1
¢

—

~
all

FX

Ife)

Aol £

oy
0|0

2. Cf

o)

Hag(C
rCl)
<45 ml/min £ A
= A

Tl

o=
(eGF
R) < 45 ml/mi
in/1 .73m2)

<0
0
fo
W_._
o2
<+

mU

o1
el
ol
Jjo
<
ujo

Of

Hr
o

ofu

ol

N1

N[0

X
__0._._

1160

ol

o
11



tA|

[

Of7|

o

dYS

S

Ct. A

Ho2 B E|QCt

A

At 2

o
T

2|C{H|t|2)2te|

=

=
SOt

A (EZ20, Elof
A
=
A
=

=2

—

Ct
AL 2&S stALE

ot

L

O

| 3t 5I0|M HIEZ 20! CH=EE0

Ol A 2Lt

ol

240
2
=R

[

I.

[
=
S

Al
old
=2

=]

3.2

.

ol
ion

O = O A 2|2 AR &

El

=2

(e

o

A

|2 & 0| U HIAE|20|E4 AGZIEH (NSAIDs) 2
HlAE| 20|

—
—

A

Njo

Jo

w0
S

.

al

12

110

Aol &4

o
o

otCt.

o

tO] =2 =|0fof

[

k="

=

=

8l

[

2} 7Kl R/

10f

[m]
—

| O|H0| HEZZ

<

[}, Bk3, £

—

5
Al SJALOI|A| L2| == QHLHE|O{0F otCt 20| Batod W7tR] 4O = LA|H 2= HEL

=1 &|010F

uj

5}

2 LfEfLct,

210

—

—

of



2 =7|o

71 & 121 1 0|%

S Al&fs

HEEE22 22

5

9

o

DIGAYS F2 Al

HERZ=

3) Wls

Y

=
=/

k=)

= 32|OtE| 2t M0 = O 2~4

-3
=

[l
1l

o

2
CrCl <45 ml/min (eGFR < 45 ml/min/1.73m )2l 3L 0

J|
- <
I —
-5
ol o
o 2o
= |
H 53
o A_l
| W
g
— <0
R
M =
ol %
N
S
ook
¢ T
wn
- __O
S
%
oy
S M
g K
RS
S o
0
No 80
= 4
gl 20
w Ul
Il ©
ETRL!
4]
ko3
Jo OF
lo 0

1N

Ao M 417]
15

2
[S)
=
=

o)

1

Jo

StEA Of

J|Ho2 BUE

=
e

Am7tstm Al

Lo
o=

Al = 2|4 ABA|ZITHA| FOE[O{ M= Qhe|Df 417]

A
(=]

ot

AL Al SEE|0{0F

Hof| STHz|ofof BTt HERXZ

s

Ct. NYHA functional class IlI-IV

ot

5| ArE5t0{0F 2

Al
—

0|5 &AM =

Ho|o2,

b

S
—

Of A

3|

<5
[=]

ALOi|M &0 &

oo

Of 817 WiZ0fl O] 22| At

3|
o

2



£ O

2lE
[

EI0M FAFAELZI0] 22| AT,
=]

=3

ot0,

O

F

3
19| Al

i &efor
21E
H

9

2|L=
At 6800 O|HO|A 2|Lt=

1 2F 2| JH4d0] 2

_%_
230 25)0) of
3

T

H

1 2Lt
At

=

P-4

_I_]
o
aT

8)
9

Al 18009

Z201}

oE

ofl

12.5mg 1

2l E
H o
FRACE.

O, eltt=

3|

S
=}

Of L2 AHA|

oF

1o

Wk
~

K

ol

I.

Aol 12/24

t

__o._._
ol
<0
(@)

3

Al LIEFSEE(54.3%, 49.0%). O]

<

HEFOTOIM Bl

SFOTOA FAFSHA| LHEHRIEH3.8%,

oo

ol

7702t HERESR1I+E X Y 22|0f

oo
o
I'H

OlA
L

ot
AHH

0]

=

[

off, elLt

o

EESINEY

—

i’

F

[s]
o

| =24 2to]| ot

2lE

MedDRA PT (H{# 18.0)

o
or2o| o
A

|=

A
HEZZTI0 2|tt=

b 7]

—

o]

—

—

10|

o

[}

CH= Al

|OI=
2

of 2|Lt

7|27 & (S0C0)

2.9%).
ol ¢

ol
~a

g

=

o
80

~a

~{
R
N0
o
40

[
o1

o]

|-**
* %

(o]

[
|2+
—E %+
o=
=

A
MApxx, 2O xx

2

Al
i
T

=

HA| 01 1

I.




