b 20| 2f

=
ol

E

0l

| Ol21et 2F=2] At

9

=
S

|

2
=

o

37| 374

=

a

| 27| 371

OlA
[ (0

C}. 3]

AN

o

A
e

Z
=2

k=l

ol
=

~
il

12

110

2ol &

oy
oo

2. Cf

|E20 2| TA 7=4|0f 2

°

=

IF
J
ot

)
Jjo

ojnu
0%

1o
<
o0
i

L

27| 2 37)) &

<J
o0
I+

o0

(

2)

o

AHAFEA O 22 <60mL/min/1.73m2)0|AM 2| A7 |3 S A4

7FAOfl Eis =LA

g

Z
[}

8) 0] ofo]

AN
ioll

wr

1o

<
1

X
__o._._
oo

C

2t glen

StAl=

H o

3407}k

U LEAE

2 0] Qo] A}



HOF StCt.

9|

zol

Lot

tC

ol

tA| G2OtOF

5]

f

=z

o
=

H

19 13| E0|AF2EF 4022|112

HOF st

9|

foll= Zolstol o

NS
__0._._

~O0
1o

~d
ol

ALOf|A|

Az

ol
ol
on
B

71
il
<

4 3(OtE|

[z
=

S

ot

Tl

ol
<J

<
J/d
1o

==
1o

oju
xr

1l

mo

B

D QRR| I 2| ZHTHA(ARB), ACESAA, E=

c

f

2
IAl-L = AE|2H|(RAAS)O| &

A (RAAS)Q| 0|2

FEAHZ2

-0
=2

Al

12

L|-0
—

2

1

)

9

ok 2}o]

= DAz &

SF
o



=]
=

i =2/

¢l

40| 7= ALt O]
46)0f 8|

I

oM 2

|

=
2, 2 (n

AF

ot > 20 mmHg A

=2

E|

(S

b

£ 427

£ 120

=
=

Ol OlF =0l =

=

=y
(n=789)0|M

o]

EE
AC.

/

VN

g
=
(]

A

7t
(=]

2> 10 mmHg

E|

=

[

- 027

= 3202 671

F

=

St
OJ At

IIEIESIC

of I loln|m|R

oFE|lo|nN|T| O

>

[00]

N~

I

£

M

(=}

W

040

70

ol

uj

M

]

el

S~

=N

0 | XX X

W leolo|m|~

ol |<|m ~
N0 | Ol
| T
N ujo
ol| & od

Of C{H]) U FE (1.4% vs 4.3%, 92F C{H])0|

2|2

ol

ol

OF
2

Aol O

Al

b

<0
o0

LHo

b OI UL,

0.5% 0|5

k2t

o

U 243

0f 2|2

=
(=1}

~
T

At

N

2) =U AT =

0J

5J
il

=LA 2 AL

2t
<]

elg2
)2 By

_|
)= ENECH,
A2 g0AES

O] At 2]

=
(=¥

I_

—

o

[

2= 2t 0.16%(1/610%, 1

=
B

Ct. o = S
1191014

A

ez}
A

’

F

Z
(]

204)= 25|
=3

=
S

2

’

10| 3.28%(20/610%,

S

A
(]

tA 2t

1]
[t

f

i

20.16%(1/610Y, 14)7F E0=(ACt,

)7 20g[Act.

(©)
2) AOJA=EE



CH

o

ks

FRERIEIRIEIES

oFE|o|—|~N|N|O

H

rs)

Wk

-, LN

wln

LN

I.A1

ol RIN|RN|R| KX

TEIN M| m|m| —
80
~O B0
G| ol |z
~ | Wo| T | < | ok
<0| 0] |DF| ZN| o

=35, 02, 7|3,

’

S &£

248, =55, 75, oAl

NiJ

ol

)

