~
il

12

110

Aol £

oy
oo

1. CF

|=202| T of

°

C|

=

—

L=

|OI=
2

0

1)

or!
Klo

rJ
ol
X0
jif

N|D
uo

X
__o._._
JJ

=

4r

A|

I

<0

22| 38} Of

t

__o._
<0

3

7
<

an

o)

wr

—

od

oju
33
M

‘g0l Chat 2ed

o
o

o+

o4
&

A

b

0O

2F E{Otof CHet

oF
T

ol

w
&

iof)

il

o
o

160

of)

AN
ol

Wk

I[e]

<d
1

NS
__O_-_
olo

2. Cf

0
__roo
olo

HAM= F0IE Al2fsto] H0f| 324|0tEI7|LIOA|

o

o
11



o
1

(@)
A

420

Ao

(4) AEIEIAEO[L DIE2EAE AEAl 25 =

o)
ok
ol
on

B

=13
=

oftS o 2

J

Njo
ar
aF
off
nJ
X|o
Nfo

AtA|7F 2 E[AC)

__o._

CHAFO 2 O] of (URC|T/OtE 2HpA

o)

o
__|ot

1ol

ol

OFE=EZSHIAELEIOA 0|0 2

al
=

Ij
—

3|
o

o
2

of

S|

OtEZHIAELE 7H712| S =201 Cf

al
=

|2

C

=3

F

(-
2=

| =4
(e}

&

Al £ O|M 5.1% 2 LIEHGCE OF2{o]] EA|

Z0[tt,

ot

S|

X0

Y
~1

<k

A=CToAM

tA LtEF O

ol

N
olo

=
ol

A oA

o
<

(4)



SP|A: =8, +9

4

(5)

AR Ol g2 AR U

o

ol
_r
Rr

un}
__o_l

2322 2o

4,

2t
=,

E2{7], S SBI|LALEH

Uk

1A FOllM 22|71 &, AlZHol

22
o™

(12)

Ot S

7, Bli= 0N,

=
S

(13) Bl=7[A: Bil= Bl

ioll

I

oF L2 27[S0] 2%t

O 71

=
=

CHE9| 0| et8S0| =22 2= A=H| Of

ANES

2
—

3) thE ZE A2 THAOf A 2f O

o
__o_”o

o
o0



i
£

—

0, 2|2 E0{729| 4.0%2} OfEZ2HIAE}E

f

_ M—
|

HiotO

ot2g =0

|.

S0| OtE28tAE}

I.

OilA 16,0662 2t2} (OFEZ2HIAEIEI £047 8,755% Cff 2/2f £

b

o

;)

S

SAl

IAF
| RE 0

2 53%0] 717t £9

3

o
o

=
S

Ct. otehof 7|

}.

(2) 250714 G2 AotRE,

7,311%) 7t
(3) CHAA: 1

f

3

SE2|A|: &

4

(4)

™
N[0
Ho

It
io-

o

(DN
fojD

__O._

OfL{Et.

olJ
K

Al

o3

A7}

f

=
od

=
w4

f

Of OfE=HAELE

=3
S

(2) QFFLO|4}: AlOF B2



(3) 7 & 0|=: 0¥

BA2| Of

EedAdEd, s

1

2

=
i

Ct
=

(o]
o

3

A
o

NE

sh7A: TE,

4

(4)

(5) =E7IA: 712G, vIY, 4

22U

(9) Bl dA71A: &7

I~

(10) BHAL

b o Ed

5}

,ACTH &5, dEAHZE A

|Of| AEf| 2HOFA|

=
=l

t,

5}

(14) W[ HIAEAHE A

Njo
OF

f2 oM AT 5

oF
L

4) 2{0f FAIZ|Z]

‘tessS, dEig, I=



ooig dAHE 25835, S8, 259, 2]UE,

80
~0

A1

F21A:

1o
4

(4)

o

=
o

e

FAJA)

=1
=

g

(OfLt

0/0
o

F

27|

I.

ol

Al:

ar
[}

(7)

HMG-CoA &t

=

—

Q4421 RO|A Ct

o elel 38 0]) 2

q

A
o

CK =2 (

él-

3.1%

To

A A2

Ko

JJ
g

i
X
N
o)
Rl
Rr
~

—
1le}

o
ujny

wh
al

11

CSRY

2t
=

A

G71H2=2 HAE 2Alske & 525

f

o

|7}

Of| M OFEZHIAELEIZ 10 mg, 20 mg, 40

H| A A

I_

x|0] 36 Of44) 7t of

—

02

S

—
—

S
AF

o

24 AFA}

ESHIAEEIS FOE2 S0 205U

L=
]

REELIPO

<

2 7HA] 2L E{>5H0{0f

=
AST7+ A

5010}

=

3 of0| =

E|

=

(e

2|, ALT

g

4

Ct. ot S

o
A

Z2LEZO0| O|FO L.

