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8mg | k80, AHIL3
o >, eROFTOE
i fie Nl a—2, LA
TENZVE Y | BAERS O—ZAITI A, A
B2 16mg/NPJ | TEINZDPEY |29y Sm~ %
16mg | 2,
3.2 HEDHIK
W - kEE
. | EE | EE | @R
e ge EA (mm) | (mm) | (mg)
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FEIN=TE L I
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SARFIERRLS) | AR ERBEXIIH | T O AME T B
FATTaF |1k, HdWEIN|EEZEND,
V=) % 5DOEKDIRE %
FiEdTsz &,
TAFT AFN DR AR
47%:7xywéM5a%mm@
o[ WEEN B
77B54P%ﬁ$%ém§%ém
EWE s oEK D
ITYAORA T |\ BEERIETS T
E &,
CIUNARYFL | TIUNATF DTS O IEKN

[16.7.2 ]

AUC 78 2.0 f&12
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1.1 EXEEMEA
11.1.1 FEHEEERES (BFE R) . 398 (B RIA)

AST. ALT. 7v-GTP @ L7 %S Hik#E

BEEND 5

DONBHZENDH S,
MA2EETOy 7 EEARE) ., FEEIE EERA) . &
B CBEEARBH)
DEN, SEDEHDIERDRD SDODNDEENDH 5,
11.2 Z D DEIER
1~ 3%A 1% A B AN
I ECE FOEE, FL | MEMERIE, O
B SIS
KRR (E W - SH|INLB < B A SIRK
K 5DE, HFEWN
b H AL B RS, T
. 8. T
I, SRS,
N4
MEER oS BhiE, BHIEIEL,
FTo
i GrEEERYE 2
Tk ALT k5. |ALP k&, #E|7-GTP L&
AST B&. [UILE > B | IFHRE R
LDH L&
WAIR 5 BUN k&, R 7 L7 F =2
T AR 0 EH. BR
Z DAt JREE BH RO L A7 0— |fBERk, By
VR CK E5R. | GFiERk, %z\
FU T LB | REL)  RE,
AUITLET |[LUR. AR
Jig 7k )
M ETINT I VMECRFETREZ DTN,

14. BHAEDEE

141 EFZTEFOIEE

PTP @2 #HFL PTP > — b 5B L TR %
FOfEIT L&, PTP > — FOEKICKD, W
RN EEREEARIA L, FIZIIFEILZ B U THERR
TARFEOEELREGIHEEHFET L ENH D,

15. ZOOEE

15.1 ERARERICE D 15k

15.1.1 REBRIZH S N TR WD, AFNT L B iEHEF
IDFIFEZE, DR AREENR (O EMBIEE) N A 5 17z
EDOHEND B,

15.1.2 CAPD (RS RAEITET) iif 7H D B DBk
EONHET 5 ZENREINTNDED T, BIRKSE &
DOHEINCBET S &,

16. E4PEHEE

16.1 MehiERE

16.1.1 KBRS
7R RN B 6 BlIC 7 YLV E 8 8mg & 1 H
1A 7 BRSO 5 L2825, REiiEdhiEE
WCRET DT 2~3 BRI TH 0., FEHAIE 19~23
B TH- 7z, 5% 24 BRID Mg EEL, &5
2HENSIFIFEDMHEZRL., HPLNITEHIREIC
ELEY,

TEYNZTE 8 Sm%é 1 H 18] 7 HEEGRE DG
(B1BIEE) UG A o R E

&5 | &5 ti2B8 | AUCh o4
= | HE (hr) |(ng+hr/mL)

tip
(hr)

Cmax
(ng/mL)

23.1 59.7
1 HH +8.1 +6.9

0
0 | 19.2 81.6
01| £22| =134

11 8 | 32 1.3

w
-+

+14 0.

8mg
47 | 2.2
1.6 0

H—
w
H

7HH

n=6. mean *SE

16.1.2 BEZS
BRE - FPEEREA B & I EAE R 6 Bl Y Bl =D
Tt 8mg ZHIEBERROKE L LE TS, KMl
BErp R A ICHIE T 2RI 3.7 Bifl . Cmax 13
9.4ng/mL. W (—H M) 1Z 6.1 K], AUCo4 13
66.5ng * hr/mL TH > 7z, MHEHHREIEFRZRA L
kDL N &&EZ 5N 2

16.1.3 £MFHIRIFMHER

(FEIL=Y E# 8mg[NPJ)
7N =P E 2 8mgINPI &)L T 0w 7§ 8mg D
TNEN1HRTEINZCESELT8m &, 7O X
F—/N—{EIT K D RN B I HE R ilﬁlfxlil&
HELTER7 BNV VREERELE. 55N
T EEMENRE /N T A — 4% (AUCq- 4gp,» Cmax) | OIA’C
90 % (Z MK AT TRERHIRHT 217 > 72#E . 10g(0.80)
~log (1. 25)@%[1.[7\]'6375 D, WE O AR R A
N E N2

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
0 6 12 18 24 30 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=Y E 88 16mg[NPJ)
TEIWZTE g 16mgINPI &EA)V 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 T X RIVE T THEGHEMT 217 > 7o fE 2R



