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V. BRICEAYTSIEE

1. MEEXIXZE

4. FHEEX TR

O3 L XRTFO—)LMmfE
OFkEHEaL AT O—)LMIE

2. BREXIIHRICEET HIE
5. MEEXIEHRICEEET HEE
5.1 AN A2 Em L, mal 2AFo—VIIJE, FEEES2 L 27— VIIETHD = &
EHEGR LT ETAKIOEHAZEZETH L,

5.2 FiEtEE a L AT v — VIIEREEAIRIZOWTIL, LDL-7 7 = L — ¥ AL D JESRY L O #ilh &
LT, HDWIZENE OIRFIENFEIERE 2SS ICARI OB 2 E 852 &,

(EL)

5.1 ma L A7 o —) )VIIMSEIZEREM & kMo EINnN 5, kG o VAT o —)VIE & 13, RES
FHRIOBEIZ LY a L AT o — 3@z~ IR T, ZALIFRREBOIREICL > THa L AT
o — )LIERIEN N ET D720, AFIOWS TIER N, AAEE ORI/t 2 e L, R
FalLATa— VIIETHDL I LR LI ECARIZEHT 52 &,

5.2 FlEMEE a L AT 0 — VIEFH)D > HAREESWERIT, 100 T A 1 AOHETHA LD b THi

IREIEPED IR T, RIBRIF O 2 L 2T 1 —/(TC)IE 550mg/dL LA LD &l AR L, B4 Tt iR
(LD EEFBIE LE L LTHIZED, 26 ORFETIL LDL OB MLE L LDL 2 FIEOIEENIE &
AWERND, HOENTRD LN THEOLTNTHY | FLElEiEdE 2 2AI10H L T E WL T Tldt
DRMENESLNR, LN TERIGEEL LT UMK o LDL #kET 5L TalL x
Fa— % FIF5LDL-T 7 = L—3 A7 EORHERENRAWV S TS I,
AANZFBNT HZ OVERMEF(LDL 2 AMIETEORINC X v ifush LDL O FFAAEN ~D LY IAZ 22 L,
Mz 27a—LEKTIE25)05, EYEMCTOR ML NZEEORTFHIIT > TV RV, LDL-
77 2 L— U RAEAT LT D FH AEHEGIROEFE 9 B3 L AA] 10mg 2 4 38 3 8 5L,
Z D% 20mg(8 W fH), 40mg(8~20 )~ & Wi 5 L 7= #5 R Tl 6 #iC TC 73-31.4~-4.9%, LDL-= L A
7 7 —/U(LDL-C)%3-39.3~-4.6% S X T L7z, o> 3 5] TiX TC 2% 1.2~15.2%., LDL-C 73 3.1~11.8%
MUz, ZO LT, lx DBREFIZE D AFNCKITHKIEN R D Z ENRTREND, UEOZ &b,
FH R EHASEROBZIZBWTIZ, LDL-7 7 = L — 3 2SO IEIYERE LA DbETHWA D, H5
WXL D OIRIRIED AR 2 G A AR OIS B ET 5 2 &,

3. HiERUHAE
(1) RERUVUA=0OHES
6. AZERUVHAE

(B§aLARTFO—/LM%E)

WE, RAZIET MR Z2ZF L LTlomg 2 1 B 1 EREOEET D,

7p¥s. A, RIS Z 0 EEIT 52, EIEOSAIE 1 H 20mg £ THETX 5,

(RiEMEE 3 L AT 0O0—)LMSE)

WL RN PAARREZF L LT 1lomgZ 1 B 1 BIROEES 5,

7R, AEEN, JERICE Y EEERT 52, EIEOLAIT 1 H 40mg £ THEETE 5,
(fiERL)
B 1 HRBROF RICRB N T, #5144 12 BB EIch7= 0 i Ed HMG-CoA i Jels 3 E I AL FE )
MEFF ST, F7, AFIOBRIUTERIT X0 WIGHE DMK T L2y, WIE~ORBITIZE A R
Hehoto( VL 1. BO)BE - tAEDFE ] OEHBM), WIZ, M/ CEi S 7-mBE R L 0 . AFA|
Z 1 H1REEXIEERICES L2 EONRL T T A Z0 )T 135S LN E o 7223, LDL-C,
TC OZEARITFPIE GERE L K GRETIZERETH o772, TNOEZEEE X TAFIOMEA 1 B 1 EEHE
L7=( VI 1. Q) 5)FA# 5- & A ZIFe 5D el | OIS H)Y,




V. JAEICET SIEE

(2) RERUVHAEORTERRE - IR
A MARRRBR Tld, AHI 4 FEQ2.5mg. 5mg. 10mg, 20mg ZZTNF 1 H 1 [\ BHRGN LD H
ERIERBREZ T o7, T X TOMHEICBW T, LDL-C X TC B3GR H~NABERE T 2380, A&
KIFHTH o7, TC OIEFLRITIAEKFINIIEM LT, ZaEIZ O T, BIERHORBRIINTHho
AETHIRZREORBLE T o 72 IRBRIE & OBEMEN TG E S L7203 o 7o B AR A 8 5 A B BLRIL,
20mg/H C 2.5~10mg/ H T~ FEifi A s L2y, HEIRFR TIERNo72, THHOFREREIY . K
SDOBETIRTHOBIETH D TC 220mg/dL A T S5 HF% 58 L LTIlomg/ B LA ERNZ Y L5 2
b,
FiEMEE 2 VAT v — VIIEFH) TIX, BORIRENPMEL SND Z LD, AFl%Z 10mg/H 2> 5 40mg/
= O L5 L=, FH ~7 n A REE R ER Cld, 40mg/H £ THET HIC L2 -> T, TC KT
LDL-C D& FEROEEN A DTz, £o, REMEOE THEN -7,
WA C N ST AR B 21T D EMIANEREO R F Tk, M HMG-CoA & uiEE BT A
REEDERRR IS, @oTe, —F, BERIR T 255 s LIz EMERNEIEO R T, R A
LEIT ol o, A TRBEREE OFEMBENEL MG LT & 2 A, FEFITHA TS SRR E
DK 2 s o 728, v IE E B & 81T L7 BRIC I T B M OV MR I AH | o fth 5B 1
BB ERETH T, £, A CTERARMIEBRE 23812 L7 KRB & TC, LDL-C OZ1k
K RIER BRI & OBIHME N E SN 0o TR R R EB ORBE % 65 Ll L& 65
AT, FRBOFE TR LEH LR, FLVERIRRO bRtz
PUEXY | RAOYHIHEIL 10mg/ B3 Z Y TH Y | JRHFHO TCEZ R~ m =2 L AT v —/VilEBE I
SLT, HEEEET L2 LI IBFEBEILN U MiEREICHET T Z ENAEEE XL bz, Lz
Mo T, WHOE2 VAT 71— VIIfE CTlX 20mg/H £ T, FH TlX 40mg/H £ CTHETE 5 L L, Fiz,
ARANBEGAZ LD SSABRZEDR & D ATREMSC, milinE CIITFRE OB O A BSRED IR T B 2 b b
e, FIRERICE Y BEBAEEHBT AL HTELZE LY,
( 5. (5) #REEAIEABR) K O® TVIL 1. Q)ERIREABR CHERSINI-MPRE] OHESR)

4, FRERURAEICEETSEIE
BEESH TV

AR OAR SN TND = L AT v —/VIE R OF M E 2 L AT o —/VIEC & 2 R ORI, @
BRAZIET bARZZF L LT 10mg, 1 B 1[EITH Y, Fifip, ERICE Y EETHERT 22, BECHA S
=L AT B VIE Tl 20mg/ H . FEHEMEE = L AT 2 — L IE Tl 40mg/ H % CHIRT & 5,

g



V. JAEICET SIEE

5. EGPRRKHE
() BET—2/1\vH5r—
TRER . e POES Ak - HE
R B J0% 2 N
X5 S RO (EBI%) (5-H1H)
N R A BT MafeBs 2.5, 5. 10, 20mg(HlE])
% HAEIE G HER HEH (AT : 126, P:56) | &% : 10mg(HMHE)
s B[] 5 e - RR . fEH BT 1 B 1A 10, 20mg
=% (10mg. 20mg) = (AT : 134, P:6fl) | (& 7 AR
L B [o] e 4 $e G- ekl - 557 R fE IRE s
(40mg) B (5 1) 1 H 18] 40mg(H[a1 & 7 HIH)
E RITION45 TAR 7R T S o9 1 H1EZZ&R, 5 10, 20mg
P (75 &R %) e (AT : 91 i, P :304i) | (8 )
I 1 H 1[F 10mg
=} |=1 ) %
il 12 ¥ 5 R S - ?ﬂﬁ‘;% (B T ¢ 12 JER)
B (IR T~ 1L < 24 )
%N AR =i IR My AR 1B 1825, 5, 10, 20mg
(R ERR) - (243 i) (12 )
e T e e I I R AT : 1 H 18] 10mg
(Tﬁigfiﬁﬂ%) “EHEWM (AT : 129 {51, R: 1 A 1[5 10mg
- R : 134 {5 (12 #[H)
. - e g I R 1 Hl[jIOmgﬁz i [#)
SRR HER (311 1) LA 1T 5~20mg T Al
s . - e e R I AR 1 EI 1 [A] 10mg(28 )
liiE FER (57 ) WLAKE T 5S~10mg T % A
e - FH ~7 w ik | 1A 118 10—-20—40mg
A (24 ) WISHIE (% 8 I, 7t 24 380
ER 1 H 1 [ 10—20—40mg M4 8
E 3 REEAIRE AN
A FH 75 41 ek | THREROEEE e 1 1 dome(12 BANGE 36
(9 i) )
A ST 2 S LR R i
N ;i;% “EFALEE HEB m%gﬁ)% 1 A 18 10mg(12 FEE)
k| iR RE R kT e T U A 1A 1 [ 10me(28 )
& EBRIRR o (20 f5) 12 LA 5~20mg T b
= . B MAE 2 & 0F L 72 NDIH]@MMg
o (020t~ B
B e | e R R
e ™ (AT : 26 f5il, P : 24 f5i) (12 1))

AT : 7T hWARAZF L P TT1K,

(2) PRERZEIEAER
1) BEE&EE5HERY

PR: I NRAXF

TEEER A BT 17 BI(5 77 1R 5B & x5, KAl 2.5mg, Smg,

L7z, EORER,
0 WRINGEEE M T L7228,

AR OERENTWDE I L AT 10— /VIE N OF RN & = L 25 1 — L IfiLE]L

20mg ¥ CORLMEHR LT, $im.
EONGLT 5,

10mg TEF DR

10mg 1% 20mg % %2 Hﬁﬁifﬁlﬁl&hff
AR LTSS R. BRI

ik/\/k &)6M/IZ))/)7L0

I3 o B RO &L, Lr%\

RAIZIET hAARAZF L LT 10mg, 1 B 1ETH Y, Fi, ERICE 0 EEEKT 528, BEOY

oL 27— UIECIE 20mg/ B . FHEMER 7 L A7 o — L IfFE Tl 40mg/ A F CHY

RT3,




ARICEY SER

2)

3)

)

(4)
B)

HME - REHSHKE (10mg, 20mg)

RN B 719 61( 2 B 77 &R 6 fil) &2 xR, KAl 10mg XX 20mg O H[EIE 52170, 2 H H ORI

@?’ﬁi:l H 1 EEIR%, 7 BRERS Lz, ZORS. BR R E 72 5 B R T LR O AR AR A E
AT LT AR OEBERACTHAR I L AT a0 — UEKR O LDL-2 L 27 a0 — UEOAE 72

1&1\‘75 bb%zht

B - REHRSHE (40mg) ©

BTEASE MARRBR OB ICFEEEE a L AT e — VIIER FOERES 2 L A7 2 — VI ERFEICR LT
11 H20mg R DHELZHEREGTLLEERNEZOND Z L0, BFEaFIEE(Fa VAT r—L
I LIS D G PHIE D 72 EERES 1] % 552K 40mg O H R G- 24TV, 3 BRIOKREHZIZ 1 B 1 [9]
A%, 7 AMRER SRR 2 BN U=, T ORE, A LREE 72 % B AT B O R R A
HEZENIROONT, 40mg 2 1 B 107 BEERLG LTEBEOAREEHR L2 b, ma L X
T u—)VIMERF K L THRAR 1 H 40mg £ TOREN A[HE & fIKF L=,

%%}im?z%a"]éﬁﬁ

BIMLE B 121 Bl & 51277 ' AR UIAA] Smg, 10mg, 20mg % B EMRAERILREICK D 1 H 1
E&ﬁ{ﬁ S MG L, MEIEE DDA B ER O L2 R LTz, ZORER, 77 BRI
EEUKBEHETH D Smg T L A7 2 —/LE(TC), LDL-22 L A7 12— L{ELDL-C)&KX U 7 U+t Y
NMEDA E 72X FIENC HDL-22 L AT v — /VEO A BRI AR 7o, F7-. TC LT LDL-C IZH &1k
TR T 2R U, e & 20mg O LRIZZNEN-37.9%., 49.6% CTh o7, —J . BWER K OEE
PR E SN2 o R MR E LSO RARIIT 7T R AEERL  EABKREE LD S
nimnotz, LAEX Y AR 5~20mg DHET, SIEMERE T D2EIMER NN RIE I N7,

HRELAIERER

AR BR
(83 LRTA—/LIME)

[l N2 5 11 AR AR
T I IE FRE 243 5l 2 b RIS AH 2.5mg, Smg. 10mg XIE 20mg % —H B LR HRisIc 1H1
[ 4 B 12 B G Lz & & o, MigiEE Ot 8GR M OV 4 i%*ﬁ’ﬁ‘é J: VG
IKHBEZBEI LT, ZORE, HFHEHE TR L 2T 0 —/UEIZTZNZEI 20.0%. 25.0%. 30.2%. 33.8%
EHERFIZIE T L, LDL-21 L A7 v — /Ul b FERIZAR T L72(29.1~49.5%), VU 7 Ut& YU FEX
Smg L ET 12.0~19.7% LK F L, HDL-=2 L A7 v —/UfifiiX 3.2~6.1mg/dL OEMNR A Hiviz, £7-.
B L AT v — /UEDNIEFE LR ToH 5 220mg/dL A5l £ TIRT L72EFIOFIE & HEKFANIIEM LT,

H& il Malr 2ro—L rJ)ZVU%YJ R | HDL-ZT L AT o —/L
(mg) (%) (%) (A mg/dL)

5 51 -25.0 -19.7 3.2

10 51 -30.2 -16.7 5.2

20 52 -33.8 -12.0 6.1
H& il IDL-2L A5 u—/L | Az L A5 —/L | LDL-21 L A5 a—/L
(mg) (%) <220mg/dL <150mg/dL

EE (%) F5 (%)

5 51 -32.0 56.9 74.5

10 51 -39.6 72.5 86.3

20 52 -49.5 86.5 90.4

AKIDOEREN TS E T L AT 1 — LIER OFEES 2 L AT 10— LifE

WX AL OV R L%\

RAZIET hARZRZF L LT 10mg, | H 1EITHY, Fhn, ERICE 0 EEHEKT 228, BECHAX
I L AT —/VIE T 20mg/ H . FRMES = L 2T 10— L IE Tid 40mg/ H £ TR TE 5,




V. JAEICET SIEE

2)

RIVER M OB PN E S 7R 0o T BRI A S H A B O FBRIZZ T4 5.0~12.1% M O 33.3~
46.6% TH Y . R F AEIRILEN 20mg FETOLE -T2 00, FARKFHEITRD bk
Mo Tz, ERBWERIZEEARE 2 #1(2.5mg, 10mg %5 1 #), — X2 GGEK 2 #1(2.5mg, 20mg £ 1 f31))
Tholz, £z, EERRBIER, BAREMEHZEIIA LN,

