Do
(@)
[—
©
—
=
Do
(@)
iRa}
4>
e
ol

20190184705

gaaeE2% B AL-ZEH[DMF 553 1444-10-ND]
HAAEDME 55H3E : 20050831-37-C-34-05(9)]

B Az [ <4 HE/dt B AL (] &k

o] ¢ 1A(723.56mg) & Td=g FEIH AL-ZEA7.8mg(th 3}
=Y Z2F 024 50mg), WEXETHAAE 500mg

o] 2 g IR HEZ=RY HEFA7 A Al A2¥ Tun &x
o dBxdE FEA77] As HrraW B SFaWe HEARA Rt

-

dgo] ¥ 2EHA Gt AY Fuy B4 F AABA ABo] FARUAAY
HRBA AFAA e BN AP 2 %
e Ahgdol RO 13 HEAE 91T AN, ) YHAY AW G2

r=
0%k ot

-

00
IE
00
o

SE o2l =
[t

of o9 &FL A F AW, FEA T el sk, AW A% &3
G2 E27] 10mg AU WEZER 2000mgs Z35HA] ¢Fo WA, 7Eststoiof gk
of of2 dub o= AYAAtet g 14 13] Fo3n

ol okel Hdf &F2 1¢ 18 o= E2A 10mg/ A WIEZ=7 2000mge] 1L,
5mg/1000mg 2.2 2% Fogth.

ol Bl FEARE W Aol lon dERayos FEY 2ol o

> on
iy
oo o
o
rlo

—_

ne

—_
ol

a1

8 r
e

~

00mg E=& 10mg/500mgel 17 ot}

& “ 3 dAH o §FE zHUT.

BE T SlE A gusgEEd d94EFS 10mg 1¢€ 1
S 5E Fold WEXEVS §F EE old ARFHOR ZHY
gy WMEZER SN AR AAzY WEA, d9
H g5 2do] Hds] o] Fojzjof gt

N WEamolA o] oz HEsE FAtol|A], o] o &
o 71E FogFoz AT F gt HEXZER
AAZS WA, B 2d e 7193 RUHTY Holof 3t &F

fojrd
< IE gE
[o o
o
o

2l

N
1z
_);I_‘
oo
o
N
o
~

—_r
©

B

N
2 o
ol

it rlo
o

i
fu

R

i
“
il
Ak
o i
frtl
oY
K
h-)
m
bl
ru
2

o rlo B ot O |m m i X Ho
oX,
o oo
x o
X
=
oX

o
ax
i)
ol
°
-
2
2
(o]
o
ol
O

o

e
O mb(
Lo
“o

t
E‘f‘; (e

i
b
< 1
— _lo
4 &
o O
o e

i
HE
rlo o
oo ©
oty e
P
iy —
ry _lt}j
S
o
o
iy o

g3ke] Agate

g 2H A

b

i s o
oft ok

N

G
330
L

A

= KX
w3 §7hEA ot A9 240 WalE §0T 7] MR A2Y Yxy @
o AL oW MHE Fo Be wUH
e FAZ A s A2 REAY, A & Mo E .
ool MEY HRol hue Bl AAS W4e B REde £RE P
% gk,

£ 0 O > m 5L oAl oxt O PN AP o LN o ok B OE oX O on
(o
of
=2
o)
o
t
2
2L
o
e
g, =

e
i}




mwo o
er M HorL s ] or
— jant
X S w_H o
" ” o OOW o
MogEE ¥ &
S8 < :
o mz_o s ° -
N A
- _ 0
T 2% 2 A
l.,_Al <f ‘.uw_vu_ = mﬁ
B2 ? = T Lo
o £ S M W %
= 2 b = W e ﬂ |
BT 2w of ; :
| 1 :: ™ M.# T
= N o | : :
5 T WE o ~ ik |
3 5 TIEEI=E
S BT R o N
: <pd FE |
I X R I_A.l
L N
2 Mm w £ n_/ne : |
o 0 — O : _I_O :
s *LZ ol 1R
Tod MI\}. ﬂo_,m_ m_u.L X0 - w__m qo1 I.A Gn__._u__.m
= . = "+ X An
& ._OL R \R}]
~2 &ed 9 N
oW of nm ° 25
WS e .
Ty o= .
ml%xo.m_c N
zw :11x| ) W X wa
% 3% K
= < M k3 E ,wru uxu m_m g ﬂ.
O NT o B of ) < ke mu. - - n_mo
Mﬂﬁ]@ T T 1 - mm :
i Bk m MT_M__ oR Mn HM_ Pl ﬁo
I3 p X _ _
=| = i - e
I_A E] o | =7 : :
ol | ol | oo o (
N L_o 1 | s :
oo | <Kk < .
e S
[1[o] 3
: |_ﬁ| L. |_ﬁ| ”_lu_r o 1
ZTT) %m " ) .A Wl_h
1 nA .ME
rr ¥

Ho

ol



T 3

00
™
%0
0

<0
ol

™
0
ioJ
oF
i

2

‘ABAY FoAE 13.

00

1. 37 AAF R (TYEEY

12 HF 7R

o

TH

E

10mg, M4 O

ioJ

2000mg0l 2, 5mg/1000mgl & 2& £0

ol

F

2l

~
K4
Ok
R0

J
>

bl

160
R0

ol
ol

]
e
3
Oy
ol

%0
A

=
S

ol

gg2 =8 S01€ O
SHUA AEd MHMZ

Ok
=

[0104 Ol

3

1

=2

ol

2 10mg 1

5mg/500mg &= 10mg/500mg2l 1&0ICH.

<r

23 SLIHY &

| Ol 01 MOF BtCH.

0

LIEE TI0i0F ot 88 20| HE
ol OIOIMOF BTt

¢

IH

J1J
=

o]

ol
ol
ol

o3
<+

ol

_|u_
]
=
KJ
Kir

=)
IH
)
4

ol
Jy

U,
o

uJ
il

ol
ol
00
oy
JK

[ux)

iy

ill
i

| XZ0llA

9|

=9 2k

W W20l M2g ¢

A
o

g5t
=22

Ok

of i)

Ho

ol
BJ

(@]
H
0
0
il

ol
ol

Ly

JIJ

ALt

=
PE2 222 EHEZ HHEE = UCH

HOF ot EUHZ R=HU, &

i EHe =gt 222

0l

HXL 220

1o
o4
=l

ol




0l

F

[u]
[ui}

XA Ol

(0]
i}

t

AR KO UE(eGFR)OI 45 mL/min/1.73m2 014 60 mL/min/1.73m2 Ol

I 6{E (eGFR)0l 60 mL/min/1.73m2 0|2

o
TT
ol
=

1

tH

2t
Ol

K
X0
X0

or
ol

I

oy
0l

s
o

1o
]

o
ol
Klo
u

ioJ
(=1

ml

~
Klo
0l
60
oF

K0

<J

t

¢

J0{ 2 (eGFR)Ol 45 mlL/min/1.73m2 DIgtS2 X

A

=3 MR
3~6 1 OHC

=

50
=

0l 0l

[}
[um

aobJ g1

2k
=]

i WL, DEX= ADIS0

b S AHAS (Lactic acidosis)S

[l

AS

i* E2

0

1)

0l
il

Y

all

i

w-
J

oy
00

C

= FF MPH WE 45 mL/min/1.73m2 DI2te2 HolT= ES& (stage 3b)

F

u]
i}

45 mL/min 0Ol

=
=

N

g

X
(=}

2) 3dlotEI

<0
X0
o
_I__

<+
Kl

o
00
30

Jo

<J
oy
AU
=

Klo
il

oK
)
K0

<J
X0

0

J1J

<+
ol

0

oy

KJ
Dk

<0
X0
il
Ohy

ioJ

Al

0l

iU
K0
[yl
[ui}

i OF

0|
2AHCZ SXEO0F ot At F2H &30t

Ol S0 48A12t HOI =X

P
sy

o %2

ol AELZ S

FR0(SAD =% S0l A

9|

0
=

A
<+

El

Jo

EH, 210t

R

~J

Ol
Rl
<N
160
<

Ju

Rl

0l

S
XD

ull

ol
i0J

=

ol
Rl
0

oJ

J1J

U,
o

X0
o
JIJ

<+

ol

ol
Ok




KO
1o
e
oK

-

4
KO
el
70
il

b

ol

IR

0|

(ACE)H

J1J

]

20

AHOll A

b

oy
J

(o]
A

Z 0K

ulo

K0

00

00

El
oo

o3

U
<+

0l

X0

2H g [eGFR] 60 mL/min/1.73 m2 DIEHOIA, C

X0

ot

=
S

NERHCZ 45

eGFROI
ool =0l et

=
=)

IC.

