=
an

FA

1fe}

Aol &0

oy
0|0

1. C}

X
__o._._
)

%
1

IH

AN
iioll

wr

110

<J
1

X
__o._._
o

C

UCt. O] o= 2202t EEFH &|US

A
e

L 2d&CtS OHI5
= AeEE RYd

2217

=4

tof

o S z[A8HA7|7] 2l

el

St0f FOAL A

{0

f

J &F 0| A= 20| A

A
20

S

* New York Heart Association (NYHA) functional class I-112] &

dJ

I

<0

Z

A}

FCF NYHA functional class llI-IV

S
—

StO{0F

Of O] of9| AtE0[ HEE|A| =L

HO| A

£ 3

20|22, 0]

S
—

A0l g7l W&

Mol QA

o At = BEOM 58 2YF0| AHH o= ENE|UCt 2fLt

2IE|
H

|17 - eltt=

2
=

3)

b

n

| 4ol 7 0f &2

T

20l=
23 =3)0

ol

i &efot

[

0] 2 5 mgO]|

=
S

w812}
2t 2 6,58089| 1

Ct
s}

2|L=&El 5mg0| oA, 2
|5 mg FH{Z2| WAl o

(0]
[

10l 2[2&E2

A0j| this

3|

<5
[=]

ol

S
[=]

OllM 10,963F2| I

i0J

-+

=]
=2

o
Aot

==
=

S0| FAt

04 (4.3%)0| =UACL.

T

oF E
2

i
| 5 mg0| £0{El 0| =7+

)

(3.4%)0i| Bl

2lE
=]

2RYR YR Y2SIUCHE 1), RE

F

Z
<]

o

o
AstS

oM 210z 0]

3|

A

—

M= ChS2l Zol7t AEE|UCE oY

[

Z=oF 71M%[0] b B0 T

tAI(> 1/10), €5tAI(=> 1/100 ~ < 1/10)

000 ~ < 1/1,000), Of

Al(=1/1,000 ~ < 1/100), EE2(= 1/10,

oF
LS

A

lo}J

=0

o
e

AR2LE 23 271,

I.

S
—

1=
o

A< 1/10,000), & == ASALE 7t

=
=

o
- =



B 1. 2|4

xr
IR
ol

o

o0

N

— —, Hw =
E_ o ﬂ_c _ olo oo ol o = o
| _._E ~d o3 o3 LY 33 n °©
:e + B+ = <k o ~3
<+ <+ <k ol =
L _._._l_ m_”_ . 2 Lu_._._ L|=._ 110
= ol ol o o o[
++5 — w &3 <Fo|o oo = __o_._q_nwﬂm__mw
wlolE Ll S 3 <Folo| | ndE
ml | of G3 > o) Gl olo
ik SR | E = = 53
) - 110 UD” . - 0
- L n — 10 1l 110
=l °© ol ._.H__ el B o] M_l
o8 X | X ol
+ — — - 110 1o
Y i Y Y X o) | ol
o] iy o8 o8 1o —
nl A_u._._ — — __o_|_ ~
3 M X X T| T il
—t— |_ —_ —_—
Gl 7o o o o_: ) ) =
olo o ioll ol olo o3 ol olJ )
o ¥ — oo &3 <k olJ
<0 miEl o_m Y mn <+ Ll
o =nrl o o
nd o) < n
el IULE <t ~3 1 °© _ ojo
i -+ o o 0l oy o3
I A o ol oo | | 39 i <+
~ ao o3 <F Sl
=7 olo olo 3 N
n m_lLI 3 3 <k ol
QEH L_.cm & o) A_l .n_u.=._ o
JTulH T <k <t S o0 = o3
oo il on - < 1) Wﬂ
MU+ M =) 2|X= |B= o ]l
JTuwlw|® 8o o Loy
m o= Dol ol <0 _ _
- £ S |38 o S 3y
r;_w of olR= |T= - o3 = o Of
|I._|E._|_._|___._|mmu 0 To To %0 &o :WH M_l % o] _
o = o) __o_._ __o_._ (@} o __o_._ oll o)
et AR g .
€80 |2 oo |2 | o =@ | S AR A
=) Uk =) nd SR Do oMo RN T RATsL: S| fo | o | Mo
30| ol |8 T || B O|[NoBU X kD ®OO(RO| RO | T || Nl | RUO< =
N D (B ™ [T % |[HDo HANojl| N |oF| & | BN ® | X o ©

7t

| 38 21} =

z|e

b

__o._
<0
<0
Y
!

b

I

gl

Of| A 2hzt

Al

b

<0
ol

.

ol

_



2759 (11.6%) 0|}

-

2

104

(10.9%)0|

=384)

S2 83(80%: N

for 3
=0

Ct. O] of FOZOIM 20E A

IS2 0] o FHTOIAM 22.9%, 2 F0Z0M 14.8%O[ACH.