EeBkEAER
HMG-CoA B TLEERFAEE CI-981 (7 FILINR A F ) DEGRZNE 9
—FINAZF IR L U S I S MR Eie sk —
RGP v - &
. AH| 10mg : 1 A 1[4 7RI DS
5 15 MLE &
R LA A FSRAEFF R T A 10mg: 1A 1Y B#ICROES
TR

FE W 5308 10

AR ME B 311 Bl 2 x5 & L C 52 MEME 53 Bk % 50 U7, & 5% 28 WL 1 H 1 [H4 &£#%I2 10mg
ERETLHZELE L, EH%Z 28N T24EETORIALAT B — /UMEOHB K OV E2MEEBEO
T S5mg XX 20mg ICHGEAZEHETEH &L L, ZORR, Ma L A7 o — /BRI LDL-2 L X
T o —/ B, #5 4 WG 52 % E TIRIEEOETHE UL E L IFE U EER 2R L, 10mg
THRG MBS NTIEF D 9 B 85.3%(232/272 B DIEFI T 10mg D F F Akl S, 14.7%(40/272 1)
DIER TG ENEL STz, RIVEHOIRBLHRIT 11.8%(34/287 fi) T, BIEMEN T E T X WK
TR S R B DI HLRIT 41.5%(119/287 Bl T > 7223, KEBSIZIRBRE DMK E G fE TH ~ 7=, LL
EXv KAIE 52 EBEEE LZBEOAMME, “EENBEO L, BHFESEHATE 2B A THLLEEZD
niz,

(5) #£3FE - FRERIFER
(REEMEa LA TO—)LI5E)
D ESthERSHER "

e e R IUAE FB (65 LA )57 Bl 2 x5, JFHIE LT 1omg % 1 B 1 B4 &#%I2 28 @G- L, JE
BUCGEER () & 2tk OSEMRNENEZ T Lo, 2O/, 5% RETRa L AT a—
JUEIX-28.9%, LDL-22 L A7 0 —/Uff1X-42.0% &, WTFHOHEE b EGRTEIC L THERERUKEEZ R
L. ZOzhHIE 28 # £ TRkt L T2, BIVEA R OBIEME NS E S g - 7o iR Al R A Eh o
FHRIZZ NI 5.3%(3/57 B O 38.6%(22/57 Bil) T, BEELRLDIZA LT, EEE ([ZREAH O
X722 ho 77,

PLEXY ., BEICBWTHIIHIHEL 10mg 3% & & 2 b,

REMEE I LA TO—)LIE (AT OESRK) BENRHE '

FiEtEE 2 L AT v — VIlJE~T B 85 R B 24 BlIICAA] 10mg % 8 WG L, 0%, 8 EEEIC
20mg, 40mg ~E Wi L. JEEM - FEHBGABRIC TRET L7, ZOREE. 10mg KT 40mg T TC IXZ 4
Z11-31.8%. -41.1%. LDL-C IZZALEN-37.7%. -48.3% &IKT UHEZENE Lz, RIEAIX
16.7%(4/24 ), BEEMEN TG E ZA72 7)o T2 B R R A E B A8 41.7%(10/24 BRSO bivle, 7z
RITERNL, #REEEH T - #EEQ B CTh o7, 735, BEEREIER K O AR R A 5 H A B O BLILR D
Y (WA EY

REMEESI LA TA—/LME REESRK) EEFRAE

LDL-7 7 = L — 3 A& ifT L TV A KNS 2 L 27 0 — VIUE R THAMEE 9 6ilc, A# 10mg

Z 430 8 ARIBE- L, £ D% 20mg(8 M), 40mg(8~20 )~ &ty JEEMH - JEHLEGABRIC T
L7z, TOREE. 6T TC 73-31.4~-49%. LDL-C 73-39.3~-4.6% L 1K T L7z, o> 3 ] Tid TC A3
1.2~152%, LDL-C 3 3.1~11.8% &M L7z, (K THAFRD LNTIEFID 5 5 4 Fl TIIAKE G-RIIZ 2

FILL %G U7z 3 S IRIERRE O TC X OVLDL-C K F235389 H 37z, BITERA T 11.1%(1/9 1),



V. JAEICET SIEE

BEHLE 3 T S 7R 0> o T2 iR PR R A S i 8 BT 44.4%(4/9 BZFE B, BITERIL. 4 F L OMU#)
Thole, 7ok, HERBEHNKOEKRBRAEMETZBORBUIRD Dol

@ BERBICRIFIZERAHER Y
ﬁEmﬁ%&ot4/xuy#%fﬁ%mﬁmmmmﬁﬁstfﬁffﬁn4W\ﬁﬂﬁzﬂ%%ﬂ
BT, T TR & AH] 10me/ H %5123 1F 2 BEAGEHC - Yo Ea@% T RFT L 72, HbAlc,
7»7L%SV&UL57VEFm&w/k~wu§A®@&5m% BT LB ERFT LR, K
FEER T ZERHEONWT N O ABEREENIALNT, £/2, MHEOMICHERZTRBO Lo Tz
_&#% AFNIHERBN ST D BT 2D o T, BWEMIZ. 7T B AREE AARES B 5.3%(1/19 1)

A B, BRI ZET T 7 2 REE 26.3%(5/19 B), AFIEE 21.1%(4/19 BNZERD STz, Fl
TERNE. 77 B REENEL, AABEDSR CH -7, 72k, HELRRIER L OERRAE R LB D%
BB oo Tz,

<Dm&&@ RBRICRIFTEERRER Y
BHLIE B 20 2 %t 5212, A4 10mg/H % 12 H[#, D% 5~20mg/H % 28 M £ THKE- L. MLikEE:
HRBERICKFTRBICONT, EER - LRI TRE L, BMFERAEMDO 5 5, BEE VI
I%ﬁ@@W@&U%I%Wﬁ%#EGVMQTﬁ B R T 2R AR LI Em 23 A ST, 728,
BIWERIZERD baLd | EARM A B 283 31.6(6/19 BNIZFRD b LT,

® FEIREICRIFIEZERTRE ©
w R MAE AR 17 31 2 RF G ARA 10mg/ H % 12 BEEL- U IRH IR KIE T2 it L2 IFE R -
#wﬁﬁ% IBWTC, i arxTFa—L, U URE. %Wﬁ&@%f&@%ﬁ%ﬁhﬁ B
;RO oNT, HHIEEMR OB E L KT S 2o Tz, Fio, lx OEFNZI T 2 A AfEE (I
ﬁ$3VXTwa@ﬁﬁmwm%@ﬁbkk:5\SVX?D“”@@ﬁﬁ%K%Oﬁ4W¢NT
P G4 R EAFIRBE IS LT, BIVEIIE 6.3%(1/16 1), B AR A i B 28801 25.0(4/16 BICFRD 5
iz,

(6) JREHIERA

1) FERABERE (—REARERE. HEERAMERAE. FARELRATR) . RS
#HE. HERTRERDBORNE
it FH R ol ARG R
B oL AT a— VIE EE RS 2 L 2T 1 — VIME OFEG] 2 37l x4 & L= B 2h21% 97.2%
(4186/4307 i) Tdr > 7= 17,

FRT—IR—X

2) RRBFHLELTERFEDOABTXIEER L -HE - HEROBME

L

() Zhith

EAZSHIES

1) SiEMmiERE T RAR®
TEERIEICL Y FEE SN TERBRICB VT, AK 5~20mg & 1 B 105 BH%ICEE LB miEEE A
DOELR K O 3 L AT v —/UE(TC)<220mg/dL & 72 - 7= iEB O EIA(TC<220mg/dL #|4), LDL-= L
A7 1 —/(LDL-C)<150mg/dL & 73 > 7= JEF] DO E|E(LDL-C < 150mg/dL FlE) X FRLoi@E ) Th 5,

& w HDL-C LDL-C TC<220mg/dL LDL-C<150mg/dL
mg | PE| TCOR) | TGOR) | %) HE (%) B 23(%)

5 51 -25.0 -19.7 3.2 -32.0 56.9 74.5

10 51 -30.2 -16.7 52 -39.6 72.5 86.3

20 52 -33.8 -12.0 6.1 -49.5 86.5 90.4




V. JAEICET SIEE

2) RiEMEI LA TO—)LMEBRENRRE 2"
SR 2 L AT v — VIIJE~T B 825 KB 24 AR 10mg 2 8 &G L, Tk, 8EMEIC
20mg, 40mg ~ & Wi LIRET L 72, ZOFEE, 10mg & O 40mg T TC IXZNZE4-31.8%., -41.1%., LDL-C
ILENEIN-37.7%. -483% LK F LHEEREIHE LT,
72, LDL-7 7 = L— 3 A ZJifT L TV A FEMES 2 U AT 1 — /VIIE R T KESE 9 Flic, ARH
10mg % 4 B XX 8 W& G- L., Z D% 20mg(8 H[H), 40mg(8~20 )~ L Wil G5 Liz, ZDREE, 6
5T TC 23-31.4~-4.9%, LDL-C %3-39.3~-4.6% &K F L7z, flLod 3 5l TiX TC 73 1.2~15.2%, LDL-C
28 3.1~11.8% & BN L7, IR T8O HITIEFID 5 b 4 B TIIAFIFG-R1C 2 AL EZ O L7-3y
L EIFIFRFEE O TC OV LDL-C K F 23§88 H iz,
2B, ERRWTNORERIZEHE W T H EEZ2EIWEH & O RR AR E A ORBUIRD 2o Tz,



VI. EHEHICEII HIEHE

1. EEPYHICEEHSHLEVMRITILEMEH
HMG-CoA & T 1% 3% [l EH#
HE  BEEOH LAV ONRE I REIL, BFORMNCEEZZRTHZ L,

2. ZEIBER

(1) ERELL - 1ERKF
7 MR ZZF ATMPE RO 2 VAT v— ) L EE T 5 T EEs T 5 HlKD HMG-CoA & LR %
BN NOBAMICHE L, 7 hAARRZF U LRBEOIEEEZBET 2R E & i, Figo=a L 27
0 —/LAREMEIT D, ZTOME, T AR ZEF IO LDL 2/ EREE NS, o U REN
DWEMEIT A EICL VP a L AT e VEEZIKR T IS5, £/2, 7 MAARZRZF Ui IRE EhE
ZWELT, malb AT a— VIGEICRE D BIRGEL OFGE 2 #9219,

//k[Tt%Mhﬂ \w

A 4

HMG-CoA
7’}\)1//<7\57—7—‘/|_> HMG-CoA

FESTH. T

- TREZAB
AN )
v ZNITRES
= (B
ILVATU—)V | e - .
[:11/;«7‘-'}11/17\%)1, Y p/ ILATH— r)Z7)E)R

WUk VMR

\\\\\‘ )R
LDLZ %K

mRNA RS AL |

T J/
! oLZait | )
i

DA A N T N DENAVVE
sfb e | DLV LoLD SR T

| fpaLxasra—i | |

(2) EEEMITDHBRAKE
1) HMG-CoA ;ZcERPEEIERM (/n vitro: HepG2 #fE) '
b b P AR F 3K HepG2 AHRERESE RIVATEE /3 128\ T, 7 RN A X F2-(0.3~100nM) I L FERAFAROIZ

HMG-CoA (& BRI A MLE L, ZOMEEMILICoE TS 5 LT T NAZF LD S5fE, N
2L F o LIZERBRETH -7,

T RILIRREFY, SUNRRBFUORVTSNAEFOD
HMG-CoA ;2 tEE R (2 xt 9 S BAE A (HepG2 #fa)

N HMG-CoA & uFERAEEM

L i 1Cso fi5(nM) TR
T RANRARTF 6 1.9 1
UNAK T 5 2.7 1
TIGNARTF 6 9.4 1/5

ICsofiliE [MC] HMG-CoA % HE & L7z & & O HMG-CoA & eEEH ML E dhr s SR 7=,
X T MARREF a1 & L&D ETRT,



VI. REEICEY SHIEE

2)

3)

D HNG-CoA BXBERMEIER (in vitro: v S 270 Y —LES) ©

BERIRICEBIT 27 M ARAZF U OERBTT I REEAALE OB U ERD 4 WK EBILIRM-1) & O 2 (i
KEBALAEM-2) T o7, 7> MFEI 7 7 Y — AB 5312350 T M-1(1~300nM) & O M-2(1~300nM) | %
NIRRT 72 HMG-CoA (2 iR EMEM 2R L, TOMEEMILT MR ZF o LRRE T
ol

T RILIARZF 2, N-1 BU M-2 O HMG-CoA ZcEERFE=/ERA
(Zy FHFEES Y Oy —LESD)

. HMG-CoA & e & HEEH
® 0 iz ICsofi IR (aM) TR
T MR AR T 1 13 1
M-1 2 12011, 13] 1
M-2 2 15[11. 19] 1

ICso fi1E [*C] HMG-CoA %Z 3 & L7= & & D HMG-CoA =Tl L Efh#R ) & 5K b 7=,
KT MNANRREZF %1 & L2 EOMIMN T Z2RT,

ALATFO—ILEKIEIER (/invitro: S5 FEEI /7 OY—LESY) 2

25% ALV AFFIVEHEEI HMEZ7-T Y FOFFIEI 7 0 Y —AESICBWT, 7 MAANZRZF
(1~1000nM)I TR EEARAFRNIC 2 L AT m— LG A Il L, & OMSHWERIL ICso i TH# T 5 & 7 I
AR F o LRRETH -T2,

T RIUNRREFUORVTSNREFOOIALATO—ILEREEER
(Svy FFEI I OY—LER)

N ) S U AT L R

*x 7 e 1Cso L LIBIE] (M) L
7 RN B F 3 13[3.6. 9.5. 25] ]
FINAL T 4 13[63. 10, 13, 21] 1

ICso fiE [C] EEEZHE L L= & XD a L 27 o — LA RINEIVER dig &k 7=,
T MANRREF R E LSO BT,




VI. EEEICEY SIEE

4) LDL ZBIKFEER (/n vitro: HepG2 #Afa) 22
b bR sk HepG2 a2 W 72RABRICEB WL T 7 b LR R X F 2 (1~1000nM) 1L LDL 52 R RIEME
ZHUMESE, ORI 3000M T 46% %2/~ Liz, —Fh., V732X F (1~1000nM) (L [AIEEZ
LDL Z B RIGTEZ N S8, 2 O KEEMZEIX 100nM T 46% T > 7-2(1X 1), £7-. HepG2 Mz B
Ty 7 MVARREF OV R AR F (45 10000M) 13 LDL 32 51K mRNA FEHLE A2 BN S, £ O
IMFRITZNEI 62% KT 74% T - 72(K 2),

1 PRULNAREAFUORVPYUNREF OO DL SREKEMEIZT 5 /EA (HepG2 #ARA)

(ng[(1ZT]LDL/ pe g7z A K1)

0.359 —0—7 MR A Y F
&5 W90 Y VSRIF Y
% 0.254 Fk R
\?L\( 0.204 & LDL Z R ATEM TS ALE 1S 24 BRI, SIS D 4 200
= (1] LDL 4 - BidH @A bRz,
0.151 B DAE L AR HERAE 2 7R 3 (n=5),

T Iay b — LIt 5 FEELZ AT (** : p<0.01, Dunnett
En & o ik BIE), 7 MRS F o RS v /SR 5 F 0 LDL ZA I
SEE (o) T D B IR (e RKIEME R BUR D) IZ, 2 b r— /LT LT