449, dedd, Y, 3018

- Lol

ol

fo[D
__O._

HH_ltr_,



N[0

HAFZ] 0| 0] 2 0&| ULt

F2p7F O|AZ EF F0F0|M 0.8%, 92F0M 0.3% E2&[RACEH &l

3

ot

AL 2HAT

. ZQ/dL Ol o

-o2==24

11
o

ol
—

o
i

W
ol
ol

o

A7t HOJALZE EZ0M 0.4%, UM 0.3% 20U

7tgt et

b

A
o

:0.5 mg/dL O]

- 32{|OtE|

(blood urea nitrogen, BUN)2| &

Al
=

3) g=C

S
L ARIRIE R
olllolniolv
orElo|<=|lo|lo
3
o
(@]
Hi0o | s
RPN
Wil S| <]on
e | S| m| N
[@)]
&
o
LN
[ZEI)
BN
Wilol<| <<
ol E M| m|—|«—
(@)]
&
_|3.
(@\]
=R
ﬂﬂ%%%%
ool —|I~N| IS
WE| | <ol
olo olo ma
2| |3 R
<0 |Mo| =[N |
S |DF| S || Uk

Ol QECITG SOfEre BIOIA 1% O

OfTHZ QYAHAIH

St ©
)

B

)(KDI-

o

LN
1 EIEI RIS
ol lllojoofloym|w©
FEIN|IN|—|o|o
rt
o)
E_umw
ERI
ERRIPNIF PP RS
Wilminlolo|«
olo

el

20 |uo|n4 | Br|uf| o
S |UF|8 | M| M




oz &

=
L

o[elof =

ol

N
ol
ol
_Z_l
Nto

!
&l
4qr
I+

o

I+

=

=)

- 22 ik, ik Ol Obke

- Bl 7| A

ol

==

ol

, B, Hii YOl Tt S,

oM =CT £0{2t

o)

o

[}

YAl



ol

(

Njo

N[0

o0

FRUCE.

1fe}

p

Gl

il

FA|

AHOi| A CH

b

__O_-_
I

__o“_

—_

of0 Eae|len &

P

| ALE0| CH3H

|43 2|27t WAH0| |

HC}

S|
—

#|5t0{OF

2| 2A| 2 CiA|

nget

CHE

= A5 0F BiCH

2|24 2 2=

=
jr—

FCHE, CF

ot

gt
=

A (Of, REHQ| O|=A|2 2=

iof)

__o._

e

UF
B0

Zoo] Lt

=
t71 Zof

b

ol
=

StAL

&0

%

110

Wk
oj

ol

Of eHYetz|™ O{2{F §lof 2=

I.

(©)
=]

ol

O] OfL|tH, &

=71 At

b

S
—

2| =0f Cf

o 29|

oH

ol

4r

uju

e AHIE A0

Gl AL

2|2

HOJA}

Zt
(=]

2UEZol A

At



Ol M= LIEHE &~

S|
—
=

Hotl cH

¢

SAHIE AAE A
24 (angiotensin-converting enzyme, ACE) A

-OF
2
g

—

QEIAl

A
—

—

2t
1

-0
E

12 Q

L
[

|-0

L
[

M= 2
Of &

=

| -

=)

