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G o JE 42 SCLT 24 4| B (&n3e ek o fEdE % SGLT 240 4] ) ( f.4%
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%55 IR, IR SRR ST A B )’QE’J$/% W‘P 2 g B R 3
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6.5 EHA

6 AFmokEEE 6.5 EHFA

EFE JERSAXEAME A B A TR _
A EHEE - ZEAERS R h 7B 44 1% Fempagliflozinig <7
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el Al ¥ ) &
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Topiramate 2 3 #b.5% 8% &F 853 4] %] | Topiramate st K 455 5 &F B | B
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acetazolamide acetazolamide
dichlorphenamide) % #M1&& % |dichlorphenamide) # & M1k ik
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B SR EIRRET BB A a
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B 2. 8% o A
empagliflozin 10 mgfe
empagliflozin 25 mgéafe 4 AL
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Fa 3. blah tu 5] i A& o bb 7% ${E
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HE R AT 18% ~ 20% ~ 66%14
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BB R 5/500 £ % A M2 K 027035 B

B iR 8¢ 5/850 & B, 2540 MG F R 027036 &,
BT R 571000 & %, 40 MKF X 027037 8
R IR ARE 12.5/500 & A, Hm M F B 027038 &
BB AL 12.5/850 & &, Hrn MM F 3 027039 %
T R EE 12.5/1000 £ %, 3 MK R 027040 B

JARDIANCE DUIO? 5/500mg Filn-Coated Tablets
JARDIANCE DUO?* 5/850mg Film-Coated Tablets
JARDIANCE DUO* 5/1000mg Film-Coated Tablets
JARDIANCE DUO" 12.5/500mg Film-Coated Tablets
JARDIANCE DUO¥ 12,5/850mg Fil-Coated Tablets
JARDJANCE DUO?* 12,5/1000mg Filin-Costed Tablets
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HERF FM

5 neve
et formin A7 F-2 T000 & 8 6. 000 N0 St « RRIR NN © 104 B BLAR 104 MR (F
8 = B metformin 5 ML LMY E M@ GRS L S HMAAS M-l
kB A (monbaine) » WUA A~ PR AL - KRS o Bt metformin & B2 L8 i 8 m
AP IEBRRA G (25 mmoliLiter) « AT UAAYE (RRELHLGER) - ILN/E
PR e S el formin B AEE 5 megmL [ R A B80S B EN (500 ]
S4 metformin # B2 L6 & 600 6 6 F B4 T IR & - OLM X4 Wby (e - BELEE
leartonle unbydrasel ¥4 + b toplramate) 5% 65 @ « 200 MU= 8 MNP - il
WA KGR - MRS (S SH R A RRg) - RAARANHBRES
FHACILA & RNt « o7 AR 480 metTormin A M2 SLAL DB OSLECAL 3368 50K ¢ 80 % 401K
Kb W/ ALHHLAF (L1) - £8 (4)  FBULEFA (S11) « SEHM (7) 4
RSB PH (60,67
ZMBR LR metformin HRZ LMY > BLPE LM BIN LENBRS — Moo % HiLH
B - R AR« (Y PA PR BER (500D

L

IRE 33 20T 5 4
LA RENS O RN S : empagliflozin & melformin hydrochlorde «

Mo BRI AR S mg empagliflozin 4e_t. 500 mg nietfonmin hydrochloride ~ Smg
empagliflozn de b 850 my metfotmin hydrochloride « § g empagliflosin g L 16000 g meformin
bydrochlorde « 125 my illosin 4o b 500 mg metfarmin hydrochloride - 12.5 empagliDozin po b
i I hioride « % (2.5 mg liflorin bu L 1000 my metformin hydrachloride «

#5i mg

Empagliflozin

Empagliflozin & % — 44 #4- k) 3 o 03034 i (sodium-glucose co-lransporter 2 SGLT2) i M -
Empaglillozin #1t 2 .4 # & D-Glucitol,1 \5-anhydro-1-C-[4-chloro-3-[[4-[[(3S)-tetrahydro-3-
furanylJoxy Jphenyllmethyl]phenyl]-, (1S) «

K F R ColinCIOr + 71 B 45091 » A B :

2 WAE

WA mutformin & empagliflozin 8 s s 6 T 1k« &% 207 M4 metformin & empagliflozin
B O3 G OB B MR KA B A AN E S - B AP Z Y GR
Empaghifiozin M A A9 =SB E AL EH o AR MEABAN » TR LT KB CHRR
AU FIAEDLBN P (12)] « P o bl A8 I B B 0 o % 6 A 7 A
o 3 P e AR I Dt MR A AL A B

SALOHMN
SABTEMANE —HBASARA R TR AN mEMSARK D & S - [HAYEIFLiE
B FHS512)] -

3 MEAE
31 AEARE
ERRN TR YN § )
o BIMAON M R WA ATtk 3RS R RN RIFL S EF (501, 5.0.3))
o MAUMATRRIHBRA  RNAU A L RRMAISE S — B[ AN P8R & TR
(513K Az oL & P65, 6.7)) -
312 kAL R &
o HIRAA A ORI A
- HNELR A metormin G MR A ¢ k1R &4 empagliozin § mg & $if 4l 2 metiomin
HCI BB N E 0.8 e
- MPEf4E% empaglifiozin 6B 8 A ik MK A4 metformin HCI 500 mg R 2
empaglifiozin # & b8 # 000 & i :
- MR C R empogliflozin f5 metformin HCI 364 )% A » WA E AL M a ey
HERMEIHE K-
o RIEAAMMAALEEARMENE A TSR BLNE 3 NE (empaglifiozin # 25 mg *
metformin HCI & 2000 mg ) -
¢ MoRBKRAERA SN N E WA K kD metformin 3] &2 690 N &4 R [ £ M #
)}
313 RpRALMANDE NN E
PR KA A KRS F 10} (R 1890 30 mL/in/| T3 mP ey A - [ RM B (1) 0 BIA
CEREH(5.0.1) 2 35 KA ER(6.7)] )] +

4 2&

EHMERRH FHKAOKA

o EARARAL (FMKREE 17 30 mLmivL 73 m?) - AN % (ESRD) &l #5 5 A
TR EIEREE TR (S 11) AR IR & EH(6.7)] -

¢ SHMMERUHNEM P& - CIEMERBME &« [ AN SIS Lit S FH(5.11))

o % empagliflozin - metformin X & X RIEMT KB NE £ BRR S - i B4 o FHAMES -
[HRH SR EFH(5.1.8)]

(1] 2. jlfcll-,]lfu‘ij;)
" l; ‘o

Empagliflorin & & 253 % & ~ F LALLM N RBE » LARHIEM  Gigpn LR S 20
LAFoZ My ~ TR SN KRER - HAXRENT £«

Metformin hydrochloride

M in hydrochilaride (V. V-dlinethylimidodicarbonimidic diamide hydrochloride) & % ¥. A 44 » A &
EESNGSAE LA N GF AN CHUNSIC @ F & % 165.63 » Metformin hydrochloride 3 ig
Yook AR EM - LMY R metformin & pKa th 2 12.4 5 1%6) metformin bydrochloride /&
B pH WA GO AR ET

rlﬂc.\_u Jt /Hi
L, i

1.2 AN

copovidong « T MUK + B8 = fUik 3y (colloidal silicon dioxide) ~ & s o 5% ( magnesium

searale) « WAAG MM P A (hypromellose) ~ ~MJusk + BB ~ (XA PTTREVY T 3§
TLR, S mp/SO0 mg + 5 mp/S50mg - 5 mg/1000 mg) &t Lo ¥ BALHE (12.5 mp/son mg 125
mg/BE0 mg = 12,5 mg 1000 mg )

by

J&X ]
BT 82
14 RE5Hm
Empaglillosin | Metlormin HCl TN T MR Ep ik
smg 500 mg Bhe MEY - 50 | —aBOE RRRERLTREH
b g ke LR 82 PSS, M - B —@REp ' 500,
Smg B50 mg Rl W R | DR E R RERL ) RIS R
¥ e Sode LR AT TS5, F4 s B—@ R R 850
Smg 1000 mg RS AN - w@ | &R RIS b2 ] R
P g e BB AT USS, Ak H— K
T1000
125mg 500 my ARRE -WHAMY R | —DROE EERERL D RER
@ PR LRAMRE TSI12, ¥k H— @RI R Ep
7500,
125mg 850 mg AR MERS & | R RPE R EMIER DD Rm
& S e R AR TS12, Fik K —AIREp
850,
12,5 mg 1000 ng ARRE PHAY - H | —DROPEEEREH D RiGR
@ F ALl e REE TS12, #ik - 5 -RAIREP
1000,

A/ B - e P metfomin ;R A 44 >5 meg/mL « Metformin AR N AR
LR ER SN &V AR T TR T NY-

R L R mellommin A M2 SLMP#  Mored kR 8K - BAER MBS — M £ 512
WEEM - BECRARCR DR KRR LT K5 A - LA~ ¥ $/ 308 Fa e 3 ¥
ML I R S TR & A 4 metformin (metformin SR8 AR« Lo 78 PA R A BE 01
£5 170mL/min) « aMEHMETRE RERAKNES -

AHIRALK RTINS DE W BRI B AR KL EN AN
B BAARAHIEEER -

#t85 metfonmin i M2 LM+ & RAH CHATRAORKET + MR 50T TR 15 melformin 4
LEE N L2 YT ZENS FOTTY

