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s _ ZEOrsE ol
o] ¢ Tt (N=197) (N=195)
A A 7] EE 10/10m[10/20m
o] b5 10/5mg y g 5mg | 10mg | 20mg
AE %) (N=65) =66 | v=66) (N=65) | (N=66) | (N=64)
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o werma| 0@ | 0© | 0© [1A.5Hf 0©) 1(1.56)
ol 00 | 00 | 00 [23.08) 00) | 0O
71 =4
AT A
AA=AF 00) [2(3.03)]1(1.52)] 000) | 000) | 0(0)
=4 000) 0(0) 12(3.03)] 00) | 0(0) | 000)
74A}
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v EFHi2EE 2 OHXHEIUIE MRS AR te AFAE E AR
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H} 5] 1. <] _ _ o deNlE
— =3l 34 A =y
257 FATES v a9




E
- o
;OU oy
B wm
£ X
ol N
il Nop |z
No ol |
i ]
ojo O or nk 0
o N M) e =
Gy g€ H
Eﬁ g o
K SRR
Njo =K © W
oln ™ !} N
™ ﬂp © JIL
~ T K el
Nia 5 o
G o -
x5 w5
T o
=N N o |Njo] <
el dr @i TR
Wo|UH|E o M) |eHRe T
o W
= o
=
B
< A
N <0 o
Mo Jer AR
N ToR o E
N w m o(ww
——
o ® | |8 =
£ Y
NS - = | |2 =
TR W N ..
el x|k | R W
= 6 IS £} Mo

TFell weF ol gurgol 271

=
[$)

THA 2 &

%]__

GE ZeEA G2 0

1
< W

[QUNEAN

p

°F 3%l A e

- o
-

o A= 1%1 5, 40 2] 223 ol A

)

)
—_
file)
N
Ko
~

or

AAE= obln. =

%
)

o Aeizor

Ll

Azol A

k3|
=

%A

=i}
=

3) ==AA -l HA

g
~
oy
ol
cal

-

o

20229 o d)ollA HiuFth ZutiErdE

]

= =
= ©°

ol A5dA (
o] A creatinine kinase(CK) <%]7}

apo

™

—_
%)

ae] 5] ol

88

=
[}

]

]

™ YA A 0|QlT}. creatinine kinase(CK) 4%]7} @A

)

N
No

oF
<

ol
e

-

o

A7MA =2, Zaut2EE

=z

: 8 2EEA 4= vt

gAol A Ed ol A A7) &% ojEA o Z7)

ojlom AU,

Fast. o

S

¢ of

or
o

o

o, EEA EdlxoluyA E7}

ZEPME 27)

Dl = BEE, A9uiid A 2B S(HE =)

fu
M
rJ




N
Auj
Az
o\
@
iy
M
3@

A 2B R ofE3 #dEste] g 22 ol dikgo] Rad wk ot

- BANABA - 2T, FHANER @ 4F 2d(HIE W)

- ZF7IA - 53 BTN DA Add 22 oA 913 AL

- AN TIA - AAH Teeld, ARFRES(RIE £9)

- FEFEA AW B R R

ZEEA oFE AR dEste] AR JAAZNTE EEA EaEHAT (o, 71983E
A%S, 71984F, 7198, EF) o2t dAFZN= B ZEHEA oA Hi=A
o olg3t HuEd JditHo® AAstA] il ofE AHETE F T HoH, S4EA A
AL~ ) & SENA (TRl 3F)2 HAE AT

6) T AT F A AX

TN AAAE Ht 6@ & 30818 = tdo®E AARE ARG A A A3 A

Aol 2gaglol el FHEL 10.06%((3109, 415)2 F2 F5 0.78% (249, 247), o
R 075%( 39, 237), ALTZ7} 058%(184, 187), 7I&5%, 71d, &8%° 744
049% (157, 157)5°] R HJaL, o] T Fut2Beld JAAAA S wWiAD F s o=
ey ?*—2920/( 907, 10631)°]T}.
Byd GEFINEOZE ALTS7E 055%(179, 171)2 78 Bakal 255 042%(13
4, 137), F% 0.39%(12 274) CKZ7} 0.29%(97, Zﬂ_, o} A # 2 0.26% (88, 871), WHl,
ASTZ7}7F 242+ 0.16%(5 ), FE8%5, #HETo 13% (44, 471), 9=, F7zto]
+2t 010%(3 , 37), %+ b AER7, ERn, v}
A7 s A el el 42k 0.06%(27, 24), A, AAETS, 2544, %%—, Eedb
0.0 %(vﬂ 17) o= vtk o] F 1HolA e 5 HHdEEe FUd
sollen, Al o
%(4 , 47), =2, F347e] zz}

% WA g
12

N
.|_4
.|_4
>,O

Z o

~

¢ o

off 12 ¥ oo

—_
o
2

xD
od,
W

=
o=
N
o
o
AN
N
i)Y
i
A7)
ok
1z
do
4z
2

O&F—‘::

&£ o :{o
off
2
N,
ofi z

O

> O O
S~
5
.|_4
{'llo
-l O
W
Oﬂo\
>-9ﬁ
31

NN 2 o A i oy mE Y olN N
T
o
g
o
Lo
Lz
i) b
o
u
Al
oX
>
B
SUE
o
N
n
k)
kr
et
b
rH
)
%
ol
e
ol
[
o
o
i
T
olN
N
N
)

N
N—"
=
—
(en)

~ Tk 17A4]9] Ao}k

117418 Aot&AE thd o2 AAIRE 52F 5o YA AAN &5 2 STt

T A4 A A 10815 =H3H=(10 x ULN) creatinine kinase <3|
HistA #Z= ok b8 Aol tisf &ofskxte) kA A

bt o > 2
i
= =

(@]
lﬂ 13
O
rio
X
2
Z o
%
UFN
E
M
)
[ o i

B
e
rlo
oX
-0
_\-'L_l‘
Jo
>
ol
ol
8
)

