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16. 1.1 RE#HSE
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TEN=VE Y 8mgx 1 H 1M 7 H RS (kikS)
L 7856 D S rp R LRI EE

Cnax T s tra tiz B AUCy
(ng/mL) | (hr) (hr) (hr) | (ng-hr/mL)

1HH | 11.8+14 | 32+0.3 | 1.3+0.2 | 23.1+8.1 | 59.7+6.9
7HH | 147£16 | 22+0.3 | 1.0+0.1 | 19.2+22 | 81.6+134

n=6. mean*SE

Bl |G HE

8 mg

16.1.2 B@EZE

BE - PAEARRREEIERERE 6 Blic T EL=VE ¥
SmgH MIEBHEREI %G Lz 2 A, IkmIiEhig s
WCHET A EEENE37HER], C,l394ng/mL. P (—
M) 13618, AUC),1366.5ng-hr/mLTdH - 72, il
HEPR IR ISR R N & AR D L~V EE 2 s,

16. 1.3 &EMFHIE M4 HER

(1) 7EW=YE $£8mg [BMD]
TEN=VE 5 8mg [BMD] &h 70y 7 EE8mg
B, JURF—N"—HZI)ERENTIE (TELV=
VUL LT 8mg) % fdHEZ B ATk LA AL g
BELTMAE 7TV JE ViEERZIEL. Boh
7Y BEE X T A — % (AUC, Chu) (X2 TIO%IE
X S THREFHRAT 2 1T o 7245 32, log (0.80) ~log
(125) OFEPHPNTH V. WA O A W27 0 [R50 AR 2

=Y,
g T A—% BEING A—F
AUCqgg Cnax Tex Ty
(ng-hr/mL) | (ng/mL) (hr) (hr)
TEVZ I
% 8 mg [BMD 40.935+12.250(5.515+2.460 | 2.67+0.73|9.82+2.49
2&;“”7ﬁ3mmﬂu%4%hu%zmw%amﬁ%
n=18. mean=SE
(ng/mL)
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P50 (hr)

MAE PR EE N ONZAUC, CoeBFE D85 X — 1%, iR
B ORI, W ORIUAIEL - Bl SEoRBEMGIC L -
TRLELUREYED 5,

(2) 7ENLZ=IEE16mg [BMD]

TEN= VY VEEl6mg [BMD] &H 70y 7 4§¢16mg
., JUuAt—nN"—HcihEhEhlE (TELV=
VYL LTI6mg) % R 2 e A T3P LR A LRl T
BELCMER 7LV ViEERZIEL, S50
HEWHEINS A —F (AUC, Chu) 122V TI%IE
HEIX 0 TG &2 47 - 7245 3L log (0.80) ~log
(1.25) OFEFINTD D Wi DA P21 [ FPEAE R

7,
HE 8T A =5 BEINTG A —F
AUCO"48 Cma\' Tmax Tl/Z
(ng+hr/mL) | (ng/mL) (hr) (hr)
TEN=ZIE
$16mg [BMD 91.341+24.391 {11.510%4.654 | 3.15+0.89 [ 10.38+2.69
17’:3:1:; 75 84.421+22.29210.196+4.160|3.05+0.63|10.86+3.19

n=20, mean*SE
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16 1 _
% 14 t 7 EIV= V¥ 4El6mg [BMD.
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MAEH R IE NICAUC, Copn 5078 X — 71, BB

HORIR, RO EL - KEEORBRGMIC L -

THREDLUREED D 5,

16.2 DRIR

16.2.1 BEOZE
e 2 N BB 6 B 7 BV = Y ¥V 10mg % 22 ki 5
L7k 5C R PAUC, I G L ik L T2 hEh
38% % UN69% T - 7%,

16.3 0
16.3.1 EE#HEEE
7N = V¥ Y Din vitrodD ML E KA #1390~91% T
F) REACIHFROISHEET 2,

16.4 %3
FERMRHAIT DG RO TH ). CYP3A4IZE Y T
FOE) Y UERPBILEN ™Y, [10. B

16.5 HEittt
BEHEZR AN A BICMC-T BV = V¥ v A mg % WAl
G Lz h, 5% 7HF TORKLVEFNORL
Bt se B =, IR 2526%. FHA63% TH - 720 (Hh
FENTF—%)0
) AAOARRHEIX T HIZ8 ~16mgTHh 5,

