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ACE Angiotensin converting enzyme TV T v R
ALT Alanine aminotransferase TI7=0TI ) NI AT 2T —8
ARB AngiotensinII Receptor Blocker T T v DR
AST Aspartate aminotransferase TANRTGXLT I ) NG AT 2T7—8
AUC Area under the plasma concentration-time curve |5 & — RERE AR T i f
BCRP Breast cancer resistance protein —
BUN Blood urea nitrogen IIRGATE 6
CK Creatinine phosphokinase I VT F =V RARFF—E
CLr Renal clearance BT IR
Cmax Maximum plasma concentration Fcran e R
CVD Cardiovascular disease O R AR
DBP Diastolic blood pressure S 4 i =
FF Filtration fraction Tt =
v-GTP |Gamma-glutamyl transpeptidase Y INEIN T UART FH—F
GFR Glomerular filtration rate S BRARUE I B
HCTZ hydrochlorothiazide tkaszeasdFry R
LDH Lactose dehydrogenase FLEE K B SR
MDRI1 Multidrug resistance —
MLA Mouse lymphoma assay ~ AV T —<filE A TG 2R BB
MRP2 Multidrug resistance associated protein 2 —
NAG N-acetyl B-D-glucosaminidase N-7&FN-BD-FhahI=F—F
OATP1B1 |Organic anion transporting polypeptidase 1B1 —
OATP1B3 |Organic anion transporting polypeptidase 1B3 -
OAT3 Organic anion transporter 3 -
PAC Plasma aldosterone concentration MAET v R AT a R
PAIC Plasma angiotensin 1 concentration MAET o oF T TIRE
PATC Plasma angiotensin II concentration MAET o oF 7 o o MRE
PCA Possive cutaneous anaphylaxis SHRET T T 4 TF—
PRA Plasma renin activity ML = 45 M:
RBF Renal blood flow B L&
RPF Renal plasma flow B A
RVR Renal vascular registance B i B BT
SANA Systemic anaphylaxis BHT T 74 TF— Kk
SBP Systolic blood pressure ST 45 of
SHR Spontaneously hypertensive rat i B ARFIE T > B
Tmax Time of maximum plasma concentration B i I A H R ) R

— YT IR
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JE, IR IR IE, BERURRMRE. 7T 4 T v —, BEO TR, BEMEMRENRE STV D,
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« PTP > — M OHIM X B Ofd a2 BBE L | RBIMEZ MR L TV D,
- HRFIHL Y & Z B IIC B 5 AME O -, PTP > — FEEIZ, 18882 GS1 F— 2 R"—%2FR LTV 5,
By Farhe— (BEAERR) 2170, L) TERRSOEE] B ORFEHBIILA L
TW5,
(4) fE%ER D TR
<UD BEL TR R o — K (4, GS1 T —2 83— AR, REEE) AN, &2 — b
BHIZIEHT 2 2 &N TX 5,
CBERIA A=V HBHE L, BB O E R T D Z LR TE D,



1. BEEICBE %A

4. BEFRICEAL TRAMT N EHFT

BIEFERICEY 5EM., ol RAfEN( K514 UF

RMP

BN Y 27 w/AMETEE & UTRER STV D&M

S HEET A T A >

PR oD R8BS TE S N

s s b b :ml.
7$ 7$ 7% 7% ga

5. XEFHRURE - EFRALOKREE
(N)&B&H
LR
(2)i@ - EALOFIRER
A L

6. RMP O E
Y L




0. AFRCPEd2IEH

Il. 2% (B9 S5IEA

1. BR5E4H

(MW 4
FWA Y% 0D §E bmg [DSEP]
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5 tF£& (@&iE) XIFAXRE
(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)
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- ] 1 S t| &kl
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AN A (D%fiﬁ%@ 1~ I——
OD #& 20mg DSEP] CEL ) (=)
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ERUVHEEICHEET 55
EIN TR

PRAHE

(BT — 5 /8y o —

Y LR

(2)ER PRI ER

1) BEHREHER
fHERR A BPE 27 BINC AL A YL Z v A REx Y 3L 4, 8, 16mg L7 T R A 22 R 05 LT
fid, BRIEIR, BAREEET A, KR, FRELKCLEXOWTIORTRIZE L T ERR EREE
R HBEAITER O BT, RAMEICHEIT RV &Il S Tz,
TEFERR N B 24 BIC AN APV H 2 A REY L5, 10, 20, 40mg & Z2fF M BL[EIRE 3% 5 L 725 51
LM U TR EFFICREITRE O O NT, 2@ TOHETAREIIRFTH S Z EBHERINT 2,

2) BEIHS5HER (BE0OFE)
TR B 6 Bl AL A Y2 X RE Y )0 8mg & Z2fEirH 2 WV I3sAA 30 A1k, B O#E L
TR, LHL HHRM 3ERBD NN NT I HRE T, BRRAEMBRELE, KR, FERELCLER
OWFTNOFTRICEE L CTHERR ERIEE 72 22 IFER O 6T, ZaMEICREIT v & flrs v,
R AN B 12 B A L AL Z v A RE Y 2L 20mg & HEIRE Q&G LZBoRFEORE (H4% 30
P ERE L 9, ZZiERE, RIENIR (R /L ¥ —545kcal) fBEEZ K OGEEE (=R ¥—
1111kcal) #EHEEZOFELGHEWTICENTH ZAMEICE U TR ERHICRIBITERD bignoT,

3) RIEH®RSHER
BERERR N 1% 10 Bl &5t 8z, AV AP AZ Ly A RFY )b 16mg X7 Z7®AR% 1 H 1R 7 B, @&
BICKER DG LR, BR EE L 222 TRD o ZeMEICRBEIT RV &l S i,
BERERR N 1% 10 Bl &5t AV AP LZ Ly A REY I 40mg T 7 78R % 1 H 1817 HRE, K&
AL U R, WK EREE 2 22380 HLT, 2t IT 2 & Sz,

) AFNOAREN-HELOHEIZ, HEE., RAIIALAFLEZY A RFYILLE LT 10~20mg # 1 H 1
EREOBEET 5, 228, 1 H 5~10mg /%5204 L, Flin, ERICK VEERT 528, 1 ARAKERSRIX
40mg £TET 2, | THD,
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QRVAERGIFHRAER

1) Funqsoy B9
WRAE « FPASEAREME & I AE AR 6 Billc, AL AP LE A RFY I 5~20mg % HEME 3~5
ARIC1 A 1 EERBROES L, bmg Z29EHELE L, BEDERSA 00288 O BRI BRI 72
%56r1E 10mg ICHE & Ui 20mg £ C, + o RBEERN/E LI D £ THEE LIZFER, 5~20mg ORFEHE
1%.83.3% (5/6 i) TH V. 24 KEfIZH7= 0 ZE LIZERRDFifi T 5 Z LR &, ARBRoMH&E
PR W CLRRMEICBER 2V 2 L B3R S LTz,

2) MOy FEER D
HE « WS RE A RE M @ i R SEAN SR RS 43 Bl & kP RIC, AV AL Z v A RE Y )L 5~20mg % 8 [,
1H1E, Slemfnis L,
5mg % YIEIH &, BTN RS0 REOBEMEN B 72551E 10mg (288 L, &# 20mg £ T+
RN REN S SN D F T 2~4 B MR CHE LR RS BN BB ERIILLTO LB &
ZEMEICOBER 2N ERRENT,

~ . BRERFER ( TTRE OFA)
ke G & TN I
HEAREE T HERBEE & E 720
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)

7y AN AT,

EF G- L LCiE 5~10mg, H@MRE L LTE 20mg AiEOHERMLETH D LHEE Shiz,

) AFOAREN-HELOHEIZ, HEE., RAIIALAFLEY A RFYILE LT 10~20mg # 1 H 1
EREDBEET 5, 228, 1 H 5~10mg o524 L, Flin, ERICK VEERT 528, 1 AR5 RIX
40mg £TET 2, | THD,

(4)RREERIEABR
1) BRI
OEMEALIEITRERIGHER ©

BRIE « HPSEARENE B MEIESNSR R 125 Bl xR E L TAN AP AL Z Y A REFY 05, 10, 20 &
W 40mg % 12~16 #Hf, 1 A 1 [EFEARRICREOFZEG L TAHL AT L X RV I VOFERONE
EPEZOWTHRB L, BE COEMEARIEZRE Lz, H581T 5mg K VBAME L, 4388 UIKICHEER
BEART D TOOBEDOBEMENBIF 25513 10mg (SR L, +o72BESRN G LN D £ Tl ERFE
Z4BEME LT, B KE 40mg £ THEE LT,

5B RFEEERIL, 5mg, 10mg ¥ T, 20mg £ T, X 40mg FTTUTDLERBY THY, HE
DML E WEEN RN G DN D Z LR E iz,

N g B ER
FIE R 5 — —
HEAREE T HERBEE & E 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)

B AN ORIz R~
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ZORERLY ., BARHAEL LT 10~40mg NN TH D EHEE SN, ANVATALF L A RF Y I L
VEHRSE « HPAREARENE & i SE R E AR ThH Y . W BN ORI IRER 72
W EERR S, BEMIIRGFEZ X b,

A AFOARRSNIZAER AR, [EE, RACEAVAYLZ A REF Y ILE L T10~20mg 2 1 H 1
FEROEEGT 5, 785, 1 H5~10mg 2" HEGEA L, Fin, ERIC LV EEEET 228, 1 BRAEGE
IX40mg £TLT5, | TH5D,

QL ER »

BRAE - HHAREARBME & MESEASR R 299 B At RICA N AL HZ L A RXY INVOFEDE, 2otk

F O APEIZ DWW T ACE FHESEZ R IR & U7 R (b iR I & 5 B B MRS THRET L7z,

FANAFE L A RE Y I (148 B) D 10~40mg, XTI (151 ) 5~20mg % 12 #R, 1

B 1 EEABICROESL L, BEDR, AAMEICE U THEIRIEE LIEBER, A A LEy A RxY

VTR R & e U CRRERIZ O W TR L, E FREIZSWTITA BICEN IR E R T 2

EDMERR S, TR AT A RIS Z EMR SN, ZROD T ENBAN A LEZ L AR

F Y IVITHRIRENCA ARBEEIETH D 2 LSRR S vz,

) AFNOKRENT-RAELOCHAERE, T, RAKEAV AT LEZ Y A RFYINELT1I0~20mg # 1 A 1
BIEAEGT %, Z2d, 1 H 5~10mg 2520k L, i, JERIC L0 EEHET 525, 1 Rk G &
IX40mg FTELT 5, | THD,

2) REMHER
OE”EE

() HBE - HERE A RE M B EES N R 104 Bl &2 /U A N ATV Z v A RE Y )L 5~40mg & 1 [
1[E], 1 ARR (HhoefiE 52 TR ) SRRt DG U RIWIR G0 B61T 2 BEN R R O 2 at L7 9,
e bR RAEM 1 bmg, 10mg £ T, 20mg £ T, XKO'40mg FTTUFDOLEY THY | I
ZhRT 6 » HEEE 1 EFIREARENTAR L, 5~40mg O AEHHICB W CEHREGIZBIT 541
AP NE L ARV INORELZBEDRNRINIZ, £, HEOHEIIEOEWREEZD R

BonsZ ERENRT,
- ) E R R
- el i HERAE % G HIERAE % & £ 70
5mg 26.0% (27/104) 27.3% (27/99)
10mg 49.0% (51/104) 51.5% (51/99)
6 » HIEF
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
20mg 59.6% (62/104) 69.7% (62/89)
40mg 78.8% (82/104) 92.1% (82/89)

71 AN ORI BIE A R,

LEVEZ DWW TR, RRBRAGE TERVBEMAEIERD 7.7% (8/104 ] : Stb < b4, KN Z
nNER 26, %, KE, HDEV, FTRBRZRTN 1HIT D) THY ., ZhDHIFRE, K, s
O ERIR ERFICRTEZR NS O & B 2 bivlz, RRBMRAGE T & W ERR R AR AT 27.2%

(28/103 ] : 2 LA EFBLL 72 b @ 5 ARMLEREGEAD, ~E 7 v e ~~ 7 Uy MEd B
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RSN, A EREGE . REE ES. KBS BUN E&.. AST(GOT) E5-. ALT(GPT) |5, LDH
5. CK(CPK) b5, JREAMBML) Tholo,
WEFEZL 2EEIZOWTIE, NHEAREE) 25223 6 » ARFT 76.0% (79/104 f1]) | 1 4K T 60.6%
(63/104 f5) . THIEARRE) & EWEAEIL 6 » ARFT 82.3% (79/96 fi]) | 1 4EHFT 70.8% (63/89
) ThHH, BHELE (1FEM) B0 THRETHRRIBRETH D Z L3RI,
QDHIE « HAEREAREME & I EIESN R 36 Bl & R RICA N AP L H v A K%Y )L 20mg &Y 40mg
Z 10 10 14 (PR sl @) | flesin&ks L, AR OVZetE 2t Lz 9,
HERERE -8R O BREEERITILL TO LB ThoTo,

- IR R
’ ES HIE R & HIEREEZ & E A0
8 A 20mg 77.8% (28/36) 80.0% (28/35)
20mg 63.9% (23/36) 69.7% (23/33)
6 » HIF
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)

By ANORF B AR,

LARMIZONTIEL, FRBERAEE TERWVAMBIERD 11.1% (4/36 # : b A 2 1, 55
DF L ER L) Tholed, WTHOER S 20mg & GREZHELL . FEMkH b L <IEh
IERZIZER LT, RERBRAEE CTE 2V KRR AEE R ETIL 22.2% (8/36 #fl)) THYH ., ZON
FUI~E 7 v B 4 8, RIERESAD, ~~ b7 U w M2 3 3>, BUN E5.. K B2
2 fEF o, d/hREED . EPIRT, REE LS. AST(GOT) LE5. ALT(GPT) L5, LDH L5
CK(CPR) LA 1 o Th o=, ~EZm U fid 1 U MG T & L < IBMHE T
FIEHEGAMEICE L TRY, #5E8 L OBRITFHIRD Do T,
BHELREIZOWTIEUTOLEEY TH Y, BEMEICHICKE RMEIER <, M2 8 TLEL
T REIE R R & Tz,

LA ER*
R —
HEARREEETe HEARREEZE E W
8 88.9% (32/36) 88.9% (32/36)
6 » HEF 77.8% (28/36) 80.0% (28/35)
1 4ERg 66.7% (24/36) 75.0% (24/32)
* [ RBERRWOEE B aNOEFIIFIE A RS,

Q#tAKkS 10
AN MMEGIE S L E A T A RRFRE (HCTZ ; & krraoaF 7Y R) #5CHy2iiE
Ay b — RGO IR WARRENE R MLESESN R B (b T AFEHUERE 22 (5], HCTZ #E 27 f51) A %f
gz, OFABEESRORE, Ak - AEZETETICA VA L2 A RFY I 10~40mg % 1 H 1
o] 1AERORA3E S AR O#EYE) Lz & &0t ROReEE R LT,
HIE R G R ERIT, 6 » AREERE, 1 R T, WL U AEFUEERE, HCTZ #E L b LA TITR
FTLBY Tholz, BRIEIZ OV TIRRM 2R EEFHERR I K & 2B KITERD b e s o T,
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HIE R RFERE R
N FIAYIE
BHEE | B A
f;i;;”/ HIE R BT HIE R 2 & E 220
=N
10mg 28.6% ( 6/21) 31.6% ( 6/19)
%%% 20mg 66.7% (14/21) 73.7% (14/19)
BT A 40mg 81.0% (17/21) 89.5% (17/19)
PR 10mg 30.0% ( 6/20) 35.3% ( 6/17)
1 4EH 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%% 20mg 59.1% (13/22) 76.5% (13/17)
HOTZ B 40mg 63.6% (14/22) 82.4% (14/17)
10mg 40.9% ( 9/22) 56.3% ( 9/16)
1 4EH 20mg 54.5% (12/22) 75.0% (12/16)
40mg 72.7% (16/22) 100.0% (16/16)
Wy AN OEFIIBIER % T,

LRMEICONTIE, ERBMRAEGE TERWVAMBIERN VLS T LAFEHERET 4.56% (1/22 # : 325
<BA) . HCTZ BETIEL 37.0% (10727 fil : E2 b DITDFEN, b bAETTH) Tholehd, &
VAP X REY INORARITETET 5O Tidie o Tz, KR BEMR O E T & 72 0O A s 2
AT AN T T AEFEEERCE VT 4.5% (1/22 1) T, [FW—ERNZFEBL L 72 AST(GOT), ALT(GPT),
y-GTP, LDH, TG LH® 5{:Th -7, HCTZ B TIL 25.9% (7/2741) THO, D5 H 2 LI E
TROLNTZH DX BUN LH| R LA DK 41 Th o7,

BHEZ IOV TIE, 6 » ARGEIE, 1 4ERT, s v AEFEIERE, HCTZ BEE LU FIORT LB

DThHY.,
B 58 FE S
S HIERRE R ST IR RE RS E A2
BT 6 » H ki 86.4% (19/22) 95.0% (19/20)
EEAE S 1 4ERE 90.9% (20/22) 100.0% (20/20)
) 6 » H ki 44.4% (12/27) 63.2% (12/19)
HCTZ B¢
1 4EHE 55.6% (15/27) 83.3% (15/18)

B AN ORIz R~

FNAY L AKXV IV 10~40mg OHEFRPHIZIB T, Hv v AEGEIE & O HRFIZIEE W
LZEMENTRENTZN, HCTZ L OGFAFICIIEENMLETH DL Z EWNRBENTZ, F AP LZ L R
K& Y I Ui, MOBEEZEE O FIZB W THARREMES I EERF I L THERRBEETHD Z &
PR S 477,

