<0.001) , [FER
Wl (75 %L ) BEO Cmax (IMIE 1 H B G, EHE 14 H BW ISV TH & I iE X
DWAHBICKE)>72 [1HAE : ¥ 129 (P=0.003) . 14 HH : [k 1.14 (P=0.030) ] . tizlIEm
F (15 L) BEDIEH R (P=0.027) | milind (76 L) BB T2 Y7 7 AMEDRE
JEZIE, D7e LB ESRICEEE (T LA E) BHCBT 2B 7 VT 7V ADKRTFREBRL TN S
bz,
MAEE % ERE (75 Ll ) BECBIE S &R 1.06~1.15 L/hE oz,



VIL_EYyEhielc B4 5 HH

(ng/mL)
400
350 —O0— F5kE (n=16)
i —— SE (n=17)
g_g 300 YT TIE IZERE)
+ 250
L
¥ 200
"
¥ 150
-
=
e 100
50
0 I 1 —
0 12 18 24 30 36 42 48
REfE (h)
BE 14 BEICBITAMBRAILAYILE VREHDS
FEEln i mEnE (715l k) B
IRTA—=H Day1 Day14 Day1l Day14
(n=16) d (n=16) d (n=17) e) (n=17) e)
Cmax (ne/mL) o 216.58 254.53 279.95 289.50
& (17.71) (14.38) (29.39) (18.02)
2.0 15 2.0 15
Tmax (hr) ¥ (1.5—3.0) (1.0—3.0) (1.0—4.0) (1.5—3.0)
1218.25 1796.82
AUCoz2s (ng-h/mL) @ (26.64) - (26.36) B
1411.1 2035.4
AUC=v (ng-h/mL) » - (17.4) - (23.2)
12.30 16.49
tye (hr) @ - (23.10) - (47.56)
o 0.86 0.80
e ] 1.05 0.89
JRAFPEME st (mg) © - (0.27) B (0.21)
\ 10.82 13.25 10.07 11.16
=2 . 0 )
PRI oz2an (%) (3.66) (3.45) (2.33) (2.58)
BT T 10.96 12.12 7.21 7.09
(mL/min) ® (42.41) (27.41) (30.78) (28.44)
a) MEE A EMERE)  b) HORE (r/ME—KKIE) o BFTEWE (EERFRE)

d) 1BHEEZFE L2 18D 5 b, 2 fillTERi AR

e) TRBEZ G L2 186105 b, 1 fllEFEOWMENC X v 54 Pk Lz,

— ¢ EET
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2 Wb TR LTS ATREMED & 5 2ot [9.5 2]
3 T U AX VLT ARG ORERFEE (2L, OBREREEZIT> ThbRBED =2 bR

22 (ROBEICEERELGWVWI L)
1 KA ORG%E LIsBUE OBEEIE D & %

—NANELSAROEBHEZRS) [10.1 Z2H]

fRER
2.1 A& 2 WITAFTIMANS KL 2 BBIEA K Z L2 BEICHEREG T 25 &L EEBEUE L2 E Z 9 iefEr b

éo

2.2 Wt SAFBEFLIG T 2 AFN I G- ORFBRIT A0S, B FEER (T v ) THERTHLIEOKR G5BV TR

K OBAIROIRE, R MMEOBESHR IN TS, RIS BILEEOS S, ACE JHERISCT v
VHT v U NERFAEEETAOERIC LY HAERICEAREZSIEEI L, B TRIETHBIE IS Z
EPHESNTNWD Z b, \mIMEEICKHT 2R IO T A K74 12BN TH, 2 HEAD
EAZ®ET, tMOBFEERZFEHTD Lo ICREINTWD, Ladio> T, Wl 3ITEE L T A AlEEED 5
DMK LTI 2 s & LT,

- 2003 World Health Organization (WHO)/International Society of Hypertension (ISH) statement
on management of hypertension. World Health Organization, International Society of
Hypertension Writing Group :J Hypertens 2003;21(11):1983-1992

+ The seventh report of the Joint National Committee on Prevention, Detection, Evaluation, and
Treatment of High Blood Pressure: The JNC 7 report. :JAMA 2003;289(19):2560-2572
ARG MLES @ MERRT A N 74 AMAERER S mlLERETA R 74 2019:156-163, 71 7
o AR
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5. EELEARMIE L ZDER
8. EELERNIE
8.1 RAlEELT v VAT vy M EIETAIR G PICERRIFHERER S Db ORERH DD
T, IHEREMAE 2 M T 572 EBSR 2 7312475 2 &, [11.1.5 ]
8.2 TR 24 BRI G LW ENEF LV, T oA T v v D ZFREEFAIR G H o BE L, R
KOFRFIC L =0 =T o PF T 2 U ROMBEMIZ LD mERMER T 28 Z 3wt d 5,
8.3 BEIEMEHIZE S D FEV, S0 20X RHOLLNDLZ ENRHDHDOT, HEEE. ABBEOEIRS G4 fk
IR A B ET DBRICIIERE S D 2 L,
fiRER

6.

8.1 eI M OENDEERRERICB N T, AV AYILZ L A RXY IVEHICE ) NREBEGAGE TERWE
BiIREES L LTAST(GOT), ALT(GPT) %O LDH @ EF-23 1 flIcBb 5N TW5, o7 4T
YU MEFERERANCB O T EERFREREN D O bh i L ofENE FIRCRICREBEES Ty
D EDD, REE LT D5ECIIITHRER A % £t 92 78 B A2 0170, BRESRD b
ARG 2T T 52 U RREZIT) ZLBBELEZOND,

8.2 FHTRFIIZRIMLHRIA O HFIZ LV MEDIK TRRBD LNLHM, BHEILIL = —T VAT v FK
ORRIETEA I L0 R IESHER S D, ARFIZ FIRENCER L2581213, £ ORERREDEE)
B9, MER T OBENRRK ClEORMEAZEZ 3 aERH 5, 72, ARBIZX Y FHY A £ Tl
JEZ a2y ha— L LTV B, TR ICEE 2 ik Uiz B & bl U, BRERE RS O R 1T % 5k L
LT WEOREND L 39, BIEANITFIFY B £ CRAT 2025 1ITH 54, Fiiai 24 RERIIARF O L-
EATORWIENREELWNWEEZLND,

