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SNz, . AVFOREERBICE > TEEREONBHROTET I T L a AN Z T U HE|
OO G- & AREF| O AW [Rl B D3 Wl S ALz,

RE

TEF I T OKHEIZ T H 1E 10mg TH Y, HlkEOEKE GRBR»O B LeAIMER R
R ARERHERINTND, T ARNRX T UOBBHEIX 1T B 1A 25mg THY . AHIZ
BUFHMGERESL, 1HHZEE LT 25Smg b <A TWe, o, = BFI 7 Lo an
AR F OO HABEOMAEE T, Ea b AT o —/VIifERE TIE 10mg/2.5mg 23 & 5 1 E
AnmEm<, FixEtEEm a2 VAT 2 —)VIERE TIX 10mg/Smg Tho7-, L ED T &b ARA O H
B, = ¥FIT7 /g ARZZF L LT 10mg2.5mg KO 10mg/5Smg & 2 FAEZ 3T 5 Z Ln
WETHDHEEZ, HFE L,
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V. ARICEY SEA

VAT 0 — )VIIJEBRE K OF S 2 L AT v — ) VIERE 255 & U758 AR G R R B &
Fhi Lo R, RAOFEIER OZEEP R INTZZ Enb, KAIOHEE LT=EFIT )/
2 ANAHF L LT 10mg/2.5mg X% 10mg/5mg % 3#4R L 7=,

4. RERUVREICEET HIE

1. BZERUVASICEET 5FE
11T UTOZBFITERANRREF U AN LOMELROHEEZRE 2, BEBICAK] O
HEZBE+T5HZ L,
ItEFIT
WE, RAICEZEFI 7L LR 10mg% 1 B 1REEEROEET 5, ok, Fi, ER
WLV EERET S,

ABRNREAFUAILY DL
WEL. RACIIE AR T L LT E 1|Elzsmgot WG EBRGT DN, FHIICLDL =
AT a— )UEER TS0 ERNHHGEITIE Smg KLV EG 2B LTS XV, 7k, Fin -

fbk XU EHERE L, &5% é&)éb‘iiﬁif& 4 FELIFEIZ LDL 22 L AT a0 — UEOE T

A7 AL, WK 10mg £ THETE S, 10mga &5 L TCHLDL 2 L A7 2 —/LED
1&?75& FTR, FEiEMEEm I VAT r— VIJERE R EOBEIEBEICRY ., SHICHETE
BB, 1 B K 20mg T TET 5,

1.2l LC, ZmEBF I 7 10mg KPR ANRNAZF L LT 25mg # L TWAELE, HDH0
IR ANZZF L LT 25mg M LR A0 5E812, AAILD (mBFI7 /1w ANX
X F L LT 10mg/2.5mg) Oz 5 2 &,

1.3JFAIE LT, =¥FI7 10mg KO ANRZRZF L LT Smg ZFH L CWAHA, HDHWV
FOANRZREZF L LT Smg XFZVBF I 7/ m A2 FF L LT 10mg/2.5mg ZEH L%
RAV 725612, AFIHD (= BF I 7/ mANRRZF L LT 10mg/Smg) O H # a9
5Tk,

147V 7F =7 U7 72 A0 30mL/min/1.73m2 Rl DEEFIZa ANRNZAEZF oLy L xR E
THHEITIE, BANRNAXF L LT 25mg LVEGERGL, 1| BHRREGEITe AR
FrELTSmg &35, [9.2.1, 922, 16.6.1 ]

T.5FFICR ANAZF L LT 20mg HHRFICE W CITBEREICEERN L b OBZENRH 5,
AANZ DZAZ&%/%ﬁMLtEA“ DXAX&%/kazm@&ﬁﬁﬁﬁlrﬁif@
FUEERAL, AL 1 EL, 2RI ESIN CREIC 1 BI%) ICBHEREREZITI e, BlEL |
NMTEITH Tk, [92.1, 922, 16.6.1 ]

(fign) * () OFFIXETIRLOHEEFE TS
7.1 z&%ﬂ@i_ﬂ% FHWTAEMMBTZEF I 7T T a ARRAZF U EEAORELOCH &L BE Ok
L TCAAOBAZ MW T2 THHZ b, FHAIOHIEROCHEZEH L,
72&0‘73 AENZ, B ANRRZTF 2 2.5mg XL Smg THRD AR+ 7IER N0 B, &5
WETEF I7 10mg KO AN FZF 2 2.5mg OO HIREXII=EF I 7 10mg LT r AN
AT Smg DPFFHEREN S0 B CHAT L 2 EMbEE L, £72. 7.2 TEAFI O &
(ZEF X7/ mANREZF L LT 10mg2.5mg) O FEE, 7.3 TEAROEHE (=

YFI T,/ mANRRZF L LT 10mg/Smg) O JFEZBHF L7z,

74 O ANAZF U OENE RS (17, BIELKOCHEICEET 5EE] OHE) 28T, 17
VY F =227 U7 7 2 AN 30mL/min/1.73m? Kl O B K G- D511, 2.5mg KV 5%
BfA L. 1 A REGEIT Smg L35, | EBESR TS, RANCELEG SN DB ANAHX T
U 2.5mg XL Smg THY, VLT F=27 U T T AN 30mL/min/1.73m? A O BE Ik
H, BANRLZF U ELTO 1 HIRKHAED Smg THHZ Enb, KFL AN X F L BHA|
PR T 2B OWEMRE 217 9 7O E L,
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V. ARICEY SEA

75 ANRREZFUOENEFIRE (7. HEEROCHEICEET EE] ©7218) T%ﬁﬁé:ﬂf
BY, RENCa ARRE T U BEA 2 BNEGT 5 EEEEZZE L T, EEREZITHI 2D
#H L7,

5. ERERALAE
D) BEERT—21R\y 45—
FeEREAER GREEHR) —E

B A x I .
| s o BT A g ol
TE¥FIT 10mg/ B ANRRK T
EWEaE%E | HARAN Y S Y A Smg Bt & Al S E PN i S A A
PR 23 S5 IN Qﬁmyéx;—k— (ZPFI7 10mg KLU EZARRH
(P835) 118 o F v Smg) EOFAICT, ZERERFICHE
[ 11 4
=11
B A 0 ANAHN T Smg & ZEERE T A
3 D BRI st wom R
— A M 2P N— o . AN PN N =] N N N N S N
D | PORSRERER | gy 2. s mAd—sse | TET ST 10me s m AR ST
| (P846) JRRI Smg B A Al SV E PN T R ) E A
122 4l ' (=BFI7 10mg LUE AR K
F v 5mg) EOFHIZT, B%ICHR
eng i
BHFOEENR | HAA PRGN —n TPF I 10mg/ 7 ANRAKEF
e e ST IR | Smg & 2o A1 e
(P836) 14 151 o RO s
i
| st | TR0 WAL, BBE(EE| =T <7 10mg RO ASAY T
55 | AR ™ L BB SR, 7Tt /1Mg%$ﬁ SUEHFHTTLE 1E],
o — U LE | . ”
I (P03317) 1% 40 1l AxfHR, AFATRERM ZEfEIRFIZ 14 H B ER O &5
H =
A TEFIT 10mg, R ANAZF
;E%Tﬁﬂ:iﬁ Eo LT AL, RS 2.5mg X&‘i\Smg ZHAIT, HDHWNIX
P B VLA | SR, AR | L) 7 lome & m A AT
E | (P832) N 2.5mg X% Smg ZffHTR%ZIC 1 H
N = 1IE], 12 BRI RE R O 5
[ HARAN
il = va § . .
i | HEREmE | D7 SEFIT 10mg Lo ARRETF
HiER B O FEEM. FEXTIR 2.5mg X% Smg #{fH TR%ZIZ 1 H
(P833) HeFH % 1Bl 52 AR D&
135 4l

HeFH (heterozygous familial hypercholesterolemia) : ~7 BHEGHMEF MR 2 L AT 0 — VIUE
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V. ARICEY SEA

(2) ERPREFEEREAER
HKyYEEERARR (P03317 : AEANT—#)
SEAFE 2 L AT o= VIERE (40 ) (I, =EBF I 7 10mg, 2 ARNAZF 2 10mg, X7
FEARZ1H 1A 14 A, BASUIOFH CREROE S LT,
TEBFITERANRE T L OMICEHRMICERD & 2 BN RE = HF BAER TR O 5T,
TEFIT L ANRREZTF O AL TR, WThOREARES L L TH LDL-C VA EIC
KL (p<0.01) , EE-AEFEMIML CREFTH- T,

TEBF ITELLIERANRNRE F UNHEA IO TR SNIEF O 5 6 17 BN EEH 23 &
ST, B, BERA OGN ZNZN 4 6], BIEROELSZNEN 2 6], FEIMED W,
Be7o. BEAR, REERMEAR. TR, PEEEESEM, DD VME, FHRE., RIRE, PR R RERD
ENENIBITHS7 D,

1) ZKGRHIFERFRIERE « S A/ERRER (P03317)

3) AERIGERESER
M ER R L

13



V. ARICEY SEA

(4) BREERYEABR
1) AR ER
ENEIMHE_EEREERE (P832) 2
pOE3 AARAGE DL AT o —/VIIJERE 321 4
e WEIE %k, IR, WATRER. SHRIER. “RER
AL METFA1G. X HR ERESEIN A ILmE, _HEF
HEY HARANRIZ VAT B — VIERFEZXZRIC, _HERFTZEFIT, m AR
2FUEAF, I EBFITra AR F U ER%ZICTHE 1E, 12 8F&S
L. U TFTOHEHEE®KRGHT 5,
(1) 1R 12 HIFIZH5 1] D LDL-C DRX—A T A b OB EERIEL LT, =
BFIT 10mg L uANREZF 2 25mg OPffi L, =EBF I 7 10mg L R
INABF 2 2.5mg HAIR G- & Oz T 5,
(2) 169 12 WHFIZH1T D LDL-C DR_X—RA T A b OB REfREL LT, =
EFIT7 10mg L 2 ANRREZFT 2 smg OPfFHE, =E€F I 10mg L AN
A B F v Smg WA G- & OFHMEE LIRS 5,
B) = EBF I T LmANRREF U TG LTc & & OREMER OREMEZ TN
Do
7 LR OE&tEE-TEa L AT a—/VIED A AR NSk BE
Bk S vE < 20 /LA L 80K LA T
< JAS A KT A2 2012 FERUTHEAS LS VAT BT TV —T, LLFWT o i
i
)7y — I W27 S 4, LDL-C 28 160mg/dL LA _E 220mg/dL A i
Q) B 73V —IZHFEE I, LDL-C 23 140mg/dL LA E 190mg/dL i
3) #7 IV —IZ/¥E &, LDL-C 2% 120mg/dL L | 160mg/dL i
B L | REHEMOARZ Y —= 7 ﬂ;ﬁ&oz A D7 T v RG]k, JASTA FF4
2012 FFRRIZES K YV A7 7Y =LV @b L CLLT 5 BEICER T CHEIEZ
WZEID AT, 1 H 112 i@%ﬁﬁ?ﬁ&:ﬁm&%a‘éo
TE¥FI7 10mg
1 ANNALF L 2.5mg
0 A/NAHF L Smg
TYF 7 10mgtt ARNA X F 2 5mg P
TEF 7 10mg+a ARNA K F 2 5mg fE
Fm A
FHmE H * LDL-C ODX—2F A b DR (JEFEH 12 H )
PRIRAY B
FEAmIE H * LDL-C D X—RA T A b DR (GEE 4 O 8 #HKF)
¥ L A7 1 —/L (total cholesterol, LAF [TCJ] ) . @ltEIVREHI LA T
2 —/L (high density lipoprotein cholesterol, LA N HDL-CJ ) . TC 7*% HDL-C
ZolWwicfE (BLF. Tnon-HDL-CJ ) . MU Z UtV K (triglyceride, LA T
[TGJ) ) . 77#EH B (apoprotein B, LA [Apo BJ ) . @EE C IGEEH
(hyper sensitive C-reactive protein, LA [hs-CRPJ ) D X—RZ T A D DEE
b= (R 12 @ F)
+ LDL-C DR E &8 B ERSCE (R 12 JH )
* LDL-C DRX—Z T A b O R (HEEK 5% 12 k)
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V. ARICEY SEA

EALN

DR | HEES R, o

B | EEEFAREA BB 12 D LDL-C DX— X 5 A b DR

R C XTI T 10mghn AN S T2 2 Smg AR GREE, T EF 1T 10mg RO

ANAK T 25mg HAIBGRICH L CHEZR LDL-C K P RE2RLT-
(p<0.001) .

c ZEBFIT 10mgtr ANRAZ T Sme JFHEGHEL, =EBF I 7 10mg LU=

ANAHLF v Smg HAIE G L CAHEA LDL-C K P8R E2 R LT
(p<0.001) ,

LDL-C DR—R 54 Uh b DELE CakH 12:88)

B 5B EZ10mg | RS25mg | RS5mg Eﬁ;fgf; E§é2§§+
kg 35 72 71 71 72
N—R T A 162.6 164.5 163.3 160.6 166.6
(mg/dL) +23.3 +22.4 +23.0 +22.7 +22.3
FR&RTAT 12 38 134.7 101.5 88.2 76.9 69.7
(mg/dL) +21.2 £22.6 +19.2 +21.1 +£25.9
75 -18.7 -39.8 472 -54.6 -60.5
{ (-21.9, (-42.0, (-49.4, (-56.9, (-62.8,
= -15.5) -37.5) -44.9) -52.3) -58.2)
(o) | T -35.9° -41.8S
| vs.EZ10mg — — — (-39.9, (-45.8,
> -32.0) -37.9)
-14.8%
vs.RS2.5mg — — — (-18.0, —
-11.6)
-13.38
vs.RS5mg — — — — (-16.6,
-10.1)

