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1.5 R OUIFE RO R B OB FE O %4 AstraZeneca
— %4 AT TuYrTav LY a— K

BEARVEMAE &
ARIETHHT HIEEE L O EMHGEL LLTICRT,
BERUVEMAE FAEEDEREA
DAPA-CKD 75k D169AC00001 #RER % 59
DECLARE D1693C00001 #5% (DECLARE-TIMI 58 7X%) %459
EMA European Medicines Agency : BRI & 2,5 T
FDA Food and Drug Administration : >K[E £ i =35 5
HFpEF Heart failure with preserved ejection fraction : ZZZEBRINER ORI T2 DARE
SGLT2 Sodium-glucose cotransporter 2 : F U 7 A« Z)L 22— R k(K 2
TIDM Type 1 diabetes mellitus : 1 HpERIp
T2DM Type 2 diabetes mellitus : 2 HpE /R Ip

CONFIDENTIAL AND PROPRIETARY 3(5)




1.5 R OUIFE RO R B OB FE O %4 AstraZeneca
—W 4 AT T Fa Ly ) a— K

1.5.1 BARICE - 1=

H37 ) 7m s (FORXIGA™FARXIGA™/EDISTRIDE™) (FFEH 25071 C, SEIREIH-D Al
B72 SGLT2 FHEKITH Y | HRFEBREOMEa Y ha— L 2%ET S L L Hio, BRIES 0RO
HIZH D B P E RN B OV BRI 27T,

X7 Y 7 a Y ATEBIHE, T2DM OIRIFIZE T 2 B4 L ONEERIE O BIEE & LT 100 7 [F
U EOETHERERELTEY ., RPOERITA—A T Y 7 T2124 10 H 5 HIZESGL,
2012 4F 11 A 12 BIZERINESE, 2014 41 A 8 HIZKECTHERRZIHF L7z, %6 b fHRBR CTH 5
Dm%cmmlﬁﬁzmmlAmﬁﬁ%)@EMA(mwﬁ?Hm,&UmeQm9$10H)Kié

H ER 72 D1 mmw$% BIDLAEIZEDABED Y 27 b, KOOl Tl &
512 T2DM BE BT 2B EEICHTHH 7)) 7a v v 50127 v MIET =T
Xﬂ\&nﬁ)7u//®ﬁﬁi%KEMénko

X7 7 a0 TIDM IEFROZNEEBINARRMNEE K OV EA (2019 43 H) THERBINT
BO., SHICEEHEROET LR AODAREEE OIREIZ OV TORIHEBIMNMAKE (2020 4 5
AH) ERRNEE (2020 4 11 ) CTHERRE I, HRAOMOEOHBIY [ICBWTHEEF TH D,

AFNZIBNTIL 2014 45 3 A2 T2DM OZHHE - 2 CHAGERZ HfS L, 2019 4- 3 A2 TIDM,
2020 4= 11 A 2B LA EORNEE « ZhROBNAGRZBUG L, BERKREH S TW5, Hik -
FEIX, T2DM I3 LCix HlE ., A Z 370 7avr et LCSmg% 1 B 1 EEO#ES
T 5, B, DRATZRGEITIL, %ﬁ%+ALEﬁL&@%1m@151EL%£¢5 &
NTED, | . TIDMIZH LTI T A2 U HHEIE DGR %VT L% PPN E A,
7Yt TSimga 1 B 1ERAKET D, k. 2IRAH0RGEITIE, Rz 157128l
BLRNBL 10mgl H1ENCHETL2ZENTES, | | BHELOARIC ﬁLTiFL% PN
i&n7)7n//&bfumg%1Hl@@m&@#éoJkbfﬁménfwé

AElDOEIE G ARG FH WA AGRRGEIX, #2370 7rv 10 mg BHIZL D CKD Dif
%ﬁaﬁétw_7%4/ént&ﬁ§ﬂmemwm1ﬁ%(n@ACMJﬁ%)1%&&%
SN, FHERBEIVERSGZHFET L HOTHY . FREUTDER (F) WITHELOHE
(B) FRVIRTEBVTHD, £AEOHREELT I BRI IOV T, BHETHEAL
D 2513 HEZRINIZV,

&= 1 ERXRMADEE-MEFRZRBICS T LHRFIERIIHR (R) TTICHBERER
UVRE (B

BRESUTNR () | BB
FEROHE (%) | @, RAEF A7) 7o LCl0mg % 1 B 1 EREOEES 5,

1.5.2 FREDREE

TP B 2 T ENEE - IR LT DARBFEICNDL LT ) 7a Y ORRFEORMER 2K 112
Y

! FORXIGA . OVEDISTRIDE |7 A T H 7 —7OfEE CTH 5, KEIZEB VT FARXIGA (X7
ARNTEBRI T N—TOREFFEL L TREIN TV,
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1.5 EJFESUEFE R ORI OB 3 O & AstraZeneca
— k& AR Y Tu o Far LY a— kK
X 1 R DZEER
CTD &= SHERTE B 2017 2018 2019 2020
fifs 5.3.5.1.1 | 1L FARER 2 6
S D1699AC00001 L S .

1.5.2.1 B IZBH T SR ER D EERE
LSEIOHRFFEICHZY . BT 287 723 BRITEEE L Tuhin,

k={1113

1522  JFERFRELER DBERE
AEORFIC BT 0 | BB RBIE IR L TR0,

1.5.2.3 &R L ER oD HEBE
WA NN TCIE. BHESME AL D 2.5.4.1 THICSDH LT,

1.5.3 R R A
MENAIT OV T, BHSRFE AR 2.5.6.3 SR LT,

1.5.4 EHEFDF/NT) 700 DGR ER

AV VR A= RV 5 LT EEBRHBORIN T OAEREEZ MR L LIBKRAR T 0 7 Z

LISEATR Tl B, AT 5 BUERMH OBIRRBE % 2 105 L1,

ﬁz IET%FTEEPG)Q/\O Ujl:l//o)ﬁnnrf _t%ﬁ
NEEE HE&DE THA Y E]:) fiE 151 2
AEERHROMR | ERSILES N A | EERZ LR | DReoBE L X 6100 141
- DAR4E (D169CC00001) | fEZAL —EEMY | LIILEFEDOFBLIC (WHAA 420
(HFpEF) ZRARKEATHE | 3243707 | fFi)  (FE)
Mz (Fo9% | ey rodhEsk
AR, 10 mg) RS
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1.6 SENCI T 26 ARSI BE T 28k AstraZeneca
— %4 AT TuYrTav LY a— K

1.6.1 NEIZH T B ERIKER

ZoRT Y 7 a P ATEAE, RN 2 B RIE ORI 1 2 B H K ONETRIEOMBhRE & L
T, 100 ZELU EDOETEREZEE L TV 5, 20124 11 JICEINEAIZBWT, 201441 A
IRENCBWT, FNEARE IS Lz, £, DAROMIGIE T, 2020 4 5 AIKET, [
FAITEMNES CRBZIG Lz, &6I2, KEH, =2—Y—F R, A UV REQRZ7 T R
JU TR ME B B O JE T, BRI S Tik 1 BB RIS ORI s U TR ERGE L T 5, =
HE T OGO 2R 1 IR LTz,

=1 FEEDAZRIKER
E4 - #ulgs BR5E4 AREAAR
LYCNPENEY Forxiga Smg film-coated tablets, Forxiga 10mg film- [ 2012411 A 12 H
coated tablets
K [E] FARXIGA (dapagliflozin) tablets 201441 H 8 H
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1.6 SENCI T 26 ARSI BE T 2 8k
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AstraZeneca

1.6.2 FTEEDORMIXEOHE
TFHEOWRMN SCEOE L U, BNES & OKE TS MR 8RO iE CRRPFEZIToTRBY ., TOBFETOIIN CERE2FHK 2
WZRT,
=2 M EESERVOKREDRTXEDRE
E4 BN E & *[E
Zhie - | 2hEE - R ZhRE - R
Zhek | 2 BB PRI 2 BUBE R YR

74— HiE, BEEEE OCEERE IR o b — LR R

F53 7 AN 2 BIBE PRI FBE OIRIRICEB W T, BLFOHFETHY

Do

- AEHEDTZH A FARALI EEPEEI T RWEEZ NS
B O HANFRE

— 2 FUBEIRIFIT T B OO TENEE L OO Rk

OFFEIC BT 2B R, b=y s e — b, D K OV A

Ry MERTHE,. RO LB ERIC OV TR, T3]

AR O EoEE) . MboEIES & OMAEEM. ot

OFAEMER]  [3DFRFRE) OEESROZ &,

1 08 PR Ip

Tx—HE, WA LAY VEEEToTH, A AU VH
ACITifbE= > b e — 3 AR 45572 BMI 27kg/m? L EDREA 1 8
FERIFEBE DIRRIZIBNT, A AU ABEML THWD,

DA
T & =R EEEHROMKT LIz N OIERME DR DTEHE
IZRBWTHWS,

FARXIGA 1%, FA 2 BBERIGEF ICH WS,

o [Mifzar bu—noWEELZHNE Lz, BFFEROGETEF
EDOHIBIRE,

® fEREZWI SN LMERE (CVD) IHEO.LImE ) A7
KFz=a9 5N 2 BIFERFEE DO LARIZE DALY 27
fEIR,

DRE

® FARXIGA L. EREREHZENMET LIz A OAREHEE (NYHA
DERESYEE [I~1V) 1281 2L IME K DA X D ARG
DY AW,

B RS (CKD)

® TFARXIGA (%, H#ITO U 27 D& Dk NB MR gR BE 2B
VB HEFLRERIRIEBRME (eGFR) OFFGNIRIK T, K A~2
(ESKD) . DMEFE, LAEIZE D ABRIZHNS,

FE AR 5 il RS
® 1 RUERNEE DIREEIRIN T N7V R—=V ADiRH % B
)& LIEARI OG- FHELE S 7pn,
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1.6 SENCI T 26 ARSI BE T 2 8k
— %4 AT TaYr a7 Y a— K

AstraZeneca

%2 BRI EERUVOKEDRTXEDHRE
ESE4 RR M E S *E
7 =A%, RN DOEMER R OTERICB W THW S, ® cGFR 7% 45 mL/min/1.73 m? A D 2 BUPE R BFE O ff = o
he—vikEE B E LIARRI O GI3HER S e v, ARA
DOYEFRIEFE NS Z D K 5 72 B CIIAMER I TE 20,
® ZRIVETINE. BRI E BAO L U CREIIE & Rl
HLEXIES R OBE~ORF O G 13RS RV, A
FNTZ D & O e B TIFAMER I TE A2,
Mk - | - AR ik - A&
5 | A& 2.1 FARXIGA # 5-BA#4wT
2 TRy FARXIGA O HBAMANCEHEZMT 52 &, £/, T0%

HERH A7) 7yt LT H 1A 10mg THD,

A ARY AT AN ZVIRSEFED A A Y o3 uie SR & O
T 556, IRIMFEED Y A 7RO TdDA AV o FEA R Y
VOUMEERR AT D 2 LA BE L TH Ly,

1 7R

T4 = X AIEEE, 1 BRI R E MG LEBET 5 2
&o

HESREFH &I Smg 1 H 1 [BITH B,
HNRTY7al0F3 A v A r~DBEME L TORESEST S -
&o

HNT Y T AT J B GRS PG TS AT,

e WERIEZ FT Y R—3 A (DKA) DV A7 RFIZHOW T
TAHIE,

s T PMAMPREEMETHDLLEMRTDHIE, 7 N AED B
ANBDOONLIEAEIF (P —FE Foa X 5REkE
0.6mmol/L # X IXIRTF 47 R 1 7T A(+)) . 7 b ENER
EERBETHENRT Y 7al  OFRELZBBE LW &,

s BEMNF M AMEEE=HX—TEDLTLEMRTDHI L,

IZERPR A 22 A BEME IS U CBERE 2 31 5 = &
R EORAE 2 MM L. LEITIE U T, FARXIGA % B4 5 i
IR DR E RIET S 2 L,

2.2 #RAE
eGFR |ZJ& LI R BII TRO LBV TH D,
F1. MRS

eGFR

: 2
(mL/min/1.73 m?) S

M=y he—ASEE BN E T2
AOHESERGAEIX Smg 1 B 1 [BEFEAQ
BETHD, LERHAIE, 10mgl A
eGFR 45 L) I 1 B A&EICHETE D, T

Z DOMDOEIRE - ZhFRITI T D HESEBR 4R
AEiZ10mgl A 1 EROKESTH D,

eGFR 25 L) |, 10mg 1 A 1 [A]f% 0% 5%

45 A5
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1.6 SENCI T 26 ARSI BE T 2 8k
— %4 AT TaYr a7 Y a— K

AstraZeneca

* 2 FESE R UOKEDRMIXEDHE
E4£ FRNE S KE

o HZR7 Y Tua Al X DIEEOBMGRET 1~2 B ORI BE N &5 2G5 2 L3RI R
R—RF A2 DI N AEEEIERE L. 7 b i 84 72V, eGFR K. ESKD, CV 3E,
HITEIRCREIZOWTHRET 5 Z L Bt s b, 25 A hHF © U 2 7 OIKEA HiEY & LT 10mg

© FRHICREHEBOKR LT T, DKA U A7, DKA U X 1A 1EIOMRMZ kS5 Z & 13 AHe
7 NF%38i% 3 5 J715. DKA OERKRONER., 7 b U fiE T H5,
=4 =T REEW & 2O FHE, KOHE L7 b AED EE
Th oA DRIEIC SN, BEEIET 52 L, BT R

. %W%H@@%%hé%ﬁfm\EN797myy@&5%
BRI S s 5 B IET 5 = & RSN, *eGFR 45 mL/min/1.73 m? A5 0 2 BUBEFRIF BB 12 31T 2 ikl =

v ha—tkEE AR E LR BT HERE S0, ﬁﬁ@@%

WIEIBE 5% OARMAE %2 TBI T 5 728, el GRS E R O
AR VR —T AEEO 20%KEERF L TH IV, LIED
R—F 2 58I1%, MPHEICES X EAcRET 528, A7
Vo7uay  BRREOREREA VA ) v OWEITHERE S ey, Bl
BOREREA A AT EIC RS XS A L, MERY
fy A VAV CORBEIFEEICITV, 7 b=V A K DKA T
Bid2sz L,

RG D s h =LY

ZoR7 ) Ta Y OBRGEME% 1I~2 8. BT N UEE
WESTDHZ L, ZD®RIT, BEDOTA TAZANKOYXIZY AT
KFIZIS C T b AEDORESE 2 ERNCTHEES 5 2 &,
FRUENERLEZEEEOHBICOVWTHEELIFEL TBL 2
o MERINDHE AR 1 ITRT, RFPT7 FAELD i b
VEORENEE LU,

#1

BB 2D X 9 7 BE CIXAERERNHIGF TE R,
hHF : DAL A AR, CV @ L. ESKD : ARHEE &
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1.6 SENCI T 26 ARSI BE T 2 8k
— %4 AT TaYr a7 Y a— K

*x2 BRI ES R UREDRTXEDOHRE

AstraZeneca

E4

BRI E &

KE

Wi A

A kAl
(=%t R
X O FRER)

e b fE

HE

7
L fiE

0.6-1.5 mmol/L

Trace or Small
+

A2V OB S
K OMIOK % B9~ 5 Al RE
WRnd 5, BEIIME
fEZE L EFEUT
THIUTHEE DBINE
WEmeErdsz &,

2B bR
BllE+sZ &,

HIEAED L ~UL D5 ke
UIERDS B D55, &
FIXEGICERERE %
ZR LAY Tay
VEHIETHI L,

DKA®

[=xd

U

> 1.5-3.0 mmol/L

Moderate
++

BEITE B R
BB AT ) 7n
VUkHRIETAH L,
A 2V OB S
K OMIOK % B9~ 5 Al RE
WRnd 5, BEITIME
fEZRE L EFEUT
THIUTHEE DBINE
iV | a B BN

QI bR
HlETAHZ &,

DKA &
HEZD
no

> 3.0 mmol/L

Large to very
large
FH+ /A

BEITE B IR
BEZBp LRI T
oYy EHIETS D
L,

A2V OB S
K OMIOK % B9~ 5 Al RE
YR D 5, BE M
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1.6 SENCI T 26 ARSI BE T 2 8k AstraZeneca
— %4 AT TaYr a7 Y a— K

%2 RN ES RUKREOF A XEOBE
B2 RRNSE & XE
2R IE LIEFAELL T
THIUTHFE OB
W52 &
g

WL EIIZ X7 ) 7eyrr 2 LTC1H 1A 10mg TH 5,
DAPA-HF RBERIZBW T, #7107 o 2 3o DR TR
LA ST,

1e11- Bty

WL EII X 7Y 7r YL LT H LA 10mg ThH D,

FER 2 [

R 2

RHSREIC RS HEREIIAE ThH D, FERFEEICBIT S, ¥
RZY7aY Oy N a— 2K TR ORISR BRI TEE
(GFR) 7% 45mL/53 A ORFIZIRES L, BHEOBHREREEBE T
IR SRWATEEMER BV, L2 T, BRFAFEICB N T
GFR 7% 45SmL//3 A0 AR T L7e &%, Bino 7 v a2 — 2K TG
WrBETDH L,

Nk i

RS TP ORFEEEREICOVW T, AEFBIAETH
D, EEDOIEERE CIX, FIEHELZ Smg £ 752 LN EE
LW, +oRB/Nnb 554120, HELZ 10 mg ICHETSZ
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1.6 SENCI T 26 ARSI BE T 2 8k
— %4 AT TaYr a7 Y a— K

AstraZeneca

=2 BRI EERUVOKEDRTXEDHRE

E4 B E S KE
7 43— 10mg X 1 BUPESRIFEF 21T D 0N E TR IR
B DRI ITHESE S 37w,
ElE (65 HLLE)
RS < HEFREIIHER S,
I
075 18 R D/NRIZHB T B H 7 ) Ty roraett, f
I F 72MEST STV iRy, B ATREZe T — Z 13720,
B 551k
THV—HIEIBFEROFEII»»OLT, —HOEDORET
HoTH—H—RREOEEGT5H, FEAITNETITRAIAT Z &,

i E | 2R ®E

OEE | THIEA OIIZFLHETT 2 A 20k ST~ O mUiE o KENZXLTF T 4 TR MERE R EOEERR

BOEDOBEIERED & 5 B (RWEHOHZR) .
c  BHIHTORE

RS ROER LR

B RE R R

GFR<25mL/%; DEEF T 2437 U 7 a2 OBIRIRFR ORER
RSN TWD,

ZRT Y 7a DT a— 2K FER OB MR HERE KT
9573, GFR<45mL/%y D FBE TIXES L, EE OB EBE
TIERD LN WAREMENE VD, PaEEBHEAERE (GFR<
60mL/7y) ZH T HHERFEE ZRRE L-RBRICBWV T, BIF
WhRA/LE > (PTH) 800, (RfLEE W ZBHWERAN. 77 &R
L0 F T Tu R ERE TSI,

TR

BEEROCEREOEE

BERBBEICBID T ATV F—v R

FRT Y R—=v R LITREANBEEET DA M E BT HEER
Thbh, miREHEICBNT, AFRCMOF NI DL - T ra—
AR R (SGLT2) PHEIRZ G- H o 1 BT 2 AUbE R B
T N TV R=V ZAOFBNRHE I N TS, 1 BIBERFEEIC
B2 7R "EERTIE, IR e L-EEFE LKL
T SGLT2 FLEAIZ G LIEBE TS v TV F—=Y 2D U A7 H3HE
KLz, AFEEFORETIE TV R—RICKDETEH G
WEINTWD, 1 BBERIEESE OIRRICHEH T & Tideu,
MFEE 250 mg/dL R CTHAF EBEEDOH D7 b7 R—v AR
BT LI ENHDLDOT, AKHIERGHOBFICHEEDONHIET >

CONFIDENTIAL AND PROPRIETARY
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1.6 SHEINCIS T 26 RIS IZ B9 2 &k
—W 4 AT T Fa Ly s a— LK

AstraZeneca

x2 BXMNES RUXEDFTXEDHRE
E4 BRI ES KE

BRI RRER Tl TR
70 7 a Y R R T DT

BECBIT HBBRBRESNATND, #1
A TIIHERT D,

IR D e O AHRIMED U R 7 235 % BB ~D 5

ERREFIC LD . #7070 EE IR FSE5 L9 70 F)
JREEIMMPNEERRBR THA LN TR Y, Ziudimf 7 a—XEEN
FEFICAEVEECTLVEHEL R DD D,

ZRT) 7P AL DMTIR TR A7 Lo TWDERE, -
&R EOBEEN & 0 BRI G OBE ., &ilnEIcxt LT
FEETDHZ &,

IR B 2 BT D AlRetE O & 2 R R GE LB RER L)
EHETLHHEE. KRKEOIREZEEIESBIZT L 2 EnfRsn
% (g, MERE, ~~ b7 Uy hOEMEEZOMRER L) |
R ERAD 2RB L BE B TE, KKENRESNDET
ERT ) Ta YOS ETRT S Z RIS,

BRI F T K=Y A

DKA O U 27 REWEFIZBWTIE, TRV A - Zra—xdk
fE R (SGLT2) PHEMAIEEICEETHZ L, DKAD U AT R
FWHBEMED & 5 B L 1T, B D 3 TEEDME T L7 B
(1 BUEIRI B . C T T NRED 2 BB R A TR AT
P H OB NERER (LADA) B, BEXROBEEEZ AT 5EBE 72
E) L BEHIRSUIEEDKICEDIREEOBRE, 42U &
BLEAEHE, LORMEONERER, Tl L7 v —LHEIC
S0 A LR U DONBENEE S TBREE VD,

L, EM, BECRIE, M. mEO NS, MERIREE, SEEL, R
WIS, IRAUe EOIEFERI IR DNRD DT GET, BER
T NT Y R= 2O Y A7 ZEBELRITIER R0, Zih

K=y R & =87 5 IMER OIER DR BN T IGEITIE,. 2ERFO L
FHEIC b ST F T R—3 Z0OFlAITO RETH D, 7
F7 v K=y ANEbI D BE T, AFOE S %2 FI1E L CRHE
TV, BEHICERERET XX ThDH, 7 E T R—vRADA
PIZITA AU AT, MR, RORAK IR BT 5 2 &N
Hb,

£ OFRBHREICL D L. FFlC 1 BERKBEETIZ. ¥ b7
K=Y ZDOFEENEBICHE#E ST, IREBGS BTV, 72
e b, BEREOMPHELSHEIRE 7 F 7 v R—Y ZA0 A & X
HiE A FlEl> TWizns ThoTm (%< DBA 250 mg/dL K
) o PEREOIRE K OYER B K ONEEOMRHIET v F—
Z2DbDE—HLTEY, B, W, B\, 2HES, BOn
EHEELTWE, )b —MOERICKITAr R TV R—vADFHK
NERDERELT, A2V U EHEEORE, 2VEREVER
B e ) —EBREOHE, T, 41 AV U RZIEEZRETH
FElgPE S (1 - 1 BOBEIRIS . BER SUIBENRFIT OBEIERE) . 71
a—)VELHAERZET O D,

AFN OGN, 7 T Y R—= ADHRR LR 0 HHE
KNELT, MHDFRRICEDA AV U REIERC, vl —ifl
R, 7ha—VELHSEOREREZEETHZ L, BN TESN
LEETIE, D &L FHET 3 B BIIAAIR S 2 — Ik
THZE, KR ERGTOBETT 87TV R—T AR LT
DT ENRFMBIVTWVAERRAVIREL (1] SRR BT T
o EMoME) NELEEAIX. FET VY R—=vA0E=4
VI RORKEG ORIk EBET D2 L, AAIOFKS %
TAHRNC R T R—3 2D ) A7 BERNEE L TWD 2 & 2
o RS R
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1.6 SENCI T 26 ARSI BE T 2 8k
— %4 AT TaYr a7 Y a— K

AstraZeneca

x2 BXMNES RUXEDFTXEDHRE
E4 BRI ES KE

ORERDFEHL LTG5 1%, I EICELLTELICS T v R—
A OWTCTHEE LTS Z &,
FERT) TP ERRERTAENIC, 7R T VY R—V ADERE
DO LBEOMTEREEZZET L L,
BENRKPNSUTEMEOEE 2NEHREE TARE LIS 81385
EHETAHZE, ZOXORBETIT, FhEo®E=41) T
DRI NS, R M AEL Y i F AEORENEE L
W 7 N UEBIEFRIZR 0 EBEOREBNLE LG ETE 7Y
TavrOEGERBELTH LW,

2 IR

FoR7 ) Ta Y ke e SGLT2 IHER# &5 Lo BFICB W TA
2 T SUIBSE 7 ER & &1 DKA BRICHE S Tn
5. 2L O%A ., ERIZIEERN T M FEE O F % E LS
(14mmol/L [250 mg/dL] Aiii) ZRT DA TH D,

DKA 23580305 T2 Wr Sz B ekt L i@ 7y 7mov
DEEZELIZHIET S Z &,

SGLT2 PRSP 5412 DKA #3881 L 7= B3 1235 1) 5 SGLT2 fHE
OG- BRI, OB 2R K 23R E S VR L TV 72 VR
D, HEREI N,

1 7R

X7 Y T AR TRBIEERR AT 5 1 BRI R
FIHT BIERIHIE S TR, 26 DOBREITHT D Z 8
7 7 m Y 10mg OIFFEITHESE Sz,

1 BUERIR 25t &2 47 ) 7P ORBRICKE VLT, DKA
FHLT T EARE L iR L TR N,

ZNT Y T 1 2 RGBS T

I RT Y R—= ADIMER OJERICOWVWTRFIZHEL, TD X
A 7 IR R OSESR N AE U= A I AR OB 542 1k L, Efio
PEEZITLEIEET S L,

R ERD

ARFNPE 5B A NI & 0> BIE R L E S 2 L7
F = ORME—BEELERD DGENH D, KElZETe SGLT2
PR A IR LTz 2 BURESRF BE 23T 2 BB REE S TR
BIZHESNTREY, 2R ARSEN2EZT2000 5
TUV o, BHEREREERE (eGFR 725 60 mL/4y/1.73m? i) . &k
. XIn—FRRE AR S OB T, SRR UK
JEOU 27 BHEMLTWAHAREMNH 5, Z 9 LizHtts 1 oL
FHETDEETIE, AB OB G MENEEORRER OB HEE
BRI S 2 &, BHRAEIT, ARIE O IR K OYE R K OV 1%
BEE=X) 7T+ 5Z L,

PR B MERUIIE e OV B &

AHKIRML D SGLT2 HEHKZ & 5-HDOBE T, ABtZa B4 5 RN
PE O B R & & D EE 2 RIEIEGE OB HE ST
%, SGLT2 FHFEHOEGIZ I VRGOV A7 BN BT 5, IR
BRI D IR K OSERIZ DWW TREE OFHI 21TV, JRER HIX
EHIZRFETHZ &,

AVRY VROA VR Y VMRS & OO RO MLEE

AVRAY U ROA A Y MR IR EEZ A L S b
THOLNTWD, AAlZA AU U UFA v A Y MRS &
T2 L, BIMEDO Y 27 N EFTHZL03H D, Lizho
T, KHFlxA 2 o UEA v A U WMEESE & OF ]9 5 B
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1.6 SENCI T 26 ARSI BE T 2 8k
— %4 AT TaYr a7 Y a— K

AstraZeneca

%2 BRMES R UOKREDRTXEDOHME
E4 FR N E S XKE
B 5.BHAERETIC DKA Y A7 12 HOWTEBREZFMT 2 2 &, W, ARIMEED U R 7 ZiH/NRIZI A DT2DIZA A Y XA v

LFD X 972 DKA @YU A7 DEEFETIEF T 7avroh

ZRIMB LN &,

s A VARV UHKEEMIWEE

s FEHHEDOA LAY UREEINTW W, RifA A
BHORBESFN o> - EMhES o520 L T\ b,
A LAY O R EAERFFCE RN EE X DD B

o RMEOABEBETLITZFINICEY A 2 OLENER R
Fo-HBE

o u U —iHIR, FEEHIR, 7 A ATy hESOHRVE
F.OUTEHERNICA R Y G EN (B AR 5
REDI=®) W ThHLEBEE

o %I DKA ZRIB L7 IFREOH 5 BE

e bhUENESFL-HBE (BHB OJIEEA 0.6mmol/L 48 X i
R R AR 1 TT7A (+) ) o F MAER ER LTS
e (f_—% b eI 0.6mmol/L LA E) . & b
ENIEFAE E R D ETHE AR 7P oA LRN D
L,

o T MNAEOBPEN TE RV ULT D EED VRS

o BEOT N a— WEBECSULEEEY ZHEH L5 B

AVAY R T EEHLTCHNSHREIL DKA DY A7 BLDE
X, RTOHH, R X A4 A) CEERFE LTG5S
(FRAGNLORE, Fa2—T7EE 0, BRBNZEIRD%) O—f
HI7e R TT1E, R T THEATERNWGEEOR 0V U2k
HA LAY COFRBEGIZENL TS Z &, BEIR T OEHM
EELLTHD 3~ %Iy NAEOREEZBETHZ L, F
oo RU7HHONTWHEEIL, A AV A EEORE)NE bh
DA I EIC R 72 < &7 DAl Z R D 2 L, TRSMNC

A U WMEER O G EDBENVE L RD5A 1B 5,

XREEROBFEMERER (7 V= 8JH)

FARXIGA % &Tr SGLT2 PHEIKZ 5 ORI BT k15 &+
LHRERAEICBN T, SERMOEFMEMER (71 = 8H)
ﬁ#iéﬂfwé ARESIIFTIEH D08, EENSEMEED
THLOTHY, BAOHBIUENLETSH D, UkHERITH
w?ﬂmﬁﬁf% RO LN TS, HEEREIFITIZ, ABL., #HIK
HDOFW RO NE LN D,

FARXIGA %5 L7 HBFH O II B, &iE. FF ﬁ
BE K OVERR D SEAR 23 %ﬁ%%Am&&%vmw%ﬂé%
AR RN DWW TR 2 2 &, AR R S bhé%

ATEBIZIRIE AR b T AOFAEWEOER S MG L, LET
%hﬁ%ﬂm77)—bv/%ﬁo_& FARXIGA # {11k L,
MAEZEEICE=2Y 7 L= > b a— 2y 7R
REEITHZ L

2R L B R
AFNNIMREFHR DY 27 & R SEA21EARD 5, MhisE
BRGOMEFERO & 5 BE Tl iﬁﬁiﬁ%@%ﬁ%ﬁﬁﬁb

77, wEIRE= &)/7&%$%?9
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1.6 SENCI T 26 ARSI BE T 2 8k AstraZeneca
— %4 AT TaYr a7 Y a— K

*x2 BXMES R URE DR T XEOHRE

E4£ R E A KE
WILEEAE 7 B BRI BT 2 FERLINIC A A U S
L, ¥R7VvnvroERTLsI L,

e DKA DU ZZ 25O T, (21w bs A 14mmol/L
(250mg/dL) RiiiTH->TH DKA BNEZV HIHZ L%, H
FrfRgT+sZ &,

e T bh—vRA (HEEOS b= A& ETr) KO DKA OFENK
L0 55V A7 NF R D HIE, KT DKA OfFEK
ER 2385 T 5 FIEICHOWT, BEEIRETL L,

o HEXRTZUTuTUR, N AEORIED FIHE Tl b Y 22
ERHICOW TR SN BEICOREETDL L,

o EXRFZVTuYUR, FhUHEREHERATE, I TR
i MAER ER LT SELICERERE 2 %2 T 585
WZORBETHZ L,

s F—VRA/DKA BEEDID L IO RNEHE LS T
)7m//%¢E¢A%FALOwT%%%%%¢é:&O

. IREHEIRIFR I CHE > TIRIET D 2 & KR HiE R ONBEIND
ﬁ@@%yxuy&ﬁvmz WEOMAEZETHIHAELH
% (F15H)

DKA 238D TgWi SN BE TIIF 7 ) 7u v olkh

FEBICHIETDH I L,

SGLT2 [HEHE 5-H1Z DKA & 381 L7 BHFI231F 5 SGLT2 fHE

OG- MBI, OB 2R K 23R E S VR L TV 72 W R

D, HEREI N,

iﬁij7n7y@&$¢

o HITHERA LAY UEIEETHT L,

. ﬁmﬁ%%%ﬁ&z%w%&&%i\&b—vz&WImA
DB LI2NVE ) A A VEAEBEICHET DI &,
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1.6 SENCI T 26 ARSI BE T 2 8k
— %4 AT TaYr a7 Y a— K

x2

BXMES R URE DR T XEOHRE

AstraZeneca

E4

BRI ES

KE

s ARV VORBEMENZF LK T LESIE, #1377y
ORI EEBETH L,

S pRE=E Y

TRT Y R—=V 2ADOBESITIERDBRO 5D & X137 F |
PR OTIMH) ZRETH L) BEERETLZ L, JRP7 K
VELY LM N AEORIENEE L, F5BRMG% 1~2
X, B PUEERIET S 2L, Z0RKRIZ, BREDOTA T
AL AN ALY AT RFAIR UTH N A DB EAEEE % 5]
T D 2 L, F7o. DKA OFRE 7225 TV 27 38842
RO H DR TH 7 MU EEHERT D Z &,
FRAMENEF L EOEBEICOWTAREELZFEL CBL Z
b, HERINOHEEZE 1ITRT,

SEEE OFEFMERE R (7 /L= HH)
MiR#%IC, SGLT2 FHERZ R L7c B L O ERFE I W T,
SEMOEBERMEGER (ZA=xBHE BV D) REREFIhTwn
Bo REGIHTIEIO LN, BEENAEMELENTHLOTHY
%é@%ﬂmm%&0#$¢ EORGDVLETH D,
TR OB - T, MR XIS EETITE TR, JE. fLBE K
@@%@ﬁhﬂ@ﬁ#%ﬂt BIXEREEEZZ2T 5L, &
%%%é?é:towﬁiﬁﬁﬁﬁxm%@%%#%%%ﬁ%ﬁ
RICIRDAREMEN DD Z L ICHEETH L, 7= BaNED
hé BlE. 7 —HEHIE LEeIER (UAEME &KUYt
ﬂ%77)~b7/)%%%¢5;&0

RS IR G
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1.6 SENCI T 26 ARSI BE T 2 8k
— %4 AT TaYr a7 Y a— K

AstraZeneca

x2 BXMNES RUXEDFTXEDHRE
E4 BRI ES KE

R 7V o — ZPEHIX, RESIEGED V) R 7 BN BEE 3 % Al REME
NHD, Licino T, BHRBR IR EEBUNLIEGRECIZ, #
N7 T7aYrO—RHIEEEETH I L&,

g (65 Bl )

FEE B W T, RIRERD O U 27 BB L T B ATREME
N0 FRAZBES S TODATEEE S &,

EERE I, BHERENK T L CW D RIRENME, T v oA T v
VEHARESE (ACE-D) °7 v UF T v T B R IR HTER
(ARB) 72 & OBHEREZ 2L S8 5 "R D & 5 KA % i

AL TWAHEHEME, & LIZZF DM ST TH D ATREME EV, &
BE ARG LT 5 BHEREICEE T D HEE IS . Ml ABE T L
THEHIN5,

DA
NYHA DMERESTE IV OBEICBIT 22370 7a P O
BIIIR STV 5,

PR EGIAR AR

T A=A e G ENTWLEET, TOEMEFICEY . R
7 R OB GIERS &R T,

77 F—X

BEANZIZT 7 h—RA&Ete, BTV N—ARMHE, total 77 X —
BRZIE, ZVva—A - T77 h—ARURBIE LW
BIHIREN S 2 BFIE. AR ERA LN &

OESR & DA, T OMOEEIEA
R AAEH
FYRHE

L R
RyERES
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1.6 SENCI T 26 ARSI BE T 2 8k
— %4 AT TaYr a7 Y a— K

AstraZeneca

x2 BXMNES RUXEDFTXEDHRE
E4 BRI ES KE

ZR7Y Tu Tk, FTY RRFIRIEKR OL— T RIRIEDF IR
TER Z RS, BRI OMRMED U A 7 2 B0 S 5 Al ReE»
b5,

AR RS R Y R

AVAY VR ORANRZVIRFEFEA A Y o WMEERRIZ K0 K
MAFENE Z 5, LA - T, 2 BPERFBEZF BN TH T
TaYr LT %A, IRIEED U A 7 KO0, A A
VXA A RS2 KA E L T2 BB L D
ZEVRDHB,

BEEDOIEE ORIMPHE Y A7 2895 1 BFERBESE TIX, ¥
N7 T7a Y ORI, KIMPEED Y X7 KT 5 B/
T, ARV UV DBERMEERDIENDD, LELR-T2
By A AV COREIFEEICITY, 7 b= 2K DKA &7
Bid2sz L,

SR ENRE“F AR B AEH

FNXTY)Tav 0L, FCUDP I vra ) vV T AT 2T —
£ 1A9 (UGTIA9) LV rv s v s b TR
ha,

in vitro B TIZ, ATV Tk, FRZE— A
P450(CYP)IA2 . CYP2A6 . CYP2B6 ., CYP2C8 . CYP2C9 .
CYP2C19, CYP2D6, CYP3A4 %#[HET L Z L1x< . £
CYP1A2, CYP2B6, CYP3A4 ##FE 4 HZ L b inolz, LT
WoOT, A7 Y7y, ThEORERICE VSN 0F
HHEORBM I VT 7 U AZEIELZ LTV EEZ NS,

FoR7 Y 7 ay ASKT B O RS O P

SGLT2 PHEIKITIREESEM 2 (i ¥ 5720, JRIFRE CHitt 2R
T, Lo T, SGLT2 PHFHKZEEHOBEE TIL, M=y he—
NDE=FZY T DEDITRERELH WD Z L3RI
W, D FEEZHCCIE Y he— L2 T2 Y v 52
L,

1,5-7>e FrZ sy h—v (1,5-AG) BE~DOTH

SGLT2 [HEHKZ & G- H D BE TlE, 1,5-AG HIEE % A 7= 1ifE =
> b a—VRHEZ T A EEESMEV O T, ki he—1ro
E=H YT DIDOIZ 1,5-AG REZE WD Z LIRS e,
o FEE AW he— a2 =X ) 7T 52 L,
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1.6 SENCI T 26 ARSI BE T 2 8k AstraZeneca
— %4 AT TaYr a7 Y a— K

x2 BXMNES RUXEDFTXEDHRE
E4 BRI ES KE

@5 H TIT > AR Tk, BICHEBRET V1 AN
NN, ERT Y Tl OYENREN A MRV BT
Vayy, vE7IVTFF, ZVARY R AT UAR—A, B R
nrunF7TYR, TAX=R, NV AR VURARE T
WL TUIBL L2 LR ENTWD,

ER7Z) 7Yl 7y vy (8% S TS AL
HRHEER OFEWE) 20k, ¥ 37 ) 7n 0Ly
% (AUC) 12 22%DWo 038 HT=a3, 24 BEfJRF 7 13—
PEHUTIIERR A B2 BT3RO S Vg o 7z, BB ke
J5Z L, ZOMOFHEENE (WA~ EBEY, Tx2= R |
T ) NV E X — V) ORFRIICEE T D REEIIE Z bR
AR

7Y TaYr e A7 o A (UGTIA9 OREWE) % 0FH
%, X7V T ORHIREEE (AUC) 1T 55%DHEMNATRD &
ATy, 24 WERH 7L 20— ZHEHNITITBRIR IR B 2R e 333
oot HEFREITRTLZ &,

DOEIEDIIHTHE T Ta v O

5 E CIT o - EERRBR CIX. BICHEE®RST VA U BAHW
DN, FANTYTa Tk, ANFALIY, BT EY
V. VETIVTF JUAEY R, e knZaanF TR, 7
AA=R, NP DAaAx oy (Pgp HH) L ULT 7Y
v (S-UNT 7 U, CYP2CY #E) OIEMENHRE, F£7- INR TH
ELIZUNAT 7 U ObtgEIERZZ S5 Z LidkenroT,
AT T7mYr 20 mg BEHR G & N A ZF 2 (CYP3A4 A
H) OffRICEY, o nNAEZF D AUCIO%EEN, 2/ A X
F D AUC3I%EMAFRD vz, Y NAZTF U KRR N
AL FUBEOGEZEHINZ, BAMICEET S LB 6k
AR
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1.6 SENCI T 26 ARSI BE T 2 8k
— %4 AT TaYr a7 Y a— K

AstraZeneca

x2 BXMNES RUXEDFTXEDHRE
E4 BRI ES KE

1,5-7 b RaZiy b— (1,5-AG) BE~OT

SGLT2 fLEMR 2 5 o BFE TIX, 1,5-AG IEMZ 7= ik =
v b a— VEHIC R S EEENMEV O T, sy ha—ro
FE=H Y T DO 1,5-AGKREZ WD Z L iFHER S0,
o FEE AN he— a2 =X ) 752 L,

A

B BR 1 R 25U C D BT LTl 5.

ATE, iR, L

aR/G

AR Z X7 ) 7Y o B Lo T — 213720, 7 v hORER
TiX. & hOIHEPH R ORI H 7= 2 Rellic, B OREICEE
DB O, LER-T, A7) 7ay o5 3 idlE P )
MO N ITHERE < e,

TERRANHIA L= a, #8377 a Y sk ke Tik+5 2
L,

B3

ZRT Y Tu Yy Y XIEZEORSR E N OFLICHEH S D
EIDIIARATH D, AFRREREM COIRBLE/ T — 4 T
X, 237 ) 7a P LRI ERN SN D 2 & FRAL
PO RIS DREEN H D Z L DRENTWS, HiElR/
HNEA~D YV AT IZHFETER, F 37 ) 70y 3l
BhH LNz L,

A5

FERRER~DHE

iR

Y27 DEFE

B ~DAENEH 2 RTEY TOTF —Z T HESE | KF & RS
MR OB H - DRI G2 2 LTSS,

IR AR 2 e 5 LT- 7 — X IERon Tl . KAl L ERKRER
B SOWMED U A7 L OBEME MM 51213 T — X BA 5T
HbH, 7B, ERFP O ha— VR EORERE &K ORIGHE DL
AT, BEEOBRIBICE > TY 27 Ln D,

BRI T, b N OIERP ISR S EZR N H 72 58
BRI DT » MERT ) T az&kE LA, T
ORBHBICB W THERBLILER NRMEILREZE O, W
NLERICEEE L 2»o7, 2B, RBHED S bR/IHE
& BRHETH D 10mg O 15 FEDREEL HTZOLTHDOTH-
77
ERAQEREFICET2HEE Y A7 1L, EIRATHERP T
HbAlc 7 7% D M TIE 6%~10%72725, HbAlc A% 10%H8 D ik
TIE 20%~25%FfETh 5 EME SN TV 5D, G REMIZEBIT
HWMPEDHEET =V AV IIARATH D, KEO—REMTIX, B
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1.6 SENCI T 26 ARSI BE T 2 8k
— %4 AT TaYr a7 Y a— K

AstraZeneca

x2 BXMNES RUXEDFTXEDHRE
E4 BRI ES KE

HERT)T7uaTroRne NOAEICE 2 BEBIZOWTIIMIZEES
TWiW, MEED T v FTIHE, ZX7 ) 7a v i EoRBRHE
WZRBWTH, AFHIZEE Lo T,

PRAVIZ ARG S T2 R IS J8 1T 2 R R Je R L K OV E D HEE
B U AZIE ENEN 2% ~4% K DY 15%~20%Th 5.

