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A bFaAFV—. 33TFY - (BOAL EEHAL
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E&Hl (V M FELEERAL YL FEILEERHA),
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VF=T, UHhF=T Ty ) =LA, ar T 7L
—7xEBEFROEE [10.1, 16.7.1 SHE]

2.
2.1
2.2
2.3

3. #R% -
3.1 #HR%

HR7E4

BRIRLY
(1%Er)

PR

TENLZ VY U EEmg
[r:77]
(HRFE) 7Er=vr (HR) 7EL=I¢¥>
8.0mg 16.0mg

ERELO—Z, ALAO—AHILT L, EEEEL R
X 7alle)la—2, A7)y, RYYILXR—}
80, MEHEAKr A, L FuFFuiltio—2, &
FTY) VBT TR L
3.2 ®EIDOMR
TENL= I 5E8mg

TEIL=IYEUEElomg
[r377]

INIAl

TEIL=IVE U EElemg

s 3177 177
[ESN WHEABOERRA D OFEHE
. )
it
wi —
B 7.1lmm 9.lmm
Es 3.3mm 4. 1mm
HE 140.0mg 280.0mg
Al — R NC A8 NCP Al6
4. REERIFTHR
= IMEE
6. FAENRUHE

BHE. BAIET7TEL=VEr & LT8~16mg# I HIEE &
BEORET 5. 28, 1E8mgdh sV IZEICERED» &

G, ERICKVEEER T 55, 1H&RKI6mgE T
&9 %,
8. EERBEARNIES

8.1 WLy LA ORE2&ICHIELZ & &, fh#ﬁm
LIZERIDPRE SN TWABD T, AFIOREL2ES 515
m%&wﬁﬁié:toit\%%uﬁmwﬁﬁtbuw
HEdIELEWESITERT A &,

8.2 TNICEBEDMERTEZREITBEINNHLDT, TDX
D RGEIIHE X IIRET 572 EHMY) 2B TH T &,

8.3 BRIEERHICESDKDEFVWENHSDLNZ I EDHHD T,
e, BEEOEEEEMEE D B BIET 2RI
BEESELZ L,

BEDNDEHSZEIHEHEICATI IR
BiaEE=EEE
1 EELBREEESDH S EE
ICHEWBREEME N T 2R D 5,
3 HEEESEE
3.1 EERATHE B“id)@é%%
EELCHEEREDOH 2 BELNRE UI-BERHABKIZE
ﬁbfu@w
9.5 1¥iF
IR UL R L C W AR D H 2 ZHICIZE S L na
Lo BIMIEE (T b)) THIERI~WHOKREIIBWTE
RETR OB REMIETROEMN,. HEROAFEET, &
IRHARE X O iR O IER RO 65N T b HIRKREAD
BEICBOTHEAR R O3 REROER RO 51T
%o [2.1 ZHE]
9.6 1ZZLIR
WELOERERUBIRBEOAREZEZE L. ZAOMH
LR IEE ST 2 2 & BER (T v ) THRITH
ABITTHIEPRESN TS,
9.7 INE
/J\E%%ﬁ%%t U 7= & R
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8mgé@éu= IFICEAEY» SRS ZFHB L. 1259
52 &, —RICBEDOREIIFE LL mxténfméo
NFEEENIZ2BZNDDH 5,

HEE{FA
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RAEID (PR S
N2BENDDH S,

N5 DOEAIHCYP3A4
ZHEL. BHlOZ YT
FUAMMETRTHEER
5N%,

*) EHAEOA T a3F Y- L EDOHRARBERICEDL, 1 bT TS
VI LOREIZ. 1 FFAFV-ILOBTFHRXZBRT S5 &

10.2 HHAEER (HACERTSZI L)

e

ERARAER - $EEST R

W - fERRE T
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BEOBRENEC
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A L th o B E Al
& 2 WVIEARA % R E
T5HZE,

ERAAN=ZALDR S
MEEAIOGERIC & 0 3
TERPHERE NS,

vaxTv

Y IF% ¥ OCmax
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ERHNIEYTF
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BE5xFRIETEH L,

N5 DOFERHCYP3AL
ZIHEL. REIOZY T
TUADERTHEZZ
5Nb.

