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ZOMBE L TAAIZBEIGT D & ) ICHEBEMEL T 5720 E L,

3. AERUHEE

(1) AZBRUVHREOREDR
WL RAIZI R 1E18E (= ¥FI7 /7 b2 ZF L LT 10mg/10mg i 10mg/20mg)
ERBICEOEET D,

Q) AZRUVAEDRTERME - 1R5L
A%
AFNOEEKR D THDHT M ARRZFORER, EE, RAZIET by RxZ2F L LTI
Hl1EEO#EEGET ) Thb, —FH, =BFI7OMEE,. T, AT 1T H 1 RN
BHET2) Thb, &b, mEBEFITOMELE—FKETHD 1 B 1 BIRZICROZEST D H
RIS CHEM L7285 MAHER R (H 5 MiaBr (P383 i) R OEM#H 5Bk (P384 ik
B) 1 T, AAID LDL-C K PR A MR STz,
T RNANRAEF AIBFICL S TRENAREEN, 2B F I TIIRBEZEES ELTWD I L aEE
2T, AAOHEZ, = BFIT7oMECAbECRZRIGROKETHZ L E LT,

RE

BE A OB HIEZ, 7 SANRNREZTFUBRAITHRAF2B0:6 00 2 I EF I TR
T RN ZREF L OHHIRRP OOV BRI, mBF I T OBKMEIZTH 1E 10mg TH
V. TR ORGP D B L AR OB BRFERHE I TN D, £77 bL
NAZF U OFRBETHEIZ T H 1E 10mg THY | AMICBITHATERERETIE, 1 HHREE
LTCIomg¥ b <G ENTWe, £72, TEBF I T LT MAARZREZF U ORHEED HEOH
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V. ARICEY SEA

AETIE, Ba b A7 a—)VERE TIL 10mg/10mg i bFEHEIGRE <, FiEERa L 27
= —/VIE B Tl 10mg/20mg Th o7, YL LD Z b ARFOHEIL, =EBFIT7 /7 Fn
AHF L LT, 10mg/10mg &Y 10mg/20mg @O 2 FHl&EZ®RINT 5 Z LN @UTH D L& 2, %
L7z,

Ea L AT e — VIMAERFE R OFEEEa LV AT — VIERE 2515 & U8 MR R %
Fh L7 RER . AR OB MR VLR ER SN2 b, AFlofEE LT=EFIT7 )/
7 R RA K F oL LT 10mg/10mg X i3 10mg/20mg % 34 L 7=,

4. RERUVRAERICEETHIEE

1. BERUVAZICEET 3FE

11 UFOxEF I T LT MARREF U N T LK OER OCHEZESE 2, BERIC
AR OMHAEBESTHZ L,

IEF=D

WE, RACIEZEFITELTCLIE 10mgZ 1 B 1 EEZEROEEGT 5, ok, FEi, ERIC
L VEEHET D,

T RMILISR A F 2 hIL S LKFIY

(&3 LRTO—)LMJE)

WHE . KA AR ZZF L LT lomg % 1 B 1 EREOKST5,

7pd, i, ERICE 0 EEEET A, BEREOLAIE 1 H 20mg £ THEHETE 5,
(RS a LA T 0 —)LME)

WHE ., RAZIET b AR2ZF o L LT Iomg %2 1 B 1EREO#&ES5T 5,

ek, i, FERIC KV EEHEET 52, BIEOLAIL 1 H 40mg £ THETE 5,

1.2 FAIE LT, = BF 27 10mg KOT hAARZREZF L LT Img 2L TWAEE, 5
VMET RN ZF oL LT 10mg 2 LW RAH0 25681, A4 LD (=BFI7 /7 k
JRAZF L LT 10mg/10mg) DA ZBRFT 252 &,

1.3 JFAIE LT, = BF I 7 10mg LT hAARZAZF L LT 20mg ZHHL TWAEHEE, 5
WET PR EZ T L LT 20mg =B FI7 /7 M ARAZF L LT 10mg/10mg %
M UIRAFT53 725602, AHl HD (= BF X7 /7 A" AZF & LT 10mg/20mg) D
MEmad o2&,

(figast) * () OFSILEFIRLOEE SIS
71 ERiNATEF I T XULT MAARREF oA HAOHER O & & BEOREBEZZ CARF OmH
ZHWTHRETHLZ LD, FHAIORELOHELZ TR L,

72 KON T3 AKFNX, 7 R ARAZF 2 10mg T 20mg HAI TRHERHDFINS 002, HD
WEZEF I 7 10mg K ONT hA SR ZF 2 10mg OPFHTERE T =EF I 7 10mg KT hus
AL F 2 20mg DPFHIBHREN OO BEX THHT 22 L0 08RE LTz, £z, 7.2 TEEAFDOK
A& (mBFI7 /7 FARZRZF L LT 10mg/10mg) O HTEE, 7.3 TIEAFIOE A&
(ZBFIT /T hARAZF L LT 10mg/20mg) O H{EZHRE Lz,
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V. ARICEY SEA

5.

& ER R AR
W) BERT—E21\95—D

BREREER (

FEAY) —%

BN i . e .
| o) SE HIRT YA AR
EWFRESE | HARAN mAEZ1b, FEEM. TVFIT T RANRRETF R
PR fEFER A 28—k 28, B A X IE R A A OF LS
(P386) 9715 78 A —R— T, AT CHERAO®KS
o [EmERE | AR wEn e | LT ST T B A E T
g | TERBR fRERERR A 5%";5X;15_ B S E P A R 2 O A
I (P436) 15043 o T, MR T CHEROES
M| gmopss | nAA BB W wvg 77 sz g om
LT (F35 95PN N B E R T TR ICHBEIR O
(P389) 284 i, 28 FIF # 5
o0 A A — s x
i
S| WA AEAER | AAEA ERL, IRREME | = BF I 710mg KT bRz X
&% | B (F3595 PN Bli/AEEE B b, 77 | v 10mg Z HA SUIPFH TLR ]
I (P00460) 3245 AR, AATRER] [, 14 B MER Q&5
A
HAA TEFI710mg, 7 hANRAZF
THERLE | ma VAT | e >10mg, 20mg, =EF I 710mg
o s S0 RS e L2 5 ome i
(P383) # %% HeFH A TR o omg 2 BEA TR ICIA LA, 1238
B 3094 E RS O % 5
= AAA
P EoL AT TEFIT ST PAARRS TR
| BgRERE | T L e . A#110mg/10mg 3 13%10mg/20mg %
W | (p3s4) B VIGER | FFER. SRR fBIT 1B L, 52 B 1 £
g &} O HeFH P
B 1356
55 AR RRRIERY H A LDL 7 7 = L — 3 R & i,
PR . HMG-CoA & iR L EAl & =€
S G
(JPC-02-335- ng%% HER. IR F I 7 10mg # FH TREZIZIHI
32) [\l 128 RER D &5

HeFH (heterozygous familial hypercholesterolemia) : ~7 1 A APEF M & 2 U AT o — Ve
HoFH (homozygous familial hypercholesterolemia) : A8 EREAMMEFEM R 2 L AT v — L IE
LDL (low density lipoprotein) : Kt U RE A

(2) ER PRI EREAER
W EERRR (P00460 : AEAT—%)

SHENBERERR A (32 #1) (2,

A, HASUIPHH TR DS LTz,

TPFIT LT MAARREF U L OG- TIE,

THPFIT 10mg. 7 RAARAEF L 10mg, X7 T EAR%E 14 H

WO HEAFIES L il LCH LDL-C A &

IR F L (p=0.02) . =BF I T LT MAARREZF 2 L ORICEKRIIZERD B 5 Y Bhae
FIMEAEMITREO b, AR L TR TH -7,
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V. ARICEY SEA

NEABERANZIEFITI0Ng &7 FILAREFY 10mg ZEAXIEIHET
14 BEIREROBREL-LEDOMBEPEEEER—RSA UM DFHEILE

P 5 %g% LDL-C TC HDL-C TG

7 RV RAZF 2 10mg 7 495331 | 2353 2.5 | -1.93.7) | -20.3 (5.8)F
+TEF 7 10mg (8 #) 14 -55.7 (2.0)"I | -38.0 (2.4)" -1.1 (5.0) -8.6 (7.1)
7 RV SRR ZF 2 10mg 7 -30.0 2.1)f 21.9 3.4)t 1.7 (8.6) -4.2 (10.6)
(8 f51) 14 -40.0 (5.1)f -28.4 (4.6)t 0.5 (7.7) 0.5 (14.0)
=¥ F 7 10mg 7 -24.4 (3.4) -18.3 (3.1t -8.2(3.5) 3.1(9.8)
(8 f4i) 14 -22.7 (5.2)¢ -15.4 (4.6) -11.3(2.6) | 32.8(15.6)
SR (8 f) 7 9.1 (3.7) -6.7 (2.2) -7.5(2.3) 10.7 (11.4)

14 -6.9 (4.6) 6.1 (3.7) -12.8(22) | 22.6(21.1)

DHOHT (ANOVA) BT VEHWTIREDREZHEL, ~—2F714» (F1RH) |

F7. 14 I 4->0%

HREE s, o TIREEEE O TR LR 2 S

S (FEAERAE)

LDL-C : {KItFEV REHA L AT a—/L, TC: a2l A5 a—/L, HDL-C : Gt FEV REH I L AT 2 —
W, TG: NV ZUEY R

+
i
§
I

7RIk LT, p=0.01
7RIk LT, p=0.03

T R ASZSZF 2 10mg iZx LT, p=0.02
T FI7 10mg 2% LT, p<0.01

TERF I THELLLT AN ZF UPNBEB IO TR G S EFI D 5 5 8 FIZRIVEM 238

AN, .

SR L SR TN 3 Bl 2T HER, FEED E 0. FERED 0,

HIERR, B, R, ETHEERCARRESZALN 1 fIThHoTz, WTNOFRRELE
EES DL ARICEIE LY,

3) AERIGERERAER
MR L

(4) FREEAIERER
1) BRI ER

1. BAANE I VAT e —VIEREZXEE LI BF I 7+7 bARNREF L (BERERE) OF%)
& R ERIET 2 ENFIH_EEREEERER | B/IEAL, HINR, SHERLR (P383) 2

pOE AARANGE D L AT 1 —/VIIJERE K ONT oSS EREFE RS 2 L 27 o — L
JE (HeFH) B3 309 5] (2 HEMENT xH 5 1% 308 5], HeFH B I3/ A AL
HAILE Do T7)

H iy HARANEZ VAT B —/VIIJERE ZRRIC, _EERFCTZEFIT, 7 hA

ARFUHE], NETBF I T+T CARAZF A EARIC1 B 1A, 128

MG L, LFOHEE Z R 5,

(1) 1R 12 FEIZH 1T D LDL-C DR—A T A U Inb OB EFEEL LT, =
¥FI7 10mg &7 FARAZF 2 10mg O L, =EF 7 10mg KT k
JVNZ BT 10mg AR G- L OFRMEE T 5,

(2) 169 12 WHFICH1F D LDL-C DR—RA T A UMb DL RAIEE L LT, =
¥FI7 10mg &7 MANAZF 2 20mg P &, =EF 7 10mg KT K
JVSA BT 20mg ARG & ORI T 5,

B)T=EBFIT LT MANRRE T BTG Lz & & DRENE KR RN 2 5l
T 5,

13




V. ARICEY SEA

B UFO&EEERZITE L AT a—/LILED H AR NS SREE
ek ELUE * 20 % LL E 8O RELLF
CJAS HA RTA4 V2012 FMMUTEESS YV AT BT Y —T, LLFWT oL
i
() A7 3V — 1 IZ¥E &S, LDL-C 28 160mg/dL LA E 220mg/dL i
Q) A7 Y —IZH¥E S, LDL-C 28 140mg/dL LA E 190mg/dL i
3) A7 =V —INIZH¥E S 41, LDL-C 28 120mg/dL LA E 160mg/dL i
(4) HeFH 2% < LDL-C %% 100 mg/dL LA -
REBRTE | R OGHARO Y v a7 v MIRO2HEMOT T v 5%, AABIREEL
7% (Japan Atherosclerosis Society : JAS) EWfREE(LIEIRETEI T A KT 4 22012
AR JAS TA K74 2 2012 4)) 1285 < U A7 FEX T L 0 JEhilik LTl
TSEICER T CEELICH VAT, 1R 1E 12EMR®RICROZEET S,
T¥FI7 10mg
T RN ZEZF L 10mg
7 RIVNZZF 2 20mg
T¥F 7 10mg+7 bR AZF 2 10mg HFH
TP F 7 10mg+7T RN A K F 2 20mg GHFH
Eoy:) Ak
FHEEE | LDL-C ODX—RAF A b O (JRFEI 12 B EF)
PRERIY Ak
FHEIEH | LDL-C DR_X—R T A b D LR (REM 4 O 8 )
oL A7 1 —/)b (total cholesterol, LAF ITCJ ) . EItEIVREAL AT
2 —/L (high density lipoprotein cholesterol, LA THDL-CJ ) . TC »>% HDL-C %
SlW7fd (BLF, Tnon-HDL-CJ ) . FUZ U&U K (triglyceride, LA T
[TG] ) . 7AREHB (apoprotein B, LLF TApoBJ ) ORX—RX T4 b OE
b= (VR 4, 8, 12HFE)
LDL-C D& B H AR (TR 12 3 RF)
LDL-C DX—RZ 7 A b O (HEkE 165 12 HEF)
2 N
ey | AEE G BRI, 5 A

14




V. ARICEY SEA

HhED

ESRFIE H : JEFIN 12 RFD LDL-C DX—R T A Vb DAL

TEF 7 10mg+T hASALF o 10mg PR 51X, =EF I 7 10mg K
T RS S T 10mg HAIR G L CHE 2 LDL-CIE TR &R L7c

(p<0.001) .

« TP F I7 10mgtT FAANZZF L 20mg BEFRGE, = F I 7 10mg KO
T RN ZHZ T 20mg A G IC L CTAHE R LDL-CIK T2 R LT

(p<0.001) ,
LDL-C DR—R S5 4 UhbDEILE CGRER 12 86
. EZ10mg | EZ10mg
58 EZ10mg | ATI10mg | AT20mg +AT10mg | +AT20me
k= d 35 68 68 68 69
R—R A 163.4 164.8 166.2 164.6 172.6
(mg/dL) +24.0 +21.7 +23.9 +23.7 +26.9
B AT 12 38 RF 131.6 91.4 84.1 72.8 68.2
(mg/dL) +19.3 +16.0 +17.5 +15.8 +22.7
% -19.3 -44.0 -49.1 -55.6 -59.2
i (-22.7, (-46.5, (-51.5, (-58.0, (-61.6,
-15.8) -41.6) -46.7) -53.2) -56.8)
R -36.3% -39.98
vs.EZ10m — — — - -
©%)* | ¢ < '25)’ o '81)’
= 1.6}
vs.AT10mg - - - (-14.9, -
-8.2)
-10.1¢
vs.AT20mg — - - - (-13.5,
-6.8)

EZ: = ®¥FI7, AT : 7 bR ZF

N—=2 T A LT 12 BRI OOV T TFEEHAR R A, 2RI W Tdmh =

FVIfE (95%IFHIXH) 2R LT

TIRR ORRAT R G

POopp, BRSO EER, BRE VA EERKS JASHA KT A 2 20124E4R
DHT TV =) ORZAEEHZRT L L cLDA EF /v (RIEHIE T — & B oFE

s & U CHERE T 0 43 B s AT 5 & Vo)
§ p<0.001, Hochberg {EIZ LV REDLEMEE

Gk
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V. BEICEYT HIER

LDL-C DR—R 54 A b DELRDERMHER CamkEA 4, 8. 12 88

(%)
o = THEFIT10mg
—— FrLISASF10mg
10 —— TNLIZEF20mg
) & TtF/10mg+
’I\ THLAAFF-10mg
—20 4 e
=z == IHFI10mg+
5 ThHLAARF-20mg
4 —30
~
P
5 —40-
2
1t =50 4
—60
_70 =
: T T T * [ p<0.001 wvs THFIF10mg
ve FRAZSF10mg
0 4 8 1268) V8 FhLIZ5520mg
MR #% 1 p<0.001 va FRAS A 2520mg
186 ve THFIF10mg
# 1p=0.002 vs I¥FIN
BEN FHLIZ 25 -10mg
tp=0.022 vs T¥FIN
THFZ10mg b7 33 a3 a2 FHALIZ 2F2-10mg
. $ i p=0.036 ve THFI10mgt
FhTSF 1 Omg 69 67 68 65 P ET o Omg
FhAZSF 2 20mg 6 68 68 68 WESE BA BALREN. BALY
AoWAERORLMEHER
THFIS10mg+ EET3cLDAEF L
PRI ZEF Omg 68 8 o8 °s
THF2F10mg+
R I25F 1 Omg o 7 o8 e

cLDA : HilfIf & RERHIE 7 — & ff AT

PRERAVAHA T H

LDL-C OIa #4881, 8 HIFIZIS 1T 5 X— A T A L6 O BAIFR 51 & O &5
TEL OEMROBEGREMAEL BSWEEXMIZTNZENUTOLEY THo7z (W

T H p<0.001)

LDL-COR—RXSA UL DEILEDBRERFEE CERA 4, 8 EEF)

