% % 20204E6 H 2ET (45300

% 202044 H 4T (BFxEBEHSSEES] 873069 |
Bk iR i ABES BRFEBAA
AR - 35 ERAISGLT2REEH -2 B HE IR iR /A R H- 22600AMX00549|  201445)]

NRT1U 70D L KMEE
WHEEEELY

PDOJb'?I‘f%EZOmg

Apleway ‘Tablets 20mg

) EE - RSO L VT A L

2. B (ROBEHEICEHRELEVWIE)

2.1 RA DGR UBEIE OB RED D 5 B H

2.2 EWRET b= A, BERREPEEE S AT o B (.
A VA VX BERHh R EE O RIESLEE R DL DT
ARHN O 51358 X 7200 ]

2.3 EERGYE, FMAIR. ERLIMEOH L BH ([ VA1) v
ST & 2 M HATE N5 O TRADOPEG 13 X v, ]

3. HERE - R
3.1 &

W 56 4
el B

7 7V = 4 $E20mg
FERZY 7O Y AR
(g8 F R 7Y 709> & LC20mg)
SR, RV — 2, 2O A AN AT — A
Na. A7 7V YBMg. Wb, e 70 A0—2,

) (1 2T T— 6000, ¥, BLF ¥ L. H
=2k

3.2 HAOMEK

L 7 TN = A G2me

i - IFTWVEBDT A VA T—T 1 VT §E

(MJE - HIFAD)

. w @O

EAK61Imm, EE#3.3mm. EEL105mg

Wk a— saTOF

4. BEERIIHHR
2BUBEIRIR

5. MEERIIRHRICEET 5E

5.1 RHNOBHIED 52 UDBERIFIHERE O IR TH %
SEEIHREE AT o 72 LTI AAR T 5 A TR Y ZE T
HT &,

5.2 KRANI2BBEFR G L BW SN BEITH LToORBH L, 18
PERBOBEIIIEG 2 LRI &,

5.3 EEOEHKEERED D 2 BE LIIBNHOREA 2L
TRAKORENIFTE VD, HH5LawI e, (8.3
9.2.1. 16.6.1%/]

5.4 HEEIE OB E O D 2 BE TRAF ORI R385
NHRWTREVED S 5 O THR G OVLEME 2 EEICHIT5 2 &,
(8.3, 9.2.2, 16.6.1, 17.1.33MK]

6. RERVHAE
WE. A PR Y) 7a Y e LC20mg% 1 H 1WA Hi
SOIFHER IR G %o

8. EELELMEE

8.1 ARHIDMEHIZH 7z T, BT TR ILESE R & 082 o xf
WMHFEZOWTHEAT A2 & [9.1.2, 11.1.15H]

8.2 AHIPeGL, IMAHESZ ISR L. A ORR % i
o, 34 AEG L THRRIA oA ICE. L dEy s
HBRENOLE L2 EETH L,

8.3 AFIILIZX Y, M7 LTF =D R LZeGFROK T
BHRONE T ENHDLOT, BHiEL eIty sL LD
12, ERE R E R BT A EBICH 2o TR E 4Bl
By HZ k. [65.3, 5.4, 9.2.1, 9.2.25]

8.4 JRIGEY M OMESige e = L, BB, ML oake
ORI (7)V = THE) . BUURE S o B 5 7 K YE
WKEDLZEND D, THRBIEEET) % EIREBIERG K O 5K
BeDIEREITETL Ly F0E L2 A IS 2 g %2179 & &
DT, BB U CTHREEZ ZEET 5 2 & JREEIEY L O
FRGE DFEIR B O F DI BN D WTHREICHIAT S Z &,
[9.1.1, 11.1.2%8M]

8.5 ARHNIDFREMIZ L D ZIR - BIRDBASLNLZ DD D, F
7oy RN T 52 DD LT, BELRKGMREITD
XL, BEEZTHIT) 2L, IR RERD B L
RTVEE (FEECHIRABEHERES) BT, Bks
FERIRVE S D7 ¥ B =3 A, EiEE T & MU e i 28
ZEDIg - ERESORBICEE TSI, [9.1.3. 9.8,
10.2, 11.1.32R]

8.6 RHN DOV TH 2RI 7L a— 2P EEIIC X 0 .
A > b — VS BIFCTHh - THIRIMASATTEL, 7 F—
VAWHEDBN, F I T Y F—YACELI ENH D, FH LWL
D LR EED RIS G H B0, DTORICHETHI L,

(1) s - W, ARGE. M. MR8, Rk K
W, EERREEAORRDERD SN AITIE, M R
b RNE R SR E ERT A L.