) AFNOEB SN AER AR, Had, RAZEA VAP LEZ Y ARFYINELTI0~20mg % 1 H 1
FEREA#KET 5, 2B, 1 H5~10mg O &G E2BA L, Ff, JERICK VETIET 228, 1 HikKEGE
13 40mg £ TELT5H, | ThD,
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(5)BFE - WEAIFER
OEESMEEZRNRET HHER W

HREREESE L LT ACE FREEKR O T v AT v T (AL SRBEHESLA OREIEIC L 1A% L
TN D BE S M EIERE 2 R RICA NV AL Z v A RE Y 20 10~40mg % 1 H 1 [8], k4] (28 1)
(2 4~8 HAM. ABEB (1 61) 12 2 BHEES GHRZEMEORE) LT (hRfE 8 @) | Aotk
Ot Z Rat Lz,

FEIEZh A Clx, PHEREE) 28 &5 8RR MR TR 10mg, 20mg £ T, X1 40mg £TT, £
NEN 37.9% (11/29 1) | 62.1% (18/29 fiil) &* 86.2% (25/29 #i) TH V., PHIERE] 25 %
RGBT TN LI 40.7% (11727 ) | 66.7% (18/27 ffil) KT 92.6% (25/27 i) Toh -7z,
SRBNZF1T 2 Mt FREE R ONRABOEIILL T O L B0 TH Y | BIEH & e U CIRE CHIERY)
DMEIFWNTH S ABIZET LTV,

RISSER o) j= B L b
(melze) | CODPIEBEL | rednt )
B 170.9 (15.4)
WL TEE] 142.8 (16.9)
(mmHg)
£ TR E —28.0 (12.6) [—33.1, —22.9] P<0.001
B 112.8 ( 3.3)
BRSRSA ML TR 89.5 (11.4)
(mmHg)
JiiIWEE N i s —23.3 (10.7) [—27.7, —19.0] P<0.001
B 132.0 ( 6.4)
A TR 107.2 (12.3)
(mmHg)
JiiIWEE N i s —24.8 (10.4) [—29.0, —20.6] P<0.001
(k=3 72.8 ( 8.9)
RiER:q o
G TR 70.8 ( 6.8)
B L px= —2.0 (7.1) [—4.9, 0.8] P=0.155

VB 2 HEFE TIZ, 10~40mg O HEFFICRB W TH LM RIMEDIK FEANERD Hiv, LY 8
F TR TR Lo, IRFIEUC DWW TiE, BIEH EIRIRINCA BRI D bR o T,
RAAMIZOWNTIEL, RRBRPEE TE RV AMBIERD 6.9% (2/29 f : IRZ K OHENRA 1 4]7°2)
ThHoled, WTNOMERE HRRE, B, HRE»SBIK ERICRBEII W 0B 2 b, £,
RRBIR I E T & 22 VR R A BE A X 21.4% (6/28 ffl) TH o2, W OWERE b B
BETIREFRGAIMEICE L TWD Z &0, BR ERFICEEIT WD LB b,

BHELREIZ OV TIE, NHEFRRE] 280 RERIT 72.4% (2U29 6) . THERE] &£ 20
B1E 75.0% (21728 ) TH DV, A/ AP Z Y A RFX Y I )VITENE G MEMEBE ISR L THMOREE
KEDOHHATCHARIBEETHD Z BRI,

QEREEZH SBMEEZRNRET HHEK 12

SR E R M R (B AERSOA TR R R ) OB HEMREEN R S, MiF7 LT F=00n
3.0mg/dL ARii) . MIXEERBFEE A 0 O AREME S I EEARE (g2 V7 F =228 1.5mg/dL LAk
3.0mg/dL Aiii) ERGUITAN AT A RF Y )L 10~20mg & 1 H 1[5, 461 (26 #]) (28
HE. ABEB (4 61) 12 4 BEEEEREORS U TE MR L RMEIC OV TRE LT,
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B BN BREREERIILLTO LB ThoTz,

L PR R
HE R & — ——
HERREZE T HIEARREZE 20
10mg 36.0% (9/25) 40.9% (9/22)
20mg 68.0% (17/25) 77.3% (17/22)

By ANORF B AR,

BN I D MLE FREEE IR, IS A £ AR SE L O SR © —27.2/—12.9mmHg TH Y . 1RFEH
DI EFBEINC R L CAREIZIK T (paired-t BT ; W iLh P<0.001) L., {5%H 2 HEFIZITA S
PR ILE O T 25588 B, LAME 8 M £ T4 E L7z MEDR FARHE L7, IRiEkCI3 A B2 bix
RO BT,

LARMEICON T, RRBHRAGE CE RV EMEAERD 10.0% (3/30 # : SHE (&) | KiME, %
1 6) Thoteh, WTNOERGEBEITBRETHY , F AR bEL . WRPILEEOLNELET L Z
ERKHA LT, RERBIMR DN E T & W ERR IR A E 52 5 2813 20.7% (6/29 #1 : K L& - g7 L7
F=> k& «-BUN L& 14], K EH 246, miG27 v7F=> EHF 241, CK(CPK) L5 1#1] TH-7=
D, IsIIWnTR b &SI H 5 WVIGEMEREIC CRIERGRMEIZE LT\,

WSR2 CIE, MHERGE] 25 R 21E 63.3% (19/30 #) . MEERGE] 23 £R20WE5E1E 67.9%
(19/28 ) T V) | BEHEREREE 2 1£ 5 BIMESEREIH L TH AL AP ILZ L A KE Y 20 10~20mg
BERATHD Z ERMRINT,

) AFOAB SN AEROAEZ, Lad., RAZEAV AP LEZ Y ARFYINELTI0~20mg % 1 H 1
B O#5-4 %, 228, 1 B 5~10mg 2> b G 2BE L, FEil, IERIC IV EEHEET 5238, 1 BRKEGE
1¥40mg £ TELT5H, | ThD,

(6);aEEE A
1) FAKERE (—REARERE. BEFEARERE. ERABRBLRAT) | 2ERFET —IX—XH

. HERFTREKRABRONE

OEARERE 19
KAOBWEH . EHFERE T COREHIBBIRNL., 22l - AOMEICREL 525 LEX O DHER,
KOO o EMEAFEREZ FHICHET 2 2 2 B E U TR TOMEHBRERE L FEhi S i,
1,348 Jitiik 6,477 Bl OFRA ZE AN S 4172, L RMEREAT X 52 6,327 Bl 35 1T 2 BIVEHIFEBL 41T 3.86% (244
) THoT,
FARBWERIZ., EED £, MEE T, RO E U, FFHSRERF 22 X Th - 72, EEZRBIERIX 11
Bl TS, Z<AFXLRIPORE L TWRBO BARH, BB UTEREB X O, AV AT LH
¥ ARV INEOREEEITRNEEZ b, AOMEICHONWTIE, &S 2 BRICARERBEESRZ
AL, TOBEIT 12827 > THkEE L 7= (P<0.0001) .
DT, RFEMREFICOWNT, AL AFLE Y X RF Y IVHMGER], o B ESE0F REF ., fth)shH
RASFC & B0 2 Bl % i, B5BBREICB T 2BENREHRT 52 &2 BUICHRF 21T 72
W ARG H L A RR Y IVEG BT O G-BLE 1 % O MEMER S b7z 564 Bl
T, #EBMA 1% X0 FERBEERESHEGER SN (P<0.0001) , £z, A AF LT XA RxY
SUVEMGES], OREEFEROFES], MAZRAR 2 X5 W AT RIS T, FERIC R G-5
b 1% L VA BEREEDRENFED b (P<0.0001) | FHIZEMETRE RBBEITRD 2o T,
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QB EEMABERE (BREICHT HHE)
EEE CRT DR, AOEICET RIS, oo EEAE S A2 BYICItET 2 2 HRE
L. 65 &L EO@EE IZxh3 2 B ORI T 2 0 R 5 COMHERE T TOBRBEE 2 FEii X i, 65
ik PA b 75 A ORI Bl & 75 UL E OB M EEE OF — # & Wik - BF L7, 2E 102 OE R
BAZ W TRERD T, 634 5 (RiTHIEknE 326 #, “HmEE 308 #) Z#ZaVEsHlixtg s Lz,
BIVER ORBIFEIT 2R E LT 5.68% (3641) THY ., AiliEmEE Cix5.21%, “E&EmE Tl 6.17%
T, WMEDOHICHERELZBORN T, ERBWERNL, FEWMED E W, 8/, My U o 2 s
Tholz, AMEFMXS 629 BlIIZBIT HA N AT N Z L A KXY INEGICL D MEOHERIT, Al
Himlng . BYEEE T T2 160.5/86.8mmHg. 160.6/83.8mmHg 726, #4524 ##%121%
138.5/77.6mmHg, 139.9/75.8mmHg ~& FEIZ(K T L7z (P<0.0001) , BLEX D A APz 2
R I VITRTHIE RS, BEEEHEOWTRICBWTHEEREHRO L & TRENOH LKL T
boHLEZBNT,

QO EMEABERE (REERICEAT SHE) 1©
2EB ORHIE IR T 5 ZEMER VA IS OEEERAFHRZINET S 2 L2 HE LTERSLTO
FRA AN SN XA, 176 Mk 657 Bl O ANV SivTe, RAaMERHIxIE 621 BillZis i) 5 BIVEMsELE
1% 6.12% (3861 Thotz, BIEMDOE IS 6 » ARMICHEI L, EMEMICHEVCEIER ORI
HEFE D BEIME B CHEE DEER ORBLEFBO 20 o 12, 65wl 65 mkbl b 75 MR, 75wl Lo
R OBWER R BRICHEBZAEZRD R 2T, BHEICHONTL, &5 6 » HRICHEZREED
REBD, 20T 24 » ATV Fife L7z (P<0.0001) . 65 A, 65 bl I 75 AR, 75
kL E ORI MEHER 2 RE L CHRBROFM R Ch o7 LLEX 0 ANV AP Z v A REY IV,
L ERFORBMERICIE VT, @i, £ 75 L Lo &minE T bIEmimg L Rk 2tk BT
WRETRT T DR ST,

@4 EFEFAMAEFAZE (OMEGA study) 17
& LE R OB M, BEE, A 2RV v 7o Fr—2a (MetS) DA L - L %% # (CVD)
RIEL OB E T 5 Z L2 BRI L LAE3 M TOBMIM 3 FE DR & 3R — MIFZEAFER Sz,
2,219 figx 72 & 15,313 B2V &k S A, 14,721 IR R & 72 o 7o, BWEMFEBUEGIZR 1T 4.41% (649
H1/14,721 ) T o7z, MJEFHE 5 ERT 157.4/88.8mmHg 7> 5 8 5% 36 » A 134.0/76.1mmHg ~4
BEIZIK T L7z (P<0.0001) , sRHAEHIRF o CVD 1% 281 f5 (7.15/1000 A4F) FEBL L 7=, B+ E %
JSH2009 O HEJEE XSy TR % &, CVD © U A 7 [ EIEERFMICAEIC EF L (P<0.0001) .
FRCIMAE D Y A 7122 OBIRDIFRD BTz, BEE OB CITE S ER E WA I B 2BR A58,
I B & bl U CEE BTN AR R RIE Y A7 A BICE -T2 (O — R 1.897, 95%(54A
XfH 1.003-3.590) ., IMMJEi%, MetS BHE LI EMetS FBETL bIZL v br—Sh, WEEMIZA X
Y NRAEICHRERZEZRD RN o7z, @IMEOEREE (BlEEME) A3 CVD OFIEICEIR L, etk 72 M
ez b= KO HIRS M AT FIICEE TH H 2 L AVRIR S Lz,

OFEEAMEFZE (HONEST study) 18
BRI P OFEME (R, sER) . SREME L LMERA S hOMB ARG EE TR
A& L. Je%8 T o RMIRRT A & B IE 3 F20i S Aviz, MENT<I580d 21,591 B TH 0 | Lotk 50.6%.
R 64.9 %, B G EETO M M OHEYIE (SBP) MisEHImE (DBP) | ¥+ R (F%)
I, RS EEMLE 151.2216.3/86.9+11.7TmmHg, @243 1fJ+ 153.619.0/87.1£13.3mmHg ThH > 7=,
ot5) 2.02 AEIBBR U7 A5 R, BRI T o ) E T, REIZEELE 135.2+110.8/79.0+8.4mmHg,
A IME 135.2511.5/77.4+18.6mmHg TH V| 280 ANTLLE R A N2 RAFIE L7 (FEIER
6.46/1000 A%) , Cox tbfiil N — RET /I L 2 MEt o R, FI5EE SBP 1%, 125mmHg KiiiD %



V. BRICEd 5

XSy (V77 L2 R) IZx LT, 145-155mmHg D X4y (Y — KE 1.83, 95% 1 #EHIX ] 1.12—2.99)
K O*155mmHg PA ED X5y (N — R 5.03, 95%EHHIX [H] 3.05—8.31) , 2%2= SBP TiX, 130mmHg
i DB X3k LT, 150-160mmHg (% — R 1.69, 95% 5 #HX ] 1.10—2.60) % U 160mmHg
PLEDRK Sy (AP — R 4.38, 95%(5HEX [ 2.84—6.75) ODMAERA X FOFRIED A7 DA EIZH
Mol MEMAEREE L LIl (X774 VER) 12K 2MECid, BBt o i A EIC s
DA Ry MRIERZ UL UzA ., BEIFEE SBP124mmHg OAH%F Y 27 N bk, £
144mmHg £V LIMERA XY MRIED U R 27 ERPRD Hiiz, BICHHFEEE SBP L2485 SBP ©
AT X D Cox AT — RET VI L D FtoRER, FEIFE SBP125mmHg Kl 0243 =
SBP130mmHg Kiifi xS MIX5r & 95 &, FEIFEE SBP145mmHg UL E7»22%32 SBP130mmHg #
WOXSy (O — R 2,47, 95%(EHEXM 1.20-5.08) O U AT BE W LRSI, LEXD, 2
BEMEN 2 hPr— L EINTHTH, DIIEA XY N ZAZEROTZDD T 7 —A AT 7L LT
FRIFRE )T % 145mmHg RIfICEHTHZ ENEBETH L Z LRSI,
2) RRFHELTERFEODHNEXTEREL-AE - KEROBE
MUERR L
(7)Z Dt
1) ENERRAER

ARREPER MIEIEBE 2R E LAV AL X K%Y I L0 " HERIERRZ &0 EKRBRY <
O PEHEARRE] A EtefER (FREAECFHNFIE) 1% 79.8% (364/456 ) . PHIEARRE] # & E R0
FEIEE1X 84.7% (364/430 fil) Th 7=,

BB, IO HLEIE - PEIEOAREME R MERE Z MR E L ZEHERERRICE > T, A AP
K A RXY I VOFAENIHRINT,

1) FERAAGEREE TORKREREGE DR, 146-004 75k, 143-024 7ABR, 143-026 iR, 146-006 REk, 146-007
B, 145-002 7GR, 146-010 Bk, 143-013 Bk, 142-022 HABr% (15

ReIE=R (R BB IR 11 4%0)
BB
PHITEAREE] =&t DHITEARGE] ZFR<
AR & 1 S 79.8% (364/456) 84.7% (364/430)

* T B IEIME (—20mmHg LA L) ROWEESIME (—10mmHg 2L E) 262348546
FEHMmE (—18mmHg LLE) 22956 HO5WVIETRER *TH-oThH
150/90mmHg #ii (7272 L, ABifE Tl 140/85mmHg #ii) (ZFETE L2 4
ok RGN IGEHIME (—10mmHg LA E) R OWEEMME (—5mmHg UL L) &7 3354,
HOVTEEIME (—TmmHg LA L) @358
REERRITA N AT L2 A RFY INFEEH THEMRBI L, 2 BHMUNICHERBELZ R L%, 4~8
HF TRRIZET 2 Z LR INT
2) EMERRFAER (RERE)
BE » PEEARRME R MEEEE 2RI, 12 s ARA VAL Z o A RE Y IVEZ BRI LY
LEEHAIS LTV A 7V A FRFREERZ O G LR, 28 LeBEDRP SOz, THE
RHE) ZETREESRIT 80.7% (134/166 #1) . THIEARRE] 23 FRWVKEERIT 93.1% (134/144 ) T
HoT=

) JERAAGEREE TORKRBREGE DR, 143-024 7Bk, 143-025 iR, 143-026 iR, 146-006 REk, 146-007
e xOrE
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VI. E3hEFEIE(IZEY 5I1E8H

1. EEPMICEESHHILEYMRITILEYEE
TooATrv v (AN SEREFEFR (hoFHAxy VLFvFo, o LZrh ) o h NP s
V. TNAIP LB A NRP LB TN LE L)

TR B O & DAL AW OMRESUTRF L, OB FIRLZSRT L2 &,

2. FEBEEMA
(/ERERLL - 1EFRF
AMIET o OF T v v BHaE# (ACE) ICk-oTT7 o oF T oo 1mbAERENS, AlIZL=0—7
AT UV ROERAEWE THY, MEEIFESED, T RAT O KE R - EEES S, b
VLA T H BN D FRINEE 572 EOREHR LTS,
T RT T THLANAYNLEZ L A RFY IE, RARGHRIGEREY TH DAV AV Z AR S
b, ANAY L ATMED EFICBEE T2 AU XA 71 (AT1) ZREISEROICER LT AT O G %
BAMIICHEL, MEMKL < VICBWT AT Z R K Z N L AT O IHE SO % 3 v il
(insurmountable) (ZHIHIT 2 Z LI KV BEEER 2RI D,

| Angiotensinogen |
<Renin_|
A
All FREHE
Angiotersin | ] Ll
« ATHEIREY
[ Chymase = e 4
[Chmess == ACE KA RS
FIAFILG i , < AllFEHLIEA ICs0:1.3nM
AEXUIL Angiotensin I Ki 1 0.57nM
FIVAHFILEZ l

