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3.44 (pH7. 1-4 2 % 7 —)L//K)

(7) Z DD EERIEE
FEett « AR TH Y | AhEEE R,

2. BT DERERTICE T H2REN

B O FE PRIFS1E PRIFIRE PRI FRBRS 5
25°C/ RV F L8 (ZFH)
) 60%RH ST AN=RT A 3 RN
SR 30°C/ RY=F LR (TH)
N = R (2
75%RH S 77 ANR—FT A 34 e
N 40°C/ R TF Lo (TH)
S R 2 75%RH T e T 6 u A JRKEN
R =F L o48 (TH)
ST AR 5N G gh RHEN
AR b B (BRI T
(BAR) 8h A EERBD ., MEROFFEAE
NI LT)
*LEBRIAE « MRk, MERBR, Koy, K15, &R, BUEWRE R
*QBRTAEH ¢ PRIk, REERBR, K. KT, AR
*JOBRIE A - MRk, MERER, Ky, EE

*4 JARREE 120 5 Ix « h LA R OSBRI 0 i = % L 3 — 200W + h/m? BL = O%JR : CIE85-ID65 T > )

ﬁx)]ﬁk ﬁnvh\ui%ﬁiﬁ E%iﬁ
MERRERERYE « IRINBIL AT R VRIEE
E'E ke~ N T T 4 —



V. REICEY HEE

V. ®HICBd 5IER

1. #IRZ
(1) FIRZ DX A

%57 M 100mg

ST YN a—T 4 TR

527 v 0D & 100mg : FHE (0 ENARESE)

(2) HEIDHER KR VIR

(3)

(4)

(5)

fRFE44 HF 7 VEE 100mg H127v 0D $E 100mg
PR - HE | 9T WG - T4 v A a—T ¢ U EE Wt - FEE (DN AR EE)
:D ‘/47-’7}‘ ( 7)1'7‘1[,\‘ (]:D
o /) oo )
A\
V4Si7
EHE (mm) | JES (mm) | & (mg) | B (mm) | B (mm) | #& (mg)
7.6 3.4 144.3 9.5 4.4 303
FAIO—F -
M L7
WERIDWE -
R L
ZF D1t -

AR

2. HH O

(2)

(M) BB GEMRS) OE=RUHMA
e 44 15 7 VEE 100mg #1521 0D $E 100mg
ERollp %y J1F 270 7 a Y KA 102mg
(1 &) (B2 7uYr b LT 100mg)
D~yv=hk—)L, E R Yot It |D-~vr=F—/, B R 7ot it
E—A JaAHNLAa—RAF KU La—Z AKE#EE FeXdi Fu itk
A, TINMBEATTILF R TA 2L | ra—R RYE= L7 ra—1L (5248F
WInAl 7, Ry e= T va—n oAt | ki), Za A Ar—RF FU T A
W), ~27 v a—14000, (LT, | TABATT UL RO A A7 T
B = R bk, = gk — A, mE= ek, B haTv=n
—JL
EREZORE -
AR
e

(3)

% L




HHBY SHEE

3. RMTAMROERKRVEE

BEARRNA

paliii]
B4R

5. IBEAT HAIHETED B 53R

BN

6. HADZREHTICHEITIREL

(BUF I3RS OE L 7 B O 3R plie & Redl)

#F 7 L E 100mg

AR O A A (A R
segpsr | 25°C/I60%RH/ [PTP +7 VS =7 A48 3 Bk N
SRR Wi T 3 I B
ST 40°C/75%RH/ |PTP +7 V=0 14| 6 H Bk N
I A w7 FV=F Ui | 64/ FUE
e | 50T Y T R
TR S FE e BT A - B 3% H Pk
[ % S5y Y SR OF 7
wie | POTIRHN | o pte | awp  |REOTCBUC (RRREL) ©
B e HLH P9 C o5 7 72 Vo 3R 00 [
g | OO e o g e | s an | OWOUC, BIE G
i L) OEFanE
e *3 %%%@%@ i%%; 120 7 1x + h Bk
* 1 BRBORE « M, MEIRAABR, BRI ME, WS, AR SUSRREBR, koY, R
%2 PR H : MEIR. VEHIME, AR MU, K. B
*3.D65 7 7
%1927 OD $ 100mg
RO FEIE [ et A (A R
e 25°C/60%RH/ I BN
RIMRAFRER ST PIP +7VS =058 3% | rmaii 24 5 A % T2 T)
mgaager | 0GR prp s mpase) 60 B
e | BOCIRY T R U P TR RO 753800 5
S I R I e % T I B B
HH N TR IR OIE £, O
e | 25°CIT5%RH/ A (2 Ky (U L) o3
W gy | MEATZORCRE S0 v (i L) off T
MRS BN
A R ! BN TIHEHEORE T, O
eye e | 40°CI75%RH/ NE— (2 Ky (R L) ORI
W) gy | RETTRCWE S AR e Gk ) o F
PSR BT
S HURN IR Ol F75380 &
F*2 25°C/60%RH (B0 120 5 Ix - h |[u7=, 72, OO
b

*LABRIEE - MR, WERRRUBR, MIEERRBR GEERLIR) . MEEME, JAHE,

238
*2.D65 7 7

L=
[S=EAN




V. A9 HEHE

10.

11.

12.

REERVBERROREN

AL

CfeF & DEREELE (MEEFHEL)

BN

CRHM

EHRERE (8 FviR)

w5 - AL

(1) FBRNIDELGRR - E. NENFRLERR - QEICHET 2FR -
M L7g

(2) 8% -
<#AF 7L 100mg >
100 & [10 & (PTP) x10], 500 #& [10 & (PTP) X501,
140 & [14 & (PTP) X10]. 500 §& [/37]
<A+ %)L 0D & 100mg >
100 & [10 & (PTP) x10]

(3) FHEE :
Y L

(4) BEROME -

<Hh+ 7% ILEE 100mg >

PTP % : PTP (KU Fnt'Lr 7 4 b, TAI=TLE) +TALI=008 (TA2
ZUL ARV ZFLTIR— T (VL) +HGE

NZEE ARV EZFLURER RV R e e Lol vy

<#7+ %)L OD $& 100mg >

PTP @4t : PTP (FU 70 Ly /RYEF LU T IR— b7 4 b, T I=T L),
FLI=ZWIE (FAI= A - FBYVTF LTI R— R T 4 LDL) + 5

ARSI N SEME
AZ L

Z Dt
AR BRI



V. BRICEI SHEE

1. SEEXILHR
O 2 RUBEIR P
O 2 BRI 2 & OF9 D 18 1L B N
2L, REIEAREXIIEITHATh o BE 2R <,

2. MREXFIHRICEET TR

5. MBERIFIMRICEET HFE
< 2 BUPER I >
5.1 AAIT 2 BBERE & oW S B ICxt L CoRMEH L, 1 BRSO B 12135 %
L7z &,
5.2 mEEEHREREE A LB T O KR R 2BE CIEAR O MR FERSfF T2
Wi, BB LR &, [8.5, 8.6, 9.2.1, 16.6.1 B ]
5.3 HEEBRERERE CIIAR O MK TERR +2ICE bR WATEEMEN & 5 D T
Hou B 2 mE M5 2 &, [8.5, 8.6, 9.2.2, 16.6.1, 17.1.1-17.1.3 ]
5.4 RFNOMEHILH &0 COPERFIEEDOIEARTH 5 RFHEE, EihEEE +micit-7- k
THRPART D RGEICROBET L &,
< 2 BUPEIRIE A6 OF 3 2 18R s >
5.5 eGFR 7' 30mL/min/1.73m?2 5 O B Tik, AFIOBEERAN Ho & 5720
REMER DD Z & ARG HIZeGFR MR T T2 2 &03d 0, BHREEENELT L2
DD s, FRCEG LR b, Eio, KA L FIZ eGFR 28 30mL/min/
1.73m? RGfIAR T Lcaid, &G0 B2 EEICHEr 2 2 &, [8.5, 9.2.1 ]
5.6 [17. ERIRMAE) OEONFZHM L, BRRBRICHAZAN DN BT ON R (JFB%E
B PR, BHERES) &y ICEMiR Lz BT BERIER ST DA KT A BT
LW EHECEIEE S A BB, MNBEE RIS 52 L, [17.14, 17.1.5 ]
<R >
< 2 HUFE R IR >
5.1 1AUERIFOBE TIIA AV AR DHRH R MAED R EDN U TH DT DRE LT,
5.2 B2V 7av L SGLT2 [HEEMEZ R L, BligTO Vv a— 2 FHWILZH L, i
WCBRENCAFET D7 Vv a—ADRFYEEZEET 5 2 L1280 . HbAle, ZERgHF b {E
WONC BB M E %2 & ETDIER 2R, -7V 7e P oERKBFOED 2D
DRE TIIEDRH CTE WD E Lz,
5.3 MEEEMRERERF IOV TUIADER OLREMOBIRND, BHOLEEEEEIC
HWr 20BN D HT-OFKE LT,
<BE>
AARANT —%
H R REIRE E 21 5 2 BBEIRBE IS, 7Y 7r YL LT 100mg & Hi[ElRk M
B LIz, 70 7u P OREBUELSETRED AUC, . X BHREE R 2 BUEIR
JERE L L TR 26% ER- Lo, £7o. BB IER MO EEEHREREEL LS 2 1
PFERIFBE 1T 1T 2% 5% 24 FFE TORFERP 7NV a— 2P EON—ZF A 0D
DAL E CEEMEI95 % EHEIX 1) 1% 86.592¢[75.612, 97.572] & Of 61.017g[49.362,




V. BEICEYSEE

726711 Th o7z, (TV. 5. (2) 3) QRF 7NV —R 24 K] AfEHEIE (UGE, o4,)
WX 2/EA] TV 10. (1) BHEREREER ] OESHR)

S ARMREERFRER O 5-RIED eGFR Z @RI 1 & L7oIREHI& TRE (24 8%) (23617
% HbAlc ZAb & DO JERIfRMNT Ot F:, eGFR 60mL/min/1.73m? Kiii D BE 1L, 7T &
REESH, HF 2V 7r P 100mg B 2 1], 200mg #EH 3 G & DR ol ST
V7P U BETIEHEWTNUOHEICBWN TS 78RR L g LT HbAle XK T L7,

FEMABMRIMIRERIZE (+5 eGFR BID HbA1c L E (24 58)

HbAlc (%) FG-HHE O 02 kE (24 # LOCF)
S == 5 %&% N— A _7 /]) Vg %}ﬁjﬁé‘{ﬁﬁ 13%@
JERIRF (3¢ 5-Rif 0> ZEJAE) B Z¥ | F¥E (SD) SR fE AR
eGFR 45=< < 60 |PRf 5 7.76 (0.45) 0.85 0.41
(mL/min/1.73m?) 100mg #f 2 7.90 (0.42) -0.79 0.67
200mg #f 3 7.43 (0.42) -0.65 0.56
100mg + 200mg & 5 7.62 (0.44) -0.72 0.42
60= < 90 |PRf 57 8.01 (0.71) 0.15 0.09
100mg ¥ 65 7.90 (0.73) -0.69 0.08
200mg Bt 50 7.86 (0.64) -0.57 0.09
100mg + 200mg #f | 115 | 7.89 (0.69) -0.63 0.06
90= PRt 31 8.15 (0.71) 0.45 0.13
100mg Af 23 8.20 (0.73) -0.85 0.15
200mg #f 35 8.35 (0.86) -1.03 0.12
100mg + 200mg #f | 58 8.29 (0.81) —-0.94 0.10

o SHOrE T Y (AT %58, AR HbAle 0% H5a1E) (2X %, 727 L. 100mg + 200mg
TR DWW TR K B G REO IR A EEME O TN K9~ 5 Brdk 2 OFHEAE,

eGFR : HERHREKIK AR, P . 77 v AR #E, LOCF : last observation carried forward, SD : fE#%E

fRZ%, 100mg + 200mg %% : 100mg &% & 200mg BEDAFF,

S5 MLAH B SO 30 Ak R 5508 O B 5-RiE O eGFR # J@ R 1- & L 7= iGH %
T (52 11%) (Z&1F 5 HbAle 2 b &EmDJEHIEMNT ORE R, eGFR 60mL/min/1.73m? #
MOBEEIL, 7V 7r Y 100mg B 28 i, 200mg #E 34 5] & D 7o T2 D3,
HbAlc Z{t&IX. 100mg #E& O 200mg B TENZE4-0.76% K ~0.88% TH 1V ., W\
DO HEIZBWTHHEG-AIE & ik LT HbAle 13K T L7,

FEMAEMXIIHRARERPIRSHARICETSH eGFR BID HbA1c £1LE (52 #)

HbAlc (%) F5-EED B OZ ki (52 18 LOCF)
VIpRpUT R o| BER |N—RT A | GG S
JERRF (B R0 F2RIfE) BIHE |5 o |l (SD)| EEES FENERRE
eGFR 45= < 60 |HiMUEE [100mg| 8 7.96 (0.37) —-0.79 0.21
(mL/min/1.73m?) 200mg| 14 |8.06 (0.83) -0.95 0.16
PFFRE [100mg| 20 | 7.87 (0.91) -0.75 0.17
200mg| 20 |7.86 (0.81) -0.84 0.17
&t 100mg| 28 |7.89 (0.79) -0.76 0.13
200mg| 34 |7.94 (0.81) -0.88 0.12
60= < 90 |HJhFEYE [100mg| 77 | 7.73 (0.73) -0.73 0.06
200mg| 148 |7.86 (0.73) —0.96 0.04
BF#E |100mg| 279 [8.01 (0.87) -0.95 0.03
200mg| 271 |[8.10 (0.91) -1.01 0.03
&Rt 100mg| 356 |7.95 (0.85) -0.90 0.03
200mg| 419 |8.02 (0.86) -1.00 0.03
90= B [100mg| 42 | 8.01 (0.69) -1.05 0.09
200mg| 90 |8.08 (0.75) -1.00 0.06

) AR OER S AEL AR, @, mAZEsF 27 ) 722 LT 100mg % 1 H 1 [REIFIAHT
TEIERICRO®REST 5, THD,



V. AEICEAd HIBR

HbAle (%) BEG-AEN S 0 kg (52 # LOCF)

y N—2 7 A ELkS) .

BRIET (saiodsuin | s geewe] 000 A7 O BT e
eGFR 90= PFAEE [100mg| 158 | 8.31 (0.96) —1.08 0.06
(mL/min/1.78m?) 200mg| 170 |8.32 (0.91) —-1.17 0.05
GEi 100mg| 200 |8.24 (0.91) —1.06 0.05
200mg| 260 |8.23 (0.86) -1.12 0.04

s ET v (R BERE, 45 HbAlec OF5HIfE) 2L 5,
eGFR : HEFRERIA A E . LOCF : last observation carried forward., SD : fE#E{R 7=,

SNENT —H
SRR EFIC, A7) 7Yl LT 200me™ ZHEREAKG L& &, BB
REfEER . TEEBRERES MOEEBEEREEREON T 7Y 7a Ty 0 Cyy (FIEHF
RIFSRER L B L T, 2R 27%. K9 9% L OV 10%IK T L7z, F£72. AUC,.I1%
IEFBHRES L LT, ERENK 16%., £ 29% K O 3% minoTo, RIBE AR
BETIE, ARFROBITICE > THF 7 7a v iiigt A EBREIN o T2,
Fio, EWEHEE CBRE, PEEROREBEERESICRT 2% 5% 24 FFfETO
BRERF 7NV a— AP BEOR—Z2 T 4 D OB bR GHEEAEHE) 1. 53.04,
38.32, 17.11 k1N 4.27g ThH -7z, ([VI. 10. (1) BHERERES ] DESM)

5.4 MEPRIFHSEDO — e kB FHE UTERE LT,

< 2 AUEIRIFE 2 A OF 9 2 18R g >

5.5 2 BUBEIRIE & A 0F 9 2 B IBRIRE 2 B L 2854 121%, AFHE 5 H12 eGFR MK
TIT5Zhnd 0 BHEEREDEICORBRIBENNH D Z End, LEMAIEEIC
VWL TG T At EEEMESTAZ L2, £72. eGFR 75 30mL/min/
1.73m? Kl O BEIZ OV L, BRRBROXMGEMICE £ TE L T Y EM DR K
ERRON TS Z b, FiElIcITEGZm L2 & & Lz,

5.6 IR IT k9 2 R LR A Frak L7z,

3. BiERUHA=E

(1) FERUVAEDMEER
WE ., RACII A7) 7aY LT 100mg 2 1 B 1 BEIARTUTEE#ZICR A& G
60

(2) BERUHAENRTERE - B
< 2 BUPER I >
FEIC W TIR, EANERRKRRTIX 1 A 1 BRI G THIMELR O Z 22 Gt LT
L, BEOEELHRG L ENERRER CIX, P OARFIREED AUC 1ITRFO
BEZTT, BREICKD C,, DIKTFAFRD S0, MBHE FERIC LI AT/ S W
EHREINTZZENLRE LT,
HEIZOW L, ENERRBRICEOT, 100mg 1 B 1 [ERROF5IC L0 Bif7e i =
= VEEEARRD OGN Z ENDREE LT,

) AFNOER SN AEL AR, @, mAZEsF 27 ) 72 LT 100mg % 1 H 1 [REIFIAHT
TEIERICRO®REST 5, THD,



V. BEICEYSER

< 2 AUBEPRIFE 2 B 0F 3 5 18 B e >

2 RUBE PRI 2 A 0F 4 D AR MBI 2 60 52 & U 7= [E B h [R) 45 TR G BR A OV PN 25 TR R BR 12
BT, 100mg 1 H 1 [EEGIZE Y FEFAGE B & ORIREHGEE B 23800 2 A 20, W
RICARFEN RSN e, RFIORELROHES 100mg 1 H 1EHREG 552 &%
ZHLEZI,

. BERVHEEICEET 2IE
BRE S TN

. ERPR AR

MEBERT—F /Ny r—2
< 2 BN SR >
AR FBRIZ DWW CIE, EWNTEM L 72 9 5Bk 2 T, ¥4 T%Efi L 7= Thorough QT/QTe
R (DIA1010 3RER) | 5 IAH 45 B RERE T A0 © 2 BUBE IR BH 2 x5 & L=
(DIA3004 #5R) . 5 IIAH S s 2 BUBE R 2 %f5 & Lol (DIA3010 #ER) o 33
Bz Nz =B 12 BRI Rl & Lz, £7o. “ettsy — 2S5 4i5ed 2 BT, it
THEME L7=Z Do 41 RBRIZBEBER L LTz,

Bk
i | BRIy RERE 5 N x5
EWN %1 TA-7284-01 ERER N B A kf G L U7 BT | [ 53— R ] Rk A5
B 53R M40 5] (F2FE 3061, 7T &
AR 10 1)
[BEFOPE — ] A
B 8 3]
TA-7284-02 2 AREPRIG A kb5 & U7z | 2 BRI R 61 1) (3238 51
(RS RN i, 75 &R 10 #)
A TA-7284-04 565 11 AR FH ek e wl B 2 HUHE R B 383 Il (F23K
308 fiil, 7 R 75 )
AR TA-7284-05 EANREL IR DERY 2 BRI R 272 5] (3K

179 %, 7" &K 93 fil)
TA-7284-06 26 IAH B SO PR AR R | 2 OB IR Ip s 1299 4l
Gk

BEIREEFE | TA-7284-03 FEER T 4 v ba—T ¢ 7 | BEEER B E 20 4
FEDFAKIPINNA AT A T EY
7 1 Rk

TA-7284-07 HRA R R RE R A D 2 BB | 2 BUBE IR B 24 1] (P
PRI Rkl G & UT- R PRSRBE | R hERs . IE 0 B RE 45 12

bR 1)
TA-7284-08 B O R fERERR N S 24 41
TA-7284-10 FTRY TN FF oL OEYMA | [Groupl : BTV 7nP
1R B DB T A —H ~DFY

B RN B 25 B
[Group2 : 73U 7 U FF v
DIEMENHE /N T A —Z ~DFY
B R NS 19 B




V. afkIcEY 45ER

b | ERBRX Sy RS R4 PoES
sk EAIEE! DIA3004 TR A5 FE B AR RE R A 11 O | TP A BE RN A1 5 2
QBRI E g b Uiz | BEIRIGEE 269 f (33K 179
R B, 7Z &R 90 i)
DIA3010 S5 LFH e 2 THOE PR IPT B 2 | i 2 B PR R 714 1) (32
L L L-RAR 477, 77 &R 237 f)
GRS | DIA1010 Thorough QT/QTc X 5x faERERR A 60 B
SEEH
Hirdak R R4
sk NAP1001 PPN R o Rl Byl A EIE R0
NAP1002 2 TBEIRIF R et G & U7 I # 5 iRER (RiB )
NAP1003 IREA & B RAN ORI NA AT XA Z 21 7 ¢ 3R
NAP1004 A MR L OFEYAEEHRR (1)
NAP1005 EAGIES AN S P il G V.
NAP1006 ~ ANT L AR
DIA1001 TRFERR N BYE 2 /PG & U= A R R
DIA1002 TF=NTANTOF =R RVR VA R oL b OSEYFH A AE
FHER
DIA1003 EWSRERRE A A kG & LT B PR R
DIA1004 7V T U R & OZRYFEAERFER
DIA1007 A A L ORI
DIA1009 VUNRAE T b OFEE EAE R
DIA1011 GG A S am e (1)
DIA1013 JFHERERE 3 2 %t 5 & L 7= 3 Ehfealin
DIA1014 UaFx v b DY AR R
DIA1015 JEWENRE D F B L BIVE 2 R L 7= 2kl
DIA1016 T —7 7 U2k O3EYFR HAERRER
DIA1017 WA RIE DA A AT R T e Y T ¢ R
DIA1019 ARG 3T 2 Sammeri (2)
DIA1020 S 523 1) 2 RIRER i e
DIA1021 MERTHI S A TR F U T 0 R
DIA1022 Wb co 7 N a— 2GR
DIA1023 2 BUE IR EH b G & U 7o B e 53R
DIA1025 R B M R A Vs A R L 7 R
DIA1028 A MBI L OEYFR R (2)
DIA1029 V77 ey kORI AAEHRER
DIA1030 TERERR N & %5 & U 7= Biln] K OV 48 #5388
DIA1031 v a AR Y b OIEYE B AERRER
DIA1034 b krzaad7 YR EORYHAERRR
DIA1043 WS 0 B = 0D B
DIA1045 B MBE~O 2 G L7235
DIA1047 IMEE K VB RS RE~ D B & Wt L 7= BR
DIA1048 Ta_x Y K e oY A AERER
DIA2001 FIAR A hAsL 2 PR Bk e iR
DIA3002 B A AL VORI =L LT AR 7 5 1 R % R ER




V. BEICEYSEE

Hirds AR E ez
sk DIA3005 AR B TE 7 T & N i PR R
DIA3006 B A FARAL I T T B R T 2 70 FF ot ke ©
DIA3008 WA CV 7 o M 23R L ett: (2 o373 SU
7R R

DIA3009 IR A RV OFHZ U AT RaiRaER »

DIA3012 53| BAE S N A PRIV VR ON = A I VAN 0 25 W e c P S
DIA3015 %g%%F$wiV&U2w$;w7v7mﬁﬁv5797%yﬁ

< 2 BUBEIR IR & B 0FT D12 g > (2022 45 6 A 2 BUBEIRIE & & 0F T 5 18 M g O )

EEN

iR BRIC O\ TIL, 2

RUBEIRIW féﬁﬁf@mﬁ%3%(ﬁémﬁ%)®$%%ﬁ

G & Lo EWNETARER (TA-7284-14 &) &, BEEREL =T T D 2 BBERIEIZ
FAH5AT—Y 2 XT3 CKD ROEENET VT I VREED BE xS L L EERIER
MAHFER (DNE3001) o 2 3BRZFHE R L L7, Fio, ARMERHMIiD 729 _@%f%m
L7 KB CV 7 7 b 25808k (DIA3008 5Bk & O DIA4003 3BR) # 2B &R Uiz,

S E #
I BRIy R E 5 R4 PO
=N EAIIEE! TA-7284-14 | SBIFEE S G RER 2 FUBERIFIZ I3 1T 2B IR PE RS

JEH 3 H (BAMERVER]) DERE
308 ] (2K 154 B, 7T k&R
154 #i)

[EIRS IR | 25 AR DNE3001

FHEIE (event driven) R | FEUEIRIR AT T D 2 BUPER
. AT—3 2 Xk 3» CKD
NOGEVET VT S U IREE D B
#4401 B (523€ 2202 fil, 7
F R 2199 )

(5B AAAN 110 il (EH 57
fGil, 7F k&R 53 4))

SEEH
I RS R4
HESk DIA4003 QHIBEIRIF R N CV U A7 D B E 265 L L2 7 v N1 A
(2) BRRFEIEAER -

1) %5 1 AHH A 5k Br [ABR % 5 : TA-7284-01] ®
TEEE R N VE 48 i (WHE# 55—~ IR 1046, ZF 27U 72 30 ], %

DR

N—=hAF 7V TaTr 88 axtgl L, hF 7Y Ta vy (A 30mg

100mg, 200mg™, 400mg™ ., 800mg™ X (X7 7 AR A HEE G LTz & & D4,
DEME, RyEhie, K EAIMER M O 200mg #E5-FOBFHEORBIZ OV THRE LT,
Wit 53— N TORWERIZ, 772 REETIE /10 FllC 1 GEMM) <Tho,
;7Y 7a YU BETIE 100mg FET 16 (16.7%) 114 (URFB, 27 a s a7 U 8.,
200mg BET 1 (16.7%) 31k (T77=0T7 3/ bT7 v AT7 =27 —BHN, 7ARTFE
YT b T UAT =T — BN, R, T/ n s m T HNA 1 4F) . 400mg

éﬂt%&&o%g D@a ., AT T 27U 7aP0 2 LT 100me 2 1 H 1 [RIEIART

) AAN DGR
T RIS

A EE95, 'C&’)é



V. AEICEAd 5IER

HET 241 (33.3%) 314 (fHr Y 480 2 £F, Bk 1144) . 800mg #£ T 4 1] (66.7%)
61 (FHISH:, 79=2 T3 hNFLo AT —FBHN2ME. TANRTE BT
JNTZUoRAT 2T —BHM 1) Thote, BEORE - N TORIEHIX. BH%H&
BRI 8 il 2 5] (25.0%) (1 4 (GEmpETE 2 4, M. fd Y o8& 14) @R
O BT, A XA B ONDERIZB W T, BRRAICEE 22T 517, 46
L. TOMOEELAEFRLOFOMO BB/ ERTLII /L, AFFRGICL I
B FRO BRI o T,

2) % 1 FIE B 5B R BRE B« TA-7284-02] ¥

2 RIBEIRIFEGE 61 6] (7 |AR 106, B F 27U 7av 518 Zxtgl L, 17

Voua Yy I 7 7R E EEEG L, 1 BRELE®Z, #7270 7aY 25mgh|

100mg. 200mg™. 400mg™ XIL7 T R4 1 H 1\ (&) 12 14 0 k5

Lz & D2, EMBENRE K O FHUERICOW TR LTz,

2B, HEIFOERITKREZ T 72 100mg D RFED A % it 1 5,

g ORERIT TVIL 1. (2) 2) KEEE ) OWMESRT L2 L,

OF-sxlid
BUWERIZ T 7 B AREED 310 Bl 714 (TFHI 414, . IR T7AVT I UM, E 5
MM, & 146, B+ 270 7a P 5o 10/51 BN 15 4 (EEmEEE 8 1, LiE
HE. TR, FEMED E WV, R, I 7 v a7 ) U, R N-T a7 T R
. R MAREEME, JRITPT AR EY DU U, % 1) RBobhnis, #&
HERORBEIS 1L, FERMEBPEN, 25mg BT 12 It 4 5] (33.3%). 100mg #¥
T 12 BH 2 6 (16.7%). 77 BAREET 10 Bt 161 (10.0%) ToH-o7-, FHIIE,
26mg HET 12 414 1 6] (8.3%). 77 &AREET 10 HlH 2l (20.0%) TH-7-, E
HEER X, 100mg #C 12 B4 141 (8.3%) . RS2 X7 v 7 u 7 U % 200mg
BEC 1B 1H (7.1%). R N-7 a7 F RENZ 25mg £E T 12 #1414
(8.3%) . JRH 7 b AKBEMEIT 400mg BEC 13 FlH 1 1] (7.7%). JRHETAFEY
27U HINT 25mg BT 12 Bl 161 (8.3%) . TFEIMED ML 25mg HET 12 4
H 16 (8.3%) Thot, L, TOMOEERAERFRLOEOMOEE2AGE
BTN, AEFRICLD2FIFILRO bNienoTz,

OF SELOI(E!
a) IJRP 7 v a— 2 24 REH BFEHEIEE (UGE) 44, (X9 5 1/EH

A+ 7Y 7rY 100mg #EIZEBIT D UGE 4y, 377 ARG H & CHHE
REMMRARD SN, BT 7Y T7r Y 100mg BN N T TR REHCBIT ST T
T AREE HO UGE, o, OFEHMEIZENEI 14.551g, 18.367g Tholz, hF 7
U712 100mg (2813 D UGE, 4y P77 BR#EE 0D DL & O E
X, #5451 HETIX, 93.341g Th o7z, 45 16 HH TiX, 98.506g & 720,
PRI v 3 — 2P E e G- M MR s e, — . 77 BRI
% UGE, gy, P2 LEITH G 1 H H T-2.223g, %45 16 H H TI1X-0.422g £ 720 |
e H AR I UGE, oy OEMITHR SR T2,

) AR OER SN AEL AR, @, mAZEsF 27 ) 722 LT 100mg % 1 H 1 [REIFIAHT
TEIERICRO®REST 5, THD,



V. BEICEY 51EH
BEF (7S5EREER)D 7ZtR | HhFU7022100mg
© FHHbA1c(NGSPTE) (%) | 8.91 8.28
140+
[ 75K (h=9~10)
R 120] M »F/U7092100mgn=12)
H
j
JjL 100
|
Fx 80
I ]
g
4
& 40
#
0,
TR 1HE 288 3HE 48E 5HEB 6HE 15H8 16HE 17HE 18BH
250 ($h) (R5KT)
F5uKE 4 ) 2 ) +t 1 1+ 1 ) 1 )
nrouzasvEt 4 t 1+ 1T 1 1+ 1
1 TSERES
{*rrou7nv s
RS ILO—R 24 B RiEHEME
) R PR PR E

BHEERIUIE G 1 HE RO 16 H HOWTIZE W T H R GHHCNIZE
EI, KERGICLDREREIAON N1, #5516 HEOKZIRKX
D & B PR PR 35 Y D S RIE O fie KAEIEL, 100mg 5T 75.1% T > 7=,
P 5. 13~24 FEICOLEROERIEIL 42.2% TH 0 . 24 FEREHE L 72 FEURILBH
EERANRD SRz,

18H (BERE) 16HE (14BEREREREA)
- H+7)70>>100mg(n=12) -8 75+R(n=8~9) Fi5fE+SD
(%) (%)
100+ 100+
80+ 80
) )
5 60 ¥ 60
% %
Iy 40 Iy 40
FH BE
= =
® 2] L] g S S |
1l +—3 | i
L 8 T T T T T T T
0~45 45~105 105~13 13~24(h) 0~45 45~105 105~13 13~24(h)
o 5 SRR 51 B
oo e oo |
2ABMOF | JS5R | HF4)709100mg 2ABBOF | JS54R | HF4)7092100mg
BRI BRI
FAESR (%) 37 51.0 FAE (%) 1.6 57.1

BRI EEEDOHRS
T 1) 2 BUBERIR BT 351T 2 B RN BE 55 R o0 B 5 U
TR PRI L 32 (%) =
(77 2R H B OBFEHRILE(Q)™? -5 H OBk E(@™*?) /7 Z7 Rk 5H
O BEFFR I E(g)2 X 100
7 2) BRE PRI &L AUC 12 eGFR 23 U CfE L7270 3 — ADRERKIR AR &N S
UGE %7 L3[R L7z,



V. JAEICEAd HIER

c) 24 BFEPPIBE R (MPG o) (23 2 1EH

d

~—

HF 70 7Y 100mg BED MPGy oy (3. 5 1 HENOEKFRA LN,
HF7 Y 7Y 100mg BEN OV T T B REED MPG,,,, DZEALEOEHEIL, #

51 HHTIZZENETN-19mg/dL, -3mg/dL. #5 16 H H TIZZFh-29mg/
dL, -1lmg/dL THh o7, 77 ERREE L TR T RIFIREL, 51 HE X

DG 16 HETE Y RERIKFREEZR LT,

1HE (BE%E) 168EH (14BRRE’RSREA)
7oK HF41)702>100mg TR 7+ 702>100mg
(me/aL) (n=10) (n=12) (me/aL) (n=9) (n=12)
01 0
Bl  —5- BT  —5
» »
5 5
D —10- D —104
24 24
RF B
ETE —15-] E —15-
) 9
B 201 -19 B 2]
E +17 18
T 25 ;’E —25-]
& {8 +SD 2 T8 £SD
—30-! —30-
BE/ (752 RIEE5R) D245/ T miEiE 77eR $7#7702>100mg
(F5fE.mg/dL) 233 200

24 B FEHYMEEEIEE

OBEHEERANE (RT,) 12 5 7EM

RT 1351 HEALW16 HHOWTFICE W THREHZHCIIET L, &
LIRIXEID RT, OFHMETHEREG 1 BEH LY 16 HH ThT B bL o0, KiE
52 8L D RT IR FAEROWBES LA B ieinoTe, 1727 ) 7a P 100mg #
D1 HHODRT g 1L 98.1mg/dLL TH Y . ¥ 45 16 H H ® RTg gy (.
86.5mg/dL ThH -7z,

T5ERREE 186 (BERS) 16BE8 (1 4BMREIRSBEE)

-0-75tKR(h=8~9) -@ HF5U70>>100mg((h=12)
FigiE+SD HHIFRBRHEOTBBATTOY b (fl : 0~4.58RDFE, 2.258H)

(mg/dL) (mg/dL) (mg/dL)
300 300 300
250 %:% 250/ H/E 250 H/E
= = B
%EE 2004 %EE 2001 %EE 2004
% 1504 % 1504 %% 1504
& 1004 & 1004 & 100
501 501 501
(0] T T T 1 (0] T T T 1 [0} T T T d
(0] 5 10 15 20(h) (0] 5 10 15 20(h) (0] 5 10 15 20(h)
RE%ERE BE%EERE B E %R
RTeo-2an 7SR WA RTeo-24n TR HEFINARRT RTeo-24n TSR WA
100mg 100mg 100mg
(mg/dL) (mg/dL) (mg/dL)
247+30.1 212+17.9 248+32.9 98.1+22.6 232+27.9 86.5+23.6
BERPBOEDFIELSD
Ay b
BN R



V. BEICEYSEE

3) PEEBHBEREZMES 2 AERFNEE 2L L LK ERRBR[RBRE S
TA-7284-07] 10
IEHEHERE (eGFR 80mL/min/1.73m? DL I) MO E#RERE (eGFR 30mL/min/
1.73m? YA | 50mL/min/1.73m? Kifwi) ZFf 9 2 BEERIGEE (24 ) (&7 v A=
—IEIZEY . B FTU T7r T 100mg X 200mg ™ & FIEFTC AR 0BG Lz,
7B, EIFOERITAGRZ 51T 72 100mg O RHE D A ZFFIT LT\ 5D,
O RF 7 a—2 24 R REYRM R (UGE, 44, (X 21EH
HF 7Y T 100mg & HEE G LTZERD UGE, 4, D& EG-HTH b OELED
EHE[95%E X ML, IEHEBEHERE KO EEBFEERERE TZATH
86.592¢[75.612,97.572] & 1} 61.017g[49.362,72.6 711 TH YV . WFHOEEIZE N T
HEGRTH & ARTHMAED 5,

(&)
140

H EXBMESE(n=12)

R 120+ (eGFR 80mL/min/1.73m 2 k)
h W S EBREEESE (n=12)

v (eGFR 30~50mL/min/1.73m?)
& 1007 F{BESD

;L 80
&

i

3] 60

2

5 -

by 40

4

= 20

o

#E5HE #58

RAETILI—R 24 A REHHE

@ I 27 L a2 — 2 PRI %9 B R
J1F 70 7 a Y 100mg & B G LB MR 70 o — AR, EE B HEE
B M OV A RO REFE S R AR I 1F & A E ORERSICB W TR EGRTHE &
TIRT L. 24 REE OFFE L 72 BFEAR TER A i le, it 70 o — R R R
T ORRBEITIE R BHRERE & ik L TS R HRERE = Tl S o T,

1F 5 B Bk 28 3 (eGFR 80mL/min/1.73m2Jl k) th & & B8 BEPE = R & (eGFR 30~50mL/min/1.73me)
—0— #5§1A(n=12) —@— {¥5H(=12) FH#fE+SD
(mg/dL) (mg/dL)
350 - 350
300
Jii i
% %
? 250 ?
% L
| |
I 200 |
2 2
B b
E E
150
100 +——"F—"F—"F—""—"F"—"—""" 100
0 4 8 12 16 20 24 (h) 0 4 8 12 16 20 24 (h)
SR B
xHm R 5 EH R 5
AE & & e & &
& #
5 5

miEh oI 1 —RBEOH

) AR OER SN AEL AR, @, mAZEsF 27 ) 722 LT 100mg % 1 H 1 [REIFIAHT
TEIERICRO®REST 5, THD,



V. JAEICEAd 5IER

4) QT/QTe #AfiakBR A% 5 : DIA1010] (AMEADF—%) W
fEREER N 60 Bl a5 L L, 5727 ) 7P 300mg™ (4 87 0 24— R—BR T,
TRBRER D 5 % 2 1 F - 9B E 5503 57 f511) . 1200mg™ (56 fl), X 7 F v
(58 %), 77 &AR (58 4l) #HLAIEKE L& %D QT/QTe RIFRIZ MIZTHEIZ W\ T
ft L7z,
HF TV Ta oM EIT AEEHZE (300mg) X ONREHEEZ RS HE
(1200mg) Tix, QT/QTc AP IEE (QTcP [EkF2S 500msec #) XIE~N—RA T A >
MNH DO (60msec FADIER ), b L IIARENREZ RIET 2 EHE 2 OME RA EHFS
TR R o Tz,
60 5l 20 5l (33%) ([CHEFRN 1L LR L7, AEFROBREGIL. &&5
HCHBEEChH-T= (7 BAREESH] (8.6%), #F+ 27U 7w 300mg i 7 4
(12.3%), B+ 27V 78w 1200mg # 8 ] (14.3%), EXF > 7 axH T 8 7 4l
(12.1%)) THYH, WTFNDLORET %LU LR LA EHLD ) bixbZ<BHLN
TEAEERERGIL, W 9 (15.0%) . E.L 8B (13.3%) KOWEMH: 5 ] (8.3%) THh-
2o AEFGOBREIINVTNLBEXIIHEE Tholz, AEFEFROICLITIRTREK &
BIEH 20 b L) T [0 H 0 | LIRS EERRC X 0 HIlr Sh, 1R5R
e TREDH Y | RSN EFFERITME SN o7, WIFRPHA LN E RS> T
HHEFRRITTCEE LT,

5) HLAE T 72— AINGER AR : DIA1022] UAEADT—%) 12

RN 20 Bl 2SR & LC, 7Y 7Py 300mg™ X7 TR & HERS L
el ED 7NV a— AR RIE T B OV TRRET LT,
NFTV7a P BHEORO 7 v a—2AHBEE (RaO) 1L, 77 B RBECH TR
D90 ETIL T L, 2~6 K Tlixm< 2 H > 7o, ORI T Va3 — A &5 K
Bd-% RaO AUC O 7 T BAREEZxT D070 7o VU FEOEMELMEO X, 0~
1 HFRECH 31%., 0~2 BB THI 20%1K70 > 72 (p<0.05), BT 7Y 7a P D 0~2
REfEI D 27 71 a2 — 2N OAR N IE, 2~6 R[] TD 7L 20— 2RI DK 84% HH-+25 2 &
THZRSH, R ELT, 0~6 L TITWINENT-R IV a—2 &L, 7T vREE
X0 F 7Y Ta Y HETOT N T% VW E T Thole, 77 BAREITHART,
HF 7Y 7 a P RETIER K RaO 135 24%K T L7- (p<0.05),
B% O GIP LT 7 B RBECHAT, BT 270 7P U BTN 0% T L7z, #
(ﬁP1%ﬁi HFTVT7a P REE T TR AREETIE, BEOKRNO 30 43 £ CTRIRE
Tholein, 30 pUBETIET 7RIV AT 7Y 7a P U BECTEL., TAUC, , D
ﬁﬁ@@fﬁ?ﬁﬁi@%ﬁ%797uyyﬁf%&mk%#oto%@@GU%M%
FETIE, BGHHEOEIT NS ol

