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(QBUMERRTR)

5.1 ARHNI2BIHEIRIF & ZWr S N2 BE IS LToRMH L, 18
HEPRIFOEF 3G %2 L v Lo

5.2 KHIOBH XD 55 L ORERIFHHROIER T D 5 EHEHE,
EEIRE 2 T IAT o 2 E TR T3 25 1R Y ZET
LTk,

5.3 LRk ae R F A JULENT O RKIIE A 4B TIEARH
DIRPPFETE 2wz, 5 L eI Lo [8.10, 9.2.1,
16.6.1ZH#]

5.4 HhAEEEERRE R E BE TIIARI ORI RT3 5 i)
RETEA D 2 D TGO LB 2 HEIZHW$ 2 2 o [8.10,
9.2.2, 16.6.1, 17.1.4&M]
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*5.5 RO RN OAEZ BT 5 RF OF MK
FAVEIFHET. L T wnizo, EREBRKTROET L 2Bk oA
EEFIHGTTDHI L,

*5.6 [FRRBGEJOHONETZRM L BARABIHA A S N7
BEOTH (MG, LERHERE) 2+ 8% L7z BT, @
ISEE A EINT 5 2 b, [17.1.55H]
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QQEIFERIR)
L RAICIZZ 87 ) 7a Y v 8 L Cl0meg % 1 H LAl AT
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WGz L, EOAMEEIT) Z &,

8.5.2 HFIZ A Y R YFWBEDI T A >~ A1) VKO E R Ik
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*9.2.3 SEBHEREEE
eGFRA20mL/min/1.73m*A& i O B EH Tk, &5 0 LEH, %
EEICHE T 2 2 & RAFEG HIZeGFROME T35 2 L A°
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WORWERDSH SbN LT ENHLHOT, FEEE T3V, B
AR SN G A b 5 7% WY AL EE T 2 k.
1.1 EXLEIER
*11.1.1 Em¥pE(1.5%)
RIS & DN D Z LD 5o RIMBHEIRATED & 72354
WZIE, B SO ER BT 5 4 M R LE R AT 2k k
L. a-ZVay ¥ —PHERL DMK T FykEz&S
+52 k. [8.1, 8.8, 9.1.1, 10.2, 17.1.33K]
*11.1.2 Bk (0.3%)
198, 2R, IR, MTEETEOIERYED S bR EE DI
DA, KRR OB 2 LE 21T 2 Lo BiKIZE]
St XM EL ShIMR - ERES LB L P HRE SN T
W5, (8.4, 9.1.2, 9.2, 9.8, 10.2&:H]
M3 F 7Y K= ZBHERY)
TFRTYR=V ABERBNT TV RV RAEREL)NH O D
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*11.1.4 BRBREETY) . SEMRUSEEORIEEBHER
(7= T3RME) (0. 1%F)  BUmIE (0. 19%£1i)
B, FMETE N ORI 0BT 45 (7 v = TIYH) 53
& 5 b, WUE (BIMEEY a v 7 258 IR 2 WD Do
[8.3. 9.1.3%MH]
1.2 ZOOEER

0.1~5% 0. 19% il HEEAHH
JEGIE JREEEEG . Wl 2%, |FMBERRIE 45, b
SRR S Y 7 |) 3 ' F ZE,
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s
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AR DF N, R
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R, RSN
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12. BARBRERZRICRITITHE
RHEN ORI L) o RFNRF IR, Mgl 5-AG
1,5-7 e Fa )y b= W) EE R T RIER OV, 5-
AGOMERE R, MEI Y P —VDOBE LT AL RVDT
HEETAHIL,

14. BREDIEE

141 BHZABEOEE
PTPEAEDIHHFNIPTPY — b S L THRH$ 5 X 5 15
$5Z L PTPY — FOEKIZ X D, TR AR
FIA L, B ZEL AR & U CHERR 255 0 T 7 A BHE % OF
BT HIEDPHEEN TV,

15. ZOMDEE

15.2 FERRAREBRICE D < 1F%R

15.2.1 W hfE~ 7 2 % JH v 7224 B OAE A% 528 A JE M LR (100,
300%% 1°1000mg/kg/ H ) 12 B W T, 1000mg/kg/ H & M C B iE 5
DIEAARE ORI RO H N7,

15.2.2 MEHEZ v b & 72240 B RO 528 A JRUPE BLUER (100,
300% 0"700mg/kg/ H) 2B\ T, 300mg/kg/ H LL_E o # TRy
WA AE . 700mg/kg/ H O 1ETRERIE ) > 2 SEi o & E D 5
HEHHE O HIINASFRD BTz,

15.2.3 ¥ 7 A2 A #I1000mg/kg/H (M) KX V5 » b I KAl
300mg/kg/ H () % KGRI G L7z & & OB = (AUCo2n)
E. KR HESE ] & (1H 11125mg) & & L2 R334 & O
195 CTH - 720

16. FEWENEE

16.1 MM3EFIEE

16.1.1 BEZS
HARMNER R A B, =287 ) 7Y »1, 5, 10, 25, 100mg#
ZEfE R AR T S L 7z & & o IE p R ZE AR o i SE v g R RS %
1z, BEWERE ST A — & % KUTRTY,

