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3) BABERIALT. 1000 /LY R, ¥—L
S - PRAEHI
HERH i SRR IS A Y
T DT WRLAD T YT UVRLED T YT WHLEAD
Smg iy
S 7 g4 ha— ME T 43— T 4V a— NE
10mg SEEN) SN =E=N)
T4V a— B T 4V ha— Mg T4 Ta— NEE
R kef 5mg 5.8 4.8 3.7
CEEIfiE) 10mg 6.5 6.0 52
EHRER (%) Smg 97 97 99
ERIE 10mg 96 96 97
aGE (%) 5mg 101 99 97
SEEIE 10mg 100 99 97

SEAH| D MEAVEDRBE TOMRAFITEAE & U TIEHERE L Ty,

1. REERVBREROREN

FE L




V. #K|IZB§9d HER

8. AL NEAELL (MEBEFMEL)
RSN

0. BHIH
T INAZZF B Smg [VTRS ], 7 MAAZZF U5 10mg [VTRS | IE, U E h—/LE 5mg, 10mg
LxnEnARs (R BNAL 05, RGar, ®EG1E, ZRESIZR. HEROHE, Bk Kk
OB EENR —ThAIBBERSL (A=Y T4 AR V=V v 7 EHEL :AG) Thir-d, EHR
Eﬁfi%%@%uu@%%%gaﬁ L7z,

Jilk s BRR—MGRBRIESE 275 O RWE) ICX 0 iBRE1T 9,
&M% - a5 75rpm

BRI 7K 900mL
FEIR 15 RO HERIT 80% L B

10. &3 - A%
() EELVRELGERS - QK. SRR GES - QKICEHT S FER
A% LR

(2) a%

(ZRILNNREFoiEbmg TVTRS] )
100 #& [10 & (PTP) X10]

500 & [10 &£ (PTP) X50]

500 88 D, 23T, #EAIAD ]

(P RILINREFEIOMg TVTRS] )
100 £ [10 $& (PTP) X10]

500 £ [10 &2 (PTP) X50]

500 & [, /7. #EAIAD ]

700 & [14 & (PTP) X50]

3) FEE=E
AR

(4) BROME
(PTP f3%%)
PTP>—h : £ —AKRV7ub’Ly, H-TNLI=UA
Ee—: 7 AI=0h
(AR h k)
Frv S TUR, R ARVZFLY, RyFr RV FLy, @O RV FL o

1. AgREshIEME
AL

12. 0t
BH TR L



V. BRICEAYTSIEE

1. MEERIFZE

4. PEEXRITHHE
OEa L RTFO—/LIE
OxkEHEa LATFA—)LIME

2. HEERIIHRICEET H5FE

5. PEEXRIZHEICEEET HTE

51 WHAORNC S BREAER L., B2l A7 —/VIIE, FREES I VAT e — LIfETHD - L
FHER L ECARIOBA®ZETSHZ L,

5.2 FEMHE 3 L AT v — )LVIEREESIRIZHOWTIL, LDL-7 7 = L—3 25O IEIRYEIE O/ &
LT, HDWEZEN L DOIRFIENEARRRG A AR OB A ZET 5 &,

3. HiERUHAE

(1) AZERUHAZEDMHESR

6. FiERUVEE

(&§a L RTF0O—/LIMfE)

\E. RAIIET b2 g2 F o8 LTI0mgZa 1 AR A#RET 5,

7eB. AEER, JERICE D EEHET 52, EIEOL AT H20mgE THHETE 5,
(RS LA T0O—)LIMfE)

WL, BAICIET ARz ZF L LTI0mgZx 1 H1ERRA#EET 5,

7eB, AEER, FEIRICE VD EEHET 5, EIEOL AT H40mgE THEE TE 5,

(2) RERUVAEDRERE - R

5. ) MERGERRAER . (5 (4) BREAMHER KO VL1 (2) BRRFREBRTHRE SN -MHIRE,
5) BE - ftRAEOEE] oM

4. FRERURAEBICEAET SIE
HEESH TV




V. JAEICET SIEE

. BRERAGHE
D}_.—.Dit%‘ﬁ i%%ﬁ ) t ]\ﬁjl/fﬂfg)#d:%%uaﬁ quo
(1) BRT—8/1\v7—o
ThE L L . 4 FR: -
Al B 3 o
K5y R AR GE 1D (8 5 390R)
- o N TEH RN HEgEF 0 2.5, 5, 10, 20mg (Hi[E)
% S R BER o s | o lome GiD
e Wi 1 4% 53R . WA T 1A 110, 20mg
= (10mg, 20mg) = (AT : 136, P: 6%l (a1 & 7 AR
L HA[a] ) 48 e -kl - 57 s MiE .
(40mg) FEEM (s i) 1 H 1 40mg (H[EIE 7 HIE)
T RIT1465 T AR AR —mi 5 S L R 1A 1EFFER, 5, 10, 20mg
% (75 & R%HR) A (AT : 91 %, P:30%1) | (8 M)
| . 1 H 1[E 10mg
: = G HILE FR
i 12 3R e R (G 131 - 12 380)
5% (Vs T ~ 1130 = 24 3R
% N5 T FHERER BB B i IE £ 1 B 125, 5, 10, 20mg
(R R ERBR) " (243 f51) (12 i8R
JSS e i i e AR AT : 1 H 1[7] 10mg
(7??2???%%) “HER (AT : 129 #il, R : 1A 18] 10mg
B R : 134 f51]) (12 F )
. - NS E R 1 Hl[lemg (52 [
SRS R (311 f1) LB IE 5~20mg T % A
ey - - e i v g I A 151EUMgQSE%)
P AR R (57 1) 12 ELAREIL 5~10mg T A/
gt - FH ~7 n 25 REF | 1 H 1[E 10-20—40mg
| PHATRARME ) RER (24 1) Wi (5 8 A, 24 )
£ 1 H 1\ 10-20—40mg Wi (4% 8
it REBA R )
A FH e 52 I FHAEEAHET | o) 1 A 1 dome (12 80 (2
(9 #1) .
36 3# M)
NRH-TEEIZ 5 2 D 58 TR g IfAE R .
5 A
" IETEA JER (17 ) 1 A 108 10mg (12 ¥[H)
S MIREEE RS R AT P g A 1 H10E 1omg (28 )
= EEHRHRR B (20 1) 12 BAREIE 5~20mg T b
= . EiRMAEZ S0 L7 | AT: 1 B 18 10mg
- s
B e | —mEh WRFEEE | Po1A 1
e B (AT :26 ], P:24 ) | (12 8FH)

AT : 7 MUVARRAEF U P IT7ER,

1) AAIDOAGR I TWD HEROHEI

i, ERIC X0 E R A 28,
ME Tl 40mg/ A & CTHE®ETX

PR: ST RAXTF

HIEDY;
60

CIRE L AT RAANZZF L LT 10mg,

1H1EITHY, £

AlEEa L AT B —)VIME T 20mg/ H, FEESI L AT o —)1




V. ARICEY 5IEA

(2) BRPREEIEEAER
1) BE#HS5HER Y
R AT 71761 (5 B 78R 56 ZX5RI2, KA 2.5mg, Smg, 10mg X 20mg % %2 & REHR] 1
HUlz, ZOfER, 20mg E TOREMEZMR Lz, £/, 10mg TREOZE MR LR, BRI
TV RIGRE MR T L2, IR A~DRBITIZ LA ERO LRI T2,

2) BmE - REEREHRE (10mg, 20mg) *
R AT 71961 (2 B7Z78AR 66 ZXIZRIC, AH 10mg X% 20mg O H[EE G217\, 2 HEO
WEDOHIZ 1 B 1 EsAR%, 7 BRIKE®RE Lz, TOME, R EFEEE 722 B MR AT 7 & O RS
BEBEFEHNIRO SNT AFOEKBEEHTH IR L AT 12— /UER N LDL-22 L AT 1 — /UEDH
BERRTARD b,

3) EE - REHKREHRE (40mg) ¥
BTHISE MARRBR O BIAER ICF RS 2 L AT e — UifE/e PO EES 2 L AT 0 — VIEBRE I LT
X1 H20mg 282 5HEZRGTHLEENEZONDZ 0D, BAEBIESE (Hal A7 o—
JVIIIELAGN D EDHE D 72 WRIERE) 5 61l 2 XF G ATAHAN 40mg D H[E #5217V, 3 HOREE#ZIZ 1 B 1
MR, 7 BFREER GHBRZ BN Lo, ZORR, K LRSS 702 B MR AT L O AR A
ERFEEHIRD LT, 40mg Z 1 H 1B 7 HRKEERG LEBOREELZHERA L2 b, ma L
AT 1 —)VIE B ITR L CTRR 1 H 40mg £ TOREAAHE &l L7,

(3) AERIGERAER
mREMSE B 121 Fl 2RI 7T B AR IAA Smg, 10mg, 20mg Z “HEMRBEREIEICE Y 1 H 1
m4 B#%IC 8 kG L, MiEIRE OZbDH &SR LR ERF LTz, TORE, 77 BREEC
HUREHAETH S Smg TR L AT o — Ui (TC) . LDL-=t L A7 o —/Ui (LDL-C) Ok VU 7Y
U MEOAERE TN HDL-2 L AT n— WEDO A E RNz 78 7=, £72. TC XU LDL-C (T
BIRFEORET 27 L, kmfAE 20mg OBLRIZZENFN-37.9%, -49.6% CTH-71=, —F., BIERALDY
BEELE 3G E S AR 0r o T BRI A E R A B ORBIRIL T 7 e AL AEER L ETEHEERFELR
D BRI T2, BLE X 0 ARK] 5~20mg O FHEC, BRIMAERE (25 D A0 K O E2MEDRIE Sz 9,

F) AFIOAGB SN TS AEL ORI, 8%, KA b2 ZF ot LT 10mg, 1 H1EITHY | 4
i, ERIC L 0 EEIET 523, EEOHAIIE T L AT 1 — LIETIE 20my/ B, FRMEE L AT m—L
MJETliX 40mg/H £ THETX 5,



V. JAEICET 5IEE

(4) HREERIERER

1) BMMERRIEAER

@ EBEALIETHERGHER
R I R 243 B 4 % B ICAH 2.5mg, Smg, 10mg XI¥ 20mg & —H EMREERILLEIEIC LY, 1 H 1
[B]4 &% 12 B E G Uiz & & o, mMiEEEOZbo A ERIGER L L E2MEERFT 5 2 EIC X Vg
KRB E B LT, O/, HFHERE TR L AT 10— UHIZZNEN 20.0%. 25.0%. 30.2%. 33.8%
EHEIRAFRNTAR T L, LDL-22 L AT m—/LE S [FERIZIR T L7z (29.1~49.5%), Y 7 V&Y FEIX
Smg LA ET 12.0~19.7% LK F L, HDL-=2 L 27—/ UfiX 3.2~6.1mg/dL DEIMB A bz, £,
WL 27 v — UENIEFE LR T 5 220mg/dL Al £ TR T L7\ OEIS S HEKFIHEM LT,