t

—

0]

Off cH

—

S

2| (ULN) 2] 38 O]
(10 mg&F 0= 0.2%, 20 mgF=0.2%, 40 mgF01Z0.6%, 80 mgFO0{Z 2.3%).

t

3

mg, 80 mg £ = 7t7|

Ct. OtE

b

__o._

¥

ud
Nto
1]

Wk

AZ| AL &0

L

A

OtE=8}

—

—

2

2
—

gl=

S
=

22|90 &50| A

g

o

Ct
=2

ofo| =M



ESHIAE}

sgct

o= 2 50| A

S
-

t7t LIEFLIT AEHEN &0 S4] O

0
Nlo
70

nJ
30
<

S
—

o104 Of

°

Al el=

Ct. OtEZ2HIAEIEI2 CYP-450 3A4
S AE2AEZ] OEZIM KX, o2/ EZ20t0|4, S

YS= 20|0 BIHA|A| £ A| S0] 7

(]

o

S

ol g

=252 RE2 CYP-450 3A4 CHAL
7| Al

=2
=

’

Ok
2

EZ010]4, dBtAB|Z, Jt2IB|2, HetZH|2, EMIH|Z, HIV Z2H|OkA| A4 22 Y
(AFILB[2/2|ELH|2 S84, 2O|LIB|2/2|ELEIE S§A], E[Z2fUE|Z/2|ELHIZ S84, CHEL

H|2/2| L2 S8, TATLE|2, TAT L2/ S L2 254 &

Ct. O] A[EOf M

0
A

SE0iA
| BAISAHBRA) S

3o

ol
wd

<l

Ef

b OtE2H}

A |
=H =51

HOF BtCE. thtAf 2{0fA 7|

9|

20|27 BLIEY

Al 4 itk o] A gel C12 o2 St

i CKE

=1 £[0fOF 51| 2H 2LIE{J O]
[e]

20|
[l =0l 2

AE

CKz| &

Ct. O] 2F2 OtE=Ht

Jlo

=
=

g &

E|

=

(et

=
=

FEl 80 mg F01=0i| A

AE

L1} H| w510 OtE 2 H}

OF
2

&OH, A0 A

=2

|

| 4512 2

=

a

LH-=H]
r

’

S 2M (post - hoc analysis) Ol A, ¢

CHAROH

t

—

1

of ther Bt 2LE-O0| =50] 2 4 ULt 58 & 25t AR =
=

4,731

[<]

o= 55

wr

wJ

Ct (Ot=E=HAE}

33

Cte 2171

HH

8]
)]

Ko



‘§0[ =0t

3]

<5
[=]

(T SALOM 1 2

=0l A

E0 265

| =|ES (OLE2HIAE}E

AL M %

2

). J2{L}, OFE=HIAELEI 80 mg £ &

£0z 28

3

o
2

o
e

(OLEZHIAEIEI £0i7 123F O A 204%)

HAl2| &

FHMG-CoA A3

[side]
O

“HbA1c

=
o

9) ti=slA 7|

SFO0A| LIEFRLTE defLt AEFEIA|A S| £ = 2

ol

10) =LHOllAf Al

OH

te10] 1.78% (205211/11,5358) 2 2 n%|ACH O] S AT

AbD]
O

ot

EIE|AC.

(2) 71At

Ao

YAl

—

Al

te10] 3.70% (9721/2,625%) 2 En%|ACt 0|F

ArD
O

QI pEEAH|2F

OH

U M=

+O

o)
LS

M LFERLEZ]|

ol &

L
o

(3) Bl dA7|A: g4 7|

' 5.6-6.9 mmol/L, BMI>30 kg

for I
=0

e Bl s 9 QIR) A0 20| et 2L (S5

C
o

(4) H=2H|A:

Ct. (©l, 71
Ol M EE[RACt. Of2fe

O
A

FO] Al = 2|07t E22 Bk

=)
=

OF
2

LEENAE

~
__o_|

=]

N[0

—r—
110
o

el



tol = I =

25

d20 2

t

S|
of

b OFESHFAELEIO] Cf

B

1)

2}0]

=3
o

o

=
e

o)

0

2}

=

oM Z0i 20, Ol Ao Biet H¥EHS

o)

w4

OF& 2HRAE}

M3t 210]

F

OFEZHFAEIEIO] SE = (Cmaxs 220%1 AUCKE 9H10% Tf L2)

o
%T

g8 oge

1)

Ct.

53

<

07t §

S 2 LDL-Z2{|AH|

=

Elo] ==

OFE 2H}AE}

AZISHAI(C

2o| 2

2t

H(Child-Pugh Class B) &

gtag

ot
=2

max’F F 168H, AUCZ} 2F118H)

Of E27| 2% RAEY. O

=
=

AT At

OF

0l

~ilo

J
U

~
=L

-

<0

k12 OJALOl|A| ZefOfstet.

