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Y LR



Iv. WANCEE4 5 H

2. "WEIDOMEL
(AR S CEMERS) DEE
0 ANAZF 8 2.5mg [DSEP] | @ AXA % F 2 0D $E 2.5mg [DSEP)
1EEHPICHARIERG I B ANAZF I3 T A 2.6mg
(BANRZEF L LT 25mg) &4
0 AN LT 8 bmg [DSEP] | m A/N2 % F 2 0D # 5mg [DSEP|
1EEFICHARIEG T 0 ANALF I 03 T A 5.2mg
(@22 EZF 2 LT bmg) #6H
()@ mn#
0 ANZEF o bE 2.5mg [DSEP) | 1 A8 2 % F 4 56mg [DSEP)
MK, fEmbE Lo —R BV UL T A, JRARE Ry, ATFT YU~ R T A, b
TuArn—2 hUTRFU BT Z o mE = T RRER
0 ARNZHZF 2 0D §E 2.5mg [DSEP) | 2 AXZX % F > OD #E 5mg [DSEP)
R — A K VEEKEINVT T A BILS TRV T L, IV AR—A L AT TA—A TEA
NT 7 DAV DL O TSR, REEKS AR, ATT U VB IR U L FE
(3)Z Dt
PARBANA

3. RTBBEDHBREUVERE
BA=RANA

4. 71 fi
A L7220

5. IBAT DAREMED &H 53R

H OHH OH H OHH OH

CO2H CO:H

H,CHO 0 0 N7

X/\\S// )\\ N )\\
HC NN H,C”ONT N RO R
CHs CH; éHg CH,
HEEWE A HixmE B

F

COq2H - CO:H
0 0 N7 TR
\\S// /k\ | CH H
H3C/ \Il\I N 3
CH3 CH3
JmE C HYE D HYE E



IV. BFIZRE4 5 IEH

6. RENDBREEHTIZEFTIREHRY
(MBR/NRAF U 25mg DSEP) - £ 5mg TDSEP]
R LB L 2 IO e RIIRAFaRER (25°C. FIXHTZEE 60%. 3 M) OfER., ML OE
NTHY, B ANRRHZF U8 2.5mg [DSEP) K U'a AR K F 6 5mg [DSEP) (3@ %
WT 3ERZETHD Z &R I Lz,

B IR O R
O HIGEIE N2k

- PRIFSME B
#OB . - PRI RE PRTFHARE iR
REE | JmEE b5
EMEFHAER | 25°C |60%RH| — |PTP @t/ v o —4ai%k 36 » H BN
PTP A1/ v o —4A) 4k
o R B | 40C | 75%RH| - 6 » A BN
AU ZF LR
T S N - o KB 282 B 1T 78
o gt ° ANEER Z DA B IS
A Mz
%ﬁ ARRETEE 120 5 Lux-hr
‘ bin 25C - IR i DL b, RITERAM i = % KA
JL¥—200W-hr/m2 2L |

2% . WAL OLEM
0 ANREF 5 TDSEP) % Ma3RAET 30°C/T5%RH O FCRFELIEEE, 3y HETRETHDHZ &
DR SN ORGOEIMNRABNT) |
5% . v —BE%RORENE
0 ZANALF 4 [DSEP) O r—EE4BE L, 25C/60%RH OFKMET TRFELZE X, 12 5 AL TEET
HDH T ENHERINT,
(2)BR/SR A F > OD £ 2.5mg DSEPJ - OD %2 5mg [DSEP]
AL B 2 IO 7o RIRAFEER (25°C, MHXHREE 60%. 3 M) OfER. SMBLKL OVE &S5 1 TBIRE O #iFH
WNTHY, mANZZF L OD bE 2.56mg [DSEP] ROm A8 % F > OD §E 5mg [DSEP) 1Ll o iidh
Il FICBWT 3 FEMLETH D Z LMD ST,

) [ExeE Skl
wOB PRIFFERE FRATHIRH AEOR
WE | e b/
EWRFERBE | 25°C | 60%RH | — | PTP @it/ "o —Ald: 36 » H FRAEN
moE B BR | 40°C | T5%RH | — | PTP 4Lt/ v o —4adk 6 »H JREEN
TR 50°C - - BT A, Bk 35 H JRFEWN
Sy FRAZ B D BE N 7S I B
iy 25C | 7T5%RH | - At 3»AH NN, FoMoER I
7z L
» R ISR B D BE NN Fx B
or JOr 1 40°C | 75%RH | - g 3#nH Nizi, ZOMOEE X
| mE ZEfkre L
® FMRSTEE 120 5 Lux-hr
PTP @t/ v o —ads (DL st = %1 Bk
F—200W-hr/m2 LA |
b5 25°C | 60%RH | B¢
WRRRE RS 120 5 Lux-hr| 4 fig 4= 5l o 8500 28 A
EE) DLk, #ir s st = 2 ov| Bz, = ofthoEE
X —200W-hr/m2 L |- Ee Y (A8

5% . v©rn—HE®% O EMNE
o ANZHF 0D §E [DSEP] v n—@mdEAaE L, 25°C/60%RH OS5 T CIRIFLIZE X, 4 » HETLE
ThdHIENfERINT,



V. RANCBIT DIHH

7. RERUBRROREN
M R L

8. #hHIL ORATIL (MEILFrEiL)
LR L

9. B
0 ANZRZF g IDSEP) 13 H AR HFERMERICED DN ANRRAZTF IV 7 AEDOIRHHIS I8
ALTWDZ EDNHERESNTWD,
TAARERH —RREBRE] O RUVERICE B,

s HH LA
TR i AR EIf =~ HLE R AR S
2.5mg | 0.05mol/L 7 —  EEFEE X (pH6.6) 50rpm 30 4y 80%LL E
5mg 0.05mol/L 7 = > FE#Z iR (pH6.6) 50rpm 30 4y 80%LL E

1 ANZ AT 0D $E [DSEP)
[FiE] AR—makBrs TEHRBRE OSFAE) | Ik
Zett : [BlEEC Thrpm
ERIE AR
[FER] ECITEEH LT,

10.8% - 2%
(1EENDELES - A%, SNENEKRLEE - BXCET 51ER

Pl v/
Q8
1 ANRAZ T B 2.5mg [DSEP) ;. (PTP) 100 &
500 £z
700 #£ (14 $E X 50)
1,000 $E
O : N7 REEFIAD) - 500 52
7 ANALF 8 bmg 'DSEP] . (PTP) 100 £g
500 £z
700 #£ (14 § X 50)
O : N7 REEEFIAD ) 500 52
0 ANZZF 0D 8 2.5mg [DSEP] : (PTP) 100 %2
500 £
700 #£ (14 §& X 50)
7 ANAZF 2 0D §E 5mg [DSEP) : (PTP) 100 %
700 #£ (14 §& X 50)
QB)FREE

LR



IV. BFIZRE4 5 IEH

(4)BBRDOME

1 AN LT 8 TDSEP|
PTPaEE . RV’ L7 4vh, TSN
voe—adt: 77 I Rx—h
NT A R F LU, BRAIADRY e Loy oS
& Bt 4 A

7 ANAZ T 0D §E TDSEP]
PTPAYE: RUFat LT LA, TILI=A
Ee—aidt s 77 Ix—h
b Bt 4K

13RI SN2 EHS
AR L

12. % DAt



V. BFRICBTHIEH

V. ‘aRICEI SIHE

1. EEXITHR
4 3NBER (T%HER
S3LXRATFO0—)LfE. REMS3 LATO—)LIE

2. DEERIIHRICEET 5FE

5MEER IS RICEES BFE

51 WHAOHNC B REAEML, B2 L AT —/VIRE, FREGILATE— VIRETHD = & &
AL ECAKIOEHAZZBET 52 &,

5.2 ZiEtEm a L 27 o — VIIEREHEAERICONW T, LDL-7 7 = L— ¥ 2SO R PIEOMBI & L
T, HDVETN S OIRFIEN FEMARRRL G A AR OBEHAEZZET 252 &,

fi#

51 @=L AT m—/VIEIEHRANCIZIETEET 2 EEFE, AFOZREIIIHRIT Ea L AT v —/VlE] |
[FIRMEE 2 L AT 0 —/VIlIE ] TH AN, IENOFEEBSLEANC LY “RIICa L AT o — RN LRI 585
ENHY . ZOXI BRGEEIITRREROIGREELTLILEND D, E- T, HoihEsEik, &
AL RATFu—VIlGE] . (FREEEa LV AT o — VIE] THHZ L EHRTH L,

52 ma b A7 m—/VISEIREANCIZIT @ T 2 EFEH, FEER I VAT e —VIED 2 5, REESED
BT LDL- 2 L A7 2 — L ORENC L E 72 LDL ZFEROTEENIZ LA L7220 HoTH T T h
ThbH, AFOEREML, LDL ZAERELFHFEL, E~Oa L 270 — VOV AL ZENSEL 2 L
THY T%EAW@$%Ti+ PIRIENPB LN VWHDEBZ HND Z LD, BE LS 20
LW SN DG EICR ST, LDL-7 7 = L— 3 REDOIHEMFLEDOMHBFE L LT, AAIZENT5 2
L

3. RiERUHAE

6. AiERUHRAE

BHE ., RACIZa AR ZF L LT1H1E25mg L0 &EEEZBBET 08, FYIC LDL-2 L A7 2 —)1
EZETSELLENHLGEITIE bmg KV RGZBMLTH LV, el Fn - SERIC I Vs E R L .
GBIt & D WDITHEER ., 4 BURIC LDL-2 L A7 g — UEOK FAAR 572551201, ik 10mg £
THETE 5, 10mg ##5 L TH LDL-2 L AT B —/UEOK TR+ TR\, FiEEmal A7 —L
MAEBF 72 EOHEIEBEITIRY | SHITHETE D2, 1 HikK 20mg £TET 2,

4. RZERUVHAEICEET R

7. BERUHAZEICEET HEE

74 7 Vv7F=227 07720 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 ]

7.2 BRI 20mg HHGRHICB WD UIBHERICEER D bbnd BTN b 5, 20mg & 5-80441% 12 E To
MIFERL, AiC 1B, 2 PBEEMN CEPEIZ 1 RS (CBHEEREZITHI L, BI8BE2+012T9
&, [9.22, 923, 16.6.3 ]




V. BRICBETLEA

fi#ER -
71 HE (JLvT7F=227 U7 T A<30mL/min/1.73m2) OEEEDDH D EE TIL. EER AT ofE

R 3FFC LRI L2 e, BMIEL 2.6mg, 1 ARAERLGEL bmg ICIRELZ, ( [VL6.(2) B
WREEEEE ] OHESH)

7.2 KGRI E TORKRER HEANT—%) (2B T, AHl 40mg CKFBAHE) LLEOREGHITIIEAROFE

B D ERDBFED b, 80mg CKFAMHE) HG-4]TIXMIR OFEEBE O 15708 E e BHRER S O #
HERBOHNTWD, 7o, BIRFR TIEAARNCEIT 244 20mg & GROZEEDT — 2 FRENA TN D
L FACERERETH>THHARNIBT AR OBRERIIAAOK 2 FITHYT L L2BE L, AFHO
ERREHRETH S 20mg HEFHZB WO TE MOER b & TEEREOE L Z T 72 L Tnan 2 & 2
L. EEREEERS ~OMERZ AR oo, ERRLBKERE (WiF2 17 F =2, BUN %)
DFERi A AN TEEYE L7z, (VL 6. QFHEERERE 0HSH)

. BRERRAE
ARNRAF i IDSEP] RUHAR/ARZF 2 OD & IDSEP] IXEGRFRGRERZENE L TULVELY, FREREERIZER
FTAREFHIETV LA F—IIPERUI LR R—IILPOD £ A V4 Ea—J4+—LHhS5HLT,

MEERT—2 /85—

1) BalLRTO—)LIEREFRHR
THEMREIC L E S RBRICB VT, KA 2.5~20mg & 1 F 1[0 6 583G L7255
DFEHEALRITFE 1 OB ThHoT-, ?
®1: %56 B%OMEREETFHIELE (%)

A& 2.5mg (1741) 5mg (124) 10mg (1441) 20mg (18/)
LDL-= L A7 1r—/L —44.99 —52.49 —49.60 —58.32
Mol AFm—L —31.59 —36.40 —34.60 —39.58
KU ZU®Y R —17.35 —23.58 —19.59 —17.01
HDL-ZI L A5 17—/l +17.64 +9.09 +14.04 +11.25
7 REHAB —38.56 —45.93 —43.97 —50.38
7 REHAAT +5.42 +6.25 +10.61 +9.72
7 REAATT +0.38 +4.27 +17.78 +7.73

2) REMEILATA—)LILEBETRAR 2
FWEMER = L AT m— VJEAT 0 EEA A BFE ICARA] 10mg™ 7> &5 5- 2 B ks L, 6 18 R bm C o & L7z,

DL EOMIEREMEOVFHEEITEL2D LB ThoTl, ¥ o RFRAVRE - R
x2: BREFENSOMBRETFHELE (%)
= 10mg (364i) 20mg (3641)
LDL-2t L A5 m—/L —49.17 —53.91
BaLAFa—iL —39.35 —43.30
KU ZUED R —28.20 —23.62
HDL-=zL x5 a—)L +9.57 +13.75




V.