5 m ﬁAﬁ

7

Iﬁ;zs;hl AT "
n &

Al IR SIER REE1ER
- fERRE - HEHPEER - (EE OB RS THEHFKN
« All #E#LER  1ICs0 © 0.083nM - EEMEH SHR24BREGEEREE
FERARM: (insurmountable) 0.03mg/kg:88%-hr

c RE/RSFICORTE L BEEHR
c DRBANDOHEN DL

c RBHRERANOHZEY» DLV

- PASOTEMEDR B EZ T BV
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1 )Euu

QENERMITS

FBR

SERRUAE

OE
@)

TR - 24 FEMmME

WEIE - FPAEIEATE

Bk 14 HEKEROES L,

HE (ABPM) |2

TR L 7=

PR L EAES R 39 Bl

IO RN

CHANAYP A A RFEY 010, 20mg & 1 H 1 [[]5]
BeH 14 B BICHIT 500K OIRIEE D 24 FERHER 2 A BATE) P i+

WEORTEL 21T

(X —TE DRI ZHERF L2 S DHER L,

US40 i R OMEBRIA i) =12 B3 2 B (7:00~21:00) . &[E (21:00~7:00) KON 24 FREfFEXEIT
BISRIAIC L U CTIR T Lz, IRFIZEICE LTI T oRERFFICB O T H BRI L THEERE

BIFFRD N -o Tz (KRB TOMmPEE T VIA. QKRR THRESN-NPEE 21) |

—10mgEf—

IEEAME (mmHg)  --e- = HEREAMAE (mmHg) e EREHR
138 ey 130 — AR
170 120
160 110
150 100
140
130 %

120 80
110 70
188 60
80 50
OF% 12851585 18852105 OBF 3% 6R% Of% 1251585 18852185 OBF 3RF 6R%
r%1 m%)
60 —— INHEHA M E
o — HERHAME
m
E 20
i
?é 01 l|||-'!||1!!l|rrl|ll' l I
i) BT N
-20
-40
Y m T HEE R

178 2185 3185 25K e
e

10mg &5 R E 1T 5 24 BEIME R CIME FREEDHRE

—20mg&f—
wngmmm (mmHg) e sRERp S*CJ)EEEMUI (mmHg) ... 3
180 ~ 7 120 7 b
170
160 110
1509 b s 1007 1]
140
130 90
120 80
110 70
100
90 60
80

O 1285 1585 185 21KF OFF 3KF 6RF
221

=)
=
[E—
S
1,
=]

50 gk 131 188% 188 2185 OF 3% o
(5371

— IEHAM E
—— REREAME

I Lilenp ik

%i# 138

7R 218 BiE W58 BeK FHELZERE

241

20mg 5K ICH T 5 24 FefEME R VM E TREEDHS
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(i) BEAE « P E A BB 5 I ESEA S B 26 NS AV AL H Y A RE Y )L 5~40mg % 1 A 1A,
HABROKE L, 12~16 i ABPM (2T 24 RO MLE « JRFIELORIE 21T - 72 20,
FINE R R TOBLEH LR & DLl Tl I fE X 22 BRLISA O KE 0T SRaRIMmE I 10
IR, 19 FE, 20 R Of 22 RRDIAA O &R CHEICIR T LTz (paired-t fiE ; Wit P<0.05) .
WRAAEE 19 RFICH RIS L, FAO 5 FFZAEICED L2, oW T oK RIZBWTHAE
REENTRO b o T,

e = B ORI E O T/P (b7 7/e—2) ik, WHEHin+ET 0.51~0.78, fLiRMim <
0.44~0.83 TH 7=,

INfEHRMAE (mmHE) . gRZR R HREAMLAE (mmHE) L gEZH)
180 — amm 120] — BB
170 T1
160 10 U
150 w :Y| 1001 »ﬂ-]

140 | a { N ,'I | 1 i
130 sl | [ |||
120 l 80/
110 ‘
100 0
90 60 :
Of% 1285 15K5 105 2105 OB 3B oRF OB 1285 158188 21B% OBF 385 6RF
=34 o2l FHETRERE
3=kl
Gara)
100
90
80
70
60
50

ORF 128% 15R% 18EF 21BF ORY 3BF  6RE
=2 EEIRERE

24 B M E & CARIAE D H# 5
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(1) BRIE - HSEAEARE
[mlEl At 8~12 MR ARG L.
THIE LT,

A R OISR 1% 24 FEf, B (7:00~21:59) KO (22:00~6:59) DOWFHLIZH
KR LT 20,
\CHS & JAEERL ST 2 W T E Y —
BT, BLEHICII— gt

WTHBIZH & il L TR THEL

7o, RRAEWFNRER A ZE LIk O 2]
IZOWTHB Lz 2 A, IUEHI I
TR TR N O A WIENF A BROIERE NN 2 — o Th D IR 27~ L,
ZH, BREnZEh DR

RIER|

=

F AT U RN KIET

MTHSTZDITHF L,

HANEBOAKRYD ZLOBENLHE LWL THD EEZ BN,
AR AR > 6 3R 60 72 ICHE B I & OB i)F o T/P i DGR M)F < 0.71, ILIEW] i+ T 0.55

ThHoT,

P R AE SR SR 28 Bl

120

CANAYLEZ Y AREY I 10~40mg 1 H 1
‘/ﬁﬁ%ﬁn’@Tﬁ%ﬁ IR OMR$A%L 2 ABPM (2T 25 FRRfE DL _EEfe L

9 12 15 18

--- BEHERER —

- ARAE R
son BRITINE oon BEHTHE

21 24
(B)

-- BEHERER —
snn BERAITIOE  oon BREITIOE

9 12 15 18

I [£ F B D HERS R U & HA (B ) e %

24 B - B - "REOMER CARBHEOZEE

21 24
(B)

AR R

T H %% 24 R B %
Blgs 27 |154.0 (13.2) |160.0 (12.9) |144.3 (17.7)
AL 1R 138.9 (18.2) [144.8 (18.4) [129.4 (19.7)
(mmHg) 27
A L o i @) P<0.001 P<0.001 P<0.001
k=3 27 |95.6 (10.6) |99.7 (10.2) |88.7 (12.6)
A TR 87.2 (11.3) |91.2 (12.1) |80.6 (11.0)
Bl & o g @) P<0.001 P=0.001 P<0.001
Blgs 27 | 71.7 (8.6) 76.9 (8.8) 64.0 (8.8)
IRiER+e o
S TR . 72.0 (8.5) 77.7 (9.2) 63.6 (8.3)
BIEH L O Lk 2 P=0.777 P=0.582 P=0.775
a) paired-t IRE
FEIEAEIFRREEMN 5RO T=- T/P Lt
THH M TR (mmHg) T/PL
—18.1
W01 peak 8 0.71
trough —12.8
papmnE | Pk —1l4 0.55
trough —6.3




KRR C B D TH H

QBEHME : REAKRSHI

(i) BEdigs
WRSE « A SEAHENE 5 I ESESN SRR E 125 Bl AL AH L Z o A RE Y I )L 5~40mg % 12~16
M. 1 H 1EFIEZICRAOKRE L9,
MAEE, SHEE I, SRR & b I2i 5 2 W& I8 L CTREHPIICAE B R TREZ R
L (Dunnett B OZE L ; P<0.001) . DERZE LI2BEERHE L 7o, BRABENZIEHR I 0 & &
REAR DWW T HUT BN T H BIE ELUEE & ik U CREEHEMICAE B R ZITRBD b o Tz,

200 S fEHA M0 E
1801 ™2 02100 net10 nego 104 n=91 99 32
1 . " _ . n= _ =
1601 TEE ek bk gk gk ok ka;; s
i} 17154102 l 1 I 1
1407240161  HMmE : 1459142
E 120 ®HE ok e *f* dkk mkk g ok
(mmHg)1001 o T * ———+ + 107.84£9.5
804101.7457 I ? * * * g —*°
60 HEE AR ook ek ek gk Rk bk
HRERER M E 88.718.9
Bk 90, . - n=30
” gol n=118* n=99 n= n=89 n=108 _gg n=98 n=60
70 %_%_{_{,—H_%_H
A 6o
(a/49) ——————————————————
0 2 4 6 8 10 12 14 16

5 HAR GB) I RE
Dunnettic &33BT
k% 1 P<0.001
# RBEDR [HIETEE] &Rk =350

FlEfiE, 104 B2 1 H 1Bl 1R (PR 52 B ) ki b L7z 9,

MmEE 5~40mg ® A EHFHICE O THEEH 218 U OIS RRE ICHER S v, SIS RYEm E & ik
L CHFFFEANCHEIZIE F LTV (Dunnett B O L B EL#RE ; P<0.001) , HIEARREZ R T- R
Fr O M T B EE IR ) i AR R i O SEEE T, 6 HRFTIE-28.6/-15.5mmHg, 1 R Tl
-31.9/-16.8mmHg TH Y, HIERM/E TR L LB L O TNLARICKETFTLTHE (Wb
paired-t #7E ; P<0.001) . WRAOBUIBIEWIEEE & RIEBBITH O HER R & O THEZIX
BOBINTRNS T,

2004

1501 ) A O

b o |
(mmHg) i \\P—#—%—{—{——ﬁ_g;ﬁ_%_4 (/%)

501 100
1 [ N N (NS SR N S |
[ A Y (Y B |
0, , , . ; . . . . : , . F 50
0 16 20 24 28 32 36 40 44 48 52
(B)
— AN E — — - HEREIME
-——-EHmE - ARiE
P AERERE
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(i) BERARS
TV LS

Eay ha—/L2M5 5 A7 W ARHE

S L <IEHA 7 WA RRFRE (HCTZ ; & RurewF 7Y R) &5 T+
EMEm MERESNSREE (UL 0 DFEHUEERE 22 1,

W2, ANVAYAE Y A RFY I 10~40mg = 1 B 1[0 14 (52 )

Feh) L7210,

WA L R R i Ky O -84 1 4
B & b U THEEHERDIC

LRI T,
(mmHg) (/1)
2001 B
15°_\\H\H+H\I~H\H—¢—H
i i3
o i
T e S St st S e ol S S SO A J S e
B A i o AR
507 r 100
A T et S S R e e e o
)
0 2 4 6 8 10 12 16 20 24 28 32 36 40 44 48 52
GB)
— IRHRHALE ———- WEHAME
______ FMmE R
PiE R RS
<AV LIERERE>
(mmHg) (8%
2007 r
mn iR
AL ey #
E 100k, } - -+ t-d-d--p-p-i--r-f-{ [ &
e o o T M o
50 r 100
N s T T o e e o
(o . 50
0 2 4 6 8 10121620242832364044 4852
(8)
— IRHRHA M E ———- HIEHAME
______ FHMmE R
FIEHEERE
<HCTZE>

. TR 2

BERIZ 1T Ly 7 AR
BT (Dunnett RO EELEE ; P<0.001) 2338
Mt 28 L2 IR FER SRR L Tz, IREIZ WD T 2R 2R R HERS 12 K & 72 8 kiE

HCTZ #* 27 51)
RGO &RE GEN

i, HCTZ JF#EE b1
@Eh\_hu
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QM5 IR -
() BIE - TPEEAE

mEEE -

it 4 RE -

IR 1AERIRE DG L7 2029,

M v =5
I1¥ 12~16 ]

WME ; P<0.001) .
. 6 » AR
MIENRE OBIEH &

1% 6 » A BRLIEA S

1 ERF O il Tt

@ﬁziﬁﬂj/) Z)‘ntu 5) %é/lzf_ (palred t *ﬁ

ERIRERE
EME M EAESN SR RE 26 i, AN AP A RFY IV 5~40mg & 1 H 1[5

W EH LT (paired-t & ; P<0.05) ,
H#&U 6 Vil H Hj{:f:':i‘/j'f @J:ﬂ‘ﬁ)wu &b Ehﬁ_?&
(paired-t &7 ; P=0. 001)

TUIE T
1 FRFCTIIAEE
TUoUFT YR L ERICBOWTAHRIIL F LTV (paired-t
HET VAT v AT BIEI L B L T 12~16 ]
b‘fﬁi KT LTz (paired-t #7E ; P=0.014) .
. HDL-2 v A7 v — L OFE % EF N,
; WTILDL P<0.05) A3,

W2 L TERY

E#u|3¢:|:t/j1 @1&?73‘ LR

LDL-= v A7 m—)L
ZHNUSNDEE TIEW T oHl

ERESICB W T LA BEREENIZED HivZeno Tz,
MPEEEIC R L CidifbE (BS) RO AU v (IRl ; fdE0iEEA 2 V) OWTFhb BERE
@J muy)%ﬂfciﬁ)/)fuo
D IEEDHET
(S 12~ 163 FF 6% HIFF 1R
el FHIME i HIE il FHIE
HHH %% (FE A7) %% (FE A7) % (FE (R 72)
ML = Mk Bl 22 1.2 (1.7) 21 1.3 (1.7) 23 1.2 (1.6)
NIAY)
(ng/mL/h) NEVie-L 1.9 (1.8) 3.0 (3.8) 2.9 (3.4)
B L o g P=0.078 P=0.007 P=0.014
TYVAT ] k=3 1] 18| 132.2 (98.9) | 17| 132.1 (98.4) | 19| 131.6 (96.1)
1R 140.7 (119.2) 222.4 (443.1) 61.5 (49.1)
(pgimL) |BUEEHI & O P=0.704 P=0.322 P=0.001
TeIHAT vl k=S 18| 19.1 (14.7) 17| 20.0 (14.3) 19| 20.1 (13.5)
TR 18.1 (13.0) 12.7 (18.9) 6.8 (7.7)
(pg/mL)
B L o g P=0.740 P=0.083 P<0.001
g7V RATE k=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)
BEW L o i) P=0.091 P=0.014 P=0.056
a) paired-tiiiE
mEREE DOHF
S 12~ 16 65 HEF 1R
EEIE (EERE) | Bl52) SEEIE (EER ) | 81228 SEEIE (EHERE) | BEH
HH @J N 12~16 | & ® @J L Lo @ L 1%
% | #E | i | B |6 A e o | wisd 4R Fdis)
Mo L AT a—L 95 212.5 | 208.5 P= 93 211.7 | 207.3 P= 93 211.7 | 202.4 | P=
(mg/dL) (38.3) | (34.9) | 0.311 (39.9) | (39.7) | 0.464 (39.9) | (29.0) | 0.122
N ZURY R o5 | 1226 | 1232 P= gg | 1174 | 1160 P= gg | 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 A5 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-2 L AF m—/)L o4 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 IR7E
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75007 FOBERHABRBROMBERVA VR VEE~ADEE

i f éﬂgﬁﬁ _ H‘Yﬁ‘fﬁ?#ﬁ | aa DL
TS (BEYERE) T8k (Eiefmse)|  paired thE
YBS (mg/dL) 23 6525.7 (3828.4) [5994.1 (3725.2) P=0.388
YIRI (uU/mL) 20 |5561.3 (3400.9) |5064.5 (2545.2) P=0.262

BN ORERE L E

(1) HIE - HEREARRENME & MEEANREE G, A A Z e A R%RY I/ 10, 20, 40mg % 1
A 1[E L FAR% 10~16 MR O G- L, B0E SR Bh e AR A i (B 23 & (RPF) RERIATEIR 1 (GFR)
JEiE#%E (FF) | BiiisE (RBF) . BMEHES (RVR) ) [ZOWTHRF L7z 206558, W hofid

RO o T, NAWEERAEM (SEL = 7% (PRA) | g7 L K

AT PR (PAC) | T o7 TRE (PALC) | g7 oA 7 v TERE (PA

Mg 7 V7 RUF U e, mET RLF U U] 1220 Cik, PRA, PATC, PAIIC

DWW B PAC IZOWTRERIK T 2RO 70, W ofE b BN o oF B2l

ITERD o7,
ERREBEREBOHR
B TR - "
i Wi | R T e
(I #2) (IR 2)

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 (mL/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

N IEEREEDOHR

Bled TR "
i Wi THE %ﬁi;ﬁ;@*
(EERE) | (FHERZ)

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
PAIC (pg/mL) 9 [50.9 (55.7) [537.6 (836.6)| P=0.106
PATIC (pg/mL) 9 | 57 (5.2) |20.4 (31.4) P=0.132
Mg/ A7 RV S BE (ng/mL) | 9 [0.28 (0.12) |0.30 (0.16) P=0.685
M4E7 KLU EE (ng/mL) 9 10.03 (0.02) |0.03 (0.02) P=1.000

2)JERG RS ER
D7 oA T UV ZREERER 2

Q) FEHERB#DAN ATV EZ DT P FT v (AN ZREEFIEMZ, v b AT 28K A2 53
SRET ¥ A =— AL A X —PNEEEM (CHO i) . H5WEt b ATy ZARE RIS
b b2 AUH K Hela il O S 1~ 125-A T KA PHE TR L7 & 2 A, AL O AT S FIERE S
W65 50%HEREE (ICsff) 1% 1.3nM TH-7=728, AT Z AR LTIk 20,000nM TH Y |

AT ZARITRIR 22 GG ER 238 Sz (dn vitro)
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(%) b ATIREE (%) Eh ATZ R
120 120
100 | 100
# i
8 & 80
o | o
=60 7= 60
S0l = 40
i Y, g | AL
= pg L AAt Ay < 20 [ Aurasy
—e— PD-123,319 —e— PD-123,319
Qi3 4211409 8 7 6 5 4 30 Ci4134211100 87 6 5 4 3
log (FEMIREE) log (FEAMREE)

ErATI RUP AT ZBEAD BATDIEESIZHT S
FILAYILE VRE—-HE/HR
SRl R HERR S n=3. PD-123,319 : AT &R A5 HIEE

Al O AT ZFEFEAITHTT D A0 A P& o ofhikE T 40, EEM (KifE) 1% 0.57nM T
HO, FANAFILE D AT ZBIR~OFEE RN AT 5 OREETE HIC AT LY BB &b,
AT ZERITH L TR IS L. a2 b o &2 507 (in vitro) .

