-3227, 2023.05.09]

~
il

12

110

Afolj £

o
0|0

1. CF

X
__O._._
1l

.
1

/]

AN
ol

Wk

1o

<J
1

IS
__o._._
oo

2. Cf

is]

(=3
=

L2 ot EFEN A

oju

A10i|A| Of

to1

ol IS 2[23HA7|7] *I5

el

to] EO4Al A

YES

P

o
of3

 HEH0| A= SO A

A
2©c

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

d

IF

<0

A

SHA}O|

FCF. NYHA functional class IlI-IV

S
—

5| AHZSHO0F

Al
—
Mol YEHO| Gl7| WZ0l| O] ofe| AtE0[ HE || =Lt

RL0f A=

ol &

’

1Ho|o 2

Of At

o
o

£ 3

| £0i2 22

2lE
H

E|ACt. 2Ltz

HZEol 23

AN 2

=85l= &

Fof 70| 2

oju

00

0] 2F 5 mgO]

=
S

w812}
2t 2 6,58089| 1

Ct
s}

e|LU=&El 5 mg0| FOE|QUCH &

5 mg F0Z2| A

(0]
[

10l 2| 2&F¢

A0j| tis

3|

S
[=]

o

S
[=]

OilA 10,963F2| I

0]

-~

=]
=

42l 0] S

2IE|
[=

Ozt 2|Lt=

S0| FAt

e, o
Of| A
Z(1.9%,

gz 2|tz

= Ag

A

Ct. 7t

)3
PN

0(4.3%)0| &=
gflotel Al HE 28 SHollM 22.9%), 21240 14.8% ALt <

T

it glof =

(3.4%)0]| H

Chz YA

Ok
2

2T

(10.9%, 4719H)2 220 Wt

LIO

EnS

o A
—, 2

Ex=

Ko
JJ

)

55(16.6%, 78%Y) &

Ko

(80%, 3849),

Njo
T

F

uo
ion

E|

A]



=) < O
W o ~ Ul i >
s B ogm !
2 & X2 iy ™
HES I -
o = o v Ik <
woH ) M =3 .
W& x S ¥ il S Y =
- X ~ 1ot o8| o8 Y NSNS _
T o E 2w H ) iy R oo HHE |G
MH w___.: [l H___Io o/ _||_._ o | o | O mﬂ: . G3 <l < OI _ o3 ojo ojo <
of X5 4> % =4 ol | o | ol | ol ob | | <] NEIN = = %% == 85
% o & oo = | o | su| ) dld )| Ul e | ow | <F | <k TIT | K
o 3 s =2 o o Ul sy | sy | en| e |
do © B — op ol 3 5 | =~ ol | oy | dol) | ol
m0 o o] X 31 AWk <
S ol o3 o I} 01 W 0d0 =
™ ol <F 0| F0 ~
N SR {0 o | W =
p = 4 S ov 70 | of 040 =
H S X < 5 ~ H |2 MW 1=._._ wk
ol o~ - 3 zn =1 v
o~ Vv O Uy o @ = Rl 00
00 ot B ) o ot o | or = el 10
o o B S = - ol | Ho| - il )
B0 2 B 2 v yr ujxm 00 03 bl
N ooy = = o gl | Mo o 0 7] YN
o & :ﬂ_ 3 == B =) - 1o m.“__ =~
-0 g = = oo |00 B0 | — =<5 | o ) < | o O m
0] =0 oF o oF 1ot mm._ 2 _|_|_| = 1K oo S ol il & 0 S = 7 o ~
T NI e I S e B 308 HE oo
=R TIPS 2 o |o T &| ® U o Mo_| x| X X4 T| Ay K Bos X F X
o o= 9 W — ~| ~@ B - < | Okl L
“ahcs zo| | E i S oo W g
- 2 (o] O_u z ol
M “_u._ n — O: (@) ﬁmﬁ m __o._n e N frill
S x ol N E = [
o= 00 T n = o
= S m e S R .
0 B % b -~ b = < 0
ol -n o o ol o o i
g © o & il o " o)
T w 2 . 1 < -
53 B oMo =) nl HJ 5 0 10 S RM —~
S Mo - =2 < m < = o 5 I X S
o —~ —_ 9] - D2 m
-~ o 33 J  gN ] <0 30 Nq oD +-
o > oA 5 C R > 2 Ih . o ! ©
o ol rH oo = = olo H <= = 8o ol <0 o — 2
~ T ~ - = T = o) a o A
H 3 |W Y ar S N 71l Gl = =
- —_ = 1
0 | T o B < o] o w_. qr £
N