FENEI 465%(300nM) S O} 46 =7%(100nM) T > 72,

2 FRULNRREAFUORUVSUNRZF O DL ZBAmRNA HKBREIZx9 S 4ER (HepG2 #fa)

(+62%) (+74%)
* *

2.0
| T T

g 1.5

R J

=

E 1.0 —F

& 7 mRNA % 51 L3 3EM AL % 24 WHIZ 153 B 4U7 total RNA 705

= 0.5 cDNA 24 LCHEL, av ha—n% | L LiLEOM

= ] SHEVEH R LTz, MO EE st 27y, 77
0 4 | 4 I 4 | AP ORFIFRERT, ( ONORFIE I b r—cxt T

SRR T e T g o BN R, *E3 s b — ST D EEE R 1 p
1000 1000 (nM)

<0.05, Dunnett I E),



VI. EEEICEY SIEE

5) YiRzABmHETER
® 7REzABBMETIER (/n vitro: HepG2 #fE) »
HepG2 fEIZIBW T, 7 FL/RA X F (1000nM) 1T 7 AR 72 A B S0 EPEIZ 6 LT, ALE BER R A
T RI-AE B UMK FIERAZR L, 24 BERIRTALE CTOARERTFONOF BRI TERZ R L,
Fo, FAREOa VAT a— VARMEIER 2R L7ZREICB W T, Y 2RAX T (300nM)iX T by
RALF v b RO AERFEHKAF 72 7 R A E B UMK FIER 2~ L7z,

7 RILINREFoDTRIzABBRMHEIZXT % 1EH (HepG2 #1A2)
(pg/mgl=AH)

1.2
_'g’_o —O— a2y bu—J
- 1.0 —e— 10nM
[/'Vl —&— 100nM
R —&— 1000nM
3 0.8
i ok
(-29%)
Ojl T T I
0 1 14 24 (h)
A7 AQL i RS ]

DUNREF DT RIZAEB R MEIZR T 1A (HepG2 #fa)
(pg/mgl=AH)

1.8
;r —O—aytu—n
/,CI 1.4 —e—3nl
|
B 1.9 —— 30nM
/a3 LT
P —=—300nM
ity 1.0 *k
. sk (-24%)
1 (-21%)
0T | 1 I
0 1 14 24 (h)
T AL 1 R ]

7 W= A A B &IZ ELISA HEIC L W HlE L7,

B 6 BIE DFEE HIEHERZE A 7R T,

ORFFBLERBE O =2 > b v — BT (bR 27T,

#Xary hr— /I T 5 A EEL AT (** : p<0.01, Dunnett fi1E),



VI. EEEICEY SIEE

@ 7HRE=ABBWMETER (invivo: EEEILEY ) ¥
EHENLE Y MZBWT, 7 MANRREF L (3~30mg/ke)ld 2 B OKEROEGIZX D, HEKRGFH
\Z VLDL-7 AR7- A H B s 2K T SH 2 M 2 L, £ OZE#IL 19%(B0mg/kg) Th > 7=,

7 RILIAREFUDEEEILEY MIBITETRI-ZAB B BEEICHT /R

(g2g/min)

o 157 -

= T o GE%) C19%)

o 10- i U7 7RI A B AN USEEE I D R A 51 4 BERIC, U AR A A Y

= PSP e e S 7 8 FUEEMEA TritonWR 1339 % BHIRINEE 5 L

O Z D% 90 AR LsRid Tz, RO MBI TEHIE + e 2 77,

% 5 W5 DR ORI R

E ( YWOEFITay bo— it I8 FRERT,

= 12 10 9 9 TEMEDFEDREIE T > b 7 —AkE L CHl L (Dunnett BE), #
anru—i s U0 | g | HOREEGERRD bRbo I b OO, FHEREIAERE R

) TIEHEP<0.05)TH -7,
7 AR5 F > (ng/kg) JCHARP<005TH

® 7RI=-ABBEAERERTHER (/invivo: 2 =T48) ®
=T HIIZENT, T MR AZ T (Bmgkg)ld, 400mg 2 L AT u— GG E L B 3 HEHOKE
FOEHIZX Y, VLDL-X N LDL-7 Rz A H B IEAREZ Z N TN 34% KO 21 %K FEED L L
{2, VLDL-X T} LDL-pool size( Y N 7= A H )& ZILEI 28% LT 30% 1K T & H 7=,

6) M LXFO—)LIETHER (/invivo: S =T4) ®
R=THIEBNT, T RANRRETF U Bmgke)ld, 400mg 2L AT a— L EAE L HIZ 3 EMBOKE
BOfEgicly, migiar 27 e— L LDL-2 L 27 2 —UHEEFNFE 16% KT 31%E T
7,

FRILNAREZFoOOALRATA—ILARGIZJRICEITS
miEa LA TFa—ILEICXT 5/ER

. = L 27 v — U (mg/dL)
3K W =
Total* VLDL LDL HDL
2y hm—L 115+6 2.6+0.2 60+4 53+3
97+ 4%+ 20404 41+ 3% 542
7 RANZZF L 3melk
merke (-16%) (-23%) (-31%) (+1%)
FIIET T —HEBIOB S (2> ko — LT MAASR S F AR e+ 5. 36 M CEBREFT 7o, ROMILTLE - b

HERREZ R T (n=6), (YNOEFIL Y b o — /x4 28N TE FEZ2RT,
I ha— I T A AEEEZ T (R p<0.01, XS0 H % Student's t FRIE),
MR = L AT 1 — Ul &2 w7,




VI. EEEICEY SIEE

7) 3% BRELICRFTEE WHHL HH9F) %
WHHL 7% FIZBW T, 7 MR A X F 2 (10mg/kg)id 32 3 [ D SRR 0 4% 5412 &0 iR REhIR D524
AR A 2T%IE F S8, KAETFT B NTT MARZRZF ANIEKERT 2 L 27 0 — L4 &5 %
TER ZFORTRIIB L AT o — /iR R L AT VLT AT IILETENLEFN 23% KT 29% T -
72(K), £72. KRBT IICTBNT, 7 bR RAZ F U TEBIRIC IS T 2 PN AR S FE (PN B R/ 5 s )
FWEPAER R IR ERIERZ IR T S LM Z R L, £ TRIZZIEN 66%. 12% KT 63% Th->

72(3%),
7 RILAREFUDOWHL oY FICHE T2 XBRBEERERR Y
MWHRERFILATFO—ILEEICRIFTHE
(%) (mg/ gl )
1007 Jarybu—n iy Jaryitu—n
1 07 F SR 2 F > 10ng/kg ] 17 FASZ S F > 100g/kg
80— g 40- —
iz (-23%)
v & ] p<0.01
Lol | o3 | P
i (=27%) oz
& 4| [0<0.05 T (%) =
& | (-14%) p=0.19 = . (__17%) (-29%)
g 40 p=0.88 2 2 p=0.05 ™1 %6 01
20— £ 10
1112 11| 12 1 | 12 IRETRET 1| 12 11 | 12
0 T T | 0 - | “m |
g J 2k B iid. IVAF)
IVATFUO=ME IVATO-ME TATVE
KEWIREBAL Jia 5B K B AR
s KERT = L 27 v — L ERIT KBV EERENER., [BEZ7eadrVb/A ¥ 7 —Q: )THHL,
BRI LV E LT, ROEIZESE SRS 2R T, BT AP OB FIIFEE R,
( YNOEFIZa Y br— W 2R FERELRT, REITT Y b —icxh LT L 7= (Wilcoxon JIEAZ
FRIE),
7 RILIAR B F DO WHHL 45 FIZH 1T 2 BEARGRE LR EICRIFTHZE
LB R RAE A LI 25
B %% . .
* SRR | WITOE | MER | RS | 2
E A= 11 | 0.70£0.32 | 0.10%£0.10 | 0.22+0.12 | 0.06%=0.06 | 0.27%0.10
[ .09=+0.
PNIRIER T RVAREF | 12 | 032£020 | FEEZRL | 0.04£0.04 | FRERL 0 ?96602)05 0.055
- 0
oy ha—)u 11 15+7 242 11+6 1+1 742 —
iVl S A S 24
B e 3R v 211
(%) T MARREF | 12 6+4 WERL 242 TR L (72%) 0.050
- (o]
——— ay hr—L 11 45(5/11) 9(1/11) 27(3/11) 9(1/11) 23(10/44) —
I
(%) T IARZAF | 12 25(3/12) 0(0/12) 8(1/12) 0(0/12) ?(643/4;2 0.081
= (e}

i L7 DA 10% Y IR E AL~ U RIS COEBIRZ VR E S ., DI 8 Bl v~ 7 ZER L, ##kbYI 7 % elastica van
Gieson Yefh, L C. PRNBEARIELEE (PGS I AR/ - ISCI AR L) K OV A E S8 (PR Rt/ P S AR PN TR X 100) 2 T figdiT > 7 b TR L7, R
DIEITFEEIE R E 2 R T,

( NOEFIT= > b — ST IR TFRE TS,

MREIL = b — UKk U CHe U 7o (NIREIE R EE R OV IR 42 3 Wilcoxon NIEAZFIMRE . FAFIER © * MAE),



VI. REEICEY SHIEE

(3) ERFIREFR - FrihFfa

1)

2)

YEFARERER 27
5%V AF T IVERE3 MG A7-T y M7 FAARZEZF 2 03~3mgkg & HEFE OG- L L X,
Behg 1 BERICIZ 2 L AT v — LA RIHIER 2R LTz,

YE KRR 2

25% ALV AF T I UERE 4 BfE 27T v M2BWT, %54 1 FIcB T 52 L AT n— LAk
=D 80%I272 D HECHIEME R G T H L. T MU AR ZTF o (Bme/ke)l I 514% 4 FEfffE T= L
AT v —)VERRIHEIER 2R LT,

—J5. VN AEZTF L Bmgkg) T T NA L F L (15mg/kg) DANH OVER 1T 54 2 FE £ TRO B
7o, 5% 4 R CIIIER L,



VI. EMEfEICEs 5I8H

I MPREORS - MES
(1) AT LA MebiRE
LR L

(2) =& e E B ZE R
Q)RR THRIN-MPEE] OHEBR

(3) BB THREIN-OTRE
1) BERAIZEITSHEEEEHOMBERE ®
BEEER A T FIZAA] 5, 10, 20 KT 40mg A #fef TIZHERR A &G U7z & & O M FoRZB G IRR I3 #
H4 0.6~0.9 FFHIC Cmax 27~ L721%, 9.44~10.69 IRfi] O8] TIRT L72(X, %), Cmax KT AUC.o
13 GBI E] LTI L, Tmax (2 Smg FETOEN -G @@ *i&ﬂ;ﬁ I Lo 12(F), LAk
DZEMBLARF DO MBI DIRNEIREIT 5~40mg O GBI CIIMETEEZ ~RT D EEZ BT,

REMABFICERKERNRORS Lz ennEPRECKRE

6 FDFHE+HIZERE)
(ng/mL)
30+
] —eo—40mg
] —0—20mg
& 257 —a—10mg
&;{ . —4— 5mg
it 20
* ]
}é)é
1t
*®
i3

0 4 8 12 16 20 24 28 32 36 40 44 48
K¢ (h)

BEREABFICERRERZEORS LI EOMNEPRECAEDEF NE/NS A—4
(6 HIDFi{E+FERE)

EREER NPT AL
(mg/man) Cmax(ng/mL) Tmax(h) t12%(h) AUCo-(ng-h/mL)
5 2.64%1.36 0.6+0.2 10.60£2.91 17.33£9.29
10 342+1.51 0.8+£0.3 9.44£2.50 34.57+15.79
20 11.29+4.42 0.9%0.6 10.69+2.91 50.87+18.44
40 27.05+10.75 0.9+0.6 10.08 =2.65 117.91£40.88

X HFRIT I T B I

EAFOERINTWDE T VAT B — ) VIUE R OFREMER 2 VA7 v — VIEIC KT 2 AR O &I, @ *%“\
RAZIET hAARAZF L LT 10mg, 1 B 1EITH Y, F, EIRICE 0@ EHEET 2 28, @“@iﬁ/\
o L AT B —)VIE Tl 20mg/ B . FEMES 2 L AT o — ) VIfiE Tid 40mg/ H £ T & TX 5,



VI. E¥MEREICEAYT 51EE

2) BERANICETZRERSELPEE Y
fEFER B F I AHA 10mg(IX) 2 Of 20mg 2.1 B 1 [BlIgiE#% 7 HFER &G L7 & &7 H H® Cmax
X1 HAOZNZN 12 KON 1.8 %, AUCIZ 09 XN 13 THY, mixE5EETEFHENEZRLEDFE
ZITRO BN o To(RK), £To. BAEELHE ORI 14.37 KV 12.05 FEETH 0 | 72 REEIZ I
HR LI R 1 3 E ER AR AR T LT,
SAERG-BAR% D Com 13 4 B H £ THRGEEUCHES DT 072 ERERARD OO0, 4 HEE T
WIXEFIREBIZCEL TWD EEZ BN,

REERABFIZ 10mg, 1 B 1[E., 7 BRREROKRES L& EDMBRREKRE
(6 HlDFE+FERE)

(ng/mL)
5 -
il —o— K2 R 10mg/ H
a4
a8
X 3
i]é
it o
*
o
B ¢ é ¢ ¢
r+r——— 77 7 7
0 24 43 72 96 120 144 168 192 216
IR (h)
BERKABEFIZI0OHS NI 20mg, 1H1E, 7T AMREZROZRSELZEED
MBFPRECADEENFENZTA—2 6 HIOFHEBLEERE)
#5558 e BB )FNRTA—F
(mg/day) Cmax(ng/mL) Tmax(h) I (h) AUCY(ng-h/mL)
1 2.27+1.09 1.50+0.55 11.42+3.18? 23.79+7.83
10 2.6410.94 20.54%+6.15
7 1.25%0.61 14.37%3.62
[0.1917] (0.1730)
1 6.87+2.81 2.17£0.75 10.07£0.88» 67.42+27.41
20 12.48£10.16 84.55+64.93
7 1.00+=0.00 12.05+1.64
[0.1784] (0.3820)

[] :xE0OHD tREICEITD pE

() 1 HE®D AUCooMK ' 7 HE D AUCoo0 DXIED S 5 t EIZEIT 5 p
a) 11 AH® AUC.-A N7 HHD AUCoaa

b) PRI G 6 BERTAN S 24 BRR o> M E I s S B LT,

WARANOABRINTND E A L AT B —/VIER OF M & 2 VAT a—VIEIC K3 2 FER OCH &L, @,
BRAZIET bARZZF L LT 10mg, 1 B 1[EITH Y, Ffip, ERICE Y EEHEET 52, BECHA LS
o L AT 0 —/VIIE T 20mg/ B, FiRMEE = L A5 01— VIIE TlE 40mg/ H % THETE 5,



VI. FEYENRE

EICBE 9 S1EE

3) BEEICHITHEMERE D

BB (66~73 WA 10mg Z #E & T HUEIE A5 L7z & & O AR LA E O Cmax OV AUC...
(=N Eﬁ%‘(ZO“&Z %) DA 2 (5 D Z 7~ LT (X, 3%), Tmax K ORI XM B CTEITFEO b ien o