VIUNREF Y
[16.7.2 =]

SUNZREF LD
AUCH2.0f%I1c LR
BHTEPRESNTY
%o WA B ALXAH]
NIITYNRYF D
BE5xHRIETHI L,

YIARARY v

NV DTEY s A
D VAVAN
YT L,
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AHIFns o
AofERA s EmRS h
BBEND D D, b
E LA F
o OEA % EE
THIE,

N6 DFEFAINCYPIA4
EHRANICHEEST &
K&, HEOZ )T
VAPBETTHEEZS
N5,
BREEREDDH 5 BE 1T
BIERI ST L,

I 5 DFEAIHFCYP3A4
EHRANICEES &
K&, HEOZ )T
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[16.7.3 ZHE] TW5, BEIEERAHE|CYP3AMC X B AKAF DR

BEINLBENAFHS | @EEHEL. 7T TV

&M, REIDRHA
Rl —=77 0=
Va—AEHALZWV
FHOREETH L,

AzBERSELDEE
AbN%,

1. 8eR
WOBWERNH 6bNB I ENHHDT, BEE+DIT
W, BEVPBEOONLGEICIIEREERFIET B0 @)z
WBZITH T &,
1.1 EXLZEIER
11.1.1 FFEEERES (BEEAHR) . BB (BEERHH)

AST. ALT. y-GTPD LR % £S5 HikrEREES

5bNAHZENH B,
11.1.2 E??‘;ﬂ‘yﬂ (BEEEAER) GEfELE (BEEERER) JRER (3R
RN

HFEV, SSDETEDERPHEDONEIENDH B,
11.2 ZDOfthDEIEFH

1 ~ 3% 1% SEEENER
% [JEBEE O, R MMM, SRR
[
AU - BHEE |25 < 6 & 55 D|IRA
iR , HFEL
kg EZA HEARE, B, E
. MR AR E,
HR%
TEERES BE. BEEBAL 13
v
Jiik;3 TFEEERIEZ
fFiE  |ALT LS. AST|ALP LR, # Y U L|y-GTPL &, T # &
F5. LDHER| LY ER L
PR 2 BUNLESR. RETH|ZL7F=> LR, $ER
EZE
Z DM |JREE -7 BILVATO—)L B | BRI RERK (3E
CKEF AU L ER | SO RESE) . FE.
DN LU, FLUREAK®

F) ETIVT I VIEOEFETEI DT,

14. BREDEFE

14.1 FRIZMAFOER
PTPAD#EAIPTPY — b2 SBD H L CIRAET 5 &
515 5T &, PTPY— bOBEAICE D, FEOSHAE
PEEREAR A L, BICIZEL 2B L CHERIR A%
DEELEMELHRT A2 ENDH S,

15. ZOM0ER

15.1 BRPREAICE D < 1EHR

15.1.1 RRBRIZHAS 2 TV, KANS K 2EFRFITDH
I, DARPAEIR (DEMEE) PHONZEDOR
ED D%,

15.1.2 CAPD (F#eufbRIEELENT) 1T 0 BE OEFHE
BAHET 5 ENRESNTVEOT, BEEREREL
DERNCHET BT Eo

16. EYENEE

16.1 MOEE

16.1.1 RiE%RS
Bz ABEHIIC 7 YL =Y ¥ 5E8mgx 1 H1ET7
AR EGREORE L&A, REMiEhEE cE
9 AHHEEIZ2~3RETH O | FREEHIZ 19~ 23K/ TH -
Too 51824 O MAEHEE L, HE52HE»5131F
—EDEZRL. B ICEFIREBICELLY,

TENL =V HE8mg# | H1E7HEEGEZEORS (B%%S)

L7z 5E O IMEEFRE(LARE

et | Cmax | Tmax tioa t12B AUCo-2
BSR BRSAK (ng/mL)| (hr) (hr) (hr) |(ng-hr/mL)
8 IHE |11.8+1.4/3.2%0.3]1.3%£0.2(23.1+8.1| 59.7%+6.9
"8 T7HE [14.7%1.6[2.2+0.3]1.00.1]19.2+2.2] 81.6*13.4
n=6, mean=*SE
16.1.2 BEEZS

BIE - FSEAEERIEERFMHICT L=V
FE8mgE BB R BEAIEOHRE L& 25, RmMiEH
BEICEET SR IE3. 7R B, Cmaxid9.4ng/mL.,
FEH (—HHME) 136 1K . AUCo2l366.5ng - hr/
mLTH -7z, MEEPEEIEELZBRALREDO L)L
LEZ 5NN,

