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5. 438
1 o2ty wonig
@ 0l=R| : A0Z2| S22 E|OIX|E9 REH) 0|=R[0] Ol 22HE S7MIZ 4 AUSH, T S HEAC| 9|
12 Z7IA|Z 4 L}
o= o =T M-

@ 9122l U olael 24| ZTN : olsl Y MELS2otet 22 0152l 2| SRR HELS Yo 4 9
CL [2pA, ALB2/Z 2R3 $8A| HEL| 82 F0]7| s, Q182! i o152l 2| ZTRel 832

ZO0{0FE 3 UCE
(3 1,5-AG(anhydroglucitol) Al&: SGLT2 XMsHH|S S8t Bixte] dex
206t 97| ThE20l|, 15AC AlgCR dets ZLE-s 22 #
A| CHE S ARSI
) AESEH AoHE
(D CHE ot =9| A2 2| Z2 70 Cet Fef
MH|2(in vitro) X2 14| L An22|E2TIS| £ AL A27} Q2| 5-CIEAL-ZRIAZ L HEMAT
2t UGT1A3, UGT1A8, ¥ UGT1A9 % UGT2B70]| o3t S22 4ol S AJAfetCt ANZ2|Z 2T QI
E4 %44 (human uptake transporters) OAT3, OATP1B1 % OATP1B39| 7|Z0|Lf, OAT1! OCT29| 7|&
2E Xgotx| =Lt AnZ2|E2T2 P-glycoprotein & BCRP (breast cancer resistance protein)2| 7| &
o|ck.
A2 Z2 7 T2H|HAS(UGT ZAKHA, OAT3 XaliH|)2t EH FoiA| AnZ2|E2T Hiss
(Cmax)2t &=-AlZE HE(AUC)7H 242t 26%, 53% BS7FSISICE 0[2{3t Hsh= AMXOZ on|Q= o=z 7+
FE|X] QAT
AnZ2|Z2T0| UGT S FE HPEX| QT RE40| ZAT 2Fo| o0, o0 YT UGT 24
O REH|2o| HE msHof oiCt.
Am| T 2H(0AT3| A2 (in vitro) X{oiH|, OATP1B1/1B3 AE +&H| KioHA)2t HSZHE HT0|A HEA|
AnZ2[EZE Cmaxet AUCTH 2k2} 15%, 59% B7HSHICE. Of2{ot Hat= AAMOR ojn|Qls ZOR 7t5
|| QAT
2|5l Alate] HEo| ofet OATP1B1/1B3 %2 &M Mofle Ant=Za|ZE2% Cmax2t AUCS 242 75%,
35% S7HAIZICE Of2{et ot AN OZ oln|Qls HOZ ZHFE|X| AQULL.
AnZe|ERT =ET = P-gp MotH|Ql H2IL | HE0i 50l A I0] FASIA =L, Ol= P-gp XsH7t &
22| E220] s A4z [oot Hefo| iSS LIEHHTE
ASEE A7 Ant AnZE|E2T9| AESsh2 7Zet ety HEZ2R, S2|0|1j2|E, 1|23 2|EtE,
ANEFZEE, 2|LISEE, omt2l, H|2tIi, 2to| T2l MHRAEIEI0| ofsh HEtK| oo, M2Y Y BXI0)A
E2tM|0|E, 5|E2 S22 Z2E|OFX| 0] 2JsH HOHK| AU
@ Yntze|E27I0| CH2 =0 oot e
AnFE|ERTI2 KO 2|F HIEE BIIAA B 2| sZ7t 44T QUL 8N
279 Fof 3 82 HZ 20i| O X5 BEE|0{o} SITE BN 2|§ 50| 2ES 2l
X TR E ofZoict,
MiA|2|(in vitro) A7 A AIZ2|ZZ TS CYP450 isoformsS XMeotHLt SEAMSIAIF| AL R =5HX| &=
Ct. AT22|E 22 UGT1AL, UGT1A3, UGT1A8, UGT1A9 S= UGT2B7ZS XofjotX| Q4=Ct. m2tA, A2
2|Z223 0|5 549 71H A= A RS mf F2 CYP450 X UGT isoforms0| BAE A=ATEE
2 QIS AOR ol MEICt
A2 E2TI2 X|E BF0|M P-gpS MotstA| QH=Ct MH|2(in vitro) A& Z2HE 2742, dntZe|E27
2 P-gp 7|E Y23 HSEESIX| obS 2O oA EICE AMZ2|E2 20t P-gp 7| FQI LS HEFOY
£ C|5A9] AUC & CmaxZt 22t 6%, 14% B7FStZICE Of2fot Hate JAROR 90|l AR 2HFE|
X| 44Tt
A2 (in vitro)oll A AmZE| S22 YMHOZ oot WA Z0f A OAT3, OATP1BL X OATP1B3%t 22
QIH| E2 £&H| (human uptake transporters)S XMolistx| oF=Ch. M2t 01 4 £4H| 7|t 42 A
22 ¢l AUOR ofAfEICt
AZot MHKE YO R AR 4528 ¢ At AnE2|E2X2 HEXERI, 22|0(1|2|E, 12325
Z, AEFSYE, 2LSTE, o, 2o|Z, Cj2 4, o)Xl % 278 T|YH|e| A4S3lof axoz [ofst
[o:-13=4 |-|'E|'|-HX| OJO}EL