8.3 AHIOEH#%, BIEIEAICKESL THvFE W, [Sho% ) EnbbbhsZ by (VIL8.RIERA 18
BRIBVEFARREER VERREMBERE -8 0HEAZ2R) | GIEE. A EOER I EHH OB
VESEfEIR % 1 O B BB D BRICITEE RN L TH D,

BEDERZEITHEEICHTLHIE

(1) EHHE - BEEEDH L EE

9.1 &6 - BEEEDHLEE

9.1.1 HAILEEBREEDHLEEXIIAECEIREEDOH D ESE
B LR GRS 56 2 RE, MRIENEHT 5 2 &, BMitEOREAD 0 RERIKAEED
KTFICE Y BB HEZ B 28EZNW0H 5,

912 AV LMIEDEE
BRE EXD a2 G L Hran 2562 RE AT 22, @) v AMJERESE 8%
nrdH o,
F7o, BEERE, 22 br— L RRORERFSICE VIMIES U 7 AMED G 720 TV EE T,
MmEH YV U MEICERTDHZ L,

9.13 NMEREDHSHEE
WEORENSMME AL EE L, WERLE(LIE2BZNNH D,

9.1.4 BELBEREFDESE
BEHENDEGEBA L, HETI2HAITRAICITY 2L, —BtEoRMARnER T2 TEn
Nnds, [11.1.4 2]
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9.1.1 WIMEEEARA D & 5 BE IR B CEIIRIRAEOH HBEICH L L= =T U T v R EE
Bl £ LT 5A100E, Bl OB ORERIR AIRE DR FIC X 0 2B 2 B S ¥ 2 B2
bb, LIzo T, 6 BREFICH L TUIEHE LT 215700 I S D 54 2 B & ARFI o6 138
HTEBEELY,

912 L=r—T VAT UV REMEIT ARIERM ARG LG E. T RAT a Wi &S A U v
LEFRERNCE, B Y U AMEEZHE ST 8ZNRH D, Lion> T, @A U v AIMEDBEICKE
L CHIRE LR 2GR0 E I SN 5356 4 & . AAIOHEHITET 2 Z EnZEE LV, 612, B
REFEE, o b — L REORERFEICEVIMED Vv MEREL 20T WEBE T, @Y 7 AMAE
DHRBTHBENRHHT20, MEN Y U MEOHRBIZITRHICEENLETH S,

9.1.3 MIMFFEEDH 5 EF T, BEOREIC XY MEEOIKR 25 &2 L, ZHIUHE D INEER AR
(DFEV, BHEK, BEROKTE) 2ELIE282n83H25 2L L0, MLEREEOH 2 BHITIT, KR
Rl ZHEEICHEGTHUNERD D,

9.1.4 EEE LWL T OBRE T, RIREOBAEIZL D L= dGERNTHE L TV D), L=v =T v oF
TV RBEIEAIC LY B ER T2 EZTRBZERNH D, 2O L) REBEFICAAE RS T HHEIC
X, RHAENOBME L, HET IGAICITEEOREZ HCBE LR OIRAIATIRERD D L E X
b,

QBHEEERSE

9.2 BHEEEETESE

921 EBELBHAEREE (IEYL7F=-fE3.0mgdL UL) OHDESE
INOHDOBREERGE LT AR OL M A et DRI I L Ty, Bfe 2 Bk &
worBENRH D, [16.6.1 ]

9.22 MEBEHPDEE
EAEPLEGEEHG L, WMETHHAIIRAIITI 2L, oA RMERTE2EZdH2h
Nbb, [11.1.4 ZMH]

fiZER -

9.2.1 BT m MLEDISE, MEFFICHEBICEE L TRV | ARG MEIC X 2 Bl biECR FFEMHEEICE S &
MEZRE, ELEERF IS OB ERE LS BEORENE <, ELEREOR T IXEHETH
%< RZT bD, SMNETHENE S iz e i O B ESRERE T RE B RER BRI\ T B R OV
BHEEEBRE AN AT ILL Y A RE Y INEHE LIZ L &0 AUC 1T, BHEEEE &I T2
165 R O¥ 1.8 % < . HEBMRERERFICB VT LR 2.8 L HETH V| BHEDK T AUC
EEINT 5 Z &R Sz 30 [ TVIL10.(1-i) BHEEREERE] OHASM) | BE - PR OBKERE
EAPE D BILEEEE TITAERINE, ZRMEIIEEO 2N ERHER I TWAEN, MiE7 LT F= 0
3.0mg/dL LA EDBEF 24 & LimAshiE, MO TORFNIAT- TV, 20k ) REERE
HHERE 2 AT 2 B8 CIXBHEDNE(L T 2 NS0 | HEEZFO TR CEREICER ST ILER S
%,

9.2.2 MEEHTHOERETIE, HWIEEOHMIEI I L=V mERTTH#E L TWED, L=y =T v oFd 7oy
VHRBEANC LD AR T AR TREARS L, O L) RBFICAFE RS T HHAICIE, K
HENOHIEL, HETH5EIITBEEOREZ 0 ICBE LR ORAIITOIMERDH DL EEZZ LD,