16.1.3 &EMFHIEFHER

(FEWZVEVE8Mg [T=T7])
TELZDEUE8mEg [ 37 7] &hLTay Ui
8mg%. VU AL —N—EICkDZhZhlsE (TEIL
Z V¥ &L T8mg) BERABEICHEAREREOR
ELTmEh T EL_ YV EEREIEL. BoNniz
HHERE/$T X —% (AUC. Cmax) 122\ T90%(F
X PR I CRET BRI 2 1T - 7o/ R, log (0.80) ~
log (1.25) O#EFENTH . WHIDEYHHRIEMEH
ERs N,



HENNT A =4 BEINT R —%
AUCo-48 Cmax Tmax ti2
(ng - hr/mL) (ng/mL) (hr) (hr)
FTEL=ZIE Y
$E8mg 40.935+12.250(5.515+2.460|2.67+0.73]9.82+2.49
[r377]
FNTE YT |57 558+ 11.166(4.852% 1.793|2.8120.55|9.87+3.45
$E8mg
n=18. mean=*SD
(ng/mL)
8
—e— FEL=IEUEE8ME [ 377
--0-- AL Tav7§E8mg
m ¢l n=18. mean*SD
4%
H
7.
R4
L4y
J !
L il
® ol
g o2y L
0 ‘i | - - | 1 ]
0 10 20 30 40 (hr)
53]

(FEILZVEVERIeME [T=T7])
TEL=DEVEElemg [ 7 7] LAvTay T
lomgz, 7O x4 —N—3FEICLDZNENIE (T
L=I¥r e LTlomg) BERKASMEICHEEREIREN
BELTMERF7ELVEVEBEZHEIEL,. S50
T- Y BRE/)ST X —% (AUC. Cmax) 120\ T90%
EREXEIEIC THREHRIT 21T > 727 R. log (0.80) ~
log (1.25) O#ENTH Y. WAIQENFHNREEN

wRsNY,
HENSTA—F BEISTA—F
AUCo-4s Cmax Tmax ti2
(ng - hr/mL) | (ng/mL) (hr) (hr)
FTEYL=ZIE
$Elomg 91.341£24.391|11.510%+4.654|3.15+£0.89/10.38£2.69
[r3i77]
ANTE YT 84.421+£22.292110.196+4.160/3.05+0.63|10.86+3.19
$Elemg
n=20. mean=*SD
(ng/mL)
16 ~
—e— TNV EEI6mg [377 ]
14 + --o-- A7 uvriElemg
m 12 | n=20. mean£SD
3
h
7 10 +
VE I
o8
é 6 ;JH\
# .
g
2 i -
O - | | | J
0 10 20 30 40 (hr)

e

MEEFEES FIZAUC, CmaxZn /85 X — 13, #
B OFIR, (AR OBEEE - BRSO HBSEMIC X -
TEZLAHEENH 5,
DRI
1 BEORE
BEZBRABEHNIC 7 YL =¥ 10mg % 2 HE %
S L7 ECmaxKkUAUCH«IIBEBIEE LB L TF
NZN38U K VI%TH > 724,
kil
1 EBREE
TV Din vitroD MEEEEFEERIZ90~91%
m‘g\ FICUREAICIEBENICHEET 2%,
FaREEAITNE RO TH D, CYP3A4IZ LD Y
Ry YrRSBbsnss”, [10. 2E]
Bttt
R A BEAPIC-7ENL = V¥ v dmg# BEE
‘5Lz A, BERTHE TORKUOEFADBEZS
ATREHEM R IZ. FRebhA%26%. EHP63%TH - 728 (4f
EAT—%),
F) FAOERARIZIHIC8~16mgTH 5.

16.4

16.5

16.6 BEDEREHIBEE
16.6.1 BHEEEESEHRE

BRAEE T2 SIEEEEH (IE 2 L 7F=1.5
~5.3mg/dL) 27 ¥NL=V5E8mg#x | HIEIEH &K
HEEEEORS Lz 25, #E5IHBRUERSTHE
OEEIMEEFEEXS.6ng/mLE 17, Ing/mL. AUCo-2
1267.3ng - hr/mL& U'154.5ng - hr/mLE, 7THE CTHEE
IR E AR LI, #2524RE % O MiEHIEEIZ6H
BLBEIZIE—EDEER UERRBIGEL,

; Cmax Tmax ti2 AUCo-2
BSES | (hg/mL) (hr) () | (ng- hr/mL)
1HH 8.6+0.87 4.7£0.67 | 9.1+1.34 67.3+5.81
7THH 17.1+2.08*V| 3.5+0.56 | 19.7+4.86 | 154.5+17.79%V

n=6. mean+SE. #1) p<0.01 (paired t-test)