7o ZORKE LT, ESWbIcf: o fEAx OAEBSER B OVEL R 2B 20X, Eﬂ;@@%{”ﬁd\ g~ H
DIAB DAL, CYP3A4 {EMEDJ . IBH RO )35 2 BT,
EHMERVEEEIC I0ng 2 EHBHEEEOKRS L E0mERRECKERE
(6 BIDFE +IZHRE)
(ng/mL)
Ly —h— i
1 —— i
i 87
o
h
*
'Z}é
1t
1k
e
0 4 8 12 16 20 24 28 32 36 40 44 48
IR (h)
EEERUVUSEHEIC 10ng EHBEEZEOKRS L L E0miEhRELED
EFNFINTA—2 G HIOFEHELIZERE)
. WE S)ERNT A—H
W (Jﬁ; Cmax Tmax AUCo-00 R S5k
N (ng/mL) (h) (ng * h/mL) (h)
B 21.0+0.6 4.16+1.38 0.7%£0.3 17.58£3.19 8.87+1.98
. 8.57+4.27 0.9+0.6 39.52+5.07 8.85+2.12
FE 68.352.7 [0.0370] [0.4693] [0.0000] [0.9825]
[ 13S0t BEICKIT 5 pfE
X WRFIZ BT B L0

H 1E1TEESETH2ERSOEE GHEAT—4)

WEAMZ BT, BEEERRALZ 10, 20 H DM T 40mg/H A 1 H 1 [RI(GE3EE 7: 0012, 778A%Z 19: 001
BeHY T 1 H 2@(9@%@%7 00 J2 TN 19 : 00 (245, 2 BREIER G L7zD b5 & e CHERE O
$5- L, AEH HMG-CoA 38 rlsR TR MR & bl U 7o, BRMICI, 1 B 2 [A$# 5K AUC.10n
Z2f5 LT, 1 H 1 [EERGKRD AUCoom & B L7z, 10 X T 20mg/ H & 5-8£1238617 5 AUC X, 1 H 1[H]
Beh L 1 H2EEETITEAEETRD N0 - 72(0.8~1.0 )73, 40mg/HEEHEEIZBWTIX 1 B 1
[P H-D AUC X 1 B 2 [BIEG B L CTEVME(L7 )2 R LTz, ZORKNE LT EmAREas®&RS
L7 2 LI LA TEMHEAE D O IR O3 HEZ ST,

HAFOER SN TS E A L AT B —)LMAER OFENE S 2 L AT 12—/ /VIMAEIC 3 2 G R O &I, L%
BRAIZIET hASAZF L LClomg, 1 B 1[EITH Y, Flin, ERICE 0 EEHEET 228, BEEOCHAIT
2 L AT v —/VIIE Tl 20mg/ B . FEMES 2 L AT v — LIiE Tid 40mg/ H £ THETX 5,



VI. E¥MEREICEAYT 51EE

5) Bi5 L AR EOLE NEAT—4) ¥

6)

Al — B BRE (R R )IZ 40mg % 2X2 7 1 A4 —/3—ET, 1 H 1L §(7 : 00)& 5 W MEAZI(18 : 00)
I 15 HRAER D &5 Lc & & ORI R T, Hi 5 L VL5 CEITRD b oo, Mgk
2V AT —/U#, LDL-2 L AT a—/LlEL O NY 7 U METISIERBEOIR T 2R L, ks
H DA% 5% O Cmax 13, & 5FEL D 30.6%1% < . Tmax |% 56.8%FE4E L7, £7-. AUCoan 1% 28.9%
RVMEZ R U, LB RE ORISR K OWRIN =R 1T, s R L TR F L2, ZORIRE LT,
ERITENEYOHEHEEME T+ 52 08 E 2 6T,

L L7eRnn, 2 b AT a— VAERKITEMICIER 2720, —AIIZ HMG-CoA 1% Jr R 3 BH 5 A 1 L %
HRFIZHER L CAHAEGRAZ X 0 BRSNS, KRB TO A LE GRHI AL AT A F
EUTAAIHMETFLIZbDD, Z0ORIIFES%ETH - T,

HAFNOEREN TS AEL AR, B, RAIET A RZRZF L LT 10mg, 1 B 1IEITH Y | Fifln,
FEMIC X W EHIET 220, BECEHAIIE 2 VAT 10—/ VILETIE 20mg/ B, FEMS = L AT 1 —/LiffE
TliX 40mg/ H £ THETE 5,

FHEEEEEOEDEE GIEAT—2) ¥

RS RE TE 3 B M OV 28 BB (BEE B |2 L 0 — P28 % Child-Pugh 38H L7, A BREE B:
C: HE)TAA 10mg Z 1 A 1[5, 14 AFEMER AL L7z, @HEH K OEHEICRIT 2 AR MIXRA T
bolz, BEFHEKRNEEIZBWT, MiFHRa VAT e —/VE, LDL-2 L AT r—/LELT M) 7 k&Y
REIXIZIERBEOIE F 2R Lz, —J7. BEICE T D IMERTHEMEARO Cmax 2 0N AUCon 1. FEEEE 12
b U CHEEE B TIEZ L E A 5.5 LTV 44 (512 RS TIEENEN 144 LTV fHIZ EFH LT2(F).
F7o, BE T, Tmax 1% 1/2 (ZFHE L7, 7Zods, @l L OVES THEIICIZ L A EEITRD b o
oo THHDORRNE LT, FFEERHIRD LND T v T 4 U7 L0 M P 3R 28 i 528 a2 B2k
THEENDT D Z ENOIFIBA~OIVIAZPMET L, £/, FIIGCRD B IERFEER R ~E A D iR
B 2EEBEEZERETEZ NS FT AT EI T A DFELVWERNROONZEEZ BN
oo BT, TEERIZIIFEAEZ V7 7 ADER T HE T2 LTWA728, M HMG-CoA iE tl#sEH
EIGHERREN ER LB oNnT,

FFREEERBRERCIELZEEIC Ing 21 H1H, 14 BFAREZOKRS L=
EED A BEDOMEPEEARDORE NFE/NST A —4

‘ WFARLE
o IFHSAE I e
SEE )T A — 3 <
RIVIZRT AT (8 oty + el woR R
(S BIOEHMEEAFHERZE) | G BIOFEHE T HERZE)
(n;ZEzL) 6.684.10 37.0+25.6 96.230.1
Tglle)lx 25+1.1 1.2+04 1.3%+0.6
AUCo.
e elic_";/“;m 87.2459.6 386199 853+426
#ﬁ?ﬁ 1774133 17.54+8.9D 16.6+2.17




VI. E¥MEREICEAYT 51EE

1) BREBTEEOEYHE WMEAT—42) ¥

PR RE IE B K OV B RE PR B (A 10mg 2 1 H 18], 14 HHBRER DG Lz, BHREEE
BEZBIT DT FNARREF o OREMIIRITH Y . BHREIR T IIAR O ZE4 B R e OSBRI

BLWEEZbRT,

8) FSURKR—E—DiEELFLE %30
OATP1B1 % =t— K9 % SLCOI1BI i&I5F 2% ¢.521CC DHERFE D AUC 1%, BEEAH L TRV HERE

(©521ITD) L VK 2.5 FEd -T2,

(4) hEs

MM E R L

(5) B - HAXD

B2 488

%=

fEEERR B 12 10mg 2 &1 30 ISR D45 Uiz & & oM R ARIERE L, A THRGICHRT,

Tmax OFIENRFED HILD & & HIT Cmax 28 12 L FICIE T L72(F), BB KGR Tmax LA O M fEH R

IS TEEGEOHS S IRIFFEOHB 2R L, AUCL X OCERNIL. 8 TEEOZFNFN 91.1% K

W99.6% TdhoT=, AED I HZT bANRAZF L ORIGEEIZEFIZLI VKT T2 H00, WINRTIF
LANEBEOHBLZ IR 57123, ZOFRKRE LT, EAICE Y BRNAHEHIEEMET U772 D WRIN

HAL~OBATRE FEBATZ ENEZ b,

BEMABFIC 10ng ZHREBTXEIEBRICEORSLI-LED
MEFRREILADEE HE/NF A —F (12 flOFHELFERE)

¥ 5 2 B S)FRT A—H
Cmax(ng/mL) Tmax(h) -3 D(h) AUCo.o(ng * h/mL)
MET 533+2.62 0.79+0.45 7.75+2.22 29.08+14.43
P_— 2.34+1.37* 1.58+1.16* 7.72+1.87 26.49+15.38
[0.0003] [0.0412] [0.9508] [0.1708]

L] :ofomiricsir2pfE
R TGRSR L THEEZED Y (p<0.05)

1) : HRABICI T B 00

(6) B&EH ((REL—Y3y) BITICKYHBBELE-EMEAASREEESER
R (65 T LA )N ARHI 2 e 5% O CL/F X FEEEnE (65 mEAT) & T 37.6% 892 L HEE 4.

Bl &0 MmAEFRZAARIRE X BRI 2 2 L AVRIR S T 9,

2. EWEERM/NT A—5

(1) A&

MM E R L

(2) BAEETELR
B L

@) NAATRASEY T«
GMEANT — %)
78 AF—R—IEIZ L VR A, T RS F % 2 5mg/h X 2h(Smg/man) BRI E RN FRGER 5 KON
10mg H[ERE 8 5- Liz & & ORERD AUC L 0 RO TMaRIANA AT XA T8 T 413 122% Th -7z,

EARFNOARIN TN D E 2 VAT v —/VIIE R OFEE R = VAT 1 — VIIEIS K9 2 TE R OV &EIE, W,
FRAIZIET hARZZF L LT 10mg, 1 B 1EITHY, Fip, ERICE VETHEET 22, BECHAES

2 L AT r—/VIASETIE 20mg/ B, FHEMES = L A7 1 —/VIfE Tl 40mg/H £ THIR T %,

- B2
-5




VI. EYBEICEY SEE

(4) HEEEEH
B L

B )7 UR
OMEANT—#)®)
Ly YT T A 604mL/min

(6) NHBHE
GMNENT — )
Vdss : 565L

(1) mFEEHFEE

1) RZEKD
b hMAEE N invitro DFEBRT, 7= ABREERIT 95.6~99.0% L EEIR LT,

2) {K#Em M-2) 40
b MISEE VN invitro DFEBR T, T2 A AR ARIL 96.6~98.9%LL T, RE(WIK L IFIZFEZEDE %
L7,

3. iR
GHEANT —5)"
NEFEGIRFING B UC-7 MR A ZF % 40mg HIERE OG- Lz & & Y R OYR Rt R o Fn
RO IZPINRIT 59.2% Th > 72,

4. 9
(1) Mm% — A8 F @8
R L
<BE>(T v bR
Z v N TOBATIZMD T - 72,
( T(5) ZDthDBBA~DIBITE ] DHESHR)

ARFNOKBENTVWDE I VAT 1 —/UIJER OF &2 L AT v — VIEIZ 33 2 B R ORI, @5,
FRAIZIET M RAZF L LT 10mg, 1 B 1ETH Y, Fif, ERICE D EEREET 228, BECEAITE 2
L AT m—/VIETIE 20mg/ A . ZEHEMES =2 L A5 v — LISE Tl 40mg/ B £ THIETE 5,



VI. E¥MEREICEAYT 51EE

(2) mi%k—RREEEART @B
YR L
<BE>(T v M)W
HIR 18 HAD T v M UC-7 AR RZF % Imghkg BAHKG Lo L X OIRIBNBETRERE L, &5
% 4 B REEICE L, BRI IRE DK 5% Th - 712(5), £ D & & ORHMRAFHARR PN E TR
IRIMAEPIRE D 40~T0%FEE CTH - 7=, RO D 5 B TIHIFRNBE R & - 72, BIROFIRN
PR ITFEOMITIE R L, BB ICBIT Lz, 2 o < HHhEEto =0 & Bbini,

HEIR1IBBEDT Y M -7 MLIAREF % Ing/ke BOKRELIzLZD
BHARB R U RAKSRERE C AN FHELFEERFS)

o AR N B RER FE (ng eq/g or mL)
0.75h 4h 24h 72h
o 38.1+18.1 38.7t1.4 2.9+0.6 ND
il & 435+19.5 35.8+1.6 3.1%£0.4 ND
x il ND ND ND ND
TN 7 154+6.3 24.1+2.1 5.6+2.1 2.1%+14
fii 58.9+20.7 56.6+5.8 8.1+1.9 49+1.7
Jiks Jiik 4477.8+993.1 3206.3 +808.1 1213.3%£322.5 766.6209.2
B Jiig 113.6£49.5 94.4+10.6 23.1%2.7 73423
~ B 3434145 89.7+17.0 30.9+5.1 9.4+2.1
tk M i 12.9+5.7 28.4+1.4 6.6+t1.1 35112
e M 145+6.9 19.4+2.5 49+22 22+1.4
=N =] 42+2.0 13.1+1.2 52+14 49+43
T 0" 103+14 23.8+1.9 73+1.6 3.0+1.7
gro B 18.8+8.4 27.4+4.4 6.310.8 42+25
ER S 10.0£3.5 15.5+0.3 3.4%0.8 ND
Lm 9.8+3.9 22.0+0.5 55+1.1 3.1£1.8
ES K ND ND ND ND
PP AP O RE IR £ (ng eg/g or mL)
0.75h 4h 24h 72h
B ND 2.1+04 ND 1.8%£1.2
. R ND ND ND ND
s i ND 1.140.2 ND ND
" TS ND ND ND ND
" fifi ND 1.8+0.3 ND 0.8+0.8
iR 24+13 11.7£1.0 73%15 7.6£2.4
B & ND ND ND ND
H 1k & ND 22402 23+0.6 11.3+5.3

ND : R BRI ATH




VI. E¥MEREICEAYT 51EE

Q) EA~DBITH
YR L
<BE>(T v M)W
WEROT v M HUC-T7 MV ARAZF % Imgkg ARG U7z & & OFL P EE e 2 BE 1S PUik L.
FRetE TH > 723 1.2), Z OFLI 2 FEE L 7= 7L V2 O s AR BE O S ST RE A3 Y & 41(0.4~2.3ng eq/g).
LI RS RE O —E AL E WAL S LD 2 & HURB S Tz,

£1 SBEINBEDZ Y MZ"C-7 MLARAF L% Ing/kg BOBELIZLED
Fit, MR CmEPBRHFEERE G HIDOFHELFLERE)

e i HEYR FE (ng eq/mL)

(h) Aot JLINR£3 i

0.75 6.5£t5.1 27.4+17.3 259+14.7
2 10.0£6.0 16.5£10.9 17.1£6.5
4 154+58 79+23 12.6£0.6
6 129=*1.6 ND 79+1.5
8 12.5%£2.3 ND 6.6+13
24 33£1.2 ND ND

72 ND ND ND

ND : f5 H BR SR

£2 DHBEINTBEOS Y FMIMC-7 FILAREAF % Img/kg BOFBE LIz ED
EFNFNT A2 QHIOTFHELEERE)

WE ) F T A—H
OB Tmax Cmax AUCo.0 PR @
(h) (ng eq/mL) (ngeq - h/mL) (h)
m & 0.75+0.0 27.4+173 106.2 2.0
i 4% 0.75+0.0 25.9+14.7 148.5+18.6 49+24
3Lt 6.0+2.0 17.1+3.9 240.8+60.2 7.8+3.7

a) 1 THEHICIIT % i
b) : 2 Bl FE)E

(4) BEBE~DBITHE

KR L
(5) ZDMDEHA DT
MR L

<BE>(T v h)B

Z v M MC-7 MR RZ F 2% Imgkg #R D5 Uiz & & OREREIX. ARAIO EIERENL T H 5 IR
WCHFRANCERE L., REEE R L7251 4 B Sl E b B aEiR B o 130 {52~ Lz,