Bf OB EFE

TBIC BT 5 FHEK U X 2 ] O RIFHE » 02 U % 2

IR D3 b — L RBOFERFIZE Y . FERP S R T F—
VA MRS MERE, BARGRE, FEE. SEE, HEAIHEED
AU 2708 ER3%, IREICEAL X, 2> hr— L REOFE
PRIGICE 0, ERARLREE, SE, EXREBEEDRBREDR
BY 27BN ERS 5,

=5

By —

ERT ) Ta TR T v Mo, A% 21 BovD 90 H £ T,
1, 15, XX 75 mghkg HOHBETEHER G LA, WThO
AETHEMESHM, OIS RIERER RS ILELZ R
oo B/NRBHAEIL. BAHETHS 10 mg O 15 EOBREEL L
bTHDOTho7e (AUC IZHSL) , $hET > M TBIE I
B ELIE L QYRS IR, 1 4 A oEEE CIXeficmiE L
2o,

HAERT R CHAEZRIEAERBR T, #7)7a v 2/ 7 v M
IR 6 HD2BARFL 21 HE T, 1, 15, XL 75 mgkg/H O H & TE
H L, AF7 v MTIRWNK GBI T £ CRIEEMICERE S &
72 21 HEROAFZ » MZBT 2B EILEE L5 &, 75 mgkg/ H %
BEINEET Yy b OEENTHFT v P TRERSCEELE DS
Molz (X7 7a P gBeElT AUC IS, b MEKHE
THD 10mg I~ BT » P TIL 141564, 17 v T 137 /% C
Hoto) . BKHETHD 10mg 1229 5L Lo R (AUC
IZHSL) T AFT7 v NOREICHEKGH 2B 238072,
AR 1 mgkg/ B [BERHETHD 10 mg (ZHE 19 (FOBRE R

CONFIDENTIAL AND PROPRIETARY

19(35)



1.6 AMENZIS T D RIS I B 5 Bk

— %4 AT TaYr a7 Y a— K

AstraZeneca

%2 BRMES R UOKREDRTXEDOHME
E4 FR N E S XKE
(AUC 12Ho<) ] Tk, BAECET 27 MEE B ICEEEMRITA

Lo T,

7 v REO TS XEHWZR - JBIRSAEREBR CIX, & N CTOMRE
MO DB 7)o o2 5 Lk, v b
Tk, X7V 7y 15 mgkg HORE [KEHAETHD 10
mg (2 1441 (EOBRFER (AUC ([235<) ] 2@ 2 THIREUE
TECME B TAER 2 B L 2o T2, T v MRIE~DOHEBKER
TR (MEIERE K OMEEREA) 1L, KV EHED 150 mgkg #
(FEAEAETH D 10 mg ITE 2344 [EHEOREGEE (AUC (23S
<) ] TORFEHRL, TNOITREEEICEETZEZETH-
oo 2OLET T MALORBIT, b b TOMEIRFPHAED DT
REMZHT-2 T v NOBRBERINZBIT 2437 ) 7y g
BIEOD DD TH D, b, VHFICI LB TIT. &K 180
mg/kg/ H OHE [BKRHETHS 10 mg (2~ 1191 {FORE &E
(AUCI2#:5<) ] ETRAEFEEIR ORI -T2,

=3

U 22 DEFE

ZRTYT7uTrOe MEHLTA~OBITORE, RIREOILR
ORI SUTHITPEA~O R BEE AT 2RI R, 3 7
Uyozauk, #BRho Ty ot EET 5, Loy LRI
W DOERFOEEIITEERN S DL LD, 2O LET XD
FEEERIE IR TIZRV, & FOBIRIZIBNICW A L. 25
IC L DBBEOAREMED D 5 4% 2 AEMICRBVIET SO T, FBAE
BWHOE FOBIRIZE > TY A7 LB A[REMENR S 5,
FMAREBEOAIR TIL, EEZREWEANEE DR H 5 2 &0
5. ZHEFIIRAFOARF O ITHE IR VEEZEE T
5HZ L,

F—5
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1.6 AMENZIS T D RIS I B 5 Bk

— %4 AT TaYr a7 Y a— K

AstraZeneca

x2 BXMNES RUXEDFTXEDHRE
E4 BRI ES KE

AHEIB e MELFICBITT 20 ENEFATH S, T v MBL
T, A7) 7D 3R PRE R 049 TRELH
WCEENDZEND, A7) Ta Db FOREIT R M
HFIRE DR 50%DEIS CTIHIHTTITBITT I R IND, &
7oL Sy NEXRZ) 7a D U I CEERE IS5 L, R
MHICRAERT OB L > T 27 &% (B H:AEEK QYR
BAE) VR ENT,

INR~DFE.
18 R AT D /NI I D ARFN D2 Je O 1IN ST
fil] \O

HEEE~ORE
FRICEDSEARFOHEZET T 5 Z LTI L0, 2 HpE
PRIF B P RICARKI O Mg = > b e — L SE R ARG LT 21
O _HEBRRERRBRE S LT — & T, AAloO#FR S5 2%
- 5936 Bt 1424 B (24%) AN 65 LA LETH Y . 207 {3
(3.5%) 1% 75 WL ETh o7, BHEEDRE (eGFR) ITHOX
AT D &L ABRNOAMET 65 AT OBRE L 65 Ll EoA
HEOMTRETH -7, 65 WA EOEF T, M= Fe—
NEBRE L TARBIO®R G 2% - BE X7 7 R s 2% 007
BECHA R EORIER 25388 L2 EI5 RN @ o1z,
DAPA-HF 35 & () DAPA-CKD Bk Clx, L2tk OH M 65
LA & 65 B D BE L ORI CHEE T > 72, DAPA-HF BRI
BT, HFrEF B4 4744 il 2714 B (57%) 7 65 mA T -
72, DAPA-CKD FBRIZF T, CKD 3 4304 5+ 1818 £
(42%) 73 65 I ThH -7,

B HREREE
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1.6 AMENZIS T D RIS I B 5 Bk

— %4 AT TaYr a7 Y a— K

AstraZeneca

x2 BXMNES RUXEDFTXEDHRE
E4 BRI ES KE

FARXIGA (. 12MHB I EHE (eGFR 23 25mL/43/1.73m? LA |
75mL/53/1.73m? LLF) 4304 5] % %F S 254l S v 7z

FARXIGA OZMET 1 7 7 A Lid, WT D eGFR 54 IZH
WCHBEHOL T a7 7 A L EFREETH T,

FARXIGA %, HHEBHEERET (eGFR 2NZ L E 1L 45mL/5
/1.73m* LA | 60mL/43/1.73m? AKfiii, 30mL/%3/1.73m* LA F 60mL/%y
N.73m? Kiifi) A 2 BUERBEE ZxIR L L= hr—
NV ERRRTT D 2 3B CREl S 7z, FARXIGA O IUBER: F1EM 1%,
eGFR 7% 45 mL/min/1.73 m? A5 0> 2 OB SRS A 12 B\ TR
T 5, A5 FARXIGA BEDOEE TILT 7 B ARREE ik L T eGFR
KT L7z, BEPIEZICHRR—ZA T 1 2B L, BiEE
P 2 AT DRI E ICB W T, FARXIGA 5 L7-%
Ay IRMEEZFBT L AREENE L, BEBEEEO U 27 3E <
R B AREMENN S D, eGFR 2% 30mL/43/1.73m? LAk 60mL/43/1.73m?
il D HBE A AN T3 ERTld, FARXIGA %##5 L7z 13 filic
FBYRALNTN, 7T 2REBETITEINIRO b o7,

eGFR 73 30mL/43/1.73m? LL_E D B35 Z /7 AL 7= DAPA-HF R (C
BT, eGFR 7% 60mL/%3/1.73m? Aiiis O B 1 1926 il (41%)
45mL/%3/1.73m> A5 D BF 1T 71961 (15%) Tholz, THILHDHR
FITBT RN R OGS EREEN B 72 B35 L ik L Ta
WREINZZE 1L 72 v o 72, eGFR 7% 30mL/%3/1.73m? UL _t- > HErEF B
(23T 5 HEREIIHEE S e,

B RERR 5

WERE, PR UTEEOKRERE 2 A4 2 BHE IOV TR,
MEFEITHE SR, 2720, 7 ) 7n P roreftk
OHPEC OV TEEOITRRERT 2 A 2 BA RIS LTz
AR AT o TRV, HEOITEERET 2 AT 585 28T
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1.6 SENCI T 26 ARSI BE T 2 8k
— %4 AT TaYr a7 Y a— K

AstraZeneca

%2 BRMES R UOKREDRTXEDOHME
E4 FR N E S KE
HENRT) 7al o BEDOY AT« RXRRT 4 MIOWTHEED
IRl _RETH D,
TEER K& USRI ERE 1 ~ D 2

7 ¥ I HERE R OB FRE I~ ITE o T URIT E A KR
BRI, AR ) 70Dk AVKRVRBEXIIA VR b

PERT 2848, BEICERIMPEO U X 72O WTHEEMET 5 =

&,

ZEF LLIRVWHE EIYERA

e ra 7 7 A WA TROBBEREERICOWT, IR CETIILLTOMOIENE AT
2 TR IZEHE LTV D,

2 FUBERRIA 2 x5 & LT BRIRRRERIC IV T, 15,000 BILL EIZ &8
VAN A=SI% = =R By

X7 Y 7Y 10mg #5450 2,360 I} N7 T 2 R £G4 2,295
BlazEte 13 OmEH (E 24 B 77 BAR5HREBRZx R E L
TTORE LEPFEMITICI W T, B MR OO ML
AT -7,

2 REIRIG 2t R LT H XN ) T a Yo OLET T - AR
B (DECLARE) T, #3771 10mg % 8,574 iz, 7
TR %E 8,569 BliC, AT 48 W AMEKE Lz, #/37) 7n
Uy ORI AR T 30,623 BEHETH -T2,

BRARRBRICEH W T H - & b mBEE IS S AV BIVER MR
ThHoT,

1 RN

1 BRI 265 & LT 2 DO T B RGHHBRICRB W T, &%
7Y 7aYy smg b RHRETHERA LAY vk S48 B, 7T
AR L AR TR A 2 A Y v % 532 BICEES L,

| B RIGERE ISR 547 Y T a Y 0ReET R T 7 A
3, 2 R B T DEEMOR ST B 7 7 A L LT

cBERFEBEEICB T TV =&

- IRk &Y

o JREEMERUIE K OV B %

A VAR EA A o UMEERE & OOF IR O AR U
- R OFEFEER R (7L =)

- PEAR R B R

EERRBR CORRER

FEPERBR D FEMi ST TR T L ICKRE S B D720, HAHEKMN
DGR CHIE SN -RITERRBLERIX, BB O KRR
THESNTRITERRBIR L EEER TE 5O TR, £z
BERBUIG IR 2 RIERBBEZ 4T L H BT 2 6 0 Tk
AR

FARXIGA (% 2 BUME PRI B, O EE K OB MER e B & %t
G T HERABRICE W TEME S 7z, FARXIGA D&%
T a7 7 AT, e ST BIEEIC D LT LT
VN, ORI E X OWERIB 7 7 v R— X (DKA) 135
JRIGREICB N TORIRD BT,

2 SR RS
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1.6 SENCI T 26 ARSI BE T 2 8k
— %4 AT TaYr a7 Y a— K

AstraZeneca

x2 BXMNES RUXEDFTXEDHRE
E4 BRI ES KE

bolz, 1 TBERIFEE TN T, BERFT M7 ¥ F— 2035
A (common frequency : L<HEZ B) IZHE SNz,

DAL
EEBHFEORT LI AREREENR LT X7 ) Trv
OLIET 7 b 238 (DAPA-HF #RER) ([cBW\W T, #2327
7uYy 10mg & 2,368 Blic, 7T BAR%E 2,368 Fillc, HRET 18
T AREBE Uz, xR@BE L, 2 BRI A ORI K ORI FE S
{51 T eGFR 73 30mL/43/1.73m2 LA LD A TH - 7=,
DAREEEFEICBITHE T ) 7a P Oyt 7n 7 5
AV, BBEoRettra 7 AV ERETH -T2,

181F B ey

BB R R E AR RICER L7 ) 7l OB T T
L5k (DAPA-CKD) 28\ T, 2,149 flicx X7 ) 7 vy
10mg. 2,149 Bl 7 TRz, FRAET 27 W HMHEEG Lz, BE
LRI, 2 BBERIE G DR & O R FEA OF 5] C. eGFR 23
25mL/min/1.73 m? LA b 75mL/min/1.73 m?> LA F D HBE DA 5
A7z, eGFR 23 25mL/min/1.73 m? K £ TR T LT & & 5130kt <
N,

BB R EE ISR D27 ) 7a Y Oekiig et
Ty AN, ERTV Tl o OBEmORe T a7 7 A4 & E
HThol,

RIEH—%

UUFORIERM, 77 v RxREERRBR CHZEINTWD, &
KO b OIF7, FRUCHEHE SN -RBERIL, B K OER
BERIRDE (SOC) THMEINTWD, BEKROLT IV —% K

DEIICER LI : FEFICEISRZD (=21/10) . K<EZ D

FARXIGA 5mg & X 10mg 12975 12 D77 & NI D OF 5
VIR T T —2I1%, 2 BUERIGBE 25t 5 & LB A 12~
4T 1201k =y Fur— L EKRE L 7T ARk R
MOEELDOTHD, 925 4 HBRTIL FARXIGA % HLAIREE L
T, 8 B CTITHE IR EMEIRIRA~OBIMFE T A AL v &
OO AL L LT FARXIGA Z 1/ L 7=,

ZOOFET —# 1% FARXIGA DOWgEE %5217 72 38 2338 i 2 i k4-
LHEHDT, FOVHRBELHFIL 21 B Tho72, BEIZT T EAR
(N=1393) . FARXIGA 5 mg (N=1145) . X{¥ FARXIGA 10 mg
(N=1193) # 1 H 1R L7, BEEMAOFEEERILSS % TH
0. 75 B 2% Thotz, £z, BHEERENERSED 50%%
B, AN E L TEAAN 81%, 7TV T A 14%, BANIET 7
UBRT AV NI % THoTe, N—RT A VEHIBIT 5 EEEH
OFERIFE B E O~EZ 2 e Ale (HbAle) OEHIZ, %
NZN 6 FRD83%TH V., 21% CTHERIFIC L D50/ME A HHE
DHBLL TV, "= T4 VIREOBREREIX. 92% D BH TIEIE
WOUTHRFE OREE, 8% D EBE TR EEOREE (F¥ eGFR 28
86 mL/43/1.73 m?) ToH o7,

FARXIGA $¢5.12B8# L T LB Z 2RIERZ £ 2 127, WTh
LR—ZATAVRICERDOLNLT, TT7EFRES LD D
FARXIGA #%5-T X 0 #HZIZFBL L . FARXIGA 5mg X% 10 mg ®
WTID DO G E2Z T T2BED 5 6 2%, EOBFE TR L 7-RIE
HTHs,

F 2 MmpFay b — A z2HE L7 7 2 ARsREBRICB W T
FARXIGA #5-% % 1} 1= & D 2%LL L CT#s S - gIVEH
&IEM BE OENE (%)
120077 2 AR OO
754K | FARXIGA | FARXIGA
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1.6 SENCI T 26 ARSI BE T 2 8k AstraZeneca
— %4 AT TaYr a7 Y a— K

=2 BRI EE R UVOKEDRTXEDHRE
E4 BRNES KE
(=Z1/100 725 <1/10) . HF VR 5720 (Z1/1000 M5 < N=1393 5 mg N=1145 10 mg
1/100) . Ei (=1/10000 A5 <1/1000) , FHFIZER (< _ N=1193
. g o S e B e+ 1.5 8.4 6.9
1/10000) K OVRH (AT AR/ T — 4 5 BIXFHIF) | T = - -
PR &Yt 3.7 5.7 4.3
72 77 ARk R EER @ e OV R4 (5 ARER IS s 1T A RIE | [ 3.2 3.1 4.2
H PEFREEINE 1.7 2.9 3.8
WAy | W | EQEC | BEOE | B[RRI | | [y 0.3 2.8 27
i k< | % AN Fh b : 2:4 2.8 2.5
Nl - AN 2.3 2.7 2.3
IR OF SRIEHIE | LR 2ah B AR L5 2.1 2.5
B HUE 9%, BEA " DI 155K 1.5 22 1.9
%K. B AR PR 0D AR Pk 0.7 1.6 2.1
aﬁéﬁ%& *® (7 DY f via 1.4 2.0 1.7
TG0 A= e PERE R T ORIER & AT (KM TOREHIED S\ IE)
IR SUE) M| | SRS RLRARY R, SMREID » O S, SMARER, PEARYL,
S | | PESR DS IE, BV SREY,, SMEHIZE . WIRAERRY:, ST
FCAPRAENR | LB | BRI KRR | BRI W, MRETERES (KVEOD N8 : 75 £ R=677 i, FARXIGA 5 mg=581
# i (SU| F7e e ) R 5, FARXIGA 10 mg=598 #) .
o B B v k= T ORI FORIEM & GT (REHEEOS VIR« RIS, B
R A BEde. KMBEVER MY, WA, B EE A, B S
v B b | RIRICAE (2 % PRI, B, BITIRA,
Rp) b AL BEPRI T OHERBUNICL T ORIERZ Ete EBEOSVIE) - BUR. SR,
&) bk (A R BRI,
LA § MEBEEHBPRILU T ORERZET (B COREHE DS IE)
_ &) o A, ELEMEVESIERYE . b o U AMERIA . PRI LU AN, BN
PPRER I FEED DY, PR, MEHE S, RYMERTEAE K. IR, W%k
ES (BMED N ¥ : 75 R=716 . FARXIGA 5 mg=564 fjil, FARXIGA 10
Ll el (EX mg=595 ) .
SEo
N \’<‘4//\ j faavans 0 — s = p )
iﬁgﬁzgﬁ L ;ﬂ; = FARXIGA 10 mg IZB573 13 D 7"Z & 5 HEFGR O HF 5
- FARXIGA 10 mg 5 D24 OEAMTECOW T, 2 BUBE R
FERXMGICE = b — VB RE L 77 e AR R RO LD
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1.6 SENCI T 26 ARSI BE T 2 8k
— %4 AT TuYrFa Ly 7Y a— K

AstraZeneca

% 2 B ES R KB DR XEOHE
E4 BRNES KE
T H5F R CETE KBBRDET — 2 & TR L7z, 2 13 077 R SR
T DHFETHY . 55 3B CIHEARE L LT, 9 mBCITHIR
A e BEHEHEREA~OBMFEL LT, RO 1 BBRTIEIA PRI L0
ot D | B YRR BHAAIS 35 D BERREE & LT FARXIGA %7 L7, —hb
13 ARBR AR & LT 2360 0 HE A FARXIGA 10mg @ 1 B 1 [a]#%
AR SHERIEEC BIZ X BEREZT . O PHRENHEIL 22 BRI Th o7z, B
A o ERD TR 59 5 Th D | 75 BlIE 4% T 7=, 7=, B
i PERRE DRI AR 58%7% dib, ARIMEH E LTIREA 84%, 7
R ~~F7 |mhzrv TN %, BAXIZT ZIVIRTAVIAN 3% ThHoTe, N—2A
Uy b | TF=r 7 A VR T D BAE LM OPE RIS AR & Y HbAle D)
he S X, FREN 9 ERD82%TH Y | 30% THUNLEZR B RHEH L
;ii: g;?ﬁ T, N=A T A VEFOBEREREIL, 88% D BH TITIEH SUT#E
Jroy | ke FEDREE ., 11%0BE TEHELORE (V) eGFR 2% 82 mL/5y
A Yk ** /1.73m?) ThHo7=,
FRTT R
JiE " 1t

SRITITMBE L AF 2 —ICBlb b T, 24 ET EH) oF — X EiH
PEEIC OWTIX T RO Y T 5 7 HE 22 M

cHMpEMESE, AFHSK, BET D MERRRMILL FOTEDORAEE ET : 4
PRt R, PRRCLE, BFAR, EEMEEREY, SRS U
fE, SVBERER, b U AVERBASK, PR U XE, MhaRE, Bk
AL PRECEYL SRMBRERAR. HBEPERER . SRR

4 PREGEGLIILLT OFTE DEAFEEZ ETe (EBEDOZ VIR - JREEE
e BEREA . KIGEMEIR RIS, WIRAEMARET, BEBL., Bt=14A
e, PRIESE, BFERGL. AISZARK.

R EPIANTE ENLDPTEDFEARGE - DK, MRS E, ARiE

f ZIRIZLLT OFTE ORAGEZ & - JIR, 2R, JREH,

g~ b Uy hDOR—=RT A UDEOEEERT, F7 ) 7ay
10 mg ERET230% THH7=DIZxt L, 77 B REESRETIZ-0.33%
Thol, ~~ b7 Uy M0 S5%BIIN L=, /37 7md 10
mg FEERED 1.3%, 77 B REEGHED 0.4%DWHRE THLE Sz,

0

AFNNLREBERIRZ R ZTERAR S 5, 2 BBERBEFICB T
DR CBET A EIWER (DK, iR &ER, ST
[E. MITEIMEDO®E 2 &Te) I2OWT, F T T &Rt iR
O 12 REBOUET —% KO 13 REEOFET — % &1 DECLARE
REROREFIE A K 3 IRT,

5% 32 BUPEPRIR BB E 2 %15 L4 5 FARXIGA FRRRBRICB T DR
s * 2 B 2 FIE A
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1.6 SENCI T 26 ARSI BE T 2 8k
— %4 AT TaYr a7 Y a— K

AstraZeneca

=2 BRI EE R UVOKEDRTXEDHRE
E4 X ES K=

N R—RT A NS OHEEL, X7 e Y 10 mg FHGHEKL 12075 R RHABR |13 075 &R | DECLARE
BT T RBEERETEILEN, Ra L AT a—/L 1 2.5%K000.0%, HDL AN St RERBROFS R
IV AT E—:6.0%KTN2.7%, LDL 2 L AT m—/L : 2.9% & - —5 |FARX |FARX |75 |FARX |75 |FARX
1.0%. RUZUEY R :27%K00.7%ThH o7, A& |IGA |[IGA [+x [IGA [+x |IGA
TR S R OE A EOEE) DOESR, 5mg |[10mg 10 mg 10 mg
I RIS & 0 BIERAEE S, FEBIELL T OFTE DR A BEEMBE [N= |[N= [N= [N= [N [N= [N
Gt (BRABRICBIT 2 REBEDOS VI - BB, 2atis, 25 | [BEE%) 13935 111457 111939 22951 123602 [85692 |857421
FEVEICS, BRI, HER BBk, IS . A5, R R R A F AN [ Py
EFECS, SRR 7L RAROBIRRR (17 ) 750 | e S R
H B II N=5936, xRS G RE T N=3403) 1BV T, BEORH | ——— = 2
SIEX AT Y TR ERE (14%) &I SREAT (1a%) Lo ||/ 7RI =551 n=400 |n=313 n=267 | n=236 |n=934 | n-866
ARkTH ST, A R o7 41 5% 62 5% 5671"/ 5676"/
K EIER OB, | BRI L 2 5% 15 2 >0 7 5 & R | [ (1.5%) | 2:5%) | (6.1%) | (6.6%)
DM & HITHEE LT, eGFR 7% 30 L [n=107 [n=107 [n=891 [n=268 [n=265 [n=658 |n=604
| 2 BRI B % X L 5 DI T 7 ki A3 (DECLARE) o | | L 60 Rty (2 A1 (@140 S 30 3S
Exhnt, HEITERS—2Th b, SNy  |[(1:9%) |(0.9%) (1.5%) | (1.9%) | (4.6%) | (5.8%)
"L ROERE THE S, 7T R AR GRS ) Ty || TEEOTE
10 mg D55 Z - HRE T 1% E£ <, 3B LS @i sns, | |EREEODD
“ ORBREHLEMIC L 2B TRRIGRE BESH 50 e, B2 | |[BHE
SEEHY . IMEDH Y L X, 02%LL FowEERE THRE S, 65 Ll LB | n=276 [n=216 |n=204 |n=711 |n=665 |n=395 |n=394
TR RFERUHARE ) TP 10 mg OG- %2 ) T RE T # (10_4%) (10_5%) ?1_5%) (60_8%) (111.7%) (()3121‘1’/0) ?31%)3/0)

0.1%LU EZ < 3HILLEL CHE Sz,

BR S N RmITEH OFEA

IEER, BIFR R BT 5 [ adeeid

13 RBROZEMOFAERICB W T, SMERER. AIEA K ORE

HYERRREGE S, #3771y 10mg R ONT T RG] 0%

ZEI 5.5% KT 0.6%IC78 8 BTz, KATERE XX EE T,

BEERROYE 2 —ANE L, ¥RX7)7ad O IkcES

FEGNIFE CTh o7z, T D DBYMEIT LI LV Z<RBOLR
(Foxr7Voavr TITRRTENLLN 84%E 1.2%) . BEE

JED & % B IR 5T 5 FREMER B0 o T2,

* ORI BRI ENTPEIRIUE, S e DB
BEEND,

M

2 AME PRI BRI 31T AR MLBE OFRBR B R R 2 £ 4 1~ d, (RifL
PEORBIHRIT, AVR=VIRFEIHNFA AV 12 FARXIGA %
BN S LIz GAc L=,

F 42 BURERI B 2 R MpE = > b m— L2 RRET L 7 ot R
FEARRRBRIC I B BEE* e OV )L 1 — A 54 mg/dL Al O TR LB o
FE
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1.6 SENCI T 26 ARSI BE T 2 8k AstraZeneca
— %4 AT TaYr a7 Y a— K
*2 FESE R UOKEDRMIXEDHE
ESE4 RR M E S *E
DECLARE #BRCld, HERAFHRLOMAEG & 58 L 12 IEf] 7' 7%kAR,/ | FARXIGA | FARXIGA
DI BERE b ot (X7 Y TaULRE, TR RRET £ SOBL > mg 10mg
FnEN2HITo) | HARIE 04 18) N7 o4 N70
DAPA-HF BB CIE, EAAHE TSRy /7Y 7a | [ SEC) T 2 2 2
UURCOMBEIRRL . TTERBET | PSS, BRI |
BB EREGOMEREPEIIZ A7) 7P fET 7 6l A RV vk OO N=137 N=137 N=135
(0.3%) FHHIL, 7T ERETI mu&b%hfmw 7o (24 )
DAPA-CKD IEACld., EERHEHELOMIEMYLTI X 7Y 71 F%[n (%)] 0 0 0
UURET 3B (01%) WESN, T T RBETOBRBEIRL - 77k =2 SamefdL A 0 0 0
oo WREOE GRS A EFROERBIILS <7 ) 7 e — —
RYVEET 36 (0.1%) . TTRRRTIEROONL T B | k04 m)
JRIGHEGIFEBICB I 2 EERAERERL O CICETHESR [N (%)] 0 0 0
GEOMEZRL TS SN o Tz, 7V — A S4mg/dL A | 1(0.7) 3(2.1) 5(3.3)
[n (%)]
DRI DIEIFPERGIELR (7 /1= T SEET) A R ‘/%X‘/l/:‘k: N=109 - N=109
5870 T B kT SGLT AR E R LB, | | f ARSI
Fﬁﬁ&?&ﬁl7ﬂ/::’:%ﬁz)§$&% éh(b\é E}E[n (%)] 0 _ 0
2 BUHE PRI B 17,160 il A A AU Al T 48 7 A [HRRIE 2 1% V2 — A 54mg/dL ATt 3(2.8) - 7(6.4)
5.L 72 DECLARE BRI \W\T, 7V = HHEN 6 FlHE S, [n (%)]
56 1 HIEH 7Y 7uP B, SEIIRT TR RBEChH -T2, eA 7Y 2w & O N=139 N=141 N=140
PRVE(24 )
it HZ[n (%)] 0 0 0
L #EE - -
EURE ORI, GRS &K% & 5 SRR AR | | ey R A 07 ’
DOFEFAIC L > THZr 577, DPP4 B & O ff % N=226 — N=225
HoXT Y T7a P FREER VA RV L OOFREE, V¥ (24 18)
TVTF o (A MRAVIUHEHAES LIEE) & offREEOR HE[n (%)] 0 - 104
BRICIS\N T, BREE AR R OIS 7 T R A A e B 5 RE R [7 g/;**x S4mg/dL A | 104) - 104
n (-

T 102 B G £ TRRTH 72 (5% » ErBRIZh7z-> T,
RMPEDERRFRIIHEV R 6 X7 7P X
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1.6 SENCI T 26 ARSI BE T 2 8k AstraZeneca
gL AT Y Tu Y Ta Ly s ) a— Ky
=2 BRI EE R UVOKEDRTXEDHRE
E4 X ES KE
7T RIEEBER CRIBE Th o1z, AR VIRE & O > OADIFH DH MEIZ D> N=197 N=212 N=196
N VAR O OEFIELE DR ER T W O R B R MbhbRNA LAY ok
fig;/ U > OOFREEORER CIE, IKIBEE O BRI O 4 )
lﬁi ] \—;o] . s . \ i ) ) e [ (%)] 1(0.5) 2(0.9) 2 (1.0)
WT, BERRMEFSRIL, 77 8R+7 0 A ROFHEE (% [n (%)]

AVEI 21% KN 2.1%) L0 b, #x7 ) 7uey 10mg+ 7Y
AU FOPFHBETL Y Z<HESINTHD (ZREI 6.0%&
7.9%)

A A v EOHRBEORBR CIX. BEEORMBFESRIE, #3
7Y 7uy 10mg+A AV COFHBECRW T, 24 BEGREK
104 B B GRFIZZNEI0.5% L D 1.0%13HESNTEBY, 77
TR+ A RY UPFABEIZEBN T, FNEN 0.5%PHE I T
%, BERMRMAERESRIL, #37) 7a v 10mg+A AU U
HRECRBW T, 24 B ERE L OY 104 £ 5B Z 1 40.3% K%
W 53.1%0, TR+ AV UPERHBECBWT, EREh
34.0%K% N 41.6% 03 #HE ST 5,

A RRNVI VR OANVKR = VIRFEIE E OGFRFREORBRIL, &R
24 HORERTH -7, ERRRIMBEOEFRME T 2o 70,
ERMBEERIZOWTIE, A FARLI v & RV =V RFBIRIC
ZR7 ) 7rY s 10mg & G LT BRE D 12.8%, A kL
I UL AR VREKIC T T R B GEHEE LIEBRE D 3.7%
THEINT-,

DECLARE #RBRIZBWTC, TR EUELTH T Ta v
BHEHNZB W CEHEEDRMEFRSZO Y 27 B3N+ 562 L1372
Molz, EEOKIMBFRIIZ 7Y 7P %54 T 58 4
(0.7%) . 77 EBAREGHIT8IH (1.0%) #WEIhiz,
DAPA-HF RERICBW T, BEEDRMBEFESRIIZ /) 7oy
HE T I BAREEE T 46 (02%) IZHEII, WTnd 2 BIUER
WA Ch o7z,

* EEOMIMBEESR &%, BEOBBRRE UIITEIRE O 72 0I5
(E=F) DOOIEEET DIEEEES T, 7L a— R BREEIZBR R

ABEZELIZEIET 2 H D L EFR LT,

T 73— RPEEN 54mg/dL (3mmol/L) ARG OIRMbEES & 1%, (KiLks

BROT N a— APREMER T b O O BRI 0 B3

SV bOLEF LT,

I OAD=#R DB IRIFTEIR I,

DECLARE #BA i, EEORIMEEESIT FARXIGA ##5 L7
8574 it 58 f(0.7%) e N7 TR 25 L= 8569 {5t 83 {4
(1.0%) THEIhiz,

P 2 L A

mpF=a > b — L a2Rma LZRBRICB W T, M EE R
FARXIGA 512 KX 0 RBIENEIN LT, 12 O7 7 &R
DOFET — 2 BT DR EREELORBLR L, VIR k%
T T2 T 0.9%, FARXIGA 5 mg O 5% %} 1= FB# T 5.7%,
FARXIGA 10 mg D 5- %52 13 72 i T48% Th o7z, Mawikidia
B L LB IEFIORBERIT T 7 v R &5 2% -85 Tk
0%. FARXIGA 10 mg O 5% 12 BFH TIL 02% CTh o7, &
YOI BMRE LD L LEBRE T ZIRESNE (E 1 &
) o MEREREEECRLEHE ChooDIX, KM TlIst bk
HERY, BHETITRBERThHo -, -, MRERREOBER
JED & 5 B T, WEIZEEERE DO 72 W B I~ TR I
RERHER BT RN Fm N o7 (77 'R, FARXIGA 5
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1.6 SENCI T 26 ARSI BE T 2 8k
— %4 AT TaYr a7 Y a— K

AstraZeneca

x2 BXMNES RUXEDFTXEDHRE
E4 BRI ES KE

DAPA-CKD HBRICEB W T, BEEORIMPEFESRIIZ 7Y 7ad
BT 146 (07%) . 77 BARBET28 61 (1.3%) #wESi, W
b 2 BRI SO T - 7,

Vi)

RIR E T BE T D RIVER (K, g &, KT o @
ETe) 1. #7 U T7aYy 10mg BET 1.1%., 77 BREET
0.7%IZHE SN TWD, HERBEIERIZZ N7 71 10mg
BEL 7T BREET02%KiCTH o7,

DECLARE FRBRIZHE VT, (KRS BET 2 F R 2R LT
JEGIEIE, #3270 7a P 8t 213 B (2.5%) . 7T 2AREE 207
B (2.4%) T, BERZEITRhoT-, BERAERERIF IV T
nY LT T RARBETENEN, 81 il (0.9%) KLY 70
(0.8%) Th o7z, Fhn, FIREDOHEH, MEXLOT AT
USRI ES (ACE-D) /7 P4 T v v N2 BN
(ARB) OfEHI TR L72H o EHIZB W T, FRIEBLOREMZ=
BN Tz, R—=AT A D eGFR A 60mL/45/1.73m? At
DBEIZBN T, FRERAICEET 2 HE R A EFRN L NS
Vo7ua P fET19M, 77 BAREET 13 S Sz,
DAPA-HF #BRIZIHBWT, REERICEET 2 FR 2 %8B LT-
JEBIEL, X7 7a P R 170 B (72%) . 77 BAREE 153
B (6.5%) Th-olz, WKERICBIE T DIERZ L) BELRA
ERELORBIGIBIL, 77 EREE (38 Hi[1.6%]) & Hig L TH X
7V 7ua i (23 BI[1.0%]) TEPETH -, BRIX, <—
AT A REDOBERIF DO IR NR—2F A eGFR (2B 5 3[A]
HTho7T-.

DAPA-CKD #RBRIZIBW T, (RIREA BT 5 e 2 58 L7
JEFIET, #8370 7a P URE 12060 (5.6%) . 7T B REE 84
(3.9%) ThHolz, WIRERDICBEET DEREME D BELAE

mg, FARXIGA 10 mg OFEGHETORBFIL, BEEEH Y -
10.0%, 23.1%. 25.0%. REEMEEZ2L : 0.8%. 5.9%. 5.0%) .
DECLARE #BRICEHB W T, EHERMEREFE KRR O®E I,
FARXIGA #5-41& D07 7 2 REGHONTIIZEBNTEH 0.1%F
MCThole, WREOEEFILICE > - SR EFE KX
FARXIGA #5610 0.9% CTHiE S, 77 BAREGHITIE 0.1%AK
W CTH-o7,

IBEE SO

FARXIGA 52 VBB sOs (B« 8IS, SR2, i
BUE) NEE S, mbias be—LZ2BiE Lok, &
BT T 7 47 x — i, WO EEE O R JERIVEF K O & M
FIEDS . RHHSRE 552 T 72 BE D 02%., FARXIGA B5H#%1F
EED 03% TCHRESINT, WEMENKEREILEZSEAIT
FARXIGA DO# 5.2 H ik L, JREER OYER D E LT 5 £ THEAER
BRI > TIRHEEITH Z &,
WEIRFEZIZ TS o b T =2

DECLARE #BRIZHWT, BERWE 7 R 7Y F— 2 (DKA) F4
23, FARXIGA Ff 8574 il 27 i, 7" Z &= AR 8569 51l 12 {51 Tt
HEn, YHFELORBITRBYMEz®L CHETH -,

B R A AT

Mgz L7 F =K OFeGFR LT

FARXIGA % &Te SGLT2 BHEA|IOEGRIAIC L - Cligs LT T
=UNDTNITEML eGFR ME T 5, —BIYIZZ DO L 9 7
HE7 L7 F=2 kO eGFR OZL 5Bl 2 HFELINIZEED
biizth, BHEOREIZ»»DOLTEET D, Iy L
WEEINSER D DT B AT HE L. APERREE O TRENE 2
PR 22 &, PEEBRETLED 2AERAEEEZNRE L2
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x2 BXMNES RUXEDFTXEDHRE
E4 BRI ES KE
HLORBFIENL, #3770 7a P 166 (0.7%) . 77'R | DORBRICEBW T, eGFRIZXT 220K EIX, #H54F1ET 2

BE15 61 (0.7%) ThHoT=,

2 IR B A T3 1T SIS o S 7> P — 2 X

B 5 HAM AN P9l T 48 7 H © DECLARE #RBRIZEBW T, DKA F
IR 7y 10mg BET 27 B, 77 BREET 12 Bl
HHNT, YEERITHRBRYIEZE L THEICRO LN, Z8
7 7 m Y T DKA FL A B L7 27 B, 22 FlITIEBLUREIC
A LAY U Z2BEH LT, DKA OZERIT 2 ROpERIE HRE L T
TRENDEY Thotz,

DAPA-HF #BRIZH\V T, DKA FRIX AT Y 7o 2 B
*fﬁﬁfii’/\fﬁﬁ‘é 3 {ﬂ \—wuy)%ﬂ 77‘IZTE$T utu&)%hfi
Nolz,
DMMCM)%%KﬁwT\Dma$%iﬁﬂﬁ)7myyﬁf
BOLNT, T RAREETI 2 BBEREE AT D 2 FICRD
nic,

1 TRy I Z 517 S IRy & P T2 — 2 X

| BUBERIS 2 kR L3247 ) 7a 0 2 SO T R
ABRIZHB VT, DKA BEEDIDIER N FEEL L1256 137 - o
fEZMITE L. 0.6mmol/L U\J:’C%ﬂ il:%%%gg%x 295 &9 R
FITRE Lo, 52 BEOPE ZIZBWT, DKA HFHTH 8
ﬁ)7m7yﬁgﬁTmW(Mm)\fﬁtﬁﬁf6W(M%)
IZED B, 100 BEEH-V ORBELTIIF AT ) 7u v
Smg#f4.62, 77 EAREE127 Th o7, DKA FHGOIRBLTHER
MzZBLTHETHoTz, ZRHBELRBOOLIE R, NEY) 2z
AR o5 RE (55, A AV VRV TORES) T
Hofe, XNTVTaYr Smg BEO 23 4 6 {fHiE, EE EE
PHPN  (14mmol/L A 3 1% 250mg/dL Adii) D BFE THRI L 7=,

LETHZENLLNTZZ D, FARXIGA OB ETHLND
BHRE OB LIZ A MATENIRE LN R L TW\WADH Z EBRIB X
ns,

N h2 Y BT

13 o=y he— L ERe L7277 v RS RRBROEE T —

TIX. FARXIGA ¥ 5 %% 1-BEDOFH~~ h7 U v MAIX

R—=RA T A VRN OEMAEE 1 BAMND RO, X—Z2T A
VHEE DS DENR K E 72D 16 B H £ THINAE -, B
24 WHIZBIT D~~~ 87Uy MEDN—ZT A RS DY
BR1X, 77 B ARE5HETIE-0.33%, FARXIGA 10 mg % 58 Tl
230%ThH o7z, 24 MEETIZAA~ b7 U » MEN 55%BEMN L
=B, 7T B REGHED 0.4%, FARXIGA 10 mg 580D 1.3%
DBFTHE SN,

LB Y 50 N2 2 LR T 17— L D]
13 OlffE= > b — L E2BE L2 77 s RO S
fm TR 2T %%ﬂ%&ﬁéFMQMA&ﬁé
AT T2 BE OB EIRE IOV TR—RA T A VRS OEEN
WEIhz, B 24 BEICB T 5= T A VD ONEZEAL
I, ML AT a— L TRT 7 EREGEE 0.0%, FARXIGA 10
mg 5 25%TH Y. LDL 2L AT 0—/L Tl 7 7 &R 51
—1.0%. FARXIGA 10 mg #5-# 2.9% CTo >7-, DECLARE R
BB 4HFEHEDR—R T A DOV b EIL, FARXIGA % 5-
& 7T RvARELGHE TEREN, B3 L AT r—/L7 0.4mg/dL
Lt —4.1mg/dL, LDL = L A7 1 —/)L3-25mg/dL & —4.4mg/dL. T
Hol,
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#*2 FESE R UOKEDRMIXEDHE
E4 BN ES KE
L7 D BRI DI
IREE I Xt F FHRMEAI L FARXIGA 10 mg OFFRFEE (X FHRL
JREGEGRIX, #3270 7my 10mg TIEZ7ERED W | VI XL 2 EEERICEN) ICBT 2R TiX, g o EREBE
HEEINTWD (X7 T7avy 1 47%, 7788 135%) . 1F | BEN 13mEq/L UL FORENIFRBEGERETIT 46 (1.7%) #@iF S

LA EDRBIUTBEN S P ELETH Y HERE I TAE IR D R A)
DaA—=AZE L, Z7 Y 7ua P o gERILICEDL b DITEN

Thole, TNHDOERILMECIVZIED LI, BEREDOH
2 WRA (TIEGLFFIE & 72 D T fiﬁ) Mol

DECLARE #BRICI\WT, BHERIREEEOMBEIL T 7 BRI
G LCH 7Y 7 a2 10mg BE Tl - 72 (Z4E 40109 651
[1.3%] & 79 $1[0.9%]) .

DAPA-HF RERICIHWT, EELRAEFG ORGP REL LT
FIEIIZ X7 Y 7 a2 B 14 il [0.6%]. 77 BAREE 17 §1[0.7%]
Thole, IBBREDOKRLEPIICE T AEFROIREEGLIT L X
TNV 7a P BRI TR EETENLEN 5 B (02%) IZFRD 6
nic,

DAPA-CKD #RBRICIEBW T, EERAEFROREEEID T LT
FIEILZ 7Y 7 a8 29 6l [1.3%]. 77 BAEE 18 41[0.8%]
Tholz, IBREDOBE T ILICE > - HEER O REIEYL T Z 3
7V T7uYRET 8 fl (04%) . T EAREET 3 ] (0.1%) T
Holo, PERFIEGIHBFTICB T HIEERLAEFRLL VLI
B o HERGORBEEEITIET IO, BEHRTHREET
ol (HEERMAEFRGIZ TV 7P 8 6 B [09%] . 7
TR REE 4 H [0.6%]. HLEICEST-HERRIIF T 70
BE1 G [0.1%]. 77 BREEOH) |

2 LT F =

VT F = HEINCEET AEIER E —>D 7 v—7 T
B B L TF= 7 VT T AR, BHREREE

F L=
ifH 7 v

N7=DIZx L, FARXIGA 10 mg & =¥ F MEKRAIZ L Eh
OHEFPERETIX L BT ODRH (04%) Tholz,

DAREZ 54 & LT- DAPA-HF R
DARLZXHR E L7 DAPA-HF RERICEBW T, #Hi-2EITERH LR
OB T,

8 P RS s
T B s & %42 & L7~ DAPA-CKD RBRICIHB VT, Fir-REIEH
TR B2 o T,

ikt DFEER

FERIS R ICB 1T 5 FARXIGA DBIERRTE KIS O FH R ER
Mo, B RBEERAARE SN TWD, 29 LEEERIZ, i
KL I HRHMEMDORE INAP T, AERETHL7-O, 51
ﬁ@%é%ﬁ¥@%ﬁﬁ%ﬁbtb\E%%@%ﬁ&@ﬁ%%%

ERELTEDTHZ LI . RA[EETH B,
T RTVR—URA

- AR R K O S RE R
 RIEPERCUIE K OV 3B ¢

- REEEOEFMERIER (7L =T HH)
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x2 BXMNES RUXEDFTXEDHRE
E4 BRI ES KE

TF = BN, CRERIRTEEERD) o 13 BRSO
HEHTIE, ZO—BHORWERIZZ X7 7uYr 10 mg OF 5%
ZAFTBED 32%, 7T v AREGEZTTEBED 1.8% ThE S
N7, EH 7 BERERE U S OB REREREE (R— AT A VD
eGFR 2% 60 mL/%3/1.73 m* LA |) %#H L CWEBHETIE, Zo—#
DEWERIZZ X7 ) 7u P 10 mg DR G2 F -85 D 1.3%,
T v REEEZ T I-BED 08% T SN-, £/-. Zo—R
DOEWER T —RZ T A HFD eGFR 7 30 mL/%3/1.73 m? L4 _F 60 mL/
3N1.73 mP RiEDEETEIVZ Ao (X7 ) 7avr 10
mg OG- ZZ T T2BED 185%, 7 7RG 2% - EED
9.3%) .

EOSRERIE O A EE LR R H LI BB IOV T & HICEEM 2R
BiTolzL 2 A, M7 LT F=0DR—=2T A b OELE
DRFEDBET 05 mg/dl U FZRLTWe, ZDO7 LT F=r
BT — i, Gk IR s — R & 72 b O T G
IR AHICEE L7e b D Th o7z,

i R M OV RS RERE E RS (eGFR 7% 60mL/%y/1.73m? ARdii) &
%t% & L7- DECLARE BRICEBWT, M T eGFR DRI 72K
TR BN, 7 7a P U BEDOYY) eGFR 1377 B AREE
L LT, 1 FEREE THhT NS, 4 FEFATIEDbTICE
Nolz,

DAPA-HF RERTlL, #7710 7P U RN T 7 BREEIZB WD
TR 72 eGFR DK TR A BTz, G DY) eGFR KT
TR Y 7a Y URET-43 mL/43/1.73m?, 7T BARET-1.1 mL/
73/1.73m2 Tho7-, 20 7 ARERTIE, eGFR OX—Z 7 A U1 b
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BXMES R URE DR T XEOHRE

AstraZeneca

E4

BRI ES

KE

OEALEIIWBECTREECTH Y, ¥ 370 7a VU BET-5.3 mL/%y
N.73m2, 7T B AREET-4.5mL/%y/1.73m2 Th - 7=,

DAPA-CKD #RBR Tlx, #3270 7P U RO 7 B REHTRB W
TR eGFR DX PR LNz, HE5HH (14 AERS) O
%) eGFRIK FIX & /X7 Y 71 VU BET-4.0mL/43/1.73m?, 77 &R
#T-0.8 mL/%3/1.73m? Th o7z, 28 W HKEATIX, eGFR DX —
ATGAUNEDOELET, X7 T7a Y ET-74 mL/ gy
N.73m%, 77 B AREET-8.6 mL/43/1.73m? ThH - 7=,

BHEH DRV DO

I OIKFEZ ORIER D SO D IEFIZ OV THET 5 Z &1
HETHD, ZHUTEY, BEELORXXT 4y - URIT T
AE BRI E =X ) U 7T D ENAREE D, ERIEES
X, BWER D SN D REF N HAVUXLT, T8k V IR T 2E#RE
VAT AEBUTHET DL ORDBEN TN D,

BEERS

HRT Y T a Y R I 500mg (BRIRHELE FH & 50 %)
FCHERROKLG L& &, BEERRO oo Te, Yektish
FlBWT, &5 EEE LW/ (500mg TiX 5 BULE) | IR
7V a— AR S Ay, K, ARl BB E R R O
HFix72 <, QTe MR ~DERMIZERDH HEEBELRD L
Motz KIMPHEDRERITI T TR EEETH -T2, HEFHEER
F RO 2 RPERIFHEERE I 1 B 1 [8] 100mg (ERRHELEH & 10
f5) £T% 2 HEEG L2 EERRER ClE, (KIIFEEORBLR T
FERILV DT NIEN -T2, HEE OBEMNIZ/R)o7-, B
KRRARIMTE 2 EF LA HEFSZORBRIL, 7 78R LFET, MiF
B M OB HERE D NA A~ — I — % & e g R A E 2 &I B
HT D ERMICERD H 52T A N2 o T2,

BERS

FARXIGA [FRBAZ 7' v 77 MR W Tl G- D E S =4l
[ERAY A=Y
WEBEEOEA, THEESEHY XK T, £,
BEOERARIBICIN U TFRIEEITY) 2L b2 S Th D, iR
BIIC X D7) 70l DBREICOVTTIFEE SN TR
AR
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
FARXIGA safely and effectively. See full prescribing information for
FARXIGA.

