A —7H%E 5 mg
74+ —HEE 10 mg

B89 &%
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LEIFEHREBEFEAUNOEFBMICFIAT S &
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TJYURRML - AV —XA%AEtt
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SNTIEABOEHRIZ, 7V A ML« w4 Y — ARSI TT A b T BRSO ERIC
XD FERITOAR R A IIBI R LWz EICRELZb D LET,
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AR UEMAEE—E

AR TS D085 & O HEEZ LT IRT,

MERUEMAE FREEDERA

a-GI a-glucosidase inhibitor : a-7 /L2 3 &2 — B[ EHK

AUC area under the concentration vs. time curve : Il 2 & - R T o A

AUC Area under curve from 0 to last measurable time : Fcf&E &R t £ TD AUC

AUC,¢ Area under curve from 0 to infinity : #E[R KK & T AUC

BG Biguanide : £ 27 774 K

CHO Chinese hamster ovary : 7 ¥ A =— A/ LA X —FH

CYP cytochrome P450 : 7 ~ 77 11— P450

DNA deoxyribonucleic acid : 7 A% 2 U R LR

DPP-4 Dipeptidyl Peptidase-4 : X7 F VN RTFHX—F 4

eGFR Estimated Glomerular Filtration Rate : HE & R BR{IR)EE R

F, first generation : 25 1 tHAX

FDA Food and Drug Administration : & [E 8 i = 3E 5 &)

FPG Fasting plasma glucose : %2 FFIf B¥

GLP-1 Glucagon-like peptide-1 : 7 /L1 I ERATF R-1

GLUT Facilitative glucose transporters : {IEEJLEI 7L = — R os A

HbAlc Hemoglobin Alc : ~EZ7 B E > Alc

inf infinity : MR ACHFRH

LOCF Last observation carried forward : Hof&BLAIMEIZ & 2 KPE DO HH7E

QTc QT interval corrected for heart rate : ffi I£. QT [If@

S9 liver fraction that contains a high concentration of cytochrome P450 metabolic
enzyme : F k7 10— P450 AEHEESR & @i BRI & A 9 2 ITHE i )

SGLT1 Sodium-dependent glucose transporter 1 : -~ h U 7 A« 7L a2 — 2Ll os K 1

SGLT2 Sodium-dependent glucose transporter 2 : 7~ h U 7 A« )L 20— A igib A 2

SU Sulfonylurea : ALk = /LR (3K)

TZD Thiazolidinedione : 7 ' U ¥ ViR

UGT Uridine diphosphate glucuronosyltransferase : 7 U > " U VW7 vr v ) v
IWET AT 2T —F

ZDF zucker diabetic fatty : Zucker B R 753 P JE i
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1.5.1 R XIS F R DRRE

HRTY)T7aT0f, KET YA M, Y —X 2747 (BMS) thic kAN, F
KU A e Zva— 2 3kR 2 (SGLT2) DOPLERCTH S, SGLT2 1L, AKREREEEE=ZT7-7
V=R HWINT 5 FEE RV a— AR TH Y . BIZRERAICEELL T\ 5,

FEINAY SGLT PHEHEFH TH 5 phlorizin DIERE ARG XY | IEH GEEERIN) K OFERHAEY
EFETNE WA T 73— X RPYRIER RO b, £, BERFEWET L OHT, (KilhE
EHIEE TR, A VAT UHWUEA RV AERNCIEKAFR 22 PR T 23580 b7z,

SGLT1 [Z/METEENL I N a—RAZWINTHFEERTFT N U A - Zba—2 kA Th 5,
SGLT1 B FERNH LA, JNVa—AKOH T 7 h—RAZ G AT RETIIAEMCEDL S T
SO K DIEARIZKE D FTREME N & D, — 7. SGLT2 1B N RANE I BRI R L TR,
SGLT2 ZHA AT 2 FIEMEBEVERE R B X, Frfenu72 7L a— X R PRt 2 773723, SGLT2 @
BT BEICEDEELEOFEEREBIIRNEZZLNTND, TOH, TR OFHHY 7R
SGLT2 FHEZIX, SGLTI 2N T 5/ TOI N a— AR EEL RITXT, B/ La—AH
WL ORER & DIEEMEFF CX 2 TEE LW B 2 b,

A7 7Pk, BETROKGICL 0 AYECRIATRETH Y . FEIRA., [
A9 7: SGLT2 PLESK A A L TR Z 10 5N 2 B0 flAoh TR S iz,

1.5.2 2 BIRERRIRIZDOLNT

2 BUPERIG LA MR AEZ B L T2 BMERETH Y | AOHE & L CRIEONEIRIE 2 O 5]
EREE, R LHHAECHMEESORKMEREORELEELTWVWDLI I ENRMOLNTND
(UKPDS 1998) , 2 BUBEPRIE ORIERE L AL, IEHERO EFIZHEN, FELWEBWTER L
BT TV AD, RIS DRI BRE BT, 2011 £EI2IT 3.66 (EAICEL TRV, 2030 £i0X
552 @ NIC72 % EPREITVWD (IDF 2011) , AT T 5D 2 BUFERIFEEEENL 890 A, BE
JRIFTIRREIL 1320 AT, #EHN 2200 TAEHEHESINTWD (BEAEZEHE 2007) . Fi7=.
2007 FEIZEBIT DHERIFIC X DM TEITR 1 5 4000 A ThHom I Tng (EAEE
4 2010a)

BIE, 2 BUBEIRISIC T 2 MRS T3 E U CARMTHK SN TV HEANL, ROFEE LT, 1
VARV U WEARET D AV AR = VIRFE (SU) K EH A XY U uMEERE (7Y =)
UNRTFUONNTFZ—E4 (DPP4) [HEK, 1AV OEmiEEZzEET LI T7HA R
(BG) EJXOTFT VU PUFHER (TZD) | BEOHLEDN O OWINEZEL Y Ho-7Vva v X —E
P (a-GD) @ 6 FENH D, £, EHIEE LT, DT UAETF K1 (GLP-1) Z&
IEENEE, KO 2 VHBIFIR B D, BARBERF 2O THERFIRE T A N 2012-2013) (H
ARERIF 2 2012) TlE, REHRFOBREORLR L, FElinCIEi OFLE, BMHADHEDRRE,
JF « BHEREDTRRE, WONTA > R Y UAFWEERA A U HRHIMEOFRRE 23041 L ¢, #% 1 Ipf
T, A AU HH GLP-1 ZARKEFEFEO TN TIBET 57, & ST L ofEEOR O i
PR TR A TR T 2002 0E L, BRI CTRAZRMBE =D > b o — 3G o Wnigaid, 1EAkF
DR DLERNZPRTHESINTND (K1) . ZHHBEFOIRRIKITMER NEMA 2 %ET 5
— T, 2 BERFOEHEZH L T 5L ORIERZHES 120, IREREOER ZR/ME2 Eh
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20 JBEOTIRIZ L VHERFBOGIHEZ RIET 2V A7 Bd 5, 2 BRI OE I %2 K3
5@@%&Lf$<ﬁ%ﬂé@u\miﬁmtﬁm%ﬁf%é(%mgaMﬂmDO%fwﬁﬁ
Wb 2 BRI T D Rl IR S X 2T, BHOERBFE AR L, K EL
WU R « RRT 4w b T a7 7 A NVERTHERIFIEFREOBRB NI TV D,

mERFORE || EOmERE T
{2 AU g B3 Fatem
1A Eﬁ ESPFAFE i TOERREONS
. B RTO R
+ E Fryuie | RO
e & | RSO 1 2
AREET 2  OPPABER || SREELINDISES
2 £ | T
% A2 ALAERNE é AN RRE | A0 AL SSROEE
.4 LV DI A2 R
-~ = = o X Jj L
- | Bif i | ---;g : 27 SRoibE SsmniE
= OO
m
T g

(e P

H A JRIE 2t B RIRIRIE T A K 20122013 X9 KLV #i&#

= 1 2 BUERRIR IS X9 S O IMAERE T

1.5.3 AFIDEER EDLLE T

7Y TaYk, BiETO 7 Vv a—AFRIUIE 9% SGLT2 ZFifeiZHia ), mlif
I OEVRIRME CILET 5 2 BUBERFORDIGRETH D, #1377y, METo s
a3 —AWIIZ B 595 SGLTI IZLbiZ L 1473 56 O@WEIRMET SGLT2 #[HET 5, 437
U7a P 3R~ 7 a—ZHEIEE LD A R Y AR ZE N SR WETROEREF 2
THIEND, FERFOBIZIIBREIKICH S T2 2 E0nEIfr S b, 7o, BMEERITS & X
0. BEAFOFERIFIEEIE TR N A+ 256121, %@W%%fﬁ%%ﬂ%@iﬁk@%%%
FEICBWTH 2 mbERE TERARZHfFSND, X512, SGLT2 ORBUIEIICIZIZIRE ST
WD T8, BRSNS D ER ISR/ NRICH 2 B s,

X7 7 a Y IO BRI EEC A A U U MEICEBAER L2, K IUHHE O
UZZIHE, SBIT, A AU BRI THLH 2 L, BEIAV 2 RUEIRIR B Tl
PERETIERZRET 2B 205, BrborZva—2gRtnE@EIns Z LIC L VBl a
U — DWW LA REBD IR LM CTX ., FFOBRREA LD 2 BRI EE T X v #HAEN
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PERIFIGRIE L 72 0155 LHIfF SN D, £z, #3270 7 u P AT MRME TDOF R U ¥ L
EROT N a— ke lE L TRECRIRIEMZ 7263720, MECHRWEEELLTLT
ATREMEDN B D

ZOXHIT, 7Y T a3 2 BIERIE B O IR0 B AL BIFR e < MR TR 2 b
o EILND,

27 Y 71T SGLTL ~E & A EEHET, mWi@RMET SGLT2 Z i3 L. SGLT2 D3
BUIBIBICIZIZRE S, FRBEFZUORELZITEHWNEZ2 bNDL720, BARN 2 BUEER
MABFICBIT 2R NZEET e 7 7 A VL, BAOBKERE e 7 A TELNEbLOL
FETHDHETFHIEND, CNETITELNTWSHAAKRDAANT =&ML, 3 7) 7ay
> DOIEYENRE & ST FERIZ B W T AR CRERBICE RO H 5 725 mE T Dbl < . B2
PERT R L CTHEERFEEDO L DO TRV LR SN TV 5,

ZR7) 7a Y OFEFRAERART Smg 1 B 1[ET, BFEER< 1 HO EORM#E THAR
HRRETH D, ¥\ 7V 7rayr5mgl H 1 EITHRNP AT, DORZEEOBRENTRD b
VAR, 10mg 1 H 1 BI~EHEREETH D, X327 Y 7ua v oMmpERE TERIXE R T
DT a— AP EITKIFE L, 7 a—REEEITMIEFR 7L o — R RE & HERDR ERIRIEE R
(eGFR) IZHEFET B, #2370 7o ofb5Icky ., s ha—A 3 KB 2 BRI
BT SR E RIS TR RIS SN D08, AAIOERETF L, BEEREITLTNS 2
RUBERIF B (FFIC eGFR 45 mL/min/1.73 m® R0 ) TITibElE FIERRN/ NS 25, 20
726, #3771 P13 eGER 723 45 mL/min/1.73 m® Al D BE ~ DO P BT HELE S,

1.5.4 R DEE

WAL Tl 2007 4F 1 AIZ BMS fH & RET A 7B X (AZ) FLOM TAHFZ B < R 7a 4t
[RIBA%E - IRFCZEAI DG S AL, AZ FEASERIRBRZS IS - 72,

AFZBNTIE, 2007 LD TV R ML« <A P— XS (BMKK) 23N FEgER#E 2 x5
L8 1 AR GE (MB102010 38R) KLU 2 BUBERIWEBEFHE 255 & L7 | HRER S
B (MB102025 #kbR) 2 %EhE L=, =Dk, 2008 4 12 HIZAH 2 & TedLmBIFR - ITEEMIC
WESINTZZ 05, BMKK KU7T A 7B RS (AZKK) NILICUZ OB 2 ED 5
Zkiirot,

1.5.4.1 AFIZH T HEAFRDEFRE
KRNI T DI ORI X 2 1T,
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1.5.4.1.1 mE
1.5.4.1.1.1 BERE. Y. BERRUVRARAZE

REEIRIE ., WPE, Bk R ORBRITIEIC OV TR, (LGOS, SEMITEOMHZ TV, ]
R ORG (BEA)) ORISR OB T 1A 2 R E LT,

1.54.1.1.2 R E MR

ik, [JE L0 IR ORE GER) OEMIRITRER, IR R O R &
BMS #HCHEM L7, Bbh-mBREcikox, KOV 72 Mz | 4 (EiR) saeL
oo Flo, BANZONWTE, AHTHRALZAEEETHLI RV =1/FRY Z7are ) 7
FREFLYROTAI=T AL — 0B DT Y A Z — R OEHERY =F L VB bR,
(500 §2/78 F L) CTOHEZMIME 3EM (FR) &Lk,

1.54.1.2 JFER PR 5L BR
1.5.4.1.21 A ER

Invitro T, #3707 0%, B b SGLT2 IZxf LT, 50/, @&ERAY. AR5 a7
PLETEMEZ /R L, B b SGLT2 KON SGLTL (X3 5437 U 7u v rolEEH (KfE) b,
SGLT2 (2%} 28R 1% SGLT1 (2L~ T 1400 (5L ECThH o 72, EF L UBERET v MTH/RT
U7ryy 001~10mgkg #HEEROELE L& 2 A, EH T v N TiE 0.1 mgkg LA EOEGRE
T, BERIF T v b TiX 0.01 mgkg LA EOFEGRET, mEF 7 v a— AREMNMIEOBZ E LT
70 mg/dL Z FE% Z & 72 <R 7V a— R PR EE 23RO b vz, AFERIFET VT v T
ZRTYT7a iR s G Lk 2 A, mIEE~OEROME], 7V 23— i o dE
WZINZ T, PEA A Y CEPHER S, BRFET VT v T, SRR OWERMAuFEE Dk
TR LT,

In vitro T, #2370 702003, KIEHERETO 7L a— ZBOARIC BN TEEREE 2 LT
HAEHEYEHON 7 0 o — R igikik (GLUT) 773U —D7 A Y 75—k SGLT 77 U —D
SGLT1 LU SGLT2 LSO T A Y 7 4 —AZHE LT, SGLT2 (T V@R 2R Lz, B KW
PERIFET LT v hOWFTH T, 37 7a P HERA#KEIC X RS L o— 2 FEA
DOHMAZED S, R 7V a— AHEEE I K BT 70 o — R PRI 9 5 A B K
JEEBAE LW ERRB I, — ., BERBET VT v b~ 15 BREKERAORGIZED,
WIRPEZ v a— ZFEADOHEIMMBND L2 Enh, #X7) 7a P ORERGICE Y, 2 Rl
RIBOFIERD—2>TH D, ZNa—AEAZIHIT DA 2 AV KT 5 IFIROBGUE 2 S
SN D AREE N R SN2, BEFFBEMEIERT v M7 ) 7Y E 27 ARRERD#&EE L
7oA T, BAIROBINC LD S PIREIZHD BB v, FEMEO GG, X370 7
0Py OEIERICIIBRIEIAE 2 /R L oSIRIEN 28D SE2ENH 5 Z LR s,
X7 7u Y ORRRERIZIBWNT, ZX7 ) T U o B BRI DEEORBN T T+
REEL Y b EWHAN RENTZ20, 7 ) ond s 5 HlKERO#&E L- ZDF 7 v b
N HERI L 7R CBAE FRIUCKIETREZM L & 2 A, MlaHE s S 3 m et B L
TR B OEBIZF &R INRWNWI ERRENTZ, EBIT in vitro Db MEREMIEEIZIB VT
R 7L 2 — ZAFRINC X D HIFEEEER OIS e o7,

10
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MNT U 7= RS EERR X FEHEMERBR O3 T, LiE R, AR R & ORI &IE
TREETHE LA, BARN 2 BB PRI B E [T HEE R R 2 10mg 2 1 B 18] 14 AKX
TERAZEG L EOBEFEREIZEITD Chx (191 ng/mL) O 220 UL EOMBRERE T, ¥ 37
U7 ua Y ORKRERZRED H 2% aTREME 2 73 T ISR bz d o7,

1.5.4.1.2.2 EWENREER

B (v b, A X, P) IZHZRTY) T7uP o 2RO L L & OWRIIHR C TESeHT
HY | BH%Z 0.6~1.9 B (tye) [ SHREMIETIRE (Cuw) ICEEL, "AFT ATV T
A1E. T v b T 84%, A X T 83%, P/ TIH25%Th-o7z,

~T A, Tv b, UPFROS XMEF, NS VIEF TOX T ) 70D in vitro
BT D2EAMBERIT 91~95%, & MR TIZ 91% TH o7z, T v by A XKLV HE RS
Voav oz L EOEFREIZEBIT20M5HE (V) 1, 7v T 1.6 Lkg, 41 X T
0.8 Lkkg, #/LTiX 08 Lkkg THY, —EIXMEINC AT H I EDRBI N, HIRT v T
[MCIF 7Y 7P 2 H G Lz &, JRIROMIE~EHLMICIT U, IR IR O Mg U RE R
D AUCine 1 Z. BB O M T BEIEE D AUCiy @ 64% T o7, RHTDT v MIH T
Ta v kR L EE BEEZN 2 KEOIHTFICH AT Y Ta P U Rt S, AR E
AR IR DR 50% Th - 7,

7Y T7a Y ORBOFEIL, Z2< ORIV ERLTHZETHY, B T 10 fifE, ~
U ATIE 16 FEONBHBSHEEHETE Sz, b MCEa RS0 b o iz, 13
RAREIRSIE, vy v A, BEERI T LA, ROV TN OBk & LB TORRME T
HY . TNSDORIGEOMBAEDEICLY . T KD 7 v 7 v AR K OOKERILIED O-
T o AR ER LT, FFIICBWC, A7) 7o o7 VE F 4 AR
HEnpholzZ bt RUSMEREY AR T 2 IRV EE X 5D, In vitro IZEB W T,
A7) a3l O F 7 o — A P450 (CYP) BEFEIZ L W ARFH S, CYPLIA2,
CYP2C9, CYP2D6 M UF CYP3A4 DORFHHENEDFEX IS E ) >7-, B FTOEMRBMITT Y v
VBRIV a )V T AT 2T —8 (UGT) 1A9 (12X D 3-0-7v7 va VAR TH -
776

ZoRT Y T a Y ORI, B, B PR OMRE & W o Te BB ORI B FET S,
Y (A, Ty b, AX) WE T uTvarERELEEE FHE5ED 6~15%NRE1L
e LTRPICHEt SN2 Z &6 BHEMHIIAESTAICRIRA 2 E AR & B 2 bivlz, T v B
TIPS BRI 72 R Th o T2y A X Tk, REMLIEROFE P PRI 37% & i
Eo T,

In vitro TORTMNS, X710 70V A ATEMFENERO S S CYP BERIIFHERELH L
TEOHT, CYP BEEDORFMKGFIRILE L A D N oTz, ZX7 ) 7a v 0 P-HEEA (P-
gp) DFWIEE Tho7z, F/o. #3710 71V 3 UGTIAl DFWLERITH - 7-,

1.5.4.1.2.3 BSMHHEER

X7 7a YO ERIT 2001 FX VBB L, TR TOREBENHEIN CHEE I N, Rk
WCHWAD EEREEE LT, 7y b (FomH) KO X GEF o) #@RLE, Zhb
MR O 2B T, X2 T a YTk L TR A AT 5, BT
DENRT Y T7ayr DEFREFERE (AUC) LY Chy) (5. SRHESEIE R H B O KKK 3000 5T
Hot-, B MIBITDERBFMTH D PEIFANEEZ R IR 3-0-7 V7 v VAR E | 3K

11
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BPRNEMEE AT 5 O-Bie F/UBIRDRREE Z s LR, ERGEMERROEEMERIC BT
L0 DREMOBRGREIL, b MBI OBRERE L FFU L THo T,

HE#E 5 3mMERBRICB VT, =7 A TIE 3000 mgkg, 7 v b TiE 750 mg/kg PL_ Lo & TRT
I BHITZA, A XTI 1000 mg/kg BLF OB CHLIZA BT,

R GBI G, ~ U A, Ty FROA ICENZIIRE 3 7 AM, 6 7 HFRO 12 5
AREARE L, 5 v FROA ITIEE LT, JRF 2770 20— 2 ORIt 5 Rasm, 7
MU &L AT AU ORPYREN, AR O R ORNAH b, TR T
DWHMRIC BT HRERE L b MRS R RIC BT RER L ORITEL . X7 T
DL D BEMEEE LT RIFTH - T,

EBinm B i, CHO Milaz W3 in viro RERICBW T, S9 REHEMALREMLE T
100 pg/mL L EOJEE TOHRYARET OFI RO =08, flE 2 V) D18 IR 228848 Bl
LT v MNERER, 7 v PREY DNA ARGBR, 7 » MR Y > RERE VYR B
ATV bEThH o7,

DR T, ~ 7 A, 7y FEBIXBAFMETA LN 2o T, —F, BRRBRIZBW
T, ATV 7a Y o BERICBIT ABEMEORAEN T T BRI b EVEHA A RSN,
ZR7) TaY s LS OBMRERF Lz, 15 7 HEE CHE L7z SGLT2 Bis XK~ R
BWT, BEHREEL OB RICEETA T, RO L OIS IXA bR o Tz,
F7o, HHHBROE TR B, ¥X7 ) 7nv ok 5 Bl EROES L ZDF 7 v b
D BEREL L7/ AR A S 3R (R 2 B L 7R B OB BIX S F i Z SR 2 EAVUR
BRI, 5T in vitro Ot MEPEMIZEICIB WD TEIRE 7L a— AN X 2 idEFER O
BRSO S o tz, BAREMERBAER L OB AFHERBRE RS, X7 7P K
ZOIEFVERIC X AIEETRR L OHEFE O U 2 27 238009 5 T REMEI TRV & & 2 ST,

AT AR T, O 2R REM M L BE D W E TIIZRREOIER FEA BT,
fEar e b b e o T, BVIREERE CTEE L2 T v O AR RO AR ORI N RHEA
DOIEREIZBE T 23BN T, Fy HARIZE SRR o BB OEINSUIRRE OTTER Z b v,

UboXoiz, #BHERBICLY X7 7y OREMITOWVTEIME L2/ R, REOERK
ISR DL etET Rk TE 5 L Lz,

1.54.1.3 Fe PR B ER

KIBICBIFHLZ N7V 70 P ORI 7 77 58 LT, £ 1IRT 6 illka HATEM
L7,

x® 1 ABIZHFBHFE/RT) 70D U OBKRAFE IO Z L

HERES HERDIME R NTELE HEDAE X AR E

MB102010 5 1 AR — HEW R 5 — | “HERE RN el ey
MB102025 5 1 ARG — B R 5B — | EERE H AN 2 BbE R FR
D1692C00002 | %5 1 AAZER — R 7 U R — 2 L DM | HEEHE H AN 2 B R o FR

FEAAEH R —

D1692C00005 | #F 2b FH7ER — A i itk — —HEERE A AN 2 BUBE R % BT
D1692C00006 | ZF 3 FHFRER — B IE LG5k — _HEmRE H AN 2 BB R o3 FR A
D1692C00012 | % 3 fH#ER — K P 53R — FEMRIE A AN 2 BUBE R % BT
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HA ANFERRE B BRE 2 55 & U728 1 AR W B e 555 (MB102010 #85R) K OVEA
A 2 BUBEIRIGEE 255 & U728 1 M &S E & 5308k (MB102025 36k) % 90 L7-1%.
HARN 2 RUBERIGERE 2 xR E L2 1 FBR 7 ) R— R L oYM EERRER (D1692C00002
AUR) MOV 2b A BSUSHER (D1692C00005 7RER) 2 S0t L 72,

D%, VAL 2247 A 9 BARTEREER 0709 35 1 SIEA @A ERA N REEEHER
a0 TRE O B T RO BEPR S T EICBIT D 04 R 74 ) (EA5EE 20100) A% Shi-
7o, ZHUCESLSE 3T e s T A LIS 22870 7a o v OFMER O 2k
%Rl 72 @ D1692C00006 55k, HMUETE K UM oO#E O ik F3E & O gFHEEICB T 5
ZR7 Y T7a Y DECEENE T 5729 D1692C00012 76R) % FHl L £l L7-,

KRBT HENT ) 7al OIRBERE T v 75 JMIKTA R4 (BEA5E4 2010b)
WSS ERBRETH Y . AFORIEIRTEAGRHRFEIZI T D BRI M K ORI 222 fR
HEHBEENT, AHA BT A AZHE - TEMi L7-[ENRBR CHERR L7223, R KERBRIC W T
%, VEZNRER 23 BRBR L EHMEE R X IZSEERE LT Lz, 20D ORI IX, #
FERANTZ T T < 2 BB RIFEE L OB REIFEERL 2B LEENTWD, £, Tl
SN BB D5 2b FH R O 3 FERER 19 SREBR O LMD G T — ¥ & RO 2B &
B LTHEMA L,

1.5.4.1.3.1 ERREIRAER (FE1# % 2a)

BRI CIL, /57 ) 7R UL OReN, Rtk EIBE PK) | 0% (PD) %
BAHL,

AFTIL, fEFHRE 255 & L7281 MR 535 (MB102010 56k, 24 #1112 2.5~50 mg

DODERTY Ta e HERRO&EYE) | 2 BEERFEFTEZRNRE L2 1 MHKEE G5 RABR
(MB102025 ik, 27 il 2.5~20mg DX X7 U7y 1 H 1Al 14 BERKERO#EE) | 2
TS RIF B 2t AR 7 ) AR — R & OFEYF AAEM 2 /et L7225 1 #EaR  (D1692C00002 71
Br, 22 BNZARZ YV AR—202mg (1 A3BEREA#KSE) L4270 7 10mg % 2 [BIHER A
#5) O3 REBREER LT, TORE., ZeEOBSITRD ONTIARMIIRF Th-oT-, B
R 7V o — 2R B2 7)) T a D O R LTI LT,

WESN Tl BB 12X X7 ) 7a P v % 500 mg £ CHAHE G L7 (MB102001 5U5) |
WO R (MB102002 #X8R) % 2 BUBERPEFE (MB102003 #R) (24 /X7 ) 7y
> 100 mg % 14 ARIRAESS L7RBRICR N T, ZatkOREITR0 b 2A IR Ch -
Too RBEBEM ORI S 7Y 7 a ¥ v O HEITIKAF LT e, Bk, K T A 5
FIFFRO BT, QTe MM ITOLAHEINI R L CRIKRANZERREE S 2o 7, QT/QTe #Hffiak
B (D1690C00001 §fk) T, ¥/ X7V 7m > 150mg 1 B 1 [B#5-FE0 QTc M@ A& 3L
HEhiREE L BT DIEMIZ A bR o T,

T YT a Y AT ARG BRESCHITRIN S L, M T NA T E YT 43 <
(78%) . RV EHPA (0.1~500 mg) THEIZHAEI L= 2HRENRO bR, #3778
P UAEEIZ UGTIAY 2k W REfsh, Zvrn BlaafEmTth s 3-0-7 v 7 n i sk
LD, REEE LTCBHEND X7 ) 7u P 3 EEREED 2% R THY . K
(73%) MRHH & L CBHRIt SNz, #8270 7 a2 0 ORFRHESEH BN TIE. AMRHY
1% SGLT2 ICEWDO B DA EE RS ehrole, X370 7a v OWRERINT 12.5 KT, ¥
TN Ty % 24 RERRIC D72 0 IREEFFRI S RIS FRE S iz,
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1.5 HRIFUTTE oo Rkke L OBRFE DR
& A7) T Ly s a— K

ARNKNVIV, ATV UETVTF JYUABEY R, AT YVER—A, BEResno
OF TR, TAX=ZR, RAPAE L VU RAFF VAL, U770 A7 <
F LB 77 o ORI EEARBROEENS, #8370 7 VIR EONR
BT LA LEBERTST, #1570 70V ORBLIAKICEDIZE A CEEBEZ T 200
ZENFER SN, EERRE T, #3007 a Y ORBEFRIER N L —TRRIE (7 A H
= R) OFENHERERET D Z 13k, ToHbhoTz,

BgREREE AT 2t L LB (MB102007 iRER) I2BWTC, Z LT F= T VT T AD
WS T, %70 7370 D Co (XD TNTHIIN U7z, BHEREDS I3 72 2 BUBE R IR A 12
Fe_C, B, PEETREEOBEEREDH D 2 BBEREERE T, EFIREICRBI D &3
7Y 7u YO AUC BEILEI 32%. 60%K% TN 87% 7 - 7o, EFIRTEBIZI T 5 24 BRI R BEHE
BT, BEERENIE R 72 2 BUBE IR ERE CIL 85 /A, BRE, FEE RO EEBHEEREDOSH D 2
RUBEIRIFERE CTIXEN TN 52, 18 XY 11 g/H Th o7z, IHEEREERE Z x5 L LR
(MB102027 #f®R) Tix, PEEMEEREBREICF 7Y 70T 10mg ZHEREO&REL L
EEXDHNRT Y TaT D Cra MO AUCp 1, BEEEHEBRE 1Z N TENEI 12% K T 36%E70>
Sl EEEREREEBREICBIT D Cpx XY AUC 1. HEEEWHERE IZ X TENLI 40% K% Y
67% Do Tz, X7 U 7a Yy OMFEEEMEGRIC, HERRE ., BMEEERS . BHEEN
B 7 2 BUBE IR RS . S RERE B O CEITRD b o 7z,

1.5.4.1.3.2 % 2b F854BR (D1692C00005 FiER)

AFT, 2 BERIBREICHE 7Y 7Py 1, 25, 5, 10mg XIZ7 78R % 12 BE#EEG L
THMEE L L CoORMERONZEMZBme L7258 2b kB (225 Il 7 ) 7av s 2%
5) %3 LT,

FEFHMBIEE CTh 8% 5in 12 % (REBLIIEIC X 2 KAMEDOHSE (LOCF) ) O~ET R
B2 Alc (HbAlc) DRX—R T A MDD OFEELEIZIHBWNT, T T vREEL IR L TH /T
Yozuvr 1, 25,5 KO 10mg FHEOWTHIZEB W THMEHFRICHERIE T ARD b
(p<0.0001) , ¥ "7 U 7myr 5 KON 10mg BECET 285046 12 % (LOCF) @ HbAlc @
N2 T A MED D OFEERE A BT T NEI-0.37%K% TN-0.44% T, 77 BREEE DX
ZINZEN-0.74%K -0.80% T 7=, #HBME 12 #k (LOCF) OZEERFMbE (FPG) D~<— 2
TA EDPS DB RICB T, IR L TE T TaYr 1, 25, 5 B
10 mg HEOWT T W THREFHFIICA BERIK TR b7 (p<0.0001) . #5584 12 %
(LOCF) OAKEDN—RA T A MEN L OFBEFHVEE B EICBIT D7 78R D2, ¥
NTZYTaYr 1, 25, 5 KOV 10 mg BETENEN-1.19, -1.18, -2.01 XU-1.86kg THVH, 77
BARREE L CO T &R CHHEHFIIICH ERIK T 23580 bivlz (p<0.0001) .

BEFRROBBLRIL, #7070 1, 25, 5, 10mg BEX O 7B RBETENEI 40.7%.,
46.4%. 41.4%. 53.8%K% (N 38.9% T, TDIE L A EIIHE IHFEETH o7,

1.54.1.3.3 5 3 MEMAEALLEEER (D1692C00006 FHER)

AFRT, 2 BPERFEBEICHZ 7Y 7avy 50 10mg XX 7 7R % 24 BEEE L CHME
BE L CORMEROREEEZRFT LIZE 3 Bk (174 BllicZ 7 ) 7a vy w2&kh) % %EhE
L7,

FEFMER THLL 7Y 7uvy 5 KO 10 mg BEO#H GBI 24 1% (LOCF) @ HbAlc
DR—=RF A MENS ORI, 7T RREE R L TR b HEH P B2 KT
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R LT (FNLH p<0.0001) , #8370 7uPy 5 KO 10 mg BECH T 5855044 24 %

(LOCF) @ HbAlc DX—2A T A AMEH O OFEE G AL BRI LI EI-0.41% K% T-0.45% T,
7T/ E DEITENEN-035%L-039%Th oz, /37 T7ry 5 KON 10 mg BFEOH
HBiig 24 % (LOCF) @ FPG DOX—2A T A UMEN S OFEF L FH B EIZB T 27 78R
FELDET, FNT Y 7aV BB T TR FRICAEE Th o7z (p<0.0001) , /3
7Y 7uvr 5 KN10 mg BEOG-FLG 24 %% (LOCF) OIREDN—Z T A Al B OFFE G
BRI T 5 77 B AREE OEITENEN-1.29 K -138kg THY, Wb TH
ICHEBRIKTARD b (2121 p=0.0003, p=0.0001) .

HERZORBERIL, #3707 aPr 5 10mg HEROT T RBETENEN 47.7%., 64.8%
KON517% T, FDIFEALIIREITEETH-T-,

1.5.4.1.34 % 3R EGHER (D1692C00012 5HER)

AFRT, 2 APERIFBEICH 7Y 7a P Smg (& 5BMA 12 8% LIEEIC HbAlc A3 7.5%%
R O EMIZRIEN 2 WA 10mg ~HE) £ 52 &S U THIMEE K OPF R E
(SU, ZU="F, # hFE/L, a-Gl, TZD, DPP-4 KX GLP-1 ZZAMEESE A~ BIN0FH#
) L LTOREMEROEIEEZRGTLIZE 3 MRkl (728 flicx 7 ) 7y z2&E) &%
Jiti L7=.

