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7. REER VBREOREN
MR L

8. fo#lE DEAE (MBI
KR L

9. BHIMY
0 ANAH T 5 [DSEP) 13 H ARG FIEIMLERICED HNToa ANRAE T 2 A1)V 0 KEEOTEH BRI
BLTNWDZEPERIN TV,
FAARIE G — iRk o8 RVEIZ X 2,

Vs B
FoRE BRI [ 7yx HE R IR
2.5mg | 0.05mol/L 7 —  EEFEE i (pH6.6) 50rpm 30 7y 80%LL |
5mg 0.05mol/L 7 — > Fg#%E X (pH6.6) 50rpm 30 47 80%LL E

n A2 ZF > 0D §E [DSEP]
[FiE] AJm—makBris T HRBRE OSRE) | Itk
0 [mlfEEC T5rpm
RERK AR
[RER] e iz Lz,
10.85% - A%
(FESRBELESR - BF. NEI/HKRLER - AXICET 51ER

DR L



IV. BFIZRE4 5 IEH

@a %
0 ANAKF 8 2.5mg [DSEP] . (PTP) 100 £ (10 £&X<10)
500 §& (10 & X 50)
700 §E (14 $& X 50)
1,000 #& (10 £& X< 100)
Offic: N7 - FpEAIAD ) 500 i
0 ANAHF 8 5bmg [DSEP) . (PTP) 100 £ (10 &< 10)
500 £ (10 £E X 50)
700 f& (14 £&X50)
Offic: N7 . FpEAIAD ) 500 i
0 ANZAHEF 0D §E 2.5mg [DSEP] @ (PTP) 100 £ (10 &< 10)
500 §& (10 £E X 50)
700 f& (14 £&X50)
o AN Z & F 2 0D §E 5bmg [DSEP| . (PTP) 100 £ (10 &< 10)
700 f& (14 £&X50)
B FEEE
R LR
WDBEBROHME
a A2 F 8 [DSEP)
PTPuEE : R oL 740, TILI=T A

vtoe—gtE 7T Ix—Fh
N T @A R 2 F LU RFIADRY Ty v
b B 4

o A2 %2F 0D 8 DSEP]
PTPaE: YT Ly T (LA, TAI=Th
vtoe—@kE o 7 I T IRx—Fh
b BE 47

M. AER‘E SN LEME
HER R L

12. 2 D
REER e L



V.

IBFRICB 5 IHH

ARICET SIEER

MEER LR

4 NBEX LB R

S3LXRATFO0—)LfE. REMS3 LATO—)LIE

MEERITHRICEET HFF

SMREXITHRICEET H5FE

51 WHAOHNC B REAEML, B2 L AT —/VIRE, FREGILATE— VIRETHD = & &
RLZ ECARIOMAEBETHZ &,

5.2 ZiEtEm a L 27 o — VIIEREHEAERICONW T, LDL-7 7 = L— ¥ 2SO R PIEOMBI & L
T, HDVNIZTN D OIRFIEN EEARER G A AR OMEA % BT 52 L.

FARER
51 =2 L AT v — /VIEIRFRANCIFIZIE T DI FEH, AFOEUIMRIT [Fa VAT v—)VifE] |

[FEEma VAT B —/VlGE] THHD, 1ZNOEBLIEANCLY KRNI L AT e — R ERT 58
ERHY . ZO LX) BRGEIIRREROIBREEL T OIMNEND D, o T, tokmiEs Ek, W
S AT a—/)VIJE] . [FEEEI VAT o —/VIJE] THDH I L E2HRTDH L,

52 ma L A7 u—)/VIEREANCIZIEB T 2EEFE, FEERa L AT a— VIIED 9 5, R EESKEO

B TIL LDL- 22 L A7 2 — L OMRENC L E 7 LDL ZFEROTEENIZ LA L7220 HoTH T T h
ThbH, AFOERMEML, LDL ZAERELFHFEL, FE~Oa L 270 — VOV AL ZHENSEL 2 L
ThY, T%EA¢@$%Ti+ PRBENBF LIS NBDEBXHND ZEND, IRE LD ERR D
LW SN DG EICR ST, LDL-7 7 = L— 3 RAEDOIFEMFLEDOMHIFE L LT, AAIZENT5 2
Eo

RERUVHRAE

6. HiERUHE

BHE ., RACIZa AR ZF L LT1H1E25mg L0 &EEEZBBET 08, FYIC LDL-2 L A7 2 —)1
EZETSELLERHLLEITIT bmg LV ERGZBABL TS XV, 22, Fin - JERIC I 0 BEEHERE L.
WHBMGH S D VIR, 4 BUMKIC LDL-2 L 27 0 — LEOIE F AR 7225811, ik 10mg *
THEHETE 5, 10mg 25 L TH LDL-2 L A7 0 —/LEDIK FR 40Ty, FiEEEa L AT 0 —L
MAEBTE 72 EOBEERFITIRY . S HITHETE 52, 1 HRK 20mg £ TET 5,

4. RZERUVHAEICEET R

7. BERUHAZEICEET HEE

74 7 Vv7F=227 7720 30mL/min/1.73m2 Kjiii O BEF B GT 5 55121, 2.6mg LY #5 %5
L. 1 AR KREEG&EITbmg &35, [9.2.2, 9.2.3, 16.6.3 & ]

72%%:mmg&5ﬁ CBWTIEBHEICEERL O DNABENNH D, 20mg HHFHMGH% 12 HETO
BHIIRAL, HIC 1E, 2L ESIR CEEIC 1 m14%) ICBHIERE 21T Y 2 &, BIEE 512479
&, [9.22, 923, 16.6.3 ]




V. BRICBETLEA

fi#

71 HE (77 F=27 107 72 A<30mL/min/1.78m2) OBFEED H 5 BE T, BRI LT AR
ERR 3R LRI 22 L0 n, BEAEL 2.5mg, 1 ARKELGEL Smg ICIRE L, ( [VL6.(2) B
WREEERE ) OHASH)

7.2 KGREEE TORKRBR OFEAT—4) ([2BWT, A#l 40mg CKRSMHE) UL OB SH]T i%éﬁ@%ﬁ
BUEEE D LA B, 80mg UKRAMHE) 561 Cldf R OB O FH-CEmE 7 B RERE O W)
HERRBO LN TND, Fio, BIRERTIEAARNIRIT 245 20mg # GO R 2D T — X iﬁE%ﬂTb\Zg
ZERILEERETHSTH ARANIHBITDAFOREERITAADK 2 fFITHS T2 L E2BE L. AAID
EWNxEHETH D 20mg KGRI W TR MOZER S5O TEHRREOELZ 72 L TV n 2 & 2R
L. HEEREHERE~OERZRRIC CTzdic, EMBEHERE (L1E2 L7 F =, BUN %)
O Fhia A RTEIC CTHEMLE Lz,  ( [VIL 6. 2)BHEEESTESE 0HEBH)

5. BRPRRUIE
DERRT—2 /95—
1) B3 LRATFO—)LIMESBERFRHR
THEMRIEIC XV FE SR BRICBW T, ARAI 2.5~20mg & 1 H 1 (8] 6 JEFEG L 7-BRo i i iR
DOFEEALZEIZER 1 OB Tholz, 3
®1:B56B%OMEBEREBEFHEILE (%)

= 2.5mg (1741) bmg (1241) 10mg (14f) 20mg (18%1)
LDL-Zt L A5 —/L —44.99 —52.49 —49.60 —58.32
maLAFm—1L —31.59 —36.40 —34.60 —39.58
KU ZUED R —17.35 —23.58 —19.59 —17.01
HDL-2= L AF a—/L +17.64 +9.09 +14.04 +11.25
7 REHB —38.56 —45.93 —43.97 —50.38
T AREHAAT +5.42 +6.25 +10.61 +9.72
7 REAAT +0.38 +4.27 +17.78 +17.73

2) FEMEILATO—/ILOERETRAER Y
FHEMEE 2 L AT v — )VIIJE~T 2 #E 5B ITARA] 10mg™ 0 6 $e 5.2 Bith L. 6 B EIRE ComfiliE & L7z,

Z D& EOMIEREMDOFHEFIIR 2D LB Thol, X o RFRIVRE - R
®2: B5RENSDMFREFHIELE (%)
= 10mg (364i) 20mg (3641)
LDL-Z L AF m—/L —49.17 —53.91
BaLAFa—iL —39.35 —43.30
KU ZUED R —28.20 —23.62
HDL- =L A7 1m—/L +9.57 +13.75




V. BFRICBETHIEH

3) EALRTO—ILMEBERRRAR GAEAT—42)
EERIBICL Y E SN SRR 6IOERT — ¥ 2 F L7, KAl 5mg ¥ 10mg # 1 H 1[5, 12
WG LB MEIREMO PR ERIIR 3O LBV THY (Ha L AT o —/LIE#EE OIFE L~
VR GHINIBGET 5 Z LR b,
=3 FEH5E 12 AROFHMBEREBEFHIEILE (%)

= 5mg (390%) 10mg (389f)
LDL-= L X7 me—)L —41.9 —46.7
Wa L AT ue—)b —29.6 —33.0
NV ZUED R —16.4 —19.2
HDL-=L 25—/ +8.2 +8.9
FEHDL- =L A5 1 —)L —38.2 —42.6
TAREHAB —32.7 —36.5
7 ARNEHAT +6.0 +7.3

B SRR R O SMEO DT b T ) v Vv T ORET, AR BANCIT B A RIZSNEA O o
2550 1ICIZIEHY 5 LHlr Sz,

4) R#B5HR WMEAT—4%) ?
AL AT R VISERE ZxSR e LT EHERIEIC LY Ei SRRz T, A4 5mg % 10
mg*NHREZBB L, LDL-2 VAT 0 —/UEHA NCEPIL A A R7 A > OEH EAEEICET 5 F TH &
L7-, 52 EFICEBWTHIE#RSEDO 5mg XX 10mg DGR 5% %1 COEFIOEISIT. ThEth
76% (92/121 1) &Y 82% (88/107 ) Th -7z,
Fo, HETTICES 52 HEZIC NCEPO A N7 A EBHEMEICEIELZBHEIX, AFOPEER S &
5mg THJ 69% (83/121 1) . 10mg™THKI 82% (87/106 f) f§yoko

% 1 RFRAVHIE - R
1T AMERRBREAE OAMFE O 72 DIAThN =T U v Vv T OBRFT, RO BANCBT 2 HEZAEAOHED
245D 1ITIHERS T 5 &Kl S i,
(2BRPRZEEEHER
HANBERERC 24 6% x5 & U CEE S N7 7 B AR RIE/EA L —E BRI EERIZ B0V T AH] 10mg.,
20mg. 40mg*DH[EIK T H MG H G- REO BB DI D AT IR -T2,
X% 1 KGRIV - R
B AERGIERAR

1) BaALRATA—VIMEEREICE T SHERIGHER
=P NE
ARANDOE2 VAT v —)VIJERE 112 flZ x5 E LT, HEKGHRBRICE W TARAl 1~40mg™/ A 7=
778 R% 6 MG Lz, ZORE, AAFRLGEETIE, LDL-2 L A7 o — L HEIKT L TRy
#) 36~66%1% F L. 2.5mg/H. 5bmg/H. 10mg/H & 20mg/H ® LDL-21 L 27 10— L ERK F R L%
T 44.99%. 52.49%. 49.60%. 58.32% CThH 1, NOT T ERICHRTETOHETHE ThH-T-
(Williams & ; P<0.0001) ,
BIVEF OB T, 77 B AREAC L L CTAFI D 20mg K& N 40mg™ B TR0 8 WMHEIA 23580 B V7278,
ZOMORAERT LD bERR BRI & 22 5T RIL R0 o 72, AAl 1~40mg™/ H O 6 #5123,
BRR EARFICE R 2T R <0 AR RO D AT RIT 2o 7,



V. BRICBETLEA

HEAQ
B L AT 0 —)VIIERE 142 Fla g s LT, HEKGHRBRICB W TAR 1~40mg™/ A, 77 &R,
FIET MAANRAZF 2 10mg, 80mg % 6 WREEEG LTz, ZOfER, KA G CIX, LDL-2 L A7 1
— VT EITET L CTOEER 36~63%IK F L, 2.5mg/H, 5mg/H. 10mg/H & 20mg/H @ LDL-= L
2T a— /WK T RITZNEIN 42.77%., 44.63%, 52.47%. 58.58% TH V., MO T BRIZH~T
2TCOHETHE Ch -7 (Williams 7 ; P<0.001) ,
RAEOH FEEFRREBLRIIT T EREROT hAANRZF U LRAFETH ST,
BARAENEADHE REHBRD LB
AARNEAEADARKISRBROMEREZ LB LI 2 A, AAAN, SAEA L BICHEKFNZ LDL-22 L
2T v — /UK FZRDG S, MR CTIRIE AT RO & RIS AR Hivlc, HARANZBIT D
AFH 2.5mg KO bmg # 5D LDL-21 L 25 1 — /UK FRIL, AE A FNFR 5mg kO 10mg #5- L
L EDEEFRBRETHS T,
X KRNV - R
2) REMEILVATO—LMEATAESKBEICETHIEEHR 2
ARNDOZEEME = L AT v — VIlE~T m BEGREFHE 37 il & xt4: & LT, AHK 10mg™ L v 5 % Bth
L. 20mg &N 40mg™ L 6 B EIC T E L5a G 18 &L | ROEME G (5 52 A
#h5) © LDL-=21 L 27 o — VEO MIEIREMIZ 3T 2 R K LMW T, A —7 RBRIC K s
L7,
LDL-= L A7 1 — /L PR FRIE, AFI# L 10mg (6 %) Tid 49.2%. 20mg (12 #7%) TiX 53.9%
Thole (LA tBRE ; WL bR G-I L DHRIZIBW T, p<0.0001) . 18 H# R OMHE M 2 &
T, 52 HEOREMHE G T D ARIEOZEMEN LN DT IR0 -T2,
X KRNV - R
(IR ER
1) EEAILILTHAERGHER
ma L AT e —/ VIERE IR 2 HEMSHRR ( [VSERKBE 4)1: @3 LATFa—LnEREIC
BTHHAERGHR] OHEZZH)
2) LEEEER
EILATO—LIEREICE T2 _EGTHREEGAR GMEAT—4)
SAEADOFE 2V AT —/VIJERE ZXRE LT, AFD 1 H 5mg, 10mg %45 &, BEfF® HMG-CoA
HICRERILEA] (7 A ARZRZF 2 10mg, T /XNAXF 2 20mg, V2 /NAHXF 2 20mg) & Hlg L7z
12 W H O " HE B HEGEAR 5 MR OEFHRIR LV  AHID 5mg KX O 10mg 51 TMEEAR TR R B (3=
4, £5) | BEMIIMOETF HMG-CoA # iR HEA L IZFFEETH D LB 2 bz,



V.

