ENEISHEAXEE 5 E5R/10 258

Qtern® 5mg/10mg Film-Coated Tablets
AEARBEES ERA
EIEPEEER 55 027467 5%

1 EEENKAR

QTERN = saxagliptin A dapagliflozin WEIEH SEH % - BAR 18 MM MR FESE _BIRERBERA
- & metformin F1 QTERN 2 E—m 7 HAZER R 00 MBS - D= MgEZEs -

- B2fEH dapagliflozin 1 saxagliptin 8 B E3#H 5 (free combination)’& & -

2 FERE

2.1 FAYAER QTERN Al

1EFA% QTERN J&ERI Ka BB B E M B INEE [Z€Z R L EFIE (5.5)] °

HRIMBEAEHNREA - BIRF% QTERN AERIBIEEEIEN [ZLE R FEFE (5.3) RIFTHEE/H (8.5,8.6)] -

22 BE
QTERN WEZEEIE 5SS H—XOMR—EIE 10 mg dapagliflozin/5 mg saxagliptin $t%| - EF R EMEENZERA -
AEREER - B2 QTERN XK E% - TIRSIIAN -

3 BIEEAZHEA
AT B 448 B R (eGFR) AR T E AL 45 mL/min/1.73m2 RSB A - | EREBEE -
QTERN Z A1 eGFR 185 45 mL/min/1.73 m? B A [ T2 (8) K13 EZEE1Z/F (8.6)] -

2.4 P& CYP3A4/S HIFIE
B QTERN Flax Al iR €8 & P450 3A4/5 HHI (40 ketoconazole ~ atazanavir ~ clarithromycin ~ indinavir

itraconazole - nefazodone - nelfinavir - ritonavir * saquinavir &[] telithromycin) [ ZZ X4 fE/A (1.1)] °

SEIBREIEEE
QTERN #£2 10 mg dapagliflozin & 5 mg saxagliptin - @B 2RE - EOLEEKEE - —EEIA 5/10 - 5—HEHA
1122 ZEBFK -
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4 EZ

QTERN ZARTIIRA :
¥} dapagliflozin 2% saxagliptin BERERHNERSE - SFESMBEH - MEUKESNFEUNBER [ELEZREEH
FJE (5.8) R FRKE (6.1)] -
TEESEBINEEALRZE (eGFR B 45 mL/min/1.73 m?) ~ REFB % (ESRD) KB ENMNMA [ 25 EHEHRZEH
(8.6)] -

¥} dapagliflozin 3% saxagliptin BZE=

5 EEREIEFIR

5.1 BRME S

BB EERA saxagliptin AR A B ESMREMSS RS - £—EMABIIRMHEARIE(L O ME ZER (Atherosclerotic
Cardiovascular Disease, ASCVD) 3t & ASCVD ZEGEEFHSHENOMETAE R (SAVOR i) & - KIEZ=
M RRRE SS R BIRY - FERER saxagliptin BB A S 17/8240 Bl (0.2%) - MEERZRB KB ASPE 9/8173 # (0.1%) - H
hRAR B R L BREFH - 3= saxagliptin BB A5 88% (15/17) - TEFERZ R EA S RIZ 100% (9/9) -
FIRARFA QTERN 7% - ZFABERFAGERRRXNERTES - MR ESEMEX - E0RFH QTERN « HIE

FRREENES - BREXALMWHEAGER QTERN i - 2E 1Lk X AR -

5.2 LIS

E# A ASCVD 5B ASCVD ZiEBREFH = &E/OMETREE (SAVOR iR+ - HENEEHES LR
BB A (228/8212, 2.8%) - BERZHEH S BCZ! saxagliptin BB A E/ORIB PR (289/8280, 3.5%) - BEABEREBUFIHR
BN TR - saxagliptin HE O RIBERRH ERE S FEMGERREE : 1.27 ; 95% CI : 1.07, 1.51) - BARIBEEHHEA
MBMEAZHEARLRIBERNERRS - AwaES KB/ -

TRBEELORIBREBRSEAR - 2EE QTERN WA &= - AFEHABEEERABRORIBIERHENER - &
MBEALORIBREIEAR - W HI7BBIRIEEEAR - WRBEEORIE - FFETIRBEANRERESE - BEEFF
F3 QTERN -

5.3 {K0mEE

Dapagliflozin €& MMEABTEHER - 98 QTERN o gE R EBENBME [ ZLAREKE (6.1)] - THEBINEE

EE’JF/\ (eGFR <60 mL/min/1.73 m?) ~ EEHE A ERRFREREA - Fa QTERN ZAT - BFHL ME EREIL B
> QTERN ZHR eGFR <45 mL/min/1.73 m? BB A - FtaiaEE - ERIE MR REUREMN -

5.4 FiE s

B RS IR - B2 “ﬂﬂ? tEEIEE D 2 (SGLT-2) HHIE (821 dapagliflozin) B — UM% — BUME R AR
A HIRBIEISEZHRE S EREEERNBREIERMHIE - A dapaglifiozin BEA - ZEAERHH
fiifg 524 - QTERN xfﬁﬁﬁ\/u EE—IREIRERA [ ZEEERAE(1)] -

X QTERN AEMEIRESEENHME P SHETRBRERINBA - FAmRIBLHRNMBERES ) - HEFLES
BAMEPS - AARMEEMEREER 250 mg/dL 1B T - JI0/8E38 4 QTERN MHEIREIR 5 - MNREEEHLE
BAME S - BIFA QTERN - BB ALEUERITESZSE - KPS aEIRERTEMAREER - R
ixKIESH) -

£ dapaglifiozin BET 2 Eh#BHMEP - LEES —AERBEBAD - HRERIR LR MR E R FE R B AL i Fr R
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g 55 MAERE (GBEER 250 mo/dL) - WoRIZENEHGE L EIRL P 5 EEERE - M2RNRERERZRKNEE
RE U PSER - SBR[ - 18E - EEAENTRZIE - B EFZHERL D - HREZ UL P
FNATF - RERERHERD - MR ER - ARERIFNERHERIAD - BRUERERERRZ
ROBRME = m (H055—BUME AR ~ PRIEL < =l Bk B =i s S2) AOENOH

F%6 QTERN 2Rl - ERMARLIUBEEMB S REMBE P SHOEF - SREORAERRMRERREZ - RER
BUR/D R BE - #50E#Z QTERN JAENREA - BEREAME TS - WECHESBREMB PSR RE R (U
BR=MERFMmRAZE) EREH QTERN [ZARK/E (6.2)] °

55 =MBIEERBMEARS

Dapagliflozin @B MEABBEW AL [ZLEZRTEFE (5.3)] - WHORESIRBINEAR [ZARL/E®BG.L)] - &
dapagliflozin FH1# - #ZABRWREBRAZUBBENRA  BERABEERNETEE  BLBEREE2 651
THBA -

fEF%8 QTERN 27T - A IREERAR S RESUBIEENETF  @FENEEAFE  BUBIEAE - MM
W= IS L) (RIFRE - ACE ##I% - ARBs ~ NSAIDs) - EREBE#ERERN) (FINELZER) HERTE (B3
BEFRIBERENSR) WERT - EEREREA QTERN ; BAIRAEESMUBBRENBIRER - MRBEES
HE1818 - 1IBNFF QTERN MFFIAATE -

Dapagliflozin Z1ZNMBMBET - F21E eGFR - EERARBINEAEZNRATELRES SIS ENTE - H
Y415 QTERN & - OIRE B BB INEERRMMN AR RIE [ Z AR L/E (6.1)] - TEFY QTERN JAREAI KA & BRI FE E A
B INEE - QTERN ZFIH eGFR &AL 45 mL/min/1.73 m2 SR A [EFZHE (2.2) ~ 25 (4) M5 THFEE @A
(8.6)] °

5.6 FRESFMAENE RE X

% SGLT-2 % (B4 dapagliflozin) KA - BEREWRKERAN EHERS - SFEKEBRMENBELZBX -
£ SGLT-2 MMFIB S R E IR BRI ER - IARE @ FHERABEYRERRNEICRIER - I HRFEE
[EARK/E6.2)] °

5.7 FRRERHIRER 7 (e & BT 3 ERvE M bE
CHRSEMEMIKEEY SHRER D WIRER S EREMYE - E dapagliflozin A saxagliptin ff BRERIRER D
WMEERIE - SRIETERMEMENER - RIRSRNRE R WEERT QTERN AR - BLEEYIJRERE
EABENEE - UREZREEMENER [ZFARLE (6.1)] -

5.8 BHRE

EmEAEH saxagliptin BB A BREREBHREHRS - EERBEEBRERE - MEMKE - MIEMER
B - BEARKREERYA saxagliptin /AEMNIR 3EHAALIR - ALEBRIERTE 2% - IRBRBLEREBH
[ & - &= QTERN - KIEERELGE - WEAER B AERFRBLL - FHEMTENERRAR - LWIAEMAY
wxRmaBEEN -