1BFRICBE 4 5 IHH

3) EALRTO—ILMEBERRRAR GAEAT—42)
EERIBICL Y E SN SRR 6IOERT — ¥ 2 F L7, KAl 5mg XX 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 HEZIZC NCEPU A N7 A EBHEMEICEIELZHEIX, AF PR S &
5mg THJ 69% (83/121 1) . 10mg™THKI 82% (87/106 fi) 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,
(2BRIRZEERER
HANBERERC 24 6% x5 & U CElE SN 7 7 AR RIEEA L —EERIEERIZ B0V T AH] 10mg.,
20mg. 40mg*DH[EKR T H MG H G- RO ZEMEN DI D AT IR0 -T2,
X% 1 KGRIV - R
RAERIGIERAER

1) BaALRATA—IVIMEEREICE 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-=1 L 27 10— L ERK F R T
NI 44.99%, 52.49%. 49.60%. 58.32% TH V., M OT T ERIHRTETOHETHE TH -7
(Williams ## & ; P<0.0001) ,
RIVER OFBUAE X, 7" 7 B R BRI i L TARAI D 20mg K O 40mg™ BE TR0 @ WE A3 FR D B 78,
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

2)

SEA 9
B L AT o —)VIIERE 142 Fla g s LT, HEKGHRBRICB W TAR 1~40mg™/ B, 77 &R,
FIET PN RAZF 2 10mg, 80mg # 6 WREEEG LTz, ZOfER, KA G CIX, LDL-2 L A7 1
— VT EITEAT L CTOEER 36~63%1K F L, 2.5mg/H, 5mg/H. 10mg/H & 20mg/H @ LDL-= L
AT w— WK FRITZNEN 42.77%., 44.63%. 52.47%., 58.58% THV , 7> 7 EARIZH T
E2TOHBETHE CThH -7 (Williams f7E ; P<0.001) .
ARBEOFFEFRREUELT T ERHELOT MR F U LR TH ST,
BARAENEADHEREHRD LB
BANEANEANOHRLSEBEOR R LI L2 2 A, AARAN, FEAN E L ICHEKGFRZ LDL- 2
2T =K TIPS DI, B TIZIZ AT 2O A BROSHE 2SO bz, BARANZEITS
AF 2.5mg KO bmg F 5D LDL-=1 L 27 1 — /UK FRIZ, AE A FNFRN 5mg KO 10mg %5 L
e EDEEFRRBETHS T,

X 1 KFRAM L - R
REMEI LATO—)LIEAT OESREFICE T 5888 ©
ARNDOZEEME = L AT v — VIlE~T m BEGIREFHE 37 il & xt4: & LT, AHK 10mg™ L v 5 % Bith
L. 20mg &N 40mg™ L 6 B EIC T E L5a G 18 &L | ROEME G (5 52 A
#5) @ LDL-= L 27 v —/ L&D MIEREEIZ T 22 R K LRI DN T, =7 V3 BRIC LV B
L7,
LDL-= L A7 1 — /L PR FRIE, AKIH L 10mg (6 %) Tid 49.2%. 20mg (12 #7%) TiX 53.9%
Tholz (ITEALRE ; Wb EGRIME S OlEIZIHB VT, p<0.0001) , 18 HMOME MM % 5D
T, b2 M ORHIH GRICI T D ARIEOIEMENGE DI LT RIT R Do T,

X 1 KRAM L - R

(4)REERIERER

1)

2)

BEALLEITHERGHER

B L AT u—)VIIERFEICBIT 5 HEKCRBR ( [VSEKRBEE 4).1: B3 LATa—/LMESREIC
BITHRAERNHEER OHEZZM)

e E R

BOLATO—)LIEREICE ITH2 _EEREERAR GMEAT—2)

SEADFE 2V AT —/VIJERE ZXRE LT, AFD 1 H 5mg, 10mg %5 &, BEfF® HMG-CoA
BITEEILEAR] (7 FVARAEF 2 10mg, 7T 3AXF 2 20mg, VU /NAKX F 2 20mg) ZHEE LT
12 A O ZHE Mg aER 5 B OEEHER LV AH O 5mg K U 10mg HLGIFNFE IR TR AR ICE I (R
4, £5) . LEMIIMOBAF HMG-CoA & tHERILER L IZERKETH L LB DN,



V.

1BFRICBE 4 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 FS54 U EEBEZERER (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_EEREERAR MEAT—3)

NEANDE 2L AT — VIGERE X% L L ZH S KR ER 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 KT hL/RA X F 2 10mg TIRIZRRE TH - 7=,

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

AR IIUTOLEBY Thot-. BESFEZLOFEI

ZEBWT, KKl 5mg. 10mg. 7

(JAS) Bhiik
=10 ([

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

TR BLRIIAA] 5mg,

®6: EREHICETIRE 12 BROMBREEMEFIIERILE 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 bARAZF v 10mg & DHE  S3HUHTET V% V7 pairwise t-test)




V. BRICBETLEA

1:JAS2002 2§17 % LDL-C BRERIER (12:8F) GHEROBET—H)

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 ok 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, X%% :p <0.001

(7 PR REZF 2 10mg L OHHE 7P RT ¢ v 7 [El)
VUNRRBFURVTINRAEZFUED_EEREERARE HAEAT—4)
AEANOE 2 VAT o — VIlEEE 238 & Uiz EBEREEGER 10102380 T, A4l 5bmg, 10mg, 7
FRALF L 20mg £ RN A X F 2 20mg & 12 R G Liz,
A 5mg KO 10mg # 512 & 5 LDL-= L 27 m—/HETEH (R 8) | HABIREL Y2 (JAS) Bk
WL RZIR AT A KT 4 > 2002 4ER (LA, JAS2002) @ LDL-=t L A7 v—/LHIEfEEEE (K 2)
10 JAS @IRMIERZIR AT A R T A > 1997 £l (LU T, JAS1997) | KEA VAT v — LV HE T 0 7T L
% 2 s (LLF, NCEPI) | KROWOMNENRIE L2 (EAS) WA K74 (LLF. EAS) © LDL-
DL AT a— LV EEERER (£9) BUTOLEY Thol, AEFRSKOEIERFBLIRIIAH bmg,
10mg, I A ZF L 20mg KN /N A X F L 20mg CRBETH - 7=,



V.

IBFRICB DI H

R8: BREHICETHIMBEREEFHELE

(12 BF) QHBROBET—%)

AHlsmght 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

(FFRAHLF > 20mg & DI
+:p <0.05, ++:p <0.01
(2 RRREZF L 20mg L& DL
2: JAS2002 4 K54 »IZH1+5 LDL-C BAE(EZER (12 ARF)

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
17 :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)

4)

% 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 Eepezs " 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 L 20mg EOEE BYAT v 7 [Alk)
I WAMER B BGE OIMFO - DI T i=7 ) » U 7 ORETT, AAIO B ARANCEBT 2 HEIEIANEAOH
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—LMEATOESEKREERICE T 2 REAKER
V.(4).2). BARAZBEMES 2 VAT a— VlE~T B A REBE 37T BT 2 i &R R — 7 V3R BRI
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)
SALATA—LIMEREICRTEVUNREF U TINREFUORRT MLNREFUERBE LT
_EERIEBEHROERT—42 WEAT—4)
EaL AT )VIJEDREFICHT DYV NRAFF U TITNRAZF U XIT MAARAZF U axRE L
7o AH] bmg KT 10mg O "B E R HLEGAER O 5 iABR DL RO . #kx BB Y R AF O F M
FAZTRBAMRNT LTz, T ORER, 656 mll b, &k, PARRE LM, @it 77 v — k@R, 2
BUGEPRIE . IR 4 FE I A X R Y v 7 v Ra—LA# 1510 L)) BEFREICEBWTH, —B LIEAMERN
RN, ENENDEBEERITB W TCEEMEN RO AT RIT R Do T,



V.

1BFRICBE 4 5 IHH

=10 : #ERINHHEE 12 B%D LDL-C £

(X#| 5mgl41® R 10mg¥ | 5 RBOEET—4%) WE
E _
LB N R pA T > 7‘7 mk—‘All\i I . o/ N\,
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 5221 TV 5 EE
DS D RMIMAR IR, THEIARES AR, IMI A R R DR
so%x : BMIZ30
Z1:BEIHILGEE12B%OMEREETHEILE
(&K#| 5mg!518 KR 10mg!> . 5 REDEET—4)
THEEE (%)
NE'E 5mg 10mg
MFEE (20041]) |[FEMAE (388 41) | MAE (194 %1) |FEMAE (382 #i)
LDL-= L 25 11— —42.4 —42.5 —47 —48
HDL =L 25 10—/ +9.1 +7.3 +10 +9
KU Z YRR ~19.9 ~15.0 —93 —19
JEHDL-Z L AT 1 —/L —38.3 —39.0 —43 —45

Mt AR v Re—AfE, EMBE: EALZARY v I v Re—Af

#: NCEPMIOEFR LB EIZ,

UTO32UELEERTHIEREEEAXRY) v Ra—LEHE LT,
O BMI30kg/m: Ll E(NCEPII T3 P THLE)
@ FVZ V%D K 150me/dL LLE

@ HDL-=t L AT v —/ LB 40meg/dL K, %M 50me/dL A
@ DBP : 85mmHg LA =i SBP : 130mmHg LA b I3 e E S8R
® FEPRIFE XL ZE BRI 110meg/dL UL |

W VEAMNER R OIMF O = DIAT DN 7 ) v P 7T ORFIT, A&l BARNICE T 2 AZIIAAEAO R

BO 250 1ITIZFAYT 5 Ll Sz,
(5):aFRAafE A
1) EARERE - HEFEARERE 5

FRREREICS T 2EMEICRET 55
{5 A A AR A D B O ME AT 5451 8390 BlIZ I\ T, #IEIFE G 2.5mg KON bmg ki L 7= E 41 D A
Peh 12 %o LDL-2 L 25u—)L #dal AFua—/,L, HDL-aL 25 ua—/L, hY ZU+EU FEN

LDL-2 L A5 0 —/L/HDL-2 L 25 0 — LDV 2R1E . AE|OFERLER %
2 HIDENRRDORVIEFNIZIBNT, LFD LB Tholo (R 12, £13) .

- RIS RSTRERRGAER (TERRERREER)

Ao ETRbEY LB
ERN RIS 1) RT

{EMEIREBTBIH A R A > 2007 4R (JAS2007 A KA ) #E& 5 2 ) —5lo LDL-C & # H FE i
BIEREHLDE, R TPBEODT IV MBI R IKTFHOEREIZBNT, ZNEINE 80% KX 60% D
BELZAEMEICEEITEDL ZENAETH - T,

(14 3)




V. REICEET5IAH

12 5 12:8%0FHMEFEREELE LR

(BaLRTO—)LVIERE. RCABRELZ LY | ¥[8 2.5mg ###654)

y P 5-mirfiE B 5140 b=k . -
e (mg/dL) (me/dL) (%) LERA tBRE

LDL-2 L AF a—)L 2691 164.54 96.86 —40.08 p<0.001
Barzro— 3200 255.16 183.94 —27.31 p<0.001
HDL-= L 25 a—/L 2965 57.33 59.27 +5.64 p<0.001
U ZUERY R 3247 177.14 141.62 —9.30 p<0.001
LDL-2t L A5 1 —)/ _
HDLr =t L 25 11—l 2691 3.065 1.735 41.534 p<0.001
o AFIRERTIS » ADOBEa L AT a— VIEIC kT A IBEROB 572 L
£ 13 B5 12:8%0FHMmMBREELE LR

(BaLARTO—)LMERE. FUAKREAZLY | 40 5mg #&EH)

” P 5-miifE P 5140 A= " -

LDL-2t L A5 1 —/)b 30 153.21 80.48 —46.52 p<0.001
Balr AFo—)L 37 252.32 177.24 —29.15 p<0.001
HDL-= L 25 a—/L 35 51.98 56.44 +10.70 p=0.002

N ZURY R 37 252.54 177.86 —19.45 p=0.001
LDL-2t L A5 1 —)1/ _

HDLr =t L 25 11—l 30 3.211 1.505 51.319 p<0.001

o AFEERT 3 v HDE L AT v — ) VILEIC 6T B IGE0# 5.7 L

H3: % 512B% DIAS2007HA RS AV BEHTI)—RIDOLDL-CEE B IRESER

(BaLATA—)LIEEE . #E2.5mghkkHl)

9558 WRIEH] O RiARESE R LK ERITARIE S b X
L _ 94.29
; 100 8846 9142 g9 83.97 85.54
L 650 80.15 920 an
| 80 A Z%? Z?T %27 69.20 :
c 60.50
g\% 60 - 52.33 7
% 3y
H
= 40 A
fit
% i
i 20
O - T T T T 1
n (140 113 26) (1,363 904 453) (1,372 761 600) (919 435 472) (3,794 2,213 1,561)
AT A)—1 AT IY—1 J7 =) —1I e il SN
—& T
% AR ERT3 » HRO®E 2 VAT 10— )VIEIZ %9 5 1R 5 0 4 M
MR EERREER 17

RENREE & 2 VIXEBARA o F — v a UHiAT T EORBIIRE RS OFE 2 L AT 71— VIRE & k5
\Z LDL-C % 80mg/dL K ITAR T~ S5 & 9 ICAK % 2.56mg/H X ¥ &K 20mg/ P £ THlig#& L L, M
WEBE (IVUS) AW 76 % OHEENRT 7 — 7 BROE(LRE BT Lo, 2B, HBR& TROA
Flo1 HdH- OV G &% 16.9+5.3mg Th -7,

A RIPEREAT R 52451 126 BIIZ 31T DB NREMME OB EITFR 14 D LB ThoT,

Fio, HEBIRT 7 — 7 KRIIARIEGETE iR L, AR L (R 15) .