Foopie £ 4 2 LR B metlomiin M LAY 0]+ 2 8R4 MK R&F T 205
A+ Metlomiin % # £ &0 metfotmin 4 M2 3o b 4R FRTABT S ORETENS B Y
TR 84 ) metfonmin Ml B SLALS: < IS A R A RGLIL - MRS I [ LA (303)
X Wik A (11D ]

o EMGERBEHZN  BARET MK S HE (eGFR) -

* ZARETMR eGFR &34 30 mL/min) 73 m’ 89k A « [ R K G (4)]

¢ MRMARAEABYZA FREDRETEG— K GFR - HRRHET &2 REH & 6
A (HEEA) + BERFICRTT KR4 -

Mth QI AR 0 KRS R R M 7T 4 46 M melformin & M2 9.6 TROREAN  RRY
M W 8 RS LR - F MR % A metfomin EMORIM/ YL L Z MR
(70f-Met  BAREHRAITHARN -

F 05 R AR AR L P metormin A W2 LB P KB FREH A LM E o AR SR A
AT - WA CRARAD TR BRI « BRAF L £ A AR T i 0 2
BESIE L8R (65) ) -

IERBBENL KM - RO IRE A BEEE T AT A - DL B8 S AL HRE
ALk Metfarmin « 88458 BALA L 4% 1 5h 8 M0F0k oGFR + % 5 29 A k2 5 7 42 BB
R AR RA R - WA AR S Metrmin &4 = 2 FF ¢+ & R0E R T o bt -

FHRRAAS  BAFEHERCRAM MR ERS  TRECEBRR - CoBRAT AR
FRWARM I BHEARRHORL  RGHEH LM -

RAHE 24 AR medformin H M2 UL T ) b T SR H L B G A da d s RRSS BT,
(A3 R AR o N RO KR RABAESE) « HIRA R (L) ~ SHCHIEE - Mok IR K o
HE LTS Lk RTRG AN T B Aas (prerenal azotemin) - F4 AMEH

5 SRALEER

5.1 $ESELER
S.L1 L4
¥4 metformin 5 ML LM & MET WA - G458 W EIEE 0450 - (84l 11 4 2 L
FHRL AR ARE— 3~ 8+ Haols G - LA « B FRA
W R AT AW R - Sk RO RS R & - R metformin »ﬁﬂJ
FRABME b b SR H (=5 mmolLiter) CRATNERT S l&HRﬂ.ﬁbﬁ:ﬂ'

¢ <l 1Y

Fal
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=
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j LYY &

)

< AR T B melformin 9 4L M AN €95 1B+ & T 38 H metformin A M2 JL88 L
Bt AR ERA RN BN pkae R

;hmm 4 # AL metformin ik 55 1 ALILE P & 3T 4 & B SLEAFR 3
Bt SO IR R IR A R IR T M AR 4 4 B % 4R
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502 WMt &
B 25 AHE B % A 8- b8 kSR K (SGLT2) #p4iM ( &4 empaglifozin) o9 % —HAv ¥ =4t
HERAAN QST ETRRPOT L&A BRRRY - R AR S RE X —BHE - KR
AR LARSALIEAR QR  £XF — L REARHADFAN R AT BNIH IR - e
BERKMMNOBA » L SGLT2 M KGR HA » B P KRR Ao« 8K RRERA 2GR TR
—HBERAN (W R I8EC)] -

BRLRMGHOFA TR HIL TR RS Y & O QDB - RRLARARS S IR
HRFFLART & - DAV &R RRN 250 mpdL > BT B ARIMMBS Y & < 2o X
WM& BAMBER  HEHA 0 LA TR < ERAMT R TRE LSBT
Wk R KBRS -

SHPETHMEUMT - KARLET - BokEmpmA T « st by 003 k2 Bpik bW - M dd mier
R R 1T RRE AR A 0 BREAR — RS KHBA Y & AR LRGLIGRE (LT
167 250 mydL) « % Ak ef ed it R AR AT AR B R & h2 587 L4pA 2
ah s AU RS AN BAFRENR AP EEXNRAT R FRAARL HLEERT R
Bk ol b ER MR SN AR - ARRIRD ~ FH TRYBME ER LMK
(R R - R EMMTF R L) » ARENE -

MMeAE R R AT A RMALE PTG EE MRy FOR A AHRENRR RS
MR &k R MR MER Y] o LA BE

HARFAEFHR  SENEHEDZRGESR DLW - [ LYNIf 12 (10)R W98 7y 44
RO -

RECIRTHEEL MR SR GBEANRT (HoBSMaxXmhn kR gre) $4K
MR H o YR o A MRS ASRAF NG L MM A ERE KT MR

BUEGANMANE ROB LRGN - EMAAL DR E R BELRA Bl -

S1IMRERED

Eropagliflozin 5T 51 8 NEHRE Y  AHRMRERH R KA EER KL KWK S UG
/2N FREMBL)) » 5 RS ¥ A R SGLT2 dpk N &2 empapliflozin w3 = S %
FA KA HERATRERARLRLH - FHEE 2 6445 A(eGFR K7 60
mL/min/ )73 m?) » FRAFBA - KESRABNEAMARATREL BT R LD & 160 B ) AR
Mo+ RARKT LKA S MPAE > AMHLABLRZHN  FTFERRRELT & - AR
BEADOBA  MELRMEHZN AT - MBS ARG 2ZE  WENEREE
LYER ¥ ET SNV R 201

514 B aeHFLIT A

Wik A SGLT2 M8 ( &4 empagliflozin) HAAGE REZKMK N (LIERSMHLERE
SEKAHFTIR X)) ORI - SOLT2Hp ¥ R w64 T E 2 REK R GRS - WIFERARERT
Rt AR R EORRAER BRSO TR [ HRYTALES) -

S.1.5 BHR NS KRN L KRS sty W B il
MO EMREERT NN LI TES R i > LIMBN G LT 2K (o REEE
RS MG K R G R RERE (A RYFREAN(BL)] - Bk RE N HA
o TRAMERS KR EHHAEMEKWRE - Wk D B4 Barife -
S.0.6 TR 4R A B R (2 R KHR)
FAREHEL M E(ALARMAIR — BT RERYETRAR LSRN ER K2R+
5

Fe - & SGLIZHr (& dsempaglionin) Z i Kmm A & + 2 & 1k A 1L s M 2 %
BRO G ALHMBHE AR - R REF O TR 5 REMRRIT

URRLEABERLH BN KBATREAERMARA - AL FRERN S RNy
A SRIMERTRAMARINE - o F U KBRS L FRTHR A 28
ST FUkS  BAARS  FMEMaRRRE  EREAL o teisHE RS o

SITAMERMER

Empogliflozin 4 Y #mA ¢ ¥R LA BMEE QOB LA [FRYFRELB)) - BEHRAK
MR LABHBEARRLNAA FANGAREHL LA SHA&N - AR LRFUERMA S
Q. o

S.1.8BMEN

#A LT AR R empaglifiozin 6 45 A B ILIUE $B R A (o B HAR) ook
SRR ARG IR A T A A RN K SRR
Mk -

24 emprglifiozin 4% X 8 4942 TR R B NCALK 0005 AR T 0k F) Bk b/ 0f £ .8 804)] -

51984 ¥ Buks

v B9 29 34 ¢4 metformin BA KA 4 melformin GBI H %L WA R AN ES et &
BnREEERRULT « ik ERBEANR » THREB>-NERKTFALHRK BN F LTk
B TRMELAM - RH  # 8 metformin LMEM4 & Boz ik b QUFTIRRBILESY »
FUA (MAXBoKBZRRAARLAS) RIRGEARLE L BiLRGRES KK - ¥
ERERBERA  BFRFT-ReXPLINERAB 25T KB BALAR
K[ HLWEREA(B1)] -

6. HAMBE EFR

61 2

B

& R4 empagliflozin gy RMMAFA X RFREE » BARQRENR N Ao B = Z ) w1k
LEES X

LRIk 8 A& empogliflozin @) A A 1E D « Bk M AN E RipRLE KX #h o
RAMMZIIATRAA AR - AEMEE B metlformin 49 4k & Z KT+ 4R 4 metformin K
TARRRMKARERBRZ RS ARG LY TFH, — ) REMBEHEEF L
TSGR AR LG KRR LY TEREAN , -4

Ly B ERERABR R MR A W R MK ALK ST M empagliflozin oF
empagliflozin (LA BRAHD X )R SRR RAF AFBEIL - SARKARNE BRuNEIG
STARAOFEAR DR - T metformin R A HMEORKPLF + AMBHNETH L ALY
(RN RN, —8) -

A% RHMERA R HbAIC>T ¥dkit » R DABHN T RER MM AT F R HES 6%E 10% 4
HDbAIC>10 i3c it R 38 20% £ 25% @ R Joill bR B W8 3F K B 3T 1A » 5k B — AR
o AR E WL TR LR AR R B H 2% £ 4% fo 15% E 20% ¢

BAAE
P L G 27 Y2 L R EICES S LRSI PR £ 12 £ 3% 73
KWL £ - TR E(pre-cclompsin) - A RALIAA - FAML R U G NAH « BERUR 4 6M

o

EXTR ¢ 232 SR AL YRR Y LR AP LN

p 224

ES. §.4.3

L&A LN R H Pt ARME RS MR metformin 6 + metformin R X LR 8K * R
AXRTABRER SR A ARG MHE » R BT iELEIRMQHERRIC NP R
F ) 0 RSB N A FE metfonmin 48 WARRF A <