Ile)

o
ujn

Wk
11

A|

0
JJ
o

HOF ST

0

=
S

o



At

i

P

S AE2AE

o
uo
on
2]
1

uj

Ct
I}

__o_l

100

A7t AA| 2| ATt D2fLt AEFED ||

2R S

' 5.6-6.9 mmol/L,

S C
2o

(&=

BMI>30 kg/m

Al

HOF ST,

9|

T otALE ASHAIZ 4 QAT O] oF2 0]2

N[0

k

Al

9) E=27 £Et

oo
__O._

<0

OJAl =L T2

JEEENEE

’

F

i

7t (AUC:

=
[S)

18%d8x

=
—

Lt (Cmax: 91%: 90% 412|772, 80-103%), AUC

Aletol ofad=

St
=]

ALt e ==t G20 TH/OtESHIAEIE =

5]

1.18,90% 42|77k 109-127%)

ef=cH

i,

9|

1) Y202 E[OFR[EA Ol A|, ZIHAHTHA, HIEFRFHA|, ACE A

g

I, HIAE|Z0]

110
X

ud

A

2z2AM

QI=Of|Ef

2n2,

t

1

ol ¢

Of tl=4l, HUE

o
R
1\

JJ
=]

o9

o
00

B0

ZCT 10 mg

20| A 240 mLO| A2 FAQ} OF

225 2|

Of| M &2C|TIO| = CHALE 2! CYP3A40|MO] KA

Ct. O] Al

[e] o3
S A

0|22

(Ch. T2tA, 20T A8 0lLHt

gt

(genetic polymorphism) Off CHgt &

3 Chal



6) 22| EZ00|4l: S2H2|EZ010[|412 CYP3A4 A3HA|0|Ct S2H2[EZ0t0[41S 0] ofnt HEFO{A|

Aol -0 S7ISHRACE. Of oft S2H2|E20I0|LS HEFHA| BAHS T2 2t

rn

ct.

7) thE eh=50| Y=o bj2|= gt

o

(1) AHEIE: A2 E[Tto| BEFO0] Al 2L TO| ofZ a0l ko] ATt

—/

(2) ¢=0l&/004lE RILA): E=0|5/024 g AlLA e Hal 8| Y= 0T HEFOA| F20H

--—

o| otgatof .05 Y0l ATt

(4) CYP3A4 AMofiA|: 11F9| (2 69M-87M|) L L2HA0IA 12 ZEOHY 180 mgxt =L 5 mgo| E
HUULEES 57 %A SIHAIZAE. et A&t (2 18-43M]) Of| A Of| 2[E=20}0] 4
0= 20U MU eES ROIH2E HoA|7|A] GUTH (AUCS] 22 % S71). HIZF, 0]0i| C
oF oy dEd2 B A= FU2L, DBA0N st Helvt o LIEHE 4 QUCH Z& et CYP3A4
Ltd

12) 7t =L P =S EE|O o] EEFO{0|A

LIENH 0O &2 432 S7HAIZ 7Hs A B E 4 QiCh A2CITE CYP3A4 H3iA|2l HRE
Al Z2/510] E0{3HC}, T2{Lt, 0|2 H2AS 2RO EE| J[QIE O|ARISS ¥ NEl bf giCt

(5) CYP3A4 REA: CYP3A4 R A (Of, 2/= T4, MUE 24 9{E (hypericum perforatum), 7t2H}

OFA[E, Ti=bR2b S, TUEQ!, BAT|LED!, Z2|0jE) ofo| YR Eols YRC|To| Y EES Wat|
2 4 9ICt J2{02 S35 25 CYP3A4 REAS HREC 3t 7|2H Y 1 0|0l S DUEY 3
1 8% 22 Jafaof Bic

8) Y=Ll CHE of==0)| DIR|= det

rr
ok



(1) OtE=HIAEIEI: OFESHIAEIE 80 mo2t FZL|E 10 mgs = YEFO A| OtESHIAEEIS| o

A k=5t T2 E{of R2|Z{Ql B5II} QAT

(2) El=4l e A EA0H 2O =4S EFO Al YL =49 2| 22 H=4e| MY 2

—

(3) OIEFS(Z22): 10 mg Y20 Tl Te| & BIER0{A| R =9 US| R2[2Q Hpot GIACH.

