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16. EMBE

16.1 MARE
16.1.1 RiEHRS

TEHEZ NSO 7 ¥V = P ¥ v 5i8mg & LH 17 H M MR 1455 L 7: L 2 A i
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TN Z DY §E8mgk 1 H M7 H MG %S (fdkG) LasaomsehRZ(t
IR
o = | i o Cmax Tmax tiza tizf AUCo24
P BGAR gmL) | o) | ) thr) | (ng-hr/mL)
o 10H | 118+14 | 3203 | 13202 | 23181 | 59769
108}
¢ 7HH 147+16 22%03 10+0.1 192+22 816+134
n=6. mean*SE
16.1.2 BEKS
HRE - RS AR HE I S LA BB T B =D /fmSmg%QBEf&ilP‘l—lh'ﬁ L
e 2 A IR (2 FE T B N3 7HEM]. Cmaxi94ng/mL. - (—H

) 126.1F5] . AUCo241266.5ng - hr/mLTd - 72, [ﬂl"gﬂ"(rmFﬂiE?%ﬁfkl\?:an’fﬁ@
LNV EEZ iz,

16.1.3 i%ﬁﬂ’ﬂlﬁl%ﬂ%‘zﬁﬁ

(1) 7ENZVEs8mg [BETL]
TENZV ¥ §E8mg [HEL] ROA V70 Y 7§8mgk . 7 T A+ —/N—EIZL D
FNENLE (TEV=DE L L C8mg) MEHERUAT M IS H f HL A 9% 5 L C e
FT7ENV= DY VREERIEL, #ONEWERE T 2 —% (AUC, Cmax) 122w
TO0%AE WX [ 512 THERHANT % 4T - 7245 log (0.80) ~log (1.25) DHIPANTH
O\ T O AR R AR S 7Y,

16.5 Bttt
BERE 72 N PEABIIZUC- 7 ¥V = ¥ ¥ vdmg & BRI G- L7z & &5, % 5-H%7H F
TOIRKOFERAORIE G R REHEE L JRATA726%., FEh2%63%Td - 729 (SHE
ANT=%4)o

i) AHN QKB EIEIHIZ8~16mgTH 5,

16.6 HENEEEHTH8E

16.6.1 BWEEEERE
BRERER T & 0k O I EE6R (%2 L7 F = »15~53mg/dL) IZ7EV=V K
> $E8mg A 1 H AW AT H M @R 155 Lz 24, #51H B ROHRS7H Bk
5 A B 128 6ng/mL J2 °17.1ng/mL. AUCo241367.3ng - hr/mL % U°154.5ng - hr/
mL&, THEHTHBIZKE Rl R Lchs, HG24RM %o Mm% HIREIX6H B LRI

1Z—EDM AR LERIRAEIZE L7210,

e Cmax Tmax tiz AUCo24
R (ng/mL) (hr) (hr) (ng * hr/mL)
1HH 8.6+087 47+067 91+134 67.3+5.81

7HH 17.1+£2.08%) 35+056 19.7+4.86 1545+17.79*V

n=6, mean*SE, #1) p<00l (paired t-test)

16.6.2 FFiEEEERE
BRI - AR O TR AERE S R T OV HE N8BS 7 OV = U Y v §ii8mg & BRI 4k
G L7z 2 A, IZIZAMOMEEPIRENRERE 2R L2 GHEAT—%),