Z OF A CRIB (AR IRE D 3 £%), Bk, BalElh. Btk ONHF RIS AR L0 SR E O A
B BTN, O OFAREPN IR XM L R%LL T T o 7o, Z DB HRRE PN T e 1 3R
ROMTHE L, 5% 2 BRI TIRZ E A EOMB TREBERRETH Y . BEEEDORD ST
HERERED 0.3~11%28) Lz, #5% 168 Bt CIIAFIRIC S iR g D 0.8% DO FGHHEN TR bz,
Z v MZ Imgkg 2 1 B 1[0, 21 AERERAOZRLG Lz L & O% 5% 4 BRI 2 M8 T ae R =
IIHTIEZ I U E LTIEEACOMBETT BB L TITERINEBIZE L, £72. 21 [HE5% D 24 #EiHE
B2 FIEe G0 & el 32 & iR, Bhgk, e, RS & OVE TiE 3.0~4.1 512, KiZ bR < kA%
T 1L.7~28 512 EF- LTz, FIEBE SRR HRAAR S T o 72 iRIC S 7 [ 554 DI (1.4~
23.7ng eq/g or mL)D A REDM R STz, 7rds, /NI A BR < HHRARER ORI R S IR . Wb
R IR A A T o - 72,

B 5% ORER PN O BRI BE 1 3% 5-1% 72 BRI £ TR RIERZ R L2, T LB O MR ITESe
NCTH oI, &G4 7 B BIIIE CBmis g D 37%., AElslh. KER, Mgk Oz 16~26%
DFRGFTREDVRRE L T2y, LR COREITRFEIRED 1%L FdH 5 WImHRA R CTH -7,



VI. EYBEICEY SEE

5. K&

(1) RBHERLLR U BRRE
T RN EZF R e NIFROVMNEI 7 a Y —ATREf SN, FELTM-1 KONM2 BNERK L7z, B b
P78y —2RICBTH M-1 KOM-2 O Km EIZIFEE A EENRDST208, M2 D Vi 1T M-1
LHBEILTT7.6MEE <., invivo CTM2 NIIETERFHTHHLZ L E—E L=,
<BE>(Tv b, AX)
WEREZ ~ N R OMEMEA X2 UC-7 MANRE F U AR O#KE Uiz & & OBERED KE /5 13I8 Rz dE
INb, ZOMEHAZEHWTREMAEDIZNC S BEORBW 1 FE I iz,
AANIEL LTT X NEEANEOR B UERD 4 (RO 2 MKBL(ZNZEILM-1 KTOM-2), B-Fefb-IiK-
BEIT(M-3) K NZ DA M-4) & 2 fiKEELICHE 7V 7 o UERA I L Rt s s Z LR ENT(X),
Fio. MEHEZ ” MZBWTEEH% 24 Bl £ COEH TR M2 D7 V7 b BRI AEIR, M-1, M-2 L OURZE
(bR Z S ERE LT RR M NFNHEE &0 5.08%.14.1%.7.54%.9.53% M TIZFNEF14.95%.
17.8%. 8.62%. 10.2%IZEY L, REHHAREHMRICHEZITFR D B o 72 49,

Sy bFRUA XIZUC-7 FILAREFUEROKES LI & Z20HERBBR

@J%@@?ﬂ%ﬂi%@@ 2R D B 2T,
H;C  CH;4 =

*RIGCIIY
OO

V. ZAV. % & Vs

7/I\
HC CH
HOHHOHO
O O

HC CH,4

@)Hﬁl{omono - M-l F /N/\/\/”\OH
ale j & Q

T

H;C  CHj

1747; o 0
A g: NSNS0y
HO H —
F

M-4

Ca?*- 3H,0




VI. E¥MEREICEAYT 51EE

(2) RBBIE59 SB%F (CYPAS0 %) DHFiE
ARE FF b7 v— A P450 FEELR A O L 7oA R M-1 RO M-2 OARIZIEL CYP3A4 3 REINEME A2 7~ L
7o F£7-. CYP3A4 DFLERTHDLIHT A FF I M-1 KOIM2 WEDAERZ TS 90%EL, —=F
=NV AT VA VIR WE DAERE 60%HE LT+,

Q) MEEBNROEERVZDES
MM E R L

4) REMOFEDEERULLE
BEIRIZEBIT 27 MAARAZF U OERBILT I REEAILE DR B UV ERO 4 (KR EIRM-1) KT 2 fif
IKEALAR(M-2) T & - 7=,
<BE>(T v b
Z v MBS 7 1 Y — LB T, M-1(1~300nM) J2 T8 M-2(1~300nM)| 75 FE {A7H9 1 HMG-CoA 5
TEEHIEMEN 2R L, ZOMEERILZT AR EZF U LRIBECTH 722, ( [VI.2. 2)2)f#mD
HMG-CoA &2 i FAFIER ] OHESM)



VI. E¥MEREICEAYT 51EE

(5) EHRBYORERY/AATA—42
B BRI RBR(ARA] 10mg K OY 40mg HL[EIEE O £ G- 3H) O AE 2 VT IR M-1 X O M-2 D i
HEPIREE A IE L7z, 10mg &5 DM M-1 JREEIL. T X CTORFATHRIRARIE CTH Y . 40mg %
1%t 48 I F TIRWRE MR S 2(B1, K), —F. 10 KT 40mg & 5-HEO g M-2 B IE, &%
Ht%Z 21 6.2 L O 1.5 Kff]C Cmax (25 L, 8.0 LY 8.7 B O =i CIH & L 72(F%), Z ® & & D Cmax
S O AUC48n 1, 10mg 7> & 40mg ~DF G- 50D 4 FFHENINIT R LT E L4 8.6 KN T.0fFIZHIM L 72(F%).
INHDFEREE LT, HG5EOBIMILE D MABFROMMMNE 2 bz, £7-. M2 LRI ILE
%5 AUC -9 2 EMLEIBPORIUCTFE L TEY, ZEEEGETIY RENWEEZE2z o),

BEBRABFIZI0 HDHU T 40mg ZZEEFHEORE L1z & E0MmBPRRELRK,
M-1 RO M-2 R (6 Bl TFHEIRERE)

(ng/mL) » (ng/mL) 7
B 10mg#% 5-% 30 40mgH -1
—o— RZALK —o— RZ{LIK
4 —0— -2 —o— -2
—A— -] —A— -1
it
afé
i
e
i
0 8 16 24 32 40 48 0 8 16 24 32 40 48
IRE ] (h) ¢ (h)
BEBRABFIZ10HB UL 40ng = EEHBEOKSLELZEED
MIEFRERE. M RUN-2 OEEBHAFZNSA—4 6 FIOFHEZERE)
e by . N FNT A =X
(mg) AR Cmax(ng/mL) Tmax(h) A 2(h) AUCo.-(ng * h/mL)
10D REALI 3.42+1.51 0.80.3 9.4442.50 34.57+15.79
M-2 1.39+0.65 62+3.4 8.00+2.139 19.23+10.499
KA 27.05+10.75 0.9+0.6 10.08+2.65 117.91+40.88
40 M-1 0.57+0.33 43+2.7 —o) 11.91+7.759
M-2 11.94+3.81 1.5+0.8 8.71+1.59 134.03 +43.799

a) : WRHIT 1T B e

b) : 10mg & 5B TIMAEH M-1 JE 139 TORE TRBBRAARN(<0.20 5\ F 0.40ng/mL) & 7257,
c) : 5 Bl FEIME AR UE(R 7

d) : AUCo.sn

e) : MR WMIIF HAEETH -7,

HARROERENTNADE T L AT 1 —/VIER OF RS 2 L A7 71— VIEI T 2 B RO &I, 8%,
FRAICIET bR AZF L LT 10mg, 1 B 1EITH Y, 4, RIS X 0BT 225, JIEOSHAITE
2L A7 m—/LMfECIE 20mg/ B . FHeMEsE 2 L A7 o — LIiE ClE 40mg/H £ TR CX 5,



VI. EYBEICEY SEE

6. Pttt
(1) HEtERG R UHRRR
FEPEMR TR P2 LR Th D LB LD,
GNEANT —4)
TR IS UC-7 MV ARAZ F 2% 20mg RN L7z & & B 5 U2 RIZR I 1.2%Y), FEFIC
89.4% HEilt X 417- 40, MHFEUIBR T4 B 12 R 1T D I h PEIEER 1T 57.0% CThH o 72 9,

T RILINR B F U DERNENRE
54 (100% )

{

(THALA)

(P B 1Mm) GRiLKSR)

4R

7 1:67.2%| (g
% 57,205 PO
h :50.2%
REG+

7 1:66.9%
2 :56.9%
I :57.0% (‘1)

BRI
Z v F:42.4%

~ =N
A
v

v

A
v

[N

A

v

(2) #rir
FQD HEERAL R OHRER ] DHS R

(3) Pt
KR L

1. S VRAR—2—ICET S1ER
T RAARAZF X N T AR —Z —O P-PEERE - (P-gp). FLIEMHIEER HBCRP)L T =4 h T
A R—4 —(OATP)IB1/1B3 DILE TH 5 975,

8. BHHI- & BlEE
KPR L

EAROERRENTNDE 2 U AT 12— /VIIGER OFEREME G 2 L A7 71— /VIEIZ 9 5 FER OV &I, L%\
BRANIZIET hASAZF & LClomg, 1 B 1EITHY, Fli, RIS KV EEHEKT 528, BEOE
2 L AT v — VIGE T 20mg/ H . FIEMEE 2 L AT 0 —)LIE T 40mg/ H £ THETE 5,



VI. £t (EALDOEESF) CEATHEE

1.

ELERBRETDER
BEEN TV

BHRZE L EDER

£
2. B (ROBFICEFEELEWVWI L)
2
2

1 ARBNOESTTxt LiaBUE OBEERE O & 5 BE

2 FFREBEDME T LTV B2 OND LT X D 72l

A, B ROSMERE, FEEZE, . $E (931, 16.6.2 ]
2.3 TR SUTEENRE L TN D ATREME D 8 5 Aot e O LtR [9.5. 9.6 ]
24 JLV AT LENL s BT LUH AN ERETOERE [10.1 BHR]

(fia)
2.1 ~fREEFHLE L TRE Lz, AR X DR ZFEOBBUEDOBIEN & 256 BREUERS IS D

AREMEDN RV E B X BNDTD, RAIOREZRT D Z &,

2.2 VEANEEIRERBRIC B W T, T B TOARK O M HMG-CoA 18 0% 38 P2 TE AR B )Nt 512

ERTAUC TA44~98fFIZ LR LIz WO HERH D, £z, TEOFHEERED > LRE Y LE
73 3.0mg/dL Z#8 % 5 BE TV T, AUC IR AL O IFIEZS SR (T H 3 L < TR Tz, 7
B, HEIZMEE U L E AN 3.0~3.5mg/dL L E X VBN D EMEINTND MY, LaRn-T, R
WEEME T LTS L& 2 b ABE T, AFIOMIEREEN FH UEWERORBEBENENT 53
ENHRH 5,

Fio, RBOERFALTEICHIETH V. B TR#END Z L DFEEZ BT 82
N D, WHAOUHNTEEZSZICHEEREELZ 20N [BHIFR, BEFROME FFEE,
JE, BE] O X RBEITRREHEL TN D,

2.3 ARIOEETICINT, HAERKORBAD R OEF - BEISHT 2 ENRD L, BRIRICH AR

KT EREMFINRD LN TND, /2, 7 v MO HMG-CoA Bt RAEHR 2 K&K 5 L2 h6
W2 BIROBEEGERA LN EOHRENH D, BT, B MTBWT, fhdd HMG-CoA & yrfif & FHE A
LOWEE3 y AETOMICIRA Lz & &, BIRICEREFEL S Hbiviz & OWMENH D O Thikim i
IR L CW D ATREME D & B et~ D 5130 T 5 = &,

F. Ty FCTAHF~OBITRHESINTNWAZ NG BT OBREICHL AR ORE ZHRTHZ &,

2. 4CHRUBHEFRIGHETCHDL /LI T LENL - BT L ¥ 2 E/(400mg- 120mg) & 7 b LA X T2 % fjf

A U7 3R EAEREERREBR T, 7 M RZZF D AUC 25 828 2, Cmax 28 22.0 £l EH L&D
WEND D,

MR THRICEET HEE L TNER

[V.2. ZWEEXIIZRICBEE T B EE] OEESRTH I &,

AZERUVHAEICHAET I8 L TDER
BIE STV




VI. &2 (ERLOIES) CBY51EE

5. EELEFRNIE L ZNEH

8. EELEXRMIE

8.1 HoMLwE L AT B —)VIIJEIRROFEARTH 2 BFEREEITV, BITEERIECE MLE, B2
EDRMMELEBROY A7 757 7 X —DBBE L+ 0BETHZ &,

8.2 PehHr i PR 2 EHIRNCRRE L. 1RIEICHRT 2 SRR b WA IZfe 52 1ET 5
Z &,

8.3 BEHREOHERH LN DZ ENHDHDOT, L - G, BEEEDERND Lb-HEIC
WEAKIZ R IE L, EREIOEET S L0 BFICHRET S 2 L, S5 TITRERESUIEER LY 12
HETORIZ 1 [RIPLE, 2T EICEEIC 1 BIEICIFEEEREZ1TY 2 &, [11.1.3 2]

8.4 MEFEKIERAE, PLIMERBAME, M/ MIBAIEN D bbb Z ENHHDT, EMICHELEITHI R L
oy EiEE1TH 2 b, [11.1.5 BR]

8.5 WIMKE, MERFNH HbNDZENHHDT, N, MR, EHEEREDIERDOEFIIEET D
EEblT, EMICREZIT O 2 EH BT 2 b, [11.1.7 ]

(L)

8.1 ma L A7 v — VIJEIZE MM LEBOFRIK E R EEFETH Y, @ L AT v — ) VIiE & IRFET
5L BIMMEEEORIEN TSI, FFOERM M EIND Z EBHAL NI TNDS ),
AL AT o —)VIIE & W SIS EIZIE, ETH - ICm 2 VAT B — VIIEIRIE DA TH 5 B FH
EOEENEIE A B O T IR E LS T ITWV, ZNE T TN ER R0 R BB IS O B3 W L L1 E
BRtA 22 &,

F7-. BT L AT 10— VIGE DM O B O ERRIK T & & 2 BTV A & ML ECEE S D Y 2 7
77 I B ORI ONTHHEETHIENEETHD,

8.2 BalL AT u— /VIEDIEFIX, @Y2a L A7 — iz RHMHERET 2 2 EREETH LT,
Beh v PR E M O 2 EMEICITO, RROREHRT L ERNETH D, BEICEL->TE
AFNFIE LR WEE L H 0 . ERIRBD LR WEA IR, AFIO#E % ik U SRFI~DEHE 4%
BT 5%, RAANEBIREREINDZ ENR2VWEITDICEET AL,

8.3 AFNTEICHIE TR SN D Z &6, AFEREIC 24 5.2 2 aJREM N 5, £ 72, —f%IZ HMG-CoA
RITEEE L EA CIZAFCBET 2BIER N b T\ 5, ek, [BIHERFR] NEBINT-, IFLoh
THEUEFRITEMICENT 2200, BHIRAE & LE 1IN D 7O RELT 2ER & LT
(LD - TR, BEUKR) Ztdi L. BENZNLOMERE AR LA, AAIORMAZ$ I LER
EIWCHEKT A LIS T2 L 2RH Lz, £, AFNOERIFE TCOEMNICE T A EERREBRIZ IV
TH, IFREE, IFHRERES . AST, ALT, y-GTP b5, ALP k5| LDH EAEREE L TNDH T b,
JTHERERMA 2 EHIAICAT V), TR 2 HERR T A Z ENEETHATZOREL TV 5D, BAEDHEIZ OV
TITFIEOMF MR CEE 2 BB IR E LT,