HRED DPP-4 HIFIEIBMEM KEREREZBAR/NOER - HILHEBAZE SR saxagliptin Z4E S M KE
[z EATIARAD -

5.9 FEiE=RMERS
Dapagliflozin B MNEERBERRNER - BEERBERRRENBAESBETERBERR [ZARKE
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(6.1)] - FEEEMEAFIEE -

5.10 (B EERZRAEEEE (LDL-C) ft=&
1 8 dapagliflozin € %4 LDL-C 775 [ FR/L/E (6.1)] - BI%A QTERN # - B2 LDL-C WRkIBEIZ AR -

5.11 BERLE

£ dapagliflozin B9 22 {Elf& KRB IT T - FRERI T2 ER S Bt 2 % B E A dapagliflozin J&ERIEA A 10/ 6045 fl
(0.17%) - fEFZRE/# B EAENEADT A 1/3512 6l (0.03%) - HIBRZENENEREENHREY AR 1 ERBA
% - B 4 BIEF dapagliflozin - FRAIERZRE/E B m - EEGR  AFEAZEERENGEREFMLRER (287
FEREBINBEER) 8 - BABK)  FEREESLEEHFNTHIRESEA dapagliflozin B -

BRI B BN EIRRIETE dapagliflozin EEHEFENENEAEZE - ALERESMBERENRA - FEER
QTERN - EBEEMERELMREA - EEEBER QTERN HIMFEREHI X & B AE B BRIARAE R -

5.12 BmEMBREAITHREIERE

DPP-4 HIFIEIR EHERBEPBHRENEM TR ZEHRBERS - ELERARERERERSE - RN EFE
RERETARBENR - WAFERRICIEREMN - 82w AREH IRAMEENZEY) SRR DPP-4 MIHIEIRENSE
5 - £ DPPA-HIIFIEIRYE A - FE B DPP-4 HIFIEI clpE R ENEREHFEUREZBENREA - TRERGFZEL
B Eth DPP-4 HIRIEI[Z A RA/E (6)]

5.13 KREBIERRATE
£ /3 DPP-4 HIFIHI B A FEERNAREBRME LHERS - ERERAP RABREJEEABRNEE MR

ZHHEEB S DPP-4 iIFIEIBER - SFMHWATEES QTERN HifE - IR &£ /KRN EEIE R - MRS E
KEREISERBEE - FEEEFAH QTERN WENEL BRI EIMMUZEN T EESE -
514 KINEREER

HAEDR AWK ISEE A QTERN BERE X ME RS RIEERE -

6 FARRE
TMIEEFARRERAN TN HEREMBEPRAA

o MBMEX [EEERIEFE(5.1)]

o NHRIB[ZEZERTEFE(52)]

o RIME [ZEEZRZTEFE(5.3)]

o MMTE [ELERTEFE(5.4)]

o ZUBIBERBINEAR [ZLEZRTIEFE(5.5)]

o REMMEMBRBX [ZEZRLEFIE(56)]

o HARERIEERDNELEBRZENEME [ELERTEFE(5.7)]
o BENIE[ZEZRFTEFIE(SS)]

o HHERBERKR[ZLERTEFIE(BI)

o BEREREAMEER (LDL-C) ft B [ELERIEEE (5.10)]
o B [ZZEREEFE(5.11)]

o BMENBHELTEMNEEERE [ZLZREEFE(5.12)]
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o KREEBRMIE [ZEERTFFE (5.13)]

6.1 fE R ERASER

ERSEERDRATHNBERSE - —EZERNERZRVE1ER R ERRNEHE S I —EZE R R R EE
FRgEREBMILER  BEKRERNWEIERRERTEAEREEREER NBSIMWEER -

A3 10 mg dapagliflozin ] 5 mg saxagliptin (9L 214 - BEEAREPAIEE 1 BN =IBFE = HENEYIZR @J%ﬁ
BlRAERZSHZEUL TS - 18 £ EERR (T2DM) ESHBETBIME - BENTE2 UL TR

1169 U AZZE | & DA saxagliptin #1 dapagliflozin /1_E metformin #875 492 iJ& A - dapagliflozin 7][]J:
metformin ZH7 341 A& A - saxagliptin 1_E metformin 48758 336 B A - B BN FIIFERS 54 5% - HP 0.8%
H5mMUE - B53.7% Bt - AREEEEEA80.9% - BEAFIEFEBA 8.3% - A 3. 7% MNEMIERE

6.6% - EXEFRFIERIEE R BERFE T 7.5 F - F19 HbALc 73 8.4% - BRI eGFR 73 94.4 mL/min/1.73 m? -
BELARZESHOMBNNERFTRREIINREL -

N

< 1 : = A 10 mg Dapagliflozin 1 5 mg Saxagliptin fll_t Metformin (>1500 mg);/aBERIZEE P - >2% EIFREE

ETRBRE

FERE A 9%
% A fiTsE~

IR R 13.6
FR 28 fB e 5.7
MAgE &~ 51
FEb 4.3
s 3.7
29 3.3
Gt b 3.0
RO 24

"BE AN AR REEREAD —EE—FRBiE

E5h - dapaglifiozin #ff &5t & 5 <5% H >2% [Ol#R#EE - HRERBLZEES 21% (ARKRE - SEFFRIEMEUR
FRAZE

1B

EESWOHTE - EE (EXH/IME <54 mg/dL - FmedBER) REERME (AeSEDEMmEZHENS

% BHEEOIER/EVEIEMRRRE) LR RIZ 1% M 0.2% -

ﬁé%QTERN AENZEED - 15 fiI (3%) EREEETER 1ﬂﬁi”€7m RBEEEFNBRARRESFEIINZIZES
BU - BIEBIEK - SEREERE - RERENIINEREX - BELEREEALBRRENZEE - BAZH

(84.2%) B

¥ QTERN AENZHE P - 28 fi (5.7%) Eiﬁ?ﬂ‘&",ﬂ ARBIEERIF BB A RRESE MR

RIGIREWRIBRS - BERXKMBERB X - BEWRE K?ﬁFEGEEit% BRZ %’1(806%)%&
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MEBZELFE

Dapagliflozin5| 22 MR - TIREERMEANSERE - = QTERN i Emetformin JAEHZHE D - 2 il (0.4%)
RENMBEAREEMNSH (BME - MAFMELRZE) -

EBDgEFE

#5 QTERN I_Emetformini&EMZ it E D - 10 fiI (2.0%) EFRBEABNEERBEEFANARRE - BRBENLR
RESIEEH#IKBRERE - BIEEAE - MEANBEEMN - SUERIBRNEREY - BEARREHKRLEHRDE
EARKE  BRT—BILS  2BHBELEREETE - ZAHERER eGFR BEMFE - BEBMELEAR
EHNERE - EEFLY eGFR & 64.4 mL/min/1.73 m? - B # = QTERN JAERIEEE KA 2 94.4 mL/min/1.73
m2 °

Dapagliflozin

A3 dapagliflozin FMEMEEETIL 0K eGFR BRIEMEREE (RE 2) - EXEMEENREBINELZHRA - MSHBEE
F eGFR 7E% 24 BRIEZEERHE - BRERARRE (BEERIBANMPANEEIES) - £/ dapaglifiozin ’&
BUBAEER(RRI) - EFERANBNEASRAHBLEARRERBHH(RE 3) - IHEITEBNEAE
(eGFR 30 £ K3 60 mL/min/1.73 m?) 7 A eGFR H/&P& 1K - QTERN Z A eGFR <45 mL/min/1.73 m? BfE A -

T2 EREZEBHBHARNRENPESINEARZHRED - Dapagliflozin HHERYMBANEEETH eGFR &1L
12 BERBEHRHBINSHS T
22 R Dapagliflozin 5 mg Dapagliflozin 10 mg
N=1393 N=1145 N=1193
EAESET Y MEMEET (mg/dL) 0.853 0.860 0.847
eGFR (mL/min/1.73 m?) 86.0 85.3 86.7
% 1@ B ALES BT (mg/dL) -0.003 0.029 0.041
eGFR (mL/min/1.73 m?) 0.4 -2.9 -4.1
5 24 BB MEAESET (mg/dL) -0.005 -0.001 0.001
eGFR (mL/min/1.73 m?) 0.8 0.8 0.3

hEBIMEER =i
(eGFR 772 30 & 60 mL/min/1.73 m? 2 &)