EYBRE T A =5 s Cmax® AUCopi® CL/F
HEINT X =4 BEINT A—=4 (ng/mL) (ng - hr/mL) (mL/min)
AUCo-4 Cmax Tmax ti2 IR 6.0 528 31525+ 2342.2
i (g hr/mb) | (ng/ml) | (o) | (ho) f@?}%/\ 82 680 23452+ 14491
TEL=TE S5 40935212250 55152460 |267+073]9.82+249 . n=8, mean=SD, ) 119
8mg [HET] 16.6.3 EkpE
ATy s 5E8mg 37558+ 11166 4.852=1793 |281+055|987+345 SR LIRS (65~845%) SHICT BV =3 ¥ > 4i8me% | H LG 67 H M ik
(15645 Mean=SD. n=18) %5 L7z A #5510 HROESTH H o i 5 b S E R EN L 2 244
(ng/mL) ' : B OF3.2M R, i1 2 L2 6 ARSI J OB 6ME . AUCo2413 2 1 -24107.0ng -
hr/mLJ% 0°242.80g - hr/mLCd 1) . BEs e rhilis, 2 nkHJmUAUCQ A THHIZA
10 7 JEAMPN &ﬂE%TLf A HG24R M AO MM TR ZTH B ClLRIE— 20 iR
ot -12)
—e FHIL= L sk8mg [BET] LEBREIEL &
g | N AL Cmax Tmax ti/2 AUCo2
-7V T By 7§E8mg (ng/mL) (hr) (hr) (ng - hr/mL)
1§2485., Mean=S.D. n=18 1HH 158+21 1410 64%17% 10704169
7HH 257 +36%2 3205 86+ 16%2 242.8 48 8%

RN\ S /& N B R

0 4 8 12 16 20 24 28 32 36 40 44 48
w5 (hr)

HLI$ G- 1% 00 M S i SR iR RS
MEERHEEIE NCAUC, Cmax® /8T 2 — &1, HBeE OmIR, R OBRIAEL - Ff

M5 ORI X > TR ZWHENEYD 5,
(2 7EIN=YE R16mg [AET]
TENV=TE vEElbmg [HET] RUH LTy 7 §16mgk . 7 0 A+ —/N—ic X
DEnZENE (TEV=VE L L Tlomg) BB B EHEEO%RS LT
WHR7EN=ZVEVIRERIE L, 5N EMEE/ ST A —% (AUC. Cmax) (22
W TI09% M5 HEIX 2 CRERHIEAT 2 47 o 7245 5L log (0.80) ~log (1.25) O#EPFINTH
O\ T O A AR AR S 7z,

HEMFRE T A — %

HENT A =5 BENT A=Y
AUCo-18 Cmax Tmax tiz
(ng * hr/mL) (ng/mL) (hr) (hr)
TEN=IE
16mg [MET 91.341+24.391 | 11.510+4.654 |315%0.89|10.38 =269
AN Ty 7 §El6mg 84.421+22292 | 10192+4.160 [3.05+0.63|1086+319

(1845, Mean*S.D., n=20)

(ng/mL)
20 1
% 16 | —e P HILZTE it16mg [BET]
o -~ AT By J§E16mg
7
+ 12 1 1$¥#%%5, Mean=£S.D., n=20
v
e
c
=z
= 4 |
&
0 &
0 4 8 12 16 20 24 28 32 36 40 44 48
R (hr)

Bl - 00 M b S iR BEHERS

MSEREEENE NCAUC, Cmax® /8T 2 — #1%, HBE ORI ORI EL - Ff

%5 OFHERGEA L o TR ZWHENED B 5,
16.2 BR4R

16.21 BREOHE
TERE 7 BN BYE6HIC 7 BV =¥ ¥ v 10mg % 22JEIH% S L 72 & & Cmax t PAUCo.l3 £
B L B L T e N2 N38U K UV69% TH 729,

16.3

16.3.1 EHEMKEEE
TENZT ¥ Y Din vitro DI
AT B0,

16.4 a5
I&ﬂu&hﬁfﬂid‘ﬁw&(}ﬁﬂfﬁi'(&) ), CYP3A4IZk hYe Fuey v v EPEILsh

R AERI390~91% T, B REHICIEFRIC

n=5 (#1) n=4). mean=*SE. #2) p<005 (paired t-test)
16.7 EMHEE(ER
16.71 4 bZ3FV—ILEDHEEER
TR HE 22 e NBMESBIZ 7 BV =¥ ¥ 2 $E8mgh N4 b T 3+ — V50mg# B k5 L 72
LI A MEERT BN =Y Y Y OCmax i AUCIE B 512 i L T 2 21 6fE.
28f5 2N L 7219, [23, 101 2]