(%) SH-A L XHILE (%) SH-AT
120 120
100 - 100
# 8ol )
2 2
9 60l 5 60
na =1
& &
= 401 &= 40
20 20
0

0

0 30 60 90(%) 0 30 60 90(4)
SRR FRISHERE

SH-A WA S ILE VD E b AT REERADRENE S ROFE R
VEIME, n=3 FAAEEITHT DHRE (%)

E bATI ZREICHT B SH-FILAHILE O RV CH-ALL OFEERETEH

B UREERE E
INTA—H SH-AT SH-A LV A&
AL EH (M - min?) 0.0093+0.0021 0.0046+0.0003
it B E AL (min) 0.039+0.006 0.018+0.001

THEEFRHERASE . n=3



VI LRI B9 5

Gi) W SR HREIREA R OB LT v MM KREIREA Z FIONTA L A L2 o ATIGERSEVEH
et Ui (in vitro) ,
FNNAFNVE LT TR RBIAREAIZ I T, A TGO F - SO R 2 i BN AT ) =
P IR KU & i EEARAF RIS L, Wb 5 3E e ik (insurmountable) OMfIEMN 27~ L7z,
F72. 10nM A IAEIZ KT 5 50%PRFERE (ICs 1) (% 0.083nM Th -7z,

(%)

120 -
1001 LA LG
] —O— JBHAER (n=12)
80 - ——0.03nM (n=6)
i 1 —— 0.1nM (n=6)
# 60 —=— 0.30M (n=6)
07 (epm10.01)
20 -
0 e
0.1 0.3 1 3 10 30 100 (nM)

ALEE
DY XREHMEICHS TS ANIGED BAE-RIGHIERICHT E2FILASILE D DOEE
PR R UERR 75

pD’s - dh i KU & 50 % il 3 5 72 I B9 2 ZRWY) 0 3f b B

Z O AT CHEENHIVE A 33 IR U CRERRICIR L L. AV A VL& LB 90 23141 e Kl & 7=
L7z, 72, FOMEWERITERYRER BRI TH Y. TN AT ILZ UHRE 90 5% £ THEZR
HITER 228 BT,

(%) SEMANIE SIS
120 ]

3k

05 0 05 1 15 2 25 3 35 4 (h)
p-37) EMNIEHE E37)
ARDNAET PR
R FE]

ELEY MEEMEICHS ITE54IILAYILE >0 AT IRFEINFI/EF
WEIE - FEUERRZE . n=5 RE : WEERTHRIC XS 5 Dunnett O 2% F R E
* P<0.05, ** P<0.01
AN AL PR 0.3nM, AT © 10nM



VI LRI B9 5

(i) 7> h~0 ANEARAHE S (50ng/kg) (X2 FIERISICK LT, AVAFALZ L X REY IO
o5 (0.03, 0.1mg/kg) 1TAEMKAMNIC AT FEGZIH L, 0.03mg/kg #E Tlx& 5 3 HfH
#%. 0.1mg/kg Bt CIIf G 2.5 Ref I RN 2 R L2tk 8 RefflE TZ O IAFiE L. 24 K]
BB T HHERIHI DR bz,

100 S/$
90
E
80
70 f
A 60 L
I
g 50
£ 40 FILxHILEL  ARFUIIL
(55 30 o AR
0 -e—0.03mg/kg
20 B g ——0.1mg/kg
10 |
0 ‘ )
0 1 2 3 4 5 6 7 8 24 (h)

¥ A
SYRADFILASILEY A RXY I VERZEORSED AL RFERIGHTE
Sl R UER S n=4 (ABExHRIE n=7) ATl (50ng/kg) FRARNES-
WOE - I BIZ % % Dunnett L&\ TE *P<0.05, ** P<0.01

AXNZBNTH, AAPALZ Y AR ILOKROFKYS (0.3, 1mgkg) 2LV ANFFIRNES
(200ng/kg) 12 & 2 AFERUS IR S, #5 2 R IR RKIH 27~ L72#%. 0.3mg/kg #E Tl
5% 8 FE[H £ T, 1mg/kg B ClIf 5% 24 Bl £ CH EZRINHI R L7,

(%)

120
1009 —2
A 80 (/f
n * %k
5 60
£ FIAHILEL  ARFUIIL

-o- 3188 (n=4)
20 -e—0.3mg/kg (n=4)
& 1mg/kg (n=4)

0

2|4 (h)

s &

AXADTAILAYILE Y A RXY I VERZOZRSHED AL RERGHT
R+ fESERRsE AT (200ng/kg) RN S
FRE © RFEREIC %92 Dunnett O Z HE BT *P<0.05, ** P<0.01



VI S HERIC B9 5 IHH

QBEMER (Tv k) 2

Q) EIMmEEKREIET » b (SHR) &ALV ASLZ L A RFEY 3I/00.03, 0.1, 0.3, 1mg/kg & H[E# A
BeGT5 & MEITRA TR L 5~T7 R IC R RIEE (B G-HfE & 07 0.03mg/kg: —25mmHg,
0.1mg/kg : —21mmHg, 0.3mg/kg : —30mmHg. 1mg/kg : —36mmHg) & 7Z2-72%. A IZ/EH
P3EEE U7z, 24 W 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| AEKAFAICHEK Lz, DT T X TOHER CTHRERZITR
O LRI,
FeEZ RITEESIMET » b, SIIMEBARFIET » M, EFMET v FOIAIZBOEEERZ R LT
D, WS DREICR B L G 2 o T,

} BEELEL

—o— TBIEIER (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 P<0.0001
od 0.03mg/kg
. 0.1mg/kg
ﬁ 1607 0.3mg/kg
£ 1mg/kg

140
120 1 1 1 J
0 6 12 18 24 (h)

SHRADFILAYILA Y A RFY I JLERZROHSEOFHMER TR H#HTE
EE EAEERA S MU - B RIEE LA E L L KERIE BT
K ORI S BREE 12 %9 2 Dunnett O E L E (P<0.05)

Q) ANAYILE L A RXY IL% SHR I 24 HFKER O #E (1 X0 10mg/kg, n=10) 35 & fit
PEZRET D2 L LE LIEBEEREZ R L, RAEOBIRG RO bivihodlz, £, AP
2y ARXYINE 14 HEKERDES (0.8 X 1mg/kg, n=6) %, (KFELTH U T2 RIEGER
DB T,



VI LRI B9 5

(1D VEHERE AL AL 2 % SHRICEIRNEE S (0.01 X0 0.1mg/kg) 3725 &, MEDIK T2
HAv, FRICBRC oM &3 B CHIN U, M5O F RIS O HH O BN M O R AY i 4 K
OB RRBD N2 L b, MEOK FIETREMHIEESOK FTICESS b EEX L, O
HHEOHIIBAMOBDICE D b0 B2 bRk, o, Bl TOEE 2 M &OBIN &L O
BEPLOBA VD STz Z LD AR MAE EGUS T ICBIRIZ B 2 M ILIE OB 523K & v
EEZ BT,

(mL/min/100g tissue)
1500 x

4 1000 D5

m 0.1mg/kg (n=7)
i

£ 500

7777777

=B
l:
&
o
&
b
&
i
ﬁ b
>|.
§
T
%
i
fi
}.«.L

BRI SE R B 8RS
o

70.01mg/kg (n=10)
ok m0.1mgkg (n=7)

B DR BT B NB KB B 24

i

SHRIZA I AYILE U & BEIFHIKNRE L-ZROXERFIZHS TS
MR ER VHEBNERNRELE
B E AR AR A
RRE : #5811 O paired-t B7E *P<0.05, ** P<0.01

SHRIZHA W AHILE U EZBEFFRARS L-ROTHME, MEK. MEHERY
BREMEEREE

_ 0.01mg/kg (n=10) 0.lmg/kg (n=7)
INT )( _ y . Py o 24
ESaA ] BH1% BRI Beh-#%

it (mmHg) 208+4 184+4** 209+5 1706
fEgC (FA/57) 306+9 301+7 315+14 308+11
il Hj; 214414 292434 293+18 3244+924**

(mL/min - kg)
((é\\\ N3 ’/r&
AL B . 1.008+0.067 | 0.712+0.084* | 0.975+0.081 [0.535+0.026™

(mmHg - kg * min/mL)

SR AR UERR 75
E 501 D paired-t #E *P<0.05, **P<0.01



VI S HERIC B9 5 IHH

Gv) SHR (ZA N AP L HZ v A RF Y Iv% 1 B 110 20 BREKERAOKRS (3, 10mgkg) +5 &, #&
IO EI3AEIC PR L, RTPEAJEEER CMRRFEEFR (BUN) 1ZIZEERERA T,
JREFTNT I PR L ORT N-7 2 F-8-D-7bat I =4 —¥ (NAG) JHEMEIIER RS Tt
SRR D b A ERIEMEL R L, BEKT % OB IO M7 RREHZ 3 TID B 5 TR ER IR R
bR OVPR A B 35 DRI AN TR D H AL, BN DOHERERI AL K OB E AL DI 378 STz,

F72, SHRIZANW AP HZ Y ARV I% 1 H1ESHAMKEROKS (1. 3mgkg) T2 &,
FARIRAT U CHED FRE L, A D BT IR L 90% A4 . DA #RHERR 1L 80~90% Hiith
DOH BRI B, DEREZIHIT 5 2 & PR S,
()EFAHKIRRFR - FHGAFMA
Al v/



VIL_ Y Ehielc B4 5 IH H

VIl. EYEREICET 5EHE

1. MAREDHS
TR RT T THDIANAYNLE L A REY IVERO#KLGH, HE &K OHIED 5 W iRz 35Tk o5 i
SH, TEHEAEI AL APV B AN END, ANV AYILE L A RE Y I )L 24meg A ZEERFE AR O & 5 LT
BB R B 201 7> & 2 5 2BE 4 ICER IR L 7 MU IS W TG B &L REIVIRF VAL Z L A RE Y I L
BIPNZIng/mLAETEBHEINDDHTH -T2, 16~ T, b MR OFRE LAREKITIT & A ERTEHEAREY A1 2
gL LTAERRNICHFET 20D B2 b5,
(NAELEMGLRE
MR L
<BE>
FNAFNE L X RX Y INVOREEDRITIEEGH D AL A YL 2 T REO A NHERIC X 53 24 K
MIZE L TW5H, AUCo2an (AUC : I AEFRRE —REMdhAR Trfd) GRS U TEmL., £/ AUCo24m
& ME T REEZ DV TIE AUCo-24n DA EWILE FREEE GHINT 5 Z 03RS TN D 19,

HARAAME Y iE A M E g fgmg
20 207 AL TSER
— | — | o
=0 10 a . ° 20 10 g . ® .
E 04 00 Og :. g 042 e °
= o ° = o cee
< 108 * 10- 2%
= 00g" ® e o 08, oo [
B 20 * B 20)4 el L
M | ® ] O O o ..
30- & 30 . o
_40— T T T T T T | -40_ 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)

MmETEE & AUCo2en & DEER —EBEFEH—
X P O RYREHIT Linear ©F /M2 & 5
(QUERRABR THRASIN-MFEE
1) ERELA

YRR R 20

fERER N BME 51 AV A S Z 2 A RV 0 OD 8 40mgl §& (k72 LUK TIRA) XA L
AP E L A RFY IVEE 40mgl $E OKTIRM) %, 7 v 24— "—iECHEERERERA&K S LT,
TEYER DAV A2 v OIEYENRE T A — 2 Z i L=, Cmax KT AUCust DT FEEO
DO 90% fFHIX X, W37 4Ld 0.80~1.25 DHFIFAN T v | A D LW F I [RSEME D HERR S L7 %D,
FIVAPILHE 2 A RE Y 20 0D & 5mg, OD £ 10mg %O OD §& 20mg 1% [&&23 B/e 2 8% 0 [H
RN O LY FHF SR A R T A ) *HESE | B EZ AL AL A REY 0 0D
PE40mg & Lo & &, WHZBENIESE L HE S, EWFRICRE L B S v,

* 1 AWFIRISMEREUL,  TRBERLOEMEHFREERBR T A R 7 4V EO—HEEIZ>W T CFAk
24 45 2 H 29 AIEAFAETE 0229 55 10 75) B 4 HIRAS A2 2 BUEI DB N0 72 8 O AW F o[RS MR ER
ARTANTHECTHEMLT=,

%20 [HRBEISOEWFHFREERBRY A K74 L FEO—HBEICSWT)  CF 24 4 2 A 29 AEA%EE
J& 0229 %5 10 5) B 2 & &350 28 0 ETERAI O A FHIRI SRR A KT A >



- Y EhREIC B D IEE

(ng/mL)
1400

1200 | ——fE40mg (K CHRA)

—e—OD#E40mg (K THRA)
1000
mean=*+SD
800 |

mERERE

(2]
(=3
(=}

400

200

(n=51)
(n=50)

—©—0D$E40mg (K7 L THRA)  (n=51)

0 T T . 9
0 12 24 36 48
BERIE (h)
MmEEhA LA S ILE VEEHT
FILAYILE DDEPEHRE/INT A —2
" " Cmax Tmax tire AUClast
7

AL P gLy | o) (hr) (ng - h/mL)
@}?2%@%@%) 51 | 978+331 | 25+0.8 | 7.5+1.2 | 6,770+2,180
?g(%ﬂ‘é%g 50 | 904+256 | 2.6+0.9 | 7.5+1.2 | 6,570+1,810
(ffégénﬁ%) 51 | 983+234 | 2.1+0.8 | 7.4+1.0 | 7,170+2,090
mean=*SD




VIL_ Y Ehielc B4 5 IH H

HEZE 2
fERERR AN Bk 24 1] (20~28 7%) ICA VAP ILZ L A KXY I )L 5mg, 10mg, 20mg, 40mg % ZEfiFHF
HERE PG L, DU 72 BERE E CRFROICERIM L Tl dErh AL 2 90 2 o (GERIERGE) HEE 2 E L
Too ANAYNE L A RFY IVRRAEGHE, MIEPITEEE AL A L2 CRFEBL L, £ ORET
B 514 1.7~2.2 BRI e 2 /s L. DARE 3800 8.7~11.0 W[ TR L7, Cmax (e 8 i Ez)
J O AUCo- ool 3 G- BT L, Bt E R LTz,

(ng/mL)
1200
—&—5mg
f1 1000 - —O0— 10mg
i;’f —/— 20mg
800
;T, ——40mg  (n=6/E¥)
j; 600 - HATEME (2HRE)

400

FILASFILE DOEYPFHRE/INT A —4

L FNAYE L ARV IR E
INT A— K
5mg 10mg 20mg 40mg
Cmax (ne/ml,) @ 149.0 (0.21) 273.5 (0.17) 469.7 (0.23) 996.3 (0.15)
g 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
AUCow 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
tu (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
SR 14.63 (2.26) 12.35 (2.20) 11.63 (2.47) 12.15 (2.08)
HEMEER ousn (%) 12.35—17.81 9.39—15.10 8.23—15.11 9.87—14.93
BRI ERERRE) & OYR/IME — R RKEZ R T, (n=6)

a) MATTIIE CeHEEH R OIRERZE) K UR/IME—RKEZ R,
Tmax : e MR EBERFH tue © THH

AUC B U Crax DEM FHE L RERE

Roa—y | L e || s e
5mg 6 891.73 190.76
AUCo-» 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_ Y Ehielc B4 5 IH H

HEKE (BEDOEE)
AR AN B 10 BlCA L AL Z v A RE Y 2L 20mg &% 30 50 d 5V Tz gy (Flaa L) H
1R8O 5 U CREFEADICER I U, IR AL A YL & R JIIE L CRFOREL MR LT,
Ze g, IRAEN & (= /L ¥ —54bkcal) BIHE KO GBI E (T /¥ —1111keal) EEUE DS
BE&MEDHEIZBWN T, EYBEICRIETTRFOREIT VL O LHEE ST,

800 -

- THERF
—A— SEHE

% 600 —>— KEEHE

ch

*

I

X

K 400

#

Z

b

3

(ng/mL)
200 -

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

5% (hr)
EHMIERAILAFILE VEEHR

FILAGILE DDEPFHRE/INT A —2

IRT A=K BG4 Bk | BT FEEHE(R 72 [95% (5 fH X [H]
2z 5 10 3552.9 674.17 [3070.6, 4035.2]
(ﬁ§{EZ§E> (AR £ 10 3319.7 618.56 [2877.2, 3762.2]
e 10 3163.2 463.18 [2831.8, 3494.5]
2% 5 10 3719.4 717.05 [3206.4, 4232.3]
(ﬁzF{SEZL) IKNENG & 10 3480.9 670.46 [3001.3, 3960.5]
R 10 3292.4 479.67 [2949.2, 3635.5]
72 10 4.4 1.13 (3.6, 5.2]
Aqgfmr QiR 10 4.5 1.14 (3.7, 5.3]
mlE & 10 3.9 0.63 (3.5, 4.4]
72 10 603.9 71.63 [552.7, 655.1]
(Egzifo (A £ 10 624.8 112.56 [544.3, 705.3]
mlE & 10 603.2 149.97 [495.9, 710.5]
22 5 10 2.3 0.82 [1.7, 2.9]
1?EE§X A £ 10 2.2 0.63 [1.7, 2.7]
e 10 2.5 0.85 (1.9, 3.1]
2 5 10 6.0 0.55 (5.6, 6.4]
b2 Rl | 10 6.1 0.47 (5.7, 6.4]
(hr) e 10 5.6 0.52 (5.2, 6.0]
72 10 5.9 0.50 (5.5, 6.2]
Mf({ﬁf“h QiR 10 6.0 0.56 (5.6, 6.4]
mlE & 10 6.1 0.80 (5.6, 6.7]
AUCoyextr : [ (AUCo»—AUCotz) /AUCo-]