) AR OER SN AEL AR, @, mAZEsF 27 ) 722 LT 100mg % 1 H 1 [REIFIAHT
TEIERICRO®REST 5, THD,



V. BEICEY %1EHE

me/ke/min mg/ke
[ 1.2
. —®— 75K (n=19)
e —— $74170Y300 mg (n=19) 1
g .
Ty g
):II/ T9{E+SD 7 ost
| ]
2z X 06+
it %
% R 04f
=
S 021
0
6 0~1

. ,
] 1 2 4 5

3
B¥fE (h)

#OJ I a—AEEEEDS

I/L70 pmol/L
™ & 77t (n=18) . —@ 77tk (h=18)
60 /- H7F41)702>300mg (n=19) - HF4U70Y5300mg (=19)
Fi5fE+SD 10 4 FEETSD
50
il 8
® i
th 40 ®
GlP B
B 30 &
:4 f
2 4
20 GLP-1
R
10 E »
0
0.0 05 1.0 15 2.0 0
) 0.0 0.5 1.0 L5 2.0
B¥R (h)

$Eh GIP B
MR CIPRERE  scnmien GLP1 Rk

(3) RERIGRFHE
AR L
(4) REEHIRAER

1) BRI
EE AL LITHE RIGRER
AR A ER ER B AR E 5« TA-7284-04] »

[ 55 @-19) [ I#799789 300 mg @=19)
Fi#fE+SD
; ﬁ
0~6

0~2 2~6
B (h)

SFILa—RRINE

pmol/L
25

—@- 75tK (n=18)
—/ $7F91)70Y,300mg (n=19)
F9fE+SD

0:0 0.5 1.0 1.5 2.0
BERE (h)
MmiFh#a GLP-1 BE#®

HE BER VL EECHONT, 7T AR 23 MIZ HbAle DA L& & O LRl
HAKROAERSZEHE G LR LE L TRIEL . BEEHAEOBR£1T 9,

+ eGFR 7 60mL/min/1.73m?2 A D B
c RIEIEYEZ A0 I UIIE L TV 5 HBE

- BELBRECQITREZ A L TV BE

RERT WA | SHERILE, EEAL, TR R, CEER. AT LRGSR
PSES 2 A PR 5 R
TR BERAUE | FREDORMF AT 2 B R R
- i 20 LA B 80 RELLT
- HbAlc (NGSP i) : 6.9%LL L 9.9% L F oo
- BIZEABAAATT 8 WM LA _EITIE » TR FWE - EEWEE EhE L T\ D RE
FAebRAMEEYE | - 1 AUBEIRI, 2 IRIEREIR S R E

* NYHA .OHERESJE TRV OO AR RSEIR O BT XTGP0 & 5 B3




V. AEICEAd HIER

RERTT 5

4EMOBEC T T e RN G5%, IR, A7) 7rY 2 50mg,
100mg, 200mg™ X% 300mg™ % 1 A 1 [MFAEATIC 12 B 0% LS L7z,

mIEBIL .
_|4 p— (I) s 12 G&)
I
ISR (7561)
¥ 250me/ B (8261) |
\ F58R

HhF45)2on200meg/ B (7741)
HF451Y7a22300me/B (7561)

7R H

FHFIEE TR TIRIC 51T 5 HbAle (NGSP i) OZ{b#:
BIEHMIE H 22 RF B e D22 L B, (RE DL LR

LS

<H >

FHREMIE T & DB THED DIRRER THE (B¢ 5 12 #kF) £ To HbAlc
(NGSP f) Z{LiIZRED LBV THY, BF 7V 7ua P B ETEHWTNE 7T
BRI L THE HbAle (NGSP ) OIKT AR L7z (p<0.0001), F7-#f
M E#E ik 50mg BE & 100mg #E, 200mg BEM Y 300mg BEDF O p EiZW T d
p<0.05 ThH -7z,

BIREHBIE H Cd 2 EERIMFHEDOZ(L&IX, -7 ) 7a v f#cining 7
TR RS L CABRRIK T 2R Lz, A ZS@m Ml <l, #EH LE T 50mg
fE & 100mg BE. 200mg #EK O 300mg FED M @ p XV 31t p<0.05 TH -7,
REOZERIZB TR, REORD B3RO L,

BRI TE (N—X54Y) MoamMi@TH (85 1288, LOCF) FTO
HbA1c (NGSP fE) ZiLE (FAS)

pme | g | SIS EEON e oy
FSwRRE | 75 | 7.99+0.77 0.11£0.06 -
50mg Bt | 82 | 813078 | -0.61%0.06 E%?i%%i?
100mg | 74 | 8.05+0.86 ~0.80+0.06 Ef)fg;_%%i’a
200mg B | 75 | 811088 | -0.79=0.06 E?i?gf—%%%?
300mg M | 75 | 8.17+0.81 -0.88+0.06 Ef’ffé%%%’;

a) PRI CIEERAE, b) JREGE A EAE AR [ ] (W] 95%F X M
LOCF:last observation carried forward, FAS:fx KO fEMT 5 4E
WO T L (K1 BEGRE, AR - BIE& T H O HbAle (NGSP 1))
MR E. % p<0.0001

) AR OER S AEL AR, @, mAZEsF 27 ) 722 LT 100mg % 1 H 1 [REIFIAHT
TEIERICRO®REST 5, THD,




V. BEICEY SEE

BRORTE (R—X54 ) MoK TE (&5 128K, LOCF) £¥TO
EREFFMAEBLEILE (FAS)

FIRAREE| 75 | 170.7+31.9 -3.0+2.2 —
50mg | 82 | 161.4%34.6 24721 [12217-;’% f;;]
100mg B | 74 | 161.0+32.1 -33.1+2.2 [:?é%if 3{32,;]
200mg #if 75 | 165.9%+31.4 -36.1+2.2 [_—z?s;.é,i—sg.;]
Wome | T | 169132 | 8aER (415, 20]

a) MR, b) FEEE AW R [ ] 1 Xm 95%15 1 X H
LOCF:last observation carried forward, FAS:# KO R GeEE [
HWTET L (KT BHRE, AR - B T H 022 IEIRF i)
WHRIEE . * p<0.0001

BRORTE (R—X354 ) hoaRAKRTE (&5 128K, LOCF) £¥TO
REZLE (FAS)

N L At Al AT E2 A
FIeREE | 75 | 72.56+15.36 -1.15+1.87 —
50mg#f | 82 |65.77+13.56| -2.97+2.43 [‘_;-85% ,i_f_-f:]
100mg # | 74 | 68.61+14.86 -3.69+2.25 [:23-.52‘411 fgggj
200mg B | 76 | 68.97+14.50|  -3.47+1.92 [:%)-'5(”)21 ,i_;)_-g’g]
300mg# | 75 |71.30+12.19|  -4.50+2.24 [:i'.?(’)i fé’jé’é}

a) PEIEEREERAE, b) P AR ERE A, [ ] R 95% 5 HE X M
LOCF:last observation carried forward, FAS:#z KO xS

<EZEM>

RIEH O BIEIGIX, 77 2R 75 FIF 35 (4.0%) 4 {F (4 b o AEgn 2
fh, BEG, PHIARRYE, & 115 . 50mg i 82 Fid 9 41 (11.0%) 11 {F (L
N BN 4 0, ARIEESE 2 ¢F, (E, L. 18, SR, SMEEHOH A, &
11F). 100mg #£ 74 #iH 16 6 (21.6%) 21 # (fLH 5 b AR 5 7, EREHED
i 3 1k, ARIBHE 2 8, AMEEEED P A, DFERARDUR, 22, SR, BRiE
PERERE, W35, FRRE, BYERISIIRIEAE, AR AR, i gL i K Sl s n
JRPEABEYE, & 14#). 200mg & 77 #ilt 16 # (20.8%) 24 4 (2 bk
I 9 . ARIAEEE . MOEEMERIE, A& 4t ARk 2 . (ERE. e,
REME, B AR, R BE. 4 1 1F) . 300mg B 75 4 17 B (22.7%) 18
(s S AR 6 . ARIMAEEE, MEGEMEARmAE, Bk, S ey v
HIE, AMEEOD A, ERL 1Y, BUR. T O FERE. RERD . BB, TR
BN, 4 1) Thoiz, BIEMIE. 100mg BE. 200mg FEK& U 300mg A C,
7T AR I U CHBICEWRBEIS R LS, 3 BER oS8 BUEIA 1L IR
Tho7T,




V. AEICEAd HIER

%EZ%% 3z HEH# (Tﬁ%iﬁﬁﬁ@ PR ZERER) |

(27 &b 3 ALLEMbEA SE (UL

T. SMBG) 7% 3L . m*ﬁéfﬁ%$%lﬂ ISR T A L L L, F7o. #ERE K
MBENREEOIL DRI FETL L 72 5512iE, AIEEZ2fR W SMBG % i L, JEfk & i b
FEEHREICEEHTH I L Lto (’*%ﬁf& (rfR)  PERTIIHERTE O RBERFIZ B B
FEA MR L, #ERE M RLE L AR MBE N S o D IE RS SMBG O MLBEfE 2> & 15K M &
I L7581, TREBLE L URMBEL 08 LT,
HE4 1B U D 4348
SEFE AR BE | MERE AP | SR 2R R X 7 s L B 2Y 70mg/dL LLF
AR i A A JEGEVERIBE (AR IE R N B 0 . Do, SEIRIFEFEEFO MBS 7T0mg/
dL LT
PRI gty isetnsdo 55 LA CUMVEAS S S L
S AR I WG 7R IUEER 23 B 0 . 2o, JEIRIEF RO LB 7T0me/
dL ## 25
EEEREBR
O % MAHARFER R RBRE 5 . TA-7284-05] 419
Hi TR THNC BT DB T A7 5 0 HbAle Z{bEZIEE L LT, # T2V
T YD TR DERE A REET S,
REBRT VA v | Sk, EEAL. 77 B RxE, “EEHR, IR s
PO 2 FE G ER
FIRBERIEUE | TRLOSM 2 77 2 BUpE IR B
- AR 20 UL L
- HbAle (NGSP ) : 7.0%LL E 10.0%LL F D
- I BHAAAT 8 WM VLIS » CRERIE « EBRE A I L TV B BRE
EpBRAMEUE | o 1 BUBEIRIE, 2 IRIPEREIR IR RS
-m%W%P%AﬁLTw5$%Xdﬁ$%%ﬁWlﬁuw BLE-ZE2D D
B
PEARIGUIE 2 5 0F L T 2 BE UTBIEHIBHAART 1 FLULNICRE L2 80835 D
B
« NYHA DMERESJE T XTIV O LA RIER OB A ED & % B
- BESERBEIMRBEEZAIFL WD EE
- eGFR #° 50mL/min/1.73m? Al D BE
BT 15 4 EMOBEMIC T 78R % 1 H 1 EEIRRICROKEGE, 778K, 2F-7 07
1Y 100mg X% 200mg™® & 1 A 1 [BIFAARTNC 24 WO S Lz,
WAL Q
_|4 BEN 0 AR 24 G
Z517R(9341)
| I5k
HF4517022200me(89%51)
FRFHEER | FEFMEE - IR TIRFIZEBIT 5 HbAle (NGSP ) OZ& b
BIWRETE E : 22 fGIRp B E 028 (b &, FEAM% 2 RERIMEHEOZ b g, (KEOZE
fe%
) AR OER SN AEL AR, @, mAZEsF 27 ) 72 LT 100mg % 1 H 1 [REIFIAHT

TEIERICRO®REST 5, THD,



V. BEICEYSEE

<HuM>

FHEFMEEH CHLIBEMETH (R—=XT 4 ) oipEikk T (5 24 1
M) FTo HbAle (NGSP ) Z{bEIIREDO LB THY, HF 7V 7ud
FETIIWNT LS 77 B RBEHCH L CHEZ: HbAle (NGSP i) O TFA7R L7z,

HbAlc (NGSP f&) ZE{bf %z #5870 eGFR, BMI, HbAlc, A > A Y 1 4,
IR, (AE. HOMA-S, HOMA-R CTHEBIMNT L7235, WIhoBIZB\WTh
HbAle DR TGRS LTz,

R H & 2 22 i E o 28 i, Bt 2 R E o2 b i, (K&
DERIZBENT S, AT 27V 7a P BTN S 7 I ¥ RIS L THER
KT H D WIEERDER 2R L,

BREYERTH (R—X504V) DoABEPRTH (%524 88, LOCF) £TO
HbA1c (NGSP f) Z1it= (FAS)

s o] R ATAE | R AT B D | e ;
&E‘ﬁ {EJ;& (%) 2 E“ﬁ% (%) b) 77 ’Eﬂiﬁi L 0)2’:5
77 & AREE 93 8.04+0.70 0.29£0.07 -
N -1.03+0.10*
+ - =+
100mg #£ | 90 7.98£0.73 0.74%0.07 [-1.23.-0.83]
\ -1.05+£0.10*
+ ~0.76+
200mg B | 88 |  8.04+0.77 0.760.07 " 1.25.0.85]

a) FHMEEAEERZE, b) PR AR AR ERR A [ ] 1T 95%(F EIX [H]
LOCF:last observation carried forward, FAS:# K DR % G4E
EoHoTET v (RF - GRS R - BN T B o HbAlc)

KFEERRAE, % p<0.001

EEERNOBEYETH (R—XTM4Y) Mo AERPERTHE (%5 24 B,
LOCF) ET®m HbA1c (NGSP ) ZitEDRERIfEIHT (FAS)

o 24 BEIZBT H~N— R
| TR | TA LR R
JE BT P57 o R fE p—
(miefRse) | RS | e e
I 8
eGFR <90 7T RREE | 62 7.99(0.69) 0.21 0.09
(mL/min/ -
1.73m?2) 100mg #¥ 67 7.90(0.72) -0.69 0.08
200mg #f 53 7.84(0.64) -0.58 0.09
90= |7 7&ARE | 31 8.15(0.71) 0.45 0.13
100mg & 23 8.20(0.73) -0.85 0.15
200mg £f 35 8.35(0.85) -1.03 0.12
BMI <25.0 |7 T7EBARE | 41 7.99(0.69) 0.12 0.08
(kg/m?) 5
100mg % 46 7.89(0.73) -0.66 0.07
200mg £f 47 8.07(0.74) -0.71 0.07
25.0= | 7T &AREE | 52 8.09(0.71) 0.43 0.12
100mg ¥ 44 8.07(0.73) -0.81 0.13
200mg #f 41 8.01(0.82) -0.80 0.13




V. BEICEAd BIER

24 HHIZBIT HR— R

) e NEATAL N S UL OB bR
EEIPSES B 5T ) P p—
(mifefrse) | WEES | o eana
T

HbAlc <8.0 |FTkREE| 45 7.44(0.27) 0.18 0.07
() 100mg | 49 7.43(0.27) -0.40 0.07
200mg Bt | 49 7.49(0.29) -0.47 0.07

8.0= |77 kARHEE| 48 8.60(0.48) 0.35 0.12

100mg Ff 41 8.63(0.54) -1.12 0.13

200mg # | 39 8.74(0.60) -1.07 0.13

AL AV [<5.0 | TTRAFEE| 32 7.98(0.69) 0.03 0.09
(10/mL) 100mg # 26 7.96(0.79) -0.55 0.10
200mg Af 31 7.99(0.74) -0.66 0.09

5.0= | 77 AREE| 61 8.07(0.71) 0.43 0.10

100mg # 64 7.99(0.71) -0.81 0.09

200mg #¥ 57 8.07(0.79) -0.81 0.10

s (%) | <65 7T REE| 68 8.04(0.67) 0.34 0.09
100mg £ | 63 8.05(0.68) -0.77 0.10

200mg # | 60 8.09(0.78) -0.84 0.10

65= | FTHREE| 25 8.06(0.79) 0.14 0.09

100mg Bt | 27 7.81(0.83) -0.65 0.09

200mg £ 28 7.94(0.76) -0.58 0.09

IR | <1 77 REE| 10 8.05(0.69) 0.41 0.24
() 100mg # 18 8.02(0.53) -0.67 0.18
200mg Af 12 7.88(0.64) -0.79 0.22

1= <5 | 7T vRBE| 42 8.08(0.73) 0.12 0.10

100mg # 33 7.88(0.67) -0.81 0.11

200mg #¥ 41 8.08(0.82) -0.74 0.10

5= TITRREE| 41 8.00(0.69) 0.45 0.11

100mg £ | 39 8.04(0.86) -0.70 0.11

200mg # | 35 8.06(0.77) -0.77 0.12

KE <70 7T RvREE| 53 8.02(0.77) 0.20 0.07
(ke) 100mg # | 50 7.91(0.75) -0.68 0.08
200mg £ 50 8.01(0.77) -0.72 0.08

0= |77 EREE| 40 8.08(0.60) 0.41 0.14

100mg # 40 8.07(0.72) -0.80 0.14

200mg Af 38 8.09(0.79) -0.81 0.14




V. BEICEYSEE

24 WHIZBIT HN—R
) e NEATAL N S UL OB bR
EEIPSES B G-HE ) P p—
(mifefrse) | WEES | o eana
T
HOMA-3 |<30 7T Rk | 55 8.16(0.74) 0.21 0.09
) 100mg A | 43 8.06(0.77) -0.68 0.10
200mg # | 59 8.14(0.81) -0.79 0.08
30= | T EAREE| 38 7.87(0.61) 0.41 0.12
100mg A 47 7.91(0.70) -0.77 0.11
200mg A | 29 7.84(0.66) -0.71 0.14
HOMA-R |<2.5 |7 7&AREE| 40 7.92(0.68) 0.10 0.08
100mg 35 7.75(0.71) -0.57 0.09
200mg Af 41 7.94(0.70) -0.61 0.08
25= |7 TuAREE| 53 8.13(0.71) 0.44 0.11
100mg # 55 8.12(0.72) -0.85 0.10
200mg #¥ 47 8.13(0.82) -0.88 0.11

LOCF:last observation carried forward, FAS:i K DOMENT 5 G EEH
LA WTET NV (KT FeE5RE, L& - BIRYHE T H o HbAle (NGSP f#))

BRIKRTE (R34 V) hoaRIERTHE (85 24 BF. LOCF) FTOZE
fERFMmAEMBEEILE (FAS)

‘ e | AT [N AT D]
BGRE | P a0 | s (mgan) v | 77 ERRFEOE
7T R 93 163.0£32.6 3.7+2.7 —
\ ~35.313.9%
+ ~31.6+
100mg #f 90 157.7£35.7 31.6+2.8 [-43.0,-27.6]
\ ~35.5+3.9%
+ ~31.9+
200mg #f 88 165.2+34.5 31.9+2.8 [-43.3,-27.8]

a) ERMEEIEMERZE, b) TR AEE AR ERRZE . [ ] TR 95%15 HE X[
LOCF:last observation carried forward, FAS:# K D fEMT % G2 4E [
oo ET Ly (KT BGRE A
KFEERE. % p<0.0001

BEAKRTE (R—R34 ) Mo ARARTE (85 24 BF) FTORERE
2 R MAEIEDEILE (FAS)

B BT A O Z2 IR )

\ v | N ATA V[ R TS b0 o N
FeG-HE % (mg/dL) ® | Z5{LE (mg/dL) ¥ TTRREEL DFE
77 RRRE| 74 303.0+66.4 -0.5+5.8 —
. -84.4+8.0*
+ - +
100mg #f 84 311.7+72.4 84.9+5.4 [-100.1,-68.7]
. ~78.5+8.1*
=+ - +
200mg £ 82 322.3+77.2 79.0=5.5 [-04.4-62.6]
a) FHMEAFHERAE, b) FREHFATIMECARERE, [ ] (X 95%E X
FAS: e K D AT G4 ]

WAESITET AV (K FeGaE, WER  BIEMK T B O AR 2 R fFEHE)
RIEERIE. % p<0.0001




V. AEICEAd HIER

BRUKRTE (R—X34 V) hoaRARTE (85 24 BEF. LOCF) FTOHK
EDEILE (FAS)

. g | ST ATAVEIR=ATALINOD | s e
TARBEL DFED
B aeR i IE=3 (kg) weE v |77 RREE D7
77 2REE 93 68.57+15.15 -0.76£0.35 -
. -3.00+0.49*
+ - =+
100mg #f 90 69.104-14.48 3.76+0.35 [-3.97.-2.02]
. -3.26+0.50*
+ - =+
200mg £t 88 69.88+14.22 4.02+0.36 [-4.94,-2.98]

a) FEMEEIEMERZE, b) TR AEME AR AERRZE . [ ] X 95%15 HE X[
LOCF:last observation carried forward, FAS:# K D RN % G 4E [
HOWONTET L (R BehRE, AR - BEE T HOKE)

KFEERAE. % p<0.0001

<ZEaME>

M EL 6 2 5

TR TS BT A BRI T B0 OUFINEZL O 7 T v REE & D7
(FREE P 2 P i = A HERLSE) 1%, 100mg #£/3-5.16+1.561mmHg, 200mg #f
M-3.52E1.52mmHg TH Y, WITNORIZE W TH 7 7 B REE & il L CHEEHF
FINCA BRI T 23807 (100mg #% p<0.001, 200mg #f p=0.021),

JEAEHIME BRI T BICHAME T LTV a2y, 200mg #1324 i E T7 7R
BE L HEHEICH B2 ZETRO o,

BEAKRTHE (R—ZJ4 V) Mo BRAKRTE (85 24 8K, LOCF) £TOIX
fMEHMEZEILE (FAS)

‘ v | R ATAVE[R=RTA D] o o N
ke | ow | T R (e o |77 €A L 0%
77 EARRE 93 | 128.22+13.94 -2.72+1.06 -
\ ~5.16+1.51*
+ - +
100mg #t | 90 | 126.80+13.01 7.88+1.08 [-8.14,2.18]
‘ -3.52+1.52%*
+ - +
200mg #f | 88 | 128.54+14.25 6.24+1.09 [6.52,-0.53]

a) FIMEFEAERE, b)

KTHARE. *p < 0.001, 3k %p=0.021

PR A AR ERR . [ ] R 95%(FHE X M
LOCF:last observation carried forward, FAS:#x KO R G4E [
LW TET L (T Be5RE

BT B O )




V. BEICEYSEE

BEERMIOBTHRTHE (R—RF/12) Mo AERPKRTE (&5 24 B,
LOCF) FTOUUEHmMELILEDERIEH (FAS)

24 WHITRIT HN— A
T S R R B 2 NYor 2%
Ji& 31 IR - e bRt o %iéjﬁié E—
() | WEFZ | o pean e
P

%:JmE/a\ H 77w RRE 45 | 135.01(11.35) | -3.75 1.63
DFAE 100mg A 43 |131.51(12.69) | -9.01 1.67
200mg £f 48 |134.72(13.17) | -7.00 1.57

i3 77w ARRE 48 |121.85(18.21) | -1.57 1.37

100mg A 47 | 122.49(11.86) | -6.71 1.39

200mg ## 40 |121.12(11.85) | -5.73 1.50

[EIEE'S A A N i 26 |131.87(12.06) | -4.61 2.25
100mg #¥ 25 |131.40(13.86) | -17.54 2.30

200mg #f 25 [130.16(14.28) | -8.90 2.30

1 77w REE 67 |126.80(14.44) | -1.98 1.19

100mg 65 |125.03(12.33) | -7.99 1.21

200mg Bf 63 |127.89(14.30) | -5.24 1.23

WARHAIME | <130 | 7T &R 50 | 117.85(8.49) 0.07 1.43
(mmHeg) 100mg f 55 | 118.60(8.35) | -4.53 1.37
200mg £f 45 | 116.92(8.29) -3.57 1.51

130= | 7T BREE 43 | 140.28(8.04) | -6.23 1.59

100mg & 35 | 139.68(7.26) | -11.93 1.76

200mg ## 43 | 140.69(7.27) -9.79 1.59

LOCF:last observation carried forward, FAS:#x KO G24E [
HOBONTET vV (KT &GRS - BRI T B OUGHEHI0TE)

BEHARTE (R=ZX34 V) Mo ARAKRTE (85 24 8K, LOCF) ETOHk
REAMEZILE (FAS)

N v | N ATAUVE R ATA DD s e B
TR | Bk (mmHg) * J5H (mmHg) ¥ T RARREE D
7R 93 78.17+10.25 -1.84+0.72 —
) -2.61+1.03*
=+ - =+
100mg #£ | 90 77.71%£9.10 4.44+0.73 [21.63-0.58]
) -0.83+1.03**
=+ - =+
200mg ¥ | 88 77.63110.35 2.66+0.74 [-2.86,1.21]

a) FHE AR ZE b) SRR AR ERRE . [ ] 1WAl 95%(E FHIX ]
LOCF:last observation carried forward, FAS:i K DOMEHT G LM
WHWOHTET NV (RT - BeGRE, W& - BT B ofRiE i E)
KIEEHE, % p=0.012, * %kp=0.424




V. JAEICEAd 5IER

LR BEEEANOBBHERTAE (R—RFM4V) MoARPKTHE (&5 24 8.

LOCF) FTORMAMELILEDEREN (FAS)
oL |2EBcRg H 2
\ g | STATAY N S 0B
e L @fﬁ%% TEEHEA | o oiem
TR 2 A FEUERA S

EMES | A PN i 45 | 81.46(9.00) -2.68 1.08

P 100mg 43 | 80.28(9.12) -4.73 1.10

200mg £f 48 | 80.34(10.60) -3.73 1.04

3 77w REE 48 | 75.09(10.48) -1.02 0.97

100mg #f 47 | 75.35(8.50) -4.11 0.98

200mg £f 40 | 74.37(9.13) -1.50 1.07

[SHEEE'S H 7T REE 26 | 178.58(9.24) -3.67 1.52

100mg 25 | 79.20(8.86) -4.11 1.55

200mg #if 25 | 75.84(10.61) -4.87 1.56

iz 77 R 67 | 78.01(10.67) -1.13 0.81

100mg 65 | 77.13(9.19) -4.59 0.82

200mg #f 63 | 78.34(10.24) | -1.76 0.83

JREEMAME | <80 | 77 B ARRE 49 | 170.44(6.80) -1.75 0.94

(mmHg) 100mg #¥ 54 | 71.78(5.49) | -2.46 0.90

200mg #¥ 48 | 170.17(6.96) -1.17 0.95

80= | 77 &Rt 44 | 86.78(5.40) -2.15 1.11

100mg #f 36 | 86.60(5.40) -7.01 1.23

200mg £f 40 | 86.58(5.47) -4.57 1.16

LOCF:last observation carried forward, FAS:& K OMEHT st GeFE M
I WHTET L (KT BEERE, 8 & - BIEUHE T B OLEY )

RIEH

BIEMIX. 77 BRRET 93 4% 14 61 (15.1%) 19 £, 100mg #ET 90 i 22 Hi
(24.4%) 36 -, 200mg #£ T 89 {5+ 25 5l (28.1%) 43 fFITHHL L7z,

HFT Y T a Y FETORRBEED 2% L, ENOT T B REED 2 (5L ETH - 72 E
EAIIE. 100mg BE TR 4 61 (4.4%) . JRPMEGE 2 61 (2.2%) . (KFERD 2 4]
(2.2%). B2 26 (2.2%). 200mg FETIXIML T 47 b AKEN 6 1] (6.7%) . HEAEfx
PEARIBE 5 5] (5.6%) ., IR N ARBEME 2 61 (2.2%) Th-o7-, BIEHE LTk
H % < WE SN ELIM T 7 b AR R OCEEGERIEECH D . Wb h
TV T Y ORI W THEIRAAEMA RO B ALz, FREEAN R E ORIVEM X
LT, PEEORIEIL, BIEEEEN T T 2R EE 16 (1.1%) . EiE %05 100mg
FE1H (1.1%) TR b,

@ EBR L FEZB AR GBS : DNE3001) 1617

By HFTVT7aP RN TTRRELRE LT, MG L7 F =0k, ESKD, B3t
FONIAE FED & 1% 5 184 R TE B ~OHETT 2 Jiil 4~ B 2 s & 2 D5 0> % FEAM
T3

REBRTYA v | T2 0b, —EHER., T2 (event-driven). 77 BRI M, L%k FERER

x5 I RAEGEH ED ACEL X% ARB 12 X DIEHERE &2 5217 T D 2 BUREIRIR, AT —
Y2 XX 3D CKD RO T VT 2 VIR EMED B




V. AEICEY %1EHE

e B Y

Ay V== JRFIZLL T O AR PR § T 7o T RE A A AT,

(1) FIRR2 I © 2 BUPERRS & Sz, 30 Bl Lo Bk s Aotk

(2) HbAlc 6.5%LL 1 12.0%LL T

(3) HERRER(AIEIRE (LU T, eGFR) 30 LIk 90mIL/min/1.73m? Aji {1244 & ik
JEEE R IREIMFZE (LU T, CKD-EPD) ORX& AW THRE)

@) R 77 v /77 F=> (BUF, P ACR) 300mg/gCr 8% T
5000mg/gCr LI (33.9mg/mmol % # 2 T 565.6mg/mmol UL T)

(B) T & 2MERTD D7 &b 4 WL, BREBAEDT o OFT o A e
FPLEH (LLF. ACED) XI7 v o4 7 vy v N2 mIERERE# (LT, ARB)
ZRMT 5,

ERA T4 S

PUF O ERBRAEEDO T T 2 BE 1T, ARBR~OSIN SR LTz,
(1) HEPR P B3

1) BERIVE A b7 L B— 2 2 U 1 BIBE BRI 0 BEAT: IR

2) BEED Vv a—Z « BT U b AW BAE SRR RS IR 0 BEA: I
(2) B, ifn A R

1) FEREIR I B R A R 9 2 BEAR R SRR T

2) SaIEPNHIHIEIC X DIRE 2 B & 2 B L < IEMEENT UL BB
DRI

3) 2HHETICay br—LERNTWaWEIE (HFEYINE 180mmHg
PLER O/ SO iR ) 100mmHg 2L 1)

) A7V —=2 7 FoimdH VU 7 MED 5.5mmol/L Bz T\ 5

5) 7 v 4 HMERT 12 BRLANIS ORI, REERE, MATHEN (R 7
VR AFAA RS ABREM 72 E) I E FSIER B L, & L <IEAR
SR HA [ R AT RN 23 T ST D,

6) ==—3—7.0fEHE (LLF, NYHA) R 27 5 2V (NYHA 0 H#EZ
BE) OLAERBIESL S, XiTZOBERERS 5,

7) BAOBWHRHISUIN ADBKE L 225 T v 4 2T 12 BN O LFEX
AT G 721238 DT BR R B R R AR U R E e &)

8) A7 U —=27Ri12 » A UNIZIRSMEMEEIRT OBEE RN B D, T A2 Y
—= V7R 6 » AUNIZ IR OTEENE RETES. Bk, By, L <X
FERERMOBEER S 5,

(8) Z Dk rE

20 —= JH 5 ELNICEMEEOBEEIENR H 5 (FSh - RIS DR LR

E&U%E%mﬁiw’%ﬁﬁﬁkﬁmﬁ Xi%%%ﬁ%@%74ﬁW%%

Y —DEEEFz L TIRBREM () ERORMZE Y F5 Y A7 B85/

TR L7z & B 2 b2 eSS ,

(4) FEHI Pl
1) ACEi & ARB O
2) IR TN AT A REZFEFEFISUIERERN L = U REIEOM A

B 7Y 7aYr 100mg L7 T ARE 1 H 11E 1158l CEME) &5 L.
ARANEEH1Z eGFR 28 30mL/min/1.73m? K (2K L7356 & ARHKIB 5% fkfki ol
L7,

H7F%7I)L100m
EPARORBIL & (E) maan
IFERE TR, 7S5t
IEEETE BEE
ACEMEEEIFARB _7\74/ T, ® EIEBIL
26 52 78 104 130 (GB) T2 HERRTHS

q 77tT | | | | | | I |

ETN T T T T T 1
;wu— vy @ @ SRS A OB AR & DA KRS £ T26 BT &
—E5i SBHFEBRT : 2.624F (FHIR{E)
X1 HEALATICABRIMU L ARSI TVWSBADAES UL ERATAEZRA
X2 EEFHHBE DAY MVBERIICTRE U BIBIGEU IR R
X3 EEHHEEDEE LY RIRA Y MR ESNIHEITER LA (585HHICA R MEIR)
¥4 MFEI L7 F=UEREETY NRA Y NOBRER) (&, 3. 1 3BR 6




V. JAEICEAd 5IER

TR E

TEEHlEHE -

M7 L7 F =20k, ESKD, B, KON ME LD b S EE 7l E

BIVGEHAMZE E
< DIESE, ROABRIZE D 5 o MPELARRN Gk D EA TG E B

< DAL, EBOEMOAEZE, K OIEBOENMEAN AT (3-point MACE) 22Hhk%
BEFHEE H

* ABEIZE D O o AR 4

C g7 VT F =2 OffHb, ESKD, K OVESED G kS Bl BA R H

SN IK=27d

s A Z DRV R TORL

< DAL, FEBSEIEOAREZE, FEBOEMEN AT ABEIZED 9 o ML ARER T
ABEIZZE D R TEPIED & A D DL ORI H

RS

<HhE>

FEFHIEE

- AR
AFT7V TP RE T TR R LT, REFHMEEE O U A7 EFEIC
30% (HR : 0.70, 95%CI : 0.59~0.82, p<0.0001) {XJk L., Z OfERIZL VA
RO THEMZZENR LT, MEREINT-U A7 B/DE, EEMGE E OfF < oA
Ry FETRTUZONWT, FBREICAE T 7 7 e P VRHCHERIR R TH - 12,

F [EIBIL R S IR AR O SR

#2777 wY 100mg PAZA N ANP—=REED | pfHE
(n = 2202) (n = 2199) [95% 5 #E X ]

43.2/1000 A4 61.2/1000 A4
BhEx Y R|(245 f : 27 L7 5| (340 4 - iy~ v 7 0.70
RA Vb = Db 74 B, | TF = DfHb 122 1] [0.59, 0.82]
ESRDY~D i 79 | ESRDY ~D /& 101
BAE O B, DA SE 92| B, AL 1), GO
1) A 116 51)

<0.0001

a) A7 U —=" WD eGFR (mL/min/1.73m?) (30 LA I 45 K. 45 LI 1 60
Hiifi. 60 LIk 90 AKii) & ERIKT- & Lzl Cox Y — RETIZ L
DHEE. WA E/KYE 0.022

b) eGFR < 15mL/min/1.73m?, {8MBHREE X B s Al

eGFR : #E5 R ER (AR E, ESRD : KA 4

30
gg 1 =KL 0.70. 95%{5%EXHE 0.59~0.82. pf@ <0.0001
4 244
~N 224
> 20
k181 n
& 16 4
ﬁ 14 4
2= 124
f 10 4
% 87
U
41 —— 75X
CZ)‘ - HF91) 70 :100mg
Subjects at risk © 26 52 78 104 130 156 182(:)
771K 2199 2178 2132 2047 1725 1129 621 170
HFTVTadr 2202 2181 2145 2081 1786 1211 646 196

FHEHEIE H o #)[E1%E 810 Kaplan-Meier 7' 1 > |k

- HARNEMH

HANEHTIZ, —EOEA TA X2 hOBEFENHREEF T 104 L FDHEA
NHO ., AR NOBBBEBRLINTNDHEOD, A7 7V 7ay #TiErs
AR G L C, FEERMEEE O U A 7 B EAERIC 10%EE L7~ (HR : 0.90,
95%CI : 0.28~2.90, p=0.8655), F7=, fllx DA X2 MIBWT, B )7V 7
0 YUY T T AR L IR LT, BRI IE 2 VT T = O DY AT %
39%E L (HR : 0.61. 95%CI : 0.16~2.24, p=0.4522), ESKD ® U 27 %
25%&i L7~ (HR : 0.75. 95%CI : 0.16~3.52, p=0.7105),




V. BRICEY HIER

RIVGHIEE -

- AR
BT B OfFATIL, FAfICHE LB ICHE > TRRMICER L, iz ¥
MHTE H S il K HE 0.038 CHEMZ RS D2 F TRk L7, #F7 Y 71

CURHIT T B AREL IR L CUL T ORI A O Y R 7 A H B S H s,

c DIETE R OABRZE D 5 » LR R bRk 2 EATHIEE OV 22 % 31%
&3 (HR : 0.69. 95%CI : 0.57~0.83, p=0.0001)

- Major Adverse Cardiovascular Events (UL F. MACE) (GEESEMLHEZE,
IEBFEMER AR X DN FE & i D EAFHIEE ) O U 2 27 % 20%E0 (HR -
0.80, 95%CI : 0.67~0.95, p=0.0121)

- ABRICED 5 oD ARD Y 22 % 39%(K3 (HR : 0.61, 95%CI : 0.47~
0.80. p=0.0003)

- BlEoOBEATMEEA (g2 L7 F =2 0k, ESKD., RO Lk 518
ARHIER) OV A2 % 34%{KE (HR : 0.66, 95%CI : 0.53~0.81, p<0.0001)

- HARNEEM
FEFHME H & FERICA X FORBEAR N TWD 0D, BT s vay

VERE T T AR L i U CUL T ORI E O U A 7 A EAERIC A S8,
< DA LR DB E D 9 S ORI SRS EATHMEEH O U 2 7 &5l
B 33%(% (HR : 0.67. 95%CI : 0.11~4.17, p=0.6675)

- MACE ® VY 27 % 4%/& (HR : 0.96. 95%CI : 0.19~4.93, p=0.9582)

- BIROBEAFEEH O U A 7 % 39%K3 (HR : 0.61, 95%CI : 0.16~2.24,
p=0.4522)

- CV 38, FEBBEM LRI, FEESEMEMNA T, ABRIZE S 9 o fh R4
BElZEE D ARNLEEPOED DR D CV OBEATHIETEHE DV A 7 % 35%K)E (HR :
0.65. 95%CI : 0.14~3.02. p=0.5858)

B, ABICED 9 sMVELAREICHOWTIE, BT 7Y 7P U ETA R bR
FRE Lo HR NEH SN o720, 7T B RETIL 3 AR LT,

<ZEefE>

HERAFEFEGD 1000 NMESHT- D OFRBLRIZ, W T 7V 7ny 8t 778
FNZEH 145.17, 164.36 Th -7z,

BIWERIZ A7) 7P o, 77 B REEZ T 2200 i 469 #i (21.3%) .
2197 #ilH 361 B (16.4%) (ZFRD Bz,

TREWERIZ N F 7 ) 7o R, 77 B RREE N RIMEDS 100 41 (4.5%) .
92 i (4.2%) . SRS 80 B (3.6%). 49 % (2.2%). AV o AMIED 35 B
(1.6%) ., 24 (1.1%). M2 L7 F=8h125 30 5l (1.4%). 20 %l (0.9%) .
SRERIARTEIE R A 22 1] (1.0%). 2141 (1.0%) ToH -7z,
EERAEESORFESL, 7V 7a P 73761 (33.5%) . 7T AREE
806 5l (36.7%) . FILIZE S - {AHEFGORBEIAIL, BT 70 702 7 267 4
(12.1%) . 77 REE 286 B (13.0%)., ELICEST-FEEGE, HF7)7ay
CREE109 61 (5.0%). 7T EARRE 12241 (5.6%) TH o7z,
AANEMOEE2GEESORRESIL. 7Y 7a P #1941 (33.3%).
TR LTF] (32.1%). TILCEST-AEERZORBEEIL, hF 7 ) 7ay
CHEE6 B (10.5%). 7T B AREETH] (18.2%). HTICEST-AEERIT. H T
Va1 (1.8%), 77 REELH] (1.9%) Th-ol-,

ROLE R LETERTREAEHRELIT, H 27U 70 U BECIIBREEO A E
R (RAMEBEELZ ST 290 F (13.2%) . REEY: 245 ] (11.1%) . (Kl 225
1 (10.2%) . Jiu(fﬁzg{ﬂwf 144 5 (6.5%), 77 BAREECIXBIRE#HOG E R SR
(BMEEEELETe) 38841 (17.7%). MKiAE 240 #1 (10.9%) . JREEREG: 221 41
(10.1%) . ISP E 115 B (5.2%) Tdh -7,
AARNEMDOEHTNEFEFRIL, HF 70 70D B CliiE s iE 10 7
(17.5%) . ks 7 41 (12.3%) . JREEG: 6 B (10.5%) ., BIEEHOHEFSR (&
PR G de) 5 (8.8%)., 77 HAREECIRIMIKERAIE 12 6 (22.6%) . ik
MEOAERS (AMREELZET) 96 (17.0%) . (KIE 8 6l (15.1%) . JREIEL
Y4 B (7.5%) . RBIEFIR 4 6] (7.5%) Thoiz,