8.4 18 (NEXGTEMWEAEMBPYEIR 11.1.5) DHEBM]

8.5 TMRE A I\ TRl FEIRIFOIEGI N ERE S -7 Drtd L7,




VI. &t (FERLOIES) ICEYSHER

6. RENEREHTHIBHICHTHIE

(M

(2)

SHHE - BERFOHLEE

9.1 &6HE - IFEERZEDHIEE
9.1.1 BREOESE
FERFZ BN I EDZE0nh 5,
9.1.2 HEHAHMBENH LA PTVEDHRENHIUTOES
- FUR B RE IR TE O B
cBEMOEEREB A a7 4 —F\ XX DOFERED & 5 BHE
- FHIMEDOFREE OB O & % BE
s T a— )LD BRE
[11.1.1 ZH&]

(ﬁﬁjﬁ)

9. 1.1 MlRERAEIZI W TRl BEIRIF OIEFI DN ERE S NI 7ooFes L7z,

9. 1.2 M NI Y R(EMEA)DZE B2 TéH % CPMP(Committee for Proprietary Medicinal Products)? & 7] )
FIZEESE, BAEFEBE SR E O Citdk L7,

BE

i IJIH}

E*,%
1 BEEXEZOBREEOHIESE
S ARIE DM EHI D2 < N REREE L2 HTHRETH Y . Fi=., B BAE I E-> TaMM
HERED BB STV 5b,  [11.1.1 BHR]
9.2.2 BHEREBEEEDHLHEHE
KENE 7 4 77— FREANZOHT 256121, 1HE LD 2GR0 S S 258 IO 0FHT
HZ L, Bl BHEREEAL 2 1 O BB RARIE D & B o370, %U%%ﬁﬁ%?éﬁA (=S
M B HERAESE L LR L, BRER (AR, BE) o%8l, CK EF., mH LR ORI A7
gy ERINCMEZ V7 F = LASOBKEOEAZROHEAITELICHREERIET S 2
Lo [102, 11.1.1 HE]

h

BHEEE
9.2 B
9. B

m@ﬁ&l\:l\:

(R

9.2.1 BRMHLHIY JH(EMEA)DZ B2 Tdh % CPMP(Committee for Proprietary Medicinal Products) D 7] %l
FICHES & RAEBENDRRE O TRl L, BEEIE. HMG-CoA & clE# I LB O EIfEM &
L THI B LTV D BT B ARE D fERRIN D —> & SN TRV . Fo, BBERAEIZ > TRl
EHRBE DAL RO LIV TW DT DRI L T,

9.2. 2 HMG-CoA &t R HEAN MO EIVER & L TH B AL TV 2 SR BURIE O fERR -0 —> & L
THRBREREE 2 ® D . £72 HMG-CoA BEITRERINEAN & 7 4 7 7 — N RIEH & O O R B rb iz
fﬂ%%bh@?<&é:&%ﬂ%ﬂfnémoEm\m@HMG@Aﬁﬁﬁim%ﬂf\%%%m
Eg‘é—éﬁun}_h*ﬁﬁfﬁ HARDOLNLBEITRBNTT ¢ 77— M REH & OO X0 BT R ARz

DRFIC 3?)%392%’?3'?‘1/‘ k?ﬁliﬁiéﬂ“(b‘ésﬂ EMBERE LT,




VI. &2 (ERLOIES) CBY51EE

()

(4)

()

(6)

(N

(8)

AFtREfEEEE

9.3 FFpclEEEE
9.3.1 FRHEENMET LTWSEEZONDUTDL S HEE
SR, BEFLOAMEE, FEZE. e, &5
BH Lz b, RFIOMFETREN EF L, BIEAORBBEENENT 2800155, F-, K
FNTEICHIC B W TER LR SN 20T, FESEZELLSE2B8EZ0RH 5, [22, 1662 S ]
9.3.2 HEEXIEIZOHMEREOHZEE (9.3.1I12%LATHBEXKR)
AFNIEICHBICB O TERA LI# S 20T, HFEELELIE2BZAH D, [16.6.2 BH]

(PRI
2. ZRRBREEDER2.2) KO VI 1. Q) ) FEERERE S BH OAWBIRE ] OIS

HNEREE BT HE
PREZ LTV

bE 5

9.5 IR
0T X ATIEIR L CW D ATREME D B B AMEICIT & G- LW 2 &, @3B CHIE IR DD i OVELE,
REICKT HHEENED LI, BRICHAEFRIE T ERENHIIFBO LN TS, /2, 7 v MM
@ HMG-CoA & el R ER 2 KER G LGS IR RO FKBFENHE I b, HiZ, B R T
1. 1> HMG-CoA i# e EMLERIT, iR 3 v H E TORICAIRA Lz & &, BBIBIEREFEN S
bt ORERH D, [2.3 5]

(fiF#)

AHN O FEERIIBNT, HAERKROBD ROHAROAT, BEICHT 2EENEO L., BIRICH
AEAFRIR T LB IHIDGRD TN D B9, T AR T v MW TARAIER 5% DT 03720 G Ia R~
OBATHEBHER SN TE Y ¥ HEIMIEB W T B HMG-CoA & EEE L EANT A TR L L ShTnb,
t b OERF OM RS TIX, thd HMG-CoA # TR EAR| L Wil T ¥ A ke T v 7 =2 I V20
Lot T, ZORERICEE R KT, K& REE K OISR bz 1 flRE ST
WAHZEMWBERTEL,

=AW

9.6 RELI&
BAICTHEEG LW &, Ty PTHI T ~OBIT R RE SN TWD, [23 2]

(PR
T MZBWTHITT~OBITRRD LN TWDHTORRE LIz, (VL4 Q) ET~DBATIHE] OHESH)

INR

9.7 MR
IR Z G L Lo AR O eV 2 481E & L7 BRIRARBR 1T 9206 L TuZeuy,

= A

9.8 BEE
BIER DB L2813k G2 b5 7 8, @UIRAEEZITY 2 &, —RICAETEBENE T LT
Wb, FEo. BEEUGEMRIEDN D S bt W E ORENH D, [11.1.1. 16.6.3 ]
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KM FR ) Y JR(EMEA) D& B2 T &% % CPMP(Committee for Proprietary Medicinal Products)? & z] #7512
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1. MEEHR

10. HE%EHA
AFNX, E& L TTFORMHTESE CYP3A4 [ L vt an b, 72, P-BFEAEP-gp). FLIBME
EH(BCRP), AT =4 F T AKR—4—(0ATP)IB1/IB3 DIEE TH 5, [16.4 ]
(fiFH)
FEAEH ORI B 2 22t SRR FEmE CERE 12 45 12 7 25 A E#k L=, k3047 A
23 AATIRAIRAEEE 0723 55 4 BIRAESEA I - AR ERLFEEEHRE B ARSI &
AL BRSE &l E e AR O 72D OB AER T A KT A ) 1cHS%, THAER] OBEICEKT =
Z > b T v AR —4%—(0ATP)IBI/1B3 DIE TH D FHIBFL L1z, HFE T, P-BEE - (P-gp). FLIEMHME
EHBCRP)OEE THLEHIBERL LT,

(1) BEREZESEZDER
10.1 BEAREZES BERALLGWI L)
HEHI 4 5
TVLATLENL -
T HAE )

PP - SRR T
G = S A VI VB A VI el RN )
OATPIB1/1B3 XUV BCRP fHE, v

PRIRIER - $ BT 1A
TVATVENL - BT L Z A E /L (400mg -
120mg) & DOFHIC LY . T RANRZREZF D

G2 A AUC 77 8.28 fi%, Cmax 7% 22.0 {5l b H-L7c & | Loy Z A /LD OATPIBI }2 (F BCRP
(2.4 2] DW|EDRD D, AFOMPREN EF L, BE | BEICESUERICL 2D EER
ARRB LT RDIBELYH D, HITWND,
(fiR)

[ZvaFren- 7L 2]

CHUBMAFRIGHIR THH LA T L EL - 7 L Z A E/(400mg- 120me) & 7 F LS 2 X F o & ff
U 7= 3k BAE A REIRFRBR T, 7 ML R 2 X F D AUC 78 8.28 i, Cmax 75 22.0 512 EH- L7z & O#iE
N D,

(2) HRFELZDER

10.2 AR BFRICEET S L)

KA %

HRARAEIR - $E 5Tk

B - fEBRIA

74 77— hRIEH
NPT 4T T— |

£
[9.2.2. 11.1.1 &&]

= a7 RS
=tV bua—/

At

[11.1.1 ]

rdE. B, CK kS M R ORI A
oy BRARELE L, SR EHEE L
D BRI RRIE N & D oo T W & DE
D5,

¥R 7 ¢ 77— R REEHK| & HMG-CoA
BETBERILER L ORWERABRMEOM

IPERIA R STV %,
FERRIR ¥« BHEAEIZBE 3 2 R A il
WCRENBO LN D BHE

FFr . = 2 F U TiESA| & HMG-CoA &7t
BB E A & o RIVEHFER DO FRINTE
AP RIS LTV 5,
fElRA T - B Rk

S I Al
vrmaARY v
=3
[11.1.1 ]

DFFBE. B, CK E&-. R ORT
Fravy ERERSE L, SR BHEREE(
PO BB BARIE DN & & bhed W\ & O
Enb b,

v rmARY EDOHHIZEY ., AHD
AUCo2an 8 8.7 fHIC LR LT L DWRENH D,

M DY 7 v AR HMG-CoA
EITRESR L ER] & ORIER G RIEDM
MER., D7 v 2RY Lick?
HMG-CoA 3 JuBEFFEEH OGH - JH
H R 2 BEABRE T IS <
AAEH. 3) 7 n AR Y A2 K D AH
DIF~OE Y AHREFIC IS S HAEAE
HBRRBEINTND,

falilR 1« B R
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ICB89 5EE

HEHI A E EEAE R - F5 18 715 FEFF - a1
TV VRPIEEIE | AR, B, CK ER. TR ORTIA | HF 7YV RPIEEE T Y R
A NTFaFy—n | Favr EREREE L, QEREEERLE | ovA O CYP3A ITXT 2 HEE

P

F
Ty RavwA v
[11.1.1 ]

O BB BURIE 2N & b b9 & D&
BH5,

MREZBN TS,
fERRIRF - B ReRE

VAR NV S= =

AHN D (iR IR IR OF E 72 EH(Cmax @ +
55.9%. AUCo.tiax : +81.8%)7357 HAL7=.

K 770 2a<A 0D CYP3A4
IR BEERANEZEZ 5N TS,

HIV 7’ v 77—k
A
| =l = N B N
J e
ANVEERIVT 4
JF e

P

o e e U e EDOPFRIZE Y AKID
AUC 78 5.88 f%. AT NERNLT 4 FELLED
BRI L 0 AFID AUC 2349 1.7 31 745
EDORENRD D,

P 2 6 O3EANC L5 CYP3A4 @
FHENREZ BN TS,

75T L e

7 7L EIL(200me) & DHFAIC X AKID
1% R B A B L 72 (Cmax : 5.66 1.
AUCox : 3.00 {5 & ORENH D,

M /9 7L eI L DIBED
CYP3A KT} BCRP OFLENEZ bR
TW5b,

L7 ILE B

L7 VR L EOFEHIC &0 RF O ey
PEEA_E5- U7-(Cmax : 2.17 fiF, AUCo. : 3.29 £i%)
EOREND D,

HFF . LT LT EAMC LD CYP3A,
OATP1B1/1B3 KO} BCRP DO EMN#%
ZHNTND,

T —FT7 )=
Va—A

T —T 70—V 2 —R 12L/H & OFFHIZ
J 0, BHIDO AUCo70 23K 2.5 5l BEH- L= &
DOWEND B,

Wy . S L—F 70—y a2 — X2k
5 CYP3A4 DFHENREZ 2 LTV 5D,

TT7yELYY AHN O A H IR AME TR L 72 (Cmax : BefF . =77 L2 k% CYP3A4
-12%. AUCo.24n : -43%) & DHENH 5, DFENEZZ LN TN D,

DR A V77 BV RS TR RIRICARIZ R G LiZs | #F 1 ) 77 BV ic L D CYP3A4
ZARFNOME PR ERENET L= (Cmax : | OFENREZ BN TV,
-40%, AUC : -80%) & DWERH D,

S =0aNe _xHuaT o LORAIZL Y AAIO AUC 3K | BT ¥ a7 ick b CYP3A4 D

S50%ME T L7z & DMENH 5,

FHEDBEZ LN TN D,

Rt A 2R AR O MAE P IR ENK) 25% LT LA, | BF : Tho0IEANC XL 27 Frsz
LDL-a2 L A7 r— LR TFRIZNENEH | 4 F 2 ORI E WA ES < M
MCHALEZEE LY KRENoT, PHEMREOETAEZ BN TWVD,
=SS EFREBICBO TR I U REN L | BF KA L5V TR0 P-gp
AT 2(KA 10mg &5 T Cmax : +99%. | &4t L7ede o #il 237m2 ST
AUCo24n: +3.6%, CLr: 129—128mL/min, 80mg | 5,
5T Cmax : +20.0%. AUCo-24n :
+14.8%, CLr: 160—149mL/min) = & 3 &
nNCWa, PEHT 25480, g EeiRE o
E=H—F+HITATH T b,
R A REAT SR VT Ko (Cmax 0 +24%, AUCo24n : | HE/F : AFNC LD/ Vv F o Rk

V2= AV N = IV
_F =)L xR}
Z A=

+28%) LR F =LA NTFTTF— L
(Cmax : +30%. AUCo2an : +19%)D AR
Eo LABRRD b,

NF =X T PF—LDW]H
B EOWAD 3 E 2 S TNWD,
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(fi70)

[7 4+ 75— FZREH

BN P 5. C b BB RMRIE 2 B2 2 L B 5N TV 553, HMG-CoA 2 el EA & OGN 1T
R RMERBNE S RD Z L b LTV D 0, ZOMEMERAOBEFIT L < fif-> Ty, f+H
T HEEIIE, B, BRSO B REROFEE, CK EF, Fomp R ORF I A7 v e 0ZE)ic
BICHEETHIVERD D,

F 72, HMG-CoA 32yl 5 [H 55 4 8 G- e SRRSO Al ARAE 2 3880 L 72 EB O % < IXBHREREERE TH H Z
NG, EHERERE E IR RRE O ERRE T D 1 DL EZ LR TWA SO, BT, T OEMRE A E
BT 5BE, T2bbEMEEICE T 2 BRI B 2580 i b BFH T HMG-CoA & yef% SR E A
LT 4T T FREANE O L TV AEEIT, BB BAE N ENLT W ERERE SN TE Y,
EHEEEICBE T D IR MAEMEICRE BNRO LN BEICBITDLIAANL 7 4 77— FREROHHIZONT
1%, BEAFD HMG-CoA BTl L FAI O WA CEOFHEIC A DHE 5D, 2000 43 HAGEREL U | AHITH
Mk TRAEER) o TRAIDFAZAR) (CR# LiEERL LT,

—WAEEEN B ARE RIS KD THMG-CoA S# Tt RAER(A X F e 7 0 77— M RIEFIOHEH
R 2R SCEWET O ELEE | BWEATBE ER - ARHEERERZESRRICGREE SN2 2%
F. SRR 30 AR 8 [ PR SR e Ak RS 2 A IR A S K 30 4F 9 H 25 HBI)ICRB VLT, Bk
REICBEIT DRI R ENBO LN BEFICB T AXZ T L L7 0 77— FRIEAIOHRICEET S
FEEML I OW TR TON T, T ORE, BHREREE OO A ARE 12 BY 3 2 1B i & ke L 7=
ko, TRAEEZS) RO TRAIGHAZES) 25 TEEREANEE] SICEBEWEZRBITT D Z & 2NE
UITh o LWz, [HRAGHHAZZ) 2256 PFAEE] 3T Lz, TRAZES) KoY THEAl
OHAZE] & L CoR#ESITHBR SN0, RGOV ERFEEFHEICET IRV, BHEEICET 2
EER A EIC R E D580 b D BEITK L TARAZ G5 T 5B, sl &S EERICHHT 2 &,
(16 Q) BHEEEEEE9.22) KO 8. (N)EXGEMEAEMEERK 11.1.1) OHEZRH)

[= =7 EefiAl]

HMG-CoA & TeBEHR LER & 02 L BEUHRIE N B 5 bW\ E OGN D 5 O, T 254
Wi, B, BLREO B RIEROIH, CK R, FMP R ORF I A7 0 v OEMEHIER

TOLENRD D,
o, MR LD A RS L. HMG-CoA EtR I ER O Pt 2R TS5 2 ENEAL
LTV D o,

[ 72K ]

HMG-CoA & JLEEEHEHR & 0T 5 L BUIRARIE DN & b bhoT W e oREDRH 5 O, fFHT 655

Wi, IR, BB B RAER OB, CK &, Fzmb kORI A7 v e OBEICRFICERT

DWVEN DD, B MIBIT DT MARZF o OERRENINFE T, F 7 m— 2 P-4503A4(CYP3A4)

OBEENRHALNCENTWD, V71 AR T CYP3A4 I L VRSN D720, R U< CYP3A4 T

SN D ARFI O 2 A TLEFET 2 RN B 5 ©D,

FIZ, 7 FULARREZF T 0ATPIBl OIE., 27 u 2R Y 1% OATPIBl OHEHRITH 5 7= OAKIDOAF

file~DHY AR A BHE T D RIREED & 5.