HthEH

Empagliflozin * 480 % % 21 X (PND21) M4 > 51~ 10> 3042 100 mp/kg 24 B HE M F 4K
R H 446 M empaglifiozin £ PND 90 & b » 4 100 mgkg 68 0 MEF (A AUC - #B B KB

ME25mp A 1348) EMRHRNBRET AR LRT I AT IRRRQ ALEARESLRHY
13 MM TR IR - EEMRR AKX R R TR ERARTRE TR e
ZRM) RBN R e L -

X R RF RER6H0 LR T LMD - empoglifiozin AR AR BT HENE — B ) BH Mk
M« 42 300 mp/ke e B I E (M AUC sH )+ sr %l K 2R A RS 3 25 mg & 48 R 128
) FAHRTAARRKE £ S4ARSHERALENETF - €8 700 mpkg % 0 HE
(HEHRABERME 25 mpg 09 15448 ) - A sera ALK B o 5 ) R 00 & 3% /v < Empagliflozin € & i
483 £ 18 R R M ST+ 2 % F KM 408 & empaglifiozin A # (700 mgkp ¢y B A - a0 R
KGR 25 me ¢ 13948) 7l R AAMIELE

FMAR X R o0& W Ao & & XM o eupaglifiozin R EAR % 100 mp/ke w8 B MWE (KA REX
BAME S mpey 164)  AEREOAMHMMAE LM 20K () Bk - MMALE LR

i AARAER IO mpke/a AMET (MEERRABMENE 25mg 9 448) > TMENTF
REt § 32

Merfirmin hydrochloride : R 4 tf) Sprague Dawley & R &F 4 BB .k X9 0 M2 1 & % 600 mgrkg
& 8 & & & metformin hydrochloride B} + AHET R AT ABE - MREARALFHML OH#
(mg/m® )3t o+ st 5 3 5 3 B 65 R N 2000 mg Wk B 2 R 645 -

Empaglifiozin & Metformin hydrochloride © ¥MESt X R &) B & LA MM 4 A empagliflorin 4=
metformin hydrochloride 8§ » & X % B & & 3/ B 10 mg o 25 my ¥ § &7 & % 2 empoglilozin A AUC
BBEHARH ISP 1448 > A 2000 mp MR A A A 2 metformin BRR AUC KA & 69 4 1606« kWL
INERFTRAKE -

6284,

e

B AR A AL TV - 78 AR KA 5 (empagliflozin & metformin) &£ T & @A A SLAA R
ALK E AR TR « #4880 BB KGRI E IS 1+ metformin & HMEAL P (7
£8 TF#H, — ) - Empaglilozin # RABHA RN (W AY "HH B hHABRTR
HAMREASBNETRAMAA G2 RNMR SR TRHET T HAMPRPRE R -

HARARTENALRASAREGR LESL © 0.4 empapliflozin TR ¥ M L& A RGO T MG
W MEomA FRMLRASMER -

F#

SRR BRI E S o metformin FIRAALP A AMRLMEN S ML FiRAGRE
wZAMNEHOII%E 1% ALt/ X P RMERLE O3 E 12/ - R+ SRR
A AR S MG A metformin @R IR ¢ BB AN BSMHELURGHE RFHTHE

&

ARER 18R OEA QR EAN O RR ML - X W LMY 2 4 6K 04 empoglifiozin - 4k |
Bt U N T AR E AR A0 ESRMM - S LM MK 2E 24 0l ¥
AR LM P RMRRLTIHERAR SB L 4M 8% 85 MF empaglillozin €44
AL A - 2k WA 4K A empaglifiozio 85 R ANR R T P B Bk ABR(T 0
D BIR)

6 AAREAthkitoNi

MREBH AL TR E AR TN - 85 metformin 564 5T K it i % A& A0 90 ¢34 & Msu it
L& |
6.4 5

EABORIMRFTHRERLEBA « HHANEHL -

65 BEA

REHREMEALABALLEBANTHE 24 A% R®H A empaglilozin #7351 xS $xk
b BA o K 4G A e RN - R 4% B metformin iy 1 B SLEL T B HBLIR/ I £ BiE R 22 & KH
(5.1.1,5.1.3)] «

Bk 4 metformin AL ERAR  BENERED P REHNEME -

Empagliflezin
463 empaglifiozin {9 % =20 5% 601X 0kk + M A 2720 4484 empoglifiozin 64 #h% A 5
65 MURE 491 2 456 75 M AR TS R E MAABSEMATRR D NMARAN a8 |
# - empagliflozin 10 my #r empagliflozin 25 mg $-fu— R MM — K AWBF » 5518 2.1% ~ 2 3%
44% TSR LR AREGR K RAOTLL » £33 MW - empaglifiozin 10 mg fv empagliflozin 25 tig
SRR —RAOWVT * 358 105% - 15.7%F0 151% «

Metformin
4 Metformin AR AR T SAANGREERABTN S BB EINTALBATNEROLFRA
HEn -

6.6 FFheF2 |
i H — kB3 MR &% A4 metformin hydrochloride 76 - 5% t W LSE F & - B34k R SR 5 00 WY
RIEFDERLGHRA [P RYFHRRLEFR (L)

67 RAMF &
BARZANERTNEF 2AA (F RRGR £ #3012 30 mLmin1 73 m?) «

Empaglifiozin
Empagliflozin 25 mg ¢ a2 FMEBRARNEN BTN - RARE L [WANEFR LR
FRGALY - WAEFEIANRS + KR ERAKRRAGME RREHFL B - S EMETF 0
AR LS -

Metformin
T K & & metfomin &b §EEHERR » @ UL metformin §H ALK ¢ & AR TMESEFLRE
R - [ LN PR L EETH (L]




7 REHA
1 PE S MR E MM E R

AN M (Carlionic Anhydrose) & &)

BELGTE Topiramale 5, X & & M 57 M 47 %I 8 ( &4 + 7onisomide + acelazolamide 2,
dichlorphenamide ) # @ i f&& ik ¢ ) ¥ s & W (bicarbonate) ;R & + 3 3% F ik
BT R & Rod g AL 5 & (hyperchloremic metabolic acidosis) « i 4k
MROLMORB— R - TREBEAEY & -

[ ¥4 ARHELEBATR R ARG W -

A6 MetTormin S 6 8 v 8%

BELBEE Ak AR WA TR AW metformin AR MM R AR (M
ol MR % -2 [OCT2| / 5 & Bl R4 F Irr K ALIMATE 404
#{ » #4m ranolazine + vandetonib  dolutegravic & cimelidine) ¢ B + 5T 4k 4
St ey metformin A B EME - WH ALY &EARRWRL s ) L4n
{11+

RE AR A R A0 A L -

At

5L HHE | E i@l T Al metlormin HILAKMAOER +

&r [2sAAnSUNS ARNNBEAGE -

Hum

BE LMY | Empaglifiozin M Z MMM @4 b R EF IR MM THAHRAMRE
Bk YT e

&I AMUB LWL URERERKBAR HE - REARTAGA W
SR AMERZN  RRBE IR - BN NNz H  KHEERR D
Z 0 LR Ak -

b R G et

MALHEE | BRMMME TSNS EUALHT (M aullonyhea) IFH - §8 o 6w
el

&L B PN R AL s K (s aulFonylurea ) S OW 2 & 0F M 8} T R R

LS B Y R Qe TR T

b XY X300

r T FABA A4 ] A0 TR NS ek ] e
thiazide % R 49 & R 46 A4 S5 & + AL R MUE 61 + phenothiazine 5 Ry « P kM A
4 - WA - OMRZE R - phenyloin « & EE (nicotinic acid) « # X g K
R Gy homimetics) ~ 4 AT i 3 AT A isoniazid +

4F WELB RS S B R S A N M R R e Ao DRI
S RITH MR BRIV BR BB A BEDRMEALT W,
o L

4]

KL BBE M SGLT2 faid - Milfr STk A Pir MM R AR (.