1

A

IR WEE Y
7t IF20M 1.3%, Al

Ot BluAl &

7t&l= A0

=
[S

OIM 2.7%

L=
o

i

u

o0

Bl

A

N
__o_l
=

o

Rl

Eh

70|

_ o

oo Mo| ~ | % _m_
| I | =] o
<0| E_ 0]= EE
o Uk - =
|2

7| X0

o

N[0

Nto

<0l o

(@] Nn__|

X0 |RCIN
AR
Eo ﬂﬂ &W ﬁE
=| 3 B | gN
gl |on =
IR’

EREEL

nJ

At E1022(1989-20143H)E

H E7222 Q0|5

A
O

3

23 0

5) =l A

ofi

O] LtEGICt. CH2H O|2A &2

2t
=

[

SF Ol efAf=i|off B

I

f

EA-)

s21A

4

o

_2._
ol

1o

Mo

E0=Z 20t

At E12}2(1989-2015E)&

Of &

S
-

6) =L AlZH

OfL{Ct.

A ASEL

E

o0
B0
N

al

# CHA}

~
Ul

ZA}

__o_l

7) = U AT



S LHOIAM MHALE

FACE.

o

| 20| L+E

i=Xe]
==

712tA E

HIZof Wt o

(@]
) T
T o 23%
o mx [N
T I
33 Bu (*FR
moT g 4
0 F Mm_mo O
o H T2 or
L.__ﬁll o E_Em1 <r
I_ —t 3 -
0l o 2 o 1) N|o g
o =5 Har I+ -
= 0 -0 u0 0
(e} o ~H H_._ﬁ ™0 -,
2_.0 = mu___o._ il - il _._._._ H__l
W = | "5 |H =l =)
o W 153 =
R > |ko0 |Z0X B | 30 M=
Bow o |BE |y WY 2 = 5| 130 % ol m
o 3 s RO 0RO = | 0| <2 RMC o | o
_ll_ o_._ — xv o] 1o 2._0 -r H__l |_.,_AI.A_”_m_u.D _.._H_.AD wA.E -
noop | MO R |H AU S B - e - 0 | &0

0 |2z |R0 | To s s (o | R OE| e Mogjo < | Jo
eI RS R T M IE e R LR N | o
SR T N 0 g | R |z 88| B \CE W
9 lah (1 |[orm@T (@ | E T R RIE E | x| =
W o m W Te® | e | X | =< 0 | Lgy g | 4| @ n
: = A= |< cat=-nl BN T |X0| Lg=nl 4| X o = il 2 L
Rl R R Sl 5| S| B w S| | B ®
5 8 |5% spbiwiisle B IS R E0 2 25 2R p B 0
= b K|~N<| ©d |Jo|~INoniu| T |ojumo| To fo i ) <l = E ol
31 M LIO -+ - -
S 9 < IR0 = <0 ol e
3 < o |2, o - ~O
NI 1+ ~0| 8"njo <0 =
S 0 = o - d S i
o = [ [} R | 20 RO
) < w — _.AO |_z X2 _ M X HnU.H 2._0
o = o > w|© Nq | O N = S %0 | o
o T . <0 || = |= I+ |io| o o ™ < 0 | ot
© ik RO 0 1% 2 an o |zono |2 H | = | R | = | <4p| %0 |TF
~ = B %0 | = ot B[S0 LHr = | = | T e il 2 = 2
s R Roa (e = | = |otgess (M| R | R <0 | M | %o | w0 | BO |hp
s mo I e R0 |~ | BN oo ’ Ol R0l aN |y | B = BN e
oo KO | B0 |X| ® [J |wp |k |Zomp__|Zoo| %o | Ar | %o | go | oM s ~ |
RS D B Y B N I R R A - =
o ° <o < < || N F| N TNE
og N |
T @ o =0 =
BT | oh = 5 ¥ S
o <0 D uLa 2

g0 = uwmn




RAANATIE 2, T, T

s
hll
7

—_

I
|0

ok
N[0

T

o

116d

__o__. IS
N0B0ilo =
KOROBIS

0 = H

] _L,@._u,._._mo

R [Pt
Ezﬁ%eb_
rHiruls

M z07< F0
soUF= Uk
= olgL ot
Hgan 0
~
oM ®
<8180
OF goH
==
< H,ﬁo_u_,
AoN0<I B0

M8
Moo yig
m_.oo_u.m__o
RUMI Ty
g
|0 Ofr ol
HorlJRo

_LLnln__.H_.I

Rl

]