V. JAEICEAd 5IER

O ENFIMFHRE: GRERE S : TA-7284-14) ®

HEY

I RAGH RO ACEL XiE ARB 1T L 2 HEHE G 252 1) T\ 5 2 BB RIFIC R 1T D
BEIRIFIEBHES 3 ) (BAMERIES) OBEEZMNGIIHF TV 7 a P EERE LR
DA IR Oz w53 2

AT YA

SfiaxdtlFl, 72 nb, “EHER, 77 R WATEER REGR

PSES

I KA D ACEL XX ARB T L 2 HEHEI G 252 1) T\ D 2 BB IRIFIC R 1T 5
PEPRIFIERE S 3 B (BEMERMER) DB

e B AL

DT OBRRIEEZ ST~ L, »2oREBEIZAT28F 2R L L, 22k,
B R AR AT 32 REREBE C P S U e B A i 2 B UL E D HE ISV T,

(1) CERE SR OFEED 30 Ll Lo H A ANBE,

(2) CERERGRE £ CTIC HABERIFFSSOBBHEEIC L0 2 FUBEIRIR & 2l S
- A,

(3) PRI« AR,

(4) ABE - 485k g1k,

(5) FEPRIF %4 2 R Stk K OSE AR 1k 2 R B4R B o0 12 B LUL LaiH S5k
ONFEEBETITE ML TV D EE, 7277 L, EEEREOIREIZ OV T,
APHED 2 DI LA aTRER B AT DR Y TiEZauy,

(6) ACEi XX ARB % 27V —=2 7 WiBRtA H ® 5 BLL_E/i1H 6 g Kk A &
OB PRI ML BHE O IS S R RO S & i E O R IKGEA ) TEMA L Tv
LERE, L, IEREME () ERINELNRHEEO L & R RER
BEOMRANMEY TRV S LIS A ORY Tik/rwy, 7235, ACEL &
ARB OOt fHIZ R L4 %,

(7) BIZ2BHAE H © HbAle 73 6.5%LL I 12.0%LL F D

(8) BIZLHBALE H @ eGFR 7 30mL/min/1.73m? LA I 90mL/min/1.73m? i £
#,

(9) A7 V—=2 7 Wt A OXpi A 25T 1EBLUNICERER L= 3 050 Rij
BE—ROEH ACR O il 300mg/gCr LA 5000mg/gCr UL F OB, 72
B, REEET T SR o T2 AITRBREMT (W) ERIOEZR 7221l o
b, A7V —=r THPICHREEIT) 2N TEX 5, BMmAEDRIITHE
E L7,

(10) PFAZE IR A IRIEWIBIAA H o 12 UL BRI SR L TV WnEE, B, [
BSOS A ] LT 2B E0E, REBUSE IS ] 2 ik L,
12 #LL o Wash-out Z FEliid 5,

(11) PERHIRZEIZ X 0 ipE T OS5E1E, FIEAOOFHHIBRZ HBL L T\ e Wb,

(12) B AEBREEDO IR0 80%LL ED B,

T bRop L UE

[l U H 2> DIRFEHIBAA B £ Clo, DL FOBRAMEREIC 1 > THRES T 5 BEII%
G Lz, 7ed, ERRRA = FEHES T U 7o BR PR AR ALl & BRI EED
HIEIZ W=,

(1) 1 BUPEFRI . WENROREE I X 0 & U0 PRI T R IERE R R E (7 vy
o TIEAGREO IR R 722 &),

(2) BEEMEZ LT —R « HF U b — RAWULRERE MR 0 B3

(8) HIAEY b — A, BERBVESME OIS, EIERYYE, FIiE. EEAR
SMEDH D BRE R Y, FERMBFEHNLEL SNOREDERE, £/, K
RIGT RT3 K= ADOBEED & 5 B35,

(4) R 72 B HIBR O & Sk 2 F40E L TV 5 IR,

(5) IEFERIFIEBIRBR LI SN TV A BE,

(6) EYIBR, BRAMOBAEEN H 5 BE UIANTENREEZ T2t 0b b BRE,
(7) HRESIBAAA B R ORI B AA B I 4 5% F2 0 2 R RS CIIE U 7o 28R i 2 08
YAEIA M E 180mmHg PA F, MUIEEME 100mmHg LA E o BT,

(8) b MuERET A LA (HIV) HilEBIEDEE,

(9) HEEA (FIAIE, ABTIENSLESUIFMEIG & 2 D) IHER, BREZE
LTV B RE,

(10) FELHIBELE H © ALT 2 HUEE FIRO 2 (548 2 AR, TR U L E VR
FEUEE BIROD 1.5 52 B2 5 B,

(11) B2WBAsA H O MiE A U ¥ MMEDS 5.5mmol/L %8 x5 B,

(12) NYHA BERE/VHE CIVOLAREIEIR N RED 5. LT OBEREREN B 5 BHE,

(13) IRIFEWIBAAA B AT 12 BPANIZ, OARFRZE, Ml PR E 2 FE L 72 B, AT
Bt (A7 2 D UL IR Y) 2l LB, REEREZ A0
LCWbEHE,

(14) 1RFRWIBALA B AT 12 BLINIC, BA ORI ST ARSI & 72 5D X AT
F G-I SN BRI BB 7 REEIR U IRE R E 22 &) BN D BE,




V. BRICEY HIER

T bRoMAAE

(15) MM 2 B 0F L T D B UM IS OBEEN 5 5 BE, 772 L, ik
JEEDOBAERN - ThHIEERSH AT 5 FELL LOBEREN AN R VERE Fin
AFN G L WG AT s & 5 b RIER H T £ T 5 U B L7
BE) 13,

(16) 1RIEIIBEAS H A 12 B LAPIZIAER UM OFER IS SN L, JRERE It 075k
AN F STz, B L <ITBERBXUIMORBIC SN L T 5 B,
(17) B R OMFAE aTRE 72 Lotk [ - AMBMK 22 B i AR SO Xt IR B HH 70 & o
RIETHT 2 2 T 0B, BARRET (1 480 B A R o4tk 2 B % it

LEFRT D) ORE] T, BRI TICRETET 5 Z L ICREN S BV ERE,

(18) [TiEY . 2A P, TIEL TV EREMED & D R,

(19) WEICHF 7V 7a Pk QRERIE, mEEL &) OB 2% 1285,

(20) Z0fh, 1EBRE(T () ERINAREBR OISR E L TAREK TH D &L
B,

(21) RIEEAS A AT 12 % A LIPS HEAMEME DI O BEEE N B 2 B3, LR E BuS

HAET 6 » ALIWNIZ FREOTRENER S E. B hi2s, BHE UL EEE o BEAE
Fﬁbi%é‘%\%o

AR5

HF 7Y 7uYr100mg L7 7R %E 1 A 110 104 HE&HEE (308 #) L7z,
ARANFEEF1Z eGFR 728 30mL/min/1.73m?2 K IZIK T L7256 & ARHKIE 5% fkfst ol
L7,

7E. FEREIRIEIE OB & B S s BB S s,

. (D@%
ACERREZEF/zIFARB* AR Oomg
B S5k (E) mnan
- ‘
i "

—2 77121’ 0 104 108 (&)
—EER | |

@ |z7u— /75@&%?35 l AR [wmzl
visit: OER R & D52:B%FTAHES L. 88B%FT

—EER 12BCEBLV1048, RBRH4B R

X1RAL R7 ) —Z> 7RG ESEL EFIA S RAREAR TEA
X2 URFHIRIAE 1 2B LRTA SR, AFREARR B LR SRk
X3:-12B& D ARIERHKAE TICERAZREEEZwash-out

X4 FHER RIS REEBICLD R2 GHEEESR)

FRFHmEH

TEFHmE A

eGFR 30% decline #4EHIG (REHIHE THRED eGFR 23BIE2HIBAAA A K OB 1B
b OWEIE & Hele LT 30% LA HK T L 7= wiBs oEIE)

BIVGEMEE -

- eGFR 40% decline J/EEIS QBRESHHE T eGFR 23822101844 B & QAR
BRAA H O SEHME & bl LT 40% 2L AR T L2 #BrE o El4)

-« FEMIIRE RO eGFR OBIEHIBHAG A & OVEFEIBALS B OB ©H OB L Y
b

< KHIB A4 (LUK, ESRD) o#EFER, MiF7 L7 F =20 b, B, L
BB D EA T H

< DIAFSE L ONABRIZE 2 9 o MM LAR 205 ik D A R E B

< DM FE, FEEFENE ORI ZE K OFEEFEMERN 25 P 20 © il B A RN B

« ABRIZED 9 oIt 4A

- ESRD. Ifj&2 v 7 F =2 Db, B O ALD BIROE A TN E 5

- L SE

R Z MR WnT X TORE

- DIEIE, FEBSENE OIS, FIEBIEVEN A ABEICED 5 o PR LR KD
ABRNCEE D AZEE T ED B FK 5 /U L SE O 18 4 5 A TE

- AFHERFR QR T ACR (REIE—R) OVRHMIBRL 06 D& kR

- BRHMRE R D HbAle OIRFRBIBLE A 226 O 28 b &

- A REAMGRE s 0> 22N RS M bE O VR HIBRAA A 22 & O L &

- KREAMGRE SO M OB, JEIRAIME) OIREBIBELE A S O b E

- KPR ONEE (HDL-C, ZEEReh MR OIRFHIBALG H 2> b D& ki K
(O R




V. JAEICEAd 5IER

EARFEMEE | AR O TOWEMIBA A 25 02 bR R 0% (L
- SRR A D ZEIERR S 7 L 5 — 2/ 7 LT F = ORI A 55 0
b
s <A >
LR -

Multiple imputation J£1Z & 0 KA A58 L 7216 104 1% eGFR 30% decline
FAERGOREZE (T 78R HE— DT 27U 700U OAHEERIT 11.3% (95%CL:
1.2~21.5) Thol=,

& [ENE IAHER ORE R

BT H 27U 7 r Y 100mg 7T 'R
(n = 154) (n = 154)
eGFR30%(X T A EI 5 (%) 18.2 29.5
FERT 72 [95%(5 HE X 1P 11.3 [1.2, 21.5]

a) Multiple imputation VEIZ & D RIMAMTE L7272, R L 7B E B3R L
TULVRWY,
b) Farrington-Manning %

BIVGHEE -
eGFR 40% decline FAEEIG ORI ZE (T BRBE—DFT 7V 70 8) O
TEMEIE 3.8% (95%CI : -17.7~25.3) T» V., eGFR 30% decline #/EHE| & & A4k
(CHEMZED S HEEM A 0 2 R R TH - 72,

BAR FNOFERTIZ, MIEZ L7 F=oDf#k, ESRD., &3, KOVLILAEFE)
LABATHMIEBE D) 22 2 HhF 70 7u P U BT T e AR ik LT, Bl
AL 40% (HR : 0.60. 95%CI : 0.23~1.55, p=0.293) &K L7, £7-. U TFDA
N PMIOWTHRZN 1.0 %Z FlElY, 5770 7aP BT 7 vREEE il LT
BN U A 7 KRR BTz,

< DE L PABEICE S 5 o MPELAR B A EEFHEEE (HR : 0.96)

« ABBICED 9 o1t R4 (HR : 0.34)

- ESRD, miE7 L7 F=r Db, B Lk B0 E A MEE (HR : 0.38)
—J5C, DIAFSE, JRINZ B2 W T, FEEIEM DL ST LT O
42504 X NEHTIEHR 23 1.0 2 EBID . BEAICY 27 OEJITFED Hiv7e
Mol

< DMMAFFE, FEESEME DA ZE ) OFEBSEENN 2 s B D EAFHE B (HR : 2.95)
- DESE (HR : 2.76)

- FR AR DZRNTRTORET (HR : 3.77)

< ODIMESE, FEBSEVEOAEIE, IEBSEMEIN AT ABEICED 9 oI AR K

BT 2 R EPED B AL D Dl E OEAFHEE R (HR : 1.42)

<>

BEMAEFEZORBERIL, 127V 7aV 436 (27.9%). 77 REE 33
5] (21.4%) CThH-o7z,

HIRICE S EELROBEHREAT, BT 70 7P #2206 (14.3%), 7T+
AR 10 %1 (6.5%) TH-o7=,

WENWCESTHEERIL, AT 70 70V B 40 (2.6%). 7T 2AREE 261 (1.8%)
Th-o7T,

RUWERIZ 70 7 v U 8 154 Bl 35 5] (22.7%) KONT 7 & REE 154 i+ 31
B (20.1%) (23R HALIz, EREWERITRMbER 25270 7w 2 8 13 4 (8.4%)
RO 7 REE 10 1 (6.6%) , MLHf~ R HRs 08 270 7 a2 8 13 41 (8.4%)
ROT IR REETH (4.5%), BREN DT 7V 70l B 40 (2.6%) MONTT®
AREEOF, Md s b ARBINAS T 7V 7P R 36 (1.9%) ROT T REE 2
Bl (1.8%) TH-oT-,




V. BEICEY 51EHE

(=] P B R AR (2 FUBEPRIFS 25 50) (2310 DARMAE DU Tk & 530

PR 1L 22 AR (RTRER IR Y ﬁﬁﬁ%ﬂﬁﬂﬁ) (A7 < b 3 B L ks B CE
(LLF. SMBG) #53i L, IMAEEAZ 8E HREICRfT 2 2 & & Lz, £z, #HR
FIHRMIE NGO LIRS R L2 HE 1T, ATREZR R Y SMBG % %k L. JiE
K& MmbEEZ BF AGKICRET 52 L & Lie, nBEME () EMIsEE Ok
Beis (B HRE 2 fERd L. 8RG8 5k L 72 (RIS 23 5 o £ SER > SMBG o ifi.
BEL> DARILEE &l L7288, TREZALE LURLEZ 28 LT,

HLRA RIRE O 5348
IR MBS | MR s SR A 2R eI A W2y | 28 70mg/dL LA T
AR R E JEMGEPEARIMYE (MR RMAEER 23 0 | v SERIFEBLRE O IFEAE A
70mg/dL DL F
JEMENEAR IS O | HBR A 72 MR E IR 23 8 5 A3, RS B L E A3 S0 & v 78
BEUD ST
FEFRARIMGE (MR 2R MAE R 2 B 0 L DD SRS BLRE O I FEAE A
70mg/dL 2 %

@ (%) BEIMHEA PRI RRARLA= AT LT HIGER T T & Rt ks (HEshak
Br) ABRE 5 : DIA3002] ¥
A RELVI LV RORANVKR= LT LT RN L A 0EEECTIE =2 > b — LR R 7
2 WUME PRI HEBRE Xt I, BT ) 7a o ORI, BEMER AR 75
TR & LTz,
< 2>
26 2B %5, HbAle DRX—AT A b OEED T T2 AREE (1566 ) Lo
75 (G 2 E¥IME) 1% 300mg ™ B (156 f51)) T-0.92%}% OF 100mg #E (157 i)
T-0.711%TH Y, 77 BREEHART, HEHENICERRZEN LN (T
p<0.001), HbAlc DX—Z T A b O v E (FHREE M) ORREFIHER )
5. 300mg FE&L TN 100mg BE TV s 12 8 F T2, HbAle IFHC/ZIK T L
7z, 300mg BECIE 12 MU BTrha—E &£ 720 . 100mg £ TlE 12 i O F K fE X
DOTMNCER L, A7) 7a P U BT, < OWERE T 26 HICBIT 5
—AF A 5 HbAle 1K F L7z (300mg A Tl 90% LA Eo#kbrg), —FH. 7
?ﬁﬁﬁfﬁ%&M®&%ﬁfﬁTﬁﬁ6ﬂkowa54yﬁ%EMRﬁn%u
AR TF L7298 13, 100mg B TIER 4. 300mg #E TIEIEIX 60% TdH - 7273,
77 ARBETIEN 15% ThH o7,
<ZEME>
HEFRZORBFEIG 1377 B AR 63.5%, 100mg £f 57.3% &% O 300mg ™ £ 62.2%
T, 77 BREER O 300mg BEIZ T 100mg BECTHOT KN -T2, TR LK
RERAH D HEFRORBBEGIL, 77 2 FREE 14.1%2 T 100mg A 22.3%
KO 300mg B 29.5% T olz, FILICE > - A EFROBIEG I > 7203,
TITRRBCLARTHFZ Y 7a P U BTORCE N T, BERAERLORIE
BIEOVTNOETHIRLS, 7T BRHELERTHF 7Y 7u P VTR - 72, 3
CHlE e mo iz,
IR BEE DR BEIS =) 1L, 77 2R HE 3.8%., 100mg #f 7.0%. 300mg #f 5.8% C
ol

% 0 LAY o —TEEBHIERT O, kk 0 LAY o —TRREIATL 2 S TR

) AFNOER SN AEL AR, @, mAZEsF 27 ) 72 LT 100mg % 1 H 1 [REIFAHT
TEIERICRO®REST 5, THD,



V. AEICEAd HIER

® (%) BEMHEA MKRALIVERREA TV Z Y A7 7 2R (S 55R)
[ABa% 5 : DIA3012] 20
ARBRVIVREOECF T Y Z ) AL D0 AT = ha— v RR 7 2 7
PERIHEBRE 2t RIc, W27 ) 7a oM, “eROBENEE 7 5 R
L LT,
< H B>
26 W25, HbAle DRX—=R T A N OELED T 7 2AREE (115 4]) Lo
75 (FJHE M) 13 300mg ™ B (114 1) T-0.76% M OF 100mg B¢ (113 #i)
T-0.62%TH V. 77 BERFEIZHT, MatFRICAEREN RO (Wi
p<0.001), #F 7 U 7oV OlEET, HbAle D_X—RZ T A VNS OBHLRIKT
2312 F TIZERD B, ENLIETIX, 300mg AECIX#iK L. 100mg £ CTldbhd
WK T 2R Lz, 77 REETIE, HbAle iZa 7 HM D 128 TR—2F 1
MOHIR L7272, £ ORITWALNREFTIREN R SN, BT 70 7ud O
TIEEWEIE (K 90%) @%&Eﬁ%fx 26 2BV T HbAlc [ZX—2 T A4 U HAK
T L7z, 300mg #f TIXIZIT L OBERE T, 100mg B TITH 40% D P BRZE T,
HbAlc [Z_—A T A L r5 1%LL FIKT L7z, 2Tk LT, 77 B AREETIL HbAlc
2N 1%LL FAG T L79BRE 1 20% L 0 bbb einoiz,
< B>
HEFLORIES1I7 7 2 REE 64.3%, 100mg £ 59.3% KO 300mg )1 65.8%
ThHO ., 77 BAREICHAT 100mg # KT 300mg BEOFRBEIAITE T H AL
Dole, 1RRIE L OREERN & 2 A FFLORBEIAIL, 100mg # (18.6%) T
X7 7 BARRE (23.5%) LERETHY . 300mg #E (26.3%) TIET7 7 BAREEC
RTOTMCEN T, HEERAEFR, PIICESTCAEFELKR ORI L (Dl
REMEDH D P ILICE - 2 A EFGORBE ST T B K GEEFTH 67»
IREWTIR BN o7z, IREREE L @I%EﬁMﬁwin)E%fiﬁi%%%&U?Et
O BRI T,
IR BEAE DR BEIS ) 1 X, 77 2R 1.7%. 100mg £ 0.9%. 300mg #f 5.3% C
Hol,

¥ 0 L AF o —IRIEBMETT O, sk k 0 L AF o —1BIERBR T S TeES

2) REMRER -
265 AR B S0 OF A S 1A R B 5-386R [RBR K 5 TA-7284-06] 222

HEY HF TV T a Y ERSORIERE T (AR = vy LT AL s R Y
SWEEIR . a-7 NV a s X —VHER, ©7T7 A RRIEA, F7 0 D RIRA,
DPP-4 JHERKD 5 H 14 LOOFAT1 B 110 52 #EHERE Lotk OH

R BT 5.
BBV | BB, AL, HER, RIS R
x4 2 AR

TG IYE | PR ORI E T2 2 BURE R R

- AEfE - 20 WELL L

- HbAlc (NGSP f#) :

BAMPRIERE - 7.0%LL 1 10.0% 2L F DB
PFRBERIERE © 7.0%L4 L 10.6% LT o B3

< JRIFEWIBHAART 12 ERLL LIZUE > CRGRE  EEE A i L Q0 DR TR
SRR - EERE IO A TR O MAEE TR A2 %5 LT\ b B

) AR OER S AEL AR, @, mAZEsF 27 ) 72 LT 100mg % 1 H 1 [REIFIAHT X
TEIERICRO®REST 5, THD,



V. BEICEYSEE

e bRah L UE

- 1 ROERE . 2 YMENE IR R

c REEYYE A 0F L TV B EH

- MESRRYYE A AP L QL B EE

« NYHA OHEREYE TSIV O DA EIER O BEE AT A0 B 5 B
- EEARBRESUIFEBRAE AL TV B ERE

- eGFR 7% 50mI/min/1.73m?2 A D B

AR5

J1F 7Y 71 100mg X 200meg™ A 1 H 1 [RIEHAETIC 52 MR n#E L7,
0 spRin 52I G&)

HF51)2on200meg(25341)
{eessssmm—— £ EEHEG I

BmAAH

#7451)2022200me(46241)

DPP-4. SU. BG. a-Gl. TZD. YJ=F®D>35 1%l
<eeessses—— A% EEE G EEa——

Gilih

DPP-4 [H#ESH (DPP-4), AAK=,L 7L TH| (SU). ©77F 1 RZREH (BG).
a- 7N as X—PHERE (-Gl . F7 U P UREH (TZD) ., WM A 2 o
STUMEEESE (77 = K)

B/ (IIEYE!

HbAlc Zfbf (NGSP i), ZEERFMbEEOZLE, KEOLIR

<HRME>

TRPRWIBRLA H 2 IR T (%5 52 lIF) £ To HbAle (NGSP1#) 2kt
L DOHERS, ZEMERFEHE OB L& & = OHERS, (KEOL(LROHER TR E TR
Mo EB0 ThHY, HMRER, FRRIEREOWT O S 4 8%1C HbAle (NGSP
i) KT, ZEIERFIAEEAS N R OMRERD 2R L, = O RIT 52 il 1h = CHERF L 72

AEHARIEE (R—R54 V) MroARIIRTE (85 52 8. LOCF) ¥TO
HbA1c (NGSP fE) Z{LE (FAS)

T AT T e g R
B A 100mg| 127 | 7.84+0.71 |-0.80+0.70[-0.92,-0.67]
200mg| 252 | 7.95+0.74 |-1.00+0.71[-1.09,-0.91]
B (A= 7 LT7A][100mg| 124 | 8.18+0.99 |-0.96+0.69(-1.08,-0.84]
VRS 200mg| 125 | 8.27+0.88 |-1.04+0.76[-1.17,-0.90]
v 77 A FREA100mg| 72 | 7.87+0.75 |[-0.87£0.63[-1.02,-0.73]
200mg| 76 | 8.07+£0.90 |[-1.04+0.67[-1.19,-0.88]
a-7 a2 —PRH|100mg| 62 | 8.02+0.84 [-0.91+0.81[-1.11,-0.70]
EE S 200mg| 60 | 8.15+0.96 |-1.17-0.80[-1.37,-0.96]
MR A 2 Y 45 |100mg| 65 | 8.25%+0.91 |-1.06+1.01[-1.31,-0.81]
UAISEES 200mg| 64 | 7.89+0.76 |-0.93+0.84[-1.14,-0.72]
FT VY VL RHEA100mg| 63 | 8.10+1.04 |-1.04+0.88[-1.26,-0.82]
200mg| 62 | 8.22+1.09 |-1.04+1.01[-1.30,-0.78]
DPP-4 [H#E3K 100mg| 71 | 8.19+0.85 |-1.04+0.76[-1.22,-0.86]
200mg| 74 | 8.33+0.89 |-1.26+0.69[-1.42,-1.10]

R AR, [ ] 13 95% 5 HE X
LOCF:last observation carried forward, FAS:#x KO MM G4

) AFNOER SN AEL AR, @, mAZEsF 27 ) 72 LT 100mg % 1 H 1 [REIFIAHT
TEIERICRO®REST 5, THD,



V. JAEICEAd 5IER

(e HAARE
(%) 0 4 8 12 16 20 24 28 32 36 40 44 48 52(H)
- - T T T T _T _T !
B
= '\*»—I—TN
Al -l
7 b At CERT SO M
5 b SEF B
n
= L T AL
1t S M | N | My
= 1 AL
1.5 - 4 1 11 1T 4=
—e— H7F+71) 71T 100mg B S
--#-- HFJ1)702>200mg
2 F#ELSD, LOCF (£ TDEIERES)
HbA1c ZILEDHR
HF51) 7102 >100mg
(%) o 4 8 12 16 20 24 28 32 36 40 44 48 53(5@)
05
#%
5
Al
7)\
5_
%)
E
ft 2
=
2.5
—@—0aGl (n=62) ~[}~SU(n=124) -£x-BG(n=72)
3 F4518=SD, LOCF (£ T RIS

HbA1c ZILEDHTH

a-INnay B —PIHEER (a-GD), ANLK=LLTHl (SU)., €77+ A RRIEH (BG)

HF51) 702 >100mg

(%) 0 4‘1 ﬂa 1; 1§ 29 2‘4 2§ sg 39 49 4‘4 4§ sg(iﬂ)
05

0

-0.5

-1.5 7

RS S o 3 ZhdTids

-2.5 7

—O-DPP-4(n=71) ——TZD(n=63) —&—%1)=K(n=65)
F9{E£SD, LOCF (2T DBIERS)

HbA1c ZILEDHEH

-3 -

DPP-4 EH (DPP-4), 77 Y U V2 R3A (TZD), Mo > A U et (70 = 1))




V. BRICEY HIER

HFJ1) 702 2200mg

8‘ 1? 1‘6 29 2‘4 28

dmias
n

-1.5 7

=R S o 3 2k

3; 39 49 4‘4 4§ 5‘2(5@

—@— Gl (n=60) ~[}SU(n=125) -£%-BG(n=76)
F151B+SD, LOCF (£ T DBEIER &)
HbA1c L EDHFHE

a7 N a F—PIHEER (-G, AAKR=L7LTH (SU)., £/ T7FA FREH (BG)

A+ 73T 200mg

32 36 40 44 48 52(8)
| | | | |

-0.5

B S &S TS
o
|

2.5 7

-3-

8 12 16 20 24 28
| | | I |

—O~DPP-4(n=74) ——TZD (n=62)
F#9{E£SD, LOCF (2T DBITERS)

—h— 5 )= K (n=64)

HbA1c ZLEDH#EFE

[DPP-4 j#3E (DPP-4), 777 U UL RIEAI (TZD). HEVEA © 2 U S YWIRERE (VU =F) |

BRHRRE (N—X34 ) MoARAKRTE (85 52 BF) F TOZEERIMmE

EZ1LE (FAS)

BTk

b | B

ReATA V| R=RAT A B O E
i (mg/dL) (mg/dL)

BRI

100mg|127| 151.9+29.3 | -24.2+27.8[-29.1,-19.3]

200mg|251| 152.3+30.5 | -31.2+26.4[-34.5,-27.9]

Wik |Al

BfA (A= v L7 |100mg|123| 160.2-40.2 | -29.3+39.7[-36.4,22.2]

200mg|125| 166.4+36.7 | -35.6+35.7[-42.0,-29.3]

FHAl

77 A KR 100mg| 72 | 155.2+32.6 | —28.5+28.9[-35.3,-21.7]

200mg| 75 | 156.8+35.4 | -33.4%29.2[-40.1,-26.7]

LS

a-7 Va3 —+¥ [100mg| 62 | 153.6+=31.0 | -26.8+25.8(-33.4,-20.2]

SYUMRIESE

W A ) > [100mg| 65 | 171.0+36.4 | -32.1+47.2[-43.7,-20.4]

200mg| 64 | 158.2+30.5 | -31.4+34.4[-40.0,-22.8]

ESil

FTVTUFR

100mg| 63 | 157.8-38.5 | -34.5+35.5[-43.4,-25.5]

200mg| 62 | 157.3%34.9 | -30.7+33.6[-39.2,-22.2]

DPP-4 [H#EHE

100mg| 71 | 167.7£35.2 | -87.5+29.7[-44.5,-30.4]

=
=
-
=
=
=
200mg| 60 | 165.7+41.1 | -40.5+32.0(-48.8,-32.3]
=
=
=
=
=
-

200mg| 74 | 167.4%+35.0 | -41.0%29.0[-47.7,-34.2]

S RS [ ] IR 95% 15 X H]
LOCF:last observation carried forward, FAS:#x KO AT 6 G4




V. AEICEAd 5IER

it e B 5
(mg/dL) 4 8 12 16 20 24 28 32 36 40 44 48 52(@)
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— T~ 3
i—--I--..--‘."'l----.---l----..__.
SRl EEE] SRS |
—e— $7F71)7AY100mg
--@-- HF+J1)70Y200mg
Fi9{E+SD, LOCF (£ TDRAIERSR)
TRERMEELTILEDHR
PrARTE

HFJ) 702 2100mg
(mg/dl) 0 4 8 12 16 20 24 28 32 36
20 | | | | | | 7\7 7\7 | |

I
o
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;:""1 T el 1/
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b
-40

-50

RS S v 3 ks

-60 .

-80 -
—@—aGl (n-62) ~[J~su(n=124) -A-BG(n=72)
FH91ESD, LOCF (4T DRITER =)

ZRRFMAEELLEDHRS

a7 NavZ—PIER (a-GD)., Ard=Lv L T4l (SU). ©27 74 FREH (BG)

HFJVU 78T 2100mg
(mg/dL) o z‘t 8 12 1§ 29 2‘4 2§ sg 3§ 40 44 4§ sg(iﬂ)

10| _ T + £ T —

&
S
|

HIESHY S o3 Bt
g &
Il Il

&
o
|

4
o
I
|
ff
1L

[
[
i
[

&
S
L

—O~DPP-4(n=71) —-TZD(n=63) —&—%J=F(n=65)
F35{E+SD, LOCF (£ T DRIFERES)

EREFORBEZCEDHTRS

DPP-4 [{553E (DPP-4), F7 U V2R (TZD), @A 2 ) o pisfeiEdl (7)) = 1)




V. ARICEY HIER

HF )70 2200mg

(mg/dL)? 4‘1 ? 1‘2 1‘6 %O 2‘4 2‘8 3? 3‘6 49 4‘4 4‘8 5‘2(15)
20
10

?é

g R sy .

: By

. ——

T

1t

&

-80 -
—@—aGl (h=60) ~[F~SU(n=125) -£x-BG(n=76)
FI91E=SD, LOCF (£ T DRIER)

EIEFIEELZLEDHDE
a7 NavZ—PIERK (a-GD)., ArdR=Lv L T4l (SU). ©27 74 FREH (BG)

hF+J) 78T 200mg
(mg/dL) o 4 8 12 16 20 24 28 32 36 40 44 48 52(@)
20 | 1 | | | | | | | h | | |

-50 7

RS v 3 ThTRE

-60 -+ = = -

-70 - — - L

-80 -~
—(O~DPP-4(n=74) —-TZD(n=62) —&—71)=K(n=64)
Fi5fE+SD, LOCF (£ T DRIERS)

TRFMEELZILEDHT
[DPP-4 jil#3% (DPP-4). 57>/ U VL RIEA (TZD). MBWA v 2 U etk (7 V=F) |

BRRRE (N—X54 ) MoARAKRTE (85 52 BF) FTORELRLR
(FAS)

Rk PeHE B X—AT A Ml | XR=AT A D DEAHE
(kg) (%)
B E 100mg | 127 | 68.54+15.97 | -4.42+3.06[-4.96,-3.88]
200mg | 252 | 67.57+12.85 -4.70+3.54[-4.96,-3.88]
PR | A v =L | 100mg | 124 | 70.30£14.79 | -2.94+3.24[-3.52,-2.37]
S | LT A 200mg | 125| 68.63+14.91 -3.51+3.74[-4.17,-2.85]
v/ 7FA F | 100mg| 72 | 74.45+16.32 | -4.42+3.93[-5.35,-3.50]
FIEA 200mg | 76 | 72.58+16.24 | -5.54+3.30[-6.29,-4.78]
a-7va A | 100mg | 62 | 69.27+20.45 | -4.03+2.58[-4.69,-3.38]
— P 200mg | 60 | 69.94+1325 | -4.98+3.76[-5.95,-4.01]
WA 2 | 100mg | 65 | 69.19+12.22 | -3.97+4.05[-4.97,-2.96]
U 53 e 200mg | 64 | 68.83+14.38 | -4.37+3.40[-5.22,-3.52]
JiT S
F7Y VY | 100mg| 63 | 73.81+14.87 -3.37+2.90[-4.11,-2.64]
FIEHA 200mg | 62 | 76.06+18.79 | -3.43+4.22[-4.50,-2.36]
DPP-4 [H#3 | 100mg | 71 | 69.23+12.98 | -4.00+3.63[-4.86,-3.14]
200mg | 74 | 71.32+14.10 | -4.37+4.35[-5.38,-3.37]

PEME AR R, [ ] (i 95%15 HHIX ]




V. JAEICEAd 5IER
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F9E+SD, LOCF (£ T DREIERS)

RELILEDHR

a7 N a L F—PHEE (a-GI), AAKR=LLTH (SU)., 77 A FREH (BG)

HhFJ1) 702 100mg
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D =
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V. AEICEY 51EH

RS

HFJ 1) 70T 200mg
(%)9 4 8 12 16 20 24 28 32 36 40 44 48 53(5@)

RS ov 3 Thmis

~
o
|
[
|
[
|
[
|
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|
[

#
4
|
\

[

40 —@—aGl(n=60) ~[}-SU(=125) -£N-BG(n=76)
F15{E+SD, LOCF (£ T DEIERS)

RELILEDHR

a7 N avF—EHEE (a-GD), ANAK=Lv L THl (SU), © 774 FR¥EH (BG)

hFJ1) 70T 200mg

(%)9 4 8 12 16 20 24 28 32 36 40 44 48 sg(iﬁ)

1 r O T o~ L _ _

L -

b

Bl 47 ]
» 3

HEMO
&
I
|
[
|
If
f

10~ —0O-DPP-4(n=74) —M—TZD(n=62) —&—%1)=K(n=64)
F151E+SD, LOCF (£ T DRIER &)

RELRILEDHTR

[DPP-4 JiL#% (DPP-4), 57>/ U YU FRIEA (TZD). MAHA v 2 U etk (/U =F) |

<A

BIVEAEL, HUMPRIERE 100mg #E T 43 1 (33.9%). 200mg T 75 i (29.6%) 1
FH L, PFHBIERETIX 100mg BT 144 61 (31.5%) . 200mg £ C 133 f1] (28.8%)
IZHEL LT,

BIER® 95, W o BAMEIERE CRICHEBIEIE BNm - T-EIER GEBLIEIS
25 3%LA L) . MEREMEMEIR MRS 100mg BET 7 41 (5.5%). 200mg BT 18 i
(7.1%) . 2 100mg £ T 10 1 (7.9%). 200mg £ T 11 ] (4.3%). (BN
100mg BET 5 # (3.9%) . 200mg #EC 10 4] (4.0%) . IKIMAEFAEAS 100mg #ET 5 i
(3.9%). 200mg AT 8 5l (3.2%). M¥E7A% 100mg #T 5 5] (3.9%). 200mg FET
76 (2.8%). KRR 100mg FET 4] (3.1%). 200mg FET 4 ] (1.6%) Th
Slz, O H B HMURIERE & s U COFIRIERE O RBEI SN W T o 58T
bHEPoTEIER GEBUEIA A 3%LL E) 1%, MEREGEMERIIAE & OMRIMAEE Cdh -
oo TNHOH B, PEAFEERN T, RIFHE (AL BR=L 7 LT HIZV—7 Dl
B, B 7 A RRIEHNZ NV—7 D 200mg #f) K OBHEGEMEKME (ArF=1v
LTI =T OfiEE, TV DRI T —T D 100mg BE) THIRELEZ L
— 7 Ll UC 3% LA LRHEIG N E o T,




V. AEICEAT 5IER

EEORIER L, BAEIERE 100mg BECREEA~VSA’ 161 (0.8%) IZiRH B
oo PEEORWERD S B, EEERE R U2 BIVERIL AL TlX 200mg
RECHREM 2 6] (0.8%) ., PFHAFIERETIL 100mg #ECERMABEIE 2 61 (0.4%) .
200mg #ETHIAKDY 2 4] (0.4%) ThH-o7z,

T IUEERE D EIWEH OFEEREA 1L, 100mg BT, AR =/L 7 L7 HIFEH T 16.1% (20
B,/ 124 1) . A 22U L WMEESRDET C 4.6% (3 651,765 B) . a-7 =
A —BRRESIH T 0.0% (061,624, ©7 7 FA RRIERPHHT 5.6% (4 4
S0 FTYN Y REFIGN T 4.8% (341,763 #1) ., DPP-4 [LEIKMHH T
2.8% (261,771 fl) TH -7z, 200mg FETIE, AR =/L 7 L 7HIGH T 12.0% (15
Bi,/125 i) . HERA A Y o WMEESEOE T 4.7% (3 6l 64 1) . a-2 L=
UH—EHEEIHT0.0% (06,6141, 774 NREHTHT 7.9% (64l
ST6 ), FTU Y REAINH T 1.6% (141,762 1), DPP-4 FLE#HGHH T
4.1% (361,74 %)) TH-o7T-,

BIEREREIS

; - " " Rl HEE
P15 P15 g semprg | MIPRESES
RO 100mg 127 43 33.9
AR 200mg 253 75 29.6
N 100mg 457 144 31.5
DrAmEE 200mg 462 133 28.8
e 100mg 584 187 32.0
. 200mg 715 208 29.1
HtREERNEERFERIS
. o w w El HEE
P Dy ! s SR “”Wﬁéf)ﬁ I
1 124 41 1
VTR =L LT A 00mg 33
200mg 125 43 34.4
LA A Y U5 UME| 100mg 65 20 30.8
HESK 200mg 64 20 31.3
a-7 a3 A —PH 100mg 62 14 22.6
EIE 200mg 61 13 21.3
o 100mg 72 25 34.7
v 7T A R RIEFH
1 FREA] 200mg 76 20 26.3
L 100mg 63 29 34.9
TV Y RIEA
7 ) RIA 200mg 62 17 27.4
100 71 292 31.0
DPP-4 BH 3R T8
200mg 74 20 27.0
BEARBREE
B TARE OF R IERE At
100mg | 200mg 100mg 200mg 100mg | 200mg
2t 43/127 | 75/253 | 144/457 | 133/462 | 187/584 | 208/715
: (33.9%) | (29.6%) | (31.5%) | (28.3%) | (32.0%) | (29.1%)
= S
’;“%EE&U?’%E 6(4.7%) | 13(5.1%) | 24(5.3%) | 16(3.5%) | 30(5.1%) | 29(4.1%)
[ 2% 2(1.6%) | 4(1.6%) | 11(2.4%) | 2(0.4%) | 13(2.2%) | 6(0.8%)
o 1(0.2%) 1(0.2%)
ENCES 1(0.8%) 1(0.2%)
MPega T o HGE 1(0.2%) | 1(0.2%) | 1(0.2%) | 1(0.1%)
(£35S 1(0.8%) 1(0.2%)
i JE 2% 1(0.4%) 1(0.1%)




V. BEICEYSEE

L Eb i) 3P 1t OF R ERE At

100mg | 200mg 100mg 200mg 100mg 200mg
N 55 7% 1(0.2%) 1(0.1%)
(e TR/ 1(0.2%) 1(0.1%)
JREAS 1(0.4%) 1(0.1%)
SRS G 5(1.1%) | 1(0.2%) | 5(0.9%) | 1(0.1%)
iR g 1(0.2%) | 2(0.4%) | 1(0.2%) | 2(0.3%)
ﬁ%ﬁﬁﬂ%ﬁ e 2(1.6%) | 7(2.8%) | 8(1.8%) | 6(1.3) |10(1.7%) | 13(1.8%)
S pERE 2R 1(0.2%) 1(0.1%)
B MM S 1(0.2%) 1(0.1%)

B, BERUGH

%g?}?ﬁ%@f 1(0.2%) 1(0.1%)

=)

A7 LA R 1(0.2%) 1(0.1%)

gg&uu 23R 1(0.8%) | 2(0.8%) | 1(0.2%) | 4(0.9%) | 2(0.83%) | 6(0.8%)
5 1fn. 1(0.2%) 1(0.1%)
SRZ MR I 1(0.4%) 1(0.1%)
I ERIEIE | 1(0.8%) 1(0.2%) | 1(0.2%) | 1(0.1%)
U o3k 1(0.2%) 1(0.2%)

IR M ERIEINAE 1(0.4%) 2(0.4%) 3(0.4%)

R bEE 1(0.2%) | 1(0.2%) | 1(0.2%) | 1(0.1%)
R R 1(0.2%) 1(0.2%)