IBFRICB 5 IHH

x4 BEIMERVRE 12 BROMBEREEFHEILE (KH 5mg RV 10mg.

S5HBROBHET—45) 9

AFl5mg (63041) AHI10mg (61541)
ER ¥ 5 i JifL B 5 A ZfLE
(mg/dL) % (S.E.) (mg/dL) % (S.E.)
LDL-= L A5 —/L 188 —41.4 (0.5) 186 —47.2 (0.6)
BaLrxaFro—L 275 —29.4 (0.4) 272 —33.4 (0.4)
HDL- =L A5 1 —/L 51 +7.7 (0.5) 51 +9.0 (0.5)
N ZURY K 179 —15.8 (1.1) 174 —19.6 (1.0)
JEHDL-= L 275 11 —/L 224 —317.8 (0.5) 221 —43.1 (0.5)
7 HREHB 179 —32.5 (0.5) 176 —317.0 (0.6)
7 AREHAAT 151 +5.8 (0.5) 151 —6.6 (0.5)
x5 B512B%BOHA Fo54 U EEEZERER (KKl 5mg RU 10mg. 5 RBOEET—4) 10
o AF| 5mg AF 10mg
A RTA U Rz
HARREE] (%) HARREE] (%)
A fEBRIA 72 L 41/44 (93.2) 34/36 (94.4)
B1/B2 XU =~ 258/293 (88.1) 266/286 (93.0)
JAS2002 B3/B4 HUR7 87/114 (76.3) 109/126 (86.5)
C YRy 62/179 (34.6) 107/167 (64.1)
&t 448/630 (71.1) 516/615 (83.9)

T RULNREZFUOLEO_EEREERR NEAT—4)

NEANDE 2L AT — LIGERE X% L U ZHSHHiaRER 56|

RV ARZ X F 2 10mg % 12 8REEE LT,

AFH| 5mg &N 10mg 512 L5 LDL-2t L 27 v —/ /UK FEM (£ 6) |

AR BT A BT 4 > 2002 R (LLF,

1) . JAS @HRIMIEZIE A A K74 > 1997 R (LLF, JAS1997)
L2 R (BLF. NCEPI) . K OWKM ShfiResE (b 72

oL AT a— L B EE]E

10mg K OYT hL/RA X F 2 10mg TIRIERRE TH - 7=,

A A B REE L5
JAS2002) @ LDL-= L A5 v — L H 1= 3]5E

AR IIUTOLEBY Thot-, BESFEZ KL OFEI

ZEBWT, KKl 5mg. 10mg. 7

(JAS) Bhiik
=10 ([

KEa LV ATu—VHE 0TS
(EAS) A4 FI4 >+~ (LLF. EAS) @ LDL-

TEMIZEBLRIIAA] 5mg,

®6: EREHICETIRE 12 BROMBEEMEFIIERILE CHBROBET —%)

AA|5mgh AF| 10mg & T RIVIRA R F

(390 %) (389 #) 10mg #¥ (393 1)
LDL-= L 25 m—/L —41.9% —46.7% " —36.4%
MaL 2T m—/L —29.6% —33.0% —26.7%
HDL- =L 271 —/L +8.2% ** +8.9% +5.5%
rNUZUERY K —16.4% —19.2% —17.6%
JHDL- =L 27—/l —38.2% —42.6% —33.9%
THREAB —32.7% —36.5% —29.0%
TAHREA AT +6.0% * +7.8% +4.1%

X op <0.05, XX :p <0.01, ¥%3% :p <0.001

(7 bANAZF 2 10mg & DOHE  S3HUHTET V% AV 7 pairwise t-test)




V. BRICBETLEA

1:JAS2002 2§17 % LDL-C BERERIER (12:8FK) GHEROBET—4)

m A F|5mg OA#AI10mg T R RAZF 2 10mg
- HORK 93
100 « 89 87 87
30 A RESY 74
67 64
60 - > 53

N\
NN

40 A 32 %

00 | I 16
O' T T T 1

(n=390/389/393)  (n=131/133/124) (n=69/82/80) (n=166/152/175)
ATl C B3/B4 B1/B2

JAS VA7 73—

(R) #4238 m e )

F 7 :JAS1997, NCEPI RU EAS [ZH1+5 LDL-C BEERZEE (1288 QHRHEBOEET—2)

JAS1997 A 5mg #) 10mg 7 FAARAF > 10mg

R4 Bk | BARELER (%) | B | BAEREER (%) | #i%k | BEELER (%)
AKY X7 9 88.9 8 87.5 5 100
B Yz 216 75.0 #* 203 82.8 #x 222 62.6
CmlU Rz 165 36.4 X 178 60.7 #ex 166 17.5
it 390 59.0 e 389 72.8 393 44.0

NCEPII AFH bmg A% 10mg 7 RVRA K F 2 10mg

A7 Bk | BEEREDER (%) | B | BARRIER (%) | % | BEEEIEER (%)
1’y 27 136 95.6 118 95.8 122 91.0
Y =z7 70 87.1% 83 88.0 * 95 75.8
mURT 183 41.0 #oex 187 62.0 #ex 176 18.8

it 389 68.4 #wx 388 77.8 R 393 55

EAS AF 5mg AHAl 10mg 7 RV A K F 2 10mg

JR7 Bk | BEEREDER (%) | B | BARRIER (%) | % | BEEEIEER (%)
mURT 316 62.3 #ex 314 81.2 #ex 327 48.9
DA 74 77.0 75 85.3 #¥ 66 63.6
it 390 65.1 #wx 389 82.0 ok 393 51.4

X op <0.05, XX :p <0.01, ¥%3% :p <0.001

(7 MR ZRZF 2 10mg LD v 2RF ¢ v 7 [
DUNREAFURVTSINREZFUOLO_EERERRAE GIEAT—4)
SMNEADE 2 L AT v — /VIEEE 23R & Lz ZEE R 101023880 T, A4 5mg, 10mg, 7
FRALF L 20mg £ RN A X F 2 20mg & 12 R G Liz,
A 5mg KO 10mg $ 512 £ 5 LDL- =1 L 27 m—/ME FER (% 8) . HABIREE( 2 (JAS) @ik
ALV BESIR T A R T4 > 2002 4ERR (LA T, JAS2002) @ LDL-=1 L A7 m— L HIEERESR (X 2)
10 JAS @IRMIERZIR AT A R T A > 1997 £l (LU T, JAS1997) | KEA VAT v — NV HE T 0 7T L
% 2 s (LLF, NCEPI) | ROWMNENRIE(L 2 (EAS) WA K74 (LLF. EAS) » LDL-
oL AT a— LV EEERER (£9) BUTOLBY Tholz, AEFLKLOFEIEARBIRIIAL 5mg,
10mg, 77 /8AHXF L 20mg KN N AL F 2 20mg TR TH -7,



V.

IBPRICBd DI H

R8: BREHICETHIMBEREEFHELE

(12 Br) QHBROBET—%)

AHl5mght REI10mg Bt | TTRREF L | VUNRRETF
(240 1) (226 #) 20mg #f (252 f§) | 20mg #F (249 1))
LDL-2 L AF m—/L —40.6% L — 48,19 o —27.1% —35.7%
BaLzxFo—L —29.1% # | —384.0% e —19.2% —25.1%
HDL- =L 271 —/L +6.9% +9.1% ** +6.2% +6.2%
rNUZUERY K —14.9% —20.2% ** —12.4% —12.2%
JEHDL- 2L AT —/L —37.0% #¥  | —44,0% —25.0% —32.5%
THREHAB —82.3% FE | —37.99 wi —20.6% —28.0%
TAREA AT +5.4% +5.3% +4.2% +4.8%
% op <0.05, XX :p <0.01, XXX :p <0.001

(FFRALF L 20mg & DEE:
+:p <0.05, ++:p <0.01

(2R REZF 2 20mg & DL
2 : JAS2002 A4 K54 »IZH+5 LDL-C BIZEREE (12 AFF)

B AHI5mg

100 A

g0
*ﬂ_\‘ 60 -

40 -+

5

)

%

(n=240/226/252/249)

Tt
T s
R Q17
78 ]

OA#I10mg

Tt

65

42

s N
=

B7 7 \A%F . (PRV) 20mg

i T

80 82

EOINTET V& V= pairwise t-test)
. t+:p <0.001
ST T V& V= pairwise t-test)

QHBROEBET—%)

@Yo 2ZF > (SMV) 20mg
¥ i1

89

93

81

59

DY

ATl

XXX p<0.001 vs PRV
17T :p<0.00lvsSMV; T T :p<0.01vs SMV ; T :p<0.05vs SMV

(n=48/34/36/47)
C

(n=45/44/52/49)
B3/B4

JAS VA7 7 3V —

(n=127/134/147/138)
B1/B2




V. BRICBETLEA

3)

% 9:JAS1997. NCEPI RU EAS [ZHI+5 LDL-C BiEERIER (12:88) QHBOEET—4%)
AHA AHA TIRABF SRR TF
JAS1997 5mg 10mg 20mg 20mg
Uz ” SR Eepezs " HIESER ” HiERER " SR Eepecs
AKXV =27 4 50.0 5 | 100.0 10 50.0 5 60.0
BpYRxZ7| 178 66.3 e 178 86.0 x| 196 20.9 182 53.3
CmY Rz 58 39.7 i 43 60.5 o 46 8.7 62 22.6
At 240 59.6 x| 296 81.4 w9252 19.8 249 45.8
AHA AHA TINRNALF SRR TF
NCEPII 5mg 10mg 20mg 20mg
UAxz ” B iR R ” HIERER " HIESER " SR Eepezs
‘Y227 | 101 91.1 98 99.0 107 85.0 100 90.0
Fy Ry 75 82.7 ek 76 89.5 94 41.5 81 72.8
my R 64 43.8 e 52 65.4 oo 51 7.8 66 24.2
At 240 75.8 i 26 88.1 w1 252 53.2 247 66.8
AHAl AHA TIGNRNALF SRR TF
EAS 5mg 10mg 20mg 20mg
YAz ” SR Eepecs ” HIERER ” SR Eepecs " SR Eepecs
myUAZ | 178 64 #1161 78 e | 186 13 190 47
Z DA 62 58 s 65 86 o 66 24 58 50
it 240 63 x| 296 80 x| 252 16 248 48

% op <0.05, XX :p <0.01, X% :p <0.001
(FTNRALZF 2 20mg L DO v Y RT ¢ v 7 [BlF)
+:p <0.05, ++:p <0.01, +++:p <0.001
(VNN REF 2 20mg EOEE BYAT 1 v 7 [Alk)
I AR B BGE OIMFO T DT =7 ) » U 7 ORETT, AAIO B AR T 2 HEEIANANEAOH
O 250 VIZIZFHY T 5 &l s,
TR
BOLATO—)LIEREICE T2 _EEREHLEEHR GIEAT—42)1219
V.(5).2). @aL A7 e —/ VIERFIZB T 5 _EEMRILEER GMEAT —#) 2B\ T, 52 kS
BT L LDL-2 L AT o — /R TFERIE 12 BEOKR TR LVEET5Z L2 < L. ARMENEED
DPTRIZA DR D> T,
REESEILATO—LMEATOESEKREERICES T 2 REAKER
V.(4).2). BARAZBEMES 2 VAT a—VlE~T B 5 REBE 37T HICB T 2 i &R BR(CH— 7 V3B
BT, 52 B GIZHIT 5 LDL-2 L AT v — /MR TFRIT 12 BHOE TR IV EET T2 2 L < FF
(TAPNEFSV LN =3 oY A WAYS I TN E € NV A WA/l i
B2E - REAHER OABAT—4)
BALATO—ILMEREICRTEVUNREF U TINREFUORRT MLNREFUERBE LT
_EERIEBEHROERT—42 WEAT—4)
EAL AT )VIJEDREFICHT DYV NRARF U TITNRAZF U XIT MAARAZF U axBE L
7o AH] bmg KT 10mg O _HE R ILEGAER O 5 sABR DL RO kx BB Y R DARF OF M
FAFTRBARNT LTz, T ORER, 65 bl b Zotk, PARSE LM, st 77 v — k@R, 2
BUGEPRI . IEG 4D E I A X R Y v 7 v Ra—LA# 1510 L\ ) BEFREICEBWTH, —B LIEAMEN
RN, ENENDBEERITB W TCEEMEN RO AT RIT R Do T,



V.

