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ED=KERFFFAIARDIANCE ° [(AS BB 2B 5 R EY B D4 (102, 11)] - BED
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MEXBRENGERER  BEERZFE2IRPND 2D - B - 10 - 30K%100 mg/kgWEHEIEEH
%46 Tempagliflozin 290K & LE - 7£100 mgkgEZ HEZE TN (IRIBAUCEHE - HER &K IKE
£25mghV1318) - BHEIBRESIENMULB/NENBLERIRSE - EI3ENAAZEREIRER
% APREIZRZ| LR R - EEARETEAEBHEEHBEMEESRARBHEENE _ 2R
ME-ZIHRBNREYGRSE -

RENRFIRBREREEFEBETR - empaglifiozin2EHERANBREFKHA(E—Z28)0RES
MiA - EEE300 mg/kegIEHEIE ( RIBAUCETE - 2RISR EARAREE25 mghJ48E21281F
) PREZEBERARKE - TSI R ARESEBEUNESEIET - BEA700 mgkeEHEIZ

( HEREAEAREIE25 mgiV15415 ) - BREMUKRSEBEZAZEAZIEN - EAREF

+ empagliflozin = ZF B RE R AR A - MR F i HE S AempagliflozinE £ ( 700 mg/kghIE H
HE - HEREAKERKREIE25 mgh1391% ) E5|8BRAEZHM -
FEZRENENMERREBSHEBT - 48 Fempagliflozinl & S100 mgkgWEHEZE ( IHEENR &
KRERREIE25 mghI1618 ) - BRIRFERFAWBHAZIWILE20K (EY ) Bk - B REERERE
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BT - I H MR P EYPRELEFI9E70.634 - SERA - MEEAZEE2 R 24/NRFEABE X
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TEAEINO55T ~ 491 (6% ) BEMT5HE © FEEAJARDIANCERE BINFEARAZHIZ E R A o [ HE B E
T RSB RGEEHEREIR (6.7] - HRERTSHENEAMS - BEASERVHEEARRENEE
JE I 22| ~ TARDIANCE 10 mgf1JARDIANCE 25 mgZEA 73 R 52.1% ~ 2.3%F04.4% - HHREm
TSAEIEANS - WREBRENEERBREREE DI 2L - JARDIANCE 10 mgflJARDIANCE
25 meEETRAD - BRIA10.5% ~ 15.7%F15.1% [[F2BEERBAEREIE (5.1.2) UE AR RE
8.2)}
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R—IESH HEER P EBNEAEFEMB 4AIKBIRZER30ZE /)R 90 mL/min/1.73 m?)fE AFT#ETH
JARDIANCEM#EZEFIR BN A L2 M et Bl FE2BRRERER (12)] - RitaiEd

+ 1952 FTARDIANCERIE A BB M 1605190 mL/min/1.73 m2 2 BB #4 Bk BB R MAETE ~ 915
& FJARDIANCERIE A BB HR45F160 mL/min/1.73 m? Z BB 44 IKE B RMEHE - MI7BRA
BB N 305145 mL/min/1.73 m2 2 BB 44 EKBIE R H5THE - JARDIANCE 25 mgfIFE MM
BEERABINENREMERSS - BIEEAE - BREERVARNKE - DR REREHEBIARR
AR - ASEEBNENRELAFESREEEIREIRG.1.2)]
E—BEAEONMELRARD - 1819FEBER60 mL/min/1.73 m?2Z B4 BB RMAETE Z B INEE
Z{EmABERIARDIANCEE - WG OMEL T RMREAREE N FESERAARERN
(12)] °
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TN RBEREME D EEE FNIEEARKRERLRA
- Il s [FEREERTIEEIE (5.1.1)
- BRAERVFESREZLEIREIE(5.1.2)]
« REMMERELEX [FE2RERLIREIE (5.1.3)]
- HRAREZRERERESWYERZENEME [F2SREERIREIE (5.1.4)
- BREEEMHEXGEIERIER) [F2REENTIREIRG.1.9)
s FHERUERE FEREEZRIREIE (5.1.0)]
- BENRE[FSBREZREIESIE(5.1.7)]
- BEREREELRERER (LDL-C) £H [FERERETESEIE (5.1.9)]
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AR RS BREESEARNMR FET - RItER—REYWER KRR P AABRRIIN AR RER
R FREES —RREYNEARGBTITERINARRBRERETER - TRARMRERR
RANT PR ER -

%SEI’J%}J%EEE%&T%_ frEﬁéFF/\Lﬁ8741524L;t!ii"“ﬂ¥9‘,5"'\=’\3f€5@ RIEERARERNZE
B #4150 B 2 18 B BB E 1M 2K - JARDIANCEE H P 1R /IEREB/RAER - E5IMIEHR
RAREEFIER [F2REREBRER (12)] -

BRI M 19762 % A Y JARDIANCER R B8 - TIEERMAAL23E - HAESER
B (N=995) * JARDIANCE 10 mg ( N=999 ) {JARDIANCE 25 mg ( N=977 ) EH—RHEE -
ZIEEN T ER R565E - BB3%IBIBTSH - RENBB¥EE (55% ) BEM ; 46%RBBEA




50%Ai A 3% RBATIEBEEBA - IEHRNBS7%EBBBSFENEEKRBRSE - EEEMSE
B IgIR(CMEEER (HbAlc ) 738% - EXERE - KERSRERE 2/NIEHZENSHEERE
RIRERE (1% ) ~ RAERE (8% ) SE&RE (16% ) - BI%NREARBINEEEHEE
EINEEAE - %R ARTEBINEEAE ( FIEB#IKBIREMETE%86.8 mL/min/1.73 m? ) -
35 #FFIJARDIANCER BB HIRMN B RARKIE ( ABEEIE ) - BEFARREEEER
AL {F1E - TEJARDIANCEAARNR BEEXRSNLREI4E - MBTEJARDIANCE 10 mgsk25 mg#H A
HBERSRIENR2Y -

R 3 ELUZREIHIRAIJARDIANCE ERFENSHEAMRABEE T - EJIARDIANCE A%
£>2% - BERZEBANTRRE

R LRI (%) JARDIANCE 10 JARDIANCE 25

N=995 mg(%) mg(%)

N=999 N=977
W PR 38 Rk ke 7.6 9.3 7.6
LR RR BB R R L5 5.4 6.4
R 3 R S 3.8 3.1 4.0
BEPR 18 NC 1.0 3.4 32
MAEERS 3.4 3.9 2.9
RAENTE 22 2.4 2.3
5B M A TE AR BB R 2 0.4 3.1 1.6
IEHY 1.4 2.3 1.1

GRERTER Y AR RIEBERR - B1FE (1BARMRR )  WRERR - BRI ZEFRAE ~ BEREK

b MATBRBERREETIARKIE  SN2I2EBERS - REREE - SN2X - INIRERE
EfE - EEREE  EERTKRER  EEFRERKE - EEVKRERE - INERREX - FEEK
CREEBEERERS - AEMEEX - STEAAUER - HUBREAN IR EHE ARSI T

. ZF (N=481)  JARDIANCE 10 mg ( N=443 ) * JARDIANCE 25 mg ( N=420) -
GlEsfaR 2 ARRIELER] - 615 (BARK ) : ZFR - SEERMER -
IBMEBERBERLEETIARKRE : BIBEMAX - BEX - FEREEKRE  EEVRER
- BRAREEEX - RERS - B - SAEE2E - AUZHANSEUZHABEARERSE
. ZRIE (N=514) ~ JARDIANCE 10 mg ( N=556 ) * JARDIANCE 25 mg ( N=557) -

3

58 ( B1E% B ) L REl - JARDIANCE 10 mgHIJARDIANCE 25 mgZHARB R EEAFI 2 Bl &
0% ~ 1.7%HM1.5% °

BEh 78 O = E /)
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JARDIANCEE 5[{E 2B MAK - EMERMEABTERD @ UKEBREERVHEHBARKIE - H




ShIEZ RN HRBREAARNAEYZET  BRASHOEEAERE (W (BxX) METRE -
WoARE R - BRK - EIME - BIMS - 2EMEMEBRER ) ELRE - JARDIANCE 10 mgfl
JARDIANCE 25 mg#A AR EREE B2 B 50.3% ~ 0.5%F10.3% - EEEMEABSH D ERHEA
. JARDIANCECfE R MR E IR EH [REREHEEHTIERSEIE (6.5 6.7)] -

PERRIZM

WERIRZREHREARAROAREEIBEET - HRIEMN (NZK - BREER ) FARRIENZESE
ZJARDIANCEASRLZREA (R3) - BEIRMS - ®RRELEHE - JARDIANCE 10 mg#]
JARDIANCE 25 mg#HRA03E8H tL 6l 73 Bl 50.4% ~ 0.3%74100.8% -