ARAAHoA 4,700 oo AE didoz oAENEY A E HstA . A E




njBo e YA (EFEF] & HMG-CoA g JAA < HE&Fo) A3, oAl g

nHE dubd oz yopdo] 3kt CdAE R Eo A HiE o]dutge] F wdAL&S

HQFOM IE oldHkgo WHEH FAEIR oW, oS o® Rl Fofs T
&5 foF} AR

1) 5 Fo

etz AN Bl A ATAA Bl BAG] NAEFBE BAG BAbe] 2% o] Aol A
o] muEon 9okrolHe WHEHT L MR RuHYY oSS
<¥ 1>9] e

<E 17> A33A Hrrel BAIgle] o AEIN B S Fojdk x| 29 o]Ato|A HIEow $oft
oA HHEHT 2o vEE BuEYUd AAA o] ARke
o
AA o] AS 1k o AEI W H 10 mg
(%, n = 795) (%, n = 1691)
4
v 2 1.8 2.2
23714
=5 2.8 3.0
AL 3.0 3.7
3
vfoj g~ 74 1.8 2.2
AAF4 2.1 2.3
515 ¢ 2.8 3.6
+-=47
HHE 3.4 3.8
QE 3.9 1
ZE571A ol
713 2.1 2.3
<GE 2> HauHo] gl 9o o AEvHE G5 Fold H4S LI
1% L % &2 A BT 9k

HEFA Al 2,000 0]’2}«1 S ez dAE v Ee] PHAS HIFEHA

=3

o A EJ v B9} HMG-CoA YT A AAAS HELE Ocléi'ia o] o] d4uH-&3 HMG-CoA 3+
VEL GAAE Sd5FAYPES o o] dukgo] duty oz {FARIAT 23y HMG-CoA
gAdEL AAAE DEFAT fAte] HlE] oz lElﬂl 9} HMG-CoA daAh JAAS
WEEAS B A ofp| o8B A FX| A HIETE 9 o EUTH

{o

ANAEH BE GEEA3 ALY thdst HMG-CoA AL AAAe Ao TS AIZ3)
A 4719 YeFZAFAIGANA AFAAA FIEeE BAAGlo]l 2% o] Fel ] Huxom ffof
ToA e HHAERT £ HEE BIUEHJIY oS <3F 2> YEHATH

<R 2#> ol AE W H/AE Y H85Fo] A g A dztkAl HIEeh wAIglo] #HAFe] 2% o] Aol A

Hauselon ek o] BHEWY w& HER WuHd A o] Rks
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10 mg A k&
o] Auk-S- %, n=259 %, n=936
s (% n=259) 1 g L-262) (%, n=0936) (%, 1=925)

BRI

= 1.2 3.4 2.0 1.8

oA & & 1.2 2.7 1.4 1.8

S 1.9 1.9 1.4 2.8

5 5.4 8.0 7.3 6.3
231717

25 2.3 2.7 3.1 3.5

ER 1.5 3.4 2.9 2.8
7

o1+ 1.9 3.1 2.5 2.3

1] 5 < 1.9 4.6 3.6 3.5

A= 7h 10.8 13.0 13.6 11.8
o=

AHE 2.3 3.8 4.3 3.4

8 3.5 3.4 3.7 4.3

<55 4.6 5.0 4.1 4.5
*HMG-CoA g AAA < SAd AAENH TS A2sk 4719 9jektx B &5 o] 9aA|
5o E3sir)
#x 2~ELE A OFE = RE HMG-CoA St a A AAA e nE &
3) H=T By olE9le] HERE
oo, olemWAd, AdUxE, dAAEE R2F71A EFE ol dXAEES A 6259, 13@7}
A T3y o] AAAYEF A 576 S GO R HAASAT. o] AlgdL EEA TAsIE o]
AHESS BT o vlustr] e AAEA Gttt @A opnHolaae JdH o=
T8 A (HY AEAY 38 o), AEA) Y BAEBR C)S Fo =& ZH39S
o, HxaHYgolE TEEAFNA 45%(1.9, 8.8), AAER He} HiuHgo|Ee HEE
oA 2.7%(1.2, 5.4)A Tt FEEA s AL HIHYolE @5 FATLY uf 0.6%
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4) oAE N E GEEAF(N=1691), A EWH} 2BA B PEFAT(n=1675) £t
NAE B e} H-uHYolE HEEATF(n=185)4 &3} FHAE O E3A HuH ol
W82 o3 2t (=1/100, <1/10).
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o] el #x4e] A9, Ils AAE WEsol Btk EdsclnuAl $ed BAS
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o A%, 0% Zdo] Add WA wUEY sfokath. Edotel AL AP FaH 9 3
Wl ol A%HOoT FrhshE A, ol k) §3FL PFAAY FoIE FVT AL AP
o},

S5l ABE S T AEEA FES B8F BAA AR F 24 A, A7

of oz B3 FU YA Fg% B FF % &4 2Pu/EE wULYFNYS
Fro] A 7 gelo] selmA ke A,

| Qe BAA T A Fol
84 sdzopuluAe A& Aol

Aol FofskA & 'Y Fx)

of obe =L Hrp
slof @tk 24 1A%
ol Sxpollsll o
<ol Al )] 1>
WEQADNA T obrlrolEa ) A&H FH(AAARA 3 ol el i@
WA ES OIAE N B2 05%)T kR 0.3%)014 FASHAT,

NAEE el ~ERIA oFEe] Mg Fofo] tF tEAYFAFNA T olElide T

43
ftlo
m
£
ol
ol

P
Ao A% AHEAAEA ) 0 ool tF BAEL olAE N He} ~EHEA obE
& 2dzolA 0.6%%Th ol avz ool Hae] Hoe Aur oz Zado] EIA o
%1, £74%F AA Bl gom FE FUF T EE Bof A& AoE sAHA=
DRl