— 4000 -
=
=
pis —e— 100mg(N=6)
au\g 3000 1 —o— 25mg(N=6)
N —— 10mg(N=6)
O —o— 5mg(N=6)
:r: 2000 | —v— 1mg(N=6)
>
N 1000 |
H
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e
g 04 ‘ ‘ ‘ > B—e——#
0 6 12 18 24 36 48 60 72
5 %858 [n]
[T R RE R S P (2 Z RS B [0 T 5 2 0 S 3 A v 3RS (B4
AT PH4 i + BEAE (R 72)
Fl EEER BRI 2R BN O G- B o M P 3y EIRE/ ST X — %
INTA—=H % Img 5mg 10mg 25mg 100mg
[H.A7] n=6 n=6 n=6 n=6 n=6
AUCo-e 266 1140 2670 6180 22800
[nM - h] (23.1) (10.2) (10.6) (13.4) (25.5)
Crmax 36.6 166 379 661 2930
[nM] (23.9) (26.6) (19.4) (10.4) (31.2)
trnax 1.25 2.00 1.50 2.00 2.50
[h] (1.00-2.00) | (0.750-2.00) | (1.00-3.00) | (1.00-4.00) | (0.750-4.00)
tiz 7.76 9.60 9.88 11.7 11.6
[h] (13.9) (19.9) (29.7) (30.1) (31.9)

BTG (L IRER%) « tmad 19 0E (B /M — A NH)

16.1.2 RiEHZRS
H AR N2BUBE JRIG B E 1S, =287 ) 78 Y 2 10mghk UN25mg % 225 Iy
TH M8 H B RAER S L7z & & o rp i R & (X2, SEiyshhE
INT A —F HFEATRT o Coak FAUC. H HHH L 7 BFER%131.33
UFTHorzo ¥
FHE R B (1661) 12> 287 ) 71 Y »50me e 1 H 1
B L7240, o7 70y v oi#EhiEi s B o¥kb £ T
EEIREIGELEY, GHEAT— %)

#51HE8 #57~2108 #5288 8
A 1200
N
E 1000 —o— 25mg
D 800 —— 10ng
D 600
X
PE 400
g =g
0

0 4 8 12 16 20 24 144 312 480 600 624 648 660 672 684 696 708 720

F[E13% 54 R FE [h]
[X2 2804 PR IE BH 1210me M UM25mg % Ze i By AR R 13 5- 12 0 S35
IMSE bR R (AP il + B R 22, #5251 H Hn=20% U°19,
#4528 H Hn=18% U*17)
22 2FUBE PRI B\ 2 2R SRR T G 0 I R SE B RE /N T A — 4

AUC: s Cnax.ss tmax.ss t1/2.ss
[nM - h] [nM] [h] [h]
10mg 2610 407 1.50 14.3
(n=18) (16.2) (25.8) (0.967-4.00) (38.3)
25mg 6460 869 1.50 18.0
(n=17) (21.1) (30.2) (0.967-6.00) (40.7)
BRI (ZBREL%) « tmaxd T 9AE (B ME— )
16.2 TRIR

16.2.1 NAFATANLFZEYF 1
IR 70T Y ORRIINA F T NRA TN T A OREHIAT> T e,
16.2.2 BREOXE
RIS, X7 ) 70 v 8meh BRI LRS- Lz b &, 228
B 51250 B £ 3% G- D Coa i TAUCo-o D AT P35 0 e (£ 4%
L. BRI ) & 2 D0%IE TEIX I 1%, 63.2[56.7,70.4]9%% 1°84.0
[80.9,87.31%Cd > 720 ZE2IEEEH 512 o T D I JLfH 131 . SFF ] 4E
FL72(3), YUEATF—%)

F3 MEHER A2 26mg % ZEfIE IRy M O EE 4 (2 HE[AIE 1 B th 0 SE B g <

FA—H
N e 2 ftk
/87 A -5 AL n=18 n=17
AUCo=  [nM - h] 5550(26.0) 4650(24.8)
Crnax [nM] 867(26.8) 542(27.7)
tmax [h] 1.00(0.667-4.00) 2.50(0.667-4.00)

ST IE (EERELI6) « tmat AR (B Mt~ Hie KA



16.3 2%

F R N2FDbE R o (BB REIE R, 8B 12— > 87 ) 71 Y »25mg
ZHEREIHREG L 2087y 70 v O MEEARKEHEE
84.7%TH 7"

AE e N B (861) 12MC-1 > /7)) 70 Y ¥ 50mgiAiE & RR R
5 U7z & &Pk /iAo e o 554 13286 ~36.8% T d -
7O HEANT %)

16.4 X3

16.4.1 t FOF I 7 0y — 2 RUHEEFMHR 2 HwTz87) 7oy
OB EEME L 22/, o8y 7Y ridil A KRB R 2T
Biro 72V F A OERIZIZUGT2B7. UGTIA3, UGTIASK
UUGTIAIDBIG-LCB D, CYPEEROMGILIZE A Lo 7291,
I 7y 7uy i FFI 20y — 4 0CYPIA2, 2B6. 2C8.
2C9. 2C19. 2D6. 3A4% [HE L Ao 7220, BERFHHREIZB VT
CYPIA2, 2B6. 3A4DFEIH SN h 72 Un vitroT— %)