EZ: ¥ FITJ, RS: BANRAREF

NR—=2 T A L EKFHET 12 @R OW TR EHEHE RS, B ERIC OV TiEr N2

N EMFIZ & B M-Estimates (95%[3#EX[H) Z#/R~ L7z

TR KON G

PORPMEZE S EMEIEIC LD s Lztkic, 5, VR 7SS (FhAREE L A
TEIHTA RTZA 202D H T T —55) KONR—RT7 4 a2l Ee+5m
NANBUFET ML Y RDT-

¥ p<0.001, Hochberg{&IZ &V MED L E M % 7%
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V. BEICEYT HIER

LIDL-C DR—R 54 Uh b DEALRDERIHR CaEEA 4, 8. 12 :8F)

(%)

5 aaa THFZT10mgEt
www OR/NAZF 2 Smgit
eoo ARNREFbnght
5 oee THF3ITI0mg+ARNREF 2 Smgit
= THEF I T10ng+ARNREF omght
15| I
~ — ¥
| 4
2
7 =25
1
>
"
& -3
*
it 5 —————*
-45- R S
55 P——
- 3§ %
05 Wi eama s
0 4 8 12 GB)
#rE
BER
IEF = J10mgd# 35 35 34 35
AR/RREF 2 dmgd 12 12 70 70

Il
n

n
70
n

70
66
67

O R/NRAF 5mgEE
IEFITI0ng+ARNSREF 2 bmgl¥
IHF 3 J10mg+ ORISR R F 5mght

BEREHIE E -
LDL-C OIR#H 4 I, SEFFICHIT 2 X—A T A b OHAIBGRE & O HBES-
FEE DOBLROBGRERIZ L SBEFEXRMIZZENENLUTOLEEY THo7 (0
T p<0.001)

LDL-C DR—Z 5 A AL DEILRDIREHRE CaRki 4, 8 B

EZ10mg+RS2.5mg EZ10mg+RS5mg
EZ10mg A -38.6% -42.7%
= (-42.4,-34.8) (-46.5, -39.0)
- -40.3% -44.6%
= (-44.1,-36.5) (-48.4,-40.9)
RS2.5 . -16.9%
" | am (199, -13.8) B
. -16.4%
8 i (-19.4, -13.3)
RS5mg . o -13.9%
438 (-17.0, -10.8)
i -15.1%
818 (-18.2,-12.1)

EZ: = ¥FIT7 RS: B ARARHXF

MREFE a2 NEUFET LV E ROV Lz, ST VCEEGEHERNY 27 a7

U—%ZRTLLTED, N—AT A Max AR

L7,
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V. ARICEY SEA

TR 12 IFIZ 81 5 TC, HDL-C, non-HDL-C, TG, ApoB %" hs-CRP (D-<—
ATA DD DOHAIEGEEE PR GRS OBROE R ZE L 95%(EHEIX[H

. ENTNLUTOLEY Tholz,

N—RASA A bDEILEDIRSHEE CARH 12 B

EZ10mg+RS2.5mg EZ10mg+RS5mg

TC EZ10mg -25.3% p(;(z)%g,l -21.9) -29.5% ptgiigi -26.2)

RS2.5mg -10'4%p£61.3621’ -7.7) _

RS5mg — _105%}£§33?_77)
HDL-C | EZ10mg 1.2%p ii)%.673’26.1) 2.9%p isz.z(:;.s)

RS2.5mg -o.g%p :(;17.3,8 3.2) -

RS5mg _ -1.7%p :((;:53273’7 2.2)

RS2.5mg -13.8% p(<-(1).60.(9),1-10.7) B

RS5mg _ _130%}£383T_99)
TG EZ10mg -13-8%p :<02(5)113 -2.5) -15.2%p ib%gbt -4.0)

RS2.5mg _6'0%13501_‘1"667’ 2.5) _

RS5mg _ -7.9%,1;-&8.64é 0.6)
ApoB | EZ10mg -29.6% p(<-3'30.3,1 -25.8) -34.6% p(;g%g,l -30.8)

RS2.5mg 1 11%p<(013'021 -8.0) _

RS5mg — _109%}£335T_19)
hs-CRP | EZ10mg -28.1%p 2(050632 0.2) -40.2% p(:-gzg,l -12.8)

RS2.5mg -3.8% p(:_?)_zg;’g 15.2) B

RS5mg _ -1 1.9%p:((—).2197.2, 5.4)

EZ: = ¥FI7 RS: B ARRARHXF
WEFE v XA NEUFET AV E AW TEHME L7z, BT MCIEREGFEL Y R 7 2
V—%HRTELELTED, X—RT7A U fExERLELE, 2L, TG KO
hs-CRP D_R— 27 A B OZEALRIT, BRI L - OHEE 0 &5

A% D72 FE R L

(FH-RIR DAZDRTFH)-1) OfEZ 100 £5 L7,
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V. ARICEY SEA

TR 12 D LDL-C IR EEH HIEEZEKRIILL TO LB Th-o 7=,

LDL-C lEE EEBREERER CHERH 12 88)

‘ EZ10mg+ | EZ10mg +
R EZ10mg | RS2.5mg RS5mg RS25m8 | RSSma
B AL
H gﬂiéifiqf: 65.7% 95.8% 98.6% 98.6% 95.8%
7&%0 (23/35) (69/72) (70/71) (70/71) (69/72)

EZ: = PFI7, RS: BANRAKXTF

TEF I T 10mgtr ANAZF 2 Smg ffHIFEGREE =B F I 7 10mgtr A2
F > 2.5mg P GREDIEWES 12 HIF D LDL-C D_X— 2 T A 3B DZEALRORE
M7= (EZ10mg+RS5mg #¥-EZ10mg+RS2.5mg #E) 1%, -5.9% (95%E#EX ] : 9.2, -
26) ThHot= (p<0.001) ,

et

EIEH

BIVEH ORBLRIT, 2IKT 3.7% (12/321 ) THY, T _XTRETH-7=, =¥
FITEeuaANRNREZFUoFRHEEGR LG T DA O LK TIE, = BFIT
10mg+1 ANZ & F 2 2.5mg FHBEGHEORITERHIEEE (9.9%) 1Tr AR HZF
v 2.5mg BEHRE (0.0%) XV bE<., TOMOLEE T 5 CREE ThH -
Too Flo, HEERBERAKORCHNIIRD 272,

TEFIT 10mg & v ANRRAZ T2 2 5mg HFHES 71 B 761 (9.9%) . £7-=
EBF I 7 10mg & r AR F 2 Smg HFHEG 72 61 361 (4.2%) (ZEGRRAE
DR ZGEUREERNRO N, EREMERIXT 7=v7I /) F 7V A7 x
T —PINT, WTHOBEZEWTH 26 (2.8%) TH-o7-
BHEHILICESTRIERHE LT, =8F I 7 10mgta ANA X F 2 2 5mg (FH#
BT I9=07 I/ b7 RAT7 27 —EBHIIER -V EZ IV T AT o
Z—EB#m ) WicREZE ) . =BF I 7 10mgtr AR Z F 2 Sme fif
FEERECIEERE (16D AR LEZN, WTFRLEEIIRETH -2,

&l 1EF
1 5B EZ10mg | RS25mg | RS5mg %Zslz(?;nrf; Eﬁégﬁ?
%5+ 35 72 71 71 72
BIEM n (%) 0(0.0) 0(0.0) 2(2.8) 7(9.9) 3(4.2)
EZ: =¥FI7, RS: BARRZF
#E R VERAT Xt B4R [

2) FARA., . BEKRERK. 2017; 33: 881-96.
3) FAGRFGEREREAE R« EANE I E E RbiakE (P832)
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V. ARICEY SEA

2) REMER

ENBMHEENRERER (P833) 4

PIE

AARANEI VAT o —/VIJERE 135 Bl (~T oS EEREEES 2L 27
o — VI GE R 36 5] & & de)

THA

FEER, FERIR, SR ILRE

H Y

TEF I 7 10mg™ iFu AR FZF > (1 H Smg £ T) HANRM CLDL =2 L A
T —/LOIEEEBEEET Y ITELTCOWARWVWAARANE I L AT 0 — LIiEBE
BRI, IEEMRFTZEF I 7 10mg & 0 ANRAXF 2 25mg A iT=¥F
17 10mg & 2 ANRAZF 2 smg ZOFH T S2 B G Lic & & ORe R OVER
r R %,

1) AFIOAERBENAEROCHRICEET 2FEZ, [FAE LT, =8FI7 10mg
&UHXAX&%/&u12Mg%W%LTwé%G HAHNIRANZAEF L LT
25mg FEA LSRR+ oG EIC, AF LD (ZEBFI 7/ BANRRZF LT
10mg/2.5mg) DA & F+ 25 2 kJIU NEANE LT, =BFI7 1omg KUe A
N2ZEF LT SmgZ2FHLTWDEE, HOWERANRNREZF L LT Smg XiT=
TFIT7 / mARRZF L LT 10mg2.5mg M H LARA 0572581, AF HD
(ZBF T/ g ANRZREZF L LT 10mg/5mg) DA EZBGHT5 2 kjf%é
1 2) BIAREE(LIERB T A A KT 42 2012 FfRICES< LDL 2 L 27 v — VO fREEEL
ERELEN

7
BRI

RS ET-9 82 L AT o — VIED A AR NS SkEBRE
© 20 LA B 8O LL T
s A7 Y == TRMR R T, HEROCHEZEEET €T I7 10mg, 2 A
NAZF 2 2.5mg Xk Smg 52 X D68 % 4 LI EZ T T D
c JAS A RTA 2 2012 FRUCHEAS LS VAT BT TV —T, LLFWT 0%
Zia 723
(Uﬂ72)~1 ﬁﬁén LDL-C 7% 160mg/dL LA |
QA7 Y= S, LDL-C 28 140mg/dL LA |
BT — m ¥ &, LDL-C 28 120mg/dL DL F
(4) EEARE R (CAD) OBEENH Y ZR PBAIZ /3 S 4L, LDL-C 2% 100mg/dL
Lk
(5) ~T HHEARIER MG 2 U AT v — ) LIME B T LDL-C 73 100mg/dL PAk
A ~TREAREFEES L AT e — VIERSE  BETREICEL 22MN e S
TN H T JAS2012 IS E LT OWT s 2 JHH LI EA % é#é%
- & LDL-C Ifiie  (GRIAHERED LDL-C % 180mg/dL 24 |)
clEEAlE (B, N BARCoREAIED D VIET F U ARIE) &5V SR
i o
cFEME I VAT o —VIlE & B WD ITRFE M CAD OF R (2 BlELIN O ILR)

R 7 1%

TEFITNERANRRE FUBARGICEAEEZHEROHEZE TS TE
ELTWDHARANEZ VAT 7 —/VIERE Z X510, =BT I 7 10mg Xitr &
NAZF Y 25mg CIRFEEZZ T CWERFIZIE=ET I 7 10mgta AR Z T
25mg &, B ANRAZF L Smg THERZZ T TOWEHITIE=EF I 7 10mg+H
ANALTF L Smg e, BEICTH 1E, S2EBROEET D,
JFHIE UC, IRBREED H&EIX 52 MRIZE LRvy, L LR, RS 12 B
LIBEO W OBLERBERFIC, LDL-C ZIREEMEEEICEL TE LT, &2
M S AR MO BLRE D & BRI R E 2 W L IRBREATE RN & 03l L 728561
I, LT oxbicz e & Lic,
s BT I T 10mgt ANA K F 2. 5mg THRGBMA LR

THF I 7 10mg+t ANAZ F L Smg ~DHEE
s TEFIT 10mg+ ANA X T smg THREBIME L7 HBE

B AN LT O R RSO IMUIEE R AE TR OB N
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V. BEICEYT HIER

Eor:) Preeslat

FHMITEEH | AEES, WERREME. XA XA

Bl R HE

FHALTE H TEIER] 52 HIFE TO LDL-C D_X— R T A b DR
HHED | BIREHEEH

WA IEYE 2T 7= B 135 B2 =B F 2 7 10mg+ ARNA X F o 2. 5mg EA&E S
REIC 114 6], =B F 7 10mg+ AKX F 2 5mg FHEEREC 21 BIEI D 1T
7.