V. BFRICBTHIEH

ZEMEICOWTIE, ZaMEMYTrE 213 it 74 1] (34.7%) 166 HOEIERN BB L, EELRRWERIX

311 10 FHICERD DAL’ FEC, DAREZE, BRUHBUIRIE ORI L bR Tz,

14 BEREEOFEYERVEHELE

NR=ZAF A D 76 W% D
SR EAE SEYIARE AR b (%) 1Rt BE
(mg/dL) (mg/dL)
ILDL-=v A5 a—)v 140.2 82.9 —38.6 p<<0.0001
oL A7 a—)L 213.6 157.8 —24.7 p<<0.0001
HDIL-=v x5 a—/u 47.1 55.2 +19.8 p<0.0001
KU Z YUY R 147.8 130 —4.8 p=0.1639
ILDL-= vV X5 a—/
HDL-= L 25 11— L 3.12 1.56 —47.54 p<0.0001
F15: IVUSICKDBEIIR TS5 —V HRFBEDZE L
R—=ZF A D 76 FH% D
RIBSEN S ARAE L (%) 1At BT
(mms3) (mms3)
WA A/ 72.1 66.8 —5.1 p<0.0001
A e 78.3 81.6 +7.3 p<0.0001
& 150.4 148.5 +0.8 p=0.4673

2) FABEHLLTERFEDABXIIERL -RBEOBE

MU ER e L




VI. RT3 2 A

VI. E3hEFEIE(IZEY 5I1E8H

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

2. EBE{ER
(M1ERERML - ER¥F
O ANREF ANy A, FBNICEEINICEIY AE N, iR CTOa L 27 a— VAR ROFERSE
Td % HMG-CoA iEulERE 2 RN OB EHICIHE L, 2 VAT m— VAR EZRICIH T 5, £ 0k

N

AN O a L 2T o — LEBMET L, ZhaM 972 LDL /R EORENFESINS, 20 LDL %

BRENLT, aLATE—AEAROEWI REHTH 5 LDL OAFIE~OE W AZAEM L, fh= LA
Ta— A METT 5, ARFNL. IFECIEF & L CREMRE R 2 LTIV IAEN 17D, IREBURIME D LA
W2, BRENHNDE R & BRI R WML OB 1T H W JA T < < HFREERAY 72 HMG-CoA 2 tEEEHEAITH
HEEBEZBND,

1) HMG-CoA ZE B REE/ER 19

2)

3)

DANAZF AN T L, Ty NEOE MFIZ Y —2AHKkO HMG-CoA EILEEFE K NE 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/EA

0 ANALF IV AiE, b PR K HepG2 #ifidd LDL 5 28 mRNA O34 R R AT
HL., £7. LDL#&EEL M7 (in vitro) .

(QEME R 1T 5 HERAKE

1)

2)

3)

mea LR TFa—)LETER

BANRRBZF U AN T AT, A X, =7 A%/, WHHL %X (b bFEEESH2 VAT 18— VIE
DET N IZBWTIERI VAT r—LE £72, 7HREH E*3Leiden N7 VAV x=v /v U
Z (7 VLDL ffEEF VEW) KOt b7 REH BICETP (2L AT 0—/L = A7 VEEEEH) hT v
AVx=y <A (B hOalb A7 — L REHTEL LBERBREEZ AT 257 VEY) 1280 T
B L AT e — L2 FEICK TS8R, 1 XCBWTiE, HMG-CoA EITHEDISHEN TH 5
ASa RO PR A BRI R S,

BENAREE 1L £ RIS 45 A

0 ANALF Ay AE, WHHL 741280 T, KEIIROIBEILERB, 2L AT o —/LEg&8&0
BTFxEb7eb L, BIIREELIRZ DM &M L7z,

UG YR FETHER

QANRZREZF U N T AL, THREH E*8Leilden N7V AV 2=y 7w AKORE N7 HREH
B/CETP F o AV ==y /7<= ADMIER F Y 7)) REETEE-,

(I)EFAFKIEERM - FiErER
MM ER e L



VIL_EYyihieIc B4 5 I H

VIl. EYEREICET 5EHE

OR/NRAF e IDSEP] R, OR/NRAF > 0D §E TDSEP] I$EMENREZEA S M IZT D ERREBROBKIAR
FEBLTULAL, REICET2REHIEII LA L—ILOE - Y LA F—IL°OD fFDA V2 Ea—T+—LM 55 H
L/T:o

1. MAPREDHR - AlIEE
()ERELEEMGILFRE
MR L
(2) 8= 1M R iR B B 2 A
TEFER AN B 6 Bllc e ARALF U v A bmg O & CZERHCHERR O&RE Lz 2 A, miEhn
ANAE F o REFRE% 5 I Cmax 278 L7,
Q)RR TR SN O RE
1) HEES
RN B 6 Bllcm ANRAZF U N7 NE bmg O & CHEMERFICHEROKREG L L2 A, miE
o AN E F R 5% b5 FEIZ Cmax Z78 L, 1R (tue) 1X20.2E7.8 Kl TH o7,
F72. Cmax XN AUCo-24 1ZFNFH 3.56+1.35ng/mL & 31.3+13.6ng-hr/mL TH o7 (P
RS . B, BANRRLZFUOERNBIEEIIRE TH L EEZ N TWD WHEAT—4) .
2) REHRS
EFERA B 6 Hllc e ANRAZF U Iy 7 510 KT 20mg 2 1 H 118 7 AR, 28R K ERR 0 e
Lzl A, BhH#% 24 FEOMAEF 7 AN 2 F U REITRA I ER L, KERS 3 B BITIXIZEER
RRBIZRIE L7z, ERIRIBIZIIT D AUCo20 ITHEIE GO 1.2 5 Th 0 | Z OfEITXHEE 5 TORERH
HOTHE L RRRETH o7z, Lo o> T KERGIZE D TR EOEREIT VW EBZ bz, 28,
HAANZHEIT S Cmax LNAUC ITHADK 2 TH -7,

%16 BEBRABRHIZCBTA20RNREFUODOEMEIEE/NT A —4 (n=6)

H& Cmax? Tmaxb AUCo-24% AUCo- 1729
(mg) (ng/mL) (hr) (ng-hr/mL) (ng-hr/mL) (hr)
BAANCARNREFUAILIDLEZRE LI-EEDHER
HiE | 7.87 (54.4) 5 (4-5) 74.2 (56.0) 126 (39.3) @ 15.1+5.369
10 K | 9.38 (71.5) 5 (5°5) 90.5 (67.0) 167 (30.0) © 18.4+4.62¢
90 H[E | 205 (54.6) 4 (3-5) 171 (53.0) 209 (50.1) 19.1+5.81
K | 22.1 (68.0) 5 (5-5) 206 (63.9) 248 (62.2) 14.8+5.76
HEAN (AAN) ITARNRREFUANIILERELIZEEDHER
20 HE | 10.7 (52.6) 3 (3.4) 77.8 (48.8) 103 (48.6) 16.8+6.49

a) B(TPEHE (LERED ., b) PRE @), o FHEEFEEERZE, dn=3, ) n=4, ) n=H



VIL_ EYEhfelc B9 5 HH

3)

4 BEBRABHIZETS 1B 107 BEREEOESHOMBPIORNRE 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)

FEEOEZE NEAT—42)
Child-Pugh A (=7 : 5~6) & 5 Z Child-Pugh B (227 : 7~9) OAEABRESL 6 fillcm 2
AL F AN T A 10mg & 1 A 1[E 14 BRERO#ES L, fEh e 222 F U REEZRIE LT,
JFbEE B HE O Cmax &Y AUCo-24 IXERERRATEDOZ N4 1.5~2.1 [E RN 1.06~1.2 5 TH V| FRIZ,
Child-Pugh 2 227 73 8~9 O EFE 2 HlI T 2 MAEPREL, fick_XCTRrotz, [2,2, 9.3 BH]
BEENERES WEAT—2)
FIEE ORI D BEERE (4~8f#)) I[CuANZREZF L7 A 20mg e 1 H 18] 14 HREKER D
Beh L, Mo ANAE FUREZRE LTz, BENSTEEOBEEDOSH L BETILT, R ARRYF
COMEFRREICHTIRBITFLEALRDON RS-, LML, BE (ZLT7F=22 YT T7 AL
30mL/min/1.73m2) DEFEE D &H % HE TiE, RN~ TR PR 3 fFI2 EF- Lz, [7.1.
9.2 2] ( [V2HEEARUVHAZICETHEE] KO [VIL6.Q)BHERERE 0HASR)

X KRNV - R
BEHEADES GNEAT—4)
BHEEE, BIERIE . LEEFEE L ORIERIE S 8 Fllc e AN X F )Ly 7 A 40mg (KGE
M) ZHERAO#KLGLIEE ZA, BPED Cmax KN AUCe 1L, TR ENLMED 82% K& 91% Th >
7o Flo. FHHEED Cmax KON AUCo 1L, ZNEALE#nE D 112% K TN 106% TH Y | FiK EREE 72
HHEZERNE DTN EB X BT,

(4)hEE
HEE R L
B)BE-HtREOFE

1)

BEOEE WEAT—4)

fERERR A 20 Bl ARALF U Ny A 10mg &7 B A4 —"—3ET 1 H 1[0l 14 HE. ZEER (&
% 3D H D WVITBBICR NG Uiz, B%EG LTz & & OARFI ORI R TRSNTH Y |
Cmax [FEFICI->T20%EF L, L, BH%EED AUCe2m (FZEERFHLG-D 94% TH Y | AFH|D
WL EA~DEFOREIT RN LB R B,



VIL_EYyihieIc B4 5 I H

2) HRAEOFEE
VI.7. 8B E{EA ) 0lEEZMHR

2. EMRER/INTA—S
W 2iwab~
MR L
(2)RULEE E
MR L
() HKEEEH
MR L
@GV IUTZVR BAEAT—4)
TEEER A B 10 Bl e AN EZ F U vy A EFRIRNERER G (6mg/4hr™) LT Lo AN X F
YORHMIET VT T AR PE T VT T o AFEREN 31.90/hr KT 11.6L/hr THY (7 AN ZF 0%
FITHIBIZ L 2R EZ T D B2 b,
X% 1 KGRIV - R
(QF ik
67.9L (ERERRABIE 10 Blic e ANA X F 2 B v T A EFIRNFRGER 5 (6mg/4hr™) B)
X% 1 KGRIV - R
(6)Z Dith
MR L

3. B&H (REaL—Lav) @i

(1) R4 453
U EER L
()85 *— A EHER
MR L
4. 1% IR
(1) R IR B iz
WL

<BEZ . 8¥ (Tvh) >
H7 v b OMLE BN —T 2B L, UC-0 ANRZF )V 7 L% 0.5mglkg OFAETEAL,
Beh-1% 2 RERNC NV — T NI T 2 R 2 E L7 & 2 A H 74.7%. /M5 B 82.4% . /MEHE 91.9% .
/N T ER 78.0% . 15 87.3% . M ONERG T8.1% TH -7 Z &b, B ANARZF LT v b OIHLE 2D
BIRIFEEEICIRI S D L fESR STz,
QIRIRE (NEAT—H) 19
8 A — NI L0 R BN 10 Bl e AN R X F U L AR HEERN G- (8mg/4hr) K&
OHLERE O (40mg™) Lz & 2Dt A 4T XA Z 80 7 ¢ RORFHHE S| RINERITH 50% 2L E
Th D LHEESNTZ,
X GRS - R
RFERER
MR L



VIL_ EYEhfelc B9 5 HH

5.