FHHR IR e 1(0.2%) 1(0.1%)
e 12 27 72 58 84 85
RHRVRRRE (9.4%) | (10.7%) | (15.8%) | (12.6%) | (14.4%) | (11.9%)
Jirisk 2(0.4%) 2(0.3%)

ﬁ;gx 7R 1(0.2%) 1(0.2%)

B 5(3.9%) | 8(3.2%) | 32(7.0%) | 28(6.1%) | 37(6.3%) | 36(5.0%)
MEE MRS | 7(5.5%) | 18(7.1%) | 41(9.0%) | 34(7.4%) | 48(8.2%) | 52(7.3%)
b= A 3(2.4%) | 5(2.0%) | 8(1.8%) | 3(0.6%) |11(1.9%) | 8(1.1%)
RE B S5 i 1(0.4%) 1(0.1%)

IR REE 2(1.6%) | 7(2.8%) | 2(0.4%) | 4(0.9%) | 4(0.7%) | 11(1.5%)
FEMED F 0 2(0.8%) 2(0.4%) 4(0.6%)
IRAEIE D F 0 3(1.2%) 2(0.4%) 5(0.7%)
GIEpL 1(0.2%) 1(0.1%)
TR BHLIRR 1(0.2%) 1(0.1%)
Bk 1(0.8%) 1(0.2%)

Jv B 1(0.2%) 1(0.2%)
PRI 1(0.4%) 1(0.1%)
ﬁﬁ*ﬁ:lw‘j 1(0.4%) 1(0.1%)
AL B AP SR 1(0.8%) 1(0.2%)
VAR S 1(0.2%) 1(0.2%)

AR[EE 3(1.2%) | 100.2%) | 1(0.2%) | 1(0.2%) | 4(0.6%)
Bl PR 9P 1 PN B 1(0.4%) 1(0.1%)
HE A 1(0.4%) 1(0.2%) 2(0.3%)
APFERD A 1(0.2%) 1(0.2%)

AR gT 2 1(0.4%) 1(0.1%)




V. BEICEAd AIER

BRI OF PR IERE Al
100mg | 200mg 100mg 200mg 100mg 200mg
B R URERES 2(0.8%) | 1(0.2%) | 3(0.6%) | 1(0.2%) | 5(0.7%)
g 1(0.2%) 1(0.1%)
EIER U= 1(0.4%) | 1(0.2%) 1(0.2%) | 1(0.1%)
f&ﬁﬂ%@b 1(0.4%) 1(0.1%)
ZEE HETH 2(0.4%) 2(0.3%)
DRES 1(0.8%) | 1(0.4%) | 3(0.7%) | 1(0.2%) | 4(0.7%) | 2(0.3%)
EEPEHAME 1(0.2%) 1(0.2%)
RS MEAER 1(0.4%) 1(0.1%)
HR 1(0.8%) 1(0.2%) | 1(0.2%) | 1(0.1%)
Do ME IS 2(0.4%) 2(0.3%)
mEREE 1(0.4%) | 3(0.7%) 3(0.5%) | 1(0.1%)
T I 1(0.2%) 1(0.2%)
LETiINER 1(0.4%) 1(0.1%)
NP 2(0.4%) 2(0.3%)
g;&%ﬁ;ﬂ@ﬂ&lﬁ 100.2%) | 100.2%) | 1(0.2%) | 1(0.1%)
Hit b fE S
e HH o 1(0.2%) 1(0.2%)
1 JZEMR B A TR J 1(0.2%) 1(0.1%)
BiREE 5(3.9%) |17(6.7%) | 10(2.2%) | 21(4.5%) | 15(2.6%) | 38(5.3%)
PR AN ek 1(0.2%) 1(0.1%)
RE AR 1(0.4%) 2(0.4%) 3(0.4%)
g SR 1(0.2%) 1(0.2%)
L 5(3.9%) | 10(4.0) | 8(1.8%) | 10(2.2%) | 13(2.2%) | 20(2.8%)
T 4(1.6%) 1(0.2%) 5(0.7%)
REi=) 1(0.2%) 1(0.1%)
i {5 1(0.2%) 1(0.1%)
B33 1(0.4%) 1(0.1%)
HRY—7 1(0.2%) 1(0.1%)
ERGE, 1(0.2%) 1(0.1%)
EES 2(0.8%) | 1(0.2%) | 1(0.2%) | 1(0.2%) | 3(0.4%)
Egﬁ@ﬁ@ 1(0.2%) 1(0.1%)
PR 1(0.2%) 1(0.1%)
A~ =T 1(0.4%) 1(0.1%)
L 1(0.4%) 2(0.4%) 3(0.4%)
EERTR/S 1(0.2%) 1(0.1%)
Mg i 1(0.2%) 1(0.1%)
FFREE R EE 1(0.8%) 1(0.2%) | 1(0.2%) | 1(0.1%)
FFRgRE 245 1(0.8%) 1(0.2%)
RE NI 1(0.2%) 1(0.1%)
EE&U&Tﬁﬁ 4(3.1%) | 3(1.2%) | 5(1.1%) | 9(1.9%) | 9(1.5%) | 12(1.7%)
S 1(0.2%) 1(0.1%)
é;tﬁ@ﬁ 1(0.2%) 1(0.1%)
B E R | 1(0.8%) 1(0.2%) | 1(0.2%) | 1(0.1%)
PR 1(0.2%) 1(0.1%)
T2 2(1.6%) 1(0.2%) | 2(0.3%) | 1(0.1%)
L PNt 1(0.8%) 1(0.2%)




V. BEICEY SEE

R R R B PR RE T
100mg | 200mg 100mg 200mg 100mg 200mg
) FEIE 1(0.4%) | 1(0.2%) 1(0.2%) | 1(0.1%)
35 2(0.4%) | 2(0.4%) | 2(0.3%) | 2(0.3%)
MRS 1(0.4%) 1(0.1%)
B 1(0.2%) | 1(0.2%) | 1(0.2%) | 1(0.1%)
HREEE RS 1(0.4%) | 1(0.2%) | 1(0.2%) | 1(0.2%) | 2(0.3%)

fevx A

gﬁggi&%ﬂ = 100.4%) | 10.2%) | 2(0.4%) | 1(0.2%) | 3(0.4%)
W 1(0.4%) 1(0.2%) 2(0.3%)
RS 1(0.2%) 1(0.1%)
i ¢ 1(0.2%) 1(0.2%)

- 14 12 17 25 31 37

BRURBEE | (1) 00) | 479 | 679% | G4% | G3% | 6.2%)
J155 I E SR 1(0.2%) 1(0.1%)
BEIR IR 1(0.2%) 1(0.2%)

i 1(0.8%) 1(0.2%)
EXRRVERE B 1(0.2%) | 1(0.2%) | 1(0.2%) | 1(0.1%)
A IE 1(0.2%) 1(0.2%)
BB R 1(0.8%) | 1(0.4%) | 1(0.2%) | 1(0.2%) | 2(0.3%) | 2(0.3%)
BEIR 10(7.9%) | 11(4.3%) | 13(2.8%) | 16(3.5%) | 23(3.9%) | 27(3.8%)
e 2(1.6%) 1(0.2%) | 5(1.1%) | 3(0.5%) | 5(0.7%)
SRR 1(0.8%) 1(0.2%)
T PR 9P 1 B 1(0.2%) 1(0.1%)

%E%&U*‘L% 2(1.6%) | 3(1.2%) | 8(1.8%) | 7(1.5%) | 10(1.7%) | 10(1.4%)

AN 2(0.4%) 2(0.3%)
IR S 1(0.8%) | 1(0.4%) 1(0.2%) | 1(0.1%)
jﬁ%ﬁuwa 1(0.8%) 1(0.2%)
B 1(0.2%) 1(0.1%)
f=iRZ 2 FEE 2(0.4%) | 5(1.1%) | 2(0.3%) | 5(0.7%)
SR S FEIE 2(0.8%) | 3(0.7%) | 1(0.2%) | 3(0.5%) | 3(0.4%)
Ll N 1(0.2%) 1(0.2%)

R LR 16.5% |136.1%)| 8(1.8%) | 9(1.9%) | 15(2.6%) | 22(3.1%)
A0 ) E 1(0.4%) 1(0.1%)
JfaE A R 1(0.4%) | 1(0.2%) | 1(0.2%) | 1(0.2%) | 2(0.3%)
S 1(0.4%) 1(0.1%)
A H Ve IE 1(0.4%) 1(0.1%)
Zehg 2(0.8%) 2(0.3%)
P 2(1.6%) | 3(1.2%) | 2(0.4%) | 2(0.4%) | 4(0.7%) | 5(0.7%)
mp) 5(3.9%) | 7(2.8%) | 6(1.3%) | 7(1.5%) | 11(1.9%) | 14(2.0%)

FRERIRE 11(8.7%) | 12(4.7%) | 16(3.5%) | 12(2.6%) | 27(4.6%) | 24(3.4%)
fﬂgﬁww e 1(0.2%) 1(0.1%)
mp s L7
RARFF—F 1(0.4%) 1(0.1%)
s
Lﬁ/ltcggu LT = 1(0.2%) 1(0.2%)
fé;';ﬁ J A 2(0.4%) 2(0.3%)




V. JAEICEAd 5IER

R AR 3 PR R et

100mg | 200mg 100mg 200mg 100mg 200mg

I R SE RN 1(0.8%) 1(0.2%)

DX QT & 1(0.2%) 1(0.2%)

i ER HckE 1(0.2%) 1(0.2%)

;;;Fyuy% 1(0.8%) 100.2%) | 1(0.2%) | 2(0.3%) | 1(0.1%)

PR i B 1(0.4%) | 1(0.2%) 1(0.2%) | 1(0.1%)

~NETRE Y o )

o 1(0.2%) 1(0.2%)

KR FHn 1(0.2%) 1(0.1%)

R ER S 0 1(0.2%) | 1(0.2%) | 1(0.2%) | 1(0.1%)

(RE WD 4(3.1%) | 4(1.6%) | 1(0.2%) | 3(0.6%) | 5(0.9%) | 7(1.0)

DX R P k| 100.8%) 1(0.2%)

RPT VT I

ST F =2 1(0.8%) 1(0.2%)

Fe AN

f@g;';"f P 0.9 | 62.4%) | 92.00%) | 7(1.5%) | 122.1%) | 13(1.8%)

=]

g;ﬁr%yw 1(0.2%) | 1(0.2%) | 1(0.2%) | 1(0.1%)

7 h Uk

ATy H—F 1(0.4%) 1(0.1%)

Hahn

SR AN 1(0.8%) 1(0.2%)

=== ==

gg&;ﬁ&am 1(0.2%) 1(0.1%)

i R 1(0.2%) 1(0.1%)

W%%i Eﬁ(T @@@E%W@ﬁ)m9&<&%kgauhm%aa@m(u
. SMBG) % %k L. mﬁm%%%ﬁguﬁﬁﬁé Ll L, F, #BRE IR
MAEDGE DI DIERDFEEL L 72558121, FTREZRBR Y SMBG % %0 L, JEdk & A
BB HEICEHT S Z &kbto%%fﬁ( THH)  ERRIRERE O kBT I B A
REA MR L, BB DS RRER L 7 ARIMAE 23 B o DRSS SMBG O fiLBE{E 2> & 4K if 5 &
HWr L7z e, TREBLE L CRELZ S LT,

USSR ﬂ)&*7284*063ﬁ5ﬁ'( &L RIEE OFBURIL ) HIRBR (T (HfH) EMAZ et
WZRIED B D &Il L7256, TeREIRIBA 4 B IRRIZ A VAR =L 0 L #il e O h Y
A VRAY U WMREIE DO E A FRE L LT,

FL4 A 0> 53 48
HEMEIE R |[HRE R | SR 2R i R iiﬂb\fn IMAEE DY T0mg/dL 2L T
AR B E SEMEARILYE MR 2R IIAER N 5 Y | 2o FERFEBLIN O MBS 70mg/
dL T

BEGREIRIRD iy e i sictions o 55, A6 SV SHES 102 >

K PARIpE | BRI 2RI IR 23 8 V| 2o, JEIRFEBLRF O M BEE Y 70mg/
dL iz %




V. BEICEYSEE

(5) BE - WRERIFER

FF AR 1155 i R RE PR 2o £ © 2 BUBEIR BT 25 & Lol (st allin) [RRBRE
75 : DTA3004] 229

I #y BESRASIASECILBES > | o — LR E o SR BRI & 45 2 A 0D 2 TR IR
BB AR E LT, 17 ) 70 O Ok, A ROREEE T £ R L
B L 5.

BERTYA L | Al CEER, 7 7RI, TR, WA SR R

it 2 AU R

TAsek e | FRLOLM A= 2 AR

< AR 25 DL

- HbAlc (NGSP{#) : 7.0%LL | 10.5% LN F D

- eGFR : 28mL/min/1.73m? LA |, 55mI/min/1.73m?2 LA F A > @22 W BH 45 H OfE A
30mL/min/1.73m? LA F. 50mL/min/1.73m? i & &3 S 415 H25 B
el EE AT 5 EE

TR BRI < BEIRW S N T M= R TARUBERRYE . WES L IS MR, SOTER S L<IiX
EEIBRIZ R T 2 BRI OBEEDR & D&

< GUEMIHIRIE A BT 2BIREBEDOH 5 FH, TEND L IEIBBHOMERAENS 5 H

X7 —BREEN (K7 V7 I U MER O UIIREZ LD BEOEAKRR E) X
IERIEMER R (BPERTEMERE 2, AV T RGEEI TR ERIAB 4872 &)

« A7 V== 7Hi 3 » A LIS OEIE, REEPLIE, MATHEN (A7 b
A XTI ANA ANABENT 72 L) XTI E BIEOREER & 53, & L < 1ffT a0
NP E I TWDHE XL NYHA DHEFE D CII~IVOLREOBEE N S 5 F

Rk 2 HMOBEINC 7 78R % 1 A 1 REERIcR &%, V78R, #7270 7nm
¥ 100mg XX 300mg™ A 1 H 1 [EsHARANC 52 HHH (26 B2 = 7 #IH) Ak
EXA

7R E A THERHBE A ;26 HEF
BIRATEARIE H @ 26 R

ES <AH >

FEFHMHEE TH D 26 BB HX—AT A 035D HbAle 2L BT, 77 & RRE
L D7 (EEHE O EEIE) 2 100mg B &% Y 300mg BETENE1-0.30% K -0.40%
ThHY ., BROICHHA» O FNICHEERIRTARD b (FZh p=0.012,
p<0.001),

BIVR AR H D Z2 8 AR DO 2 b B OMEE O LRI, W T 7 B RRE & il
LT, XR=AT7A4 LK FRRED LT,

B1F % HbAle Z{tE (NGSP i)
B 5 2R IS EO L L&, KEOZE(E

R

R—X54 Uh BB TE (%5 26 @E. LOCF) £TO HbA1c (NGSP {i#&)
ZE (MITT)

. o | N ATAMER—AT AU IPHD| e .
B RE %k (%) SAE () v | 7 EREEOE
77 2R 87 | 8.02+0.917 -0.03%0.090 —
_ -+ *
100mg #¥ 88 | 7.8940.898 -0.33%0.090 0.30°0.117

[-0.529,-0.066]
-0.40£0.117**
[-0.635,-0.174]
a) FIME AR, b) RS M CAEERRZE . [ ] (W1 95%(5 HH X
LOCF:last observation carried forward, mITT:modified intent-to—treat
WHHGHTET NV (HF &G, MEETE Y+ v 27 7 FOFERGT 71—
LENRAEA O MR RO RO A, AR« N—2 T 4 » OHEFURERIR A il &
SOV —2 7 1 HbAlc)

*p=0.012, >k *kp<0.001

300mg 89 7.971+0.805 -0.44+0.089

) AFNOER SN AEL AR, @, mAZEsF 27 ) 722 LT 100mg % 1 H 1 [REIFIAHT
TEIERICRO®REST 5, THD,



V. JAEICEAT HIER

[EES RS UNDABHETE (%5 268/, LOCF) £TOZERBMEE
(mmol/L)Z{LE (mITT)

. v, | ST ATAUE|R—=ATAUDPED| o e ”

BEHE | PR (mol/L) %Mk (mmolr) b7 7 EREEEOE
F5EAEE | 88 | 8.93+2.415 0.03=0.282 -
~0.85+

100mg A 90 | 9.41+2573 | -0.83+0.282 [—?éfgf%igZ]
—0.67+

300mg 88 | 8.80+3.223 | -0.65+0.283 [3'%5—8'5’57615]

a) PIME AR ERZE, b) FREATEEEEERRAE, [ ] (3m1 95%(5 1 XM

LOCF:last observation carried forward, mITT:modified intent-to—treat

N—RAS5A4 U BRAKRTE (85 26:8F) FTORENELLE (mITT)

\ wo | ST ATAMER—=ATADED| o e
~ ’E/ N O) I b)
PGB B4 (kg © Fius (g v |77 ERREE D3
7T R 88 92.73+17.525 0.3£0.3 —
100mg B 90 90.461t18.412 -1.2+0.3 1.6-0.4
) ) ) ) [-2.3,-0.8]
N -1.84+0.4
+ -1.5+
300mg HE 89 90.23*18.086 1.5*£0.3 [-2.6,-1.0]

a) PIME AR ERZE, b) FREA T EEERAE, [ ] 13m0 95%(5 1 XM

LOCF:last observation carried forward, mITT:modified intent-to—treat

<BTetE>

STV T EREMERRD LA EFROBEFNEIT, 7T 2R 20/90 #
(22.2%) . 100mg #¥ 23/90 5l (25.6%). 300mg #£ 29/89 {5 (32.6%) T 7=, #&
BRIRGENOFRBEIS TIE, FIBEE, MRERES (FEED WV, BEDE N
8. BhEEE ERRE), AR LR OIERE (BFEk, KEAREBEROGES
R LX) G RO FHMES (29 fEiER L), WONCmFmE (Ki+Ez &) 72
ETTI78RBELY bEd o2, BERMEORFHERIZOWVTIE, 300mg #E THH
EIERE <, 6/89 ] (6.7%) IZFEH HAL, 100mg BECTIL T 7 B ARRE L el U TR
REIMEA DN -T2 (FNEN 2 H 1 FICRED), BBEECE T2 AESR
4%, 300mg BETIE—HOFELRHINHAE S, 1 PIE B2 DWBREIRE LA
EHEBITHOLTH-T- QBTORE), 170 7avr LMERNHLAER
LIV T N BB L IR ST, BRE LT CRE IS T, B
MbBRtehnoz (KIS 2~17 B, 1 H% (FMOAEESR) 2552 HH
Ffe) o

< 52 i T ORI >
FHEMKOREIRBRAIE, 26 MO “EEKRO 27 HI TR L7228, Mk S
72 52 W% TORMIE, ZEMEOFMEIROmED Th -7,

52 I 1T 5 HbAle DR_R—A T A L nb O R (I FH4HE) 13 300mg £
T-0.33%. 100mg RET-0.19% K V7 5B REET 0.07% Tédh - 7=, HbAle DFF &
AEEE D7 GHEEE M) 12 300mg FEE TN 100mg FECENLEIL-0.41% K% 0-0.27%
ThHoi-,

52 I 61T % 22 JEIFMBEE I X — 2 T A 55 300mg BETIZ-0.27mmol/L. 100mg
BETIZ-0.11mmol/L X F L7223, 77 BAREETIL 0.54mmol/L EH-L7=,

TR RREL AT, KEFN—ZT A 5 300mg FETIE-1.1%. 100mg #ET
1E-1.5% L7z,

52 M OEEHMF IR D L AN AEESE (WThhOERGET 5%l ) 1%
T, BES. RRUERAE, SEEEA, ERGERY:, [REXR, A 7T RE
R ARMAERE, &ilbE, &Y v AME, BIETE, W, FEMED E v, B K
WRIMETH o7, 7T BRBECHAT, JREGEG, FEME D 0 K OMK L E O FEEL
FE1% 300mg FECE < . BT OFBLEIS1X 100mg BECTHEIN o 72, Eo, ERGEK
Y KAE RN MR IMPEHE O EHREIBRIL T T v AR BECH_T, 5270 7ol
BETEhoTo, BIREHR, A 7y TR, SR, sk, K0 U w7 A e,
SEIR M ORI O R BB S II 27 ) 7 e P U L0 b 7 B REECEN - T2,




V. BEICEYSEE

@ IAH s 2 BUBE IR E 2 k5 & L7kl (Mpshaki) [R5 - DIA3010] *

By PEIRIERE CIbE = > b e — LS8R B e @iln 2 BB IRISBE 255, 27U 7n
DO, BEEROBEENE 7T AR L il LiHEd 5,
BT HEELL, CEER, 77 RR R, WATHER, W2 i ek e F R
x5 2 FURE R Jp R
Tt LU TR DS E 7= 2 BOpE R R
- A 55 LA L, 80 LT
- HbAle (NGSPH) : 7.0%LLE 10.0%LL Fo#BE
FeBRo e < BERIWS S ST R—=o R0 VRBEIRIE, ES U <UXB MR, SO3ER S L <X
PEBIBRI e 3 9~ D HEIRIE OBEE N b 5
< SUEMHRIE A BT ABRBOH HE . TBENTL LIEXBBMOMENH 5 H
c A7 U —= 7R3 H HUPISOEZE, REESE, miTHEN (27 b
LERE TS NABNENT R &) AT BIEOBENH S, b LT AT
BN AN T 7E STV 53 XUE NYHA DERE P FA T~V O LR B OBEER & 5 H
- eGFR 7% 50mL/min/1.73m? A D BF
B E FIRR, HF U 7rP 100mg Xk 300mg™® A 1 H 1 [FEIARTIC 104 HH (26
WO a7 8 & 78 B Ok R S HIE) Rn&kEs Lz
FE2RFHEE R FEIHIEE : HbAle 21L& (NGSP fi)
BIVKETGIE B : 26 IFIZIS 1T 2 2GR IMBEE O 2 b, KEOB(LR, —H ok
F OISR (BERA R OBRARET &)
il R <HhE>

26 IZHIT B, X—=2AT A 5O HbAle BALED 7 72 HRRELE D% (FHHEFE
PIE) 1% 100mg FEK Y 300mg FETENZI-0.57% K TV-0.70%Th 1V | HEFHIC
FERIETHRD LN (21 p<0.001),

RIVKEEAMIE B O ZE IR I L, Wi T 7 AR & il U CREFH#IIC
b (WTivd p<0.001),

REOZECRIZBOTIE, MEETT 7 B REEE i LT, 2RI B R B 2358
HHT (WP p<0.001), KK O FRHTIZ 33 < BEM R &% OBRARIA & 0> 5 B
PIZHONT, 26 BICBITDER—RAT A OB ED T TR L DL, 300mg
FETENZN-2.10kg 1 -0.89kg, 100mg # T-1.59kg & -0.62kg Th-7-, L
7o T, REEROWED O 3 00 2 IXEIEHEOBICEI LD TH- 72,

fERAS i

R—RSA UNDAEEBKRTE (%5 26 BB, LOCF) £TO HbA1c (NGSP {i#)
ZikE (MITT)

N w, | NTATAUNR=ATAUDEDE | o e B
PG %k i (%) @ LB (%) v T RREEE D
77 REE| 232 | 7.76+0.785 -0.03+0.063 —

. -0.57+0.069*

+ - +
100mg #f | 239 | 7.77+0.773 0.60+0.063 [-0.708.-0.436]
. -0.70+0.070*

+ - +
300mg #¥ | 229 | 7.69+0.779 0.73+0.064 [-0.841,-0.566]

a) P AR ZE, D)

*p<0.001

I S YRR R, [ T VR 95%(F HEH X fH]
LOCF:last observation carried forward, mITT:modified intent-to-treat
HowotreTr v (R 58, BHIIR- EHET 227 (-1.5 AW XiE-1.5 LA
). ROVPPARy EBEE G- M} | 285 « X— 27 A > HbAlc)

TE) AR OAGE S HER ORI, 1@

TEIERICRO®REST 5, THD,

e

W ORANICIEA T ) 7e YL LT 100me 2 1 H 1 [[IE AT



V. JAEICEAd 5IER

EES

R—R S U LREMETE (185 26 BF. LOCF) FTOZERERMEELELE

(mITT)

B | B /{(I_niZ//Lr)‘/’JE " 3(21;0?/5 VE| 7m0y
F5uRRE| 231 | 8.68+2.170 0.41+0.159 -
100mg B | 239 | 8.93+2.146 ~1.00+0.159 [:11"‘%;:’?553;
300mg B | 229 | 8.49+2.050 ~1.13+0.162 [‘_11-.58‘; i?ﬂg;]

a) PEE IR R, b)

AR A AR YRR [ ] 1 95% 54 XA

LOCF:last observation carried forward, mITT:modified intent-to—treat
B ET Vv (AT &GRE, ERIRT (BEHET 2 =27 (-1.5 K XiE-1.5 BL
). KO PPARy 1EEhR I 5 0 45 i}

*p<0.001

N ONRCER

s

s _— R T A 7RI )

RNR—RFA U oARMRTE (85 26 B, LOCF) FTOARENEILE (mITT)

g | g [T ISTAIAEROOR) o o
7T AR 234 |91.31%£17.525 -0.1+0.3 _
100mg £ | 240 |88.43+15.605 -2.4+0.3 ~2.3%0.3%
[-2.8,-1.7]
300mg #: | 229 |88.76+17.143 -3.1+0.3 ~3.0+0.3
[-3.5,-2.4]

Q) PR CAF RS, b) RS A AR ERRZE . [ ] (X0 95%15 X H]
LOCF:last observation carried forward, mITT:modified intent-to—treat
ntoreT v (KT FGHE, IR (EHET 227 (-1.5 R XIE-1.5 LA
). RUO'PPARy {EEEHR G DOFHE} | AR « X— X T 1 LKH)

*p<0.001

R—RASA UNSAEBERETE (%5 2688, LOCF) ETOEHERVKRIEHE
NZEE=E (MITT)

Reih & (kg) gl & (kg)
_[r==5 ==
R | fie |7 4‘/;\)2 Toexp| 7 4‘/75); 75 R R
g |12 qogl |12 )
(kg) ¥ OEbE| LoFE (kg) ¥ Db LoFEe
(kg) © (kg) 9
. 34.25 | -0.28 55.02 | -0.32
77?; T oq0ss |+ + n + _
10.189 | 0.336 10.628 | 0.265
32.45 | -1.87 ~1.59 51.21 | —0.94 -0.62
100mg #f| 61,58 + + [-2.339, + + [-1.216,
9.852 | 0.332 | -0.842] | 9.342 | 0.260 | —0.029]
33.44 | -2.38 —2.10 52.83 | -1.21 -0.89
300mg ¥ 70,63 + + [-2.833, + + [-1.465,
9.085 | 0.323 | -1.368] | 10.158 | 0.253 | -0.311]

a) FEIIN—AT A AL 26 RO B

b) FEE AR UER 2, o)

B APEE AR R R, [ ] 13X 95%FHHIXH]

LOCF:last observation carried forward, mITT:modified intent-to—treat




V. BEICEY 51EHE

i g <aetE>

AF TV 7 LRGN HHEEHFSZOREBEIGIL. 100mg BEL 7T AR
TR T (NN 26.6% K% TN 27.4%) . 300mg B (33.5%) TRL@EMN-oT2,
BEFEGZORKRO Y — %, ROEEOI/E RGBT F 7 ) 7y
HTIET 7R L LT, W ONOFFEFRRORBEIGHO0E <. 300mg #f
TRIZHE Ch o7z BMEEOREFHS (TRIK OIS S | RYE R OF
A BUE (L MEATERRIEGIE DA B HR K OIREEGUE O A EERNEHEE) . BEAWY
PRIGIEE (BEPR K OB RS E L) . S ONC AR M L RS (SRR BT 5
A EFELR L OB GEGE (FRIAR L ORIAR R R 2 &) BNEE), 127
Tu vy LREBAREN D D LW SIS BIROAERRIL, hF TV T a Y URET
15 5l (3.1%) (100mg & OY 300mg FETENZEN 5 BN 10 #]), 77 BHREET
56 (2.1%) WD BTz, ZNHOHEEFERLINTIHEE TIER o7, 300mg
B 26 (0.8%) TIE. HIROFGEFRZNEENONT 7V 7oy b HEREFEN
BB SN, 1BIEAERRCLO ATV 7u oG aedit Lz, hik
L IREBIENR B D &M SN M O F 58 2 Bl Sz, WIThoH
B GPILICIEES o T,

52 ® DXA (" HT R/ — X BRIGHIE) OFEERNL, 2 2OHMI T BMD (&
BRE) O T RMETFRRD HIL (2 DO CThT 07 ERAZGRD Sz fiET
BEELIZEZDH (KEOE(LLEBEED G DB~ —h —DE b7 EIZoWT) .,
BMD O FIZBER DR ERD O & —T 5 LW I fEmnE T bhiz, 2ok
D IR E AN BT 2 BMD O TAEITO U A7 Z K SE5000%, BIFEICSIRE
SnTWiawn, 70 7rvroRb5ic L iR b5 BMD OIEToFHY 27
BT A EEITIAHATH B2, ZIERNbLTNTHS Z LMz, BMD OfE R
LB T LW EE2BET L L BT AZ M O00OEFROH DI
KNELDAREM IRV EE 2 5T,

® (%) CANVAS 1 75 A (AT 20
i - DR B OBEEXILE WY R 2 H T HBEEXIGRE Uiz 2 DO KFEER
Bk (CANVAS KT CANVAS-R) Z#A L. B - L& 7 7 ML, BT U7 M AB
SO RHITRT DT 7V 7 a P DEEZ SV TRNT LT,
B e DB RS (K - DME S, FEESENELATREZE & 5 WX FEESEMERN 2 F) @ 1000
NESHT- 0 ORBENEIIH T 7Y 7a P /269, 77 8AREE315 T, 77EAR
BT 27U 7a P B EOANY— KT 0.86 (95% CI, 0.75-0.97) &t72v . 74
F7V TP U HTHRILKR T,
TIT I UROMER (NP — R 0.73, 95% CI, 0.67-0.79) 72 5 ONC Fifeefl 7o e
SRERIRIEIE EO 40%(K T, BREFIE~OBITH 2 WIXESEOE SN (A~ — R
0.60. 95% CI. 0.47-0.77) IFMEHFIINCHRE TIX R o7, 7T BRI L THT
7Y 7uaTrBnAETH D AN R I N,
THEIEr D 1000 NMFE&HT= D OFBEIEIX, 1 F 27V 7a P 863, 77 8RR 34T
HY, TT R T D HF 7V 7 a P RO N — REHIX 1.97 (95% CI, 1.41-2.75)
THEIZEN-S T,

(6) SREMFERA :

1) ERARMERE (—RERARERE. BEEARERE. ERARGLERR) . "Rkt
BT —ARN—FE. BERTRERFIBRORNE :
a) Mg xR L LRy e R g (1) 27
65 me LA b 2 BUBEIRITIEE 23R L L, TR T TOARF OL 2N OH

A 5.



V. JAEICEAd 5IER

AL H Y

AFNOHERERE IR s (65wl b)) ToOREMR X OHEORT

R

HRFEBRAR 8 4 H LA AHI OF 5% Plah L 7o mlin o 2 BUBEIRp 3

AT

g 5 U & D A

BRI

VIERH 7= v OBIEIMIE 1 4
AANBEHBE S 6 » A, 1 HFEZICTAEZE 2RI L7,

AL

2014 9 A ~2017 42 A

AT ST

BEW R, BRI, BARE, AEERE

EEVASaN§ ES

R EILEREBIERIE 1,393 BT, Z D 5 LR SUEFIEUL 1,375 flTH -

77

(E- =X i)

- BWEHZBUT 125 41 (9.09%) . EEZRENWEMIZ 14 41 (1.02%) Th o7z,

- FERREIEMIE, oK 10 B (0.73%) . {5 10 1 (0.73%). Fi8 9 il (0.65%) .
FEIED E W 741 (0.51%) . #HIR 761 (0.51%) Th-o7e,

- EAREELBRWEMIZ. REEY 26 (0.15%) . ik 261 (0.15%). Kk 2
(0.15%) . Ht#ZE 2 5 (0.15%) CTh -7z,

- 65-T5 A6 K O 75 Ll EOJEGI T ORIERZEEIL, Zh 24 86/906 4l
(9.49%) . 39/469 il (8.32%) THh -7z,

- BMI 18.5kg/m? i DIEFIOBEIEHRE UL, 3/21 ] (14.29%) Th -7z,

- eGFR 60mL/43/1.73m? i OIEF O RIEA R ELIL. eGFR 45-60mL/43/1.73m?
A5 TIE 17/249 B (6.83%) . eGFR 30-45mL/43/1.73m?2 A5 T 9/90 #]
(10.00%) . eGFR 15-30mL/43/1.73m? 5 Tl% 3/16 5 (18.75%) Th -7z,

- SRR E A A3 2IERI CORMEHRBUL, 17/169 f5l (10.06%) ThH 7=,

CHERE)

- B 5 BRART O HbAle 1% 7.62% Cdh o 7=, HbAle D£E BRI & DAL &
WL, BH 1y H%, 8 H%E, 6 » HE, 9 v H#, 12 » AT, ZhEh
-0.30%. -0.48%. -0.62%. —0.69%. -0.77% T > 7=,

- FEHB X 3R TTO HbAle D 12 » A% OZEbE (R/h 5 FHME) 13, 65-75 5%
AR+ -0.72%., 75 Ll b 1 -0.85% Td - 7=,

- BMI X435 CD HbAle @ 12 # A #%DOZE b (/5 EXME) 1X, BMI 18.5kg/
m? i —0.47%, BMI 18.5-22.0kg/m? 3 : -0.81%. BMI 22.0-25.0kg/m?
i - —0.78%., BMI 25.0-30.0kg/m? AJifi : -0.76%. BMI 30.0kg/m? LA |- :-0.82%
ThoTz,

- eGFR X475 To HbAle @ 12 » Atk D& b (Bvh FFEHE) 1%, eGFR
90mL/%5/1.73m2 LL F : —0.70%. eGFR 60-90mL/ 43/1.73m? Kiifi : —0.74%.
eGFR 45-60mL/ %3/1.73m? il : -0.83%. eGFR 30-45mIL/45/1.73m? &

Wit © =1.00%. eGFR 15-30mL/43/1.73m? K : —0.94% T > 7=,

- IFEEREREE A MR T HbAle @ 12 » A OE(LE (F/h "R F¥Mm) 1%, I
FEREMEE A+ —0.88%., JFHEREIEEIE : -0.77% Thd > 7.

b) I B 2 R B Bl plaeai A (R T) 2
2 RIBERISEE 2 & LU, BUEIRGEHROM M ER T TORMEMICRIT 247 O
LR CAIEZ R 5,

HAEEM ARAN O H FHE T2k 1) 2 BYE G cozetts X Oa IO MmE!
POE- 3 e AFEEHFEAL, EFBENTETHY, AFEZIT O TIRHAT 5 2 BUBRIE
B
TR 1k Hr g g s R
HER VIEFI & 7= 0 OB MR 3 4R
KEPEGBRLE D 3 # AR, 6 » AR, 1%, 2 5%, 3FRICHEZE L BT 5,
AT I R THAHAR] - 2014 412 A 17 A~2020 42 J 29 H
BRERHIM - 2014 ££ 12 H 17 H~2016 £ 9 J1 30 H




V. BEIcEY SER

AL ST BAEE R IBRROL, RRE, AERRE
TR | SR SEE G 12,605 BT, 20 O LAV SIERIEIL 12,227 FI, A

PR REAT % SEFI BT 11,675 Bl CTH -7,

(22D

- RMEHIZEBLIL 1,312 ] (10.73%) . HEEREIEMIL 225 ] (1.84%) Th o7z,

< ERFENWERIZ, RIEERD 170 (1.39%) ., MERIEYE 164 (1.34%). ZIR - #EIR
150 (1.23%). JREGEY: 145 (1.19%) Th o7z,

< EAREELBEWERIX, IMEE 21 61 (0.17%). BeloE 9 6 (0.07%). LMHFEIE
8 (0.07%) ThH -7z,

- 65 AT, 65-75 A IS KON 75 IR EDSEFI TORIEMIEBIL, ThEth
766/7,982 i (9.60%). 385/3,128 f5 (12.31%). 161/117 # (14.41%) T -
7o

+ eGFR 60mL/43/1.73m? i OFEH O BIVEAFHLIL, eGFR 45-60mL/43/1.73m?
AR Tl 165/1,190 1] (13.87%) . eGFR 30-45mL/43/1.73m?2 AKiifi Tl 55/306
B (17.97%) . eGFR 15-30mL/53/1.73m?2 Ziii Tl 14/54 # (25.93%) THh -7z,

CEZIMED

- H GBI O HbAle 1% 8.01% CTh - 7=, BH-BHlhAT% O -4 HbAle DI T
% 3N T o THERF S, H5-BRIAH 3 RO EE L £13-0.68 Th o7,

- X RITCO HbAle O 3 B OELEIX, 65 AR : —0.73%. 65-75 ik :
-0.62%., 75 Ll L -0.48% Th o7z,

- eGFR X/475ITOD HbAle @ 3 5 D2 ilL, eGFR 90mL/43/1.73m? LA - :
-0.93%. eGFR 60-90mL/43/1.73m? Aifi : —0.62%. eGFR 45-60mL/57/1.73m?
HKiifi © -0.48%, eGFR 30-45mL/%y/1.73m? Kiili : —0.57%. eGFR 15-30mL/%y/

1.73m? K : -0.32% ThH o7,

c) A R Y CHRFIE OO RRERER . T E e MR 2950

HHY

RFPRE - EEPREICINZ TA A Y VRFRGE Tl 2 > b e — LR 437 2
TR RFRE 2 RIc, HF 7Y 7Py (100mg) XE7FFkR4% 1 H 1A 16
WG LR Z B R Z2 5 R E LB A REET 5 & & SIZZ 22 R 5,

BT VA

ShtiaxLm, HEAER, 77 v AR CEER, AT RGEAER

PSS

2 HIBE PRI B

TR

TELD SN AT 2 BB R B

- AEEN 20 %0

- HbAlc (NGSP f#) : 7.5%Lh | 10.5% A5 0 i

 BIZINBAAART 8 W LA I IE » CTRHRYE - EERAICNZ T EfE - AR
A A CHA] (1 BRER  8 FAALLL L 60 AL TF) &M L C\WbAHE

ERAN P St

- 1 BUBERRI . CIRMERE R R

© RBEGMEEZ SO L TV D BRE

c MEESEUMEZ AL T B A

- NYHA [UEEREAHE T IV D LARASER D & 5 B
- HERBIRBUIRBRE AL QD BE

- eGFR 7% 45mL/min/1.73m? A D fBE

BRI 1k

4 EMOBEIC T TR EROEE%, 77 8RR UIAF 7Y 7a P 100mg %
10 1 [EEARNC 16 MR 0 #E L=,

T 70 H

FEEHIEH - R TR IS 1T 2160 IBI AR H 22 & @ HbAle D& L& (NGSP
i)

BIEREAMIE A« Z2RERF B e O 22L&, (REOZALR

EES

<HME>

FHIE H Th HIEEMBAMGH (R—2F 1) MHIGEMETE (&5 168
Kf) £ ToO HbAlc (NGSP i) Zfb&EIFKEDO LBV THY, W F 7 7y 4
T 77 BRIk L CHEZ HbAle (NGSP ) DI TFERLT-,

BRI B T 2 2R a0 2 b, MEOEIRFIREDO LB THY
BTV Ta P ETIET T BRI L CHEERIK T S D VIR ERD E- 2R
L7,




V. JAEICEAd HIER

AEHREBE (R—XS54 V) hoABRYKRTE (%516 8. LOCF) £TO
HbA1c (NGSP {&) ZitE (FAS)

‘ | R=25 4l [ R—25 4D 77w R
BeGRE | B3 (%) Bilrs (%) » EDHED
Z5EREE| 70 8.85+0.84 0.13+0.08 -
\ -1.10+0.11*
+ — +
CANA f | 76 8.89+0.81 0.97£0.08 [-1.33,-0.87]

a) VI = =R S, b) TR A EE SRR S [ ] Xl 95 %15 e X [
LOCF:last observation carried forward, FAS: i K O T cl G2 4E [

WSS HrET LV (KA1 e G8E, WER : X—2F 1 > ® HbAlc)

SHERE, *p<0.001

CANA : )7V 7mavyv

AEHFEEE (R—X34 V) hoBEHETHE (&5 16 8. LOCF) FTOZE
ErFmFEELE{LE (FAS)