BIRTOLDL-C DX—RA T A b OZALRIT, 1REM 52 lHKFEX-32.5%& ., 20
hERITFRE Lo, AER OIRE B EJETGRIER] D LDL-C DRX—Z 7 A b D
ERIF, =¥F 7 10mg : 42.5%, T ANAZTF L 25mg : -245%, BANALF
5mg: -23.9% Th o7,

R TO LDL-C D& H B AEERCRIL, 16 4 BRI 82.8%% = L, 1AM 52
FIFIL 84.0% & . T DREMFRITMER ST,

LL-CDAR—R 54 UhbDEILER BEFMHER (RRXOBTHREH)

%) %)
0 | Y Y Y Y ”
B e THF 2T 10mg+ ORISR EF L2 Snght O leee THF I TI0ng+ARNRE T gkt
10 10
~ 5 T 5
;L _05 4 2 05 "
2 g
7 -0 1 -0
> 15 7 15
hn
’é‘ -2 5 -20
2:?2 : %—25 4+ e 1
g SR S S S fe %0 ! T

-40

—45 | FHIELRERE 45| TaofmaisE

o4 12 0 3 10 52 @ 0 4 12 20 24 32 40 52 @)
mEH e — e
IHF3T10ng+ ialce
oRAxEFoL e 4114 B e m m 108 TEFITIe 91 20 20 20 19 18 17 17

ORANARFongkt

LDL-C (mg/dL) R RT A UED LDL-C (mg/dL) R RT A UED
N2 52 LDL-C Z{t3 (%) N2 S Ay 52 LDL-C Z{t3# (%)
-33.8415.9 -23.9+10.2
142.2433.0 92.1424.2 (369, 308] 136.7426.5 103.7422.5 [29.1,-18.6]

LDL-C (mg/dL) : PR -+ FE {72
N—=RAF A 60 LDL-CZ{LHE (%) : FEIE+ BEUERZE [95% S XH ]

IEFIT 10mg+tABR/NAARF > 2 5mg B
RIFZTEF T 10mg+OR/NNRAF > mg BEIZHBIT5.
AABRDIEEEREAREFEN D LDL-C D
R—ZX 54 Uoh b DELERZBHMHERE (VT JIL— T

(%)
30

e TEF 37T 10mg+0R/NREFY 2.5mg 3 AAROIEEREEAEE TEF37 10mg
00— Tt F 3T I0mg+AR/NREFL 2.5mg B ATARDIEERFEEARE: OR/NREF 2.5ng

| o mm TUFST (ng+OR/SRAF bng B ATAROIEREEARE: OX/REF fng
. 10
~N
|
5 0
?f -10
7 20
-
5 é
@» -30
E
ft -4 B
3
-50
_o0| TiolE = s
0 4 12 20 24 32 40 52 (:8)
AR
By
FABIEF I J10mg 60 60 58 58 58 58 58 56
BABOR/INRZF22.5mg 54 54 53 53 53 53 53 52
BEAEOR/NR AR F 2 bmg 21 20 20 20 19 18 17 17
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V. ARICEY SEA

HTERED - LDL-C (mg/dL) R=RTAL U PED
N B RE TR PRI N2 523 LDL-C Z{t%E (%)
TEF 27 10mg A g | 15514326 £8.6+25.8 e
wAsAs T 25mg | L ;; g)r;i_;g 128.3227.7 95.8422.0 s
HASAL T Smg TS . ;3 “;gntg 136.7426.5 103.7422.5 s
LDL-C (mg/dL) : “F-PfiE £ el 2,
N—=RAT A UHEHO LDL-CELE (%) : T REEE [95%(FHEXH]]
ZEfto | BWEH (ESERHmE H)
(TR S BIEM ORILRITEMET 3.0% (4/135 4]) THYH, T XTRETH-7, EER
BITER R OB EHIIE - T,
TEF I 10mg+ 2 ANAKF 2 5mg BEHRETIE 114 619 341 (2.6%) IZEIE
ABBD B, FHERERARE 2 6 (1.8%) KOMT 7 LT FrRARFF—F
A1 (09%) Thote, =BT I 7 10mg + 7 ANAHK F o S5mg G-
TIX 21 69 161 (4.8%) (CHTHERERR AR T ORIEM 28D b,
BHHILICESTZRERE LT, =8¥F I 7 10mg+r ANZ X F 2 2.5mg HFH#
HRClg 7 v F R ARFEF—BHEM (1 61) NI LA, RETERET
HoT,
BIVER
51 EZ10mg+RS2.5mg EZ10mg+RS5mg
Bl g+ 114 21
BIEM n (%) 3(2.6) 1(4.8)
EZ: =BFI7, RS: BARRZF
L VERRAT ot G2 4R [
Tl RG22 LIk o THREBENENT 2 &9 2AERRIIRN- T,
4) SFARRA, M. ERREESE. 2018; 34: 765-82.
5) KFEH RH IR REAR EORE - [E PN O IAH & 9% 538 (P833)
(5) BE - WEBANER
MR L
(6) ARHER

D) ERARERE (—REAKKRHAE. FECERARERAZ. SARBELERRE) . Hakik
T—ER—XRE. HERFTRBERARONE
L

2) X&KL LTRBTFEOABTXILRER L-AE - HBROBE
L

(7) T Dt
HYERR L

21



VI. EHREIZEHTHEHE

1.

2.

EFPHICEAEH SLEMITLEDEH

INEa VAT E—L N T AR — 2 —BLEA

HMG-CoA 3% jr /¥ 55 fHLE A

HE  BEEOH AWM ORREXIINRET, RTOBEFRLESRT 5 &,

REER

(1) {ERERGL - {EFAF

AENTNBTHOI L AT — L RO AT a0 — L ORI ZBIRICLEST 3= PF I 7 L. JF
JECoa L AT a—LVOEEKRERET 20 ANAZF U OREHITH D,

TPFIT MBI ATa—L T AR—Z—LEH

TPFITIFEEEL O L AT e — ORI EHEST 5, =F¥F I 7 OEREAAIZ/N
JBETHO, NAAX—EHEAOTEHWRBRICEBW T, MEFETOI L AT B — L ORI & BT
WHEL, Z206%E. Figoa v x7e— 184K TF3E, mMParvxAra— 1 zKTF I+
7o 0089 RF I T KNZEOEEMRHY (= BF I 7AW X, DMEEEIRICFEET S =
VAT R— b T U AR=Z—"TH2 NPCILL IZf& L, NPCILl @ = L 27 v — Ligikihe
I}H%"j—é 10), 11), 12)O

ZOFER . NS COREME L O L AT a0 — LK OWEY AT 12— )L ORI ASE R A
WCBRE S, MBI CREA SN DI A/ nIZarFoal AT —LEa&METT 5, /MM
DOFE~D a2 VAT a— VEGARBENBY T Z Lk, N a L AT e —LE&ERN
KF L. A5 O VLDL O3B T35, £7-, FFRICE T 5 LDL Z BRI 5 =
LIZE D, M LDL-C WV IAADBEMT HEEZ N5, ZhboZ &Ly, mH TC K
LDL-C 2ME F9% D8,

ZoZEnsb, =BT I 7 OEMEFIIMO SIS MAEGEA] (HMG-CoA #IrEEEHEH, A
F UG, 7 4 7T — NRIEAI, WM AT o —v) LIRS, 18 FlOE 2 L AT v — Ll
JEBE AR L LT ORIV, = BF I 71X 2 #BEoFR I X v/ Toa
VAT — VRN Z 75 B AREEICEL U 54%FE 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 & BB EAEOMFHICL Y, M a b AT e — L3N TS5 2208, A
X & HAWTERBR VRO OF 2 L AT o — VIIERE 2 x5 L LR 19 D 980 OREh
776

7. Ty MEIZBWT, mEPFI AT a L AT o — L KO AT 1 — L OV % 3R A B
EI LN, EE, B, Yo xray, =FS VT XA R T U AW NREREE X I
A XD OWIUZITRE L 2o 72 9,

0 AR A K F o HMG-CoA i Tl B E #

0 ANAZF 0%, FBANICRBRBEINICER D A E L, T a L AT a— L AESRK RO HEEE S
ToH D HMG-CoA ZILEER 2B INFIN OB AMNCHE L, 2 LV AT v — L AES kA TR 2] 3
%, TORER, FEANOa L 27— LEEMET L, ZhEH 5 729 LDL Z B KO RINGHE
Ehd, 20O DL ZREEZNM LT, aLATa—LAEHLZOE WY BEHATHS LDL OfflE~
OB AHZBEML, ML AT —ARNMEFT 5, B ANRZF L, FECiEEL LT
g R 2 L CHRD A EN 1D, RECEAIE A AR 2D . BEENR R A FE 2 AWMl O e
WIEE W IAE IS <, PR R 72 HMG-CoA B T ZELEA TH D EE 2 BN D,
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VI. EMEECEHY HEE

B, AXF O EE LDL-C K FEICERIMHEBEBRITEO b\l ERmoitTisb .,
ZTOFKRDO—2EL LT, AT VBN 2L A7 a—VREDOIKT & FFFIZ, LDL /K%
SRT D T B AERESE Y TTF U L  rRy w9 AL (PCSK9) DOFRBKR O LE NSO L
AT 0 — VRN 2 REANC TS B S Z EREZ 5N TN D 18:19.20

RUF T LB ASKY FUORAE, RS E R IR F AR 2 5T 5 = & b, 4
HEI TSR +43 708 2 LV AT v — )VIEBE R ORISR 2 L A7 0 — VIEBRE ISR LT,
BERTIE F AR > b DA S5 191191020,

ALAFO—-ILDOEREMRIR
B EIL 50— AEEILZFO-)
800~2000mg/H 400~500mg/E

] -
L L
= 2
= T
i .
1 y|7
a8 I
A% 4R

JVAFO-Ib

»

ORNRAIFUICED IEFETICED
{ERER {ERERF
I-l_MG-COAE NPC1L1ICES

WrRRTRE ALZFO—IVIRIRE

ALAFO-ILEREEH BIRMICEE

’ (ZIRBVIS R ‘

FRAOILAFO-ILZEHETL.
WSeHIT, LOLESEHIEM

LOLEEFZN LTRSS
LDLAEIDAEND

& "" NPl
= =

ORINRIF

A40=20Y nsO0=2027
LAY
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VI. EDFEEICEI SHIER

(2) E =BT HHBRAIE
)T PFIT /B ANREFUHAEOa L AT e —VIETER 2 (W7 —% : <7 R)
A LDL 2 L AT a— L OEMNA LN LB FSHE~Y T AZHNT, =€FI7 (10mgkg/ H)
FOtm A2 L F o (20mg/kg/H) ZHBIOIGHMICT 1 B 11 14 BREAER ARG L, fd
AL AT — R TMMERZRF LI, 2 BFI 7L AARREF U L2 HEG T2 L1200,
IfL{# non-HDL =t L A7 1 —/L(d, &3 B G & i L TIRIEZ 7R LTz,

) =BFIT
2)-1 i3 L xFa— &K TER
OFEFEEATT T VICBIT 2EEKRTIER @Yy —% : 1)
T HY N 35 BRENEEFEEHER L O Fo L BY =B F I 72 RHEE L, =¥F I 70l
oL 27 v — U KT TREZ R LT,
1R G-RE - 20 B O IEEBHERE . SIEFE+=EF I 7 (0.1mgkg/H) REEHK G5
T ERE 20 A O @EIEFAEH+=EF 7 (0.1mg/kg/ B) 1REFEG% . @IREEN O ZEHL
(=BF I 7HKE5HIE)
R GEE) ClE=BFI7H&G 9 0B 2 L A7 o — L id@ia - fraifE £ ¢
TL. TPRRGE] ClRmER = L 2T o — L ofRzeicmil Shr-, Fio, =¥F3
T OG- HIE%R 3 BRIEEREFEFAMIC L b 5T, MR o L AT o — 33, 1E
FHOEGNRBD biLlz, T0%, MR a L AT e —AR3#ElNL-Z &b, =¥F I 70k
AW TH D Z ERREN Y,

F72. T AT 0.0003~0.01mg/keg/ H DY F 2 7 & EIEEE L 1 3 HEBRAR S L, &
A& T HICZ2 g4 LDL KO HDL =t L AT 0 — L& HE LTz, TOfE, = PF I 735
NEREFHEFTIC LV IS LDL = L AT o — LN AL L7228, Ifii#E HDL =2 L 25 1 —/Lic
X LTI LE RIZE b o T,

B, EIEEEART B AL T, 00lmgkg/ B D=V F I 7 AREMARG L TChha L
To—/)LEAMAMEU FICE TR FSED 2 &ideno7d,

EEANEETASFILIZEITAMERILATFAO—ILIZRIFTIEFI TDHE

(a) MEFHLALRTFO—)L (b) M LDLaLRAFA—)L
(mg/dl) TEEEGNAR  EEMEHARHIEFIT0.1mg/ke/H) (mg/dl) TEESFNAT  EEMNAE+HIEFIT(0.1mg/ke/B)
[ I | ARRS R [ I ] ARG R
# 300 LpL 200
L * > a
ES 250 — X 150
T 200 BRI &
| —A— A ac >
% 150 - FEESH & 100 alhiy
E .3
B
50 b
[ I | FRhRSEE [ [ | FREBG B
BIEARAN+IEFIT (0.1meg/ke/B)  BIEAERAH BERNARITEFIT O img/ke/H)  EEGRAR
0 10 20 30 40(R) o 10 20 30 zio(a)
BRI R 2 L 27 m—/L (mg/dL) O FEITMAE LDL 2 L A7 1 —/L (mg/dL) @
PEHAERERR AR T (n=5) . S EHERERR 25~ T (n=5) |
% :p <005 CIHHELGRICH L THES a: p <005 TrlEFEFAMATMEIZHE L THE
b (tHRE) . EZbHH tRE) .

b: p<0.05 TIREHRGAE 20 H HOfEIZH LT
BELY thRE) .

c: p<0.05TTPh#&EE5#E20 H HOMEIZH LT
BELY tRE) .
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VI. EDFEEICEI SHIER

QR IEFBARA XICBITZREETER? @7 —4 : A4 X)
BIREFEIAR A XZHWT, =¥FIT7oar2xra— UK FEHZHRF Lz, =¥F I 71X
FAEIRAEF G2 L 0 iR o L 2T v — Lo R 24l L7z,

2) 2 /NBH DD 2 L RATF u— VRN FEE/ER

Qa v AT u—VIRINEEER AEAT—#)
L AT 0 —/UIE R (LDL-C : 130~180mg/dL) 18 fil & %f 4|2 Bl % #E/E AL — HE M
T AR 2 g A A — R EFHRBRIC LV =B F I 7 10mg X7 TR E 1 H 18258
MEROELS L, = BFIT7O/NBICRIT D2 VAT v — VIRIIC RIZ T B Z R Lz, 2
HEAOHEGIZE YV ZEBF I 7 10mg 177 BRFICH L a L AT o — LV RINE 54% (77 2R
% 100% & L7z =) K F 87 (p<0.001) 19,

MEIZBFSILATA—)LRIRICRIFTIEF I T 10mg HEOFEE
(%)

50 -
o 40t
L
A
> 30t
o 49.8% \
{.ﬁ 20 |
2 22.7%
- 10 -
O l ]
751K ItEFI710mg

FEIEZ = L AT B — VIRIGEOFEEZ 7T (n=18) ,
* :p<0.00l TTTERBIZLLLTHEED D o) .

