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@¢ ‘ 2l 9l olagl 2| Z7x : oladl g SE%OHIOM % o2l 2ol ZMHe MELS Yo 4 QlCt maty,
oﬂmﬂa\ggxm HEA| H"‘”—J Q1&g Z0|7| glof, o1&l EE Q&R 2| ZMK|O| YS F0{oF & 4+ ULt
® 1,5-AG(anhydroglucitol) AI&: SGLT2 H SRS E%OP‘ QWQI EYRHS Bt Olo] 15-AC FH2 A2t ofx|
7| f20f, 1,5-AG AEOZ UUS DLIEYSH: 22 AREX| BECh ¥ ATS DUEYAI T2 YHS A8t
) YEEH AR
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UGT1A8, % UGT1A9 % UGT2B70f Qot 2222 401QIS AJASICE AmZ 2| S22 Q1N S+ 28K (human uptake
transporters) OAT3, OATP1B1 % OATP1B39| 7|&0|Lt, OATIYH OCT29| 7|H2 = X&otX| el dn=eZ2Te
P-glycoprotein 5! BCRP (breast cancer resistance protein)2| 7|Z10|c},
AnZ2| Z27 3 Z2HUAE (UGT§¢I16HX1I OAT3 X{8ixf)2t et Z0{A| Amt22|Z2 7 %o* = (Cma) 2 5 E-AlZH
M (AUC)7F 22 26%, 53% S7HSHRIC O2fet ti3t= AN O ojn|Ql= 20 7&K ottt
mlnpa\ E2ZUGCT R B2 HPEX| YUCH RuA0| A 0| Qo2 0[0] YT UGT 242 REX2H
HEE msfof pich
An| Z2H(0AT32| 42l (in vitro) X8, OATP1B1/1B3 %= & KatH|)2t ASEE AP0 M EHEA A2 Z2%
Crax® AUCTH k2t 15%, 59% B7HSHAC. Ol2fst 3= QAR o2 9jn|Ql= 2 l’(EIX\ AL
2|H Aol HE0| oot OATP1BL/1B3 U2 +4K4Q Xaile An2e|Z2T Cmax } AUCE 2tk 75%, 35% S 7HAIZICE
0[2ft #sh= AMMOR o|0|Qls HOR ZHREX| UYL
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400 mg (12 2|cH 2E8Z0| 4ufof i) 7ix| s SOSIE O, Ofttfot S LIEILIX] AT 0] %42 =5 T HiES
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ol TR o714 o2, RHSA, 4EkS 9 ]| wuol HERI YIS HEOR AEl0] Siet 91¢i0l 9188 woiET
S35 9 oIl 571 54 ROl ATZ2Z2E Ay 820l 104 0140 B0 S IS0 BHLISICE ch
=42 HE 9 AT A, AR AR B2 44, 4, B8 Eg 44 9 09T oA 3 ESGNENO S1E thaet
JIet ¥ TRA0[ES] S Clust EEGst 22 ot ot 3 3 9 9% o 3 9B 2R0LNS] 7100 28
S0138H WIS Tolet e EEG A4 Ko 2% AR O[5 o12/0t TSI A B0l 2, et
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o2l 20 A10] 1= 280 cig H0l2eFH 374 BTf2ei 27 25 meel 14 59| of 4 RIS Al 243
M2 o Bote] 27|T8E BRpieCt

AT TETR 9H S4o| gt

o1} 32|E 2712 9170] Sel s AROIH &3 0] 57 8201 100 me/ke/ SH(ANSABET ) L4 M= 59
SLTJUH0l ST SOISIGE 1) B WU BIANIIT HSUTE 4 P10 51 8201 K2-nel 52 orgngo
ow st XM tﬁmo| 7}X+E|o¢9|_1300 mg/kg/"‘ Q.Et(ou]lr:\ang 5‘[” o\g i§o| QfZGHHOH *H:})()”ME Jﬂ;m
°*°'Ef 7ﬂ’ THE SY2 H=00M 300mg/kg/2 014 B0 M 52 HISR BEEHOLL, 100 mg/kg/2 (A2 Z2
A0 el M= E0| of 1880l el ol = T21SHR| ALY = 59 9 A0l = Soig OLf, A3t 230 Y= 2oz
20[X] Q=L

Am2|Z2TI2 A7 0rRA0 21 820l 1000 mg/kg/¥ S (A2 E2T A Yy %9\ of 628H01] SiE) 7R
SOSIAS Of B LS SIAIFIX| YUC 31 0IRLA0 A= 1000 mg/kg/Y S20A ME EUS REIHOLYE, 300
mg/kg/%‘ SH(YUZ2AZ2T 2k e =E9| o 118101 i)l A= T22{5HK] AT 0|E1§ é%QI LA7|H2 Aol
HBY > Y=, MY (ot ol thAt Z20] Tt 24 0FR A MTEQl 2010 QEHO|Ct 3 ORRA0] MY B2 A2t