AZFA| Ol 7HY IS 2

4S5t

_2._

12| 38

NS
__o._
<0
<0
O
!

b

b

Of| A 22t

k=

I

<0
o0

* 2|L}=

00

E Of&ftt

20IME 21

iy

g

s+ HEX20] CHEE0f

|2t IEX 201 E0{A| 7}

==
H

OlM 2tz

o

3|

[s]

o

<0

el of

ol
83

f

Pl &0i5

(=)
[=]

2f|ote}

oF

Jn

=z

X

A

ol
U]

FHEXE

=
wd
D

(]

2|Lt

o

20| 7+

o1 |
=

832

f

H &F05
Ozt 23.9% vs. Y1 F0 16.0%)0IA=20 02

b

(=)
[=]

2f|ote}

oF

Jn

£

X

A

ol
U]

FOHEXE

=
wd
nl

M

2|L}

FQACE
+0 EX

o
O}
LS

oz 22a3
|

=

=)

Zes 2

=, A

IS Mol O 4BHE:

O

=]

H &0

I

o

=

Izt

o
[

+HEZER+EE 220}

tHEZ2RS
FOHER

U

—

2lE
[ = e
IE

2
=

—1

=
—L
=

({1t
2fLt
2fLt
Cll, <

-

T

i)

olJ
i
1l

Al

ot

O 30.9%), 0%

=]
T

=4
—

AN
§D|_|+Ol_|g |

201+91&2 £ 29.5% vs. Y +0EXL

<|7| Qrgteiat

F

R
=

Of| A 2t
2tS2 Ol & 20] LIEfLY

o)

e[ A2 9 & 10f 0]0] &£

=

<
Atd

FA|
2
|

I.

0

i
Fote

| (¢]

A

I

=

2t
AALZ| O] 441

MedDRA PT (H{ 18.0)

S & AS7HA| &

BIEITIB12 &

é)l-l:l

O] Hof| &

=

—

HAd

0|

[T} HEZZ=RI0|AM 241 O

AN

SHRICE (1.5% vs. 0.9%).
o

HE d& S oI 2o tf

[ 0f

b

o

H

7| 2A #F (SOC)

A
7
s




<0
= 19 ||
KO Wq 1 30 Tl ™
2 I g ~d g Ul
ol | N UH
~
I-I”O”
~0
N _.Aﬂ
= X
Sk & | o
Nd = O | H
<ol ou | o
T xd 1o o+
dog W~ =)

C Oj2 S22 CiAR

HO] AR20H Of

|==7]0f 7t

2 _
S

)0|0] O|= CHEZ2| AR AALYH o2 2|2 &|UCt. O[3t 0|4

2z

Aot (B 1

J

g A 2| S 7EAL

HE=off

2|Lt

Z Hg|QfCt,

ekl

| ER20IS QlaT HREO] A, HH|7L 2

2Yeln

—_1
=

2|Lt

5

0

M

ok

iof

%o U

(=1
00 M4 ~ =l M1 o9
mm._ m:_u ] =< J .r%
<9 ™ Ul of o] N
ol B UH _{ 7l ™

Rt

Elll =__

=]

~Q

o

N|q

Niq

<0

_ O]

2] I

0 3

@ XM ol
W) =
g & | o] @y o
M ORIANEE
m x| o)y
| 8 | IH Al RO
~ 8| 7\ fd o

AD)

o AHZZt (2[4t

x LY Al

LA|) AAL] HHARE

YEI (T

=IO 2lLt=

Z 31374) 2 B &AL} Of

0| 7.69%(240/3,119%9F,

SF ALt

o)Ll

Ofeff 2O Lt

712A E




A
S

, Y2510|H

ulo

H X

g

Y

g
uq
Ll

™~

AN S, T, B

FRACE.

