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S (FaY 7). S = NS OEEH & kit |CYP3AAE i &
F T (> A VAN T3 &, BIZEES 5
L7 F). FH Y AVA NN Lickh, HAE
aFT— V(s TS N DINT TR
74 V) Mg N R 2 WRT35 L%
[2.3. 16.7.15:8] v AbND,
FEHIVT 07 7 — AR O HE LR . _

=] NLBENTDH 5, yrR2¥T Yy LIRAOERAPERS o b= 2%
J b FEILE A VR NLBENDH D, |[fh%E I L72HiK
KI(/—¥7, Bl VBN UEAH] & |14 O ML R T A
NI, T AT WED DL v R AL %
VVEERE (LA T A¥ny s TR ST 5o
yw). wAT Y DG EPIET 52
FLFELI LY Lo
o LIRFI (L 7 V77 ¥ KENOIEHDIRGS S | 2N S DFEH| D
vr). FNFE TJr= MV NDLBENDD L |[RHTERTFENE
EHBA (T VA T /NVEY — ) XD AH
¥, JLTavy DI)T T YA
VS INVES ) NERTHLE

IRy MaH AbNhd,

LK) 7L =77 ) — V| EROMBPEES | 7L — T 7 v —
TYRAY. TV Va—2R AT oI ENWES |V TV a—RIEH
vaevrzA, v (16.7 4] NCW2, BITIER|E L2 B A
N DR SN BZN|CYP3A4IZ L B

=V PLVEL - Wb END, RIRAOH %

)b FoRARIEZ7L—|EL, 7075
NETE Y R TIN—=I T a—A| v ARET &4

Y FLIVE EHRALZVEIEADEEZS

7~ VR BEyLzk, N5,
' — N

[2.3%:0] 11. 8I{ERA

EVMEHEDO A T 35— & OB BRI HED <, ROBWERDNSH S bNDLZ ENHLDOT, BT+
{ FFaFV— VORI, A FTaF VOB SIATV, BEDSFD SN Ga i3k 2 ik
WxaBET LI L, 5% ERY G ERIT) 2 &,

10.2 HAEEBHRICEET S22 L) 11.1 EXGEER
SHE ] 4 Fe ek - He 8 7 e - fala 11.1.1 FFEEERES CHHEAH) . B CHEARH)
O REH SBEEOREAREZ 5| A B = X 4 AST. ALT. y-GTP® EALE% ) R EDSH
BENDD b LE|ORZ L RIEA SbND I EHD D,
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15.1 BRER{ERICE DS 1B#R

15.1.1 HSEBIFRIEHH & ATt 7 v as,
IO, DARECAREDR(OBE
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16.1 mePEE
16.1.1 R{E®’E
TEE 70 I N B 6B 7 L =2 ¥ v 4E8me %k L H 1|
7EIF”31¥1‘ RS- L7z 8 A, IR I i EE 2
FET LHIFRII2~3FMTH 1) . PiHIL19~ 23051 T
o Tzo TG 24RO ST IR, ?x'%*ZEI H 2
ST —EDEZE R L, HR I EFIRAEIEL 2V,
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3 24 4‘8 7‘2 9‘6 léO 14'14 1(;8 léZ (hr)
#1H %2H #%3H %$4H %5H %6H #7H %8H

FEN =Y S8me# | H 1T H SR (14 (it )
L7580 S DR LA

SIS % | Cmax | Tmax | tiza tzff
BRI BGRE o | ) | ()
1HEH [118%14(32+03]|13%02231+81| 59769
THH [147£16(22%03/10=01(192+22| 816134

n=6. mean*SE

AUCo-2
(ng-hr/mL)

8mg

16.1.2 BMmizs
BE - PEEAREME SIMEERZ6RICT L =D K
VEEmg R BB E MRS Lo 2 A, sl
PE R | 2B S A R 1Z3. 7R . Cmax(39.4ng/
mL. P (—4E1E) 126, 18 E . AUCo-241266.5ng -
hr/mLTd o 720 M4 ISR 2 A & Ao
LRV EEZ 5ENY,

16.1.3 £ FHREFERKER
TENZTVE VEE8mgl = 70 LI T EN =D K Vi
lomgl=7val&hVvray ZExr, 72 AF —/N—
HEICE ) FNZ2nlE (7L VY & L C8mg i
16mg) fi fE B A B3 1 1A & H RS L 5 L C g s
TENVZ DU VEERREL, 55Nz 3EYEhRE S
F A —% (AUC. Cmax) IZ2\WTI0%EREX 712 T
AEETIRAT % 4T o 7245 F. 1og(0.80) ~log(1.25) o> i pH
NTH Y, WH DY ARSI TER S N2,