@alvzxFu—VIRINEEER @Y —4%  BERKONPCILI /) vy 777 b~ )
NPCILl EHE OBEIEF42KEEHE NPCILL / v 77U b~ ADa L AT o — LIRILERIL
FAT < 7 2 Ll LT 69%KV 2 & 225 NPCILL 23N Ttz L AT i — VIR O KERSy
EHI G THDLHZ ENRENT, 7B, NPCIL1 /v 7 T U b~ ATIEZa L AT o —L
AR U ORBIANTER ChH Y | HE., AjEe. MRAILFEIRmAE, WIRARA R OHHR Y
FIRAEICBWTRELZRO N7,

NPCIL1 / w777 b~T AR OEAR <~ 22 F 7 10mgkg 2 1 B 18] 3 AMKERA
BhH%, mEBFIT0a AT e —VIRIBAEE-HZRF L, = BF I 725 Lo AR
VT ADA VAT —/VIRILER{E NPCIL1 / v 7 7 U b~ AORIINELREBREICETIKFL
72, NPCILI /v 27 77 b~ AOQaA L AT — ) VIRINET, =BT I 7G5 L IERGH
TRIEECTH o7,

Dbzt =8F 701 NPCILL 240 L Calb AT —/LORINEZRET D Z LIURS
iz 10,
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VI. EDFEEICEI SHIER

2) -3 FREWIRBAIREE{LE 7 MBI B BIAREE (LR R IH EA

O7AE/) I T RSUR @WT—F : vUR)
THRE /w77 U MU RAZTET I 7 EEIEEE, REFEE T2 VAT e — L IEE A AR
&L BITIRET G U, KENNR PN i ST AR T i S OVSEEN IR PN A I 1 oD 75 28 3867, v i 2 Y 7
T5Z & T, BREBIREIFEOERICRIET =TI TOEEL R LT, TOME., Y
FERGREAECTIIWT OB 2 5 272 & I HBRENRBE LB ERNRO H-0lcxf L, —
BF I 7D 6 5 HRNREER G X 0 IREOHERESIME S iz 9,

QOFEFHAR UV X BT —% : vIX)
EREEHAAT UV X IC =B F I 7 AR G%, KERMEE&ICST5arx7e— 1271
OV U AT v — L OFEEEEZNE LT, sHhRBREIHEDOERICKIETT=EFITD
WEZRF LT, ZORES., IR G IR CIIRBHERIC B W TR AR 4 b 1L 7e DI %t
LT, 0.6mgkg/HDO=EF I 7% 4 HEIEEKREGT 52 LICX VREOERNFERITHIH S
(FT—ZREF) | KEBIRSHICBWTZEF I 7REICLY 2L AT 0 — Vb AT )L FE OV
B2 L AT 1 — LR EIEI 68% K TN 55%IK T L7 9,

SEANAFR VY FTORBRILATO—IILEREICREIIEFITDEE

) ) a L AT n—/LVERE (mg/g)
DE TP IFS /kg/
KEWRODERAL (mg/kg/H) pa——— e
JU— 0 4.9240.96 2.03+0.23
: 0.6 1.55+0.46* 0.92+0.09*
. 0 1.25+0.39 0.94+0.23
W RBAR 0.6 0.95+0.28 0.57+0.07

B VAT o — LSRR (mg/g) OV EEREL T (0=8) .
% @ p<0.05 TIHMIFZLGXIBBICHL L THEZEDH Y RE) .

2) -4 ZDAHLDIER

ORAT v —VERIIZRIETHE @Y7 —5 : Ty 1)
Ty hEHANWT, ZEFITOaL AT a— 1V LNOREL DAT a— VIR D /EH %
TV AT o= VIRINBEEER LI L, Z0/R, =EF 17 (03mgkg) L AT 10—
ROy AT r—b (AT v—) ORI ZBRRICEE LR, e s 271 T
TF TR N T VA T EE RIE S o7z P,

QOB Z I VR RIETEE W7 —4% : 7y )
HZ v ho+"HBENICZEF I T (10mgke) Z#5 L 1FM%IC PH] ©4 > AXT PH]
EX Iy D EFZEBRNICEA L, =BF I 7RG 2.5 FEE&ICmES P kdteez e
LR, /NBENLOE X I AROEH 2 D OWRIUCK LT F I 73 L2 RIFE R

Do T B,

3) B RNZREF

OHMG-CoA ETLERMEEER * (invitro, 17T —% : v b)
DANRAEF 0L, 7y PR MNFR 7 v Y —AHKDO HMG-CoA i#tl##E & 't b HMG-
CoA & TTEESE D B A A N2k U CEEM 2R LT,
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VI. EDFEEICEI SHIER

OFa v AT — LEREEER M (invitro. 87 —% : v 1)
OANRREZF R, Ty MOV 2T a— VAR E HEBEFOICHEL, £/, 20
FREMEA X, > HMG-CoA ZEtEER A ERNC X CEHIM L L7,

@LDL A AEFHEIER 929 (invitro, BT —#% : 7 b)
0 ANZAZF %, b MTIERE ST O LDL Z A mRNA OFRBEAZFHFEL, T v F THIET
@ LDL 5 BB A N S w72,

(3) {EFISTUR - RS
AR L
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VI. XY EiREIcREd 5IEE

1. mAREOHRE
TEFIT
TEPFIT7 GERAER) [ = BEFIT7oFEEEREM L L =BT I TRER (T — MK
RRERICB T A7 V7 v BIAR) | TR ETFIT[=EFIT7 GERER) +=EB5I7)
AR 2 R OFEmRI 5 & LT,

0 ANAHTF
0 ANRNAH T REACR Z PR ORI & LT,

D) AELEEYGOPBRE
FUERR L

Q) BRERCTHERE SN -MAPRE
1) BARANBERAZXS L LAY ENRSERBR (P835, P846)
AARNEEMRABEZIRIZ, 702 A —_"—EI2L0, KH 18 (=BFI7,/ mANRRHK
F oL LT 10mg/Smg) XIEFHEO=EF I 7 (10mgl §E) L ANZXZF 2 (Smgl §E) O
HF 2 OFF CZefEry (11761) ™ ROR#% (12041]) (CHEIRE N5 LAY LR %2 350 L
lx, ZVPFIT, BT I THEESEKLDT RN K T o R OV K B e
NRIA—=ZIILUTOELBY THY . AH 10mg/Smg L O=EF I 7 10mg & 2 A/NZAHXF > Smg
DO & ORI TAMFRIREMEN TR i 2729,

H) AFNOARSNFEZAEROCHEIZ 1 H 1R 18 (28FI7 /AR ZF L LT 10mg2.5mg
¥ 10mg/Smg) ZBHICEAKEGTH D,

AF| 10mg/omg ZZREHY RUBRICHEEZOKRE LE-ROEYHE/ NS A—4

SEC ﬁ‘E\ R . - N ‘: > \
/\i%)?:& TEFIT ?EZ\{Z!§7 0 ANARF
ZefE R Pe -
I 117 117 117
Cmax
(ng/mL " I% 4.73 69.3 6.58
ng Eq/mL?) (4.32,5.18) (63.8,75.3) (6.09, 7.11)
AUCo72 e 76.4 428 54.8
(ng: hr/mL'3 1% (71.2,81.9) (397, 461) (51.1, 58.9)
ng Eq- hr/mL?}) o ’ e
Tinax® 3.00 1.00 4.50
(hr) [0.50, 12.0] [0.50, 4.50] [0.50, 5.00]
t1! 20.9 19.3 12.1
(hr) (54) (52) (38)
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VI. EYWHEICEY HIEE

SR RE N ~ TEF I g N
et TETRT At R
BHREG
Bk 120 120 120
Cmax
; 4.93 70.1 239

(ng/mL" 1% (4.52,5.37) (64.5,76.1) (2.20, 2.60)
ng Eq/mL})

AUC0-72_hr 6.8 481 28.3
(ng: hr/mL3 1% (81.8. 92.2) (448, 517) (26.3,30.4)
ng Bq' hr/mL?) o : —

Tond 4.50 2.50 4.50
(hr) [0.50, 12.0] [0.50, 6.00] [2.00, 12.0]
t] 183 16.5 15.1
(hr) (67) (48) (36)

BTV ME (95%(5 FHIXTH)

T EPFITRPROANRREF
T EFITRAENK

§ U [/ IME, FeoRAH]

|| $frF2E (CV%)

) RAOABRINI-HAELROCHREE 1B 1E 18 (2BFI7/ BANRZZF L LT 10mg2.5mg
X% 10mg/Smg) #BHZICROKETH D,

2) REESHAR . AEAE VAT u— VIEBREEZNRE LIz BF I T ux & F v
ZOFR L7 L S OKMMEEHERRR (P03317) GFEAT—ZF)
SAEANFE 2 VAT B — VIERTE 40 B2 X402, =BT I7 10mg, R ANZAXF U 10mg™ %
14 BE., BAISOIHAKERORE L7 7 & R RV A LR & 320 L 7=,
TEFITRRNEANRE T OEYEHREICERRAIIZE RO & 5 W HE BAER TR bk
NoTz b,

NEAEILRATO—ILNEEETOILFITELARNREFUHAOEE

DEH/— P T 2 T HAIO DER/ a2 A2 2 F A O b
LA (90% (= HE[X ) § (90%({E X H]) *
Cmax AUC Cmax AUC
) . 104% 97%
R I = N\ —_— -
= EFI7 GERAK) (69, 158) (70, 133)
N 118% 114% - _
T EBF I THAR (81, 172) (89, 145)
N e 118% 113% L _
REEFIT (83, 170) (89, 143)
] \ B B 117% 119%
0 ANZAKF (84, 163) (87, 162)

RIBIEHAENIES W IAR I NA AT _A T Y T ¢ (B SHAIRS)
ST — 2 12 H5 < 90%1E 15 X ]

) AFOEREINT-HEROCHAEZ IR 118 (=857 /A2 F L LT 10mg2.5mg X
1L 10mg/5Smg) ZBHIKROFTETH D,
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VI. EMENREICEAY 51EE

<HBE>
zPFIT:

H AR RSN 9 il

H H % TIZERKRE

72,

ITEFIT 20mg*E, HRE
HW&@%DF%LK&% TEFITRO= BT I THEEEROMBEFRETN T LS 3
\ZEE LTz, BHFRF O AUCo4m 12D
FITHRAERO BRI, TAENEY 1.54 K137 TH Y, HREERRNC

AT (RFBIARRT 5 77 LI

WTHHLEZEF I TRO=E

BARANBERAICIEFI T 20mg*2 1 B 1E 14 BRARERARELIZLEZD
IEFITRVIEF I JAGHROMBPREHR

( ngngqu/:nL )
1000

100 ¢

Pr =
=

|||||

- ItEFzT

-o- TEF I JHEEK
FH{E + Z%FE (h=9)

(YR | ST
?1234 6 8

1

L L L
(e /e e

120
2

w—O

L
-

0 0 0 01234 6 8
5 7101314

1272436 48 60 72 1% 5%E5R9 (hr)
#58% (8H)

BAANBERAIZCIEFII2mg*% 1B 1014 BBREZOBEL-EZ2D
IEFIIRUVIEFITHEROMBHENFHE/NT A —4

TEBFIT T EBF I THAR
Tinax Crax AUCo-240r Tinax Crax AUC-24nr
(hr) (ng/mL) (ng-hr/mL) (hr) (ng Eq/mL) (ng Eq-hr/mL)
LB A 0.944 8.62 78.9 0.889 108 511
(56) (47) (42) (38) (28) (35)
14 A H 0.778 14.9 114 0.833 116 622
(34) (52) (26) (30) (26) (33)
| - | | - B &

BAEIL 6~9 BIOFHE (CV%)
a:14HA/1HED

) = EF ITVOEBINTCAEROHEET=EF IV 10mg% 1 H
) AF DK

X% 10mg/5mg) ZRZICHRATRLGTH D,
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H1EIERICEOKRES TH D,
RENT-HELOHEIX 1A 1H 18 (ZEBFI7,/ gARRZF L LT 10mg2.5mg

1R 1[E 14

BRI




VI. EMENREICEAY 51EE

3) RORE
MR L

<HBE>

0 ANAZF v (SNEANT—H)

BEFERR N 21 Billca AN Z F o 10mg* % 7 0 A4 —"—iET 1 H 1E 14 B, FET78H 5
WIEF#% 6 RRICROZ L Lz & 2 A, MEf e A N2 X F R ERER Xl & 5-REE CRE T H
0. BANREF U ORNEREIIHE GRBIOEEZZ TN EE X bz,

H) B ANRRE T ORI REL O &I G AR 2.5mg X Smg A 1 H IEROEETH S,
HHE) AHIOKR S AEROMEIE 1R 1E 1§ (2€FI7/ mARRFF L LT 10mg2.5mg
i 10mg/Smg) ZBHICEAREGTH D,

@) =
LR L

GDRE - -HAROTE
1) BAABERAZRSRLE LEAEEORERR (P836. P846)
H A A fERE R N BE 14 65 2 5k 8202 AH] 10me/Smg A FEYER 72 e S B s M O g e (35
ATZ 10 REfLL B 2R 54 4 B & CHER) ICHEIRN#L L, RFEOMELZ G Lz, miE
MV FI7, BB FIT7 GEAR+7 V7 o U BBRAR) RONa AR L F o oEYEhke
RIGA—=ZIILUTDOLEY ThY . ZEEHICHSRTEBRKE S TOTYF I T GEAE) D Cuu
1% 16%., AUCpux i I5%IE T L, B ARZLF 2D CoanhE 62%, AUCoqas 1T 52%4% T L7230,