FARXIGA® (dapagliflozin) tablets, for oral use
Initial U.S. Approval: 2014

--------------------------- RECENT MAJOR CHANGES

Indications and Usage (1) 04/2021

Dosage and Administration (2.1, 2.2) 04/2021

Dosage and Administration (2.3, 2.4) removed 04/2021
Contraindications (4) 04/2021

Warnings and Precautions (5.2) 05/2020
--------------------------- INDICATIONS AND USAGE -

FARXIGA is a sodium-glucose cotransporter 2 (SGLT2) inhibitor indicated

for:

. as an adjunct to diet and exercise to improve glycemic control in adults
with type 2 diabetes mellitus. (1)

. to reduce the risk of hospitalization for heart failure in adults with type 2
diabetes mellitus and either established cardiovascular disease or
multiple cardiovascular risk factors. (1)

. to reduce the risk of cardiovascular death and hospitalization for heart
failure in adults with heart failure with reduced ejection fraction (NYHA
class II-IV). (1)

. to reduce the risk of sustained eGFR decline, end stage kidney disease
cardiovascular death and hospitalization for heart failure in adults with
chronic kidney disease at risk of progression. (1)

Limitations of use:

. Not for treatment of type 1 diabetes mellitus. (1)

. FARXIGA is not recommended for use to improve glycemic control in
adults with type 2 diabetes mellitus with an eGFR less than
45 mL/min/1.73 m?>. FARXIGA is likely to be ineffective in this setting
based upon its mechanism of action. (1)

. FARXIGA is not recommended for the treatment of chronic kidney
disease in patients with polycystic kidney disease or patients requiring or
with a recent history of immunosuppressive therapy for the treatment of
kidney disease. FARXIGA is not expected to be effective in these
populations. (1)

---------------------- DOSAGE AND ADMINISTRATION ----------mmeeme -
. Assess volume status and correct volume depletion before initiating.

@.D

risk of eGFR decline, ESKD, CV death and hHF.

On dialysis Contraindicated

eGFR Recommended Dose
(mL/min/1.73 m?)

eGFR 45 or greater To improve glycemic control, the recommended
starting dose is 5 mg orally once daily. Dose can
be increased to 10 mg orally once daily for

additional glycemic control.

For all other indications, the recommended starting
dose is 10 mg orally once daily.

eGFR 25 to less than 45 | 10 mg orally once daily

eGFR less than 25 Initiation is not recommended, however patients

may continue 10 mg orally once daily to reduce the

--------------------- DOSAGE FORMS AND STRENGTHS  -——-----—--——--———
. Tablets: 5 mg and 10 mg (3)

CONTRAINDICATIONS
. History of serious hypersensitivity reaction to FARXIGA. (4)
. Patients on dialysis. (4)

----------------------- WARNINGS AND PRECAUTIONS  ———-----mmmmeme -

e Ketoacidosis in Patients with Diabetes Mellitus: Assess patients who
present with signs and symptoms of metabolic acidosis for ketoacidosis
regardless of blood glucose level. If suspected, discontinue FARXIGA,
evaluate and treat promptly. Before initiating FARXIGA, consider risk
factors for ketoacidosis. Patients on FARXIGA may require monitoring
and temporary discontinuation of therapy in clinical situations known to
predispose to ketoacidosis. (5.1)

. Volume depletion: Before initiating FARXIGA, assess volume status
and renal function in the elderly, patients with renal impairment or low
systolic blood pressure, and in patients on diuretics. Monitor for signs
and symptoms during therapy. (5.2, 6.1)

. Urosepsis and Pyelonephritis: Evaluate for signs and symptoms of
urinary tract infections and treat promptly, if indicated. (5.3)

e Hypoglycemia: Consider a lower dose of insulin or the insulin
secretagogue to reduce the risk of hypoglycemia when used in
combination with FARXIGA. (5.4)

e Necrotizing Fasciitis of the Perineum (Fournier’s Gangrene): Serious,
life-threatening cases have occurred in patients with diabetes, both
females and males. Assess patients presenting with pain or tenderness,
erythema, or swelling in the genital or perineal area, along with fever or
malaise. If suspected, institute prompt treatment. (5.5)

. Genital Mycotic Infections: Monitor and treat if indicated. (5.6)

ADVERSE REACTIONS

. The most common adverse reactions associated with FARXIGA (5% or
greater incidence) were female genital mycotic infections,
nasopharyngitis, and urinary tract infections. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact AstraZeneca
at 1-800-236-9933 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

----------------------- USE IN SPECIFIC POPULATIONS ---—-----mmemeeme -

. Pregnancy: Advise females of the potential risk to a fetus especially
during the second and third trimesters. (8.1)

e Lactation: FARXIGA is not recommended when breastfeeding. (8.2)

. Geriatrics: Higher incidence of adverse reactions related to hypotension.
(5.2,8.5)

. Renal Impairment: Higher incidence of adverse reactions related to
volume depletion. (5.2, 8.6)

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.
Revised: 04/2021
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

FARXIGA (dapagliflozin) is indicated :

As an adjunct to diet and exercise to improve glycemic control in adults with type 2 diabetes mellitus.
To reduce the risk of hospitalization for heart failure in adults with type 2 diabetes mellitus and either
established cardiovascular disease or multiple cardiovascular risk factors.

To reduce the risk of cardiovascular death and hospitalization for heart failure in adults with heart
failure (NYHA class II-IV) with reduced ejection fraction.

To reduce the risk of sustained eGFR decline, end-stage kidney disease, cardiovascular death, and
hospitalization for heart failure in adults with chronic kidney disease at risk of progression.

Limitations of Use

e FARXIGA is not recommended for patients with type 1 diabetes mellitus. It may increase the risk
of diabetic ketoacidosis in these patients [see Warnings and Precautions (5.1)].

o FARXIGA is not recommended for use to improve glycemic control in adults with type 2
diabetes mellitus with an eGFR less than 45 mL/min/1.73 m”*. FARXIGA is likely to be
ineffective in this setting based upon its mechanism of action.

o FARXIGA is not recommended for the treatment of chronic kidney disease in patients with
polycystic kidney disease or patients requiring or with a recent history of immunosuppressive
therapy for kidney disease. FARXIGA is not expected to be effective in these populations.

2 DOSAGE AND ADMINISTRATION

2.1 Prior to Initiation of FARXIGA

Assess renal function prior to initiation of FARXIGA therapy and then as clinically indicated /see

Warnings and Precautions (5.2)].

Assess volume status and, if necessary, correct volume depletion prior to initiation of FARXIGA [see
Warnings and Precautions (5.2) and Use in Specific Populations (8.5, 8.6)].

‘ 2.2 Recommended Dosage

See Table 1 for dosage recommendations based on estimated glomerular filtration rate (¢GFR).

Table 1: Recommended Dosage

eGFR Recommended Dose
(mL/min/1.73 m®)

eGFR 45 or greater To improve glycemic control, the recommended
starting dose is 5 mg orally once daily. Dose can be

increased to 10 mg orally once daily for additional




Table 1: Recommended Dosage

glycemic control*.

For all other indications, the recommended starting
dose is 10 mg orally once daily.

eGFR 25 to less than 45 10 mg orally once daily*.

eGFR less than 25 Initiation is not recommended, however patients
may continue 10 mg orally once daily to reduce the
risk of eGFR decline, ESKD, CV death and hHF.

On dialysis Contraindicated.

*  FARXIGA is not recommended for use to improve glycemic control in adults with type 2 diabetes mellitus with
an ¢GFR less than 45 mL/min/1.73 m?. FARXIGA is likely to be ineffective in this setting based upon its mechanism
of action.

hHF: hospitalization for heart failure, CV: Cardiovascular, ESKD: End Stage Kidney Disease.

3 DOSAGE FORMS AND STRENGTHS

o FARXIGA 5 mg tablets are yellow, biconvex, round, film-coated tablets with “5” engraved on one
side and “1427” engraved on the other side.

e FARXIGA 10 mg tablets are yellow, biconvex, diamond-shaped, film-coated tablets with “10”
engraved on one side and “1428” engraved on the other side.

4 CONTRAINDICATIONS

e History of a serious hypersensitivity reaction to FARXIGA, such as anaphylactic reactions or
angioedema [see Adverse Reactions (6.1)].
o Patients on dialysis /see Use in Specific Populations (8.6)].

S WARNINGS AND PRECAUTIONS

5.1 Ketoacidosis in Patients with Diabetes Mellitus

Reports of ketoacidosis, a serious life-threatening condition requiring urgent hospitalization have been
identified in patients with type 1 and type 2 diabetes mellitus receiving sodium-glucose cotransporter 2
(SGLT?2) inhibitors, including FARXIGA [see Adverse Reactions (6.1)]. In placebo-controlled trials of
patients with type 1 diabetes mellitus, the risk of ketoacidosis was increased in patients who received
SGLT?2 inhibitors compared to patients who received placebo. Fatal cases of ketoacidosis have been
reported in patients taking FARXIGA. FARXIGA is not indicated for the treatment of patients with type
1 diabetes mellitus /see Indications and Usage (1)].

Patients treated with FARXIGA who present with signs and symptoms consistent with severe metabolic
acidosis should be assessed for ketoacidosis regardless of presenting blood glucose levels as ketoacidosis
associated with FARXIGA may be present even if blood glucose levels are less than 250 mg/dL. If

4



ketoacidosis is suspected, FARXIGA should be discontinued, the patient should be evaluated, and prompt
treatment should be instituted. Treatment of ketoacidosis may require insulin, fluid, and carbohydrate
replacement.

In many of the postmarketing reports, and particularly in patients with type 1 diabetes, the presence of
ketoacidosis was not immediately recognized, and the institution of treatment was delayed because the
presenting blood glucose levels were below those typically expected for diabetic ketoacidosis (often less
than 250 mg/dL). Signs and symptoms at presentation were consistent with dehydration and severe
metabolic acidosis and included nausea, vomiting, abdominal pain, generalized malaise, and shortness of
breath. In some but not all cases, factors predisposing to ketoacidosis, such as insulin dose reduction,
acute febrile illness, reduced caloric intake, surgery, pancreatic disorders suggesting insulin deficiency
(e.g., type 1 diabetes, history of pancreatitis or pancreatic surgery), and alcohol abuse were identified.

Before initiating FARXIGA, consider factors in the patient history that may predispose to ketoacidosis,
including pancreatic insulin deficiency from any cause, caloric restriction, and alcohol abuse.

For patients who undergo scheduled surgery, consider temporarily discontinuing FARXIGA for at least
3 days prior to surgery [see Clinical Pharmacology (12.2, 12.3)].

Consider monitoring for ketoacidosis and temporarily discontinuing FARXIGA in other clinical situations
known to predispose to ketoacidosis (e.g., prolonged fasting due to acute illness or post-surgery). Ensure
risk factors for ketoacidosis are resolved prior to restarting FARXIGA.

Educate patients on the signs and symptoms of ketoacidosis and instruct patients to discontinue
FARXIGA and seek medical attention immediately if signs and symptoms occur.

5.2 Volume Depletion

FARXIGA can cause intravascular volume depletion which may sometimes manifest as symptomatic
hypotension or acute transient changes in creatinine. There have been post-marketing reports of acute
kidney injury, some requiring hospitalization and dialysis, in patients with type 2 diabetes mellitus
receiving SGLT?2 inhibitors, including FARXIGA. Patients with impaired renal function (eGFR less than
60 mL/min/1.73 m?), elderly patients, or patients on loop diuretics may be at increased risk for volume
depletion or hypotension. Before initiating FARXIGA in patients with one or more of these
characteristics, assess volume status and renal function. Monitor for signs and symptoms of hypotension,
and renal function after initiating therapy.

5.3 Urosepsis and Pyelonephritis

Serious urinary tract infections including urosepsis and pyelonephritis requiring hospitalization have been
reported in patients receiving SGLT2 inhibitors, including FARXIGA. Treatment with SGLT?2 inhibitors
increases the risk for urinary tract infections. Evaluate patients for signs and symptoms of urinary tract
infections and treat promptly, if indicated [see Adverse Reactions (6)].

5.4 Hypoglycemia with Concomitant Use with Insulin and Insulin Secretagogues

Insulin and insulin secretagogues are known to cause hypoglycemia. FARXIGA may increase the risk of
hypoglycemia when combined with insulin or an insulin secretagogue /see Adverse Reactions (6.1)].

5



Therefore, a lower dose of insulin or insulin secretagogue may be required to minimize the risk of
hypoglycemia when these agents are used in combination with FARXIGA.

5.5 Necrotizing Fasciitis of the Perineum (Fournier’s Gangrene)

Reports of necrotizing fasciitis of the perineum (Fournier’s Gangrene), a rare but serious and life-
threatening necrotizing infection requiring urgent surgical intervention, have been identified in
postmarketing surveillance in patients with diabetes mellitus receiving SGLT2 inhibitors, including
FARXIGA. Cases have been reported in both females and males. Serious outcomes have included
hospitalization, multiple surgeries, and death.

Patients treated with FARXIGA presenting with pain or tenderness, erythema, or swelling in the genital
or perineal area, along with fever or malaise, should be assessed for necrotizing fasciitis. If suspected,
start treatment immediately with broad-spectrum antibiotics and, if necessary, surgical debridement.
Discontinue FARXIGA, closely monitor blood glucose levels, and provide appropriate alternative therapy
for glycemic control.

5.6 Genital Mycotic Infections

FARXIGA increases the risk of genital mycotic infections. Patients with a history of genital mycotic
infections were more likely to develop genital mycotic infections /see Adverse Reactions (6.1)]. Monitor
and treat appropriately.

6 ADVERSE REACTIONS
The following important adverse reactions are described below and elsewhere in the labeling:

e Ketoacidosis in Patients with Diabetes Mellitus [see Warnings and Precautions (5.1)]

e Volume Depletion [see Warnings and Precautions (5.2)]

o Urosepsis and Pyelonephritis [see Warnings and Precautions (5.3)]

e Hypoglycemia with Concomitant Use with Insulin and Insulin Secretagogues /see Warnings and
Precautions (5.4)]

e Necrotizing Fasciitis of the Perineum (Fournier’s Gangrene) [see Warnings and Precautions (5.5)]

e Genital Mycotic Infections [see Warnings and Precautions (5.6)]

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in
the clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and
may not reflect the rates observed in clinical practice.

FARXIGA has been evaluated in clinical trials in patients with type 2 diabetes mellitus, in patients with
heart failure, and in patients with chronic kidney disease. The overall safety profile of FARXIGA was
consistent across the studied indications. Severe hypoglycemia and diabetic ketoacidosis (DKA) were
observed only in patients with diabetes mellitus.



Clinical Trials in Patients with Type 2 Diabetes Mellitus

Pool of 12 Placebo-Controlled Studies for FARXIGA 5 and 10 mg for Glycemic Control

The data in Table 1 is derived from 12 glycemic control placebo-controlled studies in patients with type 2
diabetes mellitus ranging from 12 to 24 weeks. In 4 studies FARXIGA was used as monotherapy, and in
8 studies FARXIGA was used as add-on to background antidiabetic therapy or as combination therapy
with metformin /see Clinical Studies (14.1)].

These data reflect exposure of 2338 patients to FARXIGA with a mean exposure duration of 21 weeks.
Patients received placebo (N=1393), FARXIGA 5 mg (N=1145), or FARXIGA 10 mg (N=1193) once
daily. The mean age of the population was 55 years and 2% were older than 75 years of age. Fifty percent
(50%) of the population were male; 81% were White, 14% were Asian, and 3% were Black or African
American. At baseline, the population had diabetes for an average of 6 years, had a mean hemoglobin
Alc (HbAlc) of 8.3%, and 21% had established microvascular complications of diabetes. Baseline renal
function was normal or mildly impaired in 92% of patients and moderately impaired in 8% of patients
(mean eGFR 86 mL/min/1.73 m?).

Table 2 shows common adverse reactions associated with the use of FARXIGA. These adverse reactions
were not present at baseline, occurred more commonly on FARXIGA than on placebo, and occurred in at
least 2% of patients treated with either FARXIGA 5 mg or FARXIGA 10 mg.

Table 2: Adverse Reactions in Placebo-Controlled Studies of Glycemic Control Reported in >2%
of Patients Treated with FARXIGA

Adverse Reaction % of Patients
Pool of 12 Placebo-Controlled Studies

Placebo FARXIGA 5 mg FARXIGA 10 mg

N=1393 N=1145 N=1193
Female genital mycotic infections” 1.5 8.4 6.9
Nasopharyngitis 6.2 6.6 6.3
Urinary tract infections’ 3.7 5.7 43
Back pain 3.2 3.1 4.2
Increased urination 1.7 2.9 3.8
Male genital mycotic infections® 0.3 2.8 2.7
Nausea 2.4 2.8 2.5
Influenza 2.3 2.7 2.3




Table 2: Adverse Reactions in Placebo-Controlled Studies of Glycemic Control Reported in >2%
of Patients Treated with FARXIGA

Adverse Reaction % of Patients
Pool of 12 Placebo-Controlled Studies
Placebo FARXIGA 5 mg FARXIGA 10 mg
N=1393 N=1145 N=1193
Dyslipidemia 1.5 2.1 2.5
Constipation 1.5 2.2 1.9
Discomfort with urination 0.7 1.6 2.1
Pain in extremity 1.4 2.0 1.7

*  Genital mycotic infections include the following adverse reactions, listed in order of frequency reported for
females: vulvovaginal mycotic infection, vaginal infection, vulvovaginal candidiasis, vulvovaginitis, genital
infection, genital candidiasis, fungal genital infection, vulvitis, genitourinary tract infection, vulval abscess, and
vaginitis bacterial. (N for females: Placebo=677, FARXIGA 5 mg=581, FARXIGA 10 mg=598).

1 Urinary tract infections include the following adverse reactions, listed in order of frequency reported: urinary
tract infection, cystitis, Escherichia urinary tract infection, genitourinary tract infection, pyelonephritis,
trigonitis, urethritis, kidney infection, and prostatitis.

i Increased urination includes the following adverse reactions, listed in order of frequency reported: pollakiuria,
polyuria, and urine output increased.

§ Genital mycotic infections include the following adverse reactions, listed in order of frequency reported for
males: balanitis, fungal genital infection, balanitis candida, genital candidiasis, genital infection male, penile
infection, balanoposthitis, balanoposthitis infective, genital infection, and posthitis. (N for males: Placebo=716,
FARXIGA 5 mg=564, FARXIGA 10 mg=595).

Pool of 13 Placebo-Controlled Studies for FARXIGA 10 mg for Glycemic Control

FARXIGA 10 mg was also evaluated in a larger glycemic control placebo-controlled study pool in
patients with type 2 diabetes mellitus. This pool combined 13 placebo-controlled studies, including 3
monotherapy studies, 9 add-on to background antidiabetic therapy studies, and an initial combination with
metformin study. Across these 13 studies, 2360 patients were treated once daily with FARXIGA 10 mg
for a mean duration of exposure of 22 weeks. The mean age of the population was 59 years and 4% were
older than 75 years. Fifty-eight percent (58%) of the population were male; 84% were White, 9% were
Asian, and 3% were Black or African American. At baseline, the population had diabetes for an average
of 9 years, had a mean HbA ¢ of 8.2%, and 30% had established microvascular disease. Baseline renal
function was normal or mildly impaired in 88% of patients and moderately impaired in 11% of patients
(mean eGFR 82 mL/min/1.73 m?).

Volume Depletion

FARXIGA causes an osmotic diuresis, which may lead to a reduction in intravascular volume. Adverse
reactions related to volume depletion (including reports of dehydration, hypovolemia, orthostatic




hypotension, or hypotension) in patients with type 2 diabetes mellitus for the 12-study and 13-study,
short-term, placebo-controlled pools and for the DECLARE study are shown in Table 3 /see Warnings
and Precautions (5.2)].

Table 3: Adverse Reactions Related to Volume Depletion” in Clinical Studies in Patients with
Type 2 Diabetes Mellitus with FARXIGA

Pool of 12 Placebo-Controlled Pool of 13 Placebo- DECLARE Study
Studies Controlled
Studies
Placebo | FARXIGA | FARXIGA | Placebo | FARXIGA | Placebo | FARXIGA
S mg 10 mg 10 mg 10 mg
Overall N=1393 N=1145 N=1193 N=2295 N=2360 N=8569 N=8574
population N (%) 5 7 9 17 27 207 213
(0.4%) (0.6%) (0.8%) (0.7%) (1.1%) (2.4%) (2.5%)
Patient Subgroup n (%)
Patients on loop n=55 n=40 n=31 n=267 n=236 n=934 n=866
diuretics 1 0 3 4 6 57 57
(1.8%) (9.7%) (1.5%) (2.5%) (6.1%) (6.6%)
Patients with n=107 n=107 n=89 n=268 n=265 n=658 n=604
moderate renal 2 1 1 4 5 30 35
impairment with (1.9%) (0.9%) (1.1%) (1.5%) (1.9%) (4.6%) (5.8%)
eGFR >30 and
<60 mL/min/1.73
m2
Patients >65 years n=276 n=216 n=204 n=711 n=665 n=3950 n=3948
of age | | 3 6 11 121 117
(0.4%) (0.5%) (1.5%) (0.8%) (1.7%) (3.1%) (3.0%)

* Volume depletion includes reports of dehydration, hypovolemia, orthostatic hypotension, or hypotension.

Hypoglycemia

The frequency of hypoglycemia by study in patients with type 2 diabetes mellitus [see Clinical Studies
(14.1)] is shown in Table 4. Hypoglycemia was more frequent when FARXIGA was added to
sulfonylurea or insulin [see Warnings and Precautions (5.4)].

Table 4: Incidence of Severe Hypoglycemia® and Hypoglycemia with Glucose < 54 mg/dL' in
Controlled Glycemic Control Clinical Studies in Patients with Type 2 Diabetes Mellitus

Placebo/Active FARXIGA FARXIGA

Control 5 mg 10 mg

Monotherapy (24 weeks) N=75 N=64 N=70
Severe [n (%)] 0 0 0
Glucose <54 mg/dL [n (%)] 0 0 0

Add-on to Metformin (24 weeks) N=137 N=137 N=135
Severe [n (%)] 0 0 0
Glucose <54 mg/dL [n (%)] 0 0 0

Add-on to Glimepiride (24 weeks) N=146 N=145 N=151
Severe [n (%)] 0 0 0

Glucose <54 mg/dL [n (%)] 1(0.7) 3(2.1) 5(3.3)

Add-on to Metformin and a Sulfonylurea (24 N=109 - N=109




Table 4: Incidence of Severe Hypoglycemia® and Hypoglycemia with Glucose < 54 mg/dL' in
Controlled Glycemic Control Clinical Studies in Patients with Type 2 Diabetes Mellitus

Placebo/Active FARXIGA FARXIGA
Control 5 mg 10 mg

Weeks)

Severe [n (%)] 0 - 0

Glucose <54 mg/dL [n (%)] 3(2.8) - 7 (6.4)
Add-on to Pioglitazone (24 weeks) N=139 N=141 N=140

Severe [n (%)] 0 0 0

Glucose <54 mg/dL [n (%)] 0 1(0.7) 0
Add-on to DPP4 inhibitor (24 weeks) N=226 — N=225

Severe [n (%)] 0 — 1(0.4)

Glucose <54 mg/dL [n (%)] 1(0.4) — 1(0.4)
Add-on to Insulin with or without other N=197 N=212 N=196
OADs! (24 weeks)

Severe [n (%)] 1(0.5) 2(0.9) 2 (1.0)

Glucose <54 mg/dL [n (%)] 43 (21.8) 55 (25.9) 45 (23.0)

*  Severe episodes of hypoglycemia were defined as episodes of severe impairment in consciousness or behavior,
requiring external (third party) assistance, and with prompt recovery after intervention regardless of glucose
level.

t  Episodes of hypoglycemia with glucose <54 mg/dL (3 mmol/L) were defined as reported episodes of
hypoglycemia meeting the glucose criteria that did not also qualify as a severe episode.

i OAD = oral antidiabetic therapy.

In the DECLARE study [see Clinical Studies (14.2)], severe events of hypoglycemia were reported in 58
(0.7%) out of 8574 patients treated with FARXIGA and 83 (1.0%) out of 8569 patients treated with

placebo.

Genital Mycotic Infections

In the glycemic control trials, genital mycotic infections were more frequent with FARXIGA treatment.
Genital mycotic infections were reported in 0.9% of patients on placebo, 5.7% on FARXIGA 5 mg, and
4.8% on FARXIGA 10 mg, in the 12-study placebo-controlled pool. Discontinuation from study due to
genital infection occurred in 0% of placebo-treated patients and 0.2% of patients treated with FARXIGA
10 mg. Infections were more frequently reported in females than in males (see Table 1). The most
frequently reported genital mycotic infections were vulvovaginal mycotic infections in females and
balanitis in males. Patients with a history of genital mycotic infections were more likely to have a genital
mycotic infection during the study than those with no prior history (10.0%, 23.1%, and 25.0% versus
0.8%, 5.9%, and 5.0% on placebo, FARXIGA 5 mg, and FARXIGA 10 mg, respectively). In the
DECLARE study [see Clinical Studies (14.2)], serious genital mycotic infections were reported in <0.1%
of patients treated with FARXIGA and <0.1% of patients treated with placebo. Genital mycotic infections
that caused study drug discontinuation were reported in 0.9% of patients treated with FARXIGA and
<0.1% of patients treated with placebo.

Hypersensitivity Reactions

Hypersensitivity reactions (e.g., angioedema, urticaria, hypersensitivity) were reported with FARXIGA
treatment. In glycemic control studies, serious anaphylactic reactions and severe cutaneous adverse
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reactions and angioedema were reported in 0.2% of comparator-treated patients and 0.3% of FARXIGA-
treated patients. If hypersensitivity reactions occur, discontinue use of FARXIGA; treat per standard of
care and monitor until signs and symptoms resolve.

Ketoacidosis in Patients with Diabetes Mellitus

In the DECLARE study [see Warnings and Precautions (5.1) and Clinical Studies (14.2)], events of
diabetic ketoacidosis (DKA) were reported in 27 out of 8574 patients in the FARXIGA-treated group and
12 out of 8569 patients in the placebo group. The events were evenly distributed over the study period.

Laboratory Tests
Increases in Serum Creatinine and Decreases in eGFR

Initiation of SGLT?2 inhibitors, including FARXIGA causes a small increase in serum creatinine and
decrease in eGFR. These changes in serum creatinine and eGFR generally occur within two weeks of
starting therapy and then stabilize regardless of baseline kidney function. Changes that do not fit this
pattern should prompt further evaluation to exclude the possibility of acute kidney injury [see Warnings
and Precautions (5.2)]. In two studies that included patients with type 2 diabetes mellitus with moderate
renal impairment, the acute effect on eGFR reversed after treatment discontinuation, suggesting acute
hemodynamic changes may play a role in the renal function changes observed with FARXIGA.

Increase in Hematocrit

In the pool of 13 placebo-controlled studies of glycemic control, increases from baseline in mean
hematocrit values were observed in FARXIGA-treated patients starting at Week 1 and continuing up to
Week 16, when the maximum mean difference from baseline was observed. At Week 24, the mean
changes from baseline in hematocrit were —0.33% in the placebo group and 2.30% in the FARXIGA 10
mg group. By Week 24, hematocrit values >55% were reported in 0.4% of placebo-treated patients and
1.3% of FARXIGA 10 mg-treated patients.

Increase in Low-Density Lipoprotein Cholesterol

In the pool of 13 placebo-controlled studies of glycemic control, changes from baseline in mean lipid
values were reported in FARXIGA-treated patients compared to placebo-treated patients. Mean percent
changes from baseline at Week 24 were 0.0% versus 2.5% for total cholesterol, and -1.0% versus 2.9%
for LDL cholesterol in the placebo and FARXIGA 10 mg groups, respectively. In the DECLARE study
[see Clinical Studies (14.2)], mean changes from baseline after 4 years were 0.4 mg/dL versus -4.1 mg/dL
for total cholesterol, and -2.5 mg/dL versus -4.4 mg/dL for LDL cholesterol, in FARXIGA-treated and the
placebo groups, respectively.

Decrease in Serum Bicarbonate

In a study of concomitant therapy of FARXIGA 10 mg with exenatide extended-release (on a background
of metformin), four patients (1.7%) on concomitant therapy had a serum bicarbonate value of less than or
equal to 13 mEq/L compared to one each (0.4%) in the FARXIGA and exenatide-extended release
treatment groups [see Warnings and Precautions (5.1)].
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DAPA-HF Heart Failure Study
No new adverse reactions were identified in the DAPA-HF heart failure study.
DAPA-CKD Chronic Kidney Disease Study

No new adverse reactions were identified in the DAPA-CKD study in patients with chronic kidney
disease.

6.2 Postmarketing Experience

Additional adverse reactions have been identified during postapproval use of FARXIGA in patients with
diabetes mellitus. Because these reactions are reported voluntarily from a population of uncertain size, it
is generally not possible to reliably estimate their frequency or establish a causal relationship to drug
exposure.

e Ketoacidosis

e Acute Kidney Injury

e Urosepsis and Pyelonephritis

e Necrotizing Fasciitis of the Perineum (Fournier’s Gangrene)
e Rash

7 DRUG INTERACTIONS

7.1 Positive Urine Glucose Test

Monitoring glycemic control with urine glucose tests is not recommended in patients taking SGLT2
inhibitors as SGLT2 inhibitors increase urinary glucose excretion and will lead to positive urine glucose
tests. Use alternative methods to monitor glycemic control.

7.2 Interference with 1,5-anhydroglucitol (1,5-AG) Assay

Monitoring glycemic control with 1,5-AG assay is not recommended as measurements of 1,5-AG are
unreliable in assessing glycemic control in patients taking SGLT2 inhibitors. Use alternative methods to
monitor glycemic control.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
Risk Summary

Based on animal data showing adverse renal effects, FARXIGA is not recommended during the second
and third trimesters of pregnancy.

Limited data with FARXIGA in pregnant women are not sufficient to determine drug-associated risk for
major birth defects or miscarriage. There are risks to the mother and fetus associated with poorly
controlled diabetes and untreated heart failure in pregnancy (see Clinical Considerations).
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In animal studies, adverse renal pelvic and tubule dilatations, that were not fully reversible, were observed
in rats when dapagliflozin was administered during a period of renal development corresponding to the
late second and third trimesters of human pregnancy, at all doses tested; the lowest of which provided an
exposure 15-times the 10 mg clinical dose (see Data).

The estimated background risk of major birth defects is 6 to 10% in women with pre-gestational diabetes
with a HbAlc greater than 7% and has been reported to be as high as 20 to 25% in women with HbAlc
greater than 10%. The estimated background risk of miscarriage for the indicated population is unknown.
In the U.S. general population, the estimated background risk of major birth defects and miscarriage in
clinically recognized pregnancies is 2 to 4% and 15 to 20%, respectively.

Clinical Considerations
Disease-associated maternal and/or embryofetal risk

Poorly controlled diabetes in pregnancy increases the maternal risk for diabetic ketoacidosis,
preeclampsia, spontaneous abortions, preterm delivery and delivery complications. Poorly controlled
diabetes increases the fetal risk for major birth defects, stillbirth, and macrosomia related morbidity.

Data
Animal Data

Dapagliflozin dosed directly to juvenile rats from postnatal day (PND) 21 until PND 90 at doses of 1, 15,
or 75 mg/kg/day, increased kidney weights and increased the incidence of renal pelvic and tubular
dilatations at all dose levels. Exposure at the lowest dose tested was 15-times the 10 mg clinical dose
(based on AUC). The renal pelvic and tubular dilatations observed in juvenile animals did not fully
reverse within a 1-month recovery period.

In a prenatal and postnatal development study, dapagliflozin was administered to maternal rats from
gestation day 6 through lactation day 21 at doses of 1, 15, or 75 mg/kg/day, and pups were indirectly
exposed in utero and throughout lactation. Increased incidence or severity of renal pelvic dilatation was
observed in 21-day-old pups offspring of treated dams at 75 mg/kg/day (maternal and pup dapagliflozin
exposures were 1415-times and 137-times, respectively, the human values at the 10 mg clinical dose,
based on AUC). Dose-related reductions in pup body weights were observed at greater or equal to
29-times the 10 mg clinical dose (based on AUC). No adverse effects on developmental endpoints were
noted at 1 mg/kg/day (19-times the 10 mg clinical dose, based on AUC). These outcomes occurred with
drug exposure during periods of renal development in rats that corresponds to the late second and third
trimester of human development.

In embryofetal development studies in rats and rabbits, dapagliflozin was administered throughout
organogenesis, corresponding to the first trimester of human pregnancy. In rats, dapagliflozin was neither
embryolethal nor teratogenic at doses up to 75 mg/kg/day (1441-times the 10 mg clinical dose, based on
AUC). Dose related effects on the rat fetus (structural abnormalities and reduced body weight) occurred
only at higher dosages, equal to or greater than 150 mg/kg (more than 2344-times the 10 mg clinical dose,
based on AUC), which were associated with maternal toxicity. No developmental toxicities were
observed in rabbits at doses up to 180 mg/kg/day (1191-times the 10 mg clinical dose, based on AUC).
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8.2 Lactation
Risk Summary

There is no information regarding the presence of dapagliflozin in human milk, the effects on the
breastfed infant, or the effects on milk production. Dapagliflozin is present in the milk of lactating rats
(see Data). However, due to species specific differences in lactation physiology, the clinical relevance of
these data are not clear. Since human kidney maturation occurs in utero and during the first 2 years of life
when lactational exposure may occur, there may be risk to the developing human kidney.

Because of the potential for serious adverse reactions in breastfed infants, advise women that use of
FARXIGA is not recommended while breastfeeding.

Data

Dapagliflozin was present in rat milk at a milk/plasma ratio of 0.49, indicating that dapagliflozin and its
metabolites are transferred into milk at a concentration that is approximately 50% of that in maternal
plasma. Juvenile rats directly exposed to dapagliflozin showed risk to the developing kidney (renal pelvic
and tubular dilatations) during maturation.

8.4 Pediatric Use

Safety and effectiveness of FARXIGA in pediatric patients under 18 years of age have not been
established.

8.5 Geriatric Use
No FARXIGA dosage change is recommended based on age.

A total of 1424 (24%) of the 5936 FARXIGA-treated patients were 65 years and older and 207 (3.5%)
patients were 75 years and older in a pool of 21 double-blind, controlled, clinical studies assessing the
efficacy of FARXIGA in improving glycemic control in type 2 diabetes mellitus. After controlling for
level of renal function (eGFR), efficacy was similar for patients under age 65 years and those 65 years
and older. In patients >65 years of age, a higher proportion of patients treated with FARXIGA for
glycemic control had adverse reactions of hypotension [see Warnings and Precautions (5.2) and Adverse
Reactions (6.1)].

In both the DAPA-HF and DAPA-CKD studies, safety and efficacy were similar for patients age 65 years
and younger and those older than 65. In the DAPA-HF study, 2714 (57%) out of 4744 patients with
HFrEF were older than 65 years. In the DAPA-CKD study, 1818 (42%) out of 4304 patients with CKD
were older than 65 years.

8.6 Renal Impairment

FARXIGA was evaluated in 4304 patients with chronic kidney disease (eGFR 25 to 75 mL/min/1.73 m?)
in the DAPA-CKD study. FARXIGA was also evaluated in 1926 patients with an eGFR of 30 to

60 mL/min/1.73 m* in the DAPA-HF study. The safety profile of FARXIGA across eGFR subgroups in
these studies was consistent with the known safety profile [see Adverse Reactions (6.1) and Clinical
Studies (14.3 and 14.4)].
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FARXIGA was evaluated in two glycemic control studies that included patients with type 2 diabetes
mellitus with moderate renal impairment (an eGFR of 45 to less than 60 mL/min/1.73 m? [see Clinical
Studies (14.1)], and an eGFR of 30 to less than 60 mL/min/1.73 m?, respectively). Patients with diabetes
and renal impairment using FARXIGA may be more likely to experience hypotension and may be at
higher risk for acute kidney injury secondary to volume depletion. In the study of patients with an eGFR
30 to less than 60 mL/min/1.73 m?, 13 patients receiving FARXIGA experienced bone fractures
compared to none receiving placebo. Use of FARXIGA for glycemic control in patients without
established CV disease or CV risk factors is not recommended when eGFR is less than

45 mL/min/1.73 m? [see Dosage and Administration (2.2)].

Efficacy and safety studies with FARXIGA did not enroll patients with an eGFR less than
25 mL/min/1.73 m%. FARXIGA is contraindicated in patients on dialysis.

8.7 Hepatic Impairment

No dose adjustment is recommended for patients with mild, moderate, or severe hepatic impairment.
However, the benefit-risk for the use of dapagliflozin in patients with severe hepatic impairment should
be individually assessed since the safety and efficacy of dapagliflozin have not been specifically studied
in this population /see Clinical Pharmacology (12.3)].

10 OVERDOSAGE
There were no reports of overdose during the clinical development program for FARXIGA.

In the event of an overdose, contact the Poison Control Center. It is also reasonable to employ supportive
measures as dictated by the patient’s clinical status. The removal of dapagliflozin by hemodialysis has not
been studied.

11 DESCRIPTION

Dapagliflozin is described chemically as D-glucitol, 1,5-anhydro-1-C-[4-chloro-3-[(4-
ethoxyphenyl)methyl]phenyl]-, (15)-, compounded with (25)-1,2-propanediol, hydrate (1:1:1). The
empirical formula is C2H25C106*C3HsO2*H>0 and the molecular weight is 502.98. The structural formula
is:

Cl OCH,CH,;

FARXIGA is available as a film-coated tablet for oral administration containing the equivalent of 5 mg
dapagliflozin as dapagliflozin propanediol or the equivalent of 10 mg dapagliflozin as dapagliflozin
propanediol, and the following inactive ingredients: microcrystalline cellulose, anhydrous lactose,
crospovidone, silicon dioxide, and magnesium stearate. In addition, the film coating contains the
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following inactive ingredients: polyvinyl alcohol, titanium dioxide, polyethylene glycol, talc, and yellow
iron oxide.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Sodium-glucose cotransporter 2 (SGLT2), expressed in the proximal renal tubules, is responsible for the
majority of the reabsorption of filtered glucose from the tubular lumen. Dapagliflozin is an inhibitor of
SGLT2. By inhibiting SGLT2, dapagliflozin reduces reabsorption of filtered glucose and thereby
promotes urinary glucose excretion. Dapagliflozin also reduces sodium reabsorption and increases the
delivery of sodium to the distal tubule. This may influence several physiological functions including, but
not restricted to, lowering both pre- and afterload of the heart and downregulation of sympathetic activity,

and decreased intraglomerular pressure which is believed to be mediated by increased tubuloglomerular
feedback.

12.2 Pharmacodynamics

General

Increases in the amount of glucose excreted in the urine were observed in healthy subjects and in patients
with type 2 diabetes mellitus following the administration of dapagliflozin (see Figure 1). Dapagliflozin
doses of 5 or 10 mg per day in patients with type 2 diabetes mellitus for 12 weeks resulted in excretion of
approximately 70 grams of glucose in the urine per day at Week 12. A near maximum glucose excretion
was observed at the dapagliflozin daily dose of 20 mg. This urinary glucose excretion with dapagliflozin
also results in increases in urinary volume [see Adverse Reactions (6.1)]. After discontinuation of
dapagliflozin, on average, the elevation in urinary glucose excretion approaches baseline by about 3 days
for the 10 mg dose.
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Figure 1: Scatter Plot and Fitted Line of Change from Baseline in 24-Hour Urinary Glucose
Amount versus Dapagliflozin Dose in Healthy Subjects and Subjects with Type 2 Diabetes Mellitus
(T2DM) (Semi-Log Plot)

160 - -
150 -
140 4 W
130 -

S

1101 *

3

CFB in 24-Hr Urinary Glucose (g)

OIED Ol a0 N, O o

o1 - - 5 8
0.0001 0.001 0.01 01 1 10 100 1000
Dapaglifiozin Dose (mg)

FLOT © © o (ObservedValues for Healthy Subjects
# % # (Observed Values for Subjects with T2OM
= = = Fitted Line for Healthy Subjects
—— Fitted Line for Subjects with T2DM

Cardiac Electrophysiology

Dapagliflozin was not associated with clinically meaningful prolongation of QTc interval at daily doses
up to 150 mg (15-times the recommended maximum dose) in a study of healthy subjects. In addition, no
clinically meaningful effect on QTc interval was observed following single doses of up to 500 mg
(50-times the recommended maximum dose) of dapagliflozin in healthy subjects.

12.3 Pharmacokinetics

Absorption

Following oral administration of dapagliflozin, the maximum plasma concentration (Cpmax) is usually
attained within 2 hours under fasting state. The Cnax and AUC values increase dose proportionally with
increase in dapagliflozin dose in the therapeutic dose range. The absolute oral bioavailability of
dapagliflozin following the administration of a 10 mg dose is 78%. Administration of dapagliflozin with a
high-fat meal decreases its Cmax by up to 50% and prolongs Tmax by approximately 1 hour, but does not
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alter AUC as compared with the fasted state. These changes are not considered to be clinically
meaningful and dapagliflozin can be administered with or without food.

Distribution

Dapagliflozin is approximately 91% protein bound. Protein binding is not altered in patients with renal or
hepatic impairment.

Metabolism

The metabolism of dapagliflozin is primarily mediated by UGT1A9; CYP-mediated metabolism is a
minor clearance pathway in humans. Dapagliflozin is extensively metabolized, primarily to yield
dapagliflozin 3-O-glucuronide, which is an inactive metabolite. Dapagliflozin 3-O-glucuronide accounted
for 61% of a 50 mg ["*C]-dapagliflozin dose and is the predominant drug-related component in human
plasma.

Elimination

Dapagliflozin and related metabolites are primarily eliminated via the renal pathway. Following a single
50 mg dose of ["*C]-dapagliflozin, 75% and 21% total radioactivity is excreted in urine and feces,
respectively. In urine, less than 2% of the dose is excreted as parent drug. In feces, approximately 15% of
the dose is excreted as parent drug. The mean plasma terminal half-life (t.,) for dapagliflozin is
approximately 12.9 hours following a single oral dose of FARXIGA 10 mg.

Specific Populations

Renal Impairment

At steady-state (20 mg once daily dapagliflozin for 7 days), patients with type 2 diabetes with mild,
moderate, or severe renal impairment (as determined by eGFR) had geometric mean systemic exposures
of dapagliflozin that were 45%, 100%, and 200% higher, respectively, as compared to patients with type 2
diabetes mellitus with normal renal function. There was no meaningful difference in exposure between
patients with chronic kidney disease with and without type 2 diabetes. Higher systemic exposure of
dapagliflozin in patients with type 2 diabetes mellitus with renal impairment did not result in a
correspondingly higher 24-hour urinary glucose excretion. The steady-state 24-hour urinary glucose
excretion in patients with type 2 diabetes mellitus and mild, moderate, and severe renal impairment was
42%, 80%, and 90% lower, respectively, than in patients with type 2 diabetes mellitus with normal renal
function.

The impact of hemodialysis on dapagliflozin exposure is not known [see Dosage and Administration
(2.2), Warnings and Precautions (5.2), Use in Specific Populations (8.6), and Clinical Studies (14)].

Hepatic Impairment

In subjects with mild and moderate hepatic impairment (Child-Pugh classes A and B), mean Cpax and
AUC of dapagliflozin were up to 12% and 36% higher, respectively, as compared to healthy matched
control subjects following single-dose administration of 10 mg dapagliflozin. These differences were not
considered to be clinically meaningful. In patients with severe hepatic impairment (Child-Pugh class C),
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mean Cmax and AUC of dapagliflozin were up to 40% and 67% higher, respectively, as compared to
healthy matched controls [see Use in Specific Populations (8.7)].

Effects of Age, Gender, Race, and Body Weight on Pharmacokinetics

Based on a population pharmacokinetic analysis, age, gender, race, and body weight do not have a
clinically meaningful effect on the pharmacokinetics of dapagliflozin and thus, no dose adjustment is
recommended.

Pediatric

Pharmacokinetics in the pediatric population has not been studied.

Drug Interactions

In Vitro Assessment of Drug Interactions

In in vitro studies, dapagliflozin and dapagliflozin 3-O-glucuronide neither inhibited CYP 1A2, 2C9,
2C19, 2D6, or 3A4, nor induced CYP 1A2, 2B6, or 3A4. Dapagliflozin is a weak substrate of the P-
glycoprotein (P-gp) active transporter, and dapagliflozin 3-O-glucuronide is a substrate for the OAT3
active transporter. Dapagliflozin or dapagliflozin 3-O-glucuronide did not meaningfully inhibit P-gp,
OCT2, OATI, or OAT3 active transporters. Overall, dapagliflozin is unlikely to affect the
pharmacokinetics of concurrently administered medications that are P-gp, OCT2, OAT]1, or OAT3
substrates.

Effects of Other Drugs on Dapagliflozin

Table 5 shows the effect of coadministered drugs on the pharmacokinetics of dapagliflozin. No dose
adjustments are recommended for dapagliflozin.
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Table 5: Effects of Coadministered Drugs on Dapagliflozin Systemic Exposure

Coadministered Drug Dapagliflozin Effect on Dapagliflozin
(Dose Regimen)’ (Dose Exposure
Regimen)" (% Change [90% CI])
Cox | AUC
No dosing adjustments required for the following:
Oral Antidiabetic Agents
Metformin (1000 mg) 20 mg > -
Pioglitazone (45 mg) 50 mg — —
Sitagliptin (100 mg) 20 mg — —
Glimepiride (4 mg) 20 mg — —
Voglibose (0.2 mg three times daily) 10 mg > VRN
Other Medications
Hydrochlorothiazide (25 mg) 50 mg > -
Bumetanide (1 mg) 10 mg once - -
daily
for 7 days
Valsartan (320 mg) 20 mg 112% >
[13%,
120%]
Simvastatin (40 mg) 20 mg — —
Anti-infective Agent
Rifampin (600 mg once daily for 6 days) 10 mg 17% 122%
[122%, [127%,
111%] 117%]
Nonsteroidal Anti-inflammatory Agent
Mefenamic Acid (loading dose of 500 mg followed by 10 mg 113% 151%
14 doses of 250 mg every 6 hours) [13%, [144%,
124%] 158%]

<> =no change (geometric mean ratio of test: reference within 0.80 to 1.25); | or 1 = parameter was lower or higher,
respectively, with coadministration compared to dapagliflozin administered alone (geometric mean ratio of test:
reference was lower than 0.80 or higher than 1.25)

*  Single dose unless otherwise noted.
AUC = AUC(INF) for drugs given as single dose and AUC = AUC(TAU) for drugs given in multiple doses.