3) WiuA 7%

25 BE S 2HS 2EE7) oFES o3 S4cA HbAle 2 BE WPsae) Z7)
b naE 2gu 2eE B2 e AR 99 a9 §ol4o nawte @A

< gaa
1) A4 A

As 2EpeA SfRelA 53 A7) Fof A A4 AT ge oldHel Adst nid
dhoglth BEHE FHoEE EEEW, WA 713 2 nA Aol s, A
Fga 2 d)t 239 5 Aok B 144 AABOR oyHE ALl AE
obgel A2E Fus|or @}

5) i

BRI oFEo] FF FumWol WA Y@l B P BASIAAN AT FuH

< A3t E ~BdE A8 F9Y AL
FAHFTELF 5.6~6.9 mmol/L, BMI>30kg/m2, 54 A%
4 ) AalA £x RUEY 5 A4

| =0 =
AEFFS F2T F A= 2 7HA FAF AAE[JS. a2y ~EEA
4] El %

[l
v
o
o
e

%
(1) FEIA : S5, e FohelA FSuA, FFAULL Folsts BANA o %
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F7Fsh= AF, INRS AHs] RUEPH ok otk =8 FotdA &S1AE Fo F<l
Aol Al o] k& FodE A, Fol Mo ZREENIALSE SAHI okl X7 7%
S AF SAst Z2EFWIAZC] FosAl ¥MsHA Fae Flsiof k. kA
ZZEFHIARI] ghHY F71F o2 RUEPE 5 Ut o] oo &F& WASIAY F
o g Fde A, A% TYE A LS wHES o St

(2) JEHOIEA oFE: ABYOEA FEL FFoR FH2HE HWES SVHA B4
S 2L F At o] % JABYCEA dES WEFASE A FAFo] o4l
He A 3 2AE AAdeorsty A" Aske] Al aRjo] e Eojok gtk

B) HHEA A FA: o] o FFAN AFFA FoA 243 ol F Fo F 4R o] F
o Fofsjjof g}

(@) FAIEAE - AR T ARG PoA Zeutagd g FAHAS eSS o FEL8s0
So XFst 25 BE o] dNtEEe] HuFHeRnE, Eaut Bl AWM B
AAHA =t

T AEE =Y 7 JeBE FoIAT6. FEFEAE F Hx).
7) 34 984 : SLCO1B1 c.521TT ¥ ABCG2 c.421CCe} Hl 3t SLCO1B1(OATP1B1)
£ ABCG2(BCRP) c421AA%] FAPo] 2ul2glEle] % (AUC) Z71et @
2 BRuFdt. ARG ©E o] ok A F FaEAC FHHA=
L, gzke] A gk 3l efAdl mEt §¥e =dE eVt ok
J

9) <+ A 2ol A= 9% = B/ ARl vA= el Bk AE nb
7F ey, o] & gl FAlA oA Eo] yEhd ¢ Aee P sfof At

B R 10he 1 24ukaeby 208 18 A% AR Fofste] AAF of
sag AY Az, 2sulagRe] 24 sfoA olAEE RS Cmax7t 26% 27181

£ B 2yl aERl/ AR BaActe] ofRAEAEd dF ATE FaHA
Rrgkoy}, Eut et s A E B A oFEel E AT ofejet go] FAHUh
<2 5ulEhE>
1) B oFEo] EiutaEEe] MAE 9

A W R AA W AEATe] w2d = SRR

v o 11—

B
=)
[>
uj
mu
flo
>
)
ft
I
ot
I~
<
i)

T3 43 ZA8s Bolx (714, AdA == FEAZEA ZEskA]) Ferh
ZFul2AgE S 3 5 GESF4A OATPIB1Y 5544 BCRP 5 ¥4% 44 oz
2 2~E}El

o] 714o] Hv, o F4A] WA AsA 9 2rHABEL P A 2on)
o 3 ot ks 29FY AP =Y 5 Avkeh E ¥x)

_15_




<O E SfEo] E2autieEe 5 (AUCC PR+ F3F (Exs A A3 <A
Z=nf~ElEl >
g oFE 2opoage g T jﬂ AUCS]
10 mg 1¥¢ 13,
AlolE 229 75~200 mg 1Y 23], 67143t 100]75 = 718 =7}
=< i

CFERARARICl 300 me/ wlmilel 100 mg 191 181, 8 0 g 2o |5 1w 21

10
A3k
23] 400 mg/ EUH] 100 mg 1Y 23], 17920 mg 1¥ 13], 7 =
7 o171 2.189) =7}
Z29x19 B8 300mg £o ¥ 24417 H 75m
qu'q a“l‘]‘oo gT%T ] gZOmg, g‘ﬁ _rlz_o:] ZBH %7]_
=
ZAuB = 600 mg 1Y 23], 79U} 80 mg, @3] Fof |1.98] 57}
WEFH2 75 mg @3] Fof, 1091t 10 mg, @3] = J1.68 57t
ot o] 600 mg/ B EUH] 100 mg 19 23], 74|10 mg 1Y 13, 7 =
21 o171 1.58% =7}
Bz ehitr]o] 500 mg/ 2l =uH]o] 200 mg 19 23], 11 .
oo - 10 mg, &3 Fe] |1.4u] 7}
= 1L
= 2ZUYtE 400 mg 1Y 23] 10 mg 149 =7}
) 10 mg, &3] Fof [1.48) 57}
oEg}mUZE 200 mg 1¢ 13], 547+
] H g 19 18], 54 80 mg, T3 %ol |1.3u] =7}
. 10 mg, 19 13,
AAETE 10 mg 19 13, 1423F Liarq = 1.2u) 27}
FAZYUE o] 700 mg/ dEYH O 100 mg 1Y 23], ] o
cora) T 70 mg, @3 ®o |fol@ Aol gle
=l
e 22 A 0.3 mg, 793 40 mg, 743}k ot #o] g
2Alglntd 140 mg 19 33], 547+ 10 mg, ©3] Fo |3k #o] ¢l
Hr-g v o]E 67 mg 1Y 33], 747+ 10 mg, 747t ol sk 2o gl
233 450 mg 1Y 13], 747k 20 mg, @3] Fo |F2]3s 2ol §l
AEITUZE 200 mg 1Y 23], 747H 80 mg, @3] Fof |[fFofst 2o gl
Z2IUE 200 mg 1Y 13, 1147F 80 mg, @3] Fof [fFofst 2o gl
o gl ~Zulo] Al 500 mg 19 43], 747k 80 mg, ©3] T [28% A
Hlo|Z+el 50 mg 1% 33], 1447k 20 mg, ©3] T [47% A