H& Bl BarzxrFro—iL KU ZU%Y K | HDL-2 L AT n—/)L
(mg) (%) (%) (Amg/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
oL XFO0—JL | LDL-OALZXFA—IL
AE . LDL-OLXFa—J
(me) B2 (%) <220mg/dL <150mg/dL
m
¢ i A (%) (%)
5 51 -32.0 56.9 74.5
10 51 -39.6 72.5 86.3
20 52 -49.5 86.5 90.4

RIVER M OB MG E SR 0o o BRI A S H A B O RBRIZZ T 5.0~12.1% M O 33.3~
46.6% CTH Y . FERMRAMEF ZEFILEN 20mg B TOLE N -T2 b D00, FAEEKTFHEITRD bk
molz, ERBWERIZEHAPE 2 #1 (2.5mg. 10mg & 1 1), —#xHEEER 2 61 (2.5mg, 20mg % 1
Bl) Thotz, o, EELEIEM., BRREMREEENIALN o727,

@ FENMH-_EEFHREM LB
HMG-CoA 5ETTEEREEZE C1-981 (7 FILIAR A F ) DESKRZIR Y
—FIGNAEF R B Y U I T SRR F iR —

PE /I Ak - fiE
. AF| 10mg : 1 H 1 [BIY BHBIE O S
= g IfE 6
IR R TINAEF S R A 10mg: 1 B 1 EYBHRICREAES

2) REMRER
FH# 535 0
EEME RS 311 B 2 x5 & U C 52 M E MR G5Bk 2 52k U7, # 502 28 WX 1 B 1[4 &8#1Z 10mg
ERETLHZL L L, HEHK 28 HERKAT24HEE TORI L AT o — UEOHER K L e EEBO |
TSmg XX 20mg [ G EALEETEHI L L, ZO/RRE, Ra v A7 a— RN LDL-21 L A
T — /Ul Be5 4 8% 52 % E TIRIE—EOME THRE LLE LIREWEER 275/ L, 10mg
TEEPBBESIIIER D 95 85.3% (232/272 f5il) DFEFITIX 10mg O F F ke Ziv, 14.7% (40/272
) OFEFTHEEGENEEIN TV, BHEHORBELERIL 11.8% (34/287 f5]) T, BHEMENEHE TE 7
W R IR 52 5 A B O R BRI 41.5% (119/287 f5i]) T o 7223, KES TR BRI OMkGe i 5 Al iE Th -
Too VLEE D KHIZ 52 BEEG LIZBROFRME, ZEMENRBO b, REIFEHTE 285 THD &
EZz iz,

) AFOAREIN TS AELOHER, @5, RAIZET ML AR2ZF oL LCTlomg, 1 H1ETHY, 4

b, EIRIC & 0 EEHET 208, EIEOHAITE T L AT 7 —/VIIETIE 20mg/ A, FifEMEH L AT 1 —L
MJE Tl 40mg/ A & THEHETEX 5,



V. JAEICET SIEE

(5) #BFE - FREERIGAER

D EHERSHAR 0

i E R MEBE (65 kLl b)) 57l ARSIz, JRAlE LT 10mg % 1 H 1 BIA &% 28 MFE#& 5L,
EESGEER (Bt &&%4e %&U%%%W%ﬁ Exfpat L7c, ZORRR, &5% 2 ETRa VAT
7 — /U 13-28.9%. LDL-2 L A7 10— U fl13-42.0% &, WINOIHEB L EERMEICA L CAERWE
R L, ZOEIL 28 M F TR L TWie, FIER K OBEMED TS IE S 4172 Do 72 Bl A B AL 5 248
BORBRITZNZN 53% 3/57B]) KN38.6% (22/57 f5]) T, EELRLOIXALNT, FleE H
AHOMEMILR > T,

LEXY . BEICBWTH AL 10mg 232 & & 2 il

Q@ REMHEI LA TO—)LIE (ANTOEEK) BERNRHER '

FlEtEm 2 VAT v — VIIE~T v AR B 24 FICAAK] 10mg 2 8 EE#E G- L, T 0%, 8 HFEIC
20mg, 40mg ~ & Wi UG L7z, £ Ok R, 10mg & O 40mg T TC IXZ 1 E1-31.8%. -41.1%., LDL-C
ITENEI-377%, -48.3% LIET USERIRIMG Sivrc, BITERIL16.7% (4724 ) BIEMEDS GE &
AR o T FRIR R A A R AENX 41.7% (1024 B) ICREO bz, i, HERRIEMH K OEIKRE
ERFEEBORBIIRD SN2 -T2,

@ REMEILATO—)LIME (REEARK) BENRHR ?

LDL-7 7 = L — 3 Z & HifT L TV D ERMES = L AT 10— VIGE RS AR ERE 9 Billc, AH] 10mg
Z 40T 8 MBS L, £0% 20mg (8EM]), 40mg (8~20 ) ~ L s Lz, %@fﬁ% 6
5 C TC 73-31.4~-4.9%. LDL-C 73-39.3~-4.6% &{& T L7=, flio> 3 $i Tl TC »° 1.2~15.2%. LDL-C 28
30~11.8% LN L=, IR T 23388 HAVTIERID 5 6 4 B TIEAFIE G-/ 2 FILLEZ DR L7z 38
L EAFIZFRFRE O TC L TOVLDL-C IR T2 b7z, BIERIX 11.1% (1/9 ) . BEEMEN G E S huse
Do T2 B RAR AT S A B X 44.4%  (4/9 1) _M&)%n BWERIX, A LN (&) Thoto,
7ok, EERRBIEM K OEHAMRAE R LB ORBUIRD bivkhroT,

@ HERBICRIFTEERTHR Y

EHBIME 2> T2 A o A U IR EVERER R (NIDDM) 38 50 5l (777 & REE 24 51, AHFIRE 26 51)
EXRIRIC, 7T /A EAF 10mg/ B EHIZB T 2B KT T 82 HERIEIC THBMmE L,
HbAle, 77 hH I KON1,5-T b RaZ sy h—L (1,5-AG) O GRIZICEIT 2Bk a2 a L
TR, REBEL T 78R HEOWT N AEREIHIA LT, 70, MHEOMICHERZITRD L
Nighoiz, BWERIZ., 77 vREE AFBEL S 53% (1719 61) 2B B, BERBEM R EL#;T 7
TR ARRE263% (5119 1)) . AAFIRE21.1% (4/19 ) (28RO Lz, BIERIL. 77 B REENEL, K
KIEERS I Ch o7, 7ok, EERBIEM K OHRREE T EBHOHEBUIFED SidoT,

@ MiERE - FARICRIFITZERAHRER "
B JE B 20 41 & xf 412, AH 10mg/ H %: 12 J_F"ﬁ Z Dt 5~20mg/a 28 HETHRE L, iRk
- BRI SRIC KT TR _ou\ﬂmw_ FREMO D B, BEEEVIAEE (F Vi) &KOW%E
I%Vﬂl%#ﬁ (F Vlag) T“ﬁ?é?m&?ﬁ%&) %zmio ok, BWERITHEO BT, BEMENSE S
7R o T ER AR R F AT 31.6 (6/19 ) 12580 Bz,

® FEHIEEICRFTEERTRR Y
R ME RS 17 B & RF 81, K 10mg/H & 12 G- U, BHHIREIC RIET A Z B L7 BRic
BWT, B rxFo—1, U 5H. fﬁfﬁtﬂﬂ‘iirﬁz‘%@?&%fﬁ&@ﬂﬂaﬁﬁ/ﬁmaé& BREEBIZED N
enotz, Eio, e OEFNZK T 2 AR ARES (BiFF a2 L 27 a— L fafiE) OB (b Rit L
EZAH AL AT o — LiBAFNIRREICH o 72 4 Bl R CTHAFGEARRFIREE IC & L, BITERIX 6.3%
(1716 B) . ERARFRA A 2 8)E 25.0 (4/16 WJ) ;.mzsb b, BIWEAIE. EEiBTIJ%F‘Z}:a}zHE#I’J*
JEFNZHBLL T, 7ok, ARBRICE W TEEZEER K AR EELAE L#HOEIUIZRD ik
Mol



V. JAEICET 5IEE

(6) AEEEA
1) ERARERE (—REARERE. FEEARGERE. SRARBLEERR) . "HERTERT —4~—X
AE. RERTREGRAR
A5 Rl At o A 2R 19

B L AT o — UIME XTI FEEE S 2 VAT u— )VIE OER & 3kt 5 & L B9R1E 97.2%
(4186/4307 %) ToH -7z,

2) RBEHELTEEFEDHNRRITE L -HEBRDOBE
Y LR

(7 =0
1) SR BE T RAR "
THERIEICL Y Ei S EREBRICEB W T, AR 5~20mg & 1 H 1 [ BEICEE LR s iR E
DOELRF O L AT o — Ul (TC) <220mg/dL & 72 - 7= JER DEIE (TC<220mg/dL #|4) . LDL-

2L X7 1m—/L (LDL-C) <150mg/dL & 72> 7=5EfOE|E (LDL-C<150mg/dL #I&) X FRiomy T
b,

H & . HDL-C LDL-C TC<220mg/dL | LDL-C<150mg/dL
(mg) B TC(%) TG(%) (Amg/dL) %) %) H12%)

5 51 -25.0 -19.7 3.2 -32.0 56.9 74.5

10 51 -30.2 -16.7 5.2 -39.6 72.5 86.3

20 52 -33.8 -12.0 6.1 -49.5 86.5 90.4

2) FEMEI LA TO—LMESENZHER "2

SR 2 L AT v — VIIJE~T a5 B 24 HICAA] 10mg 2 8 BMHK G- L, Z0tk, 8T
20mg, 40mg ~ &M U L7z, £ OfER, 10mg & Y 40mg € TC (ZZF 1 E4-31.8%, -41.1%, LDL-C
IXENEIN-37.7%. -483% LK F UHEESENE LT,

72, LDL-7 7 = L— 3 A ZJiifT L TV D FEME S 2 U AT 1 — /VIIE R T KESE 9 Flic, ARH
10mg % 438 X% 8 WG L. £ D% 20mg (8 ) . 40mg (8~20 i) ~ L Wi G Uiz, £ DR,
6 51 C TC 73-31.4~-4.9%. LDL-C %3-39.3~-4.6% KT L7z, o 3 $ITi% TC 2% 1.2~152%. LDL-C
2 31~11.8% M LT-, MK TAFRD HATIEFID 5 B 4 HlTIEIAAIR SR 2 FILLEZ 0 L7-3
FE LRI RBBE O TC X UNLDL-C K TARD bl

B, ERRWTHORERIZIH W TH HERRIER & ORR AR LB OFHRITFBO biehr o7,



VI. EHEHICEII HIEHE

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

2. IR

(1) YEFERML - 1ER%F
T RV ANAE FRIME T O 2 VAT a— )V EE AT D EEESE T H D ITFIEO HMG-CoA & Itli## %
BRI OBAMINCIE L, 7 "AARAXF U L RIBEEOFELEZ AT M8 & & bic, o= L 27
0 — LA AT 5, TOREE. T MRS EZF IO LDL AR AN S E, 2o U REH
DWEIET S Z LI LV M IEEEAIE NS5, £72.7 MAARRAZF U T IR EiiE Ak E L T
B2 L AT —VIIE S D BIRAE L O FIE & $il -5 17,