=M BINEEAE

EFJARDIANCEE iR S LB B AT I R EB IKBRRMEETE (2R%KR4) - EEHMBREPE
BIUNEAZHBA - BEBRANTIEOREE (2R%K4) [FERBAREGEIREIR (6567

—ERIOMEARHRD  EHENSFERERERIJERNMBINEAZRR - EUZRAAR
FlempagliflozinFfriE A= MR B DV BB B INBEFTE T & -

x4 HARARZEFHRERIVAREBNBERAZHR D - MENKBEFNBAIKBIRRMG
5T{E (eGFR ) *HHEMNEFERAVE(E

24 AL R E B B A M B BUIE
JARDIANCE 10 | JARDIANCE 25
Z R
mg mg
N 825 830 822
. AEZET (mg/dL 0.84 0.85 0.85
sgapgE | e (mg/dl)
eGFR (mL/min/1.73
5 87.3 87.1 87.8
m-)
N 771 797 783
. N MBS BT (mg/dL 0.00 0.02 0.01
B | e (mgdl)
eGFR (mL/min/1.73
5 0.3 13 14
m®)
N 708 769 754
X N ALEEET (mg/dL 0.00 0.01 0.01
EEE | P (medh)
eGFR (mL/min/1.73
5 0.3 0.6 1.4
m-)
D EBINEEREP




JARDIANCE 25
Z RIE| mg
N 187 - 187
¥ 2 /dL 1.49 - 1.46
senf i g | WVEET (mg/dL)
eGFR (mL/min/1.73 443 -- 45.4
m?)
N 176 - 179
. N AEEET (mg/dL 0.01 -- 0.12
ERs s | e (mgdh)
eGFR (mL/min/1.73
0.1 - 3.8
mz)
N 170 - 171
X N ANESET (mg/dL 0.01 - 0.10
CaiBRs s | (meldh)
eGFR (mL/min/1.73
0.2 - 3.2
m2)
N 164 - 162
N ABE BT (mg/dL 0.02 -- 0.11
Brws |2 (medh)
eGFR (mL/min/1.73
0.3 - 2.8
mz)
N 98 - 103
AER B
1DI: = | MUEAEF (mg/dL) 0.03 - 0.02
¢ eGFR (mL/min/1.73
2 0.16 - 1.48
m

AR R 2 =0

bEThEEAE RS

“RRIEAEEL3E

R

+ eGFR >301B<60 mL/min/1.73 m2f—ZB 9B A

BMENEER (RBHEBED ) ©IIRERS - JARDIANCES X S R e ta bl iR RERZEY) 7 B
EMIERISEERE EFt -

x5 iRRZE

BB REAED AR NREVEMESGNRESR

L b

ZEIE

JARDIANCE 10 mg

JARDIANCE 25 mg




( 2438 (n=229) (n=224) (n=223)
AL %) 0.4 0.4 0.4
0 0 0

EAMetformin ZRI% + Metformin JARDIANCE 10 mg + JARDIANCE 25 mg +
Bt F ( n=206) Metformin Metformin
s n=217 n=214

(24m) ( ) ( )

AapE (o) 0.5 1.8 14

BE (%) 0 0 0

Bl Metformin + 27 R | JARDIANCE 10 mg + JARDIANCE 25 mg +

TG R = e E) (n=225) Metformin + Metformin +

BtH ( =BG Rk REREEY) =BG R REREEY)

2438 ) (n=224) (n=217)

AARE (o) 8.4 16.1 11.5

BE (%) 0 0 0

EPioglitazone 22 R | JARDIANCE 10 mg + JARDIANCE 25 mg +

+/- Metformin (n=165) Pioglitazone +/- Pioglitazone +/-

B (2438 ) Metformin Metformin
(n=165) (n=168 )

752 (%) 1.8 1.2 24

BE (%) 0 0 0

BlE 4/ 27 R | JARDIANCE 10 mg JARDIANCE 25 mg

Metformin (n=170) (n=169) (n=155)

F (18:84)

HREE (9) 20.6 19.5 28.4

BE (%) 0 0 1.3

EIVMDIEEZ=+/- 22 R | JARDIANCE 10 mg JARDIANCE 25 mg

Metformin (n=188 ) (n=186) (n=189)

A (18i84)




FaRE 0% ) 37.2 39.8 41.3

B % ) 0.5 0.5 0.5

VRESEMESS - MBRMMEBEREEREZFRT0 mg/dL
b}%ﬁ%ﬁﬂﬂﬂ%%# FEHE (EROREERD)

RaEA (BEREXEDEIEBREYRREA )

IR ISERRAANNSRARRERNVEIE

LIEREER SR

EHENELREISREREBNAZEIIED  FEFAEERE (NREEERE BERRE - &
EERERERP - INERBERIRER - DIRIMEXK ) WEEERZLIARDIANCESEAHSNZ EE‘J/@
BEH - e PEEI;U,*J JARDIANCE 10 mgF1JARDIANCE 25 mgfHA9fE A 7 Bl £50.9% -
4.1%3.7% - REERRARMEBLEBIEES  EEIXLREAEETR0% @ TER
JARDIANCE 10§25 mgia F BFEPRB0.2% °

LHEREBERPELUERATHRERTSNEY (2RFK3) -
E?%%;JARDIANCEmmg(1EE73°01%)%nJARDIANCEzs mg (0.1% ) AENBEHEAP - BEH
BERSRNESZRENEEE (0%) -

WERIRZREHREARAROAEIIBRETR | TEIIARDIANCEAENEAF - zﬁéu‘zﬂ’l

(W RBERR ~ BIER ZERIEDUREEN K ) WBEXRTIESNLREAE (2R5K3) - BlEHN
BRMBPRERARENEA  SERSHHRES W IRBEG - BIBRE R P ,;.KE’\JtM&'J
- FTEZ2 R - JARDIANCE 10 mgFIJARDIANCE 25 mg#H A 73 BlI&0.1% ~ 0.2%F00.1% -
WRBRPELMEAPHREERRS - THEKDECEZEZRE - JARDIANCE 10 mg#(l
JARDIANCE 25 mgAMZ MmAT - WREBRFENZEEERDHR16.6% - 18.4%HM17.0% - TEHHE
AR EZ R - JARDIANCE 10 mgfIJARDIANCE 25 mgfAMISEMHRA T - WRBRPNEER
DRIE3.2% ~ 3.6%F4.1% [FLERKIEEEESEIE (6.5)] °

L ES ]

MBMEEET 715 K eGFR PR

YA EFHJARDIANCERE&EA - B MBMEET S K eGFR IR - BLEE(EZBBRIEE
E—IBUREBENEAZTRASHROHED - BIRABANFEIEEE - £ —BRANOMERS
Rtk - MBMBETASK eGFR BRIERIBF —MKRA#B580.1 mg/dLK-9.0 mL/min/1.73 m? - FA55
ER - FIaEEBEERIE - #RAIFEAIARDIANCER - M MAE HEE(EEBINREZ(EPn
E-ENES -

EZREEEAERER (LDL-C) FH

TE#EIARDIANCEREREA T - BHEZERBEREERMEREE (LDL-C ) HIRERSEFREMN
FIR% - EELEE - JARDIANCE 10 mgfJARDIANCE 25 mg/8EMm AT - LDL-C/ Bl =7
2.3% ~ 4.6%F6.5% [ESEERBMTREIE (5.1.8)] - FHEHEEHIDL-CREAS AEA ZBVE

E7590.32190.6 mg/dL -




s tFH

TiEL B R BN AR - EREANMEEA IS T F1.3% - MIJARDIANCE 10
mgZEA125 mg#Ag EF2.8% - ZRIE - JARDIANCE 10 mgF1JARDIANCE 25 mg/ARN—FR MR
EESEZHERNBAT - 2BIF0.6%  2.7%F3.5%ILE IR A E A RIS MIL B BB BSEES
Bl PR

8.3 LCmiEAEs
TEEJARDIANCEE’JJ:FETﬁﬁﬁﬁ i‘«% EPL%’*EEH*E’JK? }il* EEEA?E‘LEJiF;%EE)\ﬁﬂﬁEEE’\JE%ﬁ

BEEER: B
B EREEEMHEXGEERIEER) - REBMMERASHZE X
ﬁa%&.ggﬁﬁ: ffe &
Bl R REER: 2HEES
REER MRS ER: MEMKE  WEKRE BINKEZ - =
9 B=