16.6.2 FTHEREREEEE
BE - PEEORERERE R ORBALFNCT £
V=V U Emg R BEROHREG L& 25, 12ITH
BoOMFRBE#REEZRLZY GHBEAT—%),

o Cmax™ AUCo-e'®) CL/F
(ng/mL) (ng - hr/mL) (mL/min)
fFtERERRE B 6.0 52.8 3152.5+2342.2
TR 8.2 68.0 2345.2+1449.1
n=8., mean=SD. ) #faFy
16.6.3 =&

SitEMEESRE (65~84m%) SHlICT7T ¥ L=V 8
8mgx | HIEFHERTHMEREOREG LA, &
SIHERUO#BETHHO RS MR E R E R Z
NZNAARFRE K O3 205 FEER X7 216 . 455
K O8.6kf . AUCould £ 1 £ 1107.0ng - hr/mLK%
U242.8ng - hr/mLTH V. &EmMBEFRE, FEH
NMOAUCouZ7THEICEEBICKRELRERZR LN, &
54 o mMAEFEEIZTHE E TICIFIE—E0E%E
RUEFERBICELLY,

- Cmax Tmax i AUCo-2

BERE | (g/mL) (hr) () | (ng- hr/mL)
168 | 15.842.1 | 4.4+1.0 | 6.4+1.7°0 | 107.0%16.9
7HE |25.7£3.6” | 3.2%0.5 | 8.6%1.6" | 242.8+48.8"

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

16.7 F4MEE{ER

16.7.1 4 b3 3FV—ILEDHEBEEA
R A BHSHIC 7 YL =V ¥ $E8mg Rk U A k5
a5V = L50mgE MRS Lz L2 A, MEEF7EIL
Z V¥ YOCmaxk CAUCITBEMEEICHE L TEN
Znl.eff, 2.8 ICHEmL-?, (2.3, 10.1 ZH]

E%“({: AUCO’(ZE)

(ng - hr/mL)
FTENL=VE SR 12.3 (0.4) | 2.9%0.6 | 8.7+1.9 | 61.0 (0.4)
TYNLZ I U8+

PRy 19.7 (0.2) | 3.6%£1.310.0£1.6| 170.9 (0.2)
n=8. mean+SD. %) #AFH (REEREOIEERZE)
16.7.2 HMG-CoAETERIAEEI & DIEEER
BEZRABEFICT L=V U 5E8mgk Y
NZAHF 10mgz fFRKES Lz &2 A, BMEEIC
HE L TR 7LV EBEIXIEZEAESLL
ol MR Ny F U EEIZCmax kO
AUCHZN2N1.965%, 2.0B128mL 2,

i

(hr)

Tmax
(hr)

Cmax™
(ng/mL)

N Cmax™® Tmax ti2 AUCo-)
RS (ng/mL) (hr) (hr) | (ng - hr/mL)
VUNAYF B | 1.5 (0.5) | 1.420.9 | 2.3£0.6 | 4.6 (0.6)
VUNARYF o+
ToL=ors gepm| 28 (0.4) | 1.9£1.1]2.7£0.9| 9.2 (0.4)

n=8. mean=SD. 1¥) MMV (Rt o FHE(RE)
nB. TELZVEY8mgE 7 MULNZRYF 2 10mgX
ETINRY F 2 10mgO MRS T, MR 7L
ZVEVEBEICIZEACE LR mEFT ML
25 F B EIZCmaxk AUCeH« A% N2 11.0f5.
0.8f%, MiEF SN2y F U EEIZFREUC<0.9(%, 1.0
fETdh-7129, [10.2 ]

16.7.3 L= I—Y I 1—RAEDEEIER

{7 AN BRI (23~405%) IC7 ¥ L=Vt
8mgZ /L —T TN =YYV a— A& EbICHEREOH
SL7:EZA, KTIRALLEEIZHE L TCmax &k
AUCIEZ 212,50, 3.3 I L 729, [10.2 BHE]



BEZRABEICT LD d8mgE KXz 7L —T7
V=YY 21— ATHERORS U725 O MEERRE (L REE

N Cmax™® Tmax AUCo-24%
MRS (ng/mL) (hr) (ng - hr/mL)
K 6.3 2.1 45.1
(5.6~7.0) (1.8~2.4) (39.0~52.0)
TL—=TTN—Y 15.7%V 3.9%0 147.9*D
Jai—R (12.8~19.2) (3.0~4.7) (120.6~181.4)
n=8. mean (95%EEXME). #1) p<0.0l (HEHH). 1F) ATy
17. BRPRRLIE
17.1 BZERUREMICEAT D8R
17.1.1 ERE D855
B - REEARRE S EERE 20867 L=V