22 R | Dapagliflozin 5 mg Dapagliflozin 10 mg
N=84 N=83 N=85
HRETI & EE (mg/dL) 1.46 153 1.52
eGFR (mL/min/1.73 m?) 45.6 44.2 43.9
5 1B B AEEEF (mo/dL) 0.1 013 0.18
eGFR (mL/min/1.73 m?) 0.5 -3.8 -5.5
%24 BRI MEHEEEF (mg/dL) 0.02 0.08 0.16
eGFR (mL/min/1.73 m?) 0.03 -4.0 -7.4
% 52 BEAE MmEHEEET (mg/dL) 0.10 0.06 0.15
eGFR (mL/min/1.73 m?) -2.6 -4.2 -7.3
PEBEAEHEE
(eGFR 7718 45 & 60 mL/min/1.73 m? 22 &)
22 R Dapagliflozin 10 mg
N=161 N=160
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BRI MEALEEET (mg/dL) 1.25 1.25
eGFR (mL/min/1.73 m?) 53.6 53.3
5 4Bk MEANELEF (mg/dL) -0.02 0.09
eGFR (mL/min/1.73 m?) 1.3 -3.8
% 12 821 MBEANEEET (mg/dL) -0.02 0.08
eGFR (mL/min/1.73 m?) 15 -3.2
5 24 B2 MEANEEET (mg/dL) -0.003 0.06
eGFR (mL/min/1.73 m?) 0.8 -2.0

* QTERN Z A eGFR < 45mL/min/1.73 m? BIB A °

#RI:.AE RENEER ZHAFR REMHALLH
6 IHLZRIEI BRI TRV AR 9 IHLZRIEI BRI FTAVREE
(BEZE 104 B)* (EZE 104 B)+
LT 22 R Dapagliflozin | Dapagliflozin | gz Dapagliflozin
5mg 10 mg 10 mg
413 1 B n=785 n=767 n=859 n=1956 n=2026
13 (1.7%) |14 (1.8%) 16 (1.9%) 82 (4.2%) 136 (6.7%)
BEDV1SHZEA %)
65 sl n=190 n=162 n=159 n=655 n=620
4 (2.1%) 5 (3.1%) 6 (3.8%) 52 (7.9%) 87 (14.0%)
BEDV1SB4ZHEA(%)
eGFR>304F1<60 mL/min/1.73 m? n=77 n=88 N=75 n=249 n=251
5 (6.5%) 7 (8.0%) 9 (12.0%) 40 (16.1%) |71 (28.3%)
BEDV1SB4ZHEA(%)
65 FE 3 A eGFR>30441<60 n=al n=43 n=ss =l ~|n=134
mL/min/L.73 m2 2 (4.9%) 3 (7.0%) 4 (11.4%) 27 (19.1%) |47 (35.1%)
BEDV1SB4ZHEA(%)
*WAFERE 12 B RIAER 7 ZRHH B RRE -

i
T RAFERE 13 IEARALE SR 7 2R EE B FTHRE -
# QTERN Z AR eGFR {5 45 mL/min/1.73 m? BJEA -

FELRIBEHERFRNAED - —IBFEDTFEEeGFRTN30EEF60 mL/min/1.73m?HEAEZ 2 - F24180
dapagliflozin L 222 M BidapagliflozinE& R ET E FTEZIRIABML - %ﬁéﬁﬁﬁlﬁtb'ngE'{]%Aﬁ%éEi —BIE B TNEE A Z S
RISHEBEREH - QTERN ZAR eGFR €A% 45 mL/min/1.73 m? BIfEA -

B

TE9% AeGFR 302 {E/260 mL/min/1.73m?M—IEIART - BLI3BRALEREZEIMBRAERBREST - Hbh2REA
KREEEBHT - dapagliflozin 5 mgZE7E5%! - dapaglifliozin 10 mgZE7E8H! - 51365 B8HI 5 £1E E4ReGFR 30£45
mL/min/1.73 m?BfE A - E13BI BB L0BITEEES2:BNEIR - MR SIS BREINER -

Elﬁ’? %55/ X H%

MEEKET B
Saxagliptin
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{5 3 saxagliptin BE =R B MEIKGTEHIRM EHBFIR D - £ 5 BLXREHREEBNSHoTT - BEIEE
RLE - BEMEIKETECFEI9ME D4 100 cells/microL - 7 saxagliptin 2.5 mg ~ 5 mg ML HEAH D - BIFRMEIKET
£ <750 cells/microL FIEALLR - 2517 0.5% - 1.5% F1 0.4% -

MEE R R A 2 HEIKET PR ENERE R AR - B A B2 saxagliptin HIOKREIREERA (MMABRBEAZTRS)
BIHREIKET B2 ER -

MK FELLAE ]

Dapagliflozin

£ dapagliflozin 89 13 IBZ BB SRR 2 S H AT - E22%! dapagliflozin JBERABSE 1 B - FHMIKEE
EEEESRERERILN  UHEZE 16 18 @ IIFSEIBEEMNEATIOESE - £ 24 B - KEEANMIKESE
EEEEERAFI9E{E5 -0.33% - M dapagliflozin 10 mg 284 2.30% - £55 24 B - ZRBEER AFE 0.4% [EIERM
IKATELLEE >55% - M dapagliflozin 10 mg ;&8ERARIAE 1.3% -

MEE#BE ]

Dapagliflozin

£ dapagliflozin f9 13 IBZ B EIERBHE 2 S H 2 - 55 24 BFF dapagliflozin ;8BERAERRZHESERA - O
WY MBEHEEBEERIL (5 AIF91E0 0.13 1 -0.04 mg/dL) * 55 24 FEFF - dapagliflozin BB SELAIFE AL
WEBESMBE (FHR 17-65 5% >5.6 mg/dL - SLEFHE >66 5% >5.1 mg/dL) ZEZEERENREEE (ZREIM
dapagliflozin 10 mg %354 0.9% #1 1.7%) °

1B Z [ZHE & FHEEIA 18 1T

%% QTERN JAEMEA - LDL JEEIRE 9B tEBEERIE (AL 2.1 £ 6.9%) -

Vgl

MBNBEREE (CK) LA ZSHEBAZAIEE - #X QTERN AENSHED - A5 (1%) 34 CK EHA >10x EE
B LR (LRIBEARLHNIZRRE) - ASRERMY - BLEIHAEBEPHN—MIRHRBERLUNAHRE - BRI LBERK
.

MEE LD

£ —JEf# FA dapaglifloin 10 mg & exenatide 2 8(& =B AR metformin) Wil T - SHABEABIUMIREA(1.7%)
MBS EBEENRIER 13 mEg/L - dapagliflozin A8 exenatide ZZER BAR BB — A (04%)[REZBEIREER
(5.4)] -

6.2 LhiBERLER
TE#Z 1 12 dapagliflozin #0 saxagliptin H3fE - W ZEIREMARKIE - BR MIIRERERMRE - BRREBER
APRCERABE ARBECRA - BB B AR IR EIFR AR Z U FRAZYRENE R -
Saxagliptin
o BEKRME - SFESMBE - MEMKEMRZEMYREER
o BRMBER
« EENEBKRENFEER
«  ABEEVRKRENE
Dapagliflozin
i EE 55
=M BBEKBINEAR
o RS UM REAN B 2o B 3
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7 EYREEH

7.1 CYP3A4/5 BEER Z BRI HIE

Ketoconazole &R Z 1B/ saxagliptin REE - 8% CYP3A4/5 HNHIE W FEHA S R B 1B saxagliptin AYM 3=
[ (40 atazanavir ~ clarithromycin ~ indinavir - itraconazole * nefazodone - nelfinavir * ritonavir * saquinavir 1
telithromycin) ° 55206 F8 QTERN Fla&x0 Al iR € & P450 3A4/5 HIFHIE [ A4 /F=E (2.3) K f/KZEFEE (12.3)] -

7.2 ERIEWRIFG &
AR A SGLT-2 #I&IEIASRE A - AEE R R R BRI MiEiZEsl - KA SGLT-2 MFGIEI S g mkRESEY E - BHifER
FREERCRIBG M - FEE B E M 75 A BRI MEIEHl -

7.3 T8 1, 5-\KEEHEE (1,5-AG) AIE
Rzl 1,5-AG AIEE i MmiEirHl - RAHRIRA SGLT-2 {HEIBAEA - 1,5-AC A2 B & A0 S5 4 M iEisH -
FfE {58 R ELfth 75 54 B5 01 [ W 422 1) -

8 HEGREM

8.1 &%

FEEEE

KIBEN Y BB RER - dapagliflozin EAHB MM ARIER - FEZETRBNE_ME =2 HPEA QTERN -

QTERN B E AL 5 (dapagliflozin 1 saxagliptin) ARIBZ2 L MNEERER - FEMUHEEREEBEREBRESREY
EmAAFERR - RPHBESARNERRE - HERNRZEEEERR [ZHAF1EFE] -

wEEEEY  EHEREARRRE_ZHEHRNE-2INSRHZEE ™ - KB FEERdapagliflozin (QTERN HIA
nZ—) K MAAGRHESESHRIFTZUENBLAE/ NEARER ; RIEHENRESZ10mgli KEI£1915
& [ZasaEm] -