16.4.2 MEHFERABMEICIC-2 237 ) 70 Y ¥ 50mgiai & kG- L7z
& EW (BB IMEE I EAREAARATED & A (LEE B B8 1k
T HEEITTE%RE) . ERRHEWIE TV s 0 LIS T - 72 (1T
TCHTRELZ T % B4 13H93.3~7.4%)? BHEAT— %) 6

16.5 HEitit

16.5.1 H A NEHE R AT (&651) 1o = > 87 1) 712 »10mglk O
25mg#x HLAIRE 92 5 L7z & & O3 51472050 £ T o R R L B
IFZNZNIKGRD2.3%% 022.9%, 7V 77 AEFRETh
29.9mL/min 2 0834.8mL/min Td - 727,

16.5.2 faEHE A (8F) (2HUC- > /8 7 ) 710 ¥ 50mgia il % H Al
C 5 Lz e &0 Fe 58 e f54. 4% R 12, #941.2%H3 312
BEiE S 720 R OSFE IS HRME S e B e Lok 3 B RZE LR o Sl A
13 ZNZN43.5% K% U82.9% T - 720 2 (FHEIANT— %)

16.5.3 = > s8 7 1) 7 1 ¥ ¥ |ZP-gp. BCRP. OAT3. OATPIB1J%
UOATPIB3D E CTdh > 720 720 T 8271) 70 Y ¥ I1ZBCRP,
OAT3. OATPIB1J% ("OATPIB3IZ % L C 5§ v B2 5 B (ICsofil © &
114, 295, 71.8, 58.6 uM) &R L7295, P-gpl2kf L CHEMREM 2R &
irolze V99 (n vitrorT— %)

16.6 HENEEEH T HEE

16.6.1 BHBEETRE
AR NE AR IE T T OBEE . PaRRE, R BRI & o 2 IR fE
W2 287 ) 70D v 25mg IR PG & T - 72 (F4) o WS-
DIEYBRE/ ST A — & OIEFFHRIELT 0T 28 MTFYHEOI L 2
DIOWEFAX L, HREE, PR, SEBRERERE TZNZENCru
22w, 93.5[72.2,121]1%. 92.2[71.2,119]1%. 94.0[72.6,1221%C
1. AUCk=l22\\T129[106,1571%. 144[118,175]%. 152[125,185]
%Td> o720 PG 1H24FH F TORP 7 2 — AFE (UGEo-2m) DX
—ATA O DOEALEITERIEOET & LI L7z, ¥
ARE AR IIEA 4 (8 12 > /87 ) 710 Y ¥ 50mgt M 195 5-
470 724, Croa FAUC)« O 1% BB RE R 10§ 2 AT 3948
DI & Z DI0%IETEX 1%, 104[81.2,133]1% K% 1148[120,183]1% T &
5720 UGEoen®DX— R 7 A ¥ H 5 DZALI O (EHERR ) 130.78
0.90)gTH o720 PHMEANT—%)[5.4, 9.2.25]

F4 EEERRREE K OB AR 12 26me IR I 5 o 3

BRE ST A=Y

o L [3 i i
AT E e TN SRR A Lo ] P )
o n=8 n=8 n=8 n=8
AUCo (14.9) | 9730(14.7) | 10800(9.18) | 12200(40.1)
CM o n] | 7860014.9) | 9730(14.7) | 10800(9.18 00(40.
Cax[nM] | 1070(18.1) | 1030(34.4) | 1000(26.4) | 1070(42.3)
o™ [h] 2.50 2.50 2.50 3.25
(1.00-2.50) | (1.00-4.00) | (0.667-6.00) | (1.00-6.00)
feoen[%]  [16.5(18.5) [14.379(20.9) | 11.4(28.7) | 4.24(41.3)

CLr.0-24n 3
(mlmin] | 23:8(24.3) 16.8'7(23.8)| 13.5(33.3) | 4.67(42.3)
o T5)
UGE[;“‘ 75.0(4.84) [62.6™(5.75) | 57.9(4.86) |23.779(5.24)
SE¥fE (e R 55%)
T 1) IEFERRE e Bk & (eGFR) >90mL/min/1.73m?

TR EHEREREE © eGFR 60~ <90mL/min/1.73m’
AR R ERE 4 - eGFR 30~ <60mL/min/1.73m?>
R REREE - eGFR 15~ <30mL/min/1.73m?
T 2) Hpgefil R/ MiE — e K AiE)
T3)n=7
T4)n=6
T5) B G 15240 F TORF 7V O — ZAHEREDONR— AT A Vb DR
(b= OB ME (L RE)
16.6.2 FHigemEH
JIF 1% B T 3 B B (n=12) Tk OV% BE (Child-Pugh A = 75X 16, n=8).
1 % i (Child-Pugh A 2 77~9., n=8). & & (Child-PughA 2 710~
15, n=8) fFHpER = Ic T /87 ) 70 Y U 50mgH AFE 1% 5 %17 -
720, WA 55 O ENRE X5 X — ¥ OJFFRREIE W R E 120§ 5
MG O & Z DI0%IEHEIX I, BRIE, e J OFs i i He e
EHTENZENCraxlI DV T104[82.3,131]1%. 123[97.7,156]1%. 148