(5) AIZ2AZLL AIYO|A] SRS By YEFO0{et 02 A0, O] ot F

= s
SEO0IA| AIZZATRIY ANBEEEE HE} S 40%712| S7I5He RO2 BIE AT

—

(6) EtA22IRA: 0] 91} WREO] A| EIAR2IRAC| HEEE 57} F0| YCO2 EITR2|RAR |

ol

2ue

A 2E5t0] EIAZR2|FA9| S¢S T|SH== 5H{OF B,

FAOJ[A| O] of =0 A| B2 22|09 EEsEE ZLEY 5L, EIA22|RA0| R0ES A &5t

r

(7) mTOR HA|A: mTOR HAA| (], A[E2|FL, HAIZSFL, o#|22[FL)= CYP3AL| 7[20|CH &
ZLEE et CYP3AASHA|O|B, mTOR AA|A 2t HEFOA| FZC|TO| mTORYA A0 Liet =22 S

TRAIZ 4 Uk,

(8) SIHIAEEL &2 LT 10 mgt HHIAEE 80 mgQ| Che| 83 EF0= HHIAEE HSF0{A|2 H|
WSO HBIAEIEIS| o2 S 77 % S7HAIZILE 20T S R0 E= SAI0|M HHIAEE 1Y 2|0 £0E

2 20 mg7ZtA| O|Ct.
OFE 2H}AE}E]

1) Ct& HMG-CoA%t

E=24), o2[EZ200[4, OFFA SIS A &2 A2t 9| L|AEIL

rj_o
Fol
>
2
%II
Rl

|2 2|2 S0 BIAAA| (O, AIZ2LEE), TEEL FEA| (O, AT
EEFO Al 2289 2

s
O] 37t E[UCt. O|AH S 72| B2 AS0| CYP-450 3A42| ChAF 2| 1/52 AFE4E5S AoliSiCt OlES

2) 0] 2 P-=2|ZL2F|QQ| 7|Z0[E2 P-Z22|ZL2E|Q| ZahiA]| (Of, AIZ2AEL) 2 FEFOA|

=
Of ofo| d4| 0|82 S7HAIAH 22t Z2 0|39 flgd= S7HAIZIC

3) 0] %2 CYP-450 3A4 2AH[H| (A|ISRAZRI, D1AR2}0| S SHMA L OFEH S2FH L HIV ZRE]
OLE 2HFAE}EIOf

OfA) oF F0ig B2 0] of9 Ss=7t S/t + U2E = LS5 F0{5t0{0F ettt

f
st CYP-450 3A4 RE=A| (of, 2[HIA £ HLECQI) o 0| tistois 242l 8 QiCt.



0] 22 CYP-450 3A4 KA HE E0JA| (Of, OfIH[AI R 2| HI|Al) OFESHIAEIEIS HE 55
UAAZ £ QUCH 2|HIOAO| O|F 45289 7|M W20f (CYP-450 3A4 K< Lhepatocyte uptake
transporter OATP1B1 &{4|), Ot=E2HIAEIEI D} 2| IS HE E0st= 32 SA0| £05t= 40| HE

oo
=0, 2| I R0 = OLESHIAEIEIS 7 F0{5tH OtESHIAEIEIO| ¥E =7t ROISHH AT,

Ul

= oT

6) Q2443 ASHA: OFE 2HFAEIEIT} 1 CHAPHE OATPIB1 4432 7|20|Ct OATP1BT A{3HA|
(O, AIBRAZRI) &= OLE 2HIAEIEIQ| MHO|R 8-S Z7HAIZ 4 UTH OLEZHLAELE! 10 mot A|22
AT 5.2 mg/ka/day@te] HREOIE OLE ZHIAELEIS| =22 ZIHAIZTHAUC BIS : 8.7) OlE 26tA

EtEIS AIS2LE2N EFOA| OFESHIAEIEIO £ EYH2 10 mgs 2UsHAM = QtelCt.

7) w3 g S (BCRP) AAA| - BCRP HA|A|(Cf, BHIAH|ZE, Jef2OefH[2)2f FE £0| Al OfE

SHIAEIEIS] $3 550} E715H01 28950 80| 2713 4 UCOR, OfESHIAEIEIR| 82 20|
LS 4 QICt OFESHIAELEIS WBIAI2 U J2tRI2H|20 HE SOf5Hs 3P OHESHRAEIEI

=
S =7 1.98171A| SIFettt. Whetd AHEAB|Z2 E= Ot I H| 2 SRAAE Of of ey &0

—

=
= Ao Z2, OtEZHIAEIEIS| £ 12 20 mge ZsiM e QHEICH Ol AEHS S 2EZ).