. o R=ZFGA U | R—=ATAAPED 7T R
BGHE | IR (mg/dL) © Z{EhE (mg/dL) » LoD
TSR REE| 70 169.1+52.6 -1.4+5.0 —
. -32.6+£6.9%
+ - +
CANA# | 75 170.6+44.4 34.1+4.8 [-46.3-18.9]

a) VI fE R A2, b) TR A EE SRR S [ ] 1 95 %15 #E X [
LOCF:last observation carried forward, FAS:#x KO g6 G4
HABONTET L (KT G/, HWEE X=X T 1 OZME M)
RLERIE, % p<0.001

CANA : W7V 7uvy

ARARGE (NR—X34 V) Mo ARPRTE (85 16 8K . LOCF) FTOI&k
EZikE (FAS)

\ " R=RATA UV | R=ATALPHD 77 R
i (g) B (%) LDy
77 REE| 70 69.68+13.13 0.247%0.26 -
\ -2.37£0.36*
+ -9.18+
CANA#£ | 75 70.19£13.86 2.13%+0.25 [-3.09,-1.65]

a) VI EE R 2, b) TR A TEIE AR S [ ] 1 95%(5 HE X [H]
LOCF:last observation carried forward, FAS:#x KO AT GEE K
HHBONTET L (KT &G/, AR XR—XF7 4 ORE)

SHERIE, % p<0.001

CANA : 7 U7y




V. BEICEYSEE

R < gt >
BUWERIZ, 77 BARRET 16 6] (22.5%), 27U 7w HET 30 4 (40.0%) (2
FEHL LT,
BT TV Ta Y U RETT TR AREE L iR U CRBLEIE S E o T EWERE, i
K BRI 15 31 (20.0%) . IRIUEEAE 14 61 (18.7%). #EIR 4 1 (5.83%). ZJR 3
B (4.0%) . MfH 4 b AREEN 3 5] (4.0%) Thoto CGEEHEED 3%LLE),
BlERAFEEEE
7T Rk CANA 7t
2t 16/71 30/75
(22.5%) (40.0%)
RRAE F & UFE R 1(1.3%)
[t ¢ 1 (1.3%)
mMERH LV VRREE 1(1.3%)
7R I Bk HE IAE 1(1.3%)
KRB LUREREE 11 (15.5%) 14 (18.7%)
A B 11 (15.5%) 14 (18.7%)
BEES 2 (2.7%)
A 2 (2.7%)
EEHS L UR THBES 1(1.3%)
EAR 1(1.3%)
BEBRRS S UEEHEBES 1(1.3%)
RES 1(1.3%)
i d5 ¢ 1(1.3%)
EBLUVRBES 1 (1.4%) 4 (5.3%)
BEPR 1(1.4%) 4 (5.3%)
EJS 3 (4.0%)
—f% - 2HBEES S VIR EHEIOIKE 1(1.3%)
mFiZ 1(1.3%)
ERERIRE 7 (9.9%) 18 (24.0%)
= R pEE 6 (8.5%) 15 (20.0%)
iRl N7 ) | 1(1.4%) 3 (4.0%)
M7 U 880 1(1.3%)
R o i B 1(1.3%)
AR ML ERFCHE N 1(1.3%)
CANA : # )27 Y 7avy




V. JAEICEAd 5IER

d) A AV CHRFNE OFFRRERER - R GER Y

HEY

[ A UHEIE OOF LRS- —EEREEER ) (SR Tk 512 RE L
7ERELERIC, HF VY TPy (100mg) % 1 H 110 36 Bk 5 L=
DLEEVER OBHIEEZRFT 5,

AT YA

ZiaedLlFl, FEEM, Mkics 5

PSES

2 B R % FR

e R L UE

THEREEGBRICSMN L, EEREERBROIEFEY 16 Bk F TIICEIZL DR
HBRBINA~OREENE SN TS BE

T2 bR N

C EES b A BEPRPPESMESOIATEME, BEEEYYE, FAATR, EAE RS
D &> D BB FEE 2 M E BN L & SN D IREED BH

« NYHA CBERESFH T UV O DA RIER O & 5 &

- HERBREIMREZAHF LTV BE

BT 5

7Y 7aYr 100mg 2 1 0 1 RIS 36 Bk D EE L,

R T H

HbAlc OZ{tE (NGSP fE), ZZERFMAHEOZE(LE, FEOL L=

RS

THEERABR T T B REICEIN T SN BRE 1L, IR ) Ty
B, HF 70 7a DU BHZEIN T DN WA X, v ey S T
oY UREE TR LT,

<HME>

BRI H SRR T (78R 70 7a DUy 36 HEE, B
FrV Ty Sl 7 RIS 52 ) T HbAle (NGSP i)
AR L ZOHERS, ZCHERE I IEE O LR L F O, IREOZE(LR L ZOHERIT
WEXFIRHDO LB THY, AF 7V 7uadr 2 CEIE B LB,
48%1Z HbAle (NGSP ) KT, ZEfERFfBEEIS T R MR ED 2R L, £ 0%
1L 52 R E THERF L 72,

EERRNLARAKTE (LOCF) £TO HbA1c (NGSP fE) %ZiEE (FAS)

§ JLHERE S s A&

g i | g o) | FTEN 72%’:;@”@
5. 36 WK -1.09+0.85*
5 RICANA B 67 8.90-1.03 [-1.29.-0.88]
5 52 I8N -0.88+0.86*
CANA/CANA 76 8.890.81 [-1.08.-0.68]

S AR [ ] (XA 95 %15 s X E

LOCF : last observation carried forward, FAS : i K DOfiFHT &S

paired-t # &, *p<0.001, CANA : hF+ 77y

X7 TR CANA BEIZ DUV Tk 53R BA1G H . CANA,/CANA £E(Z-D>WC
3 B R RERER O VR IR MG B A EVERE A L LTz,

0

HbAlc Z1LE (90) MeantSD)

O LR CaNAT
15 L CANACANARE

T T T T T T T T T T T T T T T
W0 W4 W8 W2 W6 W20 W24 W23 W2 W36 W4D W44 W4B W52 WSLOCF)

HHIGEE

HbA1c ZILEDHTH




V. AEICEY 51EH

EERRL) OBERPRTE (LOCF) ETHOZEMERMMEELEILE (FAS)

. " FEYERE A FEYERR S0 6 OB
i e (mg/dL) (mg/dL)
5. 36 W -33.1+44.1%
77 & RICANA 65 168.955.8 [-44.0,-22.1]
5. 52 WK -82.8+45.7*
CANA/CANA B 7 170.6-44.4 [-43.4,-22.3]

P RS [ ] IR 95% 15 HE X H

LOCF:last observation carried forward. FAS:fx K DffHT xS 4EM

paired-t 7€, *p<0.001, CANA: 7V rm

%77 2R CANA BEZ DWW Tl 53834 B . CANA,CANA FEC >\
X " E SRR OB A B 2 R UER R L LT,

0

i} PO I I R

R A8 (mgdL) (MeantSD)

O T EF s
-100 LA CANAICANATE

T T T T T T T T T T T T
WO W4 WE W12 WIE W20 W24 W28 W32 W36 W4D W44 WAE W52 WS2(LOCF)

EELSTE
EERBMEELZILEDHTS
EAERE S S ABRER THE (LOCF) ETOHREZILE (FAS)
b =1 b =90} A 2R
e Bk R S %ﬁ%ﬁ%ﬁ,mbo b DAL R
(kg) (%)

B 5. 36 IR -1.40+2.54*%

5 RICANA B 65 69.8813.60 [-2.03,-0.77]

5. 52 @R -2.14+2.75%

CANA/CANA % 7 70.1913.86 [-2.78,-1.51]

S AR [ ] (XA 95 %15 HEIX[H

LOCF:last observation carried forward, FAS:fz KO G4
paired-t #iF, *p<0.001., CANA: HF 7V 7nmv

#7771 R,/ CANA FEZ DWW Tidfikpe s 5B 4G 0 . CANA,CANA FEIZ DN T
S BRI O VR IR MG B A SEERE L L LTz,

K% 2L (©0) MeantSD)

O S AN R
6 £ CANB/CANATE

T T T T T T T T T T T T T T T
W0 W4 WB W12 W6 W20 W24 W28 W32 W3§ W40 W44 W4T W52 WSXLOCF)

ERW5%

RELRILEDHTR




V. JAEICEAd 5IER

<Atk >

BWERIX, 778K/ -7 7a BET3346] (49.83%), hF+r7 )7y /

HF TV Ta Y T4 B (54.7%) ITRBE LT,

WP ORECTREEIEN 5% L ETHZBIER (X% R/ hF 7)) 7adr
B BTV oady s Ta P o HOIETEE) 13, (Rl 18 4

(26.9%) . 22 f4] (29.3%). HR 36 (4.5%). 56 (6.7%). MH7 K HEHEA 15
Bl (22.4%). 20 5l (26.7%) Toh o7z,

BIEARREE
77 %;/ CANA | CANA/CANA | Total
2t 33/67 41/75 74/142
! (49.3%) (54.7%) (52.1%)
BRPES L UFERE 4 (6.0%) 3 (4.0%) 7 (4.9%)
YhFaERE A o Y HE 3 (4.5%) 3(2.1%)
B 2% 1 (1.5%) 1 (1.3%) 2 (1.4%)
JRIE 1 (1.3%) 1 (0.7%)
PANEFH =TS 1(1.3%) 1 (0.7%)
mEH LV VIRESE 1 (1.3%) 1 (0.7%)
R AL EREE N AE 1 (1.3%) 1 (0.7%)
REB L URERES 18 (26.9%) 22 (29.3%) 40 (28.2%)
1B B 18 (26.9%) 22 (29.3%) 40 (28.2%)
HREREE 2 (3.0%) 2 (1.4%)
ERAR ML 1 (1.5%) 1 (0.7%)
AR A e A 1 (1.5%) 1 (0.7%)
IR[EE 1 (1.5%) 1 (0.7%)
Bl PR gps A e 1 (1.5%) 1 (0.7%)
BhalEE 3 (4.5%) 2 (2.7%) 5 (3.5%)
1550 2 (3.0%) 2 (2.7%) 4 (2.8%)
R TE W 1 (1.5%) 1 (0.7%)
BEEH LUVE THEES 1 (1.5%) 1 (1.3%) 2 (1.4%)
s 1 (1.5%) 1 (0.7%)
T2 1(1.3%) 1 (0.7%)
MERRE K UEEHABES 1 (1.3%) 1 (0.7%)
iR 1 (1.3%) 1 (0.7%)
ERLUVRBES 4 (6.0%) 5 (6.7%) 9 (6.3%)
BEIR 3 (4.5%) 5 (6.7%) 8 (5.6%)
e 2 (3.0%) 3 (4.0%) 5 (3.5%)
ERERBLVIEES 1 (1.5%) 2 (2.7%) 3(2.1%)
SR O FEIE 1 (1.5%) 1 (1.3%) 2 (1.4%)
IR R 2% 1(1.3%) 1 (0.7%)
&ﬂmgﬁr&%b UG ED 2 (3.0%) 1(1.3%) 3(2.1%)
[mRz) 2 (3.0%) 1 (1.3%) 3(2.1%)
ERERRE 16 (23.9%) 22 (29.3%) 38 (26.8%)

ML B o pEE

15 (22.4%)

20 (26.7%)

35 (24.6%)

Jiiiae Rl NN =Y 1 (1.5%) 3 (4.0%) 4 (2.8%)
A U w7 SN 1 (1.3%) 1 (0.7%)
AR I ER S N 1 (1.3%) 1 (0.7%)
FgEsE LA 1(1.3%) 1 (0.7%)

CANA : B+ 7Y o7mvr

7' 7R CANATHCOWTIE, “EEREEABRI VL T AEFEFLRD 1

ER 7 Pyt




V. BEICEYSEE

e) GLP-1 EKRIEEHE & OfFHIRE (R GE) 2

HEY

RFPE - EEWRIEICIN 2 T GLP-1 B HAEEEE (V7 70T R) 1R clbia
kv — LIRSy e 2 BB RIF R 2t g, 7 ) e Yy (100mg) % 1 H
1 [A] 52 A 5- U 7= RED 22 M e OV 3 & a3 2 .,

RERT YA

L L, FEEMR, REBEGHRR

PSES

2 B R F FR

e R L UE

TELDSNE A= 2 AR B

- AEEY 20 550

- HbAlc (NGSP f#) : 7.0%Lh 1 10.5% A 0 iR

- JRFRMIBAAART 12 B IZIE - TR IR - EIEREICNZ e % - AR
O GLP-1 ZRMEEEEE (U F 7 F R) 2 LTV ERE

T2 bR N

o 1 TUPEIRIE . URMEMEIR IR R

c REBYMEZ AL T D B

c PERRBUYMIE A AL T D R

« NYHA DHEREDFE TSIV O AR ERER O 8 5 HBE
s HERPRBIFEEEZGFL TS BE

+ eGFR 7% 45mL/min/1.73m? AJili O BB

BT 5

BV 7Y 100mg 2 1 0 18, AR 52 MR O&E L,

AR T H

HbAlc OZAtE (NGSP f&), ZZERFMAFEOZ(LE, FEOL L=

RS

< B>

TRERWIBR MG B 2> DIGEHHE T (%5 52 1) £ To HbAle (NGSP i) Z5{b&
L FOHER, ZEIERRIBHE O ZE (L i & F O, IREOZE(LR & Z DOHEBITIRE X
BRED LB THY, BT 7Y 78 Y% GLP-1 A RVEEIEE L O L 72BRIC,
4 JA#%1C HbAle (NGSP f#) KT, ZEMgRE IS F R OMKERAD 2R L, £ 0%)
BT 52 %% F THERF L 72,

AEHIEE (R—XS4M4Y) MhoAERHKRTE (&5 528K, LOCF) £TO
HbA1c (NGSP &) Z{t=E (FAS)

‘ . N2 T A N=ATA L PHD
BERE | I (%) ZE (%)
} -0.70*=0.82*
CANA J¥ 71 8.38+1.13 [-0.89,-0.51]

SR AR RS, [ ] 1 95 % E X
LOCF:last observation carried forward, FAS:#&x KO G4
paired-t 7€, *p<0.001, CANA : 7V rmy

(MeantSD)
!
|

HbAle ZEE (%)

T T T T
WO OWe O Ws O WIZ WIe WIr W24 W28 W32 W36 W40 Wad W48 WS2WS2(LOCF)

I £

HbA1c ZILEDHTH




V. JAEICEAd 5IBR

ARHRRE (N—X354 V) Mo AR TE (%5 528K, LOCF) FTHZXE
fERrMAEELILE (FAS)

R=ZAT A PHD
k& (mg/dL)

NR—=RA T A Ml

ezt Bi%k (mg/dL)

-34.7+37.7*

+
183.546.3 [-43.7,-25.7]

CANA B 70

PR AR RS, [ ] 1A 95% (5 HE X R
LOCF:1ast observation carried forward, FAS:#&x KO G4
paired—t #7E. *p<0.001, CANA : hF+ 7V 7

Y
= \
=]
w0
H
ad
]
=
3
i 3 PR
= - . ' L
e N Y

ﬂ 404 ~—— " S
LS
i 5
i 60+
ﬁ

K

@ CANA 100mz
-804
T T T T T T T T T T T
WooWd WS WID W16 W20 WM W2 W3 W36 Wee WM WIE W52 WSXLOCF)
FHIR

EREFMAEE L L EDHERS

ARHERGE (NR—X54 V) Mo BRMRTHE (%5 52 8. LOCF) FTOHK
EZELE (FAS)

‘ % N ATA U R=2TGA U PHD
e B (kg) EILE (%)
CANA Bt 70 77.42+15.58 E%i?%i%;

SRR RS, [ ] 1A 95%(F HE X R
LOCF:1ast observation carried forward, FAS:#x KO AT 6 G4
paired-t 7€, *p<0.001, CANA : 7V rmy

[ .\
‘ ’-.
a Y
7 .
S ! e e
kit R e = 4 ’
“ Ty — O
=
<
i:il' -6
e
=
w .
@ -
@ CANA 100z
10
T T T T T T T T T T T
wo w4 wg wi2 w16 W20 W4 W2s wsa2 W36 Win Wi W48 W52 WS2(LOCF)
B
RELTLEDHR




V. BEICEYSEE

<Atk >

BIERAIZ, 2341 (82.4%) ITHEL LT~

FEEIGH 5% EORIER X, BRIk 7 61 (9.9%). R 6 6] (8.5%). £k 4

Bl (5.6%) ToH -7,

BIERERES

CANA #f
- 23/71

! (32.4%)

RRE S & U F A R 3 (4.2%)
G T L HE 2 (2.8%)
B 1 (1.4%)
R#ELUFREREES 7 (9.9%)
A ifn 7 (9.9%)
BialEE 4 (5.6%)
(X7 3 (4.2%)
T 1 (1.4%)
EEH L UETHEES 1 (1.4%)
LR D FRIE 1 (1.4%)
BERRB LUEEHEBES 2 (2.8%)
R 1 (1.4%)
A 1(1.4%)
ERLUVRBES 7 (9.9%)
BEIR 6 (8.5%)
ELS 4 (5.6%)
Bl IR R 1 (1.4%)
PRIER 1(1.4%)
EERBLVIEES 1 (1.4%)
YIEIEZ 9 FEIE 1 (1.4%)
—f& - 2EEEL L VEREHLOKE 5 (7.0%)
(mFZ 3 (4.2%)

e 9 2 (2.8%)
U AR 1 (1.4%)
BRRRE 5 (7.0%)
iR N Ny I 3 (4.2%)
PR EHAN 2 (2.8%)

2) RBEMHLELTEETFTENDRERITER L-3E -

BARWAR

(7) Z Aty
AR L

HEOHE -




VI. EHEBICEHT HIER

—_—

CEBEZHICEEHSILEYMRITILEYEE

SGLT2 fHEHK (F 7)) vuyrFab’L 7Y a—LKi, A 75270 7ady L-Fa
Vo, veA 7V 7arrKmy, FRZ U T7avykiy, o7 ) e yy)

HEE  BEEO O LA ORI RFIL, BFIORMNIEEZSZRT L L,

2. EBER

(1) YEFERML - /ERBER -

BERERR N T, SRERIRTAHM SN 72 70 2 — ADIEIE 100% 25 AL RAE ICFET 57 b
Vo h=-7a— Ak ik 2 8L N1 (SGLT2 B L WNSGLTL) ik v ERIREND, 7
Jb 3 — ZPRFE DS ORI B AAER (S1 43#f) 121X SGLT2 23, 7 /v = — R PREEHDMK <
72 DAL R ALES (S8 43E) 121X SGLT1 2NRFET 528, 7 /b a— AR DK 90%
1 SGLT2 73> T2 = ImHHEAE < 720 . SGLT @O 7 /L 22— AFWIVEEN R (B
FEHEIEEME : renal threshold for glucose excretion ; RT,) #i#x 25 &, JRFICT L —A
PR S5, 2 BUHEIRIA EE TITERE R IZ L SGLT2 OB EINL, 7 /La—2AD
BN EFLTCWDR9, 7V 7ayy (BF70) iXSGLT2 ZET 5 Z Lk
DN a—AOFRINEZIE L, RTy 2K F S8, RESEEZENSE 5 Z L2k 0 kg
K TFERZ -7,

o, AF 7V T7a YAl kD SGLT2 FFIX, R Y U AFRIUNHNC bE & . 2 OR5 R
EALRANE ~DF ~ U 7 AEENHINT 5 & TGF O T A L7 SRERIRNENMER T
L. IBFEIAEIC LD IRP T T I N2 iH 2 B2 6 b 29, x T, &R K
A S ORI A Y 7 AGEEGLR OH], RAE TOREEHE A b L ABIC L5
DRIEMENE, HEAERBERIZLY , REOZRBHREFERICE 2 nfEEsnd 9,



VI, EHEEICEY SEE

ZIA—2X

ErER

NG

JILa—R
BRI

S ZILa—X

SERIRAE
AR

(S342EM)

MAEHET er i

hFTI IR UOERKRE
(B8 : KIRRZRZEREFRMRMEELHEE ERVATLEEZHR SHIFR X5

(2) ENEEM T HHRERAAE -
1) SGLT2 [HE1EH

b SGLT1 X% SGLT2 ZERBTF v A =— R/~ A X — P Sef e R0 % F
T, TR MMEEMED A F L-a-D-7 L at’ T )3 R AR ZI5E I, BT 7Y 7
1O SGLT FEEEEAZIE Lz, 27V 7ay ok k SGLT1 KO SGLT2 2
*9 % 1C,, fEIEL, £ E 4 663nmol/L Y 4.2nmol/L E HH &z, -7V 7y
Dt b SGLT1 (Z%f4 5 IC,, fEiX. & b SGLT2 ® IC,, fi?d 158 fFTH V., t b
SGLT2 12k} L CTERMI R LFEER 2 AT 5 Z LR &,

Z Do SGLT 7% 4 7 (& k SGLT3, SGLT4, SGLT6 KO MU v A=A A /
¥ b VSRR 10 SMITT) K OMEdynEciif sk (LLF, GLUT) (7 v Mg
Fefm sk L6 fla, b bATREE doRHIE - HepG2 M, b M ufREsaEIsN MaIc 1
% GLUT kOt b GLUTS) (Z2%3 5 IC,, fEiX. Wihvd b b SGLT2 (2% 3 5 fED
738~#7 12,000 fZLL ETH o 7= 3339, (in vitro)

E b SGLT I2x3 2EEEA

SGLT2 SGLT1 IR
ICs, fif (nmol/L) ICs, i (nmol/L) (SGLT1/SGLT2)
42+15 663180 158

PIEEAEAERE (n=4)




VI. E3EE(CEHY HIER

Z DD SGLT XU GLUT ¥4 T4 1 JIcxtd 2EEER

HEA R IC;, & (nmol/L) (ﬁ%ﬁﬁm
SGLT3 > 10,000 > 2,400
SGLT4 > 10,000 > 2,400
SGLT6 3,100 738
SMIT1 > 10,000 > 2,400
GLUT5 > 20,000 > 4,800
HepG2 HifabEE v iAA (212 GLUT2) > 50,000 > 12,000
SRS . (Lie GLUTE
L6 MfafEE v A% (312 GLUT1) > 10,000 > 2,400

EHEERINEEEA

O e 2 BpERBET L TH Y | &b %Z 27 %5 Zucker Diabetic Fatty (LLTF,
ZDF) 7 v MZ, 0.3~30mg/kg O AT+ 7V 7oV ZHEREOKET S & HEK
17 72 B TN B EE A 2338 Hav, #5652 O 4 KEfT% TiX 3mg/kg uimi;k
HET, 5 6 BfE1% Tl 0.3mg/kg LA LD EET, BRI FLERNA EIC
A L7, £72. 0.3mglkg L EobEET, HEEER K MER L2807, L
TeloT, AT 7V 7adqd, 2BPERFET VBN T, BHRINARET 5
ZLIZ R o TR TEM 238412 2 L AR Sz 339,

BEEBRINpEESR mEFIILI—ZEE
(%) (mg/dL)
100 600
80 500
m
60
= 8] 1004
#EE & 400
1Y = 300+
g 20+ %
£ o 8 290
E
20 100-|
40 0 T T T T T
6(h) 0 1 2 4 6(h)
5 EREHE BEHRERE
-0~ K (n=8) HF451)702>0.3me/kg(n=8)

HhFJ)7023meg/kg(n=8) -8~ HF1)T702>30mg/kg(n=9)
FELSE  *:p<0.05 *k*k:p<0.01 (FREEDE) DunnettDZ BEHBIRE

BB RINEEE AR O AEE T /E A

@2 PERFEFICA S 7Y 7m P L LT 100mg = HERE ARG Lz L&, BHEE
WL PR RO 5 R OYR T 27 /L ot — 2 PR ORI 28.6D B 7= 14.15)

3) MAEETIEMA
ZDF 7 v kN KO O IEF X Toh 5 Zucker Diabetic Fatty-lean (LLTF, ZDF-lean)
F v MZ, 1~10mglkg DHF 7 ) 7o P 2 HERKAO#S L, K T EM 2 55 L
72o ZDF 7 v MZEWT Imgkg UL LOFE & T, HELMEKTERNRED bz,
—Ji. ZDF-lean 7 v MIBWTH | BUAREIZEH LA E 2 MK T 2355880 b a7z 23,



VI. EHEIEICEY HIEH

ZDF 7 v MCHARTZEOE TR/ NS olz, Z0OL EDOEKGE, £ TofmiE
R T RER, WRRETRERBEWVTED b oTt, LR o T,
TV T a Ak, EEMARREE CIXMFEEA~DOEEN NSV, EiEIRiE T4y
RIMFER TERHZRET 2 L WO RHEE AT 5 2 & BRI S 47z 3339,

ZDFZy b ZDF-leanZ v k (EH3ER)
(mg/dL) (mg/dL)
800 800
700 700
600 fm 600
" 5
500 f 500
i i
T 400+ :II 400
;I( 300 2 3004
B b
B 200 E 200
e—g—o———e—o—9
100 100 x kk % 5ok 5ok
kk ok sk
ok ckook
0 T T T T T T 0 T T T T T T T T
0 1 2 3 4 5 6 7 24 0 1 2 3 4 5 6 7 24
RS KR SRR
-0 fH{F HF7)70 > 1mg/ke
~0- HF71)70Y3mg/ke - £7F71)70Y>10mg/kg
n=6 Y9E+SE *:p<0.05 >k*:p<0.01 (EAFEEEDLE) DunnettDZELEIRE
m#EETIER
4) ERBIREER

MZDF v MZ. 3~30mgkg DHF 7V 7ua Pk 4 BMKEROEST 5 &, 3mg/
kg UL E O # 5 & TR 72 MBS AR N EH X VA E 72 HbAle (K TEH2FE O b,
MAEF A 2 Y RENEAREC L LA E R &S EEZ R LTz,

4 A SR B 51 OF% D BEAATRERIC IV T, M EFHNH L O > R Y S RED
UENRD bz,
PLEOFERN S, 2 BHERIFTET MIBWT, 7Y 7 u P ORERGIIHERA
DIFIELFEICAHTH D Z L DVRE S iz 3889

m#ER s )ILa—REE, HbATc, 4 YR VIZxtd B/ER

HeBRE AR HF T TaT
#5.E(mg/kg) 0 3 10 30

n 8 8 8 8
Mg 7L 22— N . . - . .
23 (g dl) 598.2+18.0 248.0+t13.5 182.0+7.1 199.9+14.7
HbAlce (%) 11.5+0.3 7.1+0.3" 5.6+0.3" 5.5+0.3"
miEpA 22U i o TP PP
LT (ng/mL) 5.2+0.4 7.9+0.1 7.9+0.1 7.8+0.1

SR E B UERR S
* . P<0.05, S L Ol (Dunnett % 5 LR E)



VL.

EMEE (I SRR

IM¥EEAUC o-120min m#gd1 > 2 Y > AUC o.120min
(mg-min/dL) (ng-min/mL)
80,000 500
n=8 TIfE+SE n=8 TIfE+SE
#*: p<0.05 (R EDILE) *:p<0.05 (kL DLEE) ¥
Dunnett?® % ELLEIRTE 4004 Dunnett® Z E LLEHRTE
*
60,000
1 X
300
40,000
* 200
*
20,000 *
[ -
0- o
L% 3 10 30 LS 3 10 30
HF5) 707 (me/ke) HFF) 78T (mg/ke)

migE EFIMERVA VR iRk E/ER
@2 ABERIFERFICH T 7 ) 7Y L LT 100mg 2 1 B 1[0 24 B RER &5
L7z & &, HbAle DK T R OEE & IFE OSEN I b e 1419,

5) ¥ERARMEBAEIC S S 1A
2 ERIFET L CT VT R VR EET D dbldb ~ T R A F 7 7uaP o ER DO
(0.003, 0.03 wiw%) ZHWI2EMAE L-E 2 A, XTHREEE il LU T E 72 B R
WIPREER (P <0.01), XOHEERIIES 72— 2 RERTER (P<0.01) 23
HENT-, FTo. KRR U CTRF 7T I U S ORI 2 A I HE L
7= (0.03 wiw% 527V 7o KW G- B iG 6 IR R A bR < & T DR
(P <0.05,0.01) *),

ERERF L EEN (12 & 5-#%) MR TER (5E. &5 12 H#%)
(mg/dL)
) 800 9" 0 ab/db Control
B . 700 { B dbrdb #1779 KA 0008 w/w9% —L—
s 1 @ db/db #F7YTOY KA 0003 w/wh 1m 600 4 W db/db BN 79V KA 0.03 w/w%
*'E W db/db HFINTUY VKA 003 w/w% i3
- - ‘;‘ 500
ﬁ’; I
BH 60 4 l ’ *k
= 2 300 .
* ?érj 200
T 100 4
! Day -1 Day 84
FEME + EEERGE (n=9) EEIE + KRR E (n=9)
#:P<0.01, xtH#E (Control) & o brig *:P<0.01, xHEE (Control) & o Lhig
(Dunnett ® % LR E) (Dunnett @ % i LLEHRE)



VI. EHFREICEJ HEE

R 7 7 I PR B 5 EH (12 RS

(ug/day)
2500
¢ db/db Control
2000
,:I —&— db/db FF7)7aT Y KA 0.003 w/w %
7K
== T —&— dbsdb 7770V KRN 003 w/w%
57 150
A
7z
X 1000
S
~
500 -
0

2 to-1 20-21 4142 62-63 83-84

P = FEHERR ZE (n=9)
*% 1 P<0.01, *:P<0.05, &AL (Control) & DLb#E (Dunnett % & LR E)
(3) E R IRMERT - G -
2 MHERATID & 5 K G & LT BRSEEIAIC, 24 WERFFRET 5 B IR P 45380

S, HEEERERE MO 2 RPERPEE 25 & U ARSRERER Tl 24 I
Al DFFE L 7 MBFREAR T 1R 25580 Sz 10,



VI. EYEIREICEIY 5IER

1. M REOHR

(1) B A R MR
KPR L

(2) ERIREBR CRERR S NI MAFRE -
1) Bl 5
2 R FRIG RS, 7 7Y LT 100me &5 10 Ay Aiic EERR 05 Lz
& ZOMFETRERERS K OFRMENIE T A — X I TO LB TH D Y,

(ng/mL)
1,600 n=12

1 400 F15fE+SD

1,200

1,000

800

600

400

RE GO S SRR

200

[¢] T T T
0 12 24 36 48(h)

R 5%
2RIRIRBEICHFT ST ) 7022 100mg ZERZROKZE Lz SO MEREEHT

2RMERREBEICHFT T )70 100mg ZERROKE LI EDEYFHE/NT A—4

Cmax AUCO o tmax t’1/2
(ng/mL) (ng+h/mL) (h) (h)
1126 (228) 6561 (1305) 1.0 (1.0-1.5) 10.2 (1.9)

n=12, FEIE FEHEMRE) | b 1S IE (R MiE— e K AE)

2) T 7V OD $E & 71 F 7 VEE D AW R S PR BR
Rk AL, 77271 OD $E 100mg (K72 L CHRA KL OVKTIRH) & 1) 7 /L 6E 100mg
C@sE) ZHRERRO#KE Lz E0hF 71 7a vy o miEhEEHER K OS5
FEENRT A—=ZIILLT DO LB THY . MEHAI O AW PRI FMHE R S iz 9,



VI.L EYMBEICET SEE

(1) K72 LTk (Ead@se : K THRAD

(ng/mL)

—&— #7F%ILODE100mg
-—-O--— A+ T ILER100mg (E:ELE)

RRGE VO S9N

0 2 4 8 1I2 2I4 48 72
5.1 RS (h)
CEfE+EHER 2, n=46)
BRERAIZAFT L OD £ 100mg (K% L THRA) &AHF 7 ILEE 100mg [(EidEfe)
OKTHlRA) #HRBHERREORSE LI-LEONREFEEHD

BEMAIZHF )L OD & 100mg (K74 L THRA) &HF 7 )LEE 100mg (E&EfE)
OKTHRA) ZHRBERROKE LI-LEDEYFE/ NS A -2

C AUC,. £ £
1] | max 0-72h max 1/2
BT BAl (ngml) | (ng-h/ml) () b
) . 1386 8539 2.0 10.5
#7F 7 OD § 100mg (283) (1479) (1.0-4.0) (2.2)
i N 1320 8529 2.0 10.8
AT VEE 100mg (i) (274) (1531) (1.0-5.0) (2.5)

n =46, FEME BEHERE) | e TR GR/ME—KME)

(2) KT

(ng/mL)

—&— HF7JLODEE100mg
~=-O--+ HFFILEE100mg (EiEsE)

400 1

Mg\ N ON SO M

024 ;3 1I2 2I4 48 72
W51 OB (h)
CFIgE+FR 2=, n=21)
BERRAIZAHF )L OD $& 100mg KTHRA) &AhF 5 /LEE 100mg (&)
KTHlRA) #HRBHERREORSE LIz EONREFEEHRS



VI. EYFEICEY HEE

BEMAIZHFT I ILOD & 100mg (KTHRA) &AHF 5 ILEE 100mg (E@EfE)

OKTHRA) ZHRBERREOKRE LI-LEDEYFHE/ NS A —4

C AUC,. t t
1] 2% max 0-72h ‘max 1/2
BBl (ng/ml) | (ng-h/mL) b )
. 1391 8618 2.0 11.9
%57 OD § 100mg (342) (1220) (1.0-5.0) (4.3)
e N 1443 8342 2.0 11.3
#F 7 VG 100mg (Hid5E) (343) (1135) (1.0-5.0) (2.4)

n =21, ‘FIME BEAERE) |t TTRE GR/AME-RKE)

3) K # G-
QRUPERIFIREIC, AT 7Y 7Y L LT 100mg 2 1 A 1[5 14 AFRER D& S
L7z & & Mg REHER K Y BIIE T A —Z I TOEEY THY, KEHRGH
A% 4 HEECICEFEREBICEET O LB LN Y,

(ng/mL)
100007 giis et , 1488
ol 1HBIC 14BERERS ;4&(2&5:—?@)
#= BERS gh
1,000 |
h
EA
3 100
] [ ] [ ]
3 [ ® [ ]
m|
> 10-
=
=
1

1 é é 4‘ é é 7‘ é é 1b 1‘1 1‘2 15 1‘4 1‘5 1‘6 1‘7 1‘8 1&5(E|)
2RMERRBEICHT S )20 100mg &
14 HREIREROKRE LIz TOMBHEEHTE

2RERRBEICHT V) 702 U100mgE 14BMREREORS LI- L EDOEYFEE/NF A —4

Cmax AUCO*24h tmax t1/2
(ng/mL) (ng*h/mL) (h) (h)
1186 (330) 6635 (1367) 1.0 (1.0-1.5) 11.8 (3.2)

n=12, VI (FRUEMRZE) | o (TP RAE GRe/IMiE— R R fE)

(3) L :
BB L

4) BSE - HHEOEE .
1) BFEORE
fEFERR A, BT 7Y 7rPr b LT 200mg™ 222 T8 10 /5% (B%EE)
WCHERROBE L7t &0 C,, M NAUC, . DRTEEED L (R%/1Z2HE) L2
90%fE#E X [E]i1%. 0.843[0.790, 0.900]1 )% T* 0.977(0.945, 1.011] TH » 7=, ZEZiEHF & Lk
LT, AF 7V T7urrdt,, OPFREITEEZERE TR 1.0 KR L7z *7,

) AR OER SN RELOCHER, @,
TR ZICROBET 5, ) Thod,



VI.L EYMBEICET SEE

(ng/mL)
2,500
-0 ZERERFE S (n=24)
20004 -0 B#%1%5(h=23)

F15fE+SD

1,500

1,000

PEET-ANANA S ANINNAT RS S =

0 T T T T T T T T T T 7 7 7 7 ——
0 8 16 24 32 40 48 56 64 72 (h)
B
BERAIS TH2EEFRUVBRESHOMBEDREEHRS
BERACBTIZERRUVUBRESHOEYMHE/ N A—4
Crax AUC, ., rmax tyo
n (ng/mL) (ng-h/mL) (h) (h)
ZEfEIRE 24 2026 (458) 15316 (3135) 2.0(1.0-5.0) 11.7 (2.7)
Bi% 23 1740 (435) 15140 (3572) * 3.0(1.5-5.0) 11.7 (3.4) *
TEEIE GEYERZE) |« b 1P RE G/ IME—FR K AE)

k= 22 4

ARGIDEE )7
DQUVZ7rrEvy GREAOT—X)
Rk N (14 B) Zx8I2Y 77 22 600mg # 1 H 1[0 9 HEKER O &S
KO F 707yl LT 300mg™ ZHEINFHAKS (V77 B85 7H
H) Liz&&, #F270 70200 C,, KON AUC, .. DEMEAMED L & 2D 90%
FBEXMIX, #7277y 2HMROKE LI LT, EhEh
0.72[0.61-0.84] }2 11 0.49[0.44-0.54] T~ 7= 3,

@vaxvy VEADT—X)
RN (16 ) Z XY 02mg & 1 H 1107 HERERO#EE (V)
HiZy 3%y 05mg&Y5) ROHF 27U 78 LT 300meg™ % g o0&
L&, V3% 00 C,, LOVAUC, L, DREHE O &2 D 90% (5 HEIX

ML, YaxvraBMRO&kEsE Lz iz LT, £ 1.36[1.21-1.53] kO
1.20[1.12-1.28] Cd > 7~ 39

@ ZDfOFEH GEANDT —#)
TRV TVTF TIRTTIR (FIUTYR), ARAAVIL, ¥ 7rAKRY
v, FuRxy N, ROBEE (2 F= LT A TS KRLAR AT A
V), B ReZmaaF T YR VUNRREF TERNTI ) T2 KT LT 7Y
YAV T LNEDOEYAEEREZRF LR, WIS K G IC L2 60 2
TR LR T3,
AU TV TFUIHARANDOT —H

) AFNOER SN AEL AR, @, mAZEsF 27 ) 72 LT 100mg % 1 H 1 [REIFIAHT
TEIERICRO®REST 5, THD,



VI. EYEEICEY HEE

HAFT) 7D DEYHEICRETHREOTE

. HF TV Ta Y OIEYENE T A — X
‘ P A ST T D (%) [90% 5 151X ]
BFH3E P o
AR |hge PFA ok
- [ AUC,
L 40mg | 200mg 98.2 98.29
z 1 1

TAITITF @D | QD) [88.0, 109.5] [95.5, 101.1]
I 200mg 91.57 91.39
34 SEL b)

AL QD) @QD) [84.63, 99.08] [88.42, 94.45]
. e %5mg | 300mg 114.86 112.24
EFrruRF7 IR @D | QD) [105.95, 124.51] [107.55, 117.13]

. 2000mg | 300mg 105.17 109.76
A RS @D) | (@QD) [95.78, 115.78] [104.96, 114.78]
) s 400mg | 300mg 100.81 122.98
YT BART ¥ @QD) | @D [91.31, 111.30] [118.66, 127.46]
RN 500mg | 300mg 113.37 120.74
TRV R @QD) | QD) [100.37, 128.06] [116.37, 125.27]
QD:1H 1M,

a) AUC; 1y, b) =F =LA T F—/1 0.03mg L NL7AR /L7 A kL 0.15mg

HREOEMEBEICRIEFT AT I IO UDEE

. BRI ERE T A — &
S s | P77 ST T 0D (%) [90% 12 1 < ]
GEES | DR B
- C,. AUC, ..
TXUTYTF 40mg | 200mg 97.6 98.39
(QD) (QD) [90.3, 105.6] [94.0, 102.8]
TF =T ATV F—L 0.030me| 200me 122.21 106.61
: &l (QD) [110.34, 135.36] (98.56, 115.32]
LRI Z R L 0.150me| 200mE 122.32 106.33
) &l QD) [110.70, 135.16] [100.02, 113.03]
N AE T NI F N ARF
109.09 112.11
[90.68, 131.25] [94.32,133.25]
40mg | 300mg
(QD) (QD) UNRABEF SUNARF
AN AN
126.10 118.26
[109.90, 144.67] [103.25, 135.45]
TENTI )Tz 1000me | 300mg 100.32 110.87
& (BID) [92.35, 108.98] [96.22, 127.74]
77U R 77 YR 77U R
92.89 102.25
[85.03, 101.48] [97.87, 106.81]
3-cis—t R 3-cis—t R %
] e e
1.25me | 200mg TYTY R 77U R
QD) QD) 98.97 101.04
[90.76, 107.92] [95.77, 106.59]
4-trans—t Fo o 4-trans—t Rz ¥
77 YR 77U R
95.74 102.52
[87.91, 104.26] [96.85, 108.52]