17|

A
—

A
2 4 9lct

i oW g o I SO TR
) DI ur < ~ 5 <0 g B
o o ol T %0 LY = oo N
[ N = MH = = ol XU F
! < o & o & - T
bl z_o ) =y O__”_ 5o _|_._o -
0 2 —
X o_=._ - = ~n _n_l NA _.I._ - <0
A il ™ w X [} LH 0 X MAFO _H_|_|._ -
=) o i J = AN o LT ® g
S 9 Ko —_— S0 o 0 oo T ox ©
T X Mo do T Bl N 3" X T )
- L_ﬂ_a o K <0 = ol = EAO T X & kB
o} DN T a s X i T M2
o ELE N N X X 9 fol S o H o X
o pa 51 W w OF Rr logn o T M
£ g U Bl TS 1| o o O
XF 2 B i o o > Bo o5 ™5
o X 3 ol o <0 o 3 0 Al A o
=3 = w__ ol K} o of o) W_._.._ 3T .Ar_l 00
m) uu- ol H = M o 0 el U C
> X = T uo = Y ® N oo <
5 w RO o = > 1t Ty L G
T5 0 #Bg 2E =T 2 fgETg
o <0 Lt =< < =< 2] IS if
ol S S 20 % Mo o T o E_ = w o S o
= = o8 " > X oF o
no ® ol 1D = W o z I ol o R’ %e OR
ST R R S < S M= R H o 2
w % s om U 23 of i o g < X8
= 0 = = __ OoF 0 0l ~
= No 5 S T ) Joo oSN
=g . g wdE  Jauy ot ko X
oo XN mom oL o R o B 33 O = o m T
o= Ko = ° = T s o X o] I R
L O TR OB TR M T X
o oo X o5 N0 B s 2 ° L = b
X N[0 T U = ol B = gl R o & N 2o R
%__Ho D g ox ooy U P e w 51 B0 F OO w’
°OFT B ooz & oo s & o7 & REONBU g
ST M trZ X I N o 088 oF
Ex H o < g ®D B4 Nooop oo © & =
T B T IS T g g W 2R A
X % o o X . R OF = a {4 X g - x owi
__O._._ .Aﬂ S ~ __O._ N __O_._._ = ~ “_u.* _.—._ _ f— .Al_ 1o i X
- T 4 = 5 b J
S O = — No ™ 1 Ul o — o o o X0 R
g ®RooH e S TU R ® gk W TR B I
SR W o wmTg Moed kmwE L 4 g X oE M [
el <0 W oo o3 ol = Uk <1 5 o o o B °. = o o
& W o T o © M R oF i w@ o <0 o "W T



S

FSHAof A2t Z20], 5

HOF ST,

¢

012

[ex

S, 0122420] Le}
Al Z2l

11) 7|Et

CHE

=
=
=

At

040

I

iof

<0

E

ol
ol
wd
|

|.

2) EO[At

Of E1&|UCt

|

=

A

b

—

o
KAl 2 B|AH20[Ed 28

[

HA & Ol

O

A|of| ch

St
>

21
=

T84

Ct. et HOJAIZE £OE Al2StAL, £
Aol o

2. 58172

|_

o

(=]

ez}
A
=

=

717t HHL|

=

=)

(20%)

ZF
HA

3

o
A= LALEIM I =84 Z2

2tE9| AUC0-242} Cmax

(@]
2{%t ZA = International Normalized Ratio (INR) HOjlA{2| HHEIES QEI5IR

©® HIAB|Z0|EY AHUEH (O, THZLUOZN OLATIRI, COX-2 A

O Eng|UCt &

=
S
2|
=
==
S

2%

dl

<4

(@)
Jo

iof
<

44
o
<
ol
o0

ol
o0
&r
Br

0
T
7
ol

FC}.

—

0]

HOF

o

2|
S

3

(=10

Lo
o=

oz Aly|

S
=

Ct. HIAE|Z20| 29 2FIEA|2} 0
77|

I.

—

(<)

7|=0{0¢



AHIAELE] 5|22 2 2E|0}X|

-
']

ra| A7 |2

=

P20, ZeHEet|
(o]

i CHAFE

o
AAH E=

0o
21

LOJAI2EF SEA|
A

—

i CHAtEl=

= OMMIEOLD| =,
[e]