EECCEE
1) ARA : FAHDTEE, FAR I ES TR ALAS ZriEES §E
A% A, 2snpaeRle] 98 FEsk o 50% paEATt 1Y o Ade ANAE 2
Gl aEEl Fof 27 Fol Fole Wl SEHATh of HEAEe] YA BAHe
A st

(2) FAEL . E5at2gR Y FACDLY] F5AE AT 89 bk gloh O 2 ERA
d EF VAR, AlF T ARRAPOA B2 EtR Y FAEAS HES u &
TENSS Tt oK A o] NS Eo] Rud vb . wEhA] 28l ERRI FA]
dite] BHE2 ARHA Eeth JHEsttdH E5utaERe] B E AIHORE FHdtE
Zlo] AAE I, Foq7} B7Fa s}
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O 2eg e 2uuA G2 AR, 25nsgas ade 98 Soetd of
72 BE 2ol Ao W& INR| Z74E & lnk HlEWIK 2EA (e gue)E Bann
Qe Aol A 2autreEle A%, F8 wi g2 24 A INR RUHZ] AFAD,

@ Aol22r ¥ . 25ulsEES Ao axde] WEEQE Aojazszde] 3

C BAe orEE AR GSEE AT £

5 WAL s, 2 Aol A Bg Felsk wkon Webde St

6 71 SHEAS T - TR T AN YYHoD FOIR FEAEE el

WA ekgkeh.

<ol A e o] 11>

D gdamiA: AT g Fdanify A% 4 3 AARHIL 3T AUCH o

% AT, oA ARG Asiel Fel2H AR AL HI WG T2 )3
© LDLC Asie) B Aol BaP F Aok

2) B EA FE: YFAYANA AL P B} AT Beo|ES] WEFeIo] T b7

B e HEAS WA AAET L B sudo|EA FEe WEEAE ATHA

itk wHeol B FEe FFoRe FeliuE MES A T

o AR EE AE BYOR & AYPAGAA DduFe FU2HES AR

T AYY At Ay

FE( 3 B o] E A9

A5 ek

(1) AL k5t APl AL nst AHERA WERAR F AL FE

b ek 179) FbstR o ddH e folakA etk wUE YPARE obF Tk

o

=~
—
il
o
0_|.4 O\:O
Oll

1o WEEE BAE PO § AT AIt hos] AA

@ HAwasaole: ALY AwAuaoEE ¥ Fold AAN BAZo| o
AT, e Aok S the AAAS ARE Tejsior Beh okEst APl o
A e} Awvndole YERclz F oAENE Tl oF 150 Srhstgod A4

o7 FoetA FUtt

3) ~Et8A oF=: oA E P B} ofE=ut2EtEl, AuaErel, ZeputaErel, ZHlAEE,
Ful2Elel, 2ulaElel B85S Al dHoZ {Fost okEshd Adsztgo] B EZ
2okt

i
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AT ARIEEAEAE oA e SAN NS FER A 7
5sio we, AAEEnG A e Az Rt A9 Jo@mazdd b
2UE HajoF 3t} AZo Al Ao ==

& A 3O B sl U 39 ez

oty lo =

%(101 m 75~ 150mg)l4' o A
wWake] F oA En B Bt
AUCQ‘r Cmax= 7H7t 34 H(l?.ﬂﬂ 2.3~7.9HH)9} 39HH( 9] 3.0~44)2 Z7}etgich T 9
& AT AR oe e FF AR @A IdEetEd Iy s =
132mL/min/1.73 m’) 1A A R2ZH 5 o QF%% Fostale W F IAEm
B =EFo] 128) F7lskdnh 1299 17e AdAE o=
84 B¢t IAEPIE 20mg= 1< 13 Foqstal 7dA el Ao]ZEAEY 100mg= %ﬁl ?
ASAL W t2EF vaste] Alo|ERATYC] AUCE Ao 2RAZY 100mge BEO
2 &3] T3S wol v} B 15% 5715 OdE‘r(Hé-‘H 10% 7F&~51% S7H).
g aAl: oAE B} outd, B E FutdA A = 7
i~ 2 E & WA ZH(International Normalized Ratio, INR)S 23] ZUE 3| O]: E&E}. 12‘%‘4
23 A FAE ez 3k JdATolA, ekutdt oAIEm B (1Y 10mg)e] W -8Fo
o)zl <ofutgle] Ay o]-8-E (bioavailability)Z ZZEEFHIAIZM= Fos F&Fo] AL
, Al Foll olAlEm Be} ehutyl s E 8 g ARSI AA INRO]
S7HtAte Bavk Ao ol#d @xEe tiFEe] e F=s A H&S UM

—~

L2k

—{m

e

u)

rlo

filo

ok
fo

-

£ qr

b

(¢}

o

7. 45 5 Rl di' Fo

1) W35 AR, il T AZASA FA4E FAs=E ALY L EHE
g9 A7) A8 Aol 9% FA gevh B FUZHES SUZHE AFEHF 2
0E A8ee 2HREE, AxR §4 59 HopEEd Bzl Rl
ZFut2ee S 39 HMG-CoA AT LAMAZE Sd=HE ¥4 3 2dH=HE AT
BRRY e =S daAF 27 JeER AdF Ee RPN o] o Fo3
A ]kdnh