VIL 24t (A EoEES) (B3 5EA

QifEeEEERE

9.3 FFiaEEERE
RS S PR O P RERE E B (Child-Pugh 08 A 27 1 5~9) THAAYALZ o OMSEFRREN |
AT en@Esn 5, [16.6.2 2]

fiEEs -
9.3 ANETHENE X A7 R S O I RE E F R E KB RIS I T B R OV S TR RE R R
(Child-Pugh 738 A 27 : 5~9) 1ZH1F 25 AUC [TFHEREEH T & L2200 1.1 KO 1.7 {580
TLILEBMERINTVD 30 [ [VILI0.Q)#EEREERE ] OHAZMR) | ITEREEERE 2 dRICHZ)
P, BEMEZRE L2 BRIIAT > TOZRW A IR EEE CIIABEFELRBIEN S RO LS 2
BN ENHERICKREGTHIVNERD D,
AEIEREZE AT 5E
9.4 HKEREEETHE
9.4.1 1HiRY HFIREMED HH KM
IRLTWAD Z EN R SNT 7 v AT v VEBREERILER X T AT v v T R
Rl L, BRI - BAER~0ZE (FAS, BHE - i - BOBHRAS, FELE) B3RO L7612
ik ST B 3637,
AR OEEHL S, NEEOF S S EE L CRAIR GO LB EEICHRE L, 15% LoF RN
NfEBtEZ EA D LB SN2 HEAICOREET L2 L, Fio, HEDLERGAITITROEEFEE
BTS2 L, [9.5 2]
(1) ARABGBRAGATNCATR L TV e WS 2R T 52 L, AAIEGT S, HRLTWenWZ &2 E
I HERT 5 2 & IR HP L2551, BEbicE 2352 L,
(2) WOFHEIZONWT, AFELGRGRHICBZICHIT L2 L, Fo, BETLMNEIEUHRIIT 5
Z &,
IR AR A ER Lics e, B - SiAERICEEZRFT VRTINS H 2 L,
TEHRASVHEIA L 7= 3B b 2581, SIS EICHRT 5 2 &,
IR Z GRS D565, Y EICHERT 5 2 &,

941 HIRVHHRE S NT 7 U UAT v VEMBRIAERIIT VAT v v R BIRFEGURE O IR H D3k
e S, MBIRA~ORENEEDN DIEGIRRE Sz LD 363D {45 Al etk D & 5 L ITiEE S %
HCThHD,

(5) 147

9.5 114®

It SUFEEIR L TV D RIREME D & B e MEICIiZ & G- L 2 &, G HITERIRDVE L7285 58121, BEHIC
E R e ol | v R W

AR R ORI T o O AT v MR EREETH UTT AT v BRI EA A 5 S
T BE TEAEDE, BIE - oAERORT ., SrAERORLE, BR4Ee, &h Y v AlE, EEORKAE
K OCEKIEDREIZ X 5 & HER S 5 PR o iE, SHEB I OZE ., MOBRARENH b bivic & O
NHd, [2.2, 9.4.1 2]

RN -

9.5 MM YIFHEIEL TWDAEMEOH D ctt) 13 T2E ) & L CTHEEME LT\ D, EIERHI L OEMICT
DFT v M ERREERRI LT VAT oy BRI ER A R G S BEICB W TIR I B A
DHTCHERREINTNWBEZ ENnD, TR EENNLETH D,

\

O



VIl Z24tE (A EoiEEss) (CB4 5IEH
(6)1=ELIm
9.6 =3LIw
I LW ERLEE L, BW3EER (7 > b)) @ bmgkg/H THIHFF~OBITHRD LN TN D, B
EBr (7 v MEAFEMEORALRO#ES) © 200mg/kg/ B THAIZB RILEZ ££ 9 5010 & OREHD
25, 8mglkg/ H T HIAE IR IMG b OV ER# ML OBIED RO LTV D,
e

7.

9.6 AAID B FHIFHFIZBATT 20 B0NFAHATH H23, BWER (7 v ) THIHHF~OBITRRO 6N TE
0., BEESNLRALTORA~OEENR SN0, WHALTOLE~ORGZRTHZ ENEE LV,
(7)/MRE
9.7 NRZH
INVASE b g & U T R PR AR S L T 7R,

RS -

9.7 N TIL, IRHIAMKRE, R, IR, SR UT/NEE x5 & LIt R OV A 481 & L7z Bk
BRIT SN LTy,

(8)=tnE

9.8 E#HE
Bltp B2 L, MEICRES T2 L, —RICGREDOREIIAFE LRV E SN TND, IMHFEEN R
ZoHBENLRH D,

fiREn

9.8 BHEREIR T 72 VMBI RE I B A KT T OR TN EE LB IAEREL N EHT L REERH 5 =
L. LI RICEIE CIRBEOREIC LY RSN BET B A REERNMONTWAE Z D, Eimd
FIC LTI, BB EAMEST L, BEOREBAZBR L ANOEEICRET A ZEN/LETH D,

MEER
LHRER L ZTDER
10.1 HiAEE (BFALAGWVCI L)
BEHN 4 BERPRAEIR - H1E 71k B - fElRIA -7
TURAXL LT R FEBOEMERM A, BHRERE, | L=v — T v U T v R IEE

FULA 71U 7 AE R ORI ED U A | AR IS5 ATRetEn & 2,

BRI B E T 256, | 783 @E ST s,
7o 72 LMD REERIR 21T > T
HARABMED Y Fa— LR
ELLARBOBRELZHRL, )
[2.3 & ]
fEE -

10.1 VI2.ZZHNBETDEH) B 23 23,




VIL 24t (A EoEES) (B3 5EA

QBFEE L ZTDEH
10.2 HAZEE (FFAISEET S L)
HEHIA BRARIER - HEE 715 BT - SR

71V U SAREFHER R A MiEH Vo LAMERN ERT2ZE08H | RFOT IV RAT 7 5wl e
Av¥w /77 b, Do RO AV T LIPRBIERNERT 5
N T AT LU BENDRH D,

71V T G Al fERIRF- - EHEREREE O b 2 B
BALH ) U LE

IR B A — BRI M EAR T 2 Z 973 | FURBEEAI CIEM A2 =1 TV D EE
ZA=R N N ThRb s, BAENOEGEZLE | 1TIT L = U IEENTTE L TV 5 BH

N ZaLAFT Y R | L EET2HAIIRAICITI 28, | 138 RAIREH LT,
[11.1.4 B8]
U F o 28455 VF U LREHENEZDZBZNN & | PiERETIIAHTHL, TR Y
REE D F 7 I Do LAFURBIRY FULALF DR
HatET 2 b Tnsizn, K
FAF RV U AP RES S Z &
WZEhiEZHEEx 6D,
TUVAX LTl | BREREE, ) VAMERME | L= =T U E T v R ILEE
MEZEZFTEBENLH D, eGFR| ANHEEIND /JREMERH 5,
73 60mL/min/1.73m?2 A O B HERE
EEOHLBE~OT ) AFL T
~ VIR & OPFRIC OV TIE, 1R
EREGRVEHENDGEE