A 4

HMG-CoA

EOCHEHR b

7R ANB

AN |
v ZNITRES
= (B
ALATH—L | e ) PRI
bLZTUWIZTWU 2 MR
‘\\\\‘ VIR
LDLZ %1k —
mRN A VARTZATDERE |

TERIT J/

L LDLZ %4k t ff‘\
i

DECNEl U SECYE

sp e | DL QLoD SIS T

| fiirpaL Ara—)v 1|

(2) FENEEMITZHBRAAE
1) HMG-CoA EEERFAEIER (/n vitro: HepG2 #ARE) '®
b PR >R HepG2 MR SE FIVATEEI /32BN T, 7 M AN A Z F 2 (0.3~100nM) T3 FE (KT
{2 HMG-CoA & iR IER 2 HE L, TOMEERITICETHIERTHE T T RAZF D55, v
INRAZF v RITRRETH 7=,

T RIVARBFU, SUNRRBFURVTSINAEF D HNG-CoA :BTEEEIC X9~ 5 BAE/EFH (HepG2 #HRA)

e y HMG-CoA & e & FEEH

® 0 s 1Cso ffE(nM) R
T MR AKTF 6 1.9 1
UINAKRTF 5 2.7 1
TINRARF 6 94 1/5

ICso fi1E [C] HMG-CoA Z3E L L7= & & ® HMG-CoA & Tl H M E i 53k 7=,
KT MANRNREZF a1 & LI EOMM T Z2RT,

T PANRZREF U bESmg [VTRS ], 7 MARZZF U8 10mg [V TR S| (IR AR A F266 L
TWeWizd, FERRRRBR AR IC BT 2R R ER R DA » F Ea—T +— 2 b5 LT,



VI. EEEICEY SIEE

2) R#EMMD HNG-CoA B TEERIAE.ER (/n vitro: S5y FHFEIS 2 0V —LES)
FRIRIZBIT 2T A ARAZF O EMRBEWITT 2 FEANMEDOR Y U BRO 4 MKEBRILE (M-1) L2
NAKERIEAR (M-2) Toh otz T M 7 2 Y —AESIZB DT M-1 (1~300nM) KTM-2 (1~
300nM) [TZFNE AR BRI 7 HMG-CoA iZ iR ILEERH Z R~ L, ZOMEERIZT b2 &5
vERBETH T,

T RILIARAF 2, N-1 BU M-2 O HNG-CoA ZcEERFE=/EA
(Zy FFEES Y Oy —LES)

. HMG-CoA & e & EHEEH
o P ICso i LI (nM) FRG )"
T MR AR T 1 13 1
M-1 2 12011, 13] 1
M-2 2 15[11. 19] 1

ICsofili% [C] HMG-CoA % HE & L7z & & O HMG-CoA & uEEHE ML E A DR D72,
KT MANRREZF U1 & LT EEOMMN T Z2RT,

3) ALARTA—ILERINFEER (/nvitro: v FIFIBES VR Y —LESR) ©
25% AV AFTIVELRER3IAMEG2TTy OB 70 Y —ABESIZEBWNT, 7 hAARZRZF
(1~1000nM) FREKFHIC T VAT B — VAR EZIEI L. & OMEIERIL ICso Tl 9% & 77
INARF o LRIBRECTH T,

T RULAREFUORVTSINRAEFONALRATA—ILERBAEER
(v I 0Y—LER)

. ” a L AT v — /LA R E A

*® n s 1Coo . LIERIIE] (M) R
7 RAARR AT 3 13[3.6. 9.5. 25] 1
TINRARF 4 13[6.3, 10, 13, 21] 1

ICso flilE [MC] WM % B & L7- & XD a L 27 o — LAl (ER i S R b 7=
KT MARREF R E LI EEOMR &2 7T,

T RANRALZFUBESmg [VTRS |, 7 bW ARZAZF U BE 10mg VTR S | IFFERGFRBR %2 i L
TRV FERFAR BRI BT DRI e R EE R DA v 2 2 —T =2 b5 LT,



VI. EEEICEY SIEE

4) LDL Z&RIKEBER (/n vitro: HepG2 fHAa) 2V
b AR B 3k HepG2 AR 2 F W 725 BRIZE VT, 7 ML RZA X F 2 (1~1000nM) (% LDL 2 &K
IEMEZ NS, 2 ORKREINZEIL3000M T 46% %2~ L1z, —FhH, Yo" AZF 2 (1~10000M) 1X[F]
KR LDL S BARIENE 2 B9 S8, Z O KESINER 1T 100nM T 46% CTH-7= (X 1), F£7=. HepG2 Hijia
WZBWT. T MARREF U RO N ZF 2 (45 1000nM) 18 LDL 52 454K mRNA JEE & 2 #h S,
ZOWMFIZZNEN 2% LN T4% ThH 7= (X 2),

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

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

0.354

0.304

0.25+

0.20+

LDLZ 71 v

0.15+

0]

avho-n1

—O0—7 MIVINAZF ¥
LV UNAIF Y e

T
10

100 1000
e BE (nM)

LDL Z RRIETE IR SR AL E # 24 RIS, MUK 59 2 45 Ry
['®I] LDL f&& » BUAR & HRD T,

DB AR HERRE 2 R 3 (n=5),

ko b — U A A EEEZ AT (** : p<0.01, Dunnett

M) 7 RV AR L F o RN /R AHEF D LDL Z BETE

T D B IR (e RKIEME R BUR D) IZ, 2 b r— /LT LT

FHEN 4615%(300nM) K TY 46 £7%(100nM) T - 72,

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

2.0+
% 1.5+
N -
=
E 1.0 T
K T
0.5
a
—

0 4

(+62%)
*

:

4

(+74%)
*
T

4

1000

T 5 | |
Ay ha=N TIVAREFY VINREF Y

1000 (nM)

mRNA %8 Bl S| Z 3P AL E 14 24 RIS & 4172 total RNA 72 5
cDNA ZHELTHEL, ar ha—i%z 1 L Lt EDH
KHEME TR LT, ROEITEIE S EREE R T, T
LR OEFIIFEAE T, ( ONOEF T b r— skt
THIMEZRT, *Eary b — it 5 8EEE R
(* : p<0.05, Dunnett }&7E),

T RN ZREZF U 5ESmg [VTRS ), 7 FANRZZFU8E 10mg [VTRS | I3FERAR R4 FEhE L
TWRWeD | FEREAR BRI BT D REdUT R EEL DA v 2 B2 —T =2 b5 LT,



VI. EEEICEY SIEE

5) YiRfF-ABMNMETHER
D 7R=ABBRWETIER (/n vitro: HepG2 #ARE) »
HepG2 Mz T, 7 b XZ X F 2 (1000nM) 1L 7 AR7=AH B 3 WAEMEIC R LT, ALE R K AT
A7 T T A B UMK FYER & 7 L, 24 BRI RITALE O AR ERF D >F B2 FIER 2778 Lz,
Fo, FABREOa VAT a— LARMHER 2R LIZREICBWT, YU XA XF 2 (3000M) (X7 b
NN A K F o L [ARE DB MK F 72 7 R 7= VA B WK FEFR 227 L=,

7 RILINREFoDTRIzABBRMHEIZXT % 1EH (HepG2 #1A2)
(pg/mglzAH)

1.2+
:‘“ —O— oy bua—J)v
7= 1.0 —e— 10nM
[/\i —&— 100nM
R —— 1000nM
3 0.8
:‘{_: ¥k
(-29%)
Ojl T T I
0 1 14 24 (h)
T AL I ]

DUNREBFUDTRIZABBRMEIZXT S 1EH (HepG2 #HRZ)
(pg/mglz A1)

1.8
;}- —O—a v ba—n
/;I 4 —o—3nll
|
B 1.2 —&—30nM
/a3 LT
P —=—300n)
ity 1.0- *k
: *x (-24%)
/r (-21%)
01 | 1 T
0 1 14 24 (h)
AL IR

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),

KT MANRAZTFUEESmg [VTRS |, 7 MU ARAZFUHE 10mg [V TRS | I XIERRER %2 it L
TN\ FEREARBR I BT D REfUT R EE R DOA v X B a—T r— 20 B5 Il LTz,



VI. EEEICEY SIEE

@ 7HRI=-ABBRMETER (/n vivo: EEEILEY k) P
IEFHENLE Y MZBWT, 7 MR AZF 2 (3~30mgkg) 1E 2 HEOKEROEGICE Y, ARKF
AIZ VLDL-7 AR7c A H B pWEE AKX T S E LM AR~ L, £ DOZEIT 19% (30mgkg) ThH o7z,

7 RILIAREFUDEEEILEY MIBITETRI-ZAB B BEEICHT /R

(g£g/min)

o 157 -

= T o G C19%)

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

0 PR % ST S B 230 R MR TritonWR 1339 2 SHIRIN R 5 L

0 Z D% 90 AR LR T, ROEIL P+ s 2R,

% 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), #
0~ b 1 . | EMAREEENED Do T b OO, R E (BN
aybo-r 3 10 30

) TIEHEP<0.05)TH -7,
7 FUNR 5 F > (ng/kg) JCHARP<005TH

@ 7RI-ABBELEEERTER (/invivo: T=T4) ¥

=T HIEBNWT, T MAARZAZ T Bmgkg) X, 400mg 2L AT Er—LEFEE & HIC3EBOK
RO XY, VLDL-XO'LDL-7 AR/ AH B EEAEE 2 ZNE 34% KO 21 %K FEE5 L &
#1Z, VLDL-X TN LDL-pool size (U R7zAHE) & EILEI 28% K N 30%IK T =7,

6) M LRATFO—)LIETHER (/invivo: 3=745) ¥
R=THITBWT, T AR RZF 2 Bmgkg) (X, 400mg 2L AT u— L EREEE L HIZ3EMOK
EROEEICEY, ERa L 27— KON LDL-2 L AT 80— /Ul & ZFLEI 16% K O 31%IE T
K7,

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,

T PANRZREF UbESmg [VTRS ], 7 MAARZZF U8 10mg [V TR S I3FEERRRER 4 F2H6 L
TWRW =, FEEARRBRAAEIC BT DRI ERERL DA VI Ea—T +— L b5 LT,



VI. EEEICEY SIEE

7) 8% BIRELICRIFTEE WHHL Y49 F) »
WHHL 7 F(2B\WT, 7 b R2ZF 2 (10mgkg) 13 32 B ORER QG2 X0 i KEIRO R
BHFERE 2T%IEF &2, KETICBWTT MR I F AT KBk 2 L AT 0 — L& &
EKFEE, ZORTRIIBaILZATo— LER O L AT Y LT 2T )UETENFIN 23% KN 29% T
Hotlm (M), £, KAET BT, 7 MANRRE F UATHEBIRICEIT 2 NEIREE  (PRE#E R/
RS L) . BHERAE R L IR A RIERZE T S E2 R L, FOEKTRIZZNEN 66%., 72% K
N63%ThH-oT- (),