8) Cl=4l: OfESHIAEIE 10 mot Ej=4lE +2| 8 EAl Y LEIS 2 L= sk Y= &
A| 4=t {4, 80 mg OtESHIAEIEIS =41t £3|8E Y& F0 = Sy JEel & tj=419|

9) Ofl2| E=010|4l, Sei2|EZ00|4l: HAQIC| B OtE=HIAEIEIRF CYP 450 3A4 AA|A =2 22l o
2|E2010]4Al (12 13| 500 mg) &= Sei2|E2010|Al (1Y 23], 12 500 mg) I} HEA| OFE 2HIAE}

=
gl gyt Sttt D222 222/ E2010| LS F0I5k= SHAt0fA 0] ¢f 20 mg 0|¢S F0{5t=

10) 37O YA: =20l E[AE|IE L O|E[LMAERITES Rote ETLIYA 2} 0] o] HEFOA =2
OlEf2| AB|E 2 OlE| DO AERT|Z2| AUCTH S7ISHAUTHZIZ AUC HIE: 1.28 L AUC HIZ
2tA], OtEZ2BIAEIEIS F0{= 01d0] ZTLIYA| HEHA] O AFehS 11245H0{0F BHCt.

11) BAEIE: B2 AEIBT YRE0IA| OfESHIAEIEIS] B E7F LOPCHSEHIS: 0.74). 12|
Lt 0] 9f2ES TS0 £0/5Hs LWL} O[E 2HAEIEI D 22 AEIES YSEOI5HE FS LDL-B22

BlE Ast=2te S5k



12) A|lLHA|: O] ofnf Df AW de|il 4t R0[ES eRote 478 AlUA| (antacid) diEA N SEE

O{A| Ot=EZHIAEIEIS| AUCTF ZASIFCHAUC H|2: 0.66). 2L}, LDL-S|AE|IEQ| ZA0= E&0|

YAEE S7HAIZACE INRS| 2 L|H

14) A|HE|C: A[HE|TI} O] of9| =2t EAHT0M J=2tE2 2| GRUAT.

15) QLE|T|Z: OtESHIAEEIZ QIE|T|2I9] = SEH0| S-S D|R|A] 87| W20 22 CYP-450 S &=
&5 BFot0 thAtz|e SASae| 42282 7[H= A =Lt

2| EZ0}0|Al: OFEZHIAEIEI (1Y 18] 10 mg) 2} O E=Z0}0|Al (1Y 138] 500 mg) o] HEEo

16) 0 0|
L O}E2H}AEIEIO| HZH=C0f| YT 22| 4T}

—

mg EE5F0A| OLESHIAEIEIO) AUCIt S7SIRASLHAUC HIE: 1.18), Y4422 o|0|/UA= 2t Of

L UCE.

17) Y2 ek 2| HA0f Tt of2-of2 4= 4-EAIY0|A OtEZHIAEE 80 mg2t 220 10

18) HIZH|LIT!: OfESHIAEEIL} HZH|LIEIS| FEF0|A| HIZH|LITIO| S SE0| M2 7|4

—

ol Y3ro| QALY

— o HA AA

19) Z2E||OFA|A{3A: OtEZSHIAEIEI} CYP 450 3A4E Aalists A2 2 YRl T2 H|OFA &3 A (o,
lopinavir, nelfinavir, ritonavir, saquinavir) 2t2| 3250 = O[E2HIAEIEIQ| HZ2 =X 5 2-5H 2T1A|
7= A3t AZO| U= A2 LIEIGHCH OFEZ2HIAEIEl AUCE 0O of TH=EF 02t H| W 5t0] ZHYC Z2E|Of
A AAM|A| Hete|H| 22t DRIV 2 E2E HIV Z2H|OFA| 2A|#|2f O] 2| HE S0 2 dA5tH Stk
ACH 2HEZ HIV Z2H|OHA| A4 E|Z2teH| 22t 2|22 HER2Y = 7FHC Z2E|0fA| A4

—

A Lot af|H| 22 S0fste SRj0j|H| 0 Qo] HWRES WFHoF FHCH. HIV ZR2Eo SiA|A| 2u|Lid| 29} 2|
L

ELHIZE Y8R Yo = F0{5t= 2At0)A| 0] ofs AHYS wf F2[5t0{0F 5t 713 U2 83 AE3HOF
C. HIV Z2H[OMA| AA|A| AtFLH[ 22} 2| ELHHIZ FE2 Y, ChFUH[22 2|ELHIZ 82 Y, T4

Lb2, = EHZ2LiH|22t 2|ELHIZ2E BERY 2 FoY= SAt0|E, 0] o EF0| 20 mgS d

OfM= 2F=|0f F2|5t0f AFESHOF BICt.



3

ol

£0{Al O

dE

=
=

7LR O] &40 mg, 1€ 12|

EMIZH2 800 mg, 1 3

FRCHAUC BIE 2.3, Cmax BIE 2.7). EMIZ2{H]

Its

=
S

AUC2t Cmax”t

U
o)

(40 mg) 2t ZE[OHY (240 mg) 2 & F0{A| OFE=HIAE}

E
—

20) ZE|OF: Of==BIAEY

7t E =2 LIEFGCE

(200 mg) 22| & E0jA| OLEZHIAE}

=
=

(20-40 mg) 2} O|E2tRALY}

: OtE2HIAEIEl

=
=

21) O|E2t3AL}

S E0j8t= 31210 M 0] 2F 20 mg O

el QAT 282 O|E2tZLHE

S7tet A

glo] AUC

HOF otCt.