AEFERGORBRIL, FX7 ) 7P VHFMBGRT 79.1%, PG T 72.4%, HhEs
EOFAER G2 B 2WBRERE TIL 747% T, TOIEEACITREIFEETH T,

B H-BMA 52 1% (LOCF) @ HbAlc D_X—Z T A AMEND DB &I, #7) 7ay
VBB HHET-0.66%., Of H# 58 T-0.68%, Hilih &G 26 bW - ¥ C-
0.68% CTh -7, Fi=, BHRL 52 % (LOCF) @ FPG DX—R T A MEN L O &I,
FoRT Y T7a Y B G EET-14.3 mg/dL, PR GHET-174 mg/dL, HME G L FHE G 25
DY BPERE R T-163 mg/dL Th o7, HK5B4E 52 %% (LOCF) DKEDN—Z T A fE)
OOYELEILX, X7 7u Y oM ERET-2.58 kg, PR GRET-2.06 kg, HMEE &
G2 G b e 2RE R Tld-2.24kg ThoTo,

1.5.4.1.3.5 B ERREAER D R 2 1% 5T

Wi 022 MR L, ENE 2b fHFER (D1692C00005 #kBR) Z&de, KE R OWMNIZE
% 2010 4= 12 H OA&GREFE CHA SN0 7 Z R laBR 12 38R O O EipTks i k&
DWW T2 T, WHDO T T ARG OFAEMIZIE, 24 HE £ TRE L7277 &Rkt HER
12 R A2 GO 77 2 ARRRREBROFAERN (B 77 AR5 EEBROFAERD) . RO 102 #E[H
TRE L7 7R B 5 BBRa & 077 BRI RRBROFSEN (EY+EYT T 2R%
FERBROFGEEM) O 2 N H 5,

FEBUEE DIRNEFROLEVEFTHEIC X, BN 2T XTOFE 2b MHRBR L O 3 fHRBRO
OFEER (2% 2b 875 3 MEBROFEERD 2o, AROFEERIIERMN & OSKIE O AH| D7
HFEPICERESNLTWD 2D (Iy FAT7H 2011 47 H 15 H) . BAMNIBIT 5008
FREG HEE, EEL OGO A DL EMFHMEIZIZ 2011 £ 7 H 1S By bAT7 DT
— & & W,

F 72, 2010 HK[E K OBRINAGR I FERF O T — & & F 81 L 72 30-month update (30-MU) (ZH-5<
RIS 2 EHER Q0124E 11 H 15 AT =420y b4 7) b &=, WEIO2E 20 H,/
553 HRBROFEEM - 55 2b M8 3 o4 21 RBROBH + RIS T — & TR Eh, &4

15



1.5 AL 3T R oRGE R OBH3E O
— x4 AT TaY a7 a—KY

7V 7a YR (2.5, 5, 10, 20 KON 50mg) & EXHREE (77 BRI RE) Hokb, A
DAL, BEBEEORWEFERR CTOMMEORITZ B L LEMT, L, EELRAE
T, EER ORI OFAY (FUE L OBENeE) |« IF. R OWIE RO 2 A MEHn T AW
7o WD T 7 AR KRR OFEER] « 2705 2b MR K O 3 FHaER 13 3Bk (F5-H1 :
12~104 #R) THEK S, BT 7 2 RxHRRBRIFGEN, KO+ E 7 7 &R kR
FREMN D 5, 2370 7aP 10 mg BEE 7T v RO G 2 80BN S ORISR T, &
R7ZYT7aY 10 mgBEE T TR RBEOREE B E LI2EMTH D, AFEGEMIT, 778K
(o bk FEOUHOFEEARDT) ZXBE L THRTY 7a v 0REEROREMNE
P95 E TR OGN T — Xty N ThDH, 13 HERH 9 RERCR MM (24 ) 2
RITONTEY El+REH 77 RS EEBRIFGEITIX, 270 7e oy oRMEERO
LEMER A FIRETH 5,

AARN 2 BUBERFGEBEICE N7 ) 7a v b Lo L EORKRORENET v 7 7 A4 WL, 1
ADOERBIFE T 0 75 A THLNIEZLD LFEET, FRISND D TH-T-,

1.54.1.3.6 ERFE K

s |
I S i /-
id Z HK%%LK@%%&HW%&%T%W&
<% ¥
I | . |
fH

nl
watior, zome. |GG - ]
ml A I

1 . —
I 7.

I
llllllllllllllllllllllllllllllllllllllbto
I 010 &5 7 Ao &z TR0 fbERE 3R oo B PR AL B (2 B4
HHA RTA ) (BAEFEE 20100) ZESEZT-HNEE LT,

1.5.4.2 BNCEITAHREDRZER
wshcid, Il AE & v R SRR 26 BB, A 2b MIRRER 3 RBR. 4 3 IR 11 B A Hi
L7,

BRREEEARR & U C. BRI RO 558 8 iR, Arnl 2B EH 265 & LI-alBr 4 35k,
NAFTT ATV T 1 S EWERFEEE L R FORERER 4 3R, KYREMELIENRER 10
AR & 92 L 72,
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1.5 HRIFUTTE oo Rkke L OBRFE DR
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55 2b AHRRER TR, IR D22 2 BBERIFEE K OA 2 Y URELZ ST T\ 5 2 BikE
JRIGERE ZXRIC, #7078y y 1~50mg 2#%45 L=, ZOHERHICBW Tl T 2
— X DEENILLIL, ZOHERDOIFEALIE 2.5mg & 10mg TREO Sz, RBEEPEIT 20mg &
25mg THAMEIZEL ., ZLL O &E TITREEMERG R O K Uiz, PEERH 2 WITIREK
TR w5 FRIE, LVIERHEORE L LT 20mg & 50mg ([ZBWTEL Abiviz, F£i,
20mg & 50mg TlE, &Y VIMFEDBER LS, ~~ b7 Uy MERED ER B RE o7, Bk
Db, ZXT Y T7ra 25, 5, 10mg 25 3 R CREi+ 2 A& & L TEIR L7z,

53 AHRBR T, BEMBEEOMIZ, A REA 2 SU. TZD MO v AU ~OB NG
H, FICA FRL S v OWMHEEE L TOFEMER N EE 25 MG Lz, 72, 1 #Bk
TP FEEOEREERE LR LTHEM LI, BEDORX—RT A U1hbOEEE FEFhE H
EL7Z 1 BRZBRS &2 TOHE 3 HRBRICIE W T, HbAIc EDOX—R T A b O &% FERT
EE & Uiz, —#072 2 BUBEIRIFRE 2R & L7 7 B RO 3 Fakik 5 sz,
X7 7mYy Ssmg BEE DS 10mg BEICRWT, HUEICENT-ZENE Sz, £7- 10mg
BT B L THREMICAEE,: (Wt 05%0) HbAle DMK TR 74, Smg #f
TIHRO LN T, HoNTT —Z &RNG, 2 BERFEEEICH LT, A7) 7a vy
10mg 733 FH & & Il L7z,

VL EOFBRAARIZEED & 2010 4F 12 A KE R OBEINZ B W CTREFRBHFE 21TV, 2011 2%
DA 10 A ENZB W CERHEFE 21T 72,

2012 4F 4 FIZERMN CHRGREN S Sz Z &&= T, 201210 H, A—A N Z U 7 THlHT 2 A&
FERFTEHIE L U CRBI I, 2012 45 11 B, FPorgERa A7 AU CRROMNE G NEEE 28 7 [E & Y
INT == TART R, JeFrvaffrThRant, Uk, =a—J—F 08, A%
va, TR TF TIUN E, FUTHARINTED, 2013 4 11 HHE, 38 H[EH
THARBINTND,

—J. KETIEZ, 2012 1 A, FDA L0770V rOR_RT7 4w b VAT &L D3E
ANZFHE CE D XD RIBIMOBKRT — % 2 ERT 2FAET T#E®HE (Complete Response
Letter) Z#fHL7-, BMS &N AZ #hid, FESE THEEMICBWTHER I 2 TORER
X o7 =22 HEL, 2013 4 7 AICHEEE L, BUE 6 » AROFEESRF CTHL (2014
F1HET &

IRBIEINTIL, 2012 4 11 B, #3770 7myr b X bR v & OBRERIOABRGE 1T,
2013 47 11 FICEONESR ST (EMA) OMIESmAHTE S S (CHMP) & 0 7 R EN S 2 s L
776

1.5.5 S &3k

IDF 2011

International Diabetes Federation. The 5th edition of the IDF Diabetes Atlas 2011. Available online:
http://www.idf.org/diabetesatlas/5e/regional-overviews.

Phung et al 2010

Phung OlJ, Scholle JM, Talwar M, Coleman CI. Effect of noninsulin antidiabetic drugs added to
metformin therapy on glycemic control, weight gain, and hypoglycemia in type 2 diabetes. JAMA
2010;303(14):1410-8.
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UKPDS 1998

UK Prospective Diabetes Study (UKPDS) Group. Intensive blood-glucose control with sulphonylureas or
insulin compared with conventional treatment and risk of complications in patients with type 2 diabetes
(UKPDS 33). Lancet. 1998;352(9131):837-53.

EAEBBE 2007
AL 19 4F  [ERHERE - ae AR O BE

E4£F5E4 2010a
PRk 22 4 NP BENREHIEE (FEEE0 O

E45E4E 2010b
1% M LBERE TSRO RRRFHE T IEZ BT 204 R T A >~

HAMERRFES 2012
H ABER I 2. BERIFIBIE T A K. 2012-2013. 3C64E
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FB1E BEEFTHRERRUVUAIXEICEAT 51ER
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1.6 SEICETSERARTEFICET SEH
74 —H"

AEIL, 7Y AR~ = AEASHERLOT A b T BRSO E CETT, HE
B2 RO DEMETARELZARTIHEND D Z LRV TL, AZOZMHEICELY, AEICTH
SNTIERNFEDOERIZ., 7V R ML« A Y — XA TT 2 b T B2 BRSO ERIC
XD FERITOAR R A IIBI R LWz EICRELZb D LET,



j672182
Text Box
ブリストル・マイヤーズ株式会社及びアストラゼネカ株式会社は本書の公開・開示に同意しております


1.6 AENCIIT DR EICB T 5 &k
gL AT Y T Tar Ly s a— Ky

EP B

B L2 e 2
1.6.1 AR B 1T B R R o 3
1.6.2 FEED R XE DR ..o 3
KER
= 1 ERJ) 7S ORMEESHRIBE (SMPC) .o 3



1.6 AMEICIS T D AR DLAE I B 5 Bk
& A7) T Ly s a— K

1.6.1 NEICE T B ERRKER

ZRXT7 Y T7a ok, 2012 410 A 5 HICA—A N T U7 THIH TERB I, 2012 4 11 A,
H YRR A U TRRIES IR E 28 WEEAO/ VD xz— TAATZU R, VJbeTFrvaX
AU THRBEINT, L, =2—Y—F 0 8, Axva, TAByF, 77900, w@E, FY
THARINTEY, 2013 4 11 ABIE, 38 VETHEBEIN TN D,

—J. KETIE, 2012 4E 1 A, FDA k0¥ 7V 70l ORR27 4y b« YA T 2L 03
ANZFII CE 5 L 9 BN OEGIK T — & 2 2R T 2% A&5E T HEHEE (Complete Response
Letter) Z%fHL72, 7V A M=~ Y —R AT A THEORT A T X AL, FBhETE TH
HIEINZ BV TR S N2 TOMBRICKIST 27 —2 2 HE L, 2013447 AICHE#EH L,

1.6.2 FEREDRMNXEDHE

AFN ORI ESFLTAEE (SmPC) OEE A2 R IR, FEUXIRMNERE LTHMN Lz, £72.
f¥pgT —Z 32—~ (CCDS) IZOoOWTHIRMERE LTS LT,

=1 FNRT) 700 DORRINESERBE (SmPC)

E - #higi & FryNES (EU)
R 7e 44 Forxiga 5mg film-coated tablets, Forxiga 10mg film-coated tablets

SREXITENR  Forxiga 13 18 A EORA 2 BUBRREF I L, LR LS Iz he—
ILDOUSEIZAW D,
HHIRE
RIPED - A AL I B EREY TIZRAWEZEZ OGNS BEFIZBNT, &%
K OSEB O A TR 2= > b e — B3GR NIEE,
HARE

A A Y VEZOMOIMPER TR T, 5B L ONER) Ao T HiEY) e g =
Y hu—ARNELNWEE, I b 0K E DG,

RIEROHE BggEERk U6 RAEE
HERHBEIZIZA AT 7a P o ZEAEELE LT, £724 0 AU VEZ 0o s
BT EDPFAEIEL LT, —H 10mg THD, #X7 ) Tad el A v
NI AR = IVIRFBEEA A U UMEERR & DR+ 5854, IRfLEED U % 7 %
WOTDA LAY UIA A U RUWMEEREET D 2 EET D,

HAlGER
BiaeES
7Y 7 a Y OB T 205, hEEOBHERERE CIX
JEs L, HEE OB HREREE B TIERO VR W ATREMEA SV, Forxiga (3%
MmO EEDOERERERE ~OREEMITILZLE (VLT F=0 70T TR




1.6 AENCIIT DR EICB T 5 &k
R CiRN A/ Rl = Ry g = B < P/ =S W S I

= 1 FRT) 70T ORNESHIBE (SmPC)

E - #hig4 FrES (EU)
[CrCl] < 60mL/%y X IdHE 7E 5 BRARIEIE 2 [eGFR] < 60mL/43/1.73m?,

R OBMIEERERF I VL, HEREEIARETH D,
FrEE
BT EEOFEERE IOV, AEREIAETHS, HEOFEE
BETIE, BBAELZ Smg T2 EDNEE LY, HOREBREND DA
X, HEAZ 10mg ICHET S Z &,
=& (65 mUL)
—RREII, IS S HEFE B by, BRER X ORI o U 2
I EEETDH L, 15 WU LEOBFE TIXEERBRAIRE SN TS I2h, #X37
U 7o R HER S,
INR
0 B 18 R D/NBICHBIT B X7 ) 7a P oaett, Ao E 2w
ST, FIHATEEZRT —Z 1378,
‘BEARE
Forxiga [IBFEROGEII0PDLT, —HOEDORFRTH->TH—H—[IfEN
BH53 2, EANTNETICHRAAT Z &,

i EoEE R

A BN 53 ST~ DI BE,

BAGEESSSUVFERLDEE

—RMERE
Forxiga |3 1 AUBEIR G BE SUTHERFEIE S BT ¥ R—3 ZDORIFICITEEG Lianwz
k o

BHEEERE~DEE

HZRT Y T a Y ORIEITBREEEIRTE T DA, T OB RS R Tk
WS L, OB REREREE R TIIERD DAV W ATREME DS i, R A B R e
FHF (CrCl<60mL/4y i eGFR<60mL/4y/1.73m?) . 7 L7 F= i, Vv
. BIHERIR AR VR o PTHMEN, (KIIE & W T2BWERAMR, 778 R Xy b4
N7V TP EHBETE T, PEENDEEOBHIERE (CrCl1<
60mL/%y X% eGFR<60mL/43/1.73m> DHEFE) ~0 Foxiga D% 5 1358EF 7= 58 &
VY, Forxiga |3 EOBKEREREE (CrCl1<30mL/%y X% eGFR< 60mL/4y/1.73 m?)
SAFKRM OB E (ERSD) TIEFHAE STV ewy,



1.6 AENCIIT DR EICB T 5 &k
R CiRN A/ Rl = Ry g = B < P/ =S W S I

& 1 FIR7) 7R ORMESHRHEE (SmPC)
E - g4 BroNES (EU)

UTOBMEDE=421) o 7 2R+ 5,

HoRT ) 7 a Y U BRbART & ORBITFIC—E

-BRERE AT S 2 ATREMED & D O A OB GRT & . Z ORBITEHI,

TPV B D B RERE I B | T WOV R RE IC W TIE A e < & BARIC 2 MG 4 [B], B
REZY CrCl<60mL/4y Xi% eGFR<60mL/%y/1.73m?* L FIZIE T LIzBa, #327 )
Yy ERIETAI L,

FEEEE~ORS
BRI T, BFREE BB S RBARE SN T2, /37 ) 7r U iR
BT ORFIRE BE T KT D,

KEERLY. BEME. RO/ RISERELRFAD IR INHI2EZE~DES
TERREFFIC R 0. Z X7 0 7a OIS E O MER FIZLE S FIPREE N B
LM, ZHEMAF T a— R BENREFICEVEETIVEEL RN
Do

AR Tl g3 —TRIREREGE T OBRE T 20X (BEERS) 2
RO ODERRENED L TCWDEEICIT, BEEBTHZ L,

ZRTZYV TP ALK DMERTRY A7 o TWDHEE, & 2T 0HEER
L RMEOBIEN S Y BEREEGTOBE, mlnE I L OIEET D 2 &,

ERT7 ) 7ua P o BEROBREICONTIE, REERDICE D RN S 5 A 0F
JEAZHT 556, RiKEORE (HEmka, EME, ~~ 2V y NE2ED
BRRMAES) ROEMEZFERBIET HZ &, RRERDZRILIZEET
X, WANRBRESNDETE R 7o 0 OpEEZ —hikds 2 EXEFE L
W,

PR B 2%

PREGIEG T, 24 B E TOHAEDITIZIHBNT, F37 )7y 10mg TIE7 7k
REDBEZIHMEINTVD, BEBRITENTH Y, xHHRIE L RO TF
BLLCTWe, R 7V a—2geHiE, REEGD U 2 7 N BE 5 AT RetE s
b5, Lo T, BhBRIREEBIERFEIFCIL, #3707y ro
—HERILEBET L Z L,

=EE
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ANNEX I

SUMMARY OF PRODUCT CHARACTERISTICS



vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Forxiga 5 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each tablet contains dapagliflozin propanediol monohydrate equivalent to 5 mg dapagliflozin.

Excipient with known effect:
Each tablet contains 25 mg of lactose anhydrous.

For the full list of excipients, see section 6.1.

3.  PHARMACEUTICAL FORM

Film-coated tablet (tablet).

Yellow, biconvex, 0.7 cm diameter round, film-coated tablets with “5” engraved on one side and
“1427” engraved on the other side.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Forxiga is indicated in adults aged 18 years and older with type 2 diabetes mellitus to improve
glycaemic control as:

Monotherapy
When diet and exercise alone do not provide adequate glycaemic control in patients for whom use of

metformin is considered inappropriate due to intolerance.

Add-on combination therapy

In combination with other glucose-lowering medicinal products including insulin, when these,
together with diet and exercise, do not provide adequate glycaemic control (see sections 4.4, 4.5
and 5.1 for available data on different combinations).

4.2 Posology and method of administration

Posology
Monotherapy and add-on combination therapy

The recommended dose is 10 mg dapagliflozin once daily for monotherapy and add-on combination
therapy with other glucose-lowering medicinal products including insulin. When dapagliflozin is used
in combination with insulin or an insulin secretagogue, such as a sulphonylurea, a lower dose of
insulin or insulin secretagogue may be considered to reduce the risk of hypoglycaemia (see

sections 4.5 and 4.8).




Special populations

Renal impairment

The efficacy of dapagliflozin is dependent on renal function, and efficacy is reduced in patients who
have moderate renal impairment and likely absent in patients with severe renal impairment. Forxiga is
not recommended for use in patients with moderate to severe renal impairment (patients with
creatinine clearance [CrCl] < 60 ml/min or estimated glomerular filtration rate

[eGFR] < 60 ml/min/1.73 m’, see sections 4.4, 4.8, 5.1 and 5.2).

No dosage adjustment is indicated in patients with mild renal impairment.

Hepatic impairment

No dosage adjustment is necessary for patients with mild or moderate hepatic impairment. In patients
with severe hepatic impairment, a starting dose of 5 mg is recommended. If well tolerated, the dose
may be increased to 10 mg (see sections 4.4 and 5.2).

Elderly (= 65 years)

In general, no dosage adjustment is recommended based on age. Renal function and risk of volume
depletion should be taken into account (see sections 4.4 and 5.2). Due to the limited therapeutic
experience in patients 75 years and older, initiation of dapagliflozin therapy is not recommended.

Paediatric population
The safety and efficacy of dapagliflozin in children aged 0 to < 18 years have not yet been established.
No data are available.

Method of administration
Forxiga can be taken orally once daily at any time of day with or without food. Tablets are to be
swallowed whole.

4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
4.4 Special warnings and precautions for use

General
Forxiga should not be used in patients with type 1 diabetes mellitus or for the treatment of diabetic
ketoacidosis.

Use in patients with renal impairment

The efficacy of dapagliflozin is dependent on renal function, and efficacy is reduced in patients who
have moderate renal impairment and likely absent in patients with severe renal impairment (see
section 4.2). In subjects with moderate renal impairment (patients with CrCIl < 60 ml/min or

eGFR < 60 ml/min/1.73 m®), a higher proportion of subjects treated with dapagliflozin had adverse
reactions of increase in creatinine, phosphorus, parathyroid hormone (PTH) and hypotension,
compared with placebo. Forxiga is not recommended for use in patients with moderate to severe renal
impairment (patients with CrCl < 60 ml/min or eGFR < 60 ml/min/1.73 m?). Forxiga has not been
studied in severe renal impairment (CrCl < 30 ml/min or eGFR < 30 ml/min/1.73 m®) or end-stage
renal disease (ESRD).

Monitoring of renal function is recommended as follows:

* Prior to initiation of dapagliflozin and at least yearly, thereafter (see sections 4.2, 4.8, 5.1 and 5.2)

* Prior to initiation of concomitant medicinal products that may reduce renal function and periodically
thereafter

* For renal function approaching moderate renal impairment, at least 2 to 4 times per year. If renal
function falls below CrCl < 60 ml/min or eGFR < 60 ml/min/1.73 m®, dapagliflozin treatment should
be discontinued.



Use in patients with hepatic impairment
There is limited experience in clinical trials in patients with hepatic impairment. Dapagliflozin
exposure is increased in patients with severe hepatic impairment (see sections 4.2 and 5.2).

Use in patients at risk for volume depletion, hypotension and/or electrolyte imbalances

Due to its mechanism of action, dapagliflozin increases diuresis associated with a modest decrease in
blood pressure (see section 5.1), which may be more pronounced in patients with very high blood
glucose concentrations.

Dapagliflozin is not recommended for use in patients receiving loop diuretics (see section 4.5) or who
are volume depleted, e.g. due to acute illness (such as gastrointestinal illness).

Caution should be exercised in patients for whom a dapagliflozin-induced drop in blood pressure
could pose a risk, such as patients with known cardiovascular disease, patients on anti-hypertensive
therapy with a history of hypotension or elderly patients.

For patients receiving dapagliflozin, in case of intercurrent conditions that may lead to volume
depletion, careful monitoring of volume status (e.g. physical examination, blood pressure
measurements, laboratory tests including haematocrit) and electrolytes is recommended. Temporary
interruption of treatment with dapagliflozin is recommended for patients who develop volume
depletion until the depletion is corrected (see section 4.8).

Urinary tract infections

Urinary tract infections were more frequently reported for dapagliflozin 10 mg compared to placebo in
a pooled analysis up to 24 weeks (see section 4.8). Pyelonephritis was uncommon and occurred at a
similar frequency to control. Urinary glucose excretion may be associated with an increased risk of
urinary tract infection; therefore, temporary interruption of dapagliflozin should be considered when
treating pyelonephritis or urosepsis.

Elderly patients
Elderly patients are more likely to have impaired renal function, and/or to be treated with

anti-hypertensive medicinal products that may cause changes in renal function such as
angiotensin-converting enzyme inhibitors (ACE-I) and angiotensin II type 1 receptor blockers (ARB).
The same recommendations for renal function apply to elderly patients as to all patients (see

sections 4.2, 4.4, 4.8 and 5.1).

In subjects > 65 years of age, a higher proportion of subjects treated with dapagliflozin had adverse
reactions related to renal impairment or failure compared with placebo. The most commonly reported
adverse reaction related to renal function was serum creatinine increases, the majority of which were
transient and reversible (see section 4.8).

Elderly patients may be at a greater risk for volume depletion and are more likely to be treated with
diuretics. In subjects > 65 years of age, a higher proportion of subjects treated with dapagliflozin had
adverse reactions related to volume depletion (see section 4.8).

Therapeutic experience in patients 75 years and older is limited. Initiation of dapagliflozin therapy in
this population is not recommended (see sections 4.2 and 5.2).

Cardiac failure
Experience in NYHA class I-1I is limited, and there is no experience in clinical studies with
dapagliflozin in NYHA class II-1V.



Use in patients treated with pioglitazone

While a causal relationship between dapagliflozin and bladder cancer is unlikely (see sections 4.8 and
5.3), as a precautionary measure, dapagliflozin is not recommended for use in patients concomitantly
treated with pioglitazone. Available epidemiological data for pioglitazone suggest a small increased
risk of bladder cancer in diabetic patients treated with pioglitazone.

Elevated haematocrit
Haematocrit increase was observed with dapagliflozin treatment (see section 4.8); therefore, caution in
patients with already elevated haematocrit is warranted.

Combinations not studied
Dapagliflozin has not been studied in combination with glucagon-like peptide 1 (GLP-1) analogues.

Urine laboratory assessments
Due to its mechanism of action, patients taking Forxiga will test positive for glucose in their urine.

Lactose

The tablets contain lactose anhydrous. Patients with rare hereditary problems of galactose intolerance,
the Lapp lactase deficiency, or glucose-galactose malabsorption should not take this medicinal
product.

4.5 Interaction with other medicinal products and other forms of interaction

Pharmacodynamic interactions

Diuretics

Dapagliflozin may add to the diuretic effect of thiazide and loop diuretics and may increase the risk of
dehydration and hypotension (see section 4.4).

Insulin and insulin secretagogues

Insulin and insulin secretagogues, such as sulphonylureas, cause hypoglycaemia. Therefore, a lower
dose of insulin or an insulin secretagogue may be required to reduce the risk of hypoglycaemia when
used in combination with dapagliflozin (see sections 4.2 and 4.8).

Pharmacokinetic interactions
The metabolism of dapagliflozin is primarily via glucuronide conjugation mediated by
UDP glucuronosyltransferase 1A9 (UGT1AD9).

In in vitro studies, dapagliflozin neither inhibited cytochrome P450 (CYP) 1A2, CYP2A6, CYP2B6,
CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP3A4, nor induced CYP1A2, CYP2B6 or CYP3A4.
Therefore, dapagliflozin is not expected to alter the metabolic clearance of coadministered medicinal
products that are metabolised by these enzymes.

Effect of other medicinal products on dapagliflozin

Interaction studies conducted in healthy subjects, using mainly a single dose design, suggest that the
pharmacokinetics of dapagliflozin are not altered by metformin, pioglitazone, sitagliptin, glimepiride,
voglibose, hydrochlorothiazide, bumetanide, valsartan, or simvastatin.

Following coadministration of dapagliflozin with rifampicin (an inducer of various active transporters
and drug-metabolising enzymes) a 22% decrease in dapagliflozin systemic exposure (AUC) was
observed, but with no clinically meaningful effect on 24-hour urinary glucose excretion. No dose
adjustment is recommended. A clinically relevant effect with other inducers (e.g. carbamazepine,
phenytoin, phenobarbital) is not expected.

Following coadministration of dapagliflozin with mefenamic acid (an inhibitor of UGT1A9), a 55%
increase in dapagliflozin systemic exposure was seen, but with no clinically meaningful effect on
24-hour urinary glucose excretion. No dose adjustment is recommended.



Effect of dapagliflozin on other medicinal products

In interaction studies conducted in healthy subjects, using mainly a single-dose design, dapagliflozin
did not alter the pharmacokinetics of metformin, pioglitazone, sitagliptin, glimepiride,
hydrochlorothiazide, bumetanide, valsartan, digoxin (a P-gp substrate) or warfarin (S-warfarin, a
CYP2C9 substrate), or the anticoagulatory effects of warfarin as measured by INR. Combination of a
single dose of dapagliflozin 20 mg and simvastatin (a CYP3A4 substrate) resulted in a 19% increase in
AUC of simvastatin and 31% increase in AUC of simvastatin acid. The increase in simvastatin and
simvastatin acid exposures are not considered clinically relevant.

Other interactions
The effects of smoking, diet, herbal products and alcohol use on the pharmacokinetics of dapagliflozin
have not been studied.

Paediatric population
Interaction studies have only been performed in adults.

4.6 Fertility, pregnancy and lactation

Pregnancy
There are no data from the use of dapagliflozin in pregnant women. Studies in rats have shown

toxicity to the developing kidney in the time period corresponding to the second and third trimesters of
human pregnancy (see section 5.3). Therefore, the use of dapagliflozin is not recommended during the
second and third trimesters of pregnancy.

When pregnancy is detected, treatment with dapagliflozin should be discontinued.

Breast-feeding
It is unknown whether dapagliflozin and/or its metabolites are excreted in human milk. Available

pharmacodynamic/toxicological data in animals have shown excretion of dapagliflozin/metabolites in
milk, as well as pharmacologically-mediated effects in nursing offspring (see section 5.3). A risk to
the newborns/infants cannot be excluded. Dapagliflozin should not be used while breast-feeding.

Fertility
The effect of dapagliflozin on fertility in humans has not been studied. In male and female rats,

dapagliflozin showed no effects on fertility at any dose tested.

4.7 Effects on ability to drive and use machines

Forxiga has no or negligible influence on the ability to drive and use machines. Patients should be
alerted to the risk of hypoglycaemia when dapagliflozin is used in combination with a sulphonylurea
or insulin.

4.8 Undesirable effects

Summary of the safety profile

In a pre-specified pooled analysis of 12 placebo-controlled studies, 1,193 subjects were treated with
dapagliflozin 10 mg and 1,393 were treated with placebo.

The overall incidence of adverse events (short-term treatment) in subjects treated with
dapagliflozin 10 mg was similar to placebo. Few adverse events led to discontinuation of treatment
and were balanced across study groups. The most commonly reported events leading to
discontinuation in patients treated with dapagliflozin 10 mg were increased blood creatinine (0.4%),
urinary tract infections (0.3%), nausea (0.2%), dizziness (0.2%), and rash (0.2%). One subject
receiving dapagliflozin experienced a liver adverse event with diagnoses of drug induced hepatitis
and/or autoimmune hepatitis.



The most frequently reported adverse reaction was hypoglycaemia, which depended on the type of
background therapy used in each study. The frequency of minor episodes of hypoglycaemia was
similar between treatment groups, including placebo, with the exceptions of studies with add-on
sulphonylurea (SU) and add-on insulin therapies. Combination therapies with sulphonylurea and
add-on insulin had higher rates of hypoglycaemia (see Hypoglycaemia below).

Tabulated list of adverse reactions

The following adverse reactions have been identified in the placebo-controlled clinical trials. None
were found to be dose-related. Adverse reactions listed below are classified according to frequency
and system organ class (SOC). Frequency categories are defined according to the following
convention: very common (> 1/10), common (> 1/100 to < 1/10), uncommon (> 1/1,000 to < 1/100),
rare (> 1/10,000 to < 1/1,000), very rare (< 1/10,000), not known (cannot be estimated from the
available data).

Table 1. Adverse reactions in placebo-controlled studies®

System organ class Very common Common’ Uncommon
Infections and Vulvovaginitis, balanitis | Vulvovaginal
infestations and related genital pruritus
infections™
Urinary tract infection”
Metabolism and Hypoglycaemia (when Volume depletion”
nutrition disorders used with SU or Thirst
insulin)”
Gastrointestinal Constipation
disorders
Skin and subcutaneous Hyperhidrosis
tissue disorders
Musculoskeletal and Back pain
connective tissue
disorders
Renal and urinary Dysuria Nocturia
disorders Polyuria’
Investigations Dyslipidaemia’ Blood creatinine
Haematocrit increased® increased
Blood urea increased

*The table shows up to 24-week (short-term) data regardless of glycaemic rescue.

°See corresponding subsection below for additional information.

“Vulvovaginitis, balanitis and related genital infections includes, e.g. the predefined preferred terms:
vulvovaginal mycotic infection, vaginal infection, balanitis, genital infection fungal, vulvovaginal candidiasis,
vulvovaginitis, balanitis candida, genital candidiasis, genital infection, genital infection male, penile infection,
vulvitis, vaginitis bacterial, vulval abscess.

%Polyuria includes the preferred terms: pollakiuria, polyuria, urine output increased.

“Volume depletion includes, e.g. the predefined preferred terms: dehydration, hypovolaemia, hypotension.
"Mean percent change from baseline for dapagliflozin 10 mg versus placebo, respectively, was: total cholesterol
1.4% versus -0.4%; HDL cholesterol 5.5% versus 3.8%; LDL cholesterol 2.7% versus -1.9%; triglycerides -5.4%
versus -0.7%.

fMean changes from baseline in haematocrit were 2.15% for dapagliflozin 10 mg versus -0.40% for placebo.
"Reported in > 2% of subjects treated with dapagliflozin 10 mg and > 1% more frequently than placebo.
“Reported in > 0.2% of subjects and > 0.1% more and at least 3 more subjects treated with dapagliflozin 10 mg
regardless of glycaemic rescue compared to placebo.

Description of selected adverse reactions

Hypoglycaemia
The frequency of hypoglycaemia depended on the type of background therapy used in each study.

For studies of dapagliflozin in monotherapy, as add-on to metformin or as add-on to sitagliptin (with
or without metformin), the frequency of minor episodes of hypoglycaemia was similar (< 5%)




between treatment groups, including placebo up to 102 weeks of treatment. Across all studies, major
events of hypoglycaemia were uncommon and comparable between the groups treated with
dapagliflozin or placebo. Studies with add-on sulphonylurea and add-on insulin therapies had higher
rates of hypoglycaemia (see section 4.5).

In an add-on to glimepiride study, minor episodes of hypoglycaemia were reported more frequently in
the group treated with dapagliflozin 10 mg plus glimepiride (6.0%) than in the placebo plus
glimepiride group (2.1%).

In an add-on to insulin study, episodes of major hypoglycaemia were reported in 0.5% and 1.0% of
subjects treated with dapagliflozin 10 mg plus insulin at Weeks 24 and 104, respectively, and in 0.5%
of subjects treated with placebo plus insulin groups at Weeks 24 and 104. At Weeks 24 and 104, minor
episodes of hypoglycaemia were reported, respectively, in 40.3% and 53.1% of subjects who received
dapagliflozin 10 mg plus insulin and in 34.0% and 41.6% of the subjects who received placebo plus
insulin.

Volume depletion

Reactions related to volume depletion (including, reports of dehydration, hypovolaemia or
hypotension) were reported in 0.8% and 0.4% of subjects who received dapagliflozin 10 mg and
placebo, respectively; serious reactions occurred in < 0.2% of subjects balanced between
dapagliflozin 10 mg and placebo (see section 4.4).

Vulvovaginitis, balanitis and related genital infections

Vulvovaginitis, balanitis and related genital infections were reported in 4.8% and 0.9% of subjects
who received dapagliflozin 10 mg and placebo, respectively. Most infections were mild to moderate,
and subjects responded to an initial course of standard treatment and rarely resulted in discontinuation
from dapagliflozin treatment. These infections were more frequent in females (6.9% and 1.5% for
dapagliflozin and placebo, respectively), and subjects with a prior history were more likely to have a
recurrent infection.

Urinary tract infections

Urinary tract infections were more frequently reported for dapagliflozin 10 mg compared to placebo
(4.3% versus 3.7%, respectively; see section 4.4). Most infections were mild to moderate, and subjects
responded to an initial course of standard treatment and rarely resulted in discontinuation from
dapagliflozin treatment. These infections were more frequent in females, and subjects with a prior
history were more likely to have a recurrent infection.

Parathyroid hormone (PTH)

Small increases in serum PTH levels were observed with increases being larger in subjects with higher
baseline PTH concentrations. Bone mineral density measurements in patients with normal or mildly
impaired renal function did not indicate bone loss over a treatment period of one year.

Malignancies
During clinical trials, the overall proportion of subjects with malignant or unspecified tumours was

similar between those treated with dapagliflozin (1.47%) and placebo/comparator (1.35%), and there
was no carcinogenicity or mutagenicity signal in animal data (see section 5.3). When considering the
cases of tumours occurring in the different organ systems, the relative risk associated with
dapagliflozin was above 1 for some tumours (bladder, prostate, breast) and below 1 for others (e.g.
blood and lymphatic, ovary, renal tract), not resulting in an overall increased tumour risk associated
with dapagliflozin. The increased/decreased risk was not statistically significant in any of the organ
systems. Considering the lack of tumour findings in non-clinical studies as well as the short latency
between first drug exposure and tumour diagnosis, a causal relationship is considered unlikely. Since
the numerical imbalance of breast, bladder and prostate tumours must be considered with caution, it
will be further investigated in post-authorisation studies.



Special populations

Elderly patients (= 65 years)

In subjects > 65 years of age, adverse reactions related to renal impairment or failure were reported in
2.5% of subjects treated with dapagliflozin and 1.1% of subjects treated with placebo (see section 4.4).
The most commonly reported adverse reaction related to renal function was increased serum
creatinine. The majority of these reactions were transient and reversible. In subjects > 65 years of age,
adverse reactions of volume depletion, most commonly reported as hypotension, were reported in
1.5% and 0.4% of dapagliflozin-treated subjects and placebo-treated subjects, respectively (see
section 4.4).