T RILRAREZFUDOWHHL D9 FICH T2 RBIRFEREER U
MEAEART I LR T O—ILEEICRIZTTEHE

(%) (mg/g il )
1005 Jarybu—n ] Jarru—n
7 bR A S F ~ 10mg/kg ' C 17 SRS F ~10mg/kg
80 md 40
T (-23%)
w | b ] p<0.01
& 60 L o e -
e (=27%) om
= p<0.05 L% = |
& | (-14%) p=0.19 = . (__17%) (-29%)
gz 40 p=0.88 2 2L p=0.05 p<0.01
) S
20— 2 10
1112 11| 12 11 | 12 111112 1| 12 1 | 12
0 | | | 0 - | L I
g i XN B i34 IVATY N
AVATFE-ME aVATE-ME ATV
KEWIRERAL Jia 5B K B AR

JEBRERF 2 L 2T 0 — L E RIS KBIVE A mENER, IFEE 7 nadr/V A/ ALY 7 — Q2 1)THHL,
BEFEIC L VRE Lz, KOS EEE A EREL R T, BT AR ORFEIIHEE R,
( NOEFITa L b — T 2R TERERT, BEITT S hr—/Ix L CHE L 7= (Wilcoxon NIEMZFIARE),

T RLAZREZFUOWHHL 89 FICH T BB KELCREICRIFTEE

SEEENIRBE DA P 28
B2 %k e o
E)7253 CIREEES3 ENI=Y53 FIEEDR ESREIN e
oy ha— 11 | 0.70£0.32 | 0.10£0.10 | 0.22+0.12 | 0.06+£0.06 | 027+0.10 | —
PN . 0.09%0.05
RIER TRAAZEFY | 12 | 0324020 | FEEARL | 0.04+0.04 | FEERL 66%) 0.055
= (o]
oy ha—L 11 15+7 242 11+6 1+1 742 —
B EpeAE R 241
(%) T MAZREF | 12 6+4 WA L 242 RER L ( 7;0/) 0.050
oy hae— 11 45(5/11 9(1/11 27(3/11 9(1/11 23(10/44 —
AR (5/11) (1/11) (3/11) (1/11) 8@%3
(%) T IARZAF | 12 25(3/12) 0(0/12) 8(1/12) 0(0/12) (63%) 0.081
= (e}

i L 7o Dligia 10% Y iR AL~ U RIS COREINR & VR E E R, DI 8 Bl o v 7 24 L. ##%YI % elastica van
Gieson Yufa, LT, PORRARE R (PSR A s Al ) e OVIE B Bz s (PSS T At/ P AP PR T RS X 100) & & SAT >~ 7 b TR L7z, &
DA EEE AR & 7R T,

( YNO¥FITay b — T 2R TRERT,

MBI = 2 b — Tk L CEL U 72 (WA IEE e OV PERR 223« Wilcoxon IERZFIIRE . JWZEFEIESR ©  FRAE),

T FANZEZF U bESmg [VTRS), 7 MAARZRZF U8 10mg [V TRS | I3IEERRER % 50 L
TWpWesd, IR AT ISR 2 FEfl e REE MDA A B a—T 3+ — 20 6h ] LT,



VI. EEEICEY SIEE

(3) 1ERFIRNFR - FrihFfa
1) YERFEERR

5%V AF T IVERE3 MG A7-T y MIT FAARZEZF 2 03~3mgkg & HERE OG- L L x|
Behfg 1 BERICIZ 2 L AT v — LA RIHIER 208 LTz,

2) {FFATHRsR 2

25% AL AF I IVEREEZ 4 AEZT-T Y McBWT, 5% 1 EfIcBIT 5 a L 27 o — L&
PHIE DK 80% I D HETEEMEHRGTDHE, 7 MUV ARAXTF L Bmgkg) (3% 5% 4 £ T
L AT v — /LA IHIER 2R LTz,

—FH. YUNRETF L (Gmgkg) KT TSR EZTF 2 (15mgkg) O OVERILRE 5% 2 REHE £ TR
DO, 5% 4R TIEER L,

T FANRZEZF U bESmg [VTRS], 7 MARZZF U8 10mg [V TR S| I3IEERRRER 4 F206 L
Tz, IR 2 iU e R ER MDA X Ea—T =2 b5 A LT,



VI. EMENREICEIT S1EH

1. mMPREDHR
() AERLAMLGOGREE
BRI L

(2) BRERGAEBRTHRE SN -OLPRE
1) EYMFEHRIFERER
T RAANAEF U AESmeg [VTRS], 7 hAASZAAF 48 10mg [VTRS 1. U E h—/LEE Sme.
10mg & ARy UR3E) . Bl )y, sy, s hiE, e 3R, HIELOHE, B E O
HKERTIELENF —TCHIBREKY (F—VIFA AR P v I EHKN-AG) Thod, EWHE
AR PRI S L TRy,



VI. EYBEICEY SEE

2) BERANIZETZEEBFSREOMPRE
fERERR A B T ICAA] S5, 10, 20 KT 40mg Z e FIZHERE 085 L7z & & O Mg R L IREE 13#%
B1% 0.6~0.9 BEIC Crax 278 L7212, 9.44~10.69 FERE O TIE T L7z (K. ) s Cinax X ¥ AUCh.co
IR RITHAI L TN L, To 13 Smg HETORE N7 b OO, FEHNIE(L LD o7 (), BL
FOZENBAREDE MBI D IRNEIREIL S~40mg O 5 & TITREE L2 R~T b0 L E X LT,

RERABFICERFERNRORS Lz E0nEPRECKRE

(6 FIDFE+FERE)
(ng/mL)
30+
] —e—40mg
] —0—20mg
25 —a—10mg
] —A— 5mg

i 1
g d
$ 20
* 4
25

0 4 8 12 16 20 24 28 32 36 40 44 48
IRE[#] (h)

BEAABFICERERERZEORE LIz EOMBRRELCADEFHNFE/NS A —4

6 HlDFHBEEERE)
£ FINFNRT AL
(mg/man) Cmax (ng/mL) Tmax (h) ti2® (h) AUCo..o (ng-h/mL)
5 2.64+1.36 0.60.2 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

¥ MRS T B

H) AROERENATHDHELOHEZ, @FE. RAIZIET A2 ZF o2 L Tlimg, 1 H1ETHY, 4
B ERIC K D EEEET 2, EECHEAITE 2 L AT 1 —/VIETIE 20mg/ B, FEREH I L AT r—L
MJE Tl 40mg/ A £ CTHEHETX 5,

T RMAANRZZF UbESmg [VTRS |, 7 MAANZZF 48 10mg [VTRS ) 1XERARRER & 06 L
TWRW e, BRRRBRAEATICRET 2R8I e BEER DA A Ea—T +— L bE LTz,



VI. E¥MEREICEAYT 51EE

3) EMRBMOERER/ANSA—2

Be G R A ERER (ORA] 10mg K OY 40mg Hial#k OB G5-8E) ofifEz v ¢ IEMERE M-1 & O M-2
DO MAERPRE ZHE LTz, 10mg &5 %O MmEHR M-1 21X, T X TORR CTHRHBAARTECTH Y | 40mg
BH#% S 48 FEfE E TIRWVREDSHERF S v (M, &) o —F57, 10 X O 40mg 58 o S M-2 JREE 1T,
BEHHITNFN 6.2 LTS5 BB T Cuax (23 L, 8.0 LN 8.7 BFF DY CH& L () , 2D L&D
Crnax 2 TN AUCo4sn 1F, 10mg 72> 5 40mg ~D 550 4 {FHEINZK LT, £RZE4 8.6 LN 7.0 fFIZHE ML
72(F). ZNHOJRKE LT, HHEEOBIIIHE S HRBBROANE 2 bhvlz, iz, M2 ITREE
IZIEECT % AUC 233 2 E D IBIBN R ORBUCH G L TBY | ZHUEEBREETL Y RENWEEZ XD
iz 2,

BEMABFIZI0 HDHU T 40mg ZZEEFHEORE L= & E0MBPRELRE,
M-1 B U M-2 SR (6 Bl DTFHE L IRERE)

(ng/mL) (ng/mL)
= 10mg#% 5-%f 30 40mg ¢ G-
—o— KLk —o— KLk
47 —0—M-2 —0—M-2
—A— -] —A— -1
Ifin
I
h
i3
0 8 16 24 32 40 48 0 8 16 24 32 40 48
R (h) IR [ (h)
B A B 12 10 3 DN T 40mg 2 ZEERRE DR G L7z &0
MmIFhRERE M- BRUN-2 DEEAZ/NSA—45 6 HIOFHELZERE)
= SEE PA/\O = )( _y
BEE mare IR A
(mg) Cumax(ng/mL) Tmax(h) AR (h) AUCo.o(ng + h/mL)
Lo» REALIER 3.42+1.51 0.8+0.3 9.44=+2.50 34.57%15.79
M-2 1.39%+0.65 6.2+3.4 8.00£2.139 19.23410.499
KRR 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 —e 11.91£7.759
M-2 11.94+3.81 1.5%+0.8 8.71+1.59 134.03£43.799

a) 1 THZRFHIC 31T 2

b) : 10mg B5-8E CIIMAES M-1 B EE T3~ T O TR BRI A (<0.20 & 5\ 0.40ng/mL) & 72 5 7,
c) 5 il >R A E(R 2=

d) : AUC s

e) : AT FEHATRETH - 72,

1) AANOKBINTWD HELOHEIX, @%, AT MU ARRZF L LTlomg, 1 H1ETHY, 4F
W5, SEIRIC &0 B EEE T A, EEOSRAITE I L AT v —/ LIETIE 20mg/H . RS 2 L AT 71—/
JETIL 40mg/H £ THETE 5,

T RAARAZF U GESmg [VTRS| . 7 hAASAZF U6 10mg [VTRS ) IXFERRER. RS

Bra S L Ze o BB, FERRIRRRBRAGAE 2B 2 Rt I e =L DA v X B2 — T 4 —
LB aIH LT,



VI. E¥MEREICEAYT 51EE

4) BERANCHITHOIRERSHMDRE P
TR A B T ICAA] 10mg (K) KON 20mg 2, 1 H 1[AEI&% 7 HRKERQKEG L&, THHD
Coax /T 1 HHOZNFN 12 KTV 1.8 %, AUCIZ 09 KN 13 TH Y, BmREETEFMEBZR LN
BERITHEO NPT (R), Flo, EEEGHEONEEHIL 1437 LV 12.05 KETH Y |, 72 KA
VI P RS AR 1 PR AR AR LA R LT,
KAEBG-BMGH O CuniX 4 H B £ TREGREICHES DT 2R ERERARO ozt 0D, 4 HEET
WIXEFIREBIZCEL TWD EEZ BN,

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

(ng/mL)
5 -
il —o— K2R 10mg/ H
¥ 4
a8
*x 3
Z]L:
it o
(i
ihe 1
B é é S ¢
r+r—T———— 77 7 7
0 24 48 72 96 120 144 168 192 216
IREf (h)
BEBRABFICI0HS MK 20mg, 1R 1E, 7 ARREROFRSLI-EEZD
MBPPRECADEEAFE/NTA—2 6 HIOFHELZERE)
5 & w5 HEIF T AL
(mg/day) Cmax(ng/mL) Tmax(h) ] (h) AUCY(ng*h/mL)
1 2.27+1.09 1.50+0.55 11.42+3.18» 23.79+7.83
10 2.64+0.94 20.54+6.15
7 1.25+0.61 1437+3.62
[0.1917] (0.1730)
1 6.87+2.81 2.17%+0.75 10.07+0.88Y 67.42+27.41
20 12.48+10.16 84.55+64.93
7 1.000.00 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,