IBFRICB 5 IHH

#& 10 : BEHIASHRE 12 8% 0 LDL-C b3k
(F#| 5mg+15 RU 10mg» | 5 HBROBHET—4) (Hl%)

E _
I\ TN &, ) =N P 77 E_Alrﬁa }F[Ju N AR o
&5 EXUN 65 Ll b | PAREER 2tk | i B (L | 2 TRUBEIRPT | Ao
s —41.4% —44.0% | —42.4% | —42.5% —41.4% | —435% | —40.3%
me (630) (204) (268) (274) (223) (39) (165)
0 —47.2% —50.6% | —50.6% | —48.4% —47.2% | —47.6% | —45.9%
me (615) (195) (267) (282) (221) (32) (157)
P : SBP/DBP = 140/90mmHg I G-RNCBEEERDOE 525217 TV 5 EE

HOK s RRYIR, BRG0P S ORE(:

¥ BMI=30

=11 BEHHDRE 12 BROMBREEFHELE
(&3 5mg!>1® B 10mg? | 5 HBROEHT—%)

FEEHE (%)
NE'E 5mg 10mg
M#E (2000%1)  |FEMEE (388 451) | MAE (194 ) | FE M #E (382 f4)
LDL-Z L A7 1 —/L —42.4 —42.5 —47 —48
HDL-=t L A5 12—/l +9.1 +17.3 +10 +9
FUZUEY KR —19.9 —15.0 —23 —19
JEHDL-= L AF 1m—/L —38.3 —39.0 —43 —45

Mt AR v Re—AfE, EMBE: EALZARY v I v Re—Af
#: NCEPMIOEREZZEIZ, ULTDO3OULEATHEEEAZARY) v Ru—LElHELE,
(OBMI30kg/m> L E(NCEPII T3 E A THLE)
@KV Z V&Y K 150mg/dL 2L E
@HDL-= L A7 1 — LB 40mg/dL AR, 2ot 50mg/dL A
@DBP : 85mmHg A X% SBP : 130mmHg PL_E X I3 JF 5 AR
OBEPRIFE XX ZE M FEIPE 110mg/dL 2L E
T YN R SRR B DAMED 1= DITfToN =T Y v v ZOBET, AFIO B AR T 5 HEIISNEAD A
BO 2500 1IIFFMEYT D WS-,
(6);AEMFE A
1) FRARERE - HEFERARERET EFIHRE) - 2ERFSEREBREER (MRERERKRER)
FRAREREICS IT52EMEICET 5%&E
5 FH RS A A O A S MERRAT X 52451 8390 HillZds\ T, FlalfE 5 & 2.5mg & O bmg % fikfe L 7= SE B D AHA)
Peh 12 ##% o IDL-2L 25 u—)L #al A5Fu—/)L, HDL-2 L 25a—)L, R ZU&Y REW
LDL-= L A7 v —/L/HDL- 2 L A7 a— )Lt DB LRIL, ABIOFERRE 2T 5 ECTRb@Ei L&
Z BB ENBEDIRVEFIZB W T, LT LB THo7z (F 12, £ 13) |

®12: &5 12 B0 MEREELELE
(BaLRTA—/ILMEESE. AEAEEALY | #)E 2.5mg #kEEH)

S S I U I VR T N
LDL-= L A7 2 — L 2691 164.54 96.86 ~40.08 | p<0.001
BaLAza—L 3200 255.16 183.94 —27.31 | p<0.001
HDL-= L A7 01— /L 2965 57.33 59.27 +5.64 p<0.001
b 7YY K 3247 177.14 141.62 —9.30 p<0.001
NG N 2691 3.065 1.735 —41.534 | p<0.001

o AFEERT 3 v ADE L AT v — VILEIC T B IGRE 057 L



V. BRICBETLEA

R13: {BE5 12 BROFHMFREEEELE
(BALATO—VIEEE., FEAEELZLY | #E 5mg #HEH)

LDL-=t L A5 i — L 30 153.21 80.48 —46.52 p<0.001
GaLAFE—L 37 252.32 177.24 —29.15 p<0.001
HDL-Z L 25 1 —/L 35 51.98 56.44 +10.70 p=0.002
U Z YUY R 37 252.54 177.86 —19.45 p=0.001
E]]))Ii'_z ii;‘;:jﬂtt 30 3.211 1.505 —51.319 p<0.001

o AAPRERT S » O L AT 0 — VIEIC ST B IRRROBEG.72 L

MR &R PRELER 17

NG H D5 VITEIIIRA 7 —_ v a VT P EDORBIRE RS IFEm a2 L AT v — L EBE & x5
(2 LDL-C % 80mg/dL R IZIL F &85 X 91K %Z 2.5mg/A LV Kk 20mg/ A F THitE&R 5 L. Mm%
WS IVUS) ZHWWT 76 B OEENRT 7 — 7 KO E(LRERF Lz, 7ok, RBK TROAR
Flo1 HdH7- OV E 81X 16.9+5.3mg Th -7,

A5 R R 5251 126 BlZ BT DS NEEME OV LR&IZIR 14 DL BY Tholz,
Fo, JHEIRT T — 7 (R IIAFIR SR L il L, AEICHED Lz (F15) .

BRI OV T, ZEMEMTIE 213 il 74 1] (34.7%) 166 O REIERNHILL .

HELBIEMZ

31 10 fRIZRRD HAVIZA, FELC, FEZE, AUEUH BLARIE O BGII A SR o T,
& 14 FEEOTHERVFHELLE

R=RF A 2D 76 1% O
RN B E ¥R B i ZE (%) 1EEAR ¢t RE
(mg/dL) (mg/dL)
LDL-=t L 25 12—/ 140.2 82.9 —38.6 p<0.0001
BaLxFo—L 213.6 157.8 —24.7 p<0.0001
HDL-= L A5 0 —/L 47.1 55.2 +19.8 p<0.0001
FUZUERY R 147.8 130 —4.8 p=0.1639
NG 3.12 1.56 —47.54 p<0.0001
F15: IVUSIZL B EEBIRT 7 — 7 REDOE1L
R—=R2F 4D 76 J % D
SR IARTE B SLEN T ZE#FE (%) 1HEAR ¢ FRE
(mms3) (mms3)
5= 72.1 66.8 —5.1 p<0.0001
i 78.3 81.6 +7.3 p<0.0001
1% 150.4 148.5 +0.8 p=0.4673
2) RAREHELELTEREFEODARXITERL HABROBE
ZEERR L
(1) Dt
s ER L
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VI. E3hEFEIE(IZEY 5I1E8H

1. EEPMICEESHHILEYMRITILEYEE
HMG-CoA i#2 tft R ILER| (FINRAXF T RITA T RURREF UV T A VN ARTF
THURALTF L F RYU A, EENRAZF LT L)

2. B
(WERERLL - 1EFAHRE
O ANRAEF AN T A, HBRNICEEINICER Y AEN, IR CTOa L 27 a— L ERRRORER SR
Td 5 HMG-CoA IR 2 BN OBEIICIAE L, a2 L AT v — VAEGHRERAICIEIT 5, 2Ok

N

AN O a L 2T a—LEBMET L, 2ha 972 LDL /RO BRENFESINS, 20 LDL %

BAREZNLT, 2L AT AEHAROEWI REHTH S LDL OFFFE~OE W AZLSEEM L, =L
Ta— A METT 5, ARFNL. IFECIEF & L CREMRE R 2 LTIV IAEN 17D, IREBURIME D LA
W2, BRENNDE R & BRI AR WML O EE I 1T H W IA E T < < HFREERAY 72 HMG-CoA 2 tEEEHEAITH
HEEBEZBND,

1) HMG-CoA EtEEREER 19

2)

3)

DANAZF AN T LE, 7y NEOE MFIZ Y —LAHKkO HMG-CoA EILEEF K UE b
HMG-CoA = ItEEE Dl N 2 A okt L CHEER 2~ L. (dn vitro) .
FaLXTa—ILERMBEEERA®

QANRAEF AN T AL, Ty MPMlEO a2 VAT a— LAk E HEERGFHICEE L, £/, 20
FLEVEM X, fiio> HMG-CoA 2 el B EANC e~ TR MM FrE L 72,

LDL 2BAKFE/ER

B ANALF IV 7 AL, b PR K HepG2 #ifidd LDL 5 2K mRNA O34 R R AT
HL., £7. LDL#&EEL M7 (in vitro) .

QEMERAT 1T HHABRAME

1)

2)

3)

mbhaLXATFa—LIETER

BANRRBEF U AN T AT, A X, =7 A%/, WHHL %X (b FFEEEES2 VAT 12—/ VIE
DETNE) IZBWTIERI L AT r—LEx £72, 7HREH E*3Leiden N7 VAV x=v /v U
Z (& VLDL fEEF L 8#) KOt h7HREHA B/CETP (2L AF 0 — /LT A5 VEREEH) T
AVxz=y <A (B bOab A7 o — L RENEU LERERBEREZ AT 27 v 88) (20T
FifEF 2 L 2T o= L2 A BIR T SE, A XI2BWTE, HMG-CoA 2 TlE#EDKISHEN ThH %
A m oI R E A S IRAFRIR T S,

B ARAE 1L R 1 4 FA

0 ANRZZF AN ME, WHHL 74280 T, KBROIEELEERE, 2L AT 0 —/LEa®D
B2 6726 U, BlRaE(IRZE DM 2 mdl L7z,

)T YY) RETHER

QANRZF UV T AL, THREH E*8Leiden N7V AV 2=y /v AR FTHREH
B/CETP F T o AV x=y /7= ADMIER FY 7)) REETESE,

(B VERFIREFR] - R
MM ER e L



VIL_ EYEhfelc B9 5 HH

VIl. EYEREICET 5EHE

1. MPREDHTR
(1)BELAG M PERE
BRI L
QEGKRABR CTHRIN-MFRE

1)

Ak 2

R AN B 6 BillC o ANRAEF L LT A bmg OB CLERHICHERE NEE Lz 2 A, i
o 2 N2 8 F BT G4 b IFEIC Cmax Z7n L, IR (te) 13202578 Kl TH -7,
F72. Cmax &K AUCo-24 IZZNE I 3.56+=1.35ng/mL & 31.3+13.6ng-hr/mL TH 7= (CFE¥fEE
B R . 2B, BANRARYFUOERNBEBEIRETHL EEZ LN TWE GHEAT—4) |
RERE 2

TERERR N B 6 BllIc o ANA L F U7 510 KON 20mg % 1 H 1B 7 AR, 28R RERE D5
Lick 2 A, 5% 24 RO MAEH m A N2 X F R IIR 212 B L, KERS 3 EIHICIXIZIZEH
WREICEE L7z, EHIREBIZH T D AUCo24 (ZHEHR G D 1.2 5 TH Y | £ OEIZEREIE G TOREH )
SOTHE & FRETH T, LT > T REHERGICE 2 FPHEU EOEREEIT/RWEB 2 b, 728,
HAAIZEIT S Cmax K NAUC IZHEADK 25 TH 7=,

K16 BEHABHRIZETEOXNREFUDEYERE/ANZ A —4 (n=6)

M Cmax® Tmaxb AUCo-24% AUCo-? te®
(mg) (ng/mL) (hr) (ng-hr/mL) (ng-hr/mL) (hr)
ABARANCZORNRRAF AL HLERE LIZEEDHER
10 H[E | 7.87 (54.4) 5 (4-5) 74.2 (56.0) 126 (39.3) @ 15.1+5.369
i | 9.38 (71.5) 5 (5-5) 90.5 (67.0) 167 (30.0) @ 18.4+4.629
Hilm] 20.5 (54.6) 4 (3-5) 171 (53.0) 209 (50.1) 19.1+5.81
20 g 22.1 (68.0) 5 (5-5) 206 (63.9) 248 (62.2) 14.8+5.76
SHEAN (AAN) ISARNRREIFUANDDLERELIZLEEDHER
20 H[A] 10.7 (52.6) 3 (3.4) 77.8 (48.8) 103 (48.6) ? 16.8+6.49

a) BMTTIE (ZERED . b) TRME M), o FEEIEERE. d)n=3. ) n=4, f)n=5



VIL_ Y Ehigc B4 5 IH H

3)

4 BEBRABHIZETS 18107 BEREZOESHOMBPIORNRE FUREHR
(BRAFEHBEFERZE. n=6)
(ng/mL)

100 ¢

-o- 20mg
- 10mg
10 ¢

MR N N OO N T BERE

0.1

0 24 48 72 9 120 144 168 192 216
REf (hr)