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

Dapagliflozin did not show any toxicity in healthy subjects at single oral doses up to 500 mg (50 times
the maximum recommended human dose). These subjects had detectable glucose in the urine for a
dose-related period of time (at least 5 days for the 500 mg dose), with no reports of dehydration,
hypotension or electrolyte imbalance, and with no clinically meaningful effect on QTc interval. The
incidence of hypoglycaemia was similar to placebo. In clinical studies where once-daily doses of up to
100 mg (10 times the maximum recommended human dose) were administered for 2 weeks in healthy
subjects and type 2 diabetes subjects, the incidence of hypoglycaemia was slightly higher than placebo
and was not dose-related. Rates of adverse events including dehydration or hypotension were similar
to placebo, and there were no clinically meaningful dose-related changes in laboratory parameters,
including serum electrolytes and biomarkers of renal function.

In the event of an overdose, appropriate supportive treatment should be initiated as dictated by the
patient’s clinical status. The removal of dapagliflozin by haemodialysis has not been studied.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Drugs used in diabetes, Other blood glucose lowering drugs, excluding
insulins, ATC code: A10BX09

Mechanism of action
Dapagliflozin is a highly potent (K;: 0.55 nM), selective and reversible inhibitor of sodium-glucose
co-transporter 2 (SGLT?2).

The SGLT?2 is selectively expressed in the kidney with no expression detected in more than 70 other
tissues including liver, skeletal muscle, adipose tissue, breast, bladder and brain. SGLT?2 is the
predominant transporter responsible for reabsorption of glucose from the glomerular filtrate back into
the circulation. Despite the presence of hyperglycaemia in type 2 diabetes, reabsorption of filtered
glucose continues. Dapagliflozin improves both fasting and post-prandial plasma glucose levels by
reducing renal glucose reabsorption leading to urinary glucose excretion. This glucose excretion
(glucuretic effect) is observed after the first dose, is continuous over the 24-hour dosing interval and is
sustained for the duration of treatment. The amount of glucose removed by the kidney through this
mechanism is dependent upon the blood glucose concentration and GFR. Dapagliflozin does not
impair normal endogenous glucose production in response to hypoglycaemia. Dapagliflozin acts
independently of insulin secretion and insulin action. Improvement in homeostasis model assessment
for beta cell function (HOMA beta-cell) has been observed in clinical studies with Forxiga.



Urinary glucose excretion (glucuresis) induced by dapagliflozin is associated with caloric loss and
reduction in weight. Inhibition of glucose and sodium co-transport by dapagliflozin is also associated
with mild diuresis and transient natriuresis.

Dapagliflozin does not inhibit other glucose transporters important for glucose transport into
peripheral tissues and is > 1,400 times more selective for SGLT2 versus SGLT1, the major transporter
in the gut responsible for glucose absorption.

Pharmacodynamic effects

Increases in the amount of glucose excreted in the urine were observed in healthy subjects and in
subjects with type 2 diabetes mellitus following the administration of dapagliflozin. Approximately
70 g of glucose was excreted in the urine per day (corresponding to 280 kcal/day) at a dapagliflozin
dose of 10 mg/day in subjects with type 2 diabetes mellitus for 12 weeks. Evidence of sustained
glucose excretion was seen in subjects with type 2 diabetes mellitus given dapagliflozin 10 mg/day for
up to 2 years.

This urinary glucose excretion with dapagliflozin also results in osmotic diuresis and increases in
urinary volume in subjects with type 2 diabetes mellitus. Urinary volume increases in subjects with
type 2 diabetes mellitus treated with dapagliflozin 10 mg were sustained at 12 weeks and amounted to
approximately 375 ml/day. The increase in urinary volume was associated with a small and transient
increase in urinary sodium excretion that was not associated with changes in serum sodium
concentrations.

Urinary uric acid excretion was also increased transiently (for 3-7 days) and accompanied by a
sustained reduction in serum uric acid concentration. At 24 weeks, reductions in serum uric acid
concentrations ranged from -48.3 to -18.3 micromoles/l (-0.87 to -0.33 mg/dl).

Clinical efficacy and safety

Twelve double-blind, randomised, controlled clinical trials were conducted with 6,144 subjects with
type 2 diabetes to evaluate the efficacy and safety of Forxiga; 4,164 subjects in these studies were
treated with dapagliflozin. Eleven studies had a treatment period of 24 weeks duration, 6 with
long-term extensions ranging from 24 to 78 weeks (up to a total study duration of 102 weeks), and one
study was 52 weeks in duration with a long-term extension of 52 weeks (total study duration of 104
weeks). Mean duration of diabetes ranged from 1.4 to 16.9 years. Fifty-one percent had mild renal
impairment and 11% had moderate renal impairment. Fifty-one percent (51%) of the subjects were
men, 83% were White, 10% were Asian, 3% were Black and 4% were of other racial groups.

Eighty percent (80%) of the subjects had a body mass index (BMI) > 27.

Glycaemic control

Monotherapy

A double-blind, placebo-controlled study of 24-week duration (with an additional extension period)
was conducted to evaluate the safety and efficacy of monotherapy with Forxiga in subjects with
inadequately controlled type 2 diabetes mellitus. Once-daily treatment with dapagliflozin resulted in
statistically significant (p < 0.0001) reductions in HbAlc compared to placebo (Table 2).

In the extension period, HbA 1c¢ reductions were sustained through Week 102 (-0.63%,
and -0.18% adjusted mean change from baseline for dapagliflozin 10 mg and placebo, respectively).
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Table 2. Results at Week 24 (LOCF") of a placebo-controlled study of dapagliflozin as monotherapy

Monotherapy
Dapagliflozin Placebo
10 mg

N 70 75

HbAlc (%)

Baseline (mean) 8.01 7.79
Change from baseline® -0.89 -0.23
Difference from placebo® -0.66"

(95% CI) (-0.96, -0.36)

Subjects (%) achieving:

HbAlc <7%

Adjusted for baseline 50.8° 31.6

Body weight (kg)

Baseline (mean) 94.13 88.77
Change from baseline® -3.16 -2.19
Difference from placebo® -0.97

(95% CI) (-2.20, 0.25)

*LOCF: Last observation (prior to rescue for rescued subjects) carried forward
®All randomised subjects who took at least one dose of double-blind study medication during the short-term
double-blind period

“Least squares mean adjusted for baseline value
p-value <0.0001 versus placebo

¥ Not evaluated for statistical significance as a result of the sequential testing procedure for secondary end
points
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Combination therapy

In a 52-week, active-controlled non-inferiority study (with a 52-week extension period), Forxiga was
evaluated as add-on therapy to metformin compared with a sulphonylurea (glipizide) as add-on
therapy to metformin in subjects with inadequate glycaemic control (HbAlc > 6.5% and < 10%). The
results showed a similar mean reduction in HbAlc from baseline to Week 52, compared to glipizide,
thus demonstrating non-inferiority (Table 3). At Week 104, adjusted mean change from baseline in
HbA1c was -0.32% for dapagliflozin and -0.14% for glipizide. At 52 and 104 weeks, a significantly
lower proportion of subjects in the group treated with dapagliflozin (3.5% and 4.3%, respectively)
experienced at least one event of hypoglycaemia compared to the group treated with glipizide (40.8%
and 47.0%, respectively). The proportion of subjects remaining in the study at Week 104 was 56.2%
for the group treated with dapagliflozin and 50.0% for the group treated with glipizide.

Table 3. Results at Week 52 (LOCF?) in an active-controlled study comparing dapagliflozin to
glipizide as add-on to metformin

Dapagliflozin Glipizide
Parameter + metformin + metformin
N’ 400 401
HbAlc (%)
Baseline (mean) 7.69 7.74
Change from baseline® -0.52 -0.52
Difference from glipizide + metformin® 0.00°
(95% CI) (-0.11,0.11)
Body weight (kg)
Baseline (mean) 88.44 87.60
Change from baseline® -3.22 1.44
Difference from glipizide + metformin® -4.65"
(95% CI) (-5.14, -4.17)

"LOCEF: Last observation carried forward

PRandomised and treated subjects with baseline and at least 1 post-baseline efficacy measurement
“Least squares mean adjusted for baseline value

“Non-inferior to glipizide + metformin

“p-value < 0.0001

Dapagliflozin as an add-on with either metformin, glimepiride, sitagliptin (with or without metformin)
or insulin resulted in statistically significant reductions in HbAlc at 24 weeks compared with subjects
receiving placebo (p < 0.0001; Tables 4 and 5).

The reductions in HbA 1c observed at Week 24 were sustained in add-on combination studies
(glimepiride and insulin) with 48-week data (glimepiride) and up to 104-week data (insulin). At
Week 48 when added to sitagliptin (with or without metformin), the adjusted mean change from
baseline for dapagliflozin 10 mg and placebo was -0.30% and 0.38%, respectively. For the add-on to
metformin study, HbA1c reductions were sustained through Week 102 (-0.78% and 0.02% adjusted
mean change from baseline for 10 mg and placebo, respectively). At Week 104 for insulin (with or
without additional oral glucose-lowering medicinal products), the HbA 1¢ reductions were -0.71%
and -0.06% adjusted mean change from baseline for dapagliflozin 10 mg and placebo, respectively. At
Weeks 48 and 104, the insulin dose remained stable compared to baseline in subjects treated with
dapagliflozin 10 mg at an average dose of 76 IU/day. In the placebo group there was a mean increase
of 10.5 IU/day and 18.3 IU/day from baseline (mean average dose of 84 and 92 IU/day) at Weeks 48
and 104, respectively. The proportion of subjects remaining in the study at Week 104 was 72.4% for
the group treated with dapagliflozin 10 mg and 54.8% for the placebo group.
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Table 4. Results of 24-week (LOCF?) placebo-controlled studies of dapagliflozin in add-on

combination with metformin, glimepiride or sitagliptin (with or without metformin)
Add-on combination

Metformin' Sulphonylurea DPP-4 Inhibitor
(glimepiride’) (sitagliptin’)
+ Metformin'
Dapagliflozin Placebo Dapagliflozin  Placebo  Dapagliflozin  Placebo
10 mg 10 mg 10 mg
N 135 137 151 145 223 224
HbAlc (%)
Baseline (mean) 7.92 8.11 8.07 8.15 7.90 7.97
Change from
baseline’ -0.84 -0.30 -0.82 -0.13 -0.45 0.04
Difference from .
placebo’ -0.54" -0.68" -0.48
(95% CI) (-0.74, -0.34) (-0.86, -0.51) (-0.62, -0.34)
Subjects (%)
achieving:
HbAlc <7%
Adjusted for
baseline 40.6™ 25.9 31.7 13.0
Body weight (kg)
Baseline (mean) 86.28 87.74 80.56 80.94 91.02 89.23
Change from
baseline® -2.86 -0.89 -2.26 -0.72 -2.14 -0.26
Difference from .
placebo® -1.97" -1.54" -1.89
(95% CI) (-2.63,-1.31) (-2.17,-0.92) (-2.37, -1.40)

'Metformin > 1500 mg/day; “glimepiride 4 mg/day; *sitagliptin 100 mg/day
*LOCF: Last observation (prior to rescue for rescued subjects) carried forward
°All randomised subjects who took at least one dose of double-blind study medicinal product during the short-term

double-blind period
“Least squares mean adjusted for baseline value
"p-value < 0.0001 versus placebo + oral glucose-lowering medicinal product

“p-value < 0.05 versus placebo + oral glucose-lowering medicinal product
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Table 5. Results at Week 24 (LOCF") in a placebo-controlled study of dapagliflozin in combination
with insulin (alone or with oral glucose-lowering medicinal products)

Dapagliflozin 10 mg Placebo
+ insulin + insulin
+ oral glucose-lowering + oral glucose-lowering
Parameter medicinal products’ medicinal products’
N’ 194 193
HbAlc (%)
Baseline (mean) 8.58 8.46
Change from baseline® -0.90 -0.30
Difference from placebo® -0.60"
(95% CI) (-0.74, -0.45)
Body weight (kg)
Baseline (mean) 94.63 94.21
Change from baseline® -1.67 0.02
Difference from placebo® -1.68"
(95% CI) (-2.19, -1.18)
Mean daily insulin dose
(Iv)’
Baseline (mean) 77.96 73.96
Change from baseline® -1.16 5.08
Difference from placebo® -6.23"
(95% CI) (-8.84, -3.63)
Subjects with mean daily
insulin dose reduction of
at least 10% (%) 19.7" 11.0

*LOCF: Last observation (prior to or on the date of the first insulin up-titration, if needed) carried

forward

®All randomised subjects who took at least one dose of double-blind study medicinal product during the

short-term double-blind period

“Least squares mean adjusted for baseline value and presence of oral glucose-lowering medicinal

product

“p-value < 0.0001 versus placebo + insulin + oral glucose-lowering medicinal product

“p-value < 0.05 versus placebo + insulin + oral glucose-lowering medicinal product

'Up-titration of insulin regimens (including short-acting, intermediate, and basal insulin) was only
allowed if subjects met pre-defined FPG criteria.
*Fifty percent of subjects were on insulin monotherapy at baseline; 50% were on 1 or 2 oral
glucose-lowering medicinal product(s) in addition to insulin: Of this latter group, 80% were on
metformin alone, 12% were on metformin plus sulphonylurea therapy, and the rest were on other oral

glucose-lowering medicinal products.

Fasting plasma glucose

Treatment with dapagliflozin 10 mg as a monotherapy or as an add-on to either metformin,
glimepiride, sitagliptin (with or without metformin) or insulin resulted in statistically significant
reductions in fasting plasma glucose (-1.58 to -1.20 mmol/l [-28.5 to -21.7 mg/dl]) compared to
placebo (-0.33 to 0.21 mmol/1 [-6.0 to 3.8 mg/dl]). This effect was observed at Week 1 of treatment

and maintained in studies extended through Week 102.

Post-prandial glucose

Treatment with dapagliflozin 10 mg as an add-on to glimepiride resulted in statistically significant
reductions in 2-hour post-prandial glucose at 24 weeks that were maintained up to Week 48.

Treatment with dapagliflozin 10 mg as an add-on to sitagliptin (with or without metformin) resulted in
reductions in 2-hour post-prandial glucose at 24 weeks that were maintained up to Week 48.
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Body weight

Dapagliflozin 10 mg as an add-on to metformin, glimepiride, sitagliptin (with or without metformin)
or insulin resulted in statistically significant body weight reduction at 24 weeks (p < 0.0001, Tables 4
and 5). These effects were sustained in longer-term trials. At 48 weeks, the difference for dapagliflozin
as add-on to sitagliptin (with or without metformin) compared with placebo was -2.22 kg. At

102 weeks, the difference for dapagliflozin as add-on to metformin compared with placebo, or as
add-on to insulin compared with placebo was -2.14 and -2.88 kg, respectively.

As an add-on therapy to metformin in an active-controlled non-inferiority study, dapagliflozin resulted
in a statistically significant body weight reduction of -4.65 kg at 52 weeks (p < 0.0001, Table 3) that
was sustained at 104 weeks (-5.06 kg) compared with glipizide.

A 24-week study in 182 diabetic subjects using dual energy X-ray absorptiometry (DXA) to evaluate
body composition demonstrated reductions with dapagliflozin 10 mg plus metformin compared with
placebo plus metformin, respectively, in body weight and body fat mass as measured by DXA rather
than lean tissue or fluid loss. Treatment with Forxiga plus metformin showed a numerical decrease in
visceral adipose tissue compared with placebo plus metformin treatment in a magnetic resonance
imaging substudy.

Blood pressure

In a pre-specified pooled analysis of 12 placebo-controlled studies, treatment with dapagliflozin 10 mg
resulted in a systolic blood pressure change from baseline of -4.4 mmHg and diastolic blood pressure
of -2.1 mmHg versus -0.9 mmHg systolic and -0.5 mmHg diastolic blood pressure for placebo group
at Week 24.

Cardiovascular safety

A meta-analysis of cardiovascular events in the clinical program was performed. In the clinical
program, 36.6% of subjects had a history of cardiovascular disease (excluding hypertension) at
baseline and 70.0% had hypertension. Cardiovascular episodes were adjudicated by an independent
adjudication committee. The primary end point was the time-to-first event of one of the following
outcomes: cardiovascular death, stroke, myocardial infarction (MI) or hospitalisation for unstable
angina. Primary episodes occurred at a rate of 1.64% per patient-year in subjects treated with
dapagliflozin and 1.99% in comparator-treatment subjects, per patient-year. The hazard ratio
comparing dapagliflozin to comparator was 0.82 (95% Confidence interval [CI]: 0.58, 1.15),
indicating that in this analysis Forxiga is not associated with an increase in cardiovascular risk in
patients with type 2 diabetes mellitus. Cardiovascular death, MI and stroke were observed with a
hazard ratio of 0.79 (95% CI: 0.54, 1.17).

Patients with renal impairment

Moderate renal impairment (eGFR > 30 to < 60 ml/min/1.73 m’)

The efficacy of dapagliflozin was also assessed separately in a dedicated study of diabetic subjects
with moderate renal impairment (252 subjects with mean eGFR 45 ml/min/1.73 m?). The mean change
from baseline in HbAlc at 24 weeks was -0.44% and -0.32%, for dapagliflozin 10 mg and placebo,
respectively.

Patients with baseline HbAlc > 9%

In a pre-specified analysis of subjects with baseline HbAlc > 9.0%, treatment with

dapagliflozin 10 mg resulted in statistically significant reductions in HbAlc at Week 24 as a
monotherapy (adjusted mean change from baseline: -2.04% and 0.19% for dapagliflozin 10 mg and
placebo, respectively) and as an add-on to metformin (adjusted mean change from baseline: -1.32%
and -0.53% for dapagliflozin and placebo, respectively).

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
dapagliflozin in one or more subsets of the paediatric population in the treatment of type 2 diabetes
(see section 4.2 for information on paediatric use).
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5.2 Pharmacokinetic properties

Absorption

Dapagliflozin was rapidly and well absorbed after oral administration. Maximum dapagliflozin plasma
concentrations (C,,,x) were usually attained within 2 hours after administration in the fasted state.
Geometric mean steady-state dapagliflozin C,,,, and AUC,; values following once daily 10 mg doses of
dapagliflozin were 158 ng/ml and 628 ng h/ml, respectively. The absolute oral bioavailability of
dapagliflozin following the administration of a 10 mg dose is 78%. Administration with a high-fat
meal decreased dapagliflozin C,,, by up to 50% and prolonged T« by approximately 1 hour, but did
not alter AUC as compared with the fasted state. These changes are not considered to be clinically
meaningful. Hence, Forxiga can be administered with or without food.

Distribution

Dapagliflozin is approximately 91% protein bound. Protein binding was not altered in various disease
states (e.g. renal or hepatic impairment). The mean steady-state volume of distribution of dapagliflozin
was 118 L.

Biotransformation

Dapagliflozin is extensively metabolised, primarily to yield dapagliflozin 3-O-glucuronide, which is
an inactive metabolite. Dapagliflozin 3-O-glucuronide or other metabolites do not contribute to the
glucose-lowering effects. The formation of dapagliflozin 3-O-glucuronide is mediated by UGT1A9, an
enzyme present in the liver and kidney, and CYP-mediated metabolism was a minor clearance
pathway in humans.

Elimination

The mean plasma terminal half-life (t,,) for dapagliflozin was 12.9 hours following a single oral dose
of dapagliflozin 10 mg to healthy subjects. The mean total systemic clearance of dapagliflozin
administered intravenously was 207 ml/min. Dapagliflozin and related metabolites are primarily
eliminated via urinary excretion with less than 2% as unchanged dapagliflozin. After administration of
a 50 mg ['*C]-dapagliflozin dose, 96% was recovered, 75% in urine and 21% in feces. In feces,
approximately 15% of the dose was excreted as parent drug.

Linearity
Dapagliflozin exposure increased proportional to the increment in dapagliflozin dose over the range of

0.1 to 500 mg and its pharmacokinetics did not change with time upon repeated daily dosing for up to
24 weeks.

Special populations

Renal impairment

At steady-state (20 mg once-daily dapagliflozin for 7 days), subjects with type 2 diabetes mellitus and
mild, moderate or severe renal impairment (as determined by iohexol plasma clearance) had mean
systemic exposures of dapagliflozin of 32%, 60% and 87% higher, respectively, than those of subjects
with type 2 diabetes mellitus and normal renal function. The steady-state 24-hour urinary glucose
excretion was highly dependent on renal function and 85, 52, 18 and 11 g of glucose/day was excreted
by subjects with type 2 diabetes mellitus and normal renal function or mild, moderate or severe renal
impairment, respectively. The impact of hemodialysis on dapagliflozin exposure is not known.

Hepatic impairment

In subjects with mild or moderate hepatic impairment (Child-Pugh classes A and B), mean C,,,, and
AUC of dapagliflozin were up to 12% and 36% higher, respectively, compared to healthy matched
control subjects. These differences were not considered to be clinically meaningful. In subjects with
severe hepatic impairment (Child-Pugh class C) mean C,,,, and AUC of dapagliflozin were 40% and
67% higher than matched healthy controls, respectively.
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Elderly patients (= 65 years)

There is no clinically meaningful increase in exposure based on age alone in subjects up to

70 years old. However, an increased exposure due to age-related decrease in renal function can be
expected. There are insufficient data to draw conclusions regarding exposure in patients

> 70 years old.

Paediatric population
Pharmacokinetics in the paediatric population have not been studied.

Gender
The mean dapagliflozin AUC,; in females was estimated to be about 22% higher than in males.

Race
There were no clinically relevant differences in systemic exposures between White, Black or Asian
races.

Body weight
Dapagliflozin exposure was found to decrease with increased weight. Consequently, low-weight

patients may have somewhat increased exposure and patients with high weight somewhat decreased
exposure. However, the differences in exposure were not considered clinically meaningful.

5.3 Preclinical safety data

Non-clinical data reveal no special hazard for humans based on conventional studies of safety
pharmacology, repeated dose toxicity, genotoxicity, carcinogenic potential and fertility. Dapagliflozin
did not induce tumours in either mice or rats at any of the doses evaluated in two-year carcinogenicity
studies.

Reproductive and developmental toxicity

Direct administration of dapagliflozin to weanling juvenile rats and indirect exposure during late
pregnancy (time periods corresponding to the second and third trimesters of pregnancy with respect to
human renal maturation) and lactation are each associated with increased incidence and/or severity of
renal pelvic and tubular dilatations in progeny.

In a juvenile toxicity study, when dapagliflozin was dosed directly to young rats from postnatal day 21
until postnatal day 90, renal pelvic and tubular dilatations were reported at all dose levels; pup
exposures at the lowest dose tested were > 15 times the maximum recommended human dose. These
findings were associated with dose-related increases in kidney weight and macroscopic kidney
enlargement observed at all doses. The renal pelvic and tubular dilatations observed in juvenile
animals did not fully reverse within the approximate 1-month recovery period.

In a separate study of pre- and postnatal development, maternal rats were dosed from gestation day 6
through postnatal day 21, and pups were indirectly exposed in utero and throughout lactation. (A
satellite study was conducted to assess dapagliflozin exposures in milk and pups.) Increased incidence
or severity of renal pelvic dilatation was observed in adult offspring of treated dams, although only at
the highest dose tested (associated maternal and pup dapagliflozin exposures were 1,415 times and
137 times, respectively, the human values at the maximum recommended human dose). Additional
developmental toxicity was limited to dose-related reductions in pup body weights, and observed only
at doses > 15 mg/kg/day (associated with pup exposures that are > 29 times the human values at the
maximum recommended human dose). Maternal toxicity was evident only at the highest dose tested,
and limited to transient reductions in body weight and food consumption at dose. The no observed
adverse effect level (NOAEL) for developmental toxicity, the lowest dose tested, is associated with a
maternal systemic exposure multiple that is approximately 19 times the human value at the maximum
recommended human dose.

In additional studies of embryo-foetal development in rats and rabbits, dapagliflozin was administered
for intervals coinciding with the major periods of organogenesis in each species. Neither maternal nor
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developmental toxicities were observed in rabbits at any dose tested; the highest dose tested is
associated with a systemic exposure multiple of approximately 1,191 times the maximum
recommended human dose. In rats, dapagliflozin was neither embryolethal nor teratogenic at
exposures up to 1,441 times the maximum recommended human dose.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet core

Microcrystalline cellulose (E4601)

Lactose, anhydrous

Crospovidone (E1201)

Silicon dioxide (E551)
Magnesium stearate (E470b)

Film-coating

Polyvinyl alcohol (E1203)

Titanium dioxide (E171)

Macrogol 3350

Talc (E553b)

Iron oxide yellow (E172)

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

3 years

6.4 Special precautions for storage

This medicinal product does not require any special storage conditions.

6.5 Nature and contents of container

Alu/Alu blister

Pack sizes of 14, 28 and 98 film-coated tablets in non-perforated calendar blisters
Pack sizes of 30x1 and 90x1 film-coated tablets in perforated unit dose blisters
Not all pack sizes may be marketed.

6.6 Special precautions for disposal

No special requirements.
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7. MARKETING AUTHORISATION HOLDER

Bristol-Myers Squibb/AstraZeneca EEIG
Bristol-Myers Squibb House

Uxbridge Business Park

Sanderson Road

Uxbridge

Middlesex

UBS8 1DH

United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/12/795/001 14 film-coated tablets

EU/1/12/795/002 28 film-coated tablets

EU/1/12/795/003 98 film-coated tablets

EU/1/12/795/004 30 x 1 (unit dose) film-coated tablets

EU/1/12/795/005 90 x 1 (unit dose) film-coated tablets

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

12 November, 2012

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.cu
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vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Forxiga 10 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each tablet contains dapagliflozin propanediol monohydrate equivalent to 10 mg dapagliflozin.

Excipient with known effect:
Each tablet contains 50 mg of lactose anhydrous.

For the full list of excipients, see section 6.1.

3.  PHARMACEUTICAL FORM

Film-coated tablet (tablet).

Yellow, biconvex, approximately 1.1 x 0.8 cm diagonally diamond-shaped, film-coated tablets with
“10” engraved on one side and “1428” engraved on the other side.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Forxiga is indicated in adults aged 18 years and older with type 2 diabetes mellitus to improve
glycaemic control as:

Monotherapy
When diet and exercise alone do not provide adequate glycaemic control in patients for whom use of

metformin is considered inappropriate due to intolerance.

Add-on combination therapy

In combination with other glucose-lowering medicinal products including insulin, when these,
together with diet and exercise, do not provide adequate glycaemic control (see sections 4.4, 4.5
and 5.1 for available data on different combinations).

4.2 Posology and method of administration

Posology
Monotherapy and add-on combination therapy

The recommended dose is 10 mg dapagliflozin once daily for monotherapy and add-on combination
therapy with other glucose-lowering medicinal products including insulin. When dapagliflozin is used
in combination with insulin or an insulin secretagogue, such as a sulphonylurea, a lower dose of
insulin or insulin secretagogue may be considered to reduce the risk of hypoglycaemia (see

sections 4.5 and 4.8).
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Special populations

Renal impairment

The efficacy of dapagliflozin is dependent on renal function, and efficacy is reduced in patients who
have moderate renal impairment and likely absent in patients with severe renal impairment. Forxiga is
not recommended for use in patients with moderate to severe renal impairment (patients with
creatinine clearance [CrCl] < 60 ml/min or estimated glomerular filtration rate

[eGFR] < 60 ml/min/1.73 m’, see sections 4.4, 4.8, 5.1 and 5.2).

No dosage adjustment is indicated in patients with mild renal impairment.

Hepatic impairment

No dosage adjustment is necessary for patients with mild or moderate hepatic impairment. In patients
with severe hepatic impairment, a starting dose of 5 mg is recommended. If well tolerated, the dose
may be increased to 10 mg (see sections 4.4 and 5.2).

Elderly (= 65 years)

In general, no dosage adjustment is recommended based on age. Renal function and risk of volume
depletion should be taken into account (see sections 4.4 and 5.2). Due to the limited therapeutic
experience in patients 75 years and older, initiation of dapagliflozin therapy is not recommended.

Paediatric population
The safety and efficacy of dapagliflozin in children aged 0 to < 18 years have not yet been established.
No data are available.

Method of administration
Forxiga can be taken orally once daily at any time of day with or without food. Tablets are to be
swallowed whole.

4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
4.4 Special warnings and precautions for use

General
Forxiga should not be used in patients with type 1 diabetes mellitus or for the treatment of diabetic
ketoacidosis.

Use in patients with renal impairment

The efficacy of dapagliflozin is dependent on renal function, and efficacy is reduced in patients who
have moderate renal impairment and likely absent in patients with severe renal impairment (see
section 4.2). In subjects with moderate renal impairment (patients with CrCIl < 60 ml/min or

eGFR < 60 ml/min/1.73 m®), a higher proportion of subjects treated with dapagliflozin had adverse
reactions of increase in creatinine, phosphorus, parathyroid hormone (PTH) and hypotension,
compared with placebo. Forxiga is not recommended for use in patients with moderate to severe renal
impairment (patients with CrCl < 60 ml/min or eGFR < 60 ml/min/1.73 m?). Forxiga has not been
studied in severe renal impairment (CrCl < 30 ml/min or eGFR < 30 ml/min/1.73 m®) or end-stage
renal disease (ESRD).

Monitoring of renal function is recommended as follows:

* Prior to initiation of dapagliflozin and at least yearly, thereafter (see sections 4.2, 4.8, 5.1 and 5.2)

* Prior to initiation of concomitant medicinal products that may reduce renal function and periodically
thereafter

* For renal function approaching moderate renal impairment, at least 2 to 4 times per year. If renal
function falls below CrCl < 60 ml/min or eGFR < 60 ml/min/1.73 m®, dapagliflozin treatment should
be discontinued.
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Use in patients with hepatic impairment
There is limited experience in clinical trials in patients with hepatic impairment. Dapagliflozin
exposure is increased in patients with severe hepatic impairment (see sections 4.2 and 5.2).

Use in patients at risk for volume depletion, hypotension and/or electrolyte imbalances

Due to its mechanism of action, dapagliflozin increases diuresis associated with a modest decrease in
blood pressure (see section 5.1), which may be more pronounced in patients with very high blood
glucose concentrations.

Dapagliflozin is not recommended for use in patients receiving loop diuretics (see section 4.5) or who
are volume depleted, e.g. due to acute illness (such as gastrointestinal illness).

Caution should be exercised in patients for whom a dapagliflozin-induced drop in blood pressure
could pose a risk, such as patients with known cardiovascular disease, patients on anti-hypertensive
therapy with a history of hypotension or elderly patients.

For patients receiving dapagliflozin, in case of intercurrent conditions that may lead to volume
depletion, careful monitoring of volume status (e.g. physical examination, blood pressure
measurements, laboratory tests including haematocrit) and electrolytes is recommended. Temporary
interruption of treatment with dapagliflozin is recommended for patients who develop volume
depletion until the depletion is corrected (see section 4.8).

Urinary tract infections

Urinary tract infections were more frequently reported for dapagliflozin 10 mg compared to placebo in
a pooled analysis up to 24 weeks (see section 4.8). Pyelonephritis was uncommon and occurred at a
similar frequency to control. Urinary glucose excretion may be associated with an increased risk of
urinary tract infection; therefore, temporary interruption of dapagliflozin should be considered when
treating pyelonephritis or urosepsis.

Elderly patients
Elderly patients are more likely to have impaired renal function, and/or to be treated with

anti-hypertensive medicinal products that may cause changes in renal function such as
angiotensin-converting enzyme inhibitors (ACE-I) and angiotensin II type 1 receptor blockers (ARB).
The same recommendations for renal function apply to elderly patients as to all patients (see

sections 4.2, 4.4, 4.8 and 5.1).

In subjects > 65 years of age, a higher proportion of subjects treated with dapagliflozin had adverse
reactions related to renal impairment or failure compared with placebo. The most commonly reported
adverse reaction related to renal function was serum creatinine increases, the majority of which were
transient and reversible (see section 4.8).

Elderly patients may be at a greater risk for volume depletion and are more likely to be treated with
diuretics. In subjects > 65 years of age, a higher proportion of subjects treated with dapagliflozin had
adverse reactions related to volume depletion (see section 4.8).

Therapeutic experience in patients 75 years and older is limited. Initiation of dapagliflozin therapy in
this population is not recommended (see sections 4.2 and 5.2).

Cardiac failure

Experience in NYHA class I-1I is limited, and there is no experience in clinical studies with
dapagliflozin in NYHA class II-1V.
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Use in patients treated with pioglitazone

While a causal relationship between dapagliflozin and bladder cancer is unlikely (see sections 4.8 and
5.3), as a precautionary measure, dapagliflozin is not recommended for use in patients concomitantly
treated with pioglitazone. Available epidemiological data for pioglitazone suggest a small increased
risk of bladder cancer in diabetic patients treated with pioglitazone.

Elevated haematocrit
Haematocrit increase was observed with dapagliflozin treatment (see section 4.8); therefore, caution in
patients with already elevated haematocrit is warranted.

Combinations not studied
Dapagliflozin has not been studied in combination with glucagon-like peptide 1 (GLP-1) analogues.

Urine laboratory assessments
Due to its mechanism of action, patients taking Forxiga will test positive for glucose in their urine.

Lactose

The tablets contain lactose anhydrous. Patients with rare hereditary problems of galactose intolerance,
the Lapp lactase deficiency, or glucose-galactose malabsorption should not take this medicinal
product.

4.5 Interaction with other medicinal products and other forms of interaction

Pharmacodynamic interactions

Diuretics

Dapagliflozin may add to the diuretic effect of thiazide and loop diuretics and may increase the risk of
dehydration and hypotension (see section 4.4).

Insulin and insulin secretagogues

Insulin and insulin secretagogues, such as sulphonylureas, cause hypoglycaemia. Therefore, a lower
dose of insulin or an insulin secretagogue may be required to reduce the risk of hypoglycaemia when
used in combination with dapagliflozin (see sections 4.2 and 4.8).

Pharmacokinetic interactions
The metabolism of dapagliflozin is primarily via glucuronide conjugation mediated by
UDP glucuronosyltransferase 1A9 (UGT1AD9).

In in vitro studies, dapagliflozin neither inhibited cytochrome P450 (CYP) 1A2, CYP2A6, CYP2B6,
CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP3A4, nor induced CYP1A2, CYP2B6 or CYP3A4.
Therefore, dapagliflozin is not expected to alter the metabolic clearance of coadministered medicinal
products that are metabolised by these enzymes.

Effect of other medicinal products on dapagliflozin

Interaction studies conducted in healthy subjects, using mainly a single dose design, suggest that the
pharmacokinetics of dapagliflozin are not altered by metformin, pioglitazone, sitagliptin, glimepiride,
voglibose, hydrochlorothiazide, bumetanide, valsartan, or simvastatin.

Following coadministration of dapagliflozin with rifampicin (an inducer of various active transporters
and drug-metabolising enzymes) a 22% decrease in dapagliflozin systemic exposure (AUC) was
observed, but with no clinically meaningful effect on 24-hour urinary glucose excretion. No dose
adjustment is recommended. A clinically relevant effect with other inducers (e.g. carbamazepine,
phenytoin, phenobarbital) is not expected.

Following coadministration of dapagliflozin with mefenamic acid (an inhibitor of UGT1A9), a 55%

increase in dapagliflozin systemic exposure was seen, but with no clinically meaningful effect on
24-hour urinary glucose excretion. No dose adjustment is recommended.
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Effect of dapagliflozin on other medicinal products

In interaction studies conducted in healthy subjects, using mainly a single-dose design, dapagliflozin
did not alter the pharmacokinetics of metformin, pioglitazone, sitagliptin, glimepiride,
hydrochlorothiazide, bumetanide, valsartan, digoxin (a P-gp substrate) or warfarin (S-warfarin, a
CYP2C9 substrate), or the anticoagulatory effects of warfarin as measured by INR. Combination of a
single dose of dapagliflozin 20 mg and simvastatin (a CYP3A4 substrate) resulted in a 19% increase in
AUC of simvastatin and 31% increase in AUC of simvastatin acid. The increase in simvastatin and
simvastatin acid exposures are not considered clinically relevant.