[118,187]1% T V) . AUCo=I22\>T123[98.9,1531%. 147[118,183]%.
175[140,2181% Td > 720 B FLEAT— %)

16.6.3 EiGE
2THE PR I HR 32081 (H A N B 562861 % & i) % v 72 BRI 3L B)
TESRANT O S, AE#E D50/ DB A 12 N TAUC: <1365 T 1£8.00%-.
75 TI312.5% 8 < 7 B & Tl S iz,

16.7 EMHEEER

16.7.1 L7470V EDHR
TR (1861) 1274 7 1 71 ¥ )V (OATPIBL. OAT3M& U\CYP2C8D
[H5%1) 600mgl H21A1 (1200mg/ H )5 H B KK AEFE ¥ 5- L. A 7147
O Y VRS RGHIO HICT 2 o87) 7 u Y v 25mgx HEHRE T %
L7206, TyR8y) 709 MRS 5 6F %SO
AT O M & Z D90%1E FEIX ] 1XAUCo- T159[152,166] %, Cunax
T115[106,125]1% T - 722 (HEANT— %) o

16.7.2 U7 72 EL 2 EDOHA
BEEBRANQSF) I 7 ) 70y Y10mge, )77 EY
(OATPIB1 K "OATPIB3® [ & #)) 600mg % Hi [l £ [ ff 4% 5- L 72
Yits. T8 7 ) 70y r O SRR B OG- RO AT
O & Z DI0%IE HE X FT 1ZAUCo-- T135[130,1411%, Cmax T175
[160,192]1% T - 722 (FHEIANT— %) o

16.7.3 7O Y NEDOHA
fEHERA (1661) 12 7N 3 2 F(OAT3 M UGTOLEH]) 500mg % 1H2
W4 H M BRI S- L, 7a~ty NG MmBHmeHEIc T 7)) 7
02 10mgx BRI G Lca, o837y 7a Y » o s
L1250 2 B R S O3 o L & 2 D90% 15 HEIX [ 1Z AUCo--
T153[146,1611%. CumaxT126[114,139]1% T - 722 (FHEIAT— 5 )0

16.7.4 ZDMOEHF EOBA
Ty ) 7aY y OFEYEEIA NIV VP, S AEY R
(CYP2COTHR B &N 2)7, ¥F 7 & v (CYP2CSK UNB3A4T 3
ENL)RH Ty TFR ) F T TFE g T ) v
(CYP2CODHEE) ™, N F 83 )V (PHEEAMERD® . 53 7Y P,
T UNAY T (CYPSAAD ), FlR#E (e FuruaF7 Y KR
ChTEI R)VEDBHHICLLEEBIALNL - 72(55). T/
I 7aY ORI EA A FRLVI VR S AEY RD ¥
FTN)E RN L) TFB ) F ) TFE g T 7
Y TTRY I GITYAND . L UNRYF U FIRE (e R
uruuF7Y RT3 RO RIOETE(ZF VT A NS
UF =KL ARV A R L)L) DS B REN ORI (2 E & 7
BEEIAON L H o2 (£6), WHEAT—%)