9|

2 29

<0

tLHO 42| CYP3A4E A

2 AL =
SFLEDS

22) AsFA AL

Of A|Lt

2 49| AUC A28 =

[e)
2he

3

2 Ot 420 (HMG-CoA

(

AEE ZAIZ[R] FAA|

iof)

i

n

| 2L[E

o &

Of 09 5tct.

—_—r
1o

HOF ST

1|5

|

W
oo
0

Ol

k71 TZ0il

Ile)

40l S7t

O] =2 0|E AAS SAl0 S E35IUS T

HAl2t CHE

A 23

AE

O|E20|EA °f=: HMG-CoA &

=
j—

27) t




ALEZ 2 600 mg 1223], 787t £

HR0r2 U E01R3Y OLE ZHIAELE]
AUC H| Cmax Hl
&% (mg) _& &
= =
10mg 1¥ 13| 28
"Al22Am2l 5 2 mo/ka/day, QHEOI B2t U7+ E0f 87 | 107
# - _
E|T2LIE|Z 500 mg 12 23]/2|ELIH|2 200 mg 12 |10 mg ©3/£0f 94 | 86
23], 7U7HE
*eyapmas|2 750 mg Of 8AIZiOkC, 1097t E0f |20 M9 HEIFO] 79 | 106
FeMmau12 800 mg 12 35], 727+ 0] 40 mg tHe| &0 2.3 2.7
# _ ol 15| g9l
2T|LEIZ 400 mg 12 23/2IELHIZ 100 mg 122 5P TG TR 1#L 42 | 59 | 47
5], 1427t £ o=
#, ¥ _ ol 15 ol
ARILEIZ 400 mo 12 28l/2IELiHZ d00mg 12 |30 DG TR T 4B | 39 | 43
23], 1527t £0f &=
# 80mg 1¢ 13|, 8¢ 45 5 4
Sefi2| E2010[A1 500 mg 14235], 9?7+ £0 7t £0 : :
# _ ol 15| g9l
CH2LIBIZ 300 mg 19 281/21ELHHIZ 100 mg 1242 |10 D9 T2 151 4% |34 | 25
5], 9U7t E0f &=
*ol=atzLE 200 mg 19 181, 497t £0 40 mg eI 33 | 120
# _ ol 15 ol
TAIRLIH| 2 700 mg 1Y 23]/2|ELHH|2 100 mg 1 l?éno% 1218,42 | 55 2.8
o 25| 1427t £ aE
# 10mg 1€ 13|, 4 73 40
EATLIHIZ 1400 mg 1¥23], 1427t £ 7t £ ' :
10mg 1€ 13|, 28¥
*amjupelz 1250 mg 19 281, 1497 S0 e - S| 1A | 22
"ApmzA 240 mL 12 13]5 40 mg | &0 1.37 1.16
CIE|O} 240 mg 12 15], 2827t £0f 40 mg TH|£0f 151 | 1.00
02| E200|Al 500 mg 12! 43], 727+ £0] 10 mg £H5|E0f 133 | 138
r=2CT 10 mg, &38| £ 80 mg H2e|£0 1.18 0.91
ol 15 =
AITEIT 300 mg 1Y 43], 232t £0f 10mg 1212, 2% | 100 | 0.89
ol 1& =
SB|AEIE 109 1Y 28], 2477 £0f I 11LET | A | 074w
10mg 1€ 13/, 15¢
op=~E1x® 30 mL 19! 43], 17217+ £0f ZbE0] ~ | 066 | 067
O[22 600 mg 1 151, 1427t E0f 10 mg, 3Y7+E0{ | 059 | 101
*ammlAl 600 mg 12 181, 727t £0f (gEop)’ |40 MOHEIE 112 | 29
#
oI A ol 135 ol = =z 3] =
#;
o)
# 40 mg T2 &0 1.35 1.00




1.02
S/t

(=)

1.03

| OFEZ2HIAE}EIQ] AUC(AUC HIE: 2.5)7}

AZ20| 278 BlE

t

£9
ol

o]

F

[

7
2|~

ol
b

5] 242

—

0]

C

=0
o, B

7
—

O

F=E0JA| CHH| O}E 2HIAE}

o
o4 OF

—
o
=

E
7]

=

M F0iEl ALZ|LIB|=2t 2| EL}

(]

o)

2 AMELE EF0A2| OFESBIAEL

o= 2HIAE}
O Al

]