BrEEET D 2 L,
T VAT RS | BREEREE . &0 Y U A ME & MK
BELE A MmEZEZTBEARH D,

FEAT A RUEERBEIEA] | BEEERNEES T 28200355, | FEAT oA RHEMEAEREANL, &Ik
WIERAAT DT uRE 75090
DERPLEERIC LY . REIOREIEE
259 S/ 5 REMERH 5,
BHELE ST BTN H D, | TrAZT TV OEKAEER
WX, BiRENMET 557005
bbb,

fiRER -

Ao LREERRE. Ao LEHEHE

71V T ARFFERRF R O U U AHFGAENCE L CIEARA] & OO AR G- ORBRIT WA JERICK v 1 U o A8F
BEANEJR L, MEL Y U LMMEN EFT3B8FNNRHD  BEERERE CIIFICEETIZENET LWV .
Ez26N5,
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SRR L, HMETHHEIITEEORELZ D ICBESE L 2R ORA AT O LER DD EE X HILD,

1) F o LBHE

FNNAGFNE L ARFY ILEVFyLABBLEOHICEIY, ) Fo ARESEN L EOHRERH Y |
VFULARHEEITEENARS D,

B, AMETEINTZERLOULT 7V o, A r A OKBET V=0 A« Kb~ 7 %2>
LEEF) ., TINRREF o T RMNAARAREZF o Thaal ., 77/ a—LEOMEIEARFRBHERLD .
ZHHIEAN L OBEHIC L DEBMEREDEALIZ OV TR, BRHERITNEWEEZ LN,
FTIYRFLUITIERE

VI2ZZRHNEEFNDERH) B 2.3 25,

ToOH T UEBRBRIEER

He R M D BENEATRERD A XM OFE R, 7o AT o NS RIKIEHHR L 7 o AT o BRI EH O
FHEZEL L= =T v UFT v RO TEHERIEIEIC L 0 BHEEREE, & ) U A E &K OMRILE D U A
IR LT SR TWVWD,

FERXTOA FHEHREEREH] 3912

ACE BRERIULT v AT v v DR FEEGAI L JEAT v A RHEERERA & OFHIC LY, BIEER O
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ettt M EOEES) (CB45IEHA

HEREERERBERVEREEEERE—&

fFEM (F) ORMERARRIKE—E

24 ey
ﬂ;}ﬁﬁ@ s | & a
A M 2K 93 1,348 1,426
A B 569 6,327 6,896
RIVE & O S BUEBIEK 65 244 309
BV %05 B 86 329 415
BIE 2 OFBUEFIHE (%) 11.42 3.86 4.48
BIVE R SE O FEEER S HBUE G (450 2 (%)
=1 £ L iE 2) =5 N
BIE & o fE g E;@ —_— -
£, BEERUVEMTHEOHE
(E;éﬂﬂ&zlljﬂ%?—i?i;i) LN 1(0.18) - 1(0.01)
R 1(0.18) — 1(0.01)
MERV) U ISREE — 6 (0.09) 6 (0.09)
E=qiil — 5 (0.08) 5 (0.07)
B I — 1 (0.02) 1 (0.01)
RERES — 1 (0.02) 1 (0.01)
IBHULE — 1 (0.02) 1 (0.01)
RFRUVFEEE — 14 (0.22) 14 (0.20)
B R I - 1 (0.02) 1 (0.01)
B AU SILE — 6 (0.09) 6 (0.09)
e PR if S — 3(0.05) 3(0.04)
AV 2 — 1 (0.02) 1 (0.01)
1R (I E — 1 (0.02) 1 (0.01)
BAEIR — 1 (0.02) 1 (0.01)
0 I IS — 2 (0.03) 2(0.03)
FEEE — 2(0.03) 2(0.03)
AHRSE — 1 (0.02) 1 (0.01)
R RIE — 1 (0.02) 1 (0.01)
HRREE 36 (6.33) 52 (0.82) 88 (1.28)
i — 1 (0.02) 1 (0.01)
FEED Fu 17 (2.99) 25 (0.40) 42 (0.61)
TRATHED FU 12 (2.11) 15 (0.24) 27 (0.39)
BIEpL 5(0.88) 14 (0.22) 19 (0.28)
E RPN - 1 (0.02) 1 (0.01)
) 1(0.18) — 1 (0.01)
fEEAR 4 (0.70) 1 (0.02) 5(0.07)
SHIE T Hi i — 1 (0.02) 1 (0.01)
A 1(0.18) — 1 (0.01)
ARfEE 1(0.18) 2(0.03) 3(0.04)
AR D S5 1(0.18) — 1 (0.01)
eI HH 1. — 1 (0.02) 1(0.01)
FeAE — 1 (0.02) 1 (0.01)
ERUKKES 1(0.18) — 1(0.01)
Hg 1(0.18) — 1(0.01)
DRES 2(0.35) 13 (0.21) 15 (0.22)
Ak — 1 (0.02) 1 (0.01)
IR — 1 (0.02) 1 (0.01)
DA — 1 (0.02) 1 (0.01)
DARE — 1 (0.02) 1 (0.01)
HhiF 2(0.35) 3(0.05) 5 (0.07)
TRMEARNR — 1 (0.02) 1 (0.01)
S IAMIHNE — 1 (0.02) 1 (0.01)
AR — 4 (0.06) 4 (0.06)
Do EEPE A SMIGHE — 1 (0.02) 1 (0.01)




VIL.