~NOMH
FJ 7T of

o Thu o o
KU R~
FIHUN] 1

B 50 KO
IrE K ol
X0 S oF
MI< <D
—<{ %0
T
Al

I

ohy
00X
=<4
~d Mo i oF

rJ
<0zo
0.1
MIxo
§jo o3
<ot
00

I
ij

M=
el

ol <

ofu oo

0

N
of0

ol

_

{[D
~0
ol
80
~O

=
Z4 &

SO 4 |LE, 75
=

=

al

FOH

o
|, &F

P

—

o

=

A

=

xr
N4
oD
T
o
=
T
ME
MJ4~0

0H
oN z._o
20010
or g
Z0N0
0030
Oju Zo

<X

KO

ZoNo
{130

~0
71l
Ll

7 2 0|2 Fof




1]
I+
-
A oo o
i il 0
<0 ~ m
o S ~
SN
oF |Wz0
- _I/II
W | Zoxd
| H
m 800 -
7DH._I_H —_— ™
I ool U i ue | o o
= |~ n o b ==
= = 0% | o A <12 . 3
- — II_II ~ E O
<0 wall = | X0zg A N =< | = ok =l
do| o | = 2Rl <l g0 | Mo |om| o | RW o[ BO | N |wo| .| al
N @G | D0 E| W H RO o) o | eD | o | R
~| %0 | ®0 | B 3085 O [ I I O e I 3 < X I ! B AN 1
Ul NI | <d | o) [0 |D8080 H |&| ~ | o | AU | < |~ M| & | B | o0
<0 | - —
> o = | |3 | M X 3
R0 ~O ) & |2 | Rr — | RO
5o = | = I A & ¥
OFl = | = | H | R | @ | & |=a [ |a o | OF
N T | mo | W0 | =0 B0 [Zol= |M0 | Bl = | = | M | o
f— — N Lmﬁll N oN | = Qo y AN N = e o —
Tz ||| & 0 T S O B e B O R
| B3 X0 8o < |RO|I_ |l [HuE| = ok = | M| o or
00 F | @ | B | oF ~NO T || KT F || & |7 % | B | | X
&l
LU =]
T
=Sh

s
KN
1
1l
To

Ho
U

~0
o
N[0
Ko

o2 2ol ALt.

=
=)

Ct. or= §0f SA[ Ao
CHA S A0 S2 A0l LIE

st

742 cf

S
u

th S5

Lt
A

HAIE

9|

L C}2 DPP-4 A
fof

o
o135t of &

AoM= S

ot
IF

5}

HAIE 122

0lo2 DPP-4 A5

2

£9]
o



of|A| o

2tat=

|==[ACH &

HAAXA| 222 =

palal

=
—

cC
o

1Al FOHSA & =4

5|

2 DPP-4 A

5t

of

20 B A= A

L4

HAIOILE CHE CYP S

SHALL S8& =29 A5

St0f oF
ok
o]

0| &2 CYP3A40] Cf

0l

|

A Asfettt. 22fst 2US2 WAL (in-vivo) =4 =28 Aol Tt

Al

ctEoll 7|

c[HIS2t0|E, JHIAEIE, D2z 2|EtE, 2t

=1
=

ooz

(o]
LS

LIEFLHZ|

FSStof| o

o
2

ot

- D[YA[of CHE

Al
=

Q7|24 44 (OCT; organic cationic transporter)2| 7|

G

CYP3A4, CYP2C9, CYP2CS8, P

IE|
—

2
=

t2 2|Li=

F0l5

M Cts

CAC2 IEXZ 201 850 mgS 1Y 33

=Eo
=22

f

Xr

€l 5 mg= Cte| B+&

2
(=]

ta L=

5}

| £of
|7} LEERLER] Q4T D2iLE, AUC 2 C, Ol 14%2]

