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N, 1 HiEEK 16mg £TET %,

8. EELREANIE

8.1 WL LAFERFIOHK G ZZICHIE L & &, JER
INEAL U TR G SN TVWD DT, AFIOREE 25
FTELEENIRLITHET D &, £z, BEICEMOE
RIZLICIREZ D LAWK D ICHEETH I &,

B2 FNITWMEOMER FEZEITHBENLHDLD T,
ZFO LD B EIIEREESUIMAEET 5 7 ) ULIE 2
o &,

SIMEMERITEH DD FENENHLDONDIZEND S
DT, EFTEE, HBIEOIERE R 21 D Hhk 2 e
FTHRICIIEESESD &,

O HBENEREZEIIREICHEISEE

9.2 BiHEEERE

9021 EELEBREEEDHIBE

BEIEIZRE VB AEDYK T I 2 ATREME N B 5,

9.3 fFikeEEERE

9.3.1 EELITHEEEEZDH 2 8%
HIEATHERERR H D & % BF 2 kSR & U 2R BRI
EhE L TWz N,

9.5 111

IR AR L TWD alREtE D & 2 izl 5 Lz
Z &, BWER (T N THRR I~ 0K 5128 W T
HIRAT R OB R BIRFE T RO, HAROEERT,
IEIRIARE R OV R D IE RN FRD 5N T WD, HEIRER
DB EIZ B W TIHIRIAR B O MR D IE RG89 5
NTVW3, [2.1 ]

9.6 ®ILB

B EOFBREROHARBEOFRIEEZEEL . ZAD
e Ih k2T 5 2 &, BER(S v M) TR
PABITT DI ENMEINTVD,

9.7 /R4

INBEEE G & U ZBRRBRITEE L TWhizn,

9.8 SihE

8mg 2 WITHICKHEN S &G 2ME L. HEICH
5952, ~RIGBEOKEEIZIFEL <BWEINT
W5, MIEEENEZ2BENDNH 5,

10. HE1EA
AF¥NE, FELTF hZo—2L P450 3A4 (CYP3A4)
TRHEENS, (164 BH]



101 BFRAZRS (BFALAWVWC &)

AN

BRPEIR - FEE %

T - fEBRIR T

DS NONAYESPIEA

PLERA )
A o7 )—
V(A R —
W), 2aF—
V(zoay—
R) G,
EHAD. 7V
aAF) =) (P
W 21% IS I
A7) aF)—
A= AN
AU aFy—
W(TA 7>
R), Ay o
=)L ( 7Y
7 4)b)

[2.3. 16.7.1 Z:1H]

TEIWVZTE >
8mg &1 ~Z a7
V' —)b 50mgi) &
DHFAIZ L D AAl
@ AUC 7% 2.8 £5
W ERTHIEN
WEINTNS,

HIV 7057 —+
BEL = A1

HEI()—E7,
LT T
FHFE IR
W75y
W), IRAT »
A R )%:D)%
v LKW
(L7 T7).
FIFEINER
FHI(T VYDA
Y. L ¥a
Ey 7 X)
a5y MG
FEEyl
25V EIL R,
FoRAY, T
LYaEy 7 A
PLoA1 IV AH
IR MLIVE
VU RFEIN
USFoEy R)
[2.3 28]

*

U rFEIEHR|%

> hLIVEI
TIVEEC) a—
)

(2.3 =]

AHN DA A3 8
ENDBENND

N5 DKM
CYP3A4 # [H =&
L. &FlOZ YT
7 UAMETFT 3
EEzZHEND,

M) EHABEDOA b T a7 —)L & OB B RS R
DL, A hT3FV—=)IOHREIZ, 1 hF3F
VIV DEBEBFHREXESZRTH L,

102 HiAFE (BRICEETS &)

HAHE

BRIRAEAN - B 7k

Wy - fEBRIK T

flL DR Al

8 O FE AN
2BTNNDH D,

WDEIN BN D
BELEA & 2 W IdA
iﬂ ZiEY 5

ERANZZ LD
B3 DL OO
FC X O SEMIEM
MMEEER X N5,

rvaxrr

2d%F 2 > ® Cmax
M 1.5 %, AUC Y
13fEIc LR d %
ZEMREINT
Wb, BENRHN
BErdFs &R
=95 &,