EZ10mg+AT10mg EZ10mg+AT20mg
EZ10mg 458 -38.4% -43.3%
(-42.3,-34.5) (-47.2,-39.4)
8 -35.9% -39.7%
(-39.9,-31.8) (-43.8,-35.7)
AT10mg 438 -13.8% .
(-17.0,-10.7)
8 ¥ -13.4% B
(-16.7,-10.1)
AT20mg 438 B -13.3%
(-16.5,-10.2)
8 ¥ B -11.1%
(-14.4,-7.8)

EZ: =®¥FI7, AT : 7 bR ZF
WEHE : Wi, R e ERE, RV AV EHRX D ORABNEMZEIK &35 cLDA

EF )L
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V. ARICEY SEA

TR 12 O LDL-C IR E B H HIE R RIILL T LB ThHo 72,

LDL-C FEE EEERMEERE CAEHA 12 88

] EZ10mg + | EZ10mg +
BGRE EZ10mg | ATI0mg | AT20mg | Apoo | AT20mg
=Y Fiprin
A ?ﬂiﬁg‘;%z; 74.3% 95.6% 100% 100% 95.7%
0 (26535) | (65/68) | (68/68) | (68/68) | (65/69)

EZ: =BFI7, AT : 7 hARAFXTF

TEF T 10mg+T A ARREZF L 10mg i G & =8 F 27 10mg+7 kN
2B F v 20mg PFAE G- OHETIZ, X—=Z2 T4 U6 OBEROF G AT
-3.6% (95%(EHHX : -7.0,-02)  (p=0.036) Th 7=,

Mo

EIEH

BHWERH OFRBLRIT, 2T 1.9% (6/309 %)) THVH, T XTHETH-72, =EF

ITET ARG F OB GEEOBRWERRBRIL, *IST 5 HAIR 58 L [

BETH- -, TPFI7 10mg &7 hSZRZF o 10mg BFHF G- 68 51 1 151
(15%) . 7= BFI7 10mg &7 AN ZZF o 20mg BEH#ES 69 5] 3 4
(4.3%) ICERARMRAMEO ST 25 0ENER RO biviz, E72EWERIX ALT #30

T, TEBF I 7 10mg &7 b ARAZF 2 20mg PEHE G T2H] 2.9%) Tholz,

BEZBERALOERGERILICE S ZRIERIZ 2o 12,

BlYER
N EZ10mg + | EZ10mg +
& 5HE EZ 10mg | AT10mg | AT20mg | o Omg AT20mg
550+ 35 68 69 68 69
BIEM n (%) 1(2.9) 0(0.0) 1(1.4) 1(1.5) 3(4.3)
EZ: =PFIT, AT : 7 RN RZF

* L RN R 4R

JAR BA, M BEERESR. 2017 ; 33(7) : 551-567.
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V. ARICEY SEA

2) REMHER
1. BANAE T LDL-C BHAZEEICEL TWAVWEARARI VAT o — VILEBREZRHRE Lz
TRBFIT /T MAAREFUERRHIOREEROZ2EROCEEMELZRFT2EANEN
RSB EAE - R, FEXR, SHERER (P384)

P HANEG L AT o— VIJERE 1356 (~T oS EREFREEES o L 25
o —/VIfE (HeFH) £3#F 21 #Hl&2 &)

B TPF I 7 10mg*Y I T bR ZF 2 (1 H 20mg £ T) HAEE T LDL =
VAT a— VOIREEHEBEMEE?Y ICEL TOWRWVWHARANE I L AT 1 — LI
BE LG, FEER T TAH 10mg/10mg i 10mg/20mg Z 1 B 1[8], 52 @[
B b Uiz & 2 OREMER OB Z BT 5,

1) ARNOEBE SN HEROHAEICEET 238, JFAlE LT=EF I7 10mg KO
T RANRAZF L LT I0mg ZEFH L CWBIEE, HDWVIET bRz F o L L
T 10mg A LARAR 0 2GEICAAK LD (mBFI7 /7 bz Fo L
T 10mg/10mg) DHEMEZRFNTHZ L Th D,
1 2) BAREE(LIEIR B TBEA A T A 2 2012 ERRICH-S< LDL 2 L A7 m— L OfREE
PE

EEVAN DLFO&ME24Ea L AT v —/VIIED B AR NS B
Bk S vE < 20 LA L 80 R LA T
c AT V==V JBMRRER T, G HEEZAEY T ZEF I 7 10mg, 7 b
AKX F 2 10mg Xix 20mg % 512 X BD1RE % 4 BRELL EZ T T D
CJASHA RTA4 202 FRUCESS YV AT BT Y —T, LLFW T o i
T
() 72V —1IZHE SN, LDL-C 28 160mg/dL LA _E 220mg/dL Al
Q) # T2V —MIZHE S, LDL-C 28 140mg/dL LA E 190mg/dL A:ifi
3) T 2V —IIZHE S, LDL-C 28 120mg/dL LA E 160mg/dL A:ifi
4) HEREROBEEN H Y IR TEHIZ/3E S 4L, LDL-C 3 100mg/dL LA
(5) HeFH &% T LDL-C 7% 100mg/dL LA I

WAL | 2B F I 7 LT MAARRE F ARG X DI1REE L - HEEZAFETE
L TWDHANGE 2 VAT v —/VIEBFE Z R, =BF I 7 10mg XILT
ML /SZZF 2 10mg TIRIFE 2 521 CTW BB ITIEARA] 10mg/10mg &, 7 LS
A5 F o 20mg TR E %2 TV B ICITAH] 10mg/20mg 2, BH%IC1H 1
[, S2 RO #ET D,

FRIE LT, IRBRIEO HEIT 52 BMAE Liswy, L Laennn, 1R 12 #His
PO W N OBLEKBERFIZ, LDL-C BMIEEEHHEMEICEL TRBLT, ©4
PR OB M OB D & Rk C 22 ) SRR BT EATZE DS HIlr L7285 51
3. LT ORSZFHE & LT,

« KA 10mg/10mg THG-BA#A L7283 : AH| 10mg/20mg ~DH &

« ARA 10mg/20mg THEEG-BAh U783 - o IR B IR EE OB

T grgesl s
AHEIEE | AEER, BRREE, A 2T A v

Rl AR

REAGIEE | R¥RH 52 EF £ T LDL-C, TC, HDL-C, non-HDL-C, TG & " Apo B D-X— 2
TA I DEE

TR 52 i % T LDL-C & 2 H Al E R R
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V. BEICEYT HIER

HhED
e

IR EE A H

A% L YE 2 Y 72 3 HRGE 135 1) 2 K 10mg/10mg BELZ 117 B, AH] 10mg/20mg LS
18 BIFN 0 AT 72, AF 10mg/10mg FF TAHA 10mg/20mg (T & L 72 B 13 7 i,
A 10mg/20mg THLO IR B F ETE I 2B L2 BF L3 FITH Y . LB
VIR 20 BERE, R 24 IR ORI 32 MFFIZ A BTz, 2R To LDL-
COR—=ATA b OELFIL, 1RFEM 4 HRFIZ-33.1%IK T L, 1% 52 K
11-34.6% & . F D& EITEHE LT,

AIEIR DIEE B EIEIRHEEE R D LDL-C D_X— A T A b DOELRIL, =8F
7 10mg : 46.1%, 7 RS ZAZTF 2 10mg : -25.6%, 7 hL/SAF T 20mg :
242%TH o7,

K TO LDL-C O B HEEEERCR 1T, 10 4 B RFIC 80.6% % 1~ L, 1RIFEH] 52
FFFIE 80.0% & . T DEERFRITMER STz,

LL-C DR—R 54 UhbDEILER EFMER (ZRRXOBITHRER)

*— A H10 mg/10 mg = EAl10mg/20 mg
(%) (%)
0 0
T =104 % =104
2 2
?f' —20+ ? —20+ —242417
- b T - .
g ool g—so- r‘—_‘I\T .
kS =
1t —s04 {E —a0-
FMRRRE Frafl MR %
=50 -—— T T T T T =50 L0y T —T T T T
0 4 12 20 24 32 40 520R) 0 4 12 20 24 2 40 s52(M)
A=ZTA an T B ana
mEm ]11?116 13 113 113 112 112 111 BEN [13 18 18 18 17 15 14 14

LDL-C (mg/dL)

LDL-C (mg/dL)

R=2F L INBD

NR—=2AF AL IPBD

N5 A 52 3 LDL-C ZAt#(%) R 25 (v 52 38 LDL-C Z{t3H (%)
—35.9+1.6 —24.2+1.7
147.4+33.0 92.5+£25.9 [-39.1,-32.8] 133.1£25.8 100.7+20.7 [=27.9, —20.5]

LDL-C (mg/dL)

N—2F A h 5D LDL-C (b= (%)

s P A

PEE AEERRE [95% (R IX ]
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V. BEICEYT HIER

AF#| 10mg/10mg BFICH 5. FARDIEERFEELRERER D LDL-C D
N—=RSA4 UhbDERILE BRHHERE (YT JIL— T

(%) | == BAROISE R AR T 737 10me/H ) |~ BUAREOIT R AR 7ML 255 10me/H
0 0
TR LRBS %
N T =104
Z Z
z z
1 1 —204 —25.642.1
2 z
D @ 201
= =
(4 it —10]
T LIRS
=800 T T T T—
0 4 12 2024 40 s2(8)
e T ]
BEm 058 &5 5767 56 66 56 DIEEEEEE 56 3

N—ZF A 5O LDL-C (bR (%)

I AR E (95 % (X [ ]

LDL-C (mg/dL) R4 U BD LDL-C (mg/dL) R=2FLPHD
- 523 LDL-C Z{t3 (%) NeAT 5230 LDL-C ZAt5(%)
—46.1+1.5 —25.6+2.1
154.5+27.3 82.5+19.3 [-49.0, —43.2] 140.1436.6 102.6+27.8 (207, -21.4]
LDL-C (mg/dL) : F-EfiE + FEUE(R .

ZetEo | BWEH (FEEREEEH)
(RS AFERTIE, AH) 10mg/10mg £ 55 117 1 & OVAA] 10mg/20mg £ 5.8 18 Bill2 s
WT, ITRREMEMEICL Y BIER L Sh A ERGI T e hole, £ E
5425 Z LIS K-> TREBEENENT S L 5 A EERIIR T,
SEAR R, fil: BRIREZE. 2017 ;5 33(8) : 655-669.
6) BE - REANFEER

1. BAAREESEEFEEE LA T 0 — )VIIERE 2 XER & LTz HMG-CoA 8 TEERLEHR
PEREMAERE . JEERKR. FEXR. ZHERIER (JPC-02-335-32)

PSE REHEAERMEZE M S a2 L AT a0 —) Ve (LLF, HoFH) #3661 (CHuhi:fiF
M R SEERE 5 1)

HH LDL 7 7 = L — 3 Z & WifTH T, HMG-CoA % JEE S REHKIR ]+ © HoFH & %
® L L, =8 F I 7% HMG-CoA = uER L ER & OF PG L= & 2 OFMER
(O 7 kL 2 [ (e

F7 HoFH L 2lr s v, LR OT X COEM: 2 - 3/ kB

BRI YE - 16 LA E

- LDL 2RO REN 22, b L UTFBUK T O B 3 e

B EDOBEITI VT TC 23 450mg/dL LA E

LDL7 7 = L—3 A% 1EBNC 1 A0 2 8BS 1 E o CHf L T hnosis
HWIBHAARF D 4 W LL LRI S —E OS5 T

« —E D HMG-CoA iE Jrli% & A 2 Bl 22 HIBR AR D 4 B LL BRI —E D H
% - HETHIRA

20



V. ARICEY SEA

RERHE |LDLT7 72 L— AZEITHTH Y . 7> HMG-CoA iZ R R ERIZRA L T
W% HoFH BB#F & %42, =¥ F 7 10mg ZR&%I2, 1 H 1[0, 12:@RGHHRE D
¥BhEL-,

BRI, s Ao scaitlg, 7 0 77— P REFNIOFAEEL, a7 a— ik
B 2& o BREALA S WHILL BRI —EHEAETIRA LTV A5 0 0FH
e Lz,

LDL-C, ZDOfthd A NMEFHRE B & OVE2VEFEHETE B IX LDL 7 7 = L — 3 AH[D
MR R E V-,

3 A5

FHmTE H TRBRIER BRl &2 e & U7 VRBR R 544 TIRFD LDL-C &b

=P A5

FHmTE H TC. TG, HDL-C ®»Z{b%

Z OO ML IEAEE M OVLTE & A E D2 =R

A - - e b e

LT HERERG RIEMH. BARREMESE

HhEo | ARBRICEHAANONTZ 6 B0 5 BT MV ASAX F O EEIL S #] (10mg

(EES L], 20mg 3 fil, 40mg* 1 Bil) TdH o7z, ARMERFMIZIL 12 BF OG- 2 58
TUET bARRZF R 461, 2o 22 F GRS 1 BIORER 2N
L7
*E) AFNIOEKRBENT-HAELOCHEIZIHIELEE (ZBFIT/ T MANRZRFF L L

T 10mg/10mg X% 10mg/20mg) % BHITROKSTH D,
EEEEALIE B
TPFI T 12BEE% O LDL 7 7 = L—3 A ifTHET LDL-C 24t 21%-9.57% (95%
ZHEXE : -14.11%, -5.03%) ThH o7,
B YR EEA
TPFIT 2R GH%OLDL 7 7 = L— 3 AREfTHIO TC, TG, HDL-C DZE{L%
1T FNEI-9.07% (95%IEFEIXE : -17.43%, -0.72%) . 18.78% (95%{ZHEIX [ : -
42.51%, 80.06%) . -7.58% (95%{5H#HIX ] : -18.98%, 3.82%) T ~>7=,
FRDIAA O MIERRE M OMLE & I BRI LA Lo T,

ZetEo | BHEA

AE R BIVEAIT 6 iR 3 Bl 8 R b Tz, HEE OB IR L-BIERIZE Y (2
Bl) T, TRTORWEHIIBRECTH T,

Yamamoto A, etal., Atherosclerosis. 2006 ; 186(1) : 126-131.
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V. BEICEYT HIER

(6) ARMER

D) ERARERE (—REARERE. FECAREHRE. EARGLRAT) . BERTHR
T—ER—ZARE. WERFZRERZBROAET

BUGERTE

DORIERTFES T — F ~_N— 2 WA 1 O3
T — o — R

R BRI X A3 F—)

HE

FEHD

c RFNLTBRER R F I T LT MARREF PRI BE TORE
BORD RIE e N A RF— T 2 EETREA~VARAT T M A (B
T, THOI] ) OFAREZKETDHZ L, HOLIZ, 7 LT F %) —%
(LLF. TCKy ) 800 % 4 5 ST BARIE & O U I A3 F— D%
T 5,

BB

CARFTTBRER OB F I T LT AR EZF R BRE BT
% RS RERRE 55 O A MBI D BB BUARIE X OV A3 — 2895 HOL @
FAERE T A Z &,

CARFNTBRER R B F I T LT FAARREZF UG TRED A
R RE R ORI RE 2 a5 2 &

LA IR

<HHERFFESNTZY A7 >
- BERUH RUMRAE, < AT —
<EHERRREH >
- FPREREMRE B

AZVEIZBE 9 D i IH

PP

FEICHWZT — & _— 2

Medical Information Database Network (UL F. [MID-NET] )

AR Liz7 — 2 i

TR 29410 H 1 H~SFf 343 A 31 H

HWEOTYA

AR— FTHA

TEH U 7B B O R

BRI CH D ER304E4 ] 1 BN 249 A 30 BiC, AFIZL7
INTENFZBFITET MANRREF U AP S 7= &S e £
FEOIL, BBEROHBIILLTOERBY LT 5,

WREE . ARFULS (LLF, TATZEE) )

W 2 BFITET MANRREF ORI (LUF,  TEZE-ATV B )

TN LER

REASC R RIE

ERARAR A [CK>10 X FE¥EfE EBR (LR, TULNJ ) ] | 2ok
EICEY T A2Ma— R [BR, BERUSROMEDES 10 iR (8L
T. TICD-10] ) ]

A RF—

R MAM (CK>10XULN) | 234 RF—CZS T 52a—1F
(ICD-10)

fEpT It L7 BB 4K

ATZ # 33 5], EZE-ATV & 54§31

BRI S

MID-NET (28T, @IBIMIEDZKEisks & 0 | BPU A I AH) 2 4L
FENTZBERSISH, = BFIT LT MANRRZFUERLG SN
BEE 2B 5 B, ANEEIEO TRk 72 W EBE & RN D EE 08I
SBRAMNERER A LR, ATZ BRI AN S 72 B3E 13 33 6, EZE-
ATV BHZHAAN BGNTZBE T 54 FITH -T2, Fiz. D5 bIFHERER
ENDH D BEHTATZEETIZ 3B, EZE-ATZHETIZ6 I TH 7=, NFHERE
EEOABEZ MO TEEOWTNORBEIC S, BB RAEAE K OV 47
F—IZBI9 % HOI DA X MRFRO LNIERIL 0 FITH Y | FBAERK
R TE R o lz, RAREICS W T, BB K NI A /3F—I1Z
B9 % HOI OA x> MIRBDH BN -T2 & R OF OMENE S V= fiF
MEOFRENG, ZoextR EOEELTET 2 L5 RBRSERO LR
no il

*LITRT 6 H A BINZ—BE T8 AST>2 X ULN X ALT>2 X ULN % 7= 3 &
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V. BEICEYT HIER