Y4 MR MR KAWL AEN AR HE M0k OSEWAR -

B 1% 06 M N4

BELMBE | SCLT2 drbI it im B ¥ 0 & B0tk & A AR b R 0 M 2 LR -

AT | AR IRELE & A AR K M R BIE M WXL 1 R K R TR -

48 1.5 anhydroglucliol (1,5-AG) 2 #%
BELOLE mﬁ—l SAG UhRI R MR SCLT2 pHAOAA - REBEHARBETTE -

F¥3 [ FRIRLL 15-AG 541 K Mo R I W] » ST A0 7k I 0 e R

RS 1970 48 A 1] empaghflosn BB GW - FHEBWMA KB DW - BARES
28] (N=995) + empagliflozin 10 mg (N=999) %, empagliflozin 25 mg (N=977) % B — sk o) s - U skot
SFHFME 56 R BA 3% TSR - KEENALE T B (55%) B R L ACHBEA - S0%S ZM
A I%BXALEHABA < HNH ST%AK MG S F AR L 45 R G G TG0
fbs g f(HbALC) & 8% - AR MERLZ [ B FEOFHLIEMEH TR R (7% ~ A
AW RN KA ERY (16%) A IUNNBRALTARLERBATAIRT L %A G A
DAL (FHRAKBE P EHAS R6.8 mL/min/1,731n°) «

& 3 BUE M empaglifiozin SRR F LR RAK (FEMIMuM) - BEFRAMERRE
BYE R 48~ 4 empaglifozin A ML R 7L R M@ ¢ F L4 empagliozin 10 mg # 25mp &
NEFLERENELEN 2% -

A3 LERMK MM empagliffozin KAk & 401 ik BURIM & + 4 empnglifiozin & &

F22%  AEHEMMUNTRES
FAEK UM (%) Enmpaghfiosin 10 mg (%) | Eng 25mg
N=995 N=999 (%)
N=077
BT T 0.3 76
e T 15 54 64
LY TT) E ] A
BEN W X0 EX] 32z
AQRE EE3 39 29
LLE] 22 24 23
EEEL YT TITE M4 ER] 16
S id 23 11
CHARRATFARKAGY - &l (Em) C LNl Adite WXL - sk -

CRULABMMEREIEFHARKA D AMBURAKR RGN ALK TR U A - LABEMN
LAABSHUR - L ARABEN - AALZUEN  ARRALE - FEML - EAAARGER - ;BHRAR -
FRETHEN UL WAL LIRIARE T8 LUMN (N=3R1) = ompaglillozin 10 mp (N=443) + empaglifiozin
25 mg (N=420) »

MBI A RERABY - 0d5 (RFAN) © § &~ ARWNE «

CRUAMBHMERLITHAALAS : RMEAR AME - LABADSN - ERLAUGEH - SHAMA
BRI IR MR« shI TSl nh ¢ A0Rth o) % KA A BT B 5 & © % BN (N=514) « empoglifiozin 10 mg
(N=556) ~ empaglilozin 25 mg (N=557) -

o (648 5EE) 45 8N - empagliflozin 10 my #u empagliflozin 25 mg da 7 ik 94 bk 5 5 M B
0% ~ 1.7%Hv | 5% »

J

Empaglillozin # 3Lig B4 # A& - 0O YR PNERLD  RAMREE X VWA RAS - &
AERE MY M OR KM ERAUT  RRBR RV N FRES (o (ER) 2B FH -
WHRRFM Bk B Ak ERRCAEAGR) £ MM - empaglifiozin 10 mg fv
empagliflozin 25 mg 479 MWK LL 45 ) B 0.3% » 0.5%Fu 0.3% » £ R ¥t 9B E& Y B Rk A
¥+ empagliflozin T8 XA SR B2 B LIt [ RN B A B FIH (65 67)]

B MHRIRAEA

81 BEYRMAA/ZAEN
FRXAFIRR GRS YTHEIERA LKL RS

o AURCP & [ RAKAT B IR A0 SIER L H R (5.1.1))

o MR [HFNRHERESFIF(51.2)]

o RMMREEKY [N AN FERLE KK (51.3)]

¢ RBUAENGIR K /AN EIELLEFA (5.14)]

o ARG KR AR LB R T 4 0t [ A M BIERE KR (51.5))
o RESHURALABROD R B ICORA) [ &M S8 7L 8 FIH(5.1.6)
o LHBMUKR/NLANPELLEEA (51.7)]

o BB R[S RN PISEREEFHGS I

o HAK BulE (AN FNALSFH (519

8.2 B IRA MM

HRMARRRREASEAFHKATRA ) DA X -~ SRYHBR RS ARKI OF RAAS
A% AERES -~RMVBRURTAMESINF ARSHL B EIRATNE - F Ak LRRIE
BRKAF &L+ -

#1 empagliflozin (4 8 M 10 mg #v 25 mg) A metformin hydrochloride (344 B &4 £ 3 1500
mg) ikt WRIISAERRI6H N MEADR —HBEBBATRIFHESE R PEARH
MEAH 926 A+ & B LM empaglifozio 10 mg &% 1271 A » & 848 M empagliozin 25 mg &4 1259
Ao £.% A ~ empagliflozin 10 mg fo empagliflozin 25 mg ¥ 56 M MA + RF R T4 M3 1L 68 Mk
H 5 A 3.0% » 2.8%H 2.9% -

42 Empaglifiozin MR 8E % Metformin ¢ 588 %

4t — 34 % empagliflozin 10 mg #v 25 mg & @ — XM BYBEA melformin & 5 6 24 14 MR 1Rk 8
PoORRBLEARRKPBLRSUBLARSMNATRAGRRAS (RRIARESANR LY
HAES KAL) -

& Empaglifiozin a4 REF Metformin £o ok 8 3 # 84 B 15 &5 5 A &

42 — i A empngliflozin 10 mg 40 25 mg § B — R M W REH melformin ook M 2% K Bi i P &5k ¥ 24 4
UMUK - ARMRAFREP2SNAREXT NI KLY RAN (SRIRE ALY
BRM A IR RAN) FIR K2 (FRLKE]D) -

X2 £-R24WEEBHHMREKRE T £ Empagliflozin 448 Metformin + % M5 & 8 R %
MMEE RSN G E MM OT LES

TRAB £ BN (%) Empaghifiozin 10 mg (%) | Ewpaglifiozin 25 nig (%)
n=22% =224 n=217
bW [ 150 19
LS A 67 04 69
AEA 49 RU 60
Empagliflozin

R 2R 4R 24 0T BRIH BALRR > SR 1 SRGLIR AR &k 6 5 A RF BT IR S 2 18 38 R
WRLHAR - Empogliflozin 1 & LRI 2 LHALRA » 455 5 4 KAk B A& Dok 1R R
{5 £ 8B4 LR T4 (12))

fobig £ 4Lt -

f4 RMMA MR T M R RARFH RS

EE T ¥ EX 1] ‘Enpagiiflozin 10 mg Empaglifiozln 25 mg
(24®m) (n=229) (r=224) (n=223)

W (K} [t} 04

Y () [1} [ 0

A Metlormin 5t M AN+ Empaglifiozn 10 mag + Enipaglifiozls 25 mg +
(249) Mciformin Melformin Meiformin

(n=106) (n=2171 (n=214)

LR (5 [&3 14

aY (% 0 0 1]

[ T YT T T T ET 1] Enpagfifiozio 10 g + Enpaglifiozin 25 g +
] (n=22%) Metformin + S8R & MMl | Metformin + 8t 6k & M M &
(244) (n=224) n=217)
(%) w4 161 115

RE (%) L] [} i

& Plogitazome +- Metformin # M Ex 1] Empaglifiozin 10 mg+ Empagliflozin 25 mg +
(4m) (n=165) F +- P +-

(=165

BA (%) % 12

i %) ] 0

LM 8 & O A +-Metformin Bt EL 1] Empeglifvedn 10 ng Empaglifiogin 15 ng
n (n=170) (n=169) {n=158)

(183 4)

B (%) EEd 19.5 284

K¥ 1% [ ] [E]

A MDI M & & +/-Metformin 5 B 3 1] Empaglifivzin 10 mg Empaglifiozio 25 mg
(asah (n=188) (n=186) (u=149)

Aaa (%) 111 EIN) 413

E¥ % 05 03 05
POROE e M WO ok BN MR N TO gl

CHEBAREN : SERW (ARARIDH)
ULARAFORURLE D — R W 9 1A
RULMNEEED LESIEIYE LT RS

AR B SR

LAEERTBNNRDRIRDHARBAY > E W BMBS N o BMmER Y - BildR 4
ABRBER - Al Aol - A &) WEE £ 0 empoglilozin i6 % %% £ M AE

Al AMBRSRERYH -

liflozin 10 my #o Lif}

in 25 mg SAE %k £ 5 B 0.9% -

A1%40 37% - W4 B KR 7 ISR - AT MR M S 0% * 444 empagliflozin 10 mg

K 25mgit il 02% -

ARBUBSBERNAAHBLRERAE (RR3) -

a.y M4 & & 4k42 cnpagliflozin 10 mg (&% 0.1%) #v empaglifiozin 25 mg (0.1%) 64 &) B 4%

% &4 empaglifiozin @ &M HMM (LK 4) o AR T+ EHAZL YN - empogliflozin 1

Li2X 0
ARERLTBNY MR R RS SR BT HEMN (NEE - RERER) F Ri&ﬁ
empagliflozin 25 mp & 19 #A4R L 2 5] & 0.4% ~ 0.3%5u 0.8% -

FL¥Y. 3
RaigFA £ (H£HMES) 5% A 4 - Empagliflozin ﬂn&fi#ﬂ&fuﬁ&ﬂfﬂ

i

ﬂf’s‘i

L2 3

P 1411

LEENERE (0%) -

B2 TARY 3 R B AR SR ) 4 AL SR AR T S ALK empupliNozin M @A P« sh Bl Rk B
Bl - RERLMEAUARKE) OREIERNRHMR (AR 2) - ARHANGY

AMBE LR AR - BRRUERH PE RO AR

liflosin 25 mg M9 510 0.1% -

0.2%4v 0.

