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16.1.1 BEIRE
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RS- Lz &, #2877 70 Y v ol iz 54
LRGBS I L5 Ly TR I3 A8 ~ 120 T o 7212

ERaCR Y Cmax® Tmax AUCinf* Tz

(mg) (ng/mL) (h)® (ng + h/mL) (h)©
25 29(14) 1.00(1.00, 2.00) 103(30) 8.1(4.78)
10 124(34) 1.25(1.00, 1.50) 489(19) 12.1(7.79)

a AT CEBIARED . b HIuil G/, Sk fil) ., ¢ S P2 (R f )

16.1.2 RE#xRE
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Cmax (348 } ¥¥191ng/mL. AUCtIZ157 & U*727ng - h/mL T &
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e (90% M5 HEIX ) &, F 1 240.550(0.499, 0.606) &% U°0.973
(0.943, 1.004) TH o720 BRSO TmaxDHPYLfiild, Z2HE
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F—N—=IC XY EEEARFICERENRIGE(F 87 70
Y& LTl0mg) & #f & IR P G- L e b RA AL AR
Z2MWE L. fFong W < A — % (AUC, Cmax) IZ2W\»
T 0% JH X B 1S THERTIRAT % 17 - 7245 A, 1og(0.80) ~log
(1.25) DFEPFHANTD O . WiF] O LY R SRR S 7z?s

HENT A =% BEINGA—4%
AUCo-18 Cmax Tmax T
(ng * h/mL) (ng/mL) (h) (h)
yRrYTaY R 79230 296.99 092 1012
10mgl TSP +155.496 77600 | *0405 | +3136
e 798.64 31293 0.90 10.32
74 ¥ = H§El0mg +159.858 +91788 | +0464 | +3236
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TR A BETHNC #2827 ) 7 a Y v EE10mg % 22 IRk TP
HL., ZoIMBICMCIZ /7y 7a Y v 80ugk 152 F T
RN G- L7z &L NAFTRAL S8 7 4 1378% Td - 727
HEANT—%),

16.3 9%
In vitrolZ B 5537 ) 710 Y v (0.5 05ug/mL) O I &
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I BE R OB ER G 12y N7 ) 70 Y §E50mg™ & 3%
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FR7) 70Ty OEAHWIEI-0-7 V7 a Y EBRAERTH D .
JElE M VR CUGTIAN & WG &2 20T %, AhEI AR
BYCMCI #2857) 70 Y »50mg™ & BRI G L & &,
MEEFICIE3-0-7 v 7 v v e ek (e B RE 0 £942%) |
HREALE (F939%) . 2-0-7 Vv 7 a v BIEE#I5%) R~y o
IVIKBEEALAR (894%) 75kt S v, IRACIEFEIC3-0-7 v 7 1 Vg
FUA R FE G- R DR61%) A5k L0 (SHEAT—4),
In vitrolZ BT, #3771 v »IiZCYP1A2, CYP2A6.
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T RE B N e DN PR R 2 478 7 ) 71 Y v §e50mgt &
e L7z b &, BARREATIE & 2 e (R i A\ (8%1) e O
CLcr >80mL/minC & % 2808 iR s & (1200) ) 1203 %, 81
BB R B (50 < CLer =< 80mL/min T & 5 278 R 9% ¥
(8%1)).  Fv & B A AR I B (30=<CLcr <50mL/min T %
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2RUBE R (81) ) B OF T BE T B il i 55 R (CLer < 30mL/
min Td Y EH % %1 T 4 V2R R B % (461)) © Cmax
K S AUCInf O #4139 0 T (90% 5 B IX ) 1&. Zh 2l 142
(1.052, 1.239) J21¥1.278(1.189, 1.374). 1.256(1.091, 1.445)
JU1.523(1.346, 1.724) 408121.355(1.123, 1.633) K U81.753
(1.486, 2.068) TH 72710 (HEAF—%),
QRME IR BN F 87 ) 70 Y 5E20mg™ & 1H 1E7 H B A8
Pl L2k &, ERIREISB T 5245 O BAEHEM 13, B
REASIE S T d 5 2BV IR I T1a85g/ H TREE B HERERE &= %
FE o 2RUBE RN B TIE52g/ Hy WSS O B R ik R % FF 021
BRI B TI318g/H . HIE OB AERL % Fr0 2BUpE R
TWE1lg/HTH 72" BHEANF—%), [5.3. 9.2.2 8]
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fRERE R N B OS A RE R s 12 4728 7)) 78 YV $E10mg % Hi bl
Pl L2k &, EHEER A (661) (25 % B JE (Child-Pugh /38 T
A(661)). %5 (Child-Pugh %38 C¢B(661)) K U FE (Child-
PughZ 8 CC(661)) ONFHEREREEH I BT 2 587y 7m Yy v
@ Cmax 2 N AUCInf O A3 D [ (0% 5 FHIX ) 1X. &h2
10.882(0.598, 1.301) J27¥1.033(0.765, 1.396). 1.122(0.761,
1.654) % U1.359(1.007, 1.836) i 0r121.395(0.946, 2.056) M
U°1.669(1.236, 2.255) TdH 72819 JHEAT—% ),
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RZVE=2O L DRI Y, F7) 709 v O3y BE