QRGeS T — & N— A A T O
?{

BEIREH T — & X—AFHA UTHee R, BUEFZR. Tk, #HE)
HEY EEAM
c AANMLSTBE R R BF I T LT MR REZF BT BE T O
BEICRET 23 B9 & HOIl ORERE LT 5 Z &, IFHEEICET 2
HOI 1%, Figolid (k. BUENTFSR, 3/ES) | WO FREE B
4% HOI ODEEENRWEBETO ALT KO/ UL AST D FH- 245,
Bk B
c AAMSTBE R R BF I T LT MR REF UL BREICBIT S
JFHSRERS & D A IR O IFHEEEIZBI 95 HOI ORALRE G5 Z &,
KRB ONF RO F I T LT MARZRE T OFFR L% O EE
D728 O MR OBEFIRIE RFTT 5 2 &
KRBT RERORZEFITET MAARREZF AT RZE D AN
FERE SRR R O R R 2 Bt 45 2 &
AR R <EHERBEINEZY 27>
- IFRE R R . BUEIFSR., P, A
<EBERAREIFR >
- i RERE = B
BB 2 Mt S s YL
FEICH W= FT — & ~_—=2 | MID-NET

AR L7z 7 — 2 i

TR 29410 H 1 H~SFf 343 A 31 H

HWEOTYA

AR— FTHA

TEH U 7B B O R

BRI CH D ER304E4 ] 1 BN 249 A 30 BiC, AFIZ0L)7
ENFEXNEFZBFIT LT "ARREZF AT S-S5 E B
FOOH, BEMOKIILLTO LB 35,

MR : ATZHE

%R : EZE-ATV Bf

TN A ERE

AST, ALT : BEMEA LTINS T2 BE K

- AST>3 XULN

+ ALT>3 X ULN

k2> HOL (BIERFZ, FFR. #E) OBEER2WEEIZIBITSH HOI
YT 52— K (ICD-10)

FRATICHE U7t B4

ATZ &t 45 5], EZE-ATV £ 70

TR BR R

MID-NET (23T, @ARMAEDZWFEER H V0 . P P I A K & AL
TFENTZBEESISH, = ¥FI T LT MARREF RGNS Sz
BEE 2B 5 B, ANEEIED Lk 72\ W EBE & RN 5 Z 08I
SBRANEEHER S U7, ATZ BRICHL A A & V72 fBE 1% 45 il BZE-
ATV BEICHAAN G NTZBEIZ 70 FlTHh 7=, £z, D 5 LIFHRERR
ENDHDHBEHT ATZHETIL 6], EZE-ATZHTIZ 11 Bl TH -7, Ik
REEOAEZMLTHEOWTNOBREICS, JHHERICBET2 HOI ©
AR IBRBOLNTIEFNT OB TH O, FERKIIFHTE ooz,
AFAEICEBWT, FEEEICEIT 2 HOI DA X2 MIBOLNALRN-T=2 2
EROEDOMINE ST EDORERNL ., BRI R LOHELET S
£ BBEITRD b o Tz,

*LITRT 6 H A BINZ—BE T8 AST>2 X ULN X ALT>2 X ULN %l 7= &
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V. BEICEYT HIER

QRUEIFEH% T — & X — AR DR
BB T T — # N — A FHE (BB, FERAS)

B TEHK :

CERHLFTBRER R B FI T LT AR EF UL RETOS
M K OWEPRIFIZEE T 51 H XX HOIOHARZ ik 25 Z &, HOI
W, fpEE, ~EZ vy Ale (LLF, [HbAlc) ) &KUY ICD-10 F#E
1ZFS < EHE K OWEIRIE DFEA &35,

BB

c KFNFEER R PF I T LT MARZEZF R BREIZBIT
2 RS RERE 55 oD A 4 51 D w3 LB K O SRR IC B2 HOI D3R %
SToz L,

KA ERER P FI T LT AR EZF AT ERED N D
Feat AR EE K G ER R 2 5 2 &

LRV R <HEHBEREEINhEZY 27>

IR, BRI

<EBERAREIFHR >

- PR RERE R

BB BT IE ML

FWEICH N =T —F_X—2 | MID-NET

FEICFA LT —28IM | k294 10 1 H~5SFf34E3 A 31 A

REDOT YA AR— hTHPA

B U7 hgER K OV AR FERYCTH LR 304E4H 1 BNLDST24E9 A 30 HIT, RAIZLS

SNFEXIFZZEFIT LT MANRZREF U E LS S 7= 5 S e &

FOOh, BEMOKBIILLTO LY 35,

MR ATZ B
St : EZE-ATV
TN LESE fkE, HbAlc : MMAMANLL FICiEYS T 2 A

- MFEME>200mg/dL &% O HbA1¢>6.5%, XiZ

« B0 % BIZHIE L7z 2 ([0 MU iE>200mg/dL

FEAD HOL (s K OWEIRI) OBAER R WEFICE T 5 HOIL IZ#%
BIZ2kr=— K (ICD-10)

FRAT I U 7o i B 5% ATZ # 741, EZE-ATV &£ 9 51

E 7 il BoRG R MID-NET (28T, EAFMAEDOZMRiExs H 0 | S I A K 2
TFENTZBEESISH, = ¥FIT LT MARREF U RGNS Sz
B 852 B0 5 B BRI DM S FLGEN 72\ W EE & BRIV 5% 08I
SR ERER T Lok . ATZ BRI A AN S N BE 1T 7 4,
EZEATV BEICHAAN BN BEIZOFI TH -7, £, T D ) BIFHERE
MEEMN D D BE*T ATZHETIZ0H], EZE-ATZEETII 20 TH > 72, Ik
REEEOHELZHDOTEEOWTNOBRFITH ., &R R O R I%E 2B
95 HOIl OA X2 " DRBRO LNTIEGIT 0 Bl TH Y, FARKITIEHT
Ehhol, KREICEWT, &ML OFERFICEET % HOL O A~
MIRBO BN o722 & R OE OME S NSO RENS, @7
AR EOHEEZES D L) RIBRSIIEO bR o T,

LT 6 » ARNZ—EETH AST>2 X ULN X ALT>2 X ULN # i 7- 9 B

2) REEHE LTRBFPEOABTRILREE L-IAE - HBROBE
REM LR

(7) T Db

MM IRRERICIS W T LDL 7 7 = L — 3 A & JififTH T HMG-CoA = JtEZLEAR] (7 FLRx X
F U XIET N AL TF % 40mg* XL 80mg*) % Ik H T D FME A HoFH B F I =€ F I 7 10mg &
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V. ARICEY SEA

PERCKERO®RE LR, LDL-C RO = L 25 1 —/1 (total cholesterol : TC) X FIT/K T
L7z,

E) AFNOABSNIZHELOCHEIZ 1B 1E 18 (mBFI7 /7 MARAREF L LELT
10mg/10mg X% 10mg/20mg) # BHIZHEAHKE G TH D,
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VI. EHREIZEHTHEHE

1.

2.

EBPHICEAEH HLEMXIITILEMEH

ML AT a—L b T v AR—Z—LEH

HMG-CoA & Jri% & [ E Al

HE  BEEO B A OMEE « ZIRFIL, BEFOEFRLESZRT L L,

KEMEHR

(1) fEFRERLL - fEFRHFF

AENTNBTHOI L AT — L RO AT a0 — L ORI ZBIRICLEST 3= PF I 7 L. JF
g coa L ATe—LVOEAGRERET DT NMARRZTF U ORERITH D,

TEFIT GBIV AT — )V T VAR —F —[HEH

TP F I TIIEEEL O Ea L 2T a0 — L ORI ALEST 5, =8 F I 7T OMEMEAIT/ NG
THY, NAAX 5T NTERBRICB VT, /NMETO I L AT o — L OWRIL & B4R AR
EL, ZO/RR, HROa L 2AT7Te— LS8 KT, Fa L A7 — L Z2 K F 720709,
9, TEFITROZOEERGHY (=BT I 7RENR) 1%, DBEMRICHFET 22 AT —
IV hT U AR=Z—=Td% NPCILL IZfi& L, NPCILI ® = L AT v —/LigidERe 2 (&9 2 10
11), 12)

ZOFER NEREI T OB EME L ORI E 2 L AT v — L QW) A T 1 — L O WG I AS =R
WCHE S, MM CEEIRDI I/ v Zarfoal ATa—LEaNMEFT 5, /MMy
DO~ 2 VAT 0 — VEGARBENBY T 5 Z Lk, FFlENOa L AT e — L& &N
KT L., g2y VLDL O3 MR T4 %, 72, HlgicIIT 2 LDL 25 ERFEBE N HEINT 25 2
LIZE D, M LDL-C WV IAARDBEMT 5 EEZ N5, ZhbD0Z &Ly, mH TC K
LDL-C 2ME 9% D8,

ZoZEnsb, =BF I 7 OEMREFIIMO SIS MAEGEA] (HMG-CoA EItEEEHEH, kA
F AR, T 4 7T — FRER], WA T a—L) L3RRS, 18 floEa L AT a—/L
JERE 255 & LA OBERERARICBWT, =¥F 271 2 #BEOFRGICI /MG To=a
VAT — VRN Z 7T 2 REEICEL U 54%FH5E L7z 1),
TEFITIHNMETOa VAT e —ARINEEICL VRO 2 L AT e —LE&E2 KT IE5 0,
i Ccoarv 25— OAEEGENUMEMICTTET S, a L 2T a— VoA EMREMHT 5
HMG-CoA # R EAEOMFHICL Y, M a b AT e — LR3I FT5 2 808, A
X AWEEEBR DR NEAOE 2 L AT u— ) VIEEF 2R & L2l 19 19 19280 ORER
776

F-, Ty MEICBWT, =2 PFI T I alb 27 a— L RO X T 1 — /L DOWRIN % 347 1 BHL
EI LN, EE, B, Yo xray, =FS VT XA R T U AN REREE X I
A KO D OWIUZITRE L 22D 729,

7 FIVRAZ F o HMG-CoA & Tl 35 [ E A

7 MR AZF XK O3 VAT v —/L& &2l 5 EEEZR TH 5D HMG-CoA =T
FEZE BRI OBEABICEL, 7 MAARREZF U L RBREOERAZET HREW L & b1,
gD =2 v AT v — VG EIElT 5 1D, ZOREE., 7 MR 2 F IO LDL S5 K5 a
NS, 2OV REASWMEZIKTESES, ZoZ L2k y, fd TC KON LDL-C ME T4 5,

B, AFF O EE LDL-C K T RICEMAMEBERIIZEO b2 N2 E RN bR TEY
FOFERO—DE LT, AXFUNFHEN I L 2T o — LEEOE T & [FFEC, LDL S8 K%
SRS % PCSK9 DFRBLR W EE NS D a L 27 o0 — LRI A REHICTTES TS 2 ENEZL
Z/Lflz N ;:) 18), 19), 20)0
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VI. EDFEEICEI SHIER

Fo, T IARREFIMPIEEEREEZLEL T, &2 L AT a— VIEICHE O BIREE(L D %
IiE &2 T 5,

TEFITET NSRS FUORAE, BB EREE CISEHE FER 2 T 5 2 Enb,
EHAITHRIR N7 2 L AT BV iEBH R OF MR = L AT o L RUE R L
T\ BREIE FIER O LR DRDIE S 12 19191020,

( asmgarzzo-n )

7

( mitigaLzso-n )

FRIVISABF, HMG-CoARTTE®E |
Ao Eg

EFI7 ] LDLEZE &
aLxFo-i | mRNA T

PR CEE

AN p—
LDLS Rt BFHE

-

\ \
v h1a3oo (Y np Ny
(BE#) /hBE2imRa :ll/ZJ_'D—/Jl/ = LiFoh < “VlbL —> DL — mLDLj

Q) X = E A+ HEBREHE
H=¥FIT
-1 =T a—VETER
OF7 "MARREF L L OHRATEIZLZ=PFITOa L 2ATFu—VIETER @75 —% : 4 X)
EISfEAMA I P F I T ROT AR E F o 2 BT < 2 BEEE L, mifa
VAT O — VICRIEFTHEBERF L, = ¥FITLT MARRYFUEHEG T LI
L0, FIEMEMBEEE LR L TR L AT o — L ME TR L2,
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SEAMAREA X ITHAMERLILATAO—LIZHT S
IEFITRUT MLNAREZFUODOHAREDEE

(ng/dL)
25

SROBE —ONINT L ERE

a, b

15 B

—O— Q2 FA—L

—pe TEF =T (0.007ng/ke/H)

—fJ— F IR RF (Ingfkeg/B)

—— TFFzT (0-007ng/ke/HY +7 FIHZRF 2 (ne/ke/B)

Z R a2 L AT v — V28t (mg/dL) O EHMEHENERE 2R T (n=5) ,
a:p<0.05 Tar hr—/L (FEMIFEEIRED L THEZESY (Scheffe's F RE)
b: p<0.05 TTEBF I THAIFR G UTT MAANRZF UHAIR R L THEZES D (Scheffe's F #E) .

QEIRFRAT Y LR HIREETHER @WF—5 : $1)
T A S 35 A ERIREEHERE O F O L 50 8 F I 72 RERS L, =EF I 70Mm
W= L AT B — M RIET B R LT,
FRRERE S 20 1 IO B ATEHEE % . BIRETEH Y F 17 (0.Imgke/H) IR
TR GRE - 20 AMOBIEEEHTYF 7 (0.1mgkg/H) RATR 5%, BIRETEO 2R
(=EF I T
NERR R CETEF I THE 9 B BICMEHA 2 L AT 0 — Lg% IR
TL. [PR#RSE CROSER T L AT B — L OB ERICHE Shiz, Tio, =853
TORGAIES 3 B REIZEESEARHC b 20b b, MRS L AT o — VI,
OGRS DT, Z0%, MR L AT B —ARHM L2 b, =8F I T OfF
I T 5 2 L ARSI Y,

£/, T AV 0.0003~0.0lmg/kg/ B DY F I 7 A& ENEEE & i 3 BRI R G L, ¥
BT BICZ2 Mg LDL e O HDL 2 L 2T m— LA RE LT, TOME, =PF I 713
BEIEMAMTIC L U MAE LDL = VA7 v — LN A LR L7223, M4 HDL = LV A7 1 —/L|Z
XL CITREBE RITI R0 ol

B, EREEIAW T B AL T, 0.0lmgkg/ B OB F I T ERAZEG L Chfa LA
Ta—LEAWRMEL FICE TR TFSEH 2 Lidkeno7e®,
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VI. EDFEEICEI SHIER

EBEAHAR T AT FIVICEFTA2NFERILATO—ILIZRIETIEFIIOEE

(a) MEFHLKILRTA—)L (b) M LDLaLRTFA—IL
(mg/dl) TEESRIRIAT  SEEFHAR+IEFIT(0.1me/ke/R) (mg/dl) EEEFHAT SESHBAF+IEFIZ(0.1mg/ke/H)
[ I ] ARBER [ I Bk
ﬁ 200 L?." 200
[ L 2
Z 250 2 150
4 a
7 200 s ARBSE T ac RIS R
i —o— FRIREGEE JL 100 —t%ﬁ&#ﬁ
150 b
% E
50 b
[ I | - FRhR SR [ I | FREBS B
BIEANAN+IEFIT (0.1mg/ke/H)  BIEERARN

EIEANAFH+IEYFIT(0.1mg/ke/B)  RREARAR

0 10 20 30 40 0 10 20 30 40

FrlTmiEe = L 27 m—/L (mg/dL) OFHEHERE HEIZME LDL =2 L 27 2—/b (mg/dL) O FHfi+

MmEERT (=95 . R EE T (n=5)
* 0 p<0.05 TIHRERGRECHLTHEEDLY (th a:p<0.05 CHRABEEIAMAMEIC L L TREEZD Y
E) o (tHRE)
b:p<0.05 CHBEHEGHE20 HEOMEICH L THEE
HY CHRE) .

c:p<0.05TTEHGHE20 HHDEICK L THEE
HY CHRIE) .

D 2/MNEPLDa L RT a— VIRINEEER

QavATFu—VRIEEER GAEAT—F)
L AT o —/UVIE R (LDL-C : 130~180mg/dL) 18 fil & %f 4|2 Bl % #E/E AL — HE M
T ARRE 2 v A — =R BRIC LD =B F I 7 10mg XIE T EAREZ 1 H 1[R[ 2#
MEROREG L, = BFIT70/NBICBT 2L A7 — VIRIUC KIFTHEZRF Lz, 2
HEOBEHIZE Y = ®FIT 10mg 1T7 7R L2 VAT B —VIRINE S4%(K T &7
(p<0.001) 13,

MNEIZBETS5ILATA—)LRIRICRIFTIIEF S T 10mg HEDOFEE

(%)

q o o e
L al
2 % -54%
o 3 A 49.8% (FFERE100%E LEROE(LE)
|
o220 4 |
N
{4£ 10 - 22.7%
0 - T
T3tk It¥Fz7 10mg

FEIEZ 2 L AT v — VRO EZ 7S (0=18) .
% p<0.001 TTTERBECLL L TCHEZED D (DO .