2|0 T[2| =5 B| Tt CAROLINA A (YA Y2 2=)0f T=T, Of

oM 2|Li= =& &A12] 0.99%01A, J2|11 22|HT|2|= 2ttt 0.54% 0|

..I

A
A

=
—

%
A

3l

A

N
w0

i

w0
00

gy

T (CARMELINA) (A

o4y

20|

—

o] =2 Al

ol

7t

[e5

=

=)

o
-

ZHA|

=

[t prl

2759 (11.6%) O|UC}

—

—

12
TOM 2.7%

[

ol

o

of 2AH5H0 4

|0l A 5
7t IF=0IA 1.3%, Al

A

AA
il

B

o)

X AL (CARMELINA)

SO0 BluA| &

o
=2

L

3

0] CARMELINA

on

ol ¢

of

0

(Ch.

oo
YN

2| 2.0%, #I°f F0{=e
LS

O] LtEGICE. CH2H O|2A &2

=
L
E

[Cini=p]
2+

E
a

—

—

o

[

21, O] A
Ct

t

0472 0.3%, A E0=2| 0.1%0M ENEY

S|

=

2| 3.0%, 1 FOHTL| 3.1% MM 20| ACE 7|4 HEf
e

oF E
=T
FACE.

b

§r FAFSHRACE.

o

of

[

=1 9N
=

of

FAUCEH 714 SEHOA 2=
F0T2] 0.2%0AM 2ELUE|A2T, 2|40l A

At ED2t2(1989-2014H)2 &
i EAH2=E ]olstA

3

o
=

3

2] 4.9%0
d

forE

Ol
Ated|of| Bl

F

C|
o

k
4

%

=

f

I.

¢

=]
=

I

= SAOAM S| o] HetS
o

Ofl M 22
A

I:'I:I-
1.7%0f|
4.4%, 2
o]

5) =l A

S|



I

P

EAX-]

S71A

4

Mo

ECj2 Alnfe|Ad e

AR ED212(1989-20159)2

old

S
-

6) =L AlZH

2UHOILM HAIALE

At

Hr._H <
m
b
o
3|
<+ NS
on > © 4
= W0z N
Folo f
I._Alo — —_
WS - <
o wo N B
Her | ook N 0
= o Eﬁ wl | 1 MH IH
o | =7 | A El A
—mM
58 |4 | %X 10 , o e
g | - | (o 5 | M | Hzo 00
e)) mD < o < q < ol X
No— | X0 | BORO o | Mo | B =z MoZo
= |25 T | R <
Hen | & | TOR iN| I+ < = N3Z0% K0
T R | S0 I L L e <%
.mrm@\/ 4 .80 - on = O~ RF N[0 <030
R BN i A - iy Mm BIS0+n = Bl 50
o BB g U s | @ X FES W | g
@.HW Ik <O~ N wh o i =) Z0H < ol H__lo._
20 0y | Fom & X <0 Ml Ap=r <0 —
T — O o o = - < - <0
B % | Smd oo X | :
w80l N E._o.r =) it o oF A ZONjo
O< | D@ wrooksd of ROF | pag o | H RICL o Ed
-0 | BlE oFUH| 7 IR | RNX oJ ud  ~J ok ol Oty o
<0 RO = XOon oD
o} ar ) o )
- I R A A
&0 [ & _ CURS -
T | = X0 w- | 8% oo =
=N %0 D | o0 = N if o] ZoNo ot
| = w3 & | = oo H 2070 i =
Ly _ _ o) R ] oY K}o )
2 ol | & = Z0 = a Oju B0 . ~O
~0 80 | < 10 < io[D I 20T _ <ONJo ~O
oF N0 | OO < o oE | B I {J%0 <0
Bl TR
ol | { ol — o
o u ST