1% +

!
St
BRIl




B RS A LA BANELERRT - AR R Z LKA - empaglillozin 10 mg fv empagliflozin 25 |
mg AKX A LA AR NEL EF RIS 16.6% - 184%F 17.0% - KA RETMMN
empaglillozin 10 ng 4v empaglifozin 25 mg su ey § HH A - L ARk 93 £ :F 5 %% 3.2% -~ 3.6%
Ao d % [ R R L EF65)] -

Meiformin
M4t metformin G AR XA (55%) AF AR BANE ~ B /Eok - RE - RS - HILER
R~ R RS -

TRz &n

Empagliflozin

s NS A K cGER R ¢ P& 34 empagliflozin 564 &) S8+ & 3848 s ik WUBKS-H % & eGFR
GRS » 2 SRR BL - A A ARARFEARARLN R h U » BRAHBA
ERIE « f—IR N G i R bk SUMSTH % A eGFR RSN — R F AR i
0,1 mg/dL &-9.0 mL/min/1,73 m?* « R g Mg - SokaR A @A 0 WMER empaglillozin #
RibaxHHFRILARYER LI HR-KAHAL ¢

MEXBEGR BB (LDL-C) LA 4 empogliflozin iR HMAT » FRKHAERmEOR
B8 (LDL-C) Sl A &4 Moy LA QG « ek 25 AN - empagliflozin 10 mg v empagliflozin 25
mg &R ek A ¢ 0 LDL-C 95 EF 2.3% » 4 %o 6.5% » LR P LDL-CREAL S 4HINGR
A% 90.3 % 90.6 mg/dL =

& XML R BN NP REBHMRT TN TR BT 13% &
empagliflozin 10 mg 80 25 mg Ja Xy b 4 2 4% - % MR ~ empagliflozin 10 mg Fv empaglifozin 25 mg
AR B RS L R HIY A A RM N 6B RTFFFIR 0.6% ~ 2% 35% Mk A
el EANMRABELBRUA LR -

Melformin

LK BLRRRER

{5 29 M & metlomin BRI P « $f 7%RXERANEF ikt & BuR2EEXINK
‘F 2

83 LWiRE®R
ALTRERSRT REFAACARRARS - dRELRAA D ACCKEGHHE XiARAIT
Bit—MAERETEGTATLS  KAL A RRNETZ N ER M -

Empagliftozin

LA TR

B TR AREAM SRR RAIA) - SR EARER R

AWAER5R FHY &

BabR Rl s R SATNA

ERRETREAS £ BHkM  LARAHOEH - ERA)
Metformin hydrochloride

AEM A M BT - AT e e B9 SRR £ AT NGIR T

9 A%

FELLAMT RGR WAL - Sk PRI

% 4 melformin HC) H f A E 4984+ EIERANBS SO XK tH3# < Melormin 1§ RAF B M KK
NYNRENMT & (S LYX AR PERLZEA (S]] - £ RITFHLITH T FRAT »
metformin #& sA B # 170 mL/ 7 sR a4 K88 ik A6R « BUL » B IRAURF BT LR SHA + b

13

# CD-1 o5 RAs Wislar X L4 i {789 2 41080 o #kat45 R R W RRH + 1R Empagliflozin 42 100 -
300 % 700meky8 (MBEBRXBREME 25mg A L2 MAE 8 7248) B ET R M wsit X
ROMARER  AHMEXAFD - A 700mpke/d (HARKSEAME 25 mpmA L2 EREY
4245 ) HMET * W ARNCHE S ¥4 6K H & 8% Ao - Empagliflozin £ 100 + 300 & 1000
mgkp/B (RAEHBABANE 25mg A K62 64) MNE TR €N mikid ) RSMAFE
£ - £ 1000mghke'8 (MAEAERXDENE 2SS mg AR EH 5 8) HMET - # £kl d
MEHTLEMAATREGRM  EEMATEAESFARBN ) ARMAARBEET M -

#4 Ames b i R R~ R LS17BY thet/-o) SUIR B badb 545 U K B IR PO R o 47 3 MR
T oo S R UL RF « empagliflozin M)oF L4 5K Wi R 4% P42 (clastogenic) -

Zd % 700 mgky/ A NET (A QAR Y HRENRABRMNE 25 mp o 1554 )
empaglifiozin #H4 Mk KM A KPR 8 - S H) AT NREBUTEALE -

Metformin hydvochlortde

CRAMHAR (HMEFR] 104:8) LR (SRER 918) BTHRMBMERN, - A DR
KR4 Rk ) 000 mp/ky/ R R LSOO ki K o B ABRHE  UHEMEFOSARKSER
it E 2000 mpdkp/k ) 448 ot A A B ¢ W kB, metformin SN At )RR -
B kb fdddt K NS L kWS metformin A4 MMAATH < K Ml X KER 900
mgkp R Ees  REBATFTLANEL NG -

£ F PI# RN P 3 K A% 3] metformin A 47 8 K 14 093848 © Ames 4 (5. nphlmurivn) ~ B E R
oM Ol RHEAmE) AXEMEXEN (ARAEIK) < SR TRABTRNE R FYF
metformin £ A KRR o

A% 4 600 mp/kg/K 48§ T metformin R 4% Fakdd D AAME M AL H S 5 RER AT
FooEMEMAARE A R ACIANE 24 -

11 Rk SH4E

g2y 4

A8 T A empogliflozin 12,5 mg/metformin hydrochloride 1000 mg 44 4 #/6% » empagliflozin #)d
HF B (AUC) to e XIS TF 1 9% » B XK (Cusx) RIT M 28% « £ metlormin F & + AUCHa

BRTHKE TR 12% » B Cou TH 26% + £ 3h # empaglifiozin o metformin & ¥ ¥ R 122 £ M
AE R

Empaglifiozin
X4

CHMER LKA NP R KA B A 175 K 14 4 empagliflozin ¢ Rdnsy H B - R E KRR S
HHRLNFLAEIAN AR EROER < & oMk empoglilozin ¢ MM 1S P FR BB Ea
BRE - 2o WARTRT 2 ARME £ —Hilik - %M (disuribution phase) » & = & i #H41R
)8 1L ¥4 (lerminal phase) « 4 A 10 mg empaglifiozin & B — XS > STRB T Mo R bR T @
# (AUC) v Crax 2 %1 % 1870 nmol-hiL £o0 259 nmol/L + % t& 25 ng empagliflozin & 8 — X #h36 %
85+ M9 %1 % 4740 nmol- /L #o 687 nmol/L & 4568 M % R M/ » empagliflozin 92 K . X ¥R
8 AR empaglifiozin ¢ R R RAB TR B Ribh RS R0L - MTRME RN H PR
B4R B -

R TR R RIS AT R DA 25 mg empagliflozin @ @ 5 & ¥ MO G
AUC BHAH 16% * % Coax B 6.8 37% » SRR % empagliflozin Rins H S ABE LR EAA TS

15

|| " #mTrAMSARE S metlormin +
| HA AR AR - ke kI kR empagliflozin -

10 MaEHH

10.1 41 w#

EKX

MY 4 empagliflozin » & % =404y~ k) & 4@ 4838 i (SGLT2) 44 #:4 metlormin » % 4 B8
(Liguanide) 4k 4 -

Empagliflozin

Empaglilozin 4 — 4 % = 3064-K) & 46 804K (SGLT2) ¥p#I & ¢ & A W22 ik ds B A8 R IG IR
2 HK M B REAGE + Jikd¥e#) SCLT2 » empugliflozin T2k ¥ B E.38:8 2 &) & # & Rk
A LR GBI R it

Muiformin HC!

Metformin X~ F iRy LA EP—VBEERAGKHIOMAH  FEARA T AP Y
i R PR R L o LR B R ) O BRRE S i W A0 G A W4 © Medformin 65 2%
HEREM &5 0 ok K« RGN R I ) 60 o2 i 3 T AR o i R R O A B R R A Y )
$MAEEHEIE  TEAKALERARY » melformin MR P —UREBARAXLLEA (Bikain
BRAT) BF Ci0EEol /(S AYPELLIEAGC] ' &F 3 RGN kst « R
mellommin i 7 » M b kXA R HEAMBERERAR R Yo P WO KA ETRLT
D .

10.2 Mok M2 44e
Fmpapliflozin
L1133

AR A LA AAY AR — N empagliflozin ik S48 & & 2 6 M - f o9 Mk IRR — ok
25 mg empagliflozin #9648 R TAILE 40 - e MB R - TR RN TAL TByn
# B RA — X 10 mg empaglifiozin » RIF34 e B 83 64 g/B [HF RLRE IR T H (12)] - BALR
A WA o ML X empaglifozinlOmg - 25mp AT - F39% T - KRB ER PR IRE
LER SN

LS &
L£—-HEMS 8 IR P - 5 empaglillozin 25 mp & A — KB4 R ef - X224 LT RERE
AR ERN A | KFH 34 mL - ®F S KGAIH 135mL -

SEKELEe

RN B~ AR AMAEH RN A NN SR AF 0 ERRARERLR MU
L empagliflozin 25 mg » empogliflozin 200 mg (A AME # 8 &) ~ moxifloxacin AR HM6H »
e sadk B 25 mg & 200 mg 69 empagliNozin + QTe % kit & -

103 BANE 2L XH

BRAN - BXEE 2T HEN

EEY 4

# 447 4+ 2+ cmpagliflozin v metformin hydrochloride 41 10 2 /833 - KX PR AL H A LN HAKA -
EHMEBMETAARYRITRE DB RELHAT « TEHMT empagliflozin R
metformin 844 A 7F & B R o AL H 4 o

Empaglifiozin

K& R empaglilozin 7T A4 — AR + FTERA -

£t

WA RT ) oA BB M th AL (appacent steady-siate volume of distribution)
% 73.8L - AR WE 0 R |"Clempagliflozin FAAM &g 8L H (pactilioning) M 36.8% « &
B354 % & 584 (plasma protein binding) # 86,2% -

Fiii s

TRAG SR M4l 8 7y B 5 446 1}« empaglifozin O RLAK % PR 3 £ 3 (apparent terminal eliminalion hall-
life) 2 (2.4 -\8% + Hk 0 MK rk % (apparent oral clearance) A2 10.6L// 65 : BB MR — K1k » LR
AUC # & » 48X 33 o %6 0k B 22% » ¢ empaglilozin &4 K ¥ — 8¢ -

Kt

Afil L F kM i$ empagliflozin &) £ SR Wiy « S ER S R WA Z MK & ook
(glucuronide)t #E4h (2-0-,3-0 A& 6-O-0) ¥ BN ) H WA MM & & £ TR IR N8 M &
S 0% 5 RS IARART ¢ AR empagliflozin ¢ £ R ARG A8l UGT2B7 « UGTIA3 ~
UGTIAS 12 & UGTIAY § Sk Hwk 5°- — g4 8- K) & s 858 %48 7 8 (uridine 5'-diphospho-
glucuronosyliransferase) &) 4 & MM st M -

e

2 WA 2 B [Clempaglifozin 22X 4+ #) 95 6% 69 B ia AR S st dh L@ (4] 2%) A &N
(54.4%) $FE + K057 S8 & T € Wt ba MM A PS5 M B k& & WAL 908 715 B (unchanged parent
drug) » & B 40 ¢ SRR B QR A MRS A R RIE R M .