£ TN T) 70T OFEWEREIZ TS IO

YR ST A — ¥
N AT ED I (%)
P MR | o (90% (S X )
E = BRI Hl
AUC:» | Comw
_ 1000mg | 50mg® | 96.9 100
A PRV VH2E | 1A1E | (92.3.102) | (88.8.114)
. 211 e 1mg 50mg 95.2 95.6
7N AU ¥ WE | 1A1E [ (92.0,98.5)| (88.2.103)
. . 45mg 50mg 100 93.4
7)) 5y 1H1H 1H1ME | (96.1,105) | (85.1,103)
N N AN 100mg 50mg 110 108
8 TVTFY 1H1E | 1HLW | (104,117) | (97.0,119)
R 5mg | 50mg 102 88.3
VTN TFY TH1E | 1HLE | (96.5,107) | (78.8,98.9)
. 25mg 25mg 101 101
Iw7TI WE | 1H1E | (96.9,105) | (89.8.113)
B 120mg | 2mg 103 92.4
AR W | HED | (98.9,107) | (85.4.100)
= < 5mg 25mg 96.6 105
7370V 1H1E | 1H1E | (93.1,100) | (97.7.112)
RN . 40mg 25mg 102 109
YIRS T Wl | M | (98.9.105) | (96.9,124)
. 1| 25mg 25mg 107 103
EREZURTTIE S | 1A | 97.1,118) | (88.6.119)
- s s 5mg 25mg 108 108
F7ESE 1H1E | 1H18 | (100,116) | (97.9.118)
) B A ST OO 725 AUCo-w, Cras? & 3155
#6 PEHEOEWHBICRIZTZo 7)) 70Dy ORE
SEYEE NS A — ¥
— AT ED I (%)
aES BmE | (90% IR )
E = B Bl
AUCr= | Come
< 1000mg 50mg 101 104
A by 1H2E | 1H1E | (95.9,106) | (96.5,111)
N o1 he Img 50mg 93.3 104
7V ALY F WED | 1H1E | (86.1.101) | (89.5,121)
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SEMBE S A — % 17. BREREHE
S , BATTSEIGME D H (%) 17.1 BIMRORESMICET 258k
3 F il B (90%E X ) QRERF)
o - B Hl 17.1.1 ENE I 5%
AUC:s | Comaxss B, EERE R ERL 212 b 5D > b O — U AR5
| ) AN 7 HAR N D28 g 8 % /R I12, AHI5mg. 10mg. 25mg X ix50mg
900 577 B 1H LA I2E MG 5 L 72D 7 L R B EHIC & 2 RS
(77.9,104) | (73.9,104) R T 720 HbAlc CEEEHIT H : NGSPE) 0 517 & 0 #ii
YA 5oy M-I BRI T RN EB ) TH Y ARHE10mgl U25mgld v 3 LD IH
fﬁr{% 99 4 9.7 HIZBV TS 7T R GRS H R EDED b7, @
(87.4,113) | (77.3,119) HbAlc(NGSPE) (%)
A7)y M-V WOEME | RGRIED S OB LR | STk REDE
95.0 92.6 75 KR
G s 45mg (85.3.106) | (77.3.111) (n=109) 794 0.30(0.09) -
g - N v
1TH1E Er sy 10mgh 7 03 ~0.40(0.09) -0.70(0.08)
89.0 90.2 (n=109) : B [-0.85, —0.55]
(72.7,109) | (66.8.122) 25mghF ~0.95(0.08)
. C4 7057y M-I (n=109) 79 ~0-650.09 [~1.10, —0.80]
mr{’é 995 104 N Ty AL N R
(89.1,111) | (80.8,133) B 5RilE D 5 OBALE R T T 1K ED# | FHEFIYLELE (SE)
Crr) 5 M-IV (ANCOVA : LOCF)
101 113 Eak o 3BT, AF0mg X 1225mg# Ak JH L Cl1208 % 5- L 72 &
(91.6,111) | (90.8,139) . A—ARRORETAISLEM OB Y 21T /2. +O8E,
vrs sy HbAlcOHE 5-HifliA & OB FEEEIITEDO LB TH Y, W
91.1 89.9 MUZBVT b ZOREEHEE L T,
(77.4,107) | (71.0,114)
15 50 Yt 7%y M-I A O BIVE 26381412 AHI10mgT1.8%(2/10961) . A#I25mgT
EER AR 1E|T|§| 15‘{"%] 98.9 91.9 2.8%(3/10061) TH - 720 @
<9(3 .7,108) | (77.1,110) HbAlc(NGSP1i) (%)
Y4715y M-IV e 5l B GRS 0% bR
96.1 89.0 10mg#¥ (n=109) 7.92 —0.67(0.09)
— - (91 .1% 31o1> (76 .150 ) 9103) 25mghf (n=109) 7.92 —0.86(0.09)
vEINTFY e e n: 7Yy AMES NI
—— R A 690,00 L Q0L B IR © AT SE)
VFTNTF 1H1E | 1H1E | (96.1,111) | (86.9,119) (ANCOVA:0C)
LT )Y S2ERAE 512 31 2 BIE O 5B E & 1d, AAH10mgT19.3%(21/109
%55 59 ). AA25mgT18.3% (20/10961) T - 720 AAN0mgT O E 2 FIfE
25mg 25mg <953 102> (911 105> maiﬁiﬁ%@%37% (4/10919“)\ ggﬁﬁ& U@i«)ﬁ’)‘ZS%(S/IO?WU)’C@
TNT 7 oy ’ S Y. RIIHEIE1.8% (2/10981) T » 720 AHI25mg T o 3 7 BIFE 1240
i 1610 SULTTY v 8
%0 %0 JR6.49 (7/10981) . 3. 79 (4/10961) . 1B ORTEIRA3.7%(4/109
(93.4.98.4) | (91.8.106) BT . ARIMFEIZ2.8% (3/10961) T - 720 *
— TR 08 o 17.1.2 EREEFES IHARR
vaxv v &i@“ A1 | (96.7.116) | (99.3.131) fH, EEPREATERL 22D 20b ST D v b o — VSRt 457
- '_7 =T )]; - AREIL R O H AR O 28I PR & R A2, AHF10mg. 25mg. ¥ ¥
= 7N TF Y LT T KR L H LGRS L7 75 LR i &
. o (101051*16) - 1;)4120) BB % 15 - 720 HbAlc(EEFFMIHH : NGSPHH) & 022 i il
FI7) I 1E|1%El 1511% 5 <7 5_’ ]\ MO GRIMED S OREFHZALRIITEROE B TH Y, AH10mg
= FU2Bmeld VTN OB BT D 7T LR GHE L L~ B
8.7 9.3 Fio b T, KEOTGHMED S OFETFHEILED T T LK L Dk
(96.0.101) | (92.7.104) (&, A 0mglk 25mg T2 N2 —1.93kg B U 2. 15kg T > 72,
CUNAEF BIVEI O 5B A1, 75 K T6.8% (15/22161) . 451 10mgT10.1%
101 97.2 (22/21761) . AHAI25mgT17.6% (38/21651) Tdb o720 EREINEMIL, 4
SuNABFY 40mg | 2mg | (80.1.128) | (76.5.124) F10mg CIER. IR, 18TV 1.4%(3/2176) . AHI25mgTld
HET L HE PRRA T Aok [19852.8%(6/216(1) . BEHE1.9% (4/2161) . 25 DR RH1 4% (3/216
105 97.3 B)TH Y RIMEORIEMEBE X, 772K T0.5%(1/22161), A
_ _ <90£.)(15 , é22> (84.190, 2111) #110mgT0.5% (1/21761) . ARAI25mgT0.5% (1/21661) T - 72, ¥
. N mg mg . o
erozoorror T0R TR 6 o0 | 88.6.117) - ;Ibé};él;;GSPfﬁ) (%) . %H{a;;mﬁ(mg/dm
FotIF ﬁﬁ; ;g%EE TSR D 52%1?% 75RO
101 104 S TTE
(99.1.104) | (93.8,116) (n=219, 5 |7.92| 0.08(0.05) - 11.7(2.0 -
5mg | 25mg P73 F-MI & HAAAL)
F7ES 1HIE | 1ALk 104 103 10mgFF
(100,109) | (94.1.112) (0=216. > B -0.74(0.07) | _ -31.1(2.9)
09) | @ n=216. 9 |7.89|=0.65(0.08) | " ee g | ~19-42.0) | e 50
b7t F-M3 b HAAS) o0 T
103 102 PBmglt
(95.9,111) | (97.7,107) (n=216, 5 |7.86|-0.76(0.05) [_’0098; <9'0077>0] -24.3(2.0) [_3660(_23;? 4
IFZNVIALTUA| 30ug | 25mg 103 99.2 5 HAA) Y R
— v LHIE | 1HI1E | (97.6,108) | (93.4,105) n: 5 vy LR R
La ALy | 1B0ug | 25mg 102 106 BT S OBALR RO T T 14 L 0 FETHE(LR (SE)
1H1E 1H1E | (98.5,105) | (99.5,113) (ANCOVA : LOCF)
) B G- T O 728 AUCo-co, Crnas > S 715 ko EE T, ARFN10mg X 1225mgx A L C24 % 5- L 72 B & 1d,
) RH) O AR R #:1325mgTH 5 o [A]— F & K OV CHER BRI RAT L /e AT e &b CTATFIB2