80
__0._|_ -,
U 0
X0 30
< Jo
~ 10
o afl 30
Mo ~ _._u
ar <0 X =
o <y 8t el
5 i i < o o
X R :
wum% .._A.m_v .{.m Hlo =) 1o E ]
a0 < X0 ~ ~O o o jolD
O
=3 -
0 — =3 o
~ o O ol
= 0 N
= A S \ = 4D 50 ot
[= L RO L] 0 0 B0 o
~O o H [} = = = .
N ~O &0 o o ~N
< o Ch — ar a0 < o[
< < N T+ ] 0 = ol =
&l
Mg
g 0
TCih

SF AL

| 20f| LI

90
= —

Lof 2t .

o O =
Se sl v

w% = | Njo
82 =] it I i
| N = il — Njo
- ) = ol
30/0 0 X0 B H c__lm
N X0 B0 10 +r_=_
pU<0BJ  oF nO ) =
S B H 20 N0
nH__u_”_==1 = ~N or B0
m o m o_., Mk <0 -r T
RS Nlo SRU |3
k<8 Nl < Ko 30
e X0 i} _._oz._ F0
S = S8 | mlel|  H
XW%0 T H MIW| (om0
<o | ok IR | RO g0 . .
R | MoBlisw | FRINE | o A=
208 KOKOB) = N mnix Klo will ,M% <
=S TT B0 B0 muss | K0T =
R o -B0Ryg B =< Ul Wy | Fos Rl
WL S Stk =odghoh F2° | xoXT Ml
N mm__o_.un__oau_. ._,m_ e B ol
f1© N T o S M 2B0 0 B Aﬂ_mm___wﬂ R =1
T8 S0P R iy 4 B0
I I MG Mg v T
=<0 .ro.rﬂ_/_”_._._.ol .An_m. B0 u_u_mm_._._ i T
R0 RORTES 00| o -y M rio g UOUIDRO =
il e oFnNOM™ FE _+ YCE0 Al Bl <4 Ui ST <IO
P - H__._._._lAE An_lJIH _”_H__._._.__._.__ =r L <4 X
= ilo] M- oF o X E Nl X o 1o
Siok | o .ok < Z0° RO L ofroT 1] RO Lok
W AN S AoNjo<I80 <r H <] oI
o mVH
Y = KO
[R X0 <o 00 =
N o an =
Y 8o < RO
ok nD T wal
Bl
m_._:n_._