16.6 HFENEREH T 2EE
16.6. 1 B¥geEERE
BN T 2 1) SiEE R E 6 B (g2 L7 F= >
15~53mg/dL) IZ7¥ V=V ¥ ¥ 8mgk 1 H 1 REIA
%7 GRS Lz 2 A, #5651 HHERUERY
7 H B o e M4 i 138.6ng/mL i UN17.1ng/mL.
AUC.541367.3ng-hr/mL} Uf1545ng-hr/mL&, 7HHT
HREICKE MR L72A5 $25-24005 [ 14 o 1L 5 vh i 2
136 HHURIZIZ— 2otz R LERIRBIEL 22",
Crax Toax tys AUCy4
(ng/mL) (hr) (hr) (ng+hr/mL)
1HH 8.6+0.87 47+067 | 9.1x1.34 67.3£5.81
7HH | 1712208 | 35056 | 19.7+4.86 | 1545%17.79""
n=6. mean+SE. #1)p<0.01(paired t-test)
16.6.2 FHiRREREERE
TR - AR O FBERERE & B L MR A& 8 BlIC 7 ¥
V=TV Uy 8mghk BRI G Lz & 2 A, 1ZIZFAED
MR 2R L2 BHEAT— ).

50

e Conas” AUC,.."” CL/F
(ng/mL) (ng+hr/mL) (mL/min)
JH B RE b < 6.0 52.8 3152.5+2342.2
R REN 82 68.0 2345.2+1449.1

n=8. mean=SD. )&y
16.6.3 mHirE
S ML SE BB (656~845%) SBICTEN=VE ¥
8mgx 1 H 1 MEI&H% 7 HEEEREIRS Lz 2 A,



P51 HE RO 7 H B o5 i A i 55 352 R &
TNZNAARG R S OB 218 PR3 & 26 AR Jt
O86FEf. AUC, lF N2 1107.0ng-hr/mL % 1U242.8ng-
hr/mLCH 0, MR, R OTAUC) ., 7
HEWCAEBICKE Mz R Lzas, $E5-2400 [ 1% o M
FRIREEIX 7 HH F Tl —E 02 R LE i IREICE
Lf:lz)o

Conas Tras tys AUCqz

BIHE (ng/mL) (hr) (hr) (ng+hr/mL)

1HH | 158+21 44£10 | 64=1.7% 107.0+16.9

7HH | 257+36" | 32+05 | 86+1.6" 242.8+488%

n=5[#1)n=4]. mean+SE, #2)p<0.05(paired t-test)

16.7 EMHEE(ER

16.7.1 4 2 3FVJ—ILEDIBEER
R ABESFICTEL=VE Y 8mghT’f M52
F = 50mgE G- L7z & 2 A, I 7Eer=y

Y Y DC,, M AUCIE B 512 B L T2 2164,

28f L 22, [2.3, 10.1 ZHE]

i) i)
Crax Tonax tie AUC.,

Bk (nlt;;}nL) (hr) (hr) |(ng-hr/mL)

TEN=TE R 123(04) | 29£06 | 8719 | 61.0(04)

TELVZIEV+

45 aF 19.7(0.2) | 36=1.3 | 10.0=1.6 | 170.9(0.2)

n=38. mean=SD. i)&W b AW 1% OB %)