PIFTCDE
PR (FRAE 72108
KOV 5 D
MZHET 2720
EEZS5ND,

A 4% EEPRAEIR - HiE Hik | W - fERIAT
* 7‘/~)m#§- A OB | = N 5 O H A
HPFHEZD éhé%%ﬂﬁ\é@ CYP3A4 % [H &
FZEFR<) 5, BWEXNHNUL| L., KFDIZUT
KA 7 aF | KEZFEXIH| T AMEFT 3
=)L Z& 1k, HHVWIETIN | EEZENS,
5 DA D5 %
R R R
TAFT AHDVE DR
ARFZTALIN | SN2 BTNND
i3 5, HENHINL
Xy OT1 RRP| AR ZEHED DN
W s oK O
TYAORA v |\ BEGEEHRIETS T
2 &,
79 20xA
T
SIUNATFL | UNAYF DT NS DKM
[16.7.2 ZH] AUC 78 2.0 £512 1 |CYP3A4 #B5EH)
T2 ENHE ICHET S Z &I
INTWS, B XD, HEDZ
MBIUIEFI LT T > ANMEFT
SIUNAYFID|BEBZEZLND,
Bh5 20952 | BiaeEE @@5
L. BFEICEET
S oOAEY > ﬁ?xg:h%gé =
o | B O MR = O
’T\;//Ytt/ éhé%%hﬁ\&é B OFEHF M
FFEA CYP3A4 ViRl
e a5 e %, BRERHNIT p
S VAV AT D D IZHET S Z &I
VAN #ﬁuéﬁgjg, o, HEDOZ )
hU?V?A%jf ARG D55 2N E T T
RO - Jifad| < HEEZLND,
JVE>
[EqmpiigeE
& R2EO T | AFIOERNER | O b= 258K
IR ézhé:b%zmb\a@ =L 7= iR
DAEEN B IV | UERE N 23
$%%ﬁg%é®ﬁ%ﬁ%é%ﬁ?
35 RAEO |5,
LB DS
ZHIET B &,
U7y B> | ARFIOERNETE | 2 s OZEFIDR
T b1 INDHZBENDND | HEEEAEIERIC
T /) NIVEY— |5, K0, FFDZY
% 75 AN ERT
é&%i%ﬂéo
ﬁv~f7w~y¢ﬂ@m¢%§#au/77w
Ja—A ERTZZENRK| D a—A aiﬂ
[16.7.3 ] %éhTWéOW‘éW\@CHGM
JEVER 58 S N[ 12 K B AFN DA
HBEFNNDHH | EHEL, VUT
Ens, KO | T > AE KT E
A7 L =77 |30 EELZ0N
=T a—A% |5,
A LWL DIE
B35 L,

11. BI{EA

ROBIWERND 5D T &#%é@f #eE -+

1A, BN

2D 5N

CEURAEEITS T &,
111 EXEEEAR

11.1.1 FAEREREE GHE AT .
AST. ALT. 7-GTP @ 5% %5 fFHag

DNBIEND B,

3G 2HiEd 57

BE (BEAD)

BEEND 5




MA2FEET Oy 7 FEAY) . BEFEGERY) . %
A (B2 A BH)

DEN, SEDEHDIERDRD SDNDEND S,
11.2 ZO/OEIER
1~ 3%ARH 1% A5 BEE A
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14. BRALEODEE

141 EFZFEFOEE
PTP I D#ANI PTP > — b S EODH LU TIRA T
LHEORETSHZ L, PTP o — FOBEAKICK D, BN
S ERINE G REIEAFIA L. BICITZRAL 2B 2 L THE
AR EOEERAINEZIRET LI 0D 5,