<s8EZ .8 (Svbk) >0

JRE D =a—VEMBLIZHET v F Al WC-a ANRNAXF AN T L bmgkg DHETRAOESG L, 0
MRHZBIOREZ »~ b B O+ ZHRIBNICEL- Lz, 7 >~ b BOHFIZIE, 7 v b ARG L2 BEREED 19.1%
NEUL S H, FGEOR 20%DHRINEND EE2 b,

il

(1)1 7% — fixi BP9 @i i

MR L

<5EZ.8% (Tvbk) >

W7 v M UC-a ANRAZF Vv Lk bmglkg O & THIAI30H 5T 1 H 115 14 HEIER &S
L. MR RRIREE 2 WIE Lok R, HIERE KERGWT BN, DK, T, TEELOHIRED
FEEREIR L ITR IR AL T TH D . MA~DOBITIXIEE ARV EEB X DT,

(2)in % — Rs B REFT @B 1

MR L

<BEZ . @B (Tvbk) >

TR 16 HDT v MC 14C Ei#kd 5 WITIFERR O 0 A2 Z F o L3 Ak 25mglkg O & CHEIR O #
B U, #5430 DICHUINEED D\ T e AR L F o OMBENIRE 2 HIE Uiz, ZOfE, MERER e AN
A2 F o DRRPIREZ, RMEMETREDOZN LN 3.1% KT 1.4% ThH -7,

QB)EIT~DBITH

AR L

<s5EZ 8% (Tvbk) >

BT T v M UC- v ANAXF U vy T A 38mglkg OB THERR O £H L, i & Ot
HORBUFHERE & & BICHHH R ANAZ F UREZE Lz, ZORE, L BUORERE IR 5% 4
MichE iz L, PO REIREE D 0.76~3.07 f(F DM THER L7z, E/o, Fthu AN 2 F U RET
JEHRBIRE D 34~60% Toh o7z, TNHDFERENG, 7 v MIBNTRANRZ F U RO ORHITHIT
FICBITT D E B2 bk,

(4)BERA~DRBATIE

PMER e L

(B) DDA~ DBITHE

M ER R L

<sEZ: 8% (Svbk) >

1) EEEE 20
HEZ > BT UC- R ANRE F UV T b Smglkg O MR CHER 0BG U RPN U AR 2 E
L7z, NI e b @O ST RE3G8 Dav, TPl i e iR B 134 51 16 i @miRE A2 R LT, £ D
L DRERE TIEE G4 1.56~4.0 FEICI @ IRENRO bivle, £70. B 51% 15 43 Ol U RE R B 1 i
HEPIRED 25 (5 ThoTe, ZHHDZ LMD, WIS L7 U BRI IR RIS T & 2 g~ D) Tk
R fMER"T &5 2 b,



VIL_ Y Ehielc B4 5 IH H

R17 Sy MZHTFBMUC-ORNREFUHILYDL (5mglkg) BEEFEORSEOMEBAKSTEERE
(FHEIZHERE. n=3)

i ERER S (ng eq. of rosuvastatin/g)
R
15 45 1.5 KFH 4 FREfH 8 IRF[H 24 FEfH] 48 BEFfH] 120 HEFH
ik i | 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—XK—1 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
+
L. 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 104+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 :REBRALT O, A, #8E. TR IREK. HUIRME, BH & O8IR Cid4ke s < ND)
Al RIS

[ ] SMMORERECHT DT

2) RE®RS
W7 MTUC-m ANAZF )V A bmgkg D& T1 H 1[0 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
B A8 B 1% 24 R OB B BEIR L IZRIRE CTH Y | KIEH G 6 B H £ CICEFREBIZBIZE L &
EBZz b, HEFEGREE R, 14 BIER 5% 24 FERIC T 2 RPN REIR B 1 3 iR EE O 20
~56% Td b (IHHEEY > /3@ 2%) |« KEEGIZ X > THAEENE LK T 2o b
minole, Fio, AAHRRO B RERR EE I MmAE T B REIR EE & IR IERRRORE THHAT 2 & B2 b,



VIL_ EYEhfelc B9 5 HH

RI18: T Y MIBITH “C-0RNAREF AL L (Bmgkg) 1 B 1 BIRER O 5RO BBAMESTEE
=E (EFH+RERE. n=3)

JHREEE (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+113.3 | 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 OB 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

;4SO B IR B b
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6. £t
(DRHEBL R URBEE GFEAT—42)

TERERR N B 6 Bl 1UC-a ANAXF 7 A 20mg ZHERAOKRE L1-E 24, BEEITEICESIC
Peitt S, REOFERIAEET DS RRO ERIREMETH Y . 7 AN EZF L OERND S ORI
TORMOFEGIIREL RN EEBZ b, REPITHEET 2 ERBHWIL, N-WATFLEKRNES-F 7 b
KTH o7z 2,

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, MEHIZBT 2
HMG-CoA #icEE R EEE IR T 2RO F LI T TN TH L LEX BN,

K5: ERZBITFAORNREFUOHTERBHRER

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
QRHICEAE5T SR (CYP450%E) OHnFiE, H5=F
1) RENZTHEE
i) in vitro X HEHER 22
b N EEERT IR A BN D dn vitro BBRIZISVN T N A FOVRPAER L7228, 2 ONEHEE 3R 10k
WThoT, £l NI A F /LI 59 % T/ P450 2 FFElE CYP2C9 U8 CYP2C19 T - 7278,
CYP2D6 X° CYP3A4 BG4 S rlaett bR =z (X 5),
i) BREREER MEAT—42)
B ANAL T OENEIEIC KIT T PAS0 BLER| OB L G 572012, 7 v =27 —/1 29 (CYP2C9
&Y CYP2C19 OHEHRD, 7 haFy—n 2 4 hT7aFy— L KR 2ua~v A 20 (DE
CYP3A4 KO P FEE A OBHER) & OPFHEER A E L7223, Bl 5 02 AERITR® btk ho Tz,
TET 47T (KEEAR) E0HEG LIEEx, mANRZF O Cmax L AUCo 1ZZ 12
221 fE RN 1.88 fFITHgIN L7z (UMEAT —4), B ANZRHZF 7 OATP1B1 # 4t L CHFgIZHLY
AEN, LT 4 7 PMEEORY AR EZHET D2 L2k > T, B AR E F oo mEHiRE %
MESEDHEZEZBNLTND,
2) FI-RIFTEE
i) in vitro X BIFAE A5
n AN K F L (50pg/mL) 12X % P450 (CYP1A2, CYP2C9. CYP2C19, CYP2D6. CYP2E1 X
N CYP3A4) THEPEDLERIT 10%LL FTho 72,
i) BREREER MEAT—42)
T7 7 V2D (CYP2C9 KON CYP3A4 ORE) &2\ Iy T3 0 29D KNEIREIC K IT T E 2 i
BFLTZH, S ERRSERAR AR mm%m&#okomm%4%§¢%®ﬁﬁ%@ﬁﬁék
OB IE L OB Z FEM L 72, = F =T 2 T DA — Lo METEE IS TR bNT, v
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ANALF 13 CYP3A4 ITHT 2 EE 2R S0 e B X b 29,
QYEBEMNROEERVZDEE
EER e L
HRBEVDEEDHEER VLR
7 v MFIZ7 v Y=Lk TE b HMG-CoA EITHEA ML N A A Ak 2D N -BiA FAROREBREIL, £
NENRENME (BANZZF ) O B50% Kk 14% THY . ARFHHO & F COMPELELRITREMED
4.5% Th-Tz, £/, 5S-7 7 +AED HMG-CoA EiEMEEME T v MFI 7 v Y — Lz 0 TRES
L7z, HMG-CoA i iR HEFEHIIAIED 9.6% TH Y . Zi 6 DIREM DI ~DF LT hsnweE
bz,

7.8 it

(1) BERER AL R AR B
FATAEH- PR L0 R DRt S LD,

Q)HEE HEAT—2) 30
TERERR N B 6 Bz 1UC-0 ANAXF 7 A 20mg ZHERAOKRE L-E 24, BEEITEICEPIC
P S (90.2%) . SRS BEHEIERIZ 10.4% TH o7, RPITHEH S5 BETRED 68% 11#% 5% 24 B
M E Tl S a3, FEPICHE SR D IEED 79% 138 514 24~72 BrlICHRIt S vz, £720 JRE O
FEPA~OREARPEIEREIL, TRENELEED 4.9% K 76.8% Th o7,

6 : @EBABHICEITS “C-ORNREF ALY L (20mg)
HREZOKSHORETKRSEHME (FYELIZERZE. n=06)

120 -
100 -
80
60 -

40 -

RRERATREYRIER (%)

20 r

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

Q) ERE NEAT—4)
VIL7.2)8FM 3] DA SR

8. FZIVARAR—E—IZEAT B1EHR
B R L
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9. ENMZFICLDBRER
(1)REREE AT
MR L
<% HNEAT—%F) >3
MBIEEIEENT 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 IR L, PR RUIERSENT (CAPD) % i L7, ARBRIZEH T 5 Cmax, Tmax KON AUCo4s 13
FERERL A DI ENRE & FEH BTV ey, REENE RERECMIRENT BE OEYBE T 07 7 1 )L L IE
WIZRR-TBY, B ANRRE T UIEREENTIC X > TR ERE STV 5 ATREMEA R Sz,
X KRNV - R
(2) M B FEHT
BHTIZ LV BRE SR,
<8E: NWEAT—4H) >
MIEFENT %2 FhE L TV D RIEREREIC ARZZF ALY A 10mg* % 1 H 1[0 16 HERKER D&
G (ZERgRE, 1) L. EEREA G L, MRENTIL, 227V —= 7R, &5 1 Af #5% 2, 4. 7,
9. 11, 14, 16, 18 HHIZHEM L7z, MEEH 2 Fhi L T 5 KB R ERE OEHFREICBIT 58 A2
2 F D AUCo24 KO Crmax 13, BERERRAIZHLEZ L TERZIL, 50% K O 58% it % 7 L7z,
X% 1 KGRIV - R
Q) E MK ER
AR L

10.HENDEREATHEE
VI1.(3).3)FEENEE|] KO [VI.1.(3)4)E#HE~DKRE ] DOHEESM]

1. Z Dtk



VI Zzett (B Eoikgss) (B4 55

VIll. &% (FEARALDIESE) (CEHT51ER

BREZTDEH
LTV

T g
& Of
3 wF

2. &

. & BEZTDOER

2. R (ROBHEICFB/ELENIE)

2.1 REN ORIk LiBBEUE OB D & % B

2.2 FFHERENME T L TCWAD EEZONDUTD X 9 72
S, B OSMERE, P2, . ¥9E [9.3.1, 9.3.2, 16.6.2 ]

2.3 IR TR LTV D Al BEMED & B M K O R (9.5, 9.6 B

24 v v ARY EFEETORE [10.1, 16.7.2 ]

fiRER -

2.1 BEHRE RN 5 — M AT R, A D oy T TR & ST EUER S B B bR A b
DB T, AADOHEGIZ LY BBIERDHHE T LBENNH 5.

2.2 AFREREME T L TV DB TIIAKI O M P EEN ER42 2 L b AFIORIERN S bbhod <258
TN b D, Fio, ARNZEICHBICBWTCERT 3720, FEELZELLIELIBZANRH S, (VI 1.(3)
3) HFEFEDOFE) 0HEZZM)

2.3 S O AR E CORRRER T, fhm x5 268 HRRER I3 72 < . AFN ORIz xtd 5 2R 13N LT
W7, T Maftho HMG-CoA iZ2 iR ER 2 KER S LG8 IR RO BRFE R HE ST\ 5,
izt T, 1o HMG-CoA & BRI ERI T, ER 3 » H L TOMICIRA L= & &, BRI R
ERdh bz OWMERD D, KAlX, 7 v MEILEGRBRICB W T ~BITT 5 2 EnwmE s
TW5, (V. 6.5) e, (VI.6.(6) 23LIFE OEEZSM)

2.4 NL7#EERA() StRER) 0HEEZZHR

3. MREXIIMRICEET TR L ETDER
(V2R IEHRICEET 5FE) OHESMH

4. FERUVA=ICEET X8 L TDEH
'VAREZERUVA=ZICEET 538 OHESH

5. EEREARNIE L ZTDER

8. EELEAMNIE

81 HOHEMNMUOE L AT 0 — )VIJEBEDIEATH 5 BHRELZITV, FICEBFEECEIME, BRSO
EIMPECRBRD Y 27 77 7 X —DOBHE L T+ oEBE T2 L,

8.2 HEHHITMHFIEEME A EHAITHRE L, IBRICHT HRIGHRBD bNRWGEICEEGEHIET 52
&,

8.3 WHBHME X ITIE 12 £ TORIIFAI, HI1Z 1B, ZHLIEITEN CEEIC 1 [F1%) ([CHTHHEEER
BxE4TH 2k, [11.1.4 W]

8.4 M/ IMERIBANH HbNDZENHDHDOT, MKRESEDOBZEAZ /321752 &, [11.1.56 2]

8.1 F L AT v —/VIJEDIREANIZITHBT 2B FE, &2 VAT 0 —/VIIEDTER ORI, R
BRI L L GO ATEEEYGE CTH Y 72 & ZEWIERB VLT & 72 o CTHATESEYGE & FARIZE <
ZENEETH D,

8.2 H= L AT v —/VIIEDIREANIZITI@B T 2B FEH, DR NB 2 0GEITER LA S, #Y)7275%
DIEEND Z L ZRETHT-DICFEI L TV,

8.3 HFHERERE EIEBI D% < 28, BeG-BRMEHR Iy A NI EERE MR E NI L T D, K0 HE R FHEE
EEAOERZ KRR T, EFICIFHREREZITO 2 &2 E L, HARBIREE IR B
WAA RTA O ESEB I mER 2% Lz, (V8. (1) EXAGZEMER L WMHER] OHEESMR)

84 (VI 8. (1) EXGEMEALMEAGER) DHEEZSH)
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6. RENERZEHT OBBICHT IR
()EHE - IEEFOHLEE

9.1
9.1.