°

{0
<0
o
B0

~O

o
an
il
__o_”o

(DN
o[D

o] 3]

<oN|d

<JEY

{1
0

o

3a

~d

__o_l ,ﬁn__mﬂ
m._omﬁ___o ww,
Zozom.._w
2o .00

wo' "ok Ol
WAl o

Ro® ki
A oo

of BOj| Lt

o
O —

<[
~O
ol
80
~O

OO

FO0F9 & |LE, 75

ot} &

S
o

A
(]




N[O
10
~
30
Nt
Nt X0
o =
~ T ol
o Ko ol il il
KU = <0 N ]
2l < ~ 6 O]
V5 . & Sypunorm 30 = o
=1 _ 1 110 ol H iy
o0 | G KRB s -
=N 0oyg | ZuBImUE <ol o0 ) )
20wl ol %%1_0 MLINES R <D™ oo o
_ul_.l_u..._l._._mz .m_A.r:._Jl_l_l__l 4 Lllam__.___A/_oz_o ﬂl._A.oH ol |_7D <0
z_@oe.r, RN ] NG ~or < el X N
i .80 Ko< L.___o“_ B0~ < oI U N[0 ™
WO r ol WoOk F | T~ g R0 GT B SR H..- I
g (Lg=tee Tras Fort ~ L
_._I_llo__o_u_u_ HorlJ®mo .romA._ S il o EXol S rol N X | »
5JX0io] | T3 S0 Ty X0 S oH X 0 -5 N RGN < | <
NOTUZOOM HURY - F X g < M=o U 00 ol B0 -
- - |_ﬂ.|_ __o_l 0w . od AR hu7 0= = 8o [
oMK (V) —<{ X0 X 3 " KO - 20 | N
_-lopy | WODHINONIG NOS 20y - © T 0%y L BoFrin ol oF wl e
B XU <M RUAFRIS] MO o0 O Kl ) H7T.X9 il R0 A N CEN
& 80 FIAUN M B m -~ MO TR 1 UOKON X] 14 T 803( <) AU | <
0 R <O R
o M o'lio = 3 M
A oD X00f0 RO - K oD
ol aw or i ~ [ aw
o ot o A NG {1 o
o = 8030 T | D3 | HakggD <0 =
= qr N oy Eo KO | BN K i i i i ol A
o[ M < 0 ~ <0 | 71 0 IH 3 olt i S <
o & MJxo N <I=xiol =< <J|® ™ iy 10 ~O lof S MIxg N
&l
TR e
o — o T =
uea T2




N|q
Ol
]
™
Nq
zﬁm Y]
0 un]
. 0 z
N[ _..+ ]
off No 37 Ng &
m| B4 el N X9
~| I = B o9
=
_:AO =
_ o
U ] ~O
M o 19
i Y OF
Fom e
o Mo Wo S
1h <d A 9% <
B &0 Bl H X

0J

et
gl

TUOIAM LA 2

.

<0

o
=

|

& 982 ELE|UCE O

t210] 11.99%(85/709%F,

A eE o

f

ol

330
o]
ATm._P
ame“om_.o
KRS o '
W o
i 3 o
m__o._lnnw |._A|O
BN
N ° 160
_n._r_%M ot _W
olllo = <k
s A
Ne}
1: EO
0 | <4
3 o
TN
m_.D (e}
Wl._”\ “=_._=
e .
aR
wE |t " I
gz | A "
GREEE o -
.nru_ i ﬂﬂm Bg N M| o ww D
L s 8 | o | W
<0 < o o8| T o < T
Mo | 71 TUMdOE m| o)l B Ay | %O
I—IHH _
I 2 | B0 | B
0 Mﬂ = || XOan Mo
m un.vu - I_z ﬁ:._ O_|z._o _u_z
2 g dm [ ax [ 8% oy | zodo | IF
A B et B e
n Lﬂ.uo Lmﬂ|| N = ) E= 2_.0 mH .mu._.OmOL.\) __o_"o
ROal BN @l ®O@ T wrol ool &
g g B0 RU <Y g AUXY 20 R op S
<0 oF ~NO od ®&JoH <0G MIRM <I<0NQ fof g
) =
C Wg
=) 258
5 = wmn

SFRALY.