BT RBREMRF Saxagliptinks - WABEREANREBERIE [ZaEEr] -

FBEEIRAITERREE HbALc >7% MWLM - EREXRREZHAERERAS 6% £ 10% ; M HbAlc >10% KX H -
RAIBBESIE 20 £ 25% WE=ER - RS EGRHRERENTALERARSANEE - TEB—MRIGR - BWRRER
HiRZ2 D - BEBEBRERREBARENTREGEREMREEAD RIS 2 £ 4% M 15 £ 20% -

I EE

A 1B HI 58 I BL AL A A 52 L e

RP2DPHERBIEGAMEIE NS RREBEIRRRE TS - FHENE  BRMWRE - BE  SBRED IR 3EERERR -
WE PRI R A EIB MM R B E B REERIRIE - IR AEXREZBEARRENERE -

B B

Dapagliflozin

BEEATHAER 21 X590 KAIKE 1+ 15 3 75 mg/kg/day B dapagliflozin - FIB4A FHEI S ZENBREE X
BMBHANE/NEBERNELEE - REHSNRESREIREE 10 mg 89 15 F(1R1E AUC) - EMNEFEHPEREZNE
BB/ NERBERE R 1ERBRERRNLIATERE -

T—RERNMEERRBRRD - MU RBENEIRSE 6 XEMFLEE 21 XEIE4 T 1~ 15 3¢ 75 mg/kg/day HY
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dapagliflozin - SEBEFEAEZMF AEEES R ERREE - % 75 mg/kg/day BIE 2B KEH 21 RARMEFHR
th - BERRBRBERNEBERYBREEILN (KIE AUC - BEEFLIER M dapagliflozin RE £ 7 5% 10mg 8 KE £ 55
ABERER 1415 570 137 12) - TR ERERAEIZ 10 mg A9 29 ZMEIE T (fkiE AUC) - BRI RS E LR
SAEERE - 7€ 1 mg/kg/day T (ki AUC - %5 10 mg BRREIER 19 ) - AR BIRH B EIMETEEROTAIARK
fE - BLEERTEARBENERZSPBERAEYSZE  MERANEZ A ANERENE _2HBIMNE=28 -
EREMRFHIB-BREETERT  RESERAEE —Z2HNEER A4 T dapagliflozin - £ XE - dapagliflozin
FIE =3 75 mg/kg/ X (10 mg BRI 209 1441 12 - 3B AUC)RS - FISAMAIASET - U EEEA Y - KERRAE S
HENTE (BB LNEBREBETNR)EZLEERSHE - SRS 150 mg/kg(B38 10 mg ERAREIE R 2344 13)
- HEIBREUER - RFEEISE 180 mo/ky/ RAIE SR (10 mg BRAREIE R 1191 15 - 1RIE AUC) - R BHE
EESH -

Saxagliptin

ERf-FRREERRET - B2 ABMRTFREEF IR T saxagliptin - IEEERAEERAENE—Z2H - i
AUC - TEHRREIE 5 mg 2 1503 fE4] 152 FEMRBEE T - EMENES KRERZILAREBERIE - BB REHLEE
saxagliptin 2R REAIRRIEA -

EEAMRERZRBEART  MUHAREBEREIRSE 6 REIMILE 21 RIABL T saxagliptin - REEKE AUC 518 - &2
ZERERAREE 5 mg /Y 470 815 © WARIIRARBERIE -

8.2 IHZ

[BRITE

e FEE R EAR QTERN SE M7 (dapagliflozin ] saxagliptin) @& 2HAABNI T - HESHABZNTE - i
I DWHER -

Dapagliflozin 7 saxagliptin € 0 2B ARENI AP [ZHEZER] - LB - ARV EESESEEE - AL
HAlEAREIIEEERAVRAEREY - AR ABRBRESEFSUKREER 2 FEHEMA - MERABCEZEBH
HRE  EUNUBEEHEBEPARBRSHER  RAHRBIAMER JEERREFARRE - BEHMLUEERTL
HAB A Z LA QTERN *

Dapagliflozin

Dapagliflozin fEZL5/MER  HIRAVEEZRES 0.49 - BEPR dapagliflozin MMIERHM T ERIEAIT - HRELNSERBME
th#Y 50% - B #RFEZT dapagliflozin W BBEREAANEEEBREBER (BEHMNE/NERRE) -

Saxagliptin
Saxagliptin ELIMRE R MBEFZREZ 11X - 2B EIBILARENI TS -

8.4 REEMR

ERHFEI QTERN £ 18 MU T RERAN L MFANEY -

85 EBFAER

HREFERAREZESINEERR - B QTERN AREFRAR - BIKEBIEEEEER [EF2A£E(2.2)] -
Dapagliflozin

£—I8 21 18 dapagliflozin WE S HRRKR T HABEVNM NS H D - 5936 & A dapagliflozin JAEHEATHAE

1424 N\ (24%) TR TE 65 5 AL - 207 A(3.5%)=2 75 A L - #EHI B INEE(eGFR)KF4# - £ dapagliflozin BYEE R 5

oh . ¥EE/NRR 65 BN 65 B IR AREXARML - £ 65 B EREA S - F 8 dapagliflozin JAEE AL FRL
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REEEABALLR - BEMBSEAZHEEARKRENBINEAZABRIBULLARS[ZEEFRLEFE (5.3)] °
Saxagliptin

£ saxagliptin B9 7 JHE 5 ~ HREARZ MRS - 11,301 uME# 2 ECE) saxagliptin BB A S - #85tH 4751
fiI (42.0%) 8 A% 65 B LU - M 1210 fiI (10.7%) AR 75 UL L - 7F >65 AR FEZHE 2B - TARBREZ
EHREUAHAREEE - #RBERREREEFEABEMRBAZBLAREIRREBRZER - I ABEHRELEE
FASBSEE -

8.6 BINgEAR=E

QTERN ZARTEZEEBINEEALZE (eGFR 1€/ 45 mL/min/1.73 m?) + ESRD S ESENNBA [ ZHZHE (2.2)
ZZ(4) REZRTEFIE(55)] -

Dapagliflozin

friRARa RS - MBI BEETAYIEIN K eGFR BIPRIKEL dapagliflozin 8 [R AR &IE (6.1)] -
E—IETEBEINEEREHEA(eGFR 45 185 60 mL/min/1.73 m?) R L 0L {E dapagliflozin < £—IEf% A eGFR 45 &
&AL 60 mL/min/1.73m? B9 ZESR - dapagliflozin L2 Bl — AR 58— BUREFR B AR Ll - BERRNLZREA -
dapagliflozin ZHEVm A H eGFR T8 - BIEFILAE®R - H eGFR MEAR[CE -

8.7 HINEEAR =
QTERN IJHRHINBERZERA - KM EERIFEE QTERN AR EERNEAZ W AN YR/ AR - BREARESER
HPMRBLEUNEN [ A ZEEE (12.3)] °

10 FH#BES
FER I A BB PR BE BT A B AT 15 MR8 - 1 R ITIB S MRB AT HERR dapagliflozin - Saxagliptin REFER
HEYICRMBEBHTEEL (4 /)\BaRE 23% HHEE) -

11 &AA

QTERN

QTERN [ fR#E B dapagliflozin ] saxagliptin °

SEAROAMRA QTERN MELKEE - E13 10 mg dapagliflozin (HHE 5L 12.3 mg dapagliflozin propanediol) #1 5 mg saxagliptin
(FBE R 5.95 mg saxagliptin hydrochloride) [ 22/ R £ % /Z (3)] -

IBEURSD  EmBEKIE  RHEPEMERN - S8 - WhERE  NRAEER  BokE BLE - —F
W~ BaM_&kK -

Dapagliflozin

Dapagliflozin Z#-EE EHEEESH-2 (SGLT-2) REHEHAIHIE -

Dapagliflozin propanediol 891523 % D-glucitol * 1,5-anhydro-1-C-[4-chloro-3-[(4-ethoxyphenyl)methyl]phenyl]-, (1S)- £2
(25)-1,2-propanediol, hydrate F9#E &%) (1:1:1) »

BT : CuHasClOeC3HgO22H,0 ° 73 F= : 502.98 -

FEL =S
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H,O

Saxagliptin

Saxagliptin ‘= Z XM AXEE-4 (DPP-4) B RREMHIHIE -

Saxagliptin B91E2 3% (1S,3S,5S)-2-[(2S)-2-amino-2-(3-hydroxytricyclo [3.3.1.1] dec-1-yl)-acetyl]-2-azabicyclo[3.1.0]hexane-
3-carbonitrile, monohydrate - 5§ (15,3S,5S)-2-[(2S)-2-amino-2-(3-hydroxy-1-adamantan-1-yl)acetyl]-2-
azabicyclo[3.1.0]hexane-3-carbonitrile hydrate °