15. ZDRDEE

151 BRERERICE D 1B

15.1.1 KERBIFRIZHH S TlE7R Wy, AFNC K B EE T
IO EZE, DA ARENR (O FEMEIE) WA 57z
EDOHREND B,

15.1.2 CAPD (Rt RAZREHT) it 1+ 0 B DB T HE
2&753‘52%3“5 EMEINTVSDT, kAL
DEHNCHEET D &,

16. E4ENRE

16.1 MePEE

16.1.1 REEHRES
fERER R A B 6 FIC 7 YLV E g 8mg & 1 H
1A 7 SRR OGS L2 A, RKim i hjEE
IZEET DR RNE 2~3 B TH 0., FHEHIE 19~23
K ThHo 7. 5% 24 RO Mg EEIL, &5
2HENSFIFEDMEZRL, HONITERIREEIC
ELEZD

TYNZTE 8 Sm%é 1 H 1[8]7 HEEGRE DG
(BBEE) U A o R bR

&Pﬁlﬁ'—‘ TXL?—‘ Cmax | Tmax |tj o @ tl/ZB AUC0,24
& | H& (ng/mL) (hr) | (hr) | (hr) |(ng-hr/mL)

11.8 | 3.2 1.3 | 23.1 59.7
1 HH +8.1 +6.9

w
-+

0
8mg
0 | 192 81.6
0.1

+1.4 | +0.
47 | 22
THH| 16 | +0 +22 | +134

H—
w
o

n=6. mean £SE

16.1.2 BEI% S5
BRIE - AFEARRME S ML EAE R 6 I B =2
THE 8mg ZHEBREERROREG LIS, R
e R A ICHE T 2RI 3.7 Bif# . Cmax 13
9.4ng/mL. ] (—H M) 13 6.1 Kl AUCHo4 13
66.5ng * hr/mL TH > 7z, MHEHEREZERZRA L
kDL EEZ SN 2

16.1.3 M2 IR F 1R

(PEIN=Y E & 8mg[NP])
7N =P E 2 8mgINPI &)L T 0w 7§ 8mg D
TNEN1HRTEINZCESELT8m &, 7O X
F—/N—{EIT K D RN B TITHE R R ilﬁlfxlil&
HL TR 7 BN EVBEENE L. f5N0
T EEMENRE /N T A — 4% (AUCq- 4gp,» Cmax) | OIA’C
90 % IE MK AT THEEHIRIT 21T - 72#5 R, 1og (0.80)
~log (1. 25)@%’@.?\]'@&5 D, W D AW B R S
RSN

HEMENRE/N T A—5

HENTA—=F | BENRNT A=
AUCooygny | Cmax | Tmax |ty
(ng+hr/mL)| (ng/mL) | (hr) (hr)
TEIWNZTE| 40935 5515 2.67 9.82
8 8mglNP| +12.250 | £2.460 | £0.73 | =£2.49
v Tay 37.558 4.852 2.81 9.87
#& 8mg +11.166 | £1.793 | £0.55| £3.45
(Mean£S.D., n=18)
(ng/mL)
8 -
i 71 —— FHEL=IE428me [NP)
% s -te= HLTOvEE8ME
th
7 Mean®S.D., n=18
+
v
;
=
<
=
E
- - Al
36 42 48
B RS (hr)

Mg 7 YLD VEEHE

MR EE NG N AUC, Cmax HD/NT A—F 13, #5

TR, R OIS - R ORI & > T

B2 AR D B,

(FEIL=D E > 16mg[NPJ)
TEIWNZTE S 16mgINPI &ALV T 0y 7§ 16mg
DENETN 1 (T ENZJEELT 16mg &, 7
O A —/N—EIT K D R T 71T HE E R 1 B A%
05 L TimfEh 7N o VigEEE L. 5
b?’tﬁ_*%ﬁ B/NT A— y(AUCO—>48hr Cmax) [T D
T 90 % {5 X RIVEIC THEGHEMT 217 > 72 /8 3% log