==
o

b

L)

0
2 &l

=
[

ol A
f0H(eGFR 30 mL/min/1.73 m2 0I8) &

HIZ0l O =ACH
a

A&

—

=

=&

LHEHLH

2 X0 A

ZdI0tEl

q]

PS
o

olge &
HUZ OHE.

=

-

60 mL/min/1.73 m2 0]2tol

hA=s S

9

eGFROI
obJl & & 0

Il A EHESRD)M CH

=2

[s]3

tn3clszd=2

=
=

1o

&2

| Ol&F. CrCl < 45 mL/min £= eGFR < 45 mL/min/1.73 m20|2t2 2

3

#ots AL, ME 2-4

RI(NSAID) XI& AlH),

SAOA &1

i

Ell

ioJ
il
wr

ol
HH

OF

1

U

oy

EH LIEE

)

FRHOIIAL ©F B X

gl=2 MO 0l 22 LAl

ol
100

0l
il

KJ
Dk

<0

160
R0

0
20
30

ol
ol

NYHA class VOl CHSt Ol




)

oy

o
ol
RO

KJ

ioJ
oD

Ho

0l
100

60

1

o
o

0
0
AAr

ifd]
70D

SO 13042 IeF X Al T

Al

KJ

ol

KXo Cht

3
=

OiA 98382 Wl

YaAE

. 01 842

A20A 15,0008 O

Al

[e]]
=]

X)) M= 8,574

Xt
(=]

ioJ

B0

ol
00

b

8,569 0l |

10 mg,

t2cl22d
AIZ0IlA Otehel O

I

Ct
(patient-years)2l CHiit

S0l

PA(= 1/100 ~ <

E:1(< 1/10,000),

J|J

(org 2t

30
T
H

oJ

[
- =

H(= 1/10,000 ~ < 1/1,000), OH

o
c=

1/1,000 ~ < 1/100),

>

(

PN

1o
10

1/10),

2SR IRISE”
D| JRiSE”

AHAT
(=t

4

2F
i

{I1E

o

2Jbod*.b.d
= S

22

Klo
=
Bl

AlZ 3ot

= =D

Gi0tE3

X

Klo
L
KU

12X IH2E LIEtH 23010

OIAel olaers®

3
=

(1o}
ol

OF

dioh E= o=

m)°

19 UE Al

I
o

2H|

&0
n0

CHAH

<0

)
K0

Ok

Rr

o
all

gl 1

]
&

o

0o

¢3H

’

Ju
=

<H
ol

otM, Ct

00

ol

0 o

ol o




o _C|>_ oo o™ ) /d o = .

CHUE A= AN FHAE HS SB0HZAM USS ZEEL: €4, MEES, HEY

TH2E YhY EXE MO 8 AERAN HE WOt ANAHOR2REH 21 2A0ICH BITE (128 SMSH JIBHEHC
EZFeth g, C J

1

0l
55%2 Hgt= G222 8 10mgilA 1.3%, fILZ0A
o 10mgdt PSS Hlweh HIOIACIICZRHS HF HWES
S AHE 6.0% vs 2.7%; LDL ZLAHEZE 2.9% vs -1.0% SEXE -2.7% vs -0.7%.
"THIEXC 2% Ola0AM 2UEACH, TGtSeE2d 10mgS T UM AL=Z0l Hioh HHE 3% O %2 LI RO
HA 1% 014 O =2 glex 205U
THATN Qo e ASR(HBE N US ISHO

=3 >
i o]

sH0| s &< ZE) BOHUACH, TETY 0.2% OIM4UMAH BDEHUAS
0, Ctit=cl22d 10mgs F0et Z0A A0 HIotH H0oik 38 O 2 UEX0AAN 0.1% 014 O =2 gtz 2
A AT
3) ST olaerso e &9
O ASFEY, ASSY ¥ 2 MAD| 2
SAAE 13422 RHI 2Ed S§ A=20 (=T ASFREY, AFS & 2d 440 282 Un3eZ22d 10mg
AAS FOHE LSS 212 5.5%2 0.6%0A 20EAC WHRE2S 282 25 WA ssS&l, LSS 3= 2E
N2l SSotAen, UI2eE28 S0 s I8 22s S2U0h 0§ 2SS &M O Satden (T2
EE ¢ ALZUAM 22 8.4%, 1.2%), U HH0l U= NENSS WL 2HS UEE 5480l o =%
222289 AN &2 Eote qAAS0UANE HA0 232 SUE OlaAtdd IR HJALH N2 2Zot
Ct (G2l 223 Z 2 922, 202 29)
@ dE¥"
HEYo vc= 2 AEN ALSE JIH QYo S20 Ot MREUACH
Cot=elE2d9 oS S0, HEZ20 £2 MESHE(HEZED o5 §2 YE)N s It €8 H20AH 2018 X
Y HIAES BEE S 102K A4S ZEE SHZ 20l SAGHAUCHS 5%). HEZZ2Q! JIMRY &tol Ciot=2l
SZAN AA=EES SEQYE dotet 116982 e J2E I =4S M 2450 M MetHQl MEY ZUE0 ¥
ULt (LE ZOA < 1.8%). 2E NESHAM, F28 HEY AMS E6HN €y, GISCIE2N SHZ Y AL 240
SSofACH. AZL0F =t 8 37 & QR FI 8 FF0A HN2E 2HS0 O =/UACH
SIS Ft 88 HAFMA 24 =2 48 X0, 20188 HEE HIAEI 0 oF 10mg & 2clMIelE g8 F0Z
(22 6.0%, 7.9%)0A f1 & 2eI0I2E E8 SHZ (22 2.1%, 2.1%)0 HIdH O BIBIGH] 20HAT
olsel I 8 AN F8 NEE Hlats el FIt 222 UtZcE2d 10mgE T SM0A 24
o 104F=XH0I 252F 0.5%, 1.0% 210U, lsel FIH SELZ A4S F0E S8X0A 2452 104FR0 0.5% 2104
ATH B0 MEE NIAEE sl FIt 2222 UI22E28 10mgE FHE SX0M 242t 104=XH0I 22!
40.3%, 53.1% 2UEUD, oIsel FI} HECZ AAS S0 EXUAM 34.0%, 41.6% SLNEACH
HEZ=0 & SXJ20t0 et ot QY AIZ0A, 240 =2 ME8ES WLA=IF 209X EAC 25 HEE
S MIa=0 Gt2elE22d 10 mg + HEXZY & 2XI 0t £ NSUHAIS 12.8%2 ?1ef + HEZ22 & &
L0t S0 AISUHARS 3.7%0MA 20SACH
OH=2cl 228 JE2H Jgs EIte SN 2 Ul OG22 2d QY0 =2 MEE A 24 82
EOMAIIA 2= Aoz UERD =2 MEY M2 TGISeZE2EZ0A 58E (0.7%), L4200 83 (1.0%) 21&
ALk

@ MM 2A

YAAE 132€CZRHY H¥E S U220 028 MMy 2A(E+, NEBES, L= HEY ZF)E MAste 428882
Oo=2cl 228 10mg S0z A% SO LSMUM 220 1.1%2 0.7% SAEJCH TN 0.2% 02NN LA S
s gt U222 10mgzdt A= 2H0il 12K S Eok AL

Ct=cl22do 82K s ot SYANSUA MBE 24E AlAtots Ol4AtI et &Xtel == Ot=cl2
S 2138 (2.5%) ¥ AT 2072 (2.4%)22 T2 20l DN SESIUCH SUS Ol&Mlle T2 EZEHZHA
812 (0.9%), %= 70 (0.8%)MAM EDTRACH OIMAASES HE, OlxH AMEWR, B, XM HSSA Kol
L= HAQHEM =SH XM ASOHE S offlz M LENCZ FHZ 2 D2 2EoRALE JIM =8 A2H o
UE(eGFR)0I 60 mL/min/1.73m2 OlgHl X} FHUAM MUY ZAE AMSte SUE 04MdE CHII22EZEZ0A
194, ALZ0AM 138 EDERALH