co= LS M

6. Y5 3! R50] Chigt £of

2 Hoste ool 1,5A6 2F2
He|x| odiett. ¥ 2ES ZUER

N

B
0419 0 ofel AHOf chet AR HEHHOICE HIZIAAROIN 716 atat Bietctol 2HEROR 24
31 9812 0[] 29Tk J2iLf, SEAIE|A S4 = ek chot oSt BB LiERAYICH 21501 o] o1

L
S0{BHR] 94 30| AEIC 2410] Holel2 0] ofo

2z
2)%5%

AMZ2|Z2X0| Al 2RE Seff 2H|=|=X|of it Xz = gt SSA0IM ALZ2|ERTR2 2RE S
8l 2H|=IACH. Lo/ Kol Cifet ofeldS biiagt <~ QICk W2ty 0] R X|g23h= Sot0= +/E ST

OIS FTislof Sict.

Ct.
3 NS
0] ofo] elzto| WAlsol Cifgt FeH2 AATEl b gICt SEAITOIM SEIS T 2ESM ZZHOR Fefet

2 ol gttt
7. 2010 chet =
o] 2k Bt 18M) Dlgto] Lofof chgt oFx1A 3 RezAfo] Erelelof X
8. BIYECIAIS HA
1) E4  ChEQIAIN B0 24213t T{&ixjof 4] 0] ©F 800 mg (19 2Jch 2at8ere] 32640 SHENIHX| el o, 9
H28 S 710171 400 mg (12 3c) HEB2| 46Hol BI7iA| v Eofélgie o, ot S Lt
2SI 0] 9 =5 eSS S AW BIMZICk AWzl Bol= 8% olZHoR wston,
QAR SO[3HR] GIL, AfRIOIA 800mg Eu2f0f Soigt Z%e gict
2 A - B0l SCIE|9iS 29 Hxto] QA Alefof st X|2H HAIEl0{of Bick. oy S444] of ool Ho|
il e ot gick,
0.57 U FiZN0| FoNY
1) of2lole| £0| &x| et Tof Harsic
2) T} 870 HfF0f B 22 Anglel
10.72718 9jgt g
1) Hlgi oy ki
BIZY RIRE obEy ofe)
gl2S HofEL:,
1= 0I5 S ARI0lA HuZ2(E27 o4 8240 10 0]40| = B0IA| S %}
Ch OY20| SA2 A 9 AR 244, M 57 40, T4, B8 o 214 5 chd ot
PN

C}.

&2

0| E|7Lt X XM HIZZISIK| 2222 0| Fofpitt.

=

SHSY, 4els U 2718 o] IO AHS Hieo= AjZjo| SHt 9I%o|

)

, ) &
eletgol F71E HEstE 7|E 8 T210|E{9| 7}, Cnot LT 22 A o, 5l 4 5l alg
2 g T Q| 27| Moot 22 wi0|ZoHy HolE Holdh= oE Eg &4 8l TolE Saeat gl
OIX} of2|ot UX[SIUCY. U Boj|Af PHEE, 2ot 2|ZHE0| Mgl 0X|= Tl Chet H0|ZSH A
AMZ2|Z2H 25 mgo| Y L& of 4ul SO MO M2t 2, Ml B 8 S0 27| HetE ZefsiUC
Am=2| S22 2T 54| gict.