(2) HHS. 4 YA YWEEDIKT. A4 ¥ A VA O R IE,
T RE A B TEHCHI R, A EEAOREL, &G9iE, Bk Z ) a1
7 b7V R=Y ZAERFBBLRTVOT, BlgEr T5IATH) T,

() BEIH L, UToMzRESTLZ L,

ST Y =Y ZAOER CGEO - W, SRR, 6. @
R ITE, BRIk, W R, SikkEiEes),

T Y R AOFERDFED SN YA B ISR
MEZZTH L,

AR TR DT T Y R—=V ADRRBL ) 52 &,
[11.1.45M1]

8.7 HEREEE, MR, ZIRdD D VIZRBIORERE B3 5 BHICH
WTIE, ZOBRBEELET S L &L IMAITORBELERT S
Zk,

8.8 AA LA X AT AW I N TV D720, WEOKRE
WAVEETHZ &,

8.9 IMIMMERERZEZ T I EAHLDT, BIEE. HBED
WS F LTV BEICHGTLEXIERET LI &,
[11.1.15M1]

9. RENERZHEI2BREBHICETEE
9.1 &HHE - EEFESZEDH 2 BE
9.1.1 [REBREL. MBREEOHZEE
JERZEALZ 2 BENDH 5. [8.4. 11.1.28]]
9.1.2 EI¥EZER_ITH TP HI2UTOEERITIRE
- T AR REA 4 U RN E R e AN 42
SRR RIREE, HUCREE. B AR, AFEIE 0
AR NTFEFGIRE
- WL AR )
CBEOT VT — VR
[8.1, 11.1.1=MR]
9.1.3 AKZEZLXTULLUTOEE
CIBET Y P a— VRO TARRO B
-
- FURR A B
[8.5. 10.2, 11.1.3&M]



9.2 BHEEERE
9.2.1 EENBHEREDH 2 BEIBHPORABERLEE
G L L AR ORI REIIFFTE 4 [5.3.8.3.16.6. 15 1]
9.2.2 FEENEBHEREZDH 5 8E
G- O0BENE 2 HEIHWT 5 2 8o RRDOEDT IS
N WD H 5, (5.4, 8.3, 16.6.1, 17.1.3%MK]
9.3 FrieEERE
WO ED D 2 BE F 05 & LA LR et %
L LB RBRITER L Ty, [16.6.2208]
9.5 1Ti®
TR SRR LT B WTRELE O & 5 PRI I AR 2 3 54,
A4V R) YBHERMNT 5 L RO IR (T v M) T,
© b ORI R OB D 72 2 WS BN ORFEIC L Y, B
RS OWESIRE SN TWD, T2, BiERE (5
M) THRENOBITHE S Tw5,
9.6 RILIZ
BALBZVZ EDPLET L, BWEE (5 v ) THITHAE
T35 ERMEENTVES,
9.7 INRZE
NS R G b U 2R OV A 2 R b L 2 R BRI
FERL TV,

9.8 Sk
BEAKHER (1785 OFRAIASEN B BFNAH 5,(8.5.11.1.35H]
10. MEEHA

10.2 ffREE BFRICEETS L)

AN

W PRAEIR - FE 59

By - fekri ¥

VIR IEES
ANVEZI LT H
MR A > A V5
W eSS
-7 nvavy—+£
[H 55551
Y77 A4 NRIEH]
FT7 V) YU REH|
DPP-4[H 38
4 YR v
GLP-1% 2 kB3¢
£

[11.1.121]%]

I ASE S 5 B2
Nhd s, FIZAWV
AoV L 7HINIZ
4 YA EFE PR
H3 236, AR
FEHD ) A 7 HBE
TLBENEDH D Z
b, ANVEKRZ)V
T LT7HIITA A
V2 BH O PR A R
R R

IR R TV & B3
% HEH|
B~ e
) FOUPEFH]
T T3 VLS
BH 551
7 4 7T — bRIEH]
s
[11.1.1zH]

RIMBEASE = 2 3%
NAH 5o MUBEAE.
ZOMEHEOREE
T L 25
BH5TBHI L,

MHERE T EH O
WEEIZ X B,

LSRNV 2 98595 | BE2s E5-3 2 B2 | IR FEH O
RES | N 5. MPEHE. | BEHICX %,
g REARVE Y ZOMEH DIRGE &

HURI R L € 5 T L s S

wHETHI L,

FIRVEH %2 A3 % 354 | LB CHRA O | AH) & o b I
JV— TR A HEZHET 258 X0, FIREH
F7 Y FRARAG | FEETHEE LIS, [ HHRENLB
[8.5. 9.1.3, 11.1.3 I IRiA%Ek. JRE. | TNH D 5,

Z]

M35 b U o AREE
SRR L. BUKE
ROFEBUIEET S
Z&,

VARRA T SV
[16.7.1%M&]