<TENVZTV UEE8mgl = 7 u >

(ng/mL)
8,
i 77 —e— FTEL=VUVEVEESme[=7 1]
’%‘6— —0- ALTausbE (5], 8 me)
7 5 Mean£S.D., n=18
4
L4
e 3
v
i 2
&
1,

0 < T T T T
0 12 24 36 48 (hr)
54 RE
HENT A =% BHEINT A =5
AUCo-18 Cmax Tmax te
(ng+hr/mL) | (ng/mL) (hr) (hr)

TENZIVE
§e8mgl =71 |
BT a7

40.93512.250| 5515 %2460 |2.67=0.73] 9.82+2.49

37558 £11.166 | 4.852=1.793 |2.81 £0.55] 9.87 345

($&7. 8mg)
(Mean*SD., n=18)
<T7TENVZIV¥ UEElemgl =70 >
(ng/mL.)
16+
[ﬂ1147 —o— T HYIL=VVVEEL16mgl =7 1]
%127 O HAT Oy ($Ef, 16mg)
7 104 Mean®S.D., n=20
v
ko]
M
s 47
JiE
27
0 T T T
12 24 36 48 (hr)
57 IR
HENT A =% BENTA—H
AUCo-1 Cmax Tmax te
(ng-hr/mL) | (ng/mL) (hr) (hr)
TENVZIE

$¢16mel = 71 | 91.341 £24.391 | 11.510 = 4.654 | 3.15= 0.89{10.38 + 2.69

HTay s
($E#. 16mg)

84.421 £22.292110.196 = 4.160{3.05 = 0.63(10.86 + 3.19

(Mean+S.D., n=20)

MAFE PR ICAUC, Cmax®0/8T X — & 1%, #
Bl @R, R O BRIUANEL - IR 25 o0 slBR S 12
Lo THRLDTREMEDND 5.

16.2 BRUN

16.2.1 REOWE
TEHE 2 AT 6B 7 ¥V = 3 ¥ 2 10mg % 22 5
5 L7728 ECmax L FAUC» 13 %S5 & g L
TENZEN38U L V6I%TdH - 72V,

16.3 9%

16.3.1 EQ#ES
AFNDin vitro® IMHEE &
) RE IR 124

16.4 X5
R HERALNZ NG K OHHE CH D . CYP3A4IZ LD
e Ry Y rESBILENnsY, [10. 28]

16.5 HEit
fEHE 722 LA PEABNICUC-7 BV = DV ¥ U dmg % H |
ARG L7282 A, &GETH F TORE TP~
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1) RN OAREHEIZIHIC8~16mgTH 5.

AHIFI0~91% T, FIZ
& 59,



16.6 HENEREFITHEE

16.6.1 BiEEEEE
ERERIR T & O S E B EeS (g 7 L7 =
>1.5~5.3mg/dL) 127 BNV =Y ¥ $E8mg# 1 H 1A
BEMATH MRS L2e 2 A, &1 B R
Y5 7H B O s AR 138 .6ng/mL % U817 . 1Ing/
mL. AUCo241367.3ng - hr/mL % (*154.5ng - hr/mL
LV THETHBEICKRE 2R L72hs, #5241
BoOIMAEHREIZ6H H LRI IZ—EDOE 2R LEHR
IREEIZE L 728

- " Cmax Tmax t1/2 AUCo-24
BT HE (ng/mL) (hr) (hr) (ng-hr/mL)
1HH 86087 | 47067 | 91+1.34 67.3+5.81
7THH [171x208%V| 35+056 | 19.7+4.86 |1545+17.79%V

n=6. mean=*SE. #1)p<0.01(paired t-test)
16.6.2 FFHEaepE=EE
HERE - HPEERE O T AR BERE & B K OV e A &86012 7
YU =D ¥ rEE8mex KRS Lz 2 A, 1313
[FRED MAE RS 2R L72Y WHEAT— %),

K5 Cmax™ AUCo-" CL/E
(ng/mL) (ng*hr/mL) | (mL/min)
T p e s A 6.0 52.8 315625*2342.2
T FE N 8.2 68.0 23452 +1449.1

n=8, mean*SD, 7E)&fF-1
16.6.3 SfEnd

T W L i B (65~ 847%) B 7B IV =V ¥ v §E
8mg#x 1 H IMEAMAKRTH MEHEEIIR S Lizs 2 A,
e 51H H R O¥5-7TH B 0 5 e MUEE A R 2 5 5
TN F N4 AR N OV 28 B, Pz EnEh
6. 4EFH M N8 .6E5[. AUCo-uld Z1LZ411107.0ng -
hr/mL K 0242 .8ng - hr/mLT&® V) | i MU iR
K CAUCH#Z7TH BICHEICKRE iz R L
7ohd, $G-24RE RO MAT R IZTH H £ TIZI3IE
—EDMH %R LERIREIZEL 219,