BRI ; CigHsN3022H0 - B F = : 33343 ¢

B

HO

H,N o *H,0

(0]
CN
Saxagliptin BE/KEHEZACEXREZEI X ITBARELERBMEMER  7£ 24°C3°C BEARK - MBRIB O - AR
Bz - Jfs - EREE « 28 ~ "R E LB 400 (PEG 400) -

12 EmAREZEIEER

12.1 {ERAKE

QTERN S miEMRMIEZEY) - W= _ABRARANMEZES  N-B8REEEESER-2 (SGLT-2) #iHIH
dapagliflozin - F1€EEANEBAES-4 (DPP-4) HHI saxagliptin °

Dapagliflozin

EiRmE/ NERBNN-FEREREEET-2 (SGLT-2) - EFUE/NEEFRE A FBIRWEENE -
Dapagliflozin 2—7& SGLT-2 #I#|% - Dapagliflozin AL F NI SGLT-2 - /D #3E RN E R BRI - AREES SR
BifE - EUENNEE R REH -

Saxagliptin

ERB/NBED BB RNEAERMEL-1 (GLP-1) - UREERKBELREEZRHZH (GIP) - EAMEK - SLEH
SEEERp AR EEREESE BRRER  BEDPP4AMIERAZT - £oEBRBIKEEM - GLP-1 thEE
ERENE o AR FAER W - EMR DT IESE - £ RERBRAN GLP-1 RERE - BHARBRBBEERS W
BITNEE - Saxagliptin @ —1&# F 4R DPP-4 HIHIE - EE _BBERFRR AP EBLRRZEMNERERLE - Mg
HEMAPHWRE  KEEBREESEMREEZEREEME -

e

12.2 BEYER
Dapagliflozin
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HREZHEBMSE _BERKRER AL T dapagliflozin # - Eﬁ?ﬁ%ﬁﬁqﬂ'ﬁﬁ?ﬁ%ﬁﬁtﬁiiﬁ%ﬂﬂ - EE_BBRERAT - M

¥ dapagliflozin X 5mg 5§ 10 mg H 12 BEIE 12 BREBREKPEEREZMA 70 5% - 7£ dapagliflozin X 20 mg £9

HISE=F KRR 2B RE0 - 518 dapagliflozin §|tﬂﬁﬁ<%ﬁ*%ﬁﬁfﬁﬁ1ﬂEE&W%#HD[EKF&/@G nl-

1: EREESHBENE_BRERASHEB(T2DM)D - 24 /NWERESBEEZHEHK (B dapagliflozin B=89
B B FN B B4R (Fitted Line)(EHEE)

160 - +
150
140 1 =
130 4
B 120- 4
LD 110 - * §
ﬂ 100 1 . 2
E 90 + * 3 1 ° o
BHE 80_ . ]
w701 ; o
g w :
= 501 &
% ¥
401 $
< 33 ° 1+ 8
NS * 8
10 1 *
0-! - - 8 *
.10.1' Ll Ll Ll LS Ll Ll Ll
0.0001 0.001 0.01 0.1 1 10 100 1000
Dapagliflozin &= (mg)
Bfl ©°° REHENEEIE
¥ ** T2DM ZHEEBNEREE
=T REIGEENERER
—— T2DM ZAEMNRER
Saxagliptin

S BRERBBA - 18T saxagliptin AE20 10 DPP-4 BERAVEME 24 )\ - ORBERIERRE - 572 DPP-4 #1H]
TERERMRBEIRFIEY GLP-1 K GIP RUREIRM 2-3 & - ARRRERE - BEREKBEERERUERRE LB -
BREZREM -~ AR - AEEMERERE - BORSEREEHEIREZEFERRELER/ VAR -

D EEEES

Dapagliflozin
F-ERESHENHED - SHBESE dapagliflozin 150 mg GEERABEM 15 Z)REERA LBEREMN QTc &

-
HIER - I9h - ERESHEED - 44T EH S dapaglifiozin 500 mg(RZEE AT £/ 50 2)INARE2EH QTc BHEE
KREBERENEE -

Saxagliptin
E—IRRER - €5 - ZREER - MBI XAEMERMmEERD - saxagliptin £5Z 40mg WEHEIE N (RXEES

HEIER 8 18) AHBEBIRASEN QTc BHMZLMERIER -

msﬁ%ﬁﬁﬂ
M= - DL QTERN FEH 38 F4 - dapagliflozin 1 saxagliptin FWEE) &) NEL SR ERAREZNTE -
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Saxagliptin

Saxagligtin KE MR E W) (5-hydroxy saxagliptin) FZEB) B fE R RS2 5l & B — BB AR mm A P 248 LIRY - Saxagliptin
EEEFZHHENR Crax F1 AUC - B8 saxagliptin FI S ENNMALLCAIIEIN - #HHEERAVSZE E T saxagliptin 5 mg [ ARE!
21 - saxagliptin REEUNH EMRIFIIMEE AUCBE S 78 ng » h/mL & 214 ng « h/mL ; % Crnax B4 24 ng/mL
& 47 ng/mL - Saxagliptin & ESEHAH YE AUC B Crax BIFITE E M (%CV)/ NS 25% -
PEABHEBRRA—REBLHLEEE - saxagliptin REDEMHRHEDEBRBAEREIRS - L 2.5 mg £ 400 mg B X—RHW
FE3% T 14 X - saxagliptin REVEMAHENRBRRLETISEM - INEFE KBS -

R UL

Dapagliflozin

M AR %5 T dapagliflozin % - FEZEARETREE 2 /NREAZERHZS MIREE (Cre) - TEEAEBREHEN - Crax M AUC E
BER SIE N0 2 LEBIIEAN - 45 10 mg =% - dapagliflozin E’J%%}‘DHE% 20 3% % 78% - Dapagliflozin E2S el & G
B - AR E Coax 22 50% » TER Tmax 2 1/ - {BEIZEASIAAREEESY - AUC £ -

Saxagliptin

B HIE T 5 mg saxagliptin - IREBERSEEMRERBBENPME (T ® 2 /WK - EHEAEHYAE 4 NSEIESE
[§ - BIZEREIREARE - NS IR R B IREE - ZfE saxagliptin AU T IERA 20 718 - —REZRABTIEIRERR -
saxagliptin 9 AUC 1Z/0 27% -

ANl

Dapagliflozin

Dapagliflozin 95 91%HEEQBEHA S - BEBEXIMINBEAZTHNEA - EEEHERAE -
Saxagliptin

Saxagliptin RELEUAHHEDERINMNMEBMEFTHWERELSULIRE - Bt - BHNSEERREWESIFINELD)

MPEAESENEEAZ UEE saxagliptin B9 K HEBR -

Dapagliflozin

Dapagliflozin FEH FEZEFEH UGTLA9 ; CYP N HKHEABRERREBREX - Dapagliflozin #EZRH - FEESE

dapagliflozin 3-O-glucuronide - E & #E 4% - Dapagliflozin 3-Oglucuronide 18 50 mg [*“C]-dapagliflozin B £/

61% - = AEMBPFEWEYBREM S -

Saxagliptin

Saxagliptin =Z &AM E X P450 3A4/5 ( CYP3A4/5 ) U - Saxagliptin FFEZHEY 2 DPP4 HIHIE - HXE

7= saxagliptin 89— - &b - 58HI CYP3A4/5 HNHIEIFNZEEY) - o4& saxagliptin R EEMHRH IR EEEN S - [R 2L

MR BER(7.1)]

HEbR

Dapagliflozin

Dapagliflozin MEEH Y E BB B E RIEBEER - 48 T EEI=[“C)-dapagliflozin 50 mg & - ABREE MR 75%H 21% 73
BIEHEH R RFNIE @D - ERD - REZEYAHE /DR 2%HIE - EED - 4 15%H EREZEY P - BROR

Forxiga 10 mg FEIE % - dapagliflozin 19 MIFRAFEZH(t1/2 )4 12.9 /\FF -

Saxagliptin

Saxagliptin AL B e HEMH B2 BT I X A8 - $RF[1C]-saxagliptin 50 mg FIE—HIE% - D BIH 24% - 36% K 75%HI I £ 1M

saxagliptin ~ EEMCH E Y K A2 59E E (radioactivity) WA T0AE R R BEBR - Saxagliptin B9 B Bl B PR %= (~230

mL/min) KRR 1L 5t B 44 3KB B 2R (~120 mL/mln) REA-LEEREEMIER - IR TRIMETHEZEY) - 4851 22%
EEMEEIU - FRBIETHRA/EUCR WIS S B IR EZEY K saxagliptin BIE 5= - HEEMNZHE IR T saxagliptin
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5mg ORI E 2 - saxagliptin REEZNHENRFIIRBFRI(1/2)ER 2.5 /MK 3.1 /)M -