L T IARDIANCE BZEBEMIER - BB - BRI ARE #H MR BT B FRempagliflozin YRR
TSR -

=
=
W

10 Z3P4EH
10.1 {EFR#%EE

Empagliflozinth —1&55 _ BIN- B IEEE3ERE ( SGLT2 ) - SGLT2EEBERWHEB #IKBIER 52
BIRZEEEN T ZEERE - 3EHAIFISGLT2 @ empagliflozintl g /> B 288 2 EE EN
BIRWER - WREERHESEEBERWNEE - FEIIEMRE TS -

Empagliflozin 78] BRI B IRUT - 1BIIIAKLRM/ NENEE ;| EoE v ESEEIBINE
CBIIEZE DRI B R E AR - IR LTEEHAE N EE -
10.2 ZEZEIBHH

PR

AEE A REREAR Hﬁﬁﬁ—”T‘Jempagliﬂozin?ﬁﬁﬁﬁfﬂﬁ%@ﬁZUi'f’aﬁ7][] - MESHRA—=X
25 mg empagliflozinf® - RO #FH 248 - AEIARE - IRt ENR78¢/H ; EBHRA
—ZR10 mg empagliflozin E\U:{:iﬂﬁﬁiﬁi%ﬂ%64 gBFEZREAREBER12)] - #REEZHED
HEE’”‘Jempagliﬂozin 10mg ~ 25mgMIEIB R R - FIOME - RIESPEEIBMNIEAZ A3 K [CIZIE LR,

R=E

E—IERESHOEERT - Mlempaglifliozin 25 mgB H—ZETAER - FIR4/NFEREHABNE
ERPFTIE NN B BN FE 1R S341 mL - MESKFRIA135 mL ©

100 i B8 A= T 2

FE—IERE D A - ULRE REEHRESHBHIR Y MR A0 2REIHEEZE T
M BRempagliflozin 25 mg * empagliflozin 200 mg ( EABIEAI8E ) - moxifloxacin LUK LRI E| A&
- IR EFE25 mg 3% 200 mgfYempagliflozin - QTcEARIER -




HO3- R A L = ME R

HEE BREN - EFNRE

o=

S CD-V/NEMWistar X B P ETTRO2 FE sl e P A NZ2AIBUE Y - EmpagliflozinE100 ~ 30084700
mg/ke/H ( AREARBAREIE2S mgffEEZRBEENT2ME ) WEIE N ASBIIEERENIEE
BAR . FHEMARERE - 1700 mgkg/H ( AARAERABE2S mgfiEEZREEM0421E ) B9
HET - BRENEEMEBIOESEEZFIEM - EmpagliflozinfE100 ~ 3008%1000 mg/kg/H ( 4
HEREARAEE2S mgREER62 E ) WEIEFAE imﬂl]lﬂﬁ M/ NERRIIEREEE AR - 7£1000

mgkg/H ( HHEEREAREAREIE2S mgRBEEN4SE ) WEIET - SEEE/NEPEREZRE/)
ERBMERENZES - ELEBEEUEEI2EFERE f@h%%‘ﬂﬁﬁ’\]ﬁﬁ%ﬁ ®BEH -

BEEN

ASINAmes IR BSRE AT ~ B2IMLS178Y tht/- NEMEBANR 2T LR KB PR AMZ DT E
BN - B HEEEEE - empagliflozintI AEBBERE 4 KFEE M ( clastogenic ) -
EBENZE

E&RE700 mgkg/ HIBEIZE T (EHEEBEMIEEPHEEREARERE£25 mghV1551F
) - empaglifloziniZF AR A ZENEM S MM RENRAE - FENNFHRKEEERETE -

11 ZEYEFNBEH

IR

SRR A FESE _BRRER AETH R IR empagliflozin FZEYENNE - R KEIZZZ]M
i ZBFEHRUEEHRAREENESE - EOMRE - empagliflozinB ERER.S/NHERKSMETR
B ZEMNIREE NRIDABMMEE - H—A A ESMER ( distribution phase ) - H ™ AHEBEERLL
LEHA ( terminal phase ) ° #3710 mg empagliflozin® H—RAVEER - IBEMREFIIMTHAR NEE
( AUC ) MCpax 72 Bl 751870 nmol-h/LA]259 nmol/L » #3725 mg empagliflozin® H — RHAE R

+ B93> B %4740 nmol-h/LF1687 nmol/L ; TEAEEI S E A - empaglifiozinE S RESIERETE =
BXIELE - empagliflozinfy BB A R 175 ﬂkﬁg_ﬁ%ﬁj}%ﬂ%?ﬂﬁﬂl C BREHSMEYB HBESEA
A -

HERZEERE - EINSEE RS RERREIRA2S mg empagliflozinE FHRE =K RMEE

. AUCPEIEZTI16% + T Cpax FEIEZI37% - LEEE B ¥tempagliflozin 2247 &) /&2 EI’J FEARAMIHEBEK
=& - empagliflozinD] BB —HERA - TN Z=EREARA -

-/D\Jﬁ

IEEF Y B W B DT hET - IBTEIABERI B 2 ASE ( apparent steady-state volume of

distribution ) &73.8 L - @ES & OMR[4Cl-empagliflozinid /&% « LMK AZR ( partitioning ) K5
36.8% + MIREBLE S E ( plasma protein binding ) %386.2% °

HEBR

KIBBFAS M BN N B DT ET - empagliflozinV i R ImBFFR+ R HA ( apparent terminal elimination half-
life ) B12.4/)\FF - #BOKRA ?’? (apparent oral clearance ) BU7%10.6 L/ ; EHRAZE—RE - £
WAUCHH - BREIEERIE22%  Blempagliflozin WF¥FRHEI—2 -

Al

Eempagliflozinf EZH N A MBS EENE - SERZNNHV R =ETEEERE

( glucuronide ) HEY) (2-0-, 3-0-LIK6-O-BHMEREE )  SEAHYNEERES/\REZEYAH
BHI10% ; fe9hatlBe B R - 7 A58 Tempagliflozinf FE B E R E BLHUGT2BT * UGTIA3 »
UGTI1AS



PIRUGTIAY S RIBIES- _Hifs-E 2 R EERE (uridine 5'-diphospho-

olucuronesyltransferase ) @ = TR {CIFR -

Bttt

fi2 = sl Z TR 14C)-empagliflozin/ B /R & - £995.6%RZE BRI GHE M RERE (41.2% ) KA
(54.4% ) BF% - REBDEBPRISHEY MBS E MY MR B EZ(ERRAZZE (unchanged parent
drug) - i & BURB O B ZEY AR S E U /AR B ELERRIZEE -

R B

BINEERS

BraEs _BERFHRABRBBEE (eGFR: 602)/\F90 mL/min/1.73 m? ) ~ HE ( eGFR: 30F/)\
7260 mL/min/1.73 m? ) ~ EE ( eGFR: /\}A30 mL/min/1.73 m? ) BINEEA KR )\u&%‘%ﬂ%ﬁﬁ}%
SEMBEAR - empagliflozinfJAUCH BIERBINBEIE B IS B & 4I18% ~ 20%  66%LAK

48% ; HBERBEMEEENRHE  PEBSEAEZAEZRARERIBEMEIBTIREALN
empaghﬂozma-mli[l?x}%r 183 - WS EBIEEARE R A Bempagliflozings = [ 372 E 8 & THEE
M= EBSH20% - By ) HE ﬁ*ﬁ%ﬁ‘l’empaghﬂozm RO R B PRZEREZeGFR % - .ﬁ'ﬁLﬁi
EYRESIEM - %’%“:ﬁ'ﬁ - TR P ARG YRS BE K Y% BB 3 empagliflozin UK FRIEBFE £ - B & HEE
eGFR NP&MmR D -

HIgELRE

FEEEE - IEEERNINEEARE ( KIEChild-PughD #UEHITE ) BIB AR - empagliflozin®y
AUCH BB INEE E BN E S HI23% ~ 47%LLKT5% @ Chrax 2D I EE R E S H4%
23%LL K 48% -

Tt  BRESIEENABNEE

HEREYE NELTERER - Fik - BIRE=1EH (BMI) HRIMEARE (B MARNEES
BA ) $RempagliflozinVEYE NEBMEAGEEBRARENTE [FLRSEH®RERE IESER
(6.5)] °