SAR (P RN D% 5% 475 720 DFEF. HbAleKk OS2I B
LRI S O EAREITEOLEBY TH), wTlIBw
THOZORFEIEFRL B Y. HG2HBTIEWTNOEHIZB VT
ST T RPGRE L AHE R DR NIz, KROS5
DT EALRD 7 T R E D#EIE, RE10mg M 25mgTF L2
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M —1.42kg)t 0" —2.53kgTdh V) . ZDRFEFAMEIE52AM 12 b7z -
THEL Tz,
52l M 512 B 2 EIEH O S BLEI AL, 77 £ R T10.0%(22/221

F &K :5.6%(18/319%1) . 10mgi%5-#£:5.0%(5/10001) . 25mgik G- :
4.7%(15/3218)) T 720 ® (PHEIAF— 8)

L1 g it

= E (eGFR 60mL/min/1.73m?Lk 90mL/min/1.73m?*4

). AF10mgTI4.3%(31/2176) . A HI25mgT18.5% (40/21661) T I
B o 720 F 1 BRI A 10mg C 1L R TR AL . 8% (4/2171) .
IR R OTI1.4% (3/21761) . AFIZ5meC (£ [1152.8%(6/21651) . I N I FTTT -rxrro e
12.3% (5/21661) . % 71.9% (4/216{1) T ) . {EIUHEO FIFEF 5518 | PR | RS SORIER | TI R OR
B1E. 75 L AHTO.5% (1/22181) . KA 10mgTO.5% (1/21761) 4H TR g g 0.06(0.07) -
25mgC0.5% (1/216B1) Td - 72 # 1(8*95%& DETIORT
HbAlc(NGSPfH) (%) ZEJEFIMAE (mg/dL) (n“:fs) 8.02 -0.46(0.07) [-0.72 —0.32]
PG | e GRIMED | oo ey e | TEGETED | oo ey o : ETNPTYIET
Wil 5oBei | 77 EREOE | ppsipn |77 EREOR Pmelt | 796 ~0.63(0.07) D00
7oA : ‘ .88, 0.
Zo19. % _ . Nt 7y AMES AR
v i A He B IS OBILR O 7 7 & 4 0% © WIETHS ik (SE)
: (ANCOVA : LOCF)
10mgft ~0.76(0.08) -30.1(2.9)
(n=216, 9 [7.89]-0.66(0.05) [=0.91 -0.61] -18.2(2.0) [=35.7.-94.5] o & R R R BE IR 55 HR 3 (eGFR 45mL/min/1.73m*2L -60mL/min/1.73m’
H HAA43) T o i)
25mghf 9
- 5 _ -0.91(0.08) | _ -35.7(2.9) HbAlc(NGSP1#H) (%)
é“é%‘vg) 7.86| ~0.810.05)\ [ _y o5 761 920|413 “30.1) BOAE | BN b0t | 7o R0
" T b REE
n: 78 ALE AR TIESE g0 ~0.08(0.07) -
BRI 5 OBELRE R T 5 R E D% | K TFIYZELE (SE) P5mglhE 20.46(0.10)
(ANCOVA : LOCF) omen 8.12 -0.54(0.07) (066, 20 971