AN Z2T2 27to] wetd Aol 3 SHE 2|1 8201 700 mg/kg/Y SH(AMS2|Z 2T Ak
QA M A= Z0] of 720 SHE)THX| EOISIRS W EF LMS FIIAIF|X| QQUCH 271 HEOA X0 S|
M X|2-gidE mziat 2THo| ok gt ZA| HHo| BAE|ROLE, 300 mg/kg/Y S(AMZ2|Z 2 A ch

7

ore
T AT H 3R

oL o = [
QA Loz o] of 6Nl siEoiME ZHEE|X| oRRiCt D3 ZHEAIE S22 20 A 300 mg/kg/Y 014 S|
M &2 HIZZ HEEIAOLE, 100 mg/kg/Y ST(ATIZ2ZZT A|ch YA HAlLZo| of 18H0 sioilAl=
J2{3HX| QUL & BY B & A0 M= SSIUOLE, AL2E 2210] U= AR BO|X| ghe=Lt.
AnZe|ZZTI2 &3 0rA A1 8291 1000 mg/kg/Y SHATZ2IZ2 T 2|th YA =£9| oF 6280
SHENIR| EO6IAS m Y LMS SIEAIF|K| ARUTE 231 OFRA0ME 1000 mg/kg/Y SEOIA AT B
£ RTOIFOLE 300 mg/kg/Y ST(ATIZ2IZ2T A Y4 LE9| of 118H0f| SH)ollME D2{otx] SRich
Ol2{ot ZfO| W7 |HS AROIA M - Qi ME He (o 3l ThAF Z20f| Cht 22 0fRAS| MHFOl A
Qlofl Q[ZHo|Ct 74 DFRAL| AT ZAS AL 20| gls AR ZHFEICH
X2 8 0|2 QIN| L ELCH SE26| ot wE0M AN E2ZIS pElks X E7[H] Lol Fofet FE
HOIX| SRACE 7|2 7|7t B ANZ2|Z2TIS FOSIAS 1 7[0| LNSEX| UQICH Ciot DA =4 82
N A2 2T M AFX|HH 2(01TS SLBIH D E77|0llA HHERRE ALLE STHAIZICE
HEOMe EM M - = =4 AN A2 E2T A|CH A4k LE=0| oF 40| siESt= 2A| mE0lAM Al
O N ATt 2ER|QICE o2 ot FEke A2 2| S 2T A A4 & SLo MM L E0ME 2O0IX| g
QUCL O Ao Afoflo| 2AE2 E2HSICH
HEO M2 UL7| SHAIH (juvenile toxicity) A ZM = 21UHE] Q0UNX| AmZ2IZ2T100 me/kg/Y &
HATZ2Z2T Ao LAk 8201 25 mge| of 1180 )2 Fofst 2ol Feistr| FOTA| 2|4 LHX|
29| Mgt 3 S8 EEO| 2HHE|UCE 0213 FEH2 13F 5012 A=S FOfSIX| 2 215 72 S0f| A2t
Xk