(0.80) ~log(1.25) DHIFHMNTDH . MiHID LY ERFSFIEA

= ) &5 Cmax Tmax ti/2 AUC(.24
=N, A% | (g/mD | (o) (h) | (ng - hr/mL)
B/ T A — 4 1HH | 86+087 |[47+067/9.1+1.34| 67.3+581
HIEXNTA—S BENTA—F 7 HHE [17.1+208%1[3.5+0.56|19.7 +4.86|154.5+17.79% )
AUCo-48nr Cmax Tmax ti/2 . n=6, mean +SE
(ng - hr/mL) | (ng/mL) (hr) (hr) 7 1) p < 0.01 (paired t-test)
TEYNV=UEBE| 91341 | 11510 | 315 | 10.38 16.6.2 FHkAERIE B & } \
16mg/NP) +24391 | +£4.654 | £0.89 | £2.69 REE - P2 DRTHRERESE B R OMER A 8 fllc 7 L=
; DE 8 Smg ZHEIROKEG L& 24, 1RO MR
H Ty s 84.421 10.196 | 3.05 | 10.86 - g i
5 16mg 422292 | +4.160 | £0.63 | £3.19 REfEBZRLE GHEAT—5),
(Mean £S.D., n=20) v Cmax™2 | AUCq.oo 2 CL/F
(/) (ng/mL) | (ng* hr/mL) (mL/min)
16 IFbsheREEEE | 6.0 52.8 3152.5+£2342.2
m 14 —— FEL=UEVER 16mg [NP) RN 8.2 68.0 2345.2+1449.1
’a% 12 -oe- HNTOY T8 16mg n=8. mean +SD
i Mean+S.D., n=20 ¥ 2) By
7
I 16.6.3 Sn&E
> 15 i e IR FB A (65~84 %) 5 BillC 7 YL =2 E > 4§ 8mg
5 Z1H1EEE% 7 HEEEEORG L 2E2A, 5 1 H
B HEO¥S 7 HH O R& Mg RESERMIZZNZEN 4.4
B B O 3.2 B, Rl 2 N2 6.4 BRI R O 8.6 e,
AUCq.p4 1FE3Z1 107.0ng * hr/mL K& X 242.8ng - hr/mL
o e . THO. BEmEdiseE, RPN AUC,, 13 7 HEICH

=355 (hr)

MR 7 B Z D ¥ REHER

(MR EE N N AUC, Cmax F D/ T A—4 13, #HERE D%

PR AR OERER AR - WF 55 ORI K > TRV 5 T RElE

W5,

16.2 TR

16.21 REOXE
fi B A B 6 Bl 7 BV =2 E > 10mg & ZEGRE %5 L
7z & & Cmax &N AUCy ool I BER G- & il L T2 T 38%
FN69%TH o729,

16.3 4%

16.3.1 ER#EEE
7YY E D in vitro DIUEEEAFE G HIT 90~91% T,
EICU REHICIFRRMICHEET 29,

16.4 X3
FAHEAZ NG R OB TH D CYP3A4IZXDPER
OEY D CRARIINST 9, [10. B3]

16.5 Bttt
TR R A B 4 BT UC- 7BV =P E > 4mg Z B ERR
BHGLIZETH, BGH T HETORKVERNOIER G
SHREHRMERIE, PRADY 26%. EPHN63%TH -2 GHEA
T—=5),
V) A O AL 1 112 8~16mg TH 5.

16.6 HENEREHI HBE

16.6.1 BikAEEEERE
EREREIC T 208 D Ml EE R 6 il (fE 2 LY F =2 1.5~
53mg/dDIZ7 NV EEE8mg & 1 H 1 BIEHER 7 H
FlERRE ARG L& 25, 5 1 HARUREG 7 HHORK
e I A% R B2 1 8.6ng/mL K& OY 17.1ng/mL. AUCq 4 13
67.3ng « hr/mL Jx7X 154.5ng - hr/mL &, 7 HE TAHEICK
SIMEZ R U, #5524 BRI o mEPIREIL 6 HHEL
FEIZIE—E DO Z R UERIRRBIEL 19,

BICRERMEZRUD, 5 24 RO M RER 7
HHETIKIEE-EDMEERLUEHRBIEL 219,

&5‘ Cmax Tmax ti/2 AUCO_24
H% (ng/mL) (hr) (hr) (ng - hr/mL)
1HH | 158%+21 [44+10(64%+1.7%3] 107.0%16.9
7 HH |25.7+£3.6%49]32+05(86*16%9[242.8+48.8%4)
n=5. mean =SE
£ 3) n=4