@avxFu—VIRINEEER @5 —4% . BERKRONPCILI /) vy 77V b= X)
NPCIL1 EHE O#EIE %2 KEEHE7- NPCILI / v 77U b~ ADa L AT o — LIRITEHRL
ARl 2 LR LT 69%IE V2 22y, NPCILL AN Tl L 27 1 — VRN O K5
EHISTFTHDL I ENRENTZ, 728, NPCILl / v 7 7 U b~ AT L AT o — 1K
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VI. EMERICEY SRR

IR FUAORBTEF TH Y . HE., AFiHE. MIRELFIRE, WIROHRAE &K OHHET
FIRAEICI W TREZRD o T,

NPCIL1 / v 7 77 b~T AR OEAR <~ 2 (22¥F 7 10mgkg Z# 1 B 1183 HEKERA
BehH%, =B FIT70a A7 — VIAEER 2R Lz, =BF I 72 &KE LizB4AR
YUADA VAT a—/VIRINEIL NPCILI / v 77U h~U AOWRIE L FEREICETIKTL
723, NPCILI /v 77 U h~=UAOaA L AT — ) VIRIET, =BT I 7G58 LIERGH
THREETH- T,

iz s, m8FI71F NPCIL1I 20 LCa L AT r—/LORINEZREST D Z EVRS
iz 1o,

1) -3 ZREWIRBIREEL T 7 VIS BT 2 BIREE LI 25 B 3 7
O7RE/vI7TUM~YUR @WT—4% : vV R)
THRE /w770 Ry RACZ BT I T ZEREE, RIEER SUX 2 L AT v — VIEE AR
&l HITIRETE G U, KENNR PN i U ARE T i M OVSEEh IR PN A D 1 oD 973 28 8 67, v i 2 Y 7
T2 LT, WIREAREREOERICEKIET =BT I TOREBERF Lz, TORBE., Y
FERGRBEECTIIWT OB Z 5 272 & J I HBRENRBE LB E BB L z0lcxf L, —
PF I 706 » HBRAEKRSGICEVIREDHERINNHE S o,

QOmEFATT v X @7 —% : vIX)
BRI T R IC 2B F I T RRAKRG%Z, KRBE#E&ICST5a 27— 27 L
OV L AT 0 — L OFEBEEZNE LT, REREHEOERICKIEFT=EFITD
R RF LT, 2O, IR G R CIIRERIERIC B W TIRAE N 2 b L7z DI %t
LT, 0.6mgkg/HDO=EF I 7% 4 HFREEKGT 22 LICKVIREDOERDERITIH S
(F—2R&ET) | RKBREHICBNTZEF I 7 HREGICLY a L 2T 0 — L= 27 )L KON
B L AT B — L3 ZEINZEI 68% K DN 55%MK F L7z 9,

SEANEFIYXORBRI LA TO—LEBEICRIEFIILFITOELE

. . a L A7 u—/LEHEE (ng/g)
DEBE TPIFS /kg/
KERDOEAL F7 (mg/kg/H) pa—— e
J— 0 4.92+0.96 2.03+0.23
: 0.6 1.55+0.46* 0.92+0.09*
. 0 1.25+0.39 0.94+0.23
HaE R BOAR 0.6 0.95+0.28 0.57+0.07

FEIX 2 VAT B — LV ERE (mg/g) OV CARERELTRT (0=8) .
% @ p<0.05 TIHMIEZGXIBBICHL L THEEZEDH Y URE) .

1) -4 Z DfDIER

ORAT e —NVRZKIETRE @WT—F : Ty k)
v hEHWT, ZBFITOaL AT a—LLSAOREL D AT o — LRI 5 1R % |
AL AT u— VIR EER L Lz, TORE, =¥F 17 (03mgkg) I L AT 10—
NWROY AT r—=)L (WA T r—)V) OWINZFRPIHEF LR, e s 27 e X
TF oV TRANTIOF—NVIITHELE RIES o722,
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VI. EDFEEICEI SHIER

QML S I VIR RIETERE W7 —4% : 7y 1)
HeZ > PO+ ZFBBANIC=ET I 7 (10mgkg) Z##5 L 1KF%ZIC PH] ©4 I AT [PH]
B4 DA HRIBNICEALEZ, = BF I 7RG 2.5 B PH] ez e
L7zfER, NMEPLOEZ IV AL EH 20 DORIIIR L T¥T I T3 EL MIFE 72

Motz ),

2) 7 MANRREF YV

2)-1 2 VAT e —/)LERIEWER (invitro, 87 —% : T > 1)
b N AFREAAE B K HepG2 MIIEICHWT, 7 FAANRRZF 4L a L AT o — L DAL R DA
WS TH D HMG-CoA & IilESE 2RI OB A LE L, FigErb0a L 25 o —LE
B A PREEARIFRNCINEI Lz 1D, EIZT MAARAREF TR OKREGICEY, Ty hOfaL 2T
0 — VAR A FREE & bl U TR il L7z 2,

2) -2 WA MEE T VEMIZ BT DR EETIER

O zavATu—VIETER @7 —% : v¥IX, I=TFRB~TR)
AL ATH— LAY ER PRI L AT e — VAR I =T ZICBNT, 7 MR EF TR
AfGICE VIR a L A7 — M E2 K TSt 5 & & 62, LDL 22 L AT v — UfE & UM E
TR BEAKT S 22, LDL B RKE~ 7 A X WHHL 7 F(ZHBWT, 7 FL/NA
ZF U TMER 2 L AT B — Ul ROV LDL 2 L AT v — VEZ KT &7z 2027,

@ rYZVEY METER @Y7 —% : I=7FRVGT v 1)
AVAT R AR =T ROV afiAfmE Y 27U ) RMAET v MZRWT, 7 bR
22 FAATMH Y 7V Y FMEZET S W7z 22,

2) 3 BREALERASIER @7 —5F @ Uv¥¥)
VAT r— VARFNEEE Y Y F KO WHHL 7 B80T, 7 bR 2 F 3B IR L
AT L MR D L AT 0 — L E R K T g7 292,

2) -4 YV RAEBRBIHT DER (invitro, BT —% : ELEY b, vV AR, Fv )

HepG2 MEfRIZI VT, 7 MAANZRZF UIEMAN a2 L AT e — LB ®&EZ K TIE5 & L b,
Jif LDL %2 %% /& mRNA #BL &N O LDL A RIEEZ N EE, 7R BoWEL O NY 7Y &
U ROWEEIK TS8R 230, EEELEY MIBWT, 7 MR ZF 30T LDL /K
EEEZENMSEL L EHIC, TABAWEZKFSHLD, abATFa— AR =7 XICEB
WT, 7 MR AZF X VLDL-7 R BREARE 2K F S87- 29, LDLZ AKX~ D 22
WTC, 7 hRAZF NI VAT O — LV WHE # K N S8z 29, vafEaurm bl 70k
U RMJET v MZBWT, 7 hARZREZF AT 7 VY REWaEEZK T X872 29,

3) ER R - HrhEbFAE
M E R L
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VI. XY EiREIcREd 5IEE

1. mMAREOHRE
TEFIT
=BT I GERAER) .
RILICB T D 7 v VEERAIR)
AR & AR IRE OFEfiRT SR E LT,

T RN AKEF

T EF I T OFEEFEER

T BN A L TF o R 2 S PR ORI RS & LTz,

) ABRLEDEOLPRE
M ER R L

Q) BERERTHERE SN MR

1) BARANERERAZASE LI-AYFEA RSB (P386. P436)

AARNEERR AL LRI, 7 m Ad— =Bk D KHI
CPFTCHE R T CHEIRE O G LAY AR [R S

PEZ R L7z &

HMTHLITEBTF I THAKR (7= — K
W R EF I T[T EF 7 GEHAAEK) +=EF I 7

T=BFITET AT
X, BFIT, EBFITRE

EBEOT RARZAHZF O MBEFREHER I NCEYEE T A —X I TO LD THY, K
%] 10mg/10mg X ¥ F I 7 10mg &7 hA A2 ZF 2 10mg P, W ONTAH] 10mg/20mg K

OC=EF I 7 10mg &7 /IR L F 2 20mg DHFH & O CHEWFRIF S

EVEDNIR D BTz 3933,

BAANBERANICKE ZZHEBERZRSEL-EED
IEFIT, IEFITHREGRRUT FILAREFoOMBETEEHTE

10

HJLLJ

-* FH|10mg/20mg(n=48)
= THEFITF10mg+
TR 2AF L 20meftRin=48)

\l\li_l

@1 2 3 4 6

"

?""EHB'%H#FEILMI

-& FH10mg/20mg(n=48)
— IFFIF 10mg+
TR Z2F 20mgfH R n=48)

"B
o —o—FH10mg/10mg(n=148) T 7]
g & L F 5 10me+ £
= T2 AF 10meid B n=150) =
S S
m ET] D a4
rh % h % 3
B o B 3_
H & T~ -.+_ * H & 1_
——— — o
120 ?‘E}fﬁﬂ#FﬁLhrJ
"
z ~o—#H|10mg/10me(n=148) 2
S=n - THHFIF10mg+ S
fu m T3 2 2F  10mefiF(n-150) fﬂ w
o W
gy w2
H 8 g . H 8
1 T t 1
- 1H S TEEFRS (hr) -
1684
far o
= SE..
g s—FH|10mg/10mg(n=14%) N 121
w= =T HFIT10me+ h=w
53~ THL I RSF o 10metfin-150) <8 o]
if ZE o
Fa ﬁ z L ﬁ 44
-8 ) ~E
'___F'F_""—--—t—-—- ;

15 483
FAB I A e 2

B EEbHE (hr)

& FH[10mg/20mz(n=28)
= I F2F 10me+
Th I T2 5F 2 20melH R n=48)

1j——i—_f__‘
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VI. EMENREICEAY 51EE

FERFIEFITET MILNREFUEGATERRERBEEL-EED
IEFIT,. TEFITRERRVT FMLNAREZFUDEYERE/NT A—4

TEBF I7 10mg/T MR AHF 2 10mg
- T¥FIT T ¥F I THRER T RN ARF
S5 R AF B AFH ivss AF B
(149 #51)) (150 f51) (149 f51)) (150 f51) (149 f51) (150 f31))
E?i;LT 5.78 5.58 73.3 71.2 3.85 3.91
ngﬂzqhnL;) (5.38,6.21) | (5.20,5.99) | (68.7,78.2) | (66.5,76.3) | (3.56,4.15) | (3.60,4.24)
ﬁf{ﬁziiT 92.2 91.0 553 554 18.8 19.1
n;%qhﬁnﬂ}) (87.2,97.5) | (85.9,96.5) | (520,587) | (523,586) | (17.8,19.8) | (18.0,20.2)
Tt (hr) 1.50 1.5 1.02 0.98 0.750 0.52
max” (AT [0.483,24.0] | [0.48, 16.0] | [0.483,4.00] | [0.48,6.00] | [0.233,6.00] | [0.23,4.02]
) ) 18.2 17.7 17.3 17.5 10.0 10.0
12 (48) (48) (50) (45) (33) (37)
TEF I 7 10mg/T RIS AHF 2 20mg
o z¥FI7 T PF I TREE T RN ARF
S5 R AF B AFH ivss AF B
(48 ) (48 ) (48 ) (48 ) (48 ) (48 f51)
Eﬁ;gﬂ;T 7.65 725 59.8 55.1 9.53 103
ng BoymL?) (6.73, 8.68) | (6.34,8.29) | (53.9,66.3) | (49.8,61.1) | (8.22,11.0) | (8.72,12.3)
gf{gzﬁiT 973 94.8 400 388 39.3 39.3
n;%qluhnLi) (86.6,109) | (85.0,106) | (361,443) | (358,422) | (35.9,43.2) | (35.2,43.9)
Tt (b1 1.50 2.25 1.50 1.25 0.875 0.875
max [0.500, 8.03] | [0.500, 8.02] | [0.500, 3.00] | [0.500, 8.02] | [0.500, 4.00] | [0.250, 4.00]
1) ) 19.2 17.8 17.1 16.7 9.63 9.27
12 (45) (50) (48) (53) (34) (28)

%ﬁ? TEATIEIE  (95%(5 HHIX )
T Z2BFITROET AR TF

P oV F I THAE
SomgeE [ ME, kA
I ST 2 K OV (aT%CV [100 x sqrt(exp(s?) - 1) THHE ; =2

213 F AR R E T DAy B D HE E ]

2) REREGRR . AERARERAZHNRE LEZBFITET MARREFUEHRALEZ L X
DEYHEERRR (P00460) GEAT—%)
REABERERR A 32 Bl &%t Bic, =¥ F 7 10mg, 7 hARZAZ T 10mg & 14 B, HAIL
EOFRER A& L7 7 B R5R T & 2 kil 2 i L7z,
TEBFITROT MARE T o OIEYEHREIZ IR ER O & 2 LY EERITRD b
MNoTe b,
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VI. EMENREICEAY 51EE

NEANBEBATODT MLAREFUEIEFIIHADOEE

Toa
HH/=EF I THEA DL BER/T R AR R H T A DL
xtEILEY) (90%5 #E X [H) (90%5 #E X [H)
CHIB.X AUC CHIB.X AUC
s < 112% 99%
T ET T (30, 157) (72, 134)
. . 107% 96%
T RS ASTF (72, 159) (68, 134)
-t Rox 125% 122%
T RANRARTF (102, 154) (103, 144)

ST — % (a=0.1)

<BE>
TPFIT

HANBERERRA 9 BiliC
Hﬁ&@@ﬂ&ﬁbt

H HE TITER K.

7z 3

IZHAS < 90%EFE X 4]

TEF I 20mg* &, WIEEATT (AFHLERTS 4

AYLAR) 121 A 1 [E 14

5 S RF I IROTCF S A O MR EE H 3

ICEBEL7-, HERIRERO AUClum IO WTEHLIZZ¥F I T RN
T TRERO BRI, FNENTEE 154 R ON137 TH Y, EREMERRN D

ERIRIBEN

BARABERAIZCIEFI T 20mg*%# 1 B1H 14 BREREZEAOEELI-LED
IEFIITRUVIEFITREROMBTEEHS
—& ITHFIT

-0 I¥FITHERK
F491E+S.D. (n=9)

(ngnEqO/rmL>
1000

100

Bl 3=l
o

0.1+

! I%

L L T/

?123468 12??
1 3

34

a0
N
©
S
o
®

12 24 36/48 60 72 5% ()

#EAH(A)




VI. EMENREICEAY 51EE

BAANBERAICZEFIT2mg*%# 1 B 1E 14 BEREKOKELZEEZD
IEFITRUIEFITERAEAROMEPENHE/NS A —4

TP FIF TEYF I TREK
Tmax Cmax AUC0—24hr Tmax Cmax A([jlg(gg}ir
(hr) (ng/mL) (ng-hr/mL) (hr) (ng Eq/mL) hr/mL)
LA H 0.944 8.62 78.9 0.889 108 511
(56) (47) (42) (38) (28) (35)
14 H A 0.778 14.9 114 0.833 116 622
(34) (52) (26) (30) (26) (33)
" 1.87 1.54 1.13 1.37
B == a
R (36) (18) (31) (30)

BT 6~9 BIDFHME (CVY%)
a:14 A A/ BEDL

E) =BT I TOARINTHEROHEIZ=ETF I 7 10mga 1 B 1RIRZICROBEEGTH D,
) AFNOAB SN HELOHEIZ 1B 1E 18 (BFI7 /7 M2 ZF e LT
10mg/10mg X% 10mg/20mg) # BHIZHEAHFE G TH D,

@)
LR L
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VI. EMENREICEAY 51EE

@) BE - ftRAROZE

1) BARABRERAZNSR L LI-EREORERR (P389)

A AR NAEEE AL S 12 5512, ARHK] 10mg/10mg S 10mg/20mg % R 1% M OVZE G L2 B [R1#R 1 $%
HL, RFEOPEBLZM L&, ffh€FIT7 GERAR)
7N a CRBREER) KOT MR AZ T DIEPENRENR T A —Z I T D LB Tho7¥),

T¥PFIT

LTI IT GRasR

TENGRFICLE RN TRERETCoOMET YT I 7 FEAMER) O AUC 1T 5%~14%, Cmax i 14%
~18%&H> > 7= 39,

T RIVNNALF
ZENERR I N T ARBEETOMBER T ML "2 ZF D AUCIE 21%~23%. Cumax 13 47%~68%

Ko 72 39,

BARAN@EERKAIZAS 10mg/10mg XL 10mg/20mg # BEZ R U EEFEEROKRERD
IHEFIT, MIEFIT CGEEARK+T LY OVBEIEER) RUT MLAREFUD
EERE/INS A — 4

T¥FI7 10mg/ T FIL/NZAZF 2 10mg
zPFIT P r T RANAE T
(13 1) (13 1) (13 f51)
AUC st - ; 91.2 513 16.4
(ng-hr/mL) 2R (70.8, 118) (416, 631) (13.0, 20.8)
86.4 493 13
Y T
Xt (74.2,101) (416, 583) (10.4, 16.4)
0.95 0.96 0.79
4% \Z A Il
AT 0 K (0.83, 1.08) (0.84, 1.10) (0.68,0.92)
Conax - ; 7.85 77.3 4.05
(ng/mL) IR (6.07,10.2) (63.5, 94.0) (3.34,4.91)
6.78 84.3 1.3
Y T
RS (5.24, 8.79) (69.9, 101) (1.00, 1.68)
0.86 1.09 0.32
%% N7 AA I
AT O (0.68, 1.09) (0.98, 1.21) (0.24, 0.43)
Tmaxt (hr) o 1.50 1.00 0.75
IR [0.500, 5.00] [0.500, 2.00] [0.500, 1.00]
. 2.00 2.00 2.50
Rt [0.500, 4.00] [0.750, 4.00] [0.750, 5.00]
ti2" (hr) ZENE R - 15 (57) 15.9 (52) 9.77 (20)
B%EEE 16.4 (51) 17.9 (55) 11.2 (28)
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VI. EMENREICEAY 51EE