@ ZL8d AEUES




n@m
Lgsu |
= o R ==
IH A = =
W= o T =
21l op @0 DSw ¥ WEWH VT
Eclo% = & S nols O
- 5 < JlmWTA 8o T o n
= K sWE 2 s w2 = & R
B © g & T m%mﬂ ol S 5 = B 100 zz |
A 5 B ==t = SIS = KH jor _uo:& - %.&ED. mM_E_. mmOAu_l_n
oo X __ o s R nes fgl = K1 B3 ot o 33 Kio
_ns He o =d LR ﬂmEtEE._ = S n oy ol A
T mw or R Er MW Rl ~ Ko 00 il o = = 5o o U 20
S5 =< o gy 50 W Aaw_z| w80 RD = 0 2 nj H < 8
o m) T H = ) Momul%% ~pp= D - o e w 2 <
Pl o = ™ e nJ s ~ il X0 — v mu/l_v
~ 0l 1o = = ! S = [ s ol -3 ] o
ERD5 o B e W Bamo 50 B0 = = 7 il
oz Dol O ST EC =0 o1 48 s = 5 A=
A3 5 2w A e 5592 <F & o K 20 ol =
D g 8 = < N2 = = w x =
N = i J T 32 o w o o o=~ W) . °
Kio uEwMU = 0l 1o = ® o0 E |0.|L|I_ o Gl R ol M
= o U = EME_EU ﬂLﬂemM 0 Jﬁm w JJ o=
=0 = = = oo € H wur < o] o1 = B A
Nﬂo:w m_ﬂ_a_ua <0 %mﬁwo E%%m_+n TH %) U 3% m @ g
w0 2 sz o ar 20 © mo Ol B0 O s W _3
N TP B — w R0 3 ol S W< a1 ©!
I_A__Jn_n/_.__._ allh .= iioJ WHJO< Ml@__OTO_\ 0 ._m_JL,A _.Ao/o = =
T B MWez ©O Sa 3 _SHE .S 0l0 =0 M of ) T ok
g o KO _U,MM.AO o ._Aro_.Amn__x MOEDu_ﬂ.H,O | =1 5 — =
= <0 ) = Kto %0 mk(ion = B = =
E._n/mmOm LH I_Eﬁw ﬂMo;aDJorr <0 ._H,_LM n @ 0 =
S = op U0 O 3 JEZ @%MB% = = o S %
le_In/._M MD_A_.O_.__E a0 A._,m.o.._mz w0 E.ELI w0 MR _._.__o/o Lly.Al
mww s R ) 2 ...NR);:I_M 13 5 O T =0 Mo
.rmul_o_k AD ) 03 = = I 50 = = . <
= = 0J = A0 = n o) W o~ ™ ) =0 _ o8 .=z 8 . P
= e Z0 - = N o3 Wk o ™ I+ I Z . j0J + =
o s K = M 5 o 5 &= w0 & ° = v <0 ~ I -
S i o xo & of X ﬁ%m§:9melw&ﬂ L= = o0 MM W - = Ko N
of = o - u o - e} - = 0 -
@OT,D__?_ mw_ﬁom UAI__H_U_ ﬂvmoolﬁm_.__agnmzi_n_._MA_N_ m.__o _M_M_V_AA__.W._ IPMD i E %mo
....Am..oﬂu_u_ n = - oT_/o_oo/OWO n0 oo ™~ mu_l._u 0 g i o &
20~ < Ul L|_o_._L|. aau._ l.._lal.lr_.Ol}l _—\___El_.:._ - aruy o lem |Mmmﬂ6__
30 & o Sma =0 Hu_x/m_oo.qﬁdon_a D) o o O S Al Al = o= _
~ Ko =g =0 NQ.on1_uom_u|Rﬂ 20 =% o oF U =% 3 =z 2 mooB R
@M&E = "o w0 I S gESN 25 G =] oo gk 1 < n 5 O0
=3 W= o1 U 30 R TS J Ak ®Te O = o Il &5 = ) 31 o S
4:.IX il | 3 31mm%__ooo e R riagt Ky 2 = e == ©
_uomeﬂ = IH I _ I:oomuuﬂl.,u or 1o muu._A. > < & =
m4|0|_|_ L.b_||__|_LIFn.W_”\ ._NO_A._OI.I.HNHQ\_L.__/.LI —HIr le4| o .AE?C_L
o w0 X0 S ﬁﬂQmwa &EGEwmmmum W= =z & wo Sl w8
%@ﬁg .%ﬂ%% Iéz%%lwmwm o= =0 = @ 0 © &1 L ®
N PR S o — — [ K w0 - e o3 v T
Pz g 2 X0 52 1ol o = o_o:EREOTWﬂUﬂE o3 Wi i 0 = M S | B w HE
= Wk Ok _A_57J_L|__oo 0o MV & o |_x|TrA mﬁom_\ i H D M <wo S w0 2 8 0| o
- m_&tlmoﬂ w__uw;a__al = = %0 LA B0 HW wo s = 20 g |k B |
w0 of oo I %UHH9|%MB$ KF ™ ) B m ¥ o . m}mwaa o
W o = Ko ﬂvo_aéﬁ% S UAImo_J < I < ~, 0 A of © o 30 O =B S |DE :
w0 g K - b [ ol MOu_A_oR JU <J I 3 3 | BB s w | 0
O_._._._Nr._ EMC._%_;.:Q. H__.__E_sto/oJI._ T __OT___ Hﬂmm :.__.E|Mu_= %MMDW meawﬂmmﬁ%wﬁ ~
MM%E ﬁ4%3@m %%@M&%U%Eé = =S G ©Tm SR -E
Rl ™ Sanlu w I Moo mE =3 e ] o & O -
o o : ol Ar g7 W o) 2 & +|+EE o) %onE_ ki Moo o=
W o i ol A yp § 3 7} m rgaggagx%m <z ¥L=¢y o =
In_emmu 30 wo:(ﬁlu&E Ko 2 S %anoﬂ____%lq ol X S o = = Ko o =
oo 0f0 AD D TR gy U N oM oF 0 ) DU o_.N:‘l,u .5 an)mul _
o) o = oo ko H= =50 = M_M_E@ﬂ TR =1 U N
e M al:mMn_EmD|9 o |+.xomﬁﬂa_§no£5 oy Ko %0 2N R oF " of QMBE =| 0| It
o0 - Ko (o MH&%EO. = R pﬁ(a_o_&|4 = o M uu_meEm___ __ 0 e Sl =
HOW © S = oY Lm B W omy Ho ol m=< I e
50 EFMO e NH&ME So WS =, 20 _-X s o K Eal =K 2| 5
ERTRE = 5 . O A o- = A RS = ==X T - K o oK
O R = Mﬂmrlo_ E|_A_OH+5_AJO. < x = a6 Ol 0| 50| =
© m = & @ KO = o R & o) = = KO0 N = B0 H=3 o < Qw < .,_umn =
bR Es =< o__ﬂam_w&:&wm S wmE m_éwﬁv g
SHEX < o M= Sxrs M 5K o B=s 2 i
S O o e = © ==g2 %)
W @ wi X ol W,uum(o\O
__ e Tz W -
X oF W )Hzoﬁ ]
) 5_+_\4.r B = X5
— i) 0l % e &l