FEEOEE WEAT—4%) 2
Child-Pugh A (=7 : 5~6) & 5 Z Child-Pugh B (227 : 7~9) OAEABESL 6 fillcm 2
AL F AN T A 10mg & 1 A 1[E 14 BRERO#ES L, Eh e 222 F U REEZRIE LT,
fiFbEE B H O Cmax &Y AUCo-24 IXERERRATEDO Z N ZH 1.5~2.1 [E KN 1.06~1.2 5 TH Y | FRIZ,
Child-Pugh 2 227 73 8~9 O EE 2 HlI T 2 MAEPIREL, fickk_CTRrotz, [2,2, 9.3 BH]
BEENERES WEAT—4) ?
FIEE ORI D BEERE (4~8#)) ([CuANZREZF T A 20mg e 1 H 18] 14 HREKER D
Beh L, Mo ANAE FUREZRE LTz, BENSTEEOBEEDSH L BE T, B ARRXF
COMEFREICHTIHBITFLEALRBDON RN, LML, BE (ZLT7F=227 YT T AL
30mL/min/1.73m2) DEFEE D &H % HE TiE, RN~ TIARFREDK 3 512 EF- Lz, [7.1.
9.2 2] ( [V2HEEARUVHAZICETHEE] KO [VIL6.Q)BHERERE 0HASR)

X KRNV - R
SHE~OES GEAT—4) P
BHEEE . BT ZEEFEE RO RE S 8w AN ZF s 7 L 40mg KGR
M) ZHERAO#KLGLIEE ZA, BED Cmax KON AUCe 1L, TR ENLMED 82% K& 91% Th >
7o Flo. FHHEED Cmax KON AUCo 1L, ZNEiLE g D 112% K TN 106% TH Y | FiK EREE 72
HHEZERNE DTN B X BT,

(3=
%HEE R L
HEE-HRAXODZE 2

1)

BEOEE WEAT—4H)

fRERER AN 20 BlIC B A RAXF U H T 7 A 10mg 27 0 A4 —3—3EC 1 H 118 14 AR, 2208 (&
% 3D H D WVITBBITROFEG Uiz, B%EG LTz & & OARF ORI ZEERI R TRSNTH Y |
Cmax [FEHFICEI>T20%EF L, LL, BH%EELD AUCo2m (FZEERHHLG- D 94% TH Y | AFH|D
WL EA~DEFOREIT RN LB R B,



VIL_ EYEhfelc B9 5 HH

2) HRAEOFEE
VI. 7. 8 E{EA ) 0lEAE&MHR

2. EMRER/INTA—S
(DFEITAE
MR L
(2) R R FE 3 48
MR L
(3)H KR ETEH
MR L
@H2IVT7ZR BHHEAT—45) 29
TEEER A B 10 Bl 2 AN EZ F o vy A EFEIRNERER G (6mg/4hr™) LT Lo AN X F
YORHMIET VT T AR PE T VT T AFEREN 31.9L/hr KT 11.6L/hr TH Y (7 AN ZF 0%
FITHBIC L2 EkEZ T D EEZ BT,
X% 1 KGRIV - R
(5734575 25)
67.9L (ERERRABIE 10 Blic e AR X F 2 B v w7 A EFIRNFHGER 5 (6mg/4hr™) B)
X% 1 KGRIV - R
(6)Z Dt
MR L

3. BEE (KEal—tay) @i
(DR 3%
AR L
(2185 A — 5 EHER
gkt L

4. ) X

(1) IR UR BB L
HALE
<BF 8 (Svh) >
T v S OMLEB AL — T ZER L, HC-0 ANRZREZF A7 L% 0.5mgkg OHETEALE,
5% 2 RIS — T WITIRAF T D I RE 2 E L7c & 2 A8 T4.7%. /MG S 82.4% ., /NIBHES 91.9% .
/NG TER 78.0%. #Eil 87.3% ., MONE 18.1% Th -7 Z Linb, B ANRZF LT v FOFLE 2IKD
SRR IR S D EHEZE ST,

@QEIRE NEAT—5) 19
70 AF— =1 L0 BEEER B 10 Bl e AN ZF AL bk AR S (8mg/4hr®) K&
OHLEIRE A5 (40mg™) L7z & & DMt NA 47 <A Z V7 ¢ LORFIIHED S | TIERITH 50% 2L 1
Tho TSN,

* KRN HIE - R

B EEREER

REER e L
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5.

4

<s8EZ:.8% (Svbk) >

JRE D =a—VEMBLIZHET v F Al WC-a ANRNAXF AN T L bmgkg ODHETRAOESG L, 0
fRHZBIOKEZ »~ b B O+ ZHRIBNICELE- Lz, 7 > b BOHFIZIE. 7 v b ARG L2 BEREED 19.1%
NEUL S, FGEOR 20%DNHRINEND EE2 LT,

v i}

(1) % — A B P9 @@ i

AR L

<5EZ.8% (Tvbk) >

T MCUC- 0 ANRREF U N M bmglkg DR THEIH HNE 1 H 11814 HBEIKER OS5 L,

FARE N BOR BRI 2 JE L 7oA, BEES . KEEG TR BN, K, BFBE. TR L OFIRRO KU

RERE ITRHIBAUT TH Y . M~OBITIHIEE A LRV EE X BRT,

(2) 1M i% — bR A& A P @@t

MR L

<BEZ .8 (Tvbh) >

FEIE 16 HDT v MC 14C Ei#kd 5 WITIFIERR O 0 A2 Z F o L3 Ak 25mglkg O & CHEIR O #

BL, $5% 30 ST RED D e AR Z F o OMBENIREZHE Lz, TORE., BERER R 2R

A2 F o DORRPREZ, RMEMETREDOZN LN 3.1% KT 1.4% ThH o7,

A ~DFITHE

AR L

<5EZ 8% (Tvbk) >

IHAEIHE T > MC UC- B AR L F VT A 38mglkg OB THEIRE O£ L, mfEdh kOt

HORBSFTHERE & & BIZHH R R AR X F UREZNE Lz, ZORE, i HORERE IR 5% 4

MichE iz R L, P IS REIR L D 0.76~3.07 fF DM THER L7z, E/o, Fthu A2 7 F U RET

JEHTRBIRE D 34~60% Toh o7z, TNHDOFERENG, 7 v MIBNTRANRZ F U RO OREHPITHIT

FIZBATT D B2 DT,

(DR~ DIEITHE

MG L

(B)Z D DB~ DFATIE

MR L

<BEZ . qB¥H (Tvbk) >

1) HEHESE 20
HEZ > M UC-a ANAZ F U J V7 W bmglkg O F R CTHRIRE 085 U ML PN RER E 2 I E
L7z, MRS H D @R EAYER® Hav, FFlsH U BRI 134 5% 16 IR miBIEZ R LT=ns, 2D
L OFARE TITHE G 1.5~4.0 FEEICHR SR E RO STz, £7o, #5515 43 O FFIs AP i BE i i 13
HEPIRED 25 (5 ThoTo, ZHHDZ LMD, WIS L7 B BRI IR RIS T & 2 g~ D) Tk
R 3% m T & B2 b,



VIL_ EYEhfelc B9 5 HH

2)

R17 Sy FMZHTFBMUC-ORNREFUHILYDL (5mglkg) BEEFEORSEOMEBAKSTEERE
(FHHIZHERE. n=3)

JERERE  (ng eq. of rosuvastatin/g)

FIER
15 45 1.5 KFH 4 FREfH 8 IRF[H 24 FEfH] 48 BEFfH] 120 HEFH
ik #E | 38.6+12.0 79.4+14.7 68.1+8.1 44.8+15.3 | 28.9+12.7 | 10.9+3.3 ND
(1.00) (1.00) (1.00) [0.56] [0.36] [0.14]
it | 24.8%5.7 48.5+12.2 47.7+9.6 29.6+8.7
(0.64) (0.61) (0.70) [0.61] ND ND ND
N—XH—| 21.0*3.8 45.8+6.6 49.2+17.0 21.1+55
i (0.54) (0.58) (0.72) [0.43] ND ND ND
T % OB 14.1+06 27.0£1.5 23.2+3.9 12.0+3.5
(0.37) (0.34) (0.34) [0.44] ND ND ND
+
My ND 14.5% 1.7 ND ND ND ND ND
(0.18)
L i | 17.5+2.5 31.5+1.6 927.7+17.3 16.6+4.3 9.0+1.9 ND ND
(0.45) (0.40) (0.41) [0.53] [0.29]
i 16.5+1.9 31.7+2.7 31.6+8.8 16.7+2.8
(0.43) (0.40) (0.46) [0.53] ND ND ND
ks i | 965.0+302.0 | 843.6+139.1 | 722.1+100.0 | 477.4+71.8 | 239.3+67.4 | 89.3+13.1 | 19.8+6.0
(25.0) (10.6) (10.6) [0.49] [0.25] [0.09] [0.02]
& fig | 42.6+9.1 89.5+10.5 | 84.4+13.9 49.3+8.5 19.3+4.3 9.8+2.7 ND
(1.10) (1.13) (1.24) [0.55] [0.22] [0.11]
| B 65.7+11.2 49.4+11.2
ND (0.83) (0.73) ND ND ND ND
JiEL ik | 11.3+1.8 18.0+1.4 14.4+5.3 8.8+3.0 7.0+2.5 ND ND
(0.29) (0.23) (0.21) [0.49] [0.39]
ik g | 26.1+7.8 34.3+6.3 26.4+5.3 18.5+11.1
(0.68) (0.43) (0.39) [0.54] ND ND ND
H £ g 1 41.5+6.3 69.5+14.4 27.7+45 15.7+1.7
ND (0.52) (1.02) [0.40] [0.23] ND ND
wWEiEA | 33.7+6.6 65.5+8.3 57.2+19.5 30.0+4.3 25.2+9.0 ND ND
(0.87) (0.82) (0.84) [0.46] [0.38]
(<) 15.8+5.1 14.1+3.8
ND (0.20) (0.21) ND ND ND ND
)53 E| 11.8+0.8 30.1£5.0 34.8+7.6 923.0+8.4 10.0+1.3 ND ND
(0.31) (0.38) (0.51) [0.66] [0.29]
fE R M| 64.5=27.0 |1041.8+386.8| 355.2+188.9| 74.4+8.6 14.8+17.6 ND ND
YRR (1.67) (13.1) (5.22) [0.07] [0.01]
i B 10.4+1.1 11.3+4.8
ND (0.13) (0.17) ND ND ND ND
R ik 19.0+1.7 22.4+5.6 12.4+3.2
ND (0.24) (0.33) [0.55] ND ND ND
I 20.3*0.8 18.2+2.4
ND (0.26) (0.27) ND ND ND ND
ND : BHRALLT (K, /MM, FHE, FEE, BER. BRI, B84 OENRTIX2RA T ND)
() msERRECKT DM
[ ] : SO REREICHT DT
RIE®RES

7 v MTUC-m ANRNAZF )V A bmgkg D& T1 H 18] 14 HEKERO#ES L, 1[0, 6
[ &% N 10 RIS AE#G-1% 24 Rl 7e 5 ONT 14 [FISEHG-% OB BUREIR EE 2 ]IE L7, 6 [[IKX U 10
RIS AR % 5-1% 24 FEH OB ST BRI XFRE TH Y | KIEHR G 6 [AH £ TICERIRBICEELZ &
Bz b, WA LR E RIS, 14 BIERG-% 24 REREICI51T 2 MR BOR RETR B2 1305 il 2 D 20

~56%TH Y (GRIEY > EiTK 2%) « KERGIC L > THREELFE L KT 5k

P b

Iehole, Eio, AMRRO B RER BT M P REIREE & ITRBROEE THAET 2 L E R b,
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RI18: T Y MIBITH “C-0RNAREF AL L (Bmgkg) 1 B 1 BIRER O 5RO BBAMESTEE
=E (EFH+RERE. n=3)

;4SO B IR B b

JHREIEE (ng eq. of rosuvastatin/g)
M | e | 6 RS | 10 EHE 5% 14 [a1$ 51
24 FrfH] 24 Fi¥fH] 24 F¥fH] 1.5 R 24 I 48 WFfE | 120 WERE
il # | 2894127 | 49.0+t13.3 | 47.0-13.9 | 154.039.6 | 66.0+12.8 | 20.9+7.1 9.0+3.0
(1.00) (1.70) (1.63) [1.00] [0.43] [0.14] [0.06]
il % N N 112.9+26.4 | 63.1+10.9 | 35.2+1.8 | 31.9+5.0
ND 86.0£5.7 | 43.7+9.8 [1.00] [0.56] [0.31] [0.28]
iR ER 11.1+2.8
ND ND ND [1.00] ND ND ND
IN— B — 81.9+23.9 22.9+5.8
+ +
" ND 14.8+7.1 16.3+2.0 [1.00] [0.28] ND ND
™ 3R 4 . 50.8+11.7 | 13.8+2.1
ND 9.6+t4.3 10.6+4.0 [1.00] [0.27] ND ND
LU ND ND ND 25.7+85 ND ND ND
[1.00]
i ik | 9.0+1.9 16.7+6.1 19.7+4.9 73.84+21.1 | 26.0+£3.7 12.1+3.0 ND
(1.00) (1.86) (2.19) [1.00] [0.35] [0.16]
fiti 4 . 69.4+16.6 | 23.3*+7.6
ND 15.1+4.5 17.8+5.9 [1.00] [0.34] ND ND
ik i | 239.3+67.4 | 416.6150.4 | 411.5+24.9 [2138.4+329.8(654.6+204.3| 219.3+59.5 | 125.4+29.0
(1.00) (1.74) (1.72) [1.00] [0.31] [0.10] [0.06]
X i | 19.3+4.3 41.6+8.4 46.6+4.4 | 209.1+53.9 | 60.8+8.9 | 27.4+35 | 20.2+3.9
(1.00) (2.16) (2.41) [1.00] [0.29] [0.13] [0.10]
| B 100.1+13.7
ND ND ND [1.00] ND ND ND
i ik | 7.0+25 7.6+0.8 9.7+2.4 37.8+9.1 13.0+2.0 ND ND
(1.00) (1.09) (1.39) [1.00] [0.34]
e IR 4 4 61.3+11.3 | 12.2+25
ND 14.4+6.4 8.9+2.6 [1.00] [0.20] ND ND
G s | 157117 16.4+0.4 13.4+25 56.4+11.3 | 17.8+t14 ND ND
(1.00) (1.04) (0.85) [0.91] [0.29]
s | 25.2+9.0 21.8+5.4 20.0+2.7 | 140.3£40.0 | 27.7£4.0 11.8+1.7 ND
(1.00) (0.85) (0.79) [1.00] [0.20] [0.08]
(<) 25.5+7.1 9.0+1.1
ND ND ND [1.00] [0.35] ND ND
7 | 10.0*1.3 20.7+3.7 21.1+1.3 58.9+20.3 | 19.9+t1.5 10.4+0.5 ND
(1.00) (2.07) (2.11) [1.00] [0.34] [0.18]
B it 34.6+7.1
ND ND ND [1.00] ND ND ND
B WOEE| 14.8+7.6 32.7+18.7 16.9+7.4 |1253.8+761.6| 29.7+15.8 ND ND
DAY (1.00) (2.21) (1.14) [1.00] [0.02]
© +
L ND ND ND 73.9-34.9 ND ND ND
[1.00]
& [ 20.8+7.4 7.1+0.4
ND ND ND [1.00] [0.34] ND ND
KR B 4 . 33.1£11.9 | 11.9+1.4 | 4.9%0.7
ND 102517 10418 [1.00] [0.36] [0.15] ND
RN L. +
LR ND ND ND 343174 ND ND ND
[1.00]
ND : BRHEBRLUT (K, /MM, B, FTEELOHIRAR TIX2FR T ND)
( D FEE 5% 24 R OIS 5 b
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6. £t
(DRHEBL R URBEE GFEAT—42)