T¥FI7 10mg/ T FI/NARZF L 20mg
TVFIT ot FI7 T RURAEF
(14 1) (14 1) (14 1)
AUC1ast - ; 73.7 501 36.5
(ng-hr/mL) ZERRS B (55.0, 98.8) (387, 648) (29.6, 44.9)
63.5 456 28.1
Ay T
B (48.6, 83.1) (354, 587) (23.1,34.3)
0.86 0.91 0.77
%% 7 AA I
R E O fe (0.78, 0.95) (0.83, 1.00) (0.72, 0.82)
Crnax - ; 6.14 73.7 7.22
(ng/mL) ZEERS B (4.10,9.19) (55.7,97.7) (5.28,9.87)
5.01 67.5 3.83
Ay T
e (3.61, 6.95) (50.0,91.1) (3.00, 4.88)
0.82 0.92 0.53
%% N7 AA I
R E O fe (0.62, 1.07) (0.78, 1.08) (0.39, 0.71)
Tomax (hr) e 0.88 1.00 1.00
IR [0.500, 6.00] [0.500, 3.00] [0.500, 2.50]
. 3.00 2.75 3.50
X [1.50, 6.00] [1.50, 5.00] [1.50, 6.00]
ti2" (hr) ZENE R - 15.1 (47) 17.6 (52) 8.54 (17)
BHEE 17.2 (41) 18.9 (63) 10 (23)

tOA SR Bt OB 6T B RRIRIR A DR T T L0 BB U 7o B N IR I B OY 95 %1 HE X 1
ol [/ ME, K AE]
S SN E K O %CV [100 X sqrt(exp(s?) - 1) THEM ; 2 2T s2 i3 H AR EE T Otk D HEE fiE ]
I Fe/h 3 PN IS < AT O 90 % (B X R (R #4/22 iE )

2) BFHEDORE
VIl 2. 2o NEEZOHE] OESK

<HE>
TEFIT

O F b7 1 L PASOFEHRE R ~DE UEANT —%) 30
fERERR AN (12 f]) Zxt% LT, =€FI7 20mg* & &FET ~ 27 2 & P450 (Cytochrome
P450 : CYP) MR R DOEE L R 5 AR RIEEFEZPFH Lz & &, CYPIA2, CYP2C8/9,
CYP2D6 KX CYP3A4 JEME, WNZ N-TEF IV R T AT 2T —PEE~DHEIIZRD LN
Moz,

@7x/7477— b LeOMEER GMEANT—) 3D
fERERR N (8 fil, LDL = L AT 10— L =130mg/dL) Zx% L LT, 7=/ 747 F7—F
200mg (1 H 1[E]) &=¥FI7 1omg (1 H1[E) 0 L7L &, mMEHT=ET I 7THRANKR
BEED Coax X NAUC IZZENENHI LT ER NS5 EH L=, R EE®ROH D H 0 Tids
Mole, 7=/ 7477 — MOEYBEIZKIZTZEF I 7TOEEBIRD NN T,

@ v uARY AL OMBEER GHEAT—4)
I VT F=r 7 )T T AN 50mL/min 2, o, —EME (75~150mg 1 A 2[E]) O
o AR Y CHFIEZRATOEBAAE QF)) [P F I 7 10mg AHEKRG L L&, R
FI7 GERGR+HEAE) O AUCIEREEFERRA & g U T 3.4 f5mfii 2 s L7z 39, Bl
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VI. EMENREICEAY 51EE

2.

T, BEEOBHEREDOZOBBIEZITV., v 7o xR Y VHIZ2 G EROEANC L DA%
EZFCWEBE (U6, LT F=2 2 Y75 132mUmin) I[C=FF I 7 10mg % HH
BhH LI E, RoBFIT7 GEEAKRHEEGER) RED AUC TR & i L TR 12 %
EAEZ R L2 39, fEERA (124]) Z2x4%E LT, =¥FI7 20mg* (1 H 178 HE) o
fedk 57 HEICY 7 o AR Y UBAI 100mg ZHEIRRO& G Lz &, T 7 m AR Y VR
JED Cinax e OV AUC 1337 B AR Y HAMEE G & I U CTENZI 10% M5 N 15% E5H- L7z 40,

@AV AFITIVCRLHE GHEANT—5)

ek AN (8 i, LDL = L A7 n—/LH=130mg/dL) &% & LT, aLAF T I 4g (1 H
2Mm) LxBFI7 1omg (1 B 1) AL E, MEFoEFI7 GEALGHKE) KO=x
BT I TRERBEED AUC IZZENENR 1/5 KOV 12 1K T LT,

® Z O OFEYBRE LRI EIER GHEANT —%)

M AEERICET2HKRBR T, =¥FI7 1omg EUALT 7 Uy, Vaxvr ROBHT
K (ZF =V A RT VA=, LRIAVF AL B LRER, 2 b oRyEhRE~
DEBIRDLNRhoT-, VAFV U2 ¥FIT 10mg O LZFER, = E¥FI 70N
AFTRATZEY T I T HRBITRO Lo Tz 39, flEaH OkEE7 v I =7 A &K
Bilb~ 72> LEEH) EoBFIT 1omg 20L& &, FEF=BF I T RARIRE
D Conax 1IHI 30%1K T L7223, AUC ~DEEITFRD /R Do 72 42,

E) ABIOARBINT-HEROCHEIZ L H LENEE (mEFIT7 /7 MR REZF LT
10mg/10mg X% 10mg/20mg) # BHIZHEAFE G TH D,

SRR/ S A —4
OF. v
s ERh L

(2) MR 52K € SE 30
M E R L

Q) HREEEH
MR L

DIVF7S3VRA
M ER R L

S) P HBHE
M ER R L

(6) TDfth
MR L

3. B&EME (AREaL—Lay) @

(1) B E
B RER R L
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VI. EMENREICEAY 51EE

QNFA—LEHER
ROL R L

4. TRAX
RAATRASEY T4
R L

<HEZ>

T RV RAHKF

T RVRALF o DY S, FT_A T8V T 1% 14% T, {HHEAHY % & T HMG-CoA 12 Tlt
FLEMEHONA AT XA Z YT 4138 30%Th D,

AR
SRR L

<BE>

TEBFIT N BT —% 0 Ty )

JREH =2 —VEELZBET » M2 PH] =B F 72+ RENESG LEZEZ A, ZBF I 70T
AN K0 R NTIRI EAv, 1 PN PH] BRSSPI AR ISR &, E72 7 S BABRIC A
~OBHEBRITHRRD LN, BB, HEIZ7un~ N7 T 7 0 — Tk L OEAFIZED BN D
CH] E#ARAWTh b =B F I 7 HERTH D Z EBMR I ),

ITHF 3 T OMIRM K VR~ DT ORMIER

(g i1 [:yag
(X10* dpm) (X10° dpm)
100+ 25
E E—T 5 20
mn o] _
N ol
[all-” T g 10
[ ’_-l—_‘ BE 5
0 0-
1 7 15 i 7 15
WM (4) WS EEM ()

BT AR ERGE 2R (n=4)

gD =a— L&l v M2 PH] = BF I 73 PH] =B F I 7akz+ ki
BhH Lz, [PH] = BFI7&E T v M TIRRRE & RITKES 0 PH] 2R A~BAT
L=y, [PH] =B F I 7Hakeb LicT v b TI/NBERESUI/NBEE~D 353 % < . Wifk
BYVOFENEREIIRE <> TWe ),
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VI. EMENREICEAY 51EE

IEFITRUIETF I JIREKOEBBITORERHER

RE#EFE CHIERIEFITHRE PHIER T EFITREHKRS

(% 10°dpm) (% 10%dpm)
15 154
10
5
il
0 1/
a _ 18
ST .
60 [*H] [*H]
#E Oﬁf] i
15 B
1205 7
5_
O
L & § ‘@’g\“
FIEES

T RN RAEF o JEE

R
s gk L

<BE>

TPFIT BT —% (Tv b, 4X)

Z v Mz [MC] =B F I 72 RAOKOFHIRNES Lz & & PG BEIRE O AUC I\ TH
H U7 E RN G1oxt T 2% 050 (AUCro/AUCY) 1E 17.3% (BE) KON 17.6% (i) TH -
Too A X2 [UC] = BF I 7280 LR EEG: L7BE, A AR EEIRE O AUC 122V CH
H U 7EF RN G1oxt T 2% 050 (AUCro/AUCY) 11X 6.62% (BE) KON 11.0% (H#f) TH-o

1 49,

P ligae
LR L

<&E>

TPFIT

TEF I 7R, BROEG&/E TR S A, Bl SRR P IS AT U OV N I P S 4,
Wb B GIFIEER 2 0 K3 3999, DX A I I EDLE T & & HIT/NEEENIZHER
Enpizw, BEREEICHZ 0 iR R A2 BET 5,
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VI. EYWHEICEY HIEE

ORNEhH SN BT I 71 MEREN SWIN SN TEORE N =BT I 7Tia I S
APNRSBATT 5, —EBIERI SN TICEPICHRE S L D,

Q/NMETORBEGNT-Z-Z YT I TIIHBCc= BT I TRAKRE 2 D,

@=EBF I 7THRAEEIIMEHT & & HITHOME~HEt SN D,

@O=EBF I THAEROBIGEEIZ=EF I 7 Ll L CTELS, =EBF I 7TAERN L RVRRE
PENIZHE £ 5,

O=EBF I TARIT, /R CIRE R 2 RET D & & bR A IR ST/ MG B Sk o
B-7 NI m=F—BIlLDHMIRAEEZT., BRNSNUBTEERET 5.
¥ T PFITHRAR: 2 BT ITOT7 = — A MAKBREICBT AV a U BARTHY . EEEME
Rtm<cd s

(TEF=TOEEHHER)
Hq OH

OH ~~OH

’l::::/”{w/’ 9»&:J§$g4; /E:::T/{;// Em;
g)j JGT1A1 ;

MiEEE . UGT1A3

THEFIT WaTERTS TEFITALHE

BT —4% (7> h)

E D =2— L&l L7=MiET ~ M2 [UCl = BF I 7ABERAOKES LT- L&, K545 48 B
TG HSRED 40.1% (HE) KO 62.7% (HE) 23 IcHE Sz, RIS HE S 7 ol

REIX3%LL FTH Y, RO F FHEPITHeM S A7 EIE 21%~32% Th o 7=,

B L7220 Z v Mo+ ZiEEANE G LR, &5 Lo i eeo 53.8% () KO
81.2% (M) 2SFFRIND D HEF ORI HIHrit S 7z 47,

5. 9
(1) In 3% — fixi B8 988 1%
M ER R L

<BE>
T MR ZETF B ER (T v R)
BATIZIRRO TR Z E NP EI LTS 49,

(2) i — BB PR B 1
s ERh L

<BE>

TEFIT BT —% (Tv )

iR 18 HHOMEZ » Mz [“C] =¥ F 7 10mgkg ZHERROK G Lz L &, fEmic

FLAE TP RB IR 2y DL T 5% 4 FFICR@mIEZ R L, FLIR, 7. R, FARLROER
WG ER FIRAM CTh o723, INRITRENY O M REIRE D) 1/3 LU O BUHRED
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VI. EMENREICEAY 51EE

Bt Sz, WBIRMEAE ORI O E5EES (P, B i, DL O [2onTidndins
ER TRAM Th -7z,

AR A EERBRICE T 5 EREGE (1000mg/kg/H) ZMET > b OER 6~20 HICKERS L
&, mEF I T OREEBMENHER SN Y,

T RIVRZAEF L E®T—4 (T )
R 13 KON I8 HEDMET » M [¥C] 7 MAANRAZF U 2ROk L s —EnkIE~%
T2 2 L. BRIBEOHIBNEEIZEONIHEEL L, MEEBIZBITTD2Z ERMEINTNE W),

Q) it~ iTH
MR L

<BE>

TEFIT BT —% (Tv )

S3Wt% 12 HROMET » M [UC] =¥ F 27 Smg/kg ZHBEIROHF G Lz L&, Lt selx
O LT (E&E TR @ 2.43ng Eq/g) .

ATER MR BR IR D BRI GE (1000mg/kg/H) ZHET ~ S OIEIE 6 B ~431% 12 BIZK
TG L&, WHLEA~DORBEOHGR S iz 9,

T RIUNRREZF v @ T—% (T )
S5Wet% 11 BHOMES » T [UCl 7 MRZAZF U2 RAKEE L L =, ARME Tl EN
BN ERHEIILTNAE S,

@) BR~NDBITH
MR L

(5) T DI OEBA~ OB
s ERh L

<BE>

TEFIT BT —% (Tv )

BT v M2 [MC] = VF I 7EAHERRAOFKRG L & & OO ITHLE R OZEDORNEY TEill
oL, TEFITROEEBF I TRAEICEHEREN CNGEE) ~O @R DR 72 5
BOSTRE S 7o, LB DA O TIL, FFIRE ORI Y > B i RER R & bes L
TENTNK 13 RS54 16 GREBEL) OBEREOSANRD LN, FRAo/MERC
BT D SRR 1TV P b M R O RE TR L W RVME T D BRI AR RR ~ D A 1T E
EANERDONThoTe, WET v MBI DR O SHi /2 — 1%, AR E ERE, T >
M EFEIL T2y, 21 HREIER 528 W TIRADOH b 2 22 U BB O ER N BIEE STz 5,

BB, Ty MNMIBIT B3y ARKERSEERE (e A& 1500mgkg/H) | 6 » AMNKERS

FERBR (e & - 500mg/kg/ ) DKWY 24 5 AN AFEMERER (e & : 500mg/kg/H)
TiX, = EBF I T K DINEA~DEEITFE D HIL TR,
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VI. EMENREICEAY 51EE

T MR EZF @ T—% (T )

HEZ o MZ [¥C] 7 "ANRZF U BEROE&EE Lz & X ORBIRRERE L, &5 45 5 TIEE.
Rl OVINE TS < . #5444 BRI TIET FAARZRZF L OEERE Th A TR S E < . M
BEPIRED 130 52 R Lz, IRWT/NME. K, B, BIE. BiE. BEEh TmWIREZRL, it
ORI T 2RI TP RRIRE L [FRRE, HHWIZENLLFTh o7, #5% 72 KfiLL
B, REORERE TR RE 1T IR & 72 o 72, FFIBIT R 542 168 BERTIC I W T b U REAY R
BTN, BERED 0.8% Th -7z 4,

HEZ v M2 [UC] 7 "2 F & 1 H LEL, 21 B DG U2 KB GRBRC, 21 B 5
BTH%A5 THNEY., BNEY. ., SN @S OBRENE O b, BEKRT% 24
REfEI CIIAEN A, FFIRIC E VS REDN RS DL, T T 168 FE CIXATIR. BNEY., H
BE ARV RE S ZR D BTz 49,

(6) MFPEAFKEE
M E R L

<HBE>

TEBF T (invitro RFR) 39 :

TEF 7 :99.5%~99.8%

TEPF I TRAK : 87.8%~92.0%

JHHERERE 5 LB B RE PR 512 X 2 MR E B &R~ DO RFEITFRO LTV 2R,

T RIVRZEZF 2 (in vitro FRER) Y
T RIVRAE T 1 95.6%~99.0%LL 1

6. o
1) REELEL R VR BRI
PR L

<zE>

TEFIT

RO - /MBI TR# S D

REHHFREE - EERBRE T, O7 =/ —AMKBREICBT A7V vy BlRaGThy . EERH
Wme L THEA AT 5B F I THAER (SCH60663) W4T %, FOMORHREKE LT, @
R DNANKEEFED &7 koAb (SCHS57871) KONZED 7 = /) — WK EERILIZE T 5 7 v 7 v Uk
AR (SCHST87T1HAR) | @RV UAANIKEEFEICE T D 7 V7 v v ginA iR (SCH488128) D4
OHERENTWVD R, Wiy T b T nTho7z 39,
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VI. EYWHEICEY HIEE

IEFITDE MIHITHHERBTR

@7z EkEED
A I la Y

: B dEE e - UGTLAL, UGTLAS,
IJMTZB:I.“ .
- —N
£ o
IFFFIEEEE) Q I FFRat) Q
SCHSEZIS SCHEDSE3

F - F

@ etk B O AR

-2 i Q/“\/ J;ﬂ
[ETEE it IJGTE?-‘-

LR [F) (el 5 Ju

IS0 EBast

SCHSTETL ”F

Gy

E
l A0 EaEik

SCHABELZE

E
[l CHLC:‘EI‘.J& Sﬂ'_:.—_g—_ﬂﬂ.é.f*' Q

T RN AK T

REHEAL - EICAHFR TR SN S

T RN ZEZF AL, EICT I FEAMEON T U BRO 4K AR (M-1) KO 2 i AKER{bR
(M-2) IZR# =, RSN bRk~ 72 B LIRS VD, In vitro IZBWT M2 K
M-1 R D HMG-CoA EEEFAEMEMA DRI X, 7 M ANRA X F U REBLIRIZ X B EER
CIRRRETH D, TEERMLF D HMG-CoA BEILEERLEFEEHOK 70%IXTEHEREIC L 5D TH
%o In vitro RERTIL, CYP3A4 IZ X HMHOTF LN RENZ LRI, CYP3A4 DOHFA &
LTHbLNDZ Y Ar~vAf ikt MBS T2 L. 7 MV RRZ F 0 o MR E 2 5
THZELEFFE LR, B TIE, M2AEIZZ V7 nrfubib a2z 5 %),
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. EhEeicBEy 5RA