BAANBEERAICAH 10mg/5mg = ZERRUVBRERZORSHOIEFI T GHEEHK) .|
MIEFIT GFREHRI LI O VBREEHER) RUODANREFUOENHEANSA—4

TEFIT7 GEEEEK) wTE¥FIT 0 ANRAR T
(14 1) (14 1) (14 1)
o 832 530 55.9
AUCq1as R (68.9, 100) (421, 668) (41.6,75.1)
(ng-hr/mL B 70.7 479 27.0
i Rtei (58.7, 85.1) (395, 581) (18.6, 39.3)
ng Bqhe/mLY) | e far sz g2y pore 0.85 0.90 0.48
(90%({5 #H X [H) (0.76, 0.95) (0.82,0.99) (0.41, 0.56)
o 4.49 68.0 5.47
Cona’ S iiand (3.29,6.14) (52.3,88.4) (4.02, 7.46)
(ng/mL " 3.76 71.4 2.07
i Rtese (2.87, 4.92) (58.6, 86.9) (1.39, 3.09)
ng Bq/mLY) | gefiysppg pit 0.84 1.05 0.38
(90%({Z 81X ) (0.73, 0.96) (0.91,1.21) (0.31, 0.46)
- 5.00 1.50 3.50
. e [1.00, 12.0] [0.500, 4.00] [1.50, 5.00]
max r
B 3.50 225 5.00
Rtese [1.50, 12.0] [1.00, 4.00] [2.50, 5.00]
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VI. EMENREICEAY 51EE

TEFIT GHaGH) MIPFIT | mARREZF Y
(14 1)) (14 1) (14 1)
N 14.8 15.8 19.8
. e (79) (75) (171)
trz? (he) 135 145 14.9
Y] (44) (53) (30)

AR IR B RTE 7 /AT K0 AT U7 die/ s S PRI R OF 95913 A X [H] D 3 28 fif
PorpofE [i/ME, RROKE]

SO GRAEEIC X D CV%)

=P FI7 GHAGHE) . mAARZ T

I e FI7

o ITRREkE ZEERR S O

F U4tET. BARNEEER A 14 6% 651 m A2 2 F 0 BEH (RIEH]) Smg & FE ¥R 72 fn
H A K OV (BGRTIC 10 BERILL B2 o5 4 W £ T R) ICHERE DG L
ol &, ZEHERR G AR TRER G TIE AUCous 1L 56%, Comax 1 67%{K F L 72 29,
LEDOFER XV AA] 10mg/Smg g ANZAE F U HBH| smg ZHEREAOKLG L&, o2&
NALF L OIRBEICKIETAREOREITHEL L T,

ARANRAF OB Sng 2ZEEBRUVBZICERRORS L-[ROEMENRE/NT A —4

g 24 %&{ﬂiﬁi@tt“
ZEER R 5 (14 1) BHEE (14 1) (90% (= 481 [ i)
22.4 (16.9,29.7) 0.44 (0.40, 0.49)

KW ENRE N T A —H

AUCoupast (ng-hr/mL) T 51.0 (38.2,68.0)

Cmax (ng/mL) T

5.36 (3.89,7.38)

1.79 (1.29,2.49)

0.33 (0.30,0.37)

Tmax (hr) t

4.00 [2.00,5.00]

5.00 [4.00, 5.00]

tip (hr) §

15.5 (50)

15.5 (48)

TA AR R IR A T T AT L0 AT U e die/ D IR S RE S Y 95% (5 48 X [H] o it 25 4 i
opgefE [RoME, oK)

§ &l (BTEIC LD CV%)

I Tt e 5 ) O

) ARBIOEKREINTHELOCHEIZ 1A 1E 1§ (=EBFI7 /AR ZF & LT 10mg/2.5mg
X% 10mg/5mg) ZRZICHRATRLGTH D,

2) BAROKE
s Bk L

<BE>

HEFIT

O F h7 1 L PASOEEHR R ~DE SMEANT —4) 32
fERER A (12 #]) Zxt5E LT, = EFI7 20mg* L &£FfFT N7 7 A P450 (Cytochrome
P450 : CYP) BEEROKE L e 2 REMN LB ZOFH L7z & &, CYPIA2, CYP2C8/9,
CYP2D6 & TR CYP3A4 V&M, WO N-TEF I FT v AT =5 —BiEME~DEEITE D LR
Nz,
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@774 77—NEeOMAEEN GMEAT—%) 3
fEFERE AN (8 fl, LDL =2 L AT 0 — /L =130mg/dL) 28 L LT, 7=/ 747 F—F
200mg (1 H 1[E) L=€BFI7 10mg (1 H 1) ZOFHLZE &, P =EF I 7TiER
BED Copx K NAUC IZZN TN LT ER NS EH L=, R EBEWROH D H 0 TlER
Molzy, 7/ 7477 — FORYEEICKIFTZETF I TOREBIIRD Lo T,

® v uARY MFE DA GMEAT—4)
JVTF=r 2 VT T AN 50mL/min R, o, —EME (75~150mg 1 B 2[E) O
mxﬁuy@ﬂ%W%$®%%@%ﬁ(SM)Kzf%i?WMg%iﬁﬁﬁbkk%\%iﬁ
°(#@AW+@A¢MDMEi%%%k&%@bf%SA%%@%%bkmo%@ﬁ%
<. Er@mw EOLDEBMEZITV., 7 AR CREESDEBOIEFNC L D iE5H
TRzl j’fb\f_,%% (11'§J V7 F=27 V7 T A 0 132mL/min) (ZTEF I 7 10mg % HilA]
BhHLlEE, RoBFIT7 FHEAKRHEEGIR) RED AUC TR & i L TR 12 %
E AR L7239, fERA (126]) 268E LT, =¥F 7 20mg* (1 H 1E8HE) o
fedk 57 HEICY 7 o AR Y UBA] 100mg # HERR O Lz &, MiEH 7 e AR VR
JED Crax X OV AUC 1F2 7 B AR Y HME G & Bl U CENEI 10% 5 DN 15% B3 L7z 39,

@ aLRAFITIVLDHEE EANT—%) 3D
sk AN (8 f5l, LDL = L A7 m—/Lli=130mg/dL) %% & LT, aLAF T I 4g (1 H
20@) t=¥FI7 1omg (1 H 1[A) 20L&, M€ FI7 GERAKR) KO=
BF I THERRE D AUC IXZ NIV 1/5 ROV 12 1K T Lz,

® ZooOIEmEREFFE/ER GNEANT —4)
W EAEICE T 2BERR T, =8FI7 1omg U7 7Yy, Uaxv . ROBHE
B (mF =V AT OF =, VR AFA L) EHALEER. 2o oy EhRe~
DEEBIRD SNz, VAF VL EZE®FIT 10mg ZHH LR R, =BF I TN
ATT ATV T I T HRBIEROSNenoTz 32, #illRAl OKEBLT VI = ALK
it~ 32U LEER) LoBFI7 10mg 20 L7z &, T =BT I T EREE
D Conax 1T 30% MK F L7223, AUC ~DFETFED HN/einoTz 9,

&) TEF I TORRENTHELVCHBERZZEF I 7 10mg% 1 B 1RABZICROKETHD,
H) ABNOABINFZABEROCHREIZ 1A 168 18 (2BFI7/ BARRAFF L LT 10mg2.5mg
i 10mg/Smg) ZBHICEAREGTH D,

) BANRREF

2)-1 B ANRRAHF N T D R

@ in vitro R #TEER 39
b NEEBERT A 2 T invitro SRBRIZIS U T N-iL A F AR AERR L7223, & OREHEEE 1T IE
BRI CTh o7z, Fo. N-BAFALICEI 59 % E7 P450 45 1-FlIL CYP2C9 J Y CYP2C19 ©
HoT,

@ WRRBR GMEAT—2)

02 ANASF U ORWNENREIZ KIS P450 FAERIOREEZMREFTT 572012, 7/vaf >y —u 40
(CYP2C9 x OXCYP2CI9 DBHER]) . rhat Yy —iu4, A4 hFaFr ) —A DRz 2aw
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4//m(mmm4&0Pﬁ%B®m #) & OPEHRER A L2, B S BEERIT

B 180) %ﬂfcﬁﬁ)’) 710
ﬁ&ﬂ%ﬂﬁﬁ%?%btﬁm\mxﬂz&?y@CW&UAmhi%m%mﬂm&w%%i
TIRF LR, BARRZ F U8 G% 2 FERICHIEER 2 B 5 LT 855121F, e ARZAZTF o0

Crmax X OV AUC o (T Z NV EVIEOFHIFD 84% M Y 78% T oo o 72 49,

VIBARY VEBREESN TV A DEBEE I ANRAZF U EAfFAREG Lz &, AN
AL F 2D Crax LY AUCoane 1, ERERR NN B CRAER G LT & XA TENZEI 10.6 1%
LT E EH LIS,

FIRT 47D (REARAR) EOFHEELIZEE, B ANRZAZF 2D Cpa N AUC 1T Z
NI 221 5 KON 188 fFITHIN L 7= 40, 1 A/NA X F 1T OATPIBI Z41 L CHFlgIZEL Y IA £
N, 7axXRY) U EFAT7 4 T7a P VEEORYIARERET LI LICL ST, rARRH
T OMBEPREZENSED LB X LT D 940,

2)-2 fFNC T T R

@ in vitro fRETFER 3
0 ANARF (SOHM) IZ2 X % P450 (CYP1A2, CYP2C9, CYP2C19, CYP2D6, CYP2El &z}
CYP3A4) IEMHEDLERIL 10%LL FTH -T2,

@ ERIRHER VLEANT—%)
U7 7 U4 (CYP2CY9 LTN CYP3A4 DFEE) HDH NIV THX T DOERNEIREIC KT T
BARE LA, RYENREFAM EER TR SN 72, CYP3A4 8 /EH O A % % it
ﬁék (2. REOBHTEIR L OO HRBRZ E L7228, =F =L X b T VA — LD R
ﬁ&iﬁ%mﬁ 0 ANZAHF L CYPIAG ICXIT DB EEH 2 RS e nEEBE LN Y,

2. EPEERINTA—4
) WA E
M ERR L

(2) BAR TR
s Bk L

(3) MR M
LR L

DIVF7S3VRA
MERR L

<BE>

0ANRRAE T (FNEANT—H)

FNEEEERR A BPE 10 flic e AN R X F 2 8mg/dhr & ERIN %5 L T LN a AR X F D

E2H 7 VT T UARONE S VT T A TENEI 489L/hr KX 13.6L/hr THY | B ANAHKF
WHFIIC LAWK EZIT D EE XL,

E) B ANZREF o OARI N HER O EIEER5-BIER 2.5mg L Smgx 1 A 1 ERKRO#%S5TH D,

E) ARBOARINT-HELCHEE 1B 1E 18 (ZEFI7,/ aARZAZF L LT 10mg/2.5mg
X% 10mg/5mg) #BFZICRAFKETH D,
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() A ER
BRI L

(6) T Dtk
HYERR L

3. BEH (REaL—L3Y) @
) BHAE
M E R L

QNI A= EHERA
M ERR L

4. RN
NAFTFRLSEY T«
LR L

<HE>

HANAZF o BMEANT—4)

H AR A B 10 fillc e AR X F 0 8mg/dhr ZFRIRN* & 5 L TE LT g ARNA X F DN
AFTXATEY T 21520.1% (90%EHEXE : 17.2,23.4) THo7=9,

) B ANREF U OEE SN HIEROCHEIZRSEIER 2.5mg Xd Smg 4 1 H 1 ERAKRETH D,
) ARNOARENT-HAEEROCHAREE 1A 1E 18 (ZBFI7 /a2 ZF L LT 10mg2.5mg
XiT 10mg/5mg) #BHICHEOKETH D,

AR
LR L

<BE>

TEFIT NG @T—% T v )

JREH =2 —VEMELZBET » M2 PH] = BF 72+ HRENESGLEZEZA, ZB¥F I 70X
AN 0 BT E A, 1 A BANIS PH] B S PIR MR H S, E 72 7 2 BARRIC IR
~DOBEHEBITHRRED LN, BB, EE/7 o~ 77 7 0 — TPk L A FIZED SN D
CH] AP WTh b =B F I 7HERTH D 2 LD MR Sz Y,
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IEF I TOMIRME VREAF~DBITORMIHERE

. i et
(X102 dpm) (X10* dpm)
100 25—
Bl -
® g a1
ﬁi] T g 10
. 4 25 ’L‘ BE 5
0 0-
1 7 15 1 T 15
WEEMm (2) WS M (43)

HEITPE AR ERE 2R (n=4)

ED =a—VEfLZET v M2 PH] =B F I 703 PH] = BF I 7iakz + 5
Feh Ll PH] =2B8FI7HKE5 7 v b TR & LISKEBH O PH] 23T ~BAT
L7, PH] =B F 78R HRE LT v b TIVNBERESUI/NEEE~ DS 232 < | Tk
BV OENEIREITR X < Fip > Tz o,

IEFITRVIET I TG HRDOHEBBITORRER
BE5 R CHIER I EFITRE PHIEM It FITREHHRE

(x10%dpm) (X 10%dpm)
15+ 15+
10+ 104
%
54 ﬂ 5+
0 i 04
@ 15+ . @ 154
& 0 SIS
6045 [*H] [*H]
)id 5 e 5
r lla &
R 0 0-
154 B 15-
1204 10 10
5 5
O m o
FIEEE Fae&d
&L &~
BRI EHE AR 2R T (n=4) |
MR IR 2=
HYERR L

36



VI. EYWHEICEY HIEE

<BE>

TBFIT @ T —% (FTv b, £X)

F v M [MC] = ¥F 72RO KOEIRNES Lz & & i e ED AUC I22oW T
B LSRN G126+ 52 050 (AUCpo/AUCH) 1E 17.3% () KOY 17.6% (M) <
bolz, AT [UC] = EBF I 7 &R0 KOFIRNE S LB, g A aeIRE O AUC (2D
WCHRH LZF RN B G632 0850 (AUCro/AUCH) 13X 6.62% () KO 11.0% (i)
ThoT?,