@YX HEF

F2obEE Y <X B {E AT

Empagliflozin NS5 « XFETFFECYP450EINER - F2IME B E R R - £ A B2 Pempagliflozinf
FERHEERLZHUGTIAS » UGTIAS * UGTIAILIRUGT2B7ERIENES- -2 R B 2 i
BN BB R (E/ER - Empagliflozin AN EHIHEIUGTIAL ~ UGT1A3 ~ UGTIAS ~ UGT1A9LLK
UGT2B7 - At - AHBZEYHEZECYP4S0EIINEEELUGTIAL » UGT1A3 ~ UGT1AS8 ~ UGTIA9LLE
UGT2B72%8 - Al AT empagliflozinE ¥ 2 ZHYEEFE - FEUGT ( Bl HBrifampicinsk 11
HMMUGTERZFEMELFEER ) #HRN empagliﬂozm,,\EggﬁﬁLﬂEl’J%%miﬁ SRR AL -
Empagliflozin&P-glycoprotein ( P-gp ) MIKRFLENMHER (BCRP ) ZRE - AT A8EBE N AEHIH
FBEHEEEEH ( efflux transporter ) - BRIMNEY)Z BT EE/R - empagliflozin AKX O] BEEAP-gps2
BREYMEFIEER ; Empaghﬂozm%/\n“u)iuﬁlﬁﬁiégﬁﬂ ( uptake transporter ) OAT3 * OATP1B1L
KOATPIB3ZXE ( AZO0ATIEOCT2 ) - ERIRHEEE MR R E Zempagliflozin A& HIHIEE Lt AZS
RWEEER - FIL - FAANEYURE LMRWEESH 228 - BIATEHempagliflozin® ¥i5 48
EYPER A E -



“@W?E?%ﬁﬁfﬁﬂ%ﬂﬁ

FliEESaE UEE_ARERERA ( B ES Ahydrochlorothiazide X Ktorasemide ) - Fim
ﬂj\i\fﬁﬁﬁmetformm + glimepiride * pioglitazone * sitagliptin * linagliptin * warfarin * verapamil * ramiprill{
Jsimvastatin's empagliflozinfVZE) ) NEEMRE ( RE1 ) - ®BEIMREEENZEE DR - Y
empagliflozinff FIprobenecid & 5 iR T iempagliflozin B 2 T~ F£30% - BEAZE 24/ N\EFRIREHEHE
mTlITE BRBINEAZHAMS @ IEREROMEEMIIAR -

B1 ZHEEYEHEmpaglifiozinZ N NEMFE - DILATFIIAUCEC . ZEEERI0% S EE
RN[BEELT100% ( 80% -125% ) |

Geometric mean ratio (90% confidence interval)

i
i Matformin, 1000 mg, twice daily® T
Antidiabetic drugs I ot j,
Glimepride, 1 mg dngle dose® A -
Crrae ; —Q—l—l
Piogitazone, 45 mg, once daily® AT -+
o mg aE: o
|
Sitaghiptin, 100 mg, once daily® AUC | ——
o s i
Linaglptin, 5 mg. once daily® AT .
Crrme ——
I
|
Others Sirvastatin, 40 mg, single dose® A >
Crnae _f_._
I
Warfarin, 25 mg, single dose® A —»-
mg, single AE I
I
Verapamil, 120 ng, single dose® MG Ly
Crnac —-‘--1
I
Rampri, 5 mg, once daly® AU ..JI i
Crnae — H
I
Gerfibeazil, 600 mg, bwice daily® AL | ' ——
Cmax [
! !
Hydrochlorothizzide, 25mp, once daily®  Auc 4 e |
Cmax —{—0— i
]
Toraserride, 5 mg. once daily® AUC ——
Comanc .'_._I
I
Rifampicin, 00 mg, single dose” | ——
Crmae ) —
]
Probenedd, 500 mg, twice daily? L ! ——
Cmax | ——
| i
i I : I 1 | 1
50 [ 100 125 150 175 200
Change relative to empagifiozin alone
. . /— . . f— -
a empagliflozin, 50 mg, B H—X; ® empagliflozin, 25 mg, B % E; ¢ empagliflozin, 25 mg, FH—X;

[p——

d empagliflozin, 10 mg, EXHIE

BERESEER - empagliflozin¥fmetformin * glimepiride * pioglitazone * sitagliptin * linagliptin *
Warfarin . digoxin . ramipril * simvastatin hydrochlorothiazide torasemide LA K 1 BR 3B 22 2 7 224 &) )

B 2 Empagliflozin¥ Z &84 2 B ENNEBNTE - DIEMFIIAUCEIC .« ZEEERI90%EEE
BRRESEHRNLITR100% (80% - 125% ) |



12

Geometric mean ratio (20% confidence interval)

Anldiabetic drugs Metformin, 1000 mg. twice daily® E'Jrgx :b_
|
Glimepiride, 1 mg, single dose® guc ——t
max I +
Piogitazone. 45 mg. once daily® Edca —QA—l—
max !
Sitagiiptin, 100 mg, once daily® ;:Irix .
inagliptin, 5 mg. Iy* uc —
Linagliptin, 5 mg, once daily pe 4
|
Ethinyiestradiol, 30 iy c ——
Oral contraceptives nylestradiol, 30 mcg, once daily® i) —4-—]
L sired, 150 daly®! W Lo
ENVONONQEsine mcg, once dally C-J.l””\ :
Others Sinwastatin, 40 mg, singke dose® e . ';
max =
Simvastatin acid® A L
Cmax —'-:_._‘
RAWartann, 25 mg, single dose®* |
nn, 25 mg, single dos :‘;I.L;, :a:l
S-Warfarin, 25 mg. single dose®* :LIC -
max
Ramipril, 5 mg, once daily® AU | . ——
Cmpx |
]
RamiprlaF Ac
Cmax J|—_
Digawin, 0.5 mg, singie dose® e —:—4—
cmax e
|
1
Hydrochiorothiazice. 25 mg, once dally” A s
max —_—
Torasemide, 5 mg, cnce dally® e e
) 1 L] 1
50 75 100 12 150
. . _— = A
a empagliflozin, 50 mg, & H—X; ® empagliflozin, 25 mg, B H—; ¢ empagliflozin, 25 mg, EHIE; 4 44
. . A PN TN =
Fsimvastatin; © 45 FwarfarindH FEESH) ( racemic mixture ) ; f 45 %Mmrogynon & %3 Framipril

B PR el B &

BE % PR a1 B8 0P ¥IJARDIANCE S 855 )5 LUK B metformin ~ =R R = EEZEY)) « pioglitazone ~ linagliptin & & & %
BENZEEBARENPEBINEAZTHE _BERRER A PITFIARDIANCE °

HBERZRE - £ _EiEKBERAZERIARDIANCESEE - MBFRAlc (HbAlc ) IR MEIRR - HbAlCHEI/

R B AHA T BE E’ﬁﬁ% IR R - ARE - BRI - EEMBMIDIREREEME 2 ABRAES - &

BEEEA

#AETH 986 B BRI R M A S B fHJARDIANCEE BE /A 7 B B4 2 i & 5 < B ) #9 58 be IR Al B

EARETETIMEE RS ESENE 8 ﬂﬁﬁéﬁf)\?ﬁ EARMERNLZREE AR GE2E - E AR R

HHbA1cTR7H10% 2 BEHEAZ B AL BB - empagliflozin 10 mg# ~ empagliflozin 25 mg#HEL £ & Lt

248K - MR RE EIJARDIANCE 10 mgBl25 mg 28 o] fEHbA e ( p<0.0001 ) - ZEREMIEE ( FP

FEENTRE (RRAES) -

<6 JARDIANCE 2 % R | ¥ BB HE A BRI 5524185V 45

JARDIANCE 10 mg JARDIANCE 25mg
N=224 N=224

HbAlc (%)?

B (FiEE) 7.9 7.9

BEERMEZE(E RBREVIIE) -0.7 -0.8




B il = R (AEETIIE) (97.5% CI) -0.7° (-0.9, -0.6) 0.9 (-1.0, -0.7)
EE DAL 1% ZBANE (%) 72 (35%) 88 (44%)
FPG-(mgldL)®
B (¥191E) 153 153
BEERE & RREFI9E) -19 -25
AL R 7 =R (FAEREYIFE) (95% C) 31 (-37,-26) 236 (-42,-31)

25

EERL (FH9E) (kg) 78 78
BEEME BN REEFIIE) 2.8 3.2
BRI 7 ZR FEREFIEE) (95% Q) -2.50 (3.1, -1.9) -2.80(-3.4,-2.2)

T REBDEEGRE - M4 BRRANEER - ARANRPBEANREEEE (LOCFX)
JARDIANCE 10 mg * JARDIANCE 25 mgfZ & E A mA D -
YEHANCOVAEBZIRIpE<0.0001 ( HbAlc : ANCOVABRIGI S E AR HbALC ~ 8
HbAlctH[E - B RlIZESNEI 2 EAE RIS B/ B ZERAFPG -
°FPG ( mg/dL ) : JARDIANCE 10 mg#B ' n=223 - JARDIANCE 25 mg#H - n=223 -

