n <5 T

LT - SR o

Wy oo _. ™ < o

o wu_ <) N{J %0

o X X B < 9 i

T o . g il o1 oju

L x ox MW o o K

o S U % <l o <F

<0 1o Ao =] <0 Nz

or o0 o nE z <o e

= 08 X0 80 © d

< om0 of M 0 = _

H . Ol N ™ ~N

o Mg ®e o T 1o

OB < oF 3 il

W Mo 7o RO ) "

of o of ap < 20 W

o O of G 20 g 38

o M N R Bl %0 w U

ool g < s I

e B O < o oo =
g [0 n i ”:_n

J g = 3 n <0 OF . 2R

N2 o 2 CL o i X ECJ—

o T 8 o ) X _ 01 S o

woe U S N on ol < X

TR DB = io %0 N o

o X 1| o ]l g 1) ot JJ o

<o N Mo & oo <J ) wk = I o3 W_

W M oF o ol 2 5} ] o [S o =

T ooy N =l © 0 o 0 ol < b

oo wk 9w =T . 1o 1 08 g 2w S

U . ~ 0P N il = A = = ar

Y ooom o o W » 2 X o & 2 o

T = oF nJ ot 30 JJ ol i 20 ioll ot = >

s 9 % % H o3 1 ¥ & ©® 5 )

|I__|I 2 % u__.___.o_ o o - mnm_m/ ~ B H = Wk ~ oo O

~ o o3 o ray 5T oo o b - o o JIJ M - <4

TER PN of < o1l <! < | H fto S 0 ) )

o Bu W OF Jd — 7 il o =0 — o < ~a o0 g

T g o = o = X X o ol Z ! I _._JA . b

T Mo s 2 @ ~ o o o o I B T Y
- b —_ (] .

4 B T - - T S 5 & N F @ e g
X wl o T & oo o Y @n = =S oM w- =
¢ 6] Tl = i iy - [of _l_|_ ol = _v__._._ v O__”_ o ~

T SO Y T -t =~ = % & o op U o =d

)
3.¢
)
)
I
1

— .
~

(4) AEFEIA|HO|Lt I 2 20| E(fibrate) H|Z At



Ct. ojetS= O

=
=

S Bl

=
S

f

7
O 22k E0{22| 4.0 %2} OFEZHIAEIEl EO22| 5.2 %0

)

OilA 16,0662 2tA}1(0] oF £0{= 8,755F Cf /I £z 7,311

o
o

Chz Q4A

Hiof
[=VUN

(>1/10), A=(>1/100, <1/10), W= (> 1/1,000, <1/100), E=2A(> 1/10,000,

<1/1,000), o< E=7(<1/10,000)

A}

 ASS7H,

SHCHZ
= oo

= 2 A

4 C

S
=)

AR

(3) CHALA

%

o
e

o, 2SI+, of

=7 Ottt

RUEXS

(12)



:juj2 o)y, of

(14) ¥

.

70
o
1100
70

A o

Ofy
Ul

Us

 Oj

71A

<r

e

(16) &

OfL[ct.

olJ
AR

Al

o3

A7}

P

=
od

=
w4

P

0| O}E 2H}AE}E]

=3
S

0|

(3) 7

Sk |A

4

(4)

D712, v,

(5) =571A

I 2

(9) Hl = A7 A

al
=

(10) CHAF



t, 0l

&, Y=AEHZ A3

3

A
o

Sf, 20| AE|2tA

EIAEAEZ A

(14) U=H[A

_

10

OF

He)

2t (10M] ~ 17M|) (OFEZ2BIAEEIZA| 10, 20 mgo]| 5

2t

3

4) A0}

{O 2 Q|0 M LIEF 23t RALSIACE,

0l QlIH}Z
2L 2L

f

o
DE0|M 7t E51H Lt

I=

o

=]
)

<0

=2
==

HMG-CoA

=
-

SO T

22| 38 0])2

3

2|(

A2

A= 0.1 %

2t

3

0.4 %0i|A LIEFSGCE. O]

=
S

el £0f 32}

AE

o
2

(tenderness) &= 4

6) Lo A Al

Ol M LIEFLEA|

[
o

tG10] 1.78 %(205241/11,5352) 2 2 0E|AUCH O|F AT YA

o

ef

2zt

(2) Z71AL

AT A SAIHOA

QURpRA2F 210] 3.70 % (972/2,6258) 2 E 1ALt O|F

LIEFLIZ| QAT M2

O

2ag|Act.



f 5.6~6.9 mmol/L, BMI>30kg

C
o

E|

(X
=

b (=2

2C
oA B0 E|ACH Ol2{St B2 ¢

o]
=

Ol 2|2 At

Of| k2t Cf
ok

|.