AUCo+, : Foféts tHRF A7 F C o M Hh i B — IR b T i
MRT VR R



VIL_EYyihieIZ B4 5 I H

RE®RE 2D

BEFERLA BV 27 Bl 2t RICA NV AP L2 A FF Y 1110, 20 KU 40mg % 1 H 11810 7 A HERER
A#eG (5 1A H RO 7 0B #5322, 5 2~6 (Al 3 G- Rp 3l & 1 RFRIATCHeS)
XATFAERS- T B B3GR O GRS, £ 72pAER S 2, 5, 6 [BI B 138 G-k U C i

FN A Z L RREERIE LT,

MAEFIER X 10 & 20mg B CrE 2 B H & 570,

40mg BETILER 5 Al H #5500 £ TICERIRARIC 2

L. 72 10~40mg O 52O #iFH T AUCo-24n & O Cmax 35 5212 ] UEARAIZEE N L 7=,

F1EHLETEE OEYEREFH) /T XA —F DIIIZBWNT, FRERED ti 1TAEIZ (paired-t fRTE ;
P<0.05) LR L7228, Tmax, JRHPPEIR, &7 V7 7 o AZOWTIIAERZITRD b Lo T,
KAEHR G I SN BRI EIE 1.06~1.19 E/hE L FRREE GO TR SN - BB E E RZET

HY, KEFRSICEXDMEE RN ERHEE SNz,

(ng/mL)
1400

1200 H

1000 ]

800 f

600

MIEVRSERSN BB

400

HirFiE RERE)

—e— 10mg (n=9)

—o—20mg (n=9)

—— 40mg (n=9)

%Pre 6 12 Pre 6 12 24 36 48 60
D1 D2 D5 D6 D7 B R (h) D8 D9
B’REER NS JRMBHRAILAYILE VIRE
7 FNAYP VLG A RFY I NG
10mg 20mg 40mg
2 [l @ # 5-7if 9.0 (P=0.902) 15.7 (P=0.982) 26.0 (P=0.040)
5 [a] B % 5-#if 10.4 (P=0.775) 15.7 (P=0.987) 29.4 (P=0.664)
6 [a] 3 #% 5-Ai 9.2 (P=0.960) 15.6 (P=0.976) 28.2 (P=0.303)
7 18] B #& 5-Aif 9.6 16.1 31.4
(n=9) (ng/mL)

e/ " EYME (Dunnett-Hsu B L 285 7 B BREGANIRTT2RED PE)

L. #lEEE




VIL_ Y Ehielc B4 5 IH H

F1RBRUVETEEREEDAILAYILE D DEMEIRE/NS A —4

INTGA—H b5 % 1MEH %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 50 (0.7) 6.7 (1.4)
40mg 4.7  (0.6) 6.4 (1.1)
10mg 15.06 (3.18) 15.47 (2.83)
PRHEEE o200 (%) 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)
R VT 7SR oo 20mg 114 (20 109 (3.6)
(mL/min)
40mg 1.3 (4.2) 11.5 (2.9
FAEAME (R ZS) (n=9)



VIL_ Y Ehielc B4 5 IH H

2) BE - PEEAEMSMEERSE 19
RERS
B - HASEARENE & L ESESN SR 39 Bl A f5is, AN AP L Z L A RFYIL10, 20mg & 1 A 1
FIEAR% 14 HREIRER DS L 85 14 B BISREFACE M L TR A A 90 & REZRIE LT,
MAER AV APV & YRBETHR 2 RIS RR & 72 0 . DI ] 6.3~6.5 RffE] Tl L7z, AUCo-24n
KO Cmax (3 10, 20mg B TIZITHEE AN L, Tmax X Ptz 3G RICEDLTIRE—ETH

-7,
(ng/mL) (ng/mL)
1000~ | Omg#¥ 1000 20mg®¥
EWTHE (REREE) HEWMTYE (RERE)
800 n=20 8004 n=19
i i}
45 600 s 600
F iR
& 4007 2 400
3 3
200+ \‘\\‘ 200
0T—— ; ' ! 0+—— ; ; :
0 2 4 8 12 24 02 4 8 12 24
#5&EE (h) BE %I (h)
. " SRS A% D —
5 shrpi | TRER %I
HH iE aIE= e far I fif P (95 %15 5 X fH] ]
AUCo-24n 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]
\ . BRLAfT Y = = =
H | o N E 95% 15X
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]
tus 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) REEMEMEAERSE 2

RERS

ARReME g M E B 10 1] (41~647%) ICANAYLEZ L A RFEY I/ 40mg (20mg $EX288) % 1 H
1EsAE% 7 BREIER DL U &5 7 B BICRROICERIM U CliEd AL 2 o &2 PR 2 JIE Lz,
MAEF AV AV 2 PRI G 2 REZICRRICE L7, 0N 6 REE TR L, 24 RIS
70 HEZS/TO L~V E TR Lz, AkBRICE 1T 5 Cmax & N AUCo-24n I FEFERR A 2 %75 & L7= 40mg.
1 H 1M 7 BEXEROEGHEBEAERSZZRKEO T 7 7 AV ETRTHEOEEZ LI, 72 tig KO
Tmax [ TIRIE « FPAEARREM: & i EEBE TR 5 10, 20mg MKEHRGHBROFE R L IZIEFRBEOMERETH

-7,



VIL_EYyihieIZ B4 5 I H

INTG A—H 7 HH [95% 15 #E X [#]]
1008.5 (0.267)
a)
Cmax (ng/mL) 589— 1440 [833.2, 1220.7]
Tmax (hr) 2.6 (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)
tye (hr) 483754 (5.3, 6.7]
BAEYE (YRS R OR/ME—RREZ 7T, (n=10)

a) BELAME CRPERZS it O EIR ) & O/ IME-F KA 7~ 7,
()=
ZHERR L
GBRE-HRAEOZE
VIA.QEEREABRTHREIN-IPEE) KO VL7.HEER 0HEEZSH

2. EMRERB/INSA—4
(R AHE
MR L
(2) IR IR 2R FEE 7E 45
AR L
(AR EETEH
<HBEAT—E>FNAHNE
HlE%E Y 0 0.0606 (0.0139) hr!
728 5 0 0.0635 (0.0155) hrt [FffiFH4ME (FEvERZ) ]
(AN AR A RE Y IVEE 20mg % (@EE B IEMERE 24 BlICRE N5
@HIIVF7IUR
<HEAT—E>ANAGAVE 2T VT T2 A
1.31 (0.25) L/hr [BEIFVFEIE (BEHERZE) ]
(FNAPNH 2 A RF Y LEE 20mg A BB MR E 20~23 FlIC# N#5)
B)PTBE
<HBEAT—E>FNAFNLE
34.92 (20.71) L [FAfr-F4MHE (BEHERFEA)
(ANAYNH L X RXY I LEE 20mg % B gRERE 20~23 Bl R 0 # )
(6)Z Dth
Y LR

3. BHEE (REalL—3a>) @i
()B4 753k
LR L
(2085 A — 5 EHER
gk L



VIL_ Y Ehielc B4 5 IH H

4. &R IR
<HNBEAT—E>
UC-A VA NZ L A RFY IV (FERERRTHI) ) 20mg ZEFERA 6 Bl OEL LA, BG5%E
R ’mqﬂlsz@mﬂﬁqﬂ WCHURENHEBL L, $e5-4 0.5~2 R LINIC AR (400.0~733.6ng eq-ﬁ/W v
& v mL) ([ZE LT,

FIWAYILA AERNAFTTRLASE) T«
25.6 (3.86) % [FffrE¥E (AR |
(ANAYNE L A RR Y IVEE 20mg Z fERERC N B IERERE 20~23 BSR4 5:)

<#gT—42 (Svhk) >

IR R &R 45z

7w MEOEE T+ Z8BE0 6 /NMEREICT TRINEND D EFE 2 bz,

(7 v hoMbEEE Q1) . + 8B 47 . DG LEE (44) - B (39) - TEE (23) @ 5 ERALICHYT T
MEE RN — T 2B L, £ —7120.26mg O UC-F /N AYNH 2 A RFY INEHE (v aNER
IN#E%) )

R R 3

Ty MCUC-AN A Z v A RF Y 0% HERE O K OFRAIRN 514 O I8 s i se gei S8 o be s & B

L7 ORI R T 53.03% CTh > 7o, IBIFRERIS RSN TN D,

5 9% f
(1) — fixi B P @ @
<#BMT—4 (Tv k) >
T h~O UC-FIV AL HZ Y A RXY I bmglkg HEIREOKE S, KOV1 H 1F 21 HRERERO&RGIC
BOTHADOBSEREO DA ITITE LA ERBD LR,

Ty RIHUC-AIAFILA Y A FXY I VERREOHEEGEZOKANBESTRERE
TP 1 geqlg CRLARR/ M AE b L LE)
#45-0.5hr % | &5 1hr 1% 5 2hr # e 5 4hr # #55- 8hr % | #%5- 24hr 1%
0.029 (0.01) | 0.047 (0.01) | 0.080 (0.01) | 0.019 (0.01) | 0.010 (0.04) | 0.001 (0.02)

(% WFH n=4)
T MZUC-HILAHILE Y A FXRY IIREROZRSEOBAKITRERE
TRIE 1 g eq./g GREAR/MAE PR L)
L - Rse 5 1HE | &5 7HH |5 15HH 521 HH
# 5 &5 &5 5 %5 5
24hr % 24hr t% 24hr t% 24hr % 72hr 168hr #
KK N.D. N.D. N.D. N.D. N.D. N.D.
AN N.D. N.D. N.D. N.D. N.D. N.D.
N.D. : RS AT (& FF A n=3)



VIL_ Y Ehielc B4 5 IH H

(2)Mn % — e BEEA P A 14
<#MT—%2 (Tvbk) >
ERET v b (R 13 HE RN 18 HH) 1T UC-ALAY AL A RxY I LE2HERKOKS (Amgkg) 1
RE % O 15, IR, R OMEEICIIRHARMEE D 10~20%H1#% O EENE S Hiv, IBRTIX 1%L FTh-o
oo #EHR 13 AH DT v Tl G 1 R AR T B RE DS W RIZ IR 2r o 723, 4R 18 HH D 7 » MR T
(XI5 24 WEEITE LRI U RBIR EE D3 BB &7 Ly JEEMNC W ClaR B3 i < L IRIR D DIk b2

Nz,
FIR1ISHBRUT18BBE T Y hAD UC-AILAYILEY AFXYI)L
HRROBREZOFTEBBIR VR RICE T 5EMESTEERE
% E ugeqlgor mL (RREUNERIRER G &%)
HHA - Dies R 1B HEZ > b FIR 1S HHT v b
Beh 1hr % | B85 24hr % | %5 48hr % | &5 1hr % | %5 24hr 1% | #¢5- 48hr %
EEEN
fn 5 3.406 0.014 N.D. 4.283 0.029 N.D.
K 0.029 (0.00) | N.D. (0.00) | N.D. (0.00) | 0.036 (0.00) | N.D. (0.00) | N.D. (0.00)
JLofik 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)
S hik 5.014 (3.78) | 0.041 (0.03) | 0.029 (0.02) | 5.985 (4.97) | 0.070 (0.06) | 0.016 (0.01)
T Bk 2.330 (0.31) |0.020 (0.00) | 0.015 (0.00) | 3.332 (0.39) |0.053 (0.00) | 0.013 (0.00)
k=4 0.471 (0.00) | N.D. (0.00) | N.D. (0.00) | 0.420 (0.00) |0.014 (0.00) | N.D. (0.00)
T 0.752 (0.08) | 0.014 (0.00) | 0.006 (0.00) | 0.916 (0.18) | 0.046 (0.01) | 0.015 (0.00)
DB 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.
2 0.507 0.015 N.D. 0.735 0.084 0.037
EYL 0.335 0.020 0.010 0.060 0.095 0.120
EVIN - - - 0.018 0.045 0.171
el 0.008 (0.00) | N.D. (0.00) | N.D. (0.00) | 0.008 (0.00) |0.150 (0.02) |0.141 (0.03)
KK - - - N.D. 0.016 0.012
Dl - - - N.D. 0.072 0.048
fifi - - - 0.006 0.082 0.063
S hik - - - 0.013 0.094 0.102
S Mk - - - 0.011 0.114 0.076
WHILE - - - 0.006 0.141 0.574
NS SEN (- 7E B 42 n=3)
N.D. : B BR S A
— KR
)FET~DBITHE

<#T—42 (Svhk) >
Itk 10 BRI OWEF 7 v MC UC-A /LAY HF > A KX )L bmglkg Z IR FHEBRE O£ S L,
B 5-1% 24 RefE] F CRARFAIC LT M QMR A B B U CRRBUN REIR S & SR D 7o Al . FtH ~ D B R DBEAT 23
D BT, MR L0 HAK<, &5 24 REREIZ I3 R AR IR T Lz,

BERS Y FADUC-HILAYILE Y A RXY I VEAEROKSHOIT RV MERRKRETRERE

Cmax AUCo-»
i (hr) 0.5 1 2 4 8 24 (ngeq/mL) | (ugeq -il/mL)

% (ugeq/mL)

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

I 4 4683 | 2.174 | 0.749 | 0.264 | 0.122 | 0.038 4.683 7.83

FLi/fn 4% N.C. 0.03 0.20 0.75 0.85 N.C. 0.04 0.23
SR fE (&-WE R = n=3)
N.D. : MRHBRFART
N.C. : #HARHA



VIL_ Y Ehielc B4 5 IH H

(BB~ DBTHE
MR L
(5)2 DDA DBTHE

<#T—%2 (Tvhk) >
Zv FEEROKS
T D UC-A N AYNZ L ARXY IVOHERKRAEKSE (bmg/kg) Tik, FITHFNE& OB &R E
THAR LTS, WHRITERCHTH Y BRIV LD EEZ b, FFE~DEWAHIEA VAP ILE o R
K%Y IO FEHEIRE A Th 5 Z ENER LB 2 i, BEA~OBEWOAIEL AT ZRIRO A5 L)
BWZ LICHEET A b0 EEX BT,

SYRADMUC-FILAYILEY A FXY I )LEOROBSHOMBPRRSTEEERE

- PRI 1 g eq./g or mL GRELGHR/ 4% AR L) t12 AUCosn
#5.0.5hr #% | #5 1hr #% | #5 2hr % | #25 dhr % | #5 Shrf% | #%5 24hr g% | (0| (ugeq.-h/mL)
il & | 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 figk | 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
B fi& | 1.884 (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
ik fi& | 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
it 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
g Ji% | 0.078 (0.08)| 0.167 (0.04)| 0.114 (0.05)| 0.118 (0.08)| 0.026 (0.10)| 0.005 (0.11)| 6.36 0.97
Jikd 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
HEfERG | 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
E= | 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 & % | 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 fi& | 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
il B | 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
i #£ | 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
P OF Mg | 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 % | 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
fiKt £k | 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
LA fE (%KF Al n=4)




VIL_ Y Ehielc B4 5 IH H

v rREZOESE
T bSO UC-F N AP A RFY IO 1 H 1A 21 HEKERD#HS (bmgkg) Tik, HEREE &
[RIER TR S OV i B oA s Ly KR G2 K D MRk~ DO FBFE K OV AR 32— 2 OZEALITRE O DL mn

-7,
TYRADMUC-FILAYILAY A FXY I )21 BEREROKREZOMERPEBGEERE
BIE ugeql/gor mL GRELASR/ImISE i BE bb)
FHA - IEES #hH1HH 45 7HH #4h 15 A H #5 21 AAE
B 24hr % | 5 24hr % | &5 24hr % | &5 24hr#% | 5 72hr % | 5 168hr #%
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 b4 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.
@ 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 — & — Ji| 0.009 (0.24) | 0.013 (0.30) | 0.020(0.51)* | 0.017 (0.40) | 0.011 (N.C.) N.D.
L /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.
Y J®| 0.008 (0.22)| 0.009 (0.21) | 0.009 (0.23) | 0.011 (0.26) | 0.006 (N.C.) N.D.
] it 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.
it 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 | 0.036 (0.97) | 0.045 (1.05)| 0.048 (1.23) | 0.050 (1.19)| 0.014 (N.C.) N.D.
B 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.)
&l = N.D. N.D. N.D. N.D. N.D. N.D
i fi#| 0.006 (0.16) | 0.013 (0.30) | 0.011 (0.28) | 0.010 (0.24) | 0.007 (N.C.) N.D.
e figk N.D. 0.007 (0.16) | 0.007 (0.18) | 0.009 (0.21) | 0.006 (N.C.) N.D.
HE fifi N.D. 0.006 (0.14) | 0.009 (0.23) | 0.010 (0.24) | 0.014 (N.C.)| 0.012 (N.C.)
w & HE W N.D. 0.013 (0.30) | 0.018 (0.46) | 0.018 (0.43) | 0.016 (N.C.)| 0.011 (N.C.)
(= - 1 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 i 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
EEY > o3| 0.010 (0.27) | 0.013 (0.30) | 0.011 (0.28) | 0.012 (0.29) N.D. N.D.
E= H| 0.005 (0.14) | 0.007 (0.16) | 0.009 (0.23) | 0.008 (0.19) N.D. N.D.
K Bk {&] 0.013 (0.35)| 0.018 (0.42) | 0.014 (0.36) | 0.014 (0.33) | 0.007 (N.C.) N.D.
I VAR | N.D. 0.008 (0.19) | 0.007 (0.18) | 0.009 (0.21) N.D. N.D.
H 0.125 (3.38) | 0.201 (4.67) | 0.109 (2.79) | 0.089 (2.12) | 0.007 (N.C.) N.D.
7 #%| 0.009 (0.24) | 0.016 (0.37) | 0.016 (0.41) | 0.024 (0.57)| 0.006 (N.C.) N.D.
[ | 0.075 (2.03) | 0.347 (8.07) | 0.238 (6.10) | 0.212 (5.05) | 0.008 (N.C.) N.D.
5 | 0.154 (4.16) | 0.369 (8.58) | 0.383 (9.82) | 0.760(18.10)| 0.014 (N.C.) N.D.
i M| 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 Jhe N.D. 0.025 (0.58) | 0.016 (0.41) N.D. N.D. N.D.
PR (455 55 n=3)
N.D. : & H RS A
N.C. : #&HEAH
BE : %5 1 A BIZ%9 5 Dunnett DL HEMKE * P<0.05