Aol ik o] ofe} bAge Y=ol QA 7] wWEel dale] EARIH™ FA FAE
FABEAL AplA Blokel M HAH HPFE Ao Aok 7Hd A= Al Tk
Aol AL fl= A, Hotel Pl e A A9 32 dA T FAS A& E
B2 el flive He dEE St Tk

2) o] ke TAHAEEC] EfR FHIHEA AR HAHA gke R, o] ko I3
A2 Fefdol Fobel ik A APPS F3stA de= F o] e FHFNA T
Ae ket

<EHFIERE>
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T4 gl Hjofe] T Yo WEHO|EE HMG-CoA BUELE Asiate] BAGE
AAA gWAel YAl F At QA HE K4S AT FEAD odshH A
A AAFH FA7 Aok EFRAEES ASIE B QA T AP FA BEE F
dslob @tk EfHsuEe goo BRE ojdHth ARelAe BREe oldd
dole: gk
SEEEEE

1) AAEHEE dFA FAF dF Aae gtk AdAEVER AT FAH FojAel
Frotell thak A AFEE 43D wol] Tt dFoA AgafoF gk

2) 71888719 RE 9 E7s o 3 AT - el BRAAFE] AIE 82250,
500, 1000mg/kg/day)oll A B zLX] A} HEEHA FUrh oA EF B 1000mg/kg/day
(F SNAE W B AUCO-24hroll ZASAE Wl 1¢ 10 mgl 2 T A Ago] g =29
100 E T HEAA LubHQl B2 Ao (5T F71E4E, AF AT 2374, 5
T F4) 2E b #EHAG SAEHE 1000 mg/kg/day(F  NAE R B
AUCO-24hroll 27438 W 19 10 mgoE FoJA] Ao td =29 150H)S T3
E7CA 58 F71E40] #ZHAT. AT HE 3B E7|A EREAENE o A E
UIHt Rl S

) 2E HMG-CoA BURL oA o Awanel=t Y3 9 Sl G Fop)
SA50l STk, SIAEIR LE F4 VAol A SHolA HMG.CoA RURL AAA &
o] B g o] E 9} Wﬂ 2oi@ o), ST HMG-CoA BE 2 A4 Ee wan

gdolES AFEBAE FEIATh
4) 71#PA8719 HE 2 E7E UFoRZ dAEHHS HMG-CoA i A AAA (2=E
BA ) E WEFAT v 115—04/‘]540“/“]‘— ANAEM B L HMG-CoA SAa4 A A ol

03 w& A5r) =90 DEEA vla) WERaA Brh e $FA A% ool
LhEbg T
5 FRAYEAE)AA AE E2 gaoz 3 Aol

e o

T4 A A7 F A EE Eol HEEE= #e dutel] ol=
Hoh olAE R BRI} Ao g2 EH e 2hA oA E B

2 A7 AAF Fe)gdol ot e A e 3 shA %'E b A E P BE
Ol"i*oﬂﬂ] Fosir= o Aot
8. Z=ofol thyl Fof
of of2 Zofo] ek kA Bl FEAC] FYHEHY YA woeE®E Tyt AFHA Gt
<EHRERR>
2R S 583 7H0~17419] AolgkAto A Tanner stagingell &3k o]x 474 2 A
& 474(71), A=, BMI(body mass index)®| 7l 1= A|gH& o]t
<A gl 1) B>
A M Ee] HHYH FEAS FIEsr] A, CclFHY HEE F RsEE a2
EETS 7HAA A= £0H6~104) SAE o E T JEANE S 12F St AAEAT

g:g
:L
)

J
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NAEUBE ol BAelA Folsta e We] ol gurg Zastdst el FAelA Folst
2 g ZEsto] FASATE of YAAYCNA LotelAe) Wy mE 4
Gol E BT BARA ggith T 2of A AAYNEE 12F o F Fold

59 AAFA FAm=8, AHoteldFeolH 2 < 30ml/min/1.73m)l A SIAEH] B
10mg 1¥ 13] Fo & A74% JFAn=9)<}t vlaste] F AAE R HES] PF+ AUCTE oF
158 F7FetAth oldd A= ddHCE FostA gFom, AAo) fate] gt &F=
e FashA g

12. FFFEAA L A A

of of ByFe] A AFHE 54 AZWE Ytk o] S AFEoIF Ffolt T w
T A e A
slob k.

SEEEER

1) AAELE HFReid @ Ao RIst YUtk PrEe 01’2}1%% FukahA eksk
W B3E ol YUEEE F3Fo] otk FFFAA L ¢ 8

e r
3
_121
0
=
ofN
fo
oz ©
ya
N
A

2) LA PANA 1L 50mge] oNAE R BEE 157 2] 733 A J Ao Al 14L7HA] FoI5t3]

el
U E== 19 40mge WHHWE 189 o] A o] FAAEZF EAAA 56U7MA] Fo3t
Re w YeFHe ditzioz 3
13. B9 9 HFG FYAE
1) oJdo]o] &o] ¥ gfe 3o RAgth
2) ThE &7)el o] ¥e AL Atmdle] HAY FH fA HelA uigAstA] gonm
2 o]F Fogt}
14. AE7E A% F7H8 R
1) FEl#E

(1) 22 E LS HMG-CoA a4 AsAZA, ZHHES ATAQ] HTRYE
o S AT
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) AdAE P Es dado g Y ~HEN JEZHEY ZFAFTE JATTH

2) 5o AR

1) °l QM A BEFAY A o] &ES Hwsty] /g AEFAS Ado] 19 35
At F 60 o] A7 dlo]l Fosigon, Bl e GAAEAM2x2 AAAF) B2
H}éE}% 20mg# A HE 10mgS FEA &3] E&stATh(A@ek o] ¢ 20/10mg 174
iz AH2EAH20mg 1%, ©IAEER 1%) F EFutxgEd oﬂXﬂE]‘j]_(free
ezetimibe)E& HIEFOZ <Fgsrx HEtulElE WP ISR S W], HIwE7FEHEX](AUC,
Cmax)E 2 WS HA 2+ 90% A= 3ol 5 log 08914 log 1.25 o|W&2 A&
A F554 He el gk