) AR OER SN AEL AR, @, mAZEsF 27 ) 72 LT 100mg % 1 H 1 [REIFIAHT
TEIERICRO®REST 5, THD,



VI. EMBEICET HEE

. BEASE DI BIIE R T A —H
N e |2 777 S8 TSP 0D H (%) [90% A i)
e S g |[7/BRYY BEF Bl
£ FH&m

Con AUC, ..
A IV RN S-ULT 7 S-ULT 7Y

100.98 106.14
30mg | 300mg [90.32, 112.89] [100.43, 112.18]
QD) @D R-ULv7 571 R-UVvT7 71 v

102.96 100.62
[93.74, 113.09] [95.98, 105.50]

tERozoasFrd R 25mg | 300mg 93.93 99.469
(QD) (QD) [86.97, 101.46] [94.85, 104.30]

A MK 1000mg | 100mg 85.6 96.5
(QD) (QD) [72.9, 100.7] [81.9, 113.7]

2000mg | 300mg 105.80 119.95
(QD) (QD) [93.17, 120.15] [107.68, 133.62]

QD : 1A 1[FE#&E, BID: 1A 2[E#EE

C) AUCO 792h™N d) AUCO 24h

2. EWEERI/NS

(1) B33 -

A—5

BN RE N T A —Z T, S arN— KA NEFAMITIC L D EE L,

(2) RULEEEH :

2.43h (REEEH M ENREMEAT I X 2 HEEH)

(3) HERRETEH :

T OWIEE T CEAE+SD) : 0.062120.0134h ! (2 BUBERISBEICHF 7 U 7
7Y 200mg ™ A ZCfER ) . 0.0635+0.0168h! (2 FUBERISHRFICHF 7Y Ta P

200mg™® &%) 37

MO2IVT7IVR:

BTk s V7o o2 CEHHE+SD) @ 15.78+3.04L/h (2 BB RIGBEICH T 7Y 71
Y2 100mg & B nl#5) . 15.57+2.72L/Mh (2 BEERIGEREFEIZ 7Y 7 a2 100mg %
14 HEEES)

(5) P HEHE -

T O AR CE¥EESD) : 229+46L (2 BUEREEFICHF 27U 72 100mg
ZHEAEG) . 260E66L (2 BERFESICH 7Y 7e v 100mg % 14 HFERS)

(6) T D

KPR L

) AFNOAR SN AELR AR, T8,
TEIERICRO®REST 5, THD,




VI. EYVBEICEY HEE

3. B%KH (REaL—>av) @i

(1) BT -
REEHE BN REARAT Tl 1 RGBT ZE ORI T 72 A L2 BE LTRIE 2 =23 —
kA NET VTN LTz,

(2) INTA—REHER :
RHENEW BT OFER, AT o7 VT 72 (CL/F) 125 LT eGFR, BEAKL
Oy-GTP 23, & b T3 8— N2y MpAigHE (V/F) 2%t L CREROMRIN A E
AR L LTI ST,

4. TRIR
NAAFRASEY T 4
fEEER AN BREAN, 96 1o, B FZ U 7Y L LT 300mg™® & HERE O E Uiz & & off
KIS A FT XA Z YT 413K 656% Th 7239,

5 9

(1) % — X BEFT@EB T -
HEZ w Mo, [MCHER A 7Y 7P bmglkg ZHEFRAO#KE L, #%51% 3. 8, 24,
96 K O* 336 REH O T HSEN M2 EEBEN R4 — N T UF T T 7 4 —IZ X VREL
7o BA~DOBATHEITAL S . HHHE AUC, oy, (FIMIED 1/10 F2E TH - 72 0,

(2) % — R AR PSR IE 14

HIR 18 HA DT v b, [MCHEFk A 7'V 7Y bmglkg & HERE D& 5 L, &K5%
3. 8. 24 LN 48 Wi O RHA K OGRS ie i 2 E &M EZ A — N T VAT T 7 4 —
RV RE LT, RHROBNEECE & Ol oo se R RS 13 5% 3 eIz, Il A e %
DAL G~ T O A REIREE 13 5% 8 FEMIC R bRV MEZ R~ L, Mg b DIEKE &
HITHHARN OB REITIR T L7z, RHMRDBIEEE K O — & — R DU E AUC, g, (F MK
DKI13FETH Y . T, B, AT, B, PR OCEE RS 5~8 5 Th o7z, F5
R . BREL, FLAR K OMERE O IUHEE AUC, 4, (3. TR ENIME D 8.8, 4.7, 3.3, 1.7
EOL7fEE, WINbMRE D HEWIRENRD bz, RIEOHKIHE AUC, 4, (FRHA
DMK & FRRETHY , BT 7Y 7rv b LXK O MK OB A~DOBITH
TR X T 4,

(3) A ~DFEITHE -
SMts 13 HoRIL T v Mo, [MCHEE D 27U 7 u P bmelkg Z HEIRR O#5 L, w2t
O PEE A2 fRET U7z, FLit /RIS B RE IR B LL T EURHR E L 72 2 T O R RIC I
T 1.056~1.55 ThH o7, MBEHF ST RERE OB T, It ST RERE i L,
AUC, q OFH /RHRIMAEIE 1.40 TH o 72 2,

) AR OER SN AEL AR, @, mAZEsF 27 ) 722 LT 100mg % 1 H 1 [REIFIART
TR RICRO®REST 5, THD,



VI. EYEBEICET SHEE

(4) BB DB -
AR L

(5) ZDDFRE~DIBITH -

FZ v Mo, [MClE# A 27 ) 7u P bmglkg ZHRIFO#EEG L, &5% 3, 8, 24,
96 JZ O 336 HRf] OFME A RE A2 ERNEF A — N T VAT T 7 4 —IC XV RFETL
Too 7oA ORPREIRE (3R 5% S I Tl b A<, T 0%, BREFIZED LTz, ik
FHREMR S 1/ G, BRI E K ON— 2 — IR TE <, IRWTT, T, B, B, RS,
ARERMAF S 72 & ~DBATHEN B o T2, AT =V EFMBEA~OR R BATHIIRED b
T Flo, BT 7V T a T s R OEOREY O OB REEEIT VWL D EE XD
ﬂf: 40)O

Z v MI[MCHE# ATV ) 78D 5mgkg ZEEFEORE L1 & E0MBFHMSRERE

s i LT REIR L (pg eq./g or mL) AUC, 5, éUCO,m
3h 8h 24h 96 h 336h |(¢geq.-h/igor mL)| #fk M
ik (LSC) 1.15 1.30 0.254 0.006 <0.002 18.0 0.9
1 0.93 1.30 0.24 <0.03 <0.03 17.0 0.8
miE (LSC) 1.27 1.53 0.292 0.005 <0.003 20.9 1.0
[ZkE 7.34 9.37 1.38 <0.03 <0.03 119.4 5.7
B 2.30 3.02 0.57 <0.03 <0.03 40.3 1.9
H 0.17 0.27 0.03 <0.03 <0.03 3.1 0.1
Jikg 0.08 0.20 0.10 <0.03 <0.03 3.1 0.1
iiRgk (LSC) 0.68 1.25 0.36 0.03 0.01 17.3 0.8
1B fEn; 3.22 4.57 0.83 <0.03 <0.03 59.3 2.8
SREN 7] 0.41 0.41 0.13 <0.03 <0.03 6.5 0.3
NS iR 4.34 | 12.35 7.43 0.46 <0.03 203.2 9.7
Ao fik 4.05 6.08 0.97 <0.03 <0.03 76.0 3.6
B e 11.95 | 12.79 4.98 0.33 <0.03 212.3 10.2
e 6.54 7.38 2.29 0.09 <0.03 114.3 5.5
LS 1.94 1.68 0.32 <0.03 <0.03 25.1 1.2
T Mk 8.16 8.60 2.99 0.16 <0.03 139.1 6.7
K 3.35 3.68 1.74 <0.03 <0.03 64.0 3.1
JiF ek 8.77 11.75 1.99 0.05 <0.03 152.5 7.3
Jifi 2.75 3.55 0.63 <0.03 <0.03 46.9 2.2
s 0.69 0.59 <0.03 <0.03 <0.03 NC NC
i 1.78 3.21 0.63 <0.03 <0.03 40.5 1.9
i NS 2.22 0.52 <0.03 <0.03 27.6 1.3
e 5.94 7.51 1.26 <0.03 <0.03 98.5 4.7
AP N 3.22 3.85 0.46 <0.03 <0.03 48.1 2.3
LN 3.66 4.88 0.74 <0.03 <0.03 62.0 3.0
FTSLAR 1.82 3.99 0.55 0.05 <0.03 45.0 2.2
M ¢ it 3.98 7.76 1.40 <0.03 <0.03 94.8 4.5
RN 0.91 1.56 0.71 <0.03 <0.03 24.8 1.2
FIa ) g 0.72 2.36 0.33 <0.03 <0.03 25.2 1.2
/NI 28.23 | 10.40 2.67 <0.03 <0.03 222.5 10.6
JIEN = 2.77 3.61 0.53 <0.03 <0.03 45.8 2.2
H 1.33 7.39 1.11 <0.03 <0.03 76.8 3.7
kB 0.31 1.08 0.83 <0.03 <0.03 19.1 0.9




VI. EYVEEICEY HEE

s i LA PO REIR L (g eq /g or mL) AUC, 44 AUCy .,
3h 8h 24 h 96 h 336 h |(¢geq. - h/gor mL)| #fk M
Jifa i 1.36 2.93 0.51 <0.03 <0.03 34.8 1.7
R M 3.18 5.12 0.59 <0.03 <0.03 59.0 2.8
PRAE 1.43 NS NS NS NS NC NC
I7e 0.60 0.65 0.39 <0.03 <0.03 12.2 0.6
b 1.75 6.14 1.66 <0.03 <0.03 77.1 3.7
ARER i 45 s 2.54 9.59 2.08 0.24 <0.03 112.7 5.4
n=1

LSC: ks vFL—avhyrZ2—ic k) lE
NS : FHH 2 EA T, NC : M CTE ey o 7272 O R A AT

(6) MIFEAMER :
AF 7V T7uroe MuEE PR ERITK 98% Th o7z (in vitro, FRIMEIRE) 9,

6. X

(1) BB B UMUHHRER -

TERERR (SHELA, 6 4) |

7uvy (45.4~98.7%). 7 /7 v U BEiER
28.8%) K OFRLAHEY M9 (2.42~3.70%) T -o7- 4,

-
=~

[MCHERR S T2 ) 7o 192mg™® ZHER A G L- &
&, B 5% 24 FEH F TO MR EEREIZ 5 5 REBLER R O OB G, 7

H

hFrovuzadr

(UGT1A9)
JvoarvEnas

(UGT2B4)

H

GICUA/

ERZBITEAF5) 700 DHETERBHRIE ©

# M5 (1.9~29.6%) MTOM7 (16.0~

gz EBEe

GlcUA: JILoO>vEg

E) ARIOAGR Sz ik R O &R, T,

TEIERICRO®REST 5, THD,




VI. EYEEICET HEE

(mﬁﬁlﬁﬁiéﬁﬁ(cvp%)w\%@ FEE .

=) iéﬁ+7)7m//®7w7m/&@ T Z UGT1A9 X (* UGT2B4
Mlzmﬁf Z CYP3A4, &\ T CYP2D6 73R4 uto CYP2B6\ 2C8, 2C9 ¥

EM4_ﬁLT%%m%¢%%mbkﬁ(K@ﬁku&7&80&@2MmdmL(ﬁmAz

2A6, 2C19, 2D6 kU 2E1 1Zxf L CRENEHZ RS o Tc, iz, WTnud CYP 70+

FEIZxF U CH RERUEAFILEMER 27 9. CYP1A2, 2B6, 3A4, 2C9 KN 2C19 %34

L7227 oTz, UGT1A1 KON 1A6 12k L THIWBHEFEEH 27~ L7272 (IC,, fiE : 91 & TX 50mol/

L). UGT1A4, 1A9 O 2B7 2% L CHEBIER 2 S o 7= (in vitro) *,

(3) WEBBHROERR VT DHE -
AR L

4) REWDOEHEOEERVEMSL., FELE
HF 7Y T7a O NIBITAERREW TH DL MT EXOMS Ok b SGLT2 IZx%t3 5
IC,, fEIX. ZNZH 7.6mol/L T 1.0pmol/L T - 7= 3,

hF7) 7P o RUZORKEYMDE + SGLT2 AE/EA

Ak B A IC;, i (#mol/L) @ IC;, kb ™
NFTVTRY 0.0042 1
M7 7.6 1810
M5 1.0 238
a) F-HfE, n=2

b)#F 7 U 7 a Yo IC,, il

s BYaY=

7. e
(1) HEHERAL R R

[“CHZEk A7) 7r v 192mg # HERE OB G Lz & & Beh% 168 Iffil £ Tlo, #&

B ENTHRED 32.5% 3R HIZ, 60.4%NFHIZHEM S 72 2 Lo n | EE PR

X, EP~OHEITH D LB 2 B 9,

ek, [MCHERk A 7V 7oy 10pg Z HEIFARNE G- Lz & & 5% 70.25 R &
I ST UREED 34.1% B HEHIUCEN Sz 2 L vn, BRI i U 7= 3 it

DHEREBEDO—2>ThdEEZ LN,

(2) HEtt B &K U ERE
Rk AN OEIN, 6 61) o, [“CHE#kHF 27V 7u v 192mg™ Z HER O &5 L7
L&, BE5% 168 FFH £ T, &5 SN HERED 32.6% D3 RFUZ, 60.4% 3 FEHIZHE
i, 5% 48 H#Fﬁifv@@%:ﬁf&v 7ur YRS LT, M5 (13.3%) &
UCM7 (17.2%) HBE DN, £z, #HRIZEK, A F 7V 7820 (41.56%), M
(8.2%) KO'M9 (7.0%) MG BTz 49,

) AR OER SN AEL AR, @, mAZEsF 27 ) 722 LT 100mg % 1 H 1 [REIFIART
TEIERICRO®REST 5, THD,



VI. EYEEICEY HEE

HhT+4 U703 RUZOREVO i
BTV 70Ty BOEAREBOYEIE (%)

HFT) Ta M5 M7 M9
IR 32.5 ND 13.3 17.2 ND
E 60.4 41.5 ND 3.2 7.0

n=6, ND : fHRALIT

R A (AN, 640 (2, Z#F 27V 702 100mg ZHEFRG L L &, #5% 96
IREfH] £ C ORI G- ED 0.416£0.070% (CEAMEEERERFZE) OAF 7Y 7a Y R
O BT Y,

Fio, BERBEE (AARAN, 126) &, #7270 7822 100mg % 1 HHIZHREES
L. 1 HOKRIER, 3~16 HEICKEHREG L&, 1 HEAW16 H H O 5% 24 FFfH
F TORPICENFNHEGED 0.384+0.084% CEHE AR . 0.64110.204% (OF
PEEERERZE) OB F 7)) 7aPrin@o b5,

8. FSURKR—E—IZET HIER
HF TV Ta AL P-HEEAE (P-gp). ZAIMMEREEAE 2 (MRP2) K ORI IEE A
'E (BCRP) OHETHY ., P-gp L MRP2 (2% L THWLEIEM (IC,, & : 19.3pmol/L &
O 21.5pumol/L) %7 L7z (in vitro) 9,

9. BNZIZLBBER
KSR EBETIT, AFEOBIIC L THFT 7Y 7ul it A EFBREEN -T2 10,
(TVI. 10. (1) OBFERERESE WEAOT—%) | OESMH)

10. BENERZEITLHEE
(1) B HREmEE
O BFHERElE® 211 O 2 TUBE IR B
T R RERE T A 0k 5 2 AUREIRIF RIS, B Y 7 e Y LT 100mg & HARE
N5 L7zl &, T 27U 7uPr o AUC, JIBEHEREIE # 2 BB R B & bl L€
#26% L5 U7, £7-, BRREER K OB REREE 2 0F 0 2 BRI BE 12k
T 5P E1% 24 B £ TORMEIRT 7L a— 2P BEOR— 25 4 b OEbE (OF
PIE[95%EHEX ) 1% 86.592g[75.612, 97.572] K 1) 61.017g[49.362, 72.671]1 T&H >

f: 10)O
BHAEEEEZHS 2 MERFEEEFICR T HAHERROKRSHOEMEE/NT A —4
C AUC,.
B p4 A [ = 0 e max 0-oc0
B RERR E DR L n (ng/mL) (ng+h/mL)
e i B 1214 6929
(R R 12 (338) (1734)
MR RS RE R A 1 5 2 BB R R 19 1197 8766
(eGFR 30~49mIl./min/1.73m?2) (311) (2551)
B EEE R & ORI EEO (%) 98 126
[90%15 #E X [H] [82,117] [106,149]

TEE (R e 22)



VI.L EYEEICET HEE

QB EE GMNEADT—4)

BSREREE#IC, BT ) 7Yl LT 200mg™ A HERR ARG Lz L &, BER
PR EE . PEEEHEREES RO R EBEEREZTON T 7Y 700D Chpp 13
ERBHESLEEBRL T, ZNENHN27%. K 9% KT 10% KT L, £7-.
AUC, T IEFBHEES L ik LT, 2T 15%. £ 29% K ) 53% mh -7,
KR EBETIE, ARHOBITICE > THF 7Y 7ad i3 e A EBRESRRN
-7,

Flo, IEFEEE R, PEEKOREBHERER ICBIT 2% 5% 24 FF# £ T
DRBERFP 7NV a—APMHEDOR—2 T 4 b OBbE GREE & EHM) 1L,
53.04, 38.32, 17.11 K} 4.27g Th-o7- 19,

BHEEEECE T EREOREHOEYEB/ NS A —4

C AUC
FEX s b i = R max 0-o0
B RERE H O FE L n (ng/mL) (ng+h/mL)
[ 1880 14862
T BRES 3 (475) (5380)
HEG JE R R B e s 2 10 1469 17172
(eGFR 60~89mL/min/1.73m?) (669) (6075)
IR R RES & ORI O . (%) 73 115
[90% 15 HE X ] [50,108] [84,159]
S R R R 9 1717 18715
(eGFR 30~59mL/min/1.73m?) (427) (4504)
BB HERES & OB (%) 91 129
[90%15 #E X ] [61,134] [93,178]
= R R 10 1746 22304
(eGFR 15~29mL/min/1.73m?) (665) (5566)
IR R RES & ORI EE O (%) 90 153
[90% 15 HE X ] [61,133] [111,211]
N N 1287 13587
REIER2BE (BITE) 8 @77 (3916)
BB HERES & OB (%) 69 94
[909%15 ## X ] [52, 90] [67, 131]
e 1433 14205
KA 2BE BT 8 (509) (3648)
IR R RES & ORI EE O (%) 75 97
[90% 15 HE X ] [52, 107] [67, 141]

TR ()

(2) IFHRErEES GMNEADOT—%)
JFREREREEEIC, 27U 7P LT 300mg ZHERAKE Lz L &, BEATH
REfE S (Child-Pugh Y CTEEFA 27 5~6) MO S THAERE E ¥  (Child-Pugh
DHETEHEH AT 7~9) OHF 7V 7uadrd C,, \TEFITHES L ik LT, 2nZ
K T% D L5 L#0 4% DI T2 binte, Eio. AUC, X IER PSR L i L C,
TNZEIH 10% L O 11 % Emn-7a 47, 7ol @ENFHEGERES (Child-Pugh /3%E T
BRFA =T 9E) TORKRERIIITHOI TR,

) AR OER S AEL AR, @, mAZEsF 27 ) 72 LT 100mg % 1 H 1 [REIFIAHT
TEIERICRO®REST 5, THD,



VI. EYEEICEY HEE

FRERESISH T 2 REROBSHOENBE/ S A—F

A e [ev =g o e Cmax AAUC‘O,OO
JHASRERE 2 DO FLE n (ng/mL) (ng-h/mL)
O N 2844 24632
[EHFRE i (794) (7132)
BT RE PR g 3038 27162
(Child-Pugh /37 THEFA =T 5~6) (670) (8609)
IEFITRERES & O EEO (%) 107 110
[90% 15 #E X ] [84,137] [86,140]
HAE R PR R R T 8 2810 26866
(Child-Pugh 73¥ECHF A 27T 7~9) (1037) (5788)
1B FRERES & DR EHMEO (%) 96 111
[90% {5 #E X fii] [75,122] [87,141]

FIME (MR ) a)AUC, .1 n=7

(3) mliing IC BT % @i
2 RUBEIRIFRE A% L LI HERERBR O, @ (65Ul L, 7T1~7341) LIk
W (65 R, 217~225 ) IZBWCTHERMIEL-MmiETH 270 7a P U R_RED K
T 7 ERK O 12 % O AUC, 4 7 2B L2, ZORER, EilinE O 7 7 BE DY)
EIZIEEIBE LV B 10~30% @\ M2 R Lz 19,

1. 20t
BB L



VI. R&M (FRALOXES) ICBY51EE

VI &£t (ERLDIESF) (CBYHEE

ERNBEFDER
TEIN TV

Ko g

2. ERAREETDEH

2. B2 (ROBHEICIFRELEBENI L)

2.1 KRFN DRk LIl BBUE DBEEIE D & 5 BE

2.2 EIES b—U A BERFMESESOUIRTEED B [k O R AT K HEe
L IUHE D JE B ASAZH & 70 5 O TR O£ 51358 S 720,

2.3 HSERYYE, TTRIR. EERIMEOH DBE [ A ) UEFICL D MBEEENE E
D DO TARANOR T E 7200, ]

< fifEsn >

2.1 FEEBBUERS IS S AHEME 2 FE Lk E LT,

2.2 WRIEKLOA AU N KB EC)OR DR ENMNETH DT ORE LT,
2.3 AAVEFEHIC L DMPEEENLEENDZORE LT,

3. MMRERIIMRICEET HFE L ENDEH
(V. WFICBET2HE ) OHEZZMT L5 L,

4. RERUVAZICHAET 5FE L ZNDER
BRIE I T2

5. EERERMIE L TDER

8. EELEAMIEER

8.1 RANDME I HT-» TiE, BFEITH VIRIIEEER & O Ot 5 B2V T4 9
%z &, [9.1.2, 11.1.1 ]

8.2 RFIOFIRIEMIZL D ZIR « FIRDHAOND Z END D, £, RRENEDTHZ &
W DOT, WERKSHAREITD LHOE L, BEE2 0170 2 &, FRCERIRERD &
LT WEE (S, BWREERE ., FUREHEESE) [T\ TX, Bk
RIGPES BT & R—=v A @R m PR, MZE 2 5 T fide - FERRIESE DFE BT
HEETLZ L, [9.1.3, 9.2.1, 9.2.2, 9.8, 10.2, 11.1.2 &#]

8.3 JRIZEKHL K ORI A = L, BB R, S KOS OEEEF L (71 =
TEYE) . BUMES D EERBYIEICED Z 0D D, TORBIEZRIT O 72 EIRBEY L
PESSBY OFIEI R L, BIE LAl 2 & 2175 & & b, IREBICIS U TR
WEEBETHZ L, REIEY I OEZREYE OSE IR B OV DR IF IR DWW CERE IZH
T5HZ L, [9.1.4, 11.1.4 ]

8.4 A= br—ntkEE B E LTHERT 251, AFIEG I, b2 @ 3eicm
B L. HAORAEMP D, KElZ 3 » AL L TOERNPA 058 11T oTERE
~OEREEETHZ L,




VI. 2&M (FRALOFES) (CBY51EH

8.5 R EIZLY, MEZ L7 F=00DEH XL eGFR DIRFNRALNDZ ENHDHD
T, BHIEA EMMICRET S 2 &, BHEREREERE ICRB O TIIRE & o85S LR
REfEEOBEICEET S Z &, [6.2, 5.3, 5.5, 9.2.1, 9.2.2 ]
8.6 IMpF=> b —ikEEZHMWE L THEH L CWDEFIZBWTL, fkEMIZ eGFR 23
45mL/min/1.73m? Kl AR T L7c & idxk G of iz matd 25 2 &, [5.2, 5.3, 9.2.1,
9.2.2 2]
8.7 AAIDIEMMESr T IR 7 v a— AP E RIS LV | = b — L3 RAFT
HoTHEMBANTTEL, ¥ b= 2AB3bbbiIv, ¥ F TV R—=VAIZELZEND
%, [11.1.3 BH&]
8.7.1 HELWIMKED LHZ DR WHANH D720, UTFORICHEETSZ &, [8.7.2 2]
< LD - MR, RAGEOR. NS, WMEEZR DVe. BRUEK, PRELIREE, BRI E S ORERAR
D HNTHEAITIE, M SUTRT 7 M REE SR LS TS H Z &,

RIS, AR UWERRDIRT, A AV CHRFIOPRESCH I 8 A BB R EURIFR
BFERAR, BYYE, BKEEIBEIIET N TV R—=V A 2B LT 0O T, 8
Bh+m5IATH 2 &,

CBRFICX L, UTOREEET 5L,
T N7V R ZAOGER CEUG < R, BABOR, MR, @R nE, B, PR

PRI, EARPEESE) .,

T RT U RV ADFER DRSO GG A IIXE DICEEREEEZ 2T 5 2 &
c MAENEE TR ELT N T U R—VANKIB LY HZ L,

8.7.2 AF & 5Ty SGLT2 FRER OG- H L%, AT RS PRI D L0 KRS
I a— AP OV TV R— U ARERGE LTIEFI NS ST\ b7, MEIDSE T
TIRBEZRET D70 CEEE2+H0cirH 2 L, [8.7.1 2]

8.8 PERINEE, MEJR, ZIRHDWITIRADIERZ BT 5 BHICHB W TIX, ZOIRELELT
HEEBIMBITOREEZBET D L,

8.9 AHIFHGIZ L HEERDNBESNTWAHTD, WECKERDICEETDHZ L,

8. 10 fKMHERA K Z 5 Z & 3H DD T, mPTE¥, BBV HEOEEEEIZEFH L TV DHEEIC
BHTLHLEEFFEETDLZ L, [11.1.1 2]

<R >
8.1 [FEWNADIERRERITI T, MOBERFEE & Of AR R EER R E S Tns Z &
MOHRELE, (VI 8. EWEM] OHEBMR)

8.2 MF VT u AL DRF I a— AP BIEINNRE ERIRICEE S RIR SRR % 5
X TR B D, ENEEKRBRICISW T, RRERDICET A EESRIT. b
70 7a Y B ETCIET T e AR RRREORBLEIS Th o 7oy, AR I IRt
L0 b PFNCE NS T OBRE LT,
<HE>
HAANT —X
E N ERRBRIZ 31T DRI SN BT 2 A EFROFBEIG K OWFRITKED LBV
Thb,

BEFRGHRBEEIT 100mg #£L Y $ 200mg™ BECTEN->T2,

) AR OER SN AEL AR, @, mAZEsF 27 ) 722 LT 100mg % 1 H 1 [REIFIAHT
TEIERICRO®REST 5, THD,



VI.L 2&M (FRALOXES) (CBY51EH

HEREBOREZITRETH o7, FIRICE > T-AEFEFLIT 200mg BEDO K 1 510 &
Th, EELHEEREGIIR) -7, 200mg B Tl G5#% O R IICH EFHSE N
FELT DA N A S22, 100mg BETIEZE O X 5 ZRHmI A Lo 7=,

100mg B (748 f51) | 200mg B (881 ) | 100mg + 200mg B (1629 )
FEBLBIEL (%) FEBLBIEL (%) FEHBIE (%)
7t 8 (1.1) 16 (1.8) 24 (1.5)
PR R O 2 i 1 (0.1 4 (0.5) 5 (0.3)
ik 1 (0.1 4 (0.5) 5 (0.3)
R A P 4 (0.5) 8 (0.9) 12 (0.7)
ENIRGLOEIN 3 (0.4) 8 (0.9) 11 (0.7)
PSi 1 (0.1) 0 (0.0) 1 (0.1)
RS 3 (0.4) 3 (0.3) 6 (0.4)
AR if £ 0 (0.0) 1 (0.1) 1 (0.1)
ST AR o 3 (0.4) 2 (0.2) 5 (0.3)
B IR R A 0 (0.0) 1 (0.1) 1 (0.1)
M FEART 0 (0.0) 1 (0.1) 1 (0.1)
SMNEANT —Z

HEAMGEARRER ClE, IR ERICEE T 28 EFSRIL, 100mg #E & O 300mg ™ #EIZFB W
T, 7RI DR BFEHENE L . AEEEENZRD b,

83 HF 7V TuaT U DRF TN a— AP BN R, ERRERY A B L S D AR
WD 5, ENAOERFERIZEN T, REEEGE L OWERRE %K%#éﬁi$ﬁ®%ﬁ
FIE I IR & el L T < RIS DR BB &, MUl eSS o HE 2R RYYE I
ZENHDLT-ORE LT,

F7-. ERSMIEW T, SGLT2 FHESR & DR EERNEE T X R WIMNEE K A
DEEFMERFIESR (7= 8H) ZROTIEFINRE SN TV DHTORE LT,
<BE>

HARANT—X

FE NG PRERER Tl SMEIRRYYE OF FEHEUE 100mg B 17/216 1) (7.9%) & 1U200mg ™
#E 27/255 B (10.6%) 1Z#8D BTz,

HMERRRYUE DA EHE ST, 100mg FEL O 200mg BECTENEN 13 6, 17 B35 12
B FETICHRBE L, ZRLBEORBUIHED Lz, RLEREEVRE N> A EELIT
SEEE A P HIE T o7, 200mg BFED FEEE 1§ 2 R& | BEFELITE T, |
R E S - HEFESIL 200mg FEOIREG 1 HlOATH Y | EELRFERFRII R -7,
SMERRIEYYE DA EFREM VIR LRH L BE OB A< R
100mg £f 91.6 H. 200mg &£ 98.7 H TH ¥ . KB/ 1L HUE B T HUH 3K O B IR
R0 [EE TR L7,

) AR OER SN AEL AR, @, mAZEsF 27 ) 722 LT 100mg % 1 H 1 [REIFIART
TEIERICRO®REST 5, THD,



VI. 2&M (ERALOFES) (CBY51EH

8.4

8.5

8.6

8.7

8.8

8.9

100mg #% (216 #51) | 200mg #£ (255 #i) | 100mg + 200mg £ (471 fi)
FHEHE (%) FHEHE (%) BB (%)
JRYLIE B OV AR U 17 (7.9) 27 (10.6) 44 (9.3)
PERR T ¥ B 1 (0.5) 1 (0.4) 2 (0.4)
Tl 1 (0.5) 2 (0.8) 3 (0.6)
AN 3PS 2 (0.9) 2 (0.8) 4 (0.8)
SRR Y A 12 (5.6) 18 (7.1) 30 (6.4)
SR REERIE S 0 (0.0) 2 (0.8) 2 (0.4)
LR M R 0 (0.0) 2 (0.8) 2 (0.4)
A1 B R R G 1 (0.5) 0 (0.0) 1 (0.2)

SEANT—H

WG R ER* (777 2 REE 646 B, 100mg #F 833 . 300mg™ #f 834 ) <Tix. 4+
Pl RYE DA EFRRORRE AT, 77 BAREE (3.2%) & LT 100mg #f
(10.4%) K 1X300mg (11.4%) TEh-oTz, AMNERBYYEDHEFEL 240 K LRI
L7 BRE OB ITOVTHOREGEHETHIE -T2, L EREENEN->T-HEHES
X, SMEBEEBYETH -T2, AEFROKBOITRE UIFEETH Y, FIEICE->
TAEFRIILALRL, BEERAEFR LR o7, AEFEFROKEITHEEK
EEASUT/AT) IZX > THEE S, KEoasEE L,

* 7T R ARG L L CRER : DIA3002, DIA3005, DIA3006 } O DIA3012

BEPRIP FHFE D — R 72 & L CRRE LT,

B3V 7 u DB RICEREOERTRRO LML Z ENH 50T, BHEEEDOEHH
Wz e Lz,

eGFR 7} 45mL/min/1.73m? # ki Tl 7235813 AT XX T 4 v hRT U R %
R U8 G O LB 2 R ET T D BN S A TR IE LT,

AKBNOVERTFCTH DR 7 v a— AR EEERIC L Y, = b — LR EAHT
HoTHIEBRENTEL, ¥ F—Z2Anbobbit, ¥ N TV F—YRICEALZ LN
HDHT-ORE LT,

PERIR#E, IR Z RS DVMIIREADIERZ 2T 5B ITBW iR, A7) 7nr vy
DNEDFPCREBETERWATHENEH D120, FOWREXENLRTH L L LT, FITD
IRIRAZBTRELEZRE LT,

HF TV T7a I X ARERDPIRE SN TS0, BEORERDICEET
HEOBE L,

RMBEIC L0 BN RS E2 T2 b0, EIEE. BEIEEOERSICEHF L T
HEFICE G T 5 & X ITEENNERT-DORTE LT,

E) AR OAGR Sz ik R ORI, T,

TEIERICRO®REST 5, THD,



VI. R&M (ERALOXES) ICBY 5IEE

6. FENDEREZAT H2BEBICHIT IR

(1) BHHE - MEEZFEDH D ESE -

9.1 &HHE - BEEZEOHIEE
9.1.1 ILbFE (NYHA DHSEERNFENV) OHDHEE
AR D 70 < REMEDHENL L TR,
9.1.2 EMMEFR I B TNDOHLHUTDEEXI(TIKE
T EAHSRE AR 2 TR RS RE A 2
- REARRWREE, SRR, REAIZ2EFEIL AFRIEO N R UXEITIREE
- LW TES)
CBEOT L a— VR
[8.1. 11.1.1 ]
9.1.3 fAKZRILPITVEE (NE31Y FO—ILABOTRAENDEE. S#HE. FIR
KotREES)
AFNOFIRIERIC LV iAKEE ZTBZhnH 5, [8.2, 10.2, 11.1.2 ZH]
9.1.4 FREBREZE, MBREDHLESE
JER B ST BTN H 5D, [8.3, 11.1.4 BH]
<SRt >
9.1.1 fERARBRN D72 < LRVENRHESL L TN O E LTz,
9.1.2 (RIMBEAZEZ LT WEBEXDIREICH T 7Y 7u Va2 595 & (Ko Y
AT #WEIMEELBENNOLHTDRE LT,
C T AANTF AL RAWARRIC K VIRMERE - 282035 5,
c RBERIVRZICEVIRIMENE . 282101 H 5,
- N TCOMRE 2 MAEDWHEIZ LV | RIMESE Z 2BEN03H 5,
« T3 — W K DT OREETAEIHIERNC L0 ARMBERE Z 2B FEn0d D,
9.1.3 BiAKZEZ LT WEE (M= be— 3 md CREDOBE, &g, FlRA
PR, BlEREEES) ICARZERET 2 & RFIOFRERIC X 0 BKE
EBZITBENRHDHTZDFRE LT,
9.1.4 JREZIKYL, MESREGED & 2 BFICAR Z R ET 5 LIEREBL ST 2 BZIR S 5
TR E LT,

9.2 BipEEEESE
0.2.1 EEBHEEEEENIBNPOXRNESRLES
< 2 BUKE IR >

MmpE= > br—ntkEE BRICERE LRV &, AFIOMEER FERRHIRTE 20,
[5.2, 8.2, 8.5, 8.6, 16.6.1 &/#]

< 2 AUPEIRI & A OF 9 D 18 VE R s >

eGFR 7% 30mL/min/1.73m?2 A D BE TIXFHRICER G Lz b, F72, AAFlIESE$
12 eGFR 7% 30mL/min/1.73m?2 Kl ZAK T L7=35A 1L, 350850 0 20 B 2 (B ER | 22T
T5HZ L, RAOBRGEERNHS BN WAREERH D, o, AL
eGFR DMK T3 22 nH 0, BERENELT I BZNNH S, [5.5, 8.5, 16.6.1
Z ]




VI. 2&M (FRALOFES) (CBY51EH

9.2.2 HEEFHREESTES

< 2 BUBERIA >

B 5O ENE A EEITHE T2 2 &0 AFIO MK TER 2531245 b7y mraedE
Nd5, [5.3, 8.2, 85, 8.6, 16.6.1, 17.1.1-17.1.3 & ]

<R >

9.2.1 < 2 UfERIE >
15 B R BE R AR U ET ORI R B F IRV T, 2 IR A A 0F L C
WAGAIZIE = > he— i EE HRICE G LWz & 2k L7,
< 2 BUBEIRIE 2 & OF 3 2 18 R s >
2 BUBE PRI 2 A0 2 B R IR 2 B & T 2581213, AAIBE5-$12 eGFR
METFT2Z L0350 BHREREEDE(CORNDIBFNNGHDH Z &b, LB
ZIEEICHIW L TR Gk T A EEEEME T A L & Lz, £7-. eGFR 2
30mL/min/1.73m? A D BE 2OV TIE, BRRBOMREMICE TN TE LT
WHEMORBEENR SN TS Z 2D, FHICIEERGERB LN e L
7oo (TV. 2. ZHEEIIRNRICEET 2158 DESMR)

9.2.2 < 2 BUMERIHE >
A FE RSB RE RS E R IZ DWW T A DM R O R EOBLS D S | 5O M B % 8
EIZHWT T 2 ERDH DT 0RE Lz, (V. 20 ZRESUIZNRICEE S 23 E )
DIAZ)

(3) FriRef=E 8% -

9.3 FrigeEfEERE
9.3.1 SEMKEEETRE
b DB (Child—Pugh M THEI AT 9#) Zx5 & L-ERRRBR XM L
TV, [16.6.2 1]
<R >
RS RERS 5 A A 7 5 B CIRERRER D 72 < . AR VZRMENHENL L TV
DEE LT,
<HE>
SEANT—H
FFRERERS EAIC, B+ 27U 7P b LT 300mg™ ZH[ERE NG Lz & &, BEATHERE
faE#  (Child—Pugh 0¥ CTEFFA 2T 5~6) KON AFHEERESH (Child—Pugh 43
HTHRHAaT 7T~9) OB F 7V 7uPro C,,, \TIEFEIFEIES & it L T, T2
%D EF- LR 4% DIKTFRRD bz, Fi2. AUC, . IXIEFIFHEES L I LT, =1
FHH 10% MO 11% @ - 7=, (TVIL 10. (2) AFEREFEES WEADT—4%) ] DIHE
Z )
2B, mENFEREREES (Child-Pugh 7 THEFIA a7 9#) TOMKHERIZITHOILT
[AYAJAN

(4) £IERe=H T 5% -
RIEINTWN2WND

) AFNOER SN AEL AR, @, mAZEsF 27 ) 722 LT 100mg % 1 H 1 [REIFIAHT
IEERICRO®REST 5, THD,



VI. R&M (FRALOXES) ICBY51EE

(5) bEbE -

9.5 1Eiw
Id SO TR LTV 2 "lRetE 0 & % 2otk
MysZ L, BWER (7 ) THRE

AR G, A R ) RS
~OBATHHE SN TEY

il
bk OERF

OB HT- 5 MR OBRERIZ X0 | SFEEW 2B &k QIR OIRIE ®Es ST
l/\%)o
< i >

PRI (2R 5 BB T E M L TR b3, Za

7o, BER (7 v F) T, b bOEIRPE A ORI & 72 2 M OB

En Ea “Euto ES
mﬁﬁ

PEAMENL L TN T

W Hm L ORAE OYLER G S TnWDH Z &, £z, %%%%(7/%)T%ﬁ
BITWHESN TWASZ L2 EEMEE L TRE LT,
(6) #ZELIZ -

9.6 =313
?Lbﬁw:k#%ibw “““ ;i EER (7> ) THHF~OBITRHREINTEY .,
W E HA R L AR VR O AR EHE NN H e A BN OB T OPRIE. JRAE OJRIENRFED 5
nTn5b,

<R >

FEALARIC B B A BRIL 3ENE L T 5

HEMEINHENL L TWR W EMLERE Lz,
OB EEEERRE S U CERE LT,

Fo, BERICEBWT, LIt ~DOBIT IR
(TVI. 5. (3) HIt+~0BITH] OEZBM)
(7) MR
9.7 I©NR
NS 2wt b U7 BRI EREBR I3 580 L CTuh ey,
< fiE >
HARER ., FiAER. LR, SR OI/NRICH T 2 ERRBIIFER L T 69, Z2aetk
ﬂ%;LLfb%m»:&ﬁ>%% L7,

(8) &l E -

9.8 EimE

Al

nyndHs, (8.2, 11.1.2 ]