ettt M EOEES) (CB45IEHA

BIE FF 4 o0 R 1 36 BUE ] (150 28 (%)
=5 s K 2) 28 [z

BIVER S O R %kﬁf@ R -

mEEE 2 (0.35) 20 (0.32) 22 (0.32)
WAL — 3(0.05) 3(0.04)
B 1 J 1(0.18) 11 (0.17) 12 (0.17)
L ST AR — 1 (0.02) 1(0.01)
EH — 1 (0.02) 1(0.01)
FAH 4 % 1(0.18) 1 (0.02) 2(0.03)
IO fiz 2 5F — 1 (0.02) 1(0.01)
1FTY — 2(0.03) 2(0.03)
FEIR 35 . 2R R U HitfRIES 4 (0.70) 5 (0.08) 9(0.13)
LTIEN — 1 (0.02) 1(0.01)
Mgk 3(0.53) 4 (0.06) 7(0.10)
0% ) 1(0.18) — 1 (0.01)
BIEES 10 (1.76) 19 (0.30) 29 (0.42)
JIE A PR IR — 1 (0.02) 1(0.01)
=S — 1 (0.02) 1(0.01)
(CE — 3(0.05) 3(0.04)
T 5 (0.88) 5 (0.08) 10 (0.15)
LR R — 1 (0.02) 1 (0.01)
ERAS 1(0.18) - 1 (0.01)
R IE W R — 1 (0.02) 1 (0.01)
1A Pk 1(0.18) - 1 (0.01)
BTN 1(0.18) 4 (0.06) 5 (0.07)
SRS — 1 (0.02) 1 (0.01)
N — 1 (0.02) 1 (0.01)
[FER 1(0.18) - 1 (0.01)
SR D — 1 (0.02) 1 (0.01)
BN IR 1(0.18) - 1 (0.01)

H DI SR — 1 (0.02) 1 (0.01)

1 OSSR 1(0.18) — 1 (0.01)
FFRREREE — 20 (0.32) 20 (0.29)
FHERE B 5 — 15 (0.24) 15 (0.22)
AT — 1 (0.02) 1 (0.01)
BEEULE U MSE — 1 (0.02) 1 (0.01)
Jipes — 3(0.05) 3(0.04)
EERVRE THEBES 6 (1.05) 17 (0.27) 23(0.33)
HE — 1 (0.02) 1 (0.01)
EHFERE 2(0.35) 7(0.11) 9(0.13)
%% 4 (0.70) 7(0.11) 11 (0.16)
TP E - 1 (0.02) 1 (0.01)
=B — 3(0.05) 3(0.04)
Frfge i b PR B 1(0.18) — 1 (0.01)
MEERRRUESHEES 1(0.18) 2(0.03) 3(0.04)
IR - 2(0.03) 2(0.03)
M R DN 1(0.18) — 1(0.01)
BERUREES 2(0.35) 17 (0.27) 19 (0.28)
BR 2(0.35) 2(0.03) 4 (0.06)
EHIR — 1 (0.02) 1(0.01)
B - 1 (0.02) 1 (0.01)
B4 - 1(0.02) 1(0.01)
BT A — 1 (0.02) 1 (0.01)
kR — 11 (0.17) 11 (0.16)
EEREVIEEREE 1(0.18) — 1 (0.01)
I N 1(0.18) — 1 (0.01)




VIL.

ettt N EOEES) (CB45IEHA

BIE A 55 OFEEE FE BUE T (11550 =R (%)

= aran S i 2) = D
BIVER S O R 7%?5%@@ R -
— -2 BEER RS IREIOKE 10 (1.76) 12 (0.19) 22 (0.32)
HESIE — 1 (0.02) 1(0.01)
Jia A AR ek 2(0.35) 1 (0.02) 3(0.04)
AR 1(0.18) — 1(0.01)
FL R - 5 (0.08) 5 (0.07)
PR 6 (1.05) 2(0.03) 8(0.12)
N — 1 (0.02) 1(0.01)
A 1(0.18) 1 (0.02) 2(0.03)
) 1(0.18) 2(0.03) 3(0.04)
FLRL 1(0.18) — 1(0.01)
ERIRRE 1(0.18) 81 (1.28) 82 (1.19)
TI=y T NTUAT =T BN — 11 (0.17) 11 (0.16)
TARTX BT I T A7 =7 —BHMN — 14 (0.22) 14 (0.20)
MY L e — 1 (0.02) 1(0.01)
M= L 25 a— s — 3(0.05) 3(0.04)
M2 L7 F ok 2RI F—FHhn — 6 (0.09) 6 (0.09)
7 L7 F = H#in — 10 (0.16) 10 (0.15)
7" R o — 1 (0.02) 1 (0.01)
1 A L i 7K SR SR B 0 — 5(0.08) 5(0.07)
) o L — 1 (0.02) 1 (0.01)
M U o S — 4 (0.06) 4 (0.06)
AR — 16 (0.25) 16 (0.23)
me s 7 Uty REghn — 1 (0.02) 1 (0.01)
1 HR R SR HE N — 7(0.11) 7(0.10)
1 HR R B N — 11 (0.17) 11 (0.16)
y = NE I RT AT =T —BHIN — 6 (0.09) 6 (0.09)
7 a~E s o e - 1 (0.02) 1 (0.01)
~~< k7 Uy bR — 2(0.03) 2(0.03)
PR ifn B — 1 (0.02) 1 (0.01)
~NE ST E D - 1 (0.02) 1 (0.01)
ELLE Y RE AR — 1 (0.02) 1 (0.01)
I IR B — 4 (0.06) 4 (0.06)
7R if BRE s — 3(0.05) 3(0.04)
H ifn BR s — 2(0.03) 2(0.03)
i EREEEN - 1 (0.02) 1 (0.01)
T AH Y RRAT 7 X —EHi — 2(0.03) 2(0.03)
PRI * 1(0.18) — 1 (0.01)

E D) 3 (BER) AGRREE TORK BRI D%
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Al ek S BIEAS B RAER - ATERT L O MEREAR A GBSk L Fn D7 sh Sed i (BEA) AKRRIRZ O R R I A fiF 5%