@) 2tsekEst oA 1 o) opmetd ofEATAE WIE AW WmeFEeAPol 1
B SAHAT. B 096 A48 Helol BelsAen, aaﬂ@ﬂmmg, JHEEH E:
5 obe Wade] 7U BESALG6 LANT), AdA AALINE Y 2

EtRl] oFFdtz Hoge HHEHA gkon, oAE B HS ETH}*E}E&A A3}
o Cmax”} 26% S7}8FAth.
() ° Foz FPB APE oA u, i?u}ie}w— ohAekRi(LE, =, L, WE
, el A Z7AoRRIF Bl Al AUC 2 Cmax S4atel oF 2v] ZF7hstaich A4

‘ZF%QP Ao oetH FIMAoRIF Sl Zhell @_i oJuAE &3 2ol gl
) ANXNA A H
kg ol dAAEF FAE o R F FALNA, olFEviE, FAUE, HATLA P
A FYPEHFon o] APE 8F Agr|et 1259 ARVIZ FAHAT o] AFAA
52 FALuA Aol 45 o) X 8F AFFH wAVIE AHI, AEH YEEH n
7] ©]% LDL-C7} NCEP ATP III Y@&=d m& As&H3ko =238HA 13 S/t A4
(¢l °F 10/20mg, 10/10mg, 10/5mg) %+ HET(EHI2EFR 20mg, 10mg, 5mg) o &
ZF91u7g = Ak,

Fe NEVE AR F NAFA ] WL vty u, LDL-CY Zago] AT

b—\r.‘ L

°°-1UF-UoZiﬁ>i

AA .
85 Fof & AAFA W& e 2ow, 13 H7bA] LDL-C % ¥ME&e 71A A
°] LDL-C, NCEP ATP IIl 91852 THFOZE RAHT FEA E2(ANCOVA)S AA 549

S o], AlgdTol A izl vlste] feol& zolE ElsST
oA A Y Z FhA}ol| A o] oF = tFxoF FAA] @]9 Wshs: o] ~gkelt tiu] H W)
(%)">
Total- | 1IDL- TIDL-
N |[LpL-c| ~ ™ ¢ | ™" ABET SOR(%)™
C C C
S 7% A5mg |65]-40.50] -27.72] 12.62 | -3.40] -38.37 67.69
o] °F 10/5mg |65]-51.76]-34.99] 11.12 | -5.06 | -47.55 86.15
a3Y =8 A
651-44.44| -29.70| 10.79 |-13.20] -42.30 89.23
10mg
o] °F 10/10mg| 66 |-55.80| -38.57 | 11.16 |-19.77| -52.58 93.04
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Y =8 A
64 |-47.10{-32.38 | 10.48 |-18.64) -44.94 82.81
20mg
o] °F 10/20mg| 64 |-62.17|-41.86| 19.75 |-33.47| -58.42 96.88
AYAE  Fo 19
T A -44.411-30.22111.29 |-11.89] -42.18 79.90
(e &%)
°f SF Few 19 -56.98/-38.80| 13.62 |-19.20, -53.24 92.31
(RE &3 5 ' ' ' ' ' '
x Wlo] ~gplr o] A AH S A5 Al g Fer|(A5H ALdsd wAgr)) ol FERuAd AlA
xx o W3S adjusted mean % change (week 8 — baseline)
s A BET E28(%): NCEP ATP 119 g3%e wet 2% LDL-C A= 2Exo =u3t 3zt
H| &
X857 ¢85 ZFo= LDL-C X7} NCEP ATP III A& #A ZAsto] 3l Y=o mE X
B3] =G 3o $ste] 1257 o] k& FUIE B85S 12579 dAAVIE ©

A=A AFEH(ZEFTH2ER/AAERB)E 13530 AT FA% HEFASHAFH] 4
AEJAL, 7 GG ENA SHAA F2 ME ST Hsle BEHA AU

EA MEE flet] AAEAEGA Pl FUIE FHEAE @skou, 24 ddAldd st

of gzl AABYELL oS AT

O 2Frt2ee: HEe] 24 A3 YAFANA, T54 A7) T4

A AE 4 5 A4 540 vesth oldd ads A5 &9 Fujd siddts &

Fe BA AN FA5HS W e

@ AAEME: 4A H FH HES thFor HHEF 1000mg/kg/day(F A E =] B9

AUCO0-24hroll A3 W 1Y 10mgo.E FAA| Aol gk &2 oF 7ul)71A] oA E

HEE ATFAT YASZAPANA A5G0l AHER gt

(B) ELAHAIH

A MRS flete] Bl IR FHHAE Fkou, 24 g tate <

A BAEANDL e 2

O CAEHE: AEE tFe=m F3, 43 A4

mg/kg/day(F OIAEIHH ] AUC0-24hrol TA3IAS W 19 10 mgl & FAAl Al

ek =9 oF 2080 7HA] AAE R BE AFFAT 1047709 DA AFE AASEAT

PRS2 oo HUlE¥500 mg/kg/day(F oA EI W HE] AUCO-24hroll ZAS AL o

19 10mgo = FoAAl Abgol] theh =32 1508 ©]’h)7tA] AW BE AT FA3 1045
1} 3

ju
o] WAHAYE AASAT RS Fojd YE B npeoxe] FF DAL EASH

il

N

H 8% 1500 mg/kg/day, 500
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(o= FolstAl Z7FetAl 3keh

O AW 8l ARE7IZE

71887], A(1~30C)HnE, AxdZRE 3671

1.3 Y59 %F5E(DMF) A
o IS

14 #7tzA (&dsts 49
O AAAF 6 @7, QA A A

15 AFAF (A AR (FsE F9)

O sgels

16 FYEAA I LS AR A (@FAFsHE 49
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1.8 AEH

2 n | e | ERRR [ Gd-REY | AzdEdRd | deooREss
= ET o A= 7 A= 7% #9 A= @4 A=
ALz} | 2017.07.12.
nela
2017.09.20. 2017.09.20.