B EZ T o7,

16.7.2 FpRE
virozoaF7 Y R, TRAYZ FOLORHICE ), SR
) 7a Yy UE TN S QX OSBRI HRIICHE E 2 5
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MBI I NAEF
PR E D, #8377 a 9 v L2 s o3 OEY BRI
BRR I IR & 70 B3 % 2T T dp o 12202 (JRHEANTF— % )0

@QUIF EY, XTxF LB

BEHIIC X D, ¥oj7 ) 70y » O3 EIREIZHIR I RE e %
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16.8 Z At
F87 ) 7u Y rEEbmg TSP, [& A3 57 5% LR
DY RSP A BT A 2 (BRI2HE3H 19 H 3 A SRR 5
0319%51%) I2HD &, #7377 70 Y Y §E10mgl TSP % R
e L& & BIMBEsE L < AR & Ak Shiz?,

) A D AKBI X5 ~10me/ H TH 5o

17. ERFRRRIR
17.1 B3R VORLMICET 2558
17.1.1 2B RSB E # R & U 5B
(1) EERFREABR
EN DR RERIC BT, #7370 789 »55mg LiZ10mg# 1
H 15 L 7210126001724 (17.0%) \ZEIERH 2538 S iz,
ZRERE. BEIR36H1(3.6%) . F1E18H1(1.8%) Vs EEAL17H1
(1.7%) \ JREBIEAATH(1.7%) % TIH - 722029, (JFe0) MAERE)
- ABRIGHER (AL, D1692C000055K5%)
FR7Y) 70T gL 2.5, 5EUT0mg D12 G2 X b .
HbAlcld 7 5 € RIZHIRTHBEIET Lz (KA KES 1
72HEIZIH1E51310mg) o HbAled 7 F £ K (5461) & D7
CPofl = fEeiss) i3, Smel (5861) T-0.74£0.10%. 10mg
#E(5261) T-0.80+0.10%Td - 720 MK DA =T 5 IEH &

13, 7T L RBETL.9% (161/5461) . SmghET0% (051/58%51)
10mgHET1.9% (161/5261) TH v . WO ILED 5z
7),0 7>:2/l).27)O

- 77 e AR B E TR (BhEEE. D1692C000065XER)
FoS7 Y 71 Y U5 N 10mg @ 2438 B 3% 512 & ) HbAlc
ZALREOHRIIVTOEBYTHY, 7L RICHNTHE
WCIETF L7z F720 KBTS F L RE @ECEME + g
)13, 5 U 10mghEcE 2 h-1.29+0.35kg Jz 0F-1.38 =
0.35kg TH - 720 KIMPEDOH ERRFEHE G, 7T L XNEE
T0% (0%1/8761) . 5mghET0% (0%1/86%1), 10mghET2.3% (2
B/88%1) TdH V. HEDKMBEHIFED S Nde o 72528,

7T e AR A A B (2458 ) 00

HbATc(NGSPHA) (%) 22 4% (mg/dL)
N—2 54 | R=254 .
x=2gd | DL g | DU gk
o T Ml I Il R
S e S (SE)
(SE) (SE)

e 750 006 B 58 i
77ERD=SD |6 (0.06) (2.17)
yRryTaYy | 750 041 | -035% | -86 | -144*
$5mg (n=86) (0.72) (0.06) (0.09) (2.19) (2.90)
yryyIavy | 746 045 | -039% | -137 | -195%
$£10mg (n=88) (0.61) (0.06) (0.09) (2.15) (2.89)