pr5 Cmax®) Tmax tiz AUCo+ )
Sas (ng/mL) (hr) (hr) (ng - hr/mL)
TEN =YY e 12.3 (04) 29+06 87+19 610 (04)
TENVZVE U+ . .
AR5 ar T L 19.7 (0.2) 36+13 100+16 1709 (0.2)

n=8, mean+SD. %) M G itz o)
1672 Y 3%> > EOEEER

e AN EELOBIC 7 E L =2 ¥ 2 §t8mg i U Y T 2 »025mgk BEHHR G- L7z L 2

M¥Eh Y % 2 v OCmax L OVAUCo. 1 HAHE 512 el L€ 2 e n 15, 1445
WHE L7,
PR Cmaxi® Tmax AUCpoi®)
B (ng/mL) (hr) (ng - hr/mL)
PEE AR X 11 (04) 1.7+06 96 (0.7)
TIFY v+
TELEoU s 16 (04) 11£07 136 (0.7)

n=16, mean*SD. i) #A T Gk OMEERE)
16.7.3 HMG-CoARTEFREEH & DHEIEA
TR AN BB 7 BV =V ¥V Ei8mgh VY Y NAF F- 2 10mg & HF k5 L7 &
A, HMHEGZIE L CIAER T BV S D VBRI E A EEIL L o 225, i
by NS F VI Cmax X CAUCH Z 2 LR, 2085128 L 7219,

o Cmax™® Tmax iz AUCo,
B (ng/mL) (hr) (hr) (ng * hr/mL)
TUNAY T B 5 (05) 14+09 23*06 6 (06)
UYWAY T U+
YNV B 28 (04) 19+11 27+09 2 (04)

n=8, mean=SD. &) TV CFELIRKEOREERE)
LB, TEV=VE /fm8mg<‘: 7 FVNA L F 2 10mgid T T NAF F 2 10mg D P
FGCid, MR T YV D E VIR L A LZLIE AR K, MR T PSR Y T
WL 1ECmax B PAUC« A3 Z L NL0RE, 0.8f%, MMEEH 7 7 /N2 & 5 Vi EELIF L <
09, 1L0fETH - 7210, [102 BHE]

1674 JL—770—YY 1 —REDOHEEER

T BE 70 B N B ESH (23~40%%) 127 BV =TV K U §E8mgk /L —T 7 V= TV 2 —A
Ll B ITHERE G- L s & 2 A KT L 7235 & 12 i L CCmax L FAUCIE Z 1L
Zh25sfE, 33METHIM L2217, [102 ]

ERBRABIEIC T ¥V =V E Y 8i8mga A XIE 7 L — 77— ¥ o — A THER
5 L7 3B oS RE LR

3 b Cmax'® Tmax AUCo24™®
LS (ng/mL) (hr) (ng * hr/mL)
K 6.3 2.1 451
(56~7.0) (1.8~24) (39.0~52.0)
e 15740 394 147.94)
TV TIRmTE A A (198192) (30~47) (1206~181.4)
n=8. mean (95%IEHEXM). #1) p<0.01 (ST 1) ¥

17. BRRAIE

171 BHHRVURLMICET 5558

17.1.1 EARSE DHEFR
WRE - PSR ARREVE S I S 20861 7 BV = U ¥ U 8~ 16meF E H b
W& D 1HE A28 ] e R e G L 72 B o B CF Rpl gD /3RmBI %) 1372.6%
(HIEARTEZ B {HE834%) Th o712,

V=D Y UGB C ORIV S X, HMMEAERAT106% (22/20861) . ik

MAERE H36.7% (14/2086]) TH o720 EAEIERIZ. ALT EH34% (7/20861) .