~
N[0
0
~X .
0 O
Njo I
ﬁm zﬁ_ %0
110 O H|ﬂ
y v E . .
0 0 Y o 3]
- o N|d
% ur____ = I+ & o | 4 7I_
A < = il ~J o Bl
| X0F . | = = -
0 -1 _ | ;__OEZ_O_u_n_ ~ oad o — ﬁ._l_ ES N I_u_ o
P | Fow | WG | Siygp |WE  Hondt | BOO g | FU | o 2
N ..m_o7 ™ | Nowoyo | BpImum o XMoo H,M_ 0] v ._“_,_.__u 20
Mo | Xmjoly | Bookro AMo_p EE | X200 0 Mizo | OO0 | 372
b I = e B I SSN] N X0 0l wo . K 0. | B3 no
o Bl | mid | B Wwe | KWl | mmn | oyeo) | KR | alg :
Ok | gooNa;_ | A gsrn MO 2PTE | L sar R AN ot | N | Y 80
- e .80 _oNo<{ T3S Fo=- | F0° T <0 A - ok
._ﬂw e NQ |0 Ofr dol- z_oo__E_/DE q H. ol 50 KO <0 . ol 550 N|o eI e
Bl | URRooDm HorliRo | o d S B0 | BE RSl 3 3Rl o | BorE | Ty 2
R L G = ) e S e R s NI =i T rn-" =3 =
40 %ueﬂwmﬁ_ 1:_47_.._1__0_. Wou_aaaﬂw._ mﬂ___z_ﬁw _._uWMun_E Wy AUDU_ | ZgUFRO .n__.m._,_&m_u M_.___gh oo -B0 RO <
™ i N o = N ~ X X < WK 2 =l 0K i =
| Taith™ woniond oS TomGl By | 9K X w0k | zowls | BoFm Ui s 107 1o e <
ng B RUCLR0 RUACRER] Moo’ .S 2o | RIT.O<l &) areind | mEr .| 4730 202 @l =0 w = 20 20
B U0 M 80| FIAUN f4 BVM -~ "] J08080 ~IModuDh ol arEdeN | ofuMoNjo | DoRON] AIN] & Bl |3 RD &y
<0 O _ o) "
oF - U = |zn._ ol
Ik X0 N ~() oo <0 = _
[5) — ol =r | Zo00 pl 0 2
wh o ol N o o < = = X
an g an | zomo ot H = | %ok = =
—_ __o_”o — = .FOnl__:O E= _._._ﬁ E= = 5 - 2 — e e
© _ = I - > > | 3 S ORI - %0 R0
Vw _7 ﬂ.ﬁ_ﬂ o oju B0 0 to ~0 ~0 N X0 " =] = = =
< oD ik 3 - | Zomw__ | Zowo X0 olox = ] ol <
= = z = | 3= 3 X N KO R oo o r T r
Rk of S nNJxo Nq =1 <d=X< o0 | XQ 4JH0 <0 = < il = p= m ul___.n M. ]
S
oju
uo




o
I
r
<0
0
of 0l
_ Gl
| NOF X
oF H 0 O]
N 110
U4 ~N_- N
- O
_.._l <0 __,H_M_ o_.m
o mm,Mo il
w*T e e :
rof — -
<00H ~ a0 o
- ] jo
=1l Z0gg K]
_ i s N
Y Lo <0 Nlo ng U Eo &~
o M T oF 1 0
of 4 muumwf, 1o of o X Nlo
030 Il ) m - =< =
I~ < 0 - .
= SR L il a0 < o
%0 N oD Rl ~ of )
— 5 iof =N N[0 g ok Ko
ﬂnﬂ = = N M — Ol - =)
I_ =) = o O N_ ] jo " I
il ~O 4 Z0 o+ ar _ ~ o ol xJ
o = 3 X =) Rr Ijy ol o ol
o O 00 o N Ny ey
) o] o 80 S E_. = +._ = M N &
il X0 o — ~0 ol oD 2 sy <0
oF 80 o - = ﬂ_. T (¢ 00
—_ = f _ j—
< < N = N
i | B | B :
! == E] == = —_ = e
= e - _ S [ RO
AP ol
— = < ~O — —
W 2 o a &0 =N = o
=l c il o =
£s2 s <"
L <

o
Rl
7
m__m
1o

o
____u_n__

)
an
N|o
Nto

e 913
2| AT

sd

Ct 22 Edf
=

o
A



CHA S A0 S| AHEO[ LIEFRCE.

HAlIE

2 DPP-4 A3
foi

UL SN SUF Of Ei Cf

5]

HAIE 12ed

9|

E0| 20102 DPP-4 A

oo
__O._

<0

5174

of

20 tisi A= A

L4

2 Cyp 9

HAOILt E

StAL S5= =2 A3

5tof of
oF
0

0] 2k2 CYP3A40| Cf

2 P-GttEi(glycoprotein)2| 7|

k. O

C|

SAZS YOI 42 A= nErY,

Ol Cifet ALK (in-vivo) B7}

At

CHE0ll 71

HHIAEE], T[2Z2|EFZ, 241}

’

2tojc

etz

(®)
LS

LIEHLH 2]