| 20| L+E

i=Xe]
==

o afat cf

co =
Sl

R
&
1o 50
ETL: T =
<0 wo | Ao
T O o I+ Tl
=0o r =
D .Fﬁ_/ iy w
S 3 N =)
w__o ~ s =
~ 0 u N0
BK | | G| M
ox ol o] No | i
odile I < ol | 3
* - .
I~ 80 _|_|_| ol =5 ol jo
g |l Wt | oW
XN E0 | g | e 5| NG
BT | i, | o | 0| LA
< | Zfomr8] ok | Do Mo | wion
.AOAO\I ~O - _._._._o - o) —— Z_O_l_n_
o™ LH 0 o 30 __oa§ IF | wod
AO O K gp=s KO | = — 0
R RBRS WL | | T
Atk o0 2 O | W o] e
o] Mk g A& o | Bug
O > R ! >3
oS 3000w | | 00K
08 om > P erd | g b=
TY T E 8080 <{o0380 UONg T | U3
Ol_l —
~I
. I |
B |
50w | % |
= 0 N | o
— < <2 <
ot Mol om0 RO R
it KO <0 | T AN
~NO ok ol | *I%0 MJxg
7
il
H
I




!
__o_l
N[0
30
)
o
<
A
- ol | s - il
No | gy | =T | @ U
0 . | 80 | = 1o
- o ]
SR = TR I B - S
0 | R0 | T - it _.._.._
“._m.oz._o mJ <0 HJ ]
H<H <0 | dr | D , ___Ao__ﬁ.V
J075] T0 | =5 | @ o .
B Ay S == | O zo | 7 Bl _|
oEJ_Ao Mg TR Sl =l w0 | Mg i T
L o<y U KoM g i | | % & <9 e
R0 <000 ErR] Z0T | X0 G| A
SUH BI%q ard nxd ® SNd  fAv | &1 oF = & B M
%0 RO <0y =
@ Ar m_zz._o ._._A.o
| S | 2000 = K
HAz o L.HO.HO |_,.A.o m_u._lm_z |_,_A.o Z._
- o' _Hn_.ﬂ X ._n.wo ._|o,z._0 | _._._._ Hnﬂ
o T = 5|
Y ._,_A.o = ~ m__z m& o o o] ol ~(Q W_z oN ~O
RO Rop R DS X< 204 H i < RO Dk
< | 30| 2oNd oS F T IRl 5] od ] <A Al Y
N
LN
e
g ol
To

1o
KU
A
1|
>

LHo
U

~0
ol
N[0
Ko

E

f

CHAl SEAI0] S42| 2 Z0| LIEFHLTE.

%If

HAIS

DPP-4 A3

CHE

HAlIE

5]

QIS Z DPP-4 A

]
__O._

<0

|2t HEXZ20I 850 mg 1 23| HEEX

110 mg 1 18

==
H

ALl M 2[Lt=

5t 29l

OfLt HEZ =010 Cf

T7h SAI|UCEH

wd
nl

rn

(2) elHt



HAlOfLt Cf

5

2 p-22|2T2E|Q 7|
i, 22| S=0l|A2

—

220 ©f

o

2|lE
=

2| D2

f
=

ot of WA S5& d=2| CYP O[22ty CYP3A4 A
P_

=

S0 CYP O|2AHY FE=A|= OfLL}. 2|Li=

oF
LS

tAl=

o

of

9

CYP O] 2AU= A

A2 M, P-Z2| 22|
ASH=2E HFOM 2|LI=ZEEI2 T

=

—

o)

Ofefl 7|

10 mg 1

O CYP3A4, CYP2C9, CYP2C8, P-22|ZE=

n2=2(E

’

[e]e)3
s AL

AIHFAE}E]

L=

|

[e]
[l

HAIZF OFLI T

5

i A

<+

(OCT) oH7H

Ol

= 7|

2hM 2|Lt

=]
T

Ct. 224, Se|#lZ2t0|=29] AUC & Cmax 2

2|HiZ2et0|E s 22 CYP2C90| 2

1A 7+ ot 2t

kel

H CiA=] 7]

[e)
12 45 mgo| ¥

=
—

c|Ef

=1
=

14|17+ Ot = LtEHHDOY, 2Lt

2t0|=(=22|/2t0|E) 1.75 mg 1
o

12 10 mg2t O]

—

F

AN

o
2|lE
=]

o+
O

O
L

o

e

10] CYP2C9 A

J|of| A 2|LIZ2ZIEI0| CYP2CS8 D7l CHAF A

=

CYP3A4 7|4l 2lLt=
2

2lE

A

AL A

al
=

o

| BH5040| ofsl Hatz| X
AH

Al elLi=

9

o
| 22 2usls 02 9EUL ol

o

0

t=

{8 CYP2C90] <

A

20, Ol d

LS

5t 2
CYP3A49]

o)

t

—

0]