1E 4) p < 0.05 (paired t-test)

16.7 EWHEEER

16.71 4 b2 AFV—ILEDHEEER
RS A BE 8 Pl Y IV =D ¥ 28 8mg MO ~ T
FV =)l 50mg ZHFHFG LIS, mEh 7 eI =2 K
> ® Cmax KO AUC [ZHE 51T Lk L T2NnTh 1.6 5.
28 fEITHINL 7219, [2.3. 10.1 2]

AUCo, ™
(ng-hr/mL)

Cmax ¥ 5)
(ng/mL)

ti2
(hr)

Tmax

5% (he)

7Y DY B 12.3(0.4) |129+0.6(8.7+1.9| 61.0(0.4)

TEINZIE S+

1Rz aryupm | 19702

3.6%1.3/100%1.6|170.9(0.2)

n=8. mean £SD
7k 5) B[ 15 CRH A 1% O BEHE R 22)
16.7.2 HMG-CoA \ETEFRIHEHR| & DHEEERA
fRER 72 N BE 8 BT 7 BV =P B 288 8mg KUY 2N A
& F > 10mg 2L L& 25, BB G L Cift
R 7N EBEIIIFEAERL Lo o0y, 1
3 D NAY F 2 PREET Cmax N AUC WNFNE41 1.9 15,
2.0 fFiIzHEmL =19,




s Cmax6 | Tmax tiz  |AUCy, 9
Bk (ng/mL) | (o) | (ho | (ng-hr/mL)

TIUNAEFHM| 1.5(0.5) [1.4+£0.9(2.3+0.6| 4.6(0.6)

IUNAYF o+

TN =DV S Eep 2.8(0.4) |1.9+1.1|2.7+£09| 9.2(0.4)

n=8. mean *=SD

1E 6) By G s O R )

BB, TEINZDEEE8mg &Y FIVNAYTF > 10mg X

X7 INAEF > 10mg O E TIE, migEh Y L=

EUREICIZEEAERITRL, EFY RIVNZY F 8

13 Cmax BN AUC T NZ4 1.0 5. 0.8 5. Mgk~

INAYF U BEIRFTCL 0915, 1.0BTH-7219, [10.2
Z ]

1673 L —770—UT 12— EDHEER
fRER/R RN B E 8 B (23~40 %) I27 BV =T E 28 8mg &
TJL—=TI)N—YTa—ALEHICHEROKZG LZEZA,
KT U725 62 bl U T Cmax OV AUC 1322 2.5
f&, 33 fFITHINL /=19, [10.2 ]

R A BT BNV =D V8 8mg ZAKXIEI T L—T 7
=2 2 — A THEREORS U756 O b R RE

. Cmaxit7) Tmax AUCq 4D
AR FA (ng/mL) (hr) (ng * hr/mL)
K 6.3 2.1 45.1

(56~7.0 |(1.8~24)| (39.0~52.0)

TL—T 70—V 1578 3.918) 147.97%8)

Ta—A (12.8~19.2) [(3.0~4.7) | (120.6~181.4)
n=8. mean (95%{= A X [#])
£ 7) BT
1 8) p < 0.01 (8 #T)
17. BRR R IR