2) UMAE A

A&t G (Cardiovascular outcome)
0|Z=7H, 9/ T A[ZQ! EMPA-REG OUTCOME AMAIEI0fA] EHQIE! FAHSIHADHY M3t Heto| 9
=R 28 Y EXjo A BE K20f| 27t £0fet 0] 210 mg U 25 mg 8HS S8)1t A4S HlwsldLt &
7,02082] EHXHO| 2F 10 mg: 2,345%, 0] 2 25 mg: 2,342, 2{2F 2,333%)7} &0 Bt 3.1(EUZY) S0t
HE|QICH W A2 634, T HbAlcE 8.1%0(11, 71.5%7+ 0| Q{Ct Ho|Aztelof| M HIEEZDI
Sixb= A Rt2| 74%, Q1T £0f SRt 48%, ML R3|0F £O] BRH= 430%0| ATt AFLA| 0f2HS(eGFR)
0] 60-90 ml/min/1.73 m22! SFRH= 52.29%, 45-60 ml/min/1.73 m2 2HAHE 17.8%, 30-45 ml/min/1.73 m2 &}
= 7.7%0|%iCt
H]0] A2tRl0l|Af ZHAHS A EIEHT6%), I EF(23%), LS UEEH219)0| Erol=|AT, A EHXte] 18%0IM 274
O|&k0] ZAF WAL LIS 2A| Z2t0| SQIE|UCE. 0| ACFIOfA] A|ZICHARIS| OF 81%7+ 2| \I-HR| QI AIA
X{S{, 6507t HIEFXITHA], 43%7F O A, T7%7F AEEL 86%7+ SEALHH|(CHEE ofAT2N)S 283l
UAULE
12% A|™HoflA Hlo|A2t! ThE| HbALcol BHE B (EZ21}) 7HME(adjusted mean (SE) improvement)
2 /9 0.119%(0.02), 0] 2 10 mg 0.65%(0.02), Of 2 25 mg 0.71%(0.02)2.2 ZHEE|QICE £7| 127 0o|= EE
THL S0i70f TAI0| AXSIE|AD O Zat, 94F AIF0|A HbALce| BHE HWREZEQA) MBS /o
0.08%(0.02), 0| ©f 10 mg 0.50%(0.02), 0| 2 25 mg 0.55%(0.02)Z 1 = A3tE| ALt
EMPA-REG OUTCOME AIAIEIS] Ukt H7} B 2R MERA| 2 ARZA(MACE)S] K AM7X|] AlZto|
QUL MACEE aigd2tA Zet A1, HIXH|EE M2 ZM HIXEY H|E ZO= HO&QICh S84 242 o] &
10mgt 25mgS Seot= 24O = ARFHol| AIZIS|ACE Aol B E MACES| Q1|0 CHH BIZSA HAI(1.3)
Ofl Chell A HIFSHE AEsI0, HIESHO0| LB LAMS ASSH=0| FA 2| e ZHO| AFSE(QICH
0| o2 9lofut H MBS uf Ut S LWopHAN(MEEA T ALY, HIN B M2EM, HIX YN =|EF)S 244
AZ|= ool QYSIAUCHIR 1). X2 2ok ME A Mt Algte| Qost ZtAoi|A] 7|01t 4o = (T 2), HiA|

[= =g o1 OOy
Z30I= R A7} GIRICE

= mjo

=
oY M2 U HIXI o
02 1 MACES| FHE =X LU
2 -
1 Placebo
1 e AllEmpagliflozin
-]
=
E 4
£
2
5]
E ]
54
0 ‘ ‘ ‘ ‘ ‘ ‘ ‘
. . 0 6 12 18 A4 30 3 ) 18
Subjectsatrisk Month
Placebo 2833 2056 1% 2112 1875 1380 1161 m 166
AllEmpagliflozin 4687 4580 4455 4328 3851 27 2359 1534 370
232 B TR NS RBE X HUE
2 Placebo
S I AllEmpagliflozin
E
z
=
=
£
&
. . 0
Subjects atrisk Month
Placebo 2333 2308 2280 2083 2012 1503 1281 8% 177
AllEmpagliflozin 4687 4651 4608 4556 4128 079 %17 1722 44

3. YA S g4, 2 FE Q40 et X2 2ap

2o ojop e

Aozt 4 2333 4687

ﬂﬁﬁ%ﬁﬂﬂg AN TE=E L 490 (105) 0.86 (0.74, 099)"
YR AN (%) 137(59) 112(7) 062(049,0.77)
BIXIZE 22N () 2162) 13149) 087(0.70,109)
HIXIZS =ES N (%) 60 (2.6) 150(3.2) 124(0.92, 1.67)
2E 2o AEN (%) 194(33) 269(5.) 068057, 082)
BI-MEE AYE N (%) 57004) 970.1) 0.84 (060, 116)