SEGE
Fif7 - 5 - EEELZEYZ B &
WIBGREFZEEN N BT - Flle ~ MAl - BIEANEEE - ¥ saxagliptin 7 dapagliflozin FWZEY BN HE - EAZISAERK

= == B2 483
RENTE -

EDFELE

Dapagliflozin

TERRE A B&(dapagliflozin 20 mg 8K 1 kI 7 X) - ARE - PEHNEEBINEEAZ(H eGFR HIE)WIZE _ ZUHE R B HE
A - EBENEEIEE S _BRERBREALLR - H4@F 19 dapagliflozin 2B R B =25 51810% 1.45 £ - 2.04 2741 3.03
& EBIEAZHNE_EBERERA - RS dapagliflozin EERESEFLZERERR S 24 /)\BRBEEHH -
TAKE  $PENEEBNEAZTHE _BRRBEREA - BEMEE 24 /NSREBREION 2 RILEB TWEEIEE S Tl
FRIBBAIE 42% ~ 80%F 90% - FBR MR BT dapagliflozin RESEMNFE - [EHZFE(.2)  ZERTIEFE
(5.5) M #FEF#1Z/H (8.6)]

Saxagliptin

— IR B IR MR BET il saxagliptin (10 mg BI2) ARZERZEMBINEAETNR N ENBINEEE B HEHNZEY E)
TE - 10 mg AZZENEIE - BIIEELEZMREE - AR ZE saxagliptin SIECHYH Crax - ETEBINEELRZE (eGFR
30 EREE 45 mL/min/1.73 m?) ~ EEBINEEARZE (eGFR 15 £7R%E 30 mL/min/1.73 m?) &M ES MR ENTH ESRD
A - saxagliptin SLEDE MR EH YA AUC 81E - REBIIBEIERE S &K AUC EES >2 1% - QTERN AR eGFR
EHR 45 mL/min/1.73 m2f95R A -

FFEERE

Dapagliflozin

EBARENTENINBEAE RIS E (Child-Pugh 7248 A A B #4Rk) %43 dapagliflozin 10 mg B8 £ - dapagliflozin F95F
15 Cmax f1 AUC D RILLHERICECEBR 250 & B 1 IE 12% A1 36% - AR AEBELEERBERA LER - EEEENIEASE
J% A (Child-Pugh 7348 C 4R) - dapagliflozin B9519 Cmax F1 AUC 73 BIELEE ERVCEC ¥ BRAB S L E 40%F0 67% [ 245 T HEdE
&/ (8.7)] °

Saxagliptin

HHRB I IhEE A Z /9% A(Child-Pugh 7348 A ~ B ~ C $8) - 3&F saxagliptinl0 mg BB—HE| =% - saxagliptin B35 Cmax
AUC BRI RS R BARZEH 8% 77% - 10 mg WEIEFLZZERIE - SFUHRHEYEER Cre f1 AUC
B BlIECAEBCAY 2 BR 24 BR 4B 1K 59%FN 33% - BLERINNEBRARE -

ZERAEH
B ARAFFEH8 QTERN AR EERAKREREYE NE -
BEYZTERH

Saxagliptin 77 Dapagliflozin

—IH saxagliptin 7 dapagliflozin Z R ZEY R BEAER - ©78 & saxagliptin 7 dapagliflozin Z S BEMNE HERE

EH -

Dapagliflozin

EYR B EARRINE(L

Dapagliflozin ROfCH = 23558 UDP BB MR I8 1A9 (UGTLA9) N EMBE BB ESETT -

TERZIMFFES - dapagliflozin A dapaglifiozin 3-O-glucuronide #3AEHIH CYP 1A2 ~ 2C9 ~ 2C19 - 2D6 5%, 3A4 - th A%

B CYP 1A2 - 2B6 5 3A4 - Dapagliflozin 2 P-#EE B (P-gp) ETENEEELRTERE - MM dapagliflozin 3-O-glucuronide 2
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OAT3 TEEEZFHNRE
OAT3 XBEEEH - B

- Dapagliflozin 5 dapagliflozin 3-O-glucuronide ;8 BB R &I P-gp ~ OCT2 » OATL &%
- dapagliflozin 81 P-gp ~ OCT2 - OAT1 8¢ OAT3 X B EY AR - AXOBERX EHES)

B ZH# Dapagliflozin #9572

= 4 BN FRZEY Y dapagliflozin WEN B NEB 2 E -

& 4 : FHRAZYY Dapaglifiozin 25 RBEMFE

i ERY] Dapagliflozin Dapagliflozin
(KB )> (KRBEE)* AUCH #(L* Cmax 241
1 Bk P& [in g 252
Metformin (1000 mg) 20 mg 0% 17%
Pioglitazone (45 mg) 50 mg 13% 19%
Sitagliptin (100 mg) 20 mg 18% 14%
Glimepiride (4 mg) 20 mg 1% 1%
Voglibose (& H =% 0.2 mg) 10 mg 1% 14%
Saxagliptin (227 5 mg) 10 mg () $2% 6%
10 1 2 %2
Hydrochlorothiazide (25 mg) 50 mg 7% 11%
Bumetanide (1 mg) SH—% 10 mg
15% 18%
FET K
Valsartan (320 mg) 20 mg 12% 112%
Simvastatin (40 mg) 20 mg 1% 12%
ks
Rifampin (600 mg 8K 1 Rt 6 X) 10 mg 122% 17%
I LA [E] B 1 2 K
Mefenamic Acid (B 757EI£ 500 mg - Z#& & 6
N 10 mg 151% 13%
/N 250 mg + 14 H)

*BHE - [RIFHTHREA -

T BOEEIME (FFRIRGIREY) - |E(E=0%) ; 1 A | DRIRAREBEBINARD -
t AUC=AUC(INF) BRRKR FEEINZEY) - T AUC=AUC(TAU) BRRKR T ZHINEEY) -

Dapagliflozin #BttZHYHIZE

#2 5 B/ dapagliflozin ¥ Hth it HEYRIRE

> Dapagliflozin AEHHAEYNEN B NEELTAEENTE -

% 5 : Dapagliflozin R REYNESRBEEZFE

ida: sy Dapagliflozin Lt
CETIR CESS, AUCH 81t Conax 2L
[ Al B2 [ 5 252
Metformin (1000 mg) 20 mg 0% 15%
Pioglitazone (45 mg) 50 mg 0% 17%
Sitagliptin (100 mg) 20 mg 1% 112%
Glimepiride (4 mg) 20 mg 13% 14%
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{7 FHZEH) Dapagliflozin {2
(RFE)* (RagEH)* AUCH 8t Crnax 218"
10 BB
Hydrochlorothiazide (25 mg) 50 mg 11% 15%
Bumetanide (1 m =5 ot
Valsartan (320 mg) 20 mg 14% 17%
Simvastatin (40 mg) 20 mg 119% 17%
Digoxin (0.25 mg) BfEEE20mg - 2% 10 mg
_ 0% 11%
BRIRHATX
War?_wag;mg) BB E 20mg - Z7% 10 mg +6% 13%
it [} 0,
R-warfarin BRX1RHTX 17% 5%

*EHE - [RIFSTHRMA -

P BB (BHRIIRREEY) - BE(E=0%) ; 1 ] | DRIRTSEESEIMARD -
I AUC=AUC(INF) AR FEEIREEY) - M AUC=AUC(TAU) BARKR TFZHEIREY) -

Saxagliptin

YR E (FRRYBSSM T

Saxagliptin ZZZ4LH CYP3A4/5 {H -
ERESMER BB - saxagliptin RECEMRE YA ZHHE CYPLA2 ~ 2A6 ~ 2B6 ~ 2C9 ~ 2C19 ~ 2D6 * 2E1 5 3A4 « I AEH
2 CYP1A2 * 2B6 ~ 2C9 5§ 3A4 - AL - ZLHBLERERMNH MO AZEY) - F85T saxagliptin AE L EA B ERE -
Saxagliptin 7 P BEEH (P-gp) & - 1B IF P-gp WEZEHIHIEI S FEME -

Bt Z 21 5¢ Saxagliptin ATEZ M ##) 5-hydroxy Saxagliptin A9sZ &

3= 6 : (FHEIZEYE Saxagliptin FIEE M B 5-hydroxy Saxagliptin HEERBEZFE
. gz iptin B4 Saxagliptin
(4 Yy %Y Saxagliptin B9 . —
4 | =+ | 2 * AUCT Z{ET Crmax 21E"

Metformin 1000 mg 100 mg saxagliptin 12% 121%
5-hydroxy saxagliptin 11% 112%

Glyburide 5mg 10 mg saxagliptin 12% 18%
5-hydroxy saxagliptin ND ND
Pioglitazone! 45 mg QD #5410 X 10 mg QD saxagliptin 11% 11%
=T AN 5-hydroxy saxagliptin ND ND