[ hF=2hy—n] GREANT —%)?

HMG-CoA i#tl#EHEHS & OF T 5 EBEUIRAEN & D bheT W e oRERH 5, (T 2551

X, AR, SO BRIERORBL, CK EH, F2mfkNRT I A7 v B OEENIRFICEET

LHMEIND D,

RS EREERN 10 BB S B, otk 5 6) (21~355%)

Hik A NTaF Y —r00mg)HHWVNET T ARE 1 H 1, 4 HEEAOHES L, 4 B BICAHK| 40mg %
RO G%, TICEG% 24 KRICA F T 27V —1Q200mg)d H WV L7 7B R/ 0 h

HAROEREN TN D E 2 VAT 1 —/VIGER OF RN G 2 L A7 71— /VIEIC T 5 AE RO B, 8,
RAZIET bARZZF L LT 10mg, 1 B 1[EITHO, FEffip, AERICE Y EEHERET 22, BEECHA LS
I VAT m—/VIE T 20mg/ B, FEMS 2 L AT 10— VIJE ClE 40mg/H £ THETE 5.
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FES  DERIC L 0 ARFID AUCh70n e OVE I (62) 23 Z 0840 3.2 {580 K OY 2.9 {51 IE(p<0.001) L 7=
25, Cmax ([ZFZEIIRO ooz, —H, JFHIZE Y M-2 @ Cmax & T AUCq.7 35 FREED 2
NZIHKI 1/6 KON 2/5 1238 Lz (p<0.01), F7=. HMG-CoA = Tl L EE MR D AUCo7n 13 1.6
% EH L72(p<0.001), A ~7 a3+ — X H2ARAOPEIEENFEEIC LV, mE =Y
ThHDdM2BENEAD L, REMKREN EF LB 6,

[V R~ v] GHEAT—4)

HMG-CoA 2 ez HER & O35 L BTRIRIE DR & b T W e OREDRH 5, JFHT 2512

X, AR, WSO BRIER OB, CK EH-. Fomf Rk ONRT I A7 v ey ORI ERET

HUMENH D,

KPGe  ERERR N 12 BICEME 4 51, Aotk 8 #) (22~57 5#%)

Fik Y Ar~A 0 500mg 7 1 H40E, 11 HE&EOEEG L, 2o 504% 8 H HICAHK 10mg %
1 B 10E, 4 HEREO®RS

FES - OFAIC X A ARHK O 4 HMG-CoA 3% el 8 B ETE AR IR E @ E 5 (Cmax : +37.9%., AUC... :

+32.5%)33R bl FHEMEARBMT L LT, =V 2a <A1 2 2 L A REIEN =L &
niz,

(77 V2~ Aa2 0] GAEAT—5)

KI5 GEBERL N 12 BI(CEME: 4 51, otk 8 4) (21~42 %)

FHik o AHK 10mg 2 1 H 18], 8 HERO&ELE L, TO&RG5HE% 6 HHICZ 7V Aa~A 2 500mg &
1 B2, 3 HBEROKRS

it 5% ORI K D ARFI O M HMG-CoA 35 iR B TS PEARE O | 5F(Cmax: +55.9% ., AUCo-1ias: +81.8%)
BRD BT, HAERABIWTE LT, 77V 2~ A LA REPEENRE ST,

[(HIV 7277 —BHEAI] GMEAT—%)

)5 fEBERL N 32 B (18~55 %)

7 ARFNEI R OAH & A VBRIV T 4 F B 2,500mg Z HFHIC T 2L 14 B Z 0 A4 —,3—
FEICTRO S

fESE  OFRIC K D MER T ML S 2 X F RN EF(Cmax @ +122%., AUC : +74%) L7=, FHAAEHA
Pl LT, AVIVEERRILVT 4 FEIZ LD CYP3A4 DILEERNE 2 Bz,

(757 L]

OF R LA 00 i 8 P SR PR FE S - L 72(Cmax : 5.66 fi%. AUCo., : 3.00 f5) & OWE N D 5,

[V ']

PLhA M AT B A N EERERITH H LT VE EARTES « 7L 2 )0 [HHHEE] OHEICT b

SRR F DR DV ARFNOEHRHIAF O M 3RS EF- U7 (Cmax : 2.17 f%, AUCo. : 3.29

e DHRENRD D,

[7v—7T71—Y Y 2—A(GF])] GHEANT — %)

KI5 fEBERL N 12 FI(CEME: 6 B, otk 6 ) (19~27 7#%)

J71 1 200mL @ GFJ(2 f5##E) % 1 B 3 [\ 2 AR, 3 B BIZAH| 40mg % 200mL @ GFJ THRAI L. 30
S5 O 1.5 BEI#2 1 200mL @ GFJ % 8kte

FEE PRI X0 AFID Cmax (3281L L7y > 7225, AUC 28 2.5 fi#i2 B&H-L7=,

728 GENZIIARK O A HEE S CYP3A4 2 [LET LN EENTND Z EDNMLN TN D,

(=7 7v L] GHEAT—5)9

kG BERERR A 14 51

Hik =77 E LY 600mg & 11 HREIHES LICFEFINZAA] 10mg & =7 7 E'L Y 600mg % 4 HEIFFH

FEE  PERIC X 0 AHIO Cmax 2 12%. AUC 78 43%1KF L7z,

B, =77 B LUV IIARAIOEDHEESR CYP3AL 2358 T 5 Z ENH LTV D,

HAROEREN TN D E 2 VAT 1 —/VIGER OF RN G 2 L A7 71— /VIEIC T 5 AE RO B, 8,
RAZIET bARZZF L LT 10mg, 1 B 1[EITHO, FEffip, AERICE Y EEHERET 22, BEECHA LS
I VAT m—/VIE T 20mg/ B, FEMS 2 L AT 10— VIJE ClE 40mg/H £ THETE 5.
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(VZ7rrEvsr] GMEAT—#)9
K5 fERERR N 10 BB 6 B, Aotk 4 1) (18~31 5#%)
FHiE V77 BT 600mgl H11ES Af&ES L, 6 HHAG HB#EG 17 FE#)ICAH] 40mg 2% O 5-
R PRI X 0 AKIO Cmax 23 40%. AUC 28 80%1ETF L7=,

B, VT 7 BV IIARKI O HEIESE CYP3A4 ZFFETHZ ERMLLTN D,
[(RFHr7]
FZJ& THERAME Y » IR CTH D2 %Y1 7 o EARFIDEHRFCAKI D AUC 23 50%K T Lz & o#sEn
3@5 66)o

(FaA A AZHakig] GFEANT —4)
X5 Rl IE B 313 f)
JiE KK 40mg A 1 B 1 EKR O L AFR—L 10g 2 1 B 2[E, XITAHK 8omg 2 1 B 1 [A], 1 4ERFRE
M &5
FEE  PERIC X0 IR YY) HMG-CoA 1E ol sR B ETR ME AR B 11K F(-26%) L=t DD, LDL-21 L A
To—/b A VAT o= KOT AN B TEMRIZL, A G-R@0mg/ H, 1 A 1 [E) & [F%
THY, VLDL-= L 27 m—/ /L O TAEHITAFEMFEE T LV BETH -7,
[kt ]
DEMNEANT —4)%0
)G BERERR A BAE 11 1] (27~53 7#%)
Fik s Y AF T 0.25mg/day K OAH] 80mg & 1 H 1[E], 10 AR A&E
FEROFRIC L IR oEFEIREBIZE T B MR E O 5 (Cmax: +20.0% ., AUCo.un: +14.8%.
CLr : 160—149mL/min) 3588 Hiv7z, FHAEMERBET L LT, AANC L5V TX 0D P-HETZ A
FE %20 L2 oMl 28w S g, JEREG_ROEEMEEIREFTH -7,
2)FMENT —4)0
*FG RERERRN 11 BICAME 6 B, otk 5 ) (32~53 %)
T+ A% 0.25mg/day K OAA] 10mg 2 1 B 1A, 10 HERE D &5
fEROFRIC L DY Ix v oEFIRBIZI T 53EH) /)7 3T A —F (Cmax: +9.9% . AUCo4: +3.6%.
CLr : 129—128mL/min, RFHEHE : +64%)CHEREZEBIIRD BN o T,
[#% AEEHR] OME AT — %)
K5 FERERR N (&ZPE 16 B) [20~39 7%)
FE vz F o Ra R F =)V A T U4 — )V EEAT D Ortho-Novum T/35® 1 §€4 1 H 1 4],
21 HEI X3 ARBEHI LT bR AZF 2 40mg % 1 H 1A, 22 HE#EO&RS
FEROHHICE Y 2T Fa v (Cmax @ +24%, AUCoam @ +28%) KO F =)L A kT VH—)L
(Cmax : +30%., AUCoasn : T19%)DMAEHIRED FHNRD T, ZORKEE LT, 7 haA
ABF ALK B I NV F o R T F =)L X b T D4 — L ORI RO E 25
Nz, PEAELGROAFEIRIFTH T,

WAFNOERIN TS E A L AT B—/VMAER OFEE G 2 L AT 12— VMAEIC 3 2 AER O &L, 8%
RAZIET b2 ZF o L LT 10mg, 1 B 1[EITH Y, Efip, AERICE 0 EEHERT 52, BECHA LS
L AT B —/ LILSE ClE 20mg/H . SN 2 L A7 1 — LISE Cld 40mg/ H £ TR TX 5,
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. Bl¥ER

1. BIYER
WORIWERNH oD ENH DT, BIEEZ 7TV, BENRD LN GEICITE G2 1k
T 57 PO R ALE AT O Z L,

EXGEIER & EER

1.1 EX#HEIEA

.11 EEERMERE. A/ F— T b HEAR)

AP, BEES, CK E5-. MR ORF I A7 e vy ER AR & 3 2 B RARE R B 5 b,
EMEEEEOEERBEEND LDONDZ END D, £/-. SARNTF—RELDLNDZ ENHDHD
T, KRR, HAERCEHZ CK O LA™ bbbz alciiEs5z2hib+25 28, [9.1.2,
92.1, 9.2.2, 9.8, 102 &#]

11.1.2 BENEHRIEM S A /XF—FEEARH)

UEALAGIL ST, CK @il S0 & R 2RO R DEESE . 5T HMG-CoA 38 TTl% 35 (HMGCR)FL IR 1% %
R & T DN EENE S AT — 03D B b, BEHFIER bR T DB HME STV b DT,
BEOWRELZ+DICBIET L2 L, B, EMHARGIZEVEGERA LN L OREBINH 5,

11.1.3 BUERF 2. BF2¢. FFHSREREE . EE TS HERH)

(8.3 5]

1.1, 4 BEUEGEE RH)

MAEMRMERIE, 77 4 7% — b, B2 E0IRETERR S Dbl L ORENRH 5.

11.1.5 |EBRIERAE. SRIUBREAAE. M/DREARE( T 40 & AHE AR H)

(8.4 &]

11.1.6 hEMHRKRIRFEAASE (Toxic Epidermal Necrolysis : TEN) . B[S IRARAE IR ¥
(Stevens-Johnson SEIREF) . ZRALBE( T 4L b HEEAE)
KRB N D BT & ORENRD D,

11.1.7 Sm#E., FERBOTHGHEE R
[8.5 2]

11.1.8 FEIE MR 2 (BE A )

EHIEETH-TH, FE Bk, MERIREE, Mol X REEENRD SN HEIcidH&x5 2L,
BB B AN OB GEOREY) RILEZITH 2 &,

(fF#)

.11 HEEFREE. SANF—

—1Z, HMG-CoA & el#E Bl ES CIIBUMAIE 2 S I A XF—RNb LoD Z ERM LU T
by IANRF—LIEIHEEORRTHY . ZIUTIE CK DN FRTABIEDO L DD, BAREZ 1
FHEIEDOLDETEEN, TDH LEFICHEHIER LD L U CRBUBAFEN & 5, MBHRARE L. [
ICAMBAREEIRET D ZENEL . ZRICIHAMICRED I 7 a0 B VN RMEICAR SN D RER L
EBE2ohD, ERERT & LTIET 0 77— FRIEHICRZEIGIA], =25 @Al 7 — LV RPIER
o) rp~Af v EOFRICI Y BBIRIRIEN S Db <R Z ERmosnTWnA(IT. (2)
FEREE L ZOER OHESM), FEUHRIE 2 BB LIER O % 3B ERE TH Y . B
WA ERARIE \C L > TR R BHRE DAL RO STV D Z & D | BHERERE 13X HMG-CoA & ulEsE
EHBE G BN DB IIE DERIR 7D 1 D& E 2 R TW5 9, R . /1, CK E5-,
MR NRF I AT ey EREOERNS LN ZGAIITELICE G2 RIET 52 &, £72, B
FRRLIE 2N FE L7235 B8 I3, W ERMREZI T TRIRZHR L, 7 R—Y ADOMIEIC S LD 5 Z &R
BB REORIETO L TEETH D ),

11.1.2 GENEEERE I A /F—

2012 4F 10 A K [E £ 5 = 35 R (FDA : Food and Drug Administration)id, 7012 HMG-CoA & g =
Bz gk UCTH T 2N ). CK @, RIAEZ b7 WA OEESEEE 2 R L L, S o]
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24 Division of Pfizer Inc.
W74 LIPITOR®

HE - Bk 10, 20, 40, and 80mg tablets

TR A 1996412 A

ZhRE 13 %h 5 LIPITOR is an HMG-CoA reductase inhibitor indicated as an adjunct therapy to diet to:

+ Reduce the risk of MI, stroke, revascularization procedures, and angina in adult patients without CHD,
but with multiple risk factors.

+ Reduce the risk of MI and stroke in adult patients with type 2 diabetes without CHD, but with multiple
risk factors.