1) AANOKBINTWD HELOHEIX, @%, AT bR ZF L LTlomg, 1 H1ETHY, 4F
. RIS X EEET 223, BEOEAITE T L AT v —/LIIEE T 20mg/H . RIS 2 L AT 12—/
fE Tl 40mg/ H £ THETX 5,

T FANRZEZFUbESmg [VTRS), 7 MAARZRZF U8 10mg [V TRS | IRERRABRZ EHM LT
WRNTZD | BRIRERERAATIC B3 D R R ER MDA v F 2 —T +— L6 EI LT,



VI. E¥MEREICEAYT 51EE

5) BEICE T HEMHRED
i (66~73 1%) IIAHA] 10mg 2o FHERE Q&L Lz & & DM ARZAVARIREE D Cpa 2 Y AUC,.
olE BHEH 20~22m%) ORI 2MHEOMERLE (X, )y Tma L OCEBHICIZH AR TZEEEO B
hot, ZORRKRE LT, mEbicfE o fEx OB R OAEFEN (B 20X, FFigofE s, 1T
file~DH Y IAHZDIK T, CYP3A4 TGO, B F RO E) 38 2 b,

BHERVEEEIC 10ng ZE=ERFERZOKRS Lz E0MBERREIKERE 6 HlOFHELIZERE)
(ng/mL)

107 —a—
—e— fiE

BEE

EF RN

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

EFERUVSEHEIC 10ng ZZEEREEZEORS Lz & E0MEPRELED
EPHNFNFA—5 6 HIOTYELFERE)

B S)FRT A—H
i N
%&Sﬁ% (Jh_i‘;z) Cmax Tmax AUCO-oo #ﬂﬁi,ﬂ;ﬁ :
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
= ey 68.3%2.7
[0.0370] [0.4693] [0.0000] [0.9825]

[ ]:xEonitfEicsT 2 p
¥ RIS RT B R

6) 1TE1EKEEE 1 B2EES5OHE BMEAT—42) ©

WMV T, R ALZ 10, 20 H 50T 40mg/HZ 1 H 1A (FE34E 7:00(2, 778AR%Z 19 : 00
WCHE) U1 H 2\ (EHAE 700 ZOV19: 00 12#E), 2 BRIKEROKRE LI-0b5] &k CH
FIRE O£ 5- L, 48 HMG-CoA & e R L ETRMEMRRE 2 bl L7, BE4AMIZIZ, 1 A 2 E#E 5O
AUCoin Z 25 LC, 1 H 1A 58D AUCoan & LEER L 72, 10 LY 20mg/ H #5REICI 1T 5 AUC 1L,
1H1EEGE 1 H2ERGTIEEAEETRDO LN ->7- (0.8~1.0f%) 23, 40mg/H & EGHEIZB W
TIX1 A 1 E#EED AUC X1 B 2 B#EEICHEB L TEVWME (174F) 25RL7E, ZOFRKE LT—EIC
EHAEEZEG L2 2 LI X DI O B R O faFn 3 HELE Sz,

) AFIOAGES N T D HIEROHRIL, @85, RAIKIET M2 Z T L LT l0mg, 1 B 1ETH Y, Flp, FERIZE Vi
HIEHT 525, EEOSAIEE 2 L AT 72—/ UIIE TIX 20mg/ H, FHEMES = L AT 7 —/LIIE TiE 40mg/ H £ THETX 5,

T RMNNRAZF U 8E5Smg [VTRS |, 7 MAARAXF U 10mg VTR S ) 1ZEEERBR % FhE LT
RN BRRREREGRIC BT DRI R ER L OA VA B a—T =L b G LT,



VI. FEYENRE

EICBE 9 S1EE

7) BRELIABEOLE GAEAT—%) ¥

8) FFiae

Al —#ZBE (BEEERR ) (2 40mg & 2X2 7 e A4 —/ N—ET, 1 H 1A, § (7:00) H25WEAZ (18 :
00) |2 15 AMIRER A Lz & 2 OARMITRIFC, #i&G L VARG TEITRO b7z, 1
Ea L A7 —/Ul, LDL-2 VAT 0 —/VEX N KNY 7V v U MEXIZIEFREOIR TR L, ik
5B DX G54 D Coax (3. T EFE LD 30.6%45% < | Toax V% 56.8% B 4E L 72, £ 72, AUCo2a 1T 28.9%
RVMEZ R U, 4 LB 5RO WIS K OWRIN =R 1T, s G HER L TR F L2, ZORIRE LT,
ERITENEYOHEHEEME T+ 52 08 E 2 b7,

LU 6, a b AT o — VAESKRITEBICIER 2720, —EAIIC HMG-CoA % ol 2 BHE A X%
5ﬁmmﬁbf&%&5ﬁmiD%wﬁﬁ@%#%ﬁénéoﬁﬁ%?%&%&%ﬁﬂﬂ%ﬁ?N%?
EUTF HETLEZb00, ZO/EITIE%ETH -7,

EEEEOEMERE WEAT—4) @

JFHERE IE W B e OV A8 /B (FEREFE IS L 0 —IFEZE % Child-Pugh 53 ﬁbtdxﬁflaﬁg\
C: HE) IZAAK 10mg 2 1 H 1[0, 14 AMMEROBS Uiz, @S LK OEFIC BRI B
f%oko@%%&U%%K%wf\mﬁ%:vx%m%wﬁﬁmbzvx%uw»@&@hUﬁUt

U MEZIZEFERROE 2R Lic, —h, BEIZBT 2 MFETEEARD Cra Y AUCo2an 13, HERHEEIZ
2t LT%V%%‘T IEENENSS K445 P ERE TIXIENZEN 144 KT8 %I L‘%‘r L7= (3%,
o, BB TIE, Toa IF 12 128G L7, 7od6, A M OEE THEMNZIZ & A ERITRBO bR -

72e ZILHDRKE LT, FHEEFFZERO DD Y T 4 v 72 L0 M 3Ry s H?;@ ML B
THEEREDT 5 EDOLFIBA~ORVAHZDMET L, £z, FIIRERD HIRMEERR~EEA D

B APENEBEBREZRRET L2 EMDNNALFTT ATV T o OFE LW EARRBOONZEEZ BN
oo W, FFEERFICIIFEAE 2 V7T 7 ADKRTH X2 LTWAH 72, i HMG-CoA i# tli#E
ETEEARREN ER LB BT,

FFREEEHRRERVELEEIC g 21 B 1H, 14 BEREZORS L=
EED 1A BEOMBEPERHEDEG HE/INF A -4

. FFR 2 s
. L 4 AbIEru» i
KEDZAT A= fﬂ%@g ﬁfgﬁ%) e TR
T GO TmEERS) | G B0 TN+ R )
G 6.68+4.10 37.0£25.6 96.2+30.1
(ng eq/mL)
Tmax 25+1.1 12+0.4 1.3+0.6
(h)
AUCo24 872596 3864199 853426
(ngeq * h/mL)
*éf)%q 177133 17.5+£8.9Y 16.6+2.17

1) : 4 Bl N-2fiE + PR 72

) AFOAR S L TWD HIELCHET
FEIRIZ &0 EIRT 225,

HIE D

X 40mg/ A £ CHETE 2,

T MNAANRAFTF U EES5mg [VTR S,
nﬁ%ﬁﬁkfa E"gjﬂé

l/\féfl/\f\_y) El]l]

T RN AEFBE10mg TV TRS | (XERR
FLHITERERLOA v Z B a—T +—2b5H LTz,

EEL RACIET MARZZF L LT 10mg, 1 B 1EITH Y, Fifin,
HIEEa VAT B—)VIE T 20mg/ B, FEMES 2 L AT 02— VffET

AR & S0 L C



VI. E¥MEREICEAYT 51EE

9) BWERTEZOENBE WEAT—4) ¥
PR RE IE & B K OV B RE PR (B (A 10mg 2 1 H 18], 14 HHBCER DG L7z, BHRERES
BECBIT LT PANRRZF U OARKMEITIRLGTH Y | BRI N IIAH O Eh e &k OFEBE I
BLRWEZ LN,

10) b5 YRR—2—DBEEFSE P
OATPIB1 # 22— K9 % SLCOIBI {57 ¢.521CC D#EBRFE D AUC 1%, ERAEH L TV WgBrE
(c.521TT) XV K25 fFEEMN-T-,

(3) i
MG R L

(4) BE - ftRAEOEE
fEEERR B 12 10mg 2 &1 30 ISR 045 Uiz & & oM R ARIRE L, A THRGICHT,
Tonax DIRIENFED HILD & L HIZ Cuax Y L2 LA FITIR T L7z (B) . BB GHFD T LARRO M
FEITH A TG OEA L IRIERBEOHEB 2R L, AUC). X UCERIIL., i THR5OZFNEFN 91.1% Kk
N99.6% ThoT-c LLEDE T MANRZREF U OWIGHEITAEFIZEVIET T2 600, WINEITIF
ENERBRFORBEEZ T o7 () , ZORKNE LT, BRICKY BNEIHBEENMET L2720l
AL ~DRAT NS T8N 2 L 38 2 B 39,

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

vy SR S22 RT A—H
Cumax(ng/mL) Tmax(h) Fa9H D(h) AUCo.o(ng * h/mL)
MET 5.3342.62 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] BT 2 p i 1) : THZRAHIC I8 1T 2 il
R TGRSR L THEEZED Y (p<0.05)

2. EMEERBNTA—42
(1) BB#WAE
MG R L

(2) BARERETELR
B L

) AAIOEKBEN T D HELOCHEIL, @%, BRAIKIET ML AR2ZF 2 LT 10mg, 1 B LEITH D, i,
FERIC X 0 S ERRT 208, FEORAIEE 2 L AT 1 — VASE T 20mg/ A . FHMEE 2 L AT 12— LfSET
X 40mg/H £ CHEETX 5,

T MNNAEZF U EESmg [VTRS |, 7 MAARRAZF U6E 10mg [VTRS | I EEGARRERZ S50 LT
WRW 2 BRI B DRI ERL DA v A B a—T +— L0 b5l LT,



VI. E¥MEREICEAYT 51EE

(3) HEEEEH
B L

4) 9I)VF752R
HEANT—%) 3D
Ly YT 5 A 604mL/min

(5) NHBHE
GEANT —5) 3D
Vdss : 565L

(6) ZDith
NAFTRATEY T 4
GMEAT—%) 3
0 AF— YR K VR AL, T MVRAH T % 2.5mg/hX2h (Smg/man) HRFHIRINERG G- K
O 10mg B[RO 45 L7z & & ORELIRD AUC LV RO Tt S AT XA T8 7 13 122% ThH -
77

3. BKE (REalL—v3y) @
(1) BT
LR L

(2) NS A—2EHER
w65 Ll b)) ICAF 2R E&R O CLF I3Emina (65 mAil) & H~T37.6% 92 LH#EE S
Aoy Nl &0 mAEPARZA BRI IS EAAD 2 L AVRIR ST Y,