PEHS 2 EARH D
Cmax31.22f8, AUC
232.33R5 2 HIIN$ %

WA TH
60

11. BI{EHA
KOFBWERDEH b d 2 ED3H5HDT, B E 51247,
DR OSN3 G 2 k 5 5 7 L) e i & 4T
52,
1.1 EXAEER
11.1.1 {KI¥E (1.5~38.6%)
IR (RIER B &, SO =K. BIT%E) Bdob
NBZEDND D, KIMBHERAED S NG, BHE2 A
CEMTPBNSEL L E@Y R NEZIT) 2, 72720, a-
ZIvay y—ERHERE OBHIC X ) ARIEE RS2 S h e
WA T Fofizds5352 8, [8.1, 8.9, 9.1.2, 10.2,
17.1.1, 17.1.2, 17.2.1, 17.2.2&H]
11.1.2 BEBL. HEBZROSBRIBOBIEMHER (7118
B . BUmAE (W37 d BEEAH)
BREESE, MR R A RE TR BRI 4 (7L = L)
WdHSbi, WlE RIMEEY a v 72 &) ICEL I LN
Hbo [8.4, 9.1.1&H]
11.1.3 Bk CHEAR)
18, 2R, BUR. MEKTEEOIERDY D b b BRI
BEAITIE. RIERCHIH S O WY 2B E /T Z & Bk
XX NHEZ SR - BRESEZ B L FAPRESRT
WBDT, FEET A E, [8.5. 9.1.3, 9.8, 10.25H]
NA1.4 7T R=Y X BEREHET V7Y K= X% 8E) O
JEAEH)
[8.6%H]
11.2 ZOMOEER

5%LLE | 1~5%Ki | 1%KM | HEARY
B I 3895 Z 9 FERE
BHIR SR e | IR
SR BN, | & UK
ey Jik R bV R B3
RE VA=A
DAV Pill|
W o1t % fEFL, ZE0E | T, M
T AR DFE W VEJA
PG (Hh Rk 2 5
E T (S48 FEIE
VY IES)
ME F 5
OB % A7 VAR I
-
W A%
I 4 b BRI, &k
Z o Al kB, D
1138

i) FEBUHEL, AKREMEDSOHG TOHER &,

12. BBFRBRERRICRIITE

REN OV L« AFRH A RAER . 15515-AG (15—
TreRFas vy h—v) BKlEmRd, KA IME1L5-AGOMA
WL, DY PO — VOB E LI RLRVOTEETLHI L,

14. EREDEE

14.1 FEHIZFEFOEE
PTPUEEDIEANIIPTPY — A SH ) ML TIRH$ % & 9 5
FTHI L, PTPY— FOMEAKIZE D B EAE B R BA
FIA L. B3 zedl% B 2 U CHERRT 9855 0 1 2 A BHE % BF
HBTLIEDRDH b,

16. ZE4pEhRE

16.1 MePEE

16.1.1 B@EEE

TR AT E (1561) 12 A2 71 2 20mg 7 Hi AU HLE
Be 5 U728 o SRR M ORI BE 85 X — % 2R,



(ng/mL)
6004 T

500

400

FHELRERE (N=15)

300 -

200 -

100

RIS\ O N S sk B R

T
0 6 12 18 24 30 3 42 48 (h
B’ 5 %R

HEHE T PRI B U 2 A kg BE LR35 G- O P39 A rh i 3R
RGBT B 2 AR BRI 145 - (R O S S5 A — ¥

Cmax AUCin[ Tmax ti2
(ng/mL) (ng * h/mL) (h) (h)
509+118 2,140 =656 1.10£0.431 | 5.40+0.622

S fiE = fEHEfR S (n=15)

16.1.2 R{E#HxS
TR NS (661) I bR 70 »20megx 1HIMTHH
BRI SRR RS L2 3A . bk id2H H TR IRELIC
FEL 720 AUCo20 M U Crmax\ 2 B3 % BB (BB S5-I /40 [l
L) X, FRFN0.924K.00.861TdH - 7225

16.2 TRIR

16.2.1 BREDOEE
R A (1561) 12 hAR2Z) 70 Y »20mg# BRI
Be G- L7er, Mo 50153 2 i 15503 5B X i %
3045 F% 515 0 Crnax o (NAUCint D FAT I D L (90%45 HH X 14
X, 0.879 (0.763-1.01) }27%0.886 (0.846-0.927) 130.672
(0.566-0.797) K 01%0.926 (0.886-0.969) TdH -7V,

16.2.2 NAFTXLSEUF«
FHE N DR H I (661) 1B W TRETHEEGR R D - &2
71 Y 0. ImgHHIRPIFE 5 0°20m g Hi R 145 5-# 0 AUCine
IDEM LRI NA F TARAL T F 11397.5%Th 729,
TED A OKE S N GRHIIE LR S5 Th 5.