Metformin

Al

A ZRUKRTF R 500 mg netformin hydrochloride e M ey M £ T A £ £ % 50 £ 60% « B URL
metfornmin hydrochloride £ SO0 mg £ 1500 mg + X 850 mg £ 2550 mg 51 &% » MEM wEEN
TR ARME F ok o | B b AR Y o SRR R AR

A4 848 metformin M e WRGEARBEHER  RBLT L MRREMTEA RS TR
B2 &l 7+ B8R4 56 B I & metformin 850 mg #£c# Cuus 89 T 40% « AUC F B 25% »
iy A ) il o SR AR AT SRS (Toa) RIER 35 348 - LARRMER T RIFH -

286

Rk o R 850 mg PR A metformin hydrochloride £ Rt t9 885 K A (VIF) 395 654 =358 D4 -
Metformin 85 & $b K& & R &4 - Metformin 494 2 kIR » Ry FRRANTR MG A
M -

giic 3

metformin s AR X RME S 621 6% « Rk ARBRERMMEY 1761 FF ¢ ERGF kKT
Aot r— -

it 4

St R R A7 07 RS AL M KRR metformin A i TR (AR P KPR KBA
#) HRERM K -

#ie
DR HREARIBE I0% AT ey 24 L 50 d B RG R I - TRK R EHAMNASK
BRE Ay 35 15 SEAUR BN F 2 ik metformin £ & sk E R -
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rEnn

) ] X

LKA SRR o R 5 AR %K B 4 empaglifiozin 24 metformin i 4h % 1 4 454 B 4T
R -

Empaglifiozin * A 56 H K (eGFR: 60 £/ 5 90 mLmin/1.73m?) + & (eGFR: 30 /L 7 60
mL/min/1,73m?) - & (eGFR: o 30 mL/minv1.73 m?) Baffe F 2 098 A AR B T 508 /14 4
% A B¥ + empaglifozin #) AUC 2 %) B T 2 46 E B 8955 A% 89 18% ~ 20% » 6G%IX R 48% © M #
FHRERGHA - ¢ ARART LKL UK R E R K87 84 6958 A 1 empaglifozin & & & AR
Wil BATRRART L HA Y empagliflozin A Ko RRANT HEE X LR K8 20% « %
R ) B 5 BT empagliflozin Bt BRA R EM F eGFR TH» ARALRBMER TN M
PEE o AR Y AR 467D 8 M 1 698680 5> empaglifiozin KR R 0 &8 M2 eGFR F R
b

Metformin 2 s B R 486195 A+ metformin ida A& f ik F R0 @5 K« B YRGB A PG
AR YL EE () REERLEFN (5.1.1)]

MHET
BN kST R 5 A M R th 6 empaglifiozin f metformin § 4 fy ) B 44k 8 F7
R (Y BIFR L E K (51.1)] -

Empaglifiozin © B R ERAR ~ F RAERAFAET L (RM Child-Pugh 48k W E) B AR
empagliflozin & AUC 2 5L H 46 E K )R 3K 1 8 23% + 47% & 75% * Con 5 BFIRAES EE 4
AR A& H 4% ~ 3% R 48% o

Metformin hydrachloride * % i ST M 2) R 2 % A # 47 & metformin R 38 )RR % -

D N o A
Lmpaglifiozin - A Rt 7 3 4 RTS8 AR BHERBMD) - LA 2AAM (BHS
MHAFEEHEA) #5 empuglilozin &) Rint ) PE R RFEAK BRLE A OBE [ LY #2
oL & KK (6.5)] «

Metformin hwlrochloride * 484+ ) #7 5 # % + melformin hydrochloride # 8 ) P LM EE 4 £
RAEXF-ABARAAZNERMELR - FlTE > HEE - HRESSARTHF HR QBE
IXAARST  metformin #1 8 s i 4E M 4 Bt fudctt P g o

& A A M RAT metformin Mt #) ) & 5 R HHT - A5N B W REARA D HE KR
&b+ Metformin HCL A #2 A (n=249) » X A (n=51) ARRTAMA (n=24) et a2t 48
¥ -

2EA
LKA RS AR R R 1k 85 empagliflozin 8 metformin W4 8 J) 4 4514 5752 {3
PN GELLE I (5.1.2) BRIk 0E2 EFK (6.5)] -

Empaglifiozin * —SR S8 IR 00 Iy 4 A BT F 8RS empaliflozin &) M sy 2y 4L 3 A

BRIHERNYE [ RY AL R B FH (65)] +

Meiformin hwdrochloride © 5t 8tk B & % & B4 v) metformin 7 B W 4w W6 30 81 ) 854 5% ey & PR 5F 44BN
17

M1 SAMA S Empaglifiozin 4877 £ RBE + SURNTR M) AUC R Crun 21188 B 90%15 91
B R 34 AR 100% (B0% - 125%) |

Gaomolic mes rati (M% canfidence inferval)

|
iabeti Metharmin, 1000 mg. bwioe A
Anticiabstic drgs 1000 mg. twios dady® = _’f
, 1 11, singla doae® {
Glimagirida, 1 11, singlo =l -o-:
<
Piogitazano 48 mp, ance dey® juc)
e AL | —a—
Eragiyts 102y eum ey il
Wrnghptn 8 11, anom daly® e i il
Crem —
- L
Othere Simvastatin, 40 . skigie done® -2 -p
- 5
Wartean Jry g des’ ol -
Verspmi, 120 11y, wingie doss® A § 55
[ .
Ravrigrl, § mg. once dely” AC -
e A
Gerrfitrasl, 500 A i ——
b e e | ——
o —_—
Tormsermide, § mg. ance dady” e p—
e -v-o-—l
Ritarnplcin, 80D mg, mingle dowe” AT | ——
(= —_—
2 e
Probenecid, 500 m, wios daly? ol —
NIJ 75 0 ”s 150 s 0
Charge reiatve lo smpagiflozin alone

“empaglifiozin, 50 mg. # 6 — X * empagliftuzin, 25 mg, Y A%, ¢ cmpag(iflozin, 25 mg. % B — £ 9 empaghilozn, 10 mg, &
L.}

# empagliflozin { M 8% » empagliflozin $ meifonnin, glimepiride, pioglitazone, sitagliptin, fimmelipon,
warfarin, digoxin, ramipril, simvastatin, hydrochlorothiazide, torsemide Lt A o M@ 5 2 Mgy h ¥
BAFAERNEOLE (LE2) -

AR ERORRLIRE - £ F A6 metformin it MK R B BE « K AMIE R © B Con it
% ¢ iE K HERT - metformin Ml ¥ FMA W ORI 7 HLY £ B bR B 0 WILITIE &+

WL ZHR
BASHEARBERID N PORMIZARAMRE | Tl - SSTHR AR5 S 5
(empaglifiozin & metformin HC!) i {7t @ R K -

- upaglifloz
YARGREMRIPLE

Empaglifiozin & 30 # ~ &35 16K 1% 8 CYP450 51285 - MAMERF FBAF - £ AR
empagliflozin #) £ £ R Mg B M B UGTIAI - UGTIAR + UGTIA9 & UGT2B7 ¥ RAHvg 5~ 8-
R BAEAE 486400 &) s seqt 4k A - Empagliflozin K €404 UGTIA) » UGTIA3 ~ UGTIAS
UGTIAY & UGT2B7 - Rk > £6HM R % X % CYP450 Msh#& UGTIAL » UGTIA3 « UGTIAS «
UGTIA9 & UGT2B7 24 % + %17 M empaglifozin  HIKF Mih A £ K ¥ - 4% UGT (v
rifampicin 4267 44 UGT BE R 15 S A 4 58 S 4R ) $ar empaglifiozin 3 & 47 ik & €995 B9 &
R -