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

= ) %5 Cmax Tmax ti/o AUCq.24
=N, A% | (g/mD | () (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 FrikAERE & } \
16mg/NP) +24391 | +£4.654 | £0.89 | £2.69 REE - P2 DRTHRERESE B R OMER A 8 fllc 7 L=
; DE 8 Smg AHEROKEG L& 2 A, RO 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 Sie&
> 15 i e IR FB A (65~84 %) 5 BillC 7 ¥V =2 E 2§ 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 YLD REHRS

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

R AR OB EIEL - FFESE OB AT K > TR S I RetE

Wb 5,

16.2 TRIR

16.21 BEORE
/SR A B 6 BT YV =P E > 10mg & 28R 5L
7z & & Cmax &N AUCy ool I BER G- & il L T2 T 38%
K 69%TH 729,

16.3 4

16.3.1 EHEEE
TEIWNZDE D invitro DI HERAREGRIL 90~91% T,
EICUREAICHRERNICHEET 209,

16.4 X3
FRBEAIS NG R O TH D, CYP3A4 ICKD P ER
OBy D VRARLINSD 8, [10. B3]

16.5 Bt
FERRZR AR A BN 4 BT MC- T BV =D E > dmg % BiEFE 1%
HLiEZA, #5% 7 HE TORKBIERANDKRLE G H
REHRIIARIZ, RS 26%, FEH2Y 63% TH -7 GHEAT—
%)
) AKOARAREIL 1 HIZ 8~16mg TH S,

16.6 HENEREHI HBE

16.6.1 BEEEEEERE
BRI T 20 S S UEEERE 6 #l (2 LY F =2 1.5~
53mg/dIZ7 BN E e 8mg & 1 H 1 BIEHER 7 H
flEfeRE G L& 25, 5 1 HERUERS 7 HEHO&
e I 5% R B2 1 8.6ng/mL K& OY 17.1ng/mL. AUCqq4 1
67.3ng - hr/mL Jx7X 154.5ng - hr/mL &, 7 HE TAHEICK
ZIRMEZR U, 25 24 RO mEh gL 6 HHE
FEIZIE—E DO Z R UERIRRBIEL 19,

BICRERMEZRUD, 5 24 RO M iRER 7
HHETIKIEE-EDMEERLUEHRBIEL 212,

&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 AFJ— IV EDHEEERA
TR/ A BE 8 Pl Y IV =D ¥ 28 8mg MO ~F O
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 \E T BRI EH| & DHEEEA
fRER 72 N B 8 BT 7 BV =P B 288 8mg KUY 2N A
& F > 10mg 2L L& 25, B Gk L Cift
R 7NN ERBEIIIFEAERL U o o0y, 1
3 2 NAY F 2 PREET Cmax N AUC WNFNE41 1.9 15,
2.0 fFiIzHmL =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 —7 27—V 21— EDOWEEER
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

; Cmax#7 Tmax AUCq 4D
AR FA (ng/mL) (hr) (ng * hr/mL)
K 6.3 2.1 45.1
(56~7.0) |(1.8~2.4)| (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 AU ROR2MICET 2 55
17.1.1 ERSE MHRHER
BEAE - WPARREABRIE &I ERE R 208 BT IV =D ¥ B
8~16mg &= "HEEMLEIEICED 1 B 1 6 12 EREEHRE 0
F5 U7 R QR ER CRREGIECTE D /ZHEFIE0 13 72.6% CHIE
REEZFR< G 83.4%) TH-H 17,
TV DB PR GRETORIEMFEBBEL. BMREER
7 10.6%(22/208 #l) . i PRAR A il 55 48 6.7% (14/208 i)
Tholk, EREIWEMIX. ALT L5 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 ENERAREER
THEEMILEGRE S ORIE - PEEARRNE S L EAE R &
MR ELZHBRITBNT, T EINZ D 2§ 8~16mg &
HINT 756 BIORBERIL 73.7% Th > 7z CHIEAGEE G
)19,
17.1.3 ERE M5
HIE & ML EAE B 2 R & U 72 B PR EABR A T ¥ E R RE %
B ORREZRIT 86.7%(26/30 ) TH V. HEAREZRS HE
1% 92.9%(26/28 #) TdhH o7z 19,

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

17.1.4 ERNE 1 5 ER
Y HERERE S 2 S m M EE R 2 %R & U IR B 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 BN I =5 (REBS)
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 EIAEE I =5 (KRR S)
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. =
18.1 {fERA®KF

TEINZIE L, LB CaF v R)VEPUERICEDE. M
BRI E2 I LICKOBEMRMZREB T2, 780
70y — LERAWEZERHEERIIBNWT, SHoML 22
E > DR RIEE TN T 2 50%BH I EE (ICs fE) Kk UBHEE
¥ (Ki i) 132N 3.1nM. 2.1nM T - 7= 23 (in vitro)
iz, TENVZDE D BIFPIEEERR EZTIT< W (o
FON
18.2 REMER

LT T OVEMY (S U B ARFEAE v . DOCA Rt & if
Fv b, BEEIMES Y b BEERMEE S LER) AD
0.1 72U 1~3mg/kg DHEIHE 42 51 & U e 13 B A&7
BICRBEL ., TOERITERICEE LM DR THD . M
IR TOMAKICIZ E A EREE RIZI B o T2,
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