Effects of Dapagliflozin on Other Drugs

Table 6 shows the effect of dapagliflozin on other coadministered drugs. Dapagliflozin did not
meaningfully affect the pharmacokinetics of the coadministered drugs.

Table 6: Effects of Dapagliflozin on the Systemic Exposures of Coadministered Drugs

Coadministered Drug Dapagliflozin Effect on Coadministered Drug
(Dose Regimen)’ (Dose Regimen)” Exposure
(% Change [90% CI])
Cuax | AUC'

No dosing adjustments required for the following:

Oral Antidiabetic Agents

Metformin (1000 mg) 20 mg —

>
<«

Pioglitazone (45 mg) 50 mg 17%
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Table 6: Effects of Dapagliflozin on the Systemic Exposures of Coadministered Drugs

Coadministered Drug Dapagliflozin Effect on Coadministered Drug
(Dose Regimen)’ (Dose Regimen)” Exposure
(% Change [90% CI])
Chnax AUCT
[125%, 115%]
Sitagliptin (100 mg) 20 mg — —
Glimepiride (4 mg) 20 mg - 113%
[0%, 129%]
Other Medications
Hydrochlorothiazide (25 mg) 50 mg > -
Bumetanide (1 mg) 10 mg once daily 113% 113%
for 7 days [12%, 131%] [11%, 130%]
Valsartan (320 mg) 20 mg 16% 15%
[124%, 116%] [115%, 129%]
Simvastatin (40 mg) 20 mg — 119%
Digoxin (0.25 mg) 20 mg loading dose - -
then 10 mg once daily
for 7 days
Warfarin (25 mg) 20 mg loading dose - -
then 10 mg once daily
for 7 days

<> =no change (geometric mean ratio of test: reference within 0.80 to 1.25); | or 1 = parameter was lower or higher,
respectively, with coadministration compared to the other medicine administered alone (geometric mean ratio of
test: reference was lower than 0.80 or higher than 1.25).

*  Single dose unless otherwise noted.

+ AUC = AUC(INF) for drugs given as single dose and AUC = AUC(TAU) for drugs given in multiple doses.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Dapagliflozin did not induce tumors in either mice or rats at any of the doses evaluated in 2-year
carcinogenicity studies. Oral doses in mice consisted of 5, 15, and 40 mg/kg/day in males and 2, 10, and
20 mg/kg/day in females, and oral doses in rats were 0.5, 2, and 10 mg/kg/day for both males and
females. The highest doses evaluated in mice were approximately 72-times (males) and 105-times
(females) the clinical dose of 10 mg per day, based on AUC exposure. In rats, the highest dose was
approximately 131-times (males) and 186-times (females) the clinical dose of 10 mg per day, based on

AUC exposure.

Dapagliflozin was negative in the Ames mutagenicity assay and was positive in a series of in vitro
clastogenicity assays in the presence of S9 activation and at concentrations greater than or equal to

100 pg/mL. Dapagliflozin was negative for clastogenicity in a series of in vivo studies evaluating
micronuclei or DNA repair in rats at exposure multiples greater than 2100-times the clinical dose.

There was no carcinogenicity or mutagenicity signal in animal studies, suggesting that dapagliflozin does
not represent a genotoxic risk to humans.
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Dapagliflozin had no effects on mating, fertility, or early embryonic development in treated male or
female rats at exposure multiples less than or equal to 1708-times and 998-times the maximum
recommended human dose in males and females, respectively.

14 CLINICAL STUDIES
14.1 Glycemic Control in Patients with Type 2 Diabetes Mellitus

Overview of Clinical Studies of FARXIGA for Type 2 Diabetes Mellitus

FARXIGA has been studied as monotherapy, in combination with metformin, pioglitazone, sulfonylurea
(glimepiride), sitagliptin (with or without metformin), metformin plus a sulfonylurea, or insulin (with or
without other oral antidiabetic therapy), compared to a sulfonylurea (glipizide), and in combination with a
GLP-1 receptor agonist (exenatide extended-release) added-on to metformin. FARXIGA has also been
studied in patients with type 2 diabetes mellitus and moderate renal impairment.

Treatment with FARXIGA as monotherapy and in combination with metformin, glimepiride,
pioglitazone, sitagliptin, or insulin produced statistically significant improvements in mean change from
baseline at Week 24 in HbA1c compared to control. Reductions in HbAlc were seen across subgroups
including gender, age, race, duration of disease, and baseline body mass index (BMI).

Monotherapy

A total of 840 treatment-naive patients with inadequately controlled type 2 diabetes mellitus participated
in 2 placebo-controlled studies to evaluate the safety and efficacy of monotherapy with FARXIGA.

In 1 monotherapy study, a total of 558 treatment-naive patients with inadequately controlled diabetes
participated in a 24-week study (NCT00528372). Following a 2-week diet and exercise placebo lead-in
period, 485 patients with HbAlc >7% and <10% were randomized to FARXIGA 5 mg or FARXIGA
10 mg once daily in either the morning (QAM, main cohort) or evening (QPM), or placebo.

At Week 24, treatment with FARXIGA 10 mg QAM provided significant improvements in HbA1c and
the fasting plasma glucose (FPG) compared with placebo (see Table 7).

Table 7: Results at Week 24 (LOCF") in a Placebo-Controlled Study of FARXIGA Monotherapy
in Patients with Type 2 Diabetes Mellitus (Main Cohort AM Doses)

Efficacy Parameter FARXIGA 10 mg FARXIGA Smg | Placebo
N=70" N=64" N=75"
HbAlc (%)
Baseline (mean) 8.0 7.8 7.8
Change from baseline (adjusted mean*) -0.9 —0.8 -0.2
Difference from placebo (adjusted mean*) -0.7¢ —-0.5
(95% CI) (-1.0,—0.4) (-0.8,0.2)
Percent of patients achieving HbAlc <7% 50.8%" 44.2%" 31.6%
adjusted for baseline
FPG (mg/dL)
Baseline (mean) 166.6 157.2 159.9
Change from baseline (adjusted mean*) —28.8 —24.1 —4.1
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Table 7: Results at Week 24 (LOCF") in a Placebo-Controlled Study of FARXIGA Monotherapy
in Patients with Type 2 Diabetes Mellitus (Main Cohort AM Doses)

Efficacy Parameter FARXIGA 10 mg FARXIGA 5mg | Placebo
N=70" N=64" N=75"
Difference from placebo (adjusted mean*) —-24.7° -19.9
(95% CI) (=35.7,-13.6) (-31.3,-8.5)

*  LOCEF: last observation (prior to rescue for rescued patients) carried forward.

+ All randomized patients who took at least one dose of double-blind study medication during the short-term
double-blind period.

i Least squares mean adjusted for baseline value.

§ p-value <0.0001 versus placebo. Sensitivity analyses yielded smaller estimates of treatment difference with
placebo.

§ Not evaluated for statistical significance as a result of the sequential testing procedure for the secondary
endpoints.

Initial Combination Therapy with Metformin XR

A total of 1236 treatment-naive patients with inadequately controlled type 2 diabetes mellitus (HbAlc
>7.5% and <12%) participated in 2 active-controlled studies of 24-week duration to evaluate initial
therapy with FARXIGA 5 mg (NCT00643851) or 10 mg (NCT00859898) in combination with metformin
extended-release (XR) formulation.

In 1 study, 638 patients randomized to 1 of 3 treatment arms following a 1-week lead-in period received:
FARXIGA 10 mg plus metformin XR (up to 2000 mg per day), FARXIGA 10 mg plus placebo, or
metformin XR (up to 2000 mg per day) plus placebo. Metformin XR dose was up-titrated weekly in

500 mg increments, as tolerated, with a median dose achieved of 2000 mg.

The combination treatment of FARXIGA 10 mg plus metformin XR provided statistically significant
improvements in HbAlc and FPG compared with either of the monotherapy treatments and statistically
significant reduction in body weight compared with metformin XR alone (see Table 8 and Figure 2).
FARXIGA 10 mg as monotherapy also provided statistically significant improvements in FPG and
statistically significant reduction in body weight compared with metformin alone and was noninferior to
metformin XR monotherapy in lowering HbAlc.

Table 8: Results at Week 24 (LOCF’) in an Active-Controlled Study of FARXIGA Initial
Combination Therapy with Metformin XR

Efficacy Parameter FARXIGA FARXIGA Metformin
10 mg 10 mg XR
+ Metformin
XR
N=211" N=219' N=208'
HbA1lc (%)
Baseline (mean) 9.1 9.0 9.0
Change from baseline (adjusted mean') —2.0 -1.5 -1.4
Difference from FARXIGA (adjusted mean*) —0.5"
(95% CI) (=0.7,-0.3)
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Difference from metformin XR (adjusted mean®) —0.5° 0.0"
(95% CI) (-0.8,—0.3) (=0.2,0.2)
Percent of patients achieving HbAlc <7% 46.6%" 31.7% 35.2%
adjusted for baseline

FPG (mg/dL)
Baseline (mean) 189.6 197.5 189.9
Change from baseline (adjusted mean*) —60.4 —46.4 —34.8
Difference from FARXIGA (adjusted mean?) -13.9%
(95% CI) (=20.9, -7.0)
Difference from metformin XR (adjusted mean®) -25.5° -11.6"
(95% CI) (—32.6,-18.5) | (—18.6, 4.6)

Body Weight (kg)
Baseline (mean) 88.6 88.5 87.2
Change from baseline (adjusted mean*) -3.3 -2.7 -1.4
Difference from metformin XR (adjusted mean*) -2.0°8 -1.4%
(95% CI) (=2.6,—1.3) (=2.0,—0.7)

*

LOCEF: last observation (prior to rescue for rescued patients) carried forward.

All randomized patients 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.
Noninferior versus metformin XR.

p-value <0.05.
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Figure 2: Adjusted Mean Change from Baseline Over Time in HbAlc (%) in a 24-Week Active-
Controlled Study of FARXIGA Initial Combination Therapy with Metformin XR
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In a second study, 603 patients were randomized to 1 of 3 treatment arms following a 1-week lead-in
period: FARXIGA 5 mg plus metformin XR (up to 2000 mg per day), FARXIGA 5 mg plus placebo, or
metformin XR (up to 2000 mg per day) plus placebo. Metformin XR dose was up-titrated weekly in

500 mg increments, as tolerated, with a median dose achieved of 2000 mg.

The combination treatment of FARXIGA 5 mg plus metformin XR provided statistically significant
improvements in HbAlc and FPG compared with either of the monotherapy treatments and statistically
significant reduction in body weight compared with metformin XR alone (see Table 9).

Table 9: Results at Week 24 (LOCF’) in an Active-Controlled Study of FARXIGA Initial

Combination Therapy with Metformin XR

Efficacy Parameter FARXIGA FARXIGA | Metformin
5 mg 5 mg XR
+ Metformin XR
N=194' N=203' N=201'

HbA1lc (%)

Baseline (mean) 9.2 9.1 9.1

Change from baseline (adjusted mean*) —2.1 -1.2 -1.4

Difference from FARXIGA (adjusted mean) —0.9"
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Table 9: Results at Week 24 (LOCF’) in an Active-Controlled Study of FARXIGA Initial

Combination Therapy with Metformin XR

(95% CI)
*

Efficacy Parameter FARXIGA FARXIGA | Metformin
5 mg 5 mg XR
+ Metformin XR
N=194' N=203' N=201'
(95% CI) (-1.1,-0.6)
Difference from metformin XR (adjusted -0.7¢
mean?) (-0.9,-0.5)
(95% CI)
Percent of patients achieving HbAlc <7% 52.4%" 22.5% 34.6%
adjusted for baseline
FPG (mg/dL)
Baseline (mean) 193.4 190.8 196.7
Change from baseline (adjusted mean*) —61.0 —42.0 -33.6
Difference from FARXIGA (adjusted mean?) -19.1°
(95% CI) (=26.7,-11.4)
Difference from metformin XR (adjusted -27.5%
mean?) (—35.1,-19.8)
(95% CI)
Body Weight (kg)
Baseline (mean) 84.2 86.2 85.8
Change from baseline (adjusted mean*) -2.7 -2.6 -1.3
Difference from metformin XR (adjusted -1.4%
mean?) (-2.0,-0.7)

LOCEF: last observation (prior to rescue for rescued patients) carried forward.

+  All randomized patients who took at least one dose of double-blind study medication during the short-term

double-blind period.
1 Least squares mean adjusted for baseline value.
§ p-value <0.0001.
 p-value <0.05.

Add-On to Metformin

A total of 546 patients with type 2 diabetes mellitus with inadequate glycemic control (HbAlc >7% and
<10%) participated in a 24-week, placebo-controlled study to evaluate FARXIGA in combination with

metformin (NCT00528879). Patients on metformin at a dose of at least 1500 mg per day were

randomized after completing a 2-week, single-blind, placebo lead-in period. Following the lead-in period,
eligible patients were randomized to FARXIGA 5 mg, FARXIGA 10 mg, or placebo in addition to their

current dose of metformin.

As add-on treatment to metformin, FARXIGA 10 mg provided statistically significant improvements in
HbA Ic and FPG, and statistically significant reduction in body weight compared with placebo at Week 24

(see Table 10 and Figure 3). Statistically significant (p <0.05 for both doses) mean changes from baseline
in systolic blood pressure relative to placebo plus metformin were —4.5 mmHg and —5.3 mmHg with
FARXIGA 5 mg and 10 mg plus metformin, respectively.




Table 10: Results of a 24-Week (LOCF’) Placebo-Controlled Study of FARXIGA in Add-On

Combination with Metformin

Efficacy Parameter FARXIGA FARXIGA Placebo
10 mg 5 mg
+ Metformin + Metformin | + Metformin
N=135' N=137' N=137'
HbAlc (%)
Baseline (mean) 7.9 8.2 8.1
Change from baseline (adjusted mean®) —0.8 -0.7 -0.3
Difference from placebo (adjusted mean*) —0.5° —0.4°
(95% CI) (=0.7,-0.3) (=0.6, —0.2)
Percent of patients achieving HbAlc <7% 40.6%' 37.5%" 25.9%
adjusted for baseline
FPG (mg/dL)
Baseline (mean) 156.0 169.2 165.6
Change from baseline at Week 24 (adjusted —23.5 -21.5 —6.0
mean?)
Difference from placebo (adjusted mean*) -17.5% -15.5%
(95% CI) (=25.0,-10.0) (=229, -8.1)
Change from baseline at Week 1 (adjusted mean*) -16.5° -12.0° 1.2
(N=115) (N=121) (N=126)
Body Weight (kg)
Baseline (mean) 86.3 84.7 87.7
Change from baseline (adjusted mean*) -2.9 -3.0 —0.9
Difference from placebo (adjusted mean*) -2.0°8 —2.28
(95% CI) (=2.6,—1.3) (2.8, -1.5)

LOCEF: last observation (prior to rescue for rescued patients) carried forward.

All randomized patients 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 + metformin.
p-value <0.05 versus placebo + metformin.
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Figure 3: Adjusted Mean Change from Baseline Over Time in HbAlc (%) in a 24-Week Placebo-
Controlled Study of FARXIGA in Combination with Metformin
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Active Glipizide-Controlled Study Add-On to Metformin

A total of 816 patients with type 2 diabetes mellitus with inadequate glycemic control (HbAlc >6.5% and
<10%) were randomized in a 52-week, glipizide-controlled, noninferiority study to evaluate FARXIGA as
add-on therapy to metformin (NCT00660907). Patients on metformin at a dose of at least 1500 mg per
day were randomized following a 2-week placebo lead-in period to glipizide or dapagliflozin (5 mg or

2.5 mg, respectively) and were up-titrated over 18 weeks to optimal glycemic effect (FPG <110 mg/dL,
<6.1 mmol/L) or to the highest dose level (up to glipizide 20 mg and FARXIGA 10 mg) as tolerated by
patients. Thereafter, doses were kept constant, except for down-titration to prevent hypoglycemia.

At the end of the titration period, 87% of patients treated with FARXIGA had been titrated to the
maximum study dose (10 mg) versus 73% treated with glipizide (20 mg). FARXIGA led to a similar
mean reduction in HbAlc from baseline at Week 52 (LOCF), compared with glipizide, thus
demonstrating noninferiority (see Table 11). FARXIGA treatment led to a statistically significant mean
reduction in body weight from baseline at Week 52 (LOCF) compared with a mean increase in body
weight in the glipizide group. Statistically significant (p<0.0001) mean change from baseline in systolic
blood pressure relative to glipizide plus metformin was —5.0 mmHg with FARXIGA plus metformin.
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Table 11: Results at Week 52 (LOCF") in an Active-Controlled Study Comparing FARXIGA to

Glipizide as Add-On to Metformin

Efficacy Parameter FARXIGA Glipizide
+ Metformin + Metformin
N=400' N=401'
HbA1lc (%)
Baseline (mean) 7.7 7.7
Change from baseline (adjusted mean*) —-0.5 —0.5
Difference from glipizide + metformin (adjusted mean*) 0.0°
(95% CI) (=0.1, 0.1)
Body Weight (kg)
Baseline (mean) 88.4 87.6
Change from baseline (adjusted mean*) -3.2 1.4
Difference from glipizide + metformin (adjusted mean*) —4.7"
(95% CI) (=5.1,-4.2)

LOCEF: last observation carried forward.

Least squares mean adjusted for baseline value.
Noninferior to glipizide + metformin.
p-value <0.0001.

=& O P —k %

Add-On Combination Therapy with Other Antidiabetic Agents

Add-On Combination Therapy with a Sulfonylurea

Randomized and treated patients with baseline and at least 1 postbaseline efficacy measurement.

A total of 597 patients with type 2 diabetes mellitus and inadequate glycemic control (HbAlc >7% and
<10%) were randomized in this 24-week, placebo-controlled study to evaluate FARXIGA in combination

with glimepiride (a sulfonylurea) (NCT00680745).

Patients on at least half the maximum recommended dose of glimepiride as monotherapy (4 mg) for at
least 8 weeks lead-in were randomized to FARXIGA 5 mg, FARXIGA 10 mg, or placebo in addition to
glimepiride 4 mg per day. Down-titration of glimepiride to 2 mg or 0 mg was allowed for hypoglycemia

during the treatment period; no up-titration of glimepiride was allowed.

In combination with glimepiride, FARXIGA 10 mg provided statistically significant improvement in
HbAlc, FPG, and 2-hour PPG, and statistically significant reduction in body weight compared with
placebo plus glimepiride at Week 24 (see Table 12). Statistically significant (p<0.05 for both doses) mean
changes from baseline in systolic blood pressure relative to placebo plus glimepiride were —2.8 mmHg
and —3.8 mmHg with FARXIGA 5 mg and 10 mg plus glimepiride, respectively.

Add-on Combination Therapy with Metformin and a Sulfonylurea

A total of 218 patients with type 2 diabetes mellitus and inadequate glycemic control (HbAlc >7% and
<10.5%) participated in a 24-week, placebo-controlled study to evaluate FARXIGA in combination with
metformin and a sulfonylurea (NCT01392677). Patients on a stable dose of metformin (immediate- or
extended-release formulations) >1500 mg/day plus maximum tolerated dose, which must be at least half
the maximum dose, of a sulfonylurea for at least 8 weeks prior to enrollment were randomized after an 8-
week placebo lead-in period to FARXIGA 10 mg or placebo. Dose-titration of FARXIGA or metformin
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was not permitted during the 24—week treatment period. Down-titration of the sulfonylurea was permitted
to prevent hypoglycemia, but no up-titration was permitted. As add-on treatment to combined metformin
and a sulfonylurea, treatment with FARXIGA 10 mg provided statistically significant improvements in
HbA Ic and FPG and statistically significant reduction in body weight compared with placebo at Week 24
(Table 12). A statistically significant (p <0.05) mean change from baseline in systolic blood pressure
relative to placebo in combination with metformin and a sulfonylurea was -3.8 mmHg with FARXIGA

10 mg in combination with metformin and a sulfonylurea at Week 8.

Add-On Combination Therapy with a Thiazolidinedione

A total of 420 patients with type 2 diabetes mellitus with inadequate glycemic control (HbAlc >7% and
<10.5%) participated in a 24-week, placebo-controlled study to evaluate FARXIGA in combination with
pioglitazone (a thiazolidinedione [TZD]) alone (NCT00683878). Patients on a stable dose of pioglitazone
of 45 mg per day (or 30 mg per day, if 45 mg per day was not tolerated) for 12 weeks were randomized
after a 2-week lead-in period to 5 or 10 mg of FARXIGA or placebo in addition to their current dose of
pioglitazone. Dose titration of FARXIGA or pioglitazone was not permitted during the study.

In combination with pioglitazone, treatment with FARXIGA 10 mg provided statistically significant
improvements in HbAlc, 2-hour PPG, FPG, the proportion of patients achieving HbAlc <7%, and a
statistically significant reduction in body weight compared with the placebo plus pioglitazone treatment
groups (see Table 12) at Week 24. A statistically significant (p <0.05) mean change from baseline in
systolic blood pressure relative to placebo in combination with pioglitazone was —4.5 mmHg with
FARXIGA 10 mg in combination with pioglitazone.

Add-On Combination Therapy with a DPP4 Inhibitor

A total of 452 patients with type 2 diabetes mellitus who were drug naive, or who were treated at entry
with metformin or a DPP4 inhibitor alone or in combination, and had inadequate glycemic control
(HbAlc >7.0% and <10.0% at randomization), participated in a 24-week, placebo-controlled study to
evaluate FARXIGA in combination with sitagliptin (a DPP4 inhibitor) with or without metformin
(NCT00984867).

Eligible patients were stratified based on the presence or absence of background metformin (=1500 mg
per day), and within each stratum were randomized to either FARXIGA 10 mg plus sitagliptin 100 mg
once daily, or placebo plus sitagliptin 100 mg once daily. Endpoints were tested for FARXIGA 10 mg
versus placebo for the total study group (sitagliptin with and without metformin) and for each stratum
(sitagliptin alone or sitagliptin with metformin). Thirty-seven percent (37%) of patients were drug naive,
32% were on metformin alone, 13% were on a DPP4 inhibitor alone, and 18% were on a DPP4 inhibitor
plus metformin. Dose titration of FARXIGA, sitagliptin, or metformin was not permitted during the
study.

In combination with sitagliptin (with or without metformin), FARXIGA 10 mg provided statistically
significant improvements in HbAlc, FPG, and a statistically significant reduction in body weight
compared with the placebo plus sitagliptin (with or without metformin) group at Week 24 (see Table 12).
These improvements were also seen in the stratum of patients who received FARXIGA 10 mg plus
sitagliptin alone (placebo-corrected mean change for HbAlc —0.56%; n=110) compared with placebo plus
sitagliptin alone (n=111), and the stratum of patients who received FARXIGA 10 mg plus sitagliptin and
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metformin (placebo-corrected mean change for HbAlc —0.40; n=113) compared with placebo plus
sitagliptin with metformin (n=113).

Add-On Combination Therapy with Insulin

A total of 808 patients with type 2 diabetes mellitus who had inadequate glycemic control (HbAlc >7.5%
and <10.5%) were randomized in a 24-week, placebo-controlled study to evaluate FARXIGA as add-on
therapy to insulin (NCT00673231). Patients on a stable insulin regimen, with a mean dose of at least

30 IU of injectable insulin per day, for a period of at least 8 weeks prior to enrollment and on a maximum
of 2 oral antidiabetic medications (OADs), including metformin, were randomized after completing a
2-week enrollment period to receive either FARXIGA 5 mg, FARXIGA 10 mg, or placebo in addition to
their current dose of insulin and other OADs, if applicable. Patients were stratified according to the
presence or absence of background OADs. Up- or down-titration of insulin was only permitted during the
treatment phase in patients who failed to meet specific glycemic goals. Dose modifications of blinded
study medication or OAD(s) were not allowed during the treatment phase, with the exception of
decreasing OAD(s) where there were concerns over hypoglycemia after cessation of insulin therapy.

In this study, 50% of patients were on insulin monotherapy at baseline, while 50% were on 1 or 2 OADs
in addition to insulin. At Week 24, FARXIGA 10 mg dose provided statistically significant improvement
in HbA Ic and reduction in mean insulin dose, and a statistically significant reduction in body weight
compared with placebo in combination with insulin, with or without up to 2 OADs (see Table 12); the
effect of FARXIGA on HbA lc was similar in patients treated with insulin alone and patients treated with
insulin plus OAD. Statistically significant (p<0.05) mean change from baseline in systolic blood pressure
relative to placebo in combination with insulin was —3.0 mmHg with FARXIGA 10 mg in combination
with insulin.

At Week 24, FARXIGA 5 mg (—5.7 IU, difference from placebo) and 10 mg (—6.2 IU, difference from
placebo) once daily resulted in a statistically significant reduction in mean daily insulin dose (p<0.0001
for both doses) compared to placebo in combination with insulin, and a statistically significantly higher
proportion of patients on FARXIGA 10 mg (19.6%) reduced their insulin dose by at least 10% compared
to placebo (11.0%).

Table 12: Results of 24-Week (LOCF") Placebo-Controlled Studies of FARXIGA in Combination
with Antidiabetic Agents

Efficacy Parameter FARXIGA FARXIGA Placebo

10 mg 5 mg
In Combination with Sulfonylurea (Glimepiride)

Intent-to-Treat Population | N=151" | N=142" | N=145"

HbAlc (%)

Baseline (mean) 8.1 8.1 8.2

Change from baseline (adjusted mean*) —0.8 —0.6 —0.1

Difference from placebo (adjusted mean*) -0.7" -0.5°

(95% CI) (=0.9,-0.5) (=0.7,-0.3)

Percent of patients achieving HbAlc <7% 31.7%" 30.3%" 13.0%

adjusted for baseline

FPG (mg/dL)

Baseline (mean) | 172.4 | 174.5 | 1727
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Table 12: Results of 24-Week (LOCF") Placebo-Controlled Studies of FARXIGA in Combination

with Antidiabetic Agents

Efficacy Parameter FARXIGA FARXIGA Placebo
10 mg 5 mg

Change from baseline (adjusted mean') —28.5 —21.2 —2.0
Difference from placebo (adjusted mean*) (95% CI) -26.5% -19.3%

(=33.5,-19.5) (=26.3,-12.2)
2-hour PPG' (mg/dL)
Baseline (mean) 329.6 322.8 324.1
Change from baseline (adjusted mean*) —60.6 —54.5 -11.5
Difference from placebo (adjusted mean*) (95% CI) -49.1% -43.0°

(-64.1,-34.1) (—58.4, —27.5)
Body Weight (kg)
Baseline (mean) 80.6 81.0 80.9
Change from baseline (adjusted mean*) -2.3 -1.6 -0.7
Difference from placebo (adjusted mean*) (95% CI) -1.5% -0.8°

(-=2.2,-0.9) (-1.5,-0.2)
In Combination with Metformin and a Sulfonylurea

Intent-to-Treat Population | N=108' | - | N=108'
HbAlc (%)
Baseline (mean) 8.08 - 8.24
Change from baseline (adjusted mean*” —0.86 - -0.17
Difference from placebo (adjusted mean*) -0.69° -
(95% CD) (=0.89, —0.49)
Percent of patients achieving HbAlc <7% 31.8%° - 11.1%
adjusted for baseline
FPG (mg/dL)
Baseline (mean) 167.4 - 180.3
Change from baseline (adjusted mean*) -34.2 - —0.8
Difference from placebo (adjusted mean*) (95% CI) -33.5% -

(—43.1,-23.8)
Body Weight (kg)
Baseline (mean) 88.57 - 90.07
Change from baseline (adjusted mean*) —2.65 - —0.58
Difference from placebo (adjusted mean*) (95% CI) -2.07° -

(=2.79, -1.35)

In Combination with Thiazolidinedione (Pioglitazone)

Intent-to-Treat Population | N=140" | N=141" | N=139°
HbAlc (%)
Baseline (mean) 8.4 8.4 8.3
Change from baseline (adjusted mean*) -1.0 —0.8 -0.4
Difference from placebo (adjusted mean*) —0.6° —0.4°
(95% CD) (-0.8,—0.3) (=0.6, —0.2)
Percent of patients achieving HbAlc <7% 38.8%" 32.5%" 22.4%
adjusted for baseline
FPG (mg/dL)
Baseline (mean) 164.9 168.3 160.7
Change from baseline (adjusted mean*) —29.6 -24.9 =5.5
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Table 12: Results of 24-Week (LOCF") Placebo-Controlled Studies of FARXIGA in Combination

with Antidiabetic Agents

Efficacy Parameter FARXIGA FARXIGA Placebo
10 mg 5 mg

Difference from placebo (adjusted mean*) —24.1° -19.5°

(95% CD) (=32.2,-16.1) (=27.5,-11.4)

2-hour PPG' (mg/dL)

Baseline (mean) 308.0 284.8 293.6

Change from baseline (adjusted mean*) —67.5 —65.1 —14.1

Difference from placebo (adjusted mean*) -53.3° -51.0°

(95% CD) (=71.1, -35.6) (—68.7,-33.2)

Body Weight (kg)

Baseline (mean) 84.8 87.8 86.4

Change from baseline (adjusted mean*) —0.1 0.1 1.6

Difference from placebo (adjusted mean*) -1.8° -1.6°

(95% CD) (=2.6,—1.0) (=2.3,-0.8)

In Combination with DPP4 Inhibitor (Sitagliptin) with or without Metformin
Intent-to-Treat Population | N=223' | — | N=224"
HbAlc (%)

Baseline (mean) 7.90 — 7.97
Change from baseline (adjusted mean*) —0.45 — 0.04
Difference from placebo (adjusted mean®) -0.48° -

(95% CD) (-0.62, —0.34)

Patients with HbAlc decrease >0.7% (adjusted 35.4% - 16.6%
percent)

FPG (mg/dL)

Baseline (mean) 161.7 - 163.1
Change from baseline at Week 24 (adjusted mean) —24.1 — 3.8
Difference from placebo (adjusted mean®) -27.9% -

(95% CD) (=34.5,-21.4)

Body Weight (kg)

Baseline (mean) 91.02 - 89.23
Change from baseline (adjusted mean*) —2.14 — —0.26
Difference from placebo (adjusted mean®) -1.89% -

(95% CD) (=2.37,-1.40)

In Combination with Insulin with or without up to 2 Oral Antidiabetic Therapies
Intent-to-Treat Population | N=194' | N=211' | N=193'
HbAlc (%)

Baseline (mean) 8.6 8.6 8.5
Change from baseline (adjusted mean*) -0.9 —0.8 —0.3
Difference from placebo (adjusted mean*) —0.6° —0.5°

(95% CD) (=0.7,-0.5) (=0.7,-0.4)

FPG (mg/dL)

Baseline (mean) 173.7 NT* 170.0
Change from baseline (adjusted mean*) —21.7 NT* 33
Difference from placebo (adjusted mean*) —25.0° NT?

(95% CI) (—34.3,-15.8)

Body Weight (kg)
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Table 12: Results of 24-Week (LOCF") Placebo-Controlled Studies of FARXIGA in Combination
with Antidiabetic Agents

Efficacy Parameter FARXIGA FARXIGA Placebo
10 mg 5 mg

Baseline (mean) 94.6 93.2 94.2
Change from baseline (adjusted mean*) -1.7 -1.0 0.0
Difference from placebo (adjusted mean*) -1.7% -1.0°%
(95% CI) (-2.2,-1.2) (-1.5,-0.5)

*  LOCEF: last observation (prior to rescue for rescued patients) carried forward.

+  Randomized and treated patients with baseline and at least 1 post baseline efficacy measurement.

1 Least squares mean adjusted for baseline value based on an ANCOVA model.

§  p-value <0.0001 versus placebo.

§  2-hour PPG level as a response to a 75-gram oral glucose tolerance test (OGTT).

#  Least squares mean adjusted for baseline value based on a longitudinal repeated measures model.

b All randomized patients who took at least one dose of double-blind study medication during the short-term,

double-blind period.

p-value <0.05 versus placebo.
NT: Not formally tested because of failing to achieve a statistically significant difference in an endpoint that was
earlier in the testing sequence.

® =

Combination Therapy with Exenatide-Extended Release as Add-On to Metformin

A total of 694 adult patients with type 2 diabetes mellitus and inadequate glycemic control (HbAlc >8.0
and <12.0%) on metformin, were evaluated in a 28-week double-blind, active-controlled study to
compare FARXIGA in combination with exenatide extended-release (a GLP-1 receptor agonist) to
FARXIGA alone and exenatide extended-release alone, as add-on to metformin (NCT(02229396). Patients
on metformin at a dose of at least 1,500 mg per day were randomized following a 1-week placebo lead-in
period to receive either FARXIGA 10 mg once daily (QD) in combination with exenatide
extended-release 2 mg once weekly (QW), FARXIGA 10 mg QD, or exenatide extended-release 2 mg
QW.

At Week 28, FARXIGA in combination with exenatide extended-release provided statistically
significantly greater reductions in HbAlc (-1.77%) compared to FARXIGA alone (-1.32%, p=0.001) and
exenatide extended-release alone (-1.42%, p=0.012). FARXIGA in combination with exenatide extended-
release provided statistically significantly greater reductions in FPG (-57.35 mg/dL) compared to
FARXIGA alone (-44.72 mg/dL, p=0.006) and exenatide extended-release alone (-40.53, p <0.001).

Use in Patients with Type 2 Diabetes Mellitus and Moderate Renal Impairment

FARXIGA was assessed in two placebo-controlled studies of patients with type 2 diabetes mellitus and
moderate renal impairment.

Patients with type 2 diabetes mellitus and an eGFR between 45 to less than 60 mL/min/1.73 m*
inadequately controlled on current diabetes therapy participated in a 24-week, double-blind, placebo-
controlled clinical study (NCT02413398). Patients were randomized to either FARXIGA 10 mg or
placebo, administered orally once daily. At Week 24, FARXIGA provided statistically significant
reductions in HbA 1¢ compared with placebo (Table 13).
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Table 13: Results at Week 24 of Placebo-Controlled Study for FARXIGA in Patients with Type 2
Diabetes Mellitus and Renal Impairment (eGFR 45 to less than 60 mL/min/1.73 m’)

FARXIGA 10 mg Placebo
Number of patients: N=160 N=161
HbAlc (%)
Baseline (mean) 8.3 8.0
Change from baseline (adjusted mean*) -0.4 -0.1
Difference from placebo (adjusted mean*) -0.37
(95% CI) (-0.5,-0.1)

*  Least squares mean adjusted for baseline value; at Week 24, HbA ¢ was missing for 5.6% and 6.8% of
individuals treated with FARXIGA and placebo, respectively. Retrieved dropouts, i.e. observed HbAlc at
Week 24 from subjects who discontinued treatment, were used to impute missing values in HbAlc.

¥ p-value =0.008 versus placebo.

14.2 Cardiovascular Qutcomes in Patients with Type 2 Diabetes Mellitus

Dapagliflozin Effect on Cardiovascular Events (DECLARE, NCT01730534) was an international,
multicenter, randomized, double-blind, placebo-controlled, clinical study conducted to determine the
effect of FARXIGA relative to placebo on cardiovascular (CV) outcomes when added to current
background therapy. All patients had type 2 diabetes mellitus and either established CV disease or two or
more additional CV risk factors (age >55 years in men or >60 years in women and one or more of
dyslipidemia, hypertension, or current tobacco use). Concomitant antidiabetic and atherosclerotic
therapies could be adjusted, at the discretion of investigators, to ensure participants were treated
according to the standard care for these diseases.

Of 17160 randomized patients, 6974 (40.6%) had established CV disease and 10186 (59.4%) did not have
established CV disease. A total of 8582 patients were randomized to FARXIGA 10 mg, 8578 to placebo,
and patients were followed for a median of 4.2 years.

Approximately 80% of the trial population was White, 4% Black or African-American, and 13% Asian.
The mean age was 64 years, and approximately 63% were male.

Mean duration of diabetes was 11.9 years and 22.4% of patients had diabetes for less than 5 years. Mean
eGFR was 85.2 mL/min/1.73 m” At baseline, 23.5% of patients had microalbuminuria (UACR >30 to
<300 mg/g) and 6.8% had macroalbuminuria (UACR >300 mg/g). Mean HbA1c was 8.3% and mean
BMI was 32.1 kg/m?. At baseline, 10% of patients had a history of heart failure.

Most patients (98.1%) used one or more antihyperglycemic medications at baseline. 82.0% of the patients
were being treated with metformin, 40.9% with insulin, 42.7% with a sulfonylurea, 16.8% with a DPP4
inhibitor, and 4.4% with a GLP-1 receptor agonist.

Approximately 81.3% of patients were treated with angiotensin converting enzyme inhibitors or
angiotensin receptor blockers, 75.0% with statins, 61.1% with antiplatelet therapy, 55.5% with
acetylsalicylic acid, 52.6% with beta-blockers, 34.9% with calcium channel blockers, 22.0% with thiazide
diuretics, and 10.5% with loop diuretics.

A Cox proportional hazards model was used to test for non-inferiority against the pre-specified risk
margin of 1.3 for the hazard ratio (HR) of the composite of CV death, myocardial infarction (MI), or
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ischemic stroke (MACE) and if non-inferiority was demonstrated, to test for superiority on the two
primary endpoints: 1) the composite of hospitalization for heart failure or CV death, and 2) MACE.

The incidence rate of MACE was similar in both treatment arms: 2.30 MACE events per 100 patient-
years on dapagliflozin vs 2.46 MACE events per 100 patient-years on placebo. The estimated hazard ratio
of MACE associated with dapagliflozin relative to placebo was 0.93 with a 95% CI of (0.84, 1.03). The
upper bound of this confidence interval, 1.03, excluded the pre-specified non-inferiority margin of 1.3.

FARXIGA was superior to placebo in reducing the incidence of the primary composite endpoint of
hospitalization for heart failure or CV death (HR 0.83 [95% CI 0.73, 0.95]).

The treatment effect was due to a significant reduction in the risk of hospitalization for heart failure in
subjects randomized to FARXIGA (HR 0.73 [95% CI 0.61, 0.88]), with no change in the risk of CV death
(Table 14 and Figures 4 and 5).

Table 14: Treatment Effects for the Primary Endpoints* and their Components* in the
DECLARE Study

Patients with events n (%)

Efficacy Variable FARXIGA 10 mg Placebo Hazard ratio
(time to first occurrence) N=8582 N=8578 (95% CI)
Primary Endpoints
Composite of Hospitalization for Heart
Failure, CV Death' 417 (4.9) 496 (5.8) 0.83 (0.73, 0.95)
Composite Endpoint of CV Death, MI,
Ischemic Stroke 756 (8.8) 803 (9.4) 0.93 (0.84, 1.03)
Components of the composite endpoints*
Hospitalization for Heart Failure 212 (2.5) 286 (3.3) 0.73 (0.61, 0.88)
CV Death 245 (2.9) 249 (2.9) 0.98 (0.82, 1.17)
Myocardial Infarction 393 (4.6) 441 (5.1) 0.89 (0.77, 1.01)
Ischemic Stroke 235 (2.7) 231 (2.7) 1.01 (0.84, 1.21)

N=Number of patients, CI=Confidence interval, CV=Cardiovascular, MI=Myocardial infarction.
*  Full analysis set.

t  p-value =0.005 versus placebo.

i total number of events presented for each component of the composite endpoints
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Figure 4: Time to First Occurrence of Hospitalization for Heart Failure or CV Death in the
DECLARE Study
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Figure 5: Time to First Occurrence of Hospitalization for Heart Failure in the DECLARE Study
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14.3 Heart Failure with Reduced Ejection Fraction

Dapagliflozin And Prevention of Adverse outcomes in Heart Failure (DAPA-HF, NCT03036124) was an
international, multicenter, randomized, double-blind, placebo-controlled study in patients with heart
failure (New York Heart Association [NYHA] functional class II-IV) with reduced ejection fraction (left
ventricular ejection fraction [LVEF] 40% or less) to determine whether FARXIGA reduces the risk of
cardiovascular death and hospitalization for heart failure.

Of 4744 patients, 2373 were randomized to FARXIGA 10 mg and 2371 to placebo and were followed for
a median of 18 months. The mean age of the study population was 66 years, 77% were male and 70%
were White, 5% Black or African-American, and 24% Asian.

At baseline, 68% patients were classified as NYHA class 11, 32% class 111, and 1% class IV; median
LVEF was 32%. History of type 2 diabetes mellitus was present in 42%, and an additional 3% had type 2
diabetes mellitus based on a HbA1lc >6.5% at both enrollment and randomization.

At baseline, 94% of patients were treated with ACEi, ARB or angiotensin receptor-neprilysin inhibitor
(ARNI, including sacubitril/valsartan 11%), 96% with beta-blocker, 71% with mineralocorticoid receptor
antagonist (MRA), 93% with diuretic, and 26% had an implantable device.

FARXIGA reduced the incidence of the primary composite endpoint of CV death, hospitalization for
heart failure or urgent heart failure visit (HR 0.74 [95% CI 0.65, 0.85]; p<0.0001). All three components
of the primary composite endpoint individually contributed to the treatment effect. The FARXIGA and
placebo event curves separated early and continued to diverge over the study period (Table 15, Figures
6A, 6B and 6C).

Table 15: Treatment Effect for the Primary Composite Endpoint*, its Components* and All-Cause
Mortality in the DAPA-HF Study

Patients with events (event rate)
Efficacy Variable FARXIGA 10 mg Placebo Hazard ratio | p-value’
(time to first occurrence) N=2373 N=2371 (95% CI)
Composite of Hospitalization for
502 0.74 (0.65
Heart Failure, CV Death or Urgent 386 (11.6) (15.6) 0 é 5) ’ <0.0001
Heart Failure Visit ) ’
Composite of CV Death or 495 0.75 (0.65,
82(11.4 <0.0001
Hospitalization for Heart Failure 382(114) (15.3) 0.85)
Components of the composite endpoints
0.82 (0.69
CV Death 227 (6.5) 273 (7.9) 0.69,
0.98)
Hospitalization for Heart Failure or 237 (1.1) 326 0.70 (0.59,
Urgent Heart Failure Visit ) (10.1) 0.83)
Hospitalization for Heart Failure 231 (6.9) 318 (9.8) 0'7(()) ég')”’
0.43 (0.20
Urgent Heart Failure Visit 10 (0.3) 23(0.7) 0 ; 0) ’
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Table 15: Treatment Effect for the Primary Composite Endpoint*, its Components* and All-Cause

Mortality in the DAPA-HF Study

Patients with events (event rate)

Efficacy Variable FARXIGA 10 mg Placebo Hazard ratio | p-value’
(time to first occurrence) N=2373 N=2371 (95% CI)

2 . 29 (9. . 1
All-Cause Mortality 76(7.9) 32905 0 88 ;(;)7 ’

N=Number of patients, CI=Confidence interval, CV=Cardiovascular.

*  Full analysis set.
+ Two-sided p-values.

NOTE: Time to first event was analyzed in a Cox proportional hazards model. The number of first events for the
single components are the actual number of first events for each component and does not add up to the number of
events in the composite endpoint. Event rates are presented as the number of subjects with event per 100 patient years

of follow-up.
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Figure 6: Kaplan-Meier Curves for the Primary Composite Endpoint (A), Cardiovascular Death
(B), and Heart Failure Hospitalization (C) (DAPA-HF Study)

Figure 6A: Time to the First Occurrence of the Composite of Cardiovascular Death, Hospitalization for Heart Failure or
Urgent Heart Failure Visit
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NOTE: An urgent heart failure visit was defined as an urgent, unplanned, assessment by a physician, e.g. in an Emergency
Department, and requiring treatment for worsening heart failure (other than just an increase in oral diuretics).

Patients at risk is the number of patients at risk at the beginning of the period.

HR=Hazard ratio, CI=Confidence interval.
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Figure 6B: Time to the First Occurrence of Cardiovascular Death
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Figure 6C: Time to the First Occurrence of Heart Failure Hospitalization
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FARXIGA reduced the total number of hospitalizations for heart failure (first and recurrent) events and
CV death, with 567 and 742 total events in the FARXIGA-treated vs placebo group (Rate Ratio 0.75
[95% CI 0.65, 0.88]; p=0.0002).

The results of the primary composite endpoint were consistent across the subgroups examined, including
heart failure patients with and without type 2 diabetes mellitus (Figure 7).
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Figure 7: Treatment Effects for Primary Composite Endpoint (Cardiovascular Death and Heart
Failure Events) Subgroup Analysis (DAPA-HF Study)

Characteristics HR (95% CI) FARXIGA Placebo HR (95% CI)
n/N# n/N#
The comp osite of the prim ary endpoint.
Overall — 386/2373 502/2371 0.74 (0.65, 0.85)
Age (years)
=65 e ] 162/1032 196/998 0.78 (0.63, 0.96)
=65 —— 224/1341 306/1373 0.72 (0.60, 0.85)
Sex
Male —— 307/1809 406/1826 0.73 {0.63, 0.85)
Female _—l 79/564 96/545 0.79 (0.59, 1.06)
Race
White —— 275/1662 348/1671 0.78 (0.66, 0.91)
Black or African B e e ] 26/122 32/104 0.62 (0.37, 1.04)
Asian - 78/552 118/564 0.64 (0.48, 0.86)
Other® 37 4/32
Geographic region
Asia -~ 77/543 114/553 0.65 (0.49, 0.87)
Europe —— 193/10%4 218/1060 0.84 (0.69, 1.01)
North America -_—l— 54/335 731342 0.73 (0.51, 1.03)
South America e e 62/401 97/416 0.64 (0.47, 0.88)
NYHA class
o —— 190/1606 289/1597 0.63 {0.52, 0.75)
Morlv —_—l 196/767 213/774 0.90 {0.74, 1.09)
LVEF (%)
<= Median —— 222/1230 307/1239 0.70 (0.59, 0.84)
> Median e 164/1143 195/1132 0.81 (0.65, 0.99)
NT-proBNP (pg/mL)
<= Median - 100/1193 155/1179 0.63 (0.49, 0.80)
> Median —— 286/1179 3471191 0.79 {0.68, 0.92)
Prior hospitalization for HF
Yes — 195/1124 279/1127 0.67 (0.56, 0.80)
No — 191/1249 223/1244 0.84 (0.69, 1.02)
MRA at basdline
Yes —— 281/1696 361/1674 0.74 {0.63, 0.87)
No — 105/677 141/697 0.74 {0.57, 0.95)
Type 2 diabetes at baseline
Yes —— 215/1075 271/1064 0.75 (0.63, 0.90)
No —_— 171/1298 231/1307 0.73 (0.60, 0.88)
Atrial fibrillation or flutter at enrollment ECG
Yes e 109/569 126/559 0.82 {0.63, 1.06)
No —a— 277/1804 376/1812 0.72 {0.61, 0.84)
Main Etiology of HF
Ischemic —— 223/1316 289/1358 0.77 (0.65, 0.92)
Non-Ischemic/Unknown —— 163/1057 213/1013 0.71 {0.58, 0.87)
BMI (kg/m?)
=30 —— 259/1537 320/1533 0.78 {0.66, 0.92)
==30 —a— 127/834 182/838 0.69 {0.55, 0.86)
Baseline eGFR (mL/min/1.73 m?)
<60 —— 191/962 254/964 0.72 (0.59, 0.86)
=60 —— 195/1410 248/1406 0.76 {0.63, 0.92)
r T T 1

0.5 08 1 1.25 2
FARXIGA Better | Placebo Better

@ Hazard ratio estimates are not presented for subgroups with less than 15 events in total, both arms combined.

n/N# Number of subjects with event/number of subjects in the subgroup.