Other interactions
The effects of smoking, diet, herbal products and alcohol use on the pharmacokinetics of dapagliflozin
have not been studied.

Paediatric population
Interaction studies have only been performed in adults.

4.6 Fertility, pregnancy and lactation

Pregnancy
There are no data from the use of dapagliflozin in pregnant women. Studies in rats have shown

toxicity to the developing kidney in the time period corresponding to the second and third trimesters of
human pregnancy (see section 5.3). Therefore, the use of dapagliflozin is not recommended during the
second and third trimesters of pregnancy.

When pregnancy is detected, treatment with dapagliflozin should be discontinued.

Breast-feeding
It is unknown whether dapagliflozin and/or its metabolites are excreted in human milk. Available

pharmacodynamic/toxicological data in animals have shown excretion of dapagliflozin/metabolites in
milk, as well as pharmacologically-mediated effects in nursing offspring (see section 5.3). A risk to
the newborns/infants cannot be excluded. Dapagliflozin should not be used while breast-feeding.

Fertility
The effect of dapagliflozin on fertility in humans has not been studied. In male and female rats,

dapagliflozin showed no effects on fertility at any dose tested.

4.7 Effects on ability to drive and use machines

Forxiga has no or negligible influence on the ability to drive and use machines. Patients should be
alerted to the risk of hypoglycaemia when dapagliflozin is used in combination with a sulphonylurea
or insulin.

4.8 Undesirable effects

Summary of the safety profile

In a pre-specified pooled analysis of 12 placebo-controlled studies, 1,193 subjects were treated with
dapagliflozin 10 mg and 1,393 were treated with placebo.

The overall incidence of adverse events (short-term treatment) in subjects treated with
dapagliflozin 10 mg was similar to placebo. Few adverse events led to discontinuation of treatment
and were balanced across study groups. The most commonly reported events leading to
discontinuation in patients treated with dapagliflozin 10 mg were increased blood creatinine (0.4%),
urinary tract infections (0.3%), nausea (0.2%), dizziness (0.2%), and rash (0.2%). One subject
receiving dapagliflozin experienced a liver adverse event with diagnoses of drug induced hepatitis
and/or autoimmune hepatitis.
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The most frequently reported adverse reaction was hypoglycaemia, which depended on the type of
background therapy used in each study. The frequency of minor episodes of hypoglycaemia was
similar between treatment groups, including placebo, with the exceptions of studies with add-on
sulphonylurea (SU) and add-on insulin therapies. Combination therapies with sulphonylurea and
add-on insulin had higher rates of hypoglycaemia (see Hypoglycaemia below).

Tabulated list of adverse reactions

The following adverse reactions have been identified in the placebo-controlled clinical trials. None
were found to be dose-related. Adverse reactions listed below are classified according to frequency
and system organ class (SOC). Frequency categories are defined according to the following
convention: very common (> 1/10), common (> 1/100 to < 1/10), uncommon (> 1/1,000 to < 1/100),
rare (> 1/10,000 to < 1/1,000), very rare (< 1/10,000), not known (cannot be estimated from the
available data).

Table 1. Adverse reactions in placebo-controlled studies®

System organ class Very common Common’ Uncommon
Infections and Vulvovaginitis, balanitis | Vulvovaginal
infestations and related genital pruritus
infections™
Urinary tract infection”
Metabolism and Hypoglycaemia (when Volume depletion”
nutrition disorders used with SU or Thirst
insulin)”
Gastrointestinal Constipation
disorders
Skin and subcutaneous Hyperhidrosis
tissue disorders
Musculoskeletal and Back pain
connective tissue
disorders
Renal and urinary Dysuria Nocturia
disorders Polyuria’
Investigations Dyslipidaemia’ Blood creatinine
Haematocrit increased® increased
Blood urea increased

*The table shows up to 24-week (short-term) data regardless of glycaemic rescue.

°See corresponding subsection below for additional information.

“Vulvovaginitis, balanitis and related genital infections includes, e.g. the predefined preferred terms:
vulvovaginal mycotic infection, vaginal infection, balanitis, genital infection fungal, vulvovaginal candidiasis,
vulvovaginitis, balanitis candida, genital candidiasis, genital infection, genital infection male, penile infection,
vulvitis, vaginitis bacterial, vulval abscess.

%Polyuria includes the preferred terms: pollakiuria, polyuria, urine output increased.

“Volume depletion includes, e.g. the predefined preferred terms: dehydration, hypovolaemia, hypotension.
"Mean percent change from baseline for dapagliflozin 10 mg versus placebo, respectively, was: total cholesterol
1.4% versus -0.4%; HDL cholesterol 5.5% versus 3.8%; LDL cholesterol 2.7% versus -1.9%; triglycerides -5.4%
versus -0.7%.

£Mean changes from baseline in haematocrit were 2.15% for dapagliflozin 10 mg versus -0.40% for placebo.
"Reported in > 2% of subjects treated with dapagliflozin 10 mg and > 1% more frequently than placebo.
“Reported in > 0.2% of subjects and > 0.1% more and at least 3 more subjects treated with dapagliflozin 10 mg
regardless of glycaemic rescue compared to placebo.

Description of selected adverse reactions

Hypoglycaemia
The frequency of hypoglycaemia depended on the type of background therapy used in each study.

For studies of dapagliflozin in monotherapy, as add-on to metformin or as add-on to sitagliptin (with
or without metformin), the frequency of minor episodes of hypoglycaemia was similar (< 5%)
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between treatment groups, including placebo up to 102 weeks of treatment. Across all studies, major
events of hypoglycaemia were uncommon and comparable between the groups treated with
dapagliflozin or placebo. Studies with add-on sulphonylurea and add-on insulin therapies had higher
rates of hypoglycaemia (see section 4.5).

In an add-on to glimepiride study, minor episodes of hypoglycaemia were reported more frequently in
the group treated with dapagliflozin 10 mg plus glimepiride (6.0%) than in the placebo plus
glimepiride group (2.1%).

In an add-on to insulin study, episodes of major hypoglycaemia were reported in 0.5% and 1.0% of
subjects treated with dapagliflozin 10 mg plus insulin at Weeks 24 and 104, respectively, and in 0.5%
of subjects treated with placebo plus insulin groups at Weeks 24 and 104. At Weeks 24 and 104, minor
episodes of hypoglycaemia were reported, respectively, in 40.3% and 53.1% of subjects who received
dapagliflozin 10 mg plus insulin and in 34.0% and 41.6% of the subjects who received placebo plus
insulin.

Volume depletion

Reactions related to volume depletion (including, reports of dehydration, hypovolaemia or
hypotension) were reported in 0.8% and 0.4% of subjects who received dapagliflozin 10 mg and
placebo, respectively; serious reactions occurred in < 0.2% of subjects balanced between
dapagliflozin 10 mg and placebo (see section 4.4).

Vulvovaginitis, balanitis and related genital infections

Vulvovaginitis, balanitis and related genital infections were reported in 4.8% and 0.9% of subjects
who received dapagliflozin 10 mg and placebo, respectively. Most infections were mild to moderate,
and subjects responded to an initial course of standard treatment and rarely resulted in discontinuation
from dapagliflozin treatment. These infections were more frequent in females (6.9% and 1.5% for
dapagliflozin and placebo, respectively), and subjects with a prior history were more likely to have a
recurrent infection.

Urinary tract infections

Urinary tract infections were more frequently reported for dapagliflozin 10 mg compared to placebo
(4.3% versus 3.7%, respectively; see section 4.4). Most infections were mild to moderate, and subjects
responded to an initial course of standard treatment and rarely resulted in discontinuation from
dapagliflozin treatment. These infections were more frequent in females, and subjects with a prior
history were more likely to have a recurrent infection.

Parathyroid hormone (PTH)

Small increases in serum PTH levels were observed with increases being larger in subjects with higher
baseline PTH concentrations. Bone mineral density measurements in patients with normal or mildly
impaired renal function did not indicate bone loss over a treatment period of one year.

Malignancies
During clinical trials, the overall proportion of subjects with malignant or unspecified tumours was

similar between those treated with dapagliflozin (1.47%) and placebo/comparator (1.35%), and there
was no carcinogenicity or mutagenicity signal in animal data (see section 5.3). When considering the
cases of tumours occurring in the different organ systems, the relative risk associated with
dapagliflozin was above 1 for some tumours (bladder, prostate, breast) and below 1 for others (e.g.
blood and lymphatic, ovary, renal tract), not resulting in an overall increased tumour risk associated
with dapagliflozin. The increased/decreased risk was not statistically significant in any of the organ
systems. Considering the lack of tumour findings in non-clinical studies as well as the short latency
between first drug exposure and tumour diagnosis, a causal relationship is considered unlikely. Since
the numerical imbalance of breast, bladder and prostate tumours must be considered with caution, it
will be further investigated in post-authorisation studies.
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Special populations

Elderly patients (= 65 years)

In subjects > 65 years of age, adverse reactions related to renal impairment or failure were reported in
2.5% of subjects treated with dapagliflozin and 1.1% of subjects treated with placebo (see section 4.4).
The most commonly reported adverse reaction related to renal function was increased serum
creatinine. The majority of these reactions were transient and reversible. In subjects > 65 years of age,
adverse reactions of volume depletion, most commonly reported as hypotension, were reported in
1.5% and 0.4% of dapagliflozin-treated subjects and placebo-treated subjects, respectively (see
section 4.4).

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

Dapagliflozin did not show any toxicity in healthy subjects at single oral doses up to 500 mg (50 times
the maximum recommended human dose). These subjects had detectable glucose in the urine for a
dose-related period of time (at least 5 days for the 500 mg dose), with no reports of dehydration,
hypotension or electrolyte imbalance, and with no clinically meaningful effect on QTc interval. The
incidence of hypoglycaemia was similar to placebo. In clinical studies where once-daily doses of up to
100 mg (10 times the maximum recommended human dose) were administered for 2 weeks in healthy
subjects and type 2 diabetes subjects, the incidence of hypoglycaemia was slightly higher than placebo
and was not dose-related. Rates of adverse events including dehydration or hypotension were similar
to placebo, and there were no clinically meaningful dose-related changes in laboratory parameters,
including serum electrolytes and biomarkers of renal function.

In the event of an overdose, appropriate supportive treatment should be initiated as dictated by the
patient’s clinical status. The removal of dapagliflozin by haemodialysis has not been studied.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Drugs used in diabetes, Other blood glucose lowering drugs, excluding
insulins, ATC code: A10BX09

Mechanism of action
Dapagliflozin is a highly potent (K;: 0.55 nM), selective and reversible inhibitor of sodium-glucose
co-transporter 2 (SGLT?2).

The SGLT?2 is selectively expressed in the kidney with no expression detected in more than 70 other
tissues including liver, skeletal muscle, adipose tissue, breast, bladder and brain. SGLT?2 is the
predominant transporter responsible for reabsorption of glucose from the glomerular filtrate back into
the circulation. Despite the presence of hyperglycaemia in type 2 diabetes, reabsorption of filtered
glucose continues. Dapagliflozin improves both fasting and post-prandial plasma glucose levels by
reducing renal glucose reabsorption leading to urinary glucose excretion. This glucose excretion
(glucuretic effect) is observed after the first dose, is continuous over the 24-hour dosing interval and is
sustained for the duration of treatment. The amount of glucose removed by the kidney through this
mechanism is dependent upon the blood glucose concentration and GFR. Dapagliflozin does not
impair normal endogenous glucose production in response to hypoglycaemia. Dapagliflozin acts
independently of insulin secretion and insulin action. Improvement in homeostasis model assessment
for beta cell function (HOMA beta-cell) has been observed in clinical studies with Forxiga.
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Urinary glucose excretion (glucuresis) induced by dapagliflozin is associated with caloric loss and
reduction in weight. Inhibition of glucose and sodium co-transport by dapagliflozin is also associated
with mild diuresis and transient natriuresis.

Dapagliflozin does not inhibit other glucose transporters important for glucose transport into
peripheral tissues and is > 1,400 times more selective for SGLT2 versus SGLT1, the major transporter
in the gut responsible for glucose absorption.

Pharmacodynamic effects

Increases in the amount of glucose excreted in the urine were observed in healthy subjects and in
subjects with type 2 diabetes mellitus following the administration of dapagliflozin. Approximately
70 g of glucose was excreted in the urine per day (corresponding to 280 kcal/day) at a dapagliflozin
dose of 10 mg/day in subjects with type 2 diabetes mellitus for 12 weeks. Evidence of sustained
glucose excretion was seen in subjects with type 2 diabetes mellitus given dapagliflozin 10 mg/day for
up to 2 years.

This urinary glucose excretion with dapagliflozin also results in osmotic diuresis and increases in
urinary volume in subjects with type 2 diabetes mellitus. Urinary volume increases in subjects with
type 2 diabetes mellitus treated with dapagliflozin 10 mg were sustained at 12 weeks and amounted to
approximately 375 ml/day. The increase in urinary volume was associated with a small and transient
increase in urinary sodium excretion that was not associated with changes in serum sodium
concentrations.

Urinary uric acid excretion was also increased transiently (for 3-7 days) and accompanied by a
sustained reduction in serum uric acid concentration. At 24 weeks, reductions in serum uric acid
concentrations ranged from -48.3 to -18.3 micromoles/l (-0.87 to -0.33 mg/dl).

Clinical efficacy and safety

Twelve double-blind, randomised, controlled clinical trials were conducted with 6,144 subjects with
type 2 diabetes to evaluate the efficacy and safety of Forxiga; 4,164 subjects in these studies were
treated with dapagliflozin. Eleven studies had a treatment period of 24 weeks duration, 6 with
long-term extensions ranging from 24 to 78 weeks (up to a total study duration of 102 weeks), and one
study was 52 weeks in duration with a long-term extension of 52 weeks (total study duration of 104
weeks). Mean duration of diabetes ranged from 1.4 to 16.9 years. Fifty-one percent had mild renal
impairment and 11% had moderate renal impairment. Fifty-one percent (51%) of the subjects were
men, 83% were White, 10% were Asian, 3% were Black and 4% were of other racial groups.

Eighty percent (80%) of the subjects had a body mass index (BMI) > 27.

Glycaemic control

Monotherapy

A double-blind, placebo-controlled study of 24-week duration (with an additional extension period)
was conducted to evaluate the safety and efficacy of monotherapy with Forxiga in subjects with
inadequately controlled type 2 diabetes mellitus. Once-daily treatment with dapagliflozin resulted in
statistically significant (p < 0.0001) reductions in HbAlc compared to placebo (Table 2).

In the extension period, HbA 1c¢ reductions were sustained through Week 102 (-0.63%,
and -0.18% adjusted mean change from baseline for dapagliflozin 10 mg and placebo, respectively).
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Table 2. Results at Week 24 (LOCF") of a placebo-controlled study of dapagliflozin as monotherapy

Monotherapy
Dapagliflozin Placebo
10 mg

N 70 75

HbAlc (%)

Baseline (mean) 8.01 7.79
Change from baseline® -0.89 -0.23
Difference from placebo® -0.66"

(95% CI) (-0.96, -0.36)

Subjects (%) achieving:

HbAlc <7%

Adjusted for baseline 50.8° 31.6

Body weight (kg)

Baseline (mean) 94.13 88.77
Change from baseline® -3.16 -2.19
Difference from placebo® -0.97

(95% CI) (-2.20, 0.25)

*LOCF: Last observation (prior to rescue for rescued subjects) carried forward
®All randomised subjects who took at least one dose of double-blind study medication during the short-term
double-blind period

“Least squares mean adjusted for baseline value
p-value <0.0001 versus placebo

¥ Not evaluated for statistical significance as a result of the sequential testing procedure for secondary end
points

Combination therapy

In a 52-week, active-controlled non-inferiority study (with a 52-week extension period), Forxiga was
evaluated as add-on therapy to metformin compared with a sulphonylurea (glipizide) as add-on
therapy to metformin in subjects with inadequate glycaemic control (HbAlc > 6.5% and < 10%). The
results showed a similar mean reduction in HbAlc from baseline to Week 52, compared to glipizide,
thus demonstrating non-inferiority (Table 3). At Week 104, adjusted mean change from baseline in
HbA1c was -0.32% for dapagliflozin and -0.14% for glipizide. At 52 and 104 weeks, a significantly
lower proportion of subjects in the group treated with dapagliflozin (3.5% and 4.3%, respectively)
experienced at least one event of hypoglycaemia compared to the group treated with glipizide (40.8%
and 47.0%, respectively). The proportion of subjects remaining in the study at Week 104 was 56.2%
for the group treated with dapagliflozin and 50.0% for the group treated with glipizide.
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Table 3. Results at Week 52 (LOCF") in an active-controlled study comparing dapagliflozin to
glipizide as add-on to metformin

Dapagliflozin Glipizide
Parameter + metformin + metformin
N° 400 401
HbAlc (%)
Baseline (mean) 7.69 7.74
Change from baseline® -0.52 -0.52
Difference from glipizide + metformin® 0.00*
(95% CI) (-0.11,0.11)
Body weight (kg)
Baseline (mean) 88.44 87.60
Change from baseline® -3.22 1.44
Difference from glipizide + metformin® 4.65"
(95% CI) (-5.14, -4.17)

*LOCEF: Last observation carried forward

Randomised and treated subjects with baseline and at least 1 post-baseline efficacy measurement
“Least squares mean adjusted for baseline value

Non-inferior to glipizide + metformin

"p-value < 0.0001

Dapagliflozin as an add-on with either metformin, glimepiride, sitagliptin (with or without metformin)
or insulin resulted in statistically significant reductions in HbAlc at 24 weeks compared with subjects
receiving placebo (p < 0.0001; Tables 4 and 5).

The reductions in HbA 1c observed at Week 24 were sustained in add-on combination studies
(glimepiride and insulin) with 48-week data (glimepiride) and up to 104-week data (insulin). At
Week 48 when added to sitagliptin (with or without metformin), the adjusted mean change from
baseline for dapagliflozin 10 mg and placebo was -0.30% and 0.38%, respectively. For the add-on to
metformin study, HbA1c reductions were sustained through Week 102 (-0.78% and 0.02% adjusted
mean change from baseline for 10 mg and placebo, respectively). At Week 104 for insulin (with or
without additional oral glucose-lowering medicinal products), the HbAlc reductions were -0.71%
and -0.06% adjusted mean change from baseline for dapagliflozin 10 mg and placebo, respectively. At
Weeks 48 and 104, the insulin dose remained stable compared to baseline in subjects treated with
dapagliflozin 10 mg at an average dose of 76 IU/day. In the placebo group there was a mean increase
of 10.5 IU/day and 18.3 IU/day from baseline (mean average dose of 84 and 92 IU/day) at Weeks 48
and 104, respectively. The proportion of subjects remaining in the study at Week 104 was 72.4% for
the group treated with dapagliflozin 10 mg and 54.8% for the placebo group.
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Table 4. Results of 24-week (LOCF?) placebo-controlled studies of dapagliflozin in add-on
combination with metformin or glimepiride, glimepiride or sitagliptin (with or without metformin)

Add-on combination

Metformin' Sulphonylurea DPP-4 Inhibitor
(glimepiride’) (sitagliptin’)
+ Metformin'

Dapagliflozin Placebo Dapagliflozin  Placebo  Dapagliflozin  Placebo

10 mg 10 mg 10 mg
N 135 137 151 145 223 224
HbAlc (%)
Baseline (mean) 7.92 8.11 8.07 8.15 7.90 7.97
Change from
baseline* -0.84 -0.30 -0.82 -0.13 -0.45 0.04
Difference from
placebo® -0.54" -0.68" -0.48"
(95% CI) (-0.74, -0.34) (-0.86, -0.51) (-0.62, -0.34)
Subjects (%)
achieving:
HbAlc <7%
Adjusted for
baseline 40.6" 25.9 31.7 13.0
Body weight (kg)
Baseline (mean) 86.28 87.74 80.56 80.94 91.02 89.23
Change from
baseline* -2.86 -0.89 -2.26 -0.72 -2.14 -0.26
Difference from
placebo® -1.97 -1.54 -1.89"
(95% CI) (-2.63,-1.31) (-2.17,-0.92) (-2.37, -1.40)

"Metformin > 1500 mg/day; “glimepiride 4 mg/day; “sitagliptin 100 mg/day

*LOCF: Last observation (prior to rescue for rescued subjects) carried forward

°All randomised subjects who took at least one dose of double-blind study medicinal product during the short-term
double-blind period

“Least squares mean adjusted for baseline value

“p-value < 0.0001 versus placebo + oral glucose-lowering medicinal product

“p-value < 0.05 versus placebo + oral glucose-lowering medicinal product
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Table 5. Results at Week 24 (LOCF") in a placebo-controlled study of dapagliflozin in combination
with insulin (alone or with oral glucose-lowering medicinal products)

Dapagliflozin 10 mg Placebo
+ insulin + insulin
+ oral glucose-lowering + oral glucose-lowering
Parameter medicinal products’ medicinal products’
N’ 194 193
HbAlc (%)
Baseline (mean) 8.58 8.46
Change from baseline® -0.90* -0.30
Difference from placebo® -0.60
(95% CI) (-0.74, -0.45)
Body weight (kg)
Baseline (mean) 94.63 94.21
Change from baseline® -1.67 . 0.02
Difference from placebo® -1.68
(95% CI) (-2.19, -1.18)
Mean daily insulin dose
(IV)'
Baseline (mean) 77.96 73.96
Change from baseline® -1. 16* 5.08
Difference from placebo® -6.23
(95% CI) (-8.84, -3.63)

Subjects with mean daily
insulin dose reduction of .
at least 10% (%) 19.7 11.0

*LOCF: Last observation (prior to or on the date of the first insulin up-titration, if needed) carried
forward

®All randomised subjects who took at least one dose of double-blind study medicinal product during the
short-term double-blind period

“Least squares mean adjusted for baseline value and presence of oral glucose-lowering medicinal
product

“p-value < 0.0001 versus placebo + insulin + oral glucose-lowering medicinal product

“p-value < 0.05 versus placebo + insulin + oral glucose-lowering medicinal product

'Up-titration of insulin regimens (including short-acting, intermediate, and basal insulin) was only
allowed if subjects met pre-defined FPG criteria.

*Fifty percent of subjects were on insulin monotherapy at baseline; 50% were on 1 or 2 oral
glucose-lowering medicinal product(s) in addition to insulin: Of this latter group, 80% were on
metformin alone, 12% were on metformin plus sulphonylurea therapy, and the rest were on other oral
glucose-lowering medicinal products.

Fasting plasma glucose

Treatment with dapagliflozin 10 mg as a monotherapy or as an add-on to either metformin,
glimepiride, sitagliptin (with or without metformin) or insulin resulted in statistically significant
reductions in fasting plasma glucose (-1.58 to -1.20 mmol/1 [-28.5 to -21.7 mg/dl]) compared to
placebo (-0.33 to 0.21 mmol/1 [-6.0 to 3.8 mg/dl]). This effect was observed at Week 1 of treatment
and maintained in studies extended through Week 102.

Post-prandial glucose
Treatment with dapagliflozin 10 mg as an add-on to glimepiride resulted in statistically significant

reductions in 2-hour post-prandial glucose at 24 weeks that were maintained up to Week 48.

Treatment with dapagliflozin 10 mg as an add-on to sitagliptin (with or without metformin) resulted in
reductions in 2-hour post-prandial glucose at 24 weeks that were maintained up to Week 48.
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Body weight

Dapagliflozin 10 mg as an add-on to metformin, glimepiride, sitagliptin (with or without metformin)
or insulin resulted in statistically significant body weight reduction at 24 weeks (p < 0.0001, Tables 4
and 5). These effects were sustained in longer-term trials. At 48 weeks, the difference for dapagliflozin
as add-on to sitagliptin (with or without metformin) compared with placebo was -2.22 kg. At

102 weeks, the difference for dapagliflozin as add-on to metformin compared with placebo, or as
add-on to insulin compared with placebo was -2.14 and -2.88 kg, respectively.

As an add-on therapy to metformin in an active-controlled non-inferiority study, dapagliflozin resulted
in a statistically significant body weight reduction of -4.65 kg at 52 weeks (p < 0.0001, Table 3) that
was sustained at 104 weeks (-5.06 kg) compared with glipizide.

A 24-week study in 182 diabetic subjects using dual energy X-ray absorptiometry (DXA) to evaluate
body composition demonstrated reductions with dapagliflozin 10 mg plus metformin compared with
placebo plus metformin, respectively, in body weight and body fat mass as measured by DXA rather
than lean tissue or fluid loss. Treatment with Forxiga plus metformin showed a numerical decrease in
visceral adipose tissue compared with placebo plus metformin treatment in a magnetic resonance
imaging substudy.

Blood pressure

In a pre-specified pooled analysis of 12 placebo-controlled studies, treatment with dapagliflozin 10 mg
resulted in a systolic blood pressure change from baseline of -4.4 mmHg and diastolic blood pressure
of -2.1 mmHg versus -0.9 mmHg systolic and -0.5 mmHg diastolic blood pressure for placebo group
at Week 24.

Cardiovascular safety

A meta-analysis of cardiovascular events in the clinical program was performed. In the clinical
program, 36.6% of subjects had a history of cardiovascular disease (excluding hypertension) at
baseline and 70.0% had hypertension. Cardiovascular episodes were adjudicated by an independent
adjudication committee. The primary end point was the time-to-first event of one of the following
outcomes: cardiovascular death, stroke, myocardial infarction (MI) or hospitalisation for unstable
angina. Primary episodes occurred at a rate of 1.64% per patient-year in subjects treated with
dapagliflozin and 1.99% in comparator-treatment subjects, per patient-year. The hazard ratio
comparing dapagliflozin to comparator was 0.82 (95% Confidence interval [CI]: 0.58, 1.15),
indicating that in this analysis Forxiga is not associated with an increase in cardiovascular risk in
patients with type 2 diabetes mellitus. Cardiovascular death, MI and stroke were observed with a
hazard ratio of 0.79 (95% CI: 0.54, 1.17).

Patients with renal impairment

Moderate renal impairment (eGFR > 30 to < 60 ml/min/1.73 m’)

The efficacy of dapagliflozin was also assessed separately in a dedicated study of diabetic subjects
with moderate renal impairment (252 subjects with mean eGFR 45 ml/min/1.73 m?). The mean change
from baseline in HbAlc at 24 weeks was -0.44% and -0.32%, for dapagliflozin 10 mg and placebo,
respectively.

Patients with baseline HbAlc > 9%

In a pre-specified analysis of subjects with baseline HbAlc > 9.0%, treatment with

dapagliflozin 10 mg resulted in statistically significant reductions in HbAlc at Week 24 as a
monotherapy (adjusted mean change from baseline: -2.04% and 0.19% for dapagliflozin 10 mg and
placebo, respectively) and as an add-on to metformin (adjusted mean change from baseline: -1.32%
and -0.53% for dapagliflozin and placebo, respectively).

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
dapagliflozin in one or more subsets of the paediatric population in the treatment of type 2 diabetes
(see section 4.2 for information on paediatric use).
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5.2 Pharmacokinetic properties

Absorption

Dapagliflozin was rapidly and well absorbed after oral administration. Maximum dapagliflozin plasma
concentrations (C,,,x) were usually attained within 2 hours after administration in the fasted state.
Geometric mean steady-state dapagliflozin C,,,, and AUC,; values following once daily 10 mg doses of
dapagliflozin were 158 ng/ml and 628 ng h/ml, respectively. The absolute oral bioavailability of
dapagliflozin following the administration of a 10 mg dose is 78%. Administration with a high-fat
meal decreased dapagliflozin C,,, by up to 50% and prolonged T« by approximately 1 hour, but did
not alter AUC as compared with the fasted state. These changes are not considered to be clinically
meaningful. Hence, Forxiga can be administered with or without food.

Distribution

Dapagliflozin is approximately 91% protein bound. Protein binding was not altered in various disease
states (e.g. renal or hepatic impairment). The mean steady-state volume of distribution of dapagliflozin
was 118 L.

Biotransformation

Dapagliflozin is extensively metabolised, primarily to yield dapagliflozin 3-O-glucuronide, which is
an inactive metabolite. Dapagliflozin 3-O-glucuronide or other metabolites do not contribute to the
glucose-lowering effects. The formation of dapagliflozin 3-O-glucuronide is mediated by UGT1A9, an
enzyme present in the liver and kidney, and CYP-mediated metabolism was a minor clearance
pathway in humans.

Elimination

The mean plasma terminal half-life (t,,) for dapagliflozin was 12.9 hours following a single oral dose
of dapagliflozin 10 mg to healthy subjects. The mean total systemic clearance of dapagliflozin
administered intravenously was 207 ml/min. Dapagliflozin and related metabolites are primarily
eliminated via urinary excretion with less than 2% as unchanged dapagliflozin. After administration of
a 50 mg ['*C]-dapagliflozin dose, 96% was recovered, 75% in urine and 21% in feces. In feces,
approximately 15% of the dose was excreted as parent drug.

Linearity
Dapagliflozin exposure increased proportional to the increment in dapagliflozin dose over the range of

0.1 to 500 mg and its pharmacokinetics did not change with time upon repeated daily dosing for up to
24 weeks.

Special populations

Renal impairment

At steady-state (20 mg once-daily dapagliflozin for 7 days), subjects with type 2 diabetes mellitus and
mild, moderate or severe renal impairment (as determined by iohexol plasma clearance) had mean
systemic exposures of dapagliflozin of 32%, 60% and 87% higher, respectively, than those of subjects
with type 2 diabetes mellitus and normal renal function. The steady-state 24-hour urinary glucose
excretion was highly dependent on renal function and 85, 52, 18 and 11 g of glucose/day was excreted
by subjects with type 2 diabetes mellitus and normal renal function or mild, moderate or severe renal
impairment, respectively. The impact of hemodialysis on dapagliflozin exposure is not known.

Hepatic impairment

In subjects with mild or moderate hepatic impairment (Child-Pugh classes A and B), mean C,,,, and
AUC of dapagliflozin were up to 12% and 36% higher, respectively, compared to healthy matched
control subjects. These differences were not considered to be clinically meaningful. In subjects with
severe hepatic impairment (Child-Pugh class C) mean C,,,, and AUC of dapagliflozin were 40% and
67% higher than matched healthy controls, respectively.
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Elderly patients (= 65 years)

There is no clinically meaningful increase in exposure based on age alone in subjects up to

70 years old. However, an increased exposure due to age-related decrease in renal function can be
expected. There are insufficient data to draw conclusions regarding exposure in patients

> 70 years old.

Paediatric population
Pharmacokinetics in the paediatric population have not been studied.

Gender
The mean dapagliflozin AUC,; in females was estimated to be about 22% higher than in males.

Race
There were no clinically relevant differences in systemic exposures between White, Black or Asian
races.

Body weight
Dapagliflozin exposure was found to decrease with increased weight. Consequently, low-weight

patients may have somewhat increased exposure and patients with high weight somewhat decreased
exposure. However, the differences in exposure were not considered clinically meaningful.

5.3 Preclinical safety data

Non-clinical data reveal no special hazard for humans based on conventional studies of safety
pharmacology, repeated dose toxicity, genotoxicity, carcinogenic potential and fertility. Dapagliflozin
did not induce tumours in either mice or rats at any of the doses evaluated in two-year carcinogenicity
studies.

Reproductive and developmental toxicity

Direct administration of dapagliflozin to weanling juvenile rats and indirect exposure during late
pregnancy (time periods corresponding to the second and third trimesters of pregnancy with respect to
human renal maturation) and lactation are each associated with increased incidence and/or severity of
renal pelvic and tubular dilatations in progeny.

In a juvenile toxicity study, when dapagliflozin was dosed directly to young rats from postnatal day 21
until postnatal day 90, renal pelvic and tubular dilatations were reported at all dose levels; pup
exposures at the lowest dose tested were > 15 times the maximum recommended human dose. These
findings were associated with dose-related increases in kidney weight and macroscopic kidney
enlargement observed at all doses. The renal pelvic and tubular dilatations observed in juvenile
animals did not fully reverse within the approximate 1-month recovery period.

In a separate study of pre- and postnatal development, maternal rats were dosed from gestation day 6
through postnatal day 21, and pups were indirectly exposed in utero and throughout lactation. (A
satellite study was conducted to assess dapagliflozin exposures in milk and pups.) Increased incidence
or severity of renal pelvic dilatation was observed in adult offspring of treated dams, although only at
the highest dose tested (associated maternal and pup dapagliflozin exposures were 1,415 times and
137 times, respectively, the human values at the maximum recommended human dose). Additional
developmental toxicity was limited to dose-related reductions in pup body weights, and observed only
at doses > 15 mg/kg/day (associated with pup exposures that are > 29 times the human values at the
maximum recommended human dose). Maternal toxicity was evident only at the highest dose tested,
and limited to transient reductions in body weight and food consumption at dose. The no observed
adverse effect level (NOAEL) for developmental toxicity, the lowest dose tested, is associated with a
maternal systemic exposure multiple that is approximately 19 times the human value at the maximum
recommended human dose.

In additional studies of embryo-foetal development in rats and rabbits, dapagliflozin was administered
for intervals coinciding with the major periods of organogenesis in each species. Neither maternal nor
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developmental toxicities were observed in rabbits at any dose tested; the highest dose tested is
associated with a systemic exposure multiple of approximately 1,191 times the maximum
recommended human dose. In rats, dapagliflozin was neither embryolethal nor teratogenic at
exposures up to 1,441 times the maximum recommended human dose.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet core

Microcrystalline cellulose (E4601)

Lactose, anhydrous

Crospovidone (E1201)

Silicon dioxide (E551)
Magnesium stearate (E470b)

Film-coating

Polyvinyl alcohol (E1203)

Titanium dioxide (E171)

Macrogol 3350

Talc (E553b)

Iron oxide yellow (E172)

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

3 years

6.4 Special precautions for storage

This medicinal product does not require any special storage conditions.

6.5 Nature and contents of container

Alu/Alu blister

Pack sizes of 14, 28 and 98 film-coated tablets in non-perforated calendar blisters
Pack sizes of 30x1 and 90x1 film-coated tablets in perforated unit dose blisters
Not all pack sizes may be marketed.

6.6 Special precautions for disposal

No special requirements.
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7. MARKETING AUTHORISATION HOLDER

Bristol-Myers Squibb/AstraZeneca EEIG
Bristol-Myers Squibb House

Uxbridge Business Park

Sanderson Road

Uxbridge

Middlesex

UBS8 1DH

United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/12/795/006 14 film-coated tablets

EU/1/12/795/007 28 film-coated tablets

EU/1/12/795/008 98 film-coated tablets

EU/1/12/795/009 30 x 1 (unit dose) film-coated tablets

EU/1/12/795/010 90 x 1 (unit dose) film-coated tablets

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

12 November, 2012

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.cu
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ANNEX IT
MANUFACTURER RESPONSIBLE FOR BATCH RELEASE
CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT
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A. MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer responsible for batch release

Bristol-Myers Squibb S.r.l.

Contrada Fontana del Ceraso

IT-03012 Anagni (FR)

Italy

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to medical prescription.

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

. Periodic Safety Update Reports

The marketing authorisation holder shall submit periodic safety update reports for this product in

accordance with the requirements set out in the list of Union reference dates (EURD list) provided for
under Article 107¢(7) of Directive 2001/83/EC and published on the European medicines web-portal.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

. Risk Management Plan (RMP)

The MAH shall perform the required pharmacovigilance activities and interventions detailed in the
agreed RMP presented in Module 1.8.2. of the Marketing Authorisation and any agreed subsequent
updates of the RMP.