=
e

Ao
EtEI AIZ

[
AN

Holzt &

ol ¢

| -

o
L= 4

M2 7|

o

(3) Bl A7 [A

~
__o_l

~ilo

~

of

0

Of LIEFRLCE. CH2H O|2M =

=1t &

A E102F2(1989-2013WH)S

§ E7Zo2 Qo5

O

0o

o
T

HAFflOf B

q

Z
ol

}.

=]
=
S7t

9|

¥

8) = At
* AST

S|

°k10 %

=
[

E=(Cmax= 220 % =10 AUC

=
S

9

E
—

OFE 2H}AE}

OF
o

ol
30

gl
30

12

—

=1

2f| A

=

F(Child-Pugh Class B)

LDL-
(H2e

o

—

M2t

=2
=

A

dY=sE
ot
=

FRACE.

(X

=

=)

OfEZHIAEIEIQ|

Ct.

tO[7t Q
(CmaxZt 2f 168, AUCZt 2F11HH)

Ct.

b

__0._

A|St1 S| AL A LeOf

o
ujn

wh
1l

0
JJ
o

j



Of Al

N

ol

7t Of oF

1o

Of

opJ
00
11

Sut5

ofru

ERSEE

L 0|QBEYIL0| 0zjHoz 2

Jtet 2

UCE.

JEER

o
=}

0 &

2|
S

HELIE

S
—_

o
HY

3

—

QI HI\VI2E|OFA| 2|24

=
=

o| tHE =M E22 EnE[RAC.

2|EZ20t0[4, O|EctZLE

o
=

t| AE

5]

F

E Y
= &gl

C 2HZ At

=3
=

HE AEHEIS F043Y

C

1

<0

ol

o
Ko

HSS 20|0 AR £ A| S0 24 =Tt

ot

SFO1OF Sttt

o

Of| A| 2

f

7+E Tt I
7t 02{=|0{OF ST} OFEZSHIAEIEID 7

=
o

Aot FEF Al

s

S
i

I

FQEH|, o2 E20M0|4Al, Bel2|ER2

(B3
[l

IA
A|

2
[

2AZ2| IY

=
=

= Al

o

3|

&

=539 9

I.

—

(o]
TATR|LpH| 29} 2 E L2 ZE), L

’

YHtAHIZ, J2t2IH|Z, FetIH[2, EMZB|Z, HIV Z2H|OtA| AAAH SE2Y (At

Al
—

2 LtH[ =2

o

0]

f

LiH| 22} 2|ELIH| 2, ZO|LIH| 22} 2| ELIH| 2, E|X2tLiH| 22} 2| ELIH| 2, CIRLIH| 22} 2|ELIH|Z, I

O AZOM =222 5

0
A

1o

A2 AELEIR 24759
FEHSACH10 mgE W 0.2 %, 20 mg&E0{= 0.2 %, 40 mg

217

R

Ct.

- CHE A2 A5E 2 24|2| O

E0iz2 0.6 %, 80 mgEON 2.3 %).

O i A| Fo|7t 27E



=
=

ooz HJ|HoZ HAl

/2 O
™ M

Lt
=2

S0] Lt

g 59| o]t

F

7
—

dAg ¢4,

}.