16.3 9%

16.3.1 EQEAE
v SRS AR D h Rk 7)) 70 Y 20.1~10 1 g¢/mL
BN 7zin vitro®OWFT, FARZY) 789 Y OMAEEBER
BE1382.3~82.6% Th o720 T2, FEMRBWTH LI VKR
YERIE52.7~55.0%TdHh - 72 CEEENTE) Yo

16.4 R34

16.4.1 MIFHREY
AHEN O REEE AT (661) (SRR IR v k) T
O Y r20mgx RS- Lza, MA7Y) 7uy Y RO v
RV ERARD AUC -2l IL5E AR BUSTHE & 0 42% L U852% T -
=3, B VR UEEARIZCYP2C18. CYP4A1l, CYPAF3BR ST
VO — VK FEREFESEIC X > THER SN S LHEE SR Y Y,

16.4.2 RHEESR
MRz TRV VIR, in vitrollBWwW T, CYPLA2, 2B6.
2C8. 2C9. 2C19. 2D6J 1'3A4/5% FH%EE7 (IC50>50 1 mol/
L). CYP1A2, 2B6 M. USBA4% #FE L ah o 72 (REEE: 0.5~50
umol/L) Y,

16.5 HEtt

16.5.1 Rep RO #E bkt
AEN O REEE A B (661) (SRR A N s ) T
O Yy 20mgx O G L-a, SR 5 B %548
B F TICRAICT76.2%A%, $85-9615 f 14 T Tl firdic
21.4%A5kE S 72

16.5.2 RS RAKR—4—
NRZY) 70 Y, in vitrollB W, PHEY o H o3k
BTHAHD PHEY VR0 ERNTHYTHY v Offiikld HE
LZdo7z (IC0>500 umol/L)e FARZ Y 70T VidAHT =
* ¥ 9 v AFK—%—0AT1. OAT3. OATPIBl. OATPIB3
ROEBHFI+ 2 52 AK—% —0CT22 & 5 EEIRY 7 ik
D 5NT. OATPIBIOIE (Y U NAFF U R TIUN
AZF ) ORY AR L THHOWHEEH 2R Lz (I
%480, 370 xmol/L) Vs

16.6 HENEREEF I EBE

16.6.1 BikEEEE2F § 228ERKREE
ME A DB (50<eGFR<80mL/min/1.73m? . & (30
<eGFR<50mL/min/1.73m?) K O'HEE (eGFR<30mL/
min/1.73m?) WEHEREREE A A $ 5 2RBE IR R E  (%8~9f1)
WhARZY 70 Y 20mex O G Lz a. BHEREA IE R
(80mL/min/1.73m?<eGFR) 7Z 2 IRIw A% (1161) & Ibig
LTHrARZY 78T Y DCmaxldFNE10.917, 0.980/%070.863
R, AUCmdd 2R ZEN1.16. 1.22K 1. 17HTHh o720 F 72,
LREOWEE, hEERE, HEEETRRREREE & A3 5 250 R R
T OV B 25 1IEH 72 28UBE bR 9 S BV % 24185 [ SR R IR WPk
MR CPIgE £ E#EFE, o) &, X—ZF 4 »T8.80+17.0.
2.00+3.76, 0.553+0.247}.0%6.71+8.77, #51H HT47.2
£29.9, 21.2+8.86, 11.9+7.27}2081.5£34.0CTdH - 72 (I}
[H$5-5085%) o [5.3. 5.4, 9.2.1, 9.2.2&K]
H AR A o W &5 B e 42 (30<eGFR<60mL/min/1.73m?)
AT BB RS (TH) 12 MR 718 Y 2 40mg™? &
RS- L 72a, BRREDSIEH (90mL/min/1.73m?*<eGFR)
2T R R (8B) LHLTEIARZ Y 709 ¥ DOCnald
1.33K%, AUCurld1. 485 CTh o720 F72. BHERASIEH 7220
BRI R T OV S EEE BB R 5 & 5 3 2 28 IR 12 B
V) % 24N AR IR BE I I P39l + BREf 25, g) 1, N—
AT A4 T38.6+40.4)%02.46+3.17, $%5-1H H TI138+41.7
B O47.0+14.5TH - 727 (2438 1 ¥ 53Rk o 91 81 % 515 ) o
[5.4. 9.2.1, 9.2.28H]
HE2) A O X N1 EI1E20me TH B o

16.6.2 AFipefE=EEE
AR FREERE E % (Child-Pugh43#iClass B. 9%1) (1 k
A7 78T 40mgh & BRRR G LA, EHERA (8
Bl) LHIELTIARZ Y 709 2 OCmaxld 1. 47H5 AUCietZ1.70
THo7Y, [9.358]
HE3) AH DK X N1 I1E20me TH B o

16.7 EHEE(ER

16.7.1 7’AXNZI K
HHE A O EHE A SB A (1560) 1I2BWT hARZY) 78 Y ~10mg™
(HE) (27 a3 ¥ F1,000mgz1H2ME, 2.5H HpHHHES- Lz
Witrs bRV 70 Y MG T S MR Ta Ty
D Conax L FAUCH DT T3 D (90%EHEX 1) 131.22 (1.06-
1.40) J%1°2.33 (2.22-2.44) TH-72Y, [10.22H]
) ARFOKE X N1 RI1E20me TH 5.