171 BMROR2EICET 2 55
17.1.1 RS MR
BEAE - WPARREARRIE &L EAE R 208 BT IV =D ¥ B
8~16mg &= "HEEMLEIEICED 1 B 1[5 12 EREEHRE 0
F5 U7 R QR ER CRREGIECTE D /ZHEHIE0 13 72.6% CHIE
REEZFR< G 83.4%) TH-o 17,
TV DB R GRETORIEMFEBBEL. BMREER
7 10.6%(22/208 f) . i PRAR A il #5748 6.7% (14/208 i)
Tholk, EREIWEMIX. ALT L& 3.4%(7/208 #il). AST
5 2.9%(6/208 1) . FHE - BHEIE 2.9%(6/208 #) TH >
7z.
T 1) FRE IR i (-20mmHg BA B K OVE 3R 9 if
(-10mmHg LA E) 23729 &, FME (-13mmHg
LAb) 2758, 5 W FREEREDTH>TH
150/90mmHg A I L 7255
1 2) TR < IR (-10mmHg BA_E) K OVIRaE S i
JE(-5mmHg M L) Ziifi7z 386, & 2 WIEFEHIME
(-7mmHg PA L) &7z 335G
17.1.2 EIRERRELER
THEEMILEGRE S ORIE - PEEARRNE S L EAE R &
MR ELZHRBRITBNT, T EINZDE 2§ 8~16mg &
HINT 756 BIORBERIL 73.7% Th > 7z CHIEAGEE G
)19,
17.1.3 EAE IR
HIE @ ML EAE B 2 R & U 72 B PR EABR A T ¥ E R RE %
B ORREZRIT 86.7%(26/30 ) TH V. HEAREZIR HE
1% 92.9%(26/28 #) TdhH o7z 19,

BIEMFEBAE L. BMBEEIRDY 6.7%(2/30 #) . FEMRE
RN 16.7%(5/30 ) TH o7z, RS NEIERIZ.
B, IRG. SHBEEK. 556D SN 3.3%(1/30 #1)
ThHolz,

17.1.4 EAZE 1 5%
Y HERERE S 2 S m M EE R 2 %R & U R BR R T
DHERFEZGORERIL 69.0%(20/29 #) TH D, HEFR
REZBR< AT 74.1%(20/27 #i) TH - 7220,
BIVEF S BIBEE X, FMBEIRAY 10.3%(3/29 #11) . FE Kk
TEIEEN 3.4%(1/29 ) TH o7z, dDSNRIERIZ.
T DS EBEEIREGE N 3.4%(1/29 #i) TH - 7=,

17.1.5 A% I x5 (RERS)
BOE - PEEAREMEEDEERE 2L, 1 H 1E52H
M7 VI E g Bl G UfER, 28 L BER®R
NMESNTZ2D, HIEARREZEZ S OREERIL 87.4%(83/95 #)
HIEARREZR < BAIT 91.2%(83/91 #i)) TH - 7=,
BIE RSB S, BMBEAEIRDY 9.5%(9/95 #i) . EKME
fili B 78 6.3%(6/95 #il) TH - 7. EREWEMIZHRIL AT
0—)V EF 3.2%(3/95 #)) ThH o 7=,

17.1.6 EAE I HH:5% (REfxS)
BOE « PEEAREME S FEREZMRIC, 1 H 1 H52H
M7 VI ¥ & SV AEHHILIS ORI 2 HF
BELUERER, ©E LUEREDENG SN2, HEARREZ
EOMEERIT 76.7%(132/172 ). HERREZR < BHAIX
85.2%(132/155 i) TH > 7=,
BIVE R BB, BAEAEIRDY 3.5%(8/228 #il) . FRKMR
TAEEE N 14.5%(33/228 #)) TH o7, EEIEHIL LDH
FF3.5%(8/228 ). [REE 7 3.5%(8/228 fil). ALT L&
2.6%(6/228 #i)) TH - 7=,

18. EhEE

18.1 "EA#RF
TEIWNZTE L, LB CaF v RIIVEPUERICEDE, M
EERPRS TS ZEICXOBRIEEREZRIT 5, 7400
7Y —LhERWEZBEEEFEBRIIBNT, SHZML >
DE L ORRIFESITNT B 50%HEIREE (ICs, 1H) K OFHE
EE (Ki fif) 132414 3.1nM., 2.1nM TdH - 7229 (in vitro) .
Fiz. TEINZDE VIEFIEREE R 2 Z T < e (f
),

18.2 BEEEH
IR E T )V ENY) (R I SRFEIE Z v . DOCA A3 i i
v b, BEELES Y N BEBE RS ER) AD
0.1 72 L 1~3mg/kg D HHIHE N #%5-1C K O M E I3 B
FICFEEL . ZOERISBRICEE LA DEEMTH D,
FICHNTODMARICIZFE A EREEZ KT S e o T2,
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