aX|27(Treated set, TS), 5 A&t 19] 0| A £0f gt St
b 0] 9 10 mgt 25 mg S¢t
* MACES| 2I&H|of Ch3t H|ES $tAl= 1302 MHE|D, HIESY &5 3 QNS ZABSH=H Cox H|
2| olel DEO| AFSEIQICE 2 AE Zapt 7 20| IR Q7| miRol|, 2ol M(significance)S 2let pat
(0.0498 D|2H)0f SHEEI= 95.0200 Y2 Al2|72H0| HRE|UCE
MEHOR 013t 92l (Heart failure requiring hospitalization)
AEHOR 0I5t l2lof B3t WopHsE EIME 2Xo R WIIE|QlCt,
EMPA-REG OUTCOME Al&oi|Af AmtZa|E2 712 9|9t} H|wstRS uf S MO Qlst Qlelo|
A|ZACHUIE2|Z 27 2.7 %; 212 4.1 %; 2/EH|(HR) 0.65, 95 % Cl 0.50, 0.85).
AIEHS (Nephropathy)
AR S0 B3t WA 52 BT S MO F WItE|Qlrt
EMPA-REG OUTCOME A0l A, SEFE7IHa01 A7 B oSl MRS (U0l 2, SN J3jof
E|Llo| 28l 71, A |2 @ (HHEM) AR} Q! MEHOZ Qlot Alafo 2 Fo|E)o| A1 ErMMEX|Q| AlZto|
CHet 2I&H|(HR)}= 0.61(95% C1 0.53, 0.70)0IACH (ATZ2IZZF 12.7%, 2{2F 18.8%).
S HNAR0IL T} Qs SXIOIA X|4He FAULR0l Yy EE O|NYRUL 20| Mt Q|othH| An22|
ZZ2T0|AM O 7 LIERGICE (FTH22IZZ2T 49.7%, 2/2F 28.8%, SIEHI(HR) 1.82, 95 % CI 140, 2.37).
3) AAESS A HEF
7t Aot dimtela)sea| (At Ee| E27)((F) s Hto| A of 2 chaok AC|QE25UR| 23 (A 22|
22 [H2HZAIASIA(F)IS 2 X2 WA EOR 2} 1-M AZkot Moloj|A| S8 A| tre] ZTLE0{5t01 3
Ho| €3 AnZe|Z2Tg ot At b WHIFSEX|(AUC, Cmax)E 2SS0 SAM2[SIS f, B
| X12] 90%412|71240] log0.80l1A logl.25 O|LHZA MESHH o2 S532 UG,

ZtA

aa

{2

+40
njo

TlH

—

Bl2ES TREEE
AUCo-~48hr
(ng “hr/mL) Cmax(ng/mL) Tmax (hr) 12 (hr)
AClefEas YR I 200
Ch=of 22E27) 29871553 36851789 1 0d~6 00) 723112
[BrHRARI A ] e
eimjerEsu| et 2o
AlEet 22E27) 3050£625 366.3188.7 0 Od~4 00) 7641140
[FR=-Hto| 2%2f] o
90% Alz|7zH log 0.9866 log 0.9093 ; R
(71% :log 0.8~log 1.25) ~1.0466 ~1.0533

(AUCt, Cmax, t1/ B2 E = EEHAL Tmax S L (), n=31)

AUCt: SOAZIRE X ZEE ST HIAH KIS s T-AZI S MEHHA
Cmax: 2| D8F T

Tmax: X DEF ST THAIZH

ty2: TE A BIZE|

20z e

* HIuII=AIS 2Ottt B X 90%dI2 72

=rer

Lt QFES S HAIR7IE RTZH 20| w2}, ARt Amtery 10 2| 1 (A2 2| E27)[FE 740l R F ]
2 & AmelE)sde| I (An22| S 27 [FE 70l @FAte] H U8 SAGKIRE HEIZCH,
CHE ot 0| SSOIACE 0lof et eiE X2 2 A YESIHESES USIIAUCE

10| oF2 S TH0|2Fore] AmelE)sue| I (AnZ2|E27), AnielE10Ye| ¥ (AnZ2| S 2Tt
SY AZE AEOI] S HIZYHOZ TSFE FISTHI0I M 240] /& HIESIUS.

lo

xapy

13

27

U7, H2(1~30°0) 22

/

230

w
oxt
of

0

% O|oFE:2 0f210]9] £0i| FX| Q4| 226t BiL|Ct.

X ALB7|BH0| K|\ Q|oFE S ALBSIR| R E BLICh

X O|AES EE517| Hof| HEZME FAAA| 0|1, HEEME QoFZnt ob| 22k6to{of BiLICk.

0| HEENM 2X 2 AXH20251 042 162) 0| HAE W82 “o|AF otHLIZH(https:/nedrugmfds.
gokn) 0 Af gholet = QlELICE.

X HIE T Al AHR7(0t0] ZTE|YALL HE, Wil = Q2F HEY 220 TUME Soto] metstol =2|m,
TEZHEDA| “AH| Ko A7 E70|7 AH|Xt e Dfdhs BASI SRILICE

% O|ofE B Mg A A ot ol ofEob iz |2l (31644-6223)

HIZX: (@STHI0| 2R / 27| = Al FEE HefsthZ 18
HIZQIZ|R}: T AR / 27| = QHA| 0|2 H23E2Z 103

e

112025 48 162 / 5036200-V-000

ne