An updated RMP should be submitted:
* At the request of the European Medicines Agency;
*  Whenever the risk management system is modified, especially as the result of new information
being received that may lead to a significant change to the benefit/risk profile or as the result
of an important (pharmacovigilance or risk minimisation) milestone being reached.

If the submission of a PSUR and the update of a RMP coincide, they can be submitted at the same
time.
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ANNEX III

LABELLING AND PACKAGE LEAFLET

40



A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON 5 mg

1. NAME OF THE MEDICINAL PRODUCT

Forxiga 5 mg film-coated tablets
dapagliflozin

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains dapagliflozin propanediol monohydrate equivalent to 5 mg dapagliflozin

3. LIST OF EXCIPIENTS

Contains lactose. See package leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

14 film-coated tablets
28 film-coated tablets
30x1 film-coated tablets
90x1 film-coated tablets
98 film-coated tablets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use

OF THE SIGHT AND REACH OF CHILDREN

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Bristol-Myers Squibb/AstraZeneca EEIG
Bristol-Myers Squibb House

Uxbridge Business Park

Sanderson Road

Uxbridge

Middlesex

UBS 1DH

United Kingdom

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/12/795/001 14 film-coated tablets
EU/1/12/795/002 28 film-coated tablets
EU/1/12/795/003 98 film-coated tablets
EU/1/12/795/004 30 x 1 (unit dose) film-coated tablets
EU/1/12/795/005 90 x 1 (unit dose) film-coated tablets

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Forxiga 5 mg
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON 10 mg

1. NAME OF THE MEDICINAL PRODUCT

Forxiga 10 mg film-coated tablets
dapagliflozin

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains dapagliflozin propanediol monohydrate equivalent to10 mg dapagliflozin

3. LIST OF EXCIPIENTS

Contains lactose. See package leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

14 film-coated tablets
28 film-coated tablets
30x1 film-coated tablets
90x1 film-coated tablets
98 film-coated tablets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use

OF THE SIGHT AND REACH OF CHILDREN

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Bristol-Myers Squibb/AstraZeneca EEIG
Bristol-Myers Squibb House

Uxbridge Business Park

Sanderson Road

Uxbridge

Middlesex

UBS8 1DH

United Kingdom

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/12/795/006 14 film-coated tablets
EU/1/12/795/007 28 film-coated tablets
EU/1/12/795/008 98 film-coated tablets
EU/1/12/795/009 30 x 1 (unit dose) film-coated tablets
EU/1/12/795/010 90 x 1 (unit dose) film-coated tablets

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Forxiga 10 mg
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTERS PERFORATED UNIT DOSE 5 mg

1. NAME OF THE MEDICINAL PRODUCT

Forxiga 5 mg tablets
dapagliflozin

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Bristol-Myers Squibb/AstraZeneca EEIG

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTERS PERFORATED UNIT DOSE 10 mg

1. NAME OF THE MEDICINAL PRODUCT

Forxiga 10 mg tablets
dapagliflozin

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Bristol-Myers Squibb/AstraZeneca EEIG

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

CALENDAR BLISTERS NON-PERFORATED 5 mg

1. NAME OF THE MEDICINAL PRODUCT

Forxiga 5 mg tablets
dapagliflozin

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Bristol-Myers Squibb/AstraZeneca EEIG

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER

Monday Tuesday Wednesday Thursday Friday Saturday Sunday
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

CALENDAR BLISTERS NON-PERFORATED 10 mg

1. NAME OF THE MEDICINAL PRODUCT

Forxiga 10 mg tablets
dapagliflozin

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Bristol-Myers Squibb/AstraZeneca EEIG

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER

Monday Tuesday Wednesday Thursday Friday Saturday Sunday
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B. PACKAGE LEAFLET
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Package leaflet: Information for the patient

Forxiga 5 mg film-coated tablets
Forxiga 10 mg film-coated tablets
Dapagliflozin

vThis medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of section 4
for how to report side effects.

Read all of this leaflet carefully before you start taking this medicine because it contains

important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor, pharmacist or nurse.

- This medicine has been prescribed for you only. Do not pass it on to others. It may harm them,
even if their signs of illness are the same as yours.

- If you get any side effects, talk to your doctor or pharmacist. This includes any possible side
effects not listed in this leaflet. See section 4.

What is in this leaflet:

1. What Forxiga is and what it is used for

2. What you need to know before you take Forxiga
3. How to take Forxiga

4, Possible side effects

5. How to store Forxiga

6. Contents of the pack and other information

1. What Forxiga is and what it is used for

Forxiga contains the active substance dapagliflozin. It belongs to a group of medicines called “oral
anti-diabetics”.

o These are medicines taken by mouth for diabetes.

o They work by lowering the amount of sugar (glucose) in your blood.

Forxiga is used for a type of diabetes called “type 2 diabetes mellitus” in adult patients (aged 18 years
and older). “Type 2 diabetes mellitus” is the type of diabetes that usually starts when you are older. If
you have type 2 diabetes, your pancreas does not make enough insulin or your body is not able to use
the insulin it produces properly. This leads to a high level of sugar in your blood. Forxiga works by
removing excess sugar from your body via your urine.

o Forxiga is used if your diabetes cannot be controlled with other medicines for diabetes, diet and
exercise.
o Your doctor may ask you to take Forxiga on its own if you are intolerant to metformin or

together with other medicines to treat diabetes. This may be another medicine taken by mouth
and/or insulin given by injection.

It is important to continue to follow the advice on diet and exercise given to you by your doctor,
pharmacist or nurse.
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2. What you need to know before you take Forxiga

Do not take Forxiga:
o if you are allergic to dapagliflozin or any of the other ingredients of this medicine (listed in
section 6).

Warnings and precautions

Talk to your doctor, pharmacist or nurse before taking Forxiga:

o if you have “type 1 diabetes” — the type that usually starts when you are young, and your body
does not produce any insulin.

o if you have increased levels of “ketone bodies” in your urine or blood, seen in tests. This is a

sign of “diabetic ketoacidosis” — a problem you can get with diabetes whose signs include rapid

weight loss, feeling sick or being sick, a sweet smell to your breath, a sweet or metallic taste in
your mouth or a different odour to your urine or sweat.

if you have a kidney problem — your doctor may ask you to take a different medicine.

if you have a liver problem — your doctor may start you on a lower dose.

if you have a history of serious heart disease or if you have had a stroke.

if you are are on medicines to lower your blood pressure (anti-hypertensives) and have a history

of low blood pressure (hypotension). More information is given below in Other medicines and

Forxiga.

o if you have very high levels of glucose in your blood which may make you dehydrated (lose too
much body fluid). Possible signs of dehydration are listed at the top of section 4, ‘Possible side
effects’. Tell your doctor before you start taking Forxiga if you have any of these signs.

o if you have or develop nausea (feeling sick), vomiting or fever or if you are not able to eat or
drink. These conditions can cause dehydration. Your doctor may ask you to stop taking Forxiga
until you recover to prevent dehydration.

o if you often get infections of the urinary tract.

o if you are 75 years old or older, you should not start taking Forxiga.

o if you are taking another medicine for diabetes that contains “pioglitazone”, you should not start
taking Forxiga.

o if you have an increase in the amount of red blood cells in your blood, seen in tests.

If any of the above applies to you (or you are not sure), talk to your doctor, pharmacist or nurse before
taking Forxiga.

Kidney function
Your kidneys should be checked before you start taking and whilst you are on this medicine.

Urine glucose
Because of how Forxiga works, your urine will test positive for sugar while you are on this medicine.

Children and adolescents
Forxiga is not recommended for children and adolescents under 18 years of age, because it has not
been studied in these patients.

Other medicines and Forxiga

Tell your doctor, pharmacist or nurse if you are taking, have recently taken or might take any other

medicines.

Especially tell your doctor:

o if you are taking a medicine used to remove water from the body (diuretic). Your doctor may
ask you to stop taking Forxiga. Possible signs of losing too much fluid from your body are listed
at the top of section 4 ‘Possible side effects’.

o if you are taking other medicines that lower the amount of sugar in your blood such as insulin or
a “sulphonylurea” medicine. Your doctor may want to lower the dose of these other medicines,
to prevent you from getting low blood sugar levels (hypo-glycaemia).
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Pregnancy and breast-feeding

If you are pregnant or breast-feeding, think you may be pregnant or are planning to have a baby, ask
your doctor or pharmacist for advice before taking this medicine. You should stop taking this medicine
if you become pregnant, since it is not recommended during the second and third trimesters of
pregnancy. Talk to your doctor about the best way to control your blood sugar while you are pregnant.

Talk to your doctor if you would like to or are breast-feeding before taking this medicine. Do not use
Forxiga if you are breast-feeding. It is not known if this medicine passes into human breast milk.

Driving and using machines

Forxiga has no or negligible influence on the ability to drive and use machines. Taking this medicine
with other medicines called sulphonylureas or with insulin can cause too low blood sugar levels
(hypo-glycaemia), which may cause symptoms such as shaking, sweating and change in vision, and
may affect your ability to drive and use machines. Do not drive or use any tools or machines, if you
feel dizzy taking Forxiga.

Forxiga contains lactose
Forxiga contains lactose (milk sugar). If you have been told by your doctor that you have an
intolerance to some sugars, contact your doctor before taking this medicine.

3. How to take Forxiga

Always take this medicine exactly as your doctor has told you. Check with your doctor, phamacist or
nurse if you are not sure.

How much to take

o The recommended dose is one 10 mg tablet each day.
o Your doctor may start you on a 5 mg dose if you have a liver problem.
o Your doctor will prescribe the strength that is right for you.

Taking this medicine

o Swallow the tablet whole with half a glass of water.
o You can take your tablet with or without food.
o You can take the tablet at any time of the day. However, try to take it at the same time each day.

This will help you to remember to take it.

Your doctor may prescribe Forxiga together with another medicine to lower the amount of sugar in
your blood. This may be a medicine by mouth or insulin given by injection. Remember to take this
other medicine your doctor has told you. This will help get the best results for your health.

Diet and exercise

To control your diabetes, you still need to keep to diet and exercise, even when you are taking this
medicine. So it is important to keep following the advice about diet and exercise from your doctor,
pharmacist or nurse. In particular, if you are following a diabetic weight control diet, continue to
follow it while you are taking Forxiga.

If you take more Forxiga than you should
If you take more Forxiga tablets than you should, talk to a doctor or go to a hospital immediately.
Take the medicine pack with you.

If you forget to take Forxiga
What to do if you forget to take a tablet depends on how long it is until your next dose.

o If it is 12 hours or more until your next dose, take a dose of Forxiga as soon as you remember.
Then take your next dose at the usual time.
o If it is less than 12 hours until your next dose, skip the missed dose. Then take your next dose at

the usual time.
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o Do not take a double dose of Forxiga to make up for a forgotten dose.

If you stop taking Forxiga
Do not stop taking Forxiga without talking to your doctor first. Your blood sugar may increase without
this medicine.

If you have any further questions on the use of this medicine, ask your doctor, pharmacist or nurse.

4. Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.

Stop taking Forxiga and see a doctor as soon as possible if you notice any of the following serious
side effects:

o loss of too much fluid from your body (dehydration), seen uncommonly.
These are signs of dehydration:

- very dry or sticky mouth, feeling very thirsty

- feeling very sleepy or tired

- passing little or no water (urine)

- fast heart beat.

. urinary tract infection, seen commonly.
These are signs of a severe infection of the urinary tract:
- fever and/or chills
- burning sensation when passing water (urinating)
- pain in your back or side.
Although uncommon, if you see blood in your urine, tell your doctor immediately.

Contact your doctor as soon as possible if you have any of the following side effects:
Very common (may affect more than 1 in 10 people)
o low blood sugar levels (hypo-glycaemia) - when taking this medicine with a sulphonylurea or
insulin
These are the signs of low blood sugar:
- shaking, sweating, feeling very anxious, fast heart beat
- feeling hungry, headache, change in vision
- a change in your mood or feeling confused.
Your doctor will tell you how to treat low blood sugar levels and what to do if you get any of the signs
above.

Other side effects when taking Forxiga:
Common (may affect up to 1 in 10 people)

o yeast infection (thrush) of your penis or vagina

o back pain

o passing more water (urine) than usual or needing to pass water more often
o changes in the amount of cholesterol or fats in your blood (shown in tests)
o changes in the amount of red blood cells in your blood (shown in tests)

Uncommon (may affect up to 1 in 100 people)

unusual vaginal bleeding, discharge, itching or odour

thirst

constipation

excess sweating

awakening from sleep at night to pass urine

changes in laboratory blood tests (for example creatinine or urea)
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Reporting of side effects

If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible side
effects not listed in this leaflet. You can also report side effects directly via the national reporting
system listed in Appendix V. By reporting side effects you can help provide more information on the
safety of this medicine.

How to store Forxiga
o Keep this medicine out of the sight and reach of children.

o Do not use this medicine after the expiry date, which is stated on the blister or carton after
‘EXP’. The expiry date refers to the last day of that month.

o This medicine does not require any special storage conditions.

. Do not throw away any medicines via wastewater or household waste. Ask your pharmacist
how to throw away medicines you no longer use. These measures will help to protect the
environment.

6. Contents of the pack and other information

What Forxiga contains
. The active substance is dapagliflozin.
Each Forxiga 5 mg film-coated tablet (tablet) contains dapagliflozin propanediol monohydrate
equivalent to 5 mg dapagliflozin.
Each Forxiga 10 mg film-coated tablet (tablet) contains dapagliflozin propanediol monohydrate
equivalent to 10 mg dapagliflozin.
o The other ingredients are:
— tablet core: microcrystalline cellulose (E460i1), anhydrous lactose (see section 2 ‘Forxiga
contains lactose’), crospovidone (E1201), silicon dioxide (E551), magnesium stearate (E470b).
—  film-coating: polyvinyl alcohol (E1203), titanium dioxide (E171), macrogol 3350, talc (E553b),
yellow iron oxide (E172).

What Forxiga looks like and contents of the pack

o Forxiga 5 mg film-coated tablets are yellow and round with diameter of 0.7 cm. They have “5”
on one side and “1427” on the other side.
o Forxiga 10 mg film-coated tablets are yellow and diamond-shaped approximately 1.1 x 0.8 cm

diagonally. They have “10” on one side and “1428” on the other side.

Forxiga 5 mg tablets and Forxiga 10 mg tablets are available in aluminium blisters in pack sizes of 14,
28 or 98 film-coated tablets in non-perforated calendar blisters and 30x1 or 90x1 film-coated tablets in
perforated unit dose blisters.

Not all pack sizes may be marketed in your country.

Marketing Authorisation Holder
Bristol-Myers Squibb/AstraZeneca EEIG
Bristol-Myers Squibb House

Uxbridge Business Park

Sanderson Road

Uxbridge

Middlesex

UB8 1DH

United Kingdom
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Manufacturer

Bristol-Myers Squibb Company
Contrada Fontana del Ceraso
IT-03012 Anagni (FR)

Italy

For any information about this medicine, please contact the local representative of the Marketing

Authorisation Holder:

Belgié/Belgique/Belgien
Bristol-Myers Squibb Belgium S.A./N.V.
Tél/Tel: +32235276 11

Bbbarapus
Actpa3eneka brarapus EOO/]
Ten.: + 359 (2) 44 55 000

Ceska republika
Bristol-Myers Squibb spol. s r.0.
Tel: + 420221 016 111

Danmark
Bristol-Myers Squibb
TIf: +45 45 93 05 06

Deutschland
Bristol-Myers Squibb GmbH & Co. KGaA
Tel: +49 89121420

Eesti
AstraZeneca
Tel: + 372 6549 600

E)\ada
Bristol-Myers Squibb A.E.
TnA: + 30210 6074300

Espaiia
Bristol-Myers Squibb, S.A.
Tel: + 34 91 456 53 00

France
Bristol-Myers Squibb SARL
Tél: + 33 (0)810 410 500

Hrvatska
AstraZeneca d.o.o.
Tel: + 385 1 4628 000

Ireland
Bristol-Myers Squibb Pharmaceuticals Ltd
Tel: + 353 (1 800) 749 749
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Lietuva
UAB AstraZeneca Lietuva
Tel: +370 5 2660550

Luxembourg/Luxemburg
Bristol-Myers Squibb Belgium S.A./N.V.
Tél/Tel: +32235276 11

Magyarorszag

Bristol-Myers Squibb Gyogyszerkereskedelmi
Kft.

Tel.: +36 1301 9700

Malta
Associated Drug Co. Ltd
Tel: + 356 2277 8000

Nederland
Bristol-Myers Squibb BV
Tel: +31 34 85742 22

Norge
Bristol-Myers Squibb Norway LTD
TIf: + 47 67 55 53 50

Osterreich
Bristol-Myers Squibb GesmbH
Tel: +43 160 14 30

Polska
Bristol-Myers Squibb Polska Sp. z o.0.
Tel.: + 48 22 5796666

Portugal

Bristol-Myers Squibb Farmacéutica Portuguesa,
S.A.

Tel: + 351 21 440 70 00

Roménia

Bristol-Myers Squibb Gyogyszerkereskedelmi
Kft.

Tel: +40 (0)21 272 16 00

Slovenija
AstraZeneca UK Limited
Tel: +386 1 51 35 600



Island
Vistor hf.
Simi: + 354 535 7000

Italia

Bristol-Myers Squibb S.R.L.

Tel: +39 06 50 39 61

Kvzpog
Bristol-Myers Squibb A.E.
TnA: + 357 800 92666

Latvija
SIA AstraZeneca Latvija
Tel: + 371 67377100

This leaflet was last revised in

Other sources of information

Slovenska republika
AstraZeneca AB, o.z.
Tel: + 4212 57377777

Suomi/Finland
Oy Bristol-Myers Squibb (Finland) Ab
Puh/Tel: + 358 9251 21 230

Sverige
Bristol-Myers Squibb AB
Tel: +46 8 704 71 00

United Kingdom
Bristol-Myers Squibb Pharmaceuticals Ltd
Tel: +44 (0800) 731 1736

Detailed information on this medicine is available on the European Medicines Agency web site:

http://www.ema.europa.eu
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BRISTOL-MYERS SQUIBB COMPANY
COMPANY CORE DATA SHEET
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ERUEMRAZE %

ARIECEH T 2 W58 & OB R 2 LT ISR T,
BRERUVEMAE FEED R
a-Gl a-glucosidase inhibitor : o-2 /L = 3 Z —E[HE K
AUC area under the concentration vs. time curve : [ H i 8 -IRE ] B T 1Al
DPP-4 Dipeptidyl Peptidase-4 : ¥ XTF IV NA_RTFH—F 4
FPG Fasting plasma glucose : %% i FF Ifi b
GLP-1 Glucagon-like peptide-1 : 7 /L7 I L~ T F K]
HbAlc Hemoglobin Alc : ~E 7 B E Y Alc
LOCF Last observation carried forward : ffBUAMELZ K 5 KB O
SU Sulfonylurea : A/L7k = /LR
TZD Thiazolidinedione : 7 ' VU ¥ #FEK
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1.8.1 hEE - IR () RUZTDHRTEIEHN
1.8.1.1 WEE - IR (E)
BhEE « ZhR () ZLITO LBV RE L,
2 BUHE R Ip
<ZhHE » WFRACBHE T A EoEE >

(1) AFNF2RBERTE & 2Wr SN2 BETH L TORER L, VRERIE O BF 23R E Ly
ze,

(2) HEEOBHEREIREEOH 5 BEH UTENT T ORKIBARRLE TIIAR ORI TE 220
2, FhLianZ &, (THEELREANER 2) | MOTEYERE OEZ M)

(3) WHEHEEOEEREREDH 5 BE TIIARROMEN+FIE LN WATREIER & 5 D THRE:

DYBEPE A EE W2 2 L, ( TEEAREANEE ) ) . [Ep#hhe) KO TERBE]
DIEZHR)

1.8.1.2 X TEAR ML

2 RUPEIRIFORNEE « ZHROESGE Hig L, % 2b fHHESREE (D1692C00005 #REkR) St .
Wopk 22 4F 7 A 9 BATIT 3 0709 R 1 5 /Z L7 @4 AR A PR R TR0
R TEDOERFANTIEIZRET A0 A RT A 2| ZHE 2725 3 HRkER (BMEEICRT 5 208
7 7 a Y DA NSV Z GG 5 72 D D1692C00006 #kER, HEIAMUERTE K UM oo 0
MAERE T L OPFEIEICBIT A X7 ) 7a P OFIZReMZ T 5 7250 D1692C00012
RBR) &% LT,

1.8.1.2.1 % 2btEEER (D1692C00005 X ER)

BHERECHEER L, IBEF OB RPTERIE T o lbia s br— ARG o Tnizn
(~EZmEY Ale (HbAlc) : 7.0%Lh E 10%EA ) HARN 2 BUPEIRGBE 2t Ric, X327
7rYr 0, 25, 5, 10mg X7 78AR%Z 128K 1 B 1 EREOEELS L, BMEEE LTOAR)
PR OV 2 et Lz,

FEFHMIE E CTh o % 5Mih 12 B (GEBIIEIC X 5 XRBMEDOHE (LOCF) ) @ HbAlc
DR—=AT A MENSDFEEALEIZBWC, IR L THE T Y 7a vy 1, 2.5,
5 LY 10mg HOWTHUIZB W THRAENICAEERIK TR bz (p<0.0001) , #8371
7avr 5 KN 10mg BRICHRIT 5% 504 12 1% (LOCF) @ HbAle DX—Z T A MENDHD
T DS AL BT F T -0.37% M 13-0.44% T, 77 BREEE DEITZNEFH-0.74% K -
0.80% Cdh -7, HEFLA 12 % (LOCF) OZEMEREMAE (FPG) DX—RA T A Al D DY
PERIZBNT S, #1370 70 P URECIIAEIEFEOE T AR O b, 1, 2.5, 5 KT 10 mg
OWTHOHERTH 77 B AREE L i L CHREFAMIICHEERIE T TH 72 (p<0.0001)

BEFRROBEBRL, #3707 1, 2.5, 5, 10mg BEX O 7B REETENEI 40.7%.
46.4%. 41.4%., 53.8% KN 389% TH V., 10 mg FETHIENEN-T-N, ZOMOEERETIX




1.8 WRfF3CE (%)
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FRRECTHoT-, AEFROIZLEACITREIFTEETH -2, RBRIEE ORNEBEBENREET
XRVWAEESZORRRIL, #4370 71, 25, 5 KON 10mg BECTENLH 3.4%, 1.8%.
0% K N58% T, TR (1.9%) &5 TR CRIEITIKDI > 7=,

1.8.1.2.2 5 3 fREMAALLLEEER (D1692C00006 FHER)

BHERECHEER L, IBEF ORERPTERIE T oz br— ARG o Tnizn
(HbAlc : 6.5%LA E 10%LLF) HAN 2 BUBERIFEE 2RI, #37)7rP 5 10mg X
X7 7 EARE 24 M 1 B 1 EROES L, BRE L L CORMER O 2MEE G LT,

FEFMEA THLL 7Y 7u v 5 KON 10 mg BEO#KEBIM 24 1% (LOCF) @ HbAlc
D=2 T A AMENS OFEEET, 7T BREEE G L TO T b HGEHFRIICHE BIC K E D
ST (FNFR p<0.0001) , #37 U 7Yy 5 KON 10 mg BEOEEBME 24 % (LOCF) @
HbAlc DX—R 7 A MEDND DFHHEE L) E L EIZZENEI-0.41% KX -0.45% T, 77 BREE
EDEITENEN-035%K-039%Thole, ¥ 7Y7ryr 5 EON 10mg BEORGHLG 24
% (LOCF) @ FPG D_—2A T A Al OFEER BN RIZEB T 5 7 7 AR L OET
FNEN-144 K D-195mg/dL TH Y, WTFNs 7T BRI TR FHICAE CTh -T2
(p<0.0001) ,

HERZORBERIL, #7700 5 10mg HEOT T RBETENEN 47.7%., 64.8%
LY 51.7%TH Y, 10mg BECHRARNE N -T2, BAEHLOITE A CITREITEETH-
7oo IRBRR E ORREBMENEE CERWEEEZORERIT, VTR 7Y T7av v
5. 10mg BHETENZHN 13.8%, 7.0%. 193%ThH o7,

1.8.1.2.3 % 3R EGHER (D1692C00012 FHER)

BHEPEEBRE, SUIBEFORERIFIEIEIE T o eibE = o b e — 23 G b T
(HbAlc : 6.5%Lh E 10%LLT) HARN 2 BUBERBBH XG0, /X7 ) 7a v Smg (5B
b 12 B LFEIZ HbAle 28 7.5% % B 2. D OREMEICHER 72 WIGETE 10 mg ~H &) % 52
1 H 1 BEREOEE L, BMEEROEFHEE (SU, 7Y =K, A MALVIr, oGl TZD,
DPP-4 TN GLP-1 ~DBMPEAEE) & L TOREMKOFEGMHEIZOWT, HEER F TR LT,

HERRRBRIA AT ) 7a 0 BB ERET 79.1%, FEREGRET 72.4% (63.9~78.9%) .
B & PG 2 6 b - 2BRE T Tl 747% T, TDIFE A EIIREXIFEETH -
oo WRBENEE TERVWHEERERRORIRIT, #3270 7a U BB EREDN 24.9%., O
BeHREN 11.5~282%Tdh o 7=,

R 7 a Y OB KOO ERE TR E OFHBEGIZL Y, HbAle IC—H L7ZKT
D BTz, FEBAME 52 % (LOCF) @ HbAlc O_—RA T A MENHDOYEHEEIL, #
R 7 a Y MG RET-0.66%, OFFH#EGRET-0.68%, HMEL L OFHKRG 260829
BRERET-0.68% T oT=, G54 52 % (LOCF) @D FPG DX—R T A AN 5 D)4 &
X, A7) e U B GREC-14.3 mg/dL, OFABGEET-17.4 mg/dL, HMP G & QRS-
E DY 2HREH T-163 mg/dL Th o7z,

VLEDORGED B, T O sk T SO BRI GIEICBT 20 A BT A4 ) 28I D406 - b
ROFHUGEN, AAIORE - Rz 2 FEIRIR) LRE LT,

¥, AHlE HARN 1 BHERISEE RS Lo <0 ARMER O Z e s T
U, Eo, AFOERDPEERREBICIKFEL TS Z b, BHEDOBEERTEOH 5 EE IE

P2
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Prh ORI AR 2EBH TEIAFORPIF TS RN, BEFT RS TERW, AT, F5%
JE DREHRRERE T O & 5 BH TIIAROZRB 3G SN R WATEER & 5 O TRE DML EME %
HEICHWT D 0N D5, LLEEEE X T, 26 - RICBEET DM EOEREEZRET 5 2
LL L

1.8.2 A& - AE () RUZDHRERL
1.8.2.1 % - HE ()

)Eﬁ{z )EHE ( ) %HT@&%D ﬁiﬂ]\/f—o

WH ., RANIFE A7) 7aY et LTmg & 1 B 1ERAKRET S5, B, RN HD25E
[ZIE, R E o IcBIER LA D 10mgl B 1 ENCEET 52 LN TE 5D,

1.8.2.2 R TER B

1.8.2.2.1 BEDRE - A&

HARNfERE R A B2 %P5 5hin L 7= 25 1 FRE R 5305k (MB102010 #ER) LK OHAAN 2
BRI 25 & U255 | FERSRER (MB102025 #B2) I2BWT, #7) 7ad o
AUC FZNEN 50 mg K20 mg £ TOHET, HEKAFWIZHEM L2, MB102025 #REkIZk
WTC, RBEHEIGREE, 7V a—2ADE 7 VT 7 A, KOVEIETO 7V a— 2 FIRILER T
N7 7Y 10mg OHETIEEXTZ b—IZi#EL, 10mg & 20mg CTIEHFRIRBRETH-T-,

5% 2b AR (D1692C00005 #lR) Tik, #&5-BAtE 12 % (LOCF) @ HbAle DX—A T A
/mﬂ%®$ﬁﬁmi BT, TR L CH /N7 Y 7y 1, 25, 5, 10mg DWW
FTHUZBW T HRMEHFIICAERIE TR D B (p<0.0001) | 1 LT 25mg #E& LT 5 K&
Uumgﬁfiibk%&ﬁTﬂ WD HNTm, X7 ) T7a vy 5 ROV 10 mg BEZE T D% 5B

f 12 % (LOCF) @ HbAlc D_—R T A MEH S DR A EH B EITE N FH-0.37% K%
UQM%T\ﬁ?tﬁﬁk@%ﬂ%ﬂ%ﬂﬂﬂ%&@ﬂ%%f&okoﬁﬂﬁv7nyy1&0
25mg FETO HbAle IRTFHIRIZIN LV /IS R=RT A Ml b OFEE; S 2B L &I
B DT T BREEE OZETIZNEI-049%K 1-048% T - 7-, 2L OCAFRMEITNT O’
LR TH-T-,

5% 3 FHEUMREHEGRER (D1692C00006 76k) TiX, #3270 7mrvy 5 KON 10 mg BEOH#K
G546 24 % (LOCF) @ HbAle ON—R T A MEN S OFHFEE O EH B EITZ N ZE -
0.41%% Y-0.45% T, 77 BARBELE DEITENEIN-035%KLV039%THY ., 77 BARREEE i L
TWIN L ZOICAEE R TRRO bz (ENEH p<0.0001) , 2k ORI
B THoN, ERNICHEFRRORBRT, #3710 7a vy Smg BELOT 7 2 REE L g
LT, A7 U 7uayy 10mg BECREDNS T2,




1.8 WRfF3CE (%)
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PLEDFERI D, X7 ) 7av Smg B L i LT 10mg B CHE L X Y KE72 HbAlc O
RTNERR A BIZA, 10mg BETIE Smg & ik U THFHRRORIENLLmVMEM 232 B 1
el M, Smg #BEFOBKHEET5Z ENHEUITH D &HEr L,

72k, AMEN Z RS HES T HEbE S 25 3 AHRER (MB102013 #BR) ICRBW T, # T 7
oY O] 1 [EEE LK 1 BREOEEIIFERE CH-oT-, o, #2370 7a P ORIR

WICEBFEOHEIIL LN TN S (AUC IZX53HM) « #2370 7a P iifgdHicl
%272<. 1 HOEDORFRIFH CTHLRATEETH 5,

1.8.2.2.2 BEME

%3 MHEMBGEER (D1692C00012 7ER) O FMPEILE K OMFHBIETH X7 ) 7a P O s
R AT LT,

%3 MEWRGRE (D1692C00012 #ER) TiX, #/37 U 7Yy 5 mg THREEZBRIBL,
12 ## LIFEIZ HbAlc 753‘75%%:2&2,% OLEMIZRIER 7206, Smg 775 10 mg ~HEE L
7o HWEEHZOAMEIL, BEE 16 % D HbAle L OMEE 8 %D FPG Z W CiliL7=, &5
Bk 52 WEESCTH /N7 J 7uyr% 5 mg 5 10 mg ’\imgbf_%ﬂﬁﬁ%‘@% &, B HEE
T 18.5% (46/249 f31) | DFH#G-HET 33.2% (159/479 {ﬂ) T, HbAlc, FPG (Zxf7 % HE&E%hRIL
UTDEEY Thole, 10mg ~HEE LHRE &, WME Lo e lRE DA FEHEZORELRE
ITENEN T54% 5 N 74.4% TH -T2,

o X NRXTUT7uTr%& 10 mg (ZHET HATO HbAle flE & bEE L C, HE 16 #HE%
(LOCF) @ HbAlc [ZIK F 23 & b7 #BRE OFIG 1L, B 58T 66.0% (33/50 #1) |
DFHGHET 61.6% (109/177 f51) TH Y, GiHEGHOOFHIER]ITIX 48.0% (12/25 i,
GLP-1 fFREE) 75 78.6% (11/14 %, 7'V = ROFAEE) O#PH TH -7z,

o HEE 16 H% (LOCF) @ HbAlc KT 0.3%% 8% -G OEIGI1T, B 5T
22.0% (11/50 ) . B EEET 30.5% (54/177 ) Th 0. PR GEEO G SR TIX
15.0% (3/20 #il, * bR/ UPEARE) 205 57.1% (12/21 %, DPP-4 PHESKGEHARE) o
FHTH -7,

o HAE 16 W% (LOCF) @ HbAlc KT 0.5%%#8 % - BRE DEIAIL. m&&iﬁif
4.0% (2/50 ) . PEHEGEET 14.1% (25/177 #) TH Y . PEHBEGE OO HIERN T
9.5% (2/21 ¥, DPP-4 PHEMOFHEE) 725 21.4% (3/14 #il. 7'V = ROFHEE) @%ET“
ol

o MHE: 16 W% (LOCF) @ HbAlc 7 7.5%AT I RIEE U= giRE OEI AL, HEERET
36.0% (18/50 #l) . P ERET 29.4% (52/177 ) ToH v . FFABEEEO GRS TI
16.0% (4/25 #il, GLP-1 GFHEE) 75 57.1% (8/14 %], 7' U = ROEHEE) oO#EPHTH -7,

o XNX7 VY TuYrE 10 mg (ZHET HEIO HbAle EA 7.5%LL ETH - 72 #BR#F 12\ T,
& 16 HRI#% (LOCF) @ HbAlc 7% 7.5%ATM ISR L =48 E OEIS1X. mﬁ%&ffﬁif
23.7% (9/38 fl) . OFAERET 22.2% (34/153 f3) ToH o7z, PEAERGEEO PR T
9.1% (2/22 %, GLP-1 BFHRE) 75 40.0% (/10 61, 7'V = RHFARE) @%ﬁl@&;of:o

o IHE 8 HM% (LOCF) @ FPG fEZAY 126 mg/dL ARG EE L= giBrE OB &1k, FMEk s
HET 28.0% (14/50 i) | DFRHHRGHET 26.1% (46/176 ﬁJ) ThHY ., OFHBEGREO TSR]
T 53% (1/19 Bil, A bR GRREE) 205 44.0% (11725 i, GLP-1 OFFEE) O#ilH
ThHoT-,
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o XRJYTEYUE 10 mg [ ET HHIOD FPG fEAY 126 mg/dL UL ETd o 7R 12 B0
T, HE 8 ##% (LOCF) @ FPG fEAS 126 mg/dL A (2B L 795 O EIA X, Bl
P GRET 24.4% (11/45 1) | GFAEGEET 15.7% (21/134 #) THo7l=, BRRABSEEOGF
REEBITIE 0% (0/11 B, «o-GI OFHEE) 25 27.8% (5/18 #il. GLP-1 PfHEE) O#iPHT
HoTm,

UboXoic, #X7)7mryr5mgl B 1EITHRPARFSREBREICH L, ¥X7) 7n
Y% 10mg ~MEETH I EIZE D, HbAle KT FPG O S L2 AKX TFR#EO biviz, /-, A
EHEBORBIRE L OVERIEE OREBEBRNEE CERWABEEFROBIRL, ¥ 7)) 7avyr
10mg BET Smg fE & I L TOoR@m o726 0D, 10mg FTONVTIOHETHLH N7 78
DTN B ENOSBRMIRF TH -T2 L, AAIORE - AEE NEE. AT
7Y 7Y L Timg a1 B 1ERAKET S, o, IR0 25E10F, Rz +

DB L7235 10mgl H 1 [ENZHEET L2 ENTED, | ERELE,

1.8.3 FALEDEE ()

AFN O EOEF (8) 13 TEHR M ER L IRASCE ORRESEHEIC OV T

BRUE DRERB

AT 59 B, Rk 9 4F 4 H 25 B KON TEREAEELOMFH EOFEERREEHEIZ OV T
(HEIEHE 607 5. ERL 94 H 25 Af)) ICHEL L, FRRABR GRS IC RS R E Lz,