16.7.2 3% > EOHEEER
WA BB T BV =V Y Smagk Y TF ¥
Y025megx PFHxG Lz 2 ah, mM¥EHYITXF o0
Coa L OTAUC, o 13 B E 512 el L T2 h 2158, 14
B L 72,

n g Co™” T AUG,.."
Bk (ng/mL) (hr) (ng-hr/mL)
TIF T L HM 1.1(04) 1.7£0.6 96(0.7)
VIXF T+
FEN =TV 1.6(04) 1.1+0.7 136(0.7)

n=16. mean+SD. %) &35 Gb B4 1% o B HE ff 7).
16.7.3 HMG-CoABTTBFRHEER & DHEER

TEZEABE SIS T YLV Y 8mgh Ny VN R
5 F 2 10mgk kG Lz 2 A, Bk 52 LT

MEH 7LV =V VREIRITEAEZIL 2o 7295,

M4 s YN 5 F 2 REIRC L AUCH Z L E 1LY
fi. 20f5 gL 72"

i) i)
Crax Tonax tie AUCy.,

Bk (ng/mL) | (hr) (hr) |(ng-hr/mL)

UNAZF U HA | 15(05) | 14209 | 23+06 | 4.6(06)

VUNRYF U+

FEN =TV 28(04) | 19£11 | 2709 | 9.2(04)

n=8. mean*SD, I)EA T G BAiist o fF )
B, TEV=TVE Y 8mgs T FVNAFF 10mg L
X7 I NA5F 2 10mgD x5 Cld, migEh 7 €=
VEVIREIZIZEA BT R L, MEERT VN S
F VIEEIXC, M PAUC A ENZNL0ME. 0.845, IiL4E
W7 INALYF VIR U 09, L0 TH - 7227
[10.2 ]
16.7.4 JL—F 27 —U¥ 12— EDHEEER
TR AN T 8 B (23~40i%) 27 ¥ V=Y ¥ 8mg
AL —T 7N =V a— AL EHICHERROEYS L7
LA, KT L723E Ik L CC,, L FAUCIE Z
hzn2sfE, 33fEicmmL 2", [10.2 &)

ERERRABIECTENV =V Y 8mgk K IZ T L—T 7V —
VY 2 — A THERE LS L 723854 o I R bR

o Conas™ Thx AUCy™
L (ng/mL) (hr) (ng-hr/mL)

" 6.3 21 451
(56~7.0) (1.8~24) (39.0~52.0)

FL—TTN— 157%Y 39V 1479%Y
Va—2R (128~192) | (30~47) | (1206~1814)