Empagliflozin & P-glycoprotein (P-gp) i & LA Hiit % & (BCRP)Z & K + MA G H NE F X dedlL
WS A EE G (efflux traoporter) » B 5h B4 % 5 5130 % BAF + empagliflozin & & T # P-gp £ H &
Ming 4 ZA%M ; Empaglifiozin & A8 W HAE & (uplake transporter) OAT3 « OATPIBI A&
OATPIB3 Z & 5 (F 4 OATI # OCT2)  diskia Mo Bk &2 empayliflozin K o ¥p#4E #7 L K A
BAURTZ G Bt AR AR R L RKBERIZEZ LN AR WM empagliflozin & 2
ECEE R R:208 4 2

AR L TR ERRR LKA - AWK YA meormin hydrochloride - glimepiride «
pioglitazone « sitogliptiu + linagliptin + warfarin + verapamil ~ ramipril #& simvasiatin + M & f # 6% B
~HMERKAE - KWK &R hydrochlorothiazid ide + empagliflozin & # 4 % 7 % 4a
W (LB ) o EHAREFHRIXA P + 1 empagliflozin 4 A probenecid #1& & ¥ ¢4 empagliflozin
HRETRI% CREH 24 PHORRRETANETBE HREDRASBAGT AR
SREHAMLHERA -

W2 Empaglifiozin $§ 3-8 Mih 2 Mir s ) EHHE - LUM4TR 4 AUC ¢ Cmax 2 tb A 8 90%48
ME AR | $48RA 100% (80% -125%) |

Geometric mean ratio (00% confidence intervel)

|
Antidiabelic drups  Mevkumi, 1000 my, wioe axly® A ==
Ctwyede, Ly W mu® (=2 —t
Ploghazna, 46 img. onoe dady> e e S S—
SEaghpin, 100 g once daty® ;:_ 7-0—
)
Linagiptin, & 1rg, oncs daly® =l _—
Oral contmcoptves  EFinyecradel 30 g, ome daby™!  Ax S
Levonargeetre, dapyt e -
, 150 mog. anow el ——
Others Samvamisin, 40T Grf dose” Ao e
N !
RWartarn, 25 mg wngle dose® c, 2
SWararm, 25 g mngie dose™* ;:_ 4-'
ax —
Ramipri 5 mg ance daiy* ach
Aompriet® A
— i
Demosmeast  ao i L
Hydroctmiteande, ..
By onaded  AC ——
Torsaamida, 5 mp. ance daby® A -
Ll n wo LY 'I

* wmghlcidin, 50 g, 3 — o empaglifiogin, 25 ne & 10 - 5%; € cinpaglifiozin, 25 me, B¢ 8 F simvastating * T
b4 Crocennlic mintaney, 8 F Microgynon®, * % F ramipril
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Meiformin hydrochloride
£5 AABHNLRY Metformin £ AHEREHDT

P 246t AR E MM - £ 8 empagliflozin 10 mg & 25 mg 2544 T HbAlc (p<0,0001) -
st (FPG) UM ¥ A £ st EBEWFR (LXT) -

&7 Empaghifiozin & | Metforniin £ 5 8 i # 87 008 5 24 & 1R

R HLR
ARENS TL YT VT SO PRt SO (X /ANBRBBIER)
ABE=10
AT Cam
[ iyt Sy RS0 g CIF [
Varobemide A g WA g usetfomn Aoy 1238
Sifughipine L At g pastlopmin 16 1.1
Sopmanadol A0 g WAl uig AT farlh) 0 (]
|_Papeuitn ST g EX mp Ly (5 LTy
e L S N B T L ruetfornl Y MO AT RE A T
Crnciiline 400 g [ RS0y AT 1an 1]
CNHMEHATEI AR T AN TS S F LA AN -
| Topimpaie®* ) i SO0 11y 1 it fastmiing [12s |ENE
L O
T ALC = AUC(INI)
$ R WP IeR
g 12/ 04 — X fopiamate 100 ing 5448 12 1 23BUM % melioimin SO0 mp 894 & % & | AUC = AUC (0-12
hours) «
A6 Metformn $ 0 Rtk SHATROBY
- Metformin Rf ¥ s
AR BRG LAY LT} hydrochloride $)ME* (% / & metformin i 4)
ABE=10
AU G
Glyburide Smg 500 mp§ elyburide 0.78¢ 0632
Vuhoseirinde 0y R g Birpsenibde LTH g
Hifadipime i mg 840 my Hecliping Liog 1,08
Prograsolal Al g 30 g propusiiil Loy [
Thupioien 410 g 30 mg dmiprufen e [ ML)
Cimetiline A0 1y L ciruetilise unsg (¥}
* A W Ufrmin 996 0 6 AR W A 8408

T AUC = AUCONFY » B 4K 5 shaLs) -
§ MR R RE KOS

§ MW ¥ ALC0-24 1\ H) -
FRMEHLE

12 SRR

BARZ L RIEHNTE

HABZHRAEREA + RE BR824 empaglifiozin #o metformin ;64 1 + MAL& &K
(HbATC) KRR L Ao 43t LA E ML E MR « BRMEM MY - AMABEB AR s
(BMD FENFSRRFRT  ATARRG MR LE FTHROAR -

&L Empagliflozin M2 0F Metformin 892 A%
HIHH 637 4% B MR A S R — R i1 empaglillozin % M mellormin 852 & A ML 244 8 &
RN N

s 8 & & 1500 mg 34 L &) metfomin hydrochloride 568 & » 3 Mk & SIS HMM R VR AL

AKRAMBART GIR BN BN KGR 218 < FARE KM - o IE4109 KL HOAIC R %4y
10%2 P ey A SRR A K B &4 ~ empaglifoziu 10 mg g% empagliflozin 25 ing #4754 % -

21

A B A5 X0kl o tb M EmpagliNozin o Metformin 69 i U B8 @ £ Mk » 24 M B dhda
®ER

Tipugiiiedin | Empagifiosia | Empapilieri | Empagiiiuas | EvpagiiDaa | Empagitoan | Metwais | Metermis

10mg+ Wmg+ Mg 1 mg+ 10mg 1S g 1000me | 2600 megt
Metformis | Metformls | Meformia | Metboraia Ne16$ Ne1Gd N-167 Nelez
1000 mg* 2000 og* 1000 og* 000 oug?
Nat41 N1g? N-148 Ne1g9
RAL (%)
AR (+40) L] L) L1} 1 113 L] T LA}
ASABTRE
Yy 20 21 19 21 14 14 a1 a8
LIS

26 a7 0.6 01
09,04) | -1.0,-05 | (68,03 | (-1.0,.0.5% - - - -

08 o a8 3¢
18,08 | @&DD | (L0-08 | 0600 - - - -

96 (63%) H2070%) [ 91(57%) | [11(68%) | 69 (43%) 5132%) | 63(38%) | 92 (58%)

'MﬂMnlnhydmihwiﬂ:il‘l MHE AR RAREHINTART

Sp A OI062 (IFIT R MR R (MKRH]  MMRM WA €268 - Bahik - B - @1 - Dyt B X AHM -
R4 BB IbAIC) o

PR DV056 (BT EMiGHESTMRRH] MMRMMA &4 6% - KR HE - &th - GUPCRYRIHEN -
L8 B HDATC) -

L -Empaglifiozin M85 BEH Meformin fusf M £ 55 #1650 2 A,
M A 666 £ h % M 5 5 A $ B — R 3T 14 empagliflozin 1 A metformin 12 R 4 8 Sk 3 # 4h 5%
ZHURR DR GRT 54N -

HLH e MEE Y 1500 mg &9 meifonnin hydrochloride kAl £ M M6kl AL LEEHS
AR D REAABALRANRRTOXERBA R 2« BAMB LG WAL
1 HbAlLc 18 Py 10%22 Bl 9% A 4 R4 A% M M & ~ empaplifiozin 10 mg #a % empagliflozin 25
mg $nik {76 o

R E BN - B8 empagliflozin 10 mg & 25 mg 2 56 & 3 4& HbAlc (p<0.000)) - ¥ M. #b{h (FPG)
MUTAL kAU EMESTHR (LKY) -

# 9 Empuglifiozin 44 A Metformin ﬂ.ﬂilﬁd‘lﬂ&tﬂ”ﬂﬁl U I DTS
10 mg + Wmig+ RN+
Metformin + SU Metformin + SU Metformin + SU
Nm225 N=216 N=225
HbAlc (%)
AL (F0ik) H1 Rl (¥
AEptiAe Wi (M4 FIMN) A8 ) 2
PENNOER (G IR (SN CT <0.6* (0N, D5) 064107, -0.4) .
A VDAL TR G A %) 35 (267) 05 (12%) 3 (7
FPG mgdi)”
3

Epipagliuzin 10 | Empuglificzin 25mg | R BN+
mg + Mctformin + Metformin Metformin
N=217 N=213 N=207
HbALE (%1
| ARY (£i44) 79 19 79
BERRKS G (MZAFNA) A7 ok -0.)
[T TH in 2 B R CHUE {0 M) (95% CO 0.6°(-07.-04) LGE 0, 18 -
i & HbATC <732 3% AA K (%) 75 (35%) 1. (39%) 23 {1¥%)
FPG {mpAlL)
RAn (FR) 155 149 156
AENms B (A dFNa) ] .32 o
AxEM R+ mefonmin (RE R FIHN) -26 -29 —
[ %3
%31 048 (ke) [+ At £
B RRsigr ILG S (Fed % FI90) 2.5 29 05
ATEMZIR (RE&FIGA) UERC) I (20, -1 A} AN A -1 -
HRURLENS S - BUR HAMRAGREY - ARM UMMM SE REER (LOCERD - R 260 - naun