= 3 SEEEHM (5EHE ) R$E2480F (mITTER ) UAEEFIYHbALCE

2 RIE9.4%

ZREIZH - n=226

- LOCF3%

° 2438
9.4%7130.7%0 BUHE 2 UG ¥ T 1
BEINEEMthE - B2



0.25

0.00 4 | N S S i l
2
® -0.25
M
il
5
w
© o~ Placebo (N=185)
g -+ Empaglifiozin 10 mg (N=206)
5 -= Empaglifiozin 25 mg (N=202)
€ -0.50 4
@
=
: |
L~ "
<
o
2 | T
0.75 4
[
T T T T T T
Baseline 6 12 18 24 Wk 24
Week (miITT)

*Mean change from baseline adjusted for baseline HbA1¢, geographical region, and eGFR at baseline

5248 - B BCE10 mg JARDIANCEAARIEA - HWAEBRIb L BB AT AT EFBEE 7-2.6 mmHg ( &%
=0.0231) - MEEH DB E25 mg JARDIANCEAREARIZEEZE R 1-3.4 mmHg ( KLRBEIRIE - plE=0.0028 ) -

EiiMetformin NEHEE

R

BetA 637 BFE _BERBERASE—IETHIJARDIANCE #f Fmetforminfs 7 BN L 2 MBI E S L
‘ZE’”‘UEISOOng/XJ:EI’Jmetformm B (DEEZETHRENS 8 ﬂﬁﬂ*)\f‘a YNEENEEVN !
BABRAERES - Mg AEEHbALTIR7F110% 2 B R A SFEE D AZREIZE - empagliflozin 10 mgZE

mg%ﬂLT‘I}m B °
F245BF - HERZ
FREENME (RXRT7) -

R -

HIJARDIANCE 10 mg8;25 mgZ;a & o] f£HbA lc ( p<0.0001 )

- ZEREMMEME ( FP

=7 JARDIANCEf# FiMetformin 2 Z2 R Bl ¥1 BB B IX 5824 B IS AV S R
JARDIANCE 10 mg + | JARDIANCE 25 m
Metformin Metformin
N=217 N=213
HbAlc (%)?
FOERL (FH1E) 7.9 7.9
BEEIE V7 S{EREETFOE) -0.7 0.8




R 2 178 + metformin 2 Z=E(FREEF19E) (95% CI) -0.6° (-0.7, -0.4) -0.6° (-0.8, -0.5)
ZERHbALC 7% ZTBANE (%) 75 (38%) 74 (39%)
FPG-(mgldL)*
BER (F9E) 155 149
BEEREZ SEEREETIIE) 20 22
B R 7 Z 2 + metformin (FEEF1918) 26 29
AeE
I E (kg) 82 82
BEEMEZSEENE REEFIIE) 2.5 2.9
AL R 7 =& (FAEEFIIE) (95%CI) -2.00 (2.6, -1.4) -2.50(-3.1,-1.9)

UZET IR EVSEGR - MR L BERRANEER - ARAHRABNREEHZEE (LOCRHE ) - $2480 -
JARDIANCE 10 mg * JARDIANCE 25 mgfZREIAMNREAT - 25159.7% * 14.1%F124.6% B35 2 IR
PEHANCOVASESEIIpfE<0.0001 ( HbAlc : ANCOVABRIG S EEEHbAIC » JAE - BIAEAME - B2EM
HbAlcHH[E - B RIZRINEI S EERES E/E2ERFPG ° )

°FPG ( mg/dL ) : JARDIANCE 10 mg#H - n=216 - JARDIANCE 25 mg#f - n=213 - Z& &4 - n=207

28243805 - JARDIANCE 10 mg#BRUW 8B L2 R AB TE AR T EBEE R 7 -4.1 mmHg ( KL BIEIRIE - pfE<0.00
JARDIANCE 25 mg#HRI#EZ 1K 7 -4.8 mmHg ( BZ AR IE - p{E<0.0001) -

58 44 B FAMetforminf & 9H B A

HETHE 136425 _AIER B R A 28— B EJARDIANCE # FimetforminE 23 ¥ 48 /8 B 5k E FI AR FEEE /5 )R B 7
a5 HRAR

REORE B MEEHIAERSE R RRERASEARMNE RN EHEIEASE2E - EABRERE - M
HbA1c/TR7F110.5% 2 ERE A WD ASEIE M A 2 — : JARDIANCE 10 mg3§25 mg ; metformin 1000
2000mg ; JARDIANCE 10 mgfﬁﬁﬁmetformm 1000 mg3X2000 mg ; SLJARDIANCE 25mgff Fmetformin 1000mgS}
248K - HBRNEAETAE - JARDIANCEH Ametforminf 1488 o] fEHbA 1c ( pfE<0.01 ) EEMET L
8) °

%8 JARDIANCEEMetforminff AE Z RI{EREA VAR A Z LB B 5524 B 5 AV M EFS 2L
JARDIANCE | JARDIANCE | JARDIANCE | JARDIANCE | JARDIANCE | JARDIANCE | M

10 mg + 10 mg + 25 mg + 25 mg + 10 mg 25 mg 1(
Metformin Metformin Metformin Metformin N=169 N=163 ]
1000 mg? 2000 mg? 1000 mg? 2000 mg?
N=161 N=167 N=165 N=169

HbAlc (%)




HEERL (5K
8.7 8.7 8.8 8.7 8.6 8.9

1918)
BEAERGHE
2=
E ) 2.0 2.1 -1.9 2.1 1.4 -1.4
HEETY
&
)
5]
JARDIANCE
ZER( -0.6° -0.7b -0.6° -0.7¢
smaeyy | (-0.9,-04) (-1.0, -0.5) (-0.8, -0.3) (-1.0,-0.5)
(=]
) (95% CI)
EAmetformin
ZER

( -0.8b -0.3b -0.8° -0.3¢
REEFE | (01.0,-06) | (-0.6,-0.1) | (-1.0,-0.5) | (-0.6,-0.1)
&
) (95% CI)
MetforminE HIRAAMR 2 BB QRIS
bp-value <0.0062 (BRI TIRIE[ERRAM S MMRMIBEL G E585 « BINEE - & - B2 - [Ei2/8E LU KHDA
°p-value <0.0056 (R DM E[ERAIZEH] MMRMBEEIZ55% « BINAE - HIE - B2 « B8 B K HbA

Bt FAMetformin EATERE PR RERZEY ) S GHEE

#ET A 666 25 RINERFHEA LB —IET{EJARDIANCE #f Fmetformin A K iR B R RIBEEM) G 2 B AL 5
BESBHEIEE/)1500 mgimetformin B ERE R RMEEY AR - NEAZEEHIREBENSE _BRRBERHEAL
FE AR AE2E - BAGERE - MEZEGTAEBHbALA IR7RI10% 2 BB A ZEE D AZREA - en
empagliflozin 25 mg#H#ETTIEE -

HERRZRE - 8HIJARDIANCE 10 mgd25 mg 2 Ao fffHbA lc ( pfE<0.0001 ) ~ Z=REMIEE ( FPG ) B15E!
R (RFR9) -

X9 JARDIANCE f#BMetformin 5 & fk REF %Y~ T R B ¥ B BN 582438 &R
JARDIANCE 10 mg + | JARDIANCE 25 mg +

Zhi
Metformin + SU Metformin + SU
N=225 N=216

HbAlc (%)?




BN (RI9E) 8.1 8.1

BEERIE Y 8L REEFIEE) 0.8 -0.8
BRI A (AR EIFEEE ) (95% Q) -0.6° (-0.8, -0.5) -0.6° (-0.7, -0.4)
ZRHbALC <7%ZIE/A (% ) 55 (26%) 65 (32%)

FPG (mg/dL)*

2R (F9E) 151 156
BEERE S RREBFI9E) -23 23
LM 7 =R REEFIIE) -29 29

AeE

EHAEZTI9E (kg ) 77 78
BEEMEZE(EENE REEFIIE) 2.9 3.2
L =R FARZFHEE) (95% C) 2.4 (3.0, -1.8) 2.7%(-3.3,-2.1)

UZET IR EVEEGR - MR L ERRANEER - ARARRARANREEHZEE (LOCRHE ) - $2488 -
JARDIANCE 10 mg * JARDIANCE 25 mgMZ /BB BAL - 2BIB17.8% ~ 16.7%F125.3% N EIE 2 UG
YEHANCOVAE S RIHIpE<0.0001 ( HbAlc : ANCOVAREI G S EEEHbAIC » JAE « BINAEMME - BEEM
HbAl1cHB[E - (B RIZRINEI S B ERLES S/ EXERLFPG - )