16.7.2 S har+J—u
AHEIN O ERER A B (1561) BT hrZ7)7mY >
10mg™ (H[al) (24 b3+ —400mgZ 1 H 1, 5H P
WE L%, MRZ) 7a Y s MR SIS T S MY
70V Y DCouax L TAUCK DM DI (90%E X M) 1k
1.22 (1.06-1.40) K% 0%1.26 (1.20-1.32) TdH -7
TE5) AHIOIKFA S WA= LA I 1220me TH 5o

16.7.3 Z DDA
FRZY)V 70 e TY ALY R, AMKVIV, YY) T
FoEFTIEY, FFTYZR, IFY =)V, NLH
Wy, 7aEIR, TIUVAZRYF U XETINT 7Y v &2k
MLz &, TRHOHEATVFNRD MRZY) 70 » Ol
BICHEB L eh ol 20 PR 709 i 2 s oA
DBEBRICIFIEAERBEL VW EDRENO- W Mk
NVuY v ERT)R-AERPHLILEE, PRTY) 7RI Y
DOWEFTR\EEL ah o720,

17. ERERECIR

171 RO RLM(CET 2 K5k

17.1.1 B¥hEk

(1) BRSEI/I#E7 7t RHB_EEHRILBHR
LR - BB TS 2 b T — VSR 55 7 2T AR R
EEERNRIZ, 7IER, FEZY 70V 210mg. 20mg X
1240mg™ DWW A% 1 H 1E 2458 BIR 1% 5 U 720 24380 (B
FEEHIE) 2B ARERIETRFEDO L BY TH o720 HbAleD
BRH5EPSDOEAREICBVWT, MR 7Y VEHIZ TS TR
LR ERIKT 2550 5z,
HED) AF 0K X N1 RIE20me TH 5.



# 77 R R I EERILEGAR 4EE) DR

s LE A ) A5
RO N TR
B3 fiole INGsE W |
HbAlc ’ (mg/dL) | (mg/dL)
(NGSP) ™ [ iy | 754KED | BFHALD | BHHALD
(%) AefL # AifLi AefL
7ok
8.41+0.78 | ~0.028+0.083 - gsoi=ng | oAb
n=48
n=56
MRS T
0¥y 10mg .76 63.5+49.0
0.797+0.083 | [-1.000, | -31.868+2.358 | .
8.45+0.75 n=53
0.53]
n=57
Ny ‘\l
J j /72())1:1 0.0 ~71.0£63.7
&1 10170082 | [1.220, |-35.809+2.337|
8.31:0.81 n=56
0.759)
n=58
MRS T
.82 .
RYAAmE | g eeo0sy | Lo |-mamenay | 02
8.37+0.77 n=53
-~ -0.612]

W1:2) Tl = B
#3) LOCF (Last observation carried forward) %% #H L7z

I/ TR £ BRIERRE, [95%15 WX [H] ]

*P<0.0001 (L55-#5H7)
F 72 B G S DR EZ bR (/e Ty = BRkiss k) 1.
7F 4 REE-0.3560.243, bRV 70T 2 20mghE-2.851+
0.238TdH 1, bARZY 70T U HETRERDHRD Sz,
BRI BB A 79 v REETT7.1% (4/5661), FRZYU 70
¥ Y 10mghtT27.6% (16/5861). 20mghtT25.9% (15/58%1) .
40mgltT27.6% (16/58%)) THh 720 LBV, ik
b ARBEI (7T 2 REEL.8% (1/56%1). 10mghE3.4% (2/58
%), 20mglE12.1% (7/58%1). 40mghEl13.8% (8/58%1). LLIF
[A4%) . HUR (1.8% (1/5661). 5.2% (3/58%1). 6.9% (4/58%1).
10.3% (6/5851) ) W »4RBEE (0% (0/5681) . 1.7% (1/58
Bl). 5.2% (3/58%1). 0% (0/58M1)) Td o720 AN F
TOMRIMBHE ORIEH B E A 1Z. 75 REET0% (0/5661).
MERZY) 70 Y 10mglETL.7% (1/5861) . 20mghf T0% (0/58
Bl). 40mghET1.7% (1/58%1) TH -7z, [11.1.1%H]
(2) ERFEIHEREHRS R
FHRE - EERGE IS T T > b — VAT 7 28R IR
B EENGI, FAZY) 7Y r20meE 1 H 1528 MR
W5 U720 24505 K OS2I IC BT B R IFREOL BN TH
D, E LMD Y s a— LSz,