AST F529% (6/208f%1). BHif - BHEK29% (6/20861) Tdh - 7218,

#1) TJ*L:: I (-20mmHgll 1) &U?ﬁifﬁﬁﬂﬂﬂ& (-10mmHgbh F) %7z 355
P IMLE (lemHgU\J:) ’i’ﬁt"f a5 VIRTREE ThoTh
150/90mmHgT\¢ﬁ [ L 7oA



#2) TR JUEIMIME ((10mmHgbh L) K OHEEMIME (SmmHgbl l) %72
FTHE. HHVIETFHIME (TmmHgbl L) %7484

17.1.2 ERERRRRER
CIERILEGERAER E G ORE - P REARTEYE R RS A R L LB BW T
T EN =V L8~ 16mgk - S N7 T566I D FEIERIXT3.7% TdHh - 7219 (HIEATE
i),

17.1.3 ERE DEHER
A MU B & R & L 7 BRI SBR B C O HEANRE & & Lo BEE261386.7% (26/30

Bl) THY TEARER B < M5 651392.9% (26/281) Tdh -7z,
RIS L, BBSEIEIRA6.7% (2/3001) . BRI R4 A16.7% (5/3061) T

Hotze PBOLNLEEME, M, RE. SHEEK. 5520 ZEHEH£33% (1/30
) THo7z0,
17.1.4 ERSE IHEHR

EFRRREREE & 1k O B AR B & 0 R & L 72 BRR BRI COHIEAR B R B D SRIE

69.0% (20/296) TH Y HEAREE bR < HEIRT41% (20/278]) Tdh o7z,

BIVEIZE B E B AEIRAS10.3% (3/20B1) . BEPRHRACE 24 7534% (1/2961) T

Botze ROONIEWEHIE, T, CEHIEEEEHE34% (1/2961) Th o720,
1715 EREIHERR (REKRSE)

AR - SR ARV S U AR S 2 i B, LH LEIS2A M 7 v = 2 ¥ v i Mk 5
G LE LICRRIER R S iz, +IJITEE%AH¢FT 1387.4% (83/95f1)
AHE% b < HiA1391.2% (83/9161) Tdh -7z

BUVERI SEBIUBE 1X. HAELAEIRA9.5% (9/9561) . BRRMAME Y 2%6.3% (6/9561) T

Botze FREWERIZFET L A 70—V E532% (3/956]) Th - 722,

17.1.6 ERFEIHERR (RE®RS)

R - PR AR R T A R 2 RIS, THLES2EM 7 B =Y v gl ATy

LFEFOR DS OREITEH) % ORG240, 2058 L 2RISR S rze HISEARRER

EHRERIET67% (132/17261) . HEARHE Ff‘<i%mi852% (132/15561) T -7,

HIVEIZEEAR 1S, F B AEIRA3.5% (8/22801) . HaPKIRA i 5% 7°14.5% (33/2281)

Th ol E4HEITERIZLDH 5H35% (8/2281%) E& F535% (8/228%1). ALT L

H26% (6/22861) Tdpo 722,

18, Hyhsesm
18.1 fEAHE
TENV=ZTE i, LEICaT v AVEESUERICHEDO &, MEAMRSEL T LICL D
R 28T 5. 780 70y — A%k 7S B8 &EBIC BT, SH-= b
Lo VY OB RIS H50% M ERE (ICsfl) K OMEES (Kift) X2
ZN31nM. 21nMTdH - 7229 (in vitro). 72 7HXI =T E 2 IZFwIAHEHE)F %
ZAFIT WD (£ X)),
18.2 BEE1ER
FRIUEE 7 OVENY) (RSIUE FARSEE T » M. DOCAEIERINE T v b BHERIIES v
b BRI EMEE R ML R) ~00.17% v L1~3mg/kg®D HEFE #5112 & 0 I X
mEKTMLbHL ZOVEINIAEHICFEBL L 0051 Ty 1) L I A TOEL
JIBEACHEERIZE B o7z,
it ESILE FARFEIE T v b USRS MUE RO SR 512 B C b %58 L 72 b
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