TEFERR N B 6 Bl 1UC-0 ANAXF 7 A 20mg ZHERAOKRE L-E 24, BEEITEICESIC
Peitt S, REOFERIAEET DS RRO ERDIREMETH Y . 7 AN EZF L ORND S ORI
TLORBOFEGIIRES RN EEB R b, REPITHEET 2 ERBHWIL, N-WATFLEKRNES-F 7 b~
KTH o727,

fEFER AN BIEIC g ARZRZF vy 7 A 10mg & 50T 80mg™ A a5 L= L 25, HMG-CoA i#
JCIE R P EVE MR T o A N2 2 F o CREIR) IRE L FFEO#HERZ R L, METIZBT 5
HMG-CoA #cEE R EEE IR T 2RO F LI T TN TH L LE X LN,

K5: ERZBITFAO0RNREFUOHTERBHRER

OH

CYP2C9,
CYP2C19
N X N0 N0 S N7 OH
mc\N/lN/ cH, CYP2D6, H\N/lN/
CYP3A4
SO:CHs CHs SO:=CH3s CHs SO:2CHs CHs

55-7 7 bk O ANAL F N-Jib A F AR

b h#:1.8% v h#:76.8% b 3E:4.9%

b MR:0.6% b MR:4.9% b MR:1.2%

* KRS L - R
QRBIEE5T 58%F (CYPAS0%HF) DnFig. F5%F
1) RENZTHEE
i) in vitro X HEHER 29
b N EEERT IR A BN D dn vitro BBRIZISVN T N A FOVRPAER L7228, 2 ONEHEE 3R 10k
WThoT, £ NI A FIUALICEE 59 % T/ P450 2 FFElE CYP2C9 & U8 CYP2C19 T - 7278,
CYP2D6 X° CYP3A4 2 BG4 L rlaett bR =z (X 5),
i) BREREER MEAT—42)
0 ANALF o ORNENREIC RIE T P450 BLERI OB A Mt 2729012, 7 v 25— /129 (CYP2C9
Ot CYP2C19 OFHEARD ., 7 haFy —n 30 f hFafFy — L3Rz 2nv A3 (BLE
CYP3A4 X OVP ¥EE A OMLEAD & OO HRERZ FEM L7223, IS0 2 EAERITRO b o iz,
TET 47Tk (KEEAR) E0HEG LIEEx, mANRZF O Cmax KO AUCo 1ZZ 12
221 RN 1.88 fFITHgIN L7 (UMEAT —4), B ANZHZF T OATP1B1 %4t L CHFBIZHLY
AEN, T LT 4 70 PMEEORY AR EZHET D2 LI2E > T, B AR E F oo mEHiRE 4
mEEs B2 TS,
2) FI-RIFTEE
i) in vitro (X BIFAE A5
0 ANRZAZF L (50pg/ml) 12X % P450 (CYP1A2, CYP2C9, CYP2C19, CYP2D6, CYP2E1 }
N CYP3A4) THEPEDMLERIT 10%LL FTho 72,
i) BREREER WEAT—42)
N7 7 )88 (CYP2C9 KO CYP3A4 OFVE) H2DWITY T 39DIRNENREIC RIT T 584 M
A L7272y, B aAE AR mm%m&ﬂokomm%4%§¢%®ﬁﬁ%&ﬁﬁék
OB IE L OB Z FEM L 722, = F =T A T DA — LD METEE IS TR bNT, 1



VIL_ Y Ehigc B4 5 IH H

ANALF 13 CYP3A4 ITHT D EE 2R S0 B X b 39,
GHEBEENRDEERVZDEE
ZEER e L
DRV DEFEDHEER VLR
7y MFI7 vy —=LkTt b HMG-CoA EITBER M N A A KD N -BiA FAROREBREIL, £
NENRENME (RANZZF ) O B50% Kk 14% TH Y . ARFHO & F CTOMPELELRITREMED
4.5% Th-Tz, £/, 5S-7 7 FAED HMG-CoA EiEMEEME T v MFI 7 v Y — Lz 0TS
L7z 8. HMG-CoA i iR HEEHIIAIED 9.6% TH Y . Z1 6 DIREM DI ~DF LT hsnweE

bz,
7.8
(DHEMEEAL K O

FAAE P K 0 R SRS D,

@Rt GrEANT—%) 30

TERERR N B 6 Bl 1UC-a ANAXF v 7 A 20mg ZHERAOKRE L1-L 24, BEEITEICESIC
PRt X4 (90.2%) . JRAHEBEHEIEERIE 10.4% TH o7z, IR S 2 HEEED 68% 134 5% 24 Kf
MIE Tl S zas, FEF ISR S5 ETEED T9% 13514 24~72 BRIt &S iz, 72, RED
P A~OREEIEM T, ThZhEb5 80D 4.9% K 76.8% Th -7,

M6 : BEMABHIZCEITS “C-ORNREF ALY L (20mg)
HEZEOKRSEOREDKRSEETE (FYEFFERE. n=6)

120 -
100 -
80
60 -

40 -

RRERATREYRIER (%)

20 r

0 24 48 72 96 120 144 168 192 216 240
5l (hr)

@HMEE NEAT—H)
[VI.7.2)8EME] OHASR
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9. ENMZFICLDBRER

(DRSS
MR L
<BE: WEAT—H) >3
BIEEIFENT BE 10 Fllc o A RZA X F o vy 7 A 10mg™ & Bk O & 5%. 0. 0.5, 1. 2. 3. 4. 5. 6.
8, 10, 12, 24, 48 WM ETOR AR X F U MBETIREZHE L, EYEREL MG Lo, SRBHET, 2
PR IO L, PR RUIERSENT (CAPD) % i L7, ARBRIZEH T 5 Cmax, Tmax & O AUCo-4s 13
FERERL A DI ENRE & IEH BTV ey, REENE RERECMIRENT BE OEYBET 07 7 1 )L LI
WIZRR-TBY, B AR F UAIEREEENTIC L - THORIERE STV 5 ATREMEA R Sz,

X KRNV - R
(2) & BT
BHTIZ LV BRE SR,
<8E:. WEAT—4H) >
MIEENT %2 FhE L TV D RIEREREIC T ARZZF ALY A 10mg*% 1 H 1[0 16 HERKER D&
G (ZEpgRE, 1) L. EEREA R L, RSN L, 27V —= 7R, &5 1 AF #5% 2, 4. 7,
9. 11, 14, 16, 18 H HIZHEM L7z, MEEH 2 Fhi L T 5 KB R ERE OEHFIREICBIT 58 A2
42 F D AUCo24 KO Crmax 13, BERERRAIZHLEZ L TERZIL, 50% K O 58% it % 7 L 7=,

X% 1 KGRIV - R
(EEMEER
AR L

10.HENDERERTHEE
[VI1.(3).3)FEENEE|] KO [VI.1.(3)4)EHE~DKRE ] DOHEE LR

1. ZDfth
BRI L



VIL.

2l (I EoEES) (ST SHEHA

VIIl. &% (FEARALDIESE) (CEHT51ER

BREZTDEH
LTV

T g
& Of
3 wF

** 3
(53

BERNAEEFDER

2. R (ROBEICIFB‘ELENIE)

2.1 REN ORIk LBBEUE OB D & % B

2.2 FFHEREMME T L TWD EEZONDUTD X D 72 BE
SR, B OSMEREE, T, . ¥9E [9.3.1, 9.3.2, 16.6.2 ]

2.3 IR TR LTV D Al BEMED & B MK O3 (9.5, 9.6 R

24 v v ARY EFEETORE [10.1, 16.7.2 ]

fiRER -

2.1 BEHRE RN 5 — M AT R, WA A O oy C TR & ST EUE RS B B bR A b
DB T, AADOHEGIZ LY BBIERDHE T LBENDNH 5.

2.2 AFREREAME T L TV DB TIIAFIOMPEEN EH42 2 L b AFIORIERN S bbhod <258
TN b D, Fio, ARNZEICHBICBWTERT 3720, FEELZELLIELIBZANRH S, (VI 1.(3)
3) HFEEFEDFE) 0HEZZM)

2.3 JeAs S O AR E CORRRER T, fhim o xh3 268 HRER I3 72 < . AFNOMERIZxE D 2 a3 LT
W7, 7w MIftho HMG-CoA iZ2 iR ER 2 KER G LGS IR RO BRAFE R HE ST\ 5,
izt T, 1o HMG-CoA & BRI ERIT, ER 3 » A L TOMICIRA L= & &, BIRIZE R
ERdh bz OWMERD D, KANX, 7 v MEALEGRBRICBW T ~BITT 5 Z @l s
TW5, (VI 6.5) @), (VI.6.(6) 2FLIFE DOEESM)

24 [I.7ABE{ER(1) BEREZER) OHEEZZR

MRERIFZRICEET 2B & T DER
(V2R IEHRICEET 5FE) OHESM

. RERUVREICEEYT TR L ZTNER

VAREZRUVA=ZICEET 538 OHASH

BELEAMIE L FNDER

8. EELEAMNIE

81 HEMNMUOE L AT 0 — )VIJEBEDIEATH 5 BHRELZITV, FICEBEECEIME, W% D
EIMPECRBRD Y 27 77 7 X —DOBHE L +oEET52 L,

8.2 HEHHITMHFIEEME A EHAITHRE L, IBRICHT HRIGHRRBD MR ONGEICEFEGERIET 52
&,

8.3 WHBHME X IT B 12 £ TORIIFAI, H1Z 1\, ZHLIEITEN CEEIC 1 [F1%) ([CHHHEEER
ETEITH &, [11.1.5 2]

8.4 M/ IMEIBANH HbNDZENHDHDT, MKRESEOBZEAL /021752 &, [11.1.6 ]

8.1 F2 L AT v —/VIJEDIREANIZITHET 2B FE, &2 VAT 0 —/VIIEDOIER ORI, RF#E
BRI LA B O T ATEEEYGE CTH Y 7o & ZEWIERD LI & 72 o CHATESEYGE & HARIZE <
ZENEETH D,

8.2 F= L AT v —/VIIEDIREANIZIT BT 2B FE, RN WGEITEAR A S, #Y)72i5%
DIEND Z L ZRETHTDICFEI L TWND,

8.3 HFHERERE EIEBI D% < 28, B H-BRMAHR Iy A INICHFBEERE MR NI L T D, K0 HEE R FHHE
FEEAOERZ KRR T EFICIFEREREZITO 2 &2 E L, HARBIREE IR B
WHA RTA DO AESEBICMER 2% E L, (IVIL.8. (1) EXAEMEREMBEIR OHEEZBM)

84 (VI 8. (1) EXLEMEALMEAGER) DHAZSH)



VI Zzett (B Eoikgss) (B4 55

6. RENERZEHT OBBICHT IR
()EHE - IEEFOHLEE

9.1
9.1.