%p<0.0001 SD : FEHE(R A,
TEL) TR AT A bR

EAEHER OHbALCZAL DR RIIL T O L B Y TH - 722870,
R (24 IE) D% 3

SE : FRiEE

HbATc(NGSPHE) (%)
R—=AF54 R—=2F4 /Ml .
TR EDE
el | pooime | 77RO
(SD) [ H195% 12 HE X 5] ]

eGFR 6014 1-90mL/min/1.73m*4: i

e 759 -001 B
77 & (n=57) (063) [-0.15, 0.14]
yRrY)7aYy 752 037 037
$t5mg (n=61) (0.79) [-0.51, -0.23] (0.10)
YRy TuY Y 743 ~050 -049
$¢10mg (n=61) (058) [-0.64, ~0.36] (0.10)
¢GFR 451, I-60mL/min/1.73mk

‘ 734 ~0.10

7 ¥R (n= _
77 R n=24) (0.62) [-0.32, 0.13]
FRyZ)TaY 744 ~046 037
$e5mg (n=23) (0.53) [-0.69, -0.23] (0.16)
yRy) TR 755 -031 021
$¥10mg (n=24) (0.70) [-053, 0.08] (0.16)

SD : BEEfR 7, SE : iR

eGFR 90mL/min/1.73m*PL FAZOW TIPS o7z (75 2 Ropl, ¥

ST 70 Y L EEme2bl. ¥87 ) 78V Y5 10me2hl) . AEIIIEDR

Motz

TE2) AL A 2 AL

- FFERERS B (BME U OFERRBAE E OBREE.

D1692C00012:45%)
FoR7 ) 70 Y v Ebmg (10mg DRI % & &) o HpU 0Pk
JHFREIZ X AHbALCE LR ORI TOLBY THo720 &
7oy WAREEREIC B 520 DR — 2 5 A Ll B DZEJEIE
M2 LR Pl + R 1k, -14.3+21.4mg/dL. fKE
AL PP + R 21k, -2.58+2.29kgTd - 720 fKf
WO ERGREBEAE, BARERE2.4% (661/24961) . AV
A=V L7 HIBEHITEEG . 6% (8%1/12261) . DPP-4 B 4 f F B
3.2% (261/6261). a-7 Vv 3 ¥ —EHEAPEHEE0% (065161
Bl). €77+ A4 FREAPNRL.8% /71, FTVI Y
¥ REEHI R BEL.6% (190 /64490) . AR A A ) ¥ it
FIOE 6. 1% (361/4961) . GLP-1% A ARMEB 301 I #£6.0% (3
B1/5081) T o 720 T OAUMBHIFRD SN e dr o 722930,



JE B B 53Rk (23 DG

HbAlc (NGSPfl) (%)
R=AFL ¥ | R=AFA /Ml
S (SD) | 5 DZE{LE (SD)
87 7Y G ARRE (n=249) | 753(0.76) -0.66(0.71)
ANVAR = LT A (n=122) 8.02(0.84) -0.65(0.70)
DPP-4 B4 B H B (n=62) 7.80(0.91) -0.60(0.57)
a-7' VY 5 —CHEHNE (=61) | 7.59(0.73) -0.81(0.67)
Y77 A FREHRDERE (n=69) 7.63(0.85) -0.63(0.69)
F TV YL RIER B (n=64) 7.94(0.92) -0.86(0.76)
AAIA 220 > SFRABAIE |7 40079) -0.76(0.65)
(n=49)
GLP-1Z A MBS ORI RE (n=50) 811(0.92) -0.49(0.80)

SD : B
FR7 ) 70 Y Y G REREEE O B RE N O Hb AL Z LR 0
HHIIPTOLE B TH o 723052

RS (SZI) DR

HbAlc(NGSPHE) (%)

N—2ZF 4 Mlih S D% LR (SD)

eGFR 90mL/min/1.73m?J I

557 ) 78 Y Y GARER (0=13) | ~0.86(0.78)
eGFR 6014 F90mL/min/1.73m> A i
870 70V 2 GEHAIRER (n=175) | -0.73(063)
eGFR 450 _F60mL/min/1.73m?*A i
§570) 70 Y AR (=6]) | -043(085)