> §E8~1omgx —EH B HEIEIC &L U 1H 1[El125E fHE

BRI S Lo ER (G /FHEFE) &

72.6% (CHIERBEERLIGESS.4%) Th o729,

TNV EVEREHTORBIERAEBEEE L. Bt

FERA10.6% (22/208(1) . FE IR @2 B 52 E 2°6.7%

(14/208f1) Td >7z. EEIEAIE. ALT EH3.4%

(7/208f1) AST £5F2.9% (6/208%1) , B85 - BHEEF%2. 9%

(6/2086) TdH -7z,

#1) TR DU M T (-20mmHgll £) & U558 # 1fn /&
(-10mmHgll 1) #7954, FHME (-13mmHg
DlE) 29548, dH5VIETRER?YTH->TH
150/90mmHg R ICBEFE L 7358

#2) TREAER - PUEME (-10mmHgll B) & OMHR 3R i
E (-5mmHgbl k) %7z 3454, 5V IxFHMmME
(-7mmHgll b) %7z 9 5HE

ERERARLER

“EHEMEERE T G OBE - PEEARRERMY S M EE

BEEARELAHRICBWT, TEL=Z IV V8~

lemg %5 S N7z 7566 DR ERIZT3.7% Td > 7z (H

ERER &),

EEE MAEE5R

ERESIMEERE %2R E UIBEREBRBE TOHE

NHE %afﬁ‘ﬁ%rﬁli% 7% (26/30651) TH V. HERN

HEZ PR <IEE1392.9% (26/286) TH o719,

E’M’Ffﬁ%‘fﬁiﬁfﬁli\ B ERERA%6.7% (2/30%)

WEERE16.7% (5/306]) THh-o7z. & éb%ﬂtmﬂ

ER L, R, IR 28 BRR. 556 D FFEENE3.3%

(1/30f51) TH -7z

B O 185H5%

BRI E & MO I EEEH 2R & U7 ERREA B

ETOHEANEEE ST REERIT69.0% (20/2941) TH D |

HIEREEZ R IHEIET74.1% (2072761) TH -7z,

BIVEFFIREE L. BMERERAT10.3% (3/2961). &K

WEBEETEA3.4% (1/7296]) Th-o7z. BHSNI-EIE

I TR O E S EERENE3.4% (1/2961) THh o7z,

17.1.5 ERS I8R5 (REIIRS)

BE - PEREARRME S MEREEF 25551, 1H1ES2E

7 ELo YU 58 BRI S LR, 20 LR

BIRHE S NP EREE % & Tobe ERIZ87.4%(83/95

). HIERBEZ IR BE1E91.2% (83/914) TH -7z,

BIMEFFEIABEE L. BMBERA9.5% (9/9561). &

RIEEEEFEN6.3% (6/9561) TH-7-. EsEIEA

I L AT a— )L ER3.2% (3/9561) TH -7z

ERE DA (REIES)

BE - PEEARE S M EERE 25 RIc, 1H1ES2

EE7ELZ I UEEE NI YT LAERAIDIOMBEE

BlzFR#E LR RELZBREDRPES L

7, HMENEEE & O EERIIT6.7% (132/172641)

HITEARRE R bR <15 E13285.2% (132/15561) TH -7z,

BITEFFFSEE L. BEMEERA3.5% (8/228(1). &

RIEEEREE H14.5% (33/22861) TH->7z. E2EI

ERIZLDH ESF3.5% (8/228f1) \ FREE - 5F3.5% (8/228

). ALT E5F2.6% (6/22861) Td -7z,

18. EERpEIE

18.1 {ERER
TEYLZIE I, LECaF v 2 VIEHRERICED &,
MEZFRS TR EICIVEEEREZRRT 5. 7%
DIEI 70y —Lx2AVREREEERICBVWT, SH-
Z ML YV OBERNEAISNT B50%HEEE (ICs
&) R UPAEEH (Kif#) 137 213.1nM.2.InMTH >
722 (in vitro)o Fizov TEILZ DY IR ES)
BEZIFIZ< WD (£X),

18.2 BRE/EA
BMEETLEY (GMEERFET Y b, DOCARES
MES Y b BUESMES Y b, BEBRESESIMER)
AD0.1%0 U1 ~3mg/kgDBERE R 52 L D IEIZHE
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