B EARBL

i EoEE (%)

[#52] (kRoBHFIZEFEG LRV L)

1. RAND RSk UiBBUE O BRI O & % B#H

2. BIES b — A BER PR I S X AT A O
S T S G S B N L B R b/ RV T=20
FED R IENMIA L 725 O TARE|OF 5135 <
QAN

3. HIERYYE, FiitaiE. mEIMEOH SR
F (AR U EFICLAMPFEFRENEEN
DO TARFNIOFE T S 72, ]

1. RANO R x LisBUE OB O & % BE I
AR B b LTt BBUEDSFEBLT 5 WREM:
NEWEEBEZONDTZDERE LT,

2. BIES b—3 A BE PRI B B S X R R IO
BEIT, BRCA VR Y N X DR IR
ZEEE L, AREIOFE X S vz, R
i HEE O — B 7kl & U CERE LT,
3. EAERYMIE, FINATE., BEERMEOH DA
FHTIE, A AV UEHICE Db EHENE F
. ARFNOBE- 1L S 7\ 7=, BERFEHE D
— ) e E R & L CERE LT,

1. EEELS KROBEIIIEEICESGTHZ
&)

() PEHEEOBHEREEOH L EE ( [EER
EARMERE 2) EO 3) | &KW [#EyH)
&) OIHBH)

(2) EEDOIFHERED H 2 BE [FHRERN
72 EAEVENHESL L TW Ly, ( T3E)
B OHEBM) ]

(3) MOFERIFHIE Frlz, AVKR=LT LT
A, #EH A R Y o MEER] . GLP-1
ZREEBNIE T A v 2 ) VHED) 25
o B [P X0 EEE 2K Z 38

(1) PEEOBEREREEDH 2 BH TIL, AH
DOHEMEAN I D 7o OB TR RN L, IR
DI R0 PRI T EDR S HbivdBEi
NHDHT-DEE LT,

() EEDOIHEREREED H L BETIZ, B0
FERBEBRD 20, F2, ROENRLDOTED, K
FIOBRBEDEINTE2B8FNNH LD, RE
L7,

(3) MOBERFEHIE (Frlc, ALKR=Ly LT
A, A R o WMEER], GLP-1 2%

(CHERF 606 =
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EnNnbbH, (HEELRERDEE
() J . TFHEAEMEH) . TEXZEWEM]
KO TERREGRE ] OEZH) ]

(4) WITHT B B SUTIREE  [RIfBHE & & =
TEENLD S, ]

1) M T IEAEERE A2 TR RS RE A 2

2) ZREARINRE, HUECIRRE, REHIZR AT
B, SFEEREORT IELE

3) W LU AL S

4) BEOT N3 —AEEE

RVEBNEE 3 A 2 U BIAD & oI &

D, FHINPICRIEEZEZTBFnd 57
», HE LT,

4) — MBI D~DITFEY T HEE T, PR
ALV IRIEEYE - TR8Ennb b7

O, FEL,

2. EHEREARNEE

(1) AKFIOFERCHT-> T, BEITHL
AR M BESE IR K OV D e AL 51 DUV T+
ST Az L, KT, ALK = Lo L
THI N A Y A UMEER
GLP-1 Z BRARVEBIE (T A A Y A
O DA, IRIEED U R 7 AN
THBFNRHDH, ALFR=LT LT
Al A R Y O UMETER 3 A
VAU BRI LT A EAICIE. I
5OFEFNC L DK MmpED Y A 7 a4
L7, Tivo O OWEE T 5
e, (MEEKRS) . THAER] |
TERZEWER ] KO THERAGE ] D
Z M)
AFEEGHIZ, M7 v7rF=r0
F XX eGFR DK TR A HNE Z ENd
HOT, BHREEZEHNICHRET D Z
L. BHREREED D HBEITB VTR
iAo I B L, REREAIC eGFR 23
45mL/min/1.73m’ RHIZE T L2 85A1%

)

BhHORIEEREFTo 2L, ( MEEER
Hi o TZofoRIfER) kO TERRRK

i1 OESM)
AFNOFIRIERIC L0 2R - BRI 7
LbNDTERDD, T, WEREHD
THZENDDHDT, WERKDHIEE
T2 X258 L., BIEEHITITH Z
Eo Bk, MFER FEORERED i
TeGEE, RIRSCHIIR S D ) 7 AL %
192 &, MRERDERZ LT VWA
B (G, BHEEEEOD DB, A
PRAFNGER BELE) (2B T, BlkoRE
RIGHEAS RT3 =3 A, @B TS
PEEERE, A E 2 G de M e - ZERRIESE
ORBUTEETHZ L, ( MEER
b1 . THEEH] KO T2 ofogifE
M 0ESH)

3)

(HFFIZ, BRI HAZE & OfFHICEB W T, K
MBER DB LT < 2D 5N H D720
WIE LT,

Q)AAI D B T 1 XS RE IR T 5 72
W, AHEEREI 0 BEENME TS 2 R
BH5, HHEEYIIIFICBEEEDIR TICEE
L. AHEL I RE DO 4 © A1 i
LESBBISRE +DIiT) ZEREETH D, £
7o, EHEREREENHEIT LTV D EE (eGFR
45 mL/min/1.73 m*> Kjii) TIEAFIOREN S S
N7l 282001 H0 . BEOHRIEEZBEFT
LLEND DT ORE LT,
GAFIOFRIRIEFIC L 0 2R « BRBHASND
ZENRBH Y FITPAKE ORI EID OB
BNDaRetEnd 5, -, KKERDZE -
Lot WEEICBWTIE, BREE h TV R
— VA, BRI MBHEGRE, MEEL ST
Mmie « EESITEETDIHERD D DR E
L7

(D ~(7) BERISHED —py i EEFH S LT
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)

(6)

(7)

®)

(€)

(10)

an

BEIRIR DM A HESE L - B E 1Tk LT
DB Z LB 52 L, BERBELUIMC
&Mt RE J 5 - PRIERGIESE . BE IR
DOFER CEVEREIR, ORI e 2 5 55)
EHTHERNS DL LICEET D
L,

AFN O E LD 2 U OB RIFIEHRED
HERTH 2 BFRE, EEEEEZ 7
T2 72 E TN A+ 72G58IZ R0 &
BToZ L,

ARFNBE G AL, b2 ERIC AT
Hllblo, REE+HSICBZEL, ®IiC
B OMLEMEIZHOWTHEE RS =
Lo KAl 3 5 ARG L THRENR AL
DIREe. KVl EEZ SN DHIERY
BEETH L,
BHOfkR I, B OVLENRRL /R
HEAENHY . o, BEOREA, K
YEDAHEIZ I VRN 2L Ieo Tz
D, Ko hrGaEnbsnT, BF
EHE, mpEE, BYYEOfR RE I E
D b, EICER GG O A, HRAIOEIR
FHIEETHI L,

IRIEIEGe e OS2 i 232 &
HDHDOT, JER K ONZE ORI HEICS
WTCTHEFIZHRBATAZ &, 2. B
BREOEERBYYELZ R Z T
BHDHDT, +oBEZ%s1TH 7 R
PRI e O RR I E DO FIE I TEE L,
RIE L7255 E I3y 7 L& 21T 9 &
& BT, REEICIE U TR 22 B+
52 &, (TEREREWER KO TZ
OOEIER | DESM)

AR OEREFICL Y, = b
—VINBIFTH > THRT 7 b AR
PESE 7 S AR IR A B D 2
ENDH D, BEOIER., MBHES O
KM EZAE L, A AV > DOEM
RBIZE D bR E XA L ThE
JRIF DIRRE A AR I35 Z &,
A A USWENET L TV BE
TIE. BERBMESS P TV R—v 2D %
BUZEET D2 &,

PESR IR, MR, ZIRH D WITIRAD
JERAERETHIRFICEBWNTI, 21D
DIBFREEHRT D L L HITHBITOR

BE LT,

(8) ENRBRIZIWN T, JREEEE K OMNE g E e
T 2B EFEFROBEBUIMK > T b DD, K
FNZ X 2R 73— APEHfedE & TR G K
OVEZHEIEBEHE L TW A A[EMER H Y . B
BREDRERBYIENE Z HBZFNND HT-
OERE LT,

(9) RBIOERAMFEICL Y, M= be—1
BRI THSTHIRY T N ARG NE X i
M ARBEMMN B SND ZERHY, S AV v
DOYERARBIZ L D7 b AREEIN & DRI TR
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MR DG U72EE, Crad 348 K TN 19 1ng/mL, AUCAZ157 K%
U727ng-h/mL, BAFERENT1.28 LN .21 TH o7z,
1) AFN DA &35~ 10mg/ H Th D,
REOFEZ(GLEAT—5)?
T B Rl A\ 291V A 71 1 0mgZ 22 i s S s B I v ) — £ B %
(B I G UL E, EIERF I 5T T 5 %% 504 /37170
D2 DConax L AUC DT L (90% X D 1, T
0.550(0.499, 0.606) f1r0.973(0.943, 1.004) ThHoiz, BEKHD
tiax D LB ZE NG R G- FE AT 25 IR R AEL 72,
RIR S E N F—5)
@ HERR A BIETHICA K 10meZ 22 JERHTRE % 5L, T D1 RERI%
IZ[MC1E NT 70D 800 g% 1 53 NG TEIRIN L G- Liz& &, N A
FTRATEVTA1T8% CTdhol,
S8 GHE N F—5) D907
In vitrolZBF 55 )\7 U702 (0.5 L U5 g/mL) DI 5 1 s &
R CLE BT 135991% Thorz. [N R . BIHSAE L H B
OB B RERR SR FITARKIS0meZ 15 G-, e FE Bl B 8 Jd OV B RE R
FITAFN OmgZ &% 5L E &, MR F &SR CP ST 13 6E
FREUE B35 TUERI92%. BB AE IF BB 35, BB A bt 2 ER 8 S OV
HEREEE TI34991%~95% ThH oz,
R GLEAT—5)
AR OERHINI3-0-7 )L 70> B AR THO, il K B i T
UGTIANZ XD 2221528, S E MR Bk A BRI [4C] 4 37
TP 50mgZ Al O 4% G- U7z &, i ficid3-0-7 )L 7o i
F AR (3 P RS O BEDR42%) - RZEBAK (K139%) L 2-0-7 V77
O3B K (K15%) R O D)L KB ILAR (K14%) A3 S, R
FICIZRIT3-0-7 Vo igEfa ek 5 EDOR61%) IHsi
729,
1) AFIOA A EIZS~10mg/ H Th5.
In vitrolZBWT, ¥ )87 702 2 13CYP1A2, CYP2A6. CYP2B6.
CYP2C8. CYP2C9, CYP2C19. CYP2D6 J2 INCYP3A4Z fHEHE T,
CYP1A2, CYP2B6 } UNCYP3A4/5& B E L isnoiz, 4 )\ 7Oy
IZUGTIA N L CHIW B E AR U (ICso>50pM) 10,
et (FLE AT —5 25T
AR E A ERERR A BAEIZS0mgd [MC] & 77D w5 LI EE,
I REDT5% MR T, 21% 0 # FICHE S o, F B3k 5
BEORNS%DIARBAAREL THRMEXZN =1, (@R R A B L6 B AA
2.5 K N 10mgZ 22 i T B [m1RE L1 4% 5 Lz & & R LREL T
HED1.0% K. 1%034% 5120k [ F TR kit sz, 284
B PRI R E OB AFK2.5™ K U 10mgZ 1 A 1[E114 H B &% R E#%
HLEEE RBAREL TR ERD1.7% & U1.9%)5 % 524 R [ %
FTIIRF PR EIND,
1) AFIOK R BIZ5~10mg/ H TH 5,
In vitrollBWT. ¥ T V7OV NIEHET A > I AR—4—
(OAT3) R UHE Y =F > b5 ZAR—4—RUXT FR(OATPIBI1 &
TUOATPIB3) I L THIWBEEE /R L7z ACsoffildZN 2331
M. 691M. 81M) . 7 /)NF TP AIP-HEE H DI L5578, P-
B A ELRNo,
$5REEE
(1) BH#EEEEE GLEAT—%)0
fil HE R N e U2 BB R P ER BT A 50mg™ 2 B[l % 5 L7=&
&, BHEBEDY IE H A i B (TR Rk A (851) B TNCLer>80mL/
min CHZ2 UM R A (1261) ) 1Th 9%, R B RE e 22 2R
# (50<CLcr=80mL/min CH 2Rk RNk Ea & (841 ) . &% &
B HEAEFE B (30=CLcr=50mL/min Th 52 B Bk [R5 B H
(8) ) B N B M E MR 5 B 3 (CLer<<30mL/min CHDiBAT
BBV TR B R 5 HE A (4451]) ) DC xS AU CDF 1]
SEED B (90% S FE X D 1. 411,142 (1.052, 1.239) T}
1.278(1.189, 1.374).1.256(1.091, 1.445) K Tr1.523 (1.346,

737

1.724) Wi TNZ1.355 (1,123, 1.633) K Tr1.753 (1.486, 2.068) T
Horz,
2SR R ICAFI20mg™ 21 H 1[E7 H B R 5 Lizs
=L EHIRBEIC BT 224K O R Pk B, B REATIEH T
BB RURHE PRI B TI385g/ H . IR FE DB M RE RS = 2 FF D2 T pE
PRI B TUES2g/ H L W& OB M RERE 2 RF D2 BB FR 5 EB
FTIE18g/ H . B OB fe be F & 1 D2 BUE PR R TR
11g/HTdo7e,
1£) AFIOKZE I 8135~ 10mg/ H TH 5,
(2) FHHgEEREESR GLEAT—%)719
@ B e O T B RERE BT A BN 1 0mgZ B B¢ 5. L7z & &
fit gL N (65) 12K 35 1% % (Child-Pugh/) ¥ TA (6f)) . 1%
& (Child-Pugh%) ¥ TB (651) ) & U E J (Child-Pugh/» ¥ TC (6
Bi)) DFFHERERE = #1TB1T54 )37 U707 DC oy L NAUCing
DA D LE (90% 13 HH X ) 1X. T4 ZF410.882 (0.598,
1.301) &% 0X1.033(0.765, 1.396).1.122(0.761, 1.654) 2 TX1.359
(1.007, 1.836) i TAIZ1.395(0.946, 2.056) K& Tr1.669 (1.236,
2.255) THoiz.
EYEEER
BB N 24811, AFK120mg™ 2 N)LH)L &2 320mg P LIZEE,
KB G545 )3T 7D 2 DC oy S ONAUC 5 D 5 ] -
DL (90%(Z #8 X ) 13212 410.881 (0.796, 0.975) JTX1.024
(1.000, 1.049) THo7=1922, )N)VH)L7 > B G 2N
FIVE > DC o X AUCin DA ID L (90% (3 K ) 1322
$10.938(0.762, 1.156) % Tr1.046(0.850, 1.286) THo7z'922),

R EE R N 245110, AFKI50mg™ Z2E A7 U8 2 a5mgt P LIZEE,
AFIHA I HRHTR T2 )87 70D 2 DC o S VAU C 5 D 5 ] -
DL (90%(E HE X [B) 132 F411.09 (1.00, 1.18) £ X1.03(0.98,
1.08) THo7z'D EF TV VMR BRI 2EF 715 2D
Conax XU AUCio (D AT D L (90% 15 #E X ) 132412 410.93
(0.75, 1.15) &% 1r1.00(0.90, 1.13) THo/='7, /=, L#M THBHER
OFI AU > DComax L AU Cin@D A I D E (90% (5 HE X
FDIZZE412210.90(0.79, 1.02) K TF1.05(0.90, 1.22) THo7='Y,

T EE R 186, AF120mg™P 2 4277 F2100mgefE L=
., ARFI B4 G R T 28 )3T 2 DC i K FAUCingD 5%
S DB (90%1E 8 X [E]) 12412 410.958 (0.875, 1.049) KT}
1.081(1.031, 1.133) THoiz'D. 2 &7 )T F> ML R T 5
SHT VT F 2 DCnax X O AUCin DR AT S D EL (90% 15 H8 X ) 1
ZIE410.887(0.807, 0.974) & Tr1.012(0.985, 1.040) ThHo7='",

BR8N, AFI50mg™® 2 RO/O0F 7 P R25megd I L7zE
L ARFI PR 56 T8 )N Y TP DC ey L VAU Cins D5
S D L (90%13 #EH X ) 132412 410.99 (0.88, 1.11) 2 Tr1.07
(1.04, 1.11) THo7=2,

TR A 146112, A& 0mgZED 77> B > 600mgl fE LIz &, A
FHAh 4% B0 9724 )8 U T2 > DCman X NAUCin D5 1
DI (90%(EHE X ) 13202410.931(0.779, 1.112) }%7r0.780
(0.731, 0.832) THo7z9,

T EERR A 16612, AFI10mgZ A7 17 AE250mez1 H4mEpE AL
& ARFIEMLE G T 25 )37 T700 > DC o LI AUC 10D
AT DL (90%E HE X ) 13224113 (1.03, 1.24) K151
(1.44, 1.58) Tho7='9,

e HERk A 1861, A7120mg™ 227 AU R4mgk B AL 7=&&, /U A
EURB GRS 227 U AEURDC oy St FAUC o DT -2 D
F (90%fEHE X [5) 132412 211.043 (0.905, 1.201) K& TF1.132(0.996,
1.287) TH-o7=17,

TRBERR A 24612, AFI20mg™ 23 > INAZF > 40mge fE I LIzE &,

UINAGTF B SR T DS 2 INAT F 2 DC oo L TINAUC ¢
DEATEID L (90%[ZHE X B 1371 2410.936 (0.816, 1.073) [
U1.193(1.018, 1.399) THo7=1922, Fiz MM Th o> > INZAYF
S HEDC ax L O AUCi DA S D LE (90%EFE X ) 13T e
1.077(0.931, 1.247) }xT'1.311(1.146, 1.499) TH-7='92),



@R AN 42612, AHK10mga T A% ZR1Imgd KEPEHLIzEE, T A
& ZREE ST T2 T AY ZRODC o L AUC. D EE A D
F (0% ZHE X ) 132 411.132 (0.979, 1.310) X T81.132(0.985,
1.302) TH-7z2Y,

@ HERR N 14612, AF10mgzT )L 771> 25mgk I L7z E, D)L
TV B 5T 3287 )L 77> DC o L RAUC DR
D (90%E X ) 132 F411.030 (0.994, 1.124) % T11.068
(1.002, 1.138) \ R-7IL T 7> DCnax L VAU Cini D3] S D [
(90%[ZHE X D 1FZNE411.057 (0.977, 1.145) JCr1.079 (1.030,
1.130) THo7z?,

ARNFIV D TYAEURTD FRTUR—A, T A ZR2D 22Ny

FUIIDEQHE LD, & )7 ) TOY S DY B REI L B A Z T

INofze ANRIVIU EROZOOF 7 PR, DdF 22, LOfEFIC

K0, 7 )\ V7OV AITNSDIERI DS B e LS /TR o7z,
1) AFN DA #IE5~10mg/ H TH%,

(B& AR RLAE]

K FFERRIMRSHEER 6288 0ER

HbAlc (NGSPf#) (%) 2N LB (mg/dL)
R=ZTAE | FEHHIHPSD Eida ips1)
(SD) %t & (SD) 2Lt (SD)
?ﬁwﬂg&ﬁ 7.53(0.76) -0.66(0.71) -14.3(21.4)
n=249)
(z)_v RV 8.02(0.84) -0.65(0.70) -18.4(26.1)
n=122)
?I:P'“ﬁgﬁ”#’ﬂﬁ 7.80(0.91) -0.60(0.57) -17.6(23.9)
n=62)
’z‘;zg%jyg;ﬁm%w#m LS 7.59(0.73) -0.81(0.67) -16.6(23.2)
%Zg;?'ﬂ%;”%ﬁ"m JikE 7.63(0.85) -0.63(0.69) -17.8(30.4)
‘(7::6\{“)”‘7/ RO 7.94(0.92) | -0.86(0.76) -17.5(5.2)
‘(Eni’i:%{‘/ AU TR BEERI DS 7.49(0.73) -0.76(0.65) -20.9(24.2)
?Li’;?ﬁwgﬁ;%{#m B 8.11(0.92) -0.49(0.80) -11.5(30.3)
SD: R 7%

2% i B AR s R (eGFR35 LA _E60mL/min/1.73m> A i) 128
F2HbA L EDFERIILL FDEBDTH 7=,

1. BERGEER(EEEE)D xR FERRIIRSHER (52885 DER
AHI1. 2.5, 5% T 10mgD1 23E R 51280, HbAlc e Ui ze gy (PEF B AR & 2 (cGFRA5 LA 160mL/min/1.73m* A%5))
137 TR TH BIR F U7z GRAIOEGRS N 7= F 2131 H 115 HbAle (NGSPIE) (%)
5XIX10mg) . F7z. T TR AN TR ESH A LIz (7 FReD7E N—?S?;‘/E %igésﬁ?
CE¥EREMERR 21, 5 R O 10mgfE TN 41-2.01+0.26kg Jy OF S— ==t
-1.86£0.27kg) AA AL (n=61) 7.28(0.67) -0.43(0.85)
AN z - . FOVRZIVIL T AR EE (n=25) 7.82(0.80) 0.50(0.56)
xR TSR MBZETREEEEER (1288 DR !
. . DPP-4BH 25 0f A #E (n=13) 8.15(1.08) -0.68 (0.48)
HbAlc (NGSP1it) (%) ZE NI B (mg/dL) ——— ——
wEieo| Touk | Esmmen| Touk -2 a2y —EHEHIGE R (n=16) 7.54(0.86) -0.72(0.66)
/\“~?S5Dj‘/ﬂﬁ PN Lo PN o Lo E7 7 FARREHI O (0=3) 7.03(0.06) 0.10(0.10)
(SE) (SE) (SE) (SE) FTIVID L RIEFO B (0=12) 7.53(0.92) -0.59(0.73)
T IR (n=54) 8.12(0.71) 0.37(0.07) - 11.17(3.43) - HNRLA > 22 5 UL R HERIOF T 1 (n=10) 7.55(0.75) -0.55(0.33)
AF5mg (n=58) 8.05(0.66) -0.37(0.07) |-0.74%(0.10) | -23.51(3.43) | -34.7% (4.86) GLP-1Z AR OF I EE (n=16) 8.06(0.90) -0.58(0.65)
AFHI10mg (n=52) 8.18(0.69) -0.44(0.07) |-0.80%(0.10) | -31.94(3.57) | -43.1% (4.96) SD: BEHE(R 2

R BE D FE B BB 13, BMURTERE2.4%., 2V RV L 7 A6 FH BE

#p<0.0001 SD:FFEHE(R 7, SE: FEHERA 2
B N— AT A ABPSOFREEF 5 2Lt 6.6%. DPP-4FHL 2 K1 0F I #E3.2%. a-7 )L a5 —E I E A fF A &
2. FSERMBEE TR R (BIREE) > 0%, EZ 7 FARZRIEFOEHBE2.8%. F 7/ U R HAN B H 1k
ARHIS e O 0mgD24 3 [E1#% 512 KDHbA 1 R U2 G IR LS~ 5 1.6%. JHN A > A0 73 WMEHE AN O A #£6. 1%, GLP-152 R 1EE)
NCHANTHRITE LI Fe, 7T TR TREBRHA L7 HEGE I BE6.0% Tdor. BB A &5 R W S 7= (K kI3 7z
(7 FuREDZE CEHA MR EERR ) 1L, S KO 10mglt TENEN iz,
-1-29i0-§5kg&1ﬁ-1 3840.35kg) o 4. HEBEAOPEEBREREREELURELLTSERMBIET
xR T SEARMBZETREEEER (24188 DR 1Rt ER (BER%) 2
HbA1c (NGSPfi) (%) ZENIRF U (mg/dL) F ] A 0D Hh At s R RE [ 22 ER 3 (e GFRZS30LA_E 60mL/min/1.73m?
x| REIEGD| TOUR | # A0 Tk AR 1T BT DHDA L ZE (L RO FUEEL FOEBI T,
S0 | igp) SB | B sB) £ TURMBEERLERR Q4B OER
TSk (n=87) 7.50(0.63) | -0.06(0.06) - 58(2.17) = (CANESPNOE R 3E 3207 JitEl s Sy S - Qe Byt ¥ 1)
AH5mg (1=86) 75000.72) | -0.41(0.06) |-0.35%(0.09) | -8.6(2.19) | -14.4%(2.90) HbAlc (NGSPfi) (%)
A 0mg(n=88) | 746(0.61) | -0.45(0.06) |-0.39%(0.09) | -13.7(2.15) |-19.5* (2.89) N=ATL il £ 7S0 T ILREDE
* iy EE (SD) 2L &Y (SE) (SE)
p<0.0001 SD:FEWE(RZE, SE: fEHEAE -
1) N AT AR AT bt Sl
EP%E%X*%%‘EI{%%"‘%% (eGFRﬁ§45HJ:60mL/mm/173m25fi?ﬁ) L:i;s 75K (n=82) 8.53(1.29) -0.32(0.17) -
1T ZHbA 1 ZALEDFKE RN FDERDTH 7=, A5mg (1=83) 8.30(1.04) 0.41(0.17) -0.08(0.14)
X FSERMBoE TR SER (4B DR AF10mg (n=82) 8.22(0.97) -0.44(0.17) -0.11(0.15)
(b2 i R 2 FR 2% (GRS DA F60mL/min/1.73m>A:51) ) eGIRIOP EdSml/min/1.73m A
HbA I (NGSPIE) (%) 7R (n=33) 8.23(1.20) -0.52(0.28) -
A BRSO s AAI5mg (n=41) 8.49(1.16) -0.47(0.27) 0.05(0.21)
(SD) 2L (SE) EDFE (SE) AFHI10mg (n=45) 8.12(1.00) -0.45(0.25) 0.07(0.21)
751k (n=24) 7.34(0.62) -0.10(0.11) - eGFR45LA_F60mL/min/1.73m’ At
AF5mg (n=23) 7.44(0.53) -0.46(0.12) -0.37(0.16) 7 IR (n=40) 8.78(1.32) -0.11(0.23) —
A710mg (n=24) 7.55(0.70) -0.31(0.11) -0.21(0.16) AHI5mg (n=35) 8.13(0.93) -0.47(0.25) -0.37(0.23)
SD: HE (R 72, SE: HEHEG % A#110mg (n=32) 8.25(0.89) -0.44(0.25) -0.33(0.24)

1E) N—=ATA AUDNSOFEEF V2 &

3.

IFERREAR SR (B RO thOFERBAREOHAER)>
AFI5mg (10mg DB &2 5 E0) OB L OPf F #EiEIC L DHbA L
T OV i s RSO RV, 523 7z DR e L 7z, 72, R H D>
B52 I NTOIZ0R e Uiz (3% G-mi7noD 2 b CFE I il 1R 22)
V3 B ARE T - 2.58+2.29kg, RV IV L T I OF I BE-1.75+
2.44kg, DPP-4FH = H#I0F FI#E-2.42+1.75kg, -7 )L a2 —ERLEH]
Of FHBE-2.4443.06kg, B2 7 I RR X OF H BE-2.2542.01kg, T/
VD> R EEANOE FHE-0.77+2.90k g, JEEN BRI > 2V Sr WEHEHI OF
TE-2.47+2.14kg. GLP-1 2 AR 1E B FE0F F E-2.90+4.38kg) o

SD: FEHE(R 7%, SE: iR E
TE) N—=AF A NS DIR A28 i

F/7. eGFRA45 LA _F60mL/min/1.73m2 A0 Hh 45 45 B b e i 2 1
FITHBIT 28 5 B 1A24 B HZ DO AHKIS K N 10mg DT Bk & - 1928
L BDT FRED A CEE+EER ) 13, 22 ER mbE TEh e
41-24.8+12.4mg/dL % TN-24.4£12. 7mg/dL. A TZENZFN-1.9+
0.7kg K Tr-2.3£0.7kg Tdo7,



[EShEE]

1. {ER%RF
FRUT L7 )L 3— AR (SGLT) 2038 R Ml B 1 ST B
UCHD, AR TV 3— AZ WL T 215 B 248> 3 Bl
REIRTHB, 5 )37 ) 700 4%, SGLT2MD 5 A /D ] Wi 72 2 4R
IR EFITHDX), & /N7 )70 4%, BB 557 )L a— 2D FH K
2RI R 27 )L a— 2kt 2 e it § 52 81 kD., ZE IR R O
#BoiffEI ~aO—)L 2% ET S,

2. SGLT2Icxtd 2EEER
In vitrogd i C. & )NT U702 NI RSGLT22 IR I EL (K;
fE:0.55nM) , ZDERMEIISGLT1 (KifiF : 810nM) ED LL#E THI 1400

@07z, SGLT 1. BHRME DWE. B NICIFIEL T )V a—A
W BE 5975 B ik AR T o>,

3. RHBIII-REEMEEER RO ITEE TR

BARAIBE FRIE©T )L DZDF 7y NI )T 70y > 2 Balik L% 5
L7zt B C, R P27 )L a— 2kt B o hne iz i b 27 )L a— 23
FEDE RSN, F/-, ZDFSy NI N U702 %15 H i
RAERE O G U BT, #2515 BO# & T ToRM 7 )La—
AR S K ERICEENL ., 58 H H kR 514 H HiZEN
TR AE T OB T TofEd 27 )L a— 2T A BKFIIC
& FL=D,
H A N 250 R R 3 A 5t e U= B I K8 12 53 B DIich N T,
N7 U700 10mgeE R 5 LIzEE #5114 H HOE 54424
MFMETORBER P 7 I a— A& mL. #5133 D
OGTTHDIMBEEDAUC 4K F L7,

(B SICBE T2 ZHMR]
—fg A \ZUTaYr 7L 7 )a—)LKFIY) (Dapagliflozin
Propylene Glycolate Hydrate) (JAN)

k24 :(1S)-1,5-Anhydro-1-C-{4-chloro-3-[(4-ethoxyphenyl)methyl]
phenyl}-D-glucitol mono-(2S)-propane-1,2-diolate
monohydrate
Hd 2
¢ HYO
3 F 1CaHasClOg* C3HgO,* HoO
Sy & 1502.98

Ol iR%k:2.45 (pHT 4, 1-A2% /=)L /7K)

PEAR AR A~ O R Th D, NN-PAFILT 2T 2
R, A% =)L 3L /—)V (95 ITIET2 9 <, 7 =h=N)LIZ
VAT YL, AKITIEHLY,

(BRI EDEE]

HOUIPTPY — MG IO L7213, @ik - Ein it T 528,

(3]
TA—H§E5mg : [PTP] 308 (108Ex3) . 1005E (10$£x10)
1408E (14%£x10)
DIERAD] 5008
TA—H§E10mg: [PTP] 1008E (105€x10) . 1405E (145Ex10)
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EE RO BRI DS EL T FRiicT # k<280,

TUAN AV — AR =t
AT ATDVAEHER

(FEF) 3R AR 1 X P8 9715 6-5-1
(TEL) 0120-093-507

(3% 5 M HIREERICE T 5154R]
AFNIHEE T THE0, JRAETEE S REI7TS CERK204E3H19H
MNTHEED &, FEMILIENEDS HERRB T2 H DR HET, 38 (BHDHN
G IF1EN4 A #REEINTAET,
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1.9 —fREIAPRICER D CE
& A7) T Ly s a— K

1.9.1 ERDO—#&EIEFF (JAN)

BERE T 0 22-2-B4
JAN :
(BA%) Z7 ) 7uvrrae Ly 7 ) a—LKy
(#44)  Dapagliflozin Propylene Glycolate Hydrate
VR 2344 A 15 BT HREERAIEEE 0415 55 12 5 (HEER D

b4
(AAR%) (18)-1,5-7 & Ra-1-C-{4-7 v a3 [(4-= FF 7 ==/ A F)N]7 = =)L}-D-7 )b
Vb= —28)-T R 2-VFT— b KT

(3£ 4 ) (15)-1,5-Anhydro-1-C-{4-chloro-3-[(4-ethoxyphenyl)methyl]phenyl}-D-glucitol mono-(25)-
propane-1,2-diolate monohydrate

fegE

e /LH HO H

HO. |- ,-( _OH - H,0
H;C .