H
5l
il
Falll
ol +
0o B0, <
) oD Ok M_. nF
<0 — . @l D]
S =203
O o) 5 =
or w20 mm
= ol
i0J KO — o -
oK TR
_ ol 1o S
W mw__ M IR
i ol ot
20 ul s KU
= < o o
J O = Ko R
5w " STy
-, - 1 —_
W@ B R TR
w < ER Wo W o <! Y S0 9™
_ W . ERDE |1 . o & = Ko
1| G0 ol G 0 5wy - Ko = 0 s 3! <k 1o
| = wos oty RO > ) KO 0 " Ko MRS
m = =z WS (W ws Ar A o KO Ko = W =
s [@,o3 ¥ 2 Ml S m o W * |5 5| Ko _ . 5 K02
! Az o (W al . S < o i |® P u R0/ 80 B
= ol LH 10 3w ) = A o o 2| Jo LTS
= E o =7 ko A = ] rl N ) w KU & o
r an %0 Ut Ro| X0 ol = S
I — - o~ & <o gt <O Rl 0lo
Ki = o .o -
0 = < PR LW rt - A [ e K <
w0 M0 <R | itk 2 . = - o,
=< (e = B w 0w g 8w |0 |u , o7 or A0
BT R 2° 8 @&@ﬂmﬁnmﬁ1%m_ﬁwgﬁ W LR . - 5o 5L T
g5 @n 2 SR A:Ewml,:w:_oaﬂm_u_%a&}eg%_zlw%mm S |w & g n = % 9
W [Yml S =Xg %.@w_ﬁ%wxax,,am 12 0l w ,man_A_:azE oD = = 0 o ko H < S Ko
a | O - BRE |pmEz N A ,@iQ%SAm,HE%,é iof |8 RS| Ko = | ® W| X0 T3 B
T i L B @ o M L = R e L B ES I m Ml @55 =
ol 0= | 3 LT |9 A RS S| oo AU o | orimn| & R = |3 =
2 IF 2 nll < AL AU K ; By} Kio A = JI |
— &5 2 " &._ T T V3 MO._ 30 L0 B mw 20| KO o 8|t ® _.ﬂ: Wl & 7 pn | WO %_ Bl mo a0 Ko olJ o =
ITM Ok all s O 5 = Eo Mo =A_._o ¥ W_ N ) = mn_.ﬁ = w0 _.Po X0 = KI0O &3 m
Sk Ko e & o o = I | Ho3 |0 g |9 A =
R 00 Wo . D =3 @ 0 = |..A|_m_ =0 r\n/u
ar ok |=|D [m) v & e =
T I 5% 5 N . = TR
B0|X0 5 O 35 1 Ko S 40 oD D _Islr 2 s | R Klo
s = Hi|Ro tH 2 — R0 x - hl F |3 ko[ k0 = ok s
3 |zo| 71 3l = K0 < = 5 |k W | Ro| R = _ ozl
nm Sl o = m__A " s | [ =S 2 R o w |= SKTR
3 = = P N _ _ — 0|75 ol | = <
3 5= % Wﬁ._v 30 <0 = Rr 5k 2| Al =|* KIo| oF| 2 = oﬁ, MW w0|S| 3| 5k RIS 0l = B0 <k
< A 20 a0 TR 0| 54| P | R0 ur 0] N = R | ol o] 2 | | R Ko '™ = &0
in il s |Ma (@ o I B A s12 Sz U
_;tol m Mo <~ = H Ko Tle ﬁu_h xoDE._ < M@A._
= o_m_ < |3|K 4 |3% m o= 0RO ok a0 23 T
5y o Rdl ol u 2|7 = 20 " 1A w0 0k & ol
- < o T = .. B K0
i) A R 3t wgmﬁ_u;e
HE RsZ K i ou
s S s 30 = 0l
o= 2 ko 23 =< o KO
0 M u% = = ol %0 |_o 2
o8 mlm.._ = Ul s D.M_v =
oll ok oL
o Ok
5 = Wiy ow .
1 Sz S K5




o]
&I
ol
ol
1

<+

KO
il

o1
ol
|
IH
wi

o
RO

KJ

o
00

(U]

tOICH.

=
K]

5ug/mL

FCH (9 0.03 Atall/1000€-4, 0.015 XIZH Atell/1000

oy
R

£

-4).

50

J
o3
S
Ot
or
00
B0

—_

n

SHot A0 o

20
ol
Oh

70
o

J1J

e

%0
oJ
Dy
i
ur

_A
oy

JIJ
02

IS)
KJ
I+

<0
X0
o
OH

JIJ
o)
Ity

o
ELl

i
u

=

il

ol
<}
=
nk
=

Jo

ioJ

ill

1

o
o

<
wn

Ko
ill
<

<

ol

ioJ

RT
ER T

o

o yr

H
o i
=
i
=]
= Wk

<)
Ok Ol

£ FooH0F BtCH.

22 &3

+

i0J
H

o
ol o
-y,

5%

Klo
— X0

ol
o
-~
wr Ji
=
g —_
ulo &3
TA
WO
Tr

-
ur .

_d
=
S

a7

i

Al e 0

=
=

EHLEE Z2 SIAHOIH

U

0

I

A
(=]

Klo

ioJ

Klo

ioJ

FEl®, XIS AIZAIDIO

10}

ol

il

oK

i0J
]

=)
5%
<+
oll
Y

RK

il

FXl Ol&H0I2H A 5mmol/L O

&gt

XN AF
oo

= LBl 20

Klo

o3
<+

ull]
B0
&

0l
K]

L[H}

Klo o7

b
+

Fokal
| S

2= S8 SX0AM 2AYE0I0F BT

NTe)

o

A
=
=)

&S0
ol
—=

AEES)Y 2t el= WA

of0il XIS I0f0F SHCH.

'O\L‘l
XX 2¥s0l

L

I
ol
=

Al AIZF & 010F BHCH.

=
=

O{OF ot0f LutA
ol 170mL/minMt XIS

<+

5

R

o
1of
[y

l[e]
urr

-

Klo

-

<0

&I
<0

1

2EHE M 2

o o &z &

=
=

)

Ct.

J1J

K0

JIJ

o
100
I

i

oK

RO

=}
=

e

F

S
(el

0l e

Jb A& 010F HCH.

Al

Jo

o YAR2Bz, 0] 4

<A

A =

i0J

B
e
o

20
K0

<
=

LA}

1

Ol

20

]
-

<0

70
ol

il

i0J
a1

ol
or

gJ

80
<J
80
ol
|
I
wl

ROt

b

20

KHOIA Ol et &t

ioJ
[yl
Kto

KIr
]
w-

ol

&l
110

_‘IO_



[HI0 28t QWA KX 48Al

| O

1';#9’

2

00

o
30
<J
80
ol
|
IH
wl

ol
or

80
<J
30
ol
|
(=]
wi

JIo

0l

28 MOl SEEO0F ST

MoA S5

hiz =22 XN

0l

S Eg§ SGLT2 M

ot

L

JIJ

()

<0
ol

o

ioJ

n
=

0l

1

Ui

ol

m

ioJ
ol

<+
J

o

.Hoﬁ

K

X0
o

30

OF

<

Klo
el

=
X0

o

1j

|
(=]

MEEH BRHA 22

22

=

i Al

o
=

[y

SGLT2 XM
g

=

[

Ct
SGLT2 M

_J
Klo
ol
o0
oF

ol

nO

hA 2

[y

Bt UCH

21

<) ok

Y

80

no

ioJ

B0
mvr____

Klo

o0
I
17

Ko
80
n0

<r
20

700

10) HIER! B12 s&

DI S

=X

@;

Klo
Rr

60

I SHZFH By

)
!

. Bio-Uiel e
FALE HIEHZ! By,

o

ZM HEA

110
ol
Kio

ol
ol
|
(=}
wi

o ol

2

ioJ

KIr

oS
XD

0|

CHAFOIl CH

b

4

=
=

A

ol
Rl
K4

.

00
il

0l
R

o

Rl

i

Al210Il= O

0led st

o I et

040

ol

ol

ol
Ok

00
el
=

Al, MEE9 ?8S =0

H
SS

t

n

3

o
=

tctA 0l

S S

il
=
J

KJ
Hr

IH

-




o3
<+

ol

Ky
o
00
ol

=

KJ
i

D
I

J1J

MEZ0l LIELDI &

=
=

[ &t

o
AN

bl oeig =

ok

oy

Kir
Ik

o0
80

1

o
o

ol

<

30
Bl

o3

CH.

g

cl

o3 n

N2
=S

H Ol

&
a

q

OF Atellot HE

HE G UACH

il
el

4ot

=
=)

Jh=) At

!

=]
=

2

ol &t
=
o

=

S
Xl & ek

==
=

[

o0l A

o

o g8 A7
A

X
=]

o

GLP-1 SFAX

P 2
SGLT2 XMoimM<el &Izt

=2

17)

Ct

3

ol

2 2% 9

S}

k

Ko
R

00
Il

Ct

—

[a—

19) 3182 UM(E2U0 2UKX)
SGLT2 MollKHE =88 =¥

JIMX CHEl X0l

o0

o
ok

K<

K0
o

o

K-

il
o
[}

J1J

=]

oq

OF

By

R0
o) &

all

Uy o

D <

o0 =
o] Rl

OF &

040

101
<0
Rr
ol
fr
ol

FAI

_J
Klo
0l
0
oF

ol
ol
il
=

ok

ol
B
=
JUJ
=

KJ
i

!