2tA], 9

MO EZO0E 160mg 1 13], 7

#

= oo o
- <
o| o o w 2 =
X 0| N ~ o) & & ol = &
rm o — —— O o o |_|._| .ﬂo o)
o .H.o ._ﬂ_._
o 0o
D m L0 00 oY ©0 m o) l o T
v o| « N— O ~| O o = =
< H
— 0oJ 7oF
—_ S RU Y
ol — 0
o S of ° VKR
£ o T wﬁw B ol
o | |2 or o M ow
R WE | i < 1o 7 Ll
3 o ol | 3 = D U
& ) ST O % Ll
Wh M - T or Rl _.%_ N
- -1 1| -~ —
~ v B G gm o "o
ol [e} o = ~ il < Iy ol
N (@) ~— o m_ __On_ @)
Ul ®wgm < | El2 ) W Hog R
ot —| Y Eop & S !} i
o ol —=ul & o|loy T )
2 grwmg | | ~uhU TN X
S| g ovzu| 0B M| ugl Y CHRAMIER!
o | <K ] wh D |2 © g W F g
ol NEwzs Il |23 T o 30 2
w| 9 ol=5 Jo m|mm | T =N o R
—_ | 2= J (o] —] o"_o H__u_ =] G_l
B <] Bpg ¥~ m_._ ._ur____g < 4 w0 o 2
| Ay Ay 0| 0N m K X BT
Ol_ [l m._/.O T w N Hu_ _u_u_ OE _._.:l __O._ _._._l_ n_,A_._H_ mﬁ
e e i I Ol
_ hoS | Y ot jov | om o B«
- — — ~N < < _ ] o 0 O
m — | = —= T = | = o O = | Y
of | ol ol ol | ol o X H S o
) ol | U | o oo | o = OF & w, 3 T
I of] of OF | O OF OF Ul R = & o M
S Euf Euf Eup| E| Ewf Eqf ¥ X L s O
O.l O+ O+ | O|lO~ 0ol © O 2 do o
ond ond S| S| e S & = o0 o X o

Al 2125 SA|A|7| 2L EHOLOY| CHBt

=

=

Of EALH

Al
=

|= =0l YLlAL

tOH, 2

O

3 01| 7| &0

A
o



Z| =20 s A

SH
o

o0

K

e

foff est A2 2|tHEF2| 508K

20JHo| 28 202 03

Ol A &

ol

S
=]}

of Chet &0 &

Ct. Atg

rel

S017}

0
[

I.

ERaY

=
=

o
70
oF
mJ

wr

7. 20t0f Chst

S0 T2 OFEZHIAELE! 247 =0 T

E= Ofefiet &Ct.

X0

ol

gYyoz £0f A, U

2) OFE ZHLAEIEL: 654 O|Ak]
3| LIEHHOLE (Cmax 40%

A AEIE A5t

=
=

7h), LDL-

7t, AUC30% S

=
[S)

9. WFFOAI2] 2|

&

2L /OtE 2 HEAEIEIS]

(e]3
[ ]

SOHE M|
= 1 T 7

[oki
i

£l £ 3HEOf| O|2A & A

5t QSO 2|4

Al
(]

| 220 M A=l AUCE. S

9

&0

o
=

4 ZHOf| A 2T 10 mg

o
=

IR Inl= ] el

2El (activated charcoal) 2 £0{5t% S I 20|

2A|2H B} o

o
[



20t &2 22

A

==
[=]