WEMIARRICEOTHIERICEFT L,
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SOC (FERIADE) 13FIVEFIEL, PT (FEAGHE

Tl DIEAMRA B IS E Oz,
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VIL 24t (A EoEES) (B3 5EA

fFEM (FFH) OREFZOBRRREERELD

- , . o | FREFTLGIEL
H H AT B HLE B e
ERERIRE 563 87 15.45%
TI=v T NTUART =T —EHN 555 15 2.70%
TARTEURT I T RA7 =7 —BHMN 555 12 2.16%
A7 V7 2 R 536 1 0.19%
A e VL e N 526 1 0.19%
A vy K 244 1 0.41%
M= L 25 o — L Ha 554 2 0.36%
A7 V7 F ok AR F—B N 528 9 1.70%
M7 V7= 80 557 3 0.54%
1fn FR FLER LK SR S BN 552 6 1.09%
A Y o A 557 2 0.36%
A Y o 20 557 16 2.87%
M ~Y 27 0% Y REEN 39 1 2.56%
I, HH PR SR N 554 13 2.35%
1. HR R B EE 0 553 17 3.07%
C—IGTEE A 473 5 1.06%
y—ZNE IV NTURT =T =N 27 1 3.70%
~< h7 U M 554 6 1.08%
~EZ BB U 554 8 1.44%
I HEREHE N 526 1 0.19%
1/ IR B 553 3 0.54%
TR B 555 2 0.36%
R M ERE 555 7 1.26%
H i ERE R 555 2 0.36%
i EREEEN 555 3 0.54%
Ay b 227 1 0.44%
PRULHE B 508 3 0.59%
I BRER E 4y 221N 525 1 0.19%
IR ERE Ay R 526 1 0.19%
U RERE 3 526 1 0.19%
SRR B B 543 3 0.55%
M7 iV RRA7 7 2 —EHN 545 4 0.73%
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10.BERE
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CIEREER AN LAY I STRIN
BRIRAICEHE A b D& LRI T, FEIMPIT BARAY Ze f8ifie & iR,

RHZORRRAMRFH LT LD LY

RIS REARE (REMRR) WIEASE & 7256, RIR (R SUIARRE ; 55558 DEVWIUTRM, Bl ;

RS L <IEAHRZRME) ; BE 72y BNAECDAREERD D,
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(i & 5-RF O %Lk ]
AN A AR DAL,
SE T — RN 22 HER . XRHRIETH 5,
OERZEEST D720
FN AP NE  DEHHEI AP TH 5.
BEMBEENE (99%) O THENIC L DBREFHFTE 20,
OF=2V 7
MEZBEET 5,
O FHRIE
SUE T — RN 725 ERR L. SCRHRIE TH 5,
SEEME DRI 2 & 1ET 5,
EXE &R G238 2 L2800 b 5 BEITHMRIEISEN T X&ETh 5,
[USP DI 27th ed. Drug Information for the Health Care Professional Volume I 2007:2164-2167, Thomson

Micromedex]

11ERAEDEE

14. BRALEDZFE

14.1 RHIFREFOIE
AN A DRV RS I A S v b A OV LA L — bk LIRS RS T TR
FFLIZEA. A ML UHEBIERASUI DT AL v b A S VEBERIAISE N E T H 2 L BH 5D T,
—alfbidE T 5 2 &

14.2 REIRAEFOEER

14.2.1 PTP @ZE DAL PTP > — b2 b IV H L TR T2 L 58835 Z L, PTP v — FOFARIZ LY |
B T 2SR TERE A~ A LU, BT RAZ B 2 L CHERBIRR SO BE RS HELZ 5+ 5 2 &
b5,

14.2.2 AANTED EICOWE THERAZRE S E 5 L RET 5720 K LTRHAETH 2, £/, K TR
T5HZEHTED,

14.2.3 AFNIE-E EORETIL, K2 LTIRASERNI &,

12.ZDtDFEE
(DEEEREAICE D < 1FHR
FBE STV
(2)FEERPRFRER ICE D < 1B
FE STV



IX. JERRAREAER(CBE9 5T H

IX. JEERPREERICRII S 1HE

1.

RIFAER
(DFEMNEEHER

VIL.EMFEEICEHT HIEE | 0HEZR

Q)R eMERERR

— R EEIBEAER

E/LE y MEHEIIGIZE T 5 BaCl U 04 (100 1 g/mL) KON AILHEO#H (0.001 w g/mL LA L) |

Z v MEYRTE OUGHERIEOMH (10 1 g/mL 2L L) | BRERA X2 T 5 MER T, FERE OB & OSHBI R
MR ORI, WO SHBIREAZEFE RS O#H (300mg/kg, i.d.) . E/E v MEHLEIZE T 5H8O
il (100 1 g/mL) | Z v FEIEZWNTIIT 2R BIRBEOIXT (100mg/kg LA L, i.d) KOS EDHR
& (300mg/kg, i.d.) . 7> MIBT DIRERD K OIRFEFEIREOMH (4 300mg/kg, p.o.) WD LI
7oy, FHIMNMZEES < ATNGEOIHEILSMINT N EBRE Th o7, TOMOIEBITREITRO b ho Tz,