IH

oK

tetA,

g E01J| <,

| A8

00
]
20

&l
ol

BT

le 283722UE &
o}

[

1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9,

TA9(UGTTA9)0l 2laH OHIH

|
_12_

ANEZIE P450(CYP)

CYP1A2, CYP2B6 £= CYP3A4E HEotAl

FHLY

tngclszad2
(0]

X ot

=2
=

A0,

(in-vitro)
CYP2C19, CYP2D6, CYP3A4

q|

X
=

A
=2

t=cl 2282 WAl =2 UDP-2FRELE0I
g

Al
=

@



o8

CGIOIlA Ol

2E
ST

B0

i CHAH

[y

Oledst A0 o

ioJ

| £0i CIXt

3

+

ol

2

K+

Ct.

dAL2

=13

[
—

clEA, GIEZSZ2EI0IXE, SHIEL

FR)o 28 F0d

[y

Ol B L AHUGT1A9Sl X

[=)

=

Ct=2elEzd

JIJ

Iy
ol

[}
KO
e

ol

& AUCS 31%

E|
(e

Ef

S

IHI.

A
o

=

Q!

c
—

Ol EFL
EtEl AUCS 19% &5

=
e

A

c,
t

o

INROI (et

—

|IE2EZZEI0HA

3

y EE —

b

c
p—
S
=

==
=)

3

o
=

cl ool el

fu §
=

El
—

=
=

2 3 E0 OX
=clEtE, AlEZ2
(S—-warfarin, CYP2C9 JI&)9l

=
o

o

0
1
3
00

104
<0

80
<J
80
ol
|
I
wl

£ 0l2 o= 200 0

H2A & g
Jl &¢0I2 2&H (Organic cation transporter, OCT) OCT1, OCT29 J|&

o
7T

ou

1

<+
Ll

ol
00
30

ol

- OCT2 AMHM(AIHEIE, SRHI24HIZ, ts=ctd, ECIHEZE, BHHEY, OlAIR

- OCT1 2 RIA (Hct

OICt.

00

<+
Kl

o
00

o

- OCT2, OCT1 SAl MM (22IEEl

==
=0

ot04

b olefet ef=22

=)
ol
|
(=}
wi

TtetA o

UAe8z, 0 Zol o

OCT YMA/sZA

b 2 R05tC

F9J

o
%47_

9

t

X

oy

KO

<J

N2

COX-II(Cyclo—-oxygenase)

(ACE inhibitors),

Ec

EHA
sy

=

d

-

KU
7

)
all
gl
o
Jo

ol
00
30

ioJ

ofi OF

o AUCZ2H CmaxJt

c

EELIEE]

=il

L

X0
ur
&r
ol

St
| A0 A

o S0 O
- 13 -




o1 30 < =

OF BJ & = 55 =
n ° o = R oar I

ol iy Ul &2 SEM Dyasa g
M= = o =g s U g0 4

H== 07 < o X Al PR 5] |

®mEwuS ™ ou A0 gy ™ IF o - ol -

o U bz o wEN =3 20 = T 0m  w O

oo Tas s 2 e o = ~ oI )

<=0 L T I = T = e

o B0 o O ioJ ) U oT 30 oD =4 A0 ol = QN — .

T 402 Bogd DT oTEm A - 5 . MBS ol

LDMomIM_______ w = 55 — or o o w o) =] 52

o ooyl =5 O 2 o 3 3 Iy LT =3

=] 0 ULQ%D s Jl 3 ? 3l Bl = D

SR A= 00 g OU 05 ™Y oF 15 o o = < W

Ul " R o &0 5% Y = = G %0 0 o 0 ol o) W 20 < w

IH Eﬁ_ % HF :.n.i N < H 3 = E|_ &0 & RN __M r <J =D = 10

1S 20 = 80 = U - K] - i _W o

WANH_N.H_ i = ol aeLmlTrA - = o 0 0] = H PR "

Klo a2 o of = | = Uk o) W ”_Ana o il [mif _ ) wo Ol I3 = _ )
g 3 o~ = N = = Ll kD B 00 = o
ul "™ e L] U SE8L o O W = S = sk 33 + 2 5
= 5= m) Ko = |2 = Ril H g = Ok 2 o8
mm//o_%m_ = mww%_@_ 20 = uf % Gl ) %OI_E = =
= N = 9 - o o Y =
_._._._23_\__M._ ngl = oaﬂ oJ H my oOd m_ A Mo w F wl 750 M._Ll - =
TR - L 8 o~ 2§ miw B 5 B

x O = Loe = 2 E] < = — _ o=
82 M%M_ A______ﬁmMM% o] W 0 s g = ol o) I = =5 O© 0

K Kl vy — el HH = n = - -
33 O = H > o W Rl JAR <J < ol o) =Y = p K02 o ol = ™
- A <) Ar r K 2o B0 Hy — 50 m X0 ok & o} o =t
Ko 3 0l a0 o sl w2 0 ul <l B0 30 i _ 0 T K
S S &) A o =l ol = o1 <= Ju - o = —u o
o © o Ul o0 g W= 5t o = & o VT - o U- O] ° -0 A =
Wa o =Y g © car e S ki 2 w2 ol & 90 s o 01 & = K= =

O s u 2o v "o H Bl R0 o0 W = & - ] Ho WS

yTis  ==2 ET LA %% 4w Zo 8 azy o -
ey T - = = -
_E:_A?_OM:,M W os S MNE@W == HA T Sn & IEoﬁ I S R
> o< = e = R = or MU = R o Sul X I+ % © ol
Uy B Ao 3 oo oﬂiew_o_az. = S R osis g L BE = = o > W

U _ = ol =) = 10 r ol ™~ [ = _ =N il
o \_._ B R wr ol ! ol = ool 8 . ™o W _L||_ s O 1 TIRE] 2 = s U
iso 0 o] H ol ) 6 Ol - == e ©

= RN < &0 Ko Ui =) W L, m ic ol g 2 t L R i o /= oW w1
B0 R0 — w3 Y K0 U1 Oy Uk T 0 03 s 5o O Sy o 5 5 o= 0
_@sm . = & = ool = Bl o wE o CE Jy o 3 = 5 oo 3 m
ma 2o D = 5o ﬂwémaw ] T s % ou 0o M = A
o g UF o 3 = N & b el = IS o S BT o0 B M = i~ Wwe oo
L™ mHO o 3 A W =5 = o 8 0 80 Romo_n - i Rl H

<o o =WUE gy ™ RO Lo ) = oF L8 o) L BEs KID al ur ot W
g O = 5 W e g R 2w S T ~al o o T <+ o
TR LR TR D “m ¥ Ge ES wzh o TE oW o
%E%M@ ~ 2 53 2w o w 25 == T+° =R ok S B 0 0 9 g .
E_Eel__uo 5 00 |xo& ..nAI.,WJWH %Nla b 322 M_ Tl oK wmm F = = ol o) m Ko
W= 5 ol s D5 T i Qau wa 2R 23 ou o s > Sas2 o
TsuE D Mm%ao zzdo® s U oT  JyRU T <. = oz 3 WX 3 K %__o s ol
oT &8 — — 1V RO = B0 _- Me__o_oxmo 30 = =5 =K3 ws =3 g = Ul 0 mM_:go__g o
M RO = R’ T N - = S B R <J R0 o = noow o7 U Sz I < S3RMoF Wl
g 161 %0 O S A o= s mE 8 W = 2u ol oy gy o R - o

Wy W = 80 il Uy w3 i gy U K E

- B <4 00 T 00 5% ar ok __mm s U.w _%ﬁ EIRE] = Uy T80 w__m W oy = o E@_. =OJ e o o) = <F _\_Ju_ Y
NS =0 Rl = B0R0 Ay ™ M = LK =] _ N = _ 4 o
_ o g 2 e WE W K U E_ - ET w5 4 B M 2 = . o< = o> RmmN o
T D S oo W= N ul pombg % AT S BuTy v w O s o
STHE Ao . AEm__o\_m_‘ |_|0.|D| <+ ATO%D_x _ = = E._A_. _|_L.|__o_.= — _ HO.HOE__Io._ao o
5 SEwmBS =2 R’ - o= 1D = Ay W2 = S = = ) swm <o o3 ~
wBsa s ] = Dol S = =" ms M o= M ROWY " X
Soks 2 | ~o0 ald T ) = 5 = w5
s ©°° ™ snar = i 3 o Hil == Hi oL =
2R TS 50 m = ok a5 WM =53 nmw = ¥ s 5

— o Oz =23 A_vm@m_ X0 = =K i M = U :

x S i [ = e KI
0 w0 \)|.A_a% g o) 750 =) F%|_.A r
SRUE O =M O ST
D o A o — W <J Mv 0 ol
= Ho<H Ew
o

- 14 -




o8

u

o

00

o M=ol o

=
=)

9 It
Hor BHCH (3. C

It 25

ssst

Jlsg

Al
il

ol
R

K0

00

K0
Jo

<J

ok

<1

(U

<J
X0

BHEHAILY M

10.

ol

o IEi

2 AL

S LIEHLHAI

| 37 FO0UAM e =4

| &3

9|

)IH]

S
[l

IOl CH

00mg(

Il
=)
KJ
RO
il

)
53

D
J|J
o
3]

1]
|
&

a

00
i0J
Sl
ok

ol
Rr
<0
ol
3
=)
=

W
60
<N
ioJ
100
(=]
i
=
I
=
20
or
Jo

<J

oK

AL X ZRACH

[
[

A

Ol

J|J

1o

K

ol
o

SO0lA o Xl

FALA =T 170mL/min2l
o1 AL A

X
&

g2 Ha DIXIX

HOF StCh

[y

e

=
=

| Fol M

I

0 A28=2 0

2010l 2

XM3ate

ol

J|J
o

g

f1

o SII0IA HLHOH THE EJI0 2

2

Zo
=
ooz

oot

Ct.

b

S
=

b

2
e

HKIOICh.