=

=

2 ARR|2] 2%

-|O|

Z
=

FIMI2

—

—

ct o
YR B0

ez}
A

T

1o o
7 —_—r
o oy ¥ T
ol m.._ = nio o RLLTIY
olo O gy A z % 4 o E
g olJ ol - I S ilod =~ o .
= 7 — <0 T o g & ECHS TS
3 o S ot T < 3 rJ S o7 3 </
e wk I = o J = o A
$ % =20 5% ¥ o W E o =B I
B s = x0 ) 55 "0 ub m_z mm = s 3% < ﬁ_ﬁ_ 2
— o B o' < — < [ £
oot < o o3 o o 3 g o ol oo 83 oF H W
ol OF . A <k MH_ N ol = = o m o o ZU I/nny
WO o = foll o o= woo W M X0 R F o
o X oF < o _|_._A| |_|__I op o) N KO ol m_”_ ~o U _ U
oo = 8 oo K@ E g M = o omoE 83
O_EMT7ETNW_ Bos X u oF T Xoxo~o&g b
I & o X 2 W T W . ) w_ T W2 5 1o ot ol
o0 TN A Ur % o [E) % of ® T W <| OF
VA — 2 B <k J|J _H% il &3 = & oo o <V Wk % oF qu
I TR % = W = a Wy Wy o o B8
B Som =9 oo 3 ) s oo O Mo BB n o Mo
o3 8] e MO & FD O ! o o M = B W3 o X
“ o) < o bl = | ~ oo O o of &
S o o of oo 0 O io wos D B X i__ - 2
T 21 TIPS ~J & o < N = eIl 2 Ul 0
EI T ® W =z ° = JJ n = = ol O T J
=N __o_.= o h T —_ - = (@)} .FO o E E_l_ H_._ﬁ
o — A_H_ — < N O“_o < o _J_l © =.__| = M n n < |
<0 oN [l X ™~ u.)_”_ r o oF 8l ° = 0| oo o~ & o =
5 U D O L ) 2= 2z mﬂqo:@w
T R g y & Hog fo U %0 5 W = = £z H o <
Ar o = o = o = 2 ol i B £ = S T Jo © o nLOOE T
i 3 o = o W = o ) 5 O o < o [ .~
o & o o2 3 A & U X 76D ~NOZ g oo ol W Mo of o
o om0 T4 ox g R N T O B
o uju W o = l ﬁ - or Nod U RO oA oo H o o
2 = =r o [CLN 1T L R 1T/ N = - B OF L = = =z o X
1o L|_I R Bl X Z._ In_ul X _._._._ z_o m._.h_ ~ U il G AN = . ~0
m > M o= H > = w D% om = Do 5y o, O o
ne g d 0 55 O = < o &% g W uos o o
7|,m_m_¢m_ro_rr 3 E?E_zl__iz_z+ml=_l
o OF XK o X = oo g o T TR = %0 ~ ooy N T N
[ A T J % B o Y T s g9 ¢ 2
Mo w5 = 5 Mo o il ) wJ Al e
0 W o © w M o & o S S S PR W <N F 2 W
o = =T - o W ol N4 - = R X N Ko o3 =
_._._O _._.__ﬁ X - [H] ok =0 _l__ __|O _H.A| ™~ Hl |__|_ = 2_.0 A_ . = _l_ll_ |_._ te)
Ul o 5 s o 2 w2 DI - R o T 2 g 0x 5 w0 5 W oy
Moo WX < i} K0 w <0 0 a0 .:n_._ o 5 = - | 0l0 Fm._ =~ T o
o Uy T oor 2 oo o w2 © N T o o= I A0 oo M
o & 30 — —~ O] @ =) X = & o1l . 2=
= o0 * N o 0 H s oo
| N ]

0]



=
S

Aglol =
ol

=

Ct. OtEZHIAEIEIZ Salmonella typhimurium &! Escherichia coli

A HME

=

t

rl
—

ofl
|2 225 mg/kg

=
e

9| 6f

St
=

=

OlA O] of= CHAL

3|

Ol M HA| O] ed= F2l5HA

<

o)

S
=]

2

ZHH HGPRT forward mutation assay OlA 2440
(1) Z2C[T: 10 mg/kg/day&27tA| 2] F2C|2 (mg/m 7|

AE HHEA

o

(S)

FA|

—

159] AU Al
5

H

o1&
N

al
=
=

=

L Chinese

JILf OFRA ASHAAN M S/ O|RUCEH,
2|20 175 mag/kg/dayZ7tA|

|2
=

—

2L Al
E

3]

o

t

—

(S5

ez prl
o

F

A

H

o
[

+O

Lo

ot
=
.

HO|X|
Chinese

Mo

o=
al
=

.|

4= 50 kg 7|

=
o

A

st 2}9)

H

Ct. OFESHIAEIEIZ Al
A

Ames test

t

(2) OF=ZHIAEIEI: OtE2HIAE}

(2) OFESHIAEIEL: 4F9] Al

AHAHO| 7t
(o3}

A

4,

* 3

0]

od

o

oM 112
7t=| ALt 10 mg/kg, 40 mg/kg,

__o_u
<N
X0
Hr
<r

p=

o)

_|

H

C

of

H

C
Sl =

2

9| 100-1408 EF0|UCt. ==

2
100 mg/kg/day £ A| Z2t

FOIAALE 2D

Lol

He| AT

=

0| 2z

]

o
=

=
o

| OLE2HLAELEIS 22t Holl £01 A H2F B2 Yo

kol

=1
o

=2
[S)

ZHOHl A

t

(1) 120 mg/kg/day (A Z|CHEH-EF2| oF 1681) = 3702 28 FOT A /O ==

120 mg/kg
Ot= ZHtAE}

o]

__A:._
o

0
750

£

Mo

3

U A4l

ket |
=

24 7HolM 113 FOf| &

3

ol

280 mg/kg/day7tA|

OF
2

MIE &) 0] Of AZe| t+E

o 424 7 (20t2]: 10 mg/kg/day, 120 mg/kg/day) 0| A T3]

3]

S
=]

=230 F0E Mo ME ZEElT

(2) 29 2F Al



Q10| E|7LE BURAIBOM BIZ2SA 082 0|F Z9

e

—

.