NT-proBNP = N-terminal pro b-type natriuretic peptide, HF = Heart failure, MRA = mineralocorticoid receptor antagonist,

ECG = electrocardiogram, eGFR = estimated glomerular filtration rate.

Note: The figure above presents effects in various subgroups, all of which are baseline characteristics. The 95% confidence limits
that are shown do not take into account the number of comparisons made and may not reflect the eftect of a particular factor after
adjustment for all other factors. Apparent homogeneity or heterogeneity among groups should not be over-interpreted.
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14.4 Chronic Kidney Disease

The Study to Evaluate the Effect of Dapagliflozin on Renal Outcomes and Cardiovascular Mortality in
Patients with Chronic Kidney Disease (DAPA-CKD, NCT03036150) was an international, multicenter,
randomized, double-blind, placebo-controlled study in patients with chronic kidney disease (CKD) (eGFR
between 25 and 75 mL/min/1.73 m*) and albuminuria (urine albumin creatinine ratio [UACR] between
200 and 5000 mg/g) who were receiving standard of care background therapy, including a maximally
tolerated, labeled daily dose of an angiotensin-converting enzyme inhibitor (ACEi) or angiotensin
receptor blocker (ARB). The trial excluded patients with autosomal dominant or autosomal recessive
polycystic kidney disease, lupus nephritis, or ANCA-associated vasculitis and patients requiring
cytotoxic, immunosuppressive, or immunomodulatory therapies in the preceding 6 months.

The primary objective was to determine whether FARXIGA reduces the incidence of the composite
endpoint of >50% sustained decline in eGFR, progression to end-stage kidney disease (ESKD) (defined
as sustained eGFR<15 mL/min/1.73 m?, initiation of chronic dialysis treatment or renal transplant), CV or
renal death.

A total of 4304 patients were randomized equally to FARXIGA 10 mg or placebo and were followed for a
median of 28.5 months.

The mean age of the study population was 62 years and 67% were male. The population was 53% White,
4% Black or African-American, and 34% Asian; 25% were of Hispanic or Latino ethnicity.

At baseline, mean eGFR was 43 mL/min/1.73 m?, 44% of patients had an eGFR 30 mL/min/ 1.73m? to
less than 45 mL/min/1.73m? and 15% of patients had an eGFR less than 30 mL/min/1.73m?. Median
UACR was 950 mg/g. A total of 68% of the patients had type 2 diabetes mellitus at randomization. The
most common etiologies of CKD were diabetic nephropathy (58%), ischemic/hypertensive nephropathy
(16%), and IgA nephropathy (6%).

At baseline, 97% of patients were treated with ACEi or ARB. Approximately 44% were taking
antiplatelet agents, and 65% were on a statin.

FARXIGA reduced the incidence of the primary composite endpoint of >50% sustained decline in eGFR,
progression to ESKD, CV or renal death (HR 0.61 [95% CI 0.51,0.72]; p<0.0001). The FARXIGA and
placebo event curves separate by Month 4 and continue to diverge over the study period. The treatment
effect reflected a reduction in >50% sustained decline in eGFR, progression to ESKD, and CV death.
There were few renal deaths during the trial (Table 16, Figure 8).

FARXIGA also reduced the incidence of the composite endpoint of CV death or hospitalization for heart
failure (HR 0.71 [95% CI 0.55, 0.92], p=0.0089) and all-cause mortality (HR 0.69 [95% CI 0.53, 0.88],
p=0.0035).
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Table 16: Treatment Effect for the Primary Composite Endpoint, its Components, and Secondary
Composite Endpoints, in the DAPA-CKD Study

Patients with events (event
rate)
Efficacy Variable FARXIGA 10 mg Placebo Hazz.lrd p-value
] N=2152 N=2152 ratio
(time to first occurrence) (95% CI)
Composite of >50% sustained 0.61
eGFR decline, ESKD, CV or renal 197 (4.6) 312 (7.5) © 51' 0.72) <0.0001
death R
. . 0.53
>50% sustained eGFR decline 112 (2.6) 201 (4.8) (0.42, 0.67)
0.64
ESKD* 109 (2.5) 161 (3.8) (0.50,0.82)
0.81
CV Death 65 (1.4) 80 (1.7) (0.58. 1.12)
Renal Death 2 (<0.1) 6 (0.3)
>50% sustained eGFR decline, 0.56
ESKD or renal death 1423.3) 243(5-8) (0.45, 0.68) <0.0001
CV death or Hospitalization for 0.71
Heart Failure 100 (2.2) 138 (3.0) (0.55,0.92) 0.0089
Hospitalization for Heart Failure 37 (0.8) 71 (1.6) © 33'53 76)
. 0.69
All-Cause Mortality 101 (2.2) 146 (3.1) (0.53,0.88) 0.0035

N=Number of patients, CI=Confidence interval, CV=Cardiovascular, ESKD=End stage kidney disease.

* ESKD is defined as sustained eGFR<15 mL/min/1.73 m?, initiation of chronic dialysis treatment, or transplant.
NOTE: Time to first event was analyzed in a Cox proportional hazards model. Event rates are presented as the
number of subjects with event per 100 patient years of follow-up.

There were too few events of renal death to compute a reliable hazard ratio.
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Figure 8: Time to First Occurrence of the Primary Composite Endpoint, >50% Sustained Decline
in eGFR, ESKD, CV or Renal Death (DAPA-CKD Study)

24
22 -
20 -
184 o

16 - !

14 = r

i FARXIGA
12 -

104

Patients with event (%)

FARXIGA vs. Placebo

HR (95% CI): 0.61 (0.51, 0.72) P-value: <0.0001

0 4 8 12 16 20 24 28 32

Months from randomization
Patients at risk

FARXIGA: 2152 2001 1955 1898 1841 1701 1288 831 309
Placebo: 2152 1993 1936 1858 1791 1664 1232 774 270

Patients at risk is the number of subjects at risk at the beginning of the period. 1 month corresponds to 30 days.
2-sided p-value is displayed. HR, CI and p-value are from the Cox proportional hazard model.

HR=hazard ratio; CI=confidence interval; eGFR=estimated glomerular filtration rate; ESKD=end stage kidney
disease; CV=cardiovascular; vs=versus.

The results of the primary composite endpoint were consistent across the subgroups examined, including

CKD patients with and without type 2 diabetes mellitus, causes of CKD, age, biological sex, race, UACR,
and eGFR.

DAPA-CKD enrolled a population with relatively advanced CKD at high risk of progression. Exploratory
analyses of a randomized, double-blind, placebo-controlled trial conducted to determine the effect of
FARXIGA on CV outcomes (the DECLARE trial) support the conclusion that FARXIGA is also likely to
be effective in patients with less advanced CKD.
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16 HOW SUPPLIED/STORAGE AND HANDLING

How Supplied

FARXIGA (dapagliflozin) tablets have markings on both sides and are available in the strengths and
packages listed in Table 17.

Table 17: FARXIGA Tablet Presentations

Tablet Film-Coated Tablet Package NDC
Strength Tablet Markings Size Code
Color/Shape
S mg yellow, “5” engraved on one Bottles 0310-
biconvex, side and “1427” engraved on the other side of 30 6205-30
round
10 mg yellow, “10” engraved on one side and “1428” engraved | Bottles 0310-
biconvex, on the other side of 30 6210-30
diamond-
shaped
Storage and Handling

Store at 20°C to 25°C (68°F to 77°F); excursions permitted between 15°C and 30°C (59°F and 86°F) [see
USP Controlled Room Temperature].

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Medication Guide).
Ketoacidosis

Inform patients with diabetes mellitus that ketoacidosis is a serious life-threatening condition and that
cases of ketoacidosis have been reported during use of FARXIGA with diabetes mellitus, sometimes
associated with illness or surgery among other risk factors. Instruct patients to check ketones (when
possible) if symptoms consistent with ketoacidosis occur even if blood glucose is not elevated. If
symptoms of ketoacidosis (including nausea, vomiting, abdominal pain, tiredness and labored breathing)
occur, instruct patients to discontinue FARXIGA and seek medical attention immediately [see Warnings
and Precautions (5.1)].

Volume Depletion

Inform patients that symptomatic hypotension may occur with FARXIGA and advise them to contact
their healthcare provider if they experience such symptoms [see Warnings and Precautions (5.2)]. Inform
patients that dehydration may increase the risk for hypotension, and to have adequate fluid intake.
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Serious Urinary Tract Infections

Inform patients of the potential for urinary tract infections, which may be serious. Provide them with
information on the symptoms of urinary tract infections. Advise them to seek medical advice promptly if
such symptoms occur [see Warnings and Precautions (5.3)].

Necrotizing Fasciitis of the Perineum (Fournier’s Gangrene)

Inform patients that necrotizing infections of the perineum (Fournier’s Gangrene) have occurred with
FARXIGA in patients with diabetes mellitus. Counsel patients to promptly seek medical attention if they
develop pain or tenderness, redness, or swelling of the genitals or the area from the genitals back to the
rectum, along with a fever above 100.4°F or malaise [see Warnings and Precautions (5.5)].

Genital Mycotic Infections in Females (e.g., Vulvovaginitis)

Inform female patients that vaginal yeast infections may occur and provide them with information on the
signs and symptoms of vaginal yeast infections. Advise them of treatment options and when to seek
medical advice [see Warnings and Precautions (5.6)].

Genital Mycotic Infections in Males (e.g., Balanitis)

Inform male patients that yeast infections of the penis (e.g., balanitis or balanoposthitis) may occur,
especially in patients with prior history. Provide them with information on the signs and symptoms of
balanitis and balanoposthitis (rash or redness of the glans or foreskin of the penis). Advise them of
treatment options and when to seek medical advice [see Warnings and Precautions (5.6)].

Hypersensitivity Reactions

Inform patients that serious hypersensitivity reactions (e.g., urticaria, anaphylactic reactions, and
angioedema) have been reported with FARXIGA. Advise patients to immediately report any signs or
symptoms suggesting allergic reaction or angioedema, and to take no more of the drug until they have
consulted prescribing physicians.

Pregnancy

Advise pregnant patients of the potential risk to a fetus with treatment with FARXIGA. Instruct patients
to immediately inform their healthcare provider if pregnant or planning to become pregnant /see Use in
Specific Populations (8.1)].

Lactation

Advise patients that use of FARXIGA is not recommended while breastfeeding /see Use in Specific
Populations (8.2)].
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Laboratory Tests
Due to its mechanism of action, patients taking FARXIGA will test positive for glucose in their urine.

Missed Dose

If a dose is missed, advise patients to take it as soon as it is remembered unless it is almost time for the
next dose, in which case patients should skip the missed dose and take the medicine at the next regularly
scheduled time. Advise patients not to take two doses of FARXIGA at the same time.

Distributed by:
AstraZeneca Pharmaceuticals LP
Wilmington, DE 19850

FARXIGA® is a registered trademark of the AstraZeneca group of companies.
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MEDICATION GUIDE
FARXIGA® (FAR-SEE-GUH)
(dapagliflozin)
tablets, for oral use

What is the most important information | should know about FARXIGA?
FARXIGA can cause serious side effects, including:

Dehydration. FARXIGA can cause some people to become dehydrated (the loss of body water and salt). Dehydration
may cause you to feel dizzy, faint, lightheaded, or weak, especially when you stand up (orthostatic hypotension). There
have been reports of sudden kidney injury in people with Type 2 diabetes who are taking FARXIGA. You may be at a
higher risk of dehydration if you:

o take medicines to lower your blood pressure, including water pills (diuretics)

o are 65 years of age or older

o areon a low salt diet

o have kidney problems

Talk to your healthcare provider about what you can do to prevent dehydration including how much fluid you should
drink on a daily basis. Call your healthcare provider right away if you reduce the amount of food or liquid you drink, for
example if you cannot eat or you start to lose liquids from your body, for example from vomiting, diarrhea, or being in
the sun too long.

Vaginal yeast infection. Women who take FARXIGA may get vaginal yeast infections. Symptoms of a vaginal yeast
infection include:

o vaginal odor

o white or yellowish vaginal discharge (discharge may be lumpy or look like cottage cheese)

o vaginal itching

Yeast infection of the penis (balanitis). Men who take FARXIGA may get a yeast infection of the skin around the
penis. Certain men who are not circumcised may have swelling of the penis that makes it difficult to pull back the skin
around the tip of the penis. Other symptoms of yeast infection of the penis include:

o redness, itching, or swelling of the penis

o rash of the penis

o foul smelling discharge from the penis

o pain in the skin around the penis

Talk to your healthcare provider about what to do if you get symptoms of a yeast infection of the vagina or penis. Your
healthcare provider may suggest you use an over-the-counter antifungal medicine. Talk to your healthcare provider right
away if you use an over-the-counter antifungal medication and your symptoms do not go away.

What is FARXIGA?

FARXIGA is a prescription medicine used:

o along with diet and exercise to improve blood sugar (glucose) control in adults with type 2 diabetes

o to reduce the risk of hospitalization for heart failure in adults with type 2 diabetes who also have known
cardiovascular disease or multiple cardiovascular risk factors

o to reduce the risk of cardiovascular death, hospitalization for heart failure in adult patients with heart failure, when
the heart is weak and cannot pump enough blood to the rest of your body

o to reduce the risk of further worsening of your kidney disease, end-stage kidney disease (ESKD), death due to
cardiovascular disease, and hospitalization for heart failure in adults with chronic kidney disease.

FARXIGA is not for people with type 1 diabetes. FARXIGA may increase the risk of diabetic ketoacidosis (increased

ketones in your blood or urine) in people with type 1 diabetes.

FARXIGA is not for use to improve blood sugar (glucose) control in adults with type 2 diabetes who have moderate to

severe kidney problems, because it may not work.

FARXIGA is not for people with certain genetic forms of polycystic kidney disease, or who are taking or have recently

received immunosuppressive therapy to treat kidney disease. FARXIGA is not expected to work if you have these

conditions.

It is not known if FARXIGA is safe and effective in children younger than 18 years of age.

Who should not take FARXIGA?
Do not take FARXIGA if you:

are allergic to dapagliflozin or any of the ingredients in FARXIGA. See the end of this Medication Guide for a list of
ingredients in FARXIGA. Symptoms of a serious allergic reaction to FARXIGA may include:
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o skinrash

o raised red patches on your skin (hives)

o swelling of the face, lips, tongue, and throat that may cause difficulty in breathing or swallowing
If you have any of these symptoms, stop taking FARXIGA and contact your healthcare provider or go to the nearest
hospital emergency room right away.

are on dialysis.

What should | tell my healthcare provider before taking FARXIGA?
Before you take FARXIGA, tell your healthcare provider if you:

have type 1 diabetes or have had diabetic ketoacidosis.

have liver problems.

have a history of urinary tract infections or problems urinating.

are going to have surgery. Your doctor may stop your FARXIGA before you have surgery. Talk to your doctor if you
are having surgery about when to stop taking FARXIGA and when to start it again.

are eating less or there is a change in your diet.

have or have had problems with your pancreas, including pancreatitis or surgery on your pancreas.

drink alcohol very often or drink a lot of alcohol in the short term (“binge” drinking).

are pregnant or plan to become pregnant. FARXIGA may harm your unborn baby. If you become pregnant while taking
FARXIGA, your healthcare provider may switch you to a different medicine to control your blood sugar. Talk to your
healthcare provider about the best way to control your blood sugar if you plan to become pregnant or while you are
pregnant.

are breastfeeding or plan to breastfeed. It is not known if FARXIGA passes into your breast milk. You should not
breastfeed if you take FARXIGA.

Tell your healthcare provider about all the medicines you take, including prescription and over-the-counter medicines,
vitamins, and herbal supplements.

How should | take FARXIGA?

Take FARXIGA exactly as your healthcare provider tells you to take it.

Do not change your dose of FARXIGA without talking to your healthcare provider.

Take FARXIGA by mouth 1 time each day, with or without food.

Stay on your prescribed diet and exercise program while taking FARXIGA.

FARXIGA will cause your urine to test positive for glucose.

Your healthcare provider may do certain blood tests before you start FARXIGA and during your treatment.

If you miss a dose, take it as soon as you remember. If it is almost time for your next dose, skip the missed dose and

take the medicine at the next regularly scheduled time. Do not take 2 doses of FARXIGA at the same time.

If you take too much FARXIGA, call your healthcare provider or go to the nearest emergency room right away.

If you have diabetes

o When your body is under some types of stress, such as fever, trauma (such as a car accident), infection, or
surgery, the amount of diabetes medicine you need may change. Tell your healthcare provider right away if you
have any of these conditions and follow your healthcare provider’s instructions.

o Your healthcare provider will check your diabetes with regular blood tests, including your blood sugar levels and
your HbA1c.

o Follow your healthcare provider’s instructions for treating low blood sugar (hypoglycemia). Talk to your healthcare
provider if low blood sugar is a problem for you.

What are the possible side effects of FARXIGA? FARXIGA may cause serious side effects, including:
See “What is the most important information | should know about FARXIGA?”

Ketoacidosis in people with diabetes mellitus (increased ketones in your blood or urine). Ketoacidosis has
happened in people who have type 1 diabetes or type 2 diabetes, during treatment with FARXIGA. Ketoacidosis has
also happened in people with diabetes who were sick or who had surgery during treatment with FARXIGA.
Ketoacidosis is a serious condition, which may need to be treated in a hospital. Ketoacidosis may lead to death.
Ketoacidosis can happen with FARXIGA even if your blood sugar is less than 250 mg/dL. Stop taking
FARXIGA and call your healthcare provider right away if you get any of the following symptoms:

o hausea o tiredness

o vomiting o trouble breathing

o stomach area (abdominal) pain
If you get any of these symptoms during treatment with FARXIGA, if possible, check for ketones in your urine, even if
your blood sugar is less than 250 mg/dL.

Serious urinary tract infections. Serious urinary tract infections that may lead to hospitalization have happened in
people who are taking FARXIGA. Tell your healthcare provider if you have any signs or symptoms of a urinary tract
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infection such as a burning feeling when passing urine, a need to urinate often, the need to urinate right away, pain in
the lower part of your stomach (pelvis), or blood in the urine. Sometimes people also may have a fever, back pain,
nausea or vomiting.

¢ Low blood sugar (hypoglycemia) in patients with diabetes mellitus. If you take FARXIGA with another medicine
that can cause low blood sugar, such as a sulfonylurea or insulin, your risk of getting low blood sugar is higher. The
dose of your sulfonylurea medicine or insulin may need to be lowered while you take FARXIGA. Signs and symptoms
of low blood sugar may include:

o headache o weakness o confusion
o shaking or feeling jittery o drowsiness o dizziness
o irritability o sweating o hunger

o fast heartbeat

e Arare but serious bacterial infection that causes damage to the tissue under the skin (necrotizing fasciitis) in
the area between and around the anus and genitals (perineum). Necrotizing fasciitis of the perineum has
happened in women and men with diabetes mellitus who take FARXIGA. Necrotizing fasciitis of the perineum may
lead to hospitalization, may require multiple surgeries, and may lead to death. Seek medical attention immediately if
you have fever or you are feeling very weak, tired, or uncomfortable (malaise) and you develop any of the
following symptoms in the area between and around the anus and genitals:

o pain or tenderness o swelling o redness of skin (erythema)

The most common side effects of FARXIGA include:

e vaginal yeast infections and yeast infections of the penis

e stuffy or runny nose and sore throat

e changes in urination, including urgent need to urinate more often, in larger amounts, or at night

These are not all the possible side effects of FARXIGA. For more information, ask your healthcare provider or pharmacist.
Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.

How should | store FARXIGA?
Store FARXIGA at room temperature between 68°F to 77°F (20°C to 25°C).

General information about the safe and effective use of FARXIGA

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. Do not use FARXIGA for
a condition for which it is not prescribed. Do not give FARXIGA to other people, even if they have the same symptoms you
have. It may harm them.

This Medication Guide summarizes the most important information about FARXIGA. If you would like more information,
talk to your healthcare provider. You can ask your pharmacist or healthcare provider for information about FARXIGA that is
written for healthcare professionals.

For more information about FARXIGA, go to www.farxiga.com or call 1-800-236-9933.

What are the ingredients in FARXIGA?
Active ingredient: dapagliflozin.

Inactive ingredients: microcrystalline cellulose, anhydrous lactose, crospovidone, silicon dioxide, and magnesium
stearate. The film coating contains: polyvinyl alcohol, titanium dioxide, polyethylene glycol, talc, and yellow iron oxide.

Distributed by: AstraZeneca Pharmaceuticals LP Wilmington, DE 19850
FARXIGA is a registered trademark of the AstraZeneca group of companies.

This Medication Guide has been approved by the U.S. Food and Drug Administration. Revised 04/2021




ANNEX I

SUMMARY OF PRODUCT CHARACTERISTICS



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 5 mg 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

Type 2 diabetes mellitus

Forxiga is indicated in adults for the treatment of insufficiently controlled type 2 diabetes mellitus as
an adjunct to diet and exercise

- as monotherapy when metformin is considered inappropriate due to intolerance.

- in addition to other medicinal products for the treatment of type 2 diabetes.

For study results with respect to combination of therapies, effects on glycaemic control and
cardiovascular events, and the populations studied, see sections 4.4, 4.5 and 5.1.

Type 1 diabetes mellitus

Forxiga is indicated in adults for the treatment of insufficiently controlled type 1 diabetes mellitus as
an adjunct to insulin in patients with BMI > 27 kg/m?* when insulin alone does not provide adequate
glycaemic control despite optimal insulin therapy.

Heart failure

Forxiga is indicated in adults for the treatment of symptomatic chronic heart failure with reduced
gjection fraction.

4.2 Posology and method of administration

Posology

Type 2 diabetes mellitus
The recommended dose is 10 mg dapagliflozin once daily.




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).

Type 1 diabetes mellitus
Treatment with Forxiga is to be initiated and supervised by specialists in type 1 diabetes.

The recommended dose is 5 mg once daily.
Dapagliflozin must only be administered as an adjunct to insulin.

Before initiating treatment with dapagliflozin

. Risk factors for diabetic ketoacidosis (DKA) should be assessed (see section 4.4).

. It should be ensured that ketone levels are normal. If ketones are elevated (blood beta-
hydroxybutyrate reading greater than 0.6 mmol/L or urine ketones one plus (+)), treatment with
dapagliflozin should not be started until the ketone levels are normal (see section 4.4).

. It should be ensured that the patient demonstrates the ability to monitor ketone levels.

. It is recommended that patients obtain several baseline ketone levels over one to two weeks
prior to initiation of dapagliflozin therapy, and patients should become familiar with how their
behaviours and circumstances affect their ketone levels.

° Patients should be informed, in a dedicated education session, on the risk of DKA, how to
recognise DKA risk factors, signs or symptoms, how and when to monitor ketone levels and
what actions to take at elevated ketone readings (see section 4.4).

. Correction of volume depletion prior to initiation of dapagliflozin is recommended in patients
with this condition (see section 4.4).

In order to avoid hypoglycaemia with the first dose of dapagliflozin, a 20% reduction in the first
mealtime bolus insulin may be considered. Subsequent bolus doses should be adjusted individually
based on blood glucose results. No reduction in basal insulin is recommended when initiating
dapagliflozin. Subsequently, basal insulin should be adjusted based on blood glucose results. When
needed, insulin dose reduction should be done cautiously to avoid ketosis and DKA.

Ketone monitoring during treatment

During the initial one to two weeks of treatment with dapagliflozin, ketones should be monitored on a
regular basis, then the frequency of ketone level testing should be individualised, according to the
patient's lifestyle and/or risk factors (see section 4.4).

Patients should be informed about what actions to take if ketone levels are elevated. The
recommended actions are listed in Table 1. Measurement of blood ketone levels is preferred to urine.

Table 1
Clinical stage Blood ketone (beta- | Urine ketone Actions
hydroxybutyrate)
Ketonaemia 0.6-1.5 mmol/L Trace or Small The patient may need to take

+ extra insulin and drink water.
The patient should measure
blood glucose and consider
taking extra carbohydrates if the
glucose levels are normal or
low.

Ketone levels should be
measured again after two hours.

The patient should immediately
seek medical advice and stop




taking dapagliflozin if levels
persist and symptoms present.

Impending DKA | > 1.5-3.0 mmol/L Moderate The patient should immediately
++ seek medical advice and stop
taking dapagliflozin.

The patient may need to take
extra insulin and drink water.
The patient should measure
blood glucose and consider
taking extra carbohydrates if the
glucose levels are normal or
low.

Ketone levels should be
measured again after two hours.

Probable DKA > 3.0 mmol/L Large to very The patient should go to
large emergency department without
/A delay and stop taking
dapagliflozin.

The patient may need to take
extra insulin and drink water.
The patient should measure
blood glucose and consider
taking extra carbohydrates if the
glucose levels are normal or
low.

Heart failure

The recommended dose is 10 mg dapagliflozin once daily.

In the DAPA-HF study, dapagliflozin was administered in conjunction with other heart failure
therapies (see section 5.1).

Special populations

Treatment of diabetes mellitus in patients with renal impairment

As glycaemic efficacy is dependent on renal function, Forxiga should not be initiated to improve
glycaemic control in patients with a glomerular filtration rate [GFR] < 60 mL/min and should be
discontinued at GFR persistently below 45 mL/min (see sections 4.4, 4.8, 5.1 and 5.2).

No dose adjustment is required based on renal function.

Treatment of heart failure in patients with renal impairment
No dose adjustment is required based on renal function (see section 4.4).

There is limited experience with dapagliflozin for the treatment of heart failure in patients with severe
renal impairment (GFR < 30 mL/min).

Hepatic impairment

No dose 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 when indicated (see sections 4.1 of the 10 mg SmPC, 4.4 and 5.2).



Patients with type 1 diabetes mellitus
Forxiga 10 mg is not recommended for the treatment of heart failure in patients with type 1 diabetes
mellitus (see section 4.4).

Elderly (= 65 years)
No dose adjustment is recommended based on age.

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

Renal impairment

Treatment of diabetes mellitus

The glycaemic efficacy of dapagliflozin is dependent on renal function, and efficacy is reduced in
patients who have moderate renal impairment and is likely absent in patients with severe renal
impairment (see sections 4.2, 5.1 and 5.2). In subjects with moderate renal impairment

(GFR < 60 mL/min), a higher proportion of subjects treated with dapagliflozin had adverse reactions
of increase in creatinine, phosphorus, parathyroid hormone (PTH) and hypotension, compared with
placebo.

To improve glycaemic control in the treatment of diabetes mellitus, Forxiga should not be initiated in
patients with a GFR < 60 mL/min and should be discontinued at GFR persistently below 45 mL/min.
Forxiga has not been studied in severe renal impairment (GFR < 30 mL/min) 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 with GFR < 60 mL/min, at least 2 to 4 times per year.

Treatment of heart failure
There is limited experience with dapagliflozin for the treatment of heart failure in patients with severe
renal impairment (GFR < 30 mL/min).

In patients treated with dapagliflozin for both heart failure and type 2 diabetes mellitus, additional
glucose-lowering treatment should be considered if GFR falls persistently below 45 mL/min.

Hepatic impairment

There is limited experience in clinical studies 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 and/or hypotension

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

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

In case of intercurrent conditions that may lead to volume depletion (e.g. gastrointestinal illness),
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).

Diabetic ketoacidosis

Sodium-glucose co-transporter 2 (SGLT?2) inhibitors should be used with caution in patients with
increased risk of DKA. Patients who may be at higher risk of DKA include patients with a low
beta-cell function reserve (e.g. type 1 diabetes patients, type 2 diabetes patients with low C-peptide or
latent autoimmune diabetes in adults (LADA) or patients with a history of pancreatitis), patients with
conditions that lead to restricted food intake or severe dehydration, patients for whom insulin doses are
reduced and patients with increased insulin requirements due to acute medical illness, surgery or
alcohol abuse.

The risk of diabetic ketoacidosis must be considered in the event of non-specific symptoms such as
nausea, vomiting, anorexia, abdominal pain, excessive thirst, difficulty breathing, confusion, unusual
fatigue or sleepiness. Patients should be assessed for ketoacidosis immediately if these symptoms
occur, regardless of blood glucose level.

Before initiating dapagliflozin, factors in the patient history that may predispose to ketoacidosis should
be considered.

Treatment should be interrupted in patients who are hospitalised for major surgical procedures or acute
serious medical illnesses. Monitoring of ketones is recommended in these patients. Measurement of
blood ketone levels is preferred to urine. Treatment with dapagliflozin may be restarted when the
ketone values are normal and the patient’s condition has stabilised.

Type 2 diabetes mellitus

Rare cases of DKA, including life-threatening and fatal cases, have been reported in patients treated
with SGLT?2 inhibitors, including dapagliflozin. In a number of cases, the presentation of the condition
was atypical with only moderately increased blood glucose values, below 14 mmol/L (250 mg/dL).

In patients where DKA is suspected or diagnosed, dapagliflozin treatment should be stopped
immediately.

Restarting SGLT?2 inhibitor treatment in patients experiencing a DKA while on SGLT?2 inhibitor
treatment is not recommended, unless another clear precipitating factor is identified and resolved.

Type 1 diabetes mellitus
Dapagliflozin has not been studied for the treatment of heart failure in patients with type 1 diabetes
mellitus. Treatment of these patients with dapagliflozin 10 mg is not recommended.

In type 1 diabetes mellitus studies with dapagliflozin, patients had a higher number of DKA events
compared with the placebo group (see section 4.8).



Before initiating dapagliflozin

Before starting treatment, patients should be evaluated with respect to DKA risk.
Dapagliflozin should not be initiated when patients are at a higher risk of DKA, such as:
. Patients with low insulin needs.

. Patient not on optimal insulin dose or who have recent issues with noncompliance or recurrent
errors with insulin dosing and who are unlikely to maintain adequate insulin dosing.

. Patients with increased insulin requirements due to acute medical illness or surgery.

. Patients who insist on maintaining caloric restriction, carbohydrate restriction or ketogenic diet
or who chronically under-dose insulin (e.g. in order to remain in a lipolytic state).

. Patients with recent or recurrent history of DKA.

Patients with elevated ketones levels (BHB reading is greater than 0.6 mmol/L or urine ketones
one plus (+)). If ketones are elevated (blood beta-hydroxybutyrate reading 0.6 mmol/L or
greater), treatment with dapagliflozin should not be started until the ketone levels are normal
(see section 4.2).

Patients unable or unwilling to monitor ketones.

Patients with excessive alcohol consumption or who use illicit drugs.

Patients using an insulin infusion pump have a higher risk of DKA and should be experienced with
pump use, common trouble-shooting strategies when interruptions of insulin delivery via pump occur
(issues with insertion site, clogged tubing, empty reservoir, etc.) and use of supplemental insulin
injections with pen or syringe as needed in case of pump failure. Patients should consider monitoring
ketones levels three to four hours after changing pump materials. Patients using a pump should also
check their ketone levels with any suspected insulin interruption, regardless of blood glucose levels.
Insulin injections should be given within 2 hours of an unexplained high blood glucose/ketone value
and dapagliflozin treatment should be interrupted.

. The patients should be educated on the risk of DKA, emphasising that DKA could occur even
when blood glucose levels are below 14 mmol/L (250 mg/dL).

. The patient should be informed how to recognise the risk factors which can predispose to
ketosis (including starvation ketosis) and DKA and how to recognise DKA signs or symptoms.

. Dapagliflozin should only be given to patients who are able to monitor ketone levels and are
educated in when it is most appropriate to do so.

. Dapagliflozin should only be given to patients with access to ketone testing materials and
immediate access to a clinician if blood or urine ketones are elevated.

. The patients should be educated on what actions to take when ketosis/DKA is suspected and

when to discontinue dapagliflozin therapy (see section 4.2).
. DKA should be treated as per standard of care. Supplemental carbohydrate may be required in
addition to hydration and additional rapid insulin (see Table 1 in section 4.2).

In patients where DKA is suspected or diagnosed, dapagliflozin treatment should be stopped
immediately.

Restarting SGLT?2 inhibitor treatment in patients experiencing a DKA while on SGLT?2 inhibitor
treatment is not recommended, unless another clear precipitating factor is identified and resolved.

During treatment with dapagliflozin

. Insulin therapy should be continuously optimised.

. When needed to prevent hypoglycaemia, insulin dose reduction should be done cautiously to
avoid ketosis and DKA (see section 4.2).

. In the event of a marked reduction of insulin need, discontinuation of dapagliflozin should be
considered.

Ketone monitoring
The patient should be advised to test their ketone level (urine or blood) if signs or symptoms of
ketoacidosis occur. Measurement of blood ketone levels is preferred to urine. Ketones should be
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monitored on a regular basis during the initial one to two weeks, then the frequency of ketone level
testing should be individualised, according to the patient's lifestyle and/or risk factors (see section 4.2).
Ketone levels should be also checked in situations that may predispose to or increase risk of DKA.

Patients must be informed about what actions to take if ketone levels are elevated. The recommended
actions are listed in Table 1 (see section 4.2).

Necrotising fasciitis of the perineum (Fournier’s gangrene)

Postmarketing cases of necrotising fasciitis of the perineum (also known as Fournier’s gangrene) have
been reported in female and male patients taking SGLT?2 inhibitors (see section 4.8). This is a rare but
serious and potentially life-threatening event that requires urgent surgical intervention and antibiotic
treatment.

Patients should be advised to seek medical attention if they experience a combination of symptoms of
pain, tenderness, erythema, or swelling in the genital or perineal area, with fever or malaise. Be aware
that either uro-genital infection or perineal abscess may precede necrotising fasciitis. If Fournier’s
gangrene is suspected, Forxiga should be discontinued and prompt treatment (including antibiotics and
surgical debridement) should be instituted.

Urinary tract infections

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 (> 65 years)

Elderly patients may be at a greater risk for volume depletion and are more likely to be treated with
diuretics.

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).

Cardiac failure

Experience with dapagliflozin in NYHA class IV is limited.

Lower limb amputations

An increase in cases of lower limb amputation (primarily of the toe) has been observed in long-term,
clinical studies in type 2 diabetes mellitus with SGLT2 inhibitors. It is unknown whether this
constitutes a class effect. It is important to counsel patients with diabetes on routine preventative foot
care.

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. Patients with rare hereditary problems of galactose intolerance, total
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 in patients with type 2 diabetes mellitus (see sections 4.2 and
4.8).

In patients with type 1 diabetes mellitus and a known risk of frequent or severe hypoglycaemia, it may
be necessary to reduce the insulin dose at the time of initiating treatment with dapagliflozin to
decrease the risk of hypoglycaemia. When needed, insulin dose reduction should be done cautiously to
avoid ketosis and DKA (see section 4.2).

Pharmacokinetic interactions

The metabolism of dapagliflozin is primarily via glucuronide conjugation mediated by
UDP glucuronosyltransferase 1A9 (UGT1A9).

In in vitro studies, dapagliflozin neither inhibited cytochrome P450 (CYP) 1A2, CYP2A6, CYP2B6,
CYP2CS, 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.



Interference with 1.5-anhydroglucitol (1,5-AQG) assay

Monitoring glycaemic control with 1,5-AG assay is not recommended as measurements of 1,5-AG are
unreliable in assessing glycaemic control in patients taking SGLT2 inhibitors. Use of alternative
methods to monitor glycaemic control is advised.

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

Type 2 diabetes mellitus
In the clinical studies in type 2 diabetes, more than 15,000 patients have been treated with
dapagliflozin.

The primary assessment of safety and tolerability was conducted in a pre-specified pooled analysis of
13 short-term (up to 24 weeks) placebo-controlled studies with 2,360 subjects treated with
dapagliflozin 10 mg and 2,295 treated with placebo.

In the dapagliflozin cardiovascular outcomes study in type 2 diabetes mellitus (DECLARE study, see
section 5.1), 8,574 patients received dapagliflozin 10 mg and 8,569 received placebo for a median

exposure time of 48 months. In total, there were 30,623 patient-years of exposure to dapagliflozin.

The most frequently reported adverse reactions across the clinical studies were genital infections.



Type 1 diabetes mellitus

In two placebo-controlled studies in subjects with type 1 diabetes mellitus, 548 subjects were treated
with dapagliflozin 5 mg plus adjustable insulin and 532 were treated with placebo plus adjustable

insulin.

The safety profile of dapagliflozin in subjects with type 1 diabetes mellitus was similar to the known
safety profile of dapagliflozin in subjects with type 2 diabetes mellitus. In patients with type 1 diabetes
mellitus, diabetic ketoacidosis was reported with common frequency. See “Description of selected

adverse reactions” and section 4.4.

Heart failure

In the dapagliflozin cardiovascular outcome study in patients with heart failure with reduced ejection
fraction (DAPA-HF study), 2,368 patients were treated with dapagliflozin 10 mg and 2,368 patients
with placebo for a median exposure time of 18 months. The patient population included patients with
type 2 diabetes mellitus and without diabetes, and patients with eGFR > 30 mL/min/1.73 m?.

The overall safety profile of dapagliflozin in patients with heart failure was consistent with the known
safety profile of dapagliflozin.

Tabulated list of adverse reactions

The following adverse reactions have been identified in the placebo-controlled clinical studies and
postmarketing surveillance. 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), and not
known (cannot be estimated from the available data).

Table 2. Adverse reactions in placebo-controlled clinical studies” and postmarketing experience

disorders

System organ | Very common | Common’ Uncommon™ | Rare Very rare

class

Infections and Vulvovaginitis, | Fungal Necrotising

infestations balanitis and infection™ fasciitis of the
related genital perineum
infections™b* (Fournier's
Urinary tract gangrene)™
infection ™4

Metabolism and | Hypoglycaemia | Diabetic Volume Diabetic

nutrition (when used ketoacidosis depletion®* ketoacidosis

disorders with SU or (whenused in | Thirst™ (when used in

insulin)® type 1 diabetes type 2 diabetes

mellitus)®H mellitus)®!

Nervous system Dizziness

disorders

Gastrointestinal Constipation™

disorders Dry mouth™

Skin and Rash/ Angioedema

subcutaneous

tissue disorders

Musculoskeletal Back pain”

and connective

tissue disorders

Renal and Dysuria Nocturia™

urinary Polyuria™f




System organ | Very common | Common’ Uncommon™ | Rare Very rare
class
Reproductive Vulvovaginal
system and pruritus™
breast Pruritus
disorders genital™
Investigations Haematocrit Blood
increased® creatinine
Creatinine renal | increased
clearance during initial
decreased treatment™™®
during initial Blood urea
treatment® increased™
Dyslipidaemia" | Weight
decreased™

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

bSee 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.

dUrinary tract infection includes the following preferred terms, listed in order of frequency reported: urinary tract
infection, cystitis, Escherichia urinary tract infection, genitourinary tract infection, pyelonephritis, trigonitis,
urethritis, kidney infection and prostatitis.

“Volume depletion includes, e.g. the predefined preferred terms: dehydration, hypovolaemia, hypotension.
Polyuria includes the preferred terms: pollakiuria, polyuria, urine output increased.
£Mean changes from baseline in haematocrit were 2.30% for dapagliflozin 10 mg versus —0.33% for placebo.
Haematocrit values >55% were reported in 1.3% of the subjects treated with dapagliflozin 10 mg versus 0.4%
of placebo subjects.

"Mean percent change from baseline for dapagliflozin 10 mg versus placebo, respectively, was: total cholesterol
2.5% versus 0.0%; HDL cholesterol 6.0% versus 2.7%; LDL cholesterol 2.9% versus -1.0%; triglycerides -2.7%
versus -0.7%.
iSee section 4.4

Adverse reaction was identified through postmarketing surveillance. Rash includes the following preferred
terms, listed in order of frequency in clinical studies: rash, rash generalised, rash pruritic, rash macular, rash
maculo-papular, rash pustular, rash vesicular, and rash erythematous. In active- and placebo-controlled clinical
studies (dapagliflozin, N=5936, All control, N=3403), the frequency of rash was similar for dapagliflozin
(1.4%) and all control (1.4%), respectively.

KFrequency of adverse reaction was identified from the full study population in 2 placebo-controlled studies in
subjects with type 1 diabetes mellitus.

'Reported in the cardiovascular outcomes study in patients with type 2 diabetes (DECLARE). Frequency is based
on annual rate.

"Reported in > 2% of subjects and > 1% more and at least 3 more subjects treated with dapagliflozin 10 mg
compared to placebo.

*Reported by the investigator as possibly related, probably related or related to study treatment and reported in
> 0.2% of subjects and > 0.1% more and at least 3 more subjects treated with dapagliflozin 10 mg compared to
placebo.

Description of selected adverse reactions

Vulvovaginitis, balanitis and related genital infections

In the 13-study safety pool, vulvovaginitis, balanitis and related genital infections were reported in
5.5% and 0.6% 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 (8.4% and 1.2% for dapagliflozin and placebo, respectively), and subjects with a prior history
were more likely to have a recurrent infection.

In the DECLARE study, the numbers of patients with serious adverse events of genital infections were
few and balanced: 2 patients in each of the dapagliflozin and placebo groups.
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In the DAPA-HF study, no patient reported serious adverse events of genital infections in the
dapagliflozin group and one in the placebo group. There were 7 (0.3%) patients with adverse events
leading to discontinuations due to genital infections in the dapagliflozin group and none in the placebo

group.

Necrotising fasciitis of the perineum (Fournier’s gangrene)
Cases of Fournier’s gangrene have been reported postmarketing in patients taking SGLT2 inhibitors,
including dapagliflozin (see section 4.4).

In the DECLARE study with 17,160 type 2 diabetes mellitus patients and a median exposure time of
48 months, a total of 6 cases of Fournier’s gangrene were reported, one in the dapagliflozin-treated
group and 5 in the placebo group.

Hypoglycaemia
The frequency of hypoglycaemia depended on the type of background therapy used in the clinical

studies in diabetes mellitus.

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, at weeks 24 and 48, minor episodes of hypoglycaemia were
reported more frequently in the group treated with dapagliflozin 10 mg plus glimepiride (6.0% and
7.9%, respectively) than in the placebo plus glimepiride group (2.1% and 2.1%, respectively).

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.

In an add-on to metformin and a sulphonylurea study, up to 24 weeks, no episodes of major
hypoglycaemia were reported. Minor episodes of hypoglycaemia were reported in 12.8% of subjects
who received dapagliflozin 10 mg plus metformin and a sulphonylurea and in 3.7% of subjects who
received placebo plus metformin and a sulphonylurea.

In the DECLARE study, no increased risk of major hypoglycaemia was observed with dapagliflozin
therapy compared with placebo. Major events of hypoglycaemia were reported in 58 (0.7%) patients
treated with dapagliflozin and 83 (1.0%) patients treated with placebo.

In the DAPA-HF study, major events of hypoglycaemia were reported in 4 (0.2%) patients in both the
dapagliflozin and placebo treatment groups and observed only in patients with type 2 diabetes
mellitus.

Volume depletion

In the 13-study safety pool, reactions suggestive of volume depletion (including, reports of
dehydration, hypovolaemia or hypotension) were reported in 1.1% and 0.7% 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).

In the DECLARE study, the numbers of patients with events suggestive of volume depletion were
balanced between treatment groups: 213 (2.5%) and 207 (2.4%) in the dapagliflozin and placebo
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groups, respectively. Serious adverse events were reported in 81 (0.9%) and 70 (0.8%) in the
dapagliflozin and placebo group, respectively. Events were generally balanced between treatment
groups across subgroups of age, diuretic use, blood pressure and angiotensin converting enzyme
inhibitors (ACE-I)/angiotensin II type 1 receptor blockers (ARB) use. In patients with eGFR

< 60 mL/min/1.73 m? at baseline, there were 19 events of serious adverse events suggestive of volume
depletion in the dapagliflozin group and 13 events in the placebo group.

In the DAPA-HF study, the numbers of patients with events suggestive of volume depletion were

170 (7.2%) in the dapagliflozin group and 153 (6.5%) in the placebo group. There were fewer patients
with serious events of symptoms suggestive of volume depletion in the dapagliflozin group

(23 [1.0%]) compared with the placebo group (38 [1.6%]). Results were similar irrespective of
presence of diabetes at baseline and baseline eGFR.

Diabetic ketoacidosis in type 2 diabetes mellitus

In the DECLARE study, with a median exposure time of 48 months, events of DKA were reported in
27 patients in the dapagliflozin 10 mg group and 12 patients in the placebo group. The events occurred
evenly distributed over the study period. Of the 27 patients with DKA events in the dapagliflozin
group, 22 had concomitant insulin treatment at the time of the event. Precipitating factors for DKA
were as expected in a type 2 diabetes mellitus population (see section 4.4).

In the DAPA-HF study, events of DKA were reported in 3 patients with type 2 diabetes mellitus in the
dapagliflozin group and none in the placebo group.