7 RILNRREAFUDE MIBIT2ETERBRE
A{UREHEF(M-1)

— oH OH
0 A A coo
T ASF A GRERE) LA Ve D
oH OH \ W ’
o A A _coom
S Dars BBEES3: CYp3as
= .,
2TINBAEF(M-2)
0 I N t{“ ?1 COCH
S
o . F

QREICBEA5T ZEE (CYPE) OHFE, F5FE
M E R L

<BE>

T¥PFIT

b FH3ED ¢cDNA EIREHWEMRFHI LY, =BF I 7o 7= ) — MKk EizkiTFs 70
7 ua gieE (ZEBF I 7REER) ~ORSEISICES L TWA UDP-Z v s ) Vv kT v
A7 =7 —1 (UDP-glucuronosyltransferase : UGT) 47 f-ffIL1Z UGT1AL, 1A3 X TU'2B15 Th D
ZEDNHERR STV D,

SREBEEERR A (1241) Z%f% e LT, =¥F 7 20mg™ & B CYPBERROIE & e 5 EM
R LPFREG L&, =¥ F T2 LD CYPIA2, CYP2C8/9, CYP2D6 KT CYP3A4 ifE,
WREN-TEF IV E T AT =T —BiEHE~DEEITIZRD SR Do 12 30,

) T EFITOKRINTHELOCHEIZ 1I0mg 2 1 B 1 ERZRICROKEETH D,
E) ABOABINTEHELROCHEIZ 1A 1E 18 (=857 /7 M ARARFZF LT
10mg/10mg X% 10mg/20mg) % BHIZHEAHKE G TH D,

T RIVRAZF

TEEERRA 6 BIlCT hARZRZF 2 10 O 40mg* 2 B A& 5 L7z & &, Mgz M-1 LY M-2
O 2FEFANHER SN TV D, MR EIEERIEIM2 TH o729, 7 MAARNREZF O FE
A IATIE CTH U . M-1 HTUIM-2 1% CYP3A4IZ K> TART D Z ERHLMNTENTWND 9,

E) T MANRRETFUOERRINTHEROCHEIT I0mg 2 1 H 1 BIRRAOFGTHL, @b X
Tu—/VIIJEDEAIL 1 B 20mg £ T, FEMES I L AT o — VIEOSEIX 1 H 40mg £
THETX %,

) AFOERBENTZHEEOHZEIT 1B 1B 1EE (=8FIT7 /7 MARAREZF L LELT
10mg/10mg X% 10mg/20mg) Z# BEZICHEOE L TH 5,

Q) EEBHNROEERVTDEE
M E R L
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VI. EMENREICEAY 51EE

TEFIT

TP F I 7. FINBICE T A PELEE D I Lo TEEEERBEM TH L B F I THRAIK
(7 = 7 = MAKBREEIZB T 5 7 V7 v U EIAER) ITRET D %),

FERERR A BME 8 il [MC] =¥ F I 7 7L 20mg* A BB O G L & & miEd ot
BICHEDLZZEF 7 GHAAER) KO EBF I 7HRAKROEIS (AUC ) 1ZFRFh 11%E )
82% (At 93%) THVH, T FITHRERIIIIEHRBIITEFITIVIEIDINTREN-
f: 46)0

) T EFITOKRINTHELOCHEIX 1I0mg 2 1 B 1 ERZRICROKEETH D,
) ABOABINTEHELROCHEIZ 1B 1E 18 (=857 /7 M ARA2RFZF LT
10mg/10mg X% 10mg/20mg) % BHIZHEAHKE G TH D,

@D REVOEHEOEREVERL., FELE
TEFIT
MIEBIE R L > TER L= BT I 7T RA RO KA 200 LT iR~ L Philt s
L5, BHFIcHt SN =B F 2 TRAKIC OV TE, 2L AT e — L RINLEERICH TS
INBEE R D OESE B AR IR TS, L7e-> T, =B F I 7RG RiI=ETFIT
GERAE) & O TIRMEERICILER T Hid 2,

T RN AHF

T MR AZF R, EIZM-1 LOIM2 1SRG &, ELISMT b ik« Ze B bIT G S b,
In vitro |2\ T M-1 O M-2 {2 O HMG-CoA 2 eERLEEH ORI IL, 7 M ARA X F
RERIZ L DFEH ERRETH D,

7. itk
(1) Bt B B VAR B
LR L

<BE>

TEFIT

1) R - FEhHE
HARNEERERA B (K66l Ic=EF 710, 20%, 40mg* 2 BLHEBEIRR ARG Lz &, &
1% 72 FE £ CORPHRIER I EF I 7 GEAEH) T 0.05%K0., M=BFI7 GERS
R+HAIR) T87%~11%TdH -7,

SREABEEERR A B (8 #) 1T [MUC] =¥ F I 7 H SR 20mg* 2R EEIR ARG L L
&, B 5% 240 FE[E E T ORGTREYRIESRIZE P 78%. R 1% Th -7z 49,

) BT ITOAREINTHIELOHEIZ 1I0mg 2 1 H 1 EIERICRAKETH D,
) AFNOAB SN HELOCHEIZ 1B 1E 18 (=BFI7 /7 MR zxFZF e LT
10mg/10mg X% 10mg/20mg) # BHICRAEEG TH .

2) PRt e (BT 96 ER)

TV F I AR TR S L0 b BAMERC L BBHEE 5, =T
7GRN L LTHRISRS (BIFES)
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VI. EMENREICEAY 51EE

2% E#BMT—4% (7 v )

JHE D = — V& LT » Mz [UC] =B FI72EEROKG Lz X, 5% 48
B £ CloPEm S 2 B IR, AETFTPIC 40%~63%. RHICIZ 3% LA FTH Y . RFIND £ £
TP SN BURRIE 21%~32% CTh - 72, BISNZMHy 2817 » b o+ BN~
H LIz &, WEHBERED 54%~81%D3 UL D O 5 OMAN HR Iz HEE X du 7z 47,

T RIVIRRAEF

SME AR NS [MC] 7 MAARREZF U R O#E Li- b & REER ORI IR
HHZ PR S v, B BE D IR rh SR TR D TIR S (<2%) 5939 I RELR, M-1 KON M2
NENENIERHEEED 83%. 11.7%& 0 182%Hkit X417, Hi, [HC] 7 hARRXF L%
izt MEH P geEER TIE, 5 SNTHBUEREED 43.7%~70.2%3 B FHZ HEf S v, R L
ROMIZ M-1, M2 KIXM-=2 D7 V27 v B E RN FEE S - %9,

(2) HEEE
MER R L

<HBE>

TEFIT

HARNEERERA B (% 6 #) [c=®BF 7 10, 20* X 40mg* 2 BHHEERE D& L- & &,
H% 72 K E TOR=EF I 7 FERGEHIEWE) IRPPEIEIX 8.7%~11%TH V. HEM
WO REEIRD LN o7, RTP~OZEF I T GERAKR) Heiltt==13IEH ICIEVVET
HoT=Z b (EEED 0.02%~0.04%/0-72 FEfE]) | RTPOKZPF I 7TREIZEFI 7
ARBEOILE L UCEMd 5 Z & 23 ahg & Il S 4z 57,

HRE R A B (8 41) 12 [UC] =¥ F I 7 20mg* A ZEIER IR NG L- s &, [C]
TV F I FICH KT DG ERED KER X FE P ISP S, &E5#% 240 B £ T BREEPEIER
X 78% Tdh o 7r, [FIRFICEREL L2 R P ~D FHREHEIRIT 11%TH Y . 5% 240 B £ TOR
T REEIIN R 1T 89% T dh - 7= 40,

) BT I TOAREINTHELOHEIZ 10mg 2 1 H 1 EIEZICEAEEGTH D,
) ABNOABINTEHELROCHEIZ 1B 1E 18 (=857 /7 A2 FZF LT
10mg/10mg X% 10mg/20mg) # BHIZHEANHE L TH 5,

T RANRREF v @ T—5 (T RO X)

Ty MIEE I =a—VEELZOL, [UC] 7 M /ANAZF 2 10mg/kg # HEREO# G L &
. BEHBHHEED 70%~80% L ARy I HElt X vz 00, FHALHHRED 22%~24%I1XF P IZ PRt X
AUy PRAPICHEM S LT B RBIE 2% A0 CTd o 72,

AR E D =a—LEHELIEOL, [MC] 7 hARRZ F 2 10mg/kg 7 HEIRRO#K G Lz & x|
B LT iU RE D 33%~35% I ZNA H B O 55% 13 R I HEtE S 47z 90,
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VI. EMENREICEAY 51EE

8.

10

S URR—5—ICEY SH1ER

TEFIT
TERFITEP-HEAOKETH L Z LB SN TV D, InviroBR T, P-HFEADOKE LD
ey ktu—# I rofilas~OHH 2 BE L (P-FEE B2k 9 2 P 58
IC50:24}/LM) 61)0

T RVRAZTF
T RN AZF U PHEEAE R OAT =4 kR ) 27 F K (Organic anion-transporting

polypeptide : OATPIB1) DE TH D Z L BHE I TS 62,6364

BNEI& DBEE
B RER R L

BEDEREZRATLEE

) BREREEE GMEAT—2)

M ER R L

<HBE>

TPFIT

TEF I 7 HA] 10mg HEOREEEEREERE @ Fl, FLTF=2 0T TR 10~
29mL/min) (ZHEREAOHKG- Lo & &, @REEAN O, 7 v7F=27 U7 7 A>80mL/min)
L LT =P F 2 7 GEAAER) RO P F I THRAKEE D AUC ICENENE 1.6 1%
KNS5 50 EHPFRD BT 9,

T RIVIRRAEF
HERE IR 6 151} OV R REFE E HE 14 IS T RV XA X F Bl 10mg 2 1 B 1 [E] 2 B ER
A5 Lz & &, BRREMREEIL, 7 FANRREF OB R OMENEIIEIC R L2 KT SR 0ho 129,

Q) FHHEEEEE GMEAT—42)

M ER R L

<HEZ>

TVPFIT

TP F I THA 10mg 2R, hEE ITEEOEMEATHREEERE (5% 401)) 3L < TR A
(8 fl) |ZZefgmF AR OB Uiz & % #EE (Child-Pugh 7338 A) . 2 (Child-Pugh 47%H B)
K OVHEE (Child-Pugh 7338 C) OFEREREEERZOMTEFR =B F I 7 GERAIEK) O Cuax 1E,
FEREAN LT, ZRFR 1A%, 34K D42 (5, AUC IZFNZEN 1445, 5850 TN49 55
<, ZEFITHAKRD Cua . ZREN 1465, 185N 195, AUC ITZENEN 1.7 £5, 3.1
M 405 E Do T2, FFEREEEDOREIN U EF I 7 AR RO F I 7HAK
O MAE IR E D EF RS DTz 9,

T RIVNAE T

T R SNZAETF 2 10mg A fEFERC L OB 8 9212 1 H 1A 2 lfER NS Lic s
x| PR B CIERERE R IC L C Child-Pugh 7338 A 835 (5 61) K& OF Child-Pugh 734 B &
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VI. EMENREICEAY 51EE

(BB 12BN T, Crax XV AUCo240e D LWEEIMDI I S FU, Tina L OHEIHNTIT & A ERL L 72
otz o, MIGEHREISS T 2ERICIIEN R o T,

3) mi#nE
M ER R L

<HBE>

TEFIT

ANl BYE 12 6] (GEE 65~75 %) ([C=PF I 7HA| 10mg 2 1 H 1[0 10 HERER 0 #%
HLlx, BAAIEEEE DM 11 6] (GEf 20~24 %) &L Tl =¥ F 2 7HRARE
FED AUCo2a0 (ZH) 2.4 50 ERDZRD LN, MEF=EF I 7 GEREAK) BED AUCoo4n
(DWW T SR B BITRD B o1z ),

T RN AHF

T RANA L FBA 10mg & B ARN GRS (6 #, F 66~73 %) ICHEREORG L& X
AANFEE BT HRRE (6 1, 4R 20~22 5%) &l L CIiER 7 AR A Z F U RED Coax KO
AUC.oolFH 2 fFIZIEIN L7228, Tinax L OB & 2032 B ITER D B v i o 72 69,

11. ZF0fh
HYERe L
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I 24 (ERALDOEEF) ICEISER

1. EERBLTOERA
BRE STV

EESHRBELZOHEH

2. 5 (ROBHEICEERELLGWI L)
2.

2.

1 RHN ORIk LB BUE OBEEIE D & 5 B
2 HERIHEREDH D BE R OFFHREHENMET L TWDE EEZXZLNDUTO X S 2EH
SR, BMETFR O GMERE, T2, . HE [9.3.1, 16.6.2 5]

2.3 iR TR L CW B ATREME D & 5 e ME R O (9.5, 9.6 &[]

24 L HTFLEN s BT LUXAEAERESEFOEE [10.1 2]

(fiAEs) * () OF ST BFILOEE S5

2.1 RANDRATTHR U TRBUE DB & 256, EEZ2MBUER 2 BE T 2 /RN H 5 72 D%
E LT

22 IVIL 6. (3) ITpEmEfEF L) (fFa) 9.3.1 DIESM

2.3 7 MUARRZF U OEYERICIN T, HAERKOBD KOVET - BEICKHT 2 2203580 b,
RIS B AEFERIE T ERBEIHNBD LN TS, /2, B MIBWT, 1> HMG-CoA i# Tt
FIHEAZITYR 3 » A EF TOMICIRA L7z & &, RIBIEREGE S bl OWMERH D,
BIZ, 79 b TT MARREFUOHIFHF~OBITHRRE SN TNDZ &, KAIREEG S
HILHERET DO E LT,

2.4 CHUBMIFRIGEIE TH L7 LI T L ELKR YT L ¥ A /LD OATPIB &Y BCRP fHEE
HIZEY, 7 IARREZFoOmPREN EF L, BIERANEIR LT R2B8EWRH D5, &
DZEMNDL, TRHDOEREHRGTOEE TIE., KRBTGS ND 2L 2RT o0tz s
L7,

3. BHEEXIRRICEET HIEEETDEH
(V. 2. ZHRESIIZNRICEET 21EE ] 2ZMI 52 L

4. AERUVRAERICEHET2IBEELEDEH
(V. 4. EAOHEICEET 21EE] 2RI 52 L
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VII.

et (FERLDIES) ICEYSHEA

5.

ERXGEFNIELEDER

8. BEELEAMIEE

8.1 AANX, =¥FI7 10mg &7 M ARRZF L L LT 10mg HDHVIE 20mg & OELEHITH
D, TEBFITET MARRZFURGFORIERNRELT 2BZNNH 5720, WYNIAK D
RZRHT &, [11L.BR]

8.2 HorULwEma b AT v — VIEREOEARTH D2 EFHIEZITV, FISGHEEPES, &i
J£ - BUESORBIMMEIRBO Y A 7 7 7 X —OBWEL +BEETHZ L,

8.3 FGHLim IR EM A EHIMICHA L, BRICKT 2 ISDRBO B2 WIGAIZIT &G %
T35z L,

8.4 7 MAREZF UBERIZBENENFREOHERNHOLONDL Z ERHHDT, Hls - EH:, &
BREDIERE S DN HAICITES 21k U, EAISIOERKRT S5 Lo B iciEds o
Lo RENIOEEGEIEXIET MAARZAZF o OHEBERF LY 128 F TOMIC 1 BLLE, LI
EHIR) CPEIC 1R IR EZTH> 2L, [11L.1.55H]

8.5 MEFERIERAE. PLMERIE, M/ MKIBAIERS bbb Z N0 T, EMMICHRELETT
VIt BT, [11.1.6 3]

8.6 EmILAE. HERBNHOLONDZENHLHIDOT, A, MR, EHFEREEOIEROFIIZTE
BTo Lz, EMIMICREZIT) R EHneBlEZ21T5>2 L, [11.1.7158]

8.7 HURMREEREIX TIE, PAZEMENED 5 JHERE, BEBARE, MREOEBOAD. MiEIEEIC
ML B2 HEFNORMAED ZRERICE Y EEMEEZZE L TCWAEAIT., FEEDR
P, HANDOY VIR Z H A RERRY FEi L7 L TRFITOBRFELEEZETLH L,

8.8 TEFITELT7 47T —FREAOMAICEL Tk, HRBN/REON TS, HHT 5
HiF. BAERCOEERORBICEETA L, 7475 — FREHITIZEIF~D 2 L AT
o — LHE A BN S8, AR OND Z ERNH D, =B F I 7i1EA X THO S HiHF o
ILATR—/VRED EAPHREIN TS, [15.1, 152&H]

(fiAEs) * () OF BB I LOEE S5

8.1 AANX, =BFIT LT MANRRZFUORERITHY . WHFORIERANRET 280N H
DL ENPLRELT,

82 B L AT v — VIETREANC BT H2HEEFHTH S, \a L AT v —/VIAEDIRE T,
Bl oA 7 AZA NVOuGE (B BAEIEORIE, M EREOHER, FIAEEOMMNO 4 1A
ERARETZ) BRI TEY, TR THLEIBEENER TE 2WEEITT U CRYEIE
AEETDHIEDRYTHLIT-ORTE LT,

83 M2 L AT B — /LMJEREANZ BT 2EEFHTH D, @2 L AT o —/VIEDTEEIL, #
Gliga v A7a— iz RHBHRET 2 2 EAEECHH -0, TS5 FIIMFREMOBREZ T
HRNATV, AFIOREHRT D ENRMETH S, BEICI > UIAFNCEIGE LERWEAE D
HY, DEPBDLENRVEAICIE, AFlOESERIEL, LOEBI~OEFE2ZET L%, K
FIDNEIRE T G- SNl T 2 D& T2 E LTz,