BHHE - BEEEDHIEE
1 HEEFRBELSHOIOLAOTVEDHRELHIUTOESE
o TIa— LA
o HURIREEREIS TIED B
o WIEMEDHER (YA bu 7 ¢ —%) XXX OFERO B 5 BE
o HHIMEOFHIEEDOBERD B 5 BE

912 EEMFEINENIZFOBEEOHIEE
EIEMEEE (IR, 258 NEUIER T2 220355, [11.1.4 B8]
fEER -
9.1.1 HMG-CoA B tEEHE L EAILHDOFEFE, 7 a— L hERFE TIIT Va3 — I X Ao HERE
EH (o H )= ARz OREMT & T LT e RIC K D HRNESREERIEMEOME) TEERENT (=
X )= L HIEECHRN S h 2y R 7R 5 EEEEM) 51 L BB RARE 2 5 e ke
(Tha—n I F T —) ZRETHENRD D . MEHMAEDERIK L5 L OWRENRH D
Tl VMI6HENDEREETIEEICEIT 2IEQ)EHAAEREESE 0.2.2) OfFFUILHE LZFMICE
JAMEHC LY, Tra— L HhEREE, IR TEORE, BEEOHKER (HyAta 71—
%) IZOFBEREO H 5 BFH . HMG-CoA E LR HER XX 7 « 7 7 — hRIEFITORBEE OREAE
DS D BFEITHBMAEZE - LT WHERNE2AT2EF L L CEERESNATWD, (VL2
BEANBTEZTNDER2.2) KO VIA1.3).FEEDFEE) OHEAESMR)
Q)BHEEERE
9.2 EBEHEEEETRE
921 BHEREEEEOHIESE

922 BEEXXIZOBEEOHIESE

923 EHEENDEBEREEOHIEE

AKENE 7 47T — FRIEFNZ AT 2GEIE, BIFRESCL 2S00 Ll S B 5A 20 A0
T5HI &, RIS ERSREEAL & E O AR BARIE N B B bV, 2SI 2 58I
EHMICEIERES 25206 L, BRER (BWm, B o8, CK E&H., mAROyRF
ey ERWRNCMEZ LT F = EREOBEEOEAEZRBOGAITELICEG 2 IET
HZ L, [10.2&MHE]

FEBUHRMRIE DR EFI DL NEHEEERELZ AT HHRETHY . Tz, BBUHRMEIZE - TR
REBHEENLAHObNDZ EnH 5, [7.1. 7.2, 16.6.3 ]

AFIOMPEBENGL R BFANRH 5, [7.1. 7.2, 16.6.3 &[]

fiRER -
9.2.1

9.2.2

HMG-CoA #ItEERAFAI L T « 77— N RIEHIIE O P F, BB ¥ 2 B MR A EIZ R 0
BOOLNDLBEITH L, KAIE 7 4 77— FRERZOHT L Z LR 2 Hen Ll S 25512,
BRI (PR, M) oFBL, CK EF. P LR WRFIA /ey ERIETNCImEZ L7 F =
FAZICERE LR OHHT 2 &, ZNHDOREIR - BUESFRD b HEICiE, BEHicEGE2H 1T 5
b, Fh BE (LT F=r27 07 7 A<30mL/min/1.73m?2) OBFEED H D BE TIE, MR
MNZHERTARBOMAF LN 3 FIC L5700, EERICEFTH Z L, ( ML7.Q)HRFELZTD
HH| OHESM)

R 5 T OB BEE D H 5 B#H T, Cmax, AUCooan IZIEFERA D 1.1~1.8 5 TH - 7208, HIE (7
V7 F =27 VT T A <30mL/min/1.73m?2) OEEE O H 5 BH TIE, EEFERK A AT g
F1 35 B Lz, £7-. BHEHEIK TR TlX. HMG-CoA i#tls 35 [ E A 5-HF 2 A B 4 5 BT b iz
JEORBUBENE L 72 d &L OWENHH, BINEZKLFEAT (The European Agency for the Evaluation
of Medicinal Products : EMEA) [=3£5hZ% 5% (Committee for Proprietary Medicinal Product : CPMP)
DEIE MG ZEMER Y —% > 7 /3—F ¢ — (Pharmacovigilance Working Party : PhWWP) 25\ C,
HMG-CoA = el L EHEANC X 2 fBEE I DUV TRE M T DAL, BIEE O & 2 B 1IN B iRE 28 =
LT WHEREZAT L5720, HMG-CoA iE R EM 2 L7 2583 ERICKR G T XETH L EON
R SCECEERT o~ Lot sn, ([V2REERUVAE LU VL1.(3)4)BEED
FE 0HEBR)



VI 224 () EoyrEss) (2R84 5EE
()T HREPEE RE
9.3 KFHeElEERE
9.3.1 FFHEEMNMET L TR EEZEZONBUTDLS LESE
APERFZE, BT R OSMERE TR, PR, EE
BHLRNWZ &, ZoOBETIE, ARAOMPREN ERIT28FNW01H 5, £, AANXEICH
JEIZ 540 L CTERT 50T, IFEEZESELIBENLNH D, [2.2. 16.6.2 BH]
932 FEEXXZOHBEENHZESE
AFNTEICHIRIC oA L CERT 20T, FFREEUIZTOBEEREDO H 5 BE T, FEEZ2ELXHE
LBENNG D, FrZ. Child Pugh 2 27 7% 8~9 MHEH TIX, MAETIEENMICH R TEN-T2 8
OWENDH D, [2.2, 16.6.2 & ]
RN :
9.3.2 HMG-CoA &t F M EAIIGRO B FIH, AANT EICHICOM L CTERT 5720, FFEEL2ELS
TrBENNHD, ( M2EZZAREFOER 2.2) KO [VIA.3)3)FEENDHEE ) OHELSM)
AETEREEET 5E
REZ N TV
(5)0E5%
9.5 EF
BTG SUTHTENRE L CW A ATREME D & 5 ZePEIC I3 5- LR 2 &y T v Mo HMG-CoA 15 %5 FLE A
EREHRG LB AICBROBRAGENRE SN TWS, B2k M Tk, i HMG-CoA 38 B2 E
FIT, YR 3y AE TORICRA LIz & &, BRIBICEREGERD SbhiztoWRENDH D, (235
i
fEER -
931 ( M2EZZABREZTOER 23] OHEEZSMH)
(6)1Z 317
9.6 ZILWE
BHLRZWZ L, Ty b THHTFA~OBITARESNTWS, [2.3 ]
fEER -

932 (M2ZZHNEEZFOER 2.3 XV IVL5.Q)ETH~ADBITHE] OHEESH)
(7N R
9.7 INRZE

INREE 5t G b LT AR OV e R & U IR BRI 320 L T 7Ze Ly,
(8) =&
BRI STV

WHEER

10. #HE/EH

AFIZ., OATP1B1 X O BCRP OEE TH 5,
(MBRZEE L ZTDER

101 FRES BRALGWCZ L)

FEHN 4, 5 R EAR - H (8 71 BT - fERIK 1
v AKRY VIR ARY CEBRESNTOWALIEBHE | 7 AR R
(FoFq 2z, FA—IN%) | BFICHHI LI L &, 7 r AR oM | OATP1B1 &1 BCRP
(2.4, 16.7.2 &[] BB o 208, AFID AUCo-24n | ZEOMERE A BHLET 2
DIEFRNICEHM CE®RSG Lz & Xt | fetnd 5,
NRTRTRELEA LEZEORERD S,

BN
]
nn

B:3 7 BARY CEREINTWDLEBHES AR ZOH L&, 7 a AR Y O PREIZRE
XA AL o 7205, ARAND Cmax &N AUCo-24n DMEFRL A HM CRER S Lz & ik TENE
N 10.6 MO 7.1 1% ER L7z, AFIIZ OATP1B1 X O BCRP O E THH Z ENmbnTRY, v 71
ARV 1% OATP1B1 &KUY BCRP EOMRE #LET 2 MRS 5720, 7 rARY DIz L
DAFIOMHIREN EHTHEEZE2 NS, ( [HM2ZZHNBEZTOER 24 OHESH)



VI Z4at: (A Foksss) (ZB455H

QHtRIELZEDERA
3. HEEHA
QFHRERE (BRICEET S L)
EH 2 F FRERAEIN - B TE HWr - BIREF

7 47T — b REA|
NPT 4T T— FE
[9.2.1 &)

T )7 47 T7—kEOPRICBWTIL, W
NOEANOMAPREICHEEBTALN TN
VW, LML —#%IZ., HMG-CoA &R L EHA
EOPERTT, B, B, CK (CPK) Lk
AP RORFIA T ey B AR
L. 2047 B RE AL 2 £F O BRSO RUIRIE 23 &
LHILT,

T 751 e (AT 77 ik A i D
WERD D,
JEBRIA - - EARREIC BT
2 i AR AR AR IS B 03 Al
HoND A

=aF Uk

T VR BTEE K
A Ty —

~r7u7A RREAEYE
TR~ AUk

—fiZ, HMG-CoA & ol FHAl & O OFH
T, W, B, CK (CPK) L&
FORFIA v ERZREE L, 2R
B RE AL & F O MR RURIE 2N & b b e
EAAN

JEBRIN - - BHRREREE
b5 BE

7=V R PR A
N7yl

PUEEMAE RS0+ 2 Z L 03 5, &K 208
T DA X, ARFNOF 5Bl bR & OV &4 7 i
WHBERNC T 1 b a e R R E B AL UE b
(INR) fE%Z MR L, LEIZS LTI T 7
VY OREZHET 5%, HEEIEGTHZ
L.

i e 1
N S A SRV NP/
{7 LI =7 A
[16.7.1 /]

AFN O IR E DK 50% IR T4 5 2 &3k
HENTW D, AAlFEG#% 2 BFRRE R | HlR
Bz ¥ 5 LT2 58123, AFI o f i I3 EOF
MEFDK) 80% TH -7,

e NG

ot FEN Y RFEL
TEAFFENL/Y R FEL
A e/ h e

TV HTFLENL-ET L
A

AKFlEmrren - s FELEHFHALIEE X
AHKID AUC 2359 2 5. Coax D3I 555, 7 XY
FEALKERY R F AL AR E G L
EEARFND AUC 23 315, Cmax 2 THE, F72
AT ENK Y b EVHEA] & AR & G
L7z & ZARHKID AUC 2357 1.5 15 Cmax 2347 2.4
B EH L OWERD D,

FEAKE LT LENL BT LA AL
AL & &, RO AUC 2359 2.2 %,
Coax BRI B5.6 5 EH- LT DHENRH D,

RS OATP1B1 &
U* BCRP DOffEZ HE
LAREME B D,

2y T HAE )
TAFTLEN

RIS HAE )T ZAFS
LENL s RTZTE

KK XSG HAEN, TAFTLENL, $£7-
WX T THREN « TAFTTLEN - RT T
EADEPEH Lz & & RFIOMPREN E5-
LIz DWERDH D,

BRI, X7
7 EL OATP1B1. 1B3
KO BCRP DOfE A fHE
THHREENDD, £,
T AF T L ELR
OAT1B1. 1B3 O#hE
PRI B AREMEDR B 5,

73U E /TN A
EL

KK 757 7L EAD BT LA E L%
PR LIZE &, BFIO AUC 2549 2.8 1%, Cmax
DI B5E FH LI-E OWEND D,

FERLHEHA DY BCRP OFEHE
ZHET D AREER B 5,

VIRAT E )L« ~"YLRH A
=%

KE & AR RE ANV L& &, RAND
AUC 234 2.7 1%, Cuax 2380 2.6 5 EH L= &
DOHERD D,

YL R E L
OATP1B1. 1B3 KT}
BCRP O#ie# HET 5
AHEMEN B D,




VIL.

ettt (B EOEES)

(B D IEH

Frs IR

AR Farg I Refrf Lz & AH
D AUC 73489 5.2 % 38, Crmax 2% 5.0 5 5
LIz DOHRENRD B,

ZuL s I R OATP1BL, 1B3 X
U BCRP OFERE & fLE 4 % Al aedk:
D%,

a7 =7

AFE LT T 2=THH LI X K
Al AUC 28 3.8 f%. Cmax 2% 4.6 5 EH-L
L DOHREND D,

L3277 x =773 BCRP Oie
PLE T2 IREMED B 5.

hF~F = TR
IKFI®)

AHN & B 7~ F =T W ERIE KT % O H
Liz¢& % N ﬁﬁu@ AUC Z)‘?(f‘\/‘j 2.1 {'j:':‘ Cmax
PR3O EALIZEDRENRD B,

h T~ F =T BCRP O
BEAflET S Z LIk y . AFlom
HREEE SN B Al REME R B B,

INEFT 2 RAH b

KENENTT 222y PR L E &,
AHID AUC 5359 2.5 i, Cmax 2359 2.7 1%
ERLEEOHERD D,

NET 2 24y M Hs BCRP OiE
ZHEST L Z LK AHlo
TREEDSEEINT 2 IR 8 2 6

TxT XV AKX b

KENE 72T X 2AFy VB LI L
. AAID AUC 2589 1.9 %, Cumax 2559
215 FH LI oERD D,

727 %Y AHX v X BCRP O
REAIHET D Z Lk, AFlom
HRE SN B ATREME R B B,

oyl N e NS VAV

Pt e s N = B0 A/ 1 E B b=
AFHND AUC 23583 1.6 fi5 LA L7z & O#WiE
WD,

)L b R OATP1B1 &
O BCRP O#4he & B E 3 5 nlgEM:
B 5,

RAM~<F =T
F h U T AKFY)

AFNERmAS~F=T7F N U 7 LKFY
ZOFH LT & & AFID AUC 28 1.96 1%,
Crmax 73 1.88 {%J:ﬁ Liz¢& 0)?&%75‘3?)50

RAZ~F=T7F b U 7 LK)
73 BCRP D#ERE & BHE 4 5 nlHeM:
BH D,

axY%T o ALy b

APt Fa 24y NEFHLEE
x . AFNID AUC 28 2.93 . Cumax 2 4.47
fEFR LI EDOEERH B,

X YT 2 A% v B OATP1B1
KUY BCRP OHRE % [HE 9% FlHE
MRndH 5,

277 IR

KEFNE 277 I AEHH Lz & & KA
D AUC 28 1.97 {5, Cmax 2% 1.86 5 EH- L
T DHEND D,

277 2 VAN BCRP O#nRE % [H.
EFTHAHEMEND D,
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fiREs -
B 77T — FRIEFH