°FPG ( mg/dL ) : JARDIANCE 10 mg#H - n=225 - JARDIANCE 25 mg# - n=215 - Z& 4 - n=224

et

£ A Linagliptin{E & Metformin & /7 i & Bf) A 2%
E—IH686 B E AR FERAGSMNES  EUHRHED - S¥LIJARDIANCE 10 mgd%25 mgff Flinaglipt
RSHNEYIRZ MY -

A% FAmetformin(Z£ /1500 mg/ R)NEAZ E X HIRBENE _BRRBERA - KOBNESLREIEARZE 1
HHbAICSETETHN10.5% ZBRIEA - D111 1 EE BB 2 B 2548 7E e B AN E S —4H | JARDIANCE 1(
linagliptin 5 mg - 5linagliptin 5 mgEAJARDIANCE 10 mg3%25 mg#H A EE R 218 /5 i -

2524385 - JARDIANCE 10 mg/H %25 mg/H #f Flinagliptin 5 mg/ HREEAR - HERERIKL 2 ERAE - f£H
<0.0001 ) FIFPG ( pfE<0.001 ) B HsT LBEZFRILZ - Hlinagliptin 5 mg/aBEARLE - JARDIANCE/linagliptin 2.
JARDIANCE/linagliptin 10 mg/5 mgh8 AR E N0 ZE 25t EBZR) FFEREJARDIANCEE A - B2ERIE

B 0% 08 B 4 Glimepiride fff FMetformin 7 ¥ R EEEQ M B 55

#ETA 1545 B metformin) 8 BB B A X ZEHIHRIENE _ U R BB A SE IG5 HJARDIANCE 2 B
#iFE A i MEZEHIDAEEHbA LT iR 7H110% 2 BRI fE A & BEt% 2 A glimepiride ZH5XJARDIANCE 25 m;
25523805 - JARDIANCE 25 mgHglimepiride &l SEHbA1cHIFPG R P& ( B3R10 ~ B4 ) - JARDIANCE 25 mgHgli
B2 E FERIYFRINE0.3%HTERIED 4R R 1E - Glimepiride WEHFIOBEIES 2.7 mg - MEZEBAIERAE



210 # ALV etformin Z ZEF IR 15 2 78 A 7 BJARDIANCEEL 3 FH Glimepiride{F 23 58 B 22 ¥ AY5E 14 ¥4 R
iR

JARDIANCE 25 mg + Metformin Glimepi
N=765

HbAlc (%)?
2R (F19E) 7.9
BEEEMIE Bt FEETFHE) -0.7
Eglimepiride Z =5 (AR EF1IME) (97.5% CI) -0.07° (-0.15, 0.01)
FPG (mg/dL)4
2R (F19E) 150
BEEME 8t RERFHE) -19

B glimepiride 7 =£ (FAEEYF191E) -11
ReE
HAEZTIE (kg) 82.5
BEEMEZ BN ARETIIE) -3.9
B glimepiride 7 =5 (FAEEY1I1E) (95% CI) -5.9¢(-6.3, -5.5)

USETIRBEAEGR - BRES2BRBANEER - #RADRPBNSZEEHEE (LOCPHE ) - 5286
JARDIANCE 25 mg#glimepiride /R A P - 73 BIE15.3%M21.9% BB Z UG/ MIS -

bJELS - ANCOVAERI{E<0.0001 ( HbAlc : ANCOVAERIGEIZE#EHbALC ~ JAE « BINBEFIHE )
CANCOVA p1E<0.0001 ( B2EFFPG : HEEIHbAICHEE - B RIZRINE S E AR E/ EXERFPG - )
dFPG ( mg/dL ) : JARDIANCE 25 mg * n=764 ; glimepiride - n=779

& 4 SEFEE (5EHE ) RE528F (mITTER ) MREEFI9HbALCE(E - LOCFE



0.00 +

@
T .025 4
®
u
@ == Glimepiride + Metformin (N=700)
c - Empaglifiozin 25 mg + Metformin (N=693)
O
c -0.50 4
o
=
o T
= o
<
£ Tl
0.75 4 _L
-
L] L] L] L] L] L] L]
Baseline 4 12 28 40 52 Wk 52
Week (mITT)

*Mean change from baseline adjusted for baseline HbA1c, geographical region, and eGFR at baseline

FE52EN - WHRBERNEEMWRAREETI92/E5-3.6 mmHg - Mglimepiride#A R 7%32.2 mmHg ° MR RIULAR)
=2 (pfE<0.0001) -

1048 - HbAIcHEERNEEIWFAERE T 198 {EEIJARDIANCE 25 mg#H A %3-0.75% - Eglimepiride 8 A %-
AEERER-0.09%  975%ERE[A (-0.32%,0.15% ) ( AZTERHASHETR0.3% ) © Glimepiride-FIIE |
ERINRAZEEEREHS mg - F104BHINTMAANT 2 RAZHFRAMBERIEZEYNERE - DIKIEARERE
REEMUEHINEA  HREABEBGLEZINIPFERBEEBHEMLMS - EIEZERESHTF - JARDIA
13.9% M EE S EM M - MelimepiridefHRIZ12.9% -

F104:180 - BRESHERNE(EAERMNEREDR) - 7EJARDIANCE 25 mg/H - BiglimepirideHLEE - 2R FET
( JARDIANCE 25 mg#2%-3.1 kg + Mglimepiride#8%+1.3 kg ; ANCOVA-LOCF - pf&<0.0001 ) -

f# FH 2 Pioglitazone I S G (B3l FEMetformin )

#AETA 498 BE _BUERFRA S B —IET M IARDIANCE # FHpioglitazone ( B3l metformin ) 7 B2
BESEHEIZ1500 mghl_EfmetforminEiE HE 230 mghd _EMpioglitazone 8 E#E - AR E=1THHIFHIE.
ARBERNZREEZ AR EE2E - B ARBREMEZESIAEEHbATIR7%F10% 2 EHE A SHEH S A
JARDIANCE 10 mg#H8kJARDIANCE 25 mg#H¥#E1T/A8 5 -

BN Z AT - HIARDIANCE 10 mg3k25 mgZ 8& nl{FHbAlc ( pfE<0.0001 ) - FPGHIRRE ELE #i st L 78
11) -

< 11 JARDIANCE# FHPioglitazone 2 Z R H| ¥ BB R AR

JARDIANCE 10 mg + | JARDIANCE 25 mg +
Pioglitazone Pioglitazone

']

N=165 N=168




HbA 1¢ (%)
BERS-(YWI9E) 8.1 8.1
BT Y B (FARETIHE) -0.6 -0.7
EA% R 2 7= B+ pioglitazone ( FAEEEFI9E ) 05 (07,03 06b (05, -0
(95% CI)
ZRHbAlc <7%ZImAANE (%) 36 (24%) 48 (30%)
FPG (mg/dL)®
2R (F9E) 152 152
BEEMRE 8t (FAREFIE) -17 22
BZe R 2 = B+ pioglitazone (FIRREFI91E
 ©7.5% C1) 23 (-31.8, -15.2) -28%(-36.7, -20.2)
g=
HAEZTIE (ke ) 78 79
BEEME SN ERAEEFIEE) 2.0 -1.8
LR 2 ZERFEEEFHE) (95% CI) 2.6 (-3.4, -1.8) 2.4 (3.2,-1.6)

USFT B EAEREE - IBESUBREREANEER - GRAMRABNREEZEME (LOCFHE ) - $248F -
JARDIANCE 10 mg * JARDIANCE 25 mgMZREARNBAS - 251510.9% ~ 8.3%H120.6%H0 EHE E UG M
PEHANCOVAJEBEIRIpE<0.0001 ( HbAlc : ANCOVABEI IS E A HbALC ~ AE - BINRENS S - 52
HbAlcHB[E - B RIZRINEI S EER S S/ B XERFPG ° )

°FPG ( mg/dL ) : JARDIANCE 10 mg# - n=163

i R PREA (At HEMetformin /) hia il R =R 2%

MRETH 494 BRBEERIRERFAOREYEER - BAYXSEAREBENSE _LERERASE—IETHEI,
BIFRRERFRAAEEYFASEIUNE S L RE SRS -

BASTEARMNERNZREE A RBESERREEZR ( HlWinsulin glargine * insulin detemirS,NPH insulin ) )57
Metformin &/ IBHE R ZBENEREREE ) - LREIFARZABMERZSESREAR ST S AJARI
JARDIANCE 25 mg/Asi Z BRI ABETAE ; mMARES - LEHFAEZIRS RN R VISBERERES B EH £F
EREV60 38 - OJFAEFEEZEE - JARDIANCE 10 mg ~ 25 mgflZ B EIAN 98 HBEE ZRE £ 9 5545 IU
HEBRRZEE - JARDIANCEGAERE R ( Bl EMetformin X/ IEME R XEEYERESAE ) EAE18ET
HbAICEAFPGESEMsT LEEZERIMEIRE ( R3R12) - HENR LR - JARDIANCE 10 mgsl25 mgBH—RIEE
iBE NEEDLE -