84 7 FINRAZF AIFICHIBE TR EN D Z L h, IFEREBICEE L 52 50 EENH S, 7
M RRAZF o TliE, HRRICEIERFZORENEBINTEBY . HFEOF THEERRIT2%
WEALT 2 LD BRI R L XA XD T ORE LTz,

8.5 [VI. 8. (1) EARZREEM L AHER]  (FEDH) 11.1.6 DHZH

8.6 [VI. 8. (1) EHRAREIEM & OIHER] (B 11.1.7 DHZR

8.7 WM R ME 1 TR KR B OTERIC L 0 SR MER B SGE T 5720, ARFN OIS TIEeW,
N ETZITEN LI ) 2 CARAZ KRG T 20 EN S H TR E LT,

88 A XZMW= 1 » AMOKERGEERR T, = BFIT7HLGICIVEO S HitHa L AT
o—/VIRENEH L, £/, 747 77— MIiab X7 o —/L o Rt 28 X8, IBA5E
EHERTHARMEND D, BRRBREOHREZICB TS 7 4757 — FRFEF L PF I 7L opf
HOT =2 B3+ TIERNZ ENLRE LT,
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VII.

et (FERLDIES) ICEYSHEA

6. HMENDERZRATHIBEEHICHETHERE

(1) BHHE - IEEFOHLBHE

9.1 B6HE - BEEZ0OHLESE
9.1.1 HRKBEH

TEF T TIREMRE IR D ER T RS2 2 F L CIBERIE OB RE Sh T 5,
9.1.2 EMEGMBENDHOOLNOTVWEDRENHIUTDESE

- R IR RIS FRE O B

CBEEOBEER (BYA e T 0 —%) IZTOFERED H D EBE

- AIEDHREOBETRO & 5 BE

s TV a— L hERE

T AR EF o TS RRIEN H Dbt W\ e OMERH 5, [11.1.3 B
0.1.3 EEFEBENEXIFOBEENDHLEE

FIEMESE (RBR, 258) NE(LIHERTLIZ NS D, [11.1.9 3]

(fiAEs) * () OF ST BEFILOEE S5
9.1.1 =EBF I 7 CIXENERRRICIE W TEERFMIED EARNRBO GV, 7 AR RZF Tl
FEIR B H AW TR OBALICBE T 2 EDNERB I N TR Y | FERPBEF ITIIARA Z
BEICEGTAUNENRDLD I ENDLERTE LT,

9.1.2 BKMHHI U ROEESTH HKMNEEKLZBSOUGTEIEICHKSEZ T MR ZF U DEN
BRI THEEMEINTEY ., BEWmMEEN S bbhTneodEbdh b, Zhbo
BEIZIAFZEREICESTO20ERS D Z ENOHEE LT,

9.1.3 ENHNDHTA KT A v CHEIEMEEICB W TR 2 E T 53A] - LT HMG-CoA & Tl #
FLER] (RE2F2) DS Tnsd 2 b, £, 22 F URA%KIC TEREMEDE (IRFHE,
EHRD) ]| BRIEXITEA LI EORENRH DL ZENLBRLE, 2B, AXF U HE5HIEE
WRIC IR D A X T U 2 FRE X3HEE5 L-ER T, JERPERLZEORMERH L=
HEETHZ L,

Q) BEHEESHRE

9.2 BEHEEEERE

9.2.1 BEEXIZOBREENHZEE

T RV A E T TR, M E DS D% < NBIEEEEL2 AT 2RETHY . %
7o RRBUT BMIEIE 12 E > CRAM R BHEREO T L ARO b T\, [11.1.3 58]

9.2.2 BHEREEREDHLIESE

AKHNE 7 4 7T — b RBEAZAT2H51CE, BRESLDEZELRVEHBISNDHAICO
AOFAT 2 2 L, AR EHERREL 2 O BB RUARIE D & b LT, R 2 530
T HEAEITIE, EHMICEMIERES 2 L, BRIER (BWE, B o8l CK E
A, MFRORFIA 7y ERITONNCME S LT F=v EREOBBEEOE 2D
BAITELICEGETIET S, [102, 11.1.3 5]

(figast) * () OFSILEFIRLOEE SIS

9.2.1 BFEEIL, 7 AR F U &E T HMG-CoA B TR EANCILBORIEN & LTabh
T D AR BARIE D FERRIA D —2 & SN TEY . BB EIRIE (2 FE > TR 7 BHERE D M
ERBDOENTNDH -0, BEEIZOBAERO H 5 BEIIIAR 2 EEICHK G 5 HLEN
DI ENBRIE LT,

9.2.2 HMG-CoA Z tlHERNCHBMORIVER & L TS T D EEUT B RIE D fERIN+ & L
T, BHREICETIHEEMEMCETNBOONLBENSH S, £7-. HMG-CoA #TEHERM
ERNE 7 477 — NRIEA & OOFHFRCEBIRAIEDN & D ORI < RD 2 ENMBLATH
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et (FERLDIES) ICEYSHEA

b, INHDOZ NG, BELESLDESELRWEHB SN IGAICOAREERICHHT L ZEE L
RE LT,

Q) FHREEESE

9.3 FFifaEIEE RS

9.3.1 EELHHEREDHIEERVIFRBENMET LTS ELEEZAONIUTOLS HESR
SHTFX. EEFAOAKEE, FEZLZ. FE. &8
BHLRWZ &, 7 IR ZRZF oM BERREN EF U, BIEROBBLSEENEINT 55
ENRB D, Fio, T IAARREZTFUFEIHBICBWTERA LREI S 0T, IFREES
B E52B8ENA"H 5, [22, 16.625H]

9.3.2 hEEDHHEESTOHISEE
BHELRZNZENEE LY, ZBFIT7OMBEFREN LRI 28EZNRH D5, [16.62 M ]

9.3.3 FEEXIEIZOBREEOHDEE (9.3.1, 9.3.2(CHEBTIHIEEZKRQ)
TPF I T CIIFEREEEORE IS U TR EYRED EERRO Sz, 7 bRz
ZF T FICHIBICBWTER LB SN0 T, FEREEZELLIEDIBZNLRH D,
[16.6.2 1]

(figast) * () OFSILEFIRLOEE SIS
93.1 7 "ANRZ F U OERKRBRAAE D, A B (Child-Pugh A 25 K& O Child-Pugh B
F) TOXRAKIOMAEH HMG-CoA & Tl & [ 5 TE MR B DN EEEE 12~ T AUC T 4.4~9.8 fi%
WERLEEWHIHERDHD, 200D, FREEMETFLTNDEEEZ LN BHEITAR
RINFe G SN HGE. 7 AR ZF o omERREN LS U, BIERORBSEE NN 5
BENWRH D, 1o, T MANZREZF U OERMBAITEICHE T, FICHBTRBI S D720,
BHLA N =X LI LN 5 TS DD FEEZElLSEA2B8ENEH D, =BT I T
DENEFIRIZB W TS, HMG-CoA ItEEEA & T 2BEoREFH L L CRillS
nTns,

932 TEFEDOIEEREL AT HIEETIEF I 7omEPREN LT 280N H 5 2 L
MHEE LT,

933 =Y F I 7 CIIIFHERERE ORI IS U TR SEMRE DO LA RO 5N TWD, T b
WAL T AFEICHIRIZBEWTER LB S Z b, HEEZELIEI2BEZNLRH S,
Lo T, MEEXILZEOBERED & 2 BEICIIAFZERICEGTOLERHDLZ 06
BE LT,

() £TEREZERT BFE

BRE STV

(5) KR

9.5 47
LA ST L C WD A[REME DO & D I3 G- LsnwZ &, =2 BF I T LT MRz ZF
OB EIZBNT, 7y NTHREOREMSE, VX TERGFERRBDO LN TS, T
MVRZAZF o OB ERIZEB N T, HAERKORD K OVEF, BEICXT 2 ZERNBD 5
. BIRICHAEFERILT EREBMHIRD LTS, iz, 7 v Moo HMG-CoA ZEJT
REEEAZ KRERS LESGAICBROBEFEIRESI N TS, BIZ, B M T, Lo
HMG-CoA =t R ER T, k3 » AE CTOMIZIRA LIz &, RIRICEREFERD D
bl omEndH 5, [2358]
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. Z£t ERLEDZESE) ICEHY 5IER
(fif)
TEFITELT MANREZF L EHAEE LIcBWERKLOT MR ZF o OB ER O
HAF NI D HMG-CoA = eEZRFLERTORE NS | m XITIEIR L TV D mEetE0 & 5 ik
IR E LnwZ & (BR) & L,
(6) RELIF
9.6 23LIF
BHELRWZE, = EBFITTEH, b FEAFRF~OBITORERIFRHTH D208, HIREEND
BHMETREG LT Y PTHIR~OBITRRD LN TWS, T MUARAXF U TIE, T v
F CHI T ~OBITHARE S TWD, [23 5]
(fi#5n)
T RANRAZF O EROFERNG, AP OLMEICITEE L & (5 &L, F
7o, TRFITOHMEROFER L IEEM T 572 0%E L,
7 MRE
9.7 /MR
INREE 2t G2 b U T BRI ERBR I 3 L TV Ry,
(fifEn)
ENCTIHEHAERER, FAR., IR, SR I/ 2 ARKB| O R ER M 72 < 2 2P0 i
ML TWRWIZ EMNBIEEME T 5720 T LT,
8) mEnE
0.8 EhE
BWERAMNRBE L2583k 52357 Y, @HRMELIT) 2 &, —RICAEBRBERENK
TLTWS, F72, MEUGRAEERH ST WNEORERH D, [11.1.3, 16.6.3 ]
(fifEn)
— R E R CITAEFSEENME T LTEY . 7 RANRZRZF D Chaxe AUCoAHENNT 2 Z &0
5B, o, BEUHBER S L ONLTNWEDORELH DI ENLBRTE LT,
7. fHE{EA
10. ¥MEEH

T R ARRZF L, & LUTUTOEDREEESR CYP3A4 ICE W RE@ShD, 72, P-HEER
E (P-gp) . FLEMIEER (BCRP) . AT =42 h T > AKR—%— (OATP) 1BI1/IB3 DIk
BThbd, [1642ZH]
(fiR)
BERERR A 6 BIlZT RN Z T2 10 KON 40mg HFIT WAL Lz & & miEficT I RiEd
NEDR B UBRO AN OKBILE (M-1) KO 2MLOKEREAK (M-2) O2FE/HERIN TV
2. MAER EEMAEITI M2 Thoto, 7 AR ZF O EENRBIREIIIFKCH Y . M-1 &
M2 1L CYP3A4IZ X o THERTHZ NN TN D,

E) RFNOARBINZHELOCHEIZ 1A 1E L (28FI7 /7T MR RAZF LT
10mg/10mg X% 10mg/20mg) # BEZICRAFE G TH 5,
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VI. Rt (FERALOZES) (CBYSI1EE

) BtRESEZFOER
10.1 FRAZES (BFALGWI &)

A4 S ERIRIER - HEiE 5k FEFY - fEBRA 1
TVHTVEN BTV | TRUVRREF LT VT | HF: L7 ELD
VHAE I LEJL - 7 L& A | OATPIBI/IB3 &1 BCRP A

(U4 L h) (400mg + 120mg) OPFHICL | ., 7 LU A0

(2.4 2] V. 7 hARAKZTF D AUC | OATPIBI } () BCRP PR (2 4
2N 828 %, Cmax 2 220 fFIC E | SLEHICE A bDEEZ BN
HLLoWERHDL, 7| Tnd,
SN ZHF DM RN
AU, BEANEHR LT
BRAOEBENND S,

(fi7L)

C AUBMEIFRIGHIE THH /LI T L EL - BT L ¥ AE/LD OATPIB & O BCRP LEEHIC
X0, ZvAa7ren - 7L ZAEL (400mg - 120mg) &7 MANRRAEZFUOHFHIZL D
T RANRAZF D AUC 73 8.28 %, Cmax 2 220 fFIZ LR L7 OREDR DD, T FANRAZF

YOmMAPEREN EF L, BHEABREER LTS ROBTNBH D120,

Q) BEREE LT DER

Hme LT

10.2 FAEE (BFRISEET S L)

KA F

ERAIEIR - FEE T 1A

PR - faRIN

NPT 4T T — E
[9.2.2. 11.1.3 2]

T4 77— FRIEA

= aF L EEHA
=tV bu— %
[11.1.3 =04]

HMG-CoA %t & HEH & o fFH
WXV e, BE, CK EH- i
FRORF I AV vy bR 2
E L. B BRI & fF D B
HRRIEN H 5 b d W\ & O E
NH D,

R 74 77— FREHA
& HMG-CoA & %3 B E A
& O RIE R #5380 A I E
HANREI TV D,

falR K1 . BRI 5
B R R A B R ER D B
no B

MEF o F ol L
HMG-CoA &= ICIEERREHA &
D EIE 35 76 Mk o F O E H
PRI TS,
fERN 7« BRRErEE

oA
S aARY L
[11.1.3, 16.7.1 &)

) = EBFIT7L0fHIcky =T
SRR g AR o
O EFARHR LN, KAIE AT S
BAEIE, v a ARY o i E
DE=H—%+7IATH 2 &,

2) OHMG-CoA = ILEFFEHEAl & O
PEAIC X Vs . BiJiE&, CK E
. ML RRFIA e R
R E U, S B EE L 2 1k
)RR BRIE N & Db &
DWEND S,

@QF "ANRREF 7 ARY
VEDBRIZEY, T RN EF
D AUCqoam ¥ 8.7 fZIZ EH- L= &
DWEND D,

R 1) ~H

2)Dy 7 v ZARY v & HMG-
CoA EILEEFFLFEH & D FEI
TERFEREOHMIER, @
v ua AR N2 LD HMG-
CoA 3% It I 3 fHF 4l o R
IS s ek 7 i Al e R
ABMEICESSHEER.
@y 7uxARY kB E
HlDFF~DHL Y A A BHLE
ESSHEERARRI® I
TW5,
fERINF « B REREE
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et (FERLDIES) ICEYSHEA

T = VRPIERE
A NFafy— L%

Ty RO~
[11.1.3 ]

HMG-CoA %t & HEH & o fFH
WXV AR, B, CK B,
R ORF I A7 a vy bR 2R
&L, A7 B HREEAL & 1 O B
HRMIEN & b bV & oWmE
N5,

MR - 7Y — LRI E
XNz z2ug~wA4 22D
CYP3A (Zxt3 B HEMEHN
EZEZHNTND,
fEIRINF « B REREE

7o) 2ua~vAr

T RANRREF O HICEZY T
VIR AR T D MSEH IR DA E

fcﬁ J:Ef‘ (Cmax : +559%\ AUCO—Tlast :
+81.8%) NH LT & DWENH
%o

W 7502 A32 0
D CYP3A4 I Zxt3 B BHEEH
MNEZ BN TWD,

HIV a7 7 —¥iE
Al -
g FEL ey Y
IV

T hANRREF o LErESEL Y
FFELEDHEHIZELY 7 F xR
X T D AUCH 58842 EHT 2 &
DREND 5,

WFE . o boIANIC L S
CYP3A4 DIHENEZ BT
W3,

=)< hLJE]L U
rFEL

T IARREF LAY T
NN Z & F o Ol P EEEMN E5H3
DBENEDHD, T MR RETF
OEWERN BRI LLT L dBEh
DD, Bl a2 TR
OEECHE L, LEICE L TOEE
RCNREFEOHEY 2 EEEHT HZ
L.

WFE : 7 RARZAEF D
R 2 HEMILET L 72
HEEZLNTWD,

v ML T
~ L

7 RRZREF U LOHICEY T
KL S22 F o O i s R
L., BIMEARRILLST S ndEB%E
nnds,

i Y = A A NR Y 2 i)
< VEED CYP3A I\ZxF3 AR
EEANEZEZ BN TV,

75 FLen

T RANRREZF L TTTLENL
(200mg) L DOPFHIZE D 7 F A

W . 7o 7L eIk
L% D CYP3A KT BCRP

ABZF o DMEREEED FFR | OFENREZ LN TWD,
51T (Coax @ 5.66 £i2. AUCo.co :
3.00 %) .