BEOREZBE LN OEEICREGT L Z
CAEBEERESMET LTV 2 ENE L,

CEO
BiKIER (O¥B%) ORMBNENDBZ

<fifE >

2 BUBEPRIF BT xR & LTz
#H (65 mATMG, 217~225 ) |
TR OB 123
FEDHK 10~30% @V MEZ R~ LT275,

ELoL e
X E

ﬁﬁ@ AUCO 2.17h %Ztt%ﬁ)( [,7‘_,{*%
AUC_y 17 O FHMEIZFERE CTH -7,

D, mlE (65 Ll B, T1~T73 ) & IEmkn
CBWCHEMELZMIgETR 7)) 7a P U BED T

mln A D N T 7 P EEOEIEITIE s

LZ‘))I/ZC%P L RIS EERE TIIABBRENME T LTS 2 EREL, ROBE L AR L

W, HEE7KI”4?(0) DHPEBENLDRBENDN DD L XVRE L,



VI. 2&M (ERALOFES) (CBY51EH

7. HEEHA

10. #HEER
AFNE. £ L TUGT1A9 K O UGT2B4
ThO, HOHEEHEGET 5,
< it >
1+ 70 7 a3 FE I UGTIA9 KOV UGT2B4 (12 kv &b, CYP2B6, 2C8, 2C9
N 3A4 1ZxF L THIWEEMZ R L7 (IC,, fE : 16, 75, 80 LT 27umol/L), CYP1A2,
2A6, 2C19, 2D6 LU 2E1 12kt L CIEEHE RS o7, £72, WThud CYP 43 1l
% LT H BRI EEH 27 &9, CYP1A2, 2B6. 3A4, 2C9 K (r2C19 ##E LA
o7z (invitro) ¥, (IVI. 6. R OHEBM) /o, T 7V 7P I P-HEAEORE
Thh, P-HEEAEICH L THWEEEH (IC, & : 19.3¢mol/L) %/~ L7= (in vitro) *°,
(TVI. 8. hT U AR—F— T HHEHR DHESM)

WX R snsd, AFTP-HEEAEOEE
[16.4.2. 16.5.2 ]

(1) GtRES L EDER -

[16.7.2 ]

D C,. KOAUC BRENZEN 36%
K 20% B Lz & DiiENRH 57
O, YRS EITI Z b

BRE STV
2) BrRFE LT OER -
10.2 ERFEE (BHRICSEET S L)
A 4 5 BEIRSE R - 18 71k T - SR 1
BE IR Jp3 3K RIS = 2 B2 3 D, | UFERE FIER S R X
AR = LT LT W2 A AV CRIF A= T L B,
5] 1 T HEISUNTHIAA 2 2 MR
AR 2 ) DWIER | | i 58, o ) %7 75
a7 NR S EIER g p e sh B, Sib 05
7T A RRIH KO EZ T2 2 &,
FT YD REH
DPP-4 [
GLP-1 R EEh 3R
A LAY B
[11.1.1 B’]
MRS T VEF 2 86509 2 3650 | B2 ofEE O iEE +oBlsR L
BT A RNLEGTH L,
U FILEEH
E TR R SR A
MRS VR 2080599 2 2254 B2 OEE OIRREE /0 BIZ2 L | IUFERE TER 2355 S
7T RLFY v RNOLEGTH L, %,
R B R VE
FROR AR L 2
A% AF| 300mg & OFFHIZ LY ¥ A% | ARAl P-BEE B EHEE

Hick s,

T /)R = U Y
JLEE
[16.7.1 Z/R]

Vo7ypovery, ZJo=hr 1,

)77/ty/3@mm_;oxm
D C,.. LKOWAUC BZEIEH 28% K
OBL%ET L= & OMERH HT-5
WU BEEIT) 2

AFIONHBERTH D
UGT1A9 & UF UGT2B4

|2 onbosEsEET 2

ZEIZ LD AARIORHD
S5,

—100—
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SH 4 S BRACRE DR « & 515 HEFE - fEkRIK+

FIRANEF 243 5 34 MBI CRIREED 82 5835 7 | oGt & ofFRIc K v )
JL— TR R 3K CHEETH L, IRVERMNEER S b BE
P AT VA RRFRHE N5,

[8.2, 9.1.3, 11.1.2 &H]

BEY F U F 7 ORI S D BLH | LI F 7 LAPEEEDE T

o5, DAREMEDR S D,
< i >
1) BEIR IR I 3E

ENAOEGRRERAE R D 26 OBIA| & OOF R M O 58 B EE O HE N A3 FR

LT OFRE LT,

<HE>

HARNT —X

EINEERRER (TA-7284-04 7Bk, TA-7284-05 kB, TA-7284-06 itBR) BT 5 A
Tz 0 OMRMKEFS (IKMFHE X OCBEREGEPEIR ML) OFAEROE & DITRED LB
D Ths,

TA-7284-06 REROAE R, OFHFEIEICE T 2 NMES T2 D OIRIMUHE D FEoE AL, 100mg
£ 0.41, 200mg™ ££0.39 TH Y, HIMFEIERED 100mg #F 0.19, 200mg #f 0.24 & kb
B LT, DTN @Emhoedy, HEERFETES oo,

OFRPEERCTIEA VA= LT #l (BLF, SU) PFHBED NFEH T2 D OFRIEAERT
100mg #f 0.84, 200mg #£ 0.79 & | fMOPFHIEIERE & LA TE Do 72hy, RILEE D3
BUR LD SU 8 L 7= 9B (100mg B 7 5], 200mg #f 8 ) DOiEmitE D AT
B0 OFGIARIT, WERT 100mg BF 4.28. 200mg Af 8.57 /° 5, JHE% 100mg
B 2.24, 200mg B 3.09 (ZIX T L7z, SU Z & L7=girE B\, Ko A EF
Gail e LickEhikiEehrot,

AEHEYDEBEMBOSREERE

e HFTY TaT R
7T AR EE
100mg £ | 200mg #f | 100mg + 200mg £
TA-7284-04 3R+ TA-7284-05 A5k 0.05 0.25 0.32 0.28
TA-7284-06 kR »
HORIA — 0.19 0.24 —
BiRazki v — 0.41 0.39 —
ZJLR =L LT A — 0.84 0.79 —
BENRLA 2 A Y oMt — 0.32 0.20 —
a—7 3 X —PRHESE — 0.08 0.14 —
v 7T A RRIEH — 0.24 0.23 —
F7 U RHHA — 0.48 0.24 —
DPP-4 [R5 - 0.16 0.42 —

) LM RIRE T 7 7 2 ARBET 168 B, A7 U 7 u Y U RET 330
b) 22 A MR 6 S Bk B i X B A ¢ 380 31, DFFIRYE T 919

1) ARFNOARE SNz HER O REIE, B,
TEIERICRO®REST 5, THD,
—101—
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SENT —H

HES AR ER (DIA3002, DIA3008 & ) DIA3010 #BR) O 7L o — R IEMRAENEA >
AV 3 MEESE (SU KOS A > 2 U U UMEESRR) U3 > 2 Y &G L7z
WeRE (77 v REE21TLH, 7Y 7o Uk 4440 ) I2BIT A NEHTZ D DK
MEFDFELEARIL, 77 vAREE 0.37~5.26, 100mg #f 0.58~7.21, 300mg™ £f 0.59
~8.44 Tholz, 77BARFLHE LT, I+ 27U 7oy FEORIMEEOFHSREAR
& o7,

2) MWERE T VE % #9583 2 34
INHDEFEDBEHICK Y, A7 7Y T a D OB TR AMEIR S v, RIS
BZDOBZENRHDLZ ENBRELT,

3) MBERE T VEH 238055 3 2 HHAl
INHOIER L OPERHICL Y. HF Y Ta Yoo FERAEEE S, o
Fa— AR RBIZREBENDRHDZ ENLRE LT,

4) V¥
PEAICE Y D IX o DmERRENEM LI EOREND D 0FE Lz, (VL
1. (4) 2) FHEDRE) OHBR)

B V77 oy, Za=hAfy, T )30 EX—)L ) MFELE
ERICE D B F 7 7 OMFERRENMET T2 EORERHLT-DRE LT,
(VI 1. (4) 2) PFHZEDFZE] DHEBH)

6) FIIRIEH % A9 % 3EHAl
PERIC L O FIRIERDBRICA SN BENN D H TR E LTz,

T RIEY F oA
WM WT, PFHICE D MEY F U MRER T 25 &S 2 LI iR G ETE 20
FEBI SR ST T2 D% E LT,

8. BlfEM

11.
ROBIWERARSHSOND ZEBRHHOT, BEELTIITATV, BEDRO LN AITIE
Feh e Pk 57 EEY R LEZAT O &,

Bl{EF

(1) EXTEMER & HERK -

1.1 EX%GEIEA

11.1.1 {Ef#E (4.8%)

RERH oD 2 End 5, RIMPEERARBD b GEI2IE, EE SR
EAEIT 57 PO R LB ATV, a7 v a v X —VREK E OGEHRZIE T R o b
ERE545Z Lk, [8.1, 810, 9.1.2, 10.2, 17.1.1, 17.1.2, 17.2.1, 17.2.2 &}#]
11.1.2 Bk (0.1%)

098, 2R, SR, MERTEOERN D & OBK BSOS HEITIE, REH
RE DY) RE 21T 5 2 Lo BKITH &t & I ZE %2 F e fiie - ZERIES 2 I L
BN S5, [8.2, 9.1.3, 9.8, 10.2 2]

1) AFNOAGE SN HEROHRIZ, @, RAKEYFZ7Y) 7 LT 100me % 1 H 1 [BIFEIART

TR RICRO®REST 5, THD,
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VI. 2 (EALOXES) ICBY 51EE

M13 57V F—=YR (0.1%)

FRT Y R—3 R (BERIGHESY RT3 R—3 2 %28T) N bbb Z ENnd b, [8.7.1,
8.7.2 &[]

11.1.4 BEEX (01%). SHEBRUKEHOFEFEEHEX (TZILZTFE) BHELR
B) . BRMGE (BHEEAH)

B RER, AR EOSEEOESMEMRER (7 Vv =x8H) 2d bbb, BuilfE (B8
MAEMEY 3 v 7 &) ICEDZENRHDH, [8.3. 9.1.4 ]

< i >

11.1.1 HF 70 7P OERREIZB W TRMEEN RO b, Frlo, ARy 8l
FRLANKR =Ly LT H & OPFRARFCRBIBEE N @72 Lvh . ERAREIWE
AL L THREL,

11.1.2 SGLT2 FHEHK CTHKAFRIE L%, EERFREZBILIESNRE SN TND
T2 ORE LTz,

11.1.3  AHIOEFF CH AR 7L a— 2 HREEERIC LY . mfF= s ha—an
B ThHo THOIRMBBRENITLEL, 7 F—vARbobiIL, 7 F TV R—T &
WCEBDLZENDDHT-ORE LT,

11.1.4 SGLT2 PHFEFK CHE LB LB X, MIENSHE SN TWDHTORE Lz, 72,
WM O TARK Z & Te SGLT2 FHESKE T, IEFICH TIEH 2 3 Hmid 7o it %
28D LT N (SEEOBEEMRER) BB LT & OHREN

HAHTZOFETE LT,
(2) ZDHLDEIER :
11.2 Z0inEIER
1%LL 0.1~1%1is 0.1% AT BHAREASHA
JERYIER KO | R IR DA VERERS, BB | AUETR, BB, B,
HE HUE P, BERRYs, SNREYRE S | BRSO E,. OED
UHNE, BFEMEMERRERGE, | U FE, WL, ik,
H e B R kG T e, ARt Ah
fafgde, B P& R
Mgk LY v~ R I BREE DE B, EmEREEIE
IR E

Rt L O | RS | @ U o AMdE, SRERIL | KSrEEaRT, FEE., mi
b ki3 JE, 7 b= AL BARGRGR | BE, KT R U T A E,
1 B E, AREHE T
¥R=Y AL SHUE

& I

P TR e FEMED F U RO E | AT, BRI E= = — | R
VY, EER 2 RF— TAEMED E

MR A Rt = 2 —
/8T —

AR P BERIFRAIE . HERE

Bl X Ok [ElfRME 6D F U HuG, ZeRs MR

fi

DB 5 BelME, RLEEPOME,

DEAME, O o MmfEoR
g, JHENRR R, B,
BRI
SETE BRI R

{121 | WEEN PRV Y a1 DR [EpiiNES

=
Ui
w
T
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1%LL 0.1~ 1%Aifi 0.1% A Tii B AN
e s, MOsnEs I K] WK
X OMEhmp
H s = {5 ik JEE A, MR, AL O | MEEANPLRG, I ERE.
NRZER, B 25, BBV | 18EE K, wEFREE,
PEPEHR L, MM K. EERGIE R
FERIE R E PR RE B 5
KRgH L O T Wiz, & DEEIE, 5, | B E R, K2, 2
AR pr JETEE, =S, et (MRS, BIERA. &8
532 P2 S PEE, BEIRIRMES
A
EERR L O P FE A W, KT
FE A RS
BBIOREK | MR HERIR S, BREVERERE, IR | B E, hEtER 7 e
i 2 BUha, KR, 2R, | SU—, BAR, JRKEE
FERIVEBE, B HERERT
= EBIER R, SR
= ORMEER
HEFERES L O BIAEIZ ., B O | BYERIIIRAERAE, 85y
TRk JE, FMEREZE 9 FEIE Wy, A4
— % - DEypEE Pigr. ZERE. MEEVES, KA | BEJE, M oRpRE,
B X OPEEEERAL PEERIE, D78 SE. VESHEALPN H
DAIKTE
IR A M b AR | it 7 V7 = 8N, I | I i R Ee R . i rh
s HIRFHIN, y— NV Z I | Z LT FURARFF—
VR T AT TP | BN, P RLER ok
N, SRERAIEESRE D, JR | BEREEN, R Y oA
WP, (RERECD . R | ¥, ~~ 2 U > N
A ARBEME, REIN |0, AR EREE N, R
TINT I NI VT F=
LeEm, AFEESE ES-
BE, hEB X AL L heEE T
UMLE A PHE
<R >

2 BUBEIRIFGBE 22X G Lo+ 7 ) 7 a2 o O ENE 1 R 0w 5R & OV A R
&L 2RER & B OFT DB MER N 2 G & U vz [ BR A R] 28 AR RABR K ONE PR 26 TAR R
BRICESE . 2B EORWEM 280 Lz, 7o, MWAMERRER THRE S T0» 2 LmMiT,
BRI & U CRRE LTz,
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ERREERAXEHEERVEBERREERE—E

RIERRBRES (BRAMAEST LB L 5T)

2 RNEPRIF BB G 2RI L= F 27U 7 a P o EWNG A &3R5 & OV T 25
&L 2 BUBEIRIE &2 AOFT D 1B MERIRE 2 5t 5 & U 72 (BB SR R IR AR BR K ONE N 45 AR R
BROFER A B HE,

KFGIEBIEL 3983
BITEH OFEBUEFE (%) 982 (24.65)
RI1EAH OFEE I (%) BIlVEH OfEH FEHUIE (%)
RS K UFERE 205 (5.15) ShREE % 2 (0.05)
T 2 (0.05) AR 1 (0.03)
B A TR 7 (0.18) PR 1 (0.03)
oL S 3 (0.08 R e DR 1 (0.03)
s 2 (0.05) I LT 1 (0.03)
e 30  (0.75) il PR P P JE R 1 (0.03)
Bk 1 (0.03) B PR R 4 (0.10
T G 1 (0.03) F1 e e B e 7 0.18)
o 1 (0.03) BRI L% 1 (0.03)
B 1 (0.03) vV B R 3 (0.08)
P v ¥ A E 3 (0.08 BRIt BHES & UFMFBADH
P T oon | |EP @RASURU-TER) 5 019
JE Y R R T 1 (0.03) L 1 (0.03)
R R e 1 (0.03 FENEARS & 1 5 WA 1 (0.03
JVEL i 1 (0.03) BTN g 1 (0.03)
AEd v 2 2% 2 (0.05) R 1 (0.03
B 1 (003 SR - b 1 (003
MM B2 1 (003 56 SLIENE 1 (0.03
GG L 0% | Ihggsevy o gmms 12 (0.30)
1 2% 3 (0.08) -~ 2 (0.05)
MBS 1 003 BRZ PERLL 1 (0.03)
fitiZe 2 (0.05) 9 B R 2 (0.05)
EERPS 3 (0.08) I 1 (0.03)
AP 1 (0.03 AR BRI 4 (0.10)
RIENEDS 1 (0.03) L/ N E 1 (0.03)
Fe I 1 (0.03) BN I 1 (0.03)
B 1 3 (0.08 GEREE 1 (0.03)
R84 1 (0.03 i 1 (0.03
PR Rk G 90  (2.26) M5 R E 5  (0.13)
R 5 0.13) S R 1 (0.03)
SMER 2 2 (0.05) FRR JE 1 (0.03
B 4 30 O || =y ammie i 1 009
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RIEH OFEE FEBLBIE (%) BIVEH ofEE FEELBIE (%)

R i e O E 1 (0.03) IRAZIE D F U 15 (0.38)
PR IR RE AR T E 1 (0.03) BRTE S 2 (0.05)
REE L URERS 363 (9.11) P T R 1 (0.03)
ik 4 (0.10) GBIV 4 (010
PRI 1 (0.03) W ARSE 1 (0.03)
A b r—/L R R OFERIE 1 (0.03) JERTE Bt PR 1 (0.03)
BERIFE S BT v R— A 2 (0.05) FEG RPN 1 (0.03)
BERINE T b — R 1 (0.03) J IR 1 (0.03)
ARGy I AT 2 (0.05) PR 1 (0.03)
o 2 2 (0.05) EitE =2 —m g — 2 (0.05)
BV T A fE 1 (0.03) FSUNE-II2F N 1 (0.03)
&3 L AT B —/VILE 1 (0.03) A PRI 1 (0.03)
T LA 3 (0.08 feR 1 (0.03)
wi A ) T A E 35  (0.88) S 1 (0.03)
Y R M E 1 (0.03) - fl R 1 (0.03)
B hY 7 VY NifE 1 (0.03) 77 g 1 (0.03)
e DR % 1L S 5  (0.13) Ao H i PEZE A 1 (0.03)
KAV 7 i 1 (0.03) AR B 2 Al T 2 1 (0.03)
EK 192 (4.82) REEAC T 1 (0.03)
I B AR 11 (2.79) BRREE 8  (0.20)
K7 MU U AME 2 (0.05) B PRI 1 PR 1 (0.03)
MR B E 2 (0.05) AIEOD A 1 (0.03)
=Y A 19  (0.48) BE PRI EIE 2 (0.05)
BT v R— & 1 (0.03) IR g2 1 (0.03)
RFHET & = A 3 (0.08 MAMEEAE 2 (0.05)
S 2 (0.05) &L ERk 1 (0.03)
JIEE B HE 1 (0.03) ER L URBES 13 (0.33)
FARIBOE 5  (0.13) Hg 2 (0.05)
2 BUBE IR 1 (0.03) [EdEME D F 8 (020
FErEE 3 (0.08 SN MEEIERTE S F 1 (0.03)
.23 1 (0.03) ZEFE N 3 (0.08)
EYS 1 (0.03) DS 19  (0.48)
ANBRAE 1 (0.03) SN 1 (0.03)
MERES 50  (1.26) BeLE 2 (0.05)
i 1fn. A FEA R 2 (0.05) L TERME 2 (0.05)
W DRI 512 7 M e 1 (0.03) YR D) 2 (0.05)
BERIFE= 2 — 1 X F— 3 (0.08 DR 1 (0.03)
E TR 9 (0.23 9 oL A4 2 (0.05)
FEMED F 2 (0.05) B IR 2 (0.05)
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VI.L 2&% (FRALOXES) (B 51EH

BIVEF oFEEE FHBH (%) BIlfE A o fEE B (%)

By 2 (0.05) N 11 (0.28)
TAMESIR 1 (0.03) F N R 8 (0.20)
R EEEEAMIHE 1 (0.03) - THEIBIE T 1 (0.03)
R E MR 1 (0.03) +ZHEB % 1 (0.03)
SRR 2 (0.05) HILARR 1 (0.03)
U IPANIE 2 (0.05) W N P 2 (0.05)
MR B RAE 2 (0.05) T 1 (0.03)
mEFEE 37  (0.93) 53 1 (0.03)
128 1 (0.03) HRY—7 1 (0.03)
i 1R 2 (0.05) B 1 (0.03)
1K i = 17 (0.43) B 6 (0.15)
MR B T 1 (0.03) OB AMEE % 1 (0.03)
EESEPEAR 9 (0.23) B R IE R PR 4 (0.10)
KA 1 (0.03) THAL2Rm 1 (0.03)
AN I A5 B 1 (0.03) P . 1 (0.03)
[ AgAE 1 (0.03) FFi 2 (0.05)
iIRE 1 (0.03) B~V =T 1 (0.03)
DU R 2 5 1 (0.03) IR IAE (BT 2 (0.05)
RAY IR P ZE MR B 1 (0.03) L 13 (0.33)
ERiT R 1 (0.03) HIER 1 (0.03)
FRIRER. MIZRE & UHtRRES 1 (0.28) HIPEPN A PR 1 (0.03)
TP it K e 1 (0.03) e 1 (0.03)
I 3 (0.08) B9 1 (0.03)
BRSE 4 0.10) M 4 (0.10)
S i, 1 (0.03) FFIEE REE 3  (0.08
Jifi 5 o 1. 1 (0.03) iR vy 2 (0.05)
Jiti ZE I 1 (0.03) RENIRT 1 (0.03)
IR AS 4 1 (0.03) RES LUK THBEE 60  (1.51)
Bl 5fze 5 o ifn. 1 (0.03) S 1 (0.03)
I PR R A 1 (0.03) 15 VN 1 (0.03)
1 FPEnH SE R 1 (0.03) K 1 (0.03)
BaEE 117 (2.94) TS 1 (0.03)
JIEE S AN R 2 (0.05) T LR MR 1 (0.03)
B i 6 0.15) 7 N e %% 1 (0.03)
20 4 (0.10) PRz & %% 2 (0.05)
TREE 1 (0.03) Kz 2 (0.05)
R 3 (0.08) HiTeZ 9 (0.23)
1B H % 2 (0.05) HisRiZ 1 (0.03)
(B 52 (1.31) SEHR LS 1 (0.03)
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VI. 2&% (ERALOFES) (CBY51EH

BIVEF oFEEE FHBH (%) BIlfE A o fEE REBIH (%)

Z 9 4 0.10) CEn 1 (0.03)
#% 9 (0.23) AR 1 (0.03)
LS 2 (0.05) PRAE 1 (0.03)
B IR 28 2 (0.05) PRIEE 3 (0.08)
B TR 13 (0.33) Eisle 1 (0.03)
IR 4 (0.10) B PRI 1 R 4 (0.10)
BEPEZ D PR 2 (0.05) B RE P 14 (0.35)
s 4 (0.10) 12 i 12 (0.30)
B R P S P A 2 (0.05) kR 18 (0.45)
BERRB S UHEEHBES 19 (0.48) WARA TR IR 1 (0.03)
BA iR 1 (0.03) RIEPR 10  (0.25)
b 2 (0.05) EBERB L UVEEREE 47  (1.18)
I JE\ R B AT ¢ 1 (0.03) TRIA T R 18 (0.45)
i it 5 0.13) BRI IR KA 3 (0.08)
MR T 2 (0.05) EINAESS 1 (0.03)
B A IR 1 (0.03) S D FEE 11 (0.28)
1 P 1 (0.03) ARty 2 (0.05)
B I 1 (0.03) SMEREZ S FEAE 11 (0.28)
B HLFRIE 1 (0.03) PEAA 2 (0.05)
Yis2ra 1 (0.03) (== 250 1 (0.03)
FESN 1 (0.03) PERRA LR 1 (0.03)
e 5% 1 (0.03) PN 1 (0.03)
B VT F U E 1 (0.03) ;f;’f%ésfﬂﬁ%rs; CIREEE ) 1.51)

BE L URBES 174 (4.37) =

BRI 1 oy | |VE 5 (009
T — 5 023 S A 3 (0.08
P 1 ©0.03) e 2 (0.05)
R 1 ©.03) P T7 4 (0.10)
ERARMEREE 4 (0.10 A ! 0.0
R 1 ©0.03) A By R 1 (0.03)
PR R 1 ooy | LH 5 013
ey, 010 TESHERAT P i, 2 (0.05)
Fyp— 5 ©0.05) SN 10 (0.25)
R T S — 2 ©0.05) Y P V7 e 4 (0.10)
X7 o —BEGERE 1 (0.03) s ! 005
RV 8 (0.20 i 28 010
o 1 (179 ERGLES 1 (0.03)
2 13 (033 L H R T 1 (0.03)
- 5 ©0.08 it 1 (0.03)
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VI.L 2&% (ERALOXES) (CBY51EH

BIl{EF OFEE FELGIE (%) B o fEdE FEEUFIEL (%)
FRRIRE 176 (4.42) A~ m B N 1 (0.03)
;z;g;i/Fiyx7m 1 ©0.03) SRk Retn AL w 1 (0.03)

— — FRER N 1 (0.03)
PO ZT Y T 009 | [ ke 2 (0.05
7 L7 S 1 (0.09 P 20 (050
s 2 (005 | | MV S
s P B 1 (0.03) DERRR P ¥ 100
Wiy LT F A AR [ o PR BBt 1 (0.03)
el ROTAT I/ IVTF=| o ooe
2 L7 F = 35 (0.89) e
7 13 (0.33) s b 1 ©03)
LRk SR 1 (0.0 iy b A 50 (.26)
LRk SRR 2 (0.0 R b KB ¢ 010
L e R A L S B 1 0.09 E;T”ﬁ”*X77?“f 1 0.0
A Y o L 3 (0.08) R LR . ©0.10
M T SN ) g 2 (005
MR L 00 | New wmpsunsatE | 9 029
kYo A 1 (0.03) oy 5 0.05)
1L BR SRS N 6  (0.15) SRR 1 ©0.09)
I AR N 1 (0.03) R 5 ©0.05)
LEX QT LR 1 (0.03) P 1 ©0.09)
AFBRERHCE N 1 (0.03) a—— 1 ©0.09)
Zlggﬁiw%§VX7ii 4 0.10) g€} 1 (0.03)
HERIB R 1 oy | LM L 009
SRER AR L 929, (0.55) BIVEHR O34 . BIVERAI4 X, MedDRA/J ver.21.0
ST R— 5 008 DIFERIRIHA, FEAFEE VTR
DR B 6  (0.15)

9. BRARBRERRICRIETZE

12. BRRBREBERRICRIZITEE
AFNIOVERBEFAZ L0 . ARFIARA FIZRIEGE, M35 1,6-AG (1,56-7 & Re 7 vy h—
V) AREZE AT, RIELROULE 1,6-AG OBARERIT, M= he—1oBRE L3R5
VDO THEETHI L,
<SR >
>V TaP OERBFEICESERE LZ, 1127 7Y @R e SGLT2 FLEE
MERL, BigTO 7V a— 2RI A S L, HIC@RI A FZET 5 7L a— 2 DR R
HRET D, BTV T a DG RITREGE R ONLIE 1,5-AG KT URFEHRIEEAS 20
CIKT) BALNDT-0, FERFIREICEIT A2y b — L OBEIZR 570,
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VI. 2&M (FRALOFES) (CBY51EH

10. BERES
13. BERE
13.1 &

KB ARRERETIZ, ABBOBITIC LI THFT 7Y 7a iRt A FBRESNR -
TmEoRENDH D, [16.6.1 =[]

M. BRALDIE

14, BRALEDIEE

14.1 RRIRFEFDIEE
(BF| &)

14.1.1 PTP a2 DHANL PTP > — bV L CIRHT 2 L o884 52 &, PTP > —
NORRARKIZ KV | BEWELAFBEREA~HA L, BICIEFEL 2 2 L CHtbRA KR ZE D E
EBREIHEZIFRT 220352,

(OD %&)
14.1.2 AFNTEDO IO THERZRESE D L ET 5720, KR LTRAMETH D,
Flo, KTIRHTH2ZEHTE D,
14.1.3 AANIE- T FORETIX, K LTRAIERN &,
<R >
(L) H )
14.1.1 PTP wZE D IEHIAR AR O — g Emate & LT, B 3EEHEE 240 = [PTP OFREKT
FIZHOWT) CERE 84E 3 A 27 BA) IChESE&RE L,

(OD $&)

14.1.2 OD SEDRMNIEET 2 —xiy7eiEE CE 3141 H 17 AfF, BEGES 5 54 5) (2
HEPLL CRRE LT,

14.1.3 EMDIREED BE N E X RICE TN D ATREMEZE L, ML CIRAT 2BOEE % i
#H L7z, B, B EORECTCORKITEWEDFIN L 725,

12. ZDMDEE

(1) BREREEAICE D C1EHR -

15.1 EREREAICE D < 1EHR

WS CTIT N - DIERBOBEAUIEWY 27 2495, oy be—nLR
B 7 2 BUBEPR GBS 255 & L Te REUEEG ARG ICl W T, #2720 7ryr e LT
100 X% 300mg & 1 H 1[5 I N/BETIL, 77 8REHGINTBEHELL L,
T OB NG B Em o 7o (O — RE1.97, 95%(EHE X ] 1.41-2.75) &
DHEDND 5 20, AANOARHEIT 100mg/H TH 5,

[E N K Qs TIT LT 2 BUBEIRIS 2 & 0F 3 2 18R lsm B 2 x5 & U7 KBRS
FRBRIZBWTC, #F7U7aY LT 100mg 2 1 H 1 [AFS SZEBETO R
BT DI BUEIE O 7 7 B REEICxET D — Rib (95%EHHXM) 1%, 1.11 (95%f54H
X[ 0.79-1.56) TH-7=19,
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VI. R (FRALOXES) ICBY5IEE

< i >

i - DA RBOBE X TmW Y A7 2 BT 5 EF 255 & Lz 2 DOs KBURER R
B (CANVAS Program) 20 |[ZBWTHBEIENEN->TEMEN GO, TOHKRER S
AT ERARRBRIZ BN TS, TEEIORBBEEIZOW T T TR a5 In-EBE Lok
ATV, FERAIBRL LT 19,

(2) FERRPRERER ICE D < 1E#R

15.2 JEBGEREAERICE D < 1B

WERED > b2 T2 2 SRR BRI G038 AR PERRER (10, 30 & Of 100mg/kg/ H) IZFk0
T, 10mg/kg/ H LA EORETHRE BT MALNE, 100mg/kg/ H o> MR T @I (248 (A o il
T OV 2 JRAN S S D38 AE B FE DHEINASTRD DTz, 7 v MMIAHK] 10me/kg/H (i)
¥ 100mg/kg/ H () ZERO#EG Lz & X 0REgEE (AUC, ., X, fKER
HELEAE (1 H 18 100mg) DOFI 6 53K 84 Th 7=,

<BE>

Z v AW AJRMERERIZIW T, @I MR E, R AN I 5 M OV B [0 e ik
OFBLBAE OBINMNGRD bl od, RBEIZERE LT,

7 v bW 2 FERIFAE G2 A ERER (10, 30 KT 100mg/kg/H) (IZBWT, @IFE
B IEiE, B IR B K OVFE BT T E D S8 BUAE B DA GRD DAL A3, FZEDMR
PR OME D, B DO RETINOOIEORAE Y A 7 3 L5725 "HE
PRI D TRV & B 2 Btz ENERRBRICEW T, 2o oEEITgs s, ¥t
%%ﬁﬁf@%@ﬁ@ﬁii%é%m®%ﬁﬂ—iﬁ%ﬁ&#i&< Fl P 2 e e
OSBRI 338 6 DRy 7=, ] CxfIRRE & bl U CRBLA 2\ MER 2580 B
k%ﬁ'%%ﬁuowfi\lﬁhfﬁﬁukwfiﬁﬁﬂ2ﬁmb%ﬂt# o/
7r Yyl OREBERITE iénfwéo@%%%ﬁ%t%wfi\_h6®ﬁg®%ﬁ
BIE TR ERE &bl U CEITRO b o 7o, BHN - N OBEKRBRICB T 07
VonavrEhic ;ééﬁﬁﬁr®%ﬁ% I, RRERE L TR STy, (TIX.
2. (4) HAJFMERER OESH)
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X. JEERREAERICEIY HIEE

1. FEIEER

(1) FEZHEFEIBAER
[VI. 3BT 2HTHE | OESME

(2) TR © .

HF TN T O IR O TENC ST B HOWT, 7 v b a2 FAWT Irwin 259
TRHE L2 F5 R (250, 500 & TF 1000mg/kg, 772U, B+ 7 U 7ayrKmme L70),
s D 1000mg/kg (2380 T b FARARREAEIR M OMRIRIZ FEBEDGR D IR o 1o hy, F
NTOEEFECHEORE (EERED, R, AKEREE) LKOREHMMEINERO b, &
7. 270 7O hERG BEWIZKIETHEIZOWT, b AR REERE ST Y
U LTy VBT (BLT, hERG) EAt MEVIEHkMIL 293 (LT, HEK293 i)
ERONTHR— NNy F 7T o FETHR LIZRER, 3pmol/L £ T hERG fEifi~D R
m%@%ﬂ@ﬂotoW%%@?Vﬁwa7%ﬁbﬁﬁ"?éﬁ%%u&oﬁmm%
(Zx L CiE, 3pmol/L LA T 60% -/ MRHEE AL e RF#] (LT, APDg) %A EICH
i <, 10pmol/L CIETEMpE & DMENUE A 338 B L7z, MOFHHE H 122V Tk 10p#mol/L
FCOHREBIRO LN T, I FELE Y b é‘»ﬁﬁb\fuﬂﬁl DR E TN LTz &

A, BFEB G R 9.86mglkg (kB 5% 5 iy OB IRE 12,749ng/mL) & THEITR
w%mﬁ#oko%ﬁT4ﬂ%%wt%vx%) ﬁ%(&4ﬂ&04%mﬁg\ﬁt
HF TV Ta KR E LT) IZBWT, KR, mE, O, DERNT A= —

[EIEZE ﬂﬂﬁ?ﬁﬂilﬁ@@tﬂﬁf\@%ﬁ“%pﬂﬁ L?io ZORER . 400mg/kg F TOMME
RO ZERICH L THE LA RIS R oT, £2. T_XTOHKGEIZTE WV TIRM:2Y,
40 KO 400mg/kg #5-RFICMED FH R R OUKER(EZR &) 2580 bivlz, KIRIZHOWNT
X, HRRRE & bl U Cl A B CRIEIR TR Sz s, &5 18 BEf&ICIXEIE Lz,
ZD, RRICKT HEEEE (LR, NOEL) 1% 40mg/kg. DML R K ORI 2R A1
*%9-% NOEL (% 400mg/kg & HIWr L7z,

(3) Z Dt DETREKER
BIRHIZEEGRER © (B EHHR)
AF7Y 7a Y ORIRIFEERER L LT, flix OZEE, 440 F % 20 K OEEED
BV PGS T DEMEM 2R L7z, #F 27U 7 r Y % 10pmol/L DL T,
TT Uy A ZFR, R T ) R R RO 5-HT,, SRR T 240 T RO
fiaa. TN 62, 51 LU 56%FHE L7z, 1pmol/L DOy TIE 50% LA L& fHE 2
IRE TR0 T,

2. =EHER

(1) BEREGEHHER 0
ICR~7 2, SD 7 v h RO E— 27 )L K& AT At 2 300 L7z, BER O &% 535
IZBWT, 7 ATIE2000mg/kg (72720, AF 7V 7avrKime L) ofkbEE
THREHFNITRD 5T, 7 v F T 2000megkg (72720, hF7 U7 Kime L
T) OHMETITHIRFRD bz, L7eh> T, BEMEAKRGIZEZZMIEOBSEIT~ T X
Ti% 2000mg/kg H. 7 v b TIi% 2000mg/kg Th 7=, HEEENEGRRICBNT, <
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X. JFERREAERICEId S1HE

U ATl 500mg/kg £ THRLEFINRD HT, 7w FTiX 250 KTV 500mg/kg #f D1t THE
CHIARD bz, Lizdi-> T, NG L A OB EIL, ~ 7 2 TlX 500mg/kg
8. 7 v N Tl 250mglkg Th oz, HEIEGIZE S EREEAIX, RO&kG &K OERE
WG & b IZHE, KER(E 2 & O bEiEk Th - 72,

v — 7 VR E vz 5 B REIER O &5V T, Pl GRFICIXRIE LT BESEHIE A
Do Te 2 Lnn . HEIRGIZEB T 2 ORI 800mg/kg B (7=72L., B+
UozuavrKmpe LT) EHEEINZ, WIREGRHIITT T O RIERE Tl & OE o
FE N BB, HEREIZL 2 EamE2 biXEbsER Th 5 Ll s v,

(2) RE‘EEGHEMHRER Y -
1)~ A% fiz 2 RO 13 33 R 1 8% 52 R

ICR v U A% AW KER e G tEstBi & U<, 2R & O 13 3# M o S8 #5305
ZFNE Uiz, 2 B E A ERERR (50, 250, 500 &Y 1000mg/kg/H ., 7272 L,
HFT U 7K E LT) Tlid, 500mg/kg/ H UL EOREIZ B W TR IR
RN AH BT, 250mglkg/ B UL EORETITIR{E 22 & O LEER, ZiffEm, WO
TANRGRXUBETI ) 7oA77 —8 (UUF, AST), 77=7I /) FT7 A7
=7—% (LAF, ALT) RORBEFZEDOESER EDFTRNR LN, £7-. 50mg/kg/
A UL EORE T MmN A STz, 50, 250mg/kg/ H#ECTH LN T-EALITRE TH -
7272, 13 WG RERIE 30, 100 & OF 300mg/kg/ H 058 (772 L, -7V ~7
oYK E LC) TER L, ORI, 300mg/kg/ HFEOME 1 5] THSE & 72 0 H#|
B L7210, (7 & oW bR, W ONC - IME 72 & DT 30 Hiv7-, 100mg/
kg/ HEECTH LN ZALIIEBORENBIL TH  BHEFHN 2 BRZBMER Sl L, &
F ML 100mg/kg/ B & i L7,

2) 7 v MW 2 #1383 @B LT 6 » H HI#E 0 &5 3EER
SD 7 v hEHWEKEROEGHEERBRE LC, 2 M., 13 @M &0 6 » AMOKIE
BB 2 9hE L=, 2 @& 5 R (3, 20 XN 150mg/kg/H. 7272L., B+ V7
oYy E LC) Tk, EEMERICE S AL LT, RPZ v a— R PelkE, R
EROREOEME, WOCIET 7L 2 —2AOEAE SR Sz, FOI1E, MmigH
® AST, ALT R ORFZBEFOEME, KPP L7 L&D SE 7 ERRO il
2B, HIR KR OYREHRSFOREICB O THOU S A (6 - Rl /fEik) 238 5
=y, BRI X D IMBHEOIS T & SIRBTOMENHAE DS L Z LICk > THERESN
ebdDT, AF 7V 7ul O ~OEBEERICERT 26O TRV EHIB LT,
150mg/kg/ H BE CIIIBEIEN RO B, MR EIX 20mg/kg/ H &5 L7, 13 HREE
Bk (4, 20 X OV 100mg/kg/H, 7272 L, -7V 7avrKfme LT TiE, 2
T Gk & [FEEOFT RIZIN 2, IRIRETIE, ;-2 AV F IV T A7 27 —8 (LL
. GGT), N-TtEF s atI=F—ELkNEAFKEDSHE, I L T L
FEDEREIRE OB EOBRHLNTR, ZhHDO/RT7 2—2DH5 L GGT
KON LDERE, JRPEEIIEEE RS2 LAMEWRETH o722 &)
Oy IO OZELITIREBOHEIMIE 72 ZIRIE(LTH D Ll Lz, £7-. 2 H#&
HHRBICBOWTEBEEN AN Z L BRENCEET 231 A ~—T—Z2HEL
770 WIELETRTCONRTA—=EINRKETHoT2Z 6, Ty hTHLITIEEIE
X, BGHEEEME T L2 CERI B L D IR T LIZZ ik, 5%
HLUAREEN RSN, EEEETIALLRBEENRBO LNRN-TZHED
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IX. SEERAREAERICBEY SIER

dmg/kg/ H & O'MED 20mglkg/ H & fiam L7-, 7ok, AR CRO b -Elbidk kT
28 WMMDOIRFEIZ LV [EHE Lz, 6 » A M# 55 (4, 20 LT 100mg/kg/H) Tik
2 WA KON 13 A 5-akR & RIEROFT LA vz, 1 EEICBSE L C Dual energy
x-ray absorptiometry GZJ:6ﬁﬁr®?ﬁﬂﬁﬁﬁﬂﬁﬁffﬁJﬁ%??o 72o FDOFER, 100mg/
kg/ HBEIZ W TRERE & ONEHE D B EDOIK T B bz b O OFEEIZE T
< AREAGITAREIE IS #9%@%%%% RETLENTHD EEZX LN, T2
. 20mgrkg/ H UL EORETH G070l BIENGRD iz Z & dmglkg/ HEETH LAV
EAITON TN O BHEFIERENZ L E YR U, BEME IR S & 4mg/kg/ B &5
L7,