2f|Of: 2|Lt

o, 2|lLt=8 &l 5 mg Ef

= 14%
2[tH|t|=: CYP2C8

LIEFLHZ|

Iyl

=

=
E=EY

@20, ol

E[Of

B0
I

HAQ! 2| ELtH|07} 2|2 El9| ofSst

2| 2T 2|91t CYP3A4 A5

=1
=

P_

=)

B

1 200

—_
2|3

1
=

[=11e)
<]

FEICH WH2tA] 7|E} P-

C
[k e

I,

te|ELtH[0] B CiRlE

o

=

=

=)

= o

=
of gl= A=

I-ZHH

22
/ /M
2o|MeZ L

[=
=

Cmax?t

=

[=]]
dsE Al

£}

(X
=

12| AUC

el
fa2t

12|tz
o

LiH|O{2to] BE Al ZHHE

BQl/CYP3A4 A



tofl O] 2
B 2lLi=

[}
ol

0=
S

3

o
=

| 5 mgQ|

2|E
H

2| Ol P-2 2| X 2H|QIDt CYP3A4S| RS Al 2|HIAI0] 2|L=

nd

30% UAA|Z
A7+ ofL|Ct,

o
|2 CYP3A4 D7

—

2

=

t

—

f

o

2lE
=]

o

Ct. ©etM, eltl=

AN

SO ME{O|A DPP-4 A
(e:]

Jtst

E

=

(=}

1'S()

FAIZ |2
10%

10
=

O

—

—

= Cmax
H EH

5 mg
Ct. ©2tA, 2|2 - EIS 44| Lo P-2 2|22 2H|Q1 07} 2501 Cf

HAIZL OtLf2ts XS EOEL.

CYP2C9 7|

=

E|

S

O

—

—

ol

10| CYP2C9 A

—

=
.

34%,
HAl2 T O]

—

—

AUC

=
S

112 5 mg
CHALO]| CHSH eFst A

[y
2lE

=

=2

E|

b P-gp FE=A|2F 2[Lf
21E
=

Usl

o
2|Lt=

—

—

El| AUCRF CmaxE 224 39.6% L 43.8% A
0{ 0|

ofmal: 2|Lt3
L] AlBLAEFEIQ)

Ct. CetM

o

o8

0| LR5tA|

S
ZEL

CYP3A40]| ofst CHAtfE2| &

=
—

t

5}

b

(=)
[=]

9|

P &0

o

<

2L 2ALER EE ofE[Z0|AE

o

= HiEf 30%0IC}. LA L4A{0|=t

78 LIYA: 2|Li=&El 5 mgo| EE
FAIZ1Z]

o S0l 7| W20, 2|4t

ol
U]

(3) HIEX

=EE

A
(i)

|.

Of AlOf]) Ftt

2t
(=}

£2£4|(Organic Cation

o1l

transporter, OCT) OCT1, OCT22| 7|&0|C}.

__o“_

- OCTT HAA| (H2tIHE S)2f & A| IEEX=RI9| of

oo
o3
<k

Ll
~N
N[O
~
o

]

l
a

|7

U]

-OCTT REAICIHIY S)2F 8 Al HEXE

- OCT2 AAAM (AHE[E, SFH 2|2, 2t=2tl, EC|HERE, BHENY, OIARZLE 5)2F & Al

oo
0%

ol



|

OCT2, OCT1 SA| HAA(2|=E|Y, S2IOHE)2t & A| HEXE

olo
o3

| ol2{3t of

=
o
1|

CHetM HER

HotA[Z

i

oFS
=2

HEZ=ZI9|

=
[

A

tCE OCT A4/

o

| 32 2o7t TR

ol

HEIAE20|=d 2HUSAI(NSAIDS),

—

55

COX-ll(Cyclo-oxygenase) LA A& &l

EHA
=/

A

l

E%J-'

tA| (angiotensin Il receptor antagonists), O]

[s)
S

or

=A|(E3] £ O0l=A) 52 41750 22

U]

22 opIsM 22 HER

Al
—

PRI

OH

ol
B
_2._
ol
o0
oF
ol

| &210]A O]