tCHA (ARB), ACE

AHZA(RAAS)L| O] S AT

g3

¥

—

E
SC}. CYP2C190 9

EL2 AIO|E3AE P4500] 9

At

H CHAL=[Z] §feB2 W20 CYP2C195

=
ot

0J AL
[

.|

=

o
=
SR

—

2

o
=
0
=

7t

=

S 9 0| ZRWI o]
2

® 7[Ef
P450 A|AEIO] 9|
& P4500i| CH

@

JIJ
~ilo

o3

AHAFEA| O 22 <60 mL/min/1.73m2)0| A O

__o_._

ap ot

=

=}

78 Y=g AA

151y, Cl=4l, /=0el, H[AH|Z0|=

A
=2

OlA A=ZE[TE2 E[OFR|=A OlA|, BEF-2}

3|

o

[}

LHEZ=2ME
St SO | AL

O LY Al

=
aT,

Z

= ASO|LE At S 7Lt

=N

2c

ol
<]
NE
Mo

@ At

©® AIOE[E], HH|Lt

ol
__oo
80

2

oF
&
ol
r
ol
o
&
ol

2

@ OtEZHIAE}

JtotRct. T2tM H=2CTS

=

S

0| 77 %71t A]

= HHIAEIEl SEFS 12 2|0 20 mg22 A|EHEit.

=
=

-

t

—

ABLAELEIO] T3

IS T

5]

Ed|
=

E}3z2|8

ol
=N

2c

I

ol
<]
ok

® El2z2|

FEFO S 0] A+H0lA, O] ot

S50 A AIZ2LEEIO



1

CYP3A4 SEAX|: CYP3A4 SEA|(Of

Ofst= 7|

-
{0
0

CYP3A4 R 2t

3

__o._
l
~O
1o

q

F

c}, J2joz £

s ZLH

=

|

S

o

=3

T

2+ 10|

of| Chet &0

od
T T

<F
_z
I+

al

A e,

271 4 37| 3711

271 4 37| 371 =S¢

IA]
—

o
[=

U2LL EfAtS-g 2 LEHRT

+O

LIEHLER] O

HFAHS
= [

]

S
=]

A=0M 7|

3

<0
o0

b

A2

Al

Z2MO|

ordd

f

gd

|43 2|27t W4H0| 2| %L}

Ct.

S
—

ot Of

O

A|

Z|=z A2 Cf

i OF
=24

(X

=
=4

=

i

2242 2|2

=2
—

FCHE, C

=2

Ol M= ZO[AL

o

o)

[s]

Al
=

tS=

O L

O,
LS

Ao {7t LA UA|

—

—

He

o

)

- O] Sf0] AtEe| 27 S22 0

2) 485

I

10| At

.I

|_|»E

S0l thig

9l 2:310| 4el

Ol A &2

o
o

Ct. HISA

HEEZ] FASH, FASH F2CTO

SF
>

wr

8. 20t0f Cist

CO=E FO07t HYE A &

oF
5

A=t S22

b

—

o]

3



o o
0% o%
ok %
A P ES Zﬁ -
.5 ST g T 5
L L L - BN Z Koo
I 4 ol ;7 O Ao =) -
< Ol o 5 H o ~ © do e
S o ME_MOM% Nm___o__ufﬂﬁz
m_uo o Hﬂ, < S _|_._ — o __o._ﬁ on __o_a _z_.o
5 4 I o & oz o oW
., RO < = MO 1o |_,_AI |_|__| o
Lo = Y ol Jp ~ T N|r o o
no O oo oo = T o 5 %o XU
o) B il T %0 OF ujny X W 0 T
] 1 <
) ol ! Mo = = B T 9 X
Joon H & 5 S @ o T W =g olJ
“_u._ 20 O_ HO.H D_z _I_:_AI ol =4 _._.__ O__.= 7| Mu.H_ m_z
x O %__Abm_zm ___mgma___w
z OF < owm = =) m.l_.__l = o= S _% X =
~ [ O w5 =~ = o o_,u Bl o
mo ol < \¢ |..A.o - { 5 oo o= ~r <K
Ao X MWo W2 F <0 B ™~ <0
X O o ow ol o 9o <k < o
I b B Ho 2@ oo om o b
o ! o < Kr ”_u._ﬂ o< X _y [y o0 o .m_v._ 2|
|L_|, ol o . W Nq m...l_ H = H @ < Bl Rm _u._n_o
o ¥l QEE__OA_.m W ~x & 0 30 5
o R o o B s W o o os XM o B
= X = RE @ o T O o= o U0 o 30 2 (=)
o~ Ewuﬁ%ﬂ__uo M%ZWO__M
o n0 33 W P_ o o 2 o o) o @l mA_n
a5 ofo Jl of & & — = A T .
5} : N % O M X J T o ™Mo W =
o & O T < i — _u._ ol = o o
Uy RO o o O OF o2 B H
o X B A ilx R S
w L = o = wu uwod ~ O = o o I
w0 o < ORI ¢ S e g or T W o | =
co or U orv__@p.u_we_le oo o % oo
= N Bk O oo 4o Bioor B8 Moy
= o g o~ &Y t 5 N ol H &5 & x
w- o ny —~ = =— w M 34 e oS <
L S o
= & W0 o o goMox <30 B2 23X
mo  <F 0fo = 7 Y o o W o om _u_w B .._Au._ _ﬂm_ g .Ar_u X
M O = | = ™ o = oy o7 W™ < A g ol =
w_EWuz ETMBE@HEﬂM_E| mw__ﬁUH@g_om
of T ajo = = 7T | T s R wp G 7w OF o
ny i = <) -— = T K <o - bt W 0 S w
o ov O ™ ol 30 < <4 o ®&ORN 1] N 20 - — 0 o o
: - i o X0 T KU & MH LS o B L )
o — < I S M © 3 7 33 ;< X J
= sUofn I o oo ol A X < 3
T ~ %_”_ JI = oF O
I ok KE