0
M Hexoz

Aefel 2101 2

=
28 HSI|H:

=]
[ud

f

1) tm2el s
M 2(SGLT2)el M
SGLT2

K]

OFR

OH
=

AP HLOf 2

=
[

SGLT2

el

oo

£4

2
(=]

S
iBJ

K
"

ioJ

ol

IH

2 LU

2t

24A12t &0

o

=

(glucuresis)

g the

b

c
el

(glucuretic effect)

!

ol
00

Rl

ok

i 140084 =utott &EHHOICH

0l

b HIW Al SGLT20i CH

0

<+

3]
K

g0

~ =
= &

i 2219 24

[y

Bl
2ol BHEE0] ChHl HbATCOH

o

_15_




H?2 %= Xg ZdE0| gl tAsE2 Az G2 E28 L M HEXE=20I9 )| HERQY &4 X HF0A, 24
ZO0ACS 2 (LOCF?)
CIl221Z2% 10 mg + | OIl22122% | fEZ =29
RE4 iHAL HMEZ=Z0l XR 10 mg XR
N = 211° N = 219° N = 208°
HbAlc (%)
JIMX (H) 9.10 9.03 9.03
JIMXI CHHI XtOl© -1.98 -1.45 -1.44
OG22 E228 H=Q- ol —0.53%
X0l (95% Cl) (-0.74, -0.32)
Nes HEZZ28!
SHEQH IOl XH0lc (95% Cl) -0.54"
JI M Xl HbAlc =9% ol (-0.75, -0.33) -0.018
AE AT Il CHHI (-0.22, 0.20)
xHol° -2.59" -2.14 -2.05
HbAlC < 7%0Il =2t
ANEUAXS HE (%) 46.6™ 31.7 35.2
JIM X0l CHalh 2 H

8LOCF; Last observation carried forward, #HMXlg & k&

°CH)] I = 13 O|AS O|EUY XBE 292, RE AL A AEHAR

COIMXIO et 2EAEE %A ME HP (adjusted LS mean)

"p-value < 0.0001

SHEZ20 hHl HIZESA

“p-value < 0.05

HEZ=20102 &9 ZHO| 25X %2 SNUA CIIZ2E2X Y 2L Y0HB2TXES) 229 FI YES Hlwst

52 &4 == HIZSH A7 (52 ¢ 1045 GHF)E Soil HEXZ2C=Z Y ZH0| 20t €2 (HbAlc 6.5% =
o 10% 0/12H) H2g Yk XSS Hacz HEZ=2N U222 X0t (BRlTUXE)E 22 FIt YEo
= ZRE tHl itotbt. I 2, Ut=ScE2d2 S2UXNEY Hixet F22 52F0M JIMX thl HbAlc ZAE
LIEHH HIZS4S AS6R0 (B 3 EX). 104F0A JIMX CHl HbAlc Z2as= CTI22lE2E -0.32%, 2clIXE
-0.14%ACH 13 OIMQ MEY At ZMES 22lIXNE FOHZ (52F, 104F 22 40.8%, 47.0%) 20+ T2l 22
SHZ (52F, 1043 22t 3.5%, 4.3%)0A SXol RUCH

T 3 HNEXZZ0OZ &Y XH(0| E20A L2 EN0A CHII2eZE28 ) XL 0 (B2IXE) 229 =) HES
HWst &4 X AR0AM, 52F0AS Z 0 (LOCF?)

ca mopsa CII22 228 + HEZ20 Z2lIXC+ HEZ20

N = 400° N = 401°
HbA1¢ (%) 7.69
o 7.74
JIMX (BR)
JIMXl CHBI XtOl° -0.52
_ _ -0.52

Z2lIXE + HEZ20! Ky -0.00¢

x0I° (95% Cl) (-0.11, 0.11)
8LOCF; Last observation carried forward
PRRS YA L XY BA = 13 0/AY 01F K54 SHO| YAH X}
OIMXIN et E8E 2 M8 B2
IZ2OXE + IEZ20! [HH| HIESH
(e E9athete Fit 4824
CHII2CIEZ2XE HEZ20 (B 4 &X), 0= HEXZ20 (E 5 X)), AIEI2HE N HEZ20 (B 6&X), HEXEZ
Ol AEU2Y0F (B 7 X)), HEE22I0 AAIZEE (E 8 EX)0 =JF HE6IUE M, 24F0AM A HHl SHESZ
S9otH HbAlc ZAE LIEHHACH (p < 0.0001)
o2l 2222 HEZEZ0 It HESH AIEUAM HbATc 24 it 102FUHME S RAUCH
H 4 HEXEZ0 5oz &Y XH(0| SE0HA %2 B3NN CGI2AEZA FIF S Hlust /% X HFUA,
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240 M2 Z1 (LOCF?)
HEZ20!
SEH BWIE S CHIIZ22lZ2% 10 mg 2| ot
N = 135° N = 137°
HobA1¢ (%)
JIMZ (BR) 7.92 8.11
JIMZ OhHl Xtol° -0.84 -0.30
2o [HHl X0l -0.54"
(95% Cl) (-0.74, -0.34)
HbAlc < 7%01 Tg&t
ANE A HIS (%) 40.6™ 25.9
JIMXIO CHoll 23
" WEZ=29 >1500mg/day
@ LOCF: Last observation carried forward, 2HXg & X2
o) R E 13 0|AY O|EUH XDE 22, RDE AL HE AEHAR

COIMXIO et 2 £A M3 B2 (adjusted LS mean)
* p-value < 0.0001
* p-value < 0.05

*

H 5052 (U5 = H7P 8220l HE)02 EZXH0| E201K Z2 SX0AM TGIIZ2CE2XY I HES Hlw
ol A X AFRUA, 240 21 (LOCF?)
o1&l (B T J7 UotM E&)0 =0t
OS5 TIIHA gE2u®
FEd s CoiZelE22 10 mg Slor
N = 194° N = 193¢

HbA1cC (%)

JINX (BR) 8.58 8.46

JIM X ChHl Xtole -0.90 -0.30

2o thHl xtol® -0.60*

(95% Cl) (-0.74, -0.45)

129 R esg 282 (U)

IIMXl () 73.96

JIMX CHHl ol 77.96 568

2o thHl x+o|¢ -1.16 :

(95% Cl) -6.23"

Ol&Rl 1Y SAS 10% 014 2as | (-8.84, —3.63)

ANE AKX HIZ(%) 19.7" 1.0
@ LOCF; Last observation carried forward
P AIEHAITIS 15%= Q&R H=EQY; 50%= &2l 1~2529 P2 EYAGME H25D YATH XY B, 80%
= HEZZ00 U250 UUCH, 12%= HEEZ0N SXLLY0IE YEotD JAULD, 1 A2 AEUAK=E OE 58
O Z7E EYLotHE 8Ea6t] UL
CO) HR F 13 0IA9 OIEYA XISE ¥2, 25 2 A AMEUHAXN
SOIMAIO M2t 2ERE FHA HZ EZ (adjusted LS mean)
¢ ol (Bad, 52", DI o&el X&) 28 S)ls AIE HoE FPG JIE0 L= AEHATN UolAet sleE.
* p-value < 0.0001
™ p-value < 0.05
H 6 AEIZ2EHE N HEZ=2CZ &Y XH0| S2otAl 22 SNUAM CtI22 22X FIt EE2 Hlust /1Y X A
O, 24=0A2 Z2 (LOCF?)