Q7
nebg s

Q7 2017.11.14. 2017.11.14.
BERE

Q= 2017.12.12.
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<EY 1> AHA-FEAH 2 71E L ATE AAEH

[HEXE =2]

O H|ATA : oekFY FHS7E - Al - AANTA AARE F 1] 1L AASAIEFE
2(RHA) — B

AZ AEWS
Fs 2 3 4

) 7 5] 7t 5 u} g |M
g vppllepL DD T T =
SﬁEOXXAOOOAAAAOOOAAXXOXXXXXXAXX jr
ZﬂEOXXXXXXXXXXXXXXXXXOXXOXXXXXX

HASE ;1) ICH M3(R2)oll <ASIY Ts|lEAdS5AAY HA
2) & T A2sxAAF el wet BEAY HA
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2 8% YAANFE F 0FHE7] 857+ A7 12F) FARE AE ANFLE, 8F FoA
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FEFHaBE G5 Bl vatel AFTY U4E fA4S AFAYCH, AT ol dwge] B
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10mg# S|AEW E 10mg ¥ ZFH2~EHE 5mgt JAE P E 10mgs Tfrste SFA dafiAs TFaA
R §E2A AESHFEHE 2ot et T AAE WEFqsd dAdA EFAZ gA Fo3s)
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A& ekoktt
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11. AFRE
o Aol WE BF : FWE3EA(218)
o 287
- ZeutzEE: EY2EHE R4 &

- AAE T E: 2R A FH2HES] F4E AR oA

12. 719 & AEA
o A ZyrHE 2 DEAH2O o d AdA AAel o|AE T Ee HMG-CoA BT oA 0l
2rulzetele] BAR, 9id 120202 8Z19RT 5T 2 atEd) 49 8
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i
)
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3
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R

o AEAF SERAT FFAREY YAHEAAGL FEANT FROE P BT Ut AR U
2504 AZAZY: Q5AH

EEEY, d5A HUAEI B2 Y, HRHEE
EdEIIRE A A E AP (Y 2 oA ST A B At R)
H 2 APA B AL R

AMAIHRIE(HSMEEEAEY o AR

4E AMAHRIR)

A n2A2HERZCIRAT AEY o alﬂé—fsé)
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T EP3¥ 1AEE A A" F ZdHzHE
EglZgAlgto] 5(T ) non-HDL-Z | 2H &5 7447
31, HDL-Z# 2H E(HDL-C) & F7H4717] 9% *40151“‘«1 ZARA o] & Tt (o]t
o A HEA
1) SAAErP B + Autaetd : gl 2H(F), vl EYA 10/10, 10/20, 10/40, 10/80 He] 1
2) olAE T B + ofEEut2EE ¢ g ol 2T (), oLEAA 10/10, 10/20, 10/40, 10/80 L] 1
3) dAEH B + 2ut2ekE ;o dhe ok (F), 2444 10/5, 10/10, 10/20 B2 1H
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L%xﬂ%( ), ]Xﬂi 4 10/5, 10/10, 10/20 2] 14

o
3]
N w
L
=
>
ae]
o
E‘i

iﬁh‘zoﬂ gk ojAAQ 4 AFHE Twtete JEIFA7E EEA Rado
<

< dHeils A4 AR A3 aart e Sk F9

_28_



15 AR EFEY 71 H A ¥
o JFESINAAECNLA ).
20160317941%)

0 AxEAN. 28|58t MEAE

21. 959 %¥(Drug substance)
211 dHA R

I

ol gl A3 AF
=E%410/5, 10/10, 10/202 2] 13 (4

TR 5 20160316969, 20160317240,

<A B>

(3R,4S)-1-(4-Fluorophenyl)-3-[(3S)-3-(4-fluorop
henyl)-3-hydroxypropyl]-4-(4-hydroxyphenyl)-
2—azetidinone

(3R,5S)-7-[4-(4-fluorophenyl)-6-isopropyl-2-[me
thyl(methylsulfonyl)amino ]pyrimidin-5-yl1-3,5-di
hydroxy-6(E)-heptenoic acid calcium salt(2:1)

-Co4Ho1FoNO3 © 409.42 '(C22H27FN3065)2C21 : 1001.14
212 989FF NPT E

o A Y&
22, $A ¢ 2%kF(Drug product)
221. AZMAY FF (FAA, LA, A, HolAd sFsts AT

o A} §l5
222. SAYGF NFEF

[ s B A E ANARA (O pH O ¥z O 7))

CEAE (W AEEE O 7e) O AzRd/5E

O &FA8 O 7188 1 33AF O EEF/AF - A

g eHEo] HFH F+ BE AT

AAA

B 53/ 82ANE B AFEHAA/AATLELZANE O AEANZ/AA=EAT

O 284012/ [ BT FAE/ ] EFSTZFAE

O A3 O rA=Sd=AE [0 2848V HAANT [0 E8401=AE

O €32e&5A8 0 AEEA/EREPEE4AE O A=EAE O 334 E O 71843
g eEo] HFH F+ BE /AT
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31 €EY%FY UBA
32. ¢A Y kFY ABA
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o 45 9 1353 HMEEA ZSHAEAE A=
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423. FASHANE (CTD 42.3.3)

o AT oS

424. BA-2W=HANY (CTD 4.235)

o« AYAT Y

425. ¥4 (CTD 4234)

. AYAT 813
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—
w)
>
N
@
-

Ao m=d Fo 2= 2eatzEE S 34 w3, A%, 2F, AT EE
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HEES EAAY A3 154 7 wdA Fozol wael o BA BRHUCY BN F A
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S48 Wyol UshbAs st