—

%5

eGFR > 60 ml/min/1.73m

AIZ7HR] E0IZ|0f M OF &/0f A17)|

=2 dAF 48A[2F 0| H0f| SEE|0{0F 5t

2

ol

2
Ol (eGFR 45-60 ml/min/1.73m")¢!
|2 48A[ZE 7tA| RO O{ M=

ZE 4%

Ko

A7

el

(0]
=

A

__o_l

=
o
(@)

1l

SEAZ = A

AH|Z0|E, FOHHEE, &

HAl, e sst

Al, a-2FZAICHA| A3

OF
2

AlA|, 2ZO0|=A & 2Z24H

AL
sel

ol
—

HAl

2O2EE &), MAO A3

u

S), B-AHEHA|(

(orAm2l

HAAZ = oA

E|o}

=2 OAER, T TYOY,

LTS

’

H o

’

E ZIMAME 2R

IEE[ZAHZO0|

REIA

H| = E|OF2IA| oFA|, THL =

—

Z|S3} 7|E} O, A, I 2}RI0F0|E. O] AL|OFR|E. L

|02 O] oFt F2M|0| =9

dYet AZoIM H2

5) F2MOI=:



&4
ItAIZ]

3

2 =
=2 O

q

=

15%
F31%2F12% LU
A

—

it

=

=

= AUC
2F

El
22

=2

[eX

22%,

=

F20%29% S7tA17|H,

9

= Cmax

E|

=

[e:

2t2

7HAIZ|H,
| =2 M0|E2| Cmaxt AUCT}

¢

|=0{2 0]

L} O] 2k2] Cmax2t AUCE

=20

= =

=2 O
HS o, Thd F040] H
Cts

=
1 10| A

o)
=

2]

S
—

o

[ P8

2t
S

o
al

—
7= getol Gitt. LT

H &0
Z{ALO
So
H

—

|.
=]
H

(<)
=Ct.

Ct. O] 2kt
6) Lo C|®
Ct. Tmax2t

OJ2[Z]

Y

5t

0l ch

<

<
ol

£0|A Of

H

e
__o._
<d
o0

ISt

ACEH

s

J)J

oJ

=1y

P

1
IS O HEZ2RI9] 2{7]

=
2|E

o
=]

tC}

—

| 500 mg/kg/

b0 2[Lt=

O 2Fo| 48 H =291 200
Eéko

tO4OF

_b'l_

<

=2

o

TE2

t

S
—

SCIES ©
ST 92
o=

fex

1e)S =0 &0

LIEFLHZ] SERACEH 2CF 0 E
o

|2k 717t H =T
2UACH. TEtM O

(o] o)

Ale &eAIA] &

—
—

A
CHARA|ZF &2

F

1000 mg/kg/Z(At02] F0iZrel 118 & 238 Z =0
TRrS=0(AM HEZ2DI 2|Lf

al



=
=

E| | ERUASLE AL M 2| 0 Ee| 900HH

| 240 mg/kg/dayQl 21 £0{&

8. 200 et &0

£

t

S
—_

Aol T

o
_|.|_

[=E

ol

HOF

)

QUE 2

OH

E| ] AATE.

11, UHZEEN AlQ] 2%

.

N[0

Heh)7t29] 12 &&

1 600 mg (H&EZ2| 1208H0] 5

—

HAT At

oM, 2lLi=EE

C. AF&0iM 600 mgS =2t

o)

S
=]

oo

9|

oz}
PUN

Ljotg]

.

MU
ol

040

e

H

85 g77kA| At

oju
8o
<

F

ol
U]

HEX

ol

HO|0f FRO0I| A 2[ZEO{OFRF BHCt,

Ats

o=z BLH

OlALA
oo™

tALE

Ct AL gL HEX2RIS A|A

5}

N F0] A, RIYBAZRE S45R| 2 =22 AlA

=/t =aHel

t

o

=
=

Y



2) L&

N

o} MBI ERtCI R 2

SHHQIABHAR)S 2x2 LAAEOR 24 124

S 2LU=HEI HERE

=3 [[H 111

70 O E= A2 AtLLO| HRIO0| E[ALL F

2.5/10002 2| 1A (A &S 2 CH=Of

245t Holoj 7] 22 A|

o

ol

olg 23 A3} Ul IEILEES

0

ARAITO|AM BHEf 2R 2B 2 0| Fod

—

Im

2LIE}

Z|(AUCt, Cmax)& 211

2| 2t2] 90% 412|717t0] l0g0.80f|A log1.25 O|LHZM WE=stHoz &5

/|

o

S22 2.5/1000L 2| 134 (st
I'il o__l'L —r—o:I °|'O:1 46 g
HE5t0| EH 2 2|5t

0

&S YSoHAUL.