17.1.3 EAE MAEER

n: 7 ryaLEREBIE

BEFORIMERE TR TH L ANVFIZV T L THL, 77514 KRHE
H, F7 V) YL REK DPPARER, a-7vay ¥y —EHERL
VRN A > A VMRS & B EBCD b S ST >~ b
0 — VAR5 70 H AR K2RV R 9% BB (2 AR HI 10mg X 1325mg % 1 H 11A]
521 [ B AR I Fe 5 L 72 e D e M S OVE Rtk % 57 L 720 2 OFE R
HbAlcOFG-HIEA & OFEFHZALEIETEO L BY TH Y, W
MUZBWT L ZORFEIEFR L Tz,

ARAN0mg M 025mglz B B EIEH OZBE A 1L, Ak = )Ly LT H#
BEFIRECZ2114.0% (19/13661) &% 1N18.2% (25/137#1) . ¥ 7 7 F 4
R R SEH T I © 2 24119, 1% (13/6861) 2 1°13.8%(9/6561) . F 7
V) Y SREF G T 2 L E14.6% (20/13711) % U14.0%(19/136
%) . DPP-4RH & 0f I © 2 2 4113.2% (9/681) % 1°25.4% (18/71
Bl). a-7 )3y sy —EHERGHRCZNLEN110.1%(7/6961) K O
7.19%(5/7061) . B A > A ¥R B T E 2 12.9%
(9/70%1) K U12.9%(9/7061) Td v & % BI/E &, $HE0.0% ~
9.9%. HIIHEIRO.0% ~4.2% T d - 720 IO BIVEH FE B S 413,
Z)V R Z v L7 FIGE T 2 L2 416.6% (9/136861) K 0°7.3% (10/137
B). €77 >4 FRIEHIGEHEECTZ R 211.5%(1/6361) & 1M4.6%
(3/6561) . F7 ) ¥ ¥ RERGE T ENZN0.7%(1/13761) K% O
0.7%(1/136f1). DPP-4PH 5 #I Bt H1 I T & 412 110.0% (0/6861) K& O
4.2%(3/7160) . a -2 )va > & — B HER G T2 210.0% (0/69

BGHIHED S OB RN T T LR 07 T2 b (SE)
(ANCOVA : LOCF)

(180T E)

*17.1.5 EERHESET L BEORLEEEZHNRE L LERARSED

LB
FEERHEIMET L7 @M 0 2B (LVEF40% LT, NYHA/ B RE
ST ~INVE, eGFRA20mL/min/1.73m*2L )12, AH|10mg % o
MO EER (BAEED D 5 HHCACEMES, ARB. ARNi. [ EHT
FELMRAZE) (2 E3fed L CLHLBE S L7z 77 2 Rt - EE R
IlGABR 2 1T - 720 HARN26661 % & 373061255 > & 4L S L (4R H]
10mg : 1863%1( 9 & HAR AN14460) . 7 F 1 K 1 186761 () H H A A122
B)) . 5 BERE O d LI AR A 10mg T 194 1.304., 7I &
RTLATE/1.32ECTH o720 BB 2B R EET 1EARHF0mgh: T
92761 (5 H HARATOB) . 75 & REETI2960 (5 £ HAAG206) . 284
JRIFIEA BE BB L ARHKIOmehE TI3661 (5 B HARANTAH) . 7T & REE
93861 (9 B HARANTOB) Th -7z,
EVHERIEOIRED S 5. XA IHERIER 551 OHbALcA%6.5% 1L £ T
Y e
EEHEAFFME F L OIMEIE, UL OAREI LB AROWTFrDOH
FZEHFTOMBE L, HRIITEROEBY THo 70

) T T80.0% (0/7081) . RN A > 2 > wEERIE T Z L 2h | m S
0.0% (0/7081) J% U4 3% (3/7081) Tao - 720 ﬁiffgg?‘e ?;Eg‘e N T
- FHD HbAlc(NGSPHf) (%) NCECED) (95% AR )
B5R0) | BHWE [R5 0ELE BRI
B 0mg(n=136) | 7.9 ~0.93(0.05) R4z &5 AR 361(19.4) 462(24.7)  |0.75(0.65, 0.86) ™2
ANARZN T VTR o 137 | .06 20.96(0.05) o)
- ] 10mg(n=68) 7.68 ~0.81(0.06) L UETE 187(10.0) 202(10.8) | 0.920.75, 1.12)
VU7 A RRSA SR
25mg (n=65) 7.51 —0.98(0.06) Iéﬁgﬂ/ﬁl‘)“ F2A o6013.2) 342(18.3) | 0.69(0.59, 0.81)
) 9o s omE=13) | 7.8 20.90(0.05) :
TP 25mg(n=136) 7.9% ~0.96(0.05) rgri )? ; 51‘%;&%%?:%@& B k2o
10mg (n=68) 7.78 ~1.00(0.06) 1) o 4% \ Hulz 7“/\7‘5TU‘71\°\‘77“‘/7)“)7J\ K, Zoft) .
DPP-4L ] T 800 N=2T 4 2 ORIRAE GBI SRR, SRR . .
— £ ‘ O PER. X—2 54 > OLVEF(=30%. >30% ~ =35%. >35%).
a-7 3y y—+¥ lmgh-6y) | 7.78 —0.87(0.06) N=27 4 ¥ DeGFR% W& LT & 7-Coxalf st
B 25mg (n=70) 7.56 =0.77(0.06) T2)  RREIEHC & 0 i L 72T g =0.049612 35 & . 95.04% S HIX
EEA > A 57| 10mg(n=10) 8.01 ~0.98(0.08) W% 18R
IR 2mg(n=10) | 7.%8 ~0.98(0.08) ARERIC BT B HIE A RBE A . AH10mgT15.2% (283/186301)

n: 7 ryaLENERE
BRIl 5 0L © AL LE (SE)