H D\HQ[’/‘
H
NoH H
HO H
H OH
1.9.2 EFE—AZRI2 R (INN)

INN : dapagliflozin
International Nonproprietary Names for Pharmaceutical Substances, WHO Drug Information, 2008;

22(1), Rec. INN: List 59, p50 (&K 2)
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110 ¥ - B OREFEEROE L
—L AT T a Ly s a— LK

1.10.1 BE -BFIEFOEEEREENOELD

BE - FEFOREEEEHDFT LD

%4 - B4 (15)-1,5-7 > & Ke-1-C-{4-7 u 0 3-[4-T hF ¥ 7 == )W) AF)NV]7 = =)L}-D-7
Ly b= BIHE AT TaPy) | O RKR O ORI

‘%_t P
&S o e,
,}f:.a
]
\H}\HJ/ Cl
P s HQ H
HO . \L’ | _,( _OH - H,0
o H;C
H o]
H
N OH H
HO u
H OH
e - DR 2 HUpE PRI
i - HE WHE, RAZEZFZ 7Y 7yt LCsmg a2 1 B 1 ERO&EEGET S, B, %
RAFRGAE, RilE I BEE LS 10mgl B 1 BEICHETHZ &N
T&E 5,
BIEZDIEE
MIRBERUVER 74—V Smg, 74 —HH 10mg 1 TZNEN 1 §EFh, X7V T7avrr
- 92 oLy a— kY 615mg, 123mg (X387 7r vt LT Smg,
10mg) #&50T 5,
=1k HA )% 575
R | &5 Bl g /NS E FeHT R
R (mg/kg) (mg/kg)
~UA | A 0, 375, 750, 1500, 3000 1500 mg/kg LA —i@itEo> B 3 iEE)
3000 KT K O &AL
3000 mg/kg : —iEPE D EEFA L
LA
Zv | #A 0, 375, 750, 1500, 750 750 mg/kg LA E : BASGEEMK T, #%
3000 FEOIBN, BFEET, W, RER
YR OFT
1500 mg/kg : ML OFET
A4X | #&A 0, 200, 500, 1000 >1000 200 mg/kg LL Lk $E5-H 10~60 45 LA
IR




110 #38 - BERSFORTEHFRALGHOE L0

& A7) T Ly s a— K

KRG w
BFE | &G BhHE M BN )
JErdom b (mg/kg/H) | (mg/keg/H)
Zv b | 1w AR |5,50, 300 50 300 mg/kg/ H ¢ FETS. SRANE OHLE
s ThAE M OVESE - 254, (8RR E OO 1Y
i
Zv b | 3% HM | 5,50, 200 50 200 mg/kg/ A : AETS, 1B MR EL
&I BRI PRIR, PRI LRI,
EAEIEIRE, EREEM, &3
I T IVEFE e VB O BN
Zv b | 61 HM |s5,25, 150 25 150 mg/kg/ A @ SETS, 1B MR ELH
& . RMETRIR, IR RGBT,
EAEIE IR, EREEMN, &
T IVERE BN OBRIE ORI
A X 1% AR | 5,25, 250 25 250 mg/kg/ B : AREEJD, mEH KON
SR A D AN
A4 X 34 AR |5, 30,180 30 180 mg/kg/ H : WEMHEOEIN, 1T
& QTc MIFRIER
A X 12 % A/ | 35,20, 120 120 Frri 3 _EFTAR L
i gn|

Bl{ER RIMEZE IR (BRI RT 25 Te) BAEFI 1012 it 172 #i (17.0%)
IWEH DR %K

VIS 36 B (3.6%)
8 18 5 (1.8%)
GRS 17 51 (1.7%)
PR IRk G 17 611 (1.7%)
L 16 %1 (1.6%)
FEERZ D FEAE 1161 (1.1%)

=4t TV A Vs A = AR WA A
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(BRN/GEH)

E3E(EP1—IL3) REICETINE
3.2 T—AXIFHESE
3.2.S8 REH/\FYooorFaEL 4 ) a—)LKFIH. Bristol-Myers Squibb)
3.2.5.1 —fiFHR(Z /T )ono AL S a—)LkF1Y. Bristol-Myers Squibb)
3.2.8.1.1 Bristol-Myers Squibb 2 F — Ay HREH STl EH
3.2.8.1.2 Bristol-Myers Squibb  [#&:& — Ay HAREH STl E A
3.2.8.1.3 Bristol-Myers Squibb —AREE — Ay HREH STl E H
3.2.8.2 & (4,87 )00 JOEL S )a—)LKFIH. Bristol-Myers Squibb)
3.2.8.2.1 Bristol-Myers Squibb aEEE — Ay HAREH STl E A
3.2.8.2.2 Bristol-Myers Squibb aEaERUYvIOvRA - O rO—)L — Ay HREH STl E A
3.2.8.2.3 Bristol-Myers Squibb B DEE — Ay HAREH STl E A
3.2.8.2.4 Bristol-Myers Squibb EETERVEEFTHIADEE — Ay HAREH STl E A
3.2.8.2.5 Bristol-Myers Squibb  [Z7At&R-/\)TF—3>  TOv XA — Ay HAREH STl E A
3.2.8.2.6 Bristol-Myers Squibb WETREDHEDORRE — Ay HREH STl & H
3.2.8.3 ¥ (Z/,5yon o 7oL S a—) LK. Bristol-Myers Squibb)
3.2.8.3.1 Bristol-Myers Squibb  |[##&EZ DD FEDAER — Ay HAREH STl E A
3.2.8.3.2 Bristol-Myers Squibb EN T — Ay HAREH STl E H
3.2.8.4 REQEE (S /57O TAELLS)a—)LKFIH. Bristol-Myers Squibb)
3.2.8.4.1 Bristol-Myers Squibb  [}#& R U EHER A% — Ay HAREH STl E A
3.2.8.4.2 Bristol-Myers Squibb  [FE& A% (D Ai%) — Ay HAREH STl E A
3.2.8.4.3 Bristol-Myers Squibb  |ERE& & (245 D/N\T—ar — Ay HAREH STl E A
3.2.8.4.4 Bristol-Myers Squibb Oy ko #r — Ay HREH STl E A
3.2.8.4.5 Bristol-Myers Squibb [ R UHERFZDZ LM — Ay HAREH STl & H
3.2.5.5 EERXITEEYE (F/3F)70STOELL S )a—)LKFI. Bristol-Myers Squibb)
3.2.8.5 |Bristol-Myers Squibb |12 R ISIZEYE — Es HtREH STl E A
3.2.8.6 RBEUVMER(Z/N\F)oO L T7aELL S )a—)LkKEIY. Bristol-Myers Squibb)
3.25.6 [Bristol-Myers Squibb |28 & Uiz % — ot &R STl
3.2.8.7 RE/(F /G700 TOELL S )a—)LKFIH. Bristol-Myers Squibb)
3.2.8.7.1 Bristol-Myers Squibb REMDEEDH R VR — Ay HREH STl E A
3.2.8.7.2 Bristol-Myers Squibb  [&B#Z DR E AR EDER RV ER — Ay HREH STl E A
3.2.8.7.3 Bristol-Myers Squibb BEMET—4 — Ay HAREH STl E A
3.2.P HE|(HF/FYoasrJaEL S )a—)LKEY. &EF)
3.2.P.1 8FRVNE (F/F)7O00TOELLS)a— )Lk, &)
3.2.P.1 |Bristol-Myers Squibb  |EF| R UMLA — ot HREH S H
3.2.P.2 BEIEAFOZE(F /Yoo JnEL S ) a— LK. X
3.2.P.2.1 Bristol-Myers Squibb E % — Ay HAREH STl E A
3.2.P.2.1.1 Bristol-Myers Squibb [GES — Es HAREH STl EH
3.2.P.2.1.2 Bristol-Myers Squibb EX- — Ay HAREH STl E A
3.2.P.2.2 Bristol-Myers Squibb ETS] — Ay HAREH STl E A
3.2.P.2.2.1 Bristol-Myers Squibb BIFIERET — Ay HAREH STl EH
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CTD No = 7 . S/ S E
e =& =R E e EAM $RFELE BEEE- T Dt ;
AHES (ER/E) D3l
3.2P.2.2.2 Bristol-Myers Squibb | @& {fA# — #Eot HRAEE S F
3.2.P2.23 Bristol-Myers Squibb  |#MEMILEMRUVEDZEMMHE — st HREE ST E R
3.2.P.2.3 Bristol-Myers Squibb  |HETREOHFEOZRE — & HREH ShE R
3.2.P.2.4 Bristol-Myers Squibb __[&a R U 42 % — ot HAEH SlEE
3.2P.2.5 Bristol-Myers Squibb WEYFHBR A LA - — Y HREH ShE R
3.2.P.2.6 Bristol-Myers Squibb AERCEARORSG AELOEEH — &L HREH ST &
3.2.P.3 HE(H/JYzaorFOELY S )a—)LKEnY. fEED)
3.2.P.3.1 Bristol-Myers Squibb  |B&& — T HREE STHE R
3.2.P.3.2 Bristol-Myers Squibb  |B&EA5 — Y HREE Sl &
3.2.P.3.3 Bristol-Myers Squibb __ |®ETERUTO+X-Or0—/L — Y HREE Sl &
3.2.P.3.4 Bristol-Myers Squibb |EEIRRRUVEEFRADEE — a0 HREHE S &
3.2.P.3.5 Bristol-Myers Squibb JOtR-N\)T—ar /JOwREHE — A HREHE ST &
3.2.P.4 FMAEDEE (H/35)705TAELL S )a—ILKEY. fF])
3.2.P.4.1 Bristol-Myers Squibb ___[#R#& R UERER /73X — Bt HAEH AR
3.2.P.4.2 Bristol-Myers Squibb___[5AER 753X (5347 75 3%) — ot HAEH SlEE
3.2.P.4.3 Bristol-Myers Squibb  |E{E& A% (DA E) D\ T—3> — F=TaN HREHE S &
3.2.P.4.4 Bristol-Myers Squibb ___[#R#& R USAER T A D Z S — ot HAEH SFlEE
3.2.P.4.5 Bristol-Myers Squibb___[E X IZENMIEEIR D i AN — ot HAEH SlEE
3.2.P.4.6 Bristol-Myers Squibb  |#iRiR Nl — T HREE ShE R
3.2.P.5 HEDEE (Z/7Y7a0TOELY S )a—ILKEIY. G&])
3.2.P.5.1 Bristol-Myers Squibb ___[#R#& R UERER /73K — Bt HAEH AR
3.2.P.5.2 Bristol-Myers Squibb___[5ABR75 X (534775 3%) — ot HAEH SFlEE
3.2.P.5.3 Bristol-Myers Squibb  |EE& A% (DA E) DA\ T—3> — F=TaN HREE S &
3.2.P.54 Bristol-Myers Squibb Oyko#r - T8 HREH ST &
3.2.P55 Bristol-Myers Squibb |l D4F — Y HREE Sl &
3.2.P.5.6 Bristol-Myers Squibb___[#R#& R USAER T A D Z Stk — Bt HAEH SlE R
3.2.P.6 EERRUELEYE (XY Y70DLTOELLS)a—)LKFNY, feH)
3.2.P.6 [Bristol-Myers Squibb |1 & kR UZEYE — B HREH STl &
32.P7 BHRRUMER(F/F)onoTOELYS)a— )Lk, G
32.P.7 [Bristol-Myers Squibb__ | & es & Uitz % — ot HREH S & %
3.2.P.8 REM(F/\5)70 5 TAELL Y )a— LK. FE)
3.2.P.8.1 Bristol-Myers Squibb | REMDFLH R UG — Y HREHE SHE R
3.2.P.8.2 Bristol-Myers Squibb __[R&& D& T MR EID fERLR U Xk — ot HAEH SlEE
3.2.P.8.3 Bristol-Myers Squibb  |&ZEMET—4 — T HREHE ShE R
3.2.A ZDith
3.2A1 HEHERUERE
BN [ [

3.2.A2 SAEMEBRENEME DR ST
ZEEL |
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(BRGEN)
3.2.A.3 F&moEl
2Bl [ [
32.REBNEREH
3.2.R-1 Bristol-Myers Squibb | - BTy HREH T &
3.2.R-2 Bristol-Myers Squibb | I _ ot HREH ST
I
3.2R3 Bristol-Myers Squibb__ | I = 5 HREE HmAR
3.2.R-4 Bristol-Myers Squibb — i HHEH STl &
3.2.R-5 Bristol-Myers Squibb — i HHREH STl &
3.2.R-6 Bristol-Myers Squibb — i HHEH STl &
3.2.R7 Bristol-Myers Squibb__ | I = HH HRES HmE
3.2.R-8 Bristol-Myers Squibb | - AN #HREH 5T iff & 44
3.2.R9 Bristol-Myers Squibb | - AN #HREH 5T iff & 44
3.2.R-10 Bristol-Myers Squibb | - AN #HREH 5T iff & 44
3.2.R11 Bristol-Myers Squibb | I = HH HRES FmE
3.2.R12 Bristol-Myers Squibb | I = HH HRES HmE
3.2.R13 Bristol-Myers Squibb | = HH HRES FmE
3.2.R-14 Bristol-Myers Squibb | = HH HRES HmE
3.2.R15 Bristol-Myers Squibb | = HH HRES FmE
3.2.R-16 Bristol-Myers Squibb | — . HRES FmE
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3.3.1 I | ]
]
|
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]
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I
332 | ] ]
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CTD No = e = L L SIS E
ﬁ*q_% = %% *;TEE %ﬁﬁ%ﬁﬁaﬁ i&*iﬁ *%%kﬁ?ﬁz\' %a)ﬁi]. (Di';';ll
i (BR/mEs)
SEARR(EDa—IL4) FERRREAERIREE
4.2 HEBHREE
4.2.1 FEIHGER
4.211 N HhEEA T LR
42111 Bristol-Myers Squibb In vitro inhibition of type 1 and type 2 sodium-dependent glucose
HEE930005313 transporters and facilitative glucose transporters 1 and 4 by BMS- -
512148 and its oxidative metabolites BMS-511926 and BMS-639432: — 2N HRER Ealik=g 2
Comparison to previous lead candidates BMS-356103 and BMS-437133
4211.2 Bristol-Myers Squibb Dapagliflozin Ki vs. human SGLT2 and SGLT1 using the substrate I - N P [
RE52930052283 alpha-methyl-D-glucopyranoside (AMG) [ o HNAER R EH
42113 Bristol-Myers Squibb In vitro potency of dapagliflozin (BMS-512148) against mouse type 1 I - N [ o |
REE930041858 and type 2 sodium dependent glucose transporters | ] il HPEH RHBEH
42114 Bristol-Myers Squibb In vitro potency of dapagliflozin (BMS-512148) against dog sodium- I - s e I
R EE930052019 glucose cotransporters 1 and 2 [ il HAEH RHEAH
42115 Bristol-Myers Squibb In vitro pharmacology of BMS-801576 and BMS-805525, metabolites of | | - N [ o |
R £3£930018488 dapagliflozin in humans ] il HPEH RHBEH
42116 I | Effect of dapagliflozin on renal excretion in awake non-diabetic wild-type I - N e = |
FHREEI30044592 and SGLT2-/- mice [ i HNEH =REAH
42117 Bristol-Myers Squibb The effect of BMS-512148 on urinary glucose output and plasma I - N [ =
#R45£930005311 glucose lowering in normal male Sprague Dawley rats [ i HREH {44
42118 Bristol-Myers Squibb The duration of glucosuria following a single oral dose of I - N e o I |
REE930008042 BMS-655956 or BMS-512148 in normal Sprague Dawley rats [ ] il HAEH RHEAH
42119 Bristol-Myers Squibb The acute blood glucose lowering effect of BMS-512148 in I - N [ o |
R E58930005305 Streptozotocin-treated Sprague Dawley rats I idl HPEH RHBEH
421110 Bristol-Myers Squibb Acute pharmacokinetic and pharmacodynamic studies of BMS-512148, e
FHEEI30005327 and Inhibitor of Type 2 sodium-dependent glucose cotransporter, in — )N HREHR Bl
Zucker Diabetic Fatty (ZDF) rats
421111 Bristol-Myers Squibb Single-dose oral exploratory studies with BMS-512148 in Zucker I - N - [
R ££930005310 Diabetic Fatty rats I il HAEH RHEAH
421112 Bristol-Myers Squibb Acute plasma glucose lowering following single oral doses of BMS- I - T s S5
REEI30008043 655956 or BMS-512148 in Zucker Diabetic Fatty (ZDF) rats I i
421113 Bristol-Myers Squibb The subchronic antidiabetic effect of BMS-512148 in Zucker Diabetic I - N - [
FHEE930005329 Fatty rats I i HNEH RREAH
421.1.14 Bristol-Myers Squibb The effect of subchronic treatment with BMS-512148 on glucose -
R &5E930005312 disposal in Zucker Diabetic Fatty rats: A hyperinsulinemic euglycemic — i HHREH Ealik=g ]
clamp study
421.1.15 AstraZeneca Dapagliflozin pre-clinical study: The effect of dapagliflozin on the -
${REE930044494 preservation of pancreatic function & B-cell mass in the high fat fed — i HHREH Ealik=g ]

female ZDF rat model — A prevention study

4




112 RFEH—F
— & .Gy 7acLy g )a— LKy

CTD No = 5 - LI i s%E

i =5 RE E AR HiELE 1BEES - T D1t

ARES (ERE5) el
421.1.16 AstraZeneca Dapagliflozin pre-clinical study: The effect of dapagliflozin on the -
R E5E930044498 preservation of pancreatic function in the high fat fed female ZDF rat — i HREH Ealik=g ]

model — An intervention study

421117 Bristol-Myers Squibb Dapagliflozin prevents the development of hyperglycemia in male ZDF I - N o~ N
$RE5E930037783 rats ] ikl HPEH RHEEH
42.1.1.18 Bristol-Myers Squibb The effect of repeated oral dosing of dapagliflozin on glucose I - N - [
FHEEI30041958 homeostasis in male ZDF rats [ il HAEH ket
421.1.19 Bristol-Myers Squibb Hyperglycemic reduction and tissue profiling following chronic I - N o~ [
REE 930041921 dapagliflozin treatment in the male ZDF rat [ il HPEH RHBEH
4.2.1.2 BIREFEEEER
421.21 Bristol-Myers Squibb Dapagliflozin potency vs. human SGLT4, SGLT6 and SMIT1 I - N 352 iy S A 22
s 930052026 yers=q Pag potency — o HREs =i e c
42122 AstraZeneca Assessment of Dapagliflozin on glucose transporters I - N [ S J 2
s 030044475 pag 9 P — & g ST
42123 I [ Evaluation of dapagliflozin in human calcitonin receptor and human I - N - P
FHEE930041980 vitamin D3 receptor binding assays [ ] il HAEH SHERH
42124 [ ] I screening of BMS-512148 at 10 and 30 micromolar I - N [ S J 2
$R£&£930005143 | ? — Bt HREH STAME H
42125 I Dapagliflozin: Selectivity screening in radioligand binding, enzyme and I - N - [
HREE1032SY | functional assays in vitro [ il HAEH ket
42126 I (BVS-801576-01: Selectivity screening in radioligand binding, enzyme I - N o~ [
|REE1033SY | and functional assays in vitro [ il HPEH ek
42127 [ ] I screening of BMS-511926 at 30 micromolar I - N Sty S [ 222
- WO30005149 g — =0 HREs =i e c
421.2.8 Bristol-Myers Squibb Changes in whole body glucose flux by acute BMS-512148 treatment in I - N [ [
$R£2£930041923 the male ZDF rat ] il HPEH ki
42129 I | Effects of chronic SGLT2 blockade on glomerular and tubular function in I - N - [
$R£5£930045749 the early diabetic rat [ il HAEH ket
4.2.1.2.10 Bristol-Myers Squibb Efficacy of BMS-512148 in diet-induced obese rats to increase urine I - N o~ [
wEE930017615 glucose and to cause weight loss [ il HPEH ek
421211 Bristol-Myers Squibb Transcription profiling analyses of male ZDF rat tissues following 1 week | | - N O~ [
FHEEI30052593 and 5 weeks of dapagliflozin treatments [ il HAEH ket
421.212 Bristol-Myers Squibb Effect of glucose concentration on growth of bladder cancer cell lines in I - N o~ P
${7££930053120 culture [ ik HPEH SEAH
4.2.1.3 REMHFEIHAER
;1&2%.1.%535120017631 Bristol-Myers Squibb Effect on HERG/IKr currents and rabbit purkinje fiber action potentials I - HH1 2 ST
42132 Bristol-Myers Squibb Single-dose oral cardiovascular telemetry study in dogs I - N [ N
S5 030016852 — pT)\ HrER ST AR
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4.2.1.4 ENFHIEDAAE N e
ZETL [ [
4.2.2 ZEYEHREHER
4221 PHERVNYT—La v HREE
42211 I | \/alidation of a method for the determination of BMS-512148 (SGLT2) I - N — [
REE930014763 and BMS-511926 in rat fetal homogenate by HPLC with MS/MS | ] idl HPEH RHBEH
42212 Bristol-Myers Squibb  [Quantitative determination of BMS-512148 and its metabolite BMS- I - ; oz ——
$R£52930009550 511926 in mouse EDTA plasma by LC/MS/MS ] il HAEH RHBAH
42213 [ Transfer and validation of an LC-MS/MS method for the determination of | | - N —— = [ 2
545 2930042361 BMS-512148 in mouse plasma I il HPEH ki
42214 Bristol-Myers Squibb Quantitative determination of BMS-512148 and BMS-511926 in rat K, I - N o = o 3 s
R 58930005285 EDTA plasma by LC-MS/MS | Bt HPHEH RIS H
42215 Bristol-Myers Squibb Quantitative determination of BMS-512148 and its metabolite, BMS- I - 3 P = 222
$R 52930016600 511926, in rat EDTA plasma by LC/MS/MS I il HAEH RHBAH
42216 Bristol-Myers Squibb Quantitative determination of BMS-512148 and its metabolite BMS- I - N o~ [
R &E930008051 511926 in rat plasma by LC/MS/MS [ A5 HREH ki
42217 [ ] Transfer and validation of an LC-MS/MS method for the determination of | | - N - R
$R£52£930027473 BMS-512148 in rat plasma ] il HAEH RHEAH
42218 [ ] Validation of an LC-MS/MS method for the determination of BMS- I - N o~ e —
REE930032059 512148 and BMS-801576 in rat plasma [ il HPEH ki
42219 ] Determination of BMS-512148 in Sprague-Dawley rat K,-EDTA plasma I - N U = o 35 s
$}45£930040368 by LC-MS-MS — B HREH Tl &
422110 Bristol-Myers Squibb Quantitative determination of BMS-512148 and its metabolite BMS- I - 3 22y S [ 222
$R£52£930008487 511926 in rabbit plasma by LC/MS/MS I il HAEH RHEAH
422111 Bristol-Myers Squibb Quantitative determination of BMS-512148 and BMS-511926 in dog I - N [ = o 22 s
;R EE930005294 K;EDTA plasma by LC/MS/MS [ ] 5t HNEH S S
422112 Bristol-Myers Squibb Quantitative determination of BMS-512148 and its metabolite BMS- I - N o~ [
{EEI30012938 511926 in dog plasma by LC/MS/MS [ il HPEH RHBEH
4221.13 [ ] Validation of an LC-MS/MS method for the determination of BMS- I - ; - =75 22
$R£52930030598 512148 and BMS-801576 in dog plasma ] il HAEH RHEAH
422114 Bristol-Myers Squibb Quantitative determination of BMS-512148 and its metabolite, BMS- I - N o~ [
REEI30014633 511926, in dog EDTA plasma by LC/MS/MS | ] il HPEH RHBEH
4.2.2.2 IRIR
42221 Bristol-Myers Squibb Preclinical evaluation of the pharmacokinetics and metabolism of BMS- I - N -~ [
$#52£930005141 512148 . A% HRAH FHIE A
4.2.23 7%
42231 Bristol-Myers Squibb In vitro determination of protein binding of BMS-512148 and BMS- I - N — = [ 2
REE930042484 801576 in human, rat, dog, mouse, and rabbit plasma [ idl HPEH RHBEH




112 RFEH—F

— a4 A F)onsy 7oLy S )a— LKy

ESRET ST 5
s % S EfHR | BAE Bl ot S
i (BR/Est)
42232 ] Tissue distribution of radioactivity in male Long-Evans rats following oral I - . . = e 2 s
b T RNEH Rl E
# £930014671 ‘— administration of [CIBMS-512148 — 5 HPEH iR
42233 ] Quantitative tissue distribution of drug-related material using whole-body -
#R&5E930036510 autoradiography following a single oral dose of ['*C]BMS-512148 (25 — Bt HREH AHEE
ma/ka) to Sprague Dawley rats
42234 I || acteal excretion of [*C]BMS-512148 following administration of a I - ; _— =1 22
)N HRER FHEE R
#52930034536 single oral dose to rats [
4.2.2.4 R3#
42241 Bristol-Myers Squibb  [Comparative in vitro biotransformation of ['*C]BMS-512148 in - ) ) o
#5E930020290 hepatocyte and liver microsomal preparations of mouse, rat, dog, = ot HREH ST B 4
monkeyv and human
42242 Bristol-Myers Squibb  |Comparative biotransformation of [**C]Dapagliflozin after oral I - ; N S
b T RNEH Rl E
#R 58930020366 administration to intact rats, dogs. mice, and humans [ | 5 PR Hil St
42243 Bristol-Myers Squibb  |Bjotransformation of ['*C]BMS-512148 after oral administration to bile I - ; N S
b T RNEH Rl E
#R 55930025874 duct-cannulated rats [ | B HRAH H 5 4
4.2.2.5 HEit
42251 ] Mass balance of radioactivity after oral administration of ['*C]BMS- I - ; N = 2
b T RNEH EaliN=gE
#4 £930018804 | NG 512148 to male CD-1 mice — 5 HPEH Hl A
42252 ] Mass balance of radioactivity after oral administration of ['*C]BMS- I - ; N R
b T RNEH Ealik=gE
# £930016264 | NG 512148 to male rats — 5 HARH il
42253 ] Mass balance of radioactivity after oral administration of [*C]BMS- - ) .
#&E930015706 | NG 512148 to male beagle dogs — B HRNEH Bafif=g !
4.2.2.6 EWBNREMEYAEE F A (GEERFR)
BB [
4.2.2.7 Z DD EY B REFHER
42271 Bristol-Myers Squibb Permeability and transport evaluation of dapagliflozin (BMS-512148), o
HEEI30044841 and testing of dapagliflozin 3-O- glucoronide (BMS-801576) in the P-gp — )N HREHR Bl
inhibition assay
4.2.3 SHHER
4.2.3.1 BRI S EMHHER
42311 Bristol-Myers Squibb BMS-512148: Single-dose oral toxicity study in mice I - N - [
4 2930003693 — 2 HREH AREE N
4231.2 Bristol-Myers Squibb BMS-512148: Single-dose oral toxicity study in rats I - N [ =T
$R££930004659 ] o HRER ST &
42313 Bristol-Myers Squibb BMS-512148: Single-dose oral toxicity study in dogs I - N - [
4 2930019585 — pi2)) HRER AREE
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4.2.3.2 RIEHRSEHHER
4.23.21 Bristol-Myers Squibb BMS-512148: One-week oral toxicokinetics study in mice I - N [ S 2
#R 2930018050 Y ) y —— B HREH TmE R
42322 Bristol-Myers Squibb BMS-512148: Three-month oral range-finding toxicity study in mice I - N St S [ 222 0
s W030013181 yers =4 9 g foxctly study — o HREs T
42323 Bristol-Myers Squibb BMS-512148: One-month oral toxicity study in rats Il I - N [ R —
#R£2930005359 — B HREH TmE R
42324 ] BMS-512148: Three-month oral toxicity study in rats with one-month I - N e R
#{£2930014657 recovery period [ il HAEH RHEAH
;Ezésggés;goozuw BMS-512148: Six-month oral toxicity study in rats I - T G £ 5
;1&?.%?520005365 Bristol-Myers Squibb BMS-512148: One-month oral toxicity study in dogs Il I - T B £ (i )
;Ezésggégooogggg Bristol-Myers Squibb BMS-512148: Three-month oral toxicity study in dogs I - 5 hh R ST

|_ - : - ici i - . = 4 2 s
%222920023450 BMS-512148: One-year oral toxicity study in dogs ] o 2 ST S
4.2.3.3 BInE AR
4.2.3.3.1 In Vitro 585&%
42.3.3.1.1 Bristol-Myers Squibb BMS-512148: Reverse-mutation study in Salmonella typhimurium and I - N o e
#R4£52£930003700 Escherichia coli [ i HREH ek
%?%3513.5004066 I BMS-512148: Cytogenetics study in Chinese hamster ovary cells I - ot 2 £ (i )
423313 ] BMS-512148: Comparative cytogenetics study in Chinese hamster ovary| | - N [ [
REE 930004603 cells | ] ikl HPEH RHBEH
423314 Bristol-Myers Squibb BMS-512148: Investigative cytogenetics and cytotoxicity study in I - 3 Sty S [ 2
$R£2£930008790 Chinise hamster ovary cells [ ot HARH et
4.2.3.3.2 In Vivo 585&
4.2.3.3.2.1 I | BMS-512148: One-month oral in vivo/in vitro cytogenetics study in rat I - . o~ e p—
REEI30016820 |- peripheral blood lymphocytes [ i HREH ki
;1&?.%?525004025 Bristol-Myers Squibb BMS-512148: Oral micronucleus study in rats I - ot 4 S
42.3.3.2.3 Bristol-Myers Squibb BMS-512148: Two-week oral investigative study in rats with I - N o~ e p—
REE930005394 micronucleus evaluation [ idl HREH ek
;1&?.%%23.3005368 ] BMS-512148: Oral DNA repair study in male rats I - ot 2 E ST
4.2.3.4 B ARHERER
4.2.3.4.1 BN AR ERER
423411 [ ] BMS-512148: Oral carcinogenicity study in mice I - . o~ [
s 050043549 — smoh R STAE &
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423412 ]
74 £930044081

BMS-512148: Oral carcinogenicity study in rats

Bt

HREH

AR

4.2.3.4.2 FHR PN AR EFER

ZEEL

4.2.3.4.3 ZDhDHER

ZEEL

4.2.3.5 £EHRESHHER

4.2.351 ZBERVEKREZTCOHIKERLECET ZHER

4.2.3.51.1 [ |
RE=930013767

BMS-512148: Oral study of fertility and early embryonic development in
rats

4.2.3.5.2 fF-RRIRFACRH Y HEER

B

HREH

S AR

423521 ]

BMS-512148: Oral study of embryo-fetal development in rats

R EE930008800
423522 Bristol-Myers Squibb

2930009480

BMS-512148: Ten-day oral toxicokinetics study in pregnant rats

Bt

HREH

FHE AR

B

HAEH

S AR

423523
R EE930018536

Bristol-Myers Squibb

BMS-512148: One-week oral investigative study of matenal and
embryonic mineral and glycemic status in rats

Bt

HREH

Bl eE e

423524
2930008139

BMS-512148: Oral study of embryo-fetal development in rabbits

B

HAEH

S AR

423525
$R£53£930006518

BMS-512148: Thirteen-day oral range-finding study in pregnant rabbits

Bt

HREH

FHE AR

423526
2930009487

Bristol-Myers Squibb

BMS-512148: Thirteen-day oral toxicokinetics study in pregnant rabbits

B

HAEH

S AR

4.2.3.5.3 HARIRUHARDREE G VICEADHEEEICET I HFER

4.2.3.5.3.1
R EE930044500

Dapagliflozin (BMS-512148): Oral study of pre- and post-natal
development in rats

Bt

HREH

AR

423532
REE930045072

BMS-512148: Dapagliflozin (BMS-512148): Oral study of toxicokinetics
in lactating rat dams and their nursing pups

B

HAEH

S AR

4.2.3.5.4 & RFHLV-HER

ZEEL [

4.2.3.6 HFT RSB SHER
ZEEL |

4.2.3.7 ZDhDEHEER

4.2.3.7.1 fulRPEEAER

ZEEL

4.2.3.7.2 RE=EsER

ZEEL

4.2.3.7.3 EMRBOHFICET S5

4.2.3.7.3.1 Bristol-Myers Squibb
REE930021868

BMS-512148: Ten-day repeat dose oral investigative study in female
rats fed a standard or glucose-free (fructose substituted) diet

Bt

HREH

SIS
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42.3.7.3.2 Bristol-Myers Squibb BMS-512148: One-week oral investigative study in male rats I - N o~ [
42030020221 — P2 HRENH FHEE R
4.23.7.3.3 Bristol-Myers Squibb BMS-512148: One-month oral investigative study in female rats I - N -~ [
S5 M070007949 — g\ HRER SHAEE R
423734 AstraZeneca Dapagliflozin: Effect of SGLT inhibitors on protein endocytosis in LLC- I - N o~ [
$R£2£930043014 PK1 cells ] idd HPEH ki
4.23.7.3.5 Bristol-Myers Squibb Dapagliflozin (BMS-512148): One-month oral investigative study in I - N -~ [
$R£5£930045040 female rats [ il HAEH ket
42.3.7.3.6 Bristol-Myers Squibb Phenotyping study of 15-month old homozygous SGLT2 deficient mice I - N o~ [
$RE5E930060438 and wild-type cohorts [ idl HPEH ek
4.2.3.7.4 IRFMHHAER
ZABL [ [ [
4.2.3.7.5 KEHDEMHHER
4.2.3.7.51 Bristol-Myers Squibb Dapagliflozin (BMS-512148): Single-dose oral toxicokinetics study in rats| | - N - [
5 970052330 — g\ HRE R SREE R
423752 Bristol-Myers Squibb Dapagliflozin (BMS-512148): Single-dose oral toxicokinetics study in I - N o~ [
4542030032019 doas — i) HRENH Ml E R
4.2.3.7.6 YD HEHHKR
ZoL I I
4.2.3.7.7 ZDHDEAER
4.2.3.7.71 Bristol-Myers Squibb BMS-512148: One-month oral exploratory study in male mice I - N - P
$R&5£930007883 — B #HREH SEEH
423.7.7.2 Bristol-Myers Squibb BMS-356103 and BMS-512148: Three-month oral exploratory toxicity I - N o~ P
$R 52930003926 study in rats [ il HEH SHERH
423.7.7.3 Bristol-Myers Squibb BMS-437133 and BMS-512148: Six-month oral exploratory toxicity study | | - N e —
$R & 2930004831 in rats [ il HARH SERH
423774 ] Dapagliflozin (BMS-512148): Two-month oral developmental study in I - N o~ P
REE930044589 Juvenile rats with a 1-month recovery [ il HPEH SERH
4.3 SEXH
4311 Bristol-Myers Squibb SGLT2 genomic dossier. I - N [ _
$R££930005304 — mot HRNEH
431.2 Bristol-Myers Squibb Expression of type | and type |l sodium-dependent glucose transporter —
;{EE920008658 in mammalian tissues using Northern blot analysis, quantitative PCR, — pii: 2 HHREH -
and in situ_hybridization.
4313 Bristol-Myers Squibb RNA expression profiling of SGLT isoforms in rat tissues. I - 5 Hh REE _
$R£5E930005302 [
4314 Calado et al 2008 Twenty-one additional cases of familial renal glucosuria: absence of Nebhrol Dial Transplant
genetic heterogeneity, high prevalence of private mutations and further - )N F2)008' 23: 3874—8 -
evidence of volume depletion T )
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4.3.1.5 Deetjen et al 1992 Chapter 82: Renal glucose transport In The Kidney: Physiology
and Pathophysiology, 2nd
ed., Seldin DW and
- DA Giebisch G, eds., Raven -
Press, New York, 1992,
pp.2873-88.
4.3.1.6 DeFronzo et al 1979 Glucose clamp technique: a method for quantifying insulin secretion and _ Ehh Am J Physiol 1979; 237: _
resistance E214-23.
4.3.1.7 Ehrenkranz et al 2005 [Phlorizin: a review _ 41 Diabetes Metab Res Rev _
! 2005; 21: 31-8.
43.1.8 Finegood et al 2001 Beta-cell mass d){namics in Zucker diabetic fatty rats. Rosiglitazone _ T Diabetes 2001: 50:1021-9. _
prevents the rise in net cell death
4.3.1.9 Han et al 2008 Dapaghfloz'm,'a selective SGI._T2 mhlbltor, improves glucose _ HHh Diabetes 2008: 57: 1723-9. _
homeostasis in normal and diabetic rats
4.3.1.10 Henderson and Effect of protein on renal function and drug disposition _ T Drug Intell Clin Pharm 1986; _
Covinsky 1986 20: 842-4.
4.3.1.11 Isaji 2007 Sodium-glucose cotransporter inhibitors for diabetes _ =N Curr Opin Investig Drugs _
2007; 8: 285-92.
4.3.1.12 Kaestner et al 1989 Sequence, tissue distribution, and differential expression of mRNA for a _ T Proc Natl Acad Sci USA _
putative insulin-responsive glucose transporter in mouse 3T3-L1 1989; 86: 3150-4.
4.3.1.13 Kahn et al 1993 Quaqtifigation of the re'lationshi.p between insulin sepsitivity.and beta-cell _ ot Diabetes 1993: 42: 1663-72. _
function in human subjects. Evidence for a hyperbolic function
43.1.14 Kanai et al 1994 The human kidney low affinity Na*/glucose cotransporter SGLT2: _ T J Clin Invest 1994; 93: 397- _
delineation of the major renal reabsorptive mechanism for D-glucose ’ 404.
4.3.1.15 Komoroski et al 2009a |Dapagliflozin, a novel SGLT2 inhibitor, induces dose-dependent _ T Clin Pharmacol Ther 2009; _
glucosuria in healthy subjects 85: 520-6.
4.3.1.16 Komoroski et al 2009b |Dapagliflozin, a novel, selective SGLT2 inhibitor, improved glycemic _ 41 Clin Pharmacol Ther 2009; _
control over 2 weeks in patients with type 2 diabetes mellitus ! 85: 513-9.
4.3.1.17 Li and McNeil 1997 Quantitative methods for measuring the insulin-regulatable glucose _ ok J Pharmacol Toxicol _
transporter (Glut4) Methods 1997; 38: 1-10.
4.3.1.18 List et al 2009 Sodium-glucose cotransport inhibition with dapaglifiozin in type 2 N Diabetes Care 2009; 32:
diabetes _ il 650-7. _
4.3.1.19 Maddox et al 1992 Chapter 13: Glomerular filtration Handbook of Physiology,
Section 8: Renal physiology,
_ ot Vol. 1, Windhager EE, ed. _