# HIRMEG RO R

EA ] BeHHI 2 5 DAL R
HbAlc HbAlc e T 2WFH
(NGSP) | ) (NGSP) A I
(%) (%) (mg/dL) (mg/dL)
-0.69+0.79|-32.0£36.3|-57.3+49.8
S
7.83+0.96 24ER n=56 n=56 n=>52
n=63 v | —0.67%£0.67 [ -23.1%£26.8 | -59.6+55.8
52N n=51 n=51 n=51
P = B {2

F7o. GRS ORELLE CEHME B, ke) 1324
JERE-2.72+1.44,5230885-3.06+2.15TdH ) AREIRD AL L 720
BV FEBLE 61339.1% (25/6461) TH - 7zo FRWEM L.
s b o ARBEIN6.3% (4/64%1). $HIK12.5% (8/64%1). I
#810.9% (7/6451) TH o720 HACFEMIFF F TOMIMAHE O R
TEMFEH B 6.3% (4/64B1) THho729, [11.1.1BH1]
17.1.2 EAE MABFEOMmMERE T ARR

FrgigE - EBIRIE IS Z T RIS B T 314 o R T
B2 b O — VA G R 2B R B A MR, bR
70 Y 2 20mg & REITIUNE RE T 38 25 % 5238 B b P2 5- L 720
2438} ONB2:BIRFIZ BT B AERIZRED L BY ThHh - 72,

o RELTMRE R T S 0F BB ORGSR

EbacR i PG 5 oAb
o
Py DAL ] HbAlco(NGSP)
(NGSP) (%) )
211 2438 IR 0 'Sg IL 6(; 08
8.13£0.93 =072
=172 I Ry
8 S2ils n=152
ANVEKZIV LTH . -0.83+0.68
i
s 24381 n=30
8.24+0.82 ~0.70+0.60
NEAfiE =Y
n=34 o2 R n=29
HRAEA 2 — -0.62+0.38
AEA ¥ R 24
SO ’ n=6
8.18+0.68 . ~0.74+0.48
n=38 b2k n=5
E7TFA K REH - ~0.76+0.47
gt 2431 k¢ n=31
7.70%0.69 N ~0.71+0.55
n=32 o2N n=29
FTIN Y YR - ~0.710.80
[ 2431 g n=32
8.13+1.06 .- -0.84+0.85
n=32 o2 N n=30
-7 VA y—E \ -0.89+0.73
241
e ’ n=29
8.14+1.06 . -0.840.72
n=31 oM n=27
DPP-ARHL 3 0F J 24381 o iiigf &
8.38+0.95 .
s —_— ~0.78+0.88
n=32
T = B

FIEH ZE BB A3 2B T40.6% (71/17561) THo7ze F e HEl
PERE. &plciidr b o fRBM13.1% (23/17561) ., 11187.4%
(13/17561) B OMHIR5.7% (10/17561) T - 72. FHEIZ, A
V= v L 7 HIBE Tl BHIR17.6% (6/3461). i b
SAKBENNL.8% (4/3441) . 11788.8% (3/34%1) . Hf5.9% (2/34
). 38955.9% (2/3461) TH Y. HRE A > 2 ) Vo5 uEiE
HHH L OE 77 A4 FRIERBEH C26I DL 383 L 22 ITEH
BERD NG olze Fion FT VY YL REHIPH T A
b o AREEIN36.4% (12/3361) . JREHM12.1% (4/3361). I
B12.1% (4/3361). #R6.1% (2/3361), FEWE2£6.1% (2/33
B a-7nvayy—EHERGHTLE6.3% (2/326)), i
i b ARBENG . 3% (2/32%1) . DPP-4FESEGEH <k 4 b
SRR . 4% (4/35610) . JRH T b KBRS . 7% (2/3561) .
19811.4% (4/3560) TH o720 BALFHUIEE ¥ T O MAERE O
FIERZBEE1E,. FPRZY 7ad e 20k L7 RIPE
JAT14.7% (5/3461) . HEHAL A > 2 ) ¥ e tESEGE T T0%
(0/861). €77 F A4 FREHIBEMNT% (0/3361). F7 VY
TV RERIGNT3.0% (1/3360). a-7Nva sy —LHEHA
PEHT0% (0/32651) . DPP-4FH E3E0EH T2.9% (1/3561) TH -
729, [11.1.1zK]

17.1.3 EASE THERRRDER 4 228MERREE 2 WNR E L3R

fTHE - EEREO A, 35 L S EEH - EBREITN
THROMAERE TEIFOWBHFC S b o1k > bo—)u
AR5 2 2R R B (BB REIE W #E (90mL/min/1.73m?
<eGFR) LU EEEFEEREERE (30<eGFR<60mL/
min/1.73m?)) 2 & Z ) 70V 40mg™ % 1 H 1182458 [
RS Lo 20HFICBI AR RIIREDOLEBYTH Y,
HbAlc (NGSP) Ol iE BB HE 5 FE (2 TR SE e R
BEREERE TR/ INE o,