(ANCOVA : LOCF)

17.1.4 BREET2RRERREEZHR L L - ERLRE IHEFR
B RE R 2 A 3 28 R B 12, A 10me X 1325mg % 1H 1A
S2HE ARG L7277 LR B B E ML B ER & 17 - 720 524

77 & R T12.2%(227/1863%)) Ta v . F & EIVEHIZARME (10mg
2.3%(43/186361). 77 &K 1 1.8%(34/186301)) TH - 720 7% B,
HIZ X WA LB L 2 EEE ORI 2BHE R & & PF L 72 B E 1
BWTOABD SNz, 7

17.2 HERTEHRATE
(QBUHERN)

JAKEOHbAle(FEFFLIHH © NGSPE) O #% 5-Fi il 5> & O Fi 44 P35 %8
LRI TROLEBY TH Y. KRA10mgld 1% 5 & 1% el % B4 (eGFR
60mL/min/1.73m?Ll_F90mL/min/1.73m?*£:jiii) T, AR AI25mgl 48 &
B RERE 5 R I O b 5 B AR E I 5 B (eGFR 45mL/min/1.73m?LL
F60mL/min/1.73m*4i) 12 B VT, WL 7T e ARG L N
BRENRO LN,

G528 % BT ARIVEM B E &1L, 77 & RHET27.3%(87/319
). AHI10mgT37.0%(37/10061) . A#I25mgT31.5%(101/321%1) T
B0 FEREWERIZARIE (77 &R 114.4% (46/31961) . 10mg#5-F:

16.0%(16/100%1) . 25mgf% 5-#¢ : 15.9%(51/32141) ) K O IR # & ge (7

_6_

17.2.1 GLP-1ZFHEHE & OHAFEERAREHBR (ERRERTE

BRERERER)

GLP-1Z A MAEFHEIC L 2 M IS b b 5 FIhE o~ + u— LR
45 7 BHAR AT B B 1S AR K1 0mg X 1325mg % 1 H 115238 [ ff:
FREITH G L 72 e 22 2l OV #h 1 % 5F A L 720 $5-52081281) %
HbAlcOFG-RifED & OFEFIHEALRIIT RO L BY) ThoTz, K
#110mg e U'25mglZ B 17 A ARIMHE O BIVEH F B E 41k, 2 210.0%
(0/3261) K. U3.0%(1/3361) Td - 725



B3R KA D HbAlc(NGSPHH) (%)
- 54 (n) BOEME | S RES S OE b
10mg (n=32) 8.83 -0.55(0.15)
GLP- 1B e o n=33) | 8.68 ~0.77(0.14)
n: 9 ¥y abE N EEBIE
ORI D DA« 2 L (SE)
(MMRM : OC)
17.2.2 41 2> 2 DA E O AFEERPRS KR (EREER G HERR
HER)
AV A) YEHNZLDEBRICO 22D T T v b a— VA4

7% HA N2BIHE R 2 R RIS — AR O A 2 2 Y I2AHF10mg.
25mg# 1 H1EIS258 R B i 5- L 72 7' 7 A B B BB & 1T
5720 516812515 2HbAleDF G- HIHE A & O FIZ AL iT
RKOLBYTHY, KH10mg. 25mglEv§itd 77 LRI GHEIC

NTHBRAEDVRO bz ¥
HbAlc(NGSPHH) (%)
JU |
g | PRSI o o
77 £ A% (0=90) 8.70 0.00 (0.07) —

B B -0.92(0.09)
10mg#¥ (n=86) 8.83 0.9200.00) | (_1711 Z0.73]

e B ~1.00(0.09)
25mghf (n=90) 8.74 1.0000.07) | r_1748" Z 89]

n: 9 ¥y afbE N EERIE

FEHRMED? S OBEKR I T TR E D% - I Lz (SE)

(ANCOVA: LOCF)
it\%®%4/XU/®ﬁg%m%TtLTMLifﬂ%h%L
Elowael kAN EZ 77 R E e L7z, 52812815
HbAlcOFG-HIfE 7> b DI FIEALEITTRO L BY) TH o 72, 52
SEBHE G2 BT 2 RIEOBIEHZBIEI 412, 75 1R T15.6%(14/90
%) AHI10mgT20.9% (18/8661) . A HI25mgT24.4% (22/9061) TH b |
ORI LA SN D o 70

HbAlc(NGSP1H) (%)
. 5258 % D H 5 L
BGHE | S pp | 7 7 EREDE
7'+ K (n=90) 8.70 0.01(0.07) —
10mgHf (n=86) 8.83 -0.89(0.07) | _710(')80(0_' (1)0;0]
25mgff (n=90) 8.74 ~0.95(0.07) [:10126 <0; (1)0;7]
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