+ Reduce the risk of non-fatal MI, fatal and non-fatal stroke, revascularization procedures, hospitalization
for CHF, and angina in adult patients with CHD.

- Reduce elevated total-C, LDL-C, apo B, and TG levels and increase HDL-C in adult patients with
primary hyperlipidemia (heterozygous familial and nonfamilial) and mixed dyslipidemia.

+ Reduce elevated TG in adult patients with hypertriglyceridemia and primary dysbetalipoproteinemia.

+ Reduce total-C and LDL-C in patients with homozygous familial hypercholesterolemia (HoFH).

+ Reduce elevated total-C, LDL-C, and apo B levels in pediatric patients, 10 years to 17 years of age,
with heterozygous familial hypercholesterolemia (HeFH) after failing an adequate trial of diet therapy.

Limitations of Use:
LIPITOR has not been studied in Fredrickson Types I and V dyslipidemias.

FER OHE | - Dose range: 10 to 80 mg once daily.

+ Recommended start dose: 10 or 20 mg once daily.

« Patients requiring large LDL-C reduction (>45%) may start at 40 mg once daily.

- Pediatric patients with HeFH: starting dose: 10 mg once daily; dose range: 10 to 20 mg/day for patients
10 years to 17 years of age.

(2020 4F 11 H)
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Ey s Upjohn UK Limited
W5e4 Lipitor™
K - JHRk& Film-coated tablets : 10, 20, 40 and 80mg
TREAE R 19964F11 A

ZIHE X35

Hypercholesterolaemia

Lipitor is indicated as an adjunct to diet for reduction of elevated total cholesterol (total-C),
LDL-cholesterol (LDL-C), apolipoprotein B, and triglycerides in adults, adolescents and children aged
10 years or older with primary hypercholesterolaemia including familial hypercholesterolaemia
(heterozygous variant) or combined (mixed) hyperlipidaemia (Corresponding to Types Ila and IIb of the
Fredrickson classification) when response to diet and other nonpharmacological measures is inadequate.
Liptor is also indicated to reduce total-C and LDL-C in adults with homozygous familial
hypercholesterolaemia as an adjunct to other lipid-lowering treatments (e.g. LDL apheresis) or if such
treatments are unavailable.

Prevention of cardiovascular disease

Prevention of cardiovascular events in adult patients estimated to have a high risk for a first

cardiovascular event, as an adjunct to correction of other risk factors.

MER O &

Posology
The patient should be placed on a standard cholesterol-lowering diet before receiving Lipitor and should

continue on this diet during treatment with Lipitor.

The dose should be individualised according to baseline LDL-C levels, the goal of therapy, and patient
response.

The usual starting dose is 10 mg once a day. Adjustment of dose should be made at intervals of 4 weeks
or more. The maximum dose is 80 mg once a day.

Primary hypercholesterolaemia and combined (mixed) hyperlipidaemia

The majority of patients are controlled with Lipitor 10 mg once a day. A therapeutic response is evident
within 2 weeks, and the maximum therapeutic response is usually achieved within 4 weeks. The response
is maintained during chronic therapy.

Heterozygous familial hypercholesterolaemia

Patients should be started with Lipitor 10 mg daily. Doses should be individualised and adjusted every 4
weeks to 40 mg daily. Thereafter, either the dose may be increased to a maximum of 80 mg daily or a
bile acid sequestrant may be combined with 40 mg atorvastatin once daily.

Homozygous familial hypercholesterolaemia

Only limited data are available.

The dose of atorvastatin in patients with homozygous familial hypercholesterolemia is 10 to 80 mg daily.
Atorvastatin should be used as an adjunct to other lipid-lowering treatments (e.g. LDL apheresis) in these
patients or if such treatments are unavailable.

Prevention of cardiovascular disease
In the primary prevention trials the dose was 10 mg/day. Higher doses may be necessary in order to attain
(LDL-) cholesterol levels according to current guidelines.

Renal impairment
No adjustment of dose is required.

Hepatic impairment
Lipitor should be used with caution in patients with hepatic impairment. Lipitor is contraindicated in
patients with active liver disease.

Co-administration with other medicines

In patients taking the hepatitis C antiviral agents elbasvir/grazoprevir or letermovir for cytomegalovirus
infection prophylaxis concomitantly with atorvastatin, the dose of atorvastatin should not exceed 20
mg/day.

Use of atorvastatin is not recommended in patients taking letermovir co-administered with ciclosporin.

Elderly
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KR OVHE | Efficacy and safety in patients older than 70 using recommended doses are similar to those seen in the
(e ) general population.

Paediatric population

Hypercholesterolaemia

Paediatric use should only be carried out by physicians experienced in the treatment of paediatric
hyperlipidaemia and patients should be re-evaluated on a regular basis to assess progress.

For patients with Heterozygous Familial Hypercholesterolemia aged 10 years and above, the
recommended starting dose of atorvastatin is 10 mg per day (see section 5.1). The dose may be increased
to 80 mg daily, according to the response and tolerability. Doses should be individualised according to
the recommended goal of therapy. Adjustments should be made at intervals of 4 weeks or more. The dose
titration to 80 mg daily is supported by study data in adults and by limited clinical data from studies in
children with Heterozygous Familial Hypercholesterolemia (see sections 4.8 and 5.1).

There are limited safety and efficacy data available in children with Heterozygous Familial
Hypercholesterolemia between 6 to 10 years of age derived from open-label studies. Atorvastatin is not
indicated in the treatment of patients below the age of 10 years. Currently available data are described in

sections 4.8, 5.1 and 5.2 but no recommendation on a posology can be made.
Other pharmaceutical forms/strengths may be more appropriate for this population.

Method of administration

Lipitor is for oral administration. Each daily dose of atorvastatin is given all at once and may be given at
any time of day with or without food.

Lipitor 10 mg film-coated tablets (20221 H)

https://www.medicines.org.uk/emc/medicine/1424
(2022/11/30 77 & RA)
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8.1 Pregnancy

Risk Summary

LIPITOR is contraindicated for use in pregnant women since safety in pregnant women has not been
established and there is no apparent benefit of lipid lowering drugs during pregnancy. Because
HMG-CoA reductase inhibitors decrease cholesterol synthesis and possibly the synthesis of other
biologically active substances derived from cholesterol, LIPITOR may cause fetal harm when
administered to a pregnant woman. LIPITOR should be discontinued as soon as pregnancy is
recognized. Limited published data on the use of atorvastatin are insufficient to determine a
drug-associated risk of major congenital malformations or miscarriage. In animal reproduction studies
in rats and rabbits there was no evidence of embryo-fetal toxicity or congenital malformations at doses
up to 30 and 20 times, respectively, the human exposure at the maximum recommended human dose
(MRHD) of 80 mg, based on body surface area (mg/m?). In rats administered atorvastatin during
gestation and lactation, decreased postnatal growth and development was observed at doses > 6 times
the MRHD (see Data).

The estimated background risk of major birth defects and miscarriage for the indicated population is
unknown. In the U.S. general population, the estimated background risk of major birth defects and
miscarriage in clinically recognized pregnancies is 2-4% and 15-20%, respectively.

Data

Human Data

Limited published data on atorvastatin calcium from observational studies, meta-analyses and case
reports have not shown an increased risk of major congenital malformations or miscarriage. Rare
reports of congenital anomalies have been received following intrauterine exposure to other
HMG-CoA reductase inhibitors. In a review of approximately 100 prospectively followed pregnancies
in women exposed to simvastatin or lovastatin, the incidences of congenital anomalies, spontaneous
abortions, and fetal deaths/stillbirths did not exceed what would be expected in the general population.
The number of cases is adequate to exclude a >3 to 4-fold increase in congenital anomalies over the
background incidence. In 89% of the prospectively followed pregnancies, drug treatment was
initiated prior to pregnancy and was discontinued at some point in the first trimester when pregnancy
was identified.

Animal Data

Atorvastatin crosses the rat placenta and reaches a level in fetal liver equivalent to that of maternal
plasma. Atorvastatin was administered to pregnant rats and rabbits during organogenesis at oral doses
up to 300 mg/kg/day and 100 mg/kg/day, respectively. Atorvastatin was not teratogenic in rats at doses
up to 300 mg/kg/day or in rabbits at doses up to 100 mg/kg/day. These doses resulted in multiples of
about 30 times (rat) or 20 times (rabbit) the human exposure at the MRHD based on surface area
(mg/m?). In rats, the maternally toxic dose of 300 mg/kg resulted in increased post-implantation loss
and decreased fetal body weight. At the maternally toxic doses of 50 and 100 mg/kg/day in rabbits,
there was increased post-implantation loss, and at 100mg/kg/day fetal body weights were decreased.

In a study in pregnant rats administered 20, 100, or 225 mg/kg/day from gestation day 7 through to
lactation day 20(weaning), there was decreased survival at birth, postnatal day 4, weaning, and
post-weaning in pups of mothers dosed with 225 mg/kg/day, a dose at which maternal toxicity was
observed. Pup body weight was decreased through postnatal day 21 at 100 mg/kg/day, and through
postnatal day 91 at 225 mg/kg/day. Pup development was delayed (rotarod performance at 100 mg/kg/day
and acoustic startle at 225 mg/kg/day; pinnae detachment and eye-opening at 225 mg/kg/day). These doses
correspond to 6 times (100 mg/kg) and 22 times (225 mg/kg) the human exposure at the MRHD, based on
AUC.
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8.2 Lactation

Risk Summary

LIPITOR use is contraindicated during breastfeeding. There is no available information on the effects

of the drug on the breastfed infant or the effects of the drug on milk production. It is not known
KE O whether atorvastatin is present in human milk, but it has been shown that another drug in this class
202\0 f;\ll A . passes into human milk and atorvastatin is present in rat milk. Because of the potential for serious
( g x ) adverse reactions in a breastfed infant, advise women that breastfeeding is not recommended during
L treatment with LIPITOR.

8.3 Females and Males of Reproductive Potential

Contraception

LIPITOR may cause fetal harm when administered to a pregnant woman. Advise females of

reproductive potential to use effective contraception during treatment with LIPITOR.

it I

A—=ARNT7 VT DN D
(An Australian categorisation of risk of drug use in pregnancy 4" edition, 1999) (2021 -3 H)

KBE - SPHEOMED
A —A k7 U 7 ®437%E(An Australian categorisation of risk of drug use in pregnancy)
D : Drugs which have caused, are suspected to have caused or may be expected to cause, an increased incidence
of human fetal malformations or irreversible damage. These drugs may also have adverse pharmacological

effects.

Australian Government Department of Health / Therapeutic Goods Administration /
Prescribing medicines in pregnancy database
http://www.tga.gov.au/prescribing-medicines-pregnancy-database

(2022/11/30 77 & X)
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1 INDICATIONS AND USAGE

1.2 Hyperlipidemia

LIPITOR is indicated:

+ As an adjunct to diet to reduce elevated total-C, LDL-C, apo B, and TG levels and to increase HDL-C
in adult patients with primary hypercholesterolemia (heterozygous familial and nonfamilial) and
mixed dyslipidemia (Fredrickson Types Ila and IIb);

+ As an adjunct to diet for the treatment of adult patients with elevated serum TG levels (Fredrickson
Type IV);

* For the treatment of adult patients with primary dysbetalipoproteinemia (Fredrickson Type III) who
do not respond adequately to diet;

* To reduce total-C and LDL-C in patients with homozygous familial hypercholesterolemia (HoFH) as
an adjunct to other lipid-lowering treatments (e.g., LDL apheresis) or if such treatments are
unavailable;

* As an adjunct to diet to reduce total-C, LDL-C, and apo B levels in pediatric patients, 10 years to 17 years
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of age, with heterozygous familial hypercholesterolemia (HeFH) if after an adequate trial of diet therapy
the following findings are present:
a. LDL-C remains > 190 mg/dL or
b. LDL-C remains > 160 mg/dL and:
* there is a positive family history of premature cardiovascular disease or

* two or more other CVD risk factors are present in the pediatric patient

2 DOSAGE AND ADMINISTRATION

2.2 Heterozygous Familial Hypercholesterolemia in Pediatric Patients (10 Years to 17 Years of Age)
The recommended starting dose of LIPITOR is 10mg/day; the usual dose range is 10 to 20 mg orally
once daily. Doses should be individualized according to the recommended goal of therapy.
Adjustments should be made at intervals of 4 weeks or more.

8 USE IN SPECIFIC POPULATIONS

8.4 Pediatric Use

Heterozygous Familial Hypercholesterolemia(HeFH)

The safety and effectiveness of LIPITOR have been established in pediatric patients, 10 years to 17 years
of age, with HeFH as an adjunct to diet to reduce total cholesterol, LDL-C, and apo B levels when, after
an adequate trial of diet therapy, the following are present:

+ LDL-C > 190 mg/dL, or

* LDL-C > 160 mg/dL and
O a positive family history of FH, or premature CVD in a first, or second-degree relative, or
O two or more other CVD risk factors are present.

Use of LIPITOR for this indication is supported by evidence from:

+ A placebo-controlled clinical trial of 6 months duration in 187 boys and postmenarchal girls,10 years
to 17 years of age. Patients treated with 10 mg or 20 mg daily LIPITOR had an adverse reaction
profile generally similar to that of patients treated with placebo. In this limited controlled study,
there was no significant effect on growth or sexual maturation in boys or on menstrual cycle length
in girls.

+ A three year open-label uncontrolled trial that included 163 pediatric patients 10 to 15 years of age
with HeFH who were titrated to achieve a target LDL-C < 130 mg/dL. The safety and efficacy of
LIPITOR in lowering LDL-C appeared generally consistent with that observed for adult patients,
despite limitations of the uncontrolled study design.

Advise postmenarchal girls of contraception recommendations, if appropriate for the patient.

The long-term efficacy of LIPITOR therapy initiated in childhood to reduce morbidity and mortality in
adulthood has not been established.

The safety and efficacy of LIPITOR have not been established in pediatric patients younger than 10 years
of age with HeFH.

Homozygous Familial Hypercholesterolemia (HoFH)
Clinical efficacy of LIPITOR with dosages up to 80 mg/day for 1 year was evaluated in an uncontrolled
study of patients with HoFH including 8 pediatric patients.
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4.2 Posology and method of administration
Paediatric population

Hypercholesterolaemia

Paediatric use should only be carried out by physicians experienced in the treatment of paediatric
hyperlipidaemia and patients should be re-evaluated on a regular basis to assess progress.

For patients with Heterozygous Familial Hypercholesterolemia aged 10 years and above, the
recommended starting dose of atorvastatin is 10 mg per day (see section 5.1). The dose may be
increased to 80 mg daily, according to the response and tolerability. Doses should be individualised
according to the recommended goal of therapy. Adjustments should be made at intervals of 4 weeks or
more. The dose titration to 80 mg daily is supported by study data in adults and by limited clinical data
from studies in children with Heterozygous Familial Hypercholesterolemia (see sections 4.8 and 5.1).
There are limited safety and efficacy data available in children with Heterozygous Familial
Hypercholesterolemia between 6 to 10 years of age derived from open-label studies. Atorvastatin is
not indicated in the treatment of patients below the age of 10 years. Currently available data are
described in sections 4.8, 5.1 and 5.2 but no recommendation on a posology can be made.

Other pharmaceutical forms/strengths may be more appropriate for this population.

4.4 Special warnings and precautions for use

Paediatric population

No clinically significant effect on growth and sexual maturation was observed in a 3-year study based
on the assessment of overall maturation and development, assessment of Tanner Stage, and
measurement of height and weight.

Lipitor 10 mg film-coated tablets

https://www.medicines.org.uk/emc/medicine/1424
(2022/11/30 7 7 & X)
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