BANAZF v UNEANT—4)
FERERR A BPE 10 Bl e AN X T Smg/dh Z RN 5 L TR ORIz r ARZAZF D,
WL ITH 50%LL ETH D & HEE Sz 9,

) B ANREF ORI N HER O &I B GHGEE 2.5mg XX Smg% 1 H 1 FIRRAOKLETH D,
) RAFOABENTZAELEOCHEIZ 1A 1E 18 (mEFIT7,/ BANRNZRZFT L LT 10mg2.5mg
X% 10mg/Smg) #BHZICROKETH D,

BT ER
M ERR L

<BE>

TPFIT

TR F I TN, RO G% G TR S v, BRI SRR RIS AT LR OV eI B S 4,

Wh B IGAFIEER 20 KT 329, BREOX A I U TIZHEDLE TG & & I/ EENICHER

ENb, BEMICHEZ 0 R R ERET D,

O ML SNz F I I/ NGRIED HRIN S CTE ORI NETF I THAE R ITRH S
PAR~BATT 5D, —EBIdRI S iz ficHE s s,

QN TORBERNIZZEF I T I T F I THRAaKRE R D,

@z BT I THREMIZIEH & & HITHO/ME~HEE I NS,

OB F I 7THRAERORPGEE I EF I 7 L L TEL, = BF I 7RAERS LY BWVERE
PERNICH £ 5,

O=EBF I TRAKRIT, /IR CIRE R ZRET D & & bR A IR ST/ MG B Sk o
B-Z N v =F—BIZLHBEEZT, BRI S UBHEER T 5,

¥ ZEBFITHEER 2B FITOT7 2 ) —AHAKBEICBIT S Vs v VBRAETHY . EEIGER
HWTH D,

(TEF=TOE2HER)
HO  OH

H OH 0]
H H@/ Firo-Eiksit \C{JQ‘
= | -1 ﬁ
B = (UGT1A1

| AOSEREIE < UGT1A3

THFIT e N warese TEFITHES
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g7 —4% (7> h)

JRAE ) =2 — L& L7ZMERES »~ Mz [UC] = PF I 7 AHERO®KEG L- L &, #51% 48 A
FTICEGHIHRED 40.1% () KO 62.7% (M) 23MEHFICHe: S av7z, SRS HEME S 472 fldst
BRIL3%LL N TH Y . RN O F FHPIHEM SR ERIL 21%~32% Th o 72,

R L2200 7 v M+ TRENER G LRk, &G LB hidsaED 53.8% () KUt
81.2% (M) 2HWI OO L H ORI IS PRt & 47z 39,

5. o
(1) % — fxBE P9 & @ %
LR L

<BE>

DANAZF v @7 —4% (T 1)

Z v MZ [UC] B ANRNRZF % Smgkg ODHETHEROKLG LZEENEG A — T U477
77 4 —RBRITHBN T, RIN, AN, 3 8E R OVE B O B REIR B IR B IR AR T o 72 5,

(2) i — BB PR B 1
s Bk L

<HBE>

TBFIT @ T—% (T b)

iR 18 HHOMEZ »~ Mz [MC] =¥ F 7 10mgkg ZHEFRAOKEG L-E &, E#HICEIT S
FLAE TP AU RBIZ RS 4y DL CH G- 4 RERIC R mIEZ R L, IR, 5. R, FAREOER
WS ER TIRAN Ch o 7o, IR IT BN O M R REIR L D) 1/3 LUV O HURED
Rt &, RIRIMmE & O R R o F s (P, B, M, DL O iZonTidndng
& FRRA T - 72,

AR TEMERBR BT 5 EIREBE S & (1000mg/kg/H) ZMET »~ R OIER 6~20 AICKERS L
ol x, =BT I 7 OMREEIEESER S iz 39,

Q) it~ TiE
M ERR L

<&E>

TBFIT @ T—4% (T b)

iEt% 12 HEOWEZ » Mz [UC] =BF I 7 Smg/kg # HERROEG Lz & = g 6EIR
BN h-oTe (BEE TR : 2.43ng Eq/g)

AT ATEMRBRICBT 5 EIREGE (1000mg/kg/H) ZMT v FOWER 6 B~ 12 BICK
TG L&, WHLEA~DOBRBENHR S 9,

(@) BB~ OBITHE
MR L

5) TO DR~ DBITHE
M ERR L
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<HEZ>

TBTFIT @ T—4% (v )

HEZ v M2 [4C] = ¥F I 7EAHERR ARG L & & O/ M IS R OEDONEY TEill
ZRL, TEFITROEEBT I TRARIC L DIEREA CNGEE) ~0 @R E DR 72 %
BRI, LB DA OFERE I, IFlE & ORI Y > /RS i O Re R B & bk L
TENTNH 13 HERD 5.4 GREiREL) OBSEREOSANRRD L-n, F LSO/
B DS RERREE XV b M TR i REIR S L 0 ARVMETH D . BRI TR R~ DA 131F
EAERBDO NI oTe, MET Y MIBUT DD AN — 1%, A E ERE, 7 v
MEFBLL TV, 21 HREIRKEE GIZB O TIFRADOH 603 R RO ERBOABIE S ),

7B, Ty MIBT D3y ARKEERGEERR @& 1500mg/kg/H) . 6 » A MKERS
BB R E - 500mg/kg/H) SOKON 24 5 A MBS AFEMERE (@ A= : 500mg/kg/H) 0
T, = EBF I TICLDINEADEEITED LA TR,

OANREF v BT —% (T 1)

Z v MZ [MC] B ARNRZTF % Smgkg ODHETHREROK G LIZEBNE2G A — T U477
57 4—HBRIZEB T, BH L [UC] B ANRRZ F U ATH K LU R TFIC & b % < 0 Fh
L. #&51% 48 K[ & T M A eI BE LTk 2 Il P U B IR L LRI 8~25 Th o 7=, il
DA DT E AL OBET OSBRI E I, AP U REIR B & bl L CRIBE MRS . 5%
120 FEfE CIXHESREIIIFIE T O A TR &7z, W T ORI SIZB W T FEAR, [REK, H
PRI B OSKBIAIR D Jise S R B 13 HH BRI AT T do o 72 59,

(6) MTFPEAFKEEE
M E R L

<BE>

TV¥F T (invitroikER) 3 :

TEF I 7 1 99.5%~99.8%

TEF I THRAERE  87.8%~92.0%

JHHERERRE OB HEREFE 12 X 5 MR AR G R~DFEITFR O LTV,

0ANRZAZF v (GANEANT—HF)
bt MIETICBITAEAMAERIL% TH Y, FHEAEAIXT LTI Tholz o,

6. R
1) RBERGL R U R BHEER
LB L

<HBE>

TVPFIT

BT - NIE U CRB S D

R - FERBRE T, O7x/ —AMkBREICBT 27 V7 arBla by, EERH
MeLTENZAET I EF I 7HAE (SCH60663) NAERKT 5, TOMORBIREKE LT, @
NRUDNIKEEF D s Al (SCH57871) ROVED 7 = ) —NAMEKEERICK T 5 7 v 7 v Ui
AR (SCH578T1HLAR) | @V UNAALKERIEIZEBIT 5 7 V7 a U ER AR (SCH488128) D4
AR SN TWDEDN, WInE ZT< TN Tho7e 32,

39



. EhEeicBEy 5RA

IEFITDE MIBTLHHEERBER

D7z - IAEEED

o0 VEREE Ot
Bh#BE#:-veT1IAL, UGTLAS,
/Ef_/ UGT2B15 | @/t/ o

e
I EFTFHEEE) I¥FET (sl u

SCH58235 F SCHE0653
O
SCHS78TL

o0 ERET

@AV EE DT AE

DN
TN20 7 ERSE
BdEEE - ucT2E7

OG =
S0
F o
SCHAES12E

F

Q(

OH

-—

QG

2
rb

F o o
e FIl0 6 scnsTaTURE =

TANRRETF v (FEANT—H)

SRE RN B 6 Bl [UC] v A RAXF L 20mg* 2 HERRAOKG L& 2 A, et
(CHEPICHEE S L, R OFERICIEET DI RE D ERANIIREBMAETHY . a ARRZF D
ERANLOHRIZHT HRFOFGIIRELL 2V EB 2o, RETOERNRBHWIL, N-BiA
FIARK DN S5S-T 7 R AR TH > 7= ),

) mAANZRZF U OERRB SN MER O EITR GG 2.5mg X Smg % 1 H 1ERAKETH D,
) AFOARBSINTZAEBELOCHEEZ 1A 1R 18 (=BFI7 /g2 242F L LT 10mg2.5mg
XiT 10mg/5mg) #BHICHEAKRETH D,

QREICBEA5T SEE (CYPE) OHFE, F5FE
MR L

<BE>
TEFIT

(in vitro #5x)
E MHRD DNA BELRZHWEHRFHZ LY, = BF I 7067 =/ — /U HKBRICKIT 5 7L
7 uBEAE (BT IT7THREE) ~ORALKISICEE LTS UDP-Z V7 m ) Sr T
A7 =7 —1E (UDP-glucuronosyltransferase : UGT) 43 F-fIL 32 UGTIAL, 1A3 X O*2BI15 Th 5
ZENERINTVD
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VI. EMENREICEAY 51EE

GrEANT—%)

SRENBERERL AN (1241]) Zxfg:E LT, =E8F I 7 20mg™* & & CYP R R DOILE & 72 H50FEH
RIE LR L&, = BF 712X D CYPIA2, CYP2C8/9, CYP2D6 K (F CYP3A4 iiF .
WREN-TEFILET AT 2T —BIEHE~DEEITIZRD bR h - 72 39,

) TEBF I TOEKRENTZAELOHEIT 10mg 2 1 A 1 REZICROEETH 5,
) AAOAKRBENTZHELCHEIZ 1 1H 18 (=¥FI7/ BARREZF L LT 10mg2.5mg
X% 10mg/smg) ZEBELIHEAKRGLGTH D,

0 ANZAZF 2 (in vitro 3 5R)
b MERITHIICB DT, IFROREIT LY N A FARD BN ER L2, N-BA F R4
FAZIEEIC CYP2C9 3B 5- L TH Y . CYP2CI9 XX CYP3A4 & TR L L Tz ),

Q) DEEEHROERR U EOEIE
MR L

<HEZ>

TPFIT

TEF I TIE, BB B T A PEEEESRIC L > CEEEERFY TH L BT I THREIR
(7 = ) = WAMEKEEIEICEK T D7 V7 v U BRER) IS ),

GEANT—#)

SHE N fERERE A B E 8 BIIC [MC] =BT I 74 7L 20mg* A BAERE N4k G Lz & & o
REFHREICED 22T 17 GEHuAH) RUO=ETF I 7akosls (AUC ) Fthth
%K 82% (HFF 93%) THH, =BF ITHRAKICLL2EHBREI=EF I T LI
RED-o72 9,

W) BT ITORBINTZAEROCHEIL I0mg %z 1 H 1 EERIEORESTH S,
) RBIOEBINTHELCHEIZ 1R 1R 18 (=EFI7/8ARRZF L LT 10mg/2.5mg
X% 10mg/5mg) #BHZICROKETH D,

@ REVOFHOBERVESL., FELE
M E R L

<BE>

TVPFIT

MIEAIE R L > TER L= BT I 7T RA RO KM 200 LT iR~ L Phlt s
B, TPt SN BT 2 TRA IOV T, 2L AT a— VRIEREERIC T 5
INIE R D OESEN R E AR IR TS, LR -> T, =8 F I 7asgkiiotsT 7
GERARER) &0 TIRMERICLES T B D Y,
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VI. EMENREICEAY 51EE

0ANARF L ANEANT—H)

SREANFERERR A B 6 iz [MC] v ANARZF 2 20mg* AR OEE L& 2 A, b hidEd
20X N-BEA F VRN 58-F 7 R AR Sz 2y, fEH o HMG-CoA 32Tl L ETEMEIR
WEIT e ARNZALZ T U RE L RO Z R L, MEFIZHIT 5 HMG-CoA iE uBER R ETE M
ST HREDOFGITDLTNTHD BT 9,

E) WAL T2 OGBS P IR R OV B3 B G- BRAGRE 2.5mg U3 Smg & 1 A 1 IR A#E5TH 5,
E) AFNOEKBINTHEROCHEIZ 1R 1E 18 (m€FI7/ mARNRZF L LT 10mg2.5mg
X% 10mg/5mg) #BZICROKETH D,

7. Bl
(1) HEMERLL B UHR &
M E R L

<&E>

TVPFIT

1) JR - FErpyEi
AARNEEMRABE (F6fl) IZ=EBF 710, 20%, 40mg*ZBB{EHERROKLG L- & &, &
54 72 R & CORPHRIERII=EF I 7 GEEIK) T 0.05%AKM,. M=EFI7 GERs
F+HAEER) T87%~11%Th 7= ),

HEAT—%)
SMELNBERERR A BME (8 ) 12 [MC] =®BF I 7 Hh 7 &/ 20mg™ & ZENERF R A& G- Lz &
& 5% 240 B £ TORURRESRIEERITIE T 78%, IR 11%TH > 72 ),

W) BT ITORBINTZAEROCHEIZ I0mgZ 1 H 1 EEZIEORESTH S,
) AFIOAREINTAELROCHEIT 1A 1B 18 (=¥FI7 /A RRZF 2L LT 10mg?2.5mg
X% 10mg/5mg) #BZICRAKETH S,

2) Bt PEE (BT IEER)
TEF I TRAREI PR S h Db BRNAEEIC L 2BRAE 51, I =E T
27 GHAAK) & LTERINSAD (BIFESR) .