Diabetic ketoacidosis in type 1 diabetes mellitus

In the two placebo-controlled clinical studies of dapagliflozin in type 1 diabetes mellitus, patients were
advised to monitor blood ketones in case of suspected symptoms of DKA and seek medical
advice/attention if their self-measured blood ketone reading was > 0.6 mmol/L. In the pooled 52-week
data, events of DKA were reported in 22 (4.0%) patients in the dapagliflozin 5 mg group and 6 (1.1%)
patients in the placebo group, with corresponding incidence rates per 100 patient years of 4.62 for
dapagliflozin 5 mg and 1.27 for placebo. DKA events occurred evenly distributed over the clinical
study period. Inadequate insulin doses (missed insulin dose or insulin pump failure) were the most
common precipitating factors. 6 of 23 events of DKA in the dapagliflozin 5 mg group occurred in
patients with blood glucose in the euglycaemic range (< 14 mmol/L or 250 mg/dL).

Urinary tract infections

In the 13-study safety pool, urinary tract infections were more frequently reported for

dapagliflozin 10 mg compared to placebo (4.7% versus 3.5%, 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.

In the DECLARE study, serious events of urinary tract infections were reported less frequently for
dapagliflozin 10 mg compared with placebo, 79 (0.9%) events versus 109 (1.3%) events, respectively.

In the DAPA-HF study, the numbers of patients with serious adverse events of urinary tract infections
were 14 (0.6%) in the dapagliflozin group and 17 (0.7%) in the placebo group. There were 5 (0.2%)
patients with adverse events leading to discontinuations due to urinary tract infections in each of the
dapagliflozin and placebo groups.

Increased creatinine

Adverse reactions related to increased creatinine were grouped (e.g. decreased renal creatinine
clearance, renal impairment, increased blood creatinine and decreased glomerular filtration rate). In
the 13-study safety pool, this grouping of reactions was reported in 3.2% and 1.8% of patients who
received dapagliflozin 10 mg and placebo, respectively. In patients with normal renal function or mild
renal impairment (baseline eGFR > 60 mL/min/1.73 m?) this grouping of reactions were reported in
1.3% and 0.8% of patients who received dapagliflozin 10 mg and placebo, respectively. These




reactions were more common in patients with baseline eGFR > 30 and < 60 mL/min/1.73 m* (18.5%
dapagliflozin 10 mg versus 9.3% placebo).

Further evaluation of patients who had renal-related adverse events showed that most had serum
creatinine changes of < 0.5 mg/dL from baseline. The increases in creatinine were generally transient
during continuous treatment or reversible after discontinuation of treatment.

In the DECLARE study, including elderly patients and patients with renal impairment (eGFR less than
60 mL/min/1.73 m®), eGFR decreased over time in both treatment groups. At 1 year, mean eGFR was
slightly lower, and at 4 years, mean eGFR was slightly higher in the dapagliflozin group compared
with the placebo group.

In the DAPA-HF study, eGFR decreased over time in both the dapagliflozin group and the placebo
group. The initial decrease in mean eGFR was -4.3 mL/min/1.73 m? in the dapagliflozin group

and -1.1 mL/min/1.73 m? in the placebo group. At 20 months, change from baseline in eGFR was
similar between the treatment groups: -5.3 mL/min/1.73 m? for dapagliflozin and -4.5 mL/min/1.73 m*
for placebo.

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, sodium-glucose co-transporter 2 (SGLT2)
inhibitors, ATC code: A10BKO01

Mechanism of action

Dapagliflozin is a highly potent (K;: 0.55 nM), selective and reversible inhibitor of SGLT2.

Inhibition of SGLT2 by dapagliflozin reduces reabsorption of glucose from the glomerular filtrate in
the proximal renal tubule with a concomitant reduction in sodium reabsorption leading to urinary
excretion of glucose and osmotic diuresis. Dapagliflozin therefore increases the delivery of sodium to
the distal tubule which is believed to increase tubuloglomerular feedback and reduce intraglomerular
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pressure. This combined with osmotic diuresis leads to a reduction in volume overload, reduced blood
pressure, and lower preload and afterload, which may have beneficial effects on cardiac remodelling.
Other effects include an increase in haematocrit and reduction in body weight. The cardiac benefits of
dapagliflozin are not solely dependent on the blood glucose-lowering effect and not limited to patients
with diabetes as demonstrated in the DAPA-HF study.

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. Thus, in subjects with normal blood
glucose, dapagliflozin has a low propensity to cause hypoglycaemia. 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 dapagliflozin.

The SGLT?2 is selectively expressed in the kidney. 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

Type 2 diabetes mellitus

Both improvement of glycaemic control and reduction of cardiovascular morbidity and mortality are
an integral part of the treatment of type 2 diabetes.

Fourteen double-blind, randomised, controlled clinical studies were conducted with 7,056 subjects
with type 2 diabetes to evaluate the glycaemic efficacy and safety of Forxiga; 4,737 subjects in these
studies were treated with dapagliflozin. Twelve studies had a treatment period of 24 weeks duration,

8 with long-term extensions ranging from 24 to 80 weeks (up to a total study duration of 104 weeks),
one study had a 28-week treatment period, and one study was 52 weeks in duration with long-term
extensions of 52 and 104 weeks (total study duration of 208 weeks). Mean duration of diabetes ranged
from 1.4 to 16.9 years. Fifty percent (50%) had mild renal impairment and 11% had moderate renal
impairment. Fifty-one percent (51%) of the subjects were men, 84% were White, 8% were Asian,

4% were Black and 4% were of other racial groups. Eighty-one percent (81%) of the subjects had a



body mass index (BMI) > 27. Furthermore, two 12-week, placebo-controlled studies were conducted
in patients with inadequately controlled type 2 diabetes and hypertension.

A cardiovascular outcomes study (DECLARE) was conducted with dapagliflozin 10 mg compared
with placebo in 17,160 patients with type 2 diabetes mellitus with or without established
cardiovascular disease to evaluate the effect on cardiovascular and renal events.

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 3).

In the extension period, HbA 1c reductions were sustained through week 102 (-0.61%,
and -0.17% adjusted mean change from baseline for dapagliflozin 10 mg and placebo, respectively).

Table 3. 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)

*LOCEF: 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

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

Add-on combination therapy

In a 52-week, active-controlled non-inferiority study (with 52- and 104-week extension periods),
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 HbA1c from baseline to week 52, compared
to glipizide, thus demonstrating non-inferiority (Table 4). At week 104, adjusted mean change from
baseline in HbAlc was -0.32% for dapagliflozin and -0.14% for glipizide. At week 208, adjusted
mean change from baseline in HbA 1c was -0.10% for dapagliflozin and 0.20% for glipizide. At 52,
104 and 208 weeks, a significantly lower proportion of subjects in the group treated with dapagliflozin
(3.5%, 4.3% and 5.0%, respectively) experienced at least one event of hypoglycaemia compared to the
group treated with glipizide (40.8%, 47.0% and 50.0%, respectively). The proportion of subjects
remaining in the study at week 104 and week 208 was 56.2% and 39.7% for the group treated with
dapagliflozin and 50.0% and 34.6% for the group treated with glipizide.
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Table 4. 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

4Non-inferior to glipizide + metformin

*p-value < 0.0001

Dapagliflozin as an add-on with either metformin, glimepiride, metformin and a sulphonylurea,
sitagliptin (with or without metformin) or insulin resulted in statistically significant reductions in
HbA Ic at 24 weeks compared with subjects receiving placebo (p < 0.0001; Tables 5, 6 and 7).

The reductions in HbA1c 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 1c 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 [U/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.



Table 5. Results of 24-week (LOCF?) placebo-controlled studies of dapagliflozin in add-on
combination with metformin or sitagliptin (with or without metformin)

Add-on combination

Metformin' DPP-4 inhibitor
(sitagliptin®) + metformin'
Dapagliflozin Placebo Dapagliflozin Placebo
10 mg 10 mg
N° 135 137 223 224
HbAlc (%)
Baseline (mean) 7.92 8.11 7.90 7.97
Change from
baseline® -0.84 -0.30 -0.45 0.04
Difference from .
placebo® -0.54° -0.48
(95% CI) (-0.74, -0.34) (-0.62, -0.34)
Subjects (%) achieving:
HbAlc < 7%
Adjusted for baseline 40.6" 25.9
Body weight (kg)
Baseline (mean) 86.28 87.74 91.02 89.23
Change from
baseline® -2.86 -0.89 -2.14 -0.26
Difference from .
placebo® -1.97° -1.89
(95% CI) (-2.63, -1.31) (-2.37, -1.40)

"Metformin > 1500 mg/day;
Zsitagliptin 100 mg/day
*LOCEF: 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



Table 6. Results of 24-week placebo-controlled studies of dapagliflozin in add-on combination
with sulphonylurea (glimepiride) or metformin and a sulphonylurea

Add-on combination

Sulphonylurea Sulphonylurea
(glimepiride") + metformin’
Dapagliflozin Placebo Dapagliflozin Placebo
10 mg 10 mg
N* 151 145 108 108
HbAlc (%)°
Baseline (mean) 8.07 8.15 8.08 8.24
Change from baseline® -0.82 -0.13 -0.86 -0.17
Difference from placebo® -0.68" —0.69
(95% CI) (-0.86, -0.51) (—0.89, -0.49)
Subjects (%) achieving:
HbAlc < 7% (LOCF)"
Adjusted for baseline 31.7° 13.0 31.8" 11.1
Body weight (kg)
(LOCF)*
Baseline (mean) 80.56 80.94 88.57 90.07
Change from baseline® -2.26 -0.72 -2.65 -0.58
Difference from placebo® -1.547 -2.07
(95% CI) (-2.17,-0.92) (—2.79, —1.35)
lolimepiride 4 mg/day;

2Metformin (immediate- or extended-release formulations) >1500 mg/day plus maximum tolerated dose, which
must be at least half maximum dose, of a sulphonylurea for at least 8§ weeks prior to enrolment.

*Randomised and treated patients with baseline and at least 1 post-baseline efficacy measurement.

°Columns 1 and 2, HbAlc analysed using LOCF (see footnote d); Columns 3 and 4, HbA ¢ analysed using LRM
(see footnote e)

“Least squares mean adjusted for baseline value

4LOCF: Last observation (prior to rescue for rescued subjects) carried forward

°LRM: Longitudinal repeated measures analysis

*p-value < 0.0001 versus placebo + oral glucose-lowering medicinal product(s)
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Table 7. 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 (IU)'
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

*LOCEF: 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.

2Fifty 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.

In combination with metformin in drug-naive patients

A total of 1,236 drug-naive patients with inadequately controlled type 2 diabetes (HbAlc > 7.5% and
< 12%) participated in two active-controlled studies of 24 weeks duration to evaluate the efficacy and
safety of dapagliflozin (5 mg or 10 mg) in combination with metformin in drug-naive patients versus

therapy with the monocomponents.

Treatment with dapagliflozin 10 mg in combination with metformin (up to 2000 mg per day) provided
significant improvements in HbAlc compared to the individual components (Table 8), and led to
greater reductions in fasting plasma glucose (FPG) (compared to the individual components) and body
weight (compared to metformin).
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Table 8. Results at week 24 (LOCF") in an active-controlled study of dapagliflozin and
metformin combination therapy in drug-naive patients

Dapagliflozin 10 mg Dapagliflozin 10 mg  Metformin

+
Parameter metformin
N° 211° 219° 208"
HbAlc (%)
Baseline (mean) 9.10 9.03 9.03
Change from baseline® -1.98 -1.45 -1.44
Difference from dapagliflozin® -0.53°
(95% CI) (—0.74, -0.32)
Difference from metformin® -0.54" -0.01
(95% CI) (—0.75, -0.33) (—0.22, 0.20)

*LOCEF: last observation (prior to rescue for rescued patients) carried forward.

All randomised patients 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.

Combination therapy with prolonged-release exenatide

In a 28-week, double-blind, active comparator-controlled study, the combination of dapagliflozin and
prolonged-release exenatide (a GLP-1 receptor agonist) was compared to dapagliflozin alone and
prolonged-release exenatide alone in subjects with inadequate glycaemic control on metformin alone
(HbAlc > 8% and < 12%). All treatment groups had a reduction in HbA1c compared to baseline. The
combination treatment with dapagliflozin 10 mg and prolonged-release exenatide group showed
superior reductions in HbAlc from baseline compared to dapagliflozin alone and prolonged-release
exenatide alone (Table 9).

Table 9. Results of one 28-week study of dapagliflozin and prolonged-release exenatide versus
dapagliflozin alone and prolonged-release exenatide alone, in combination with metformin
(intent to treat patients)

Dapagliflozin 10 mg Dapagliflozin 10 mg Prolonged-release

QD QD exenatide 2 mg
+ - QW
prolonged-release placebo QW +

Parameter exenatide 2 mg QW placebo QD
N 228 230 227
HbAlc (%)
Baseline (mean) 9.29 9.25 9.26
Change from baseline® -1.98 -1.39 -1.60
Mean difference in change
from baseline between -0.59* -0.38**
combination and single (-0.84, -0.34) (-0.63, -0.13)
medicinal product (95% CI)
Subjects (%) achieving
HbAlc<7% 44.7 19.1 26.9
Body weight (kg)
Baseline (mean) 92.13 90.87 89.12
Change from baseline® -3.55 -2.22 -1.56
Mean difference in change
from baseline between -1.33* -2.00*
combination and single (-2.12, -0.55) (-2.79, -1.20)

medicinal product (95% CI)

QD=once daily, QW=once weekly, N=number of patients, CI=confidence interval.
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*Adjusted least squares means (LS Means) and treatment group difference(s) in the change from baseline
values at week 28 are modelled using a mixed model with repeated measures (MMRM) including treatment,
region, baseline HbA lc stratum (< 9.0% or > 9.0%), week, and treatment by week interaction as fixed
factors, and baseline value as a covariate.

*p <0.001, “p < 0.01.

P-values are all adjusted p-values for multiplicity.

Analyses exclude measurements post rescue therapy and post premature discontinuation of study medicinal
product.

Fasting plasma glucose

Treatment with dapagliflozin 10 mg as a monotherapy or as an add-on to either metformin,
glimepiride, metformin and a sulphonylurea, sitagliptin (with or without metformin) or insulin resulted
in statistically significant reductions in FPG (-1.90 to -1.20 mmol/L [-34.2 to -21.7 mg/dL]) compared
to placebo (-0.33 to 0.21 mmol/L [-6.0 to 3.8 mg/dL]). This effect was observed at week 1 of
treatment and maintained in studies extended through week 104.

Combination therapy of dapagliflozin 10 mg and prolonged-release exenatide resulted in significantly
greater reductions in FPG at week 28: -3.66 mmol/L (-65.8 mg/dL), compared to -2.73 mmol/L

(-49.2 mg/dL) for dapagliflozin alone (p < 0.001) and -2.54 mmol/L (-45.8 mg/dL) for exenatide alone
(p <0.001).

In a dedicated study in diabetic patients with an eGFR > 45 to < 60 mL/min/1.73 m?, treatment with
dapagliflozin demonstrated reductions in FPG at week 24: -1.19 mmol/L (-21.46 mg/dL) compared to
-0.27 mmol/L (-4.87 mg/dL) for placebo (p=0.001).

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.

Combination therapy of dapagliflozin 10 mg and prolonged-release exenatide resulted in significantly
greater reductions in 2-hour post-prandial glucose at week 28 compared to either medicinal product
alone.

Body weight
Dapagliflozin 10 mg as an add-on to metformin, glimepiride, metformin and a sulphonylurea,

sitagliptin (with or without metformin) or insulin resulted in statistically significant body weight
reduction at 24 weeks (p < 0.0001, Tables 5 and 6). These effects were sustained in longer-term
studies. 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 compared with glipizide of -4.65 kg at 52 weeks
(p <0.0001, Table 4) that was sustained at 104 and 208 weeks (-5.06 kg and —4.38 kg, respectively).

The combination of dapagliflozin 10 mg and prolonged-release exenatide demonstrated significantly
greater weight reductions compared to either medicinal product alone (Table 9).

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.
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Blood pressure
In a pre-specified pooled analysis of 13 placebo-controlled studies, treatment with dapagliflozin 10 mg

resulted in a systolic blood pressure change from baseline of —3.7 mmHg and diastolic blood pressure
of —1.8 mmHg versus —0.5 mmHg systolic and -0.5 mmHg diastolic blood pressure for placebo group
at week 24. Similar reductions were observed up to 104 weeks.

Combination therapy of dapagliflozin 10 mg and prolonged-release exenatide resulted in a
significantly greater reduction in systolic blood pressure at week 28 (-4.3 mmHg) compared to
dapagliflozin alone (-1.8 mmHg, p < 0.05) and prolonged-release exenatide alone (-1.2 mmHg,
p <0.01).

In two 12-week, placebo-controlled studies a total of 1,062 patients with inadequately controlled
type 2 diabetes and hypertension (despite pre-existing stable treatment with an ACE-I or ARB in one
study and an ACE-I or ARB plus one additional antihypertensive treatment in another study) were
treated with dapagliflozin 10 mg or placebo. At week 12 for both studies, dapagliflozin 10 mg plus
usual antidiabetic treatment provided improvement in HbA1c and decreased the placebo-corrected
systolic blood pressure on average by 3.1 and 4.3 mmHg, respectively.

In a dedicated study in diabetic patients with an eGFR > 45 to < 60 mL/min/1.73 m?, treatment with
dapagliflozin demonstrated reductions in seated systolic blood pressure at week 24: -4.8 mmHg
compared to -1.7 mmHg for placebo (p < 0.05).

Glycaemic control in patients with moderate renal impairment CKD 34

(eGFR > 45 to < 60 mL/min/1.73 m?)

The efficacy of dapagliflozin was assessed in a dedicated study in diabetic patients with an eGFR > 45
to < 60 mL/min/1.73 m* who had inadequate glycaemic control on usual care. Treatment with
dapagliflozin resulted in reductions in HbA1c and body weight compared with placebo (Table 10).

Table 10. Results at week 24 of a placebo-controlled study of dapagliflozin in diabetic patients
with an eGFR > 45 to < 60 mL/min/1.73 m’

Dapagliflozin® Placebo®
10 mg

N’ 159 161
HbAlc (%)
Baseline (mean) 8.35 8.03
Change from baseline” -0.37 -0.03
Difference from placebo® -0.34%*

(95% CI) (-0.53, -0.15)
Body weight (kg)
Baseline (mean) 92.51 88.30
Percent change from baseline® -3.42 -2.02
Difference in percent change from _1.43*
placebo®

(95% CI) (-2.15, -0.69)

® Metformin or metformin hydrochloride were part of the usual care in 69.4% and 64.0% of the patients for
the dapagliflozin and placebo groups, respectively.

b Least squares mean adjusted for baseline value

¢ Derived from least squares mean adjusted for baseline value

* p<0.001

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).
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Cardiovascular and renal outcomes

Dapagliflozin Effect on Cardiovascular Events (DECLARE) was an international, multicentre,
randomised, double-blind, placebo-controlled clinical study conducted to determine the effect of
dapagliflozin compared with placebo on cardiovascular outcomes when added to current background
therapy. All patients had type 2 diabetes mellitus and either at least two additional cardiovascular risk
factors (age > 55 years in men or > 60 years in women and one or more of dyslipidaemia, hypertension
or current tobacco use) or established cardiovascular disease.

Of 17,160 randomised patients, 6,974 (40.6%) had established cardiovascular disease and
10,186 (59.4%) did not have established cardiovascular disease. 8,582 patients were randomised to
dapagliflozin 10 mg and 8,578 to placebo, and were followed for a median of 4.2 years.

The mean age of the study population was 63.9 years, 37.4% were female. In total, 22.4% had had
diabetes for < 5 years, mean duration of diabetes was 11.9 years. Mean HbA1c was 8.3% and mean
BMI was 32.1 kg/m’.

At baseline, 10.0% of patients had a history of heart failure. Mean eGFR was 85.2 mL/min/1.73 m?,
7.4% of patients had eGFR < 60 mL/min/1.73 m?, and 30.3% of patients had micro- or
macroalbuminuria (urine albumin to creatinine ratio [UACR] > 30 to <300 mg/g or > 300 mg/g,
respectively).

Most patients (98%) used one or more diabetic medicinal products at baseline, including metformin
(82%), insulin (41%) and sulfonylurea (43%).

The primary endpoints were time to first event of the composite of cardiovascular death, myocardial
infarction or ischaemic stroke (MACE) and time to first event of the composite of hospitalisation for
heart failure or cardiovascular death. The secondary endpoints were a renal composite endpoint and
all-cause mortality.

Major adverse cardiovascular events
Dapagliflozin 10 mg demonstrated non-inferiority versus placebo for the composite of cardiovascular
death, myocardial infarction or ischaemic stroke (one-sided p < 0.001).

Heart failure or cardiovascular death

Dapagliflozin 10 mg demonstrated superiority versus placebo in preventing the composite of
hospitalisation for heart failure or cardiovascular death (Figure 1). The difference in treatment effect
was driven by hospitalisation for heart failure, with no difference in cardiovascular death (Figure 2).

The treatment benefit of dapagliflozin over placebo was observed both in patients with and without

established cardiovascular disease, with and without heart failure at baseline, and was consistent
across key subgroups, including age, gender, renal function (eGFR) and region.
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Figure 1: Time to first occurrence of hospitalisation for heart failure or cardiovascular death
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Patients at risk is the number of patients at risk at the beginning of the period.

HR=Hazard ratio CI=Confidence interval.

Results on primary and secondary endpoints are displayed in Figure 2. Superiority of dapagliflozin
over placebo was not demonstrated for MACE (p=0.172). The renal composite endpoint and all-cause

mortality were therefore not tested as part of the confirmatory testing procedure.

Figure 2: Treatment effects for the primary composite endpoints and their components, and the

secondary endpoints and components
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417(4.9)

756 (8.8)

212(2.5)
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370 (4.3)
120 (1.4)
6(<0.1)
6(<0.1)

529(6.2)

Placebo
n (%)
(N=8578)

496 (5.8)

803 (9.4)

286 (3.3)
249 (2.9)
441 (5.1)
231 2.7)

480 (5.6)
221 (2.6)
19 (0.2)
10 (0.1)

570(6.6)

Hazard Ratio p-value

(95% CI)

0.83(0.73, 0.95)

0.93(0.84, 1.03)

0.73(0.61, 0.88)
0.98(0.82, 1.17)
0.89(0.77, 1.01)
1.01(0.84,1.21)

0.76 (0.67, 0.87)
0.54(0.43, 0.67)
031 (0.13,0.79)
0.60 (0.2, 1.65)

0.93(0.82, 1.04)

0.005

0.172

<0.001
0.830
0.080
0.916

<0.001
<0.001
0.013
0.324

0.198

Renal composite endpoint defined as: sustained confirmed > 40% decrease in eGFR to eGFR <60 mL/min/1.73 m? and/or
end-stage renal disease (dialysis > 90 days or kidney transplantation, sustained confirmed eGFR < 15 mL/min/1.73 m?)

and/or renal or cardiovascular death.
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p-values are two-sided. p-values for the secondary endpoints and for single components are nominal. Time to first event was
analysed in a Cox proportional hazards model. The number of first events for the single components are the actual number of
first events for each component and does not add up to the number of events in the composite endpoint.

Cl=confidence interval.

Nephropathy

Dapagliflozin reduced the incidence of events of the composite of confirmed sustained eGFR
decrease, end-stage renal disease, renal or cardiovascular death. The difference between groups was
driven by reductions in events of the renal components; sustained eGFR decrease, end-stage renal
disease and renal death (Figure 2).

The hazard ratio (HR) for time to nephropathy (sustained eGFR decrease, end-stage renal disease and
renal death) was 0.53 (95% CI 0.43, 0.66) for dapagliflozin versus placebo.

In addition, dapagliflozin reduced the new onset of sustained albuminuria (HR 0.79
[95% C10.72, 0.87]) and led to greater regression of macroalbuminuria (HR 1.82 [95% CI 1.51, 2.20])

compared with placebo.

Type 1 diabetes mellitus

Dapagliflozin as an adjunct to adjustable insulin was studied in two 24-week randomised, double-
blind, placebo-controlled clinical studies with a 28-week extension to evaluate the efficacy and safety
in adult patients with type 1 diabetes mellitus and inadequate glycaemic control (defined as

HbAlc > 7.5%) on insulin alone. Following an 8-week lead-in period to optimise each patient’s
diabetes management (glycaemic control including hyperglycaemia and hypoglycaemia, diet and
exercise patterns), a total of 1,646 patients with HbAlc > 7.5% and < 10.5% were randomised to 5 mg
dapagliflozin once daily, 10 mg dapagliflozin once daily or placebo once daily. Throughout the study,
insulin dose was adjusted as deemed appropriate.

Glycaemic control

At week 24, treatment with dapagliflozin once daily provided statistically significant improvements in
HbA1c compared with placebo (Table 11). This finding was consistent across subgroups. At week 52,
adjusted mean changes from baseline in HbAlc relative to placebo were -0.33% and -0.20% for
patients treated with dapagliflozin 5 mg, in the two studies, respectively. Treatment with dapagliflozin
was not associated with an increase in percentage of patients with hypoglycaemic events compared
with placebo. The number of patients with severe hypoglycaemia was balanced across treatment
groups (6.9% and 7.5% at week 24 in the dapagliflozin 5 mg and placebo groups, respectively).

The percentage of patients achieving > 0.5% reductions in HbA 1¢ without severe hypoglycaemia was
significantly higher in patients treated with dapagliflozin compared with placebo (Table 11).

Table 11. Results at week 24 of two placebo-controlled clinical studies of dapagliflozin as an
adjunct to insulin in adults with type 1 diabetes mellitus

Study MB102229 Study MB102230

Efficacy parameter Dapagliflozin Placebo Dapagliflozin Placebo

5 mg + insulin 5 mg + insulin

+ insulin + insulin
N=259 N=260 N=271 N=272
HbA1lc (%)
Baseline (mean) 8.52 8.50 8.45 8.40
Change from baseline -0.45 -0.03 -0.34 0.03
Difference from placebo -0.42%* -0.37*
95% CI (-0.56, -0.28) (-0.49, -0.26)
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Study MB102229 Study MB102230
Efficacy parameter Dapagliflozin Placebo Dapagliflozin Placebo
5 mg + insulin 5 mg + insulin
+ insulin + insulin
Subjects (%) achieving 49.6* 25.3 39.5% 20.1
> 0.5% reductions in HbAlc
without severe hypoglycaemia
Body weight (kg)
Baseline (mean) 81.67 84.42 79.22 79.03
Change from baseline -2.84 0.15 -2.50 0.06
Difference from placebo -2.96* -2.56%*
95% CI (-3.63, -2.28) (-3.12, -2.00)

" p<0.0001 versus placebo

Blood glucose variability

The adjusted mean changes for dapagliflozin 5 mg relative to placebo in the mean amplitude of
glucose excursion from baseline to week 24 were -0.96 mmol/L (-17.30 mg/dL) and -0.55 mmol/L
(-9.85 mg/dL) in the two studies, respectively (p < 0.0001).

Statistically significant increases in the percentage of glucose readings falling within the range of

> 3.9 mmol/L to < 10 mmol/L (> 70 mg/dL to < 180 mg/dL) from baseline to week 24 for
dapagliflozin 5 mg relative to placebo were +9.11% and +9.02% in the two studies, respectively

(p <0.0001). This increase was not accompanied by any increase in the percentage of 24-hour glucose
readings < 3.9 mmol/L (70 mg/dL).

Insulin dose

Statistically significant (p < 0.0001) differences in percent reduction of total insulin dose from
baseline for dapagliflozin 5 mg relative to placebo at week 24 were -8.80% and -10.78% in the two
studies, respectively.

Body weight
Statistically significant reductions in body weight were demonstrated for dapagliflozin compared with

placebo (Table 11). Patients treated with dapagliflozin exhibited continuous weight loss over the
24-week period. At week 52, the adjusted mean changes in body weight from baseline for
dapagliflozin 5 mg relative to placebo were -2.56 kg and -3.50 kg, in the two studies, respectively.

Heart failure

Dapagliflozin And Prevention of Adverse outcomes in Heart Failure (DAPA-HF) was an international,
multicentre, randomised, double-blind, placebo-controlled study in patients with heart failure (New
York Heart Association [NYHA] functional class II-1V) with reduced ejection fraction (left ventricular
ejection fraction [LVEF] < 40%) to determine the effect of dapagliflozin compared with placebo,
when added to background standard of care therapy, on the incidence of cardiovascular death and
worsening heart failure.

Of 4,744 patients, 2,373 were randomised to dapagliflozin 10 mg and 2,371 to placebo and followed
for a median of 18 months. The mean age of the study population was 66 years, 77% were male.

At baseline, 67.5% of the patients were classified as NYHA class II, 31.6% class III and 0.9%

class IV, median LVEF was 32%, 56% of the heart failures were ischaemic, 36% were non-ischaemic
and 8% were of unknown aetiology. In each treatment group, 42% of the patients had a history of
type 2 diabetes mellitus, and an additional 3% of the patients in each group were classified as having
type 2 diabetes mellitus based on a HbAlc > 6.5% at both enrolment and randomisation. Patients were
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on standard of care therapy; 94% of patients were treated with ACE-I, ARB or angiotensin receptor-
neprilysin inhibitor (ARNI, 11%), 96% with beta-blocker, 71% with mineralocorticoid receptor
antagonist (MRA), 93% with diuretic and 26% had an implantable device.

Patients with eGFR > 30 mL/min/1.73 m? at enrolment were included in the study. The mean eGFR
was 66 mL/min/1.73 m?, 41% of patients had eGFR < 60mL/min/1.73 m? and 15% had
¢GFR < 45 mL/min/1.73 m.

Cardiovascular death and worsening heart failure
Dapagliflozin was superior to placebo in preventing the primary composite endpoint of cardiovascular
death, hospitalisation for heart failure or urgent heart failure visit (HR 0.74 [95% CI 0.65, 0.85],

p < 0.0001). The effect was observed early and was sustained throughout the duration of the study
(Figure 3).

Figure 3: Time to first occurrence of the composite of cardiovascular death, hospitalisation for
heart failure or urgent heart failure visit
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An urgent heart failure visit was defined as an urgent, unplanned, assessment by a physician, e.g. in an Emergency
Department, and requiring treatment for worsening heart failure (other than just an increase in oral diuretics).
Patients at risk is the number of patients at risk at the beginning of the period.

All three components of the primary composite endpoint individually contributed to the treatment
effect (Figure 4). There were few urgent heart failure visits.
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Figure 4 Treatment effects for the primary composite endpoint, its components and all-cause
mortality

Characteristics HR (95% CI) Subjects with event Hazard Ratio P-value
(event rate) (95% CI)
Dapagliflozin ~ Placebo

The composite of cardiovascular (N=2373)  (N=2371)

death, hospitalisation for heart ——=— 386 (11.6) 502 (15.6) 0.74 (0.65,0.85) <0.0001
failure or urgent heart failure visit

Hospitalisation for heart

failure —— 231 (6.9) 318(9.8) 0.70(0.59,0.83) <0.0001
Urgent heart failure visit <@ 10 (0.3) 23 (0.7) 0.43 (0.20,0.90)  0.0213
Cardiovascular death — 227 (6.5) 273(7.9)  0.82(0.69,0.98)  0.0294
All-cause mortality —a— 276 (7.9) 329 (9.5) 0.83(0.71,0.97)  0.0217
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An urgent heart failure visit was defined as an urgent, unplanned, assessment by a physician, e.g. in an Emergency
Department, and requiring treatment for worsening heart failure (other than just an increase in oral diuretics).

The number of first events for the single components are the actual number of first events for each component and does not
add up to the number of events in the composite endpoint.

Event rates are presented as the number of subjects with event per 100 patient years of follow-up.

p-values for single components and all-cause mortality are nominal.

Dapagliflozin also reduced the total number of events of hospitalisations for heart failure (first and
recurrent) and cardiovascular death; there were 567 events in the dapagliflozin group versus
742 events in the placebo group (Rate Ratio 0.75 [95% CI 0.65, 0.88]; p=0.0002).

The treatment benefit of dapagliflozin was observed in heart failure patients both with type 2 diabetes
mellitus and without diabetes. Dapagliflozin reduced the primary composite endpoint of incidence of
cardiovascular death and worsening heart failure with a HR of 0.75 (95% CI 0.63, 0.90) in patients
with diabetes and 0.73 (95% CI 0.60, 0.88) in patients without diabetes.

The treatment benefit of dapagliflozin over placebo on the primary endpoint was also consistent across
other key subgroups, including concomitant heart failure therapy, renal function (eGFR), age, gender,
and region.

Patient reported outcome — heart failure symptoms

The treatment effect of dapagliflozin on heart failure symptoms was assessed by the Total Symptom
Score of the Kansas City Cardiomyopathy Questionnaire (KCCQ-TSS), which quantifies heart failure
symptom frequency and severity, including fatigue, peripheral oedema, dyspnoea and orthopnoea. The
score ranges from 0 to 100, with higher scores representing better health status.
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Treatment with dapagliflozin resulted in a statistically significant and clinically meaningful benefit
over placebo in heart failure symptoms, as measured by change from baseline at Month § in the
KCCQ-TSS, (Win Ratio 1.18 [95% CI 1.11, 1.26]; p < 0.0001). Both symptom frequency and
symptom burden contributed to the results. Benefit was seen both in improving heart failure symptoms
and in preventing deterioration of heart failure symptoms.

In responder analyses, the proportion of patients with a clinically meaningful improvement on the
KCCQ-TSS from baseline at 8 months, defined as 5 points or more, was higher for the dapagliflozin
treatment group compared with placebo. The proportion of patients with a clinically meaningful
deterioration, defined as 5 points or more, was lower for the dapagliflozin treatment group compared
to placebo. The benefits observed with dapagliflozin remained when applying more conservative cut-
offs for larger clinically meaningful change (Table 12).

Table 12 Number and percent of patients with clinically meaningful improvement and
deterioration on the KCCQ-TSS at 8 months

Dapagliflozin Placebo

Change from baseline at 8 months: 10 mg n"=2062
n*=2086
Improvement n (%) n (%) Odds ratio® p-value'
improved” improved” (95% CI)
> 5 points 933 (44.7) 794 (38.5) 1.14 0.0002
(1.06, 1.22)
> 10 points 689 (33.0) 579 (28.1) 1.13 0.0018
(1.05, 1.22)
> 15 points 474 (22.7) 406 (19.7) 1.10 0.0300
(1.01, 1.19)
Deterioration n (%) n (%) Odds ratio® p-valuef
deteriorated’ deteriorated"  (95% CI)
> 5 points 537 (25.7) 693 (33.6) 0.84 <0.0001
(0.78, 0.89)
> 10 points 395 (18.9) 506 (24.5) 0.85 <0.0001
(0.79, 0.92)

2 Number of patients with an observed KCCQ-TSS or who died prior to 8 months.

 Number of patients who had an observed improvement of at least 5, 10 or 15 points from baseline. Patients who died
prior to the given timepoint are counted as not improved.

¢ For improvement, an odds ratio > 1 favours dapagliflozin 10 mg.

4 Number of patients who had an observed deterioration of at least 5 or 10 points from baseline. Patients who died prior
to the given timepoint are counted as deteriorated.

¢ For deterioration, an odds ratio < 1 favours dapagliflozin 10 mg.
f p-values are nominal.

Nephropathy
There were few events of the renal composite endpoint (confirmed sustained > 50% eGFR decrease,

ESRD, or renal death); the incidence was 1.2% in the dapagliflozin group and 1.6% in the placebo
group.

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
mellitus and type 1 diabetes mellitus (see section 4.2 for information on paediatric use).

The European Medicines Agency has waived the obligation to submit the results of studies with

dapagliflozin in all subsets of the paediatric population in the prevention of cardiovascular events in
patients with chronic heart failure (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 (Cmax) were usually attained within 2 hours after administration in the fasted state.
Geometric mean steady-state dapagliflozin Cnax 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 Cpax by up to 50% and prolonged Tmax 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 liters.

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 (t12) 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 faeces. In faeces,
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 haemodialysis on dapagliflozin exposure is not known.

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

Elderly (= 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 AUCs 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
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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
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

Crospovidone (E1202)

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

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

34



7. MARKETING AUTHORISATION HOLDER

AstraZeneca AB
SE-151 85 Sodertilje
Sweden

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
Date of first authorisation: 12 November 2012

Date of latest renewal: 28 August 2017

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.eu
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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 10 mg 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

Type 2 diabetes mellitus

Forxiga is indicated in adults for the treatment of insufficiently controlled type 2 diabetes mellitus as
an adjunct to diet and exercise

- as monotherapy when metformin is considered inappropriate due to intolerance.

- in addition to other medicinal products for the treatment of type 2 diabetes.

For study results with respect to combination of therapies, effects on glycaemic control and
cardiovascular events, and the populations studied, see sections 4.4, 4.5 and 5.1.

Heart failure

Forxiga is indicated in adults for the treatment of symptomatic chronic heart failure with reduced
gjection fraction.

4.2  Posology and method of administration

Posology

Type 2 diabetes mellitus
The recommended dose is 10 mg dapagliflozin once daily.

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).

Heart failure

The recommended dose is 10 mg dapagliflozin once daily.
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In the DAPA-HF study, dapagliflozin was administered in conjunction with other heart failure
therapies (see section 5.1).

Special populations

Treatment of diabetes mellitus in patients with renal impairment

As glycaemic efficacy is dependent on renal function, Forxiga should not be initiated to improve
glycaemic control in patients with a glomerular filtration rate [GFR] < 60 mL/min and should be
discontinued at GFR persistently below 45 mL/min (see sections 4.4, 4.8, 5.1 and 5.2).

No dose adjustment is required based on renal function.

Treatment of heart failure in patients with renal impairment
No dose adjustment is required based on renal function (see section 4.4).

There is limited experience with dapagliflozin for the treatment of heart failure in patients with severe
renal impairment (GFR < 30 mL/min).

Hepatic impairment

No dose 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).

Patients with type 1 diabetes mellitus
Forxiga 10 mg is not recommended for the treatment of heart failure in patients with type 1 diabetes
mellitus (see section 4.4).

Elderly (= 65 years)
No dose adjustment is recommended based on age.

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

Renal impairment

Treatment of diabetes mellitus

The glycaemic efficacy of dapagliflozin is dependent on renal function, and efficacy is reduced in
patients who have moderate renal impairment and is likely absent in patients with severe renal
impairment (see sections 4.2, 5.1 and 5.2). In subjects with moderate renal impairment

(GFR < 60 mL/min), a higher proportion of subjects treated with dapagliflozin had adverse reactions
of increase in creatinine, phosphorus, parathyroid hormone (PTH) and hypotension, compared with
placebo.

To improve glycaemic control in the treatment of diabetes mellitus, Forxiga should not be initiated in
patients with a GFR < 60 mL/min and should be discontinued at GFR persistently below 45 mL/min.
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Forxiga has not been studied in severe renal impairment (GFR < 30 mL/min) 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 with GFR < 60 mL/min, at least 2 to 4 times per year.

Treatment of heart failure
There is limited experience with dapagliflozin for the treatment of heart failure in patients with severe
renal impairment (GFR < 30 mL/min).

In patients treated with dapagliflozin for both heart failure and type 2 diabetes mellitus, additional
glucose-lowering treatment should be considered if GFR falls persistently below 45 mL/min.

Hepatic impairment

There is limited experience in clinical studies 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 and/or hypotension

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

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

In case of intercurrent conditions that may lead to volume depletion (e.g. gastrointestinal illness),
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).

Diabetic ketoacidosis

Sodium-glucose co-transporter 2 (SGLT?2) inhibitors should be used with caution in patients with
increased risk of diabetic ketoacidosis (DKA). Patients who may be at higher risk of DKA include
patients with a low beta-cell function reserve (e.g. type 1 diabetes patients, type 2 diabetes patients
with low C-peptide or latent autoimmune diabetes in adults (LADA) or patients with a history of
pancreatitis), patients with conditions that lead to restricted food intake or severe dehydration, patients
for whom insulin doses are reduced and patients with increased insulin requirements due to acute
medical illness, surgery or alcohol abuse.

The risk of diabetic ketoacidosis must be considered in the event of non-specific symptoms such as
nausea, vomiting, anorexia, abdominal pain, excessive thirst, difficulty breathing, confusion, unusual
fatigue or sleepiness. Patients should be assessed for ketoacidosis immediately if these symptoms
occur, regardless of blood glucose level.

Before initiating dapagliflozin, factors in the patient history that may predispose to ketoacidosis should
be considered.
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Treatment should be interrupted in patients who are hospitalised for major surgical procedures or acute
serious medical illnesses. Monitoring of ketones is recommended in these patients. Measurement of
blood ketone levels is preferred to urine. Treatment with dapagliflozin may be restarted when the
ketone values are normal and the patient’s condition has stabilised.

Type 2 diabetes mellitus

Rare cases of DKA, including life-threatening and fatal cases, have been reported in patients treated
with SGLT?2 inhibitors, including dapagliflozin. In a number of cases, the presentation of the condition
was atypical with only moderately increased blood glucose values, below 14 mmol/L (250 mg/dL).

In patients where DKA is suspected or diagnosed, dapagliflozin treatment should be stopped
immediately.

Restarting SGLT?2 inhibitor treatment in patients experiencing a DKA while on SGLT?2 inhibitor
treatment is not recommended, unless another clear precipitating factor is identified and resolved.

Type 1 diabetes mellitus
In type 1 diabetes mellitus studies with dapagliflozin, DKA was reported with common frequency.
Dapagliflozin 10 mg should not be used for treatment of patients with type 1 diabetes.

Necrotising fasciitis of the perineum (Fournier’s gangrene)

Postmarketing cases of necrotising fasciitis of the perineum (also known as Fournier’s gangrene) have
been reported in female and male patients taking SGLT?2 inhibitors (see section 4.8). This is a rare but
serious and potentially life-threatening event that requires urgent surgical intervention and antibiotic
treatment.

Patients should be advised to seek medical attention if they experience a combination of symptoms of
pain, tenderness, erythema, or swelling in the genital or perineal area, with fever or malaise. Be aware
that either uro-genital infection or perineal abscess may precede necrotising fasciitis. If Fournier’s
gangrene is suspected, Forxiga should be discontinued and prompt treatment (including antibiotics and
surgical debridement) should be instituted.

Urinary tract infections

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 (> 65 years)

Elderly patients may be at a greater risk for volume depletion and are more likely to be treated with
diuretics.

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).

Cardiac failure

Experience with dapagliflozin in NYHA class IV is limited.
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Lower limb amputations

An increase in cases of lower limb amputation (primarily of the toe) has been observed in long-term,
clinical studies in type 2 diabetes mellitus with SGLT?2 inhibitors. It is unknown whether this
constitutes a class effect. It is important to counsel patients with diabetes on routine preventative foot
care.

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. Patients with rare hereditary problems of galactose intolerance, total
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 in patients with type 2 diabetes mellitus (see sections 4.2 and
4.8).

Pharmacokinetic interactions

The metabolism of dapagliflozin is primarily via glucuronide conjugation mediated by
UDP glucuronosyltransferase 1A9 (UGT1A9).

In in vitro studies, dapagliflozin neither inhibited cytochrome P450 (CYP) 1A2, CYP2A6, CYP2B6,
CYP2CS, 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.

Interference with 1.5-anhydroglucitol (1,5-AG) assay

Monitoring glycaemic control with 1,5-AG assay is not recommended as measurements of 1,5-AG are
unreliable in assessing glycaemic control in patients taking SGLT?2 inhibitors. Use of alternative
methods to monitor glycaemic control is advised.

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

Type 2 diabetes mellitus
In the clinical studies in type 2 diabetes, more than 15,000 patients have been treated with
dapagliflozin.
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The primary assessment of safety and tolerability was conducted in a pre-specified pooled analysis of
13 short-term (up to 24 weeks) placebo-controlled studies with 2,360 subjects treated with
dapagliflozin 10 mg and 2,295 treated with placebo.

In the dapagliflozin cardiovascular outcomes study in type 2 diabetes mellitus (DECLARE study, see
section 5.1), 8,574 patients received dapagliflozin 10 mg and 8,569 received placebo for a median
exposure time of 48 months. In total, there were 30,623 patient-years of exposure to dapagliflozin.

The most frequently reported adverse reactions across the clinical studies were genital infections.

Heart failure

In the dapagliflozin cardiovascular outcome study in patients with heart failure with reduced ejection
fraction (DAPA-HF study), 2,368 patients were treated with dapagliflozin 10 mg and 2,368 patients
with placebo for a median exposure time of 18 months. The patient population included patients with
type 2 diabetes mellitus and without diabetes, and patients with eGFR > 30 mL/min/1.73 m?.

The overall safety profile of dapagliflozin in patients with heart failure was consistent with the known
safety profile of dapagliflozin.

Tabulated list of adverse reactions

The following adverse reactions have been identified in the placebo-controlled clinical studies and
postmarketing surveillance. 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), and not
known (cannot be estimated from the available data).

Table 1. Adverse reactions in placebo-controlled clinical studies” and postmarketing experience

System organ | Very common | Common’ Uncommon™* | Rare Very rare

class

Infections and Vulvovaginitis, | Fungal Necrotising

infestations balanitis and infection™ fasciitis of the
related genital perineum
infections™b* (Fournier's
Urinary tract gangrene)™
infection >4

Metabolism and | Hypoglycaemia Volume Diabetic

nutrition (when used depletion®* ketoacidosis

disorders with SU or Thirst™ (when used in

insulin)® type 2 diabetes
mellitus)®H

Nervous system Dizziness

disorders

Gastrointestinal Constipation™

disorders Dry mouth™

Skin and Rash/ Angioedema

subcutaneous

tissue disorders

Musculoskeletal Back pain”

and connective

tissue disorders

Renal and Dysuria Nocturia™

urinary Polyuria™f

disorders
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System organ | Very common | Common’ Uncommon™* | Rare Very rare
class
Reproductive Vulvovaginal
system and pruritus™
breast Pruritus
disorders genital™
Investigations Haematocrit Blood
increased® creatinine
Creatinine renal | increased
clearance during initial
decreased treatment™™®
during initial Blood urea
treatment® increased™
Dyslipidaemia" | Weight
decreased™

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

bSee 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.

dUrinary tract infection includes the following preferred terms, listed in order of frequency reported: urinary tract
infection, cystitis, Escherichia urinary tract infection, genitourinary tract infection, pyelonephritis, trigonitis,
urethritis, kidney infection and prostatitis.