>
>O

M2 4 gl MxFl 9 ME FYL
20| gl= HO= ZHEICY,
K2 8 0|2 oM - ZHLH HEE| ot Z0 M AMB2ZRTS el A X7/H] A0 Fefet Fors 2O|X| UL

7|1J§§*c17\7f Z An22| 22718 S0{otS o 7| 40| LASHA| ULt Ciot 2H| S4 S0 BB S22 HE A
ARt} 2{012 S Reretn EM0|A BHERX AHEHS BIHAIZICE

HEolMe M H - & 24 Aol AntF2|Z 2T Hof Q4 59| o 4o scts 2A| B0 M7IS| KIS LAt
Al 0|E+5J HE2 Am22|Z270 A Y4 iél% SYst HA =H0|ME= HO[X| AYULCE of 2t Aol
AN SR
0] A2 K7 SHA (juvenile toxicity)of W 24 221U RE{9OUTIA| A2 Z2T100 mg/kg/Y B (AnZ2EE2T
Aoy Lt %%"’J 25mg2l o 1180l S S F0i3t TN FoitR| HOHM A4 WX AFY M 3 S8 20|
T ol2f3t HER 135 Eot9| 4ES $01°W 42 8|5 7|2t Zof AfzECt

2) AN HE

AE A F¥ (Cardiovascular outcome)

0|Z &7, 919 ChZ AlgdQl EMPA-REG OUTCOME 4AIEIONN StolEl Z4EUASHY HEHA Feto| Y= M 28 Y

SHxtollA EF K| 201 7t £0fet 0] 410 mg X 25 mg &S S A4S v wstACt. & 7,02082] EXHO| 2 10 mg:

2,345, 0] 9 25 mg: 2,342, 919: 2,333%)7t £0f 20 311 (FYat) 5O FHE|QUCE B AFe 63*1|, B HbAlce
8.1%01%41, 71.5%7t Lrgolgicy, HolAztelo] 4 HEEZAI 5—01 SXb= ©A| BHXtol 74%, ©1ET £0f 2Xh= 48%,

“E“'Oiﬂof S0 SAH= 43%0|ACH AFEA| O3+ (eGFR)0| 60-90 ml/min/1.73 m2Q! #txt= 52,2%, 45-60 ml/min/1.73

m2 EHXH= 17.8%, 30-45 ml/min/1.73 m2 E&H= 7.79%0| Tt

Hlo]Aztolof|Af 5’8%‘1@%06%), E3(23%), TESUEDH(21%)0| EOI=|AT, FA| etXto] 189014 271 O] 4]

FHEUASL UG RA Tho| HOIE|QICH H|0|ARRIOIA AIRCHARLS] OF 8197t 2 H-QHX| QEI A7 KsHH], 65%7+

HIEF-XFEER, 43%7F Ol A, 7797+ AEHE, 86%7t S ATHH|K|(CHR 2 OtAT|R)) S 583t QUAUCE

127 Ao A H|0[A2tOl CHH| HbALcQl B HEl B (& A 7§48 (adjusted mean (SE) improvement)2 #1% 0.11%(0.02),

0] 2 10 mg 0.65%(0.02), 0| & 25 mg 0.71%(0.02) 2 2 ZAE|QICE 7| 127 0|1F Y ZH £0I70] 27| e{0] 2| M=/

0 A3, 943 AFol|A HbALcSl BRE B (EE LA HNE 29 0.08%(0.02), 0f 9 10 mg 0.50%(0.02), 01 % 25 mg

0.55%(0.02)2 1 foh= ote| ALt

EMPA-REG OUTCOME YAAIE S| Ut BIt s 0 HEEA 2 AZI(MACE)Q & LM 7HK|9] AIZHOIACH MACEE

AYEA Het A, BIXHEE Y2 ZM HIXYY 5 Z o2 HIEQUCt EA 242 0] of 10mgt 25mge Selst=

02 AP0 A= =/ A ALRol| A E MACES] {efHloff Chet HIZS A 3H4|(1.3)0f chei M B FS A S HEsta, HIFSHo|

USEH LS ABst= A HlE| 9y ZHO| ABEAC

0] &2 9{ofTt bl uS o UKt =8 “‘7}%4—(&.‘%171\ Aot Al HIXEN 42, HIXYE

°é°f°‘ﬂf( 2 1) XE mite 48 A Fet Aol oIt ZA0M 7|3t 2020

=EF0lE folot Hstot At

5|Z3)E HAA7 Hof
(332), BRI H224 2 Xy

32 1. MACES| ZHE X 245
20

——— Placebo
........ All Empagliflozin

Patients with event (%)

0 6 12 18 24 30 36 2 48
Subjects at risk Month
Placebo 2333 2256 2194 12 1875 1380 1161 741 166

AllEmpagliflozin 4687 4580 4455 4328 3851 2821 2359 1534 370

Placebo
- All Empagliflozin

Patients with event (%)

0 6 1 18 24 30 36 LY) 48
Subjects at risk Month
Placebo 2333 2303 2280 243 2012 1503 1281 825 1