AMNEIZ2E + HEZ=20I2
S5N TS CHII22IZ2& 10 mg 2| ot
N = 113° N = 113°

HbAlc (%) 7.80 7.87

JIHT (2 2) -0.43 -0.02

JIMXl ThHl i+oc|° 0.40s

2leF thHl X0l © (95% Cl) (0.58. ~0.23)

" AIEF22E 100mg/day, 2 IEZ28 >1500mg/day
® LOCF; Last observation carried forward
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dH ISE 22,

P e P = 135 0/A9 0IZEWA
= & Z o (adjusted LS mean)

COIMXIO ek 88 =A A
* p-value < 0.0001

BHE AIEa A

EEEEPIIEES S22 0+ HEZ20!
CHIIZ2e2lZ2F 10 mg 9ot
N = 108° N = 108
HbAlc (%) (LRM)® 8.08
JIMR (B2) -0.86 8.24
JIMXI THHI XtOl°® -0.69* -0.17
2loF ChH| X0l © (-0.89, -0.49)
(95% Cl)
HbATc < 7%01 S8t AIEHAXIS
HIE (%)(LOCF)?
JIMXI0 CHoll 23 31.8° 11.1
TAE AT 8F 0lF BT 8FE0H NEE2 2 1500 mg OfAtn &I

o Egt 0l&0I00F &)

O<= NG

e AR F 18 04 0ISYE XISE E2, 2 RES

b AAIX B2 =X (LRM; Longitudinal repeated measures)
JIMXIN et 2HE 2A M3 EZ (adjusted LS mean)
LOCF; Last observation carried forward, #HXIZ & U=
" p-value < 0.0001

I 8 AANS=-ED) HEXZE

SOIM, 24=0M 2 20t

o

a

Doz g€ XE0 SZoX &2

BHE AIEa A

AANSEE + HEZE0P
S54 BoIHA CIf22Z24 10 mg| SI%
N = 160° N = 160°
HbAlc (%) (LRM)®
XK (BR) 8.24 8.16
JIMX CHHI XHOI° -0.82 -0.10
SloF CHHI RHOIC -0.72"
(95% ClI) (-0.91, -0.53)
HbAlc < 7%0 S&st A UHAXS HIE (%) 38.0° 104
JIHKO ol 2
" AFAF2RIEl 5mg/day, 2 HEZ29 >1500mg/day

N

xS W

o

o

JIMAIO et 2 £A M3 B2 (adjusted LS mean)
* p-value < 0.0001

Z=SZ AMEO 3A] (eGFR 45~60 mL/min/1.73m?%) & Xt
Cm2eZ22

eGFRO| 45~60 mL/min/1.73m? @ &% &
S EZ2X FI E0Q Ra4ds ZIlIC. U2 g2

2 Xz 8 = M 0149 0l2 K&4d =H0| JJYE & X
AAE Bt2 =& (LRM: Longitudinal repeated measures), 2HXZ & X2

9%t &

I 9 eGFR 45~60 mL/min/1.73m?0l Yk BXE (HACZ UII22Z2F 9
of Z1t

"a4 it Ctot=22l 22482 10 mg ok @

N = 159 N = 161

HbA1c (%)

JIMX (HR) 8.35 8.03

JIMXl ChHl Xtol° -0.37" -0.03

2| [HH| Xtol ° -0.34"

(95% Cl) (-0.53, -0.15)
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TR E L LT

mom oM oE o m o4 om H e
FHE A AT R

BHA 4 22 E A AIEUA U4 &8XF % (patients at risk)
AEYE

UEHS(NEH eGFR 24, LI AEE L= AF 23 AHY) ARIDXICL A0 THE 9I0idl Ct2e 2282 98]
(HR)= 0.53 [95% Cl 0.43, 0.66]0IRULH.

2REE9 g0l H X0 o Ct2elE2d2 SN 220EE (UACR 30 mg/g =229 Mz LYsS ¢
o THHl 2tA(RIEHI(HR) 0.79 [95% Cl 0.72, 0.87]AIRA D, HULRLES H0| A STUMY HHLRUES 24
= %2 UHl G222 Z20AM O 2H LEHRCH (RIEHI(HR) 1.82 [95% CI 1.51, 2.20].

3) Higa oA Tt

o
_l’T—_l
u
o
I]l¢
HU
[l

ol CHIF22IBRRIS 2W2t0 2oty AIEUA BIHE OE SJUMNE 0IRA T= HEWN EYS TN ¢
I2AHAMS T EFS 230A 5, 15, 40 mo/ka/Z, SHUA 2, 10, 20 mg/ka/LOIASH, HEWMS 2T 8
DS 05, 2, 10 mo/kg/2 OIACH OIRAMA OIS HD S22 12 10mg2 HHAHMAHSZ(MRHD)NA o

B (221) 2 1058H(221)2) AUC =5 BH40 HZOHACH HEWAS AUC =52 MRHDUAS 2% AUC
2 186HH (22K
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I2el22d2 Ames SAHHOIE AE0HAM SE0IAL, in viro SAH 01y 2 AEHAs 240U
2 OIA 100 mg/mLOI4 s&2 O J245tRATH Sal, Gl2eS282 MRHDMAM S eI/ =52 2100
Z AAE A% E= DNA =7 AIESUHA in vivo 2212 AR 0lar& 0l CHol
eI 2 2240 gittes Z0lA, CGt=2cE2800 AHH et R
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75mg/kg/ LA L HEGIACN E0 =II0 MBU HolAHle LAIF ZAH =8t g =
(NOAEL)®! 1 mg/kg/2Ze [MRHDOIA Q1M £XI19 2 1941010 2/ Hal =20 ol

HEQ ENIO S FIrAQl HHEOF ZLAIENAM CIi2elE28eS 2 B9 J|&#FHIIQ =& It ciYote 230
SHIUAC ENUAM F0E 0fEH S220, 60 E2 180 mg/kg/L)UHAE 2H 52 2Y =S40l HEEUX LUACH 180
ma/kg/22 MRHDLl 2 1191419 MALZM HLSCH HEWA CHII22E2X2 75 mo/kg/2L2 S (MRHD2 & 1441
DX BHOIXIALY E2 ADJIE@SEE LIEFUA ZQUACH 150 mg/kg/2 2l S (IMRHDUIA IR 2112 2 234481)0H A 2
2 LY=S50] 20| DACH 2H SH2 AYE, 0l4 Y4 NS L HE L SA L2 UAE TSI 2 =42
Bi-EHOF XIAFZ, EHOF JI& ¥ ZA B0l AFAQ SIf, B0 ME 24AS EZE6. JIE2 HEH JIE, s2) 54 25 §
g &2 4 2 =4 20|10 BolE F2 33 2490

® == =43 HEQY Mol e =2 2= 0 =4 AEUA 3%* Cl 229 HEES & TTEO AP&=EOZ [ff
2 SO0 utE 2102 BULACH, ME 24 L/Fe HE 38 24, A 2 B, A4 0/&HMZE o8t =&
ZIE HEGIULH TIS2E2FS HENAH 25mg/kg/°'(MRHDOﬂ Mol QM =2 346 i Ol4)olotel s 2T 6M
22t HP S0otd2 O < JHOA 120 mg/kg/2 (MRHDOIA O/ &2 3200 i Ol&) 0l5te 22 AU 12482t
A7 S001¥S O WLAH0l XSotUCH £8 CHII22EZXC &5 S0 AIE 2 HEQY JHe SH AE ZF0A,
MRHDUIA CtII22IE2 X2 £ £ WA E= X dapaglifiozin 3-O-glucuronide =&t SSatAL 1 0|42 v & +&F
(AUC)OIlA dapagliflozin 3-O-glucuronide CHAFHIOF A EIQUCH HEMWAN It =206 HIQA S4 AAH0 Bz St
2 XX RISSHEE ZLE SO 2E)e 52 L= S0 MO ZHEZACHMRHDOIA X =0 2H6IAS I 210084
0l4). MRHDOIA Sl QX =& CHHl 3200t OlAS =& Hi=0l TLAIRASUHT S+o6t2, 1202202 JHoil Tist A0 A