“Volume depletion includes, e.g. the predefined preferred terms: dehydration, hypovolaemia, hypotension.

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

£Mean changes from baseline in haematocrit were 2.30% for dapagliflozin 10 mg versus —0.33% for placebo.
Haematocrit values >55% were reported in 1.3% of the subjects treated with dapagliflozin 10 mg versus 0.4%
of placebo subjects.

"Mean percent change from baseline for dapagliflozin 10 mg versus placebo, respectively, was: total cholesterol
2.5% versus 0.0%; HDL cholesterol 6.0% versus 2.7%; LDL cholesterol 2.9% versus -1.0%; triglycerides -2.7%
versus -0.7%.
iSee section 4.4

iAdverse reaction was identified through postmarketing surveillance. Rash includes the following preferred
terms, listed in order of frequency in clinical studies: rash, rash generalised, rash pruritic, rash macular, rash
maculo-papular, rash pustular, rash vesicular, and rash erythematous. In active- and placebo-controlled clinical
studies (dapagliflozin, N=5936, All control, N=3403), the frequency of rash was similar for dapagliflozin
(1.4%) and all control (1.4%), respectively.
kReported in the cardiovascular outcomes study in patients with type 2 diabetes (DECLARE). Frequency is
based on annual rate.

"Reported in > 2% of subjects and > 1% more and at least 3 more subjects treated with dapagliflozin 10 mg
compared to placebo.

*Reported by the investigator as possibly related, probably related or related to study treatment and reported in
> 0.2% of subjects and > 0.1% more and at least 3 more subjects treated with dapagliflozin 10 mg compared to
placebo.

Description of selected adverse reactions

Vulvovaginitis, balanitis and related genital infections

In the 13-study safety pool, vulvovaginitis, balanitis and related genital infections were reported in
5.5% and 0.6% 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 (8.4% and 1.2% for dapagliflozin and placebo, respectively), and subjects with a prior history
were more likely to have a recurrent infection.

In the DECLARE study, the numbers of patients with serious adverse events of genital infections were
few and balanced: 2 patients in each of the dapagliflozin and placebo groups.
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In the DAPA-HF study, no patient reported serious adverse events of genital infections in the
dapagliflozin group and one in the placebo group. There were 7 (0.3%) patients with adverse events
leading to discontinuations due to genital infections in the dapagliflozin group and none in the placebo

group.

Necrotising fasciitis of the perineum (Fournier’s gangrene)
Cases of Fournier’s gangrene have been reported postmarketing in patients taking SGLT2 inhibitors,
including dapagliflozin (see section 4.4).

In the DECLARE study with 17,160 type 2 diabetes mellitus patients and a median exposure time of
48 months, a total of 6 cases of Fournier’s gangrene were reported, one in the dapagliflozin-treated
group and 5 in the placebo group.

Hypoglycaemia
The frequency of hypoglycaemia depended on the type of background therapy used in the clinical

studies in diabetes mellitus.

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, at weeks 24 and 48, minor episodes of hypoglycaemia were
reported more frequently in the group treated with dapagliflozin 10 mg plus glimepiride (6.0% and
7.9%, respectively) than in the placebo plus glimepiride group (2.1% and 2.1%, respectively).

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.

In an add-on to metformin and a sulphonylurea study, up to 24 weeks, no episodes of major
hypoglycaemia were reported. Minor episodes of hypoglycaemia were reported in 12.8% of subjects
who received dapagliflozin 10 mg plus metformin and a sulphonylurea and in 3.7% of subjects who
received placebo plus metformin and a sulphonylurea.

In the DECLARE study, no increased risk of major hypoglycaemia was observed with dapagliflozin
therapy compared with placebo. Major events of hypoglycaemia were reported in 58 (0.7%) patients
treated with dapagliflozin and 83 (1.0%) patients treated with placebo.

In the DAPA-HF study, major events of hypoglycaemia were reported in 4 (0.2%) patients in both the
dapagliflozin and placebo treatment groups and observed only in patients with type 2 diabetes
mellitus.

Volume depletion

In the 13-study safety pool, reactions suggestive of volume depletion (including, reports of
dehydration, hypovolaemia or hypotension) were reported in 1.1% and 0.7% 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).

In the DECLARE study, the numbers of patients with events suggestive of volume depletion were
balanced between treatment groups: 213 (2.5%) and 207 (2.4%) in the dapagliflozin and placebo
groups, respectively. Serious adverse events were reported in 81 (0.9%) and 70 (0.8%) in the
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dapagliflozin and placebo group, respectively. Events were generally balanced between treatment
groups across subgroups of age, diuretic use, blood pressure and angiotensin converting enzyme
inhibitors (ACE-I)/angiotensin II type 1 receptor blockers (ARB) use. In patients with eGFR

< 60 mL/min/1.73 m? at baseline, there were 19 events of serious adverse events suggestive of volume
depletion in the dapagliflozin group and 13 events in the placebo group.

In the DAPA-HF study, the numbers of patients with events suggestive of volume depletion were

170 (7.2%) in the dapagliflozin group and 153 (6.5%) in the placebo group. There were fewer patients
with serious events of symptoms suggestive of volume depletion in the dapagliflozin group

(23 [1.0%]) compared with the placebo group (38 [1.6%]). Results were similar irrespective of
presence of diabetes at baseline and baseline eGFR.

Diabetic ketoacidosis in type 2 diabetes mellitus

In the DECLARE study, with a median exposure time of 48 months, events of DKA were reported in
27 patients in the dapagliflozin 10 mg group and 12 patients in the placebo group. The events occurred
evenly distributed over the study period. Of the 27 patients with DKA events in the dapagliflozin
group, 22 had concomitant insulin treatment at the time of the event. Precipitating factors for DKA
were as expected in a type 2 diabetes mellitus population (see section 4.4).

In the DAPA-HF study, events of DKA were reported in 3 patients with type 2 diabetes mellitus in the
dapagliflozin group and none in the placebo group.

Urinary tract infections

In the 13-study safety pool, urinary tract infections were more frequently reported for

dapagliflozin 10 mg compared to placebo (4.7% versus 3.5%, 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.

In the DECLARE study, serious events of urinary tract infections were reported less frequently for
dapagliflozin 10 mg compared with placebo, 79 (0.9%) events versus 109 (1.3%) events, respectively.

In the DAPA-HF study, the numbers of patients with serious adverse events of urinary tract infections
were 14 (0.6%) in the dapagliflozin group and 17 (0.7%) in the placebo group. There were 5 (0.2%)
patients with adverse events leading to discontinuations due to urinary tract infections in each of the
dapagliflozin and placebo groups.

Increased creatinine

Adverse reactions related to increased creatinine were grouped (e.g. decreased renal creatinine
clearance, renal impairment, increased blood creatinine and decreased glomerular filtration rate). In
the 13-study safety pool, this grouping of reactions was reported in 3.2% and 1.8% of patients who
received dapagliflozin 10 mg and placebo, respectively. In patients with normal renal function or mild
renal impairment (baseline eGFR > 60 mL/min/1.73 m?) this grouping of reactions were reported in
1.3% and 0.8% of patients who received dapagliflozin 10 mg and placebo, respectively. These
reactions were more common in patients with baseline eGFR > 30 and < 60 mL/min/1.73 m* (18.5%
dapagliflozin 10 mg versus 9.3% placebo).

Further evaluation of patients who had renal-related adverse events showed that most had serum
creatinine changes of < 0.5 mg/dL from baseline. The increases in creatinine were generally transient
during continuous treatment or reversible after discontinuation of treatment.

In the DECLARE study, including elderly patients and patients with renal impairment (eGFR less than
60 mL/min/1.73 m?), eGFR decreased over time in both treatment groups. At 1 year, mean eGFR was
slightly lower, and at 4 years, mean eGFR was slightly higher in the dapagliflozin group compared
with the placebo group.
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In the DAPA-HF study, eGFR decreased over time in both the dapagliflozin group and the placebo
group. The initial decrease in mean eGFR was -4.3 mL/min/1.73 m? in the dapagliflozin group

and -1.1 mL/min/1.73 m? in the placebo group. At 20 months, change from baseline in eGFR was
similar between the treatment groups: -5.3 mL/min/1.73 m? for dapagliflozin and -4.5 mL/min/1.73 m*
for placebo.

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, sodium-glucose co-transporter 2 (SGLT2)
inhibitors, ATC code: A10BKO01

Mechanism of action

Dapagliflozin is a highly potent (K;: 0.55 nM), selective and reversible inhibitor of SGLT2.

Inhibition of SGLT2 by dapagliflozin reduces reabsorption of glucose from the glomerular filtrate in
the proximal renal tubule with a concomitant reduction in sodium reabsorption leading to urinary
excretion of glucose and osmotic diuresis. Dapagliflozin therefore increases the delivery of sodium to
the distal tubule which is believed to increase tubuloglomerular feedback and reduce intraglomerular
pressure. This combined with osmotic diuresis leads to a reduction in volume overload, reduced blood
pressure, and lower preload and afterload, which may have beneficial effects on cardiac remodelling.
Other effects include an increase in haematocrit and reduction in body weight. The cardiac benefits of
dapagliflozin are not solely dependent on the blood glucose-lowering effect and not limited to patients
with diabetes as demonstrated in the DAPA-HF study.

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. Thus, in subjects with normal blood
glucose, dapagliflozin has a low propensity to cause hypoglycaemia. Dapagliflozin does not impair
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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 dapagliflozin.

The SGLT?2 is selectively expressed in the kidney. 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

Type 2 diabetes mellitus

Both improvement of glycaemic control and reduction of cardiovascular morbidity and mortality are
an integral part of the treatment of type 2 diabetes.

Fourteen double-blind, randomised, controlled clinical studies were conducted with 7,056 subjects
with type 2 diabetes to evaluate the glycaemic efficacy and safety of Forxiga; 4,737 subjects in these
studies were treated with dapagliflozin. Twelve studies had a treatment period of 24 weeks duration,
8 with long-term extensions ranging from 24 to 80 weeks (up to a total study duration of 104 weeks),
one study had a 28-week treatment period, and one study was 52 weeks in duration with long-term
extensions of 52 and 104 weeks (total study duration of 208 weeks). Mean duration of diabetes ranged
from 1.4 to 16.9 years. Fifty percent (50%) had mild renal impairment and 11% had moderate renal
impairment. Fifty-one percent (51%) of the subjects were men, 84% were White, 8% were Asian,
4% were Black and 4% were of other racial groups. Eighty-one percent (81%) of the subjects had a
body mass index (BMI) > 27. Furthermore, two 12-week, placebo-controlled studies were conducted
in patients with inadequately controlled type 2 diabetes and hypertension.

A cardiovascular outcomes study (DECLARE) was conducted with dapagliflozin 10 mg compared
with placebo in 17,160 patients with type 2 diabetes mellitus with or without established
cardiovascular disease to evaluate the effect on cardiovascular and renal events.

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).
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In the extension period, HbAlc reductions were sustained through week 102 (-0.61%,
and -0.17% adjusted mean change from baseline for dapagliflozin 10 mg and placebo, respectively).

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)

*LOCEF: 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

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

Add-on combination therapy

In a 52-week, active-controlled non-inferiority study (with 52- and 104-week extension periods),
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 HbA1c from baseline to week 52, compared
to glipizide, thus demonstrating non-inferiority (Table 3). At week 104, adjusted mean change from
baseline in HbAlc was -0.32% for dapagliflozin and -0.14% for glipizide. At week 208, adjusted
mean change from baseline in HbA 1c was -0.10% for dapagliflozin and 0.20% for glipizide. At 52,
104 and 208 weeks, a significantly lower proportion of subjects in the group treated with dapagliflozin
(3.5%, 4.3% and 5.0%, respectively) experienced at least one event of hypoglycaemia compared to the
group treated with glipizide (40.8%, 47.0% and 50.0%, respectively). The proportion of subjects
remaining in the study at week 104 and week 208 was 56.2% and 39.7% for the group treated with
dapagliflozin and 50.0% and 34.6% 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

4Non-inferior to glipizide + metformin

*p-value < 0.0001

Dapagliflozin as an add-on with either metformin, glimepiride, metformin and a sulphonylurea,
sitagliptin (with or without metformin) or insulin resulted in statistically significant reductions in
HbA Ic at 24 weeks compared with subjects receiving placebo (p < 0.0001; Tables 4, 5 and 6).

The reductions in HbA1c 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, HbA 1c 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 1c 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 [U/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 sitagliptin (with or without metformin)

Add-on combination

Metformin' DPP-4 inhibitor
(sitagliptin®) + metformin'
Dapagliflozin Placebo Dapagliflozin Placebo
10 mg 10 mg
N° 135 137 223 224
HbAlc (%)
Baseline (mean) 7.92 8.11 7.90 7.97
Change from
baseline® -0.84 -0.30 -0.45 0.04
Difference from .
placebo® -0.54° -0.48
(95% CI) (-0.74, -0.34) (-0.62, -0.34)
Subjects (%) achieving:
HbAlc < 7%
Adjusted for baseline 40.6" 25.9
Body weight (kg)
Baseline (mean) 86.28 87.74 91.02 89.23
Change from
baseline® -2.86 -0.89 -2.14 -0.26
Difference from .
placebo® -1.97° -1.89
(95% CI) (-2.63, -1.31) (-2.37, -1.40)

"Metformin > 1500 mg/day;
Zsitagliptin 100 mg/day
*LOCEF: 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

50



Table 5. Results of 24-week placebo-controlled studies of dapagliflozin in add-on combination
with sulphonylurea (glimepiride) or metformin and a sulphonylurea

Add-on combination

Sulphonylurea Sulphonylurea
(glimepiride") + metformin’
Dapagliflozin Placebo Dapagliflozin Placebo
10 mg 10 mg
N* 151 145 108 108
HbAlc (%)°
Baseline (mean) 8.07 8.15 8.08 8.24
Change from baseline® -0.82 -0.13 -0.86 -0.17
Difference from placebo® -0.68" —0.69
(95% CI) (-0.86, -0.51) (—0.89, -0.49)
Subjects (%) achieving:
HbAlc < 7% (LOCF)"
Adjusted for baseline 31.7° 13.0 31.8" 11.1
Body weight (kg)
(LOCF)*
Baseline (mean) 80.56 80.94 88.57 90.07
Change from baseline® -2.26 -0.72 -2.65 -0.58
Difference from placebo® -1.547 -2.07°
(95% CI) (-2.17,-0.92) (—2.79, —1.35)
lolimepiride 4 mg/day;

2Metformin (immediate- or extended-release formulations) >1500 mg/day plus maximum tolerated dose, which
must be at least half maximum dose, of a sulphonylurea for at least 8§ weeks prior to enrolment.

*Randomised and treated patients with baseline and at least 1 post-baseline efficacy measurement.

°Columns 1 and 2, HbAlc analysed using LOCF (see footnote d); Columns 3 and 4, HbA ¢ analysed using LRM
(see footnote e)

“Least squares mean adjusted for baseline value

4LOCF: Last observation (prior to rescue for rescued subjects) carried forward

°LRM: Longitudinal repeated measures analysis

*p-value < 0.0001 versus placebo + oral glucose-lowering medicinal product(s)
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Table 6. 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 (IU)'
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

*LOCEF: 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.

2Fifty 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.

In combination with metformin in drug-naive patients

A total of 1,236 drug-naive patients with inadequately controlled type 2 diabetes (HbAlc > 7.5% and
< 12%) participated in two active-controlled studies of 24 weeks duration to evaluate the efficacy and
safety of dapagliflozin (5 mg or 10 mg) in combination with metformin in drug-naive patients versus

therapy with the monocomponents.

Treatment with dapagliflozin 10 mg in combination with metformin (up to 2000 mg per day) provided
significant improvements in HbAlc compared to the individual components (Table 7), and led to
greater reductions in fasting plasma glucose (FPG) (compared to the individual components) and body
weight (compared to metformin).
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Table 7. Results at week 24 (LOCF") in an active-controlled study of dapagliflozin and
metformin combination therapy in drug-naive patients

Dapagliflozin 10 mg Dapagliflozin 10 mg  Metformin

+
Parameter metformin
N° 211° 219° 208"
HbAlc (%)
Baseline (mean) 9.10 9.03 9.03
Change from baseline® -1.98 -1.45 -1.44
Difference from dapagliflozin® -0.53°
(95% CI) (—0.74, -0.32)
Difference from metformin® -0.54" -0.01
(95% CI) (—0.75, -0.33) (—0.22, 0.20)

*LOCEF: last observation (prior to rescue for rescued patients) carried forward.

All randomised patients 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.

Combination therapy with prolonged-release exenatide

In a 28-week, double-blind, active comparator-controlled study, the combination of dapagliflozin and
prolonged-release exenatide (a GLP-1 receptor agonist) was compared to dapagliflozin alone and
prolonged-release exenatide alone in subjects with inadequate glycaemic control on metformin alone
(HbAlc > 8% and < 12%). All treatment groups had a reduction in HbA1c compared to baseline. The
combination treatment with dapagliflozin 10 mg and prolonged-release exenatide group showed
superior reductions in HbA1c from baseline compared to dapagliflozin alone and prolonged-release
exenatide alone (Table 8).

Table 8. Results of one 28-week study of dapagliflozin and prolonged-release exenatide versus
dapagliflozin alone and prolonged-release exenatide alone, in combination with metformin
(intent to treat patients)

Dapagliflozin 10 mg Dapagliflozin 10 mg Prolonged-release

QD QD exenatide 2 mg
+ - QW
prolonged-release placebo QW +

Parameter exenatide 2 mg QW placebo QD
N 228 230 227
HbAlc (%)
Baseline (mean) 9.29 9.25 9.26
Change from baseline® -1.98 -1.39 -1.60
Mean difference in change
from baseline between -0.59* -0.38**
combination and single (-0.84, -0.34) (-0.63, -0.13)
medicinal product (95% CI)
Subjects (%) achieving
HbAlc<7% 44.7 19.1 26.9
Body weight (kg)
Baseline (mean) 92.13 90.87 89.12
Change from baseline® -3.55 -2.22 -1.56
Mean difference in change
from baseline between -1.33* -2.00*
combination and single (-2.12, -0.55) (-2.79, -1.20)

medicinal product (95% CI)

QD=once daily, QW=once weekly, N=number of patients, CI=confidence interval.
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*Adjusted least squares means (LS Means) and treatment group difference(s) in the change from baseline
values at week 28 are modelled using a mixed model with repeated measures (MMRM) including treatment,
region, baseline HbA lc stratum (< 9.0% or > 9.0%), week, and treatment by week interaction as fixed
factors, and baseline value as a covariate.

*p <0.001, “p < 0.01.

P-values are all adjusted p-values for multiplicity.

Analyses exclude measurements post rescue therapy and post premature discontinuation of study medicinal
product.

Fasting plasma glucose

Treatment with dapagliflozin 10 mg as a monotherapy or as an add-on to either metformin,
glimepiride, metformin and a sulphonylurea, sitagliptin (with or without metformin) or insulin resulted
in statistically significant reductions in FPG (-1.90 to -1.20 mmol/L [-34.2 to -21.7 mg/dL]) compared
to placebo (-0.33 to 0.21 mmol/L [-6.0 to 3.8 mg/dL]). This effect was observed at week 1 of
treatment and maintained in studies extended through week 104.

Combination therapy of dapagliflozin 10 mg and prolonged-release exenatide resulted in significantly
greater reductions in FPG at week 28: -3.66 mmol/L (-65.8 mg/dL), compared to -2.73 mmol/L

(-49.2 mg/dL) for dapagliflozin alone (p < 0.001) and -2.54 mmol/L (-45.8 mg/dL) for exenatide alone
(p <0.001).

In a dedicated study in diabetic patients with an eGFR > 45 to < 60 mL/min/1.73 m?, treatment with
dapagliflozin demonstrated reductions in FPG at week 24: -1.19 mmol/L (-21.46 mg/dL) compared to
-0.27 mmol/L (-4.87 mg/dL) for placebo (p=0.001).

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.

Combination therapy of dapagliflozin 10 mg and prolonged-release exenatide resulted in significantly
greater reductions in 2-hour post-prandial glucose at week 28 compared to either medicinal product
alone.

Body weight
Dapagliflozin 10 mg as an add-on to metformin, glimepiride, metformin and a sulphonylurea,

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
studies. 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 compared with glipizide of -4.65 kg at 52 weeks
(p <0.0001, Table 3) that was sustained at 104 and 208 weeks (-5.06 kg and —4.38 kg, respectively).

The combination of dapagliflozin 10 mg and prolonged-release exenatide demonstrated significantly
greater weight reductions compared to either medicinal product alone (Table 8).

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.
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Blood pressure
In a pre-specified pooled analysis of 13 placebo-controlled studies, treatment with dapagliflozin 10 mg

resulted in a systolic blood pressure change from baseline of —3.7 mmHg and diastolic blood pressure
of —1.8 mmHg versus —0.5 mmHg systolic and -0.5 mmHg diastolic blood pressure for placebo group
at week 24. Similar reductions were observed up to 104 weeks.

Combination therapy of dapagliflozin 10 mg and prolonged-release exenatide resulted in a
significantly greater reduction in systolic blood pressure at week 28 (-4.3 mmHg) compared to
dapagliflozin alone (-1.8 mmHg, p < 0.05) and prolonged-release exenatide alone (-1.2 mmHg,
p <0.01).

In two 12-week, placebo-controlled studies a total of 1,062 patients with inadequately controlled
type 2 diabetes and hypertension (despite pre-existing stable treatment with an ACE-I or ARB in one
study and an ACE-I or ARB plus one additional antihypertensive treatment in another study) were
treated with dapagliflozin 10 mg or placebo. At week 12 for both studies, dapagliflozin 10 mg plus
usual antidiabetic treatment provided improvement in HbA1c and decreased the placebo-corrected
systolic blood pressure on average by 3.1 and 4.3 mmHg, respectively.

In a dedicated study in diabetic patients with an eGFR > 45 to < 60 mL/min/1.73 m?, treatment with
dapagliflozin demonstrated reductions in seated systolic blood pressure at week 24: -4.8 mmHg
compared to -1.7 mmHg for placebo (p < 0.05).

Glycaemic control in patients with moderate renal impairment CKD 34

(eGFR > 45 to < 60 mL/min/1.73 m?)

The efficacy of dapagliflozin was assessed in a dedicated study in diabetic patients with an eGFR > 45
to < 60 mL/min/1.73 m* who had inadequate glycaemic control on usual care. Treatment with
dapagliflozin resulted in reductions in HbA1c and body weight compared with placebo (Table 9).

Table 9. Results at week 24 of a placebo-controlled study of dapagliflozin in diabetic patients
with an eGFR > 45 to < 60 mL/min/1.73 m’

Dapagliflozin® Placebo®
10 mg

N’ 159 161
HbAlc (%)
Baseline (mean) 8.35 8.03
Change from baseline” -0.37 -0.03
Difference from placebo® -0.34%*

(95% CI) (-0.53, -0.15)
Body weight (kg)
Baseline (mean) 92.51 88.30
Percent change from baseline® -3.42 -2.02
Difference in percent change from _1.43*
placebo®

(95% CI) (-2.15, -0.69)

® Metformin or metformin hydrochloride were part of the usual care in 69.4% and 64.0% of the patients for
the dapagliflozin and placebo groups, respectively.

b Least squares mean adjusted for baseline value

¢ Derived from least squares mean adjusted for baseline value

* p<0.001

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).
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Cardiovascular and renal outcomes

Dapagliflozin Effect on Cardiovascular Events (DECLARE) was an international, multicentre,
randomised, double-blind, placebo-controlled clinical study conducted to determine the effect of
dapagliflozin compared with placebo on cardiovascular outcomes when added to current background
therapy. All patients had type 2 diabetes mellitus and either at least two additional cardiovascular risk
factors (age > 55 years in men or > 60 years in women and one or more of dyslipidaemia, hypertension
or current tobacco use) or established cardiovascular disease.

Of 17,160 randomised patients, 6,974 (40.6%) had established cardiovascular disease and
10,186 (59.4%) did not have established cardiovascular disease. 8,582 patients were randomised to
dapagliflozin 10 mg and 8,578 to placebo, and were followed for a median of 4.2 years.

The mean age of the study population was 63.9 years, 37.4% were female. In total, 22.4% had had
diabetes for < 5 years, mean duration of diabetes was 11.9 years. Mean HbA1c was 8.3% and mean
BMI was 32.1 kg/m’.

At baseline, 10.0% of patients had a history of heart failure. Mean eGFR was 85.2 mL/min/1.73 m?,
7.4% of patients had eGFR < 60 mL/min/1.73 m?, and 30.3% of patients had micro- or
macroalbuminuria (urine albumin to creatinine ratio [UACR] > 30 to <300 mg/g or > 300 mg/g,
respectively).

Most patients (98%) used one or more diabetic medicinal products at baseline, including metformin
(82%), insulin (41%) and sulfonylurea (43%).

The primary endpoints were time to first event of the composite of cardiovascular death, myocardial
infarction or ischaemic stroke (MACE) and time to first event of the composite of hospitalisation for
heart failure or cardiovascular death. The secondary endpoints were a renal composite endpoint and
all-cause mortality.

Major adverse cardiovascular events
Dapagliflozin 10 mg demonstrated non-inferiority versus placebo for the composite of cardiovascular
death, myocardial infarction or ischaemic stroke (one-sided p < 0.001).

Heart failure or cardiovascular death

Dapagliflozin 10 mg demonstrated superiority versus placebo in preventing the composite of
hospitalisation for heart failure or cardiovascular death (Figure 1). The difference in treatment effect
was driven by hospitalisation for heart failure, with no difference in cardiovascular death (Figure 2).

The treatment benefit of dapagliflozin over placebo was observed both in patients with and without

established cardiovascular disease, with and without heart failure at baseline, and was consistent
across key subgroups, including age, gender, renal function (eGFR) and region.
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Figure 1: Time to first occurrence of hospitalisation for heart failure or cardiovascular death
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Patients at risk is the number of patients at risk at the beginning of the period.

HR=Hazard ratio CI=Confidence interval.

Results on primary and secondary endpoints are displayed in Figure 2. Superiority of dapagliflozin
over placebo was not demonstrated for MACE (p=0.172). The renal composite endpoint and all-cause

mortality were therefore not tested as part of the confirmatory testing procedure.

Figure 2: Treatment effects for the primary composite endpoints and their components, and the

secondary endpoints and components
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Placebo
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(N=8578)
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286 (3.3)
249 (2.9)
441 (5.1)
231 2.7)

480 (5.6)
221 (2.6)
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570(6.6)

Hazard Ratio p-value

(95% CI)

0.83(0.73, 0.95)

0.93(0.84, 1.03)

0.73(0.61, 0.88)
0.98(0.82, 1.17)
0.89(0.77, 1.01)
1.01(0.84,1.21)

0.76 (0.67, 0.87)
0.54(0.43, 0.67)
031 (0.13,0.79)
0.60 (0.2, 1.65)

0.93(0.82, 1.04)

0.005

0.172

<0.001
0.830
0.080
0.916

<0.001
<0.001
0.013
0.324

0.198

Renal composite endpoint defined as: sustained confirmed > 40% decrease in eGFR to eGFR <60 mL/min/1.73 m? and/or
end-stage renal disease (dialysis > 90 days or kidney transplantation, sustained confirmed eGFR < 15 mL/min/1.73 m?)

and/or renal or cardiovascular death.
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p-values are two-sided. p-values for the secondary endpoints and for single components are nominal. Time to first event was
analysed in a Cox proportional hazards model. The number of first events for the single components are the actual number of
first events for each component and does not add up to the number of events in the composite endpoint.

Cl=confidence interval.

Nephropathy

Dapagliflozin reduced the incidence of events of the composite of confirmed sustained eGFR
decrease, end-stage renal disease, renal or cardiovascular death. The difference between groups was
driven by reductions in events of the renal components; sustained eGFR decrease, end-stage renal
disease and renal death (Figure 2).

The hazard ratio (HR) for time to nephropathy (sustained eGFR decrease, end-stage renal disease and
renal death) was 0.53 (95% CI 0.43, 0.66) for dapagliflozin versus placebo.

In addition, dapagliflozin reduced the new onset of sustained albuminuria (HR 0.79
[95% C10.72, 0.87]) and led to greater regression of macroalbuminuria (HR 1.82 [95% CI 1.51, 2.20])
compared with placebo.

Heart failure

Dapagliflozin And Prevention of Adverse outcomes in Heart Failure (DAPA-HF) was an international,
multicentre, randomised, double-blind, placebo-controlled study in patients with heart failure (New
York Heart Association [NYHA] functional class II-1V) with reduced ejection fraction (left ventricular
ejection fraction [LVEF] < 40%) to determine the effect of dapagliflozin compared with placebo,
when added to background standard of care therapy, on the incidence of cardiovascular death and
worsening heart failure.

Of 4,744 patients, 2,373 were randomised to dapagliflozin 10 mg and 2,371 to placebo and followed
for a median of 18 months. The mean age of the study population was 66 years, 77% were male.

At baseline, 67.5% of the patients were classified as NYHA class II, 31.6% class III and 0.9%

class IV, median LVEF was 32%, 56% of the heart failures were ischaemic, 36% were non-ischaemic
and 8% were of unknown aetiology. In each treatment group, 42% of the patients had a history of
type 2 diabetes mellitus, and an additional 3% of the patients in each group were classified as having
type 2 diabetes mellitus based on a HbAlc > 6.5% at both enrolment and randomisation. Patients were
on standard of care therapy; 94% of patients were treated with ACE-I, ARB or angiotensin receptor-
neprilysin inhibitor (ARNI, 11%), 96% with beta-blocker, 71% with mineralocorticoid receptor
antagonist (MRA), 93% with diuretic and 26% had an implantable device.

Patients with eGFR > 30 mL/min/1.73 m?* at enrolment were included in the study. The mean eGFR
was 66 mL/min/1.73 m%, 41% of patients had eGFR < 60mL/min/1.73 m* and 15% had
eGFR < 45 mL/min/1.73 nr’.

Cardiovascular death and worsening heart failure

Dapagliflozin was superior to placebo in preventing the primary composite endpoint of cardiovascular
death, hospitalisation for heart failure or urgent heart failure visit (HR 0.74 [95% CI 0.65, 0.85],

p < 0.0001). The effect was observed early and was sustained throughout the duration of the study

(Figure 3).
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Figure 3: Time to first occurrence of the composite of cardiovascular death, hospitalisation for
heart failure or urgent heart failure visit
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All three components of the primary composite endpoint individually contributed to the treatment
effect (Figure 4). There were few urgent heart failure visits.
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Figure 4 Treatment effects for the primary composite endpoint, its components and all-cause
mortality

Characteristics HR (95% CI) Subjects with event Hazard Ratio P-value
(event rate) (95% CI)
Dapagliflozin  Placebo

The composite of cardiovascular (N=2373)  (N=2371)

death, hospitalisation for heart ——®&— 386 (11.6) 502 (15.6) 0.74 (0.65,0.85) <0.0001
failure or urgent heart failure visit

Hospitalisation for heart

failure —a— 231 (6.9) 318(9.8) 0.70(0.59,0.83) <0.0001
Urgent heart failure visit <@ 10 (0.3) 23 (0.7) 0.43 (0.20, 0.90)  0.0213
Cardiovascular death — 227 (6.5) 273(7.9)  0.82(0.69,0.98)  0.0294
All-cause mortality —a— 276 (7.9) 329 (9.5) 0.83(0.71,0.97)  0.0217
\ I \
0.5 08 1 1.25 2
Dapagliflozin Better | Placebo Better

An urgent heart failure visit was defined as an urgent, unplanned, assessment by a physician, e.g. in an Emergency
Department, and requiring treatment for worsening heart failure (other than just an increase in oral diuretics).

The number of first events for the single components are the actual number of first events for each component and does not
add up to the number of events in the composite endpoint.

Event rates are presented as the number of subjects with event per 100 patient years of follow-up.

p-values for single components and all-cause mortality are nominal.

Dapagliflozin also reduced the total number of events of hospitalisations for heart failure (first and
recurrent) and cardiovascular death; there were 567 events in the dapagliflozin group versus
742 events in the placebo group (Rate Ratio 0.75 [95% CI 0.65, 0.88]; p=0.0002).

The treatment benefit of dapagliflozin was observed in heart failure patients both with type 2 diabetes
mellitus and without diabetes. Dapagliflozin reduced the primary composite endpoint of incidence of
cardiovascular death and worsening heart failure with a HR of 0.75 (95% CI 0.63, 0.90) in patients
with diabetes and 0.73 (95% CI 0.60, 0.88) in patients without diabetes.

The treatment benefit of dapagliflozin over placebo on the primary endpoint was also consistent across
other key subgroups, including concomitant heart failure therapy, renal function (eGFR), age, gender,
and region.

Patient reported outcome — heart failure symptoms

The treatment effect of dapagliflozin on heart failure symptoms was assessed by the Total Symptom
Score of the Kansas City Cardiomyopathy Questionnaire (KCCQ-TSS), which quantifies heart failure
symptom frequency and severity, including fatigue, peripheral oedema, dyspnoea and orthopnoea. The
score ranges from 0 to 100, with higher scores representing better health status.
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Treatment with dapagliflozin resulted in a statistically significant and clinically meaningful benefit
over placebo in heart failure symptoms, as measured by change from baseline at Month § in the
KCCQ-TSS, (Win Ratio 1.18 [95% CI 1.11, 1.26]; p < 0.0001). Both symptom frequency and
symptom burden contributed to the results. Benefit was seen both in improving heart failure symptoms
and in preventing deterioration of heart failure symptoms.

In responder analyses, the proportion of patients with a clinically meaningful improvement on the
KCCQ-TSS from baseline at 8 months, defined as 5 points or more, was higher for the dapagliflozin
treatment group compared with placebo. The proportion of patients with a clinically meaningful
deterioration, defined as 5 points or more, was lower for the dapagliflozin treatment group compared
to placebo. The benefits observed with dapagliflozin remained when applying more conservative cut-
offs for larger clinically meaningful change (Table 10).

Table 10 Number and percent of patients with clinically meaningful improvement and
deterioration on the KCCQ-TSS at 8 months

Dapagliflozin Placebo

Change from baseline at 8 months: 10 mg n"=2062
n*=2086
Improvement n (%) n (%) Odds ratio® p-value'
improved” improved” (95% CI)
> 5 points 933 (44.7) 794 (38.5) 1.14 0.0002
(1.06, 1.22)
> 10 points 689 (33.0) 579 (28.1) 1.13 0.0018
(1.05, 1.22)
> 15 points 474 (22.7) 406 (19.7) 1.10 0.0300
(1.01, 1.19)
Deterioration n (%) n (%) Odds ratio® p-valuef
deteriorated’ deteriorated"  (95% CI)
> 5 points 537 (25.7) 693 (33.6) 0.84 <0.0001
(0.78, 0.89)
> 10 points 395 (18.9) 506 (24.5) 0.85 <0.0001
(0.79, 0.92)

2 Number of patients with an observed KCCQ-TSS or who died prior to 8 months.

 Number of patients who had an observed improvement of at least 5, 10 or 15 points from baseline. Patients who died
prior to the given timepoint are counted as not improved.

¢ For improvement, an odds ratio > 1 favours dapagliflozin 10 mg.

4 Number of patients who had an observed deterioration of at least 5 or 10 points from baseline. Patients who died prior
to the given timepoint are counted as deteriorated.

¢ For deterioration, an odds ratio < 1 favours dapagliflozin 10 mg.
fp-values are nominal.

Nephropathy
There were few events of the renal composite endpoint (confirmed sustained > 50% eGFR decrease,

ESRD, or renal death); the incidence was 1.2% in the dapagliflozin group and 1.6% in the placebo
group.

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).

The European Medicines Agency has waived the obligation to submit the results of studies with

dapagliflozin in all subsets of the paediatric population in the prevention of cardiovascular events in
patients with chronic heart failure (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 (Cmax) were usually attained within 2 hours after administration in the fasted state.
Geometric mean steady-state dapagliflozin Cnax 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 Cpax by up to 50% and prolonged Tmax 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 liters.

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 (t12) 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 faeces. In faeces,
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 haemodialysis on dapagliflozin exposure is not known.

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

Elderly (= 65 vears)

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 AUCs 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
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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
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

Crospovidone (E1202)

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 10x1, 30x1 and 90x1 film-coated tablets in perforated unit dose blisters.
Not all pack sizes may be marketed.

6.6  Special precautions for disposal

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.
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7. MARKETING AUTHORISATION HOLDER

AstraZeneca AB
SE-151 85 Sodertilje
Sweden

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
EU/1/12/795/011 10 x 1 (unit dose) film-coated tablets

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 12 November 2012

Date of latest renewal: 28 August 2017

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.eu
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ANNEX II
MANUFACTURER(S) 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(S) RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer(s) responsible for batch release

AstraZeneca AB
Giértunavigen
SE-151 85 Sodertilje
Sweden

AstraZeneca GmbH
Tinsdaler Weg 183
22880 Wedel
Germany

AstraZeneca UK Limited
Silk Road Business Park
Macclesfield

SK10 2NA

United Kingdom

The printed package leaflet of the medicinal product must state the name and address of the
manufacturer responsible for the release of the concerned batch.

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Forxiga S mg Tablets

Type 1 diabetes: Medicinal product subject to restricted medical prescription (see Annex I: Summary
of Product Characteristics, section 4.2).

Type 2 diabetes: Medicinal product subject to medical prescription.

Heart failure with reduced ejection fraction: Medicinal product subject to medical prescription.

Forxiga 10 mg Tablets
Type 2 diabetes: Medicinal product subject to medical prescription.

Heart failure with reduced ejection fraction: Medicinal product subject to medical prescription.

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

. Periodic safety update reports (PSURs)
The requirements for submission of PSURs for this medicinal product are set out in the list of Union

reference dates (EURD list) provided for under Article 107¢(7) of Directive 2001/83/EC and any
subsequent updates 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 marketing authorisation holder (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:
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. 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.

° Additional risk minimisation measures

Prior to launch of the new adult indication for dapagliflozin, for the treatment of insufficiently
controlled type 1 diabetes mellitus as an adjunct to insulin in patients with BMI > 27 kg/m?, when
insulin alone does not provide adequate glycaemic control despite optimal insulin therapy, in each
Member State, the MAH must agree about the content and format of the educational materials,
including communication media, distribution modalities, and any other aspects of the programme,
with the National Competent Authority.

The educational materials are aimed at providing guidance on how to manage risk of diabetic
ketoacidosis (DKA) in patients with type 1 diabetes.

The MAH shall ensure that in each Member State where dapagliflozin is marketed for type 1 diabetes,
all healthcare professionals and patients/carers who are expected to prescribe, dispense or use the
product have access to:

o Guide for Health Care Professionals including a prescriber’s checklist

. Patient’s/Carer’s Guide

o Patient Alert Card

The guide for healthcare professionals including the prescriber’s checklist should contain the
following key elements:

o Dapagliflozin is not a substitute for insulin (and does not alter insulin-sensitivity).
o The risk of DKA is increased with dapagliflozin treatment.
o If treated with dapagliflozin, glucose levels will not adequately reflect insulin needs, and DKA

may occur in patients treated with dapagliflozin even if blood glucose levels are below 14
mmol/l (250 mg/dl). Therefore, glucose monitoring must be supplemented by ketone

monitoring.

o Patients with euglycaemic DKA may need glucose in addition to standard of care treatment for
DKA and dapagliflozin should be discontinued if DKA occurs.

o Guidance to the physician for assessing whether the patient is eligible for dapagliflozin

prescription, e.g. patient selection criteria including adherence to insulin treatment and insulin
thresholds, patient’s beta-hydroxybutyrate (BHB) < 0.6 mmol/L or urine ketones < 1+, BMI >
27 kg/m?, absence of DKA risk factors.

o Guidance to the physician for assessing whether the patient is prepared and engaged to perform
self-ketone testing before and during therapy.

o Summary of the recommendations for patients, particularly regarding blood ketone
measurement and managing sick days.

o For pump users: restrict dapagliflozin prescription to patients experienced in pump use,

common trouble-shooting strategies when interruptions of insulin delivery via pump occur in
case of pump failure.

o Counsel the patient and evaluate their adherence to ketone monitoring while establishing their
baseline ketone level 1 to 2 weeks before treatment initiation and ensure the patient:
o Has received education/training in ketone testing, and interpreting/acting upon test results
o Is willing/able to perform ketone testing as prescribed
o Is adequately informed about managing sick days

o Ensure the patient is on optimal insulin therapy prior to initiation of dapagliflozin treatment.

) Dapagliflozin treatment should be temporarily stopped before surgical procedures or in case of
hospitalisation for acute serious illness.

) If addition of dapagliflozin leads to marked reduction of insulin need, discontinuation of
dapagliflozin should be considered to avoid high risk of DKA.

The patient’s/carer’s guide should contain the following key elements:

68



Dapagliflozin is not a substitute for insulin

DKA may occur in patients treated with dapagliflozin even if blood glucose levels are below 14
mmol/l (250 mg/dl), i.e. an explanation of the concept of euglycaemic DKA

Signs/symptoms of DKA - if not adequately managed DKA can be severe and fatal.

How to measure ketones, how to interpret the results and what to do in case of
hyperketonaemia/DKA (contact HCP immediately if BHB > 0.6 mmol/L with symptoms or if
BHB > 1.5 mmol/L with or without symptoms)

Insulin dose reduction during treatment should only be done when needed to prevent
hypoglycaemia and should be done cautiously to avoid ketosis and DKA

Do not start caloric restriction or carbohydrate restriction while treated

The patient alert card should contain the following key elements:

The Patient Alert Card should be presented to any HCP consulted.

DKA may occur in patients treated with dapagliflozin even if blood glucose levels are below 14
mmol/l (250 mg/dl).

Signs/symptoms of DKA.

Patients with euglycaemic DKA should receive glucose, insulin and fluids for DKA,
dapagliflozin should be discontinued.

Dapagliflozin should be temporarily stopped before surgical procedures or hospitalisation for
acute serious illness.

Contact details of the dapagliflozin prescriber’ and ‘Name of patient’.

Obligation to conduct post-authorisation measures:

The MAH shall complete, within the stated timeframe, the below measures:

Description Due date

Non-interventional post-authorisation safety study (PASS): In order to estimate 31/12/2026
the incidence of DKA in T1DM dapagliflozin users following implementation of
RMMs in Europe, the MAH should conduct and submit the results from an
observational cohort study using existing data sources in European countries
where dapagliflozin will be launched for TIDM.
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ANNEX II1

LABELLING AND PACKAGE LEAFLET
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A. LABELLING

71



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

film-coated tablets

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

AstraZeneca AB
SE-151 85 Sodertilje
Sweden

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

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

forxiga 5 mg

17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

18. UNIQUE IDENTIFIER —- HUMAN READABLE DATA

PC
SN
NN
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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

AstraZeneca AB

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

S. 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

AstraZeneca AB

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

S. OTHER

Monday Tuesday Wednesday Thursday Friday Saturday Sunday
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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 to 10 mg dapagliflozin.

3. LIST OF EXCIPIENTS

Contains lactose. See package leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

film-coated tablets

10x1 film-coated tablets
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

76



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

AstraZeneca AB
SE-151 85 Sodertilje
Sweden

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
EU/1/12/795/011 10 x 1 (unit dose) film-coated tablets

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

forxiga 10 mg

17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

18. UNIQUE IDENTIFIER —- HUMAN READABLE DATA

PC
SN
NN
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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

AstraZeneca AB

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

S. OTHER
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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

AstraZeneca AB

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

S. 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
dapagliflozin

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

What Forxiga is

Forxiga contains the active substance dapagliflozin. It belongs to a group of medicines called “sodium
glucose co-transporter-2 (SGLT?2) inhibitors”. They work by blocking the SGLT2 protein in your
kidney. By blocking this protein, blood sugar (glucose), salt (sodium) and water are removed from
your body via the urine.

What Forxiga is used for
Forxiga is used in adult patients (aged 18 years and older) to treat:

. Type 1 diabetes
- in patients who are overweight or obese.
- if your type 1 diabetes cannot be controlled with insulin alone.
- Forxiga is used together with insulin.

. Type 2 diabetes
- if your type 2 diabetes cannot be controlled with diet and exercise.
- Forxiga can be used on its own or together with other medicines to treat diabetes.
- It is important to continue to follow the advice on diet and exercise given to you by your
doctor, pharmacist or nurse.

. Heart failure
- in patients with symptoms due to a weak pump function of the heart.

What is diabetes and how does Forxiga help?

There are 2 types of diabetes:

. In type 1 diabetes your body hardly makes any insulin.

. In type 2 diabetes your body does not make enough insulin or is not able to use the insulin it
makes properly.

. In both types of diabetes, this leads to a high level of sugar in your blood. This can lead to
serious problems like heart or kidney disease, blindness, and poor circulation in your arms and
legs.
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. Forxiga works by removing excess sugar from your body. If you have type 2 diabetes, it can
also help prevent heart disease.

What is heart failure and how does Forxiga help?

. This type of heart failure occurs when the heart is weak and cannot pump enough blood to the
lungs and the rest of the body. This can lead to serious medical problems and need for hospital
care.

. The most common symptoms of heart failure are feeling breathless, feeling tired or very tired all
the time, and ankle swelling.

. Forxiga helps protect your heart from getting weaker and improves your symptoms. It can lower

the need to go to hospital and can help some patients to live longer.

2. What you need to know before you take Forxiga

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

Warnings and precautions
Contact a doctor or the nearest hospital straight away:

Diabetic ketoacidosis:

. If you have diabetes and experience feeling sick or being sick, stomach pain, excessive thirst,
fast and deep breathing, confusion, unusual sleepiness or tiredness, a sweet smell to your breath,
a sweet or metallic taste in your mouth, or a different odour to your urine or sweat or rapid
weight loss.

. The above symptoms could be a sign of “diabetic ketoacidosis” — a serious, sometimes life-
threatening problem you can get with diabetes because of increased levels of “ketone bodies” in
your urine or blood, seen in tests.