BOHE - BERZFOHHESE
1 BREMBELHOOLAPLTVEDHRENHIUTOES
o TIa— LA
o HURIMEREIK FIEDBHE
o BMEMOMKE YA tn7 o —%) XIZOFBEROH L BE
o EHIMEOFHIEEDOBERD B 5 BE

fiEER
9.1.1

HMG-CoA & el EA RO S HIE, 7 a— L hsEBE 37 L a—C L 2§ o £
(Y )= AREORBEW T T IVT b NI K DA NEREREERIGIEOLE) iTEsEENE (=
X )= L HIEECHRN S h 2y R 7R 5 E8EEM) 510 X 0 BB RRE 2 & e ke
(Tha—n I F T —) ZRETHERD D . MEMAEDERIK L5 L OWRENRH D
Tl VMI6HENDERZETIEEICEIT 2IEQ)EHAEREERSE 0.2.2) OFFUZLHE LZFMICE
JAMEHC LY, Tra— L hEAE, FIRSER TEORE, BEEOHKER (HYyAtae 71—
%) IZEOFBEREO & 5 BFH . HMG-CoA E LR ER XX 7 1 7 7 — hRIEFITOMBEE OREAE
EDH 2 BB IR MAEZ R - LT WEKNEZFTLHEFT L L THEEREZINL TS,  ( IVL2.
BERNBEZTNDER2.2) KO VIA1.3).FEEDFEE) OHEAESMR)

()BEHEEETERSE

9.2
9.2.

922 BEEXXIZOBEEOHIESE

923 EHEENDEBEEEOHIEE

BEWREEEERE

1 BHREREEEREZEOHIEE
AKENE 7 47T — FRIEFNZ DT 2GEIE, BFRESDL 25720 L S B 5A DA 0
T 5 &, RIS ERSREEAL & E O AR BARIE N B B bV, 2 ST 2 581
EHMICEIERES 29206 L, BRER (BWm, B o8, CK E&H., mAROyRF
ey ERWERNCMEZ LT F = EREOBEEOEAEZRBOGAITELICEG 2 IET
HZ L, [10.2&MHE]

FEBUHRRIE DR EFI DL NEHEEERELZ AT HHRETHY . Tz, BBUHRAE IZFE - TR
REBHEEAHObNDZ EnH 5, [7.1. 7.2, 16.6.3 /]

AFIOMPEBENGL R BEFANRH 5, [7.1. 7.2, 16.6.3 B[]

fiRER -
9.2.1

9.2.2

HMG-CoA #ItEERAFAI L T « 7 7 — N RIEAIIE O P F, BB 2 R MR A EIZ R 0
BOONDLEEITH L, AAlE 7 4 77— FRERNZOHT L Z LR aFen &l S 75612,
BRAER (PR, B o8, CK EA., P EWRFIA ey ERIENCmEZ L7 F=
FAFEIZEBELZDOHATZ2 2L, ZALDEIR - #ENRD bN-HEITIE, BEbickEahiET 5
Zb, Fe, BE (V7 F=r2 U7 T A<30ml/min/1.73m2) OBFEEDO H D EH TIE, K
NIZHARTAFIOMAPEENK 3 I LRI D0, HEICEGETIZE, ( L7.QHBEEEZFD
ER| 0HZHR)

R 5 AT OB BEE D H 5 BH Tl, Cmax, AUCooan IZIEFERA D 1.1~1.8 5 TH - 7208, HE (7
V7 F =27 VT T A <30mL/min/1.73m?2) OEEE O H 5 BH TIE, EEFERK A AT g A
FI 33 BER Lz, £7-. BHEHEIK T HRE TlX. HMG-CoA 12 l% 35 [ E A1 5-HF I A B 4 5 BT iz
JEORBBENE L 70 d &L OWENHH, BINEZKLFEAT (The European Agency for the Evaluation
of Medicinal Products : EMEA) =352 5% (Committee for Proprietary Medicinal Product : CPMP)
DEIE G ZEMER Y —% > 7 /3—F ¢ — (Pharmacovigilance Working Party : PhWVWP) 28\ T,
HMG:-CoA 2 el L EANC X 2 fFEEIC OV TREDM T i, BIEE O & 2 B8 IR T 2k 2
LT WEKEFT 5720, HMG-CoA BIItBER AL EA A LT+ 25 GITEEICERE T RETHDL L DN
KM CEICGEHRT I LopEREHanz, ( [V2REERUVAE] KD I1.(3)4)BEEED
FE|) OHESMR)
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B)FtaelEEEE

9.3 KFHeElEERE

9.3.1 FFHEEME T L TR EEZADNDUTDLS HEE
LWEFSR, B OSVERE A, g, A
BHLRNWZ &, ZROOBETIE, AFOMPREN ERTI28FNW0H 5, £, AANXEICH
gz 4 L CERT 20T, FEEZ2ELLSEIBZNRH S, (2.2, 16.6.2 B[]

932 FEEXXZOHBEENHZESE
AFNTEICHIRIC oA L CERT 20T, FFREEUIZOBEEREDO H 5 BE T, FEEZ2ELIE
LZBENNH D, FiZ. Child Pugh 2 2778 8~9 M HEE TIL, MEFEENMUIILERTEI -2 L
OWENDH D, [2.2, 16.6.2 & ]

RN :
9.3.2 HMG-CoA =t E A ERILBOEEFE, AFIXTICHIRIC oM L CTERT 572, FFEE 2 B S
TrBENNHD, ( M2EZZAREFOER 2.2) KO [VIA.3)3)FEENDHEE ) OHELSM)
AETEREEET 5E
REZ N TV
(5)0E5%
9.5 1w

PR SUTIEIR U TV D ATREME D & 2 IR G- L2 & T v Micfhod HMG-CoA & Jol# 3 FHE A
RERG LGSR ROEKFERHRE SN TS, BTk F T, o HMG-CoA & ol HE
T, MBSk 3 v HETORICARM L7z L & RIBIZEREGER D b LOMERH L, [235

e ]
fEER -
931 (MM2EZZRNEELEZFOER 2.3 DHEEZBHH)
(6)1RELIR
9.6 E3w
BHLRZWZ L, Ty b THHTFA~OBITARESNTWS, [2.3 ]
fEER -
932 (I2ZZHAEREZTOER 23] KV VL5.Q)EAFADBITHEH] OHEAESR)
(7N R
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101 FRES BALGWCZ L)

FEHN 4, 5 R EAR - H (8 71 BT - fERIK 1
v AKRY VIR ARY CEBRESNTOWALIEBHE | 7 AR R
(FrFq2ar, FA—IFN%) | BFICHHI LI L &, 7 r AR oM | OATP1B1 & 1 BCRP
(2.4, 16.7.2 &[] BB o 208, AFID AUCo2an | ZEOHERE A BHLET 2
DIEFRNCHEM CRE®RSG Lz & Xttt | fmetnd 5,
NRTRTRELEA LEZEORERD S,
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]
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B:3 7 BARY EREINTWDLEBHEE AR ZOH L&, 7 a AR Y oM PREIZRE
1A B2 7205, ARAND Cmax &N AUCo-24n DMERRL A HM CRER S Lz & ik _xTENE
N 10.6 MO 7.1 4% ER L7z, AFIIZ OATP1B1 X O BCRP O E THH Z ENmbhnTRy, v 7
ARV 1% OATP1B1 LT BCRP HOMRE #LET 2 7R H 5720, 7 rARY DIz L
DAKIOMHREN EHFTHEEZE2ONS, ( [HM2ZZHNBEZTOER 24 OHESH)
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RENBF FRERAEIN - BB TE HWr - BIREF

7 47T — b REA|
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NOEANOMAPREICHEEBTALN TN
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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
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JEBRIA - - EARREIC BT
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~r7u7A RREAEYE
TR~ AUk

—fiZ, HMG-CoA & ol FHAl & O OFH
T, W, B, CK (CPK) L& i
FORFIA v EAZREE L, 2R
B RE AL & E O MURUT RUIRIE 2N & B b e
ERAR

FEBRIN - - BARREREE
b5 HBE

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, HEIZS 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 LI a i, AAI o f b 3 HEOR
DK 80% Td - 7,

e AR NG

ot FEN Y R FEL
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 LR LT DHRENRD D,

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

2y T HAE )
TAFTLEN

RIS HAE )T ZAF S
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
THHREEND D, £,
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 FHLI-E OWEND D,

FERLHEHA DY BCRP OFEHE
ZHET D RN H 5,

VIRAT E )L« ~"YLRH A
=%

KE & AR RE ANV L& &, RAND
AUC 2349 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,
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ettt M EoEES) (B4 5HHA

Frs IR

AR Farg I Refrf Lz & AH
D AUC 73489 5.2 £ 32, Cmax 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 REMED B 5,

hF~F = TR
IKFI®)

AR & 7~ F = TR KT % OF
Lf: k % N ﬁﬁu@ AUC Z)‘?(f‘\/‘j 2.1 sz‘ Cmax
PR3O EALIZEDRENRD B,

h T~ F =TS BCRP O
BEAlETSZ LIk, AFom
HREEE SN D Al REME N 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

Tz TR ALy R

AFNE 72T AFy bEJFFHLEZ S
&, AFID AUC 7389 1.9 £%. Cumax 25K
21 PR L- L 0WERH 5,

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

oyl N e NS VAV

AHFlL L ba AR B L & X,
AHKID AUC 38 1.6 5 EFH L7= L DHE
Nib D,

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

) KRNSO A EICBIT AR RICESL

fiREn

B 77T — FRIEHA

HMG-CoA =t HEAEA. 7 4« 77— FRIEH & b I AEE ORENH O . mAIOJH T, 2k
B REE L2 O BIBUTRMRIE RN S Lo b BENRH D, 747 77— FREH| AT HBRICIE. MR
P SEEGEOFIER., CK EH. P EORT I A7 oy ERIERIClE S V7 F = EREORKEBRA
fED B DZ8D b NG IIIARR O 5 2RI+ 5 2 &,

B ARKEE T2 ) 74T T — N EDOHHIZEBW T, AFID Cmax & TN AUCo-24n 1E FUZFUAF B 5-RF
D 1.21 fERE N 1.07 5 L HFHFMCEEE TR, 7=/ 7 4 77— FOIEERE D Cmax & N AUCo-24n
H7 =/ 7 477 — MNEMBEGREO 0.91 5 N0.96 (5 THY . AFlIE 7= 7 47T — bk &DOMIZEYE)

MM AEERIGED N7z, (VI ENERZEHTIEEICETLIE(R) BHAEEEERSE
DIH%E S )
[ = SN )

HMG-CoA E LR FAl, =aF B E bICEBBRAREDOREN H U . WHIOHH T, 207 BikeeE
{b%£E S BEUBARIE RN & DN D BT NN S 5, HRFE-CBIEEO TR, CK E&H. i & OYRH
Frmvey ERTNCIE 2 V7 F =2 EAEOBRKREEO R DR b LG ICIIARF O 5% ik
THI L,

B TV L RPIEEK
HMG-CoA ZEILEEELEAl & 7 — WV RHUEREIEO U T, Sl BHEREE L 2 £ 5 B RRIEN & & b
NABZENRH D, HARKCBESEOFEE., CK EH. PR ONRFPIAZ ey FEENCmE Y v
TF = EREOBIRBREMO R NRD SN BE IR o5 AT S 2 b,
BB, AFlEA FTary—nEOPFHRRCIE, AKIDO Cmax XN AUCo 1377 B AROFHERICEES, 2
Z1.36 5 LN 1.39 fF L BNT 2 RN A bz n, BRIICHEERZ(L TRV EE 2 bz, £,
AFNEr b aFy— v RRTIEAARIOHLIGGE) & OOFARICIZ, A& Cmax KN AUCo¢1Z 77 &R
PEFHBERC R FNFN0.95(F K N 1.02F . AHK| & 7 a ) — )L b OFFHERCIT  AH D Cmax & (RAUCo-t
X7 7RSS, Z0F0 1.09 AN 114 FCTHY ., F haFy—iu, 7aty — Lol
OB BEREAED B LN -T2 e n . WIS IFHIC X 2B AERHIEA NN EH
Z bz,