<0

Al
=

S7|1¥E LS| (OCT; organic cationic transporter)2| 7|

al
=

s

CYP3A4, CYP2C9, CYP2CS8, P

IE|
—

2
=]

ta 2lu=

5}

| &0

CHAIC 2 IEX 201 850 mge 1Y 33|44 C}3

=Eo
=22

o2t

XM

10 mg (

LIEFLHA] GERUCE.

ta 2Lt

5}

| &0
E2F LIEFLER] @ERUCE 222{Lt, AUC E CmaxOll 14%2|

CHo)

2 C
=

4) A2 S0} : Ze|#MIZt0|=(22F2l5) 1.75 mg

Of 5t¥ls M 2lt=

Aoz HI

| oS5t

2ct0|E2 20| CYP2Co0] ofsl| A4 L= CHE 22 Y22|0F AA

| 5 mgQ

=Al=
H —

(©f: =22|T| |

=
=

l= d=480| 7|tz A|

2 ol0f A

OlALZ O
oo=m—

EC LRI,

— Ol
— =

EtO]

| £01 ot

=)

45 mgl 2 C}

5) E|IOFZ2|EIC|R : CYP2C8 XU CYP3A49| 7|20l I Z2|EtES 1Y 8

ez

=
—

E= O2=c|EE &

2el &

E50 SRS M 2|L=

T30

2 2L}

CHAA[2|

I3
=3

2|EIZ2| &

| P-GHCHEH O CYP3A4Q)

6) 2|ELHH|0f

=He

dT50dotal 2|ELHH[0f 200 mg

el

oju
o)

2fLt

5t

S|

tACt. Of2

k5

=
[S)

=19] AUC & Cmax?t 2H2E 2 2! 384

2lE
=]

YEFO SIAE W 2lLt=

H/CYP3A4 AAA S0 YA

_CtC|
O

Ct. J2{BE2 2P

Ct.

JJ

~ilo

[o)=]



3=]

7+ 2F 30% 4A5HCt QB2 2]

9|

39.6% 2 43.8% A5t A HO|M DPP-4 A

2+2¢
=4

2! Cmax”7t

ojy

} C|=241 0.25 mg

i

ol 5 mg

128

2IE|
[ = .

Of|A| 2[Lt

25 AU

IS T CYP2C9 7|22 S(-) = R(+) 2HItel

£0i5

Cts

2|
=

o= 2lti=

Ct.
=0
=22

F

2}

7tSt ULt 2|Li=2 - El2 CYP3A4-O7N

=
S

= 10%

2 Cmax

&
H CHALE

% AUCE

El9]

HEAEY

o

34%,
2 CYP3A40] 2

=

ot

O

CHARS kst A

0 StA=S i 0

EEC

O|E| 20| AE T 22t

4

CcL

2|
=

HELEHAE

=]
=

ce|L=8E&l 5mg

11) BTFLYA

L£9| oF 943HH)

=
=

QA =

o

Ct.

F

I

S 7tH 24

o]

I_

S
—

QI 240 mg/kg/day (AUC H|10j| 9]

S0 of
of O|AtrE e BHake| | orotTt.

M 2|L==E2 EiES HA EfALZ P EE[UACH

e E7l0 B+ FOUS

ot 2=

S|

“Ef

Z|ACt. O O] At RE

I

=

=3

2t
of

pr
S

Ofl A 2Lt

Ct.

HOF

) 20|35

St
=

= TR0 £

QERUCE. Of oF

Al Lez(A]

=H|&l=

o=z

wr

7. 20t0f Cist



ez}
A

10859, 75M| Ol k7t 131F0|

AH0f| A

4040%F) S 65M 0|4 &t 2t=

=
S

AH(

9

24
o

Ct

o1

Jo

<d

10. AFFHAIS] 22|

Wk
uj

| 1208H)

20
==

F

=
[S)

I

2%

oM 2L EIZ 2|0 600 mg (
0 600 mgO|

CHEa Al

Al
2

IS tde= o

101l EAS

%

SHRUCE.

<

1

o

2] goo2 0|5 2o

Q10| E|LE BURA| BHOIM HIRS

o ¢

o

WNE Al

710 B

=
-

2) &