LFILEE L T RVRZREF L EDOHRAICLYT | HBF LT AT ENICLD
RV AZF o O MEETR Y EE D | CYP3A., OATPIBI/1B3 K Y
FERABHZ OGN (Cmax : 217 {5, | BCRP OEENRE 2 5T
AUCp. : 3.291%) . Do

TFNRF =T T RARZAEF DRI EDT | HF: 7FRXRF =712k D

KL N R ZF 2O i RS EA
L. BWEAREE LTS 2bB%
nnH 5,

BCRP DHENREZ 2 LTV
éo

TL—FTN—I 0 —
3

T RVNRAEF T —T T ) —
VY a—A 12L/HEDOHEHIZLD .,
T RANRZAEZF D AUCo7m 051 2.5
BIZ ER LI OWEND D,

My JL—7 71— a—
22D CYP3A4 DFHENRE %
SNTND,

7y EL Y

T RARZREF L LEOfFRIZEY T
kLR Z & F o o I T SR B N
ETF L7 (Cmax : -12%. AUCo-24nr :
-43%) EDHEND D,

W . =77y Lotk
5 CYP3A4 DFFEENE X L
TwW5ab,
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I SV

U778y o8G5 17 BREZICT b
IWNABZF BB LTEZAT R
SV IR AL T D I HE SR R 3K
T L7 (Cmax : -40%. AUC : -80%)
EDHEND D,

7Y s I SV G (i §
5 CYP3A4 DFFEENEZ L
Tb\éo

~NEHr Ty

T RN AREF DRI LY T
KL ARZZF oD AUC D3H 50%1K T
LIzt DHRERD D,

{7 75 SN o/l = I AVl (i 3
CYP3A4 OFFENEZ BT
b\éo

b A A At g
L AF IR
IVAFT Ik
[16.7.1 Z ]

)= EBFIT7LOHICE Y =BT
STOMFEEDIKR TN LI,
ARANLRE A A o 22t is o ¥ 571 2
Refl o D WD 5% 4 FERILL B
Bz bl TRET252 L,

2) T RARREF U EDOHHIZEY
T R R B F D T SR
K 25%IE F L7225, LDL 22 L AT
02— VO TFTRIIZENENZ HMT
FRHLEZEEID KRE o7 DH
ERH D,

1) = BF I 7R EA
FURHBBIE LS L. W
IS BAE & 5 WD F AT 5
AREMEN B B,

2) THH DAL DT K
LS A B F D WY P E
(W 35) 123 < P 3k
MBEOIKTNEZ LT
W5,

=S

T RANRZAEF DRI LY E
FAREBICB W TR I v B
ERNERT S (7T rARREF
10mg 5T Coax 1 +9.9%. AUCo2n
+3.6%. CLr : 129—128mL/min. 7 b
JVINA KT 80mg 5T Co :
+20.0% . AUCoon : +14.8% . CLr :
160—149mL/min) Z & "#ME SN T
Wb, KFZHT 25A61X, o4
XU UDOMBEREYREDE =X —
HoCATO 2k,

IFE : 7 RANRZREF T
kv axs oo Pgp 2
L 7= gk o il AR e S
TW5,

A mpiia
NI R —=x
F=NIT A NTIOF—
L

T MR ZREZ T ORI v
F o P Y (Cmax: ¥24% . AUCoo4nr :
128%) R F =)L A T F—)L
(Cmax :4+30%. AUCo24nr : +19%) (%)
MAFHIREED_EHNGRD b7z & oL
N5,

B 7 AR EF T
LHr /7 v2F Rk
ITF=)NVTRANTUF— L
D M) [B] 38 18 20 F DI 3
ZBHINTWD,

7~V o RGUEEEA
UNT 7 )

TEFITEOHICLY Fa b
B URFHEBREERER (INR) @k
ANHoT, KEIEFHT 256
VI3 E INR R AT D 2 &

HEFE © REA

(i a)
D7 4 77— FREH
HMG-CoA &

v F—F (VLT FrRARIFF—F)

E L., Al B
B L
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TREFEML 7 4 77— FREFHEOBMICTE Y HRFE. HE 7 vTF
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VII.

et (FERLDIES) ICEYSHEA

@ == F B tdHA

HMG-CoA &R ER & =aF WAL OFHIC LY . R, g 72 L7 Frdi—
T (VLT FrRARFFT—E) [CK] EH, MHPRORFIA Ty EHARHRE L, &
W72 B RE AL 2 £ O BB RURIE DS & S oo T W E ORENRH 5 Z ELIFHER & L,

@5 Jii 4
TRFITEVI/RARY L EOHHICEY, TEFITROV I v AR Y v OMPRE ER
DG I TWD, £72, HMG-CoA BEILEFEMHEFER E 7 n AR EOPFHIZLD . A
. DA, CK ES, Mk ORFI AT ey B ERHE L, SR BHEEE 21 O 1
WRERIE N S Db T W EDHRENH D Z L, Y7 ARY EOHFAIZEY 7 h AR A
ZF 2D AUCooan N 8T B EF LTI EDMENDH D Z ENLHHEE L Lz,

@7 Y —NVHREREFE, =) 2An~v A
T RIVARALZF b4 b Taf = EOHHICLY, T hANRZAZF D AUComm B 3.2 i
W ER L, 72, =V 2u~a v O TmAEH HMG-CoA & JrlsE [ E1EME AR A3
E5H (Cmax : #37.9%. AUCpw : +32.5%) L, =V A< A Al XD REIEENRE I N
EOWMENRHDZ ENLHHER L LT,

HMG-CoA iEelERHEH & 7 — /L REEE E O HIC L0 . BikE. B CK EA-,
MR NRFIA 7oy ERZREE U, S BHREEAL 2 £ 5 BT RURIE R & & b
RTNWEOHRENDH D,

®rIVRARYA T
T MR REF LT ) A A EOFRICED . T RN RE T O MR IR R
DHE 2 EH (Crax 1 55.9%. AUCo1is : +81.8%) DA LNTZEOWMENH D Z LB HEHE
BEL LT,

OHIV 7 17 7 —EHEA
T ARz gFrla e s UM FEALEDOHHIZED ., T ML RRAZTF D AUC 5 5.88
BIZEH LI ORENSD Z EBHHEEE LT,

D=L~ RFLJENL U FEL
T hNRNZREF L=< RN s U NFEALEDOHHAIZEY, T MANRREZT DM
RENEF L, BWEARRBLLT K RD2BENRH DL ENOIHHERE L LT,

®= > FLLENL T ILER
T MNNRAZF ey MUV T e OFRIICE D 7 MAARREZF oo RE
MEFH L, BWEARBI LT REBENRH L Z EnLIHERE L L,

©r77Fren
T RNWRARZF LTI T LN EDHHIZED 7T AN AZTF D Cuax Y 5.66 15,
AUCo?3 3.00 5 EH- L7z L OMERH D Z Lo i HER & L,

L7 /LEEL
HHA R AT a7 AN ZEFBIEER THLLTAEENLET MANRZEZF L EDOFFHICLY .,
T RN ZAZTF 2D Coax D3 217 F5, AUCoD3 329155 EH- L7 Z E D FHER & Lz,

Q7 FRF=7
T IANAGF LT FAF =T EOHFMCLY, 7 MANREF o OMPRER LR L, &
TERAREI LT RE2BENWRDD L OFHERE L LT,

QL —FTN—Y TV a—2
T RARZREZF LT —TTN—Y P 2—Z 12LUREDHRICLD, T FARREF D
AUCo 7 DHI 2S5 FIC EF LT L OHRERH D Z O HFHEERE L LT,
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Bz7r7EL Y
T RARREF LT 7 LY EOMICE D T RN ZF o d P IR A
T U7 (Cumax : -12%. AUCooan : -43%) & OHMENH D Z ENOLHHERE L Lz,

@Y 77y
T RVNRRAEF LY T 7B DALY . T RN R F OISR MK
T L7 (Cmax : -40%., AUC : -80%) & DHENHDHZ ENLOHHTEEL LT,

GRFHFrT
T RWNRAZF L EXFYaT o EOFHIZED ., 7 RURAZTF D AUC I S0%IK T L7z
EDORENDHDHZ ENLOHER L LT,

O A A s
TPFITEEAAURBBIEEOHBICLYV ZBF I TOMPBREDCIKR FTRALNTZZ & &
OT RN REF o bz o REBIIE & OPFRIZE D 7 MV SRR ZF o iR SRR E 2
5% FL72Z EnBOFHERE L,

(D=
T hNARRZF AR EOHICIY, IR omMERRENEF L (7 L
NZALF 2 10mg #%5-T Crax : 9.9%. AUCooane : +3.6%, 7 F/L/SZAHZ F 2 80mg % 5- T Crax
+20.0%., AUCqo4n : +14.8%) & DOHENH D Z LB OFHER & LT,

BFE M BEAT 3K
T hNARAZF U EROBEIERLE OFHIZE Y, V2T Ry (Coa : +24%. AUCo24n :
+28%) MO F =T R N T VF =) (Cuax : +30%. AUCo24n : +19%) O IHEHJEEE M EH-
Lot OWERHDZ ENLHRERL L,

W7~ U v RPUEEE A
TPFITEI I URbEEAEOIHICLY, T ha v R E R O BRI
LN ENBOFHER L LT,
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VI. B2 (EALOIES) BT 31EH
8. EI{EHA
11. BlER
WORIWERRS LoD EBHHDT, BEE+HIITITV., BEPRD LG EICITRS
LT A PR AE AT Y 2, [8.1 BR]
1) EXGRIVER & MEAEIR

1.1 EXAEER
11.1.1 BEYE (HEEARH)
TFT 4 TR —, MEERIERIE, B A S TRBEER R H S b L OWRERD D,
11.1.2 hEMRKRIEFEFMEE (Toxic Epidermal Necrolysis : TEN) . RIELIEARfE & ¥
(Stevens—Johnson SEI&EF) . ZWAIEE (W T 7 bHEEAR])
KRN i OWRENRD D,
11.1.3 HWEERMAE. IA/NF— (T b HEER])
PR, &, CK L&, Rk ORB I+ 7 a vy ER AR L T AR RIRIEN H &
b, SEBEEEZEOEELRERENSG LN ZENH D, £o, IANNTF—Db bbb
HZENHDHOT, JRELHAN., HAEESCENZ2 CKO EARS b GEICi3E&k 5%
k952 L, [9.1.2, 92.1, 9.2.2. 9.8, 102 &)
11.1.4 BENTEHIREE S A /F— GEERH)
T MR RAZF B HITENM T, CK @B, RIEZ D72 WO, T HMG-
CoA iEItHEFE (HMGCR) PURBEMESS 2 K & 3 D S I EVEEESENE S A R TF— 035 B b,
BERIE#LEGETAHRRESNTNEDOT, BEORELZ FDICBETLI L, B,
FIEIHIFE G L0 LERNA SN E OREBND D,
11.1.5 BIGERF%. FFR. FFHEEERESE. &EE (W 910 HEARH)
(8.4 ZM]
11.1.6 |MEBMERAE. SRMOBREAME. [U/MRBAE (W30 b AH)
(8.5 2]
11.1.7 SMm#E. ¥ERE (WIS HEERH)
[8.6 B ]
11.1.8 B MMA BHEARH)
B CTH-TH, FE, %ok, MERREE, M X MBRFERRD LN LEICERE%
HIEL, BIBERERLVECRIORGEOED)RNEZITH Z L,
11.1.9 EEHEAE GEEARH)
EIEM S E (IR, 258 2NVEIE(L T2 EndH 5, [9.1.3 5]

(fi) * (i) OBFIXETIRSLOEE S5
11.1.1 i@ EUE
AFNOERNOEKRER CIRBIE, 777 0 7% > —, MEMRIEEIE, 892 % 5 o mpueik
EWV S TZREWERIZA BV TR WD AR IR R CHRIZ DIEFIERE 1N H 0 | WS ik Tl
WEE DIEFIRE N D D, £T-. =P F I 7T OENIO T IRE CTEBUEDIEGRENHY . 7
M RA L F o OENEFRICTH MEMRRMERE, 777 0 7% —MUS, #ERZ 28100
BOEMEEME SN TWD, 2O &b, AAITHREERICEEWE T 5720 E LT,
11.1.2 FREEMEsR R S SE iR iE (Toxic Epidermal Necrolysis : TEN) . 7 i kEIRHRJE 57 (Stevens-Johnson
SEWERE) . ZTEALEE
AFNDERNOERBREBR TIZ IO OREWEHIZA LTV WA, = BF I 7 OENAOHTR%
TR SR ARIE ., Stevens-Johnson JERRE, ZIRALBEDIEFIRE N H D, £z, 7 v
NAZF U THWHNTOREFIRERH Y | ENEFRLTHEERESNINLTWD, ZDZ &
B AKHITHRERICEEME 3 2 720k E LT,
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11.1.3 B ARIE, X A/ F—
AHNOE N OEFRRER CTIE 25 ORIWERIZA BTN RS YES T IR TR Rl AR IE |
SANRF—DIEFMENDH D, 2. =B F I T OENHNOTTIRE THEEUT BEIE, I 4%
F—DIREFREN DD . 7T "MUANAXF U OENE IR T OB EAE, I A/ 3F—07E
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A —A NZ U T ®453%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. Accompanying texts should be consulted for further details.
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Use in pregnancy

Pregnancy Category D

The definition of Pregnancy Category D is drugs which have caused, are suspected to have caused or may be
expected to cause, an increased incidence of human foetal malformations or irreversible damage. These drugs

may also have adverse pharmacological effects.

ATOZET is contraindicated in pregnancy. Atherosclerosis is a chronic process and discontinuation of lipid-
lowering drugs during pregnancy should have little impact on the outcome of long-term therapy of primary
hypercholesterolaemia. Cholesterol and other products of cholesterol biosynthesis are essential components
for foetal development (including synthesis of steroids and cell membranes). ATOZET should be
administered to women of childbearing age only when such patients are highly unlikely to conceive and have
been informed of the potential. If the patient becomes pregnant while taking this drug, therapy should be
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discontinued and the patient apprised of the potential hazard to the foetus (see Section 4.3
Contraindications).

Ezetimibe

No clinical data on exposed pregnancies are available. Ezetimibe crossed the placenta in rats and rabbits.
There was no evidence of foetal abnormalities in rats dosed with up to 1000 mg/kg/day of ezetimibe by oral
gavage during organogenesis, corresponding to exposures of about 1 and 7 times the adult human exposure
for ezetimibe and total ezetimibe respectively, based on AUC. There was an increase in the incidence of extra
thoracic ribs in rabbits at doses of 250 to 1000 mg/kg/day, corresponding to exposures of 0.5 to 1 times and
100 to 150 times the adult human exposure for ezetimibe and total ezetimibe, respectively. The relevance of
this finding to humans is not known.

Ezetimibe in combination with statins, including atorvastatin, in rats and rabbits resulted in higher exposures
to ezetimibe and/or statins than either drug administered alone. Skeletal malfunctions (hemivertebrae in rats
and shortened /filamentous tail associated with fused and reduced number of caudal vertebrae in rabbits) and
other less severe foetal abnormalities were observed in rats and rabbits dosed with ezetimibe/statin

combinations during organogenesis.

Embryofoetal studies in rats showed no adverse foetal effects of oral ezetimibe/fenofibrate doses
corresponding to 5 times (total ezetimibe) and 38 times (fenofibric acid) the anticipated human plasma
exposure at the maximum recommended doses. In similar studies in rabbits, a No Effect Level for
embryotoxicity was established at ca. 90 times (total ezetimibe) and 32 times (fenofibric acid) anticipated

human exposure levels.

Atorvastatin
Since HMG-CoA reductase inhibitors decrease cholesterol synthesis and possibly the synthesis of other
biologically active substances derived from cholesterol, they may cause foetal harm when administered to

pregnant women.

HMG-CoA reductase inhibitors are contraindicated in pregnancy. The risk of foetal injury outweighs the
benefits of HMG-CoA reductase inhibitor therapy during pregnancy.

Atorvastatin crosses the rat placenta and reaches a level in foetal liver equivalent to that in maternal plasma.
Animal reproduction studies showed no evidence of teratogenic activity in rats or rabbits at oral doses up to
300 mg/kg/day and 100 mg/kg/day, respectively. Increased post-implantation loss, decreased foetal weight
and increased skeletal variations were observed in rats dosed at 100-300 mg/kg/day and rabbits dosed at 50-
100 mg/kg/day. In a peri/post natal study, rats dosed at 225 mg/kg/day showed an increased incidence of
stillbirths, decreases in birthweight, an increased incidence of dilated renal pelvis, increased postnatal
mortality, suppression of pup growth, retardation of physical development and abnormal behavioural
development; some of these effects were also observed at the non-maternotoxic dose of 100 mg/kg/day; the
plasma AUC for HMG-CoA reductase inhibitory activity at the no effect dose level of 20 mg/kg/day was
similar to that in humans dosed at 80 mg/day.

In two series of 178 and 143 cases where pregnant women took a HMG-CoA reductase inhibitor (statin)

during the first trimester of pregnancy serious foetal abnormalities occurred in several cases. These included

73



XI. 5&H

limb and neurological defects, spontaneous abortions and foetal deaths. The exact risk of injury to the foetus
occurring after a pregnant woman is exposed to HMG-CoA reductase inhibitor has not been determined. The
current data do not indicate that the risk of foetal injury in women exposed to HMG-CoA reductase inhibitors
is high. If a pregnant woman is exposed to a HMG-CoA reductase inhibitor she should be informed of the

possibility of foetal injury and discuss the implications with her pregnancy specialist.

Use in lactation
ATOZET
ATOZET is contraindicated in nursing mothers. Because of the potential for serious adverse reactions in a

breastfed infant, women who are nursing should not take ATOZET (see Section 4.3 Contraindications).
No studies in lactating animals have been conducted with the combination of ezetimibe and atorvastatin.

Ezetimibe

Studies in rats have shown that ezetimibe is excreted in milk. Ezetimibe had no effects on pup development
in rats treated with up to 1000 mg/kg/day of ezetimibe during late pregnancy and lactation. Drug exposures
(based on AUC) in pups were approximately 1.5% and 50% of maternal exposures for ezetimibe and total

ezetimibe respectively. It is not known whether ezetimibe is excreted into human breast milk.

Atorvastatin
In rats, plasma concentrations of atorvastatin are similar to those in milk. It is not known whether atorvastatin

is excreted in human milk.
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Paediatric use

There are insufficient data for the safe and effective administration of ATOZET in paediatric patients.
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