R Cmax Tmax t1/2 AUCo-24
B HE (ng/mL) (hr) (hr) (ng-hr/mL)
1HH 1568=21 4410 |64=17%Y] 107.0=169
THH [257+36%?| 32+05 |[86+16%?|2428+488%%

n=5(#1)n=4), mean*SE. #2)p<0.05(paired t-test)
16.7 EWMHEER
16.7.1 41 v5aF /= EDHEER
R BE 7 e N BB 8B (20 ~295%) 127 ¥V =TV ¥ U §E
Smglh U1 b T 2+ — W50mg% PG Lz 2
A, MEFR 7 V=Y ¥ OCmax fz FAUCIE B
Gacltig L CcE N2 .665(0.8~3.11%) ., 2.8f5(1.7
~5 4L 72, [2.3, 10.1ZH]

AUCO’lZH:')
(ng-hr/mL)

ti2

(hr)

Tmax

S Cmax™
e (hr)

(ng/mL)
TENZ TV e

29%06

8719

61.0(04)

12.3(0.4)
TENZVE U EE+
4R 5 g | 19702

36*13/100*16

1709(0.2)

n=8, mean+SD. 1) &M CoF LRt OB IER )
16.7.2 3% £ DHEEEH

A EE 7 B AN B YEL661 (22~415%) I 7BV = ¥ U §E
Smg Y IT¥ T 0.25megx G- L7282 A,

A Y T% ¥ 0 OCmax & AUCIE AR 5- 12t
L CENZENL.HNE0.8~3.11%) . 1.315(0.6~2.31%)

ZEEI L 720 [10.25 1]

5 Cmax™ | Tmax | CL&*? | AUCo™
* (ng/mL)| (hr) | (L/hr) |(ng-hr/mL)
P I SRV} 1.1(04) [1.7+06|146=64| 57(0.6)
DA=E Ve
FEN =V Y B 16(04) [1.1+0.7|/122=85| 7.4(0.7)

n=15(#1)n=14). mean=SD. i)&M T35 el LRk O fHE

TR7)

16.7.3 HMG-CoA BB ZMEEH & NHEER

TEHE 72 W N BVESHI (22~347%) I T BNV =V ¥ Vg
SmgM Y Y NA Y F 10megw RIS Lz & 2 A,
ARG Ll 7 L = D ¥ I
EAEBAL L el o oS, MEERh Y VN Y T
FEIECmax  NAUCHSZ N ZN1.965(1.4~3.56%) .
2.0f%(1.6~3.3f%) 128 L 7212,

Cmax
(ng/mL)

AUCo/
(ng-hr/mL)

ti2

(hr)

Tmax

b )
?Xﬂ‘(i% (hr)

T UNAY T v HAR

15(05) [14£09/23£06| 46(05)

SUNAIF o+
TENZTY LR

28(04) |19+1.1/27+09| 92(04)

n=8. mean=+SD. {I) &AM Gib FZeifath DRt 7)
B, TELVZTVE VESmgl T M VINA Y F
10mg X i3 7 I /N A % F 2 10mgD ¥ 5T, 14
7BV DE VEEICIZEAEZ IR L, IE
7 NVINA Y F VIR IECmax L FAUCH Z L&
1.065(0.4~2.0f%). 1.0f5(0.5~1.4f%). MiEd 7
TONAYF VEEIXELT C0.9/5(0.4~1.9f%). 1.0
f%5(0.3~2.3f%) TH o720 [10.22H]

16.7.4 JL=77N=Y 21— EDHEIER

T e 70 e BB M8 (23 ~40i%) 12T BV =V ¥ v
Smgx /L —T 7NV —y T a—ALLHICHERF
WhH L7z 2Ah, KRTIRA L7286 12 i L CCmax
K OAUCIK ZNZN2.505(1.6~3.2f%). 3.31%(2.3
~4 3fE) ML 72, [10.280]

(ng/mL)
20 -
g 18
o6 E —o= K
7 ouk TV —=TTN—
+ 12k Va—A
g 101 n=8, mean+SD
v 8
¥ 6T
> 4 - EN -
i 2 1 §\“*§- _________
}JL{ 0 & L L ﬂ\}»“ﬂ»_._._\"—“’"““T ~~~~~~~~~ T
0 4 8 12 16 20 24
i [ (hr)
B ABEICT BV =D v 58mga K7 L —T7