SD it ffi

(2) o B R B
HEAOPEEBHEREREENREL AT I ERMES
EEMRAER (BhEEE. MB1020295KER)
AN o S R B B R E % (eGFR A30 BL _E 60mL/
min/1.73m?Kii) 1281 2 HbALEL RO RIIDT oL B
y) T})O 7:33).34)0

75 & KRR B MR R (243 ) O f

HbAlc(NGSPHH) (%)
R—ZAFAL v N—AF 4 /Ml .
e SEREDE
v | poopn |77 TR0
(SD) [ A1195% 15 HE X 141 ]
ENES
} 853 032
J +t R (n= _
77 %X (n=82) (1.29) [-0.66, 0.01]
yRrYTuY Y 830 ~041 ~0.08
$5mg (n=83) (1.04) [-0.74, -0.07] (0.14)
yRTYTUY Y 822 044 ~0.11
$¢10mg (n=82) (0.97) [-0.77, -0.10] (0.15)
¢GFR 302 F-45mL/min/1.73m? 4
o 823 052 B
77 %H (n=33) (1.20) [-1.08, 0.03]
FRTY TRV Y 849 047 0.05
$5mg (n=41) (1.16) [-101, 0.06] (021)
FRrZY)TOY Y 812 ~045 007
410mg (n=45) (1.00) [-0.96, 0.05] (021)
eGFR 4501 1-60mL/min/1.73m>*A i
e 878 -0.11 B
77X (n=40) (1.32) [-057, 0.35]
FRTY TRV Y 813 047 037
$&5mg (n=35) (0.93) [-0.97, 0.02] (0.23)
FRrZ) 7Oy 825 044 -033
4:10mg (n=32) (0.89) [-0.94, 0.07] (0.24)

SD : 7L, SE : B

113) AL GE AP 2L
F 72, eGFR%%45L F.60mL/min/1.73m? 4 i o> 45 B Bk ik
FEEBHICBT 2R G HB24EB 0y /37y 70 Y VbR
O 10mght DI A VLR D 7T 2R & 0PI HE =

BREERAZE) 13, ZEREMAE T2 Eh-24.8+12.4mg/dL KR}
-24.4+12.7mg/dL, AETZNLN-1.9+0.Tkgh V-2.3+
0.7kgTH-7%, [5.3, 8.2, 11.1.1 BH]
17.2 BERGHRATE
17.2.1 SUEERTTHRERARHER
N7 Z7 e AMB_EERLEHR DPPAER L OHAEZET
122 BEEOGHAEE. D1692C0001355%)
eGFRA¥5mL/min/1.73m* P L O2RE R EH xR e L, A
YA CEF0. 284/ kg/ HEL A2 1584/ H BL 1) o B
[DPP-4RHLEH & O OIS A, /37 71 Y ¥ §E5Smg
PR 16512 81T 2 HbALCZ LR ORI T O L BY T
b o tzo MRIMBE DA EFLIEBIEIGIE, 1638 H O ~HEH 5

Wcixsy 87 7u Y reet ATEL9.5% (2461 /12361) . 79 &
ROEFHE23.3% (1451/6051) Td - 725937,
A ¥ ) v #H) & BRI (168 1E) 5
HbAlc (NGSPf) (%)
N=2AFAL V| R=ZAF4 Ml o
el | poomfrs |77 TIE0%
(SD) (SE)
7 & KO 849 0.05
(n=60) (0.93) (0.0904) -0.60*
LAY A I A= A 8.26 -055 (0.1053)
bk R (n=122) (0.79) (0.0638)

¥p<00001 SD : #EH#EfRZE, SE @ fEdEE

14) F R AT LR
16 EB O~ EERYNC S /87 ) 70y VEERHBECEI D 1T 5
N 3GHMOIFERMNCBITL., ¥F37 ) 70y v %5280
Wewete G- (57827) 71 YV U EE1I0mg DR & &) L7ZIERIC
BT, HbAlc(NGSPfili) O Z bt (LR ) 13, -0.74(0.746)
% (122M1) T - 720 ARIMKE DA FEFH LI BLE A X528 7787
)7 a Y RS T35.0% (4361/12361) TH Y, HED
{RIHE (X ZR0 S N7 o 72303