7% 12 JARDIANCEff AR B & 2 ZRIBI ¥ BRaL B A S5 18N 55 78 1B 1V 45
18 & 78 &
(BEREREE ) (FISBEOAERS
JARDIANCE | JARDIANCE | 2z&87) + JARDIANCE |JARDIA
10 mg + 25 mg+ BEE= 10 mg + 25 mg +
REZR REZR N=170 REZR REZR
N=169 N=155 N=169 N=155
HbAlc (%)?
HAER (F19E) 8.3 8.3 8.2 8.3 8.3
BEEME L BRREFHE) |[-06 -0.7 0 -0.4 -0.6
M RE Y EZE BREFIE, -0.6° (-0.8,- [-0.7°(-0.9, - -0.5°(-0.7,- [-0.7°(-0
97.5% CI) 0.4) 0.5) 0.3) 0.5)
ZHbAlc <71%ZEA (%) 18.0 19.5 5.5 12.0 17.5
FPG (mg/dL)
AR (F19E) 138 146 142 138 146
%5 % E 424
E) REZB{C ARRTIE, -17.9 (3.2) -19.1 (3.3) 10.4 (3.1) -10.1 (3.2) -15.2 (3.
SE
BT v =R BB TIEME, 95% [-28.20(-37.0, |-29.5°(-38.4, -12.9¢ (- -17.9b (-
CI) -19.5) -20.6) B 21.9,3.9) -8.8)
fes
EAERTIYE (k) 92 95 90 92 95
BEERMEZZEE DL (
-1.8 -1.4 -0.1 2.4 2.4
HEZFYE)
BB =R FHRBTIEE) (95% |-1.79(-3.0,-  [-1.3°(-2.5,- -3.00(-4.4,- |[-3.0b(4
o)) 0.5) 0.0) - 1.7) 1.6)

UZET IR ESE G - IS IS 78 ERRANEIER - GIRARBIBNREEHEE (LOCRE) -
JARDIANCE 10 mg * JARDIANCE 25 mgfZ R A mA D -
BEH#E 5 B ZJARDIANCE 10 mg * JARDIANCE 25 mgfZ BB AR HEA T -

D RIAE21.3%

YEHANCOVAE S HIHIpE<0.0001 ( HbAlc : ANCOVAERI G ZE ¥ HbALC »

HAERHbALC ~ A% ~ & - [BlE2 -
& - [E2 - Ws‘é@; FAENRGIER -

MUK EIR2FaENZ EER -

)

/\EJEQ 5% ~
SAEMME ;

%1

30.3%H121.8%H BB 2 DA
38.1%F042.4%R0 81
FPG : MMRM1#
= MMRM#EZEA’TE%E%EHE% - BAER



S pIE=0:0049
4p1E=0-0052
¢ p{B=0.0463

TEZMDIEE = ( B5KEMetformin ) AYEHEN A 6 F
7%563%1%%:557%*” (MDI ) BREZX ( EHAE= >60 IU ; BRI Ametformin ) A% Z 16| MR
CB2N—-EEE ZREEEBHEE - MFHAIARDIANCEEASMDIE S X 2 BB B AR R 1S E B ER -
FAK—E@%MDIH%%? ( B EmetforminE R L ) FEA—BRSI2ENZREIEALR - BAHRERE - [
A FEE S B2 N0_EJARDIANCE 10 mg ~ JARDIANCE 25 mgsk Z B EE - fm ATEE AR AT - B AHIRE
B EF AR ER ZEMREZR - JARDIANCE 10 mg * JARDIANCE 25 mgMZ BB AR - EEZFIFIIRE
#388.6 TU ~ 90.4 TUF189.9 IU -
JARDIANCE 10 mg/H3k25 mg/Hff FAMDIBR S & ( Bk #metformin ) X - T8 E 18EE O FHbA TR
H(2R*zI13) -

=13 JARDIANCEHABREZR ( A=iEMetformin ) ZZHEIH BB F18BISMNERE

JARDIANCE 10 mg JARDIANCE 25 mg
+REXR +REXR
+/- Metformin +/- Metformin
N=186 N=189

HbAlc (%)?

AR (1) 8.4 8.3
BEERE &t BREFIHE) -0.9 -1.0

AL R 7 =R (FAEEBFITE) (95% CI) -0.4% (-0.6, -0.3) -0.50 (-0.7, -0.4)

UZET BB EER - #HAF1ISBRRANEER - GIRARRBRABNREEHZEE (LOCFE ) - £1888r
JARDIANCE 10 mg * JARDIANCE 25 mgMIZHEIANEAT - 2 515E23.7% 22.8%%1123.4%5@%ﬂ}%%u}ﬁ%ﬁ'
PEHANCOVAEBEIAp(E<0.0001 ( HbAlc : ANCOVAEEIEZEAEZHbALC « JAE « BINEE - HEFHS

F—ERRESZANEEAESRT - aIBARRERESLUERIEEMEBZRE - ZEJARDIANCE 10 mg#H 2
FEUERLIE 7 BB 18 B R52iB19 0] # 5 —20 - 52878 - JARDIANCE 10 mg/HE125 mg/HolFE2 S0 N EBE D
Z R (plE<0.0001 ) - FE2EBEAEINE 2 FIIE{EETARDIANCE 10 mgfAA%43-1.95 kg - FEJARDIANCE 25 |

BIEEAE

#ast 738 [EE R GFREA90 mL/min/1.73 m?5E _BERFHEASHET L ET@J%H”J?GZHEWF*HM |
JARDIANCERR EBFE _ & +J§ﬁ'<rf,—i SHEEAEMARBENELE M pﬁ,% ﬁ?%i@zwo%ﬁ«v* BEAZE (
mL/min/1.73 m? ) ~ 3742 P EBEINEERZE ( eGFR 30F)1EH60 mL/min/1.73 m? ) U RT4BEERE 7F£ (eC
mL/min/1.73 m? ) f/A - #%%194%4* ABA30FEHR45 mL/min/1.73 m2AIE ¥ ZheGFR - Ffﬁ180%F ABEAH45E
m2fE#E L eGFR °

58243805 - TEJARDIANCE 25 mgaEE - KEPEBINEATWANHbAICHIRAET LBERN IR (RR14
» JARDIANCE 25 mg Xt LEZE FNERRIN O REE-0.7 (95% CI : -0.9, -0.5)]5L P E[-0.4 (95% CI : -(



mATEZ22] - MIARDIANCE 10 mgEERMET EBEE N EIRS BT REE[-0.5 (95% CI : -0.7, -0.3)] B TI8E~
EE T8 E PEAZEE - JARDIANCE 25 mghIRR MBS EE B INEE FRRMMBEIE - 5524180 - &/)N\F
FERNGFR A 60EMEAL90 mL/min/1.73 m? ~ 45F{EF260 mL/min/1.73 m2BA K 30EME 245 mL/min/1.73 m2B97% /
0.5%LLE-02% BEBEEERE Q) URERHEETIRERE (6.7)] - REAHE - $£24 8RN &/NFHFEHt
eGFR Z60ZME 7290 mL/min/1.73 m? ~ 45FMEH260 mL/min/1.73 m2BUK30FME 45 mL/min/1.73 m?2BOmA D - 4
50.2% °

R4BAEBVEAREZME _ERRFRAPETHREEHIREER - 11552458 (LOCF ) B4R

BEMPE
JARDIAN

HbAlc
BAANE n=;
B B EESR ( AEEBFIEE ) (95%Cl) -0.53 (~(

apfE <0.0001 ( HbAlc : ANCOVARREBIZEERHbAIC ~ JBE ~ BIBELINE =A%
beGFR%A30FE 90 mL/min/1.73 m2- B3] iR R BIAEIRE - IEAF24 BTSN - &R A 5B
) - 2480 - #WHE D ECEIJARDIANCE 25 mgMZEEIARREAT - 9 51524.6%H26. 2% EE 2 LUIR |

EEEBINEAZHAAHE - HbA1cFIFPGHRIE(ED HT#8 RIARDIANCE 25 mgfi;a B f SR 81 22 R 7 8 i 4% 2
()~ AERAE QUUREHRIEEEREEIE (6.7)] °

¥ E A AR (C /0 ERR 255~ FHERREREA Z/OMEFERER

EMPA-REG OUTCOME:EaR—IEZ D - ZE - BE DA - €5 AFTAEREER - ST EEIRINIRIE
_BUEFREAEA - EEE S empagliflozin B %2 R H AR NN RS 18 PR A B AR R AR E (Bt O M E M RIS R E A -
ROMESHMACE)RERE - E5RA0R1123BHE - FRNMERREYBHEFIEE - 2% - BlolikiE
R R AR MBS ERN B A ETHE - DURREENRBELERINEERER AKaEXHE -