3) A X &M= 5 HiW, 2 @M. 13 W LU 12 » A B 05 #HERR
E— NV RERWEER DG HEERBRE LT, 5 HIF, 2@, 13 EBEN12 »
AW OB Z FZ i Lz, 7ok, HEXREARE LCER L 5 A MK HERE
AR (25, 100, 400 XU 800mg/kg/H, 7272 L, AT 27V 7ar KpE LT) <
I%. 800mg/kg/ H ¥ 5-Dlff 1 Fl TIREEHEAL (7 b — X R OWAKZLE D RIMEE) 2355880
DT T DBSEIIES 21T o 7o, £ D1E0, FEEIEANTER LR 7L 22— 2 gkt &
DEfE 72 E OB NI S T205, 400mglkg/ H £ TERAMEICHIBEN R o722 &b,
2 WM G5-RERIT 4. 40 KON 400mg/kg/ H OG-8 (72720, BF 27V 7a P Kmy
ELQ) THEMLE, ZOfEE, HEMERICESIRFZ LV a—2 g0t &, JRE&K IR
vy T APEE O S, W ONSIIER 7V 2 — A DIRME 72 EO BB D BT,
ZTAVS VI ENCER L7228 b, SRR 2 R I W2 2 Th v |
T EITHEME & b 400mg/kg/ B & fEGm L 7o, 13 B & 5B IL. 4. 30 KOV
200mg/kg/ B D& (772 L. A+ 7V 7a v oK) & LCBtA L=, 200mg/
kg/ HEEIZIB W C—RIRRENZE L <AL L7272, B T 100mg/kg/ HIZH G- &2 U
72o 200mg/kg/ A ¥ G-RHCIZIEE AR T, Wik, M ONKLBE 72 & DIER AT O BTz
2N, #EE% 100mg/kg/ B IZH U CURE, 26 OERITIEA LZ, 30mg/kg/ HEET
LN EIE, 2 AR B RER & FREOEIERNICEIN L7221 b, XTI
RAEfEbR W72t CTh v . BEEE MR & 30mg/kg/ H & fkim Lz, 728,
AR TRD DN EIT TS 4 B ORI FICREE Lz, 12 » AREER
%(430&01mmy@m)1‘wghtWMi1&@ﬁ§5m%kkk@@H%f
Holz, 7y NMUEBIENALNTZZ D, 4 X TOF~OEELFNLT 572D
REBHBES 3 A~ — I —ZWE LIz, JE LT A— 5_b¢#&£®#ﬁ%
TS, B, B8 M OB EEHINZ ) T & 2222 FLIEER Zsb%z%fm:of::k
N, b OEILICEEFIER T2V ST, ﬁé@%i1mmy@ﬂ&ﬁ

720

(3) BinH MR 2
WME A2 W EHIRERERRAR, ~ v R 74 —~<T vtEA, T NMERI/IMEREBR L
Ty MFaAy F T yEAICTEHMEiLZ, vV R 73 —~7 vt A ORETEEGIES
PV T IR EEE DOHIMAFER D LTz s | EBRME O b D HED I~ TDOZEAL
TholzZ &b, AEROHFEEFHERITENEEX b, thoRBRTCIIBRZETH-
T EMmS, BT Y Tu P B EEEE R L B L,
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X. JEREREAAERICEIS SHA

(4) BNATRMEEER 5
1) = R %& iz 2 A AR ER
ICR ~ 7 2 & iz 2 HERMI R ER 0 #5208 AEMEBER (10, 30 20 100mg/kg/H) T
(X, BEEITER L BEAT LITR oo,

2) 7 v b a2 R AR BR
SD 7 v k& HWz 2 FERMER O #5203 AUJFERER (10, 30 %0 100mg/kg/H) T
(X, BERICER LT, RIS OMIRIE, B IR EES & OV B A0 A I 0> 58 SR FE A3
ML 7=28, mfﬂ@@f%ﬂ?@@mf?/b%ﬁ@ﬁ%f%ék%szé a. >
7Y 7a Y 3R EREEYE L SN TEY . Ty MORIT D IEERAEMTIIEE
hﬂi%ﬁ%XA_i5%®T%ék%K6ﬂéobvﬁxﬂhﬁfﬁﬁfi\i%%
BV T v RAFPERER &[S CTh o720, HIRITEINT 2 EEIEEED S /e h
ST, cWTNOEES T v MERIICHEREZBAESE DA =ALNGFETDHEE X
bhd, LEBoT, #F 7V 7a Y N33 BIEmENRETFIC LD 7 v M ABME
ZRTHOD, WTFROEFIZONTEH B h~OSMFEEIZIERWEE X DD, 7 v MC
I OENIEIBRAEA I = X D ERGET D 12O TR 2 £ LR, 7> b2
AEPERBR TH BT 3 ORISR AT, WIS A LR WIN A2k T 5
AN T IA NT U AREE L TEY, FERAMEEIC OV T, BIZRLESA
INT ARG L TWD Z ERREB ST,

(5) EMEFRESMHHER Y
1) 7 v bEHWEZREEOE R E TOMMREAIZEE T 2536k
WERET > b2 AW IREE R OVE IR £ COMMIMIRE AT 235k (4. 20 XUV 100mg/
kg/H) TiX. 100mg/kg/ H £ THEMEBLENY O A FERERE K ORIIRTE I EITF D &
AN

2) 7 v FERHWZR - BRIERAICTE S 53R
7w MW - BRIRFEAICEE T 555 (10, 30 XU 100mg/kg/H ., 7=72L. AT
7Y 7uvrKE LTC) T, 100mg/kg/H £ T « RV EMECME A INE 2 73BT
RiTH BN o T,

3) Y XA - BRI AICEI T % 3Bk
UYL TR - FRIRFEAEICE T 2R (10, 40 XU 160mg/kg/H ., 72720, AT
7Y 7u v K E LTC) T, 160mg/kg/H £ Tt « IRV EMECME A INEZ R BT
FITH BN ho Tz,

4) 7 v &AW AR R O AR OF A N RHROBEREIZ B3 5 3R
Z v b &AW HAER R AR OFAN NI RHAOREICES T 2538 (10, 30 XY
100mg/kg/ H) Tix, 30 & O 100mg/kg/ H #f CULo= A 12 KB O (4 85 0 H )
SRR DS, W E IR I AR R ORE NSRS 2 S v, AR 5 M5
PEEIX 10mglkg/ B & fsim L7,
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IX. SEERAREAERICBEY HIER

5) $h#5 7 v & 7= ilBR
T v M ERW 10 BRI E & G- R (4, 20, 65 XY 100mg/kg/ H) T,
7 v bRV RE B EERER & FRRO 00 S v, ShESIC R R T
HBUIERO bR oTc, o, RERORE., MERFAOIEITELE L7 DD, (KE
HMOIMENAED &0 LHWr S 4L, #5H - BEEEDIEFEIT KT D EHERRETIT RV &
b L7z,
BRI Tl TR CORIEBE Ol K O 20mg/kg/ H UL _EORED M C s B Y
WRBAET DM EIER ALz, TN TORIERE TR T OILIE, 20mg/kg/ A L. EOREDOKE
Je O R OFLIEFEOMECTIRAE OPLIENR A BTz, 20mg/kg/ H UL EORET+ 1615
DRERENE R B E N2 S 7=, 65mglkg/ H UL DR M T Il o> i i ifn. oo #4940
NHBNT-, 4 BEMOREIRIE TIRICIE, 20mg/kg/ H L EOBEDHED B F DO YEIRIXA]
BEE 27~ L2 O OERICIXEE Lo Tz, ZOMmoZidseemliErE 2R L
7o 7235, ME R OMEBARET CRRD LAV EIEIL, AT v b TR b2 & [Flkk
2Ty NRERIIIR NS T DA NG RIS D EE 2 B, BIEIK TRIC
SERBREEMEEZ R LI EEB 2 HbE, BEFHERITEON DL O Ll S,
AT > MR 5 BEMEEIL 4mg/kg/H L f5Gm L7,

(6) BFTRIAEEAER >
T A AR 2 PO T IRV RS 2 Sk L. RETRIEIE 2R L, s ey
OIRFRENEE, FERRAIREME ST D IRBIEIEIC B S iz, FIERIC CBA/ = 0 2 & v
THAI U »REi10 ) /BRI 2 FEIE IS LT R U o EiaBR A 940 U, B R A EME
I L7z, AT 27U 7 a P AR ERAEYE T L LTz,

(7) T DFFH%EN
S s, AEMHR. LETSEHER
Yzt e MEREN & L C, Balb/e3T3 flifdz W= eiilam B CHitE CTh o722 LD,
HF TV Ta Y FZNEmEORT vy VERTH LD LR L7-, Long-Evans 7 v b
Rz in vivo SeEMERER (5. 50 XK1Y 500mgrkg) TiE, IR~OEEIIFRD Hivieh o
7oy B TITALEE R O IESRR D by, MEFMERE Smg/kg & ftmm Lo, Zeds. JEE
BEMEIZ OV THEEE 22 JH W TR IR 22828 BB & Faf L 7=/ R, BRETdh o 72,
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X EEMEHRICEYSER

X. EEMEIEICEEY HIER

1. BHEX 5

(1) A - TR IR
) EE-EMEFEOMGEICLVEMRTDZ L
(2) ARGy + FEHE L7

2. BEAM
AR« 3 4F

3. ARRETOITE
FERIRAT

4. BBV EDEE
WAL L

5 BERITEM

BEMERELTA R HY
<FVoLEY : HY
ZOMOBE NS ER BT 7 VEE - OD SEE IR S5 5~ (RMP O U 27 i/ METEE O 72

DOITVERK S T2 H#1)

6. A—His - A%

SEREIRE . —W) A HOSIT 0,

7. EFEFEH B
201343 H 29 H

CKIE)

M. W39 2HE) XD, HE%] OHESMR

* 2022 4F 6 H 20
BRE SRS

(2 BIHERIP 2 5 0F 9~ 2 18 VB g

H

2L RIEARESUTSE AT T O BE 2R, )

B,
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8. MERFGEAAFABRUVARZRES. EMELENESEFEAL. REHKRERAB
R 7e4 RLEAFE AR H B KT HAMILAEHAE A B e BRAGEEH H
77 /U5 100mg | 2014457 A 4 B | 22600AMX00744000 | 2014429 2 H | 201449 3 A
ﬁfﬁg&pﬁ 2024453 H 15 H | 30600AMX00108000 | 2024 455 5 22 H | 2024 4 5 A 22
9. EEXIIHMEEM. FAERVEEZFEMFOEABRUVZOARE




X. BEMEIEICEHYT SHIER
10. BEEHRR. BiMERRELAKRFEABRUVZTOAR
2 BUBEPRI
FREMEARFEAR 2024412 H 25 A
N« R, ERESREOME, AMEAOZEMEOMREICET 2IEE 145 FH 21H
85 UKRBIEAHEHR) A MONETOVTICHEEY L,
1. BEEHM
2 HUHE R I -
84 (2014 7TH 4 H~2022F7TH 3 H) : #& 7T
2 BUBE RSP 2 G 0F 3 2 18 MR g
72720, KRB ARUIEN I TR OEE ZRL, -
44 (202246 H 20 H~2026 46 A 19 H)
12, HRFEHMFIRICEET 153K
AANL, B (borWEEE) BIFICET 2HIRIZED G THRN,
13. X2 —F
A B S . Lt
Wocs | mrelgpeses, | BRI Sk HOT (13#7) #% B A7 L]
NS (YJ =—F) Sk
) 100 £ (10 ££>x10) : 1236064010101
?Ognfg’vﬁ 3969022F1029 | 3969022F1029 i’ggiﬁ 822@?85 : 1322823818;8? 699360601
500§ (/3F) 1236064010301
;i?og:;gOD 3969022F2025 | 3969022F2025 1295535010101 622955301
14, RIEHBTLDIFE

(B 446 A 20 H FREEFS 0620 55 2 5) Pk
[ 3R S R PR AR 575 L OZIRE - WG OE T O B EFIHD —EIEEIZ OV
1 %hHE - WREO AT AGRIC,: O BEFHIZOWT
(1) HF 27 VEE 100mg
O ARRHFN % 12 BER 2 A 0F 9 21BN 7272 L. REIE A4S UXENTHETTH O 8
Falr<o ) ICHWLEEIT, DRI RICBES 2 3EIZB8 W T, TeGFR 7% 30mL/
min/1.73m? Al O BEE TIZ, RAOBREERR 2B ONRWATREERH L 2 &
AFEEFIZ eGFRDMEF T2 2 EBH 0, BHEREENSELTLIBZARH L Z &0
O, FHRICEE LRV L] EENTWVWAEDT, RKRFIOFG5-BRIAIC Y 72> Tk, 2
A E O R EMIC, B GBARF D eGFR O K Q& O EMAEH A 2+ 5 2 &,
Q@ ARBIA % T2 BIFEIRSG 2 A0 2@ MR N 7272 L, KRR ULSEH T T+ 0 R
FabR< ) ITHWDEHATT, e U RICBEET 2 ERICE VT, [T17. ERREGE )
DEONEZRM L, BERBICHAAN DN BEOW R (BURER, JFHZK, BHE
) oy L2 B BMERRIR ISR D A BT A BT D W R HE
JENFEESEBIC, BNEFTERINTL2L, ) L3N TWDHOT, EHIZY > Tkt
SHETLHZ &,
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X EEMEHEICEYTSEE

Q@ ARRAN % T2 BBERS 2 &0 2 @B RN 7272 L. KBRS UTSESH i 7+ 0 f
FaBR< ) WCHWDEE IR, R SUIRICEE T 2 ERICB N T, [RAER G FIC
eGFR 7% 30mL/min/1.73m? K (AKX T L7z 5A0E, B 5-0kfe 0 w0 B 2 (F 8 (2 W9
HT L, EINTNWDHOT, RHIZY > TUIHIRETDHZ &,
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XI. 3F&H

C ELRNETOHETFRR

ANFTYVTa T ATHEAR, KE, BN S EOHSR 70 » EU ETHERREINLTWS, (2025
£ 3 A HIE)

AT DNEEXITZN R, HIELOCHEIFLTOLEEY THho, ENOEBNEOHF TA
KR &,

4. EEXITZHER
O 2 B¥ER TR
O2 BERR = A6 2 EMTRR
2L, RPBFREXIENETHIOEEZR,
6. FEARUA=E
WE. RAZIEAFZ7Y) 7Yl LT 100meg 2 1 B 1 BRI &% o N ks
T 5,

WS T OAGRIRDL

E4 7 AY 7

HR5E4 INVOKANA

Eay s Janssen Pharmaceuticals, Inc.

KR A 2013 4F 3 A

HY FEA

e ST R * EAB LU0 Ll Eo/NED 2 RIBERIFEE OMpE = b o — L YO DR E

FRVE T OSESNRIEOMBIRIE L L Clls S D,

-ﬁkzﬂﬁﬁrfm DIUERB AT L T2RE BT, T8 - Ll R
HERES (- OMmAF S, FEBME DS 2 WISIEBUEMERNZE ) DU A7 Z4K
FTEHE5,

« TVT IR 300mg/ H &8 2 % 2 BUPEIR IS K OWEIRIGIERHE DR A BEIZI 0
T, KEIEZESR (ESRD). g7 L7 F=r0fEm, LifE (CV) 3R L LAE

IZEDABE) A7 K F ' 5,

MIEROH & FAE L OV 10 #RLL E oo/ e $%’*tém%:vrm—»@tw@ﬁﬁm%
sy e — OO, EOHORIORFEORNZ 1 H 1 E 100mg 254G
50

XV —EomEay fe—Lrofbdiz, 1 H 1[E 300mg £ THETHI ENTE S,

AT D ZDMOEERD = DOHELE &

FRADLLTF OZIEE K Oh B LC 1 A 1[8] 100mg ZRAT 5,
© BN 2 BUBERRIE O - DR B A DR & 2 B ISRV T, EE AN - L R
HERES (- OIS, FEBMELIIZE S 2 WIXIEBUEHEKZET) DU R 7 %4K
TEE5,

« TVT X VPRA 300me/ H A Z S 2 RUFE PRI IS K OWEIR I BHE O B BF I W)
T, REBES (ESRD). M7 L7 F=o o, L (CV) 3k L O AR4A
WICEDABEY A7 KT &R 5,

HETE R ERFRIEIE R (eGFR) 1ZHE30 7, fASS £ T8 10 MBSk Lo/ MR OB B
B AR R K 1107
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XI. £E&H

MEXR O &

F1: AR IO10 oL EO/NR OB FEE B I RBIT DHESEH &

EHAREKRAE —
eGFR (mL/43/1.73m?) HERS

eGFR : 30 ~ 60 i &K 100mg 1 H 1[5

- TRIBIAAIEHELE S e,

- INVOKANA % R#E L TV 2 RN B
T, 7T I VRM 300mg/H A A D
eGFR : 30 Alifi Baicid, ESKD, g2 L7 F=20
548, CV 3L, LARRIZ LD ARED Y 2
7 &2 HT2HIZ, 1 H 1A 100mg O
1B A AERE L TH K,

DailyMed [INVOKANA (Janssen Pharmaceuticals, Inc.), 2025 4F 3 H &zT
(https://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=b9057d3b-b104-4f09-8a61-c61ef9d4a3f3)
20254 H 18 HT 7k A]) XK b

[E4 EU

WrE4 Invokana

=4 Janssen—-Cilag International NV
KGR H 2013 411 A

FITE FEA

Rtz ay ba—/L X7z 2 BBERIE O A O R FOIEB) O B IRIE

« RIAPEIIZEZ D722 A R AL 3 o O @S] & Hl S - 556 o Bg ik
LT

< HERIFIEERFH O o EIR LTI Z T

OERRIEIC T D RBRGE . F = > b o — L CkT 2400, ISR L O R

h. 25 NCRBERICHOWTIE., B2 v ar 4.4, 45 BLO05.1 251,

MIEX O &

HF7 U T a Y ORESERBAEIR. 1 H 1R 100mg THD, AF7)V 7Y 01
H 11[8] 100mg BE51CBEMEZ R L, #HEERERIAIER % (eGFR) 7% 60mL/min/1.73m?
LI EGE CrCl 23 60mL/min L ETH Y . 230, LV AR = v b o — /3%
BAEICITHEE 1 A 110 300mg (ZHRE L TH LV, eGFRIC L DS HEMRILITE 1
EHROZ &,

75 L EORE, DEBOSH D BE, AANC X BFIRERNGERE L7253 8 T
HWEIZITEENLETH D, MEERD DR b EE T, BEBARNC Z OfRkE
FRIELTEBL Z RSN,

ARV XTA AR UUMEESRE (AR = vy LT A EOFHT A5 A . IRl
FEDO U A7 S TI2DICA AT U UTA A MR O E Z2 e 5,

1 HESE R

eGFR (mL/min/1.73m?) o =
XX CrCl (mL/min) 1 Rigs it
100mg CTHALA
100mg ([ZAFMENR B 5 BHE I L UNEINO
60 LL 1= b=y b — L& LB L3 5 B8 TR,
FHE% 300mg IZHET 52 ENA[EETH
5o
30 LL_E 60 A 100mg % i
Invokana # 3 CIZARH LTV 2 BEIZIX
30 A e 100mg Z ke L THRH 4,
Invokana Z#fEH L7722 &,

a Briar 44, 48, 5.1 BLUE.2E25M

b SbAsMmbEay b — N KE R SIE, OB R OB
EEETLHZ L,

c MTNVNT I,/ 7 VLT F=Hh 300me/g BELES

d BITFEIIBRBME TR EMET L2 L,

EMA (Invokana (Janssen-Cilag International NV) , 2024 4F 12 H &7T
(https'//www.ema.europa.eu/en/medicines/human/EPAR/invokana) 202544 H 18 H7 7k X] LV
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XI. 2Z&H

2. BB T DEBRIEFR
(1) dEhm ~ D G BET 5 1
KN BT 2 EoEE Tlhm, Ew, ZLESFE~OKE ] OEOGLHEI I KEOTR
i 3cE WONREEEE (SPC) ROA—A M T U T OGHOLHIILLTDO LB ThH D,

9.5 1EiF
PEfm SRR LT 2 ATREMED & D I IIA A 2 e B3, A v A U A& A4l
M2 &, BWER (T v ) TRE~OBITHHRESNTEY ., b hOEIEF S
KON & 72 2 WM OBREEIZ L0 | S EMICE d J OSRANE OILsRAN S Sh T
W5,

9.6 X%
RILLRDZENEE LY, 8FER (T v b)) THAIT~OBITHRHRE SN TE
V. E G TS AR R o R EEINIEIRC LA B O d O fRik, JRAIE DOHEIRANEE
HHENTND,

TSR

i
KE DAL

FLENAE (k)
o 8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

I |

Risk Summary
Based on juvenile animal data showing adverse renal effects, INVOKANA

is not recommended during the second and third trimesters of pregnancy.
Limited data with INVOKANA in pregnant women are not sufficient to
determine a drug-associated risk for major birth defects or miscarriage.
There are risks to the mother and fetus associated with poorly controlled
diabetes in pregnancy /[see Clinical Considerations].

In juvenile animal studies, adverse renal pelvic and tubule dilatations
that were not reversible were observed in rats when canagliflozin was
administered during a period of renal development corresponding to the
late second and third trimesters of human pregnancy, at an exposure
0.5-times the 300 mg clinical dose, based on AUC.

The estimated background risk of major birth defects is 6-10% in women
with pre—gestational diabetes with a HbAlc >7 and has been reported to
be as high as 20-25% in women with a HbAlc >10. The estimated
background risk of miscarriage for the indicated population is unknown.
In the U.S. general population, the estimated background risk of major
birth defects and miscarriage in clinically recognized pregnancies is 2-4%
and 15-20%, respectively.

Clinical Considerations

Disease-Associated Maternal and/or Embryo/Fetal Risk

Poorly controlled diabetes in pregnancy increases the maternal risk for
diabetic ketoacidosis, preeclampsia, spontaneous abortions, preterm
delivery, and delivery complications. Poorly controlled diabetes increases
the fetal risk for major birth defects, stillbirth, and macrosomia related
morbidity.
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1 8.2 Lactation

Risk Summary

There is no information regarding the presence of INVOKANA in human
milk, the effects on the breastfed infant, or the effects on milk production.
Canagliflozin is present in the milk of lactating rats/see Data/. Since
human kidney maturation occurs in utero and during the first 2 years of
life when lactational exposure may occur, there may be risk to the
developing human kidney.

Because of the potential for serious adverse reactions in a breastfed
infant, advise women that use of INVOKANA is not recommended while
breastfeeding.

KON AEEE (SPC) *2 |4, Clinical particulars
4.6 Fertility, pregnancy and lactation

Pregnancy

There are no data from the use of canagliflozin in pregnant women.
Studies in animals have shown reproductive toxicity (see section 5.3).
Canagliflozin should not be used during pregnancy. When pregnancy is
detected, treatment with canagliflozin should be discontinued.

Breast-feeding

It is unknown whether canagliflozin and/or its metabolites are excreted
in human milk. Available pharmacodynamic/toxicological data in animals
have shown excretion of canagliflozin/metabolites in milk, as well as
pharmacologically mediated effects in breast—feeding offspring and
juvenile rats exposed to canagliflozin (see section 5.3). A risk to newborns/
infants cannot be excluded. Canagliflozin should not be used during
breast—feeding.

Fertility

The effect of canagliflozin on fertility in humans has not been studied. No

effects on fertility were observed in animal studies (see section 5.3).

% 1.DailyMed [INVOKANA (Janssen Pharmaceuticals, Inc.), 2025 4F 3 A &aT
(https://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=b9057d3b-b104-4f09-8a61-c61ef9
d4a3f3) 202544 H 18 H7 7 &A] XV

* 2. EMA [Invokana (Janssen—Cilag International NV) , 2024 4= 12 H kT
(https://www.ema.europa.eu/en/medicines/human/EPAR/invokana) 202544 H 18 H7 7 & &)
X0

tHi g

F—=A NZ U T D5 C*3
Australian categorisation system for prescribing
medicines in pregnancy

% 3. Prescribing medicines in pregnancy database (Australian Government)
(http!//www.tga.gov.au/hp/medicines—pregnancy.htm) 202544 H 18 H7 7 A XY

25 OB

F—=ANZ VT D5 C

Drugs which, owing to their pharmacological effects, have caused or may be suspected of causing,
harmful effects on the human fetus or neonate without causing malformations. These effects may be
reversible. Accompanying texts should be consulted for further details.
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8 USE IN SPECIFIC POPULATIONS
8.4 Pediatric Use

The safety and effectiveness of INVOKANA as an adjunct to diet and
exercise to improve glycemic control in type 2 diabetes mellitus have been
established in pediatric patients aged 10 years and older.

Use of INVOKANA for this indication is supported by evidence from a
52-week double-blind, placebo—controlled trial in 171 pediatric patients
aged 10 to 17 years with type 2 diabetes mellitus and in a pediatric
pharmacokinetic study [see Clinical Pharmacology (12.3)and Clinical
Studies (14.2)] . The safety profile of pediatric patients treated with
INVOKANA was similar to that observed in adults with type 2 diabetes
mellitus.

The safety and effectiveness of INVOKANA for glycemic control in
patients with type 2 diabetes have not been established in pediatric
patients under 10 years of age.

The safety and effectiveness of INVOKANA have not been established in
pediatric patients to reduce the risk of:

- major adverse cardiovascular events (cardiovascular death, nonfatal
myocardial infarction and nonfatal stroke) in patients with type 2
diabetes mellitus and established cardiovascular disease (CVD).

- end-stage kidney disease (ESKD), doubling of serum creatinine,
cardiovascular (CV) death, and hospitalization for heart failure in
patients with type 2 diabetes mellitus and diabetic nephropathy with

albuminuria greater than 300 mg/day.

ERMN LA (SPC) *2

4. Clinical particulars
4.2 Posology and method of administration

Posology

Paediatric population

The safety and efficacy of canagliflozin in children under 18 years of age
have not yet been established. No data are available.
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5. Pharmacological properties
5.1 Pharmacodynamic properties

Clinical efficacy and safety

Paediatric population

The European Medicines Agency has deferred the obligation to submit
the results of studies with canagliflozin in one or more subsets of the
paediatric population in type 2 diabetes (see section 4.2 for information

on paediatric use).
5.2 Pharmacokinetic properties

Special populations

Paediatric population

A paediatric Phase 1 study examined the pharmacokinetics and
pharmacodynamics of canagliflozin in children and adolescents > 10 to <
18 years of age with type 2 diabetes mellitus. The observed
pharmacokinetic and pharmacodynamic responses were consistent with

those found in adult subjects.

% 1. DailyMed (INVOKANA (Janssen Pharmaceuticals, Inc.). 2025 4F 3 H &&T
(https://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=b9057d3b-b104-4f09-8a61-c61ef9
d4a3f3) 202544 H 18 HT7 7 &A]) XV

% 2. EMA [(Invokana (Janssen—Cilag International NV) , 2024 4 12 A t4:T (https://www.ema.euro
pa.eu/en/medicines/human/EPAR/invokana) 202544 A 18 H7 7 & A] LV

—127—


https://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=b9057d3b-b104-4f09-8a61-c61ef9d4a3f3
https://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=b9057d3b-b104-4f09-8a61-c61ef9d4a3f3
https://www.ema.europa.eu/en/medicines/human/EPAR/invokana
https://www.ema.europa.eu/en/medicines/human/EPAR/invokana

XIW. &5

1. SRF - REZEICER L CTERRHITZT S ICH=> TOSERFER

AEOEHRICEAT 2R - RHEIIIKREZZIT TR WREICET 2 ERNAE Eh 5, 3Bk
FIEEDRHEL L T RVWHNELEENTEY, L EThREli s V2B AFIETHE LN
TREREFEIRLE L TR LTV, EREEEDEREH 2R3 2 EToBFEHRTH O,
MTEOSZRTHO TR,

(1) 98 -
MBBROREN
715 7' )VEE 100mg + OD & 100mg O3t DZ2EMEIX. LFD &0 ThoTz,
CEEE S0
<HFI7EE - OD Edim >
1) HE - 40°C=2°C, Bt 7 AffEre (K5HT)
2) M : 25°C£2°C/IT5%RHE5%RH, 8 7 A/BHRE  (KEAT)
<A1+ 7 VEE 100mg >
3) Jt : BEEEAT (2000 1x FRAT) . AR VAT IR, v — /B
<HF 7/ 0D §E 100mg >
3) )t : D65 7 7 (2000 Ix fRET) . 25°C £2°C/60% +=5%RH, ¥ % — L /B

[ H ]
PRI, MUEERER GEBRLIR, BiaWE) . &8, K5
(R ]

<71} 7 )VEE 100mg >
1) & 40Cx£2°C, 1Bt 7 AfE (KT

. . PRI
biljees=gER -
P ER B AG IR 2 [ 1A 3 & H
PR HEOBE HEOBER HEOKE HEDOBER

MUEERER GRER(LIE) (%) <0.01 <0.01 <0.01 <0.01
fifERER EmE) (%) <0.05 <0.05 <0.05 <0.05

i (%) 98.5 98.4 99.8 100.1

Ky (%) 2.4 2.3 2.1 2.0

1wy k)

1 H DR L 1 B ORI F
2) % : 25°C+2°C/75%RH=5%RH, B &4 7 AJf/Bk: (FHT)

} ] PRI

I ETE B -

R B LAY 2 A M 114 A 3 H
PR HEOBE HEDOBER MR HEDOE

MUERER GRER(EIE) (%) <0.01 <0.01 <0.01 <0.01
MEERER GERYE) (%) <0.05 <0.05 <0.05 <0.05

HE (%) 98.5 98.0 99.0 98.7

Ky (%) 2.4 2.9 3.0 2.3

1wevyh)

M1 VIR L 1 BB R

—128—




XII. {§E

3) BEfmHEOEET (2000 1x FEET) |

B0 AT IR v — L/BR KK

PRI
HETH H *2 ) 60 77 Ix-h 120 5 1Ix-h
TR PR AA R . :
7 HEHEHB 7 HESEHB
PEfR seopk | BEED | peopr | BEED | neop
MAEERER GEEREIR) (%) <0.01 <0.01 <0.01 <0.01 <0.01
HIERER CEEmE) (%) <0.05 <0.05 <0.05 g 0.16% <0.05
%) 98.5 98.7 99.9 98.8 99.4
4y (%) 2.4 2.4 2.4 2.5 2.4
CR=RS
1 : JEE : 24.8~26.8C. 1WSF : 49.3~71.5%RH [Pk, MR EHEWE) . &, K5)
B 24.9~26.6°C, J2JE : 41.1~67.1%RH (iERER GBELA) ; ERRBIEHEE & X8RI
THIE)
2 VIR L 1 B OB R
¥3: TINVIKRANTEATIHE
44 H (20 Hlx-h) TEGZRD:Z
5 RN 3 FEOME (0.05% : 2 FE KT 0.06% : 1 ff)

<#F 27V 0D §E 100mg >
1) RJE . 40°CE£2°C, Bta 7 AfER (5T

. PRATI]
HETE B
FRERBH AR R 2 4] 1 & A 3f&A
HRIN RERBEOME | BHEBEOBHE | IKEBAOKER | REBEOHRE
e (G 1 0.05%2L o 0.05%2L o 0.05%2L o 0.05%2L o
PUERER OHRITD | g L | mgwEAaL | REWEAL | REWERL
MR RER GEERLIR) 50ppm AT 50ppm AT 50ppm AT 50ppm AT
e (%) 99.7 100.6 100.6 99.6
Koy (%) 1.2 1.1 1.3 1.2
CR=RS
SRR U 1 AR ERAE R
2) B 25°C+2°C/75%RH+5%RH. %4 T AH/BRtE (REAT)
. ) AE AR
HETE B
R BA AR 2 1 [ 1 %A 3 f&A
PRI RHERBEOME | BWFBEOBRE | IKEBAOKE | REBEOHE
. s o 0.05%2L o 0.05%2L o 0.05%2L o 0.05%2L o
MR CHEWED | wewmmn | | mgmEs L | EEWESL | BERWESL
MERER GEERLA) 50ppm A:jii 50ppm A 50ppm A 50ppm A
e (%) 99.7 99.7 99.6 98.5
Koy (%) 1.2 2.3 2.3 2.3
CR=RS

X1

a0 L 1 Bl DB A

—129—



X1I.

i

3) Jt: D65 T 7 (20001x BEE) . 25°CE2°C/60% £5%RH., >+ — L /B
PRAFIR
HEHE B ) 60 Ji Ix-h 120 5 1x-h
TR PR AR . :
7 HESEH2 I HESEH2
Pk wEto | gERto | geRRto | REeeo | REsto
J—— . 0.05%Lh £ | 4 o . 0.05%Lh D | o | s | 0.05%LL ED
MAEERER CEBWE) T L | TR 0.27%3 s L | R 0.73% SR L
PEEER GERER(LIR) 50ppm Aiifi | 50ppm Aifi | 50ppm Ajifi | 50ppm A | 50ppm A
am (%) 99.7 99.5 100.1 99.1 99.1
Koy (%) 1.2 1.7 1.7 1.6 1.7
(1w k)
¥1: R 0oR L 1 [EoRERRE 5
K2 7’/1/::I7A/E’C%9
¥3  HEYE 2 MoK E
X4 HEEWE 4 oW E

(2) BRI - ﬁ%iﬁ'lé&lﬁ‘f"“‘"?ﬁ%%‘-l—j@ﬁiﬂﬁ :

1) BREM R U

[R5 k]
. AR BRI R

B RDIRER

Bt

<7177 /)VEE 100mg >

VIUTVDOER N EREEY

VERL, YU I 55 CORE 20mL A WELY |

BLZ, 57
720 B 3tRIC
71:—0 D+ 10

RO B BEEAIZFLET 15 [BII<) 20 B FEEROBIEE 4TV,

L7,

gapcdte

<#F 27 0D §E 100mg >

VIUTVDOER N EREEY

VERL, YU I 55 CORE 20mL A WELY |

EL7, 57
ﬁ;

e it T R R

paxiJte

AALE - R ORI A L, 55
SRBER, U YA FT 180 FE 15 {F1EARE L CIBHE L, HyEE - B OR
M HEBE LT,

VU VRNICEREZOEE 1EANRTE A K
fREIcEEZ L TH 5

VY UUARFT 80 B 15 EEMER L. B - BB ORI B L
AR < IR A+ 61, EIZ5
FHELE L CHAAEE - R L 22V aE, BE2R L EIcBREE AT (—
AREE - RREIRIL 2 5%

> B R

73 R IBCE 12 (2[RI DA E 24T -

U UVRNIERIEFOEE 1EANTE R b
RlcEEZLTH Y
TR AREE - BRI L 22 WA

> B

AR SR T DN RREIK 2 T = — 7 OTE AN i@%2~mm/@@ﬁﬁfﬁ

AL, Fa—T71F_Ny NEOBELZEE L., KNTEAND

L3P0 2 KT L

M%(EA%)%3mm@%éﬁﬁykbfﬁl%¢%ﬁw\Lﬁﬁ%%%bko

RRIRIRTE AR |

7YHlE, VU UV ROTF 2 —TNIZEREW R LR TR, EiE

L& L7,

—130—

BRVEIR DIENTHERA LTS V2 HWT 20mL DK TT7 T v

PEIZ 7R



XI. &

[ER B ]
<% 7J 7 /V#E 100mg >
[EZL SRS
e | B 7K(#) 55°C) K 55C) 5
R B S PPN 10 43 54 10 4
i 1 8Fr. @)

W1 10 SUANICHEE - B L, SFr. T o — 7 Zimifad A,

<A77 0D § 100mg >

115 55 R 12
. i /K9 55°C) 74—k () 55°C) 5
T YIE | s | 10m | sn | 104
i 1 8Fr. O

W1 10 LA - BB L, 8Fr.F = — 7 i %,
* R ERELE TAREE ARG R7 v 75 4l (2020 4F) % 9 IR G I aHI E AL eI Ik

O < HIERR

2) BARDREN
<JF 7 VEE 100mg >

(R AESRA]

b5 CIRGE%, =R (VITE : 22.6~23.7C) - HULT
[(HEEE]

PRIR, MEEEER GREE (bR, BEPE) . &

[FER 7]

BEA 1 SRR O REHT 4 AU —IZ AN, 1 % (55°C) 20mL #WWVERY | 5 43fE
& Uiz (Fkeikne),

5 RINTT 4 A —Z A 90 5T 15 fREREE LT (BRREE),

B 5 Ay MiE %, FAROBRIEZ TV, FBiR (BRVI1TX) - BOCFICTIRIE L (B
IREE)

R T 15, MERZTER U218, SEZRES T U, &3R8k %2 3205 L 7=,

(#5531

. PRATHAH]
HEEH
SR E A 30 %y 1 B 2 W[ 5 HER] 8 HEfH]
VEgk WEAAO | MEAAO | MEACAO | MEAGO | MEAGO | MEAGO
(ﬁggff;%(%) <0.01 <0.01 <0.01 <0.01 <0.01 <0.01
(*Egggﬁﬁﬁ(‘y) <0.05 <0.05 <0.05 <0.05 <0.05 0.07
FKHIN =4 0
G (%) 100.1 98.7 101.8 101.1 100.2 98.1

<7177/ 0D §E 100mg >
LR L
—131—




XI. {#E

2. TOhOBEEE R
RMP D U A 7 o/ MUIGEY D 72 D IZVERL S 7o G
< T T VEE - OD SEE IR S5 5~
s T NVEEERTA R
M 7 7 —~ R tt
Ui A — L ~X— : httpsi//medical.tanabe-pharma.com/di/product/can/

—132—



CAN-0051AA(1A)
2025 4 12 HkET



	表紙
	Ⅰ．概要に関する項目
	1．開発の経緯
	2．製品の治療学的特性
	3．製品の製剤学的特性
	4．適正使用に関して周知すべき特性
	5．承認条件及び流通・使用上の制限事項
	6．ＲＭＰの概要

	Ⅱ．名称に関する項目
	1．販売名
	2．一般名
	3．構造式又は示性式
	4．分子式及び分子量
	5．化学名（命名法）又は本質
	6．慣用名、別名、略号、記号番号

	Ⅲ．有効成分に関する項目
	1．物理化学的性質
	2．有効成分の各種条件下における安定性
	3．有効成分の確認試験法、定量法

	Ⅳ．製剤に関する項目
	1．剤形
	2．製剤の組成
	3．添付溶解液の組成及び容量
	4．力価
	5．混入する可能性のある夾雑物
	6．製剤の各種条件下における安定性
	7．調製法及び溶解後の安定性
	8．他剤との配合変化（物理化学的変化）
	9．溶出性
	10．容器・包装
	11．別途提供される資材類
	12．その他

	Ⅴ．治療に関する項目
	1．効能又は効果
	2．効能又は効果に関連する注意
	3．用法及び用量
	4．用法及び用量に関連する注意
	5．臨床成績
	（1）臨床データパッケージ
	（2）臨床薬理試験
	（3）用量反応探索試験
	（4）検証的試験
	（5）患者・病態別試験
	（6）治療的使用
	（7）その他


	Ⅵ．薬効薬理に関する項目
	1．薬理学的に関連ある化合物又は化合物群
	2．薬理作用

	Ⅶ．薬物動態に関する項目
	1．血中濃度の推移
	2．薬物速度論的パラメータ
	3．母集団（ポピュレーション）解析
	4．吸収
	5．分布
	6．代謝
	7．排泄
	8．トランスポーターに関する情報
	9．透析等による除去率
	10．特定の背景を有する患者
	11．その他

	Ⅷ．安全性（使用上の注意等）に関する項目
	1．警告内容とその理由
	2．禁忌内容とその理由
	3．効能又は効果に関連する注意とその理由
	4．用法及び用量に関連する注意とその理由
	5．重要な基本的注意とその理由
	6．特定の背景を有する患者に関する注意
	7．相互作用
	8．副作用
	9．臨床検査結果に及ぼす影響
	10．過量投与
	11．適用上の注意
	12．その他の注意

	Ⅸ．非臨床試験に関する項目
	1．薬理試験
	2．毒性試験

	Ⅹ．管理的事項に関する項目
	1．規制区分
	2．有効期間
	3．包装状態での貯法
	4．取扱い上の注意
	5．患者向け資材
	6．同一成分・同効薬
	7．国際誕生年月日
	8．製造販売承認年月日及び承認番号、薬価基準収載年月日、販売開始年月日
	9．効能又は効果追加、用法及び用量変更追加等の年月日及びその内容
	10．再審査結果、再評価結果公表年月日及びその内容
	11．再審査期間
	12．投薬期間制限に関する情報
	13．各種コード
	14．保険給付上の注意

	ⅩⅠ．文献
	1．引用文献
	2．その他の参考文献

	ⅩⅡ．参考資料
	1．主な外国での発売状況
	2．海外における臨床支援情報

	ⅩⅢ．備考
	1．調剤・服薬支援に際して臨床判断を行うにあたっての参考情報
	2．その他の関連資料