A BE cnpaglifiozin 10 mg ~ cripuglilozin 25 mg fo F AMMBEAF * S HH 9 7% - 14.1%40 20 6% B R @
13-

b2 ANCOVA ik 331 # p 50 0001 (JbA)c @ ANCOVA MBI 64 AR B DAl - 6% ~ FoptdostB - ¥ f0 TPG :
HAMEDALC R Y HAAELERBLR AR ITG )

CLIPG (mgidl.) : empaglifiozin 10 mg f » v=216 » empaglillozin 25 g f1 « 0=213» L BN « n=207

# 24 1 8% » empugliflozin 10 myg i8¢ R R b G2 A M St MRS T -4.0 mmily (3R MM
iE ' p4E<0.0001) » d empogliflozin 25 mg AL R A£G T 4.8 mmHe ( ER MMNE ' p@
<0.0001) -

Empaglifiozia # Metformin 8387 46 & o % 2%
MitH 1364 B A WARFRA S MR MK B2 BH A F AR 1745 empagliflozin 4
R metformin 4F 3 46k ZRKAET 2R AHRT ~ MK EH RipH HidR -

AWBRERLE WA MEHRRREOBALBAMARTHRSNIAN SR 2~ BN
WAss R iiE AR R HbAle e 2t 7%d 10 5% 2 K 8 A A M A R ESEH o R R i
T — i : empoglillozin 10 my & 25 mg : metformin hydrochloride 1000 mg &% 2000 mg ¢ empagliflozin
10 g Av £ (000 my %, 2000 mg & metformin hydrochloride : # empaglifiozin 25 mg A= £ 1000 mg &
2000 mg & metlormin «

$ 24 8% « $L08 % 4 548« empaglilozin 4 A metfonmin & 47 ¥4 & T HbAlc (p th <0.01) H
RARHEQMALHTRAR (RES) -

22

AN EETTY) 151 156 152
EPNkL R0 (RE®RFIHN) -23 -23 6
FHHLLIR (RORFNSE; 5] B =

[T}
Andina [Icﬁ i T 76
Efmg PR TR (REAFINE) B 32 LS
SENMo AR (ILER SN B3 EXTEIEN 2P L2 -
HRERCESA - BAR 29 AR GONHA  GENAMMMF R LMES (LOUT ) - % 2430 - &R

&2 cmpaglifivzin 10 mg « empaglilozin 25 mg Fo % BMMAKA Y * S WA 178% « 16 7% 25 3% MM B &
i

vl ANCOVA S W B & p 85<0.0001 (MbAlc: ANCOVA B 4 A3 B TbALc R ~ $oyffoll « MEF PG
BAAHPAICAR - KA HAA LS EIRABE/BEL TG )

* FPG (mg/dl) ¢ emprglifozin 10 mg M - p=225 + esmpaglifiozin 25 mg i - n=215 » & LM - n=224

HA Metformin ¥ S8 Glimepiride 1R 657512 3 32 W 2458
MitF 1545 548 metlormin 6B M &k &£ S HURKE G R VNREERA FR—AHH
pagliflozin #: 4k + 54 glimepiride B 7514 W4 34 W 4O 8 H #F M 1A ©

8 2ABAMKLRIEHHREL HDAIC A T%dn 10%2 1 ths A RRE M4 A glimepiride ki &
empaglitlozin 25 ing 4. 17564 -
Z 52 W e§ + empaglillozin 25 mgin glimepiride #5{¢ HbAlc fo FPFGFH (L& 10- W 3) -

liflozin 25 ing $o glimepiride @ fe AR K NMEMA L L R AB K 03%HHILIE % AN
- Ghmepmde NEDRHHES2Tmy HARBARXHANTS Zmg/a ¢

A 10 Mk ol Metformin & % 34 % th 2 8 A9 A Empaglifiozin &84 A Glimepiride 5 & st Wb
A B PSRN I 52 20 WE eI R IER

= Torin 35 mg = et Climepiriie Shierh
| oz R I ... S
| HbATe ()"
AAn (FEn) 70 79
(O T AT N 0.7 07
| Mglmepinde T E & (NE & FI0E T (PESSCD RO {0 15,001} =
A0 (RME) 150 150
Al L (RERFHE) 19 ]
| A limapiride &£ B & (402 WA 150 ) -1 -
fni
BAD P (i) 5 1)
A I LA T EE] 0
W phepnde 2 EA (ROLRT HE D W% CY A9 63,531
RULEREGSAS - BUY TEshnh R BEN AN AREN (LOCFE) - 2 nal! EETY

$rm5 cmpaglifiezio 25 mg 4w glimepiride M AP + MM 1535540 21 % MALE AR M 1Y+

SE % ANCOVA I p A<0.0001 (IthAlc: ANCOVA Y L3RR D HbAIC - it « Byt )
SANCOVA D R<0.0001 (R &4e PG MAIMIbAICHF - 3 A L8 AR €52 I1G)
IFPG (mgdlL) * empagliflozin 25 mg + 1=764 ; glimeplride » =779

24



W3 BEANG (KAL) AR 520 (mITT %) it 834 HbALe 846 - LOCF 3
0.0~ 1

H

025

a

E

&

8 = Glimepiride v Metfoar:n (N-700)

2 = Empagitiazin 25 m3 + Meftorm n iN=693)

3 0%

b

F

: )

g Tl

e 4 l
T 12 ) P o s
Vieok ouTn

“Mewn change e lameine scpamed far bassing A1 eograpiecal imgan 243 oGFR of basekns

B 52y MR R L e E P39 {E %-3.6 mmHg & glimepiride Al 2 2.2
mmHg « AR Bt B4t BMELR (pfE<0.0001) -

B 104 8% - HoAlc mma B R g g BUE 5 3 164 empagliflozin 25 me 499 £-0.75% » £
glimepiride a1 %-0.66% « H.E# F M6 M A R R-0.09% « @ 97.5% 15 M & M A (-0.32%, 0.15%) (R
AHRHEE AR 03%) - Climepiride iy FH9FaNEA2Tmg HARBHRAAANEA R
d8mge ¥ IMAWFHIRATARETSLUR Lk RBARN - URIFERNNORE - £
Bb A MBS TR A+ J R IR AT IR IR E] 6 9SG A B SRS AR - IS
a¥d o empagliffozin 25 mg @K 139% BB Bk EH Y - ® glimepiride ) & 12.9% -

#1048 5% « § K —k empagliflozin 25 mg 48 R #> glimepiride » T .48 & 48 2% 4 R 35 64 WL % 0, b,
A% L R (empaglifozin 25 mg fa &-3.1kg » glimepiride i 4+1,3 kg : ANCOVA-LOCF » p tk
<0.0001) »

AR R AT S A g 2 K =2 WS KA EmpagliNozin s s g 85 & SR
Empagliflozin i SR B % S FHEM IR —WMERBEARA » ALRERCaF REGR TR
18 o B AR AL A 8 A1 S ORHE R AR AL s 5 5 A 40 W - R R B AR A > empagliflozin ¥ 3
SAERBRELERTH -

EMPA-REG OUTCOME #Ak B $ ¥ -5+ S - M fa - RW * F 5% B S HHHRFHK
ALk b B R A IR RS A 0 e T empagliozin S35 £ &Y:6 s i A E A R HESRILIE O
S Ao AR BB AL S KR R FAH(MACENE L Al - £ tkMeN 128
AR A LR R B Z W BT IR £ A PN RPN RS K
IR AL MR AT AL LA AR PR AT % O3 R RURh R R -

LA 7020 488 AR & 7% % (empagliflozin 10 mg = 2345 ; empagliflozin 25 mg = 2342 ; & M=

25

M4 HREXFRSMFAYRAFLE DA

48
Placebo
Al Empagiifazin
15
g0
5
he - J g T T 1
o L] 12 " 24 20 36 42 48
Subjecis st risk Month
Placebo 2233 2256 214 M2 1875 1380 1161 41 166
All Empagirfiozin 4607 4580 4455 4328 3851 2821 2359 1534 370

WS <aPREATCHRMGLRELA

o5
Placebo
** Al Empaglitiozin

14

£ o
: A

L]
O " 1" U v 1 U v
] L] 12 18 24 30 3 42 a8

Subjecta af fsk Month

Placebo 2333 2303 2280 2243 2012 1503 1281 as 177

2332) R PRI il - KM RUYR MBI B G MA  2%B DHA  SHERA -
Hiemh 3R NI 2% -

FLRIRMF BT RO H A A N R W A A IS HHDALCZT%) c AR W05
HbAICEM)fi A 81% » A STAHLXECREMRZS 10F - 59 H X8 31%  22%H% 20%
B4 XA O UUR 15 AIE WA 10205 8 - RN 2 MW Bk 0 eGFR 13948 8 74
mLmMIL7I M’ BRI AR — H(-30%) K R 5 H(-T0%) Sk ko e R 48
metformin (74%) » W & % (48%) 704 88 L. & %1 R $1(43%) »

BRIt A A SR M MR IR AL M b S 0 LI —M(B2%0) % 8 5 MUIR%)ELT &
7 BRI T e AL AR IR A (T6%) ~ ¥ R(23%) A B M A (21%) - R E} - BB T N
136 mmHyg « 475K R ¥ M % 76 mmHg » LDL F 1@ & 86 mp/dL » WDL 344 & 44 my/dL « HA ¢
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