18. ZEhEkiE
18.1 fEA®F

F MUY A - 7V a— 2R (SGLT) 213, B IRANE (2 HF 5
MWL TB D, EMIRME TV a— 2 % FIRINT 5 5cH
) FELWMERTH LY, F¥37 ) 70V vk, SGLT2D
BRI 2 BIRWERTH 20, Fxry7ay s
. BICBIFA VI — ZAOFWRIEZIH L, R 7 v a— 2
PEt 22 2 2 c k), BEBLOCEROMET > ho—
NaeET 5o
18.2 SGLT2iC34 ¢ 3 A=1ER

In vitroiBEC, #3770 Y %, & FSGLT2% IR
E L (Kl 0 0.55nM), Z O3#REITSGLT1 (Kifili : 810nM) &
e THI140065 5570 - 729, SGLTLIZ. BIRMEDIE0, BN
AFAEL TV 3 — AU S-§ 2 FE L fikkTdh 51,
18.3 R 7 )L O — ZHEtt{REME A R U IAEE T 1A

HAEWHER TR E TV DZDES v M2 /87 ) 70y ¥ % Mk
L5 L7238, R 270 2 — ZHEE o B & 312 fig
TN a— AREORT RS LN?, F72, ZDFF v M2y
R 7a Yy 15H B RERORS L2 BRTiE, 515
HoOMAE T TORY 7V a2 — ZPRME G H SRS L.
P58 H H LU 514H HICZNZNAMA T K O T CTolfiE
7OV 3 — ARG RARAE I AR T L 72,

HAN2RUE R R E 2 0 4 & L7248 T MBS s BRic B v
T, %7y 7ud y10mgr it L-e &, &51LC14HH
DY G- #H2405 0 F CORRIRP 7V o — A FERE I L., B
5130 HOOGTT#H D MU AUCe-m AT L 7=V,

19. BRI CEAT 3 ELFEMFR

—fg% » #3771 Y v (Dapagliflozin)

1b%#4 : (15)-1,5-Anhydro-1-C-{4-chloro-3-[(4-ethoxyphenyl)
methyl]phenylj-D-glucitol



G ¢ Ca1H25ClOs
1 408.87
CHE~MEAGOBKRTH D, A5 —VITRREITR

T Y7 unFHrROKICIIEEAEET RV, iR

HTH b,

20. BURV EDEE
BOLUIPTPY — FASHUY) I L7251, &l - S e iy 52 &,

22, @%
(F1x7) 703 >§5mg[TSP])
10081088 (PTP) x 101, 5008 (108 (PTP) x 501,
1008E[ 7T AF v 7K bv, /NF]
(X170 > #10mg[TSPJ)
10081088 (PTP) x 101, 5008 (108 (PTP) x 501,
1008E[ 7T AF v 7K bv, /NF]
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Kasichayanula S. et al. : Br J Clin Pharmacol. 2013
76 : 432-444

Kasichayanula S. et al. : Clin Ther. 2011 ; 33 : 1798-1808
B MBI 70— Ak BTV O VEERA (T4 Y —
e 201443 A 24 HAKRR, WIREERHESE2.6.4.9)

i

o i R
BE%2.6.5.9)

RANG ¥ AR OCHAER (7 + ¥ — A8 5 20144E3H 24 H &
A HETERHREE2.7.6.9)

Y BEAN WM BN (7 + ¥ —F§E : 20144E3 H 24 H 7K
A TR RREE2.6.4.7)

FER PRI (7 4 ¥ — 7 8E 5 201443 H 24 H KGR,
BE%2.6.4.6)

RN E BT B 2B (7 + ¥ —
24H KGR, WIESERIE2E2.7.6.12)

I RERE E BB 2 BN (7 + ¥ — e
24HKGE, WIRHERES2.7.6.13)
Kasichayanula S. et al. : Diabetes Obes Metab. 2011 ;
13 1 47-54
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; 20144E3H

; 20144E3H

Yt 7)) 7y EORWHELER (7 + ¥ —F§E 5 20144E3 1
2AH KGR, WRTERMEEE2.7.6.15)
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Kasichayanula S. et al. : Diabetes Obes Metab. 2013 ;
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[EIPI 25 T bAERER (7 + & — e 5 201443 H 24 H KGR,
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BRI 7 7 1 AR IR LBGRER (7 + 2 — e 2014453524
HRRE, Aty &)
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H ARG (7 + ¥ — F$E  20144E3 H 24 H 7KG2.
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