4. MRIN
NAFTT XA ZEY T+
GrEANT —%) 3
AREEYIBR AT BFI UC-T7 MR A X T U % 40mg HiRIRR O 5 Uiz & & IR H L OVR kR o Fn
M BHROTZWILHRIT 59.2% ThH - 7=,

5. 3
(1) % —RiAaPeE:B 1
LR L

<BES (Fy|) 0
Z v N TOBATIIMD TR - 7=,
(1 (5) ZDHDMBADIHITHE] DIEBIR)

) AFIOARENTOE AEROCHE, @%., RAIIET v z2ZF L LT 10mg, 1 B 1[EITH Y | FElip,
FERIC L EEEET 220, BEORAITE I VAT B —/VILE TIE 20mg/ B . FlfEMEE 2 L AT v — L fET
£ 40mg/ A £ THETE D,

T FANRZAEZF U bESmg [VTRS], 7 MAARZZF U8 10mg [V TRS | IRERRABRZ FEM LT
WIRWe | BRARGEBREGRIC B9 2 RIS RER MDA VA B a—T =20 bEIH LT,



VI. E¥MEREICEAYT 51EE

(2)

1% — e 85 B P @ad 1%

YRR L

<HE> (Fv b))
R 18 HE DT v R

WC-7 AR RZF % Imgkg RO 5 Liz & & Df

U

P RER L 1, &5

% 4 BFREIC RSB L, RHAISETIRE DK 5% Th-72 (R) . £ 0O & & ORMRAFEAARPAE LT

FHARIMAE PR D 40~T0%RETH o717,

L
i

DO/FED 5 H TIIIFIRNEREE D3 & 2o 7o, TRV O AP

PR ITARC TR L, IMEEICBAT L, ZhuidsZ & <Rkttt -0 & b,

ERISBBEDS Y Mz "0-7 FILNAR A F % Img/kg BOBELI-EZD

BB R UKRENRSAEEE CHOTFHELZERE)
pap. AR N B RER FE (ng eq/g or mL)
0.75h 4h 24h 72h
il it 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 ik 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 63108 42+25
& 10.0£3.5 15.5+0.3 3.4%0.8 ND
LOm 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
& V) ND 2.1+04 ND 1.8%£1.2
. R ND ND ND ND
I il ND 1.1+0.2 ND ND
T ik ND ND ND ND
- fifi ND 1.8+0.3 ND 0.8+0.8
- F g 24+13 11.7£1.0 73+15 76+2.4
B & ND ND ND ND
H 1k & ND 22402 23+0.6 11.3+5.3

ND : R BRI ATH

T FANRZREZF U bESmg [VTRS ), 7 MARZZF U8 10mg [V TRS | I3IEERRRER 4 F206 L
TV, FERRIRRBRAAE ISR 2 il REE MDA A B a—T 3+ — 20 ba ] LT,



VI. E¥MEREICEAYT 51EE

(3) Eir~DBATH
N ERR L
<BE> (Fv k)W
WHEHDT v M HUC-7 MR ZZF % Imgkg A L7z & & OFLF AR A i iR BT PUEL L,
etk Ch o7 (R 1L 2) o ORI 2L 7ML O FFIIAREREE OB REA M H S v (0.4~2.3ng
eq/g) « FLIHTHEHBED —EAHLE RN S D T L ARIR STz,

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

e i HEYR FE (ng eq/mL)

) o . i 4

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 7.9+23 12.60.6
6 129*+1.6 ND 79+1.5
8 12.5%£2.3 ND 6.61.3
24 33£1.2 ND ND

72 ND ND ND

ND : f5 H BR SR

®2 HBEINBEDSY MZ"C-7 FLNARAF % Img/kg BOBELI-EZD
HEENF/INS A —4 S HIOFEHEIZLERE)

WE ) F T A—H
= Tiax Crmax AUC(. HaJR ] @
(h) (ng eq/mL) (ngeq - h/mL) (h)
m & 0.75+0.0 27.4+173 106.2 2.0
o 5 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) : HRAIC R 2 -5
b) : 2 Bl FE)E

(4) BEEADBITHE
R L

T RUANRZREZF U fESmg [VTRS |, 7 FANRZZFU8E 10mg [V TR S | I3FERRRBR A F206 L
TR\ FERFAR BRI BT D REdUT R EE R DA v 2 2 —T =2 b5 LTz,



VI. E¥MEREICEAYT 51EE

(%)

ZOIOBBA OB
Bk L
<BE>S (Fv k) 99

Fw MTMUC-7 " NRRZF % Imgkg FR DG Uiz & & OBETREIL. A E/ERENL T 5 Il
I RAICER L, REe a2 s L4 4 BRI O B o 130 54 R L=,

Z O TEE (IETRED 36%) | Bk, BafEhh, ik OHF R MR EE X @R E 0515
NRD LT, ZOMOFMBENERE XM PRE L RS F Th o Tz, T ORI RERE X
HRNTHE L, HE5% 72 R TIXIZ E A EOME CRIIEARE CTH Y . HEREDRD b v 7= filik
THRETRED 0.3~11%I28 LT, %54 168 IR TIEATIBIZ f imiie B2 0D 0.8 % D FUHBED FR D b7z,
Z v MZ Imgkg 2 1 H 18], 21 HEER D& G L2 & & 0% 5% 4 FERIZ 0 DR i Re i e
I Z IO E LTEEACOMBETT HHE TITERIREBIZE L, F72. 21 [BIR5% D 24 FFHE
il B G0 & b3 2% &0 iR, Bk, MR, FRE M OVE TiE 3.0~4.1 512, KEGZBR < ok kk
TIX 1L7~28 512 B U7z, WIEHEGRARRHERAARM CH o 7 fRIC & 7 BB GZURRRRE (1.4~
23.7ng eq/g or mL) DFGRENSRIN S 7o, i, AMINAE B < FRRARRESR ORI G HIM T, With
H IR BRI ARG T - 72,

B 5% ORLRE PN O RE IR BE 13 % 5-1% 72 BRI £ TR RN 2R L2, TR LD R ITEe
NTH Tz, & 5% 7 B BIZIZMIB S SR D 37%., B, KEIR, Mgk OEIIZ 16~26%
DOIEHREMN R L T2y, O CORE TR ERED 11%LL T H 5 WITRHRARM CTH - 72,

(6) MITELMEER
1) REKY

t bifEE Nz in vitro D EBR T, BAHME AL 95.6~99.0%LL EE R LT,

2) R M-2) ©

bt hSEZE VN invitro DFER T E AREARIL 96.6~98.9%LL T RE(UIK L IFIERIEOE AR LT,

T MNZEZTF U EESmg [VTRS | | 7 MANRAZF U8 10mg [V TRS | IXFERRRER A i
LCWeWesd, FERRRBR ARG IC BT 2 FEd e B EELOA VX 2 —T r— a0 b5l LT,



VI. EYBEICEY SEE

6. R

(1) BRI R O R IR
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
LHBEILTT7.61MEE <. invivo TM2 NIIEFTERFIYHTHHLZ L & —F L7~ 49,
<HE> (Tv b, A4X)
WERET ~ N R OMEM: A XIZ UC-T AN RAZ T R A5 Uiz & & OBEEED K3 13I8 I B <
N5, ZOREMTZ AW TREEDIENNT 5 FEORH#M N FIE ST,
AIFEL LTT I FEANMEDOR B UERO 4 RO 2 KL (ZRZEM-1 XOIM-2) | g-z{b-ii
7J<-§fn (M-3) ROZEDfH (M-4) & 2 MKBILICHS 7V 7 v o iBfaailc Lo fREans Z L2REh

= (XD ., Ez ﬁk&#&? v MZBWTHE G 24 K £ TOEHHF M2 D7 V7 v UEEAEIR, M-1, M-2

&Uﬂ%ﬂ* (IR Z B e B Ui, ECIRENZNIEREED 5.08%. 14.1%., 7.54%. 9.53%. METIZth
T 4.95%, 17.8%., 8.62%., 102%IZHAY L, JEAH BRI EZEITFR O D Ze o 72 47,

Sy bFRUA XIZUC-7 FILAREFUEROKES LI & Z20HERBBR

@J%@@?ﬂ%ﬂi%@@ 2R D B 2T,
H;C  CH;4 =

*RISCIIY
OO

Ca?*- 3H,0

T MIVNRZF

7/I\
HC CH
HOHHOHO
O O

HC CH,4

@)HaHOHHOHO - M-l F /N/\/\)\OH
ol j & Q

T

. HiC  CH,
Yy a ek NSNSy
HO H —
F

M-4

T MANZEZF UbESmg [VTRS] | 7 MAARZF U8 10mg [VTRS | (ZIEERRER % Eh
LTWinWew, FEHRRBREGEIC BT 25 T e B EE RO A VA B a—T +— b5l LT,



VI. E¥EiRE

EICBE 9 S1EE

(2)

)

(4)

REICEE5I 28E CYPE) OnFiE. FE5EXR

AHE M N7 m— A P450 FEELR A O L 7oA R M-1 RO M-2 OARIZIEL CYP3A4 3 REINEME A2 7~ L
77o F72. CYP3A4 DIHEKTH LT A FTF I M-1 KOM-=2 liFE DA 2 W 90%[HEL, =F
=NV A NT U VIRHE DA E 60%HE LT ),

VEEASNROEERVZDEE
MG R L

REVOFEOHERVEEL., FELE

FERIZEBIT 27 MR AZF O ERBILT I REESGMEOR B UBRO 4 \KBBEEKR M-1) KT2
NAKERILIR (M-2) ThoTz,
<BE> (Fv )

VAN D= AN
BUUEMELEEAEZ R L, TOMEERIIT "MARREZF U LERRBRETH7Z 1,
# D HMG-CoA 2 IelER L EIER ) DS MR)

ZITFENT, M-1 (1~300nM) } O M-2 (1~300nM) 1= AZEIIZ HMG-CoA
(VI.2. (2) 2) 1%

1. it
(1) Hef AR R OHEER

EEYEIR I T PR 2 S Lz P Th b B LD,

GEAT—4)

@%ﬁkﬁmo7bwﬂx&%v%QMg%uﬁﬁbt&% Be b UTo U RRIZIR HIT 1.2%%0, i
89.4%HEilt X av7- 40, AHFEGIBRFNE B 2T 2 M0 R HEIRIE 57.0% Th - 72 3,

T RILINR B F U DERNENRE
P-4 (100%)

1
(L) (P BR i) (hHLA%)
?W
7 v b:67.2% TR < b
£ X:57.2% CHFBR0)
o }:59.2%|
REst "
7 ]\669% Pl [
1 %:56.9% = g
_|e F:57.0% (B
=217
v b:42.4%| P ~
| |
v v
%% hR
Z v $:98.5% 7w b:2.0%
1 %:96.2% 4 X:0.3%
. F:89.4% e F:1.2%

) AFIOERRENT-NEROCHEIZ, 7 MAARZEZF L LT Ing % 1 A LERAOBLETH D, 2B, FEh, IE
WICEVBEEHETE 20, BEOHEAIE., @2 AT —/LIET1 A 20mg £ T, FEMEEa L AT 0 —L
MET1 H 40mg FTOHWHETH D,