H4) AAOKEE N1 E1Z20mgTH 5,



#OERRE O R B 2RISR L L2 BRO KR

5 Be5H A S DZ bR
o HbAlc (NGSP) | ZEi@IR; M
5 RiHbAlc (NGSP) (%) (%) (mg/dL)
REREIE W (n=12)
8 9340 779 0.68 [-1.24, -0.13] | -31.9+31.4
4 R RERE A (n=30) | ~ ~
7 6340 984 0.24[-0.48, 0.01] | -16.3+22.0

SEI il = A SO EIME  [95%12 HEIX 1]
HIVEF S BLE) A 2B R AR IE 1 T23.1% (3/13M1), Hhras EE bk
RERESERET13.3% (4/3061) Tdho72e T BIVEHIZ &R
FERERE ETE T OHIR10.0% (3/3081) TH - 727, [5.4.9.2.2%11K]
17.2 SUSERGERATS
17.2.1 €4 2> 2 >8R HRER
Frgi s - EEEE TN A TA v R VR GRS VR v
HH| L DPP-4[E3E & oG 2 &) Tz >y ha—
AR5 70 2RUBE R B 2 xRS, 16EM O 7 T & R
EEMRMIC S92 RLE A7) 70 Y »20mgZ 1 H1EBEH
BH LR REIREOLBY) TH o7,

£ AR YEFIN T 7 2 AW B EERILERE (1681) ©

i
e HbAlc (NGSP) ™ (%)
JO»t BEHALD | F5ERED
B 5-BHbALc (NGSP) ™ (%) b =
A V2 CEH
+77 X 0.48+0.089 —
8.40+0.65. n=70
£ VA v .
+hkryTnY Y -0.59+0.069 [_11 .20476i ?(')02801
8.53+0.76. n=140 I

15) Pl = BEER
116) RN ATy £ BRAEEE . [95% 5 HHIX R ]

*P<0.0001
PR, W, M ERELEOREEH. A7) =V 7RO
HbAle, £ YA ¥ L ¥4 ¥ [ UeGFR%Z FIER %, HbAlcDi% s
Hifii. HbAlcO$H5-Hifili & W & O AR % 34 = L L 7-Mixed
Model with Repeated Measurements (MMRM) (X % f##r

1638 [ o0 — T B BRI MkGE L C 3638 B o FEE MM BAT L &8
A7) 7uP r20mgz I HIMBEHES Lz 5055
52381 £ TOHbAlc (NGSP) D2 b (EIfl + HEHER 2, %)
ERERZY 709 UBET-0.76+20.88Th - 770
I HE O BIE M S A3 IGEM O “REHRBO 75 R
BET15.7% (11/7061), bhZY 70y o #HT27.9% (39/140
Bl) Thole Tizon FEZY 7Y VEIIBITH52HM T
38.6% (54/14061) TH -7, [11.1.1BH]

17.2.2 GLP-1ZR{A/EEE G HRER
FrdR T - SEEPREE IS Z CGLP- 12 AR E B 3R B A IGH T
MUHE T > b T — USR5 28U IR B (6761) &5t 5ic,
FARZ Y 70 Y r20meZ 1 H1ES2EE S Lz, 55
(8.57+1.04) % & 528K (LOCF#: % #)1) £ TOHbAlc (NGSP)
DEALEIZ-0.59+£0.99TH > 72 CPIMHE £ BHERE, %)o
IR ETAMIRY F C OARIMUBEE O BRI S8 3 413, 1.5% (1/6761)
THo729, [11.1.18H1]

18. ExhIkE

18.1 1ER#RF
FARZY 70D NEERIETIEB S NS 7V T — 2 DT
B NTFTUAR=F—THBHF MY 7L - 73— ALk
-2 (sodium glucose co-transporter 2. SGLT2) % &Ry
WL, RO 7V 3 — 22 3 % & LI X 0 ik
BT X259 17,

18.2 SGLT2FRZE1EA
in vitrolZBWT, FRZ) 7Y rok FSGLT2HF 5 HlE
M (Kifii: 0.0029 £ mol/L) 1%, & FSGLTLIZ 9 % B (Ki
fili: 6.0 umol/L) D2100f55E 2> 720 —H. EEHWTH A
AN R Y BAROSGLT2ME G (ICsofli: 2.7 umol/L) 1 bk
1) 7uayy (ICsfii: 0.0039 umol/L) ®1/700& §9A- 727,

18.3 FR¥EHEMITEER R U IMERE T1ERA

18.3.1 2BUERIRET IVEIY
FRZY 7Y U %ZDES v MIHEERROHRS LR, &5
RI120EH F COAR T O F B O 7V 3 — 2B 2 ) 7 5
VAL G E AR THE BRI TH o720 T2, db/
db~ T A MR Z ) 70 Y 2 AR ARG L 7263,
BEALANE 7 0 C D G R TR T L2,

18.3.2 2BUERIREE (EREEFZE IHKER. AEXA)
FARZY 70T 2.5, 5, 100 20, 40mg™ %1 H 111258 [ 4%
HURR, w5 0 ol H 2R RAYER - 0w 1% 5-157 2
5 DAL EIZ20medk G- TIRITIRKIZR 572 F72. HbAlcKk
OVZE [ RS A 75 T SARAE AR T L 721
) ARH 0K S N7 LA 1E20me TH B .