n=38. mean (95%EHFXMH). #1)p<O0L(ZHH) . ) &My

17. BRERRR &
171 FHIHROCREMICEET 555
17.1.1 ERE IHEHER
WEE - HR ASRE AR BB i LS SR 2081 7 E v =Y ¥ v
8 ~16mg#x “HEEMILEIEIT L ) 1 H 1 1] 12:8 [ e
FI5%5- L 7= W o0 B FE 5 (CF BB /374 51540 13 72.6% (I
EAREE IR H834%) ThH o7z,
TEN= VY SRS TORWER B X, BMREE
RA510.6% (22/20881) | WA A il 524 £6.7% (14/208451)
Tholo ERRBIVEMIE. ALTEH34% (7 /20861).
AST E529% (6 /208f1) . UEJ - BEHEK2.9% (6 /208%1)
THo7Y,
#1) TR - U IMF (-20mmHg Bl E) K O35 (-10mmHg
PUB) w3 A, ML ((13mmHgBh b)) i3
By B AHVIETREN™ T - TH150/90mmHg A i 12
L7
#2) T WAGI © JUHWI0T (-10mmHgll b)) K OS95 8 0 10T
(-5 mmHgPL ) 2572 3856, & % VI FEEIMLE (- 7 mmHg
PLR) Zli s a
17.1. 2 EINERKRHER
T H MR ER & O WE - WP A5 AR RE M v I S AR
Fawg e LRBRICBWT, 7LV Y 8§ ~16mg
A5 S N72T5661 O BEEFRIXT3.7%TH - 7217 (HIER
Ex &),
17.1. 3 EANE IHEHER
TE I E R & PR & L 2 R SRR T o EAS
e % & T P E #1386.7% (26/3061) TH 0. HEATE
B BEr1392.9% (26/2861) TH - 720
R SE BV (2. B RERD6.7% (2 /3061). ik
MRAEFLH 2516.7% (5 /3061) TH o7z B SNIZHE
PERE, R, IR, EORRIE. 550 X EKEHNK33%
(1/3081) Tdh-o72
17.1. 4 ERNE I HEHER
BRI A 0 O M R 2o L L 7 RRGBR B
HTOHERBEZ &L RIEEIX69.0% (20/2961) TH Y.
HIEARER B A1374.1% (20/2761) T - 720
FIE R BUEIE X, AMEREIRAT103% (3 /2961). KK
WA BT A34% (1 /2961) Tho7z. B SN-EIE
. PR OETEIE RSN K34% (1/2961) THo
7:21)0
17.1.5 ERE I HEHR (REgKRS)
TRAE - FP SRR AR BB 50 L R &2 50, 1 H 1 [EI52
HE T XN =D v & B 5 U 7fH, ZE L7zRKIE
RAG S N7z HEARRE % & e M3 12874% (83/95
). HEAREZ B YE1391.2% (83/9161) TH -7z
R SE BB 12, BALRAER2Y9.5% (9 /9561). HimE
WA EE A%6.3% (6 /9561) Tdh -7z FREIEH IR
IV AFa—VERH32% (3/9561) TdH- 72",
17.1.6 EANE I HHAR (REgKRS)
TRAE - FP SRR AR BB 30 L R &2 R 50, 1 H 1 [EI52
AT NV vl Ay AFEHHI DAL O BT #] &
BEFP G L7z R, B LBERMREI GO N, WE
i % G BEERIZT6.7% (132/17261) . AR Z B <
B4r13852% (132/15561) Td -7z
FIE R BUEIE X, AMEREIRAB5% (8 /228%1). Kk
WA H AT14.5% (33/22861) Tdh -7z FREIWERIZ
LDH F535% (8 /22861). IRMHE 1535% (8 /228().
ALT E526% (6/22861) Toh -7,



18, Sk krE TVF b o 0 — APAS0STHE (H V70 7§k 20034 1

18.1 1R 31El7¥<§m G ORI N T1-3)
TENVZ VY VL, LEICaF ¥ A VP EMIC RO X, M I HITT L —T IN =V V12— ADEE (H VT
HRWESELTLIE ) BEREBERET 2. 75 LK By G 20034 1 3L H KR, R AHEEA-T1-5)
78y = AE e/ EERICBWT, PH= LY 97T EN=VE ORI (BT ay e 20034 1 H31H
V¥ Y ORF R AT B50%FAE I (IC,/fH) K O R HETERHE R A1)
G (Kifl) 132h2n31nM. 2.1nMTh - 72" (in vitro) 10)/NEFFFT A« BREESE 1999 5 15(5) : 765-777
E7- TENLZ VY VIEFEEBAIE 2 2T L WP (4 1) R B R B I BT 2 Y (A7 1 v 7§ 1 2003
2), 1 HBTAKR, WFEREA-T-1)

12)%5  BelIH 0 BREESE 2000 ; 16(3) : 375-387

18.2 BREEARA 13)4 b7 3= MRS OEIIRE (D17 25
WIULE =7V 0 (RIERRRIES 7 b DOCARER 20034 1 H3LHAKRZ, VORI A-11-6)
MEZ > by BEEIES > b FRAKERERILER) 14) CS-QOSHIRIIABO T (L)L 5 AR L5 : 20104 1
AD017% WL 1 ~ 3mg/kg® HHREIIH 5 & ) ME I H H20H K., % EETE27.25)
WA TR L. ZOERIEBEICEI L 2 oRk T 15) 3 YN R 5 F VR S OEWERE (AL Tay 25
DY KOS TOIRISE & A LIPRE TS Bed o 12 20034 1 A31 AR, HAYORHIEEA-T1.6)
T2, SILUE HRISRE T v b OB MUE R0 SAERE 16) 7 FIVSA Y F 2 RINT T NR Y F o PR 5 o sy E)
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