T MNZAEZF U ESmg [VTRS |, 7 MR AXF U6 10mg [VTRS | EEGARRERZ 550 LT
WZRW e BRI B DRI ERL DA v A B a—T +— L b5 LT,



VI. E¥MEREICEAYT 51EE

(2) #rir
() BEMERAL R OHERR ) DIHS R

(3) Pt
KR L

8. F3VRKR—E—IZHT 51ER
T RANAZF T T U AR—F —O PFERAE (P-gp). IHEMIEEN (BCRP) K UHHET =4 b
F v AR—H— (OATP) 1B1/1B3 DIEE TH 5 %9,

0. FTHICkPBRER
LR L

10. HEDERZFTHEE

(1) BHEEEEE
ROEEREIE T A 6 7l e OV HEREFEEH 14 BIICAH] 1omg 2 1 B 1 [ 2 WERER DKL Lz L &, BihE
L, AFIOIKD R OMENENRICEEEE RIE S 2ho72® GMEAT—4) |

(2) FriaelEERE
TR AR B OVIFE 22 /85 8 53" DI AR Al 10mg A 1 H 1 B 2 BRRERAOES Lz & & L ERE TIX
fdtHE A AN X T Child-Pugh A 83 &% O Child-PughB A 12 F ) T, Crax TIETNZEI 5.5 (5 M N 14.4 %,
AUCqaan TIEZINLEAL 44 (5 KTV 9.8 DM, Tmax TIEWTALS 1/2 DELHEANTRD & L7203 NI 1Z
ENEBE Lo T, Fin, MIEIREICKT 2IERICIZZEN o723 GMEAT—%) . [ VL 2.
BEABREZTOESR] . (VL6 (3) FHiEEEEE W]

Q) =S
R B (66~73 1%) 6 Bl & OFHEH (20~22 7%) 6 BT, AH| 10mg ZHaf T HLARE OB 5 U7zfE R,
BRI EF TN T Conax LN AUC oo |59 2 F2ITHEAN U 7223, T 2 ORI TR D S L2 0o
722, [ IVI.6. (8) =#h&E W]

11. Z0ith
BB L

) AKFORBEINT-FAELOHEIZ, 7 MARZEZF L LT Ing % 1 B 1ERABKETH D, B, Filh, JE
WLV EEETE 50, BEEOHEAIT. 2L AT e —/LJETL A 20ng £ T, FEEma L AT 1 —)L
MET 1 H 40mg F TOWETH D,

T MNNAZF U ESmg [VTRS |, 7 MAARRZF U6E 10mg [VTRS | IEEGARRERZ S50 L <
WRN 2D BRI IS B D RIS R EE DA X B a—T =L ba LTz,



VI. £t (EALDOEESF) CEATHEE

1. EEARETDOER
BEEN TV

BHRZE L EDER

X

2. B2 (ROBHIZIFHBELAEWLNI L)

2.1 RHIO s 3t LisBuE OBEERE O & 5 B

2.2 FFRBEENME T LTS EEZONDIUTO L H B

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]

3. MEXEIHMRICEET HEELENER
V.2 EERITHRICEES HER) 22MT 52 L,

A, RERUVAEICEET IR LTDOER
BRE STV

5. EXELERNIE L ENER

8. EEREARNIEE

8.1 HoHMLHEa L AT o — ) )VIIJERROEARTH 2 BFRIEAITV ., BIOERRIECEMLE, BRE
LOEMMEDEBOY AT 77 7 X —DBEL BB T L &,

8.2 Fh I AR M 2 EHIICHRE L, RIS T DRS00 b WS Ik s 2 H kT 5
Z k.

8.3 BUEMREDOIHFRNH HOND Z ENHDHDT, Fls - EE, BERKEDERN S bbb I-HAIC
WEARKZ R IE L, EZIOEKT S L) BFICHEET A &, BEPIIE GG IIHER LD 12
HETOMIZ 1B E, ZRUBITENN CHEIC 1 BI%) (T EREEZITY 2 &, [11.1.3 58]

8.4 MEFERIERSE, PLMEKIME, M/ IMIBMERN S 5 d Z ENHDHD T, EHMHICHRELITH 2 L
e EITO 2 &, [11.1.5 B3]

8.5 EIkE, HEIRFENHLONDZENRHLDT, OB, HR, EFBEREEOEROFBIUEET D
EEbiz, EHICHREZITY R EtoeBleiaiTo 2 L, [11.1.7 ]

6. RENDEREZHITHBRAICHTIER
(1) AHHE - BIEEFOHLEE

9.1 AHHE - BREEZEDODHIHEE
9.1.1 BEREDESE
WIRFZ B IEDLZENH D,
9.1.2 HBGFMBELH OHONOTVWEDHRELHLLUTOESE
- FLIRIRFEREIR T IE O B3
c BIEPEOFRE (YA hue 7 4 —%) UIZOFEKRRED & % HBE
- FREIME D FRREE OB D & 5 B
s T a—LHHEBEOBRE
[11.1.1 ]
0.1.3 EEFENEXIZTOEEENOHIEE
EIEMEE (IRFFR., 258 NEITERTL2 28855, [11.1.9 2]




VI. &2 (ERLOIES) CBY51EE

(3)

(4)

(9)

(6)

(N

(8)

921“5*2@%@&&5@&6*%

FRBUH RARIE DS B D% < NEIERELZFT2BETH Y. £z, BBUHRAREIZfE-> TR
XM RE D HEAL 23R w%nfwéo[njiﬂﬁl

9.2.2 BHERBEEEEDHHESE

KHNE 7 47T — b RERNZ AT HHEEI20E. BRESD ARV EH SN DEAI @ﬁﬁ%ﬁ
5k, Sl BREREEAL & £ O BB RME N H S b v, R a2 ST T 2 5E81C E
%%KW%%@E Eh9 L. BRGER (R, BED O3B, CK B, i K ORH ﬁ&
oy ERINCME S VT F = EREOBSREOEALEZRD S AITE B ICREETIET S 2
L. (102, 11.1.1 2]

AFHRElEE 8 E

9.3 H:F*%ﬁbﬂﬁ & %

9.3.1 FIXHHEEMET LTS EEAONDAUTDOLS HEE

SMFE. BHEFRXOAMEE, FELE, HE. &5

BHE LW &, AFoMmBETREN EA L, BWEAORBUBEESENT 28R’ H 5, £z, K
AT EICHFIBIZCB W TEA LI S0 T, FEEZ2E(LSE28ZW0RH 5, [2.2, 16.6.2 2]
9.3.2 HEEXIEIZTOHMEROHLIEE (9.3.1I12KATHBEFZKR)

AFNTFEICHIRICB W TER LR SN2 0T, FFEEZELLIEIBEZNRH D, [16.62 5]

KTEREE BT HE
BEINTHZRWN

bEG

9.5 1347

IR SUTIEIR L T D ATREME D & B £eth i3k 5- L2 2 &, B CHIAE B oD B OVAEAE,
BB THRENRD LN, IBIRIZ %éf@ﬁ?k%ﬁmﬁ# BOHLNTWD, £/-. 7 v Mo
D HMG-CoA 2t R ER 2 KE&ERG LG E IR RO BB G E fE ST\, B2, B R T
m\mmHMGQAﬁﬁﬁﬁm%ﬂﬁ\ﬂ%3WHiT®W IRA LIz L&, BBIBICEREFER H
bl OMENRDH DL, [2.3 5H]

9.6 &=FLim
BRIITRE LW Z b, Ty FTHHHR~OBTRARE SN T05, [23 B3]

INR

9.7 /hNR
INREE RS L LT AR OV 2 ek & U= BRI 320 L Ty,

= A

9.8 SHhE
BIWERNBBE L 7-GAIIT&kEGE 2P 572 F, @URMEEZITI 2 &, —MRICAEBRBEREMET LT
Wb, Fo. BEEUGERIEDN D S bt W E ORENH D, [11.1.1. 16.6.3 ]




VI. &2 (ERLOIES) CBY51EE

1. MEEH

(M

(2)

10. #HEEHA

AFENE, & L TFORYHEESE CYP3A4 IC L W& D, £7-. P-FEER'E (P-gp). FLEmmitE
EH BCRP). AT =4 b7 AKR—%— (OATP) I1Bl/IB3 DIE TH 5, [16.4 BR]

HRZEZEZDER
10.1 $fHEZ= BtELAGZL &)
K4 5 R ER - HE i 71E T - fERRIK T

TV AT L EL
7L AL

UV H T LENL - ETLHRAE L
@400mg + 120mg) & OftHIZL Y, 7 hv

s . 7L 7 1L ELd OATPIBI/IB3 Y
BCRP fHZE, v'7' L% ZE /L0 OATPIBI
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H ok |8 HEREES | 10030 2O 100meie <
" (6) ik, R P L
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R . Z vk IR CRIEHD) o it 107, 10° &8 10°M TH
7 (6) b N '8 AL
- Fy k| HEE (5 HAB) i vitre | 107 10 TF10°M TR
(6) B BAE S, WURE SR HiaL
a . 10, 30 & 0% 100mg/kg T
WRE S 7o |ape o= =ik mkes po | o O HOOmee
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2. EHHER
(1) EERESEMER
it B b5k B P fi(mg/kg) 7 D R B
Fv b | o, HE 200, 1000, 5000 | LDso : >5000mg/kg,
102202407807 | 3 ome/kg LA LGl T, fE, (AT - ST R
R IS 150—200—300— SR, b
ik FEF WURECS ) 15022000300 e hslide. MHCREMRARSEAE L, ALT 15
400 &1
(2) RIEESEMEHR
. Bt Beh (LE) e b . B
RBRIE ;N . = 5 R BR R
PHE | e | i (me/ke) IS BB
HadkEE | Ty %O | o, 1308 5. 20, 70, 125, | 175mg/kg LA ECHE1=, AST + ALT * LDH - CK
(+HIRFE 4 07) 175, 225 b5 CERSAREESE, IFAIEEESE, 125mg/ke

PLEORECRESINING], AST-ALT @ 5.,
FHfmia A - gise, AAFIRIE R, B E SRR
AAbTiE, IREECEIE (R (L Z R .
METEME 2 C Smg/kg. MET 20mg/kg,

A X5 o, 1338 10, 40, 80 40mg/kg LA L THK - BEIRGE, KEIEDTZ A
(*:BAMEEE 14 | B Zra—2 - U 7LD, 80mgkg T
H 1% 80bid) (RERD, WEMERE 10mg/ke,

A X 59 o, 1238 (1~2 | 80—100—120— | 100mg/kg LA b THE, e, T,

WP OWEE L) | 140> 160— 180 | 7 ¥ (180mg/kg) . 11 i (280mgkg) . 12
— 200 — 220 — | # (320mg/kg) \ZHASLIER, 280mg/kg B
240 — 280 — 320 | B TAGIZ AL - 25 - AP BRI, AR

LR D ZERIE K
18w 7w b | A, 5238 5. 70, 125 70mg/kg LA b CHTMIE SR AR e g,
(26 B P EIfRA) 125mg/kg DR THRTER NS, AR,