NEHT—H (T v F)
JHE = — V& LT » Mz [UCl =B FI72EEROKG Lz X, &E5% 48
B £ CloHRE S 72 OB IR, R TPIC 40%~63%. RHITIE 3% LA FTH Y . RFIND £ F
FPIZHEM SN B RRIE 21%~32%CTh - 70, BIBE N2t Z2517 v O+ ZFaEN -~
LIz &, BHHERED 54%~81%D3 UL D O 5 OMAH FRIZ HEE X du7z 9,

0 ANAZ T (NEANT—H)

SE N A B YE (6 f) 12 20mg™ (50uCi) @ [M“C] mANRZF U ZHERROESG Lz &
&, BHHESRED 90%IFXFEHFIT, 10%IZRFPICHE S iz, Fo, IREOFEPITAFEET D i 6e
DEWRTIIREMETHY , TNENRGED 4.9% K%V 76.8% T -7z 2,

) v AN ZF o OER S e HEKL O &38R 5B AAE 2.5mg X Smg % 1 B 1 EIRAKRLTH D,
E) AFNOEKBINTHEROCHZEIZ 1 H 1E 18 (m€FI7/ mAARNRZF L LT 10mg2.5mg
i 10mg/Smg) & BERICHEAFRGTH D,
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VI. EMENREICEAY 51EE

8.

() B

M ERR L

<HBE>

TE¥FIT:

AARNEEEERR A B (K 6 ) I2=¥F 7 10, 20* i 40mg* 2 ARBHERE O&H G Lz & &,
5% 72 K E CORTEF I T GEEAEHAGER) RAPPEERET 8.7%~11%TH Y . HEM
W LM REEFRD SN o7, RTP~OZEF I T GERAKR) Heiltt=1TIEH ITIEVVET
Hol-Z b (FEHEED 0.02%~0.04%/0-72 FEfE) | RPORZEF I 7TRETIZEFITH
ARIREOTEE L U TRHMEd 2 2 & 23 e Ee &l S 47z ),

NEANT—#)

SRE AR A B (841) 1T [“C] =¥ F I 7 20mg* 2R EER AOFK G Lt &, [C]
TEF I TICHRT DG B REO RS T FE PSP v, 5% 240 Kefi] £ T RS
1% 78% Ch o7z, RIRFZEI L 72 JRF~D BRI RIX 11%TH D | 5% 240 e £ TOR
G REIRIN R 1L 89% T~ 7= ),

W) BT ITORRBINTZAEROCHEIL I0mg % 1 H 1 RIRZICROZEETH D,
) RBIOEBESNTHELCHEIZ 1R 1R 18 (=EFI7 /8ARXZF L LT 10mg/2.5mg
i 10mg/Smg) & BRICHEAFGTH D,

0ANRZRZF v (GNEANT—#)
SAEANEEER A B (6 1) 12 20mg™ (50uCi) @ [#C] mANRRFF U HERROKLG Lz L
X B HIRETEED 90%I1THE T, 10%IT R I S 7 62,

) B ANRE T OER S N HEROH IR GRIAR 2.5mg XX Smgx 1 H 1 ERA#KEGTH D,
) AFIOAREINTZAELROCHEIT 1B 1B 18 (=¥FI7 /A RRZF L LT 10mg2.5mg
X% 10mg/smg) ZEBBLICEAKRGLGTH D,

bS5V RKR—5—ICBAT S1EH
B R L

<BE>

TPFIT

ITPFITEPHHEADOKE THD Z EBHERINT NS, InvitroikBR T, P-FFEAOREE L2 D
X)) nrEv Rl —F I ofEast~ofet #HE L7z (P-FEE A Ik 7 2 [HE5E
IC50=24uM) o9,

0 ANRARTF
0 ANREF AATHHET = A kR Y <7 F F (OATP) 1B1. 1B3 & N2B1 W ONC LA & A
1 (MDR1) . ZAIfEREEEE 2 (MRP2) | FLEMHEE A (BCRP) OEETHD %),

B & BB
LR L
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VI. EMENREICEAY 51EE

0. BREOWREHT HBE
(1) BHEREEE
s ERE L

<BE>

TEFIT GEAT—F)

TEF I THA 10mg Z HEOERBEFEKERTEE @ Fl, JLTF=27 0T 70X 10~
29mL/min) (ZHEREO&KEG Lo & &, @EERAN 9 fl, 7 v7F=271U7 7 A2>80mL/min)
L L TiEh =P F 2 7 GEAAER) ROV F I THAKEE D AUC ICENEE 1.6 1%
KNS5 5D EFHPRRD B ¢,

0 ANAZ T (SNEANT—H)

EIEE DR BB RERERE 11 HIIC e ANRAZF L 20mg* b L& &, BENSHEED

EHREERE TIX, mANRNREF U OMEFRREICKT2HEITIZE AL ERBD LNRNoTD,

HEBMEREERYE (VLT F=227 U7 F 2 A<30mL/min/1.73m?) T, @R AT

HEREE AN 35 B RH- LT 9,

E) B ANRE T OGRS EL A BT S5 BGEE 2.5mg X Smg & 1 H 1 FROKEETH S,
W, EEEHRERE R ICHRE T ABEA, uAARRLZF UL LT 25mg L VBBL. 1 BRAFRGEIT
5mg &5,

) AFIOAREINTZAELROCHEIT 1B 1B 18 (=¥FI7 /A RRZF L LT 10mg2.5mg
X 10mg/5Smg) ZRZICHEAEE TH 5,

@) FF iR B
LR L

<BE>

TEFIT GEAT—F)

TYF I T HA| 10mg A EEE, AR SUTEE ORISR E R (K 406]) L ITEEERA
(8 H) (CZEfgIF LRI e H L7 & & 4% (Child-Pugh 238 A) . 2% (Child-Pugh 434 B)
KOV (Child-Pugh 773 C) OFHEREREFEEZTOMEFR =B F I 7 GEEEIEK) O Cuax (F,
RN & T, 2210 L%, 346KV 42 0%, AUCIZENZIL 1465, 5.8 5 &N 4.9 fi58E
<, TEFITHREMED Crx ld. ZHREIL 1445, 18K 195, AUCIEZENEIL 1.7 15, 3.1
M 405D -T2, IFEREEEORE IS U EF I 7 GHusR) RO EF I 7HAK
O I fE PSR YR EE D F R 3EE 5T ),

OANAEF v (GNEANT—4)

B (Child-Pugh 23%H A (A2 7 :5~6) ) HHWIEHZE (Child-Pugh 53 B (X7 :7~9) )
DOIFFEREFEERE S 6 Bllc e AN Z F > 10mg* % | B 18] 14 AFERO#ES L, miEha =
INALF U YRFEERPNTE LTz, FEEEREE R D Cra KTV AUC 240 IXEEFER A O Z N1 1.5~2.1
ERN.05~124%TdH Y . K. Child-Pugh 2 =17 2% 8~9 DHEE 2 HillC 1) % MAEH I E 1L,
(AR TRE - 72 9,

) B ANREF ORI N HEROH IR GHAR 2.5mg XX Smgx 1 H 1 ERA#KEGTH D,

) RBIOEB SN HELCHEIZ 1R 1R 18 (=EFI7/8ARRZF L LT 10mg/2.5mg
X% 10mg/5mg) #BZICROKETH D,
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VI. EMENREICEAY 51EE

11.

Q) mkE

M ERR L

<HBE>

TE¥FIT:

AN &G B 12 6] (GEE 65~75 %) ([C=PF I 7HA| 1lomg 2 1 H 1[0 10 H R ER 0 #%
L&, BANIEERE DM 11 6 GEf 20~24 %) &HE L b =¥ F 2 7HRa kR
FED AUCooun \ZH) 24 5D EHAPRO OGN N, T €T I 7 GERA) BED AUC4mn
WZOWTIEH B R ZBITERD iR - 72 70,

0ANRRAEF v (FNEANT—H)

i M OEE i (BB, Mk 8. Fils : JEmEnE 18~33 %, mlind 65~73 %) TH
ANAZF 2 4A0mg* ZHEREO#E G- Lzl 2A, BHED Chu XN AUC T ZILENLLNED 82% K
N 9%ThH-7= ), £, FEFEIE D Cuax LT AUCo IZZENZENEIRE D 112% % Y 106% T
V. ERR BRI E 72 2 HESCIR OB TN B2 bz Y,

) B ANRZF OGS RGN O RIS BI AR 2.5mg T Smg & 1 H 1 FEIREO&REGTH 5,
. 1 B/ R#EE®IT 20mg TH D,

) RBIOEBESNTHELCHEIZ 1R 1R 18 (=EFI7 /8ARXZF L LT 10mg/2.5mg
XiT 10mg/5mg) #BHICHEAKETH D,

Z Dt
M ERR L
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I 24 (ERALDOEEF) ICEISER

ERNBTEEFNOER
EIN TV

o
D@

2. ERABLEDER
2.

22 (ROBHIZIEHBELENI L)

2.1 REN O T xt Uil uE OBEERE D & 5 B3

2.2 BERITHMEEEDH 2 BE R ONTFHEENMET L TWAS LEZONLUTO L S REE
SR, BT ROBMERE, TS, . SHIE [9.3.1, 9.3.3, 16.62 %]

2. 3 IR SUTHEARE LT B Al REMED & 5 2ot e O 3lid (9.5, 9.6 1]

24> 70 AR rERETFORE [10.1, 16.7.2 & ]

(fiAEs) * () OF ST BEFISCOEE S5

2.1 RAIDORATHR U TRBUEOBEED & 256, HEERMBUER 2 BE 5 2 TN & 5 72 0K
E LT

22 VI 6. Q)NTHEEFEFAEE ) (FER) 9.3.1 DIHBM

23 T v MIZrANRREZF LIS D HMG-CoA iE BRI ER 2 KER G LIGA 2B IR OB K4
FERRB LT ORENDHD, 72, B MIBWT, B ARZZF LSO HMG-CoA i TlEH
FLER AR 3 » A £ TOMICIRA L7z & & RILMICEREFERS D bilic E ORERH S,
IHIT, Ty FTRARREZF VDI ~OBITRME SN TNDZ &b, KAINREEG S
HILEWTDH=OE®DLE LT,

2.4 0 ANRAHF UL OATPIBlI KT BCRP ORETHEHZ ENMLNTEY, v 7 u AR Ui
OATPIB1 K& BCRP EDOHREAHET HFREMNH D, 7 v AR V&2 EG I TV 50K
BHEREICO AR F U2 Lz &, 7 ARY U OMAEEICHE IR LN RN T-
D, BANAKF D AUCq o DERERL NI M TG Lz L 21T~ T EA LIZED
WEND D, TOD, AKFE 7 AR EOFHIZL Y e AR X F o OMFREN EF
L. BHEHRH b T K R2BZNRNHEZ L0, 7 a AR 2 HhoBEITKRA
DOFRBEG SN2 2R D7-0ER L Lz,

3. MEEXEHRICEEST HITELEDER
(V. 2. ZHRESUIZNRICEET 21EF ) 2RI 52 L

4. AERUVAERICEHET 2TBEELEDEH
(V. 4. EROHEICEET 2L 2RI 52 L
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VII.

et (FERLDIES) ICEYSHEA

5.

EXGEFWIE L ZDOER

8. EELEAMIEE

8.1 AANX, =¥FI7 10mg LB ANRAXTF L L LT 25mg HDHWVIE Smg & OEEHITHY |
TPFITERARREFURGORMERAMNEITH2BEZNNH D=0, @UNAHF O H %
ety oz L, [11L.ZMH]

8.2 b UHE AV AT B — )VIIEIRIRDEARTH 5 BEFRIELZITV, BIZEEEESC, &I
J£ - BUESDOBIMMEIRBO Y A7 7 7 7 X =D& L +0EET L2 L,

8.3 BHE XM IREMA EMAITHRAE L, 1BRICKT 2RIENRBO b2 WAL E %24
ET5Z &,

8.4 T ANREF UHAIE G D AREA~OY) Y R ZRFICFEERELAITY) 2 &, £/o, BANRR
A2 F L OEER 128 E TOMITFER], A2 11, ZRLIEITEBR CEEIC 1 RI%) ([ITHEE
BEZITH>Z L, [11.1.6 5]

8.5 /A 3 B D Z ENRHDHDOT, MIRRESEOBE L +/mIciT7o 2 &, [11.1.7 2]

8.6 HURIRMEAE(X NIE, PHZEMMED 5 JHERE, BHRAE, MRFEOEBOEIE, MmiGIEEIZ
ML B 2 ZEANORMED ZROERICEL Y EBMIELZE L TWAEAIL., FIKREBOIE
. HANOY Y X %A ATRE/RPR Y i L7- L CTARAITOREEERTDHZ L,

8.7TxV¥FIT L7477 — b REAOHHICBEL T, HBRBRAEROLNA TS, AT 5
Al BEAIER EORMERORBICHET DL L, 747 57— FRIEHITIIEIF~Da L 2T
o — LHE A I S8, BAREAAOND Z ERNHDH, =BF 7 iEA X THD D EH T o
ILATR—VRED EEPHRESNLTWS, [151.1, 1525 8]

(fiAEs) * () OF ST BEFISCOEE S5

8.1 AAlX, =BFITLmANRAF U ORGAITH D720, WITORWERNHET B2
HDHZEND, TEEMMETAT-ORE LT,

82 M2 L AT v — /VIJETREANC BT 2 EFEHTH D, @2 VAT v — VIGEDORE TIE,
BEPIECHEESRIEZ GO/ AFREEOUWEN RSN TEY ., TR THEH B EENER T
ERVWERICII LD THEYRIEAZBRT L2 ENEY TH LR E LT,

83 H 2 L AT u— VJERFRANC Ll T 5 ERFETH 5. B2 L AT 71— VIEDIAHRIL,
a2 o— Ui ERHMHER T2 2 EREETH L0, B PP IEEEORE %
ERNATO, ABIOREMRT D ERMETH D, BHEICE > UIARFNIEG LR
AbdV, DRPEDONBRWVGAEICIE, AFIOEGEZTIEL, hOFEA~OELEZET D
B OARBIDERE B SRIT 20 EPI TR E LT,

8.4 =¥ F I 7T DOENE A LIZH VT HMG-CoA #TTHEFLEH] & O OFH BRAAEZ I AFHERE MR AT
BEETDHEIOEEREINTND, o, BANRNREZF U E2EE LU FERERFER D Z <
T, BHBRAEE y A UNICIFEREREMERE DB LI ORERDH L, TOd, EER
JFHERERE FE~DHER 2 KRR <72 DIc b, EMICHERBEREZITY ZENEE LW &
5, EEMETL-ORE LT,

8.5 IVIL. 8. (1) ERZREIMEM & OIHER) (S 11.1.7 DHEZR

8.6 VMR ME (R IAE B ORI K 0 @R MEIRRE N SGET 5720, AFO#IG TIiX7e .,
INHEFSICERN LTS X CARRIZEG T HAMLERD LT DE LT,

87 A4 X&E M- 1 » AMOKERGHERK T, =€F I 7L B0 B L 27—
BEOLEAPRESN TS, £2, 74 77— bREANT 2 VAT o —/ L ORRHF gk 2 15
mE, BAEZFRT L RERDH L, BRETIX, 7477 — MREAE=BFIT LD
FHOT =2 RN+ TidenZ End, EEMMET D20 E LT,
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VII.

et (FERLDIES) ICEYSHEA

6.