Dapagliflozin 827 10 mg 7 5 mg Saxagliptin $1% 7%
5-hydroxy saxagliptin 19% 6%

Digoxin &—X 0.25 mg g6h - 10 mg QD saxagliptin 15% 11%
_ + sz 5-hydroxy saxagliptin 16% 12%

X qioh - BE SRR ' ’

QDH#AES5 X

Simvastatin 40 mg QD $54E 8 X 10 mg QD saxagliptin 112% 121%
HE 4K 5-hydroxy saxagliptin 12% 18%
Diltiazem 360 mg LA QD #5489 10 mg saxagliptin 1109% 163%
x 5-hydroxy saxagliptin 134% 143%
Rifampin® 600 mg QD 154 6 K 5mg saxagliptin 176% 153%
5-hydroxy saxagliptin 13% 139%
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P p— 3 FR Yy Saxagliptin B4 Saxagliptin
(4 | 2+ ) 2 AUCT &1E" Cmax Z{ET
Omeprazole 40mg QD FE 5 X 10 mg saxagliptin 113% 12%
5-hydroxy saxagliptin ND ND
S5+ 5 S5k - 10 mg Sa);agjliptin | 13% 126%
3 5-hydroxy saxagliptin ND ND
afbsE+ 2400 mg
simethicone SH(EE 1 2400 mg
simethicone : 240 mg
Famotidine 40 mg 10 mg saxagliptin 13% 114%
5-hydroxy saxagliptin ND ND
Saxagliptin 383 CYP3A4/5 MHEIE [ ZZY)LE G TFH (1) RAZHE (2.3)] -
Ketoconazole 200 mg BID #5489 X 100 mg saxagliptin 1145% 162%
5-hydroxy saxagliptin 188% 195%
Ketoconazole 200 mg BID #5487 X 20 mg saxagliptin 1267% 1144%
5-hydroxy saxagliptin ND ND
ND=KE; QD=BH—R;qgph=86/\FF; ql2h=F 12 /\iF ; BID=BHMX ; LA= RYE -
* B - BRIESTTRAA -
¥ AUC=AUC(INF) BN I& FEBIEEY) - M AUC=AUC(TAU) BANIL FZHEIRZEY) -
PERPBR—IREE -
§ 24 /)\i5 FAZEREI PR B AV M 2R & AX M AXES 4 (DPP-4) SEMHIE - A2 rifampin £ -
"B (E (FFRIRFRZEEY) - BE(E=0%) ; 1 M | DRIRSEEZSIEBMARED -
Saxagliptin #EHZEZY LI~ Z&
& 7 : Saxagliptin IR AR YN EBRBEE T E
o o - Saxagliptin Y
Gzt PR B I B M, s Crnax
S AUCT &1t (ks
TIRARERSRE .
Metformin 1000 mg 100 mg metformin 120% 19%
Glyburide 5mg 10 mg glyburide 16% 116%
Pioglitazone! 45 mg QD #548 10 X 10 mg QD pioglitazone 18% 114%
HE s K hydroxypioglitazone ND ND
Digoxin &—X 0.25mgq6h - & 10 mg QD Digoxin 16% 19%
=+ 4=
“Xqih mEQDR | TR
‘5K
Simvastatin 40mgQD FES X 10 mg QD simvastatin 14% 112%
4K simvastatin acid 116% 0%
Diltiazem 360 mg LA QD 548 9 10 mg diltiazem 110% 116%
X
Ketoconazole 200 mg BID #5489 X 100 mg ketoconazole 113% 116%
2RI B2 ZAlE"E2 0035 mg Al | 5mg QD FHA | 2l B2 TT170°$ ﬁf
. - 0
Norgestimate norgestimate 0.250 mg 1% 21 K norelgestromin 113% T17°0/0

B2l X

norgestrel
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s s Saxagliptin 5t P54
{FZEY) YR HIE> =+ Crmax
AlsE AUCT 84(L8 e
ND=K%E ; QD=BH—R ; gsh=86 /)R ; qgl2h=F 12 /\lF ; BID=BHMX ; LA=RY& -

* B - FRIESITIAA -

¥ AUC=AUC(INF) RN FETRZELY) - M AUC=AUC(TAU) BARI T ZHEIRZEY) -
EREEMASHE -

S BALEME (FFRIRGRZEY - J\E(E=0%); t M | PRIRAEESBINAED -

13 FEERRBIRE

13.1 BEER - MREER - £EBHIES
QTERN

W ARET ¥ QTERN PSS HEMETHAE Y BRLGTMEBURIER - SIRREFBELEBREN - TIIERS dapaglifiozin
A saxagliptin 2 & Bl B 45

Dapagliflozin

HEEH

#t¥} CD-1 /\E& & Sprague-Dawley KEEETTHI 2 Fatlach - sHEBUZIEA - M OAR 5 ~ 15 A0 40 mg/kg/day A I 4
AR 2 - 10 A1 20 mg/kg/day FOEIE T - dapagliflozin dzARIGN/NERIERE LR (k1B AUC - RESERASENEIREE
10 mg/day B9 72 3 [Z# 1] A0 105 5 [HEH£]) - EAR 0.5 ~ 2 1 10 mg/kg/day FIEE T - dapagliflozin 0 RIZINAE (B4
AUEM) RORRE IR (kB AUC - RESERNENEEIREIE 10 mg/day 89 131 {5 [ZE14] 0 186 15 [HEH4]) -

B

£ Ames s T - RimEENBUE(E - dapagliflozin 9 AE 5|1 R RE - E—RIBIHIFEHEARRBT  BESRIERN
100 pg/mL - & HEIER dapagliflozin B5|5 2% - EP AR MIZI DNA BE - TREEBIBEIKE = 2100 £/
—ZF5EAGEE D - dapagliflozin A& 5|3 EFZ -

FEEE

EHEENEED RIRBERERIER ABRAEZLEIE 10 mg/day B9 1708 F] 998 F 2 REE (fk#E AUC) T -
dapagliflozin AEFEARBRERES  #RTS R IHRIREBHNES -

Saxagliptin

HETEH

#t#f CD-1 /)\E& & Sprague-Dawley KEE#1TH 2 Fatlgt - sHE2URER - /VEHAR 50 ~ 250 1 600 mg/kg
saxagliptin - RESKIE AUC 5TE S ERIKREIE 5 mg/day Y 870 £ (Z#14) A 1165 1F (MEM)EF - saxagliptin A Z1EA0/)\
ERAVREE RS AR - REOAR 25 ~ 75 ~ 150 F1 300 mg/kg - REEWKIE AUC 5TE S ZER A £ 5 mg/day AY 355 2 (#EH)
2217 12 (1) BF - saxagliptin FZIENMA BRI IERBEEER -

BRI

Saxagliptin £ — 5B ES B DPKE&W“”T’E?H‘JZ FAEEA (Ames AEMREM - NBEAMABMKERNANRESE
B . KEBBMZDHH DNA BEDHT) - Saxagliptin BEM A H T Ames AR BPAERREER -
EEEE

iE AUC - THMFIEFEABNRBES RS ETIEIRE = 5 mg £9 603 &5 776 215 + 44F saxagliptin R KEMNES
NEERIRENBENRATE -
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13.2 BN IR E Fy /o) BETR EA

Saxagliptin
Saxagliptin Z¥ R EEREAREE (BE - 15l - BER/EEFERMR/EER) - EXBMAKTEIE 5mg 89
0ERTEET  KERLUER BHEELEERMP BSRTVBENIEEAEREERS - £EERKEISE 5 mg BLUNRE

ETQLE3IR)  WARBRIEEFARELE - 7 saxagliptin WAZRRARE T - WARIRERE FEEREBRENERRE
e

saxagliptin/dapagliflozin 45

LT —EE S S IER R IAEILE KE L ARG saxagliptin & dapagliflozin Z 3 @B E/ER - KEDAIAT
2 mg/kg/day saxagliptin - 0.4 mg/kg/day dapagliptin Sk & {45 TMmE 3 @R - BEAERFMM =4 - 7£ saxagliptin &
dapagliflozin ME K REEMIE AUC st ER AIRRAEZEE(MRHD)M 5 &1 - WARBIREHATEELRIKAIHE
HEtRE BEnERREREINESERERES -3

14 B PR AR

T3 ER B IRES dapagliflozin F0 saxagliptin 8 metformin - S5 L1 metformin #5578 9 124 MiERY S5 — BUME R IR
(T2DM) X A& A - Dapagliflozin - saxagliptin & metformin (}f BEFIIIER)RIEE - BRI EHEEY H RS 2 R
&2 4H 0f A metformin - &0]4= HbALlc - HiEFIRETREE -

14.1 1R ##%2 Metformin JAERIE A - {EF Dapagliflozin & Saxagliptin fEZ i 10i& &

FE—IERE 24 BROEUHBERD - RIEFIAEMNE _BERBERARBA - FFEER metformin WERBET - HH
10mg dapagliflozin/ 5mg saxagllptln R -