HEIGE G R AL A AL TTHE - BRI AR,
MR Smg/kg,

A4 X 3D RO, 104 3 10, 40, 120 120mg/kg CHE 2 FIHESE RS,
(52 PR A) BRI B OZErE, RgHm, + 5
(52 5% 12 %72 £, 40mg/kg LL T AST - ALT -
TR IR SERE) Al-P - CK (BiAHR) @ LH. Kébtko 7

Jbmt— A SRR IR B | R TR A
MR 10mg/kg,

WT MANZEZFUEESMg [VTRS] . 7 RAANRZFUEE 10mg VTR S IZIERHRRE A i L
TR\ FERAR BRI BT D iR e REE R DA v F Ea—T =2 bEIH LT,
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(3) EizHE®

. Bh i 5 (LE) Beh R . n gk
PR (7 Hik, M (me/ke) T 2 R
ALYt FRIF T AH, FERBNE AR 312.5-5000ug/plate fetk
KNG IR IR T R PEALIE ' =4z
R " FEGENEMA A 50-300ug/mL (£
CHL AR ORE e o 100-300g/mL it
SN O, HaE . 2500, 5000 Sy
4) BARKE®
s iy b (E) b & . e e
PURIH (37 ik, (mg/kg) B R
BARLE ~ A RO, 104 3 100, 200, 400 ggﬁ%ﬁ;ﬁ@ﬁﬁﬁ\mfﬁ
A O, 104 @ 10, 30, 100 AFPEZR L,
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s dhiyfE B b () B 5B . e e
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MR BT — A 1 20me/kg, ZEFEAEIX
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MM BT R EIE 100mg/kg, AEFHEE © 4]
WIS A 1T 225mg/kg UL L,
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ML L, BEEEISEY, BRED
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RE, HIRE - 178) - BEREREORIE,
AEFHRE, F2 \IX B L, MHEEETEY
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(6) BATRISIER
AR L

(1) Znthn%kEtt
MR

By B (ALE) P b b
(HErR) JFik. B (mg/kg)
~ U A IgE &, 8 3 E AR 25ug/151 g
Ftom i 1mg/fl

T2 B kB Ak A

~ 7 Z PHA JEAE : 25ug/fl S
EIRIMEK : 0.74mg/mL
E/LE Y b ASA A, 3 3 [ JERAE < 400ug/ Bl X
79 [al i : Img/fl

E/L%E v k PCA JEAE : 400ug/f5] =30
A lmg/fl

%L v | PHA JEAE : 400ug/11 2t
EIRIMEKR : 0.74mg/mL

T MANRZEZF UbESMg [VTRS] . 7 MAANZRZFUEE 10mg [V TR S IXIEERHRRE % i L
TN\ FEREAR BRI BT DRI R EEM DA v F Ea—T +— 20 BEIH LTz,
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g Division by Viatris Specialty LLC.

k544 LIPITOR®

FIE - Btk 10, 20, 40, and 80mg tablets

TR H 19964-12

ZhEEXITZAE | LIPITOR is an HMG-CoA reductase inhibitor (statin) indicated (1):
* To reduce the risk of:
o Myocardial infarction (MI), stroke, revascularization procedures, and angina in adults with multiple
risk factors for coronary heart disease (CHD) but without clinically evident CHD.
o MI and stroke in adults with type 2 diabetes mellitus with multiple risk factors for CHD but without
clinically evident CHD.
o Non-fatal MI, fatal and non-fatal stroke, revascularization procedures, hospitalization for congestive
heart failure, and angina in adults with clinically evident CHD.
* As an adjunct to diet to reduce low-density lipoprotein (LDL-C) in:
0 Adults with primary hyperlipidemia.
o Adults and pediatric patients aged 10 years and older with heterozygous familial
hypercholesterolemia (HeFH).
* As an adjunct to other LDL-C-lowering therapies to reduce LDL-C in adults and pediatric patients
aged 10 years and older with homozygous familial hypercholesterolemia.
* As an adjunct to diet for the treatment of adults with:
o Primary dysbetaliproteinemia.
o Hypertriglyceridemia.

AEA O H & » Take orally once daily with or without food (2.1).
* Assess LDL-C when clinically appropriate, as early as 4 weeks after initiating LIPITOR, and adjust
dosage if necessary (2.1).
* Adults (2.2):
o Recommended starting dosage is 10 or 20 mg once daily; dosage range is 10 mg to 80 mg once
daily.
o Patients requiring LDL-C reduction >45% may start at 40 mg once daily.
* Pediatric Patients Aged 10 Years of Age and Older with HeFH:
Recommended starting dosage is 10 mg once daily; dosage range is 10 to 20 mg once daily (2.3).
* Pediatric Patients Aged 10 Years of Age and Older with HoFH:
Recommended starting dosage is 10 to 20 mg once daily; dosage range is 10 to 80 mg once daily (2.4).
* See full prescribing information for LIPITOR dosage modifications due to drug interactions (2.5).

(2022 412 1)
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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.
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Elderly
Efficacy and safety in patients older than 70 using recommended doses are similar to those seen in the
general population.

Paediatric population
Hypercholesterolacmia

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 (2023 43 H)
https://www.medicines.org.uk/emc/medicine/1059
(2024/5/14 7 7 & X)
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8.1 Pregnancy

Risk Summary
Discontinue LIPITOR when pregnancy is recognized. Alternatively, consider the ongoing therapeutic

needs of the individual patient.

LIPITOR decreases synthesis of cholesterol and possibly other biologically active substances derived
from cholesterol; therefore, LIPITOR may cause fetal harm when administered to pregnant patients
based on the mechanism of action [see Clinical Pharmacology (12.1)]. In addition, treatment of
hyperlipidemia is not generally necessary during pregnancy. Atherosclerosis is a chronic process and
the discontinuation of lipid-lowering drugs during pregnancy should have little impact on the outcome
of long-term therapy of primary hyperlipidemia for most patients.

Available data from case series and prospective and retrospective observational cohort studies over
decades of use with statins in pregnant women have not identified a drug-associated risk of major
congenital malformations. Published data from prospective and retrospective observational cohort
studies with LIPITOR use in pregnant women are insufficient to determine if there is a drugassociated
risk of miscarriage (see Data). In animal reproduction studies, no adverse developmental effects were
observed in pregnant rats or rabbits orally administered atorvastatin at doses that resulted in 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?2). In rats administered atorvastatin during gestation and
lactation, decreased postnatal growth and development delay were 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

A Medicaid cohort linkage study of 1152 statin-exposed pregnant women compared to 886,996
controls did not find a significant teratogenic effect from maternal use of statins in the first trimester of
pregnancy, after adjusting for potential confounders — including maternal age, diabetes mellitus,
hypertension, obesity, and alcohol and tobacco use — using propensity score-based methods. The
relative risk of congenital malformations between the group with statin use and the group with no
statin use in the first trimester was 1.07 (95% confidence interval 0.85 to 1.37) after controlling for
confounders, particularly pre-existing diabetes mellitus. There were also no statistically significant
increases in any of the organ-specific malformations assessed after accounting for confounders. In the
majority of pregnancies, statin treatment was initiated prior to pregnancy and was discontinued at
some point in the first trimester when pregnancy was identified. Study limitations include reliance on
physician coding to define the presence of a malformation, lack of control for certain confounders such
as body mass index, use of prescription dispensing as verification for the use of a statin, and lack of

information on non-live births.

Animal Data

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/m2). 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 100 mg/kg/day fetal body weights were decreased.
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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 (rotorod 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.

Atorvastatin crosses the rat placenta and reaches a level in fetal liver equivalent to that of maternal

plasma.

8.2 Lactation
KIEEFRIETE MO
I CE

(2022 412 A)
(FE )

Risk Summary
There is no information about the presence of atorvastatin in human milk, the effects of the drug on the

breastfed infant or the effects of the drug on milk production. However, it has been shown that another
drug in this class passes into human milk. Studies in rats have shown that atorvastatin and/or its
metabolites are present in the breast milk of lactating rats. When a drug is present in animal milk, it is
likely that the drug will be present in human milk (see Data). Statins, including LIPITOR, decrease
cholesterol synthesis and possibly the synthesis of other biologically active substances derived from
cholesterol and may cause harm to the breastfed infant.

Because of the potential for serious adverse reactions in a breastfed infant, based on the mechanism of
action, advise patients that breastfeeding is not recommended during treatment with LIPITOR [see Use
in Specific Populations (8.1), Clinical Pharmacology (12.1)].

Data
Following a single oral administration of 10 mg/kg of radioactive atorvastatin to lactating rats, the

concentration of total radioactivity was determined. Atorvastatin and/or its metabolites were measured

in the breast milk and pup plasma at a 2:1 ratio (milk:plasma).

Hgh S
A=A 7 VT DA D
(An Australian categorisation system for prescribing medicines in pregnancy) (2024 45 5 H EER)

KBE B OME>
A —A ~Z U7 ®437%E(An Australian categorisation system for prescribing medicines 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

(2024/5/13 7 7 & R)
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1 INDICATIONS AND USAGE
LIPITOR is indicated:
* As an adjunct to diet to reduce low-density lipoprotein cholesterol (LDL-C) in:
o Adults with primary hyperlipidemia.
o Adults and pediatric patients aged 10 years and older with heterozygous familial
hypercholesterolemia (HeFH).
* As an adjunct to other LDL-C-lowering therapies, or alone if such treatments are unavailable, to
reduce LDL-C in adults and pediatric patients aged 10 years and older with homozygous familial
hypercholesterolemia (HoFH).

2 DOSAGE AND ADMINISTRATION

2.3 Recommended Dosage in Pediatric Patients 10 Years of Age and Older with HeFH

The recommended starting dosage of LIPITOR is 10 mg once daily. The dosage range is 10 mg to 20
mg once daily.

2.4 Recommended Dosage in Pediatric Patients 10 Years of Age and Older with HoFH

KEE TR O The recommended starting dosage of LIPITOR is 10 mg to 20 mg once daily. The dosage range is 10

PRAFSCE:
(2022 % 12 A)

mg to 80 mg once daily.

8 USE IN SPECIFIC POPULATIONS

8.4 Pediatric Use

The safety and effectiveness of LIPITOR as an adjunct to diet to reduce LDL-C have been established
pediatric patients 10 years of age and older with HeFH. Use of LIPITOR for this indication is based on
a double-blind, placebo-controlled clinical trial in 187 pediatric patients 10 years of age and older with
HeFH. In this limited controlled trial, there was no significant effect on growth or sexual maturation in
the boys or girls, or on menstrual cycle length in girls.

The safety and effectiveness of LIPITOR as an adjunct to other LDL-C-lowering therapies to reduce
LDL-C have been established pediatric patients 10 years of age and older with HoFH. Use of LIPITOR
for this indication is based on a trial without a concurrent control group in 8 pediatric patients 10 years
of age and older with HoFH [see Clinical Studies (14)].

The safety and effectiveness of LIPITOR have not been established in pediatric patients younger than
10 years of age with HeFH or HoFH, or in pediatric patients with other types of hyperlipidemia (other
than HeFH or HoFH).
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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/1059

(2024/5/14 7 7 & R)
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