New York, NY, Oxford
University Press, 1992, pp.
545-638.
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4.3.1.20 Manolescu et al 2007 Facilitated hexose transporters: new perspectives on form and function _ HEhh Physiology 2007; 22: 234- _
40.
4.3.1.21 Mogensen and Increased kidney size and glomerular filtration rate in untreated juvenile _ 41 Diabetologia 1975; 11: 221- _
Andersen 1975 diabetes: normalization by insulin-treatment ! 4.
4.3.1.22 O'Bryan and Hostetter |The renal hemodynamic basis of diabetic nephropathy _ 5 Hh Semin Nephrol 1997; 17: _
1997 93-100.
4.3.1.23 Olson and Pessin 1996 |Structure, function, and regulation of the mammalian facilitative glucose _ s h1 Annu Rev Nutr 1996; 16: _
transporter gene family ! 235-56.
4.3.1.24 Rossetti et al 1990 Glucose toxicity _ T Diabetes Care 1990; 13: _
610-30.
4.3.1.25 Rossetti et al 1987a Effect of chronic hyperglycemia on in vivo insulin secretion in partially _ 41 J Clin Invest 1987; 80: _
pancreatectomized rats ! 1037-44.
4.3.1.26 Rossetti et al 1987b Correction of hyperglycemia with phlorizin normalizes tissue sensitivity _ s Hh J Clin Invest 1987; 79: _
to insulin in diabetic rats 1510-5.
4.3.1.27 Santer et al 2003 Molecular analysis of the SGLT2 gene in patients with renal glucosuria _ 41 J Am Soc Nephrol 2003; 14: _
! 2873-82.
4.3.1.28 Smith et al 2000 Rosiglitazone prevents the onset of hyperglycaemia and proteinuria in _ T Diabetes Obes Metab 2000; _
the Zucker diabetic fatty rat 2: 363-72
4.3.1.29 Surampudi et al 2009  |Emerging concepts in the pathophysiology of type 2 diabetes mellitus _ 41 Mount Sinai J Med 2009; _
! 76: 216-26.
4.3.1.30 Teague et al 2011 Reversibility of hyperglycaemia and islet abnormalities in the high fat-fed _ T J Pharmacol Toxicol _
female ZDF rat model of type 2 diabetes Methods 2011; 63:15-23.
4.3.1.31 Thomson et al 2004 Kidney function in early diabetes: the tubular hypothesis of glomerular _ 41 Am J Physiol Renal Physiol _
filtration ! 2004; 286: F8-F15.
4.3.1.32 Vallon et al 2002 Salt-sensitivity of proximal reabsorption alters macula densa salt and J Am Soc Nephrol 2002: 13:
explains the paradoxical effect of dietary salt on glomerular filtration rate - pii: N 186%-71 T -
in diabetes mellitus )
4.3.1.33 Vallon et al 2011 SGLT2 mediates glucose reabsorption in the early proximal tubule _ 5 hh J Am Soc Nephrol 2011; _
22: 104-12.
4.3.1.34 Vallon et al 1999 Glomerular hyperfiltration in experimental diabetes mellitus: potential _ 41 J Am Soc Nephrol 1999; 10: _
role of tubular reabsorption ! 2569-76.
4.3.1.35 Van Liew et al 1970 Protein excretion: micropuncture study of rat capsular and proximal _ 5 Hh Am J Physiol 1970; 219: _
tubule fluid 299-305.
4.3.1.36 Washburn 2009 Development of the renal glucose reabsorption inhibitors: a new _ 41 J Med Chem 2009; 52: _
mechanism for the pharmacotherapy of diabetes mellitus type 2 ! 1785-94.
4.3.1.37 Wells et al 1992 Cloning of a human kidney cDNA with similarity to the sodium-glucose _ 5 Hh Am J Physiol 1992; 263: _
cotransporter F459-F465.
4.3.1.38 Wright et al 2007 Active sugar transport in health and disease _ 41 J Intern Med 2007; 261: 32- _
! 43.
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4.3.1.39 Wright et al 2011 Biology of human sodium glucose transporters _ HEhh Physiol Rev 2011; 91: 733- _
94.
4.3.1.40 You et al 1995 Molecular characteristics of Na*-coupled glucose transporters in adult J Biol Chem 1995: 270:
and embryonic rat kidney - B 29365-71. -
4.3.1.41 Zhou et al 2003 Human cardiomyocytes express high level of Na*/glucose cotransporter _ o1 J Cell Biochem 2003; 90: _
1(SGLT1) i 339-46.
4.3.1.42 American Diabetes Standards of Medical Care in Diabetesd 2013 _ T Diabetes Care 2013; 36 _
Association 2013 Suppl 1:511-66.
4.3.2.1 Barbier et al 2003 The UDP-glucuronosyltransferase 1A9 enzyme is a peroxisome _ s h1 J Biol Chem 20083; 278: _
proliferator-activated receptor a and y target gene ! 13975-83.
4.3.2.2 Bowalgaha and Miners [The glucuronidation of mycophenolic acid by human liver, kidney, and _ 5 hh Br J Clin Pharmacol 2001; _
2001 jejunum microsomes 52: 605-9.
4.3.2.3 Cappiello et al 1991 Distribution of UDP-glucuronosyltransferase and its endogenous _ 41 Eur J Clin Pharmacol _
substrate uridine 5’-diphosphoglucuronic acid in human tissues ! 1991; 41:345-50.
4.3.2.4 Davies and Morris 1993 |Physiological parameters in laboratory animals and humans _ 5 hh Pharm Res 1993; 10: 1093- _
5.
4.3.25 Gaganis et al 2007 Glucuronidation of fenamates: kinetic studies using human kidney Biochem Pharmacol 2007:
cortical microsomes and recombinant UDP-glucuronosyltransferase - )N 73: 1683-91 ’ -
(UGT) 1A9 and 2B7 ) )
4.3.2.6 Girard et al 2004 Identification of common polymorphisms in the promoter of the UGT1A9 Pharmacogenetics. 2004:
gene: evidence that UGT1A9 protein and activity levels are strongly - )N 14: 501-15 ’ ’ -
genetically controlled in the liver ) )
4.3.2.7 Knights and Miners Renal UDP-glucuronosyltransferases and the glucuronidation of _ 41 Drug Metab Rev 2010; 42: _
2010 xenobiotics and endogenous mediators ! 63-73.
43.2.8 Lee and Kim 2004 Transporters and renal drug elimination _ HEhh Ann Rev Pharmacol Toxicol _
2004; 44: 137-66.
4.3.2.9 Mackenzie et al 2010 | The regulation of UDP-glucuronosyltransferase genes by tissue-specific _ 41 Drug Metab Rev. 2010; 42: _
and ligand-activated transcription factors ! 99-109.
4.3.2.10 Mano et al 2004 Effects of B-estradiol and propofol on the 4-methylumbelliferone Biopharm Drug Dispos
glucuronidation in recombinant human UGT isozymes 1A1, 1A8 and - BN 2004: 25: 339-44 -
1A9 T )
4.3.2.1 Mano et al 2006 In vitro inhibitory effects of non-steroidal anti-inflammatory drugs on 4- Biopharm Drug Dispos
methylumbelliferone glucuronidation in recombinant human UDP- - BN 2006: 27° 1-6 -
glucuronosyltransferase 1A9 - potent inhibition by niflumic acid o
4.3.2.12 Marino et al 2005 Validation of the 96 well Caco-2 cell culture model for high throughput _ HEHh Int J Pharm 2005; 297: _
permeability assessment of discovery compounds 235-41.
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4.3.2.13 Miners et al 2010 The prediction of drug glucuronidation parameters in humans: UDP-
glucuron'osyltransfera.se enzyme-'sele(':tlve' substrate anq inhibitor probes . Drug Metab Rev 2010; 42:
for reaction phenotyping and in vitro—in vivo extrapolation of drug - )N 196-208 -
clearance and drug-drug interaction potential '
4.3.2.14 Naesens et al 2006 Rifampin induces alterations in mycophenolic acid glucuronidation and _ 41 Clin Pharmacol Ther. 2006; _
elimination: implications for drug exposure in renal allograft recipients ! 80: 509-21.
4.3.2.15 Nexavar Prescribing Nexavar Prescribing Information [Nexavar web site]. February, 2009 _ HEhh Available at _
Information 2009 http://www.nexavar-us.com.
4.3.2.16 Nishimura and Naito Tissue-specific mMRNA expression profiles of human phase | .
A Drug Metab Pharmacokinet
2006 metabolizing enzymes except for cytochrome P450 and phase |l - ERA 4. -
. 2006; 21: 357-74.
metabolizing enzymes
4.3.2.17 Obermeier et al 2010 In vitro characterlzatlop and pharmacokinetics of dapagl'lflolmln (BMS— . Drug Metab Dispos 2010:
512148), a potent sodium-glucose cotransporter type Il inhibitor, in - )N . -
animals and humans 38: 405-14.
4.3.2.18 Paoluzzi et al 2004 Influence of genetic variants in UGT1A1 and UGT1A9 on the in vivo _ 41 J Clin Pharmacol 2004; 44 _
glucuronidation of SN-38 ! 854-60.
4.3.2.19 Soars et al 2004 An assessment of UDP-glucuronosyltransferase induction using primary _ 5 hh Drug Metab Dispos. 2004; _
human hepatocytes 32: 140-8.
4.3.2.20 Tsoutsikos et al 2004 Evidence that unsaturated fatty acids are potent inhibitors of renal UDP- . .

.. . . . . Biochem Pharmacol 2004;
glucuronosyltransferases (UGT): kinetic studies using human kidney - i) 67:191-9 -
cortical microsomes and recombinant UGT1A9 and UGT2B7 ) )

4.3.2.21 van Schaik et al 2009 |UGT1A9 -275T>A/ -2152C>T polymorphisms correlate with low MPA . .
N . . . Clin Pharmacol Ther 2009;
exposure and acute rejection in MMF/tacrolimus-treated kidney - )N . -
i 86: 319-27.
transplant patients
4.3.2.22 Villeneuve et al 2003 Novel functional polymorphisms in the UGT1A7 and UGT1A9
glucuronidating enzymes in Caucasian and African-American subjects _ sEoh J Pharmacol Exp Ther 2003; _
and their impact on the metabolism of 7-ethyl-10-hydroxycamptothecin ! 307: 117-28.
and flavopiridol anticancer drugs
4.3.2.23 Yong et al 2005 Effects of ketoconazole on glucuronidation by UDP- _ 41 Clin Cancer Res 2005; 11: _
glucuronosyltransferase enzymes ! 6699-704.
4.3.2.24 Yu et al 2006 Effect of chronic renal insufficiency on hepatic and renal UDP- _ HEHh Drug Metab Dispos 2006; _
glucuronyltransferases in rats 34: 621-7.
4.3.2.25 Kimura et al 2005 Metformin is a superior substrate for renal organic cation transporter _ = Drug Metab Pharmacokinet. _
OCT2 rather than hepatic OCT1 2005; 20: 379-86.
4.3.2.26 Osborne et al 1993 The pharmacokinetics of morphine and morphine glucuronides in kidney _ s hh Clin Pharmacol Ther. 1993; _
failure 54: 158-67.
4.3.2.27 Singlas et al 1989 Zidovudine disposition in patients with severe renal impairment: _ 41 Clin Pharmacol Ther. 1989; _
influence of hemodialysis ! 46: 190-7.
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4.3.3.1 Alden et al 2011 A critical review of the effectiveness of rodent pharmaceutical _ 5 hh Vet. Pathol. 2011; 48: 772- _
carcinogenesis testing in predicting for human risk 84.
4332 Baylis and Corman The aging kidney: insights from experimental studies _ 41 J Am Soc Nephrol. 1998; _
1998 ! 9:699-709.
4.3.3.3 Bournias-Vardiabasis |Response of Drosophila embryonic cells to tumor promoters _ 5 hh Toxicol Appl. Pharmacol. _
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BHREE heat-stressed tablet formulation in healthy subjects )
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#RE5E930039473 | validation and analytical method | ] il HPNEH SEAN
5.3.1.4.26 [ Quantitation of digoxin in human plasma via HPLC with MS/MS I - . - P
REE930041218 | detection | ] ki AR SEAH
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5.3.1.4.28 I | Validation of a method for the determination of iohexol in human urine I - N - P
R ££930016307 | by HPLC with MS/MS detection [ ot HARH SERH
5.3.1.4.29 Determination of bumetanide in human urine by LC-MS-MS validation I - N o~ P
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5.3.3.1.2 Bristol-Myers Squibb Placebo-controlled, ascending, single-dose study to evaluate the safety, 2003.12 -

MB102001 5 B&#4 pharmacokinetics and pharmacodymanics of BMS-512148 in healthy 2004.6 pii: N HHREH SEEN

BHREE subjects )

5.3.3.1.3 Bristol-Myers Squibb Placebo-controlled, ascending multiple-dose study to evaluate the 2004.7 -

MB1020025 &4 safety, pharmacokinetics and pharmacodynamics of BMS-512148 in 2004.12 pii: 2N HHREH SEEN

EHREE healthy subjects )

5.3.3.1.4 Bristol-Myers Squibb  [Mass balance and metabolism of ['*C] BMS-512148 in healthy male 2005.9 - . ) o

MB1020065 B&#4 subjects 200510 2N HREH Bl
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5.3.3.2.2 Bristol-Myers Squibb A double-blind, placebo-controlled, randomized, multiple-dose study to 2005.4 -

MB102003: &4 evaluate the safety, pharmacokinetics, and pharmacodynamics of BMS- 2005.8 pii: 2N HHREH SEEN

EHREE 512148 in diabetic subjects '

5.3.3.3 A ZERZETL-PKHBRRESE

5.3.3.3.1 Bristol-Myers Squibb The pharmacodynamics, pharmacokinetics, and safety of dapagliflozin 2006.3 - ) o

MB102007 & 58 2 in type 2 diabetic subjects with mild, moderate, and severe renal 2008.10 2N HRER Ealik=g 2
&HE impairment :

5.3.3.3.2 Bristol-Myers Squibb Single-dose pharmacokinetics and safety of 10 mg dapaglifozin in 2008.3 - . ) o
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5.3.34.7 Bristol-Myers Squibb Study of the effect of dapagliflozin on the pharmacokinetics of warfarin 20096
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G = .
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5.3.3.5.3 AstraZeneca/ Population pharmacokinetic analyses of dapagliflozin and dapagliflozin
Bristol-Myers Squibb 3-O-Glucuronide in healthy subjects, patients with type 2 diabetes
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impaired hepatic function and exposure-efficacy response analyses in [
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D1692C00005:% f=dapaglifiozin DB ER VR EMERFTTIREACT SRR ILELT 2010.5 ER HREH ATl & A
BEREREE HEZHEHFE_EERE2 AR i
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MB1020085E&#4 group, phase 2 trial to evaluate the safety and efficacy of BMS-512148 2005.12 -
REREE as monotherapy in subjects with type 2 diabetes mellitus who are 2007.2 2N HRER SEEH
treatment naive and have inadequate glycemic control on diet and '
exercise
5.3.5.14 Bristol-Myers Squibb A pilot study of the efficacy and safety of BMS-512148 on glycemic
MB102009:#5&#4 control in subjects with type 2 diabetes treated aggressively but not 2006.10 - N 5y 2y
RHREE controlled on combination antihyperglycemic therapy with metformin 2008.3 ot HNEH SEAN
and/or thiazolidinedione (TZD) and insulin
5.3.5.1.5 Bristol-Myers Squibb An exploratory phase 2 study to assess the effect of dapagliflozin on 2009.12 -
MB1020355 5% 2 glomerular filtration rate (GFR) in subjects with type 2 diabetes who 2010.11 TN HREHR SEEH
EHREE have inadequate glycemic and blood pressure (BP) control )
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5.3.5.1.6 Bristol-Myers Squibb A randomized, double-blind, placebo-controlled, parallel group, phase 2 2009.4 -

MB1020455 B4 trial to evaluate the effects of dapagliflozin on insulin resistance and 2010.8 pii: 2N HHREH SEEN

EHREE insulin secretion in subjects with type 2 diabetes )

53517 Bristol-Myers Squibb A multicenter, randomized, double-blind, placebo-controlled, parallel

MB1020133#B&#4 group, phase 3 trial to evaluate the safety and efficacy of dapagliflozin 2007.9 - N -~ g i o

BREE as monotherapy in subjects with type 2 diabetes who have inadequate 2010.7 =5 HNEH SEAN
glycemic control with diet and exercise

53518 Bristol-Myers Squibb A multicenter, randomized, double-blind, placebo-controlled, parallel

MB102032;% B&#4 group, phase 3 trial to evaluate the safety and efficacy of dapagliflozin 2008.9 - N -~ g i o

REREE as monotherapy in subjects with type 2 diabetes who have inadequate 20101 =5 HNEH SEAN
glycemic control with diet and exercise

53519 Bristol-Myers Squibb A multicenter, randomized, double-blind, placebo-controlled, parallel

MB102054 3% B&#4 group, phase 3 trial to evaluate the safety and efficacy of dapagliflozin 2010.6 - N -~ g i o

REREE as monotherapy in Asian subjects with type 2 diabetes who have 2012.3 =5 HNEH SEAN
inadequate glycemic control with diet and exercise

5.3.5.1.10 Bristol-Myers Squibb A multicenter, randomized, double-blind, placebo-controlled, parallel

MB102014B&#4 group, phase 3 trial to evaluate the safety and efficacy of dapagliflozinin| 2007.9 - N -~ g i o

REREE combination with metformin in subjects with type 2 diabetes who have 2010.5 =5 HNEH SEAN
inadequate glycemic control on metformin alone

5.3.5.1.11 AstraZeneca A 24-week, multi-centre, international, double-blind, randomized,

D1690C000125 parallel-group, placebo-controlled, phase IIl study with a 78-week

BRI REE extension period to evaluate the effect of dapagliflozin in combination 2009.2 - R [~ PR
with metformin on body weight in subjects with type 2 diabetes mellitus 201112 =5 HNEH SEAH
who have inadequate glycaemic control on metformin alone

5.3.5.1.12 AstraZeneca A 24-week international, randomized, parallel-group, double-blind,

D1690C000065 placebo-controlled phase Il study with a 80-week extension period to 2008.4 -

BRIRIEmRESE evaluate the efficacy and safety of dapagliflozin therapy when added to 2011 1 TN HREHR SEEH
the therapy of patients with type 2 diabetes with inadequate glycemic '
control on insulin

5.3.5.1.13 Bristol-Myers Squibb A multicenter, randomized, double-blind, placebo-controlled, parallel

MB1020305 884 group, phase 3 trial to evaluate the safety and efficacy of dapagliflozin in 2008.7 -

RHREE combination with thiazolidinedione therapy in subjects with type 2 20106 Eo HHREHN SEEN

diabetes who have inadequate glycemic control on thiazolidinedione
therapy alone
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5.3.5.1.14 AstraZeneca A 24-week, international, randomized, double-blind, parallel-group,
D1690C000055 multi-center, placebo-controlled phase III study with a 24-week
BRI REE extension period to evaluate the efficacy and safety of dapagliflozin in 2008.4 - R [~ P
combination with glimepiride (a sulphonylurea) in subjects with type 2 2010.5 =5 HREH SERN
diabetes who have inadequate glycemic control on glimepiride therapy
alone
5.3.5.1.15 AstraZeneca A 24-week, multicentre, randomised, double-blind, placebo-controlled,
D1690C000105: parallel-group, international phase Il study with a 24-week extension
5§ = i i iflozi i 2009.10 - . T T
BRIATEIR S .peI”IO.d to evgluate the s_afety and efflcacy.of dapagliflozin 10 mg daily ot A sEEE
inpatients with type 2 diabetes who have inadequate glycaemic control 2011.9
on a DPP-4 inhibitor (sitagliptin) alone or in combination with metformin
5.3.5.1.16 Bristol-Myers Squibb A multicenter, double-blind, placebo-controlled, parallel group,
MB10202955&#4 randomized, phase 2/3 trial to evaluate the glycemic efficacy, renal
RHREE safety, pharmacokinetics, and pharmacodynamics of dapagliflozin in 2008.6 - 5 [ P
subjects with type 2 diabetes mellitus and moderate renal impairment 2011.6 =5 HREH SERN
who have inadequate glycemic control
5.3.5.1.17 AstraZeneca A 24-week, multicentre, randomised, double-blind, age-stratified,
D1690C000185 placebo-controlled phase Il study with a 80-week extension period to
BIREREE evaluate the efficacy and safety of dapagliflozin 10 mg once daily in 2010.2 - N - -
. : . . . . ; T REH SEEN
patients with type 2 diabetes, cardiovascular disease and hypertension, 2012.12 o HARH TRH
who exhibit inadequate glycaemic control on usual care
5.3.5.1.18 AstraZeneca A 24-week, multicentre, randomised, double-blind, age-stratified,
D1690C000195% placebo controlled phase Ill study with a 80-week extension period to
BRIGEmRESE evaluate the efficacy and safety of dapagliflozin 10 mg once daily in 2010.3 - . _— -
. : . ; . o ; T REH SEEN
patients with type 2 diabetes and cardiovascular disease, who exhibit 201212 =5 HREH BAH
inadequate glycaemic control on usual care
5.3.5.1.19 Bristol-Myers Squibb A multicenter, randomized, double-blind, active controlled, parallel
MB1020215t & #a group, phase 3 trial to evaluate the safety and efficacy of dapagliflozin in
BHREE combination with metformin as initial therapy as compared with 2008.6 - . . a2
dapagliflozin monotherapy and metformin monotherapy in subjects with 2009.8 o HNEH SEAH

type 2 diabetes who have inadequate glycemic control
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5.3.5.1.20 Bristol-Myers Squibb A multicenter, randomized, double-blind, active controlled, parallel
MB102034 i B&#4 group, phase 3 trial to evaluate the safety and efficacy of dapagliflozin
EREE 10 mg in combination with metformin as initial therapy as compared with 2009.4 - T M EY sEEY
dapagliflozin 10 mg monotherapy and metformin monotherapy in 2010.5 ! =
subjects with type 2 diabetes who have inadequate glycemic control
5.3.5.1.21 AstraZeneca A 52-week international, multi-centre, randomised, parallel-group,
D1690C00004 double-blind, active-controlled, phase Ill study with a 156-week
BRIRIEmRESE extension period to evaluate the efficacy and safety of dapagliflozin in 2008.3 - ) ) )
combination with metformin compared with sulphonylurea in 2013 1 b2 HREH SEEH
combination with metformin in adult patients with type 2 diabetes who
have inadequate glycaemic control on metformin therapy alone
5.3.5.2 JEXHRSERIRES
5.3.5.2.1 TANSE RS +AEMEIVFO—LAFONTOVEVEARAN2 BERFEFE R RIS 2011.2 -
D1692C000125% dapaglifiozin® B¥$% 5 R URERFRERELHARELIZLEDREMER T 2012’ 9 EMA HREH ST A
EQ IR ITsRE = BUMERFITHIRIFETRAR :
5.3.5.3 HEHDHBRMELZHE THRITLI-BES
5.3.5.3.1 AstraZeneca/ CTD (20104 RR M B 55 BF) _ 4 _ 225 a1
Bristol-Myers Squibb i SEAH
5.3.5.3.2 AstraZeneca/ CTD (2012 B SREThiR) _ . _ 22y
Bristol-Myers Squibb o SEAN
5.3.5.3.3.1 AstraZeneca/ Ebyont™ 5 mg and 10 mg film-coated tablets for treatment of type 2
Bristol-Myers Squibb  |diabetes mellitus: Response to CHMP day 120 list of clinical questions - Bt - SEEH
(EMEA/H/C/002322)
5.3.5.3.3.2 AstraZeneca/ Ebyont™ 5 mg and 10 mg film-coated tablets for treatment of type 2
Bristol-Myers Squibb  |diabetes mellitus: response to CHMP day 180 list of clinical outstanding - Bt - 2EEH
Issues (EMEA/H/C/002322)
5.3.56.3.3.3 AstraZeneca/ Forxiga (dapagliflozin) 5 mg and 10 mg film-coated tablets for treatment
Bristol-Myers Squibb  |of type 2 diabetes mellitus: Response to CHMP 2nd day 180 list of - pii: 2N - SEEN
clinical outstanding issues (EMEA/H/C/002322)
5.3.5.3.34 AstraZeneca/ Response to Questions Dated 15-Aug-2011 — Q1 _ N _ o~
Bristol-Myers Squibb i SEAH
5.3.6.3.35 Bristol-Myers Squibb Summary of the PK and PD of dapagliflozin in Japanese and non- N - -
Japanese subjects - =5 HREN SEEN
5.3.5.3.5 Bristol-Myers Squibb ___[30-Month Update — B HREHR SEEN

5.3.5.4 ZDMOAERRESE

ZEEL

5.3.6 MREDERRBRICEHTIMES
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5.3.6.1 Bristol-Myers Squibb 6 Month Periodic Benefit Risk Evaluation Report (PBRER) I - T e sEEY
| ~
5.3.6.2 Bristol-Myers Squibb 12 Month Periodic Benefit Risk Evaluation Report (PBRER) I - ot HEY sEEY
_ . —
537 BETA—BRRUIEHIGE
5.3.7.1 = EF—EX _ _ — -
5.3.7.2 = FEEREX _ _ — -
53.7.3 — EELGEESR—EX _ _ _ _
5.3.7.4 = BRRRERBE—EX _ _ _ _
53.75 — FERBREEEEN _ _ _ _
5.4 ZEXH
5.4.1 ADA 2009 American Diabetes Association. Standards of medical care in diabetes- _ S hh Diabetes Care 2009:32 _
2009 (supplement 1): S13-S61.
54.2 ADA 2010 American Diabetes Association. Standards of Medical Care in Diabetes - _ 41 Diabetes Care _
2010 ’ 2010;33(Suppl 1):S11-S61.
543 Archibald et al 2007 UK Consensus Conference on Early Chronic Kidney Disease—6 and 7 _ T Nephrol Dial Transplant _
February 2007 2007;22:2455-2457.
54.4 Bailey et al 2010 Lower baseline glycaemia reduces apparent oral agent glucose-lowering _ 41 Diabetes Care 2006; _
efficacy ! 29:2137-39.
545 Bloomgarden et al 2006 |Lower baseline glycaemia reduces apparent oral agent glucose-lowering _ T Diabetes Care 2006; _
efficacy 29:2137-39.
5.4.6 Bowalgaha and Miners |The glucuronidation of mycophenolic acid by human liver, kidney, and _ 41 Br J Clin Pharmacol 2001; _
2001 jejunum microsomes ! 52:605-609.
547 Brater et al 1985 Mechanisms of the synergistic combination of metolazone and _ 5 Hh J Pharmacol Exp Ther 1985; _
bumetanide 233:70-4.
54.8 Brown et al 2009 Bone turnover markers in the management of postmenopausal _ 41 Clinical Biochemistry _
osteoporosis ! 2009;42:929-942.
54.9 Calado et al 2006 Familial renal glucosuria: SLC5A2 mutation analysis and evidence of _ T Kidney Int. 2006: 69: 852-5 _
salt-wasting ) P )
5.4.10 Cappiello et al 1991 Distribution of UDP-glucuronosyltransferase and its endogenous _ 41 Eur J Clin Pharmacol 1991; _
substrate uridine 5’-diphosphoglucuronic acid in human tissues ! 41:345-350.
5.4.11 CHMP 2002 Committee for proprietary medicinal products. Notes for guidance on 30 May 2002
clinical investigation of medicinal products in the treatment of diabetes — pii: N CPMP/EWP/‘IO86/00 -
mellitus )
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54.12 S)g;:gcroft and Gault Prediction of creatinine clearance from serum creatinine _ T Nephron 1976;16:31-41. _

5.4.13 DeFronzo et al 2010 Relationship of baseline HbA1c and efficacy of current glucose-lowering _ 5 h1 Diabet Med 2010;27:309- _
therapies: a meta-analysis of randomized clinical trials ! 317.

54.14 FDA 2008a Guidance for Industry: Diabetes Mellitus: Developing Drugs and
Therapeutic Biologics for Treatment and Prevention (draft guidance). — pii: N - -
February 2008:1-30

5.4.15 FDA 2008b Guidance for Industry: Diabetes Mellitus — Evaluating Cardiovascular
Risk in New Antidiabetic Therapies to Treat Type 2 Diabetes. December - i - -
2008:1-5.

5.4.16 FDA 2009 Guidance for Industry: Drug-Induced Liver Injury - Premarketing Clinical
Evaluation. July 2009:1-25. - B - -

5.4.17 Ferrannini 2010 Dapagliflozin monotherapy in type 2 diabetes patients with inadequate Di

. . - . ; s iabetes Care

glycaemic control by diet and exercise: a randomized, double-blind, - b 2010:33:2217-2224 -
placebo-controlled, phase Il trial T )

54.18 Francis et al 2004 A novel SGLT2 mutation in a patient with autosomal recessive renal _ Hhh Nephrol Dial Transplant _
glucosuria 2004; 19: 2893-5.

5.4.19 Girard et al 2006 The novel UGT1A9 intronic 1399 polymoprhism appears as a predictor of _ 41 Drug Metab Dispos _
7-ehtyol-10-hydroxycampthothecin glucuronidation levels in the liver ! 2006:;34:1220-1228.

5.4.20 IDF 2005 IDF Clinical Guidelines Task Force. Global guideline for type 2 diabetes Brussels: International
[monograph on the Internet] — pii: 2N Diabetes Federation (IDF), -

2005 [cited 11 June 2007]

5.4.21 Inoue et al 2007 Influence of UGT1A_7 and UGT1A_9 .int.roni.c 1399 genetic polymorphisms ) Ther Drug Monit 2007; 29:
on mycopehnolic acid pharmacokinietics in Japanese renal transplant — pii: 2N 299304 -
recipients )

5.4.22 HARRFEFS 2012 |HARERFEF . HERFEAEN182012-2013. 20124F. XHAE - ER — -

5.4.23 JSN 2009 BAEEFEF . CKDZ2EH (K 2009 - EA — -

5424 Kanis et al 2008 European guidance for the diagnosis and management of osteoporosis _ Hhh Osteoporosis international _
in postmenopausal women 2008;19:399-428.

5.4.25 Kiang et al 2005 UDP-glucuronosyltransferases and clinical drug-drug interactions Pharmacology &

— TN Therapeutics 2005;106:97- —
132.
5.4.26 Kirkali et al 2005 Bladder cancer: Epidemiology, staging and grading, and diagnosis _ 41 Urology 2005;66(6 Suppl _
! 1):4-34.
5.4.27 Knights and Miners Renal UDP-glucuronosyltransferases and the glucuronidation of _ HEHh Drug Metabol Rev 2010; _
2010 xenobiotics and endogenous mediators 42:63-73.
5.4.28 Komoroski et al 2009 Dapagliflozin, a novel, selective SGLT2 inhibitor, improved glycemic _ s h1 Clin Pharmacol Ther _

control over 2 weeks in patients with type 2 diabetes mellitus

2009;85:513-9.
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5.4.29 Lee and Kim 2004 Transporters and renal drug elimination _ HEhh Ann Rev Pharmacol Toxicol _
2004; 44:137-166.

5.4.30 Levey et al 1999 A more accurate method to estimate glomerular filtration rate from _ 5 h1 Ann Intern Med 1999; 130: _
serum creatinine: a new prediction equation ! 461-70.

5.4.31 Mano et al 2004 Effects of B-estradiol and propofol on the 4-methylumbelliferone Biooharmaceut Drug Dispos
glucuronidation in recombinant human UGT isozymes 1A1, 1A8 and - pii: 2N P . oE. g Lisp -
1A9 2004; 25: 339-344.

5.4.32 Miners et al 2010 The prediction of drug glucuronidation parameters in humans: UDP-
glucuronosyltransferase enzyme-selective substrate and inhibitor probes _ T Drug Metab Rev 2010; 42: _
for reaction phenotyping and in vitro—in vivo extrapolation of drug 196-208.
clearance and drug-drug interaction potential

5.4.33 A S EE 2007 TRA9F EREE-RBEAEOHE - EA — —

5.4.34 BE% 8% 2010a FH22F ANOBEHE (BEH QR - Er - -

5.4.35 E4 5 E4& 2010b eAm i ] e 32 g PaRr AN el YA R A NP — EA — —

5.4.36 National Kidney Definition and classification of stages of chronic kidney disease _ T Am J Kidney Dis 2002; 39 _

Foundation 2002 (Suppl 1): S46-75.
5.4.37 Nishimura and Naito Tissue-specific mMRNA expression profiles of human phase | _ = Drug Metab Pharmacokinet _
2006 metabolizing enzymes except for cytochrome P450 and phase |l 2006; 21: 357-374.

5.4.38 Oemar et al 1987 Complete absence of tubular glucose reabsorption: a new type of renal _ T Clin Nephrol 1987; 27: 156- _
glucosuria (type 0) 60.

5.4.39 Parker et al 1996 Pharmacokinetics of oral mycophenolate mofetil in volunteer subjects _ 41 J Clin Pharmacol _
with varying degrees of hepatic oxidative impairment ! 1996:;36:332-344.

5.4.40 Parkhouse and Barratt |[Investigation of the dilated urinary tract _ s hh Pediatr Nephrol 1988;2:43- _

1988 7.

5.4.41 Phung et al 2010 Effect of noninsulin antidiabetic drugs added to metformin therapy on _ o1 JAMA 2010:303:1410-8 _
glycemic control, weight gain, and hypoglycemia in type 2 diabetes ! ’ ) )

5.4.42 Sandanaraj et al 2008 |Influence of UGT1A9 intronic 1399C>T polymorphism on SN-38 _ ot Pharmacogenomics J _
glucuronidation in Asian cancer patients 2008;8:174-185.

5.4.43 Scholl-Burgi et al 2004 |Long-term outcome of renal glucosuria type 0: the original patient and _ ot Nephrol Dial Transplant _
his natural history ! 2004; 19: 2394-6.

5.4.44 Skeith et al 1970 Effect of phloridzin on uric acid excretion in man _ T Am J Physiol _

1970;219:1080-2.

5.4.45 Tsiatis et al 2007 Covariate adjustment for two-sample treatment comparisons in _ 41 Statistics in Medicine 2007; _
randomized clinical trials: a principled yet flexible approach ! DOI: 10.1002/sim.3113.

5.4.46 Tsoutsikos et al 2004 Evidence that unsaturated fatty acids are potent inhibitors of renal UDP- Biochem Pharmacol 2004
glucuronosyltransferases (UGTs): kinetic studies using human kidney — pii: N 67:191-199 ’ -
cortical microsomes and recombinant UGT1A9 and UGT2B7 ) )

5.4.47 UKPDS 1998 Intensive blood-glucose control with sulphonylureas or insulin compared
with conventional treatment and risk of complications in patients with - b Lancet. 1998;352:837-53. -
type 2 diabetes (UKPDS 33)
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5.4.48 Vasikaran et al 2011 Markers of bone turnover for the prediction of fracture risk and _ T Osteoporos Int _
monitoring of osteoporosis treatment: a need forinternational reference 2011;22:391-420.
5.4.49 Vega et al 2006 Influence of Body Fat Content and Distribution on Variation of Metabolic _ 41 J Clin Endocrinol Metab _
Risk ! 2006;91:4459-4466.
5.4.50 Yong et al 2005 Effects of ketoconazole on glucuronidation by UDP- _ T Clin Cancer Res 2005; 11: _
glucuronosyltransferase enzymes 6699-6704.
5.4.51 Yu et al 2006 Effect of chronic renal insufficiency on hepatic and renal UDP- _ 5 h1 Drug Metab Dispo 2006; 34: _
glucuronyltransferases in rats ! 621-627.
5.4.52 Yusuf et al 2004 Effect of potentially modifiable risk factors associated with myocardial _ N g _
infarction in 52 countries (the INTERHEART study): case-control study i Lancet 2004;364:937-52.
5.4.53 Zhang et al 2007 Improving efficiency of inference in randomized clinical trials using Biometrics 2008; DOI:
auxiliary covariates - )N 10.1111/j.1541- -
0420.2007.00976.x.
5.4.54 Malone 1993 Diethylstilbestrol (DES) and Breast Cancer _ s h1 Epidemiol Rev. _

1993;15:108-9.
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