C
=,

0
%0
Jlo

~J

__o_|
Wk

4

ol

ol
Ui
X

—_

X

o)
KU
K

~

—e
1jo

Nfo
ujny

Wk
)

i

1l

Ujo
1N

Al

ol

O =27 E10&| AL}, 0] <f

t

5}

OtE=8}

L
[

HEMA OfO|LHA| 2] 9] 4&0[ A &&= SAL0|

[sE|
=

JJ

| o
LS

&R

SR

U 3= Y G o)

A0 HbATC

5

Stl g A A

3

HMC-CoA

LE[RACH T2{Lt, AEEIA|A| 2] F£0{=2 2

3

[<ixs)
O

|2 67HELH [ ESO0ILt

e

=EEEs

Of 1t H| 1 5t0] OFEZHIAEEl 80 mg F0{Z0|M &

o
T

(post - hoc analysis)Of| A,

o= 55
40| =0t A2 2 HOZICHOIEZHL

g

At OIAM 2 2

o 5t

S0 A

HFAH H]|
2 O

il | S=(265Y O 3119H)

Az

tOfl A

to] ZH (1233 T 204Y)2 2tz 20t O A2 LIEHCE.

3
—

512

Cf 9|2 E0j2 2H). 12{L} OFE2HIAE}IEI 80 mg E0]

1Z1
=

<0

2 2H2Q| 0] 2F 80 mg At

__o_l

OH

ol

T
J|J
K

Nr

11) CKZ|

ol

[

Ct. CK2| 7} 2[4 2] 0f| M

ot
=

Al S AOfA|

=

wr

Sf{OF StCt.

==

SHE|0{OF BT}

Jl

2=

X

Z[(ULN)9| 58 =]

Tl CK HE0] YYo= S0t2 F2, B

e E

0

b

A
o

N[0



2287t 2HE AL 9

3|
o

A

2K

sict,

HOF

o

N

A
[

= S50), SSRI|IAL

1)

(AE

[

o
o
on
=)
1

iy

C}
=]

ot

o A
=2 2

2
o

| 2LIE

2

A
e

¢ 5.6~6.9 mmol/L,

C
o

3l

Z
Al

]

&
=

Al
2

HEE
A
=

al
=

Z
=

q

I

A7t AA| 2| ATt D2fLt AEFED A O

=

S

712

HOF ST,

BMI>30kg/m2,

Al

]
__O._

<0

3

=

[S)
A
©

E|

S
=

ol 14
A
el

o
ol
AE

CYP3A40|

F CYP3A4 AA|A|2t O

—

AL k)

o

I},

—

I
[, 12 500 mg)2} HEA| OFE=Ht

k=)

2

SFO] CHAF
Ql

(o]
19| 2 Ot=EZ2HIAEIEID} CYP3A4 AA|A| 2 Y2l o2&

42l

| 500 mg) == E2H2|EZ010]4I(1

tACt 2222 Zef2|E2010]

A

: 0] 2F2 CYP3A40f 9

1=3
.

FCYP3A4 AA|A|

223

o
(1) of[2| E=20t0[4, 2| EZ0}0| 4

2001412 4

aof of =

1)

Nf

oF
O

1\

k5

=
[=)

s=7t

HOF StCt.

o

9

wd

(2) ZREOFH| AX|H|efe| HB: OfE 2HAE}

’

Ct.

b

= U FC LZH|OFA| HA|A| &t
o

HOF

C

¢

PR

Cl

=
[S)

te

S
[

tO] At
Al

O

o

=

OF otCt,
40 mg

—

—

FOM= A= 2

o

HoF BHCH. HIV T2EfOFA| Q{X|X| ALR|LIE| 29} 2| EL1H|2 W] e
=

0] 20 mg

o

2F
HIV 2t20f| A, O] ekol 2| =

12D HIV Z2E0p A E|Tetzb| 20t 2| ELIHI2 YR
JEE:

AA etz s 22t 0pRI7I2| 2 2E HIV Z2H|OHA| A A[A|2f O

HIV 2 O] O{A|A| 21|t 29} 2| L]



B M| Z2H|2 800mg, 12 33/t 0] oF 40mg, 1Y 13|15 7UZF YEEO0IA| 0] oo AUC
2,308, 2.66H) Z7t5HCH BAIZ2H| 25 £0{gHs $2t= Of

Ct.