It iR R EE 24 MBS DD - 5 - JEUHIRWEIME R (NCT016060007) - 715 A metformin B —E% B MiE
%JK&E’\J%:IJ:’rEﬁ%ﬁJZ/\ﬁA(HbAIC >8% & <12%) - EEEE S H—X 10mg dapagliflozin 1 5mg saxagliptin
metformin XR E2 10mg dapagliflozin 12 FFF N metformin 2 5mg saxagliptin F12Z2 & %I FI 10 metformin Z 4% -

1E25 24 1BE5 - BEH dapagliflozin A metformin 3% saxagliptin f_t metformin - ##F3 10mg dapagliflozin 1 5mg
saxagliptin & metformin O] f&{K HbAlc - I:EZIRETEZE - BERSLEAINEAZEE] HbALc <7% (R 8) -

< 8 : 7£56 24 i8I - 10mg Dapagliflozin #F 5mg Saxagliptin ill_t Metformin B9 HbAlc &R"

10mg Dapagliflozin 1 5mg Saxagliptin + Metformin
10mg Dapagliflozin 1 5mg e _
s 10mg Dapagliflozin 5mg Saxagliptin
BUSH Saxagliptin Y E’L 9 g ) glip
o Metformin Metformin
Metformin
Nt 179 179 176
2R (F191E) 8.9 8.9 9.0
BERE(E (REFHEE) -1.49 -1.23 -1.00
(95% Cl) (-1.64, -1.34) (-1.38, -1.08) (-1.15, -0.85)
TRES dapagliflozin + metformin FIZER -0.26+
(RIEFI91E) (95% CI) (-0.47,-0.05)
HEENS saxagliptin + metformin 252 -0.498
(¢§E$t@1§) (95% ClI) (-0.70, -0.27)
#ZZ| HbAlc <7% HWmAB DL 40.2" 21.21 16.5"
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< 8 : £58 24 18I - 10mg Dapagliflozin {#F 5mg Saxagliptin ill_t Metformin B9 HbAlc &R"

T HEHOIMAAPMEBEREER  LHEASNEYSFE - BERAGTERMUSERFATEMS  EEEET  BEXF 148
BERNSHENZEEENEFOEHER -

V BERBRARRAR) 1 HESHREY - BES HhALc EREENSHEAL -

! p{E=00148

5 p & <0.0001 -

TIRIBTRSCIEEME — MR ETRIGE - RERTTEE -

56 24 1BIS - HRREGNEERIEFEZE(ERZEE - FAHEEERTREYSFEE) - 10mg dapagliflozin
A 5mg saxagliptin J0_E metformin 287 -2.0 kg - 10mg dapagliflozin /I1_E metformin #8743 -2.3 kg - 5mg saxagliptin 70 _t
metformin #8743 0 kg °

14.2 %52 Dapagliflozin fill_E Metformin B95% A - {#H Saxagliptin B IEE

#8ET 315 BE_AERRHBASINEIRSHA 24 BRIBEH - €5 - LRBIHNEREER - SHEE2ER HbAlc >7% £ <10.5%

HmA - 31 saxagliptin B I0ZE dapagliflozin A1 metformin FOENELZ 2 (NCT01619059) © ELLEZ BRI FIFRS

54.6 5% - HP 1.6% %3 75 LA L - H 52.7% "t - ARG E 2R A 87.9% ~ BASIFEEBIA 6.3% ~ A 4.1%

%ﬂﬁﬁﬁ%ﬁ& 1.6% - ERFABEHBEERE T 7.7 F - T HbALC & 7.9% - E4F 19 eGFR % 93.4 mL/min/1.73
- 2R ZAT - WABCEIIBEEIEM metformin (X >1500 mg) £/ 8 18 - 5EZ A ETHEER®E - 155

RE NCARES - 815 16 BEMAZEC metformin 1 10 mg dapagliflozin ;5% - EA V% - S8 EHBEHOEZE 5 mg

saxagliptin (N=153) 5 Z&Hl (N =162) -

PN saxagliptin JEEERAHA HbAlc BEEERBRANRLEEA - BiERTEE (RXR9) -

< 9 : Saxagliptin M 0% Dapaglifiozin & Metformin BB BI¥ERE1EE - 55 24 38 HbAlc BEZRE(LS

Saxagliptin 5 mg Z R

BUSH (N=153) " (N=162)

\\)Et

{3 A Dapagliflozin 1 Metformin

28 24 38 HbAlc (%)”

R (FE) 8.0 7.9

BEREE (REFHEY)

-0.5 -0.2
95% 58 & ] (-0.6, -0.4) (-0.3,-0.1)
HZHENER (RIEFIIE) o4
95% fSHE & E (-0.5,-0.2)
#Z % HbAlc < 7% BIJR ALE A 35.3 23.1

HEHSTMARMBEZREEN  CAREASNENNIFE - RUGHERUSERMEEMS  T8E8EE
. EBRE 24 BPERZHENZEEENAFIOEHIR -

TONRBBEROREESAENRAR -

EBREENRIGT -

§ Saxagliptin /HBEH D EC 2 & PRI 6.5% (n=10) R ZEEIABEH D EC =2 E PR 3.1% (n=5) - tR/D5E 24 BEEAER
Z{EM HoALc BN - TREBFRAARBREYMWSHED - saxagliptin 48 9.1% (11 B+ E 1 B) ML 16.7% (6
BPA1B) WRHEES 24 BHIZ HbALc -

*
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1 p1&E<0.0001

14.3 HMEZEZ MR

E7E SAVOR (Saxagliptin ¥R ER AL MEER ZABER - LDIEEMBRAREE) SR PFE 18 saxagliptin #9/0
MERR - EB2—EZP0 - ZEEFE - BHIE 535K SHEBERECONSEERRERSHMAES _ZE
FRIERA - EE8R saxagliptin (N=8280) FZ2 i (N=8212) - TEMEH D ECA BB D - 97.5% STkt - MBHSE
B P A A 2 &£ (NCT01107886) -

SR EFERED 40 5 - HbAlc>6.5% BEALMEERNZEBREF 1% WHEHIRZHE ; BUHFR >55 R
2 >60 5% - M EMAERE - BMESBARAZPHNED—IREEINERETF) - UEZBREBOMEER (79% KRR
DEZHE)  ERARMMEOHR - BE2NSERSRMMEPRRE - BEMS - A ARANERBEYERIBR
83T (metformin 69% - FRE & 41% - TEERERIEZEY) 40% - TZD 6%) - OB EBEYNERBER OB (NEWERE
{EEE 2 [ACE] #HIEI =k ME UL 4R == 35 E ) [ARB] 79% - statin $BZ£4)) 78% - [JHFVCEE 75% - p FEERE 62% - KIEF
HVCE 41 M/ iR EEY) 24%) -

BARZHZHEREM (67%) KEEA (75%) - FHIFHER 65 5% © £ 16% WEFFEBFE (eGFR >30 £ <50
mL/min/1.73 m?) £2&E (eGFR <30 mL/min/1.73 m?) BINEEAZ - 1M 13% ZRIE A/ OERIEHEE - QTERN ZHR
eGFR &A% 45 mL/min/1.73 m? fRA - SREBRBE _BBRRNFERBEPUELS 10 F - BFHIEXER HbALc
BER 8.0% -

SAVOR HEENHTABERBESALOMERLREH (MACE) WRERIER - SAVOR DHWEALMEARSEHEES -
MBI T IER A O MNEE (MI) SiIERmER MR E - MEAZEARN MACE BEXBL . £REIHAS 100 mALE
3.8 £ MACE - saxagliptin #8% 100 % AF 3.8 #f MACE - {5t HR : 1.0 ; 95.1% Cl : (0.89 - 1.12) - L% ERIAI IR
5112 HERRAR 13 ZEBESR -

AR 99% M E B EVSEEARAE - SAVOR BRI 798 3B T-Z 4| - Saxagliptin ZBIET-RIRAAE (5.1%) K
Z R (4.6%) - AEAZENABRELETCER 2T ABREHRETEZRE (HR : 1.11; 95.1%Cl : 0.96 - 1.27) °

15 HESR/FTFREE

HEGSR
QTERN? (dapagliflozin # saxagliptin) O fRfE BB T3 @ #EH T -
REHEEE BRI ER R /AR femIRR aRA/N
10 mg dapagliflozin/5 g . i —MEEIA 5/10 - e
mg saxagliptin RREEREROEY | o mmmun reesy | 0 WEERER
REREE

f#FR 30°C AR -

il

/SR8 © AstraZeneca Pharmaceuticals LP

7E Mtk - 4601 Highway 62 East, Mount Vernon, Indiana 47620, USA
M2 % : AstraZeneca AB

RRithik © SE-151 85 Sodertalje, Sweden

: EEMETRENRERNHBRAT
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