RENDHEREZATIBEICEHTIIEE

(1) EHHE - MIEEFOHL584E

9.1 BHHE - IEEZ0OHLESE
9.1.1 ERKREE
TR F I T CIIEEREEO EENHRE STV D,
9.1.2 MEHGRMBENDHOOLNOTVEDRENHDIUTDESE
- FLR IR REAS FE o R
CBEEOBER (BYA v 7 4 —5%) IZTOFEREOH 5 HBE
- EANVEDFIEEDOBN D H 5 BE
s TV a— LV EEE
0 ANASF U TIIRRUHAIE DN & Db T W EORENH 5,
0.1.3 EEMEBENEXIFOBERDOHLEE
FEIEAEESE (IR, 2858 NEUIFETLIZENH S, [11.1.10 BH]

(fi#0) * (fifdn) OF BILE TR OEF B

9.1.1 =EBF I 7 TIXENERRRICI W CTEERFMEED EARNRBO N TEH Y, FERPEEF X
KRN EEICRGTHLEND D Z Enb, EEMET 720 E L,

9.12 ZhHDBFIL, BBEIMELZEZ LT WERNEFTHEEF L S, B ANRNRXF UE
WEFIRXO 19. BEOEREZATHEEICHETHER] © 91 HIZEHEENTWAHZ &b,
AHITHRBRICERYE T 272 0ORE LT,

9.13 ERNANDHA BT A v CEIEMHENEICB W THER 2 E T 53K L LT HMG-CoA & Tl
BREA] (RFF ) NEHIN TS Z &, £, A FURAKIC TEEMEE (IR,
R | BDRIEIIENLIZEOHRENSH D ENLBRL LTz, B, AXTF 5P IEE
IR U T B B 2 Z F o & B G 3G LTIERI T, JERAERE L2 L ORENDH 5720
FETDHZ &,

Q) BHEESEE

9.2 BEREEIEERE
9.2 1 EENEEEOHIESE
0ANAZF U OMHPRENEL R2B8FNNH 5, [74, 75, 16.6.1 &[]
9.2.2 BEEXIXIZTOBREEOHZEE
0 ANA KT ORI ERIE OHEH O % < DB EERELF T EETHY ., iz, H
TR RRRIE 2 » TR BHEEAN D bbb Z R bH D, [74. 7.5, 16.6.1 &[]
9.2.3 BEMEEREBEEDHDEE
AFNE 7 477 — b RERZIHTHEEICE, BEESLSDEZERODEHBI SN HEICO
HOFRT 2 Z &, B ERERRELZ M O B BARIEDN H b bied v, L2 &7 0FH
THHEITIE, EMICEHIERESE L Em L, ARER (R, B o8, CK E
. fmfEORFI A7 ey ERTRNCmE 7 VT F =2 EREOBEREEDEAL 2R
BAELICRELZPIETE 2L, [10.2 BH]
(fEgn) * (i) OF/FILE IR OEE 5T
9.2.1 K1UN9.22 B ANAK F L DFKRRBEAEN S, BENOHEEOBREOH HHEE T, =
ANRALF o OMEFREICHTHEBITITEAERD NN, BE (FLT7F=r
7 U7 Z 2 A<30mL/min/1.73m?) OEEED H 5 BE TiX, BEKR AT P REDK 3
B EA LT 0REDRDH D, T, BRI TEE CTiX. HMG-CoA 2 ol &L EHI 5%
TR RUAIE O RBUEE N &L 72D EOWMENH D, FRUT BAEIE 12 £E > TR B HERED
HACRROONDLZ ENH DI, BEEIIZDOBMAEROH 5 BEIIIAF 2 EE IR ST
DUVENHD I ENOEBMET LORE LT,
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VII.

et (FERLDIES) ICEYSHEA

9.2.3 HMG-CoA EILHFEILFEFR LT 4 77 — M REAPLBEOFEFH TH S, HMG-CoA iET
FEF PR EANC B ORIER & LT ST 2 BRBUT RUAEE O fE R K 1 O — DI B e 3
H%, £7-. HMG-CoA EILEEHEILEAR L 7 + 77— FRIEAI & OPFHIC XL 0 20472 BHERED
BAL O BB RIRIE R B S b T W EDORERH D Z b, AFITHLEEMRIET 572
OIRE LT,

Q) FHeEEESE

9.3 FFikaeiEE RS

9.3.1 EELHHEEEEDHIEERUVIHHENMETLTWEEEZONEIUTOLS HESE
AL, EEFAOAMEE, FEET., FE. &5
BHELRNWZ L, ZTNHORETIE, B ARRZF U OMPRBENESTIBENARH D,
T, BARZRAF UL EICHIRICOMA L THERT 20T, FEEZELLIEIB8ZNNH
%, [22. 16.6.2 5]

9.3.2 hEEDHHKEEEDHIESE
BHLAWZ ERLEE LV, =B F I T7oMEFREN ERT I BENRH D, [16.62 5]

9.3.3FEEXIFZTOREFEOH HESE
TEF I T CIIAFEREREE O IS U TR ERE O EANRRO bz, 7 AR
F R EIHIRIC 2 L CTER T2 0T, IFEEXIZOBEFREO & 5 88 Tk, FEEL
BALXELB8EZN0NH S5, FFIZ, Child-Pugh A 27 2 8~9 OEF TIX, B ANRNRXF O
HEPEEE RIC R TE NS T2 E OWERH S, [2.2. 16.6.2 B ]

(fi#) * (fifdn) OF BLE TR OEF B

93.1 B ANRZF U DOEFKRBRABIE S, FEREIET L TV D BEFICARRN G SNTHGE.
AN FUOMPREN EH L, BWEARS b RdBENANnsH D, £, B X
NAZF AXFICFBICBWTHERT 2720, HEEZELIE28EZ0W0HH, = EBFIT
DENE RSBV TEH, HMG-CoA ZIiLRIAEFER & OFH T 2BEOEEFHE L TRl S
NnTnb,

932 MEEDAREIEEAL AT HBRE TP F I TomETEREN LATIBZARNH DL Z L
MH, EEMWMET L 7Z0HRTE LT,

933 =¥ F I 7 CIINFHEREFE = O IS U CIEP MR O EH BB 5N TWD, 1 AN
AR F ATFIZIIRIC oMM L CER T 57290, IFEEZEfLIEIBENARH DL, b0
EMG, IFEEXIIZOBERO S 5 BFEIIIAFZEEICEGTLOILEND DL Z E0LER
Mokl 35 7= O E LT,

@) &gk EETHE
HEIN TR

(5) bx4%

9.5 MEim

IR SUTIEAR L CO D ATREME D & 5 RT3 G- L2 2 &, 7 v MZfiod HMG-CoA Tt
BRI EFEAZ KEE G LG IR R oERaEARES N TS, HIZ, B F TR, Lo
HMG-CoA 32 BRI EHIT, IR 3 » A £ COMICMA Lz & &, BRIBICERETERH 5
b OFRERD D, [235H]

(fiFn)
TEF I T RO ANRRE T O FEBROKEFA N D HMG-CoA & tiEFAEAITO®ME
DD R SUTIEIR L CTW D ATREME D & o MEIZIT & G- LisnwZ & (BER) & LT,
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7.

(6) E7LIE

9.6 RELIF
B L7pnwZ b, 2 BFIT7 T, & MAFT~OBITOFEIARHATH 505, EIRENHS
BAWMETREGELET » FTAR~OBITHARDOLNATWNDS, BARNRRZTFTiE, 7o b
THHF~OBITRHREIN TS, [2358]

(fifas)
TEF I TR E ANRE T OEY)EERORE T NI O HMG-CoA i# Tl L EAITORE
Mo, BATOLMEIITEE LN & (5 & LT,

7)) MNRE

9.7 NR
AN R
(fgn)
EWNCIMEHARER, FAER, IR SR TN 5 AF O FARER S 7 < 22 VED e
SELTWRWNWZ EMBEEME T D720 E L,

%
Ertgr & LR REBRILSEmR L T,

8) mEE

BES TN

BEER

10. HE%EHA
0 ANRZAHF 1L, OATPIBI X OXBCRP DHETH 5,

W) BERER L ZDER

10.1 $ERAZEZ (BFEALABZWLI &)
A4 % B R SER - FEE 1k R - falRIR 1

I BARY o VIBARY) UVEEREINTWS | 7 r XKD 0 OATPIBI MK

(T4 3ay, 2| DEBHAZEICE ZARNZZF % | N BCRP DML HET S
A=) PEHLEZEE, Y7 uaARY oo | alREERD 5,

(2.4, 16.7.2 &) M EEICEEBI IR, 1
ANZAEZF D AUCaan DI EEE AL
NICHMCOKE®REG L L XICk
RTR TREEFLEZEORERD
Do

(fi)

0 ANZEF 1T OATPIBlL KT BCRP OREB THL Z BB TEY, 7 v AKRY T
OATPIBI X (" BCRP £ DO fE R HET L A REMER H D, B ARREZF U L7 a AR v LD
HIZEYD, BARZREZF D AUCooan D3 T EF L2 OWMENH Y | EEZ UTAMICEHE
ERIETEORFENDERIIBZENRHDZ D, REINRNFFABREIND Z & 2dET 57200
HEm L LT,
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Q) BREFELEDEH

10.2 FAREE (BFRISEEST S &)

A

B ARAER - HEE 55

B&FF - fEBRIK

7 4 7T — FRIEH
NPT 4T T — MNE
[9.2.3 &H]

T2 )T 4T T—hERANRARTTF
DOPFRICE N TIZ., W TR o3EA o i
FREICLEEBIIALN TV RN, L
L%, HMG-CoA & ol #EE
HE AT, WE. BE. CK
L&, FLRORFI AT e BR
ERAME U, B B REE L 2D
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Organon Pharma Pty Limited
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A
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An Australian categorisation of risk of drug use in pregnancy D (2023 4 10 1 TGA* database)

*Therapeutic Goods Administration

2% . HOME

A —A ~Z U 7 D434H : 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.

<HBE>
A=A N Z U TEMACE 20234 10 AR

Use in pregnancy [Category D]
Category D is defined as 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.

ROSUZET COMPOSITE PACK

No studies on the effect on embryofetal development have been conducted with ezetimibe and rosuvastatin

in combination.

ROSUZET COMPOSITE PACK 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).
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Because HMG-CoA reductase inhibitors decrease cholesterol synthesis and possibly the synthesis of other
biologically active substances derived from cholesterol, ROSUZET may cause fetal harm when administered
to pregnant women. ROSUZET should be discontinued as soon as pregnancy is recognized [see 4.3
Contraindications]. Advise females of reproductive potential to use effective contraception during treatment
with ROSUZET.

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 should be used in pregnancy only if the potential benefit

exceeds the potential risk.

Ezetimibe in combination with statins 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. HMG-CoA reductase inhibitors (statins) are contraindicated during pregnancy, therefore,

ezetimibe in combination with statins should not be used in pregnancy (see Section 4.3 Contraindications).

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.

Rosuvastatin

Cholesterol and other products of cholesterol biosynthesis are essential components for foetal development,
including synthesis of steroids and cell membranes. Since HMG-CoA reductase inhibitors decrease
cholesterol synthesis, rosuvastatin is contraindicated during pregnancy. The risk of foetal injury outweighs
the benefits of HMG-CoA reductase inhibitor therapy during pregnancy.

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
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 a 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.
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Use in lactation

ROSUZET COMPOSITE PACK

ROSUZET COMPOSITE PACK is contraindicated in nursing mothers. Because of the potential for serious
adverse reactions in a breastfed infant, women who are nursing should not take ROSUZET COMPOSITE
PACK.

No studies in lactating animals have been conducted with the combination of ezetimibe and rosuvastatin.

Ezetimibe
Studies in rats have shown that ezetimibe is excreted in milk. It is not known whether ezetimibe is excreted

into human breast 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. Ezetimibe should not be used in nursing
mothers unless the potential benefit justifies the potential risk to the infant.

Rosuvastatin

The safety of rosuvastatin while breast-feeding has not been established. It is not known if rosuvastatin is
excreted into human milk, but a study in rats treated with rosuvastatin showed that unchanged drug and
metabolites are excreted in milk at concentrations up to 3 times greater than those in maternal plasma.
Therefore, rosuvastatin is contraindicated in breastfeeding women. The results of animal and in vitro studies

of rosuvastatin are summarised in Section 5.3 Preclinical Safety Data.
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A=A TV TEHME 2023 410 Al
Paediatric use

Not recommended for use in children.
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