(3) O|E2}ZL}Z : OFEE2HIAEIEI AUCE O|E2tRLEE 200 mg2} 0] 240 mg HE ENZ SA5HH 2

ZtE|ACE 22 O|ECtELIES T SHA0|AM 0] 2f 20 mg 0ld= F0icts &2 F2l5H0F st

o HYEEI} Z71E 4 YOO NS5 £01510{0F BiC,

4) 2|HI|A £ T2 CYP3A4 REA| 1 0] 2F2 CYP3A4 REA|2F HE SO0{A|(0]. of|miH|24=, 2|H|
4l) OIESBIAEIEI €& 555 LAAIZ 4= QT 2|HI|LC| 0|F =282 7| WZ0(CYP3A4 &
2 hepatocyte uptake transporter OATP1B1 21A|), OtE=HFAELEI 1}
SA|0| £05t= A0| HEEH, 2|HI|A £0| & OLEZBIAEIEIS =7 F0{otH OLE2BIAEIEIQ

o
=}
T St ROlsHA HAsttt

2|goilE HE Fosts 8

gt

5) 0] oFnt HUUSHA Ei YL Ei OAERA UL BEF ULATOM A4HOZ Q0
3 OIS 4B AR 2 PSR AT 012 2E Sol5 AAete] 4T 2B Tl ATE 2 ofLct

6) ASL S| AHA| - OFEZHIAELEID} 11 CHARY= OATP1B1444|2| 7|210|Ct OATP1B1 A3HA| (0,
AMS2LILE)E OLESHIAEIEIO| WH0|8ES S7t AIZ o~ AT} OtEZHIAEEI 10 mgt A2 24X
2l 5.2 mg/kg/dayete| HEF 0= OtE2BIAEIEIO] AUCE 8.7H S7HAIZICE OLESHIAEIEIS AIZ2

AR HEFOA| OFESHIAEIEIS| ROEF2 10 mgs ZA6A = QHElCh

7) Y LY T (BCRP) HAIA| - BCRP AAMA|(Of, ABtAB|Z, J2t2I2H|2)t FE F0| A| OtE
=2

oo
SHIAEEIS] ¥ 7t S71510] 25832 10| S/t +~ U222, OfESHIAEEIS| & 240
=

-

oo

o
N
o M
H
N

1.98{7FA| S7FEIL). Tetk

—

q
2, OLEZHIAEIEIS| S22 12 20 mgS Z Mol QHEICH QLY Fol'F 4Z),

1

H
rr
o
(@]
S
ox
H

N
N
n

Q
ful
n
Jp
r=
4m
i®)
o
s
10
oY
4o



Al =2

Ct. TetM, OFESHEAEL

2E
ST

BT YALL O] efel

=
[

= 2O|E|AB|Z O ofE|dOAERIC|S S B2}

9) EII A

w

o
A

f

°

% 242t 27}

OfE[AEIE 2 OE| 2O AERITZ2] AUCTE 2 30 %, 20 %

= F0{e= 01g0| ZFLIYA| HEYA| O] Areh= 11245H0{0F BHCt.

EOF Q25 % YOt 2Lt

Ho
~0
Ll

ol
wd

F

O A| OF=EZ2HEAEY

1
040
0

10) 22 £E|Z 22 2E20

t 22| AEIES EEFOIsHE 87 LDL-22 4|

=

==

kO

wlr
6.

110

gwote 18 ALt (antacid)
AT 2Lt LDL-Z2| A8 &2 440

[Op L% D2)3 $Mete 20

AS]

Of T} 44

;0|

11) ALHA|

i%0
80
1l

5]

A

F

oo o
6——

DI =] A]

2 2 CYP-450

|| Z] QERATE.

g0l

AFOM S22 ES

| 4248

e] Je)
==

- AIOflE[E 2} O

14) A|HE|E

|

| 500 mg)2| HEE0

=]

1

| 10 mg)2t OtA| EZ00[ 41 (1Y

=]

. OlE=HIAEIEI(1Y 1

15) O} EZ0}0] 4

Ol A Ot S HIAEIE 80 mg2t A= 10

A

oo
I
__O._
<0
Ofu
ol
ot
ol
__o._

L

E k

E

3

A&t Ch
mg FEFO0|A| OFESBIAEIEIO| L

t

__o._

~NO
~J

F

2

16) Y2C|H :