AllEmpagliflozin 4687 4651 4608 4556 4128 3079 2617 1122 414

E3UN 28 B2 ¥4, 2 TR0 gt 12 232

STl vs 919

9| o ofb

2 o 0] of (95% Q)
ABCHARE 2 2333 4687
MACE(MEZA Tt A, HIXNBH MTZM HINB HZ5) ARIN (%) 282 (12.1) 490 (10.5) 0.86 (0.74,0.99)*
A Hat YN (%) 137(59) 112(37) 0.62(0.49,0.77)
HIAIHA M2ZMN (%) 121(52) 213(4.5) 0.87(0.70, 1.09)
HIXIEH HZE5 N (%) 60 (2.6) 150(3.2) 124(0.92,1.67)
2E YOI ALE N (%) 194 (8.3) 269 (5.7) 0.68(0.57,0.82)
H-2I S B LS N (%) 57(24) 97 (2.]) 0.84(0.60, 1.16)

2 X2 (Treated set, TS), 5 AIEAS 18] 04 £0f e &}

b 0] o 10 mgat 25 mg 5S¢
* MACEQ| /&Hlof ci3t B[S 3tAl= 1392 MBE D, ]
MNEEUCH 2 Alg 237t 57 240 ZFE Lﬂ1+0|\ °\*
OFX A|§|;l7 0| XiEZE‘O‘i[}_
't'ﬂof‘: Qlot @ (Heart failure requiring hospitalization)
ARMOR oIt Jlof ot il HMY B2 W}E\"‘E}
EMPA-REG OUTCOME Algfofl A Am-32| 22712 992t b| notlS of 4 RM O olot gl
2.7%; 919 4.1 %; /& HI(HR) 0.65, 95 % C1 0.50, 0.85).
AZEE (Nephropathy)
ALESO Bt HoHHAELS SN 2HOR HILE| L)
EMPA-REG OUTCOME A0l Af, 8B b0l A7 Ei= of3hEl MRS (4 AL0 0 U 9 Iafote|H ol 28 7t
A Rg o (BAUEN) AR Y A-HO R Qlst Ao Holg)o| K LT o] Azt cht /&I (HR)E 0.61(95% CI
0.53,0.70)0I{Ct. (ATH22| 227 12.7%, 1 18.8%).
Eot HYARULTL Qe B0 XA HAAL L Fi= OHLREU 29 M2 Qjoftiy| AmIB2|Z2 X0 o
E | LIEHITE (AT22| 22T 49.7%, 99 28.8%, $I2H|(HR) 1.82,95 % CI 1.40,2.37).
)o|otngg 01)\‘01 XﬁE%(—l
7h Aot AmokE D5 (A2 2| E22)[(F) s THto| A ]2 chxof XFE\"W 5Uz| 1(Hn22|Z27)
EELERNE %0'( )] 2X2 WAAGOZ Zh 1HM 7Ze 4olofA 2= Al Bl ZRE06I0] 315 ¥F
AnZ2|Z27IS X AL H| uHIFESK|(AUCE, Cmax)S 2k eHst0] 571\11a| 12 mf, WK 2] 9094127 7Ho|
l0g0.80I A logl.25 O|LHZ M MESHOZ 5532 YBsIRCH

AEY UB F Y42 YTt Cox izl 91F 20|
(significance) p24(0.0498 0| 2Hof| S| = 95.02%

9 AgS A (B2 22

Hlagores Hagotes
T E AUCo-2ghr Crx
o o) Trahr) tiafh)

g | moemswan
z | (@m2az EXI) 20874553 LY | o?)'?gom BEESRD)
of e BRI EIES) 2 .
)\‘ CQI[}OWB ‘
g | (@n3z ggxl) 3050625 B3R | o " 7642140
4| [(F)sTH0RE Y el

90% 42|72t log 0.9866 log 0.9093 _

[IZ:log 08~ log 125) - L0466 - 10533

(AUCt, Cmax, tl/l, B £ EEEK}, Tma; 3Y2U(ES), n=31)

AUCt: FANZRE HTEE S AN G EEST-AI R
Cmax: H1¥EESE

Trac: H1ES ST THAZ

ti2: Y AH B

*HIUHIIEKIE 2Oetot BRK| k12| 90%4E 72t

2o

)

o

LE QAZESYAIATIE MTEH 20l [, Al Aty 10U (AT 22| 22 T)[FS 7H0I 279 ’]8 = of
Al

o o]
YTeE)s el (Y22 Z2 ) (S 0| Rl el BlnSEANRE MECISOn, iET SEYYO|
SSai5iC, olol mat o Az 2 M ABSNESHS elmsiert
0 e mE 0o ANYSI0NR g 259 g a2 SU A28 NBS SYRRzggoR
H3y2 WSt 2RIl I%t MEsHHS

[MYYH] 71287], 42(1-30°C) 2 2
THZL2RE 36 42
[(EZEA]308/48
[FIZ2I2|AH] GHETHALO| A (Z 7| & ohgAl S g RIS EH2250)
[HIZR] FSH0I 2RI (F 7|2 SHEAl S Hof8th2218)

o
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