B~/ T4 RRPAEME
HMG-CoA ZETHHEILEAI &~ 7 v T4 RATUEWE O T, 2047 BHEREEAL 2 £F 5 BURUH UE 2 &
LbndBENNH D, FHRFECHNEEDFHIER, CK L&, Mk ORT 2 427 1 v EJIFONC M
7 LT F = FREOBERBEMEO R NRD bNEBAIIIAR O E L2 TIE+T 5 2L, B, AFlLx
Vavp~A v EOfHTIE, AFIO Cmax, AUCot IXZ I EIHMEL 5D 69%., 80% & MmAEH R E
METTAHEAPA RSN, =V Aa~A o OEEEEBTTEEC LY . RFIOWILAME T L 7= /T §EdE
MNEZ LI TWVWD,
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2l (I EoEES) (ST SHEHA

B 7~ U R

AHAl 40mg CKEEAAHE) 2 1 H 1EIREHRELG L, EFIREBICBWTUALT 7 U 26mg Z HEHEG Lz L
A RIALTFU Y (8-UNLT 7 U r) @ Cmax KN AUCe-I1ZZNENT VT 7 U B HEFD 0.99
£z (1.00 £i2) KO 1.04 1% (1.06 ) THV . AANIULT 7 ) o OENBRBICEEL RIFTSRNEEZD
Nize L L. BHFPIER A RET 570171 e v v i EREEL (INR) [EE2RIE L L 2 A,
AADEHEEO INREIZ T 7 RO 1.1~1.25Thole, £, KELIZI LT 7 U U iH% (INRE :
2~3) ZZITTWHBEFICAH 10mg # 14 HMERO#HEG L 2 A, THIF 2 4] T INRED 4 28 %
TelzoiBra ik Uiz, £/, 5% T L 5z T, AAIOFGH& TR & #5010 INR E % g L7z
LA 11~3T%DEMMB I BTz, T7 7 U v LKA E ORI H DIV AEVERITEE WM BE/ER T
bDHEBZOLNTEN, BFIEIRATHD, E-oT. YL T7 7 U v ERFEIRAT 2BRITIE, BAIOF5-BHis
e OV B IRFIC AN INR B 2R L, LEIZSCLTULT 7 U OB ZHRET 5%, HEES
BHETLHZ L,
pllizazl
KEALT VI =0 A EKBb~ 7 22U L EEH T HHIEER & AK L 2RI Lz & & AF O Cmax &
N AUCo-24n 1 EE AVE VR G- D 50% M TN 46% F TIK T L7z, ARAB S 2 R # I HIgRA 2 #% 5 L
TS E1TiE, AAIDO Cmax N AUCo-2an [T Z N ENIEDFHIFD 84% K TN T8% T o 7o, AHI & il g DI
YYENRE AR AAEH OBEFIZ A Ch 5, AAI & HlEEA 2 0FH T 2 BR1C1X, AR 5% 2 RelLL L& T Th
DAl Z &G4 5%, EELTRETLHZ L,
ot E)N Y NI, TEFFENY RFENL, FAFENY RFEL, LT LENL BT LA
A BV
TR AR 2 xS e L72AAl (20mg 2 1 H 1A% 5) tavFen-U hFEsL (285 E/L 400mg/
U R FEL100mg = 1 H 2 [B#&E) OFFHREBRICK W T, AFIEME 50 AUC 1% 50ng-h/mL, Cmax
I 4.7Tng/mL TH o728, PEAEGREO AUC 13 115ng-h/mL, Cmax |Z 25.2ng/mL THV, v/l
U hFeLoftfick . AFlo AUC 28 2.1 f%, Cmax 28 4.7 % B L7z, AFK|D LDL-C & F&hHEIZHoW»
TIE, ARFIEME GHFZ 40% DK T 2B o zoicxt L, JFHE G 271% DI FTh o7, 7ok, v’
EL-U b ELO AUC KO Cmax [, B 58 & ARFOFHFHZB O TEMFRICRZETH -T2, Fi-,
R AR E 2 xf5 & L=AH (10mg) &7 #¥F v/ (300mg) XYY b E/L (100mg) WH
(ATV/RTV) % 1 H 1 [H#&5 L2FHRBRICIS W T, RAHME 5RO AUC X 14.0ng-h/mL, Cmax i3
1.90ng/mL Toh o724, ATV/RTV ffHE®D AUC 1% 43.8ng-h/mL (213% E5H-. p<0.001) . Cmax %
13.3ng/mL (600% L5-. p<0.002) Thoto, 7z, MEERAERE L5 L LI2AA (10mg 2 1 H 1
ml#5) &) e (600mg) MOV FFEJL (100mg) il (DRV/RTV) % 1 B 2 [m#EE L-0HHR
Bz, AFIEMEE 5D AUC 1Z 109ng-h/mL, Cmax i 6.7ng/mL T - 7223, DRV/RTV it HEED
AUC X 161ng-h/mL (50% k5. p<0.003) . Cmax |Z 16ng/mL (140% k&, p<0.001) TH -7,
F/-, AFl Gmgx 1 H1EEE) L7V h7TLEL - BT LUZAE L (FL A7 L EL 400mg/E 7 L
VA AEL120mg 1 H 1 [BE) LPHRRBRICHE VT, AFID AUC KT Cmax ® L5 (214 2.2
%, $95.6 5 L) B 5N, AAIIX OATP1B1 XKIO'BCRP OREE THLH Z ERNMmbNTEREY, ne
v v, TEYFFEL, U RFEL, FLFENL, ST LELKRRET L Z ZAE LI
OATP1B1 &1 BCRP O#§REZFLET 2 fJREMEN H D72, T B IRAIE G X 0 ARFI Ol s k-
AToLe&ZE20N5,
BT FGHRAE)N, TAFFLUENL, XTFHZAE)L « TAFTTFLENL « RS L
SAEN b5 & Uiz 3B e BRI B\ T, AK 10mg/H & 427 7 X AE L 60mg/H « 7 AF 7 L EL
400mg/ H -~ 27 7 7 /L 300mg/ H # fH# 5 L 72556 A4l AUC O Cmax @ EF- (ZHZE1 2.96 %,
9.13f% L 5) NEOLNT-, ¥V FH AL, X7 T TN OATP1B1, 1B3 &1 BCRP OHERE 2 H5 4
HAREMENH V. 7o, T AT 7L BN OATP1BL, 1B3 OREREZ [HET 2 AlREMEN S D726, AAF| o1
HIREN ERTHEEX6N5,
75 L E NN E L
AFK| (10mg Hmlf5) &7 Z7 Y71 e (200mgl H 1[04#E5) RO/ 32 EL (50mgl H 1 [B#%5)
L7=BEHRBRICB VT, AFID AUC KO Cmax D E&H (Zh2h# 2.3 5. #9155 %) nNROLN, K
ANl BCRP OEETHHIZ ENMoNTEY, 79 7L ELKRRT L ANAE /LT BCRP OfGE 4 [ 3
LHAREMEN D DT, TN O OEFNE O L W AFIOMFEREN ERITDHEEZLND,
VIRATEIL « ~YLRHF 2 E )L
LA IC S X 3 (YARATENL S/ SRR Z AL,/ REL T FLENL) BAEH L AR E O HER
73 CCDS (Company Core Data Sheet : {23 F 87— % v — ) [ZBIME N7z, AFIZEBWT 3 lyBl A Al
IEREIN TRV, 2 K (YHRRATENL S ~ULRZ A L) BAFINRE SN TWATD, AKRTH
BRI LTz, ~ULRZ ZE LA OATP1B1, 1B3 K& ) BCRP ORERE A PR E T 5 Al REMEN 8 B 726D, AF| D
BERNEATLEEZOND,
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SME BT AR 2 x5 & LI EEsBR IC B\ T, AAl bmg/H & L 27 7 = =7 160mg/H % FH#%
L8546, AFIo AUC KT Cmax @O EH (i 3.8%, 4.6 5 EA) v on, VI3 77-=7
75 BCRP OREZ [LE T D alEMEN H D720, AFIOMPEEN EF+T5 52615,
B oLy RRS

TR AR 2t G & L7eAHK] (1I0mg # 1 H 1 [RIEEE) L= ha RNy (7T5mg 2 1 H 1 [E#5)
OPFHFRICIB N T, =/b ha AR RT EARFIO R G- 1%, ARFIFME G & g U, o 232 %
F > D AUCo- D AT (90%IFHEIX M) % 55% M S 7=, AAlIX OATP1B1 X BCRP DHEE TH %
TEMNHMLNTEY, =/ hr RS OATP1IB1 O BCRP O#RE A T ET A R[REME N H 572 A
DOMHPREN EHT L B2 65,
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ROBWERB S 55 ZENHLOT, BIEL ToITITV, REDPRO bNIZHAIC3&KGE TIET S
7R WU ALE 2T O Z L,

(MEXLEIEAR & DHAAER

1.1 EXGEIER
11.1.1 HEEHRMARE (0.1%AK0) : HAm. B, CK E&H., M LRORP I A7 ey BA 2R L

T AR IER H S b, AMEEELEOEEREEENHOLDONLZZ ENHALDT, 2D X
IRGEIITE IR GERIETS L,

11.1.2 SANF— BEEARY) : LEERTHRE. SERRESCEN 2 CK O LA™ S b i-5Ea12iX
BhHEfIET5 L,

11.1.3 RENEHREE S F/NF— BEERH) BB, CK &E. RIEZ fED 2RO R HED BT
T HMG-CoA ;& tls# (HMGCR) PUKBMESE 2 854 & - D 0S8 MEMEERME I A F =03 H 5 b
L. BER B LEGETARNRE SN TNLDOT, BFOREL+SICBET 2L, B,
FEHIFIR 5 L0 EwEN A BN & OMEBINDH B,

11.1.4 FFR (0.1%A0m) . FAEEEREE (1%AW) . &E (BEERP)
fFde. AST, ALT @ EFZ% 5 IFfieRSE, HEAbL LN ERH D, [8.3 5]

11.1.5 m/MMREAD (0.1%A0) [8.4 BHE]

11.1.6 BEIEEIR (0.1%K0) @ MEFHELZ SLWEUERND bbb Z ENH 5,

11.1.7 FIEMME (0.1%AK0)  BEHHREGETH-TH, FE ik, FRURIREE, Mo X S a3 380 6
NIEBEICITHEEE2 TP IE L, BIBRERLVE RO GEDOEIIREZITH 2 &,

11.1.8 KRIEMHREE (0.1%AT0) : WWALOBTHK, LOTEREORTREE, KR, & 25V I8 5%
DRMEHREERD DD ENd D,

11.1.9 ZWHN (BEEEAH)

fEER -

11.1.1,2 1EEUHRARE

11.1.3

11.1.4

11.1.5
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AL F o BRI HSE O F I,
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A G F ARFIGEOEE R, B OPURRIERRE &5 2 5D RAEMIRE Z (£ 72 W i RiE D BEIE,
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M, BERIER ORI DPIRME SN TND Z &b, EEHREL TV,
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1 25 1 i ¢

WEEOHEYH (MHRA) 12X 2% F o 8IFNZRET 2 ERRBRERE. dR%E OFIVEH S & O
TNV B a—SNfER, AZF U RA L RVEMEMA & OBEIT R E T 720 &l < i,

MHRA (1Z# X KON EHK LR (EMA) 24224 F o EI o 8L EHRIC B MERA 2 i+ 5 X o fr
EATHo1-Z 2%, ABICBOWTHRERBRICAZF U R/AIO 7 T AT~ U THEEME L TW5,
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VI Z4at: (A Fodss) (B4 55H

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) o 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)
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] 20 (0.23) JRHP I A7 v e Bk 1 (0.01)
RS 2 (0.02) M/ INR H s 2 (0.02)
HERR 1 (0.01) 1 ER A 0 2 0.02)
HEEEIEE 1 0.01) SRR AR 28 0.32)
H P R 2 0.02) MmAFT NIRRT 7 2 —EHn 17 (0.20)
B 1 (0.01) Al E5- 8 (0.09)
e PIIEAR 1 (0.01) R kO s (12) (0.14)
R 1 (0.01) BERAR 3 0.03)
L 15 0.17) BEIRIF 2 0.02)
1 PN A e 2 0.02) RNV AR N iid 2 (0.02)
SR 2 0.02) T R I I i 1 0.01)
avERER 1 (0.01) ARk 1 (0.01)
WA E S 1 (0.01) AHER 2 (0.02)
AR 6 0.07) Y LTI = ME 1 0.01)
A% 3 (0.03) W ERE Tt K UM AL (165) (1.90)
ol 1 (0.01) B i 6 0.07)
T - 3 (0.03) I 4 (0.05)
DRI AS PR 2 0.02) ARIRE S 1 0.01)
1 O RESESIM 2 (0.02) ik 2 (0.02)