18.4 B BMmMENE/ER
2RV EF VB OGK S v M MR 2 70 Y ¥ % Bk
%5 L7268, SRR I X 2 a0 -5 % itk 582
HARTHBIHH L 727,

19. B2 CEAT 2 BLEFA
—REM B AR 7Y YK (Tofogliflozin Hydrate)
(JAN)
It % % : (1S3R4S5S6R)-6-[(4-Ethylphenyl) methyl]-6-
(hydroxymethyl)-3"4"5" 6 ~tetrahydro-3/4-spiro[ 2-
benzofuran-1,2-pyran]-3"4",5-triol monohydrate

5 30 CeeHz606 -+ H20
 F & 404.45
{3 W atoBmET, WEEIER V. NN-VAF VT

LRTIR, A=V UFTy ) — ) (99.5)
WD THEIT R <L KIZEHEITIT v,
== 3. CHs

HO
+ H20
H O
H

H
OH
HO
H OH

il R0 71~92C

22. A%
PTP : 1005 (105 x10). 140%¢ (148 x10).
5004 (105 % 50)
NT 150088 (T AT v IR IW)

23. FEXH

1) BAT(bR) AR NEEL: &5 TH B o8 (201443 H24H
738, CTD2.7.6.1.1)

2) ELAI(RR) AL RN 45 T AR SO 5308k (201443 H 24 1 &
2, CTD2.7.6.1.3)

3) B (BR)FEINEEL 45 TH ~ AN v AR (4h) (2014
AE3A24HKZR, CTD2.7.6.2.1, 2.7.2.2.2.4)

4) AT (bR AL PURR FERR RSB S B R (2014431 24
H7&Z2, CTD2.6.4.1-11)

5) BAI(BR) #E R RE: FERRIR AR SERIEAER (20144E3 A 24 H 7
2, CTD2.6.2.1-8)

6) BT (RR) AL R 25 T AR R RERE S & A 3 2 2B R R
HrRNGL Lz BEP 5 (b)) (201443 H 24 H KGR,
CTD2.7.6.2.4)

BUR () AL R 55 TTH B o0 2 70 2 2RSSR J B
L2485 EE (20144E3 24 H &R, CTD2.7.6.1.10)
PR (KR LN RL: 45 T M B RERE S B 2 R L L7z
[ 5.3k (20144E3 A 24 H7&ER, CTD2.7.6.1.4)

R (B AL R 45 THD SEAR Ve 3B (#dh) (2014
4E3H24H K. CTD2.7.6.2.5)

10) BT (KR AEPIORR: 85 T SEMAR B RRRER (1) (20144E3
H24H7&#, CTD2.7.6.1.5)

PR OB AL R 25 TH SEAR VR 3B (2) (20144F3
H24H7&##, CTD2.7.6.1.6)
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12) BRI (MR AL R 8 T/ A ek 7 7 e R &S
MrlbigcatEr (20144E3 24 H &R, CTD2.7.6.1.7)

13) BN (k) t: P9l 45 TTAH Hpluie i R B 53800 (20144F-3
H24H &GS, CTD2.7.6.1.8)

14) B (KR LG AR 45 A BRI e R I 5 153l — e 11 i
BB TSRO (20144E3H 24 H K32, CTD2.7.6.1.9)

15) BN () 4L R BOE IR M ER R R — 1~ A1) » B B

FH AR

16) BN (BR) #L N ER: BLE W oT 14 B PR 3R — GLP-152 KR E)
B

17) Chao EC, et al.: Nat Rev Drug Discov. 2010; 9:
551-9.

18) BHLAN (BR)FEPIRORH 38 AR 2T RO 2 e & L7z
MERSED 72D O EIFRIEF R (201443 24 H AKGE,
CTD2.7.6.3.1)

*24. NEBERERVEVEDEE
WA S <Mty —
T103-8433 HIRUARHYLIX H AN =T H4-14
#AG  0120-508-514
03-3279-7587
ZAFHER 9:00~17:00 (- H-BLH -#eAt ik B 2 Bk <)

*%26. BUBERTTEESE
26.1 BUEERSET
B Fo K X B Tt IO RXOREAN =T H4-14
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