R BEH A 70208 %8 A )8 & (empagliflozin 10 mg = 2345; empagliflozin 25 mg = 2342; L RIH= 2333)il 52t
*c RAT2%ZAIEERBBERBA ~ 2% BEMA ~ 5% RBA - FHFERB63HE - BHAME2% -
ABEENRASEENSE _BERREEREBIIEGI(HbA1c27%) - EEFFAIIHbALCFIFERS.1% - 1M
FBERBBEI0F - FEILIERERT - 2BIAB31% ~ 22%820%NRHE@HBEFTARSSEHLERE - KR
- eGFRFIER74 mL/min/1.73 m? - B - MAES —1E(~30%)5L FE Z1E(~70%) TR TREYEE - 1
(74%) ~ IRE 2R (48%) ~ TEHE K RIHEEY(43%) °

BEEBRERABBEZNE MG RECEOMEER - B —1E(82%)HZ1E(18%) LI MER | KEEMRT
thE(23%) 3 BB ENAR R (21%) ° EEEZRFWMHEETI9ES136 mmHg ~ 875REF19ES76 mmHg * B E
786 mg/dL ~ S EEERHDL)F1IERB44 mg/dL - MRAFTEBEB-YEETEEEUACR)FIFER175 mg/g -
81%MAEZER-MEWMRLAARMNEIE - 65%FR LBIIBABASPHENT] - 43%FZARE ~ 77%E=Z M) T
M/NARE (KBRS P ERVLER ))& & -

EMPA-REG OUTCOME: B F B L ERREERBEEAAR OB HMACE)NKE - EXARDEE
BREFE T BEIFR M OMNEZEMDIIER MM E - KT NTstE S TRTIERZ 108125 mgHE S 77



FERESRELS - ERCxLAIERIRA IR E EEAAROWEH 2 AL (hazard ratio) ERIAS M - DUKES
TEARLESH ENEY - ERIEBRERBRIEHZEMENS —BHER -
JARDIANCEOFEZEREEREBEOMERREET ~ FFX@mONEESIF MMM P E 2 T2ESTEEENE
0.86 ; 95%CT: 0.74,0.99) - e B R % HRMEH 2B Eempagliflozin#l 2 525t 2 /0 M E 56 T f&l b 28 2 £ K F)
0.62 ;795%CT : 0.49,0.77) - 3B OMBEEMIER P RNERRIEZ(‘E (2RRISLURESHES )
mg empagliflozinF SA BRI EREMBE SHSHHOER— -

#F15 FEHFSHGIEFEELIK 2 EIREEIR?
2 R empagliflozin EED
N=2333 N=4687
MMEBRELT - FERmOAAEZESF KD
hEZmREER 282 (12.1%) 490 (10.5%) (
(EERBEENRE)P
SER AR M D AN IBEEC 121 (5.2%) 213 (4.5%) (
IER P EC 60 (2.6%) 150 (3.2%) ]
MMEREAILTC 137 (5.9%) 172 (3.7%) (
WERAREERINE (ER 20 —HEBREMNZHEE )
MEHMPE (HE ) £0.04
CEHRE

Els BREAXFROLMESHNERBERMGEE

204

Placebo
All Empaglifiozin

Patients with event (%)

T T T T
30 36 42 48

T T T T
0 6 12 18 24

Subjects at risk Month
Placebo 2333 2256 2194 2112 1875 1380 1161 741 166
All Empagliflozin 4687 4580 4455 4328 3851 2821 2359 1534 370

Ele (O MERRIFETHRITEERMGFHE
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204
1 Placebo
“° All Empagliflozin

154

104

Patients with event (%)

0 6 12 18 24 30 36 42 48

Subjects at risk Month
Placebo 2333 2303 2280 2243 2012 1503 1281 825 177
All Empaglifiozin 4687 4651 4608 4556 4128 3079 2617 1722 414

MOMEBREETMS @ empagliflozinB RBEEEZAORTEER FEHNEY— - 2#FeGFRAE30ZER 4!
A(Jardiance;5E#H3817% - LRI 189%) -

B D - 99.2% N2 B EBF/EREER - EEMPA-REG OUTCOMEufﬁ HAR - AR ECER463 6130 T {E
oW EROMERRIET @ SEOMEBRAFLTEGDED - BAEAZBNAR AL (X empagliflozin J&7

R R EE R2.4%) °

BERREE
13.1 g%

2-1000§EALU-PVCERSEEREE -

13.2 %A

3
13.3 REEE

A IR30°CEAR -

134 @FERSIR

BN REERINSNEEZEF -

mAERZER
fif % b 25

- FEHBARBIEE—EREBREBNEN - EAEFIJARDIANCE LR HH B
26 BREEFRNFIHEENEMERE AR -

o BIENEANREIRGEHKRPSEER - BIEMET R A - 5 Jﬁﬂﬁﬂ(ﬁu%—_fﬁmnﬁ)
MR IR P SHEMR(EIERL ~ '’ -~ i85 - f)a‘z;’i)iﬂs’uﬂ)il%&) BERBEAEHR
JARDIANCE]IHEUJ'E" [B2REBERIESEG.1.D)] -

i%l]F)\HE%JARDIANCET%‘EQ?“E%%EH%E’\JTEEJEE - BIRALIR EAUEA - BRI

73 Z BRI E[

m2RERAMEREIA (5.1.2)] - SHEAMRKCIBES 180 3% 4 M0 BRAY = PR
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i&%@a’]ﬂ’ﬁk/\hﬁy

. %%%uﬁ\ﬂﬁﬁ%éi%ﬁ%%% (OIBEmEERIE ) - BRmARHEGREREERNE
aﬂ

25 0A N R 3R M PR I8 E 7 s oA B [Eﬁ%%ﬁ%%ﬁ ARFEIE (5.1.3)] ¢

- BEHEA JARDIANCELEH%%%% M E (BIINTERE R REREY)) S EE R AR - SIGNE
MIEER LR - HILOsEERERERED X YEFRERWEIZ - UMK MEERNE
B[R SRERMTIESIEG.14) -
SRS Hix HEMKEE

- BEAREA  SEEAEIRERLIRERIIRITUHEXRGFEERLTE) R - E%FA
CNREERYEEZREZEGEEDIRAR BN ERRE - BASERIT 4R EBBE38CI 5ie
- BB B[R2REREREEIEG.1.9)] -
MR TE R B E R (UNSNERE R )
. E%%%DQEEF/\T BEREREBEMNERRSE - TitHREEREENERMEREHAEBER -
- BOWARZAEEBRDAMBRE [F2REELEIREIE (5.1.0)] °
E'f&ﬁﬁiﬁéaﬁﬁiifﬁm @UETEEE SRR
- BENEMBAUERERENERRS (NBERNEEELERX )  LHEXRIBEHNEM
PIRIEMMNEBRREE -
AT EIAERMBIEE TR ERAEN (FREWNBIEN L ZANLIREZ ) O ARHAE
BEH -
- BOWMARZAEEBRLAMNBRE [F2REELEIREIE (5.1.0)] °
B I
AT HEASBFEAIARDIANCERHIREERHNEEREME K IIEHKENBERES - B35
WALIRE BN ES ME M KIEREIIREE - WEERABLR L FEREY BF2REENIRE
I8 (5.1.7)] °
ER=1GH

- BaAEARAJARDIANCER RB DT PR RIEFS/ERRS -

- BEHEZHEANEBEBERENNEA - MIJARDIANCEA & O] At #1 A8 52 35 Al B b [7 R 45 I I
HERSIE (6.1)] - mlENBEABERZFHERSHER -

M 2L
AEHBEA - AERBEESIARDIANCE S BB RHEEI R EREE IEEIE (6.2)] °
5 48 Ay 2%
. BRABNKIEE G IRFAIARDIANCE - BIREERA - HiEB— LY - FEENECHER A
R - BN N —EIRFRAEER S
Hith
BITE R/ MR L
Rottendorf Pharma GmbH

Ostenfelder Strafie 51-61, 59320 Ennigerloh, Germany

7 S5 R/ Rl



Rottendorf Pharma GmbH
Am Fleigendahl 3, 59320 Ennigerloh, Germany

B SNEF ol iR A A
Boehringer Ingelheim International GmbH
Ingelheim am Rhein, Germany

S/ it
SEEEERBEHRMNARAE
aitmRERBE=R2k1218

1B1IEHER:2022F04 8
#%ZE HER:20228E08 8

S Ry
BB
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