EETER L O S RETHRE (70) (0.80) A 7 (0.08)
5 17 (0.20) IR T 6 0.07)
g A e Jgk 4 (0.05) [oEgSl) 1 0.01)
Hadsia 1 0.01) f9R 126 (1.45)
SRR B AR 1 (0.01) I 4 (0.05)
BT E 2 (0.02) U fie g 7 (0.08)
9% 57 2 0.02) BT Rl 1 0.01)
FLHRR 5 (0.06) K 2 0.02)
Rk 1 0.01) 5 P 57 1 0.01)
Bk 1 0.01) BB 1 0.01)
1 26 (0.30) NEg IR 5 (0.06)
ZNE 4 (0.05) 7B AN PRIk 1 (0.01)
ARAEPE T IE 4 (0.05) PR R b (53) (0.61)
ER i3 2 (0.02) RO 0 13 0.15)
FEH 1 0.01) RREPED F 0 1 0.01)
JLeERni 1 (0.01) IS 4 (0.05)

JHF AIELSE S e (135) (1.55) SRR A PR 1 0.01)
ARAE A 1 (0.01) SER 12 0.14)
APERSER 1 (0.01) TSR 15 0.17)
REAE 1 (0.01) TR 1 (0.01)
JFR RE L 89 (1.02) FiRIEE 1 0.01)
JiF 2% 2 (0.02) R4 B R 1 0.01)
EE UL ME 1 0.01)
SR 43 (0.49)




VI Z4at: (A Fodss) (B4 55H

) e 2 BIVER D15 o ~ . , B o4 o
RIVE % OFEH R ) (%) BIVE A ofEE R ) (%)
AR 1 (0.01) FEI s KOV TRk (87) (1.00)
FAPE= 2 — 8 — 1 (0.01) wir 1 0.01)
feER 2 (0.02) R R 9% 2 0.02)
ERAEMETEE 2 (0.02) T LIV 5% 1 0.01)
PR 1 (0.01) 3z 4 (0.05)
Pifipede s 1 (0.01) w5 5 (0.06)
Tt 4) 0.05) FUBE 1 0.01)
RIS 1 (0.01) ZITE 1 0.01)
RHRAE 2 0.02) BT 1 0.01)
KOMET 1 (0.01) jea2 1 (0.01)
BB L OUR KRS (34) (0.39) 9 FEIE 20 0.23)
AR 5 (0.06) 595 34 0.39)
IR 4 (0.05) gy 2 0.02)
R =0 1 0.01) 5 PR 5 (0.06)
A 1 0.01) OV ¥R 1 0.01)
* 71—V REERE 1 (0.01) B2 £a, 1 0.01)
SR 2 0.02) 7 FE 0 1 0.01)
EHEVS 10 0.11) RS 6 0.07)
T 3 (0.03) L HRLBE 1 0.01)
B R A 1 (0.01) RHVEZ D FESE 2 0.02)
BEPR IR M R AE 1 (0.01) R RS 1 (0.01)
EHRRERE 6 0.07) (MedDRA/J ver.9.1]
R E K OSBRSS (2) (0.02)
[ 53 st 1 (0.01)
P2 i, 1 (0.01)
WP 25, RIS K OGRS E (10) 0.11)
Ik 2 0.02)
FEFEpEE 1 0.01)
NPT, R 2 (0.02)
S i 1 (0.01)
VLI it 1 (0.01)
SGE DO RIE 4 (0.05)




VI Zz4ett (B EoiEgss) (B4 55

9. ERIRIREMRICRIFTHE
BE S TR

10,825
BRES TV

MBERLDIE
14 BALEDEE

14.1 EZFIFFRBEOTE

(OD #&)

AFNZ— A biRAI 2R T 5 2 &, [20.2 BHE]

14.2 EFIZFHEDZE

(BUEI| @)

14.2.1 PTP @D AL PTP > — bSO H L CIRAT A L H$FE+ 25 2L, PTP v — b OREMKIZ L
0. BOEAENEEREARIA L, BT ZEAZE D L CHERAR SO RERASINEZ IR T S
ZENH D,

(OD #&)

1422 REFNLEDO IO TR A RIE S &2 ERET 5720, KR LTRAAETHD, /2. KTk
HA+s2&bTE5,

fRER -

14.2.1 BEGEIEE 240 5 (CEAL 84 3 H 27 HAF) K UVE 304 5 ((ERk 8 4F 4 A 18 HfF) [PTP safkxiKIC
DT ITHEWVERE LT,

14.2.2 T ANRAZFUEE bmg & 1 ANRZAZ T 0D §E 5mg I3 EWAAIRIEMFRBRICB VLT, [RIZMEAHER ST
% o Flo. AFNZOWENTHREET D2, DS S OWIIC K 0 2h PB4 I+ 2 JAITITR2n 20, B
B TR IR CREe Z L ZBIICRE LTz, 7288, R ANRZF 2 0D 8 2.5mg 2O\ TIE,  [FENE
732 5% D EERAN O A FRIREMET A R7 42 (CER 2442 A 29 H, 3EAFAEF 02295 10 5) | 1THD
&, BANRZF 0D §E bmg ZAEERF L Lz & & IWHEERFEETH Y | EWFHINCRIE L Al S
7o, B AR T 0D §E bmg & RIERIZERE LT,

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




IX. JERRAREAER(CRE4 5T H

IX. JEERPREERICRI I S 1HA

OXNARAF U8 TDSEP] RUBOR/NRAF 2 OD 4 IDSEP] [EEEOEME XA S MNT ZIEBERABREER
LTWWEL, AEIZBITAEHEI LA =L - LA F—IL®POD DA V4 E1—TJ+— L SBIHALT-,

1. KEHER

£21 ARNREFUO—RERABRRE
L R#E v A (Sleddy) . v b Jel:SD) . EAEv b (Hartley) . VX (HAAM) ;A X (BE—27 L)
i i () [T | g (makg) SR
1) —ER R O TENC T 9
—RRAER, AT LR <A (4) #0380, 100, 300, 1000 (300 : 1/4 BiIZHEEE A (RIBIR T, 2/4
BN HRE 7 (R s
1000 : FHEZEE JEEK T, 6 HH
F TICERIET
A4 X (4~5) O (10, 100 10 : 1/4 FlZNgEH:
100 : 2/5 FllZIEmM:
2) HRXAR R I E T R
H ¥ IE ) ~ U (8) #1130, 100, 300 IR L
JERIHE TR A
a) FA~_ % —/1-Na ~ U A (10) #r |30, 100, 300 2 VP
b) ~» hLEZ—/L-Na ~ A (10) #n |30, 100, 300 WL
PURAEAE
a) B ~7 A (10) | #&0 |30, 100, 300 -4 - 23P
b) XUFLUT T — ~7 A (10) | #&0 |30, 100, 300 4 -2
A SR A
a) TR <2 (10) |30, 100, 300 -2 VP
b) XvFLT T — ~7Z (10) | #&#0 |30, 100, 300 4 -23®
SR 1E A
a) Wil o A ¥ 7k <~ % (10) O 30, 100, 300 -2 VP
b) &7 —ik <2 (10) #1130, 100, 300 R L
R ~ U (8) &0 |30, 100, 300 300 : 1 BEMRICEREEK T
R T T 7 ¢ — YT
fode, IR, PRORER, fE, OEE A X (4~5) | &1 |10, 100 4 -2dP
3) TV v HE ORISR RIE T R
TEEBNL T A—H A X NVF | invitro |1, 10, 100, -4 - 23P
(R EBAL, RIS, KRB =R, > ke 1000 (ng/mL)
TR B A Ffee ) (6)
4) MR - JEERERIC KT TR
L2035 1 2 EO 1187 == 4 WREEZ >~ b | -85 |30, 100, 300 300 : EHIMIE T, DHEHsn
(6) !
MEOR, IR, DX BRI = —F815 |30, 100 4 -23®
i JE (4~5) W 100 : MJEXTF
5) THILARR K& OVEIB I K IE 3 8
/NN R R R 5 R
HA[m] <~ % (10) 0O |10, 30, 100, 300 (300 : i
g <~ 2 (10) A |10, 30. 100, 300 |300 : 5 H HiC&HIEE
H NAY Pk IR 7 v bk (5) O |30, 100, 300 300 : iER
i H B O B BhE ) 7YX (4) | invitro |10, 105, 10+ 104 . —i@PEICULHE
(mol/L)
T H B O BUSUEVE A
ERAZ I E)LE Y b | invitro [106, 105, 104 L
FTEFLaly (% 4) 106, 103, 10* -2 T8
o k= 106, 103, 10+ AL
BaCls 106, 103, 10 BN
(mol/L)
6) KK OFEMEI KT T HE
R, AR |7y ® | &0 [30. 100, 300 BERL




IX. JERRAREAER(CRE4 5T H

(MESEEAR ( [VILENREBIZEATSEH 20)
(Q)REM B

YR L
(3)F Db ZFEIBEAER

MR L

2. EMHHR
(HEEE S5 EMHRER
B DOBSEEIL T v N RO X &1 2000mglkg ZB 2 H R TH o7, @O LITZETRIX. 7 v b THARIK
Y, A XTI L OVRR, ORI, AmEREO -\, alr2A7e—1 PV Z7UkRY R, 7
074 REOEEO @0, AST(GOT), ALT(GPT), 7 2 7 —E KO CKICPR)OHIINTH » 7=,
£22: ORNRAFUOEMEEEM

ELZE T n B GRR 55 (mglkg) P S
Z v b (Jcl:SD) MERES 6 &N 1000, 2000 HEWG DESE R+ >2000mg/kg
A X (=27 V) ERESS 2 &N 1000, 2000 HEWG DESE &+ >2000mg/kg
RrEEESHHER
1) 5w bk (Jcl:SD)

2)

Zv b1y A (n=MEHES 10) . 3 » A (n=MERER 12) R0O'6 » B (n=#EHEH 20) OKIER O #5356k
DOEmEMEEIL, T 156mg/ke. 10mgkg KON 2mg/kg Th o7z, 3 » HRXKERGREER TIE, L X
[ ZWEIE D T2 DI HEIE S H T8 A 100mg/kg TRO LAV, 7 v MBI D I HEERINRER X % OY
AIE T, 580 LAV ATIRO AT 7, FTEEOIEIN, /NEEED A AL O JER K OB ZEME O ¥R, /NEE)E
AT ORMES, SR AP 2 S AR, P RIS A o0 A0 e A e PN, /NS i) 320 35 B e S 56 K
ORISR D ELAL, (5 ECMERZ T ARG B OV INIBAE D8 T 1 o A B #5531k 50mg/kg B 1, 3 » A
KA #5308 Tl 30mg/kg UL b, 6 » HXEEGHERTIL 6mg/kg UL EOHETHA LN, BIE OFTA
VEHTE MO LR K O T T, 1 » A EHRGHERTIX 150mg/kg T, 3 » AREHRGHR TIX
100mg/kg DHETH G, ZOM, 1 » A KEHRGRERTIE, B ORIREDOIEE, HRIERE LR
AR O FEALR Y 150mg/kg T, 3 » H KIEH G5BT, JELCE T AST(GOT), ALT(GPT), ALP,
LDH, CK(CPR)S DN, BIRAE R OVERE OEME « BERA LN, £-, AEOFKHIEMIC
B L 72 IR R /X T A — 2 OZEE) )Y 30mg/kg UL EOHE TR Lz,

T OFERTAH BT A7 5 EARITARIEIZ L 0 [BI1E SUXEHEHEA 7B O b,

41X (E=2))

AX1n A (=MEREE3) . 3 v H (=l 3) KOV 12 » A (=R 4) ORERR 15350
FIEEIT, TN 10mg/kg, 4mgkg KT 3mglkg ThoTlz, A XITHIT D L= HEESHIIAEFE T,
NEFERENREE A g O i, K, ~E U7 U g L OHMARE, 1 » A E #5305 Tld 30mg/kg
PLE. 3 # AERERERCIX 7.5mg/kg UL ET, 12 » H OEHGRER CiX 6mg/kg OHETHLZE I
7z, ZOft, AST(GOT), ALT(GPT)} X ALP 0 #3hAs 1 % H K8 3 » A K iE# 5B Tl 30mg/kg
P EOHETHLIL, 12 A OKERGHERTYH ALT OB & & & IO 2546 & ORFia 22 o &L
bR ST, 3 A O GHERO 30mglkg O M TIE, B OKEIKRTE ORE TR D DAL,