ESZEN

AR

mE~DHH

UC-F N A NLH L A REFY I 1mg/kg kb L7z SHR (mimEBRFEIET » M) . WKY
(Wistar-Kyoto) 7 v ks OEIRKE OEIRIZ 31T 2 ESTREIREE O Kp B GRERR/ MAE TR E L) I ZARAY RS <
i&w%%mi@%w<\ﬁwmﬁﬁﬁﬁ%ﬁﬁéﬂﬁﬁﬁ%WéMkoikﬁﬂ%ﬂd%w&yéﬁmw
# 5 L7z SHR O KRENR TIXEICHMER OFEA~D A 378D B, AT1 S BRO 5 MIIEE - LT %

L7,
SHR, WKY 5y kA®D “C-AILAHILA L A KXY I LERROKSHD
Bk, FRAk. TERBPLHRSEEE
R ng eq./g or mL GRS/ 4% i B L)
KA - s SHR WKY 7 > k
5. 1hr % #45- 6hr 1% 5 1hr % #4- 6hr 1%
i 253.42 (1.00) 29.48 (1.00) | 360.09 (1.00) 90.78 (1.00)
1R 101.15 (0.40) 11.98 (0.37) | 179.91 (0.50) 39.14 (0.44)
G 299.43 (1.19) 67.23 (2.58) 483.30 (1.40) 82.23 (0.89)
T R ED IR 69.52 (0.30) 11.16  (0.49) 82.75 (0.24) 33.31 (0.37)
RPN 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 gk 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)
LA fE (%W n=4)
(6)MIFEHIEEE
AV AV Z o MiEE AREES R
in vivo : 99.6%
(B AN B AN AT L2 A REY )0 8meg 2R NS L, 2 % OL VAP L Z i

6. X

IR K OV HE AR FE 2 IE (n=6) ]
in vitro : ¥ 99% (PRAMEEE)
b RIIET VT2 K99% (A EE : 1.6x10"M1)
B b arEREER K 96% (REEH : 1.3x105M1)
E MIEICB WD TIEEWREARE R LT VT I KA BEET 5
EEBEZHINLD,

GEAENL : N7 7 VYA b)

B

(1) BHHER L R UL SRR

<#gMT—2 (Tvbk) >

HRBER L

N 2> BAFEBRIMIZ B 2 WAL, Mg (FIARM) & OFFisiC
~EIND LB BT,

7 v MFEOUNEDREY 32—k 9000Xg EiE (S9 M) KON 7 v Y — Alisy % Wiz in vitroikBk, 7
v N BN & O T2 BER EBRIC B W TR AL A L2 U i3gBd B, UC-FA VAP ILZ v A RF
VINEROES LT v SR L OV T ICB O THIEERE IR bz, 72, b MjEs
DTNT IV RORT VNVERT T —EBIL Lo THIKGES T,

BV TIUK g S du, TEMEARE AV A v &2



VIL_ Y Ehielc B4 5 IH H

REBHER

UC-A N AH L E v A RFY INVEHRBRO®KRE (1 XX bmgkg) L7727 v bomfE, Jr, 3, B, i
OISR ZMRITIZ E A ERD LT EERED K OZED 7 N7 v Ui aiR (L A L2 -glu)

DIRER S 2 D T2,

Fio, A XICHEREO &L (bmg/kg) UTEIRNE L (Img/kg) L7-REo Mt JR & OFE A CIEMHEH M

Ko aw GOEn 7 NVr e rERaERImm T, Z7vr e Blaa LT v MR MAHRKE CH

HEEZBNT,

A= AT VERE in vitro i RER TIZ~ T X, T v b, & MO ROVNEG S9 M4y TR Sz,

fEEERR N B 2 BN A L AP L E v A R )L 24mg % Z2IERFE AR O35 U 7= fik (35 2 BRI ER )

PR (8 5% 4 REEIC 24 FEE £ CTHIR) TUTITRE 0 05VEERB & LTt S0, REIRIT Ing/mL
A%, 7 v 7 v A RIE 10ng/mL K Th - 7=,
~

(o)
f( X o
7 oHQ O :(%
V\(VN cozﬂcm V\<N CO;H)_< N coﬁ
O Subh, 1%, ER O
O RS O odt3
hes o

N =
N —NH N
N g NNH N-NH J
FIVAG IR
ARFVIIL CO2

HM Nf 23 Diacetyl
\/\<N ‘ o oo HyC—C—C—CH

COOH

O O M Acetoin
O HsC—C~C~CH
g ' :
N,N\ Suk N\\N/NH \‘
- NH OHOH
FIAHILERglu FIAGILZ HsC~G—¢~CHs - 2,3-Butanediol
H H

FTILAYILA Y A FXY I ILOHEERBFR
QRHICEE5T HBERCYPE)DHLFE. F5FE
KEiEER (P450) [HE
b MIF 7Y — 2% AW TS LR AL A YL 2 2 X D4 P450 4y F-FED NG 645
PHERITIF< . P450 43 T FEDMRHFHEIEMLEF I ES < MM EAEA N E 2 2 ATREEITEVW e B 2 b b,
E RS/ 0Y—LICEIT5ETE P450 RBIBREHICRITTZE

HER (%)
4: 5 IZ/ P450 4y 75
i 7-Th¥ s o N4 S AT = MVTZHIR | 775a—)v | JuyFYyr | =272V
(M) T
(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




VIL_EYyihieIZ B4 5 I H

BRFE
<#gMT—% (Tvbk) >
FNAYNE L A RFY IV 50 KO 100mg/kg #7 » M 7 AMERAFEG LIZFI 7 1Y —AlZBW0
T, 7=V VKB LEERTEE OB NFED H 723, P450 3 FREOFHEILRD by, £ b MEEATHII
WG (A AV A RE Y I)0 1000 M, 48 BEffALEL) Tk CYP1A2, 2E1 &KUY 3A4 O
TEHETLET NCEREAOFEIIRD bR hoTo, LIER> T, RIEDSITEY IR PR Z KF A
BEEMEIXEVWEE 265,

RWEEBENEDHEERUVZNDEE
BRI L

GRFVOFEDEERVFML., FHELE
FNAF L A REY IWERAEEG%, FINME EE, FiESUImEIZ s T=27 7 =8I Xk 50K
iR TR A L A L Z AR SN D, MERICIEA VAL E L OBBRD B, O
DA TAFAE L 720N,

7.8 Mt

(1) BERER AL R MR B
TR AR 2 A L7z 3R PR C 5,
<NBEAT—5>
UC-AN AP A RFY IV GHFERRIATHIN) K 20mg Z A BV 6 Fllc 0 &G Licya. K
SRED R PR (240 BRI £ T) (3R GED 9.9~16.3% (V% 12.6%) THY . KEBSITH G4 12 B
LIRS iz, F72, BETRE O #E P PER (312 Fif#% £ ©) 3B 5B D 64.6~89.6% (V¥ 77.2%)
Tho., ZNOHS NI HEEDIF & A SITEERBH AN AL Z o Th oz,
<#BYT—4 (Tvhk) >
JHEH =2 b —arZfiLi=T v M UC-AILAYLZ L A RXY )L 5mglkg Z e T HLEIR O I3
IR G- U 7= Rg O By it d . & OG- Ciddk 5% 3 R & T8 27.9%. 24 FFH £ TH 49.9% TH V|
FR RN G- CIa 5% 3 B & 2% 83.0%., 24 il % T2 94.1% Th - 7=,

(2)BEittt 32
[VIL7.(1)BER B R R ER ) O Z S



VIL_ Y Ehielc B4 5 IH H

(3)HEM R E
1) BEERA
HEEE 2
fRER N Bk 24 1 (20~28 #%) (AN AP ILZ L A KXY )L bmg, 10mg, 20mg, 40mg % ZEfEKs
HERE O G L, LIth 48 REE E CHEIR L TIRTA NV A L2 o GEMGEHY) REZRIE LT,
e b5-1% A8 RE IR h PRt B3 B OB & & HITHM L7228 R P HEIEEIX 11.6~14.6% O#PFHATH 1 |
B G EOBINIE S BT/ NS IFE—ETHo T2,

noa—y | IEITAT S | s e
5mg 6 584.95 90.30
B T B o-asn 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
b I 248 10mg 6 12.35 2.20
(%) 20mg 6 11.63 2.47
40mg 6 12.15 2.08
RS

TERERR N B 27 Bl R RITA NV AL Z > A REFY 3110, 20 XO¥40mg % 1 H 1[0l 7 HFKERR
A4l (BF 1 EIE RO 7 B H &G 13242080, 55 2~6 [B] B i 5-Rpl sl & 1 RERIATIC i G) L. HIEIR G
XITRAEES- T B BIC 24 R & TEIR L CTRT ANV A2 o GEMHGEY) REZE L,

B 5% 24 BRI IR P HRIE BB GBI E WM L7223, 88 1 BIE &3 7 BH O TRV ho &b &I
BOWTHAEETRD LN, RAYEIEIT 11.9~15.5% D& PHTH Y . G EOBIMIME S BEiT/ N &
<IFFE—ETHoT,

F1lalH s HimEE & aired-t
R A—H B 5 Tt T H7[EH O p@ﬁ
(B 22) (e 22) 7

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

)’T‘quff g%‘”“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)
Wf&f’*ﬁ‘)'z‘*h 20mg | 12.13 (2.63) | 13.28 (3.58)
40mg | 11.86 (2.99) 13.61 (2.28)

2-) BHEEIETEE 2
REERE
EHREIR T (g2 L7 F = @ 1.565~3.64mg/dL) % {5 M EiE AR E#E 8 5l (30~66 %) 1ZxiL T
FNAYFNEZ L ARFY IV bmg & 1 H 1[E 7 AEEZICKERAES L, PIEERG X35 7 5 H
DEHE#ZND 24 REREIZDOTZ VIR L TRP ANV A2 AREZHIE LT,
MEE G- & 7 HHOA VAV CRASEEPE R A0 BEMER ) ) 13 3.80 (3.27) %Kk 115.15
(2.01) % EMHMTIZEAEEITBD NIRRT,



VIL_EYyihieIZ B4 5 I H

2-ii) BEaeEERE 0

<HEAT—%>

REHRS
B RERE B 26 1 (26~72 7%) & BHEREIE T 8 15 (41~4T7 5%) ICA NV AL HZ v A R¥ YV /L 10mg

10 1\ 7 BEXEROFRS L, PEES-#% 24 B X3R5 7 B B Ok 1% 96 FEEIZH 7= v R

RZEREL U TIRF AL A2 AR 2 HIE LTz,

PR e

BEIIILVLT7F=2 27175 A (CLer) IZESWTEHREEEZEDOREE ZEE [CLcr=40~
59mL/min, 8 I (B 6 ], ZtE241) 1 . FEE [CLecr=20~39mL/min, 9 ] (54 2 ], ZME7

Bl) 1 KOHEE [CLer<20mL/min, 9 1 (A4 B, k56 ] @ 3RS L,

MBI R O AG$E G- D 710 A YL 2 o R YRR TR RE RS ORRE N HIE TH DIF KT L7z,

BB E B - CLer (mL/min) RS REIE B8
IRTGRA—H - - - CLcr=60
HE . <20 EP#E :20~39| #RJEF : 40~59 (mL/min)
(n=9) (n=9) (n=8) (n=8)
PR 2R 0-04n, 1.93 3.05 6.71 8.56
HEH 2 (%) 0.35-3.23 2.07-5.19 4.38-10.24 4.01-13.32
TR 2 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 Pk 2 0-06n, 3.96 4.58 9.74 11.03
EFERE2 (%) 0.80-8.76 2.76-8.52 5.28-14.59 4.89-19.30

a) TP EE B OV P

g REpEE B 30

<HEAT—E2>

HEKS

JFHgRERE S (FFEZS) B 12 5 (45~65 mk : fE1EK Child-Pugh R = 71253 & JIFHERERE 35 O FR 4 1%

JE (A7 5~6, 441) IFIPEE (A7 7~9, 84) T/ KONFHEEEF#H 12 ] (44~65 %)
AN AP E L A REY IV 10mg 2 ZEERFHEERE OG- L, 96 Rffl £ TR Z 8E L TR AV
APV B PRPE B RIE LT,

TARTOWRERECI N T, IRIPA NV AT Z o ORE B E% 8 Rl £ TlZEIN S, 72 5% 96
BE & TR PRI AT RERE R TR L7z ( [VIM.QUERRABR THRASIN-OFEE OHEE S
)

o

Sk S M AE B E 30

<HNBEAT—%2>

RE®RE

=k (66~73m) RUIEER (22~44%) BOEEEEETA T 126lICHLAYILEY AREY )L
80mg % 1 H 1 [A 10 HEARERO®RS L. ¥EHRSE 24 BER UREIRSE 48 BEE THRER L TRE
FILAGILE VEEERIEL =,

Ve S51E O FRPHEIER CRPHEHERICEI L CIXmEREREICERAENTO b (tiRE, VT
nt P=0.005) . 510 HEDKSE 48 BT TOA I AHIL A RPHEHERICEIRIZE LR bR
Mmoot



VIL_EYyihieIZ B4 5 I H

e RE T R

NI A=Z D Dayl Day10 Dayl Day10
(n=12) (n=12) (n=12) (n=11) »

. 5059 4970 3587 4863
IRFPRIE R o2 (1 g) (1378) (1004) (877.0) (2096)
I 5403 5348
EE{:‘TJF(&% 0-48h (,u g) (957'5) (2175)
JRABEIESR 0-0an (%) 7.9 (2.2) 7.8 (1.6) 5.6 (1.4) 7.6 (3.3)
JRAFBEIER o480 (%) 8.5 (1.5) 8.4 (3.4)

a) BT (R )
b) mleERE 1 BB L CIREF RIS T 2R G bRtz

8. FIUAR—F—IZET HFER

A
5425
RS
SN

2 W AR

F7z.

Pz ORFEY iAZ 1% OATP1B1 &Y OATP1B3 73, ABiFHEHIEC I MRP2 23, B HEMIZIE OATS A3
ZENRENTWD, £, ANAPILE A K%Y 20X MDR1, MRP2, BCRP DETH5H Z &
LT 5 8D,

FNAFNE L A REY L OAT3, OATP1IB1 OIEE LR 53K (T2 5F ) LOFRICX
RBRCHAEENRRO IR 2 &b, OAT3, OATP1IB1 #fHELRWVWEBZ X Hivd,

in vitro 35 (calcein uptake assay) THA/N AP ILZ L KORA /AP LZ A RE Y IE, Pgp lHE

REZ RS20z 32,

9. BIF
U E

1045 ED

2k BBREE
B L

BREAIHEE

(1-) BHEREETEE 2

REERS

BHEREIL N (2 L7 = : 1.55~3.64mg/dL) %5 @i EiE ABEEFE 8 5l (30~66 %) 1Tk L
T, ANAYALEL ARFY IV b5mg % 1 H 1[E7HEMERICKEROKRS L, WIEFEG 3RS
7 HHOEER], KOS HICRIFNIC, &012#5 2~6 B H OB SANCERM L ClEh 4L 2 41z
VIR A RIE Lz,

MEEE-& 7 B HOA L AL H & MSEREY R ST X — % OIFEEERNIIFH 0 72 2
IR LAY, 24 KAl E TORHFEHPRIERICBEA L THENEI 3.80% & 5.15% &, M HETIZ &
AN EEITRO LN -T2, Fo, FHBREOMIEZ LT F= U RBENEWELE Cmax &Y AUCo-24n
PR EE & 72 DR DSFED B ATz,

ERAEUE 1.00~1.11 L/hEL | KEERGICED2EBEIT/ININEBE R b, 16> T, BEREETE
F (G2 L7 F =2 1.5mg/dL L | 4.0mg/dL A&jili) (A NVAYLZ 2 A RRY INEREFRS L
REOLZEMICIEIT VWb D EE X b,
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BRE1HERUV 7 BERSEDA I AHILE VEYFRE/INS A -4

RTA—H h1HH 57 H0H
Cmax (ng/mL) 180.0 (82.9) 185.0 (82.7)
Tmax (hr) 3.8 (0.7) 2.9 (1.2)
AUCo-24n (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 AP o-2an (%) 3.80 (3.27) 5.15 (2.01)
BRIl (YR ) (n=8)

(1-ii) BHrefEEEE 0
<HNBEAT—E>
REHRS
EHSEEE R 26 1] (26~T72 %) & EBEREEE A 8B (41~4TH) (AN AP LT A RFY IV
10mg % 1 B 1[0 7 AMKEROEE L, YIRS 3G 7 A BICRENIC, S512&5 3~6 HAD
P GANCERIM U Tt A r A v 7 s 2 1E LT,
BHREFEERE I, 7L T7F =27 VT T A (CLer) ([ZHESWTEEREREOREZBE [CLer=
40~59mL/min, 8 # (¢ 6 i, &t 24)) 1 | T5E [CLer=20~39mL/min, 9 {5l (M 2 i,
W74 ] KOEE [CLer<20mL/min, 9 (54 H, L5 6) ] o 3BT LT,
MAEF AL A2 ARETNTROBREFEICBNTHEG 6 B H E TICEFREBIZEEL T\ B X
BT,
BRI, PR K OVE BB RE I R R I 1T 2 WIEIHE 5% D AUCo-2an (X BEHEREIE R FREC IR L T2
NENK 1.5 F5, 1.6 fEMU 205 L@z R L, &5 7 A HEFIREER D AUCst b BHEREIEH H R
CHERLTENETNA 1.6 5, 1.8 K285 L ®MIETH o7z, EHIRAERFD Comax (22T HEH
REPEE B CITBHEBE IE & & el L TN RS 728, Cmax. EHFIRAERF D Tsmax, Tmax &
W tue THEHENE LN Do T2,
FTo ME KR OBAER GREO AV A YL & 2 RIS TR E ORENEIE TH HITEE T L,
L7=8 o CBHRERERE CIXB 2 VT 7V ABMK T L7z, AUC AEfEZ R Lz Bz biviz, i
BE R SRR E OREIC L - THB I R) o T2,