— B .
ARERIE H ey is 5 BhEE e g
(kB 15%) R 0| (mg/kg) BRI
—RIEED K OMTENC T T2 <7 5 #3830, 100, 300, 1000 |Zfk7eL
(Irwin OITENBIZRF) ddy -
30~34g
Z v b 5 #o o 30, 100, 300, 1000 |Zfk7eL
SD -
204~226¢g
H 38 iEEh & ~ A 8 &0 |30, 100, 300 WAL
B E BT 5 ) ddy - #
27~34g
F AR — LRI <7 10 | #&m© |30, 100, 300 BB
(FA_Z—F Y 7L ddy -
30mg/kg iv) 27~32¢g
F <~ 10 | #mB© |30, 100, 300 -2 P
th (BRI A A ddy - #
i 20mA, 22mA, 25mA, 3.5msec) 27~35g
jtﬁfa NUF LT T — L <A 10 | #&H© |30, 100, 300 -2 2
n’;«% (ReFLoF RS —L ddy -
= 50,60,100mg/kg sc) 27~34g
% | ~ A 10 | #%0 |30, 100, 300 WL
F | (R writhing %) ddy -
4 27~34g
1= N N = ¢ Z
st | EF A 7 v b 5 | #&H |30, 100, 300 2 e
= (ERR) SD - /i
172~193g
haEE) <A 10 | #m@ |30, 100, 300 WL
(Rota-rod %) ddy -
28~33g
SR VAN 5 #1030, 100, 300 2790
Wistar «
277~318¢g
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%}tgﬁIﬁ E %;%Lﬁ@q‘% &5‘ &5‘% = %ﬁﬁi(i
(BT 1:%) s R (mg/kg) PR
FERR AR — A Z v b in vitro|1, 10, 100 u g/mL A YD
;ti (Biilbring o J71%) SD - I
gi 179~210g
.
a;{ Je T BRI B OV TSR 38 ENLE Y R AHR |10, 100 4 g/mL ER7Z L
IEY Hartley -
g; 357~414g
%
$i# H [B1R5 D [ B3 ) A in vitro|1, 10, 100 u g/mL - Z VP
AAREGfE -
3.1~3.5kg
G H 15
WHEBOSKET =2 MZXkd| ELEY b in vitro
S s Hartley -
| 7EFAaYr (01pg/ml) UHE|  392~419g 1, 10, 100 g/mL | #EAL
B [eAZ I (0.1pg/mL) WU fii LH [R5 1, 10, 100u g/mL | ##ER L
%12: o b= (0.5ugmL) I 1, 10, 100 g/mL | #EARL
¢ | BaClz (100 u g/mL) i 1, 10, 100 g/mL 100 p g/mL TULHE
B Z R FEAH
A AT (0.1 g/mL) UUHE 0.001, 0.01, 0.1 z g/mL|{0.001 x g/mL £ ¥
ﬁ IS il
% | ELE b invitro|1, 10, 100 u g/mL |87 L
e Hartley - %
% 364~442g
‘j& s
R A = IR 7w b Invitro|1, 10, 100z g/mL WA L
e SD -
172~194g
£ T
IR 7 v b Invitro|1, 10, 100z g/mL 10 2 g/mL J Y X
SD - i AR 2 45 FEE )
262~336g
e
o | PR =7k + %5 |10, 30, 100, 300 300mg/kg THIAN
W | ML Vi3 %N (10, 30, 100, 300 300mg/kg T &
G M (SEER) 9~13kg 10, 30, 100, 300 300mg/kg Tl
| D 10, 30, 100, 300 |f#EL
o5 | L 10, 30, 100, 300  |®&ERL
| M ERE 10, 30, 100, 300 300mg/kg TEHE)
g NREHZE 5 4]
iF | L E/LE Y b in vitro|1, 10, 100 u g/mL 100 1 g/mL THHE)
2; Hartley - I g 23kl
i 377~444g
= WA L7




IX. JERRAREAER(CBE9 5T H

. iy -
ARBRIE H - B b e b e
i ES R ; AR kAR
(BRIRTFIE) A g s (mgfke) TRk
ERTarlA Fv b 5 |1 —#5)5 |30, 100, 300 100mg/kg & Y #
i SD - ff N BRI T
i 156~179¢g 300mg/kg THIK
i LYW LD
R
E 55 PRI RE <A 10| #1380, 100, 300 ML
= ddy -
_a« 23~28g
1=
;‘f;‘%ﬁ B NP BE ~ A 10| #1380, 100, 300 ML
ddy -
23~28g
ﬂ’%; JRE, JRPEMREM R, JRIZEE 7 bk 6 ##Oo |10, 30, 100, 300 |300mg/kg THRE
o SD - I %
KO
\EE 211~257g 300mg/kg ThHRH
N AR R
=t
LT
N ILVLTF= T VT TR % 398
iy AN 5 &0 |30, 100, 300 B L
i SD - /it
gg 184~215g
o | M E D 7k 5 | #&m |30, 100, 300 ML
3 SD - I
i 173~196g¢
i% /RS AAE IR0 5 | invitro |1, 10, 100 g/mL |2 1L
| (ADP, 27 —%) AAR A - 1
3.1~3.5kg

DT RIFTEE

EVE Y MEHOHTEEIEMN T

IO NI,
%Hﬁ?é’ﬁﬁ%\éfé I REME
() Z Dith D FEEEHER
MERR L

2. HHHER
(1) HE R 5 SRR

ARG TIIMEDO~ T A T v FROA X & HITETH

IR BIEMERGE M A L AL 2 > (1, 10, 100 1 g/mL) ORI
NT, A XAV AYLEZ Y A RFY I VEHEEROBES (10, 30, 100mg/kg) L7=#ZOLEKXIC
LERoT, ANAYILE LY A REY IJVIROHIEBI BT UL RSP, R
FEWbDEEZ BN,

IFREO BT

A /NBUE RIS

IO 5

E/ ;E[S

WG MERE L B 1

2000mg/kg L W KE W& ¥ Sz, $IRNES T~ v 228 2000 %O 1850mg/kg (ZHBW T, T v kA
1700mg/kg (233 T IV FUIE T Bl H35R

T v FHMERES B

1D BV B/ NBFERIT~ U ANMEREE H 12
2 1550~1700mg/kg O & HIKF < ui-,

1700~1850mg/kg DI,
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R | &5 | BKEE HYENE D EFE B . ~
TR 204 2
B3N 5k | (mglkg) Rl (mg/kg) LRI
~UA | &0 500 | #EME | WSO LDsofE @ | FETCHIZR L
RFVL 1000 >2000 FRRo g _EFTRAR L
2000
<~ A |EWRN | 1700 | HEME | RN EOER —IBOIREE R RS | R IEEN S, AR L S BOEHLT,
CD-1 1850 1700~1850 Y
2000
Zv k| #&O 500 | HEME [AERS D LDso fi : | FETSHIZ L
F344 1000 >2000 Rt _EPTAR L
2000
v b | FURP | 1400 | M | R/ )DNBOEE - —BORNE  PEULREE . BASIEEhENEL, IEN, R R, 556
F344 1550 1550~1700 DEMAT
1700 HR SR B BN EE N AR BIR DI, A7 ENT 2L,
A4 X B 1000 | i | >2000 Bl L
E—27 L 2000 1000 . —iE MO B i)
=1000 M : [ EAE R O o2 ] B R
QREHZRSEHHER