CE|LIZE-ED
H| WHIIStE I WIS
= AUCO~72hr Cmax
(ng - hr/mL) (ng/mL) Tmax (hr) t1/2 (hr)
EgtdlEtR 24 2.5/1000
HE 'y EEeEnez | 18,9237 | 3.1760.692 |, 00 48.611
o | 2@l C'épj’(;))“’ 12 TEES. 1 /OED. (2.00~8.00) 8.30
A8 | E2tC|S 222 5/1000 4.00 49.83+
of | ola|JeH (R orE =) 118.9:24.5 |3.12320.605 | 5 556 00) 518
90% AlZ|27h« 10g0.9629~ | 10g0.9409~ ) )
(712 : 10g 0.8 ~ log 1.25) 1.0343 1.0351
(AUCt, Cmax, t1/2 ; B2t £ BE2HA Tmax ; 2YZ2H(E2)), n = 46)
AUCt: EQAIZIRE] AZPZEE FUAIZ DIRI0] BFSE-AITBH501
Cmax: 21825
Tmax : '|1§§gg S ChA|ZH
11/2 © Sk AAL HEZED|
« B[ IEIIEH A2 2085 B3| 20| 90% 12| 22t
CHIEEX=DI>
ElimE bl ZInk-p ]

J




i AUCO~24hr Cmax Tmax (hr) t1/2 (hr)
(ug - hr/mL) (ug/mL)
iz E2HHEIS 223 2.5/1000 300
o | Y| (St=H> Aol A 15.80+3.23 2.429+0.510 : 3.64+0.42
el SHol) (0.75~4.00)
AlE | E2C|dS2732.5/1000 3.00
oF maup_H(%‘;ﬂom( ) 14.82+3.06 2.345+0.419 (0.75~4 00) 3.72+0.36
90% Al2|7 7« log0.8999~ log0.9271~ i i
(7|2 :1og 0.8 ~ log 1.25) 0.9762 1.1081

(AUCt, Cmax, t1/2 ; B2t £ BE2HAE Tmax ; 2YZL(-2)), n = 46)

*
|
El
=}
J
o
Ut
M
[l
Hu
|
rE
_k')j
-?ﬂ
oE
E
)Jl

to] 90% 42|27t

Lt O|ASSSEAI-YIE A72A 20| Thef, Ectt|A7242.5/5002 2| 1 & Ee

n
02
an
to
ox
No
Ul

<z

/850 2| 1H (FAHASE)2 E2C|AFT2E2.5/1000L 2| 1H (FAHUSE) 42| B R EZAHA=E A
%

oIS, 2ot E2YYO0| SSSIRAL,. 0[0f Wet siie AI=2AM E=stHE5Sd

0] 92 FAHAE(F) ERC|YFL2E2.5/500Y2| 13, 2.5/850L 2|1 L 2.5/1000L2| 134 it =

Lot A2 S AIESI0 SLT ARYY2ZE W SHS THAE(F)0l 2IE A =5HUS.

1) HEEER2 1244 £ 22X 2 2 Al dsl= AS0|L BH22 OF7|A|7|= Af=SEEd 23S L

2) 712 LLIAIO] SHE(ETF 1045 A|£5)2F OFRA (915 A|£5)0]| s 22} 900 mg/kg/day2t
1500 mg/kg/dayQ| EF22 HA[Z|UCH 0|215 ES2 AHEH 20| 7|25t QIA|Q| 1Y 2t HEZHC| o

38{O|C}. &4 OrRL 250N B EXZ011} 2

r e ool Z74 QI
Z2000] o3t £ RUTHSAS QAT T21LE 900 mo/ko/dayR S013H 242 HEC M QA ZHA 2
7

o
= &30 S7tst= A0| LA,

=H=HHAOIAF(S. typhimurim), A SHHOIA™ (LA FIE M), A O] SAI (2 2

o
o
A L) A3 A (OR2A BLME)O|AM HEZ210] HO

kA
rr

}_
N

Is-J0il thet SH= A,



el

600 mg/kg/day

o
o

4 HEO| 2

ot
[=]