BHEEEEIRER S OBMIERA LAY ILE VEE

BHSRERE B - CLer (mL/min) BHRRETE R
3 1 CLcr=60
R B <20 | PEESE 0 20~39 | RFE : 40~59 (mL/min)
(n=9) (n=9) (n=8) (n=8)
2\H 581 | 43.3 (30.6) 21.5 (8.6) 21.5 (10.6) 9.4 (1.7)
3[EH F57 | 56.0 (40.3) 23.1 (9.0) 23.5 (13.8) 10.9 (2.5)
4018 B 5A7 | 58.2 (42.6) 24.5 (8.8) 20.7 (11.8) 10.7 (1.8)
5[ 51 | 62.4 (42.2) 24.8 (10.0) 21.7 (13.2) 11.1 (3.1)
6 #¥5A7 | 65.3 (49.0) 23.4 (8.5) 21.3 (11.1) 9.5 (1.7)
7EH B5H] | 68.2 (54.0) 24.0 (7.3) 22.3 (11.6) 11.3 (2.6)
BT (YR 2) (ng/mL)
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(ng/mL)
350

300 -

250

200

150

100

i\ RESERES BB

50

HilrFiofE

—Oo— BHEEERHE (n=8)
—a— BEBHEREERE (n=8)

—— hEEBRERTEE (n=9)
—o— EEBHAERERE (n=9)

6 12

18

RER (h)
B57BHEIZEITAMBREAILAYILE VREKR

24

MEREERVE7TREREREBRERCE T IV AYILE DOEYFE/ NS A—4

EprefEE AR - CLer (mL/min) EPRREIE W A
5 R CLcr=60
A <20 FRESRE © 20~39 | #XJE : 40~59 (mL/min)
(n=9) (n=9) (n=8) (n=8)
Cmax (ng/mL) ® 270.0 (35.4) 294.0 (28.7) 260.5 (35.0) 228.2 (29.7)
g 145.3—440.9 208.3—451.5 169.9—430.7 158.3—380.6
Comax (ne/mL) ® 360.2 (32.2) 319.8 (30.9) 293.8 (40.0) 230.9 (28.0)
g 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 1.5—4.0 1540
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

AUCo-24an (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)
V2 13.5—34.2 10.8—44.8 12.1—49.0 13.0—40.9
SRk 2 0-04n, 1.93 3.05 6.71 8.56

B[RS 9 (%) 0.35—3.23 2.07—5.19 4.38—10.24 4.01—18.32
SR Pk 2 0-06n, 3.96 4.58 9.74 11.03

EFERIED (%) 0.80—8.76 2.76—8.52 5.28 —14.59 4.89—19.30
7 VT T Ao-n, 0.05 (62.92) 0.11 (44.96) 0.27 (54.66) 0.48 (39.50)
Hal#5 (L/mhr) @ 0.02—0.10 0.07—0.28 0.12—0.58 0.29—0.77
7 U7 T A0-96n, 0.05 (127.99) 0.12 (41.62) 0.26 (70.74) 0.51 (42.63)
EFIRE (L/hr) @ 0.01—0.13 0.07—0.26 0.07—0.62 0.31—0.82

a) BATPIE CRTEBIRE%) K OR/IME— R

b) HrgfE (B IMiE — R i)

) BT K UM/ ME — Fie KA

ss : steady state (EHIKEE)
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(2) BFHAEREE B 0

<HNBEAT—E>

BEZS

fFgRERE S (FFEZE) HE 12 5l (45~65 % : fE1EAR Child-Pugh A =2 7253 & IFHERERE & ORRLE %
WA (A7 5~6, 4fl) XIIFEEE (A7 7~9, 84)) (Z/0¥) KONFHEREIER#E 12 6] (44~65
%) (AN AT A A REY IV 10mg & Z2fERF AR OG- U, BRIRFAYICER- I L C i 4L 2 4
NG PR RIE LT,

JITHS RERE S R F B C O MM AL A L & L P FE DS 34 E e S CHFRSRE E R ERE LV & @0
7223, Cmax OIMIIZE A ERD LN oT, BIE R OHEEFHSRERERETECHIT 5 AUCo
TIPSR IEH F R L CTENENR 1.3 RN 1.5 R E Do 7o, AUCoD il  IFHERERE 4 &
Yy F U7 LT ERBIE R FREL TIT O & TN REIE S A & I RE E R HREM O 2138 1.7
fETho7ons, BENTRREIES BT L IR ERF M T3 L1 5 Th o7z, &5 96 R E TD
PRI RERE F R E TR L TR Y | IMRREEEICZ VD L2 VT 7 v AT 2 Bl
DIE LTS Z LRI ST,

B K NP EEFEERE OMIZENTHEGREOFBEIILERNEEZ BT,

(ng/mL)
350
—Oo— FHEREIEE & (n=12)
P 300 —o— B EATHEEREEEE (n=4)
j’g 250 —— thE R RTHGERS EE # (n=8)
7 d BMTEME ZERE)
V200 {
X
7150
2
S 100
P
E 50|
—

36 42 48 54 60 66 72 78 84 90 96

P RERR & FRHshE
°5 2 A
RTA=S it i s e SR (E_%%;
(n=8) (n=4) (n=12) n=12
Omax (ngfmL) o 270.90 260.35 267.38 9256.26
& (52.35) (43.79) (47.89) (67.24)
Tmax (hr) 2.00 2.00 2.00 2.00
2525.2 2227.0 2425.8 1708.1

. . a)
AUCo« (ng-h/mL) (352.9) (1019.55) (619.9) (458.4)
b (hr) @ 15.62 14.43 15.23 16.27
vz (5.80) (1.53) (4.73) (4.36)
\ 18.9 15.1 17.6 115

HH=2 . o, c)
IRFPFIES oo (%) (17.3) (31.3) (22.9) (24.9)
_ 0.61 0.58 0.60 0.55

FX 1 N c)

w2 V772 (Lihr) (24.6) (28.7) (24.8) (17.7)

a) FIFIE (R
b) HRAE
o) BHEAE (LBRE%)
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(3-) EEvERE 3
BEZE
R EEE (65~T8 %) 6 HIR UGS (21~31 %) 6 BllcA L AH L Z L A FEY I)L 10mg
ZRA 30 SRR HMIRE D4 G U, RREFAICERIM L CIMEER AL A oL 7 R 2 JIE LT,
AUCo-24n & O Cmax (2 2OWTCIE, mlnE /FEmE g O RMFIEO kA ZN T 1.03 K11 0.94 THY |
ERMOEIT/NE -T2, Tmax (IEEE CLERE L, B2 V7 72 (CLr) 2B L CIXmigEm Iz

RO SN0l @il . FEEEE IV TEYENIRIC R Z Z2EVTRW 2 & DHERE ST,

400 -

w
o
o

200

MIE W S E % S BEESH

- SRE
—A— FSHE

100
(ng/mL)
0 | |
0 4 6 8 10 12 14 16 18 20 24
BEHIEME ()
FmighAIL A YILE VEEHTRE
B & 72 (XLth)
INT A=K — — -
e FemlnE fiE [95% (=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)
AUCo24 (ng-h/mL) 1970.0— 92957 3 1410.6—1938.6 1.03 [0.76, 1.41]
6.12 (0.49) 5.65 (0.57) _
tyz (hr) 5631700 454619 0.47 [—0.22, 1.16]
; 10.54 (1.26) 13.22 (2.50)
=R o) _ _ _
PRAFHEIEZR 02an (%) 9.93—12.93 9.85— 15 86 2.68 [—5.23, —0.14]
0.52 (0.18) 0.63 (0.08) _ _
CLrz (L/hr) 0.27—0.81 0.54—0.75 0.11 [—0.29, 0.07]
SN ) E (REHE(R 72) (n=6)

8) 7E=Filint — HrikhE
b) ST Gt DEEEAS) & O IME— oK 2 R, SO GEIEHEmIE) &5
L. 95%IRHIXM % R,
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(3-ii) St MEREBE 0
<HNBEAT—E>
REERS
e (656~73 %) MOEE N (22~44 5%) SMEREEE ZNLENL 12 FIZA VA I L E L XA RHY I
/L 80mg # 1 H 1[6] 10 ARMIKER N #E- L, #IEHERG I ER S 10 B B OB G61, &K OFG-%IC#%
RERYICER ML L ClE R AL AL & REZWE LT,
#EE 5% O Cmax, AUCo-24n 2 O Tmax (ZIXM BRI HEHFRICAH B R ZITR O b o 7o, R
PR, RPHRIEERIE NS 2 VT T A L CEmERICAE R R EZRRBO DN (¢ RE ; W
H P=0.005) , #4510 H H® Cmax, Tmax LT tuz (2B L CIXMBEENICHGHFRICA B2 Z2ITR
HHNT, Foh% 24 R ETOAN AP U RBPHEIERICEEFZETRO bk oiz, Ll
RS FE 10 H BIZER T 5 Sl B COEFIRER D AUCst KOE 7 U 7 7 » A3 mEimE DK
1.3 O 0.7 {5 L WBERICAE AR b (paired-t BE : T2 P=0.006, P=0.0003) . &
B R 30 1T 2 B PRI B | T i B A L 0 BV 2 L SRR STz,
AEHG% CE S B ORI SN - ERA T 1.10~1.19 TH V. KER G OEHOZERITED Hh
otz
(ng/mL)
2000

1800 v

—O0— FSHEEE (n=12)

1600 17 —e— S (n=11)

1200 LUT AT 8 (B RE)
1200
1000
800 H
600
400
200

0 1 ————) |
12 18 24 30 36 42 48

RERE (h)
BE510BBICET2MBRAILASILE VEEHTS

P ANGURSIE A =)

o
»



VIL_ Y Ehielc B4 5 IH H

Fe e v i i RE
INT AT Day1 Day10 Day1l 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) » 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)
tye (hr) @ — 10.58 (23.6) — 12.85 (40.2)
PR R 024 (1 g) 9| 5059 (1378) | 4970 (1004) | 3587 (877.0) | 4863 (2096)
PRAPHEF o2an (%) © 7.9 (2.2) 7.8 (1.6) 5.6 (1.4) 7.6 (3.3)
E’E’? )T T A 11.4 (19.6) | 11.9 (19.4) | 7.5 (27.6) 8.3 (20.1)
mL/min) ®

a) BOTEHME RMETIRE %)
b) HHAAE (eI MiE — e KA
o) FEEIME (R
A @SR 1 FICE L CIERIRBIC BT 2 REREBE DR o T,
— EET
ss : steady state (E#INHEE)

(3-iii) 75 MU L DB &S MIEE B E 20
<HNBEAT—E>
REERS
wifn (75~81 %, 1741) KO El (18~45 5%, 16 ) mMEEBEICA L AL X A RF Y
L 10mg # 1 A 1[6] 14 ARIRKEROFE L, RG-S UIRER S 14 B B O GR1, R OFEG-H%IC#%
FEEIZER I U TR AL A v 2 R EZRIE LTz,
MREIZ ) C Tmax (S35 < WIGEE B L TR0, B RIUTESH Th o7z, mlmE (75 5%
PLk) BEo AUC 3@ REL » K& <, Al (75 bl ) BELIEmEmEREO AUC Hi3gmE 1 A
Hih, KEEE 14 HE TZEREN 1.47, 1.44 TH o7 (paired-t RE : \WThd P<0.001) , [FER
(el (75 3% LA ) #EO Cmax 13#)E 1 H BG, IEHRSE 14 H BWTHUCB W THIEEImE#E L
WHAEICKRE -7 [1HE @ 2 1.29 (P=0.003) . 14 HH : [k=* 1.14 (P=0.030) ] . tizid@&En
FH (5 L) BEDIE ) R (P=0.027) | milndE (75l l) BB T2 V7T T AHEDIE
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(ng/mL)
400
330 r —0— FESEE (n=16)
i I —— B (n=17)
*{E 300 BHEIE (IEERE)
* 250
U
ﬁ 200
L
2 150
-
i
g 100
50
O E— 9
0 6 12 18 24 30 36 42 48
AERE (h)
BE14BBICBITAMBRAILASILE ViEEHT
FEE N B EtnE (75 Ll b)) BE
INT A =X Day1l Day14 Day1 Day14
(n=16) @ (n=16) @ (n=17) © (n=17) ©
Cmax (ngfml) o 216.58 954.53 279.95 9289.50
& (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) -
1411.1 2035.4
AUC=t (ng-h/mL) ® - (17.4) - (23.2)
12.30 16.49
a) _ _
tye (hr) (23.10) (47.56)
o ] 0.86 0.80
RIPHEILR o2 (mg) 9 099 - 050 -
s ] _ 1.05 _ 0.89
IRkt (mg) < 0.27) 0.21)
\ 10.82 13.25 10.07 11.16
R . % c)
RIS 0200 (%) (3.66) (3.45) (2.33) (2.58)
B YT TR 10.96 12.12 7.21 7.09
(mL/min) @ (42.41) (27.41) (30.78) (28.44)
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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
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HRERES 36 (6.33) 52 (0.82) 88 (1.28)
fivdmZE — 1 (0.02) 1(0.01)
EEMED F 17 (2.99) 25 (0.40) 42 (0.61)
AL D F 12 (2.11) 15 (0.24) 27 (0.39)
G 5 (0.88) 14 (0.22) 19 (0.28)
IS5 RN — 1 (0.02) 1(0.01)
J7 BRI 1(0.18) — 1(0.01)
fEHIR 4 (0.70) 1 (0.02) 5 (0.07)
<HIEET H i — 1 (0.02) 1(0.01)
R 1(0.18) — 1 (0.01)
AREE 1(0.18) 2(0.03) 3(0.04)
AR > B85 fk 1(0.18) — 1(0.01)
g tantiig — 1 (0.02) 1(0.01)
JEARRE — 1 (0.02) 1(0.01)
HERURKES 1(0.18) — 1(0.01)
Hg 1(0.18) — 1(0.01)
DRES 2 (0.35) 13 (0.21) 15 (0.22)
APELIEZE — 1 (0.02) 1(0.01)
FEERR — 1 (0.02) 1(0.01)
D EHE) — 1 (0.02) 1(0.01)
DA — 1 (0.02) 1(0.01)
B 2(0.35) 3(0.05) 5(0.07)
TRPE SRR — 1(0.02) 1(0.01)
EMEHISME — 1 (0.02) 1(0.01)
BNk — 4 (0.06) 4 (0.06)
DRI S IAE — 1 (0.02) 1(0.01)




VIL.

el (I EoEEs) (BT 5EA

BIIE A 5 o0 FEE 1 38 TR 481 (1580 28 (%)
= aren i 2) =5 N

BIVEF S O fELE #k;f;f@ s -

mEEE 2 (0.35) 20 (0.32) 22 (0.32)
WAL — 3(0.05) 3(0.04)
B afiJ 1(0.18) 11 (0.17) 12 (0.17)
e ST AR — 1 (0.02) 1(0.01)
EH — 1 (0.02) 1(0.01)
TR 3 1% 1(0.18) 1 (0.02) 2(0.03)
VU i 5E — 1 (0.02) 1(0.01)
FTY — 2(0.03) 2(0.03)
FEIR 3R . 2R R Uit fRIES 4(0.70) 5 (0.08) 9(0.13)
LTEEN — 1 (0.02) 1(0.01)
ik 3(0.53) 4 (0.06) 7 (0.10)
% ) 1(0.18) — 1 (0.01)
BIEES 10 (1.76) 19 (0.30) 29 (0.42)
JE A PR — 1 (0.02) 1(0.01)
=S — 1 (0.02) 1(0.01)
5K - 3(0.05) 3(0.04)
T 5 (0.88) 5 (0.08) 10 (0.15)
MEL Iy = — 1 (0.02) 1 (0.01)
EES 1(0.18) — 1(0.01)

B A E W R — 1 (0.02) 1(0.01)
BiiRGEZ 11N 1(0.18) — 1(0.01)
L 1(0.18) 4 (0.06) 5 (0.07)
kRS — 1 (0.02) 1(0.01)
A% — 1(0.02) 1(0.01)
AT 1(0.18) — 1(0.01)
FREOHN — 1 (0.02) 1(0.01)
R TE AP 1(0.18) — 1(0.01)
F D& SRR — 1 (0.02) 1(0.01)

M O RGE 1(0.18) — 1(0.01)
FFREEEREE — 20 (0.32) 20 (0.29)
FFHERE B — 15 (0.24) 15 (0.22)
BT — 1 (0.02) 1(0.01)
EEUAE L MAE — 1 (0.02) 1(0.01)
JiF R SE — 3(0.05) 3(0.04)
EERVE THEBES 6 (1.05) 17 (0.27) 23 (0.33)
Wyp — 1 (0.02) 1(0.01)
EOFENE 2(0.35) 7(0.11) 9(0.13)
12 4(0.70) 7(0.11) 11 (0.16)
EHFENER S — 1 (0.02) 1(0.01)
E AR — 3(0.05) 3(0.04)
FRGEIE M AT BT 1(0.18) — 1(0.01)
MERREVEABEES 1(0.18) 2(0.03) 3(0.04)
R — 2(0.03) 2(0.03)
00 A 1(0.18) — 1 (0.01)
ERUREES 2 (0.35) 17 (0.27) 19 (0.28)
BRIR 2(0.35) 2(0.03) 4 (0.06)
EAR — 1 (0.02) 1(0.01)