g Mt £= 28 ZJ| s4=2 UL

O gy I LAH AEHO HE(EL 2t 104 F) L RA(EL J12F 91 F)HM 22 =0 900mg/kg/€ ¥
1500mg/kg/LMA = ACH 0] SHS2 MEHA LU 2HGIUS M 2F 20 HEY AR 22021 2000mg2l 2fF 4 bf
OICH MEXE20I9 LM et 2HE £33 = 23 0IRA 2S0HA LATX LACH SAGHH, &2 HEWNM HEZX
2019 LMo JtsH2 2ECX AUCH iLt 900mg/kg/2 & FO0Is 23 HEUAN 24 JIE =z 839 LME0
SIlot
Q@ QUSH :US9 AgAXM AIEUHA HERZZDI9 SHHO| 2% Jisd2 UACH Ames AIE(S. typhimurium), S& Xt
SoB0| AIE(0IRA SEZE HIE), T= M 0lA AIE(AIZH 2IZ3), MALY DIRA A8 AIE 2 £5t 240|UCH.
Q@ L HEQ 2HS2 600mg/kg/2e NEY, F= MEUHXNE JIECZ 2l 5IEF2 & 3HHE SHIMS M 0 2o
oo F&2 2Al LUl
@ HE=Z=20212 20 600mg/kg/2 O 2222 HE L ENUHH FHA HIEH0l AJCH 0l 22 HE L ENNA
MEHS HWol 2HotH 2000mg?!l =IO HE ALY S2O F 281 L 6 B2 =2 UEHD. B s& SH2 HEXEE
ol Oist S2& EjtEES dSolRct.
4) IAESSHAIE FHE
oL tim2elEgd
NEY UIIEFMSE10/10002 | DA [SHOIUE(F)] HEY NFMEE10/1000Le D#[SI=0tAE PHIHIJ($)]%
2x2 WIAIEo2 74 13’& d2st o)A 38 L AF Al @3 HPE00IN 0E(S8) L 26H(AF) EF Ctit2e
E23S =85 21, HuWEIIE2X(AUC, ChaS 21 BEotd SHX2 ol¥S M, E2X X2 90% _ﬂ?aOI log
0.80A log 1.25 OILIZEAN MESHCZ SS&2 LSotRULH
<EBE>
BTS2 e3np:pls-13=
= AUCo-4sn(ng Crnax
- hr/mL) (na/mL) Tmax (hr) ti (hr)

~| HEABI10/1000L e

Eif o 540.8+145.7 | 187.2451.5 | 6%;00) 8'425;—'3'

T (B ROFAEIMUITHE)] ’ ’

| COIIiES2A%E10/1000

ANE s 0.67 7.92+3.

o [am%lé(l;)] 570.3+165.0 | 195.1456.7 | (0 "0 o) o5




90% &lZ| 7 2k*
(D12 : log 0.8 ~ log 1.25)

log 1.0177
~ 1.0798

log 0.9501

(AUC(, Cmax, tip s Bdat £

* HHWEIS=SIE 2AESE B2 X X2 90%4

272

r

AUC; : SLAZ2H ZBESsE FFAZ2 XS EE=sE-A2AH3HGHHE
Crax @ ENEESSE
Toex © EDESsE TEAIZ
tip o EE AA BEAD)
* HDEIISSXE 2 AHEs X X2 90%4Alz 722+
<AZ>
HwEOte = FNEOIE=S
& AUCo-4en(Ng Crnax
Tmax (hr) ti2 (hr)
- hr/mL) (ng/mL) kS
NEAHEE10/10002 2l
o o 560.7+£147.0 | 117.8438.2 (1 028(5) 00) 7'7152_2
- [BH20tAERHNMIUITHZ)] ' ' ’
- Ooes2e&10/1000
AlE 2.00 7.78+2
de| 0 576.2+171.5 113.4+£47.2
oF [5H0| 2 (=)] (0.67~5.00) .58
90% &l 2|72+ log 0.9872 log 0.8441 _ _
(J1F : log 0.8 ~ log 1.25) ~ 1.0599 ~ 1.0431
(AUCy, Crax, tip 3 B2t £ EFEHX, The ; SL3H(ES), n = 26)

NS OIE2SF2AMYH10/10002 | DS [SH0ILE(F)] 0 XY HNS2MLE10/10002 2| ][
2x2 WXAIECZ 2 1FH AL HOIMH 35 2 =
glg =X 21, HREIIEZR(AUC, Cra)
log1.25 OILHZAN MESStHCT SSEE YSotAUlt
<E=>
HwEOe = FNEOIE =S
= AUCo-4en(Hg Crnax
Tmax (h t h
hr/mU) (ua/mL) (hr) 12 (hr)
HEAMEAE10/1000L el 3.50
o g 7.769+1.899 1.208+0.311 (1.50~5.00) 5‘4450_2
- [St=20tAERIMUIZHE)] )
= OoEs22&10/1000
AIE +
o U 7.478+1.860 1.150+0.376 (1 ngg 00) 5'6218_2
- [BH0I2E(F)] ) ) )
90% &lZ|722k* log 0.8708 log 0.8249 _ _
(D12 : log 0.8 ~ log 1.25) ~ 1.0550 ~ 1.0453

St=OtAERIMUIZHE)]S

2 AR A H3 ZRENGH0 308 (SE) & 26 (AR) EE HEZEZ
£ IHESH SHMGHAE O, BoX &2 90% 412152401 log0.801 Al
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2. FEEY BEIH MY L YB3

2.1. 959 %E(Drug substance)
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211 Y¥kAR

HA 3}strg T2, 244 T2
HEZZTH S NH NH
, N,N-dimethylimidodicarboni C4H11Ns . HCl )L
(Metformin o , -
4 midic diamide hydrochloride 165.63 g/mol H.N N N~ » HCI
hydrochloride) H |

(25,3R,4R,55,6R)-2-[4-chloro
gaZgZ22 | -3-4-ethoxybenzyl)phenyl]-
B AL-ZEY 6-(hydroxymethyDtetrahydro | Co1HasClOg * Ci6H18N2O4

(Dapag]jﬂozjn —2H—pyran—3,4,5—triol - bis—( 639.14 g/mol
bis-(L)-proline) | S)-pyrrolidine-2-carboxylic
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2.2. A & oFF(Drug product)

2.2.1. A7HAe FF (FAMA, A A, GQA, HolAdl AHFst= A-5)
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2.2.2. AL FFE NHZE
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o TOObEY FRHFAT AN T, (HEFELAA TA) ABZAST wet AA TFsF

52, E8A Y
o TojeFEe) FEHILALAA T, (AFFERAX 1) A282A5E e whe} HA THsF

53. ek A F(TE GAA A F)
o ToloRES] FRAAL AN FA, (AFAFERAA 1A) ABZAST wet WA Thse

54. F - BX - A - Wi A3 AY
o HIEZAY g S 2N s L-ZE2Ud Gy Z2qY 58] desH AF2dAr} e AdA
5 AE%(study No. Kv-8074, ver0)

55. ¢kl thdt AAAL oA
o F OFEY FEFHIH S4o| FASNAE

=7k A A& AET 517k A
XIGDUO XR
10/1000, 10/500, Dapagliflozin propanediol 2014.10.29.
iu
1% | AstraZeneca AB 5/1000, 5/500, hydrate/metformin HC %2017.7.28.
2.5/1000*
XIGDUO IR Dapagliflozin propanediol
o 2
TH | AstraZeneca AB 5/1000, 5/850 hydrate/metformin HC 2014.1.16.
XIGDUO XR . .
5= AstraZeneca Pty 10/1000, 10/500, Dapagliflozin proPanedlol 2014718,
Ltd. 5,/1000 hydrate/metformin HCl
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o HANERFAFD)TE HI Y vl

= BB Al of
o} A7 AgA 5/5008 8 19 O EF e WA 5/500H 2 13
5| A3 Staol 2 E A W 716 ] R (F)
7hddy 2015-06-08 .
A8/ dut g0 ok B0 oFE

2o JAFFTAANG7E A3Z24] 18 259 e 1o
5 o 2
&t = of - A 3l
A¥ PEIEA HeF8A
oS E2NZEAY S53H= 6.15mg gogg F270H 2 L-ZEY 78 mg
FAE- Gk (= EZ2HN 22 A 5my) (22 2202 M 5mg)
HWEXZWHAE 500mg HEXZZ9HAYE 500mg
T, o] BEF AL
A% FHA O o] BEG AUY IEIVA
LEALAHA
A4 71487], AL(1~30C) B# 719 87), AL1-30C)2H
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