Mo o|0|U= Bk OtH AL

Ol A
oo

0] 18 % S7I5tA=2 U,

=
=

FEIZHLICIC| SEF Al HZH|LEIS|

ElD)

. OfEZ2HIAE}

17) HIZHLIE

(40 mq)

wd

: OFE2HIAE}

18) EE[OHY

7t H =2 LtEHGCE

2 1.2 LOJ4) Of

5}

Of ALt F2(

= 2AIEA] EAA

20) BAISAHATH): B|Z OLE 2HIAEEID} BAIS

oy

ad

n



c}. 3t

t

—

o]

S
A

q

5t L ol AER A Ch

RS

SO 71 Aol ool A &

[El2
O[5 0[EA of=2t EEFO

2 AA| A=

=
AE

o

o
=
=
=

|

b

C}
HOF STt

]

o]
Y

3

E
E

I
—

of M OtE 28}

3|

a

[

Al

ot

of| CH

= At82 =7(0Itt. 7t

[s

b

- H| = OfEZ2HIAELE
A
o
od
T T
OlA
O

(@)
[=!

O|=2f0[EA o=
9l

=

—

OF
2

23) An|E224: HMG-CoA
0

22) 7|4
24) J|E}:
25) Ct

7| W 20f F9f
1)

o:]=

El

AN O =X
=7 3¢

0

o
=

I

E= CAR &

Cl
o

AME2 =710/t SHE O A0l A OtEZHEAEE 2

t5-g0l =Ct. 0] of

I

=

=1

O At 2RO|= A

=
=

OF
2

<l

ol

W

od
J1d

=
11O

uj

<
ol

-

X0

od

Ct.

F

[0f 52
o 277 o

°

F

0

t

toi eHet 271
AfOf| CHEt

1) 18A| O|2tef 20t0f T
=%

8. 2~0}0f| Chiet

9.4



= A2

O| & =Ct

HH =2 LEHt 2Lt
A

5

1=0]| B

o
[

=

F

—

7p), LDL-

3

=

=)

Al
=

7t, AUC 30 %

=

FRIE7HE =20, 714

5}

(Cmax 40 %
A

=
o

0
=0

N[0

MJ
J|J

~O

-

<

Z10f

=
=

=
S

2| 0-24

a9

A
e

- OfE 2HIAE}E]
AUC

—

=)

=

ElAoloOz
—

=2 T M——

10|

(0]
[

|

-

| A5t 2

=
Z22 AUCO0-24 9 7|2 6 ~ 118} =UCt O] A|

1) 2ok, H0lY, SEf
mg/day)Q| 638 22,

11, 2HHFFHAS] 27|
S

13. 7|Et

O] =0l 7tsdS

gl

52| o120

Ct. OtEEHIAEIEIZ Salmonella typhimurium 2! Escherichia coli

152 QAL AlHO|M O] 22 CHAL

al
=

ol

__OD

A

Ames test &!

L HGPRT forward mutation assayOi|lA] 2440|2UC}. Ot==2H}

t

S
—

0[&¢

=

=

|.

apr
l

[}
[=]

oF Al

28 HAMES Of

b

A

H

(@)
S
[=]

20|7| g
Chinese g



, A& O

F

Ol A & A4 o

]

o)

s;

LB M2

H

S
[=]

L Chinese

t

—

o

oz prl

[s]

12 Al

E
—

f

E

1
ey
ol
ofr

e

A

225 mag/kg/day7tA|

7tE| ATt 10, 40, 120

=
o

&At0[0]

A QA

2F 7+
S O

o=
S

ORI

113 S92 100 mg/kg/day £04 A| Zat

F

O]
W0 113 =20f &

ZEHO =0 Al E2F &2

:|

L=
[l

=2

—

E
(1) 120 mg/kg/day(AA|2|CHEHES2| o 168[) = 371

mg/kg 22+°| O£ 2HIAE}

_2_._._
o

70
)
Ho

o
<J

an
Il

|

ol

280 mg/kg/day77HA|

MIZZ 2&)0| O] AZ2| CHE of

| 24 7H(20}2]: 10 mg/kg/day, 120 mag/kg/day)0i|l A

&0
o190

ZHA

2t

)

=30| £ & Mo M= ZH2HEl Tt

2

(