T 2 EAL OB RO A TIXRF XA DN e o T, Fio. 1w ARKERGRRTIX, BlEO
EAlEAY 90mg/kg D& T 1 HlOAICBILE S NT-, 1 » HKERGHER T 90mg/kg % &5 7= if 1 4
Z¥eh 24 A BICZEES BT, AT, WA A RORE TIZ, IEMEOU S A, MiAKE, FH, 1



IX. JERRAREAER(CRE4 5T H

3)

FEMRE A B R OV Y v SRR O HH L, B RS bRz D BEAE | RS LK, i, S AR B S,
I HAE, ek, AST(GOT), ALT(GPT). ALP, LDH, CK(CPK), 7 L' 7F =, RHEEHD
WnELBIEINZ, OO RND, BEEOCEBEARR & & bITIEFER OVHLE STk 3 5 FE YR
S, B LD MR I, RIEOHMEEMICERE LIz FAEE R/ A —F O T 1mg/kg LA
FoHETHD N,

B OFRERTH B AL 7 2 ZBAITARERIT L0 [ SUXEEME R 235380 BTz,

A X O 2 AR FFIRN #5308k (n=1ERES 3) DIEFEMERIX, Smg/kg & & % B AL, 12mg/kg # Tl
%%&U%%L%@Wﬁﬁg@ﬁ?&@1%@%@%?—@ﬁ@ﬁﬁﬁ@%ﬁ%ﬁo%ﬁﬁﬁ%h;—
PHETIEH 2000 A0 E & ITHRT R B ST,

HIL (A= 4H))

YL 6 o HORER A EGRER (n=MELES 3) OMEFEMEREIT, 10mgkg & EX bz, ARBRTIE, A
FEOFEFIEANC B L2 P IEE RN T A —Z DA 10mg/kg UL EOHETRO 7z, ZDIEM,
30mg/kg O ETHEOK RO 22, FENEMEA 1 6], Z B ZRU LI O R
B O R O BB IRME LR ORI B ST Db, BFIIBEI e h o T,

BB G L RO LT, HSE, ATH R ORI D E- 2@ IE. 7y b A XH DV
~ U X Wic AN m RGBT K DB EEBROE IR, B O D WVITHASND T EPIRIE S, K
OFHMENER LIcbD LB BN, £, WTNLHEEAFD HMG-CoA EThERIHEANZ S 25
NDFTRTH Y, AFITHRAICRIT 5 bOTIER)N -T2,

Q) EEFEEFIEHER

1)

2)

3)

4)

J v MERETR Ui iRA 1% 55 8R

7 v MEYRRTE ORI 5382 Tk, 50mg/kg THENM) O AREIEMME] M OB EOHA . JRIEO

BEREEFMHN SO, BB O —EtE e EEN &I 15me/ke, AFEREIIK T 5 EEME I

50mg/kg, MEVAIZxId 5 MEME&EIT 16mg/kg Th o7z,

J v FRERBIAREHER

7 v MrE IR 5B Tl 50mg/kg U\J:T“@J%@H?E%@iﬁﬂﬂﬂﬂﬂii%m@rﬂ75§¥f DALTZA,

100mg/kg F CTREMWOAFRRE, R K OMANICIIAER 5 0O 8I3580 6T, REWO—KEET

AT BlY 25mglkg. REENV O AFEEE. ﬁ‘LEJ&U\HjéE (k9 2% MM BT 100mg/kg TH - 7=,

VY FREREIRSHER

U XERBE R G5B TIX. 8mgkg TREMWIOIE T K O BORIEDFEALITHE S WEEEN B ALTZ DY,

JE IR G O REITRO ST, HEW O — kM2 BRI E L OAEREC 5§ 5 a1

1mg/kg, MEIRICxT 9 2 MEHMERIL Smg/kg Th o 7o, T K ORI S S 7-REW CIE, BIRME LR,

A OBEFE | ESERERE OIRIE - H i, IR 22 R b As 20 B d | 25858 S B 72 BBV O ik b oA Tl

7 VT F =2 JRFEEFE, AST(GOT). ALT(GPT). LDH, CK(CPR)Z:DHIM G ERD Hiviz,

v FRERRE. BEHRMRILAREHER

T v NEVEIAH. JEPEM R O AL 558k CiX. 50mg/kg & CTREENM) O —OIREE, ERERE R OV
ARG ORBITRD bT, BB O — ik P MR RE o A 5ERE K ORIk 5

?ﬁ?%ﬁg IV 50mglkg Tho7o, L0 EHELE CHIMES L-aBRTld, 75mg/kg UL LD &

TR R AR O AR RN R BT,

(4) T DD REREMS

1)

HinEt
Bl ERABRIT, in vitro R & UG 2 HTWIZEIRRRAERGAR, F v A =— X« NAA X —DFHE



IX. FERARRERICBEI 5IHE

2)

3)

Mz Ve R ERBRERR, ~ 7R U7 —~vF IV rFF—F (TK) %, mvivoiklie LT
~ U A& W/ MERRBR & FEli Lo, £ OfER, ~ 7 A Y 7 —~ TK ARBREGE 3 TR D> (equivocal) |
Tholeh, Fli LMo NT ORI T HBMERIGIEA BT BamEEiERn e B2 b,
MARHE
~ U ANCARIE A 107 B B B G- U 7o R 200mg/kg “CRT AR MR IE K OV o 78 BUBEEE 23 BN L 7z,
~ 7 ZAO TR O, BEFO HMG-CoA i el R L EH TS STV 573, HMG-CoA & ul%R
DEWLRFED D VIEZ U S IFEREH ORBI R/ ~ 0 2B W TR 2 BT L7 L
HINTEY, b MIBWTIE HMG-CoA BEEER OF A LA EITE X 7200 2 & K OARFEIZ T E s mE
BN 0D, B MTBWTREREROIERG 3BT 2 FrRetEidEn & 3 2 b,
7> MIAFEZE 104 HERER G LIZER, 80mg/kg THEWIEHEEAR Y — 7 OFRBUHEL AN L 7=,
FTEARBER Y —713, KAEROFGHEZEMICOZ 0 &5 LR, Fiiica L 27 2 — L OARRIC
B RIT UTofER . ZIRBITHER VR D LU B0 Z RIF L, FENERER Y —7 0%
BlABR LIcReEn & 2 b,
LU, BEBEOHMAHZRE SINIZDILT v FOKRT, v 7 AOB AR A X vz Hvick
P 53 MERBRIC B O CIIAFT A2 & O T B0 LM ZL 2580 Tnan 2 & e & LKA &
(20mg) @ Cmax THI 30 {5, AUC TR 6MEETIET v MZBWTHRERL LN TWNRNT &, A3
iz iﬁfﬁ%‘@ AN TELT, B b TACTH fIZ L D 2 v F Y — LARRICEBIIA DN o T 2
Ll MEOHETE MIREINDIGHIC ERLELV D LNV EICEREZETZL, FERY —
TRE DM 2 FF 5 D R R VW E B R b,
R
EALEY b Ty PR T A2, GURMERER 2 Ehi U7z, BEBM RS RS K Ol B R RAEME IS &
I TH ST BBIEGNT 77 4 TR —RIB R BEET T 7 4 7 % > —RIS 2 M~ BR T
NTT oL LTOFRMEITAE T 5 S O OFURMETTS < | AL BIERD 2L FCA® & & HICFHEIEL 72
R W TR, BEROSIEA BN T, BRI TH DR AT GIZ L > T, AR TRIEDRHURMEZ R BL
THAREEIXR VN EB 2 b,
% : FCA (Freund’s Complete Adjuvant) : Freund (Z & ¥ AIf S 7= 6BIAIC. FURIZERIN L THE%)
% BASR X 5 HBLA)



X. EHRHEIHICEY HIEHA

X. EEMEERICEY SEE

1. RHERX 5
e Al
BHRRRST :

WGZEERS (EE—EMEOLFEICL VT L)
Y L

2. AEAR X I(3E AR
IR « 347 (EMERABGRIRICES <)

3. BENRETORE
FEIRRATF

4. BV EDIEE
20. R EDEE

€ )
20.1 7v 3 ¥ o —aEBHER IR R AR T TIRIFT D 2 L,
(OD #&)

202 7V I v r —adEBH AR IR 2 BT TIRIFT D 2 &, ETo. RIS K- THMT 5720, IRHERT
EFTPTIP v —FrbHV HS RN &,

5 BEMRITEM
HBERERLTA R B, <T0DOLEY : HY
ZOMOEEFETEM . [XI. fFE ZTOMOEEER OEHEZSMH

6. R—H5 - ExIEE
Ry 3E © 7 LA h—/L®E 2.5mg, 7 LA h—/L®E 5mg, 7 L' A h—/1®0D §E 2.5mg. 7 L A h—/L®0D
$& 5mg (7 A b 7€ 3 H A4
B O TIRREFUFNITL VUNRREF U TNUNRAEFF N TN T MUARRAZF T
VUL, EENRNAZF TN T L

[

7. EfSAEERA
2002411 A6 0 (AF%)

8. WERTADFABRVARES. RMELNHFEAR. REMAKEAR

frit4 SERFTEREEAH RRES EMELENBERRD| WREABERR
AR/NRBF U 25mg IDSEP] | 201742 1 15 H | 22900AMX00176000 | 2017 £ 6 J16 H | 2017 4% 9 J13 H
HR/NREF 4E 5mg TDSEP] 2017 £ 2 1 15 H | 22900AMX00177000 | 2017 4% 6 H16 H | 2017 4% 9 13 A
AR/NRX B F 2 OD § 2.5mgIDSEP | 2017 48 1 15 H | 22900AMX00728000 | 2017 £12 /] 8 H | 20174£12 /] 8 H
AZ/NRX B F 2 OD § 5mg IDSEP|| 20174 8 1 15 H | 22900AMX00729000 | 2017 £12 /] 8 H | 20174£12 5 8 H




X. EERYHEIHICBY D IHH

MEERIFHREMN. RZERVAELEETENFOFEABRVEZOAR

AR ONANA

10.BEERE. BERRLAREABRVEZORE

11

AR

BEEHM

YL

12 1R EHARHIR B9 5 15 R
KENIEE B REDOTED 5 TEFEBRNZ ERARIT O TWAERS ] IZ52Y LRV,

13.%%a—F
N . . JEA TR RN | L7 FER
Wiss 4, HOT (13 47) %% RER e | o
1257182010101 (PTP100 £8)
1257182010102 (PTP500 £8)
ORNAREF U
2.5mg [DSEP) 1257182010201 (PTP700 %¢) 2189017F1030 622571801
1257182010103 (PTP1000 %)
1257182010301 (ff : /NF : #2EEAIA D 500 8E)
1257199010101 (PTP100 %)
OZRNRAF bt 1257199010102 (PTP500 %) 5 189017F2037 629571901
5mg DSEP] 1257199010201 (PTP700 4&)
1257199010301 O : /NF : #EEFIA Y 500 8E)
1257564010101 (PTP100 %¢)
AANAS T2 OD&| 1557564010102 (PTP500 6i) 21890173033 | 622575601
2.5mg DSEP|
1257564010201 (PTP700 %¢)
OZ/8Z4F> OD 4| 1257571010101 (PTP100 $) 518901 7F4030 629575701
5mg [DSEP| 1257571010201 (PTP700 4%)
14 REFB/FLEDFEE

ARANTPRBREZIR EORFEER ML TH D,
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X #R

Xl. X
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1. BIFCHEK

1

2)

3)

4)

5)

6)

7

8)

9)
10)
11)
12)
13)
14)
15)
16)
17)
18)
19)
20)
21)
22)
23)
24)
25)
26)
27)
28)
29)
30)
31)
32)

FENEERE (LEME)

PRI B3 2 Bk

Saito,Y.et al. : J.Atheroscler.Thromb.2003;10(6):329-336
Mabuchi,H.et al. : J.Atheroscler. Thromb.2004,11(3),152-158
Davidson,M.et al. : Am.J.Cardiol.2002,89(3),268-275
Schwartz,G.G.et al. : Am.Heart J.2004,148(1),e4
Olsson,A.G.et al. : Am.Heart J.2002,144(6),1044-1051

BIEF ARt - BRIREERE 2005,21(2),187-203

Olsson,A.G.et al. : Am.J.Cardiol.2001,88(5),504-508
Paoletti R, et al. J Cardiovasc Risk. 2001;8(6):383-90

Brown WV, et al. Am Heart J. 2002;144(6):1036-43

Blasetto JW, et al. Am J Cardiol. 2003;91(5A):3C-10C
Strutt K, et al. Circ J. 2004;68(2):107-13

Blasetto JW, et al. Am J Cardiol. 2003;91(5A):3C-10C
Teramoto,T.et al. : Int.J.Clin.Pract.2005,59(1),92-101
Ballantyne,C.M.et al. : Am.J.Cardiol.2003,91(5A),25C-28C
Takayama,T.et al. : Circ.J.2009,73(11),2100-2117
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