3l

4) 2E2LL20t : F2[H320|=(22|F2|5) 1.75 mgs

Z H3

ol

O] 5tS W 2lLi=E

(©f: 22T A

=
=

O CYP2C90| o5l ~Hx|= BHE HE 22| Of A|A|

iy
=

c

STEIOIE 2 22/0|T|2| =)t

’

L=

| &0 5t
= 0=

45 mgl Z C}3

S EEDEEY:

2 10l 2

E1EO
O
o —

2|CIC|2 : CYP2C8 X CYP3A49| 7|49l I3 2|EtE

=
=

5) E|Of
o 2L

C

2IE|
H e

E50 SRS M 2|L=

T0

CHA

2

2E2el 8

| P-GEHe O CYP3A49]

6) e|ELtH[0f

= Ch=

O3t 2|ELHH|0{ 200 mg

ol

SIRUCE. Ol=fet 2|Lt

7t

9] AUC & Cmax7t 2+2t 28 2! 3Hf =

2lE
[ — -

YEFO stS M 2|Li=



F

2|e Y

tEH/CYP3A4 XA S0 A

—

o
171 2F 30% ZASHRUCt J2E2, 2

-CIC|

o

Cl, Og{B2C=2 P
1 % Z0{|A DPP-4 #

A

CYP3A42| H&let R=A|Q 2| HI|4I0] 2[L=&El 5 mg2| 2fs0] O
o

Ciud Ol
— =

I

o
£39.6% % 43.8% A5t

4

L P-g
2+2
2|

Cmax7}t

=

al

-
ol o [}

= 0] <) X
B El U = = = &
0 - & ol w3
= NS oju ot =
& of > 5 X 8% <t =
k- o 2L To o S
[l G 5o W ) "
o o= o s o &
- n ou o o o0 Lo
|7r ) o w Is)
N - £ o Ul F0 LI
o_nﬁ > e M 2 m._a X o
_ ~ O B H =
rm m%_ T o ) R0 3
~N x= 9o B ] 79
o N 2 g3 D | o
< @ wu_“_ 6 [} < oo of
Mr N Mz = U =3 < o
) > N T 3 or W
A b 2 < = x
= = E X =S < H
o) = o & o =)
E ol = = o I I =
LN e H — ~
82 o) JJ RU = ol ol
o/ ) NN il T
o [ g o 0 %
olo Wk J Y ¥ Az ol or
ol o] nJ |_.A:O =< _._.__ o mm =
Al 0 MH B = et n A
E._ N —_ I_l_ _.,A —_ —
= o 0 ¢ & ol =
_._._u o o |rO o no “D._ 0
U £ <y o T X ey
—_ (] = - N
SRS S = T B2
o 3 = o o ] < o <
— oy 9 3 up 3 € o M &
N o mo @ 4= 2 m 1o} = -5
= 100 oo o8 WA_. Mn Wn n 3l [
Sh 0T Fho . woa 5 2
kMoo S ®wD o mg oz oy 9
ool m & Boogog® Mo g o E
~ KM 51 N Nl o ™ 2 nE o) 0 2
o T ™ o= = M 0 0 o = 3
o) Sow K oK ¥ U o
o T o pddMo o2 = om o
& o mom = D T o L owrr T o
oo sy < SR Y o g e op o0 o
<d < ol = 8§ o ol - Uuo F =)
AC A B oz 2 oou ouw 9% mo of B
P A = S - N S |
© T o UWo = o T o — U ol > N

6.

Z|UCE O] 20| At 7&

I

=
tC},

—

3

HoFe

o

1f Zof

F

=

S

CHALA| 7t 2
S 45017 £of

| al
Ok
=

tCt. O

LS AN

o] J0)

24|

I.

Ol M 2Lt

Al 2
o]
 £0f

—
<)
[

—

t

S
—

bl |

=
—

Aol T

[=x

=

o

7. 2=010f cf
8 1



10859, 75 0|

A st

40409F) Z 65M O[4

=
S

ot

ot

1o

<d

10. HHFOAIQ] 23

Wk
ujn

| 1208H)

t2 2F0
S o —

2

oM 2|Lt=2-ElS 2|t 600 mg (

5
0] 600 mgO|

CHZ2 Al

Algt
Ofot0f &= Lo Of P4~5HRUCH Ao T

12 Ao 2 Al

5}

ol

R EEENTEE

Al HOIM BHE2lS

2l
=

10| =[HL F

o| 2

o

WNE At