HMG-CoA #tEEE L ER], 7 ¢ 77— FREA| & ISR MAE OHRENH V. WAIOOFH T, SR
EHSREE L 2 £ O BB RMRIE N S LN D BEZNRH D, 7 4 77— FRIEHIE PRI 2B11X. AW
R SNEEOFER., CK FH., MFRORFIA ey FRWRNCE Y LT F = R0 BA
EOREPFRD NG IIIARORS 2RI+ 5 2 &,
B AKE T ) 747 T7—FEORICBWT, AFIO Cmax & N AUCo-24n 137 31LF UK B By 5.1 ¢
D121 fEE N 1.07 5 EFHEFHEMICEBEZ TR, 7=/ 7 4 77— FOIEHRRHY D Cmax &N AUCo-24n
L7z /) 7477 — MEMBEGRED 0.91 (5L N0.96 (5 CTHY . KKl 7=/ 7 477 — b EDMIZIEYE,

LA EERITRO Doz, ( IEBRENERERT HEEICHT HIE(2) BHEREESE)

DIA%E 5 HR)
B =T R

HMG-CoA ZIEALEA], =aF ViR b ITHBUHMARE O RGN H 0 . MAIOHFH T, SRERE

bz 5 BIRUBRHED O Db D BENNH 5, HRRSCHIEEOFHAER, CK L&, mF R ORI

Aoy ERTNNCmE7 V7 F =2 EREORKREMDO R0 b NI GBI ARA OB G 2 |k

T5HZ &,
BT — LRI E SR

HMG-CoA iEiLB A EA & 7 Y — VWV RHFIEFEE OO T, SRR BEHEEE(C &2 08 5 BIBUTBARIE 2 & 5 b
nNoBENRH D, HRHSCBEEOMHIER, CK LS. MR ORFIA 7 rer ERIENCImE 2

TF = FREDOHEBRBEMEORE DR NS EICIIAF ORGEEZ T IE42 2 L,

BB AHEA T TY = EOGAERRTIE. AFIO Cmax LT AUCo 1277 B ARGFHRFZ I~ Th

ZI 1.36 5 KON 1.39 £ LEMT DMAA A S0, BRIICHBERZE(LTIERnweEZx bz, £z,

AHFN & b at S —v ORISR O R 0)5E) & OPFARZIE, AFO Cmax KT AUCo¢ 1L 7 7 &R
PEARFIZEER  FNFN0.95 %K N 1.026% KKl & 7 v aF > — L ORI A D Cmax & NAUCo-

2
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X7 7B ROFHRRCEESR, ZNEN 1.09 AN 114 5T, F hafy—, 7vafFy—rolmfiE
OB BEREAED B LN o7 Z e n . WIS IFHIC X 2B AERHIEA NN EH
BT,

B~/ uTA NRPAEDE
HMG-CoA #2 TR EAI &~ 7 v T4 RATUEWE O T, 207 BHEREEAL 2 £F 5 BIRUH RUIRE 23 &
LbnbaBENNH D, HAFCHINESEOHIER, CK L&, ML ORF 2 47 v v EFION M
LT F = FREDOERBEMO R PR bNEEEITAROREZFIE+T 5 2L, B, AflLx
V2au~A T EDfFHTIE, AFIO Cmax, AUCot IZENEIHME G RED 69%., 80% & IMAEF IR
PETT AP RSN, =V Aa~vA 2 OELEEETTEERC LY | RKFIOWILAME T L 7= /T REME
MNEZLINTWVWD,

B U~ U U RPUEEE A
AHAl 40mg CKFEAAHE) & 1 A 1HREERSG L, EFREIZBWTY LT 7 U v 25mg AL Lk
A RIALTFUY (8-UNLT 7 U r) @ Cmax KN AUCe-I1TZNENT VT 7 U B HEFD 0.99
2 (1.00 ) KU 1.04 15 (1.06 ) ThHO., AANITNLT7 7 UV o OENEREICHEL RITE RN EEZ D
N, LosL., UFMIERZBRETA7-HI27 1 b o v R EREREE (INR) [E2RE L& A,
AFIPEHIEO INREIXZ Y 7 2RO 1.1~1.24Th-o7-, T2, BELTZUNLVT7 7 U iE#E (INRHE :
2~3) =T TCVWHBFICAA 10mg % 14 HRIKERAELS L 24, THIH 2 #]TINREN 4 2 2
loRBRa it Lz, 72, EZET L2 5B WT, AFIO#FEGH& T L #5070 INR il 2 ik L7
LA 1I~3T%DEMB A DTz, T7 7 U EARFE OIS BT BAERITEE ) F 0 F BAEH T
HDHEEZLNTEN, WFIIRHTH D, #oT, U7 7 U EARKFZRT LI, AFIOEREB%G
RELROHEEZERICH RN INR EEZ MR L, LBISCTUAT 7 U ORHBEEZHETT 5%, EEES
BHETDHZ L,

m iR
KBRALT VI =0 L E Kb~ 7 22U L a2 GAHT DHIEEH & AF L 2 RFJFH L2 & & AFIDO Cmax &
N AUCo-24n 1 VE VR G- D 50% M TN 46% F TIK T L7z, ARAB S 2 R %I HIgRAl 2 &% 5 L
TS E1TiE, KAl Cmax KON AUCo-2an [T ZNENIEDFHIFD 84% K TN T8% T o T, AHI & il EaA DI
YYENRE P ROFE AAEH OBEFIZ A CTh 5, AAI L HlEeA 2 0FH 3 2 BRC1X, AR 5% 2 RelLL L& T Th
DAl Z &G4 25%, EELTRETLHZ L,

B o Sene Y e TEFFEY e XL FENMY hFEL JUETLEL - ET L
A B
TR AR 2t G & L7eAHK] (20mg 2 1 H 1 [BIfEE) tabeFen-U e (2 e/ 400mg/
Y b E/L100mg # 1 H 2 [BIEE) OFHRBRICE VT, AFIHME GRFO AUC 1% 50ng-h/mL, Cmax
1% 4.7ng/mL TH 7228, PR GO AUC 1% 115ng-h/mL, Cmax (% 25.2ng/mL TH Y, m ) E/L-
U b eI L Y., AFIo AUC 28 2.1 %, Cmax 2 4.7 f% E5H- L7z, A#lo LDL-C K TR0
Tk, ARFNFMEL GHFIC 40% DK T 2RBO-0Ix L, fFHEGRT 271% DI T Tho7-, 7ok, v’
e U b EA® AUC KO Cmax (F, BB GEE & ARFIOF IS D CEMZEMICRSE Th 72, F7z2.
TR AR E 2 5t gt & L= AKl (10mg) &7 % ¥ e/ (300mg) KUY hF E/L (100mg) Al

(ATV/RTV) % 1 A 1 [H#5 L2FAEEIZIS W T, AAI M 5-RF o> AUC (X 14.0ng-h/mL, Cmax (&

1.90ng/mL TH 7=, ATV/RTV ffHFFD AUC % 43.8ng-h/mL (213% L&, p<0.001) . Cmax %
13.3ng/mL (600% L5, p<0.002) Tholz, F7o. BEFEBRAKRE Z55 L LoAAl (10mg 2 1 A 1
m#e5) & #1F e (600mg) MOV FFEJ/L (100mg) Al (DRV/RTV) % 1 B 2 [m#EE L7-0FHR
BRIZ BT, ARFIEIMEE GO AUC X 109ng-h/mL, Cmax (X 6.7ng/mL T& - 7273, DRV/RTV {f D
AUC (% 161ng-h/mL (50% FE5-. p<0.003) . Cmax % 16ng/mL (140% k5. p<0.001) TH-7=,
Fo, AHl mgx 1 H 1ERE) 7L A7 LEL - BT LU ZAENL (FLH 7L EL 400mg/t 7 L
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U RSN, TEFFENL, UEFENL, FLTFTEL, FJLHITLVEALERET L Z A )LIT
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B YT HAEN, TAFTTLENL, XITTHAE) - TAFTTLEL - XTZTEL
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9.13 % L 7) N@EOENT-, ¥ FH AL, X7 T T AN OATP1B1. 1B3 O BCRP OFERE % [HE
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B ST LE TR E L



VIL.

2l (I EoEES) (ST SHEHA
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LAREMEN B D720, 2O OEKE O X W ARFIOMAPREN ERITDHEEZBND,
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HLIE%E. AFlO AUC KT Cmax @O _EH (£ 3.81%, 4.6 5 EA) O, VAT T72=T
73 BCRP OFSBEATLET D AREMEN H D=0, AFIOIMPEREN EFTDEE2HND,

T2 T XV RS b

Lehtisalo 5O XERT, AFNE 7 =27 X%V 24 v FEOPFHICE Y AUC 28 1.9 %, Cmax 72’ 2.1 fZ 742
TENHFIEINTEZ D, CCDS OMAEMEHOHEICEMENT-, AFIZHBNTH, 727XV XXy bR
BCRP O#fE#HET 5 Z L2k 0 . AFIO MR EINS 5 /RN & 5 BiFEMLE 3~ & LHEr L,
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T ke RRT
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T EHEOREEITO Tk,

(MEXLEIEA & DHAER
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AMBEESODEERBEEENLLDONDIZENHDIDOT, 2O LI RPHITITEBICEK 521k
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11.1.5 & (0.1%A0m) . FFEEEREE (1%AW) . &E (BEEARH)
2%, AST. ALT & EF%E%1F D IFHREREE . HEXNS bbb Z b5, [8.3 B3]
11.1.6 M/PRIEA (0.1%A5)
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REHIRES
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et B