3t2| ke o2 0

2tz
o

A|HO||A{ HE

o
T

S
=2

=

A%
=]

%

=

=80 5 A|

2) Ct



(F)F22) T 20} E2IAEFHE0/5U2| 12 (BH2H 21051 (7))
2 2X2 DANIFOR 2 134 AYs HOI0|A B2 Al Bl ZTLECI5H0] HF LOIAZENS9Y) U U=

o
C|o(58%H)S 275 21 HIREIIS22|(AUC,, C__ )2 2OHSISI0] EA2 2|5t S o, W2 29|

8 1L B
T AUC( 4gp, (ng-hr Crnax Tmax(hr) 1/2(hr)
/mL) (ng/mL)
EAERY80/522a ~
=y 321242030 832.5%599. | 19005073, 118 65¢9.04
O |(E=HIEA IS E)
Ag [ElEHOIE80/5%E11 748.2£597. |1.50(0.75~3. |19.24+13
Ol:l:' [ _ 3189i2186 7 ) ’ OO) ’ ’ 13' '
(R)F22)
90% AlZ| 27+ l0og0.9400~ log0.8475~ |_ )
(712 :log 0.8 ~ log 1.25)  |1.0465 1.0869
(AUC,, Cpro by BRAEEZEHR, T ZYAU(HS), n=59)
AUC, : SAIZHEE] 2| ZHZ ST U2 RS BESE-AIZI M50
Crpy - HDHEEE
T DR EE SCAR
max
ty,  LE AN B
* U DWIISR2IE 2OMEE BEA| 249] 90%4A12| 72t

=0T
E[jmE:=plieia=t B
= .
T AUCq qgqp (nghr - 1C oy T o (hn) t, 5(hr)
/mL) (ng/mL)
EQIAEIYE80/522|
CH= |2 3.046+0. 44 45+10.
&)
= |HIZHI0|¥80/5%2|a -
SC 128.5¢37.1 289020, 8006300710 145 g747.41
(F)F&E22)
90% Alz| 27+ 090.9164~ 1090.9207~ | _ ]
(712 :log 0.8 ~log 1.25) |0.9913 0.9899
(AUC,, C o Ty - Bt HEEHA, T SLU(HS), n=58)
AUC, | SAIZHRE] 22 HEEE FYAIZH IR YR EE-AZHR M52
Cray  H1ESEE
Toax - HLESSE =LA
ty,  LE Ay g7
" HDBILEERE 2O Bl 20| 90% A7t