R e — 1 (0.02) 1(0.01)
BARA — 1 (0.02) 1(0.01)
AR A4 — 1 (0.02) 1(0.01)
R R — 11 (0.17) 11 (0.16)
ERRUVIEES 1(0.18) — 1(0.01)
Pk A4 1(0.18) — 1(0.01)




VIL.

el (I EoEEs) (BT 5EA

FIE 55 OFEEE JE BUE B (11250 =R (%)

BIVE 5 o FEAE™ ﬁkﬂﬁf@ s -
— - 2BEERVESIHEOIKE 10 (1.76) 12 (0.19) 22 (0.32)
S E — 1 (0.02) 1(0.01)
Jas AR Rk 2(0.35) 1 (0.02) 3(0.04)
NSRS 1(0.18) — 1(0.01)
SR - 5 (0.08) 5 (0.07)
PE TR 6 (1.05) 2(0.03) 8(0.12)
TN — 1 (0.02) 1(0.01)
TR P 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 NTUARAT =T —BHM — 11 (0.17) 11 (0.16)
TANRGXUERT ) FT AT =T —BHM — 14 (0.22) 14 (0.20)
MY L e M — 1 (0.02) 1(0.01)
M= L AT a— L — 3(0.05) 3(0.04)
7 V7 ok 2R % —E 8N — 6 (0.09) 6 (0.09)
7 L7 F= 450 — 10 (0.16) 10 (0.15)
M7 R o gEEn — 1 (0.02) 1(0.01)
i, LR R K S ISR B N — 5 (0.08) 5 (0.07)
A5 U 7 A — 1 (0.02) 1(0.01)
A U w7 S0 — 4 (0.06) 4 (0.06)
M — 16 (0.25) 16 (0.23)
M kU Z Y &) R0 — 1 (0.02) 1(0.01)
i H PR SR N — 7(0.11) 7 (0.10)
i R 0 — 11 (0.17) 11 (0.16)
vy = NEINNT AT =T — B — 6 (0.09) 6 (0.09)
7Y a~ESa e — 1 (0.02) 1(0.01)
~< 7 U M — 2(0.03) 2(0.03)
R P I B4 — 1 (0.02) 1(0.01)
~ES 0 e R — 1 (0.02) 1(0.01)
B Y RE AR — 1 (0.02) 1(0.01)
I/ RIS — 4 (0.06) 4 (0.06)
R BRI D — 3(0.05) 3(0.04)
F ifn BR % — 2(0.03) 2(0.03)
H if BRI N — 1 (0.02) 1(0.01)
MHET IV RRAT 7 Z—FHN — 2(0.03) 2(0.03)
SR BN * 1(0.18) — 1(0.01)
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fFEM (FFH) OAZEFZOBRRREERELD

T "
% R i | Racmpn | O
ERERRE 563 87 15.45%
TI=v T MNTUARAT =T —BHEN 555 15 2.70%
TARTGX BT I ) T U AT =7 —BHM 555 12 2.16%
7 v7 2 AR 536 1 0.19%
A e UL e 526 1 0.19%
B KEA 244 1 0.41%
M= v 25 e — 554 2 0.36%
M7 L7 F R AR —E 8 528 9 1.70%
A7 L7 F =800 557 3 0.54%
ifn AR LB K SR S BN 552 6 1.09%
A Y o A 557 2 0.36%
A U o 88 557 16 2.87%
fmf sV 27U+ R 39 1 2.56%
1 HR R SEHE N 554 13 2.35%
1 H R EE N 553 17 3.07%
C—IIGTEE AR 473 5 1.06%
y—INEINKNT AT =T — BRI 27 1 3.70%
~< h7 U R 554 6 1.08%
~FEZ | U 554 8 1.44%
I ER S N 526 1 0.19%
RRANY % el % 553 3 0.54%
TR AR 555 2 0.36%
AR ERER 555 7 1.26%
H i Bk F e 555 2 0.36%
i EREHE0 555 3 0.54%
MY i 227 1 0.44%
PRI 1 508 3 0.59%
IFBAER E 43 SR80 525 1 0.19%
LR ER E 5y D 526 1 0.19%
U U SERE Sy S 526 1 0.19%
PR EE B B 543 3 0.55%
M7 h Y RRT 7 &2 —FHN 545 4 0.73%
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OSFHRIE
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IX. JERRAREAER(CRE4 5T H

IX. JEERPREERICRI I S 1HA

1. EEAER
(1)ZENIEIRHER
(VI 2 EEICE T HIER | 0HESR

()R e MEBHKER
— AR ERIE R ER
E/VE v MiEgHEIGIZ TéBﬂMWW®W%(mM%mm)&UAHW%®Wﬁ(mmwgmLuL)
7 v MERE OWFEEIE OS] (10 v g/mL LLE) | BBEA X2 T 2 MEK T, MR EL O N K& OSAE) ik

mﬁ%®ﬁ9\ﬁo’@%%%%ﬂfﬁm@mﬁ(%m%kgld) BLE Y MEHOEICE T 2 8HEE D
il (100 w g/mL) . 7> FBIEZUWNTE T D BIREEO T (100mg/kg LA E, 1.d.) KOVE K W& O
> (300mg/kg, i.d.) 7> MIBIT DIRERD K OUR FEMBEIEM OIS (% 300mg/kg. p.o.) D LI
Temd, FENTES < ATRHEOMHILAMNINWT N b BRE CTh o7, TOMOEBIZEEITRO bilihoiz,

. iy .
BRTE H s e 5 Beh & - ok
(R 15%) AL o (me/kg) BRI
—BIEED R O TENC S F 352 ~ A 5 oo 30, 100, 300, 1000 |Zfk7eL
(Irwin OITENEIERFE) ddy - 7
30~34g
7> k 5 #0380, 100, 300, 1000 |Zfk7zL
D - f
204~226¢g
B & E ) & ~ 7 A 8 #1130, 100, 300 WL
UINEYYE AT ) ddy - #
27~34g
F AR H— LRI ~ A 10 | #&m/@ |30, 100, 300 AT L
(FAREZ—LF YT A ddy -
30mg/kg iv) 27~32¢g
B R A <7 10 | #&m/@ |30, 100, 300 AT L
th (BRI RS ddy -
i 20mA, 22mA, 25mA, 3.5msec) 27~35g
N FLeT T ) — LR AR <A 10 | #&m© |30, 100, 300 WL
| (U FLrT b ddyY - &
ff 50,60,100mg/kg sc) 27~34g
X RS ~ % 10 | #n |30, 100, 300 FELRL
3 | (HEBR writhing %) ddy - #
&+ 27~34g
ﬁ; N S, — ¥ ./
G | EF IR 7 v b 5 | #mM |30, 100, 300 2 1"
= (ER) SD - ffs
172~193g
A Eh ~ A 10 | #B |30, 100, 300 WL
(Rota-rod %) ddy - #
28~33g
H F& i 7> k 5 0o |30, 100, 300 WAL
Wistar « 4
277~318¢g




IX. JERRAREAER(CRE4 5T H

- EULY) .
RERTE B e | BY B b & e
(R ot @ | (melkg) B
A | REFR AR — A Z v bk 5 |invitro|1, 10, 100y g/mL WL
% (Biilbring ®J71%) SD - #
! 179~210
ﬂ% g
3;{ SR I IR K O S J ELEY R 5 | AR |10, 100z g/mL ER7Z2 L
B Hartley - #
g 357~414g
%:if__}
B> B B ) AVES 5 |invitro|1, 10, 100y g/mL B L
S NS i3
3.1~3.5kg
Eitani )
FHERO#FET =2 N kbd| EAEY b in vitro
WS B Hartley -
S | T'F A=Y (0.1pg/mLl) U | 8392~419g 1, 10, 100u g/mL  |[FER L
W e A (0.1 gmL) ULHE A5 HA =11 1, 10, 100 u g/mL WL
i |n k=2 (0.5ugmL) IUHE 1, 10, 100ug/mL |8 L
%\@ BaClz (100 u g/mL) U 1, 10, 100 u g/mL 100 » g/mL TULHE
B 7 18 5 B0
A AT (0.1 g/mL) UUHE 0.001, 0.01, 0.1 z g/mL|0.001 z g/mL £ Y
o I
% fii < E/E Y b 5 |inwvitro|1, 10, 100 g/mL | #&isL
Iz Hartley - #
% 364~442g
g?: s
AR e FEMLIR T 7> bk 5 |invitro|1, 10, 100y g/mL WL
YER
e SD - it
172~194g
=
IR T v b 5 |invitro|1, 10, 100y g/mL 10 u g/mL X VUYL
SD - i 5 s 2 % 1
262~336g
=
o 32 &x'¢ E— 7K 4 | +=#§ |10, 30, 100, 300 300mg/kg THIMMN
o | ML i3 &P |10, 30, 100, 300 300mg/kg T T
s Myt (SHER) 9~13kg 10, 30, 100, 300 300mg/kg THD
g | D 10, 30, 100, 300 L
Ba | R 10, 30, 100, 300 % Y0
A RS 10, 30, 100, 300 300mg/kg THHEN
g IR BA 9E 5 4
E | LR ELE Y b 5 |invitro|1, 10, 100u g/mL | 100 x g/mL CTHiH)
2: Hartley - o R B PN
e 377~444g
" A O




IX. JERRAREAER(CRE4 5T H

- W) -~
AR H &5 Feb- & e
PRI T 155 fﬁJ o % Ik
(GRBR T 1E5) & % 3 (mg/kg)
ERIESAR!A 7wk 5 |1 —#85 |30, 100, 300 100mg/kg & Y #&
- D - " BRI EEAR T
i 156~179g 300mg/kg THIE
i DAl i
S
I | e N ~ A 10 | #&@ |30, 100, 300 ML
& ddy - 4
ﬁ‘ 23~28g
=%
s | E A ~ U A 10 | #&mM |30, 100, 300 L
a ddy - #
23~28g
&,Eg IR, IR AR YN, R F vk 6 | #%mM |10, 30, 100, 300 |300mg/kg TR
73 SD - # %
FE 211~257g 300mg/kg TR
gﬁg R PR
B IVLTF=r I VT TR L
ik A 5 | #pn |30, 100, 300 WE L
I SD - #
i 184~215¢g
% S Ve — N7 /Y,
(o | MR I R 7w b 5 | #&m1 |30, 100, 300 L
K D -
s 173~196g
i% M EESE AR o 1R717 5 | invitro |1, 10, 100 g/mL |27 L
= | (ADP, =27 —%5V) HARAARE - 1
3.1~3.5kg
'LJ\HE‘ & [3:-9_ 'T"/ E

ELE Y MEH DTS EIEN

IO N2 o Tz,
?‘éﬂ)ﬁ’i’?ﬁ%\éﬁ“é A HEME
(3)Z DthD FEIEEAER
MMERR L

2. =HHER
(MEER 5 FEHER

RO TIIMREDO~ T R, T v F RS X & HIFETHIT
2000mg/kg XV KE W& ¥z, FIRNES Tld~7 228 2000 & O 1850mg/kg ([ZHBWT, 7 v bA

1700mg/kg I[ZFB W TZEIENIETHINFRD L v /I BEER T~ U A0 & H 12
Z 1550~1700mg/kg DE & Ik < 7=,

7 v DOSHERE & B

ELN5Y (0 AN

R DIEERGE AV A L2 > (1, 10, 100z g/mL) D2

T A RITANV AL A REY IVEREROES (10, 30, 100mg/kg) L7=#%0.LERIC
LMo T, ANAPILZ L A REY I
RN b D EE X BT,

LA TEEN ALK L

B/ NEE R

|]AL4 &b %
2t

WBERKIEST. A

WIS HERE S 1

1700~1850mg/kg DH],




IX. FERARRERICBEI 5IHE

B | &5 | BRE5=E Mg 0> EIE & . _
: PER! TR
B3N ik | (mglkg) Al (mg/kg) WET S EPR
<A | &0 500 | HEME [ENE D LDso fi : | FETHIZ L
RFVL 1000 >2000 R _EFTRAR L
2000
~ A | EWRN | 1700 | HEME | R/ NEOER: —RTE  PEAREE . B FEEMNH] BRITARRE, 5 D0 & T,
CD-1 1850 1700~1850 YA
2000
Fv b | RO 500 | HEME [AERS O LDso il : | ZETSHIZR L
F344 1000 >2000 Ko _E PR L
2000
Fo b | EIRN| 1400 | HEME | R/ NEOER: —ORTE - PEREE . BASIEEhNE, MIEN, R MR, 556
F344 1550 1550~1700 DELAT
1700 HR R BB ERE N AR B IR OIFEE, AFFNT 2L,
A X ey 1000 | Mk | >2000 72 L
v— 2000 1000 % : —i@ ik D2 B
=1000 M : A EfE R Ok o ] BjEi)
RREERESEMHHER

S v b 28 BRI 5 AERIUIC 28 BREIEIEMHER

(7> b 100, 300, 1000mg/kg/H 28 A 1 H 1 [BIKERO#&E)

BeGamRRIZ K AT 14 (I 1000mg/kg, %517 HH) 38D 6720, ETHITED Lo Tz,
B SN LLF O T 28 BB OARIEIC X 0 (8118 H 2 WX EEME R 2 78 L, 1000mg/kg TOZELLAMINT
NHBWETh oo, ZHDOZEIFMO AT ZAEEETHES ACE [HEETHLROLNTEY, L=2-T Y
F7 v (RA) RIHERT 2FEANCILE T 2 FBEMICEE L 722k & B 2. #EFHRELTIE RN g
W X iz,

AR CII B GICER L m TR o b ivd, MM EIL 1000mg/kg & flEr S 7z,

100mg/kg LA E 300mg/kg L1 1000mg/kg
BEINTE |« FEEIINE L OBERERED |« REQOKTHN « B DB R BR AHE B DR FE AR
« RIMERZMAEIEE (RBC., Hb.|* BUN.Z L7 F = 0FE| O (GREHESRFIRE)
HCT) Of&fE mE ()

s AV TAOEME, TRV TAD| - BRER (CLEEE) O&E
A (MR A b SRR A
* D B O AR

v b6 »AMKREHER

(”v%30]m)3m 1000mg/kg/H 6 » HR 1 B 1 [EIER D EE)

P ARz X H5EE 28 141 ( 1000mg/kg, #5115 HH) @R 5NUS, SETHITRD DinoTz,
uTmzmmo%\mpEL&@%E(%m@&guL)mi&ﬁ@aﬁ%mwﬁéﬁ%ﬁ@wﬂﬁkﬂ
ST, %hﬁ%i%@@%’%‘bk%w&%i%hto

AR BT 5 I EITAED 100mg/kg, M2 1000mg/kg &K <7z,



IX. FERARRERICBEI 5IHE

Eiacn it 30mg/kg 100mg/kg 300mg/kg 1000mg/kg

BlEsni-Z{e | - IRBRAEREA O TEA

- RIMEGER#HRAEEE (RBC. Hb, HCT) DO{&fH

« DR B O E

- BN B o & E

* N OB R BRI BRI G B O I & 2 W R Oy BER AR R D)
» /NEFRBENIRD S ABIRIC 2> Tl EBE D JEE

< (REEEE, SR EE R

< BKE, JREOEENS 2\ IZHEINE

< JRICE, BEEOK TTEALEOERERIET (4

*BUN, # VU LAOEMERONCT b U o AOKME (R4 L2AIRA)
< JRHF MU U AR OIME R (1)

c RIRBEONEE % £ 5 JRE EROF4E OFEE
FRREROREE, 1)

VLT FEUOHEE
ZpvEfE (kb=
HIMRA, )

4 X 3 » AR5 HER-1

(431%\2w\5mmy@M33wﬂFﬁ1H1@ﬁ@%u&ﬁJ

500mg/kg FEDHE 1 B3 $¢5-34 H HITHASE D 72 i TPl & 4u72, ASE O JRIR 1T, iR AL AR & © BUN,

VT F = RO Y ORI, REA TS K ORI FEDBLEE S 4u. W BERR A AL C IR D

JERPIRME ER OBFAGREE RO LN &b, BEICER LEBREEE 2 b, EFHTO

ﬁﬁéﬂt%k@oﬁ>WW®%%ﬁ¢ﬁ%® B R OV R BRI R EERL O BAINIE RA RICVEHT 2 3412
WY HKEERICBEE L2 b B X T,

jﬁfﬁﬁ BiFD 125mg/kg (353 E, 500mg/kg |XESE m WS-,

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

BigEshr=Z{t | - BUN OE LA (kA5 aid)
- BRI I 1T 2 IRAIE RO, IRAE OFRsR  GRELRAR AR A)
© TR R BRI D3 TR M UM % BRI FEUE D18 i

4 X 3 » AEE5HER-2

(£ % 30, 60mg/kg/H 3 » A 1 B 1 BIKERDES)
%m@gﬁ@%1mﬁ&583aa’%tbtﬁ BEEITGRO T, —CIREE, JREA K OMLIR A F i
TIZHBREITRD N7, 250mg/kg D 3 # HEGHITHITEDRBO bALRNoToZ LR ENnDG, BT
BHIAN AP H v ARV I JVICEPERR LB TRV B S iz, 170 T e m
BT BB DB R BRI AR O NS B G BEIZERD DAL A, JRAE OZAKITERD b e o T,
KRBT 5 R R 60mg/kg &I STz,

4 X 12 » AEREHER

M210401mmw@alzwﬂﬁlalﬁﬁﬁ%mﬁﬁ)
FELHNIRD SN2 o7, AFOFTRD 5 6 Bl BRI 0 18 T2 5 K OV Bk A e JEARL oD BN
VIREE R CBE L2k s E 2 Hvt-, BUN E52Y 160mg/kg @ 1 # TR L=, HBEOEETH
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