RS (BT DIHH

SEBEERAERMEER VERREERE &

EWNICI T 5 | I BT 2 ast
SEGI%K SEGI%K SiE Bl
(FEHFER) (FEHFER) (FEBLEY%)
s SR 202 10178 10380
RIVE B2 72 (35.6) | 1878 (18.5) |1950 (18.8)
RIVEH R BUTE 181 3610 3791
BITEAIC & B 1k Bil%k 10 (.0) | 375 (8.7 | 38 (3.7
EWNICIB T 5 | BT 5 e EWNIZB TS | BT 5 pen
B B o B R o
SEBIHL EBIHL SEBIHL SEBIHL JEGISK SEG%K
(FEHEY) (FEHEY) (FEHEY) (FEHEY) (FEHEY) (FEHLE %)
MEFs KOV SRR 1 (0.50) 12 (0.12) 13 (0.13) TEAE 0 (0.00) 4 (0.04) 4 (0.04)
eyl 0 (0.00) 8 (0.08) 8 (0.08) B3 0 (0.00) 96 (0.94) 96 (0.92)
R Z PEE 0 (0.00) 1 (0.01) 1 (0.01) e R Eon 1 (0.50) 10 (0.10) 11 (0.11)
5 1f B e i 0 (0.00) 1 (0.01) 1 (0.01) HRY—7F 1 (0.50) 0 (0.00) 1 (0.01)
U 2R 0 (0.00) 1 (0.01) 1 (0.01) HIEE 0 (0.00) 1 (0.01) 1 (0.01)
T R ER B E 1 (0.50) 0 (0.00) 1 (0.01) B 0 (0.00) 3 (0.03) 3 (0.03)
/M AE 0 (0.00) 1 (0.01) 1 (0.01) H A ¢ 1 (0.50) 0 (0.00) 1 (0.01)
(LR 0 (0.00) 23 (0.23) 23 (0.22) B A E MR R 0 (0.00) 20 (0.20) 20 (0.19)
BeUiE 0 (0.00) 2 (0.02) 2 (0.02) 5 H i 1 (0.50) 0 (0.00) 1 (0.01)
REENR 0 (0.00) 2 (0.02) 2 (0.02) A% 1 (0.50) 1 (0.01) 2 (0.02)
HEREET oy s 0 (0.00) 1 (0.01) 1 (0.01) TR 0 (0.00) 1 (0.01) 1 (0.01)
FR7 ey s 0 (0.00) 1 (0.01) 1 (0.01) bR 0 (0.00) 1 (0.01) 1 (0.01)
D4 0 (0.00) 1 (0.0 1 (0.01) Fk% 0 (0.00) 1 (0.01) 1 (0.01)
OME 0 (0.00) 1 (0.01) 1 (0.01) HEgn % 0 (0.00) 2 (0.02) 2 (0.02)
LR 0 (0.00) 1 (0.01) 1 (0.01) SOOI REHE (o 0 (0.00) 1 (0.01) 1 (0.01)
DR 0 (0.00) 1 (0.01) 1 (0.01) MU HERR 0 (0.00) 1 (0.01) 1 (0.01)
DA ZE 0 (0.00) 1 (0.01) 1 (0.01) FZEPNTE B Ak 0 (0.00) 1 (0.01) 1 (0.01)
T R 1 0 (0.00) 1 (0.01) 1 (0.01) A 0 (0.00) 1 (0.01) 1 (0.01)
hiE 0 (0.00) 8 (0.08) 8 (0.08) HD 4 (1.98) | 137 (1.35) | 141 (1.36)
A= 0 (0.00) 1 (0.01) 1 (0.01 e T 0 (0.00) 1 (0.01) 1 (0.01)
TAELR IR 0 (0.00) 2 (0.02) 2 (0.02) RIEE 0 (0.00) 1 (0.01) 1 (0.01)
HEMR 0 (0.00) 2 (0.02) 2 (0.02) RIE S 0 (0.00) 1 (0.01) 1 (0.01)
DRV 0 (0.00) 1 (0.01) 1 (0.01) eI 0 (0.00) 1 (0.01) 1 (0.01)
D) 0 (0.00) 1 (0.01) 1 (0.01) HA AR T 4 0 (0.00) 1 (0.01) 1 (0.01)
HF LUk REE 2 (0.99) 20 (0.20) 22 (0.21) NLFAJ&E B2 5 FEiE 0 (0.00) 2 (0.02) 2 (0.02)
g 2 (0.99) 8 (0.08) 10 (0.10) WA TE A 0 (0.00) 2 (0.02) 2 (0.02)
[AlfEPED F 0 (0.00) 12 (0.12) 12 (0.12) VyFs 0 (0.00) 1 (0.01) 1 (0.01)
AR b 2 (0.99) 17 (0.17) 19 (0.18) RN 4 (1.98) 18 (0.18) 22 (0.21)
AR 25 1 (0.50) 1 (0.01) 2 (0.02) A% 1 (0.50) 0 (0.00) 1 (0.01)
fi S 0 (0.00) 2 (0.02) 2 (0.02) T 0 (0.00) 1 (0.01) 1 (0.01)
AR 87 45 0 (0.00) 5 (0.05) 5 (0.05) A 2 (0.99) 16 (0.16) 18 (0.17)
AR gL BE 0 (0.00) 1 (0.01) 1 (0.01 OEOVUEIR 0 (0.00) 1 (0.01) 1 (0.01)
AR H ifn. 0 (0.00) 1 (0.01) 1 (0.01) Ji5 A At 0 (0.00) 1 (0.01) 1 (0.01)
AR A% 0 (0.00) 1 (0.01) 1 (0.01) DN E AR 1 (0.50) 1 (0.01) 2 (0.02)
AR 0 (0.00) 1 (0.01) 1 (0.01) BIF 7% ) 0 (0.00) 1 (0.01) 1 (0.01)
AR 1 REE 0 (0.00) 1 (0.01) 1 (0.01) PEfE RS 1 (0.50) 1 (0.01) 2 (0.02)
HIR i v 0 (0.00) 1 (0.01) 1 (0.01) RHEER L O G R 5 (248 | 174 Q.71 | 179 (1.72)
HeARIE 0 (0.00) 1 (0.01) 1 (0.01) 1) 9E 0 (0.00) 25 (0.25) 25 (0.24)
Ei) 0 (0.00) 2 (0.02) 2 (0.02) A 0 (0.00) 2 (0.02) 2 (0.02
LR R 0 (0.00) 1 (0.01) 1 (0.01) Mag 0 (0.00) 10 (0.10) 10 (0.10)
[ERRLNES2] 0 (0.00) 1 (0.01) 1 (0.01) NS 0 (0.00) 1 (0.01) 1 (0.01)
iR % 2 FEiE 1 (0.50) 0 (0.00) 1 (0.01) 97 0 (0.00) | 107 (1.05) | 107 (1.03)
HRZ 5 FEE 0 (0.00) 2 (0.02) 2 (0.02) EAY 0 (0.00) 1 (0.01) 1 (0.01)
b 26 (12.87) | 673 (6.61) | 699 (6.73) 2 PEIE 0 (0.00) 1 (0.01) 1 (0.01)
JE A e 0 (0.00) 17 (0.17) 17 (0.16) Sy 0 (0.00) 4 (0.04) 4 (0.04)
i it 2 (0.99) 34 (0.33) 36 (0.35) e ERk 2 (0.99) 6 (0.06) 8 (0.08)
[ 0 (0.00) 53 (0.52) 53 (0.51) FEIE 1 (0.50) 2 (0.02) 3 (0.03)
TR 0 (0.00) 5 (0.05) 5 (0.05) KRR PEEE 0 (0.00) 16 (0.16) 16 (0.15)
AR 1 (0.50) 57 (0.56) 58 (0.56) 2] 0 (0.00) 9 (0.09) 9 (0.09)
i 0 0 (0.00) 2 (0.02) 2 (0.02) 08 2 (0.99) 2 (0.02) 4 (0.04)
77 A RN 0 (0.00) 1 (0.01 1 (0.01) JFREE R b 1 (0.50) 10 (0.10) 11 (0.11)
AR R 0 (0.00) 3 (0.03) 3 (0.03) EE= 0 (0.00) 2 (0.02) 2 (0.02)
PNDS 0 (0.00) 1 (0.01) 1 (0.01) JIHA i 0 (0.00) 5 (0.05) 5 (0.05)
fEfi 3 (1.49) | 141 (1.39) | 144 (1.39) JF s 0 (0.00) 1 (0.01) 1 (0.01)
FIBIEEe S0 0 (0.00) 1 (0.01) 1 (0.01) JF ¢ 0 (0.00) 1 (0.01) 1 (0.01)
[tk 0 (0.00) 1 (0.01) 1 (0.01 BVEF S 0 (0.00) 1 (0.01) 1 (0.01)
510 7 (3.47) 99 (0.97) | 106 (1.02) JF A A b 1 (0.50) 0 (0.00) 1 (0.01)
1 PN A 0 (0.00) 35 (0.34) 35 (0.34) HFIE 0 (0.00) 1 (0.01) 1 (0.01)
b AR 0 (0.00) 1 (0.01) 1 (0.01) o R IR 0 (0.00) 3 (0.03) 3 (0.03)
ML RR 2 (0.99) 88 (0.86) 90 (0.87) SRR EOE 0 (0.00) 1 (0.01) 1 (0.01)
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DNT ITHEWVERE LT,

14.2.2 T ANRAZFUEE bmg & 1 ANRZAZF 2 0D §E 5mg | FEWAAIRIEMRRERIC BT, [FIZMEAHER STV
% o Flo. AFNZOFENTHREET D25, DS S OWIIC K 0 2h I8 I+ 2 A TIT2n 20, B
BRI TR K CREe Z L ZBIICRRE LTz, 7B, —mANRZ T 0D $ 2.5mg ([ZOWTIE,  [FENE
732 5% 1 EERAN O A FRIREMET A R7 42 (ER 2442 A 29 B, 3EAFAEF 02295 10 5) | 1THD
&, BANRZF 0D §E bmg ZAEERF L Lz & & IWHEENFEETH Y | EWFHINCRIE L A S
7o, B AR T 0D §E bmg & RIERIZERE LT,

12.ZDHMDEFE
(MEEREAICED < I1E$R
15. ZDHDFE
15.1 BRERERAIZE D <1
WIMZ BN T, BAZ2 G T HMG-CoA BT RILERFES T OERE T, FRFBIEDO Y X7 BEhoT-
EOWENRD D,
RSN :
HFEIMZ BT HMG-CoA 2 ITEEFE L ER| D MFE~D B DWW THE O TR HE STV A 7= 0BiE LT,
(2)JEBRERERERIZE D < 1R
BRE I TV
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1. BEHER

£21 ARNREFUO—REBABRRE
L R#E v A (Sleddy) . v b Jel:SD) . EAEv b (Hartley) . VX (HAAM) ;A X (BE—27)0)
BRI it ) | T g (mgke) KB
1) —BER R O TENC T T
—IEIR, ATENBLER ~ A (4) #0030, 100, 300. 1000 (300 : 1/4 #il|ZEEE 2 RIRIE T, 2/4
PN JEE 7 (A B el
1000 : #HEES FHET, 6 HAE
F TICEBIET
A4 X (4~5) &Oo o 10, 100 10 : 1/4 BlIZHEM:
100 : 2/5 FlIZIEM:
2) HARARRIC R AE T A
H ¥ 1E ) ~ U (8) #0130, 100, 300 IR L
JERIHE TR A
a) FA~_ % —/1-Na ~ U (10) #r |30, 100, 300 2 VP
b) ~» RNV E X —/L-Na <~ % (10) #o o |30, 100, 300 R L
P EA
a) B ~7 A (10) | #&0 |30, 100, 300 -4 - 2P
b) XUFLUT T — ~7 A (10) | #&0 |30, 100, 300 4 -2
A R A
a) B ~7 A (10) | #&0 |30, 100, 300 -4 - 23P
b) XoFLT T — ~7Z (10) | #0 |30, 100, 300 4 -23P
SR 1E A
a) Wil o A ¥ 7k ~UA (10) | #&B© |30, 100, 300 -2 VP
b) &7 F—ik ~ w2 (10) #n |30, 100, 300 R L
RIR ~ U (8) O |30, 100, 300 300 : 1 REEZICIREIRT
WY T T 7 4 — T
fode, IR, PRORER, fE, OEE A X (4~5) | &1 |10, 100 4 -2dP
3) TV v HE ORISR R IE T R
IRENENL/XNT A —X A X7V | invitro |1, 10, 100, 2 VP
(R BAL, RIS, KRB =R, > ke 1000 (ng/mL)
5Bl AT Pt ) (6)
4) WP - PEERAIC RIE TR
127237 111 187 AT Y= =1 4 W= >~ b —#8#% |30, 100, 300 300 : EHIMEAR T, LadaEEm
(6) !
130 QIR s TINE= 4 JiRER R =2 —F815 |30, 100 4 -23®
i E (4~5) ™ 100 : MEE T
5) THILARR K& OVEIB I K IE 3 8
/NG R R R 15 R
HA[m] <o A (10) | #&n[ |10, 30, 100, 300 300 : {&iE
18 ~vZ (10) | #© |10, 30, 100, 300 |300 : 5 H HIZ&HIFETS
H AW HE IR 7> bk (5) O |30, 100, 300 300 : EE
i A G > B BhiE ) Y X (4) | in vitro |106, 105, 104 1074 : —IEVEIIAE
(mol/L)
T H B O BUSUEVE A
ERAZ I E)LE Y b | invitro [106, 105, 104 L
TEFLAY (% 4) 106, 103, 10+ WAL
o k= 106, 103, 10+ AL
BaCl: 106, 103, 10 BN L
(mol/L)
6) K& OVEMEI KIET
JR A, 7 ﬁ’%ﬁéﬁkﬁﬁ |Z7vF (8 | ®n  [30. 100. 300 WBRL
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(HEEE S5 EMHRAER
B DOBSERIL T v N LA X &1 2000mglkg ZB 2 5B ThHh o7, @O LITZATRIX, 7 v b THARK
D, A XTI L OVRF, ORI, AmEREO -\, ar27e—1 PV Z7UkRY R, 7
074 REOEEO @O, AST(GOT), ALT(GPT), 7 2 7 —E KO CKICPR)OHIINTH - 7=,
£22: ORNREAFUOEMEEEN

tE n B GRR 55 (mglkg) P S
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Zv b1y A (n=MEHES 10) . 3 » A (n=MERER 12) R0O'6 » B (n=#EHEH 20) OKER O #5356k
DOEEMEEIL, T 16mg/kg. 10mgkg KO 2mglkg Th o7z, 3 » HRKERGRE TIE, L X
WL D T2 DI LI S H T8 A 100mg/kg TRO LAV, 7 v MBI D I 72 HEERINRER X % OY
AIE T, 580 LAV ATIRO AT 7, FTEEOWEIN, /NEEED A AL O JER K QNG ZE MO ¥R, /NEE)E
AT ORMES G, SR AT 2 S AR B . P RIS A0 o0 A0 e A e PEBEN . /NS i) 320 35 B e B 56 K
OFFMIR SR DELAL, [FECMERZ I ARG K OVIMNIBE DG4 T, 1 o A KB #5308 Tl 50mg/kg BA 1, 3 » A
KA #5358 Tl 30mg/kg UL b, 6 » HEERG AR TIL 6mg/kg UL EOHETHA LN, BIE OFTA
IR E RO IEE K LT T, 1 » AE#GRBRTIX 150mg/kg T, 3 » AXEH 5 HB Tl
100mg/kg DHETH G, ZOM, 1 » A KEHRGRERTIE, G- ORIREDOIEE, FRIRERE LR
A O LR Y 150mg/kg T, 3 » H KIEH G5BT, JELCE T AST(GOT), ALT(GPT), ALP,
LDH, CK(CPR)S DI, BIRAE R L VB OEME « BERA LN, £-, AEOFKHIEMIC
B L 72 IR R /X T A — 2 OZEE) )Y 30mg/kg UL EOHE TR Lz,

TS OB TH BT F T 2 BAITRIRIZ K 0 [BIE SUXEEM M 23580 b7z,

14X (E=2))

AX1n A (=M 3) . 3 v H (=l 3) KON12 » A (=R 4) ORHERR N #5350 K
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NESERERRE A g O L, AKBE, ~E T U L L OBEEARRIEA, 1 » A RE#R G35 CTlt 30mg/kg
DLk, 3 » ARERGRERTIX 7.5mg/kg UL ET, 12 » H OKEHGRER Tk 6mg/kg OHETHLZE I
7=, ZOft, AST(GOT), ALT(GPT)} X ALP “5 0 #3hAs 1 % H K8 3 » A K iE# 5B TlZ 30mg/kg
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JAEHBE G L0 RO LT, BHSE, ATHE R ORI D E 2@ T, 7 b A XDV
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TENBEMERY — 713, AROEHREZ BEMICO 0 85 LR, R L AT a— L O/
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