Zw bk 28 B 5HRER M UIC 28 HEEIE 4R

(7~ b 100, 300, 1000mg/kg/H 28 HIM 1 H 1 [AIXERR QL)

e X 25 161 (M 1000mg/kg, %517 HH) 3RO LTS, BTEBHNTRD S b Tz,
BERINT-UITOZIE 28 HEOAREKIZ X0 [BIHE H D W ZEIE/E R % 77 L, 1000mg/kg TOZELLAM TS
NHBREThHoTo, ZHLDDE LI O AN ZEREHEES ACE AEETHLRO LN TEY , L= 0y
F7 vy (RA) RIHERT 2 AN IS T 2 BB EANC B L 722 b & B 2. BEFRIRE (L TidRune
I X 7,

AR CIIBGICER LR oy, HEEMEEIL 1000mg/kg &Il S 7z,

100mg/kg VL 300mg/kg LAk 1000mg/kg
Bl &b | - RERNIH R OCEEERS |« REAOKTEMN * BN R KBRS R R £
« RIMECRMRAEIEE (RBC. Hb, |+ BUN,Z L7 F=0OFEXR| OHEMN (REEESFIMAE)
HCT) OfKfE e (kE)

c BV ULAORME, SR UAD| - BigERE (LEEE) ORE
fEfE (i AL AR A
* D B O E

Zv k6 »AMRSHER

(Z >~ b 30, 100, 300. 1000mg/kg/H 6 » H# 1 B 1 [FEERAFKE)

BeEamic X 25128 141 (g 1000mg/kg, #5115 HH) B S LIAN, FEEHNITRD o7z,
UTOED S b, JRME LEOFEA (300mg/kg L L) 13 B AIRERE 2 R4 2552 Th Y ik & Ik
SN, ENDSMTEBERICEE L Eb LB 2 b,

AFRERIC I D MR &I A 100mg/kg, HEAS 1000mgrkg & MK X7z,
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Eiacn it 30mg/kg 100mg/kg 300mg/kg 1000mg/kg

BlEani=Zt | - RREEAOK MEH

- RIMLEKAMAEE (RBC. Hb, HCT) Of&fil

< DEEEOEE

- BlREREOEE

 BR O R ER R BRI FE B O BN B B WO I OF EALAR 2O
< /NEEMBEIRD S ABIARIZ 23 T RE D JRE

< (REEIEAME], B A R

cFEKE, JREOHEN S DT INE

- JREEE, BEEORK FHEHAKOCEERET ()

*BUN, # VU LAOEMEONCT b Y o7 LAOKME (R4 L EAIRE)

*JRPTBU T A Rt B ORI (1)
- BIERO LR 21 O JRAE LR OFAE (R
MR, HE)

LT FEUORE
e (MR AR
AR, 1)

4 X 3 » AMKEEHE-1
(431%\%m\wm%mga3ﬁﬁ?ﬂlﬁ1@ﬁ@%ﬂ&@)
500mg/kg FEDHE 1 HIH3 ¢ 5- 34 H B IZHAIED 7= ik Wik S 4v7z, BAFE D JRIRN L, ik A b 794 © BUN,
VT F = ROER Y ORI, R TS & OFR FIFEABIZE S du, R B 2O CIRME
JEECIRAAE LR OB AEGRIF RO N2 s, BEICER LEBEE LB N, EFFITO
%ﬁﬂ ENTEAD 5 B BERO LR ERAHIL O A & O R ER SRR O BEINIT RA SRICVER 9~ 2 ZKAI1IC
W95 KEER IS LB e B2 bz,
Zﬁnﬁ%ﬁ BiF5 125meglkg X7 MEE, 500meg/kg 1ZEIEE LM S Tz,

125mg/kg 250mg/kg 500mg/kg

B sh-Z{t | - BUN OfE ER (kA brkd)
BRI BT D IRME RO, RIS OPER (BRI )
o TEE R BRI D38 FEZ B e OMBS % BRI FEDE D18 i

1 X 3 n AfxkEHER-2

(£ %X 30, 60mg/kg/H 3 » A 1 H 1 RIKERFRAES)

30mg/kg HEDME 1 I35 83 H HIZHE L L7272y, BEFITRO LT, —BORIE, IR K O A L 5
IS RFEIT m®6nﬁmoto%m@&yﬁswﬂ%ﬁmf%%t#m@%n&ﬂot_&ﬁ&ﬁ% TS
BUEA VAP ILHE v AR IVICEPERER L2 TR L Sz, A0 TR B 2o
BT BB D7 R BRI IR O BN &P GREICER D DTS, JRME OZEGITERD 2o T,
ARERIZ B 2 BEMEIT 60mg/kg & BT S iz,

4 X 12 » AR SRR

(£ %X 10, 40, 160mg/kg/H 12 » A 1 A 1 BIKERO#EE)

FCHNIFRD DL oTe, LLTORTRD 5 6 BNRO G 5 ERASHIAL 0O M8 T 5 M UM & BRAHI R SRz o0 38 0
ISR ERICBE L2 b & B 2 b7z, BUN L5228 160mg/kg @ 1 I TRO b7, EEOEETH
2 RANE DEACITFR D b o T,

AR COERMREIT 160mg/kg LMW ST,
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40mg/kg VL E 160mg/kg
BlasniZ | - BIEROFERERAMAAERI ORI OREERT | - SHORERISHIRLOBIZAL (R BB AR AD)
AR L) - 1/4 i (24~48 #) < BUN @ L& (fuik4:
{LFHIRR A, N FRALAR RO A C IR D28
{LIxEsd 5 )

Q) EEFMHAR
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