6. AAAYMHAO S Xtz
6.1. YN AAE 274 GCP %)
o FUANF/ (LAY A zAF HAl; YAAEH-742235, 2017.8.1.)

62. YFAFAER A8 (CTD 52)

o YNBRAAR : F 34, 14 27, 3¢ 1R

A% AR HA| & } N
S e g B I SRIEERY Bk 23}
Biopharmacuetical
A7t sl Al ) <FEh ks
Dopoz [F3 AN Lo 442 Y| FHA W3l B e | e2quieel 2 dAEREe
10, |Rosuvastatin I}:@T%o% (509 e | - REA(R20 +E10) free OIREITIEL] 35| WA} EREAl REA
ooy PO m g FIDTL SEem | - afulend gomg s |9 ORE aghl| Fel AECHEEY 9%
Ezetimibe 10mg 29 Y (M 60) of|AE]H) B, 10mg W& =] - 2nkaeiE
HeFoyy & <eHAg> - free SAAEMH
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PIANBAE

o

ok
(o) E 1] = R=a
FA(REH) T 5 | ratio 90% CI
=70 okEs = Comx | 0.9427 [0.8789~1.0112
e s 9 AUCt | 0.9295 |0.8826~0.9789
& warew)A, oldts,  AIUAH| [FH T raio 90% CI
270 w8, 924 AL #3F, BOG | |Cmax [ 1.0801 [0.9956~1.1719
o 9247 27] AUCt | 0.9473 |0.8975~1.0000
3} QJAA <R
- A2 oIS Sl
DDI
<&
EFH2ER T ol e Ho
HEFo] oFEdkA ek
R 231 ePdelA] <5 DA g
Rosuvastatin =~ 5 2 2] 70 WHEEG g5 Bl - 2avkiEE
imi o] tt Fah gy © 7 = =0 x| = -
ID-ROEZ %ﬁt;qmﬁe ‘ﬂiler gy [ S o ge somg |00 TP S TR T o [ o0 d
Lop [T RS ol WEE) gl | o Al 2 = 3 oFsst e [Coax | 1.0371 [09461~1.1369
Al OFRA}F QO | =TT o ol A B 10mg
| FEREAEE| D g |4TW 98 el AElE] 3] AUCt | 1.0270 [0.9553~1.1041]
GO ke g |t T ~ free SIAEH
AE{H h‘
B MA, T, H 10mg 88 oPdS, A9AH| HE T mio | 9% d
il 3-way AL 25 BOG | [Cmax | 1.2639 [ 1.0940~1.4602
wAF A AUCt [ 1.1226 [1.0402~1.2115
<>
M2 olduks Sl
Efficacy & Safety
<HEE>
13
- LDL-C ¥g}&(8%)
1ZH2HELT 27}
Gl - LDL-C ¥ska(45)
Ezetimibe =471(4~65): TLC - 45 38T TP | <K EAD
/Rosuvastatin A R7|(8F) TC, TG, HDL-C|-1x} 7pA<=
Al sk - 24HAERE(5, 10, ronHDL-C a0 AL| Mg T T=R | pak
Roswastatin | ojzopat | qppy | 2008 apo B hsCRP| [overalll ~12.57 | <0.001
D- HEEo o Bl el il | e - 2B, 10, LDL-C/HDL-C,| [ 20mg | -15.07 | <0.001
ROEZ| o g1 opgao | TN | arzel e
_agy | ehAS Bz | 282w 20mg) + oA B TC/HDL-C,|[10mg| -11.35 | <0.001
BlE] A% e s 10mg *¥-& non-HDL~C/HDL- | [ 5mg | -11.26 [ <0.001
1, CERURITES Aaaa)12F) C. Apo B/Apo Al
A A, - 2B, 10, ke
o|Fw7H, 20mg) + AEm B - 47 8T oAl QP>
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63. EA4AGA Y (CTD 53.1)

o YA WEEFAYG E3A FAAY AAo]E&ES v YFAF[ID-ROEZ-101]AA =FHA 10/20mgt
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64.3. YAA AR gk PK

o 1097t MEEAG ofAEw B} 2rulretele] kBT ALY (RS2 20mg, A EFE 10mg)ol
A T oFEo] FEEtz 45Aeo AR otHHM-ROEZ-102].
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o Y e

6.4.5. % SHA 3 (PD)

o d% fl&
65. frEA 2 ¢AA (CTD 53.5)
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o179 X7
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4 33 QgAg A

6.5.2. A YA (Pivotal studies)
o [ID-ROEZ-302] 94 nZe2elE28% IAE UAFoZ 859 A77], 1259 AVAA7E /A= AAA
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8F), Apo BT, 8F), AEEE =4E(UF, 8F), LDL-C/HDL-C, TC/HDL-C, non-HDL-C/HDL-C, apo
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6.5.4. 71E+9/¢ A & (Supportive studies)
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6.5.5. 17 o]A9] A& d& 28
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6.5.6. A4S AYPol i3 EIA

o Y U=

657. FEA A3 Ui 8% L A2

o UG ARl DI-ROEZ-302A Aol M 857ke] a4 H7HA W8 FAT AN Zontietdl A Fo g
Hldte] LDL-C Z&&o] #oatA F7hetAn, GeA Fozols 534 Folrez Add 29 44
A7) s F7HAQ LDL-C ZHarh #E = Yo
o 12F AFAE FEA AFTANE AR FA7F QA FAH A8EHT}L ALDE FAG L, 2T
At EEAE AET ¥

Z74AQ QA5 Ao BAFHY T

658. A4 Aol e 2o @ AL
o 20F EAANZIA SHAHA e

FR9A Qs
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® Rosuzet composite pack(co-package, &)

- g o)A EE 10mg + MSD 241H2EEIA 5/10/20/40mg
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