V=Y 2 — A THREO#H G L 72856 o i v R 2L g
J&
N Cmax™ Tmax AUCo-24®
ke 2 (ng/mL) (hr) (ng-hr/mL)
* 6.3 21 451
(56~7.0) (1.8~24) (39.0~52.0)
FL—F7NV—v| 157%D 39%Y 147.9%Y
Va—A (128~19.2) | (30~47) | (1206~1814)

n=8. mean(95%EHEIX ). #1)p <001 (G EHT) . 1) il
Ty
16.8 % Dfth

TENVNZVE ViESme = 7/ a ] R UOTT BV
$Elomel =70 [1X, HASERFEHEGBEFIED S
NT7ENV=ZTEVEOBERBZICEAL TS D
EDRERE N TV B,

17. ERPRECHR
171 BHHRORLHEICET 556
17.1.1 EAEMHEER

PE - PEEARRENEE M RERE208FIZ 7L =
VY o8~16mgx —HEEMIEEIC L D 1H A28
TR G L 72 o0 B 38 (T BRI 50D /SR 51 450
1372.6% CHIEARBEZ B  35683.4%) TH - 7219,
TN DY RS TORWEHSEMEE X, Bl
HAEIRA10.6% (22/20861) « 15 R A A 22 5 6. 7%
(14/208%1) TH - 720 EEIEMIE. ALT E53.4%
(7/208%1) . AST_E5H-2.9%(6/208%1) . BHJG - BA %
2.9%(6/208%1) TdH - 725



D R R DGE A I (-20mmHg P L) J ON4EsR A
ME (-10mmHgbh b)) #7234, “FEimmE
(-13mmHgbl 1) #7286, &5 I TREME
5 T d - T b 150/90mmHg A (7272 L. Ak
BB TI1E140/85mmHg A ) (2B L 72356

VE2) TR M - PUEE I (-10mmHgPL b)) K OEER
W E (-5mmHgll ) #7236, H5H Vi
SEIGIME (-7mmHgbh |) &7 354

17.1.2 EASEIHEZER

HEE & MBS & xf R & L 72 BR B ERBE T o

ERREE & T EFE1386.7%(26/3061) TH 1. HE

RHE% B < E1392.9% (26/28%51) T - 7219,

EIVERSEBUEEE (X. BHMRAERA6.7% (2/30%1) . g

PR B H Y16, 7% (5/3060) Tdh - 72 FRO SN/

FIERE. R, IRR. £9BEK, 5560 &K

D5453.3%(1/3001) T > 72,

17.1.3 EASE IR

ERERERE E 2 1) BT E B E 2 xf F & L 72 Ei R bR

B T ORI EARE R & PR 1269.0% (20/2961) T &

0| HIERBER B A 1374.1%(20/2761) Tdh - 7217,

FWER RSBV X, BMEERDT10.3%(3/2961) . FfA

MRAME T H33.4%(1/2960) Th o720 RO LN-EINE

FHE, T OB E D %3.4%(1/2961) Th - 72,

17.1.4 EASE IHEZKER (RIAIRS)

BE - WS EARREM S M EE RS 2552, 1H 1A

S2BM 7 XN =V HP . Lok, KE L

ToBEIERN RS S N2, HIEARRE R & L REEIL

87.4%(83/95%1) . FIEARE % Bz < H5E1391.2% (83/91

BT o7z,

BIVE S BUEEE IE. AMRAETR2%9.5% (9/95%1) . Ef

PR B 5 56.3% (6/9561) Tdh - 720 F 72 BIMEH

Fa L AT u— )b 15H3.2%(3/9561) TdH - 72,

17.1.5 EIRE I ARR (RIARS)

WE - AP EE AR B S M B 2 5 2, 1TH 1A

52 7T BN =T ¥ kAT AREHIHI DAL O %

JEA) % PR G L 7GR 2w L 72 BEE R RS S

N7z, HEARRE % & & B ERI1276.7% (132/17261)

HIEARBE % B < 5A1385.2% (132/155H1) T - 72,

FIVER B X, HMBEIEIRD3.5% (8/228%1) . [if

PRI 25 D514 .5% (33/22801) Td - 72 F 2 BIME

FIELDH L 5-3.5%(8/228f%1) . FRME . 5H-3.5%(8/228

%), ALT LE52.6%(6/22861) TH - 72,

18. ZEhEIE
18.1 fEABEE

7LD i, LEICaF v A VIEPUER 123D
X, MEEPESEL LY BREERE 5T
B THLIEI 70V — A E WIS AR AT
IZBWT, SH-= ML v V¥ OB RS IIHT 5
509 PHE 8 1 (ICsofi) e O THE E# (Kifl) 13 2 2
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