. The risk of developing diabetic ketoacidosis may be increased with prolonged fasting, excessive
alcohol consumption, dehydration, sudden reductions in insulin dose, or a higher need of insulin
due to major surgery or serious illness.

. When you are treated with Forxiga, diabetic ketoacidosis can occur even if your blood sugar is
normal.

. The risk of getting diabetic ketoacidosis is different in the two types diabetes:

- in type 2 diabetes it is rare.

- in type 1 diabetes the risk is higher - this is because your body hardly produces any
insulin, and diabetic ketoacidosis may occur at sudden decreases in insulin dose (such as
missed insulin injections, or issues with your insulin pen or pump).

If you have type 1 diabetes:

. Talk with your doctor about the risk of diabetic ketoacidosis before you start to take Forxiga.
. Your doctor will tell you when you may need to measure ketones in your blood or urine and
what you need to do when your ketone levels are raised:

- At blood ketone readings from 0.6 to 1.5 mmol/L (or urine ketones reading +) you may
need to take extra insulin, drink water, and if your blood glucose is normal or low, you
may need to eat carbohydrates. Measure your ketone levels again in 2 hours. Seek
medical advice immediately and stop taking Forxiga if levels persist and symptoms
present.

- At blood ketone readings over 1.5 to 3.0 mmol/L (or urine ketones reading ++) you may
be developing diabetic ketoacidosis, seek medical advice immediately and stop taking
Forxiga. You may need to take extra insulin, drink water, and if your blood glucose is
normal or low, you may need to eat carbohydrates. Measure your ketone levels again in
2 hours.
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- At blood ketone readings over 3.0 mmol/L (or urine ketones reading +++) you probably
have diabetic ketoacidosis, go to the emergency department without delay and stop taking
Forxiga. You may need to take extra insulin, drink water, and if your blood glucose is
normal or low, you may need to eat carbohydrates.
If you suspect you have diabetic ketoacidosis, contact a doctor or the nearest hospital straight away
and do not take this medicine.

Necrotising fasciitis of the perineum:

. Talk to your doctor immediately if you develop a combination of symptoms of pain, tenderness,
redness, or swelling of the genitals or the area between the genitals and the anus with fever or
feeling generally unwell. These symptoms could be a sign of a rare but serious or even life-
threatening infection, called necrotising fasciitis of the perineum or Fournier’s gangrene which
destroys the tissue under the skin. Fournier’s gangrene has to be treated immediately.

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

. if you have diabetes and have a kidney problem — your doctor may ask you to take additional or
a different medicine to control your blood sugar.

. if you have type 1 diabetes and heart failure — your doctor may ask you to take another medicine
for your heart failure.

. if you have a liver problem.

. if you are on medicines to lower your blood pressure (anti-hypertensives) and have a history of
low blood pressure (hypotension). More information is given below under ‘Other medicines and
Forxiga’.

. if you have very high levels of sugar in your blood which may make you dehydrated (lose too

much body fluid). Possible signs of dehydration are listed in section 4. Tell your doctor before
you start taking Forxiga if you have any of these signs.

. 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.

. if you often get infections of the urinary tract.

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

Diabetes and foot care
If you have diabetes, it is important to check your feet regularly and adhere to any other advice
regarding foot care given by your health care professional.

Kidney function
If you have diabetes, 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:

. if you are taking a medicine used to remove water from the body (diuretic).

. if you have type 2 diabetes and 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
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dose of these other medicines, to prevent you from getting low blood sugar levels
(hypoglycaemia).

If you are taking Forxiga for type 1 diabetes, it is important that you keep using insulin.

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 (hypoglycaemia), 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, pharmacist or
nurse if you are not sure.

How much to take
If you are taking Forxiga for type 1 diabetes:
. The recommended dose is one 5 mg tablet each day.

If you are taking Forxiga for type 2 diabetes or for heart failure:

. The recommended dose is one 10 mg tablet each day.

. Your doctor may start you on a 5 mg dose if you have a liver problem.
. Your doctor will prescribe the strength that is right for you.

Taking this medicine

. Swallow the tablet whole with half a glass of water.
. You can take your tablet with or without food.
. 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 other medicine(s). Remember to take these other
medicine(s) as your doctor has told you. This will help get the best results for your health.

Diet and exercise can help your body use its blood sugar better. If you have diabetes, it is important to
stay on any diet and exercise program recommended by your doctor while taking Forxiga.
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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.

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.

If it is less than 12 hours until your next dose, skip the missed dose. Then take your next dose at
the usual time.

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. If you have diabetes, 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.

Contact a doctor or the nearest hospital straight away if you have any of the following side
effects:

angioedema, seen very rarely (may affect up to 1 in 10,000 people).
These are signs of angioedema:

- swelling of the face, tongue or throat

- difficulties swallowing

- hives and breathing problems

diabetic ketoacidosis - this is common in patients with type 1 diabetes (may affect up to 1 in
10 people) and rare in patients with type 2 diabetes (may affect up to 1 in 1,000 people).
These are the signs of diabetic ketoacidosis (see also section 2 Warnings and precautions):

- increased levels of “ketone bodies” in your urine or blood

- feeling sick or being sick

- stomach pain

- excessive thirst

- fast and deep breathing

- confusion

- unusual sleepiness or tiredness

- a sweet smell to your breath, a sweet or metallic taste in your mouth or a different odour to
your urine or sweat

- rapid weight loss.

This may occur regardless of blood sugar level. Your doctor may decide to temporarily or permanently
stop your treatment with Forxiga.

necrotising fasciitis of the perineum or Fournier’s gangrene, a serious soft tissue infection of
the genitals or the area between the genitals and the anus, seen very rarely.
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Stop taking Forxiga and see a doctor as soon as possible if you notice any of the following serious
side effects:

. urinary tract infection, seen commonly (may affect up to 1 in 10 people).
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:

. low blood sugar levels (hypoglycaemia), seen very commonly (may affect more than 1 in

10 people) in patients with diabetes 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

. genital infection (thrush) of your penis or vagina (signs may include irritation, itching, unusual
discharge or odour)

. back pain

. passing more water (urine) than usual or needing to pass water more often

. changes in the amount of cholesterol or fats in your blood (shown in tests)

. increases in the amount of red blood cells in your blood (shown in tests)

. decreases in creatinine renal clearance (shown in tests) in the beginning of treatment

. dizziness

. rash

Uncommon (may affect up to 1 in 100 people)

. loss of too much fluid from your body (dehydration, signs may include very dry or sticky
mouth, passing little or no urine or fast heartbeat)

thirst

constipation

awakening from sleep at night to pass urine

dry mouth

weight decreased

increases in creatinine (shown in laboratory blood tests) in the beginning of treatment
increases in urea (shown in laboratory blood tests)

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.

5. How to store Forxiga

Keep this medicine out of the sight and reach of children.
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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.

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.
. The other ingredients are:
— tablet core: microcrystalline cellulose (E4601), lactose (see section 2 ‘Forxiga contains lactose’),
crospovidone (E1202), 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
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.

Forxiga 5 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
AstraZeneca AB

SE-151 85 Sddertélje

Sweden

Manufacturer
AstraZeneca AB
Giértunavigen
SE-151 85 Sodertilje
Sweden

AstraZeneca GmbH
Tinsdaler Weg 183
22880 Wedel
Germany

AstraZeneca UK Limited
Silk Road Business Park
Macclesfield

SK10 2NA

United Kingdom
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For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder:

Belgié/Belgique/Belgien Lietuva

AstraZeneca S.A./N.V. UAB AstraZeneca Lietuva
Tel: +322 37048 11 Tel: +370 5 2660550
Bbarapus Luxembourg/Luxemburg
Actpa3eneka bonrapus EOO/L AstraZeneca S.A./N.V.
Tem.: +359 (2) 44 55 000 Tél/Tel: +322 37048 11
Ceska republika Magyarorszag
AstraZeneca Czech Republic s.t.0. AstraZeneca Kft.

Tel: +420 222 807 111 Tel.: +36 1 883 6500
Danmark Malta

AstraZeneca A/S Associated Drug Co. Ltd
TIf: +45 43 66 64 62 Tel: +356 2277 8000
Deutschland Nederland

AstraZeneca GmbH AstraZeneca BV

Tel: +49 41 03 7080 Tel: +31 79 363 2222
Eesti Norge

AstraZeneca AstraZeneca AS

Tel: +372 6549 600 TIf: +47 21 00 64 00
E)AGda Osterreich
AstraZeneca A.E. AstraZeneca Osterreich GmbH
TnA: +30 2 106871500 Tel: +43 1711310
Espaiia Polska

AstraZeneca Farmacéutica Spain, S.A. AstraZeneca Pharma Poland Sp. z o.0.
Tel: +34 91 301 91 00 Tel.: +48 22 245 73 00
France Portugal

AstraZeneca AstraZeneca Produtos Farmacéuticos, Lda.
Tél: +33 1 41 29 40 00 Tel: +351 21 434 61 00
Hrvatska Romainia

AstraZeneca d.o.0. AstraZeneca Pharma SRL
Tel: +385 1 4628 000 Tel: +40 21 317 60 41
Ireland Slovenija

AstraZeneca Pharmaceuticals (Ireland) DAC AstraZeneca UK Limited
Tel: +353 1609 7100 Tel: +386 1 51 35 600
island Slovenska republika
Vistor hf. AstraZeneca AB, o.z.
Simi: +354 535 7000 Tel: +421 2 5737 7777
Italia Suomi/Finland
AstraZeneca S.p.A. AstraZeneca Oy

Tel: +39 02 9801 1 Pul/Tel: +358 10 23 010
Kvnpog Sverige

Aléktop Pappokevtikn Atd AstraZeneca AB
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TnA: +357 22490305 Tel: +46 8 553 26 000

Latvija United Kingdom
SIA AstraZeneca Latvija AstraZeneca UK Ltd
Tel: +371 67377100 Tel: +44 1582 836 836

This leaflet was last revised in

Other sources of information
Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.eu
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Package leaflet: Information for the patient

Forxiga 10 mg film-coated tablets
dapagliflozin

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

What Forxiga is

Forxiga contains the active substance dapagliflozin. It belongs to a group of medicines called “sodium
glucose co-transporter-2 (SGLT2) inhibitors”. They work by blocking the SGLT2 protein in your
kidney. By blocking this protein, blood sugar (glucose), salt (sodium) and water are removed from
your body via the urine.

What Forxiga is used for
Forxiga is used in adult patients (aged 18 years and older) to treat:

. Type 2 diabetes
- if your type 2 diabetes cannot be controlled with diet and exercise.
- Forxiga can be used on its own or together with other medicines to treat diabetes.
- It is important to continue to follow the advice on diet and exercise given to you by your
doctor, pharmacist or nurse.

. Heart failure
- in patients with symptoms due to a weak pump function of the heart.

What is type 2 diabetes and how does Forxiga help?

. In type 2 diabetes your body does not make enough insulin or is not able to use the insulin it
makes properly. This leads to a high level of sugar in your blood. This can lead to serious
problems like heart or kidney disease, blindness, and poor circulation in your arms and legs.

. Forxiga works by removing excess sugar from your body. It can also help prevent heart disease.

What is heart failure and how does Forxiga help?

. This type of heart failure occurs when the heart is weak and cannot pump enough blood to the
lungs and the rest of the body. This can lead to serious medical problems and need for hospital
care.

. The most common symptoms of heart failure are feeling breathless, feeling tired or very tired all
the time, and ankle swelling.

. Forxiga helps protect your heart from getting weaker and improves your symptoms. It can lower

the need to go to hospital and can help some patients to live longer.
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2. What you need to know before you take Forxiga

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

Warnings and precautions
Contact a doctor or the nearest hospital straight away:

Diabetic ketoacidosis:

. If you have diabetes and experience feeling sick or being sick, stomach pain, excessive thirst,
fast and deep breathing, confusion, unusual sleepiness or tiredness, a sweet smell to your breath,
a sweet or metallic taste in your mouth, or a different odour to your urine or sweat or rapid
weight loss.

. The above symptoms could be a sign of “diabetic ketoacidosis” — a serious, sometimes life-
threatening problem you can get with diabetes because of increased levels of “ketone bodies” in
your urine or blood, seen in tests.

. The risk of developing diabetic ketoacidosis may be increased with prolonged fasting, excessive
alcohol consumption, dehydration, sudden reductions in insulin dose, or a higher need of insulin
due to major surgery or serious illness.

. When you are treated with Forxiga, diabetic ketoacidosis can occur even if your blood sugar is
normal.

If you suspect you have diabetic ketoacidosis, contact a doctor or the nearest hospital straight away

and do not take this medicine.

Necrotising fasciitis of the perineum:

. Talk to your doctor immediately if you develop a combination of symptoms of pain, tenderness,
redness, or swelling of the genitals or the area between the genitals and the anus with fever or
feeling generally unwell. These symptoms could be a sign of a rare but serious or even life-
threatening infection, called necrotising fasciitis of the perineum or Fournier’s gangrene which
destroys the tissue under the skin. Fournier’s gangrene has to be treated immediately.

Talk to your doctor, pharmacist or nurse before taking Forxiga:
. if you have “type 1 diabetes” — the type that usually starts when you are young, and your body
does not produce any insulin.

. if you have diabetes and have a kidney problem — your doctor may ask you to take additional or
a different medicine to control your blood sugar.

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

. if you are on medicines to lower your blood pressure (anti-hypertensives) and have a history of
low blood pressure (hypotension). More information is given below under ‘Other medicines and
Forxiga’.

. if you have very high levels of sugar in your blood which may make you dehydrated (lose too

much body fluid). Possible signs of dehydration are listed in section 4. Tell your doctor before
you start taking Forxiga if you have any of these signs.

. 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.

. if you often get infections of the urinary tract.

If any of the above applies to you (or you are not sure), talk to your doctor, pharmacist or nurse before
taking Forxiga.
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Diabetes and foot care
If you have diabetes, it is important to check your feet regularly and adhere to any other advice
regarding foot care given by your health care professional.

Kidney function
If you have diabetes, 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:

. if you are taking a medicine used to remove water from the body (diuretic).

. if you have type 2 diabetes and 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
(hypoglycaemia).

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 (hypoglycaemia), 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, pharmacist or
nurse if you are not sure.

How much to take

. The recommended dose is one 10 mg tablet each day.

. Your doctor may start you on a 5 mg dose if you have a liver problem.
. Your doctor will prescribe the strength that is right for you.
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Taking this medicine

. Swallow the tablet whole with half a glass of water.
. You can take your tablet with or without food.
. 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 other medicine(s). Remember to take these other
medicine(s) as your doctor has told you. This will help get the best results for your health.

Diet and exercise can help your body use its blood sugar better. If you have diabetes, it is important to
stay on any diet and exercise program recommended by your doctor while 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.

. 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.

. If it is less than 12 hours until your next dose, skip the missed dose. Then take your next dose at
the usual time.

. 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. If you have diabetes, 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.

Contact a doctor or the nearest hospital straight away if you have any of the following side
effects:

. angioedema, seen very rarely (may affect up to 1 in 10,000 people).
These are signs of angioedema:
- swelling of the face, tongue or throat
- difficulties swallowing
- hives and breathing problems

. diabetic ketoacidosis - this is rare in patients with type 2 diabetes (may affect up to 1 in
1,000 people).
These are the signs of diabetic ketoacidosis (see also section 2 Warnings and precautions):
- increased levels of “ketone bodies” in your urine or blood
- feeling sick or being sick
- stomach pain
- excessive thirst
- fast and deep breathing
- confusion
- unusual sleepiness or tiredness
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- a sweet smell to your breath, a sweet or metallic taste in your mouth or a different odour to
your urine or sweat
- rapid weight loss.
This may occur regardless of blood sugar level. Your doctor may decide to temporarily or permanently
stop your treatment with Forxiga.

. necrotising fasciitis of the perineum or Fournier’s gangrene, a serious soft tissue infection of
the genitals or the area between the genitals and the anus, seen very rarely.

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

. urinary tract infection, seen commonly (may affect up to 1 in 10 people).
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:

. low blood sugar levels (hypoglycaemia), seen very commonly (may affect more than 1 in

10 people) in patients with diabetes 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

. genital infection (thrush) of your penis or vagina (signs may include irritation, itching, unusual
discharge or odour)

. back pain

. passing more water (urine) than usual or needing to pass water more often

. changes in the amount of cholesterol or fats in your blood (shown in tests)

. increases in the amount of red blood cells in your blood (shown in tests)

. decreases in creatinine renal clearance (shown in tests) in the beginning of treatment

. dizziness

. rash

Uncommon (may affect up to 1 in 100 people)

. loss of too much fluid from your body (dehydration, signs may include very dry or sticky
mouth, passing little or no urine or fast heartbeat)

thirst

constipation

awakening from sleep at night to pass urine

dry mouth

weight decreased

increases in creatinine (shown in laboratory blood tests) in the beginning of treatment
increases in urea (shown in laboratory blood tests)

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
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system listed in Appendix V. By reporting side effects you can help provide more information on the
safety of this medicine.

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

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.

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 10 mg film-coated tablet (tablet) contains dapagliflozin propanediol monohydrate
equivalent to 10 mg dapagliflozin.
. The other ingredients are:
— tablet core: microcrystalline cellulose (E4601), lactose (see section 2 ‘Forxiga contains lactose’),
crospovidone (E1202), 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
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 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 10x1, 30x1 or 90x1 film-coated tablets in perforated
unit dose blisters.

Not all pack sizes may be marketed in your country.

Marketing Authorisation Holder
AstraZeneca AB

SE-151 85 Sodertilje

Sweden

Manufacturer
AstraZeneca AB
Giértunavigen
SE-151 85 Sodertilje
Sweden

AstraZeneca GmbH
Tinsdaler Weg 183
22880 Wedel
Germany

AstraZeneca UK Limited
Silk Road Business Park
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Macclesfield
SK10 2NA
United Kingdom

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

Belgié/Belgique/Belgien Lietuva

AstraZeneca S.A./N.V. UAB AstraZeneca Lietuva
Tel: +322 37048 11 Tel: +370 5 2660550
Bbarapus Luxembourg/Luxemburg
Actpa3eneka boarapus EOO/L AstraZeneca S.A./N.V.
Tem.: +359 (2) 44 55 000 Tél/Tel: +322 37048 11
Ceska republika Magyarorszag
AstraZeneca Czech Republic s.t.0. AstraZeneca Kft.

Tel: +420 222 807 111 Tel.: +36 1 883 6500
Danmark Malta

AstraZeneca A/S Associated Drug Co. Ltd
TIf: +45 43 66 64 62 Tel: +356 2277 8000
Deutschland Nederland

AstraZeneca GmbH AstraZeneca BV

Tel: +49 41 03 7080 Tel: +31 79 363 2222
Eesti Norge

AstraZeneca AstraZeneca AS

Tel: +372 6549 600 TIf: +47 21 00 64 00
E)AGda Osterreich
AstraZeneca A.E. AstraZeneca Osterreich GmbH
TnA: +30 2 106871500 Tel: +43 1711310
Espaiia Polska

AstraZeneca Farmacéutica Spain, S.A. AstraZeneca Pharma Poland Sp. z o.0.
Tel: +34 91 301 91 00 Tel.: +48 22 245 73 00
France Portugal

AstraZeneca AstraZeneca Produtos Farmacéuticos, Lda.
Tél: +33 1 41 29 40 00 Tel: +351 21 434 61 00
Hrvatska Romainia

AstraZeneca d.o.o. AstraZeneca Pharma SRL
Tel: +385 1 4628 000 Tel: +40 21 317 60 41
Ireland Slovenija

AstraZeneca Pharmaceuticals (Ireland) DAC AstraZeneca UK Limited
Tel: +353 1609 7100 Tel: +386 1 51 35 600
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island Slovenska republika

Vistor hf. AstraZeneca AB, o.z.
Simi: +354 535 7000 Tel: +421 2 5737 7777
Italia Suomi/Finland
AstraZeneca S.p.A. AstraZeneca Oy

Tel: +39 02 9801 1 Pul/Tel: +358 10 23 010
Kvnpog Sverige

Aléxtop DPappokevtikn Atd AstraZeneca AB

TnA: +357 22490305 Tel: +46 8 553 26 000
Latvija United Kingdom

SIA AstraZeneca Latvija AstraZeneca UK Ltd
Tel: +371 67377100 Tel: +44 1582 836 836

This leaflet was last revised in

Other sources of information
Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.eu
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&5 biv, MiE MeMEET 2 v 72 2 &8) ICEL 2 Ehnd b,
[8.4. 9.1.3%:H]

11.2 ZOOEIERA

0.1~5% 0.1%Kiil HREAH

ISR BEpE e, IREREGE | b Y 2 € F R

I SR B 1 TR PR AE L MR TERE 28

HYBERBlE 7 > 2 5o | SRl 4
AGEARE RIS, B ) Rk, St

FEIE RElEAE U, At

Rl € 0 FEAE

R K O o 28 | R I A 9%
g o
ML K O8> | ML
/SRR
AR HFE 0, R
Bk RS, NEHPIE i
B R M U B2 T | 5895 Z ) B,
LR L AWRE
B ORI R, ZIR, R HEIR I

B
i - A HBEE |, 2




0.1~5% 0. 1% | SHEEAHES
Wi PR AR AL R A R (I b 2 RE

s

RN

12. BARBRERZRICRITIHE
RHENOVEABERC L) o RFNRF IR BEREE, MmiEl, 5-AG
1,5-7 e Fa )y b= W)L R T RIEK OILTEL, 5-
AGOMARERIE, T Y b —VDOBELE LS 2VDT
FETAHI L,

14, BHEDEE

14.1 BHIZAEFOXE
PTPA¥DFHFIIPTPY — M 50U H L TIRET 5 & 9 i
52k, PTPY— FORRAIZ K D, TG A 2S£ R R~
FA L, BIIdZEfLa e o U CRERmi 465 o T E 7 A BHiE = ff
BT B EPHEEINT VD,

15. ZO/DEE

15.2 FEERREAER (CE D < 153k

15.2.1 Wi~ w7 2 & F v 7224 B RCE$ 5 05 A P BLUER (100
300/% U°1000mg/kg/ H) (2 BT, 1000mg/kg/ H D M T & E 55
DFEAARE ORI FRD S N7z,

15.2.2 Ml v b & F 72 24F W RIE P 505 AP LR (100,
300K 1M700mg/kg/ H) 2B W T, 300mg/kg/H Ll Lo I TR
\ZHEMIREIE, 700mg/kg/ H O 1ETH ) > /3B O MEE O3
A OBIINASTED BTz,

15.2.3 ¥ 7 Z 12 K #I1000mg/kg/H (M) K 85 » b2 A H|
300mg/kg/ H () % KGRI 5 L7z & & O = (AUCo-2m)
E. FOKERIESE & (1H 111125mg) & F L F k9331 & O
195 CTH - 720

16. FEWENEE

16.1 MFiRE

16.1.1 BEZS
HARNERR AR, =287y 709 21, 5, 10, 25, 100mg#
ZENE R AR T G L 7z & & o IiE p R ZE ALK o S i R RS %
M1z, BEWERE ST A — & % KUTRTY,

— 4000 -

S

£

Jg& —e— 100mg(N=6)

% 30007 —o— 25mg(N=6)

N —A—  10mg(N=6)

E —o— 5mg(N=6)

N 2000 4 —v— 1mg(N=6)

>

A 1000 4

H

#

%

g 0 ‘ ‘ : o e
0 6 12 18 24 36 48 60 72

5 %05 [h]
e R T R U 22 LB B I 11 5 1 o0 3 I 5 g FE 3RS (B
MrPIME + R (R )
F1 RO R 2RI R 15t D A SR B RE S T A — &

X1

ST A—=H% Img 5mg 10mg 25mg 100mg
(4] n=6 n=6 n=6 n=6 n=6
AUCo-= 266 1140 2670 6180 22800
[nM - h] (23.1) (10.2) (10.6) (13.4) (25.5)
Cornax 36.6 166 379 661 2980
[nM] (23.9) (26.6) (19.4) (10.4) (31.2)
tmax 1.25 2.00 1.50 2.00 2.50
[h] (1.00-2.00) | (0.750-2.00) | (1.00-3.00) | (1.00-4.00) | (0.750-4.00)

iz 7.76 9.60 9.88 11.7 11.6
[h] (13.9) (19.9) (29.7) (30.1) (31.9)

BT TIGME (ZEEIRER6) « tmad I SRAE (5527 IMIE — KA

16.1.2 RIE#HRS
H AR N2BUBE JRIG B F 12, 2827 ) 78T »10mglk UN25mg % 225
1TH1M28 H B AR OH S L7z & & o b ik R % (X2, Sy BhiE
IRT A =8 FBRATRT o Coa L FAUC 2 S E M L 72 BRIBEIE1.33
UFTHot ¥
FHE R S (16B) 12 > 287 ) 71 Y v 50me % 1 H 1 #E 1
HL728a™, 87 7a Yy o 5E Hok S Tl
ERRAEIE LY. WHEATF— %)
1) ARF O AR 12 10mg K& U25mgTH %o

#5188 #57~2108 #5280 8

A 1200
N
E\ 1000 —o— 25mg
=~ 800 —— 10mg
S 600
N
E % 400

=200
b —g g3
€8 0

0 4 8 12 16 20 24 144 312 480 600 624 648 660 672 684 696 708 720

ME SR [h]
X2 2808 PR E BE 1210mg S 0M25mg & 2 By SRR I 35 5- 12 0 38
IMEE e BEHE RS (BA I + R R 25, #%5-1H Hn=20% U°19.
%528 H Hn=18J% U*17)
722 2RUNEFRIE B\ 2 22 SRR 3 G O ISR e BhRE N T A — 4

AUC+ ss Crnax.ss tmax,ss t1/2.ss
[nM - h] [nM] [h] [h]
10mg 2610 407 1.50 14.3
(n=18) (16.2) (25.8) (0.967-4.00) (38.3)
25mg 6460 869 1.50 18.0
(n=17) (21.1) (30.2) (0.967-6.00) (40.7)
BTG (ZEBRER%0) « tmaxd H 90 (B MIE—IR )
16.2 DRIR

16.2.1 NMFATANLZEY T 1
TR ) T7aY Y DOHIIINA F T NA TN T 4 OEHIFT> Tz,
16.2.2 BEOHE
fEEH A, T2 87 ) 70 »25mgx HIAEE %S L2 & &, 228
B 50250 B B % 5 D Coa i WAUCo- D 34 - 35115 0 e (£ 4%
bR ) & 2 D90%IE AKX I 1%, 63.2[56.7,70.4]9%% 1°84.0
[80.9,87.31%Cd > 720 ZEIEREH 512 A Ttmae D I JLAE 131 . S [H] 2E
BL72(53). YHEAT—%)

#3 A 25mg & ZE IR T O EL R\ BN 4R G-t O S B g3

FRA—¥
e, . Z2fE A
787 A5 BIRAL n=18 n=17
AUCo~  [nM - h] 5550(26.0) 4650(24.8)
Conax [nM] 867(26.8) 542(27.7)
tmas [h] 1.00(0.667-4.00) 2.50(0.667-4.00)

BT TIGME (ZEEIRER6) « tmad & URAE (B IMIE -T2 K AH)

16.3 9%

H AR N2BUHE bR s 3 (BB IR, 8B 1c = > /87 ) 783 v 25mg
FHEEORG L &0y 87 ) 709 v ORI AR
84.7%TdH 727,

AR R R A FE (81) 12 MC- > 8 7 ) 7 1 Y L 50mgia i & R 1%
5 L7z & SV ok /M5 o B e E 0 534 11328.6~36.8% Tdh -
72O IHEANT— %)

1) AF DA 13 10mg J 0525mgTd 5 o

16.4 U3

16.4.1  bOFI 7 0y — A L UHEEFR Y w8 7) 7ay
CORBEFMLABR, To87) 70T vzl A EREBZZT
Lo W, F7 AR O ERIZIZUGT2B7. UGT1A3. UGTIA8K
UUGTIAINBS-LCB Y. CYPHEOMGIKIZE A LR o728,
TNy 7ud e MFI 70y — 24 dOCYPIA2, 2B6, 2C8.
2C9. 2C19. 2D6, 3A4%HE L o 7220, WHEFEREBRIZ BT
CYPIA2, 2B6. 3A4DFEIIASNEh 72 (n vitroT— %)

16.4.2 MEHBASBIEICNC-2 28 7) 78 Y ¥ 50mgiaii & k%5 L 72
& BB IMEEH 1L A RZEAARATTED & A (S U 8 12k
T BHEGIIT%E) . ERREIE Vs a L BIAETH o 72 (T
MR 9 B 84 1393.3~7.4%)% WEANT—%)

1) AF DA 13 10mg J 0525mgTd 5 o

16.5 Bttt

16.5.1 H A NEHE R AN B (£66) 1o = > 87 ) 710D »10mghk O
25mg % HAIFE G- L7z & & O G- 728 M £ T 0 JR i RZE AL AR
G FNZNHEGRED2.3%L0V22.9%,. T2 )75 v AEEREN
29.9mL/min &% 0834.8mL/min T - 727,

16.5.2 fEEEE R A B VL (8B I2HC-2 /377 71 ¥ v 50mgii il & H AR
5 L7z & &0 5 R E0R54 . 4%A RIS, #5941 . 2% 705412
Pk S 720 TR B OFE 2 i S - e R Lo oh 3 2 Rk o E 4
IEZN2EN43.5% 1 182.9%TH > 720 2 (JHEIANT— %)

16.5.3 — > /8 7 1) 7 1 ¥ ¥ |¥P-gp. BCRP. OAT3. OATPIB1JZ
UOATPIB3O#EE TH » 72 T2, T 87 1) 710 Y »IZBCRP,
OAT3., OATPIBL K FOATPIB3IZ &} L T 55\ B2 1F JH (ICsofi © 4%
114, 295, 71.8. 58.6 uM) &7/~ L 72%% P-gpllkf L CHEMEH RS
Lerolze V19 G0 vitror— %)

1) AHI O E1310mg ) 0°25mg T 5 o

16.6 HENDEREH T 2EBHE

16.6.1 BpEEEERE
HARNEHREIE R T OBERE, PaRRE, R B AR B 5 o 2 M IR JB
2T X7 ) 7 u Y v 25mg AR IS % 1T - 72 (F4) . WAk 5
DIEYERE/ T A — & OIEFHE IR SN T 2 RMFHEO I L 2
DIWIEHARX L, B, R, BB RERE £ B T2 N2 N Ca
122w T, 93.5[72.2,1211%. 92.2[71.2,119]1%. 94.0[72.6,122]%C



H Y. AUCo-»lZ2WT129[106,157]%. 144[118,175]%. 152[125,185]
% TdHh o720 HHH2UBEMF TORM 7V 3 — ZHEl & (UGEo2m) DN
=274 U HHORLEIEREOLT & & b IEp L7z, ¥
BLE KW AR B (8H) 122 2 /8 7)) 70 Y 2 50mg™ H [l s 5
EAT o 72858, Coac L VAU Co- O 1L B R E 1IR3 2 3 A -3 fil
D& 2 D90%ME FEIX i iE, 104[81.2,133]1% K& 1U8148[120,1831% T &
2720 UGEean®DN— AT 4 75 DOZALE OF-I M (BEHERE) 120.78
(0.90)gTH o720 PHEANT—%)[5.4. 9.2.25K]

F4EEEEREE L OB R R S B 12 205me L MR R G- 0 FEY

Ve VI AT Y

#KE LT 70Ty OEYEREI LTS IR EO R

PrTIZE

el

M7 A —5
BOTTIHO I (%)

o —rn] ET W A i
Ty T HRET | AR | FER T | R
n=8 n= n=8 n=8
AT | 760014.9) | 9730(14.7) | 10800(9.18) | 12200(40.1)
Cowe[nM] | 1070(18.1) | 1030(34.4) | 1000(26.4) | 1070(42.3)
1 [p] 2.50 2.50 2.50 3.2
e (1.00-2.50) | (1.00-4.00) | (0.667-6.00) | (1.00-6.00)
feounl%] | 16.5(18.5) |14.379(20.9)| 11.4(28.7) | 4.24(41.3)
CLr.0-24n 3
o 1123.8(24.3) 16,8 (23.8)| 13.5(33.3) | 4.67(42.3)
T5)
UGI*EOg’ﬁ‘“ 75.0(4.84) |62.67(5.75) | 57.9(4.86) |23.779(5.24)
SEIME (ZE R E%)
T1)IEFEHAE © e Rk & (eGFR) >90mL/min/1.73m?

IR B % 1 eGFR 60~ <90mL/min/1.73m?
FPEE R AR - eGFR 30~ <60mL/min/1.73m?
TR RERS E ¢ eGFR 15~ <30mL/min/1.73m?
T 2) Hp e fil (/M — e K AiE)
T 3)n=7
T4)n=6
TV SR UKE F TOR 7V a— AR O N— 25 1 5 D%E
At O TP Il (BEAE R )
16.6.2 ATiEEEEH
JFF % 6 TE 8 W B (n=12) J¢ OV% B (Child-Pugh A 2 75X 136, n=8).
ot 42 B (Child-Pugh 2 7 77~9, n=8). # ¥ (Child-Pugh2 I 710~
15, n=8) {FtfE & c /87 ) 70 Y »50mgH IR 135 %17 >
720, WA S R OIEWEIE NS * — 7 OJFFEBEIE W BRE 20 5
HATFIGMEO I & Z D% IEHEK I, BRIE, &5 J 0% B AT Hepi e
FEH T ZF N F N CaxlZ D T104[82.3,1311%. 123[97.7,1561%. 148
[118,1871% T 1 . AUCs=22\vT123[98.9,153]%. 147[118,1831%.
175[140,2181% CTd > 720 B FHEAT— %)
16.6.3 S=ipE
2B BRI 320801 (H AR N R 562801 % & tr) % v 72 BRI S B)
TEFRAT OGS, AR RS D505 O 35 A 12 N TAUC: 1365 T 138.00%-
75 TIE12.5% < 7 B &Pl S 7z,
1) ARH O 13 10mg ) 0°25mg T 5 o
16.7 EWHEEA
16.7.1 L7 ¢ 70N EDHHA
e N (1861) 127 2 7 4+ 71 ¥ )L (OATPIBl. OAT3 U\CYP2C8D
FH#5) 600mgl H 211 (1200mg/ H )5 H B RAERE G- L. 7474 7
OOV S BAHIH HIC D o877 ) 70 Y 2 25mg % B R L %
G LA, Tyx7) 709 » OB E T 5 RGO
BATF O I & & DI0%IE FEIX [ 1X AUCo-e T159[152,1661%. Conax
T115[106,125]1% T - 7220 (S E AT — % ).
16.7.2 U7 72 EY 2 EDBA
flEHER N (1861 Ic > /827 ) 70 Y10mgk, )77 Y EY Y
(OATPIB1 K UNOATP1B3 B % #1 ) 600mg % H. [ #F I B A $£ 5- L 7=
Yits. Toox7 ) 70y QTS RIR S B RS- BE O AT
HEO L & 7 DI0%ME X 1 13 AUCo-» T135[130,1411%. Cmax T175
[160,1921% T - 722 (FHEAT— %) o
16.7.3 7ANX Y NEDHA
feRE A (1661) 12 7 a4 ¥ F(OAT3R 'UGT @ FLEH#]) 500mg % 1 H2
[Al4H B AER OG- L. 7ty FEGtGH2HHIC T 87 ) 7
0¥ Y 10mgx B O S L7ea. =087 ) 7 » o Bl
GRS B B G- RO ke & 2 D90%EHEIX HIZAUCo--
T153[146,1611%. CumaxT126[114,139]1% Td - 722 (FHEAT— 5 )
16.7.4 ZDfbDEEH & DOHEA
Iy ) 7aY yOFEYEFHEIRA MRV P, S AEY R
(CYP2COTH @ & %)7, €4 71 >~ (CYP2C8J% US3A4T AL EF
ENB)BN Ly T TFUE ) FT)TFIE TN T ) v
(CYP2CODHH) . N8 3 )V (P-HEEAEX)D, 53 71 LD
T UNAY T (CYPAADIE) D, FlR$E(e FurooF7 Y FR
CrIEI F)VEDPRICLBEBEIALNL D -72(F5). F 7z,
IR 7RI YOPICE S A MRV I VB YA FOK
TN YRN L H)FF B ) F ) TF L g7 7
VI DT F LU FITYAD . D UNRAYF Y FRE (e R
osuuF7Y RETMT I F)Y, BOBLE(EF= VAT
TEF=NVROLR VAR L)Y QI BIREN O FRIRAYIZHE & 7%
BWBIAON L2 (36), WHEAT—%)

e i A (9092 I )
I e B B

AUCr» | Comm

. 1000mg | 50mg® | 96.9 100
AbAENIY TH2[ | 1AL | (92.3.102) | (88.8.114)

T Img | 50mg 9%.2 %.6
7V AEUF Wil | 1HIE [ 92.0,98.5) | (88.2.103)

N . 45mg 50mg 100 93.4
LTSI 1H1E | 1A1E | (96.1,105) | (85.1,103)

. RN 100mg 50mg 110 108
8TV TFY 1H1E | 1AL | (104,117) | (97.0,119)

. 5mg | 50mg 102 83.3
VFTVTF 1HLE | 1AL | (96.5,107) | (78.8,98.9)

. %mg | 25mg 101 101
TN BE | 1O | (96.9.105) | (89.8.113)

. 120mg | 25mg 103 92.4
TSN W | K@D | (98.9,107) | (85.4.100)

S1FYN Smg 25mg 96.6 105
N 1H1M 1H1ME | (93.1,100) | (97.7,112)

IR . 40mg 25mg 102 109
YIRS T W | T | (98.9,105) | (96.9,124)

. 1| 25mg 25mg 107 103
EFOZEOFTIR Thm | 1A | (97.1.118) | (88.6,119)

. 5mg | 25mg 108 108
b7E3F 1A1E | 1A | (100,116) | (97.9,118)

) BA% 5 T ORI 72 AUCo-w , Crax?d 5 7
#6 PHHEOEMBIREICITST IO S7) 70T L ORE

M7 A —5
RTTHIHO I (%)

B FE3E PRIZE ) A (90%{EHEIX 1)
I e B High
AUC: « | Comes
. 1000mg | 50mg 101 104
AbAENVIY 1H20 | 1H1A | (95.9,106) | (96.5.111)
. mg 50mg 93.3 104
7V AEUF WETD | 1H1E | (86.1.101) | (89.5,121)
CH T F T
90.0 87.7
(77.9,104) | (73.9,104)
fomg |_EAZUF T M
LR 1R 99.4 9%.7
(87.4,113) | (77.3,119)
Yty M-V
9.0 92.6
(85.3,106) | (77.3,111)
S /) AV
89.0 9.2
(72.7,109) | (66.8.122)
CH 75Ty M-
CErYy Y fgnfél fg‘ﬁ% 9.5 104
(89.1,111) | (80.8,133)
Crr 05Ty M-V
101 113
(91.6,111) | (90.8,139)
Y7 gy
9.1 9.9
(77.4,107) | (71.0,114)
somg |_EAZN T ML
TR 98.9 91.9
(90.7,108) | (77.1,110)
CH7U 5Ty M-V
9.1 89.0
(91.9,101) | (76.5,103)
N 100m, 50m 103 109
¥IITNTF LI | 1R | ©9.0.107) | Go117)
o 5m 50m 103 102
VFTVTF i | THu | ©6.0.110 | 86.9,119)
R-JVv771)
( %5 T 97.9 )
. 2%5m 25m 95.3.102) | (91.1.105
7T N R STLTTY >
9%.9 98.9
(93.4,98.4) | (91.8,106)
. 0.5m %5m 106 114
vHIxY W | IH1E | (96.7.116) | 99.3 13D

_4_




) B S TOFEM 0 728 AUCo-« , Coax 5
1) ARF O AGE 13 10mg M 0°25mgTdH 5 o

SEHEIHE ST A — ¥ 7)) 7F 2 G T T AR LH IR BRI S L72 7T £ R I
- - B ED b (%) BMLBGRER % 17 - 720 HbAlc (FZEFHIIE H : NGSP1il) J OV Z2 g IR 1M
B FH 35 Y e o [y (90%fEHE X [H]) WO GAMED? S ORI TROE B TH Y. AH10mg
- - PR B U25mgld N OB IZB VTS 7T bR EGHE & a2
AUC: s | Coass Bd b ALz KEOBEG NS 5 OB FHEED T T 2K E 0%
F3I7) ) 13, AR#HN10mgl 125mg TZ N2 —1.93kgh O —2.15kg TH - 72,
108 104 FIPER DS BE A1E. 75 4K T6.8%(15/221%1) . A&#110mgT10.1%
s 5mg %5mg | (101,116) | (89.7,120) (22/21761) . AHI25mgT17.6% (38/2160) T o 720 EREIERIE, 4
R 101 | 1H1ME SI7UT—h HI10mg TIABER. 2R, LB TV 1.4%(3/2176) . AHI25mgTit
087 98 3 [178:2.8%(6/216(31) . HIR1.9% (4/21661) . %R OIRER1 . 4% (3/216
(96.0,101) | (92.7,104) B)TH Y, RIBEOREHFEBE G L. 7T R T0.5%(1/2214) |
SUNASF #110mgT0.5% (1/2171) . AAI25mgT0.5% (1/21661) Ty 720 ¥
101 97.2 HbAlc(NGSPfE) (%) ZEIRFIE (mg/dL)
o . 10mg | 2mg | (80.1,128) | (76.3,124) T | BHMD | e ey |BGTD] ey oy
SINATT L BED | B S UNASF W Wit | sozier | 77 EREOR | S opppm |77 EREOR
105 97.3 75 1R EE
(90.1,122) | (84.9,111) f(anzzgj 5) 7.92| 0.08(0.05) - 11.7(2.0) -
. | 25mg 25mg 9.3 102 HAA4]L
eFnzmnFTE R Rm | 1A10 | (89.1.104) | (88.6.117) 10mg?E B i}
e (n=216. 5 |7.89]~0.65(0.08)|, ~O-74O00) | 19 405.0p| 73129
h7sF Sakaa | P 0,88, -0.50]| e | 1-36.7,-25.5]
101 104 25@%
= = 1?043 o fﬁilw) (n-26, 5 |7.86|-0.76(0.08) | 00 | gy 50| 0L
R omg 25mg 101 103 b A A45) U 0,730
1H1E | 1H1E -
(100,109) | (94.1,112) n: Yy AMEEERI
N5 23 s LR S OBILR RV T T4 & 0% | I SE)
03 102 (ANCOVA : LOCF)
(95.9.111) | (97.7.107) R oREE T, AAN0mg X 1E25me# IR L C20AM S L 72 B &1
ST IAT UL 304is | Zoma 108 9.2 — R R O C IR BRI R AT L 720 SATRRER & &b T 4352
- 1H 1 THLE | (97.6.108) | (93.4.105) SER (P BT D% 5% 4T > 720 Z DGR, HbAlck USZEHE I Mk o
. . 150ug 25mg 102 106 BTG HHE 2 b OFPEFIZALRIITREO LB TH Y, wIFiBw
VARINTA N LV 1H1E 1H1E | (98.5.105) | (99.5.113) THZORREFHE L TB Y, G528 TIETVTNOHBIZIBWT

L7 TR G L WANEE R EDRO 5Nz REOHTRIHEAS S
DI EALED T T R E D#EIE. KH10mghk 025mgTZ N2
N —1.42kgt " —=2.53kgThHh V) . ZDOEREFAEH L5212 H 72>
’C%n’ﬁtfu\f_o

17. ESPRELHE
17.1 BHHRURLMICEET 2 HEk

523 i #% 5- 12

B 2EIEHOEBE G, 77 R T10.0%(22/221

17.1.1 ERNE I HEHE
fH, EEREZE/R L2120 2 0b S FImE T >~ O — VAR5
7 AR N D28 i B 2 5 502, A#)5mg. 10mg. 25mg X i1x50mg
Z1H1AI2A M 3% S L 2™ 79 £ Rt S EEHRIC & 5 8RS
A% AT 720 HbAlc(FEEFFMIEH © NGSPH) O 5-Hifli 2~ & O i
PRI TEROLE BN TH D), KA 10mgl U25mgld v 37 LD IH
HIZBWTL 7T REGHE MNEELEDPRBO SNz, P

B ARHI10mgT14.3%(31/21761) . A H#]125mgT18.5% (40/216f1) T
& o720 ERBEWEMIZ AHI10mg TR % O TR IR &S] . 8% (4/21751)
% R OS1HEI1. 4% (3/21781) . A#I25mg Tl [1782.8%(6/21661) . #i
#2.3% (5/216%1) . % H#1.9%(4/21661) T V) . R IMLHE O &1 53 &
HliE, 7 IR T0.5%(1/22160) . AHKI10mgT0.5% (1/21761) . AKH]
25mgT0.5%(1/21661) T - 720

HbAlc(NGSPiti) (%)
Al | GEEAS OB b | TR REDE
7&:%‘;% 7.94 0.30(0.09) -
(lr?fl%%i 7.93 ~0.40(0.09) o Q&%
?r?fl%ﬁ; 7.93 -0.65(0.09) [ :f 1905 Qb@o]

n: 7 r ¥ LSRRI

BGHIEDP 5 OB T 7 LR E D%

(ANCOVA : LOCF)

ik o ERT, AKI10mg X 1325mg#x IR L T12:8 #% 5 L
THEDBZAE O B G #1T o720 Z DGR,
Wyt

& =M R O

HbAlchD#x5-Hifli7» 5 DL FIIELRIITEDO LB TH D,

AP 192 (5 (SE)

HbAlc(NGSP1) (%) ZEREIRE IR (mg/dL)
B | BGHMED | o ) ey e | BEFHED | oo ey e
fith | comie | 7T EREOR | fpp |77 EREOR
7Y R
(n=219. 5 |7.92] 0.10(0.05) - 11.8(2.0) -
HHAND)
10mghf _ _
(n=216.  |7.89|-0.66(0.05) [7(?‘%6@‘00%] ~18.2(2.0) [732071(722'2)5]
b HAN43) T o
25mghf _ _
(n=216. 5 |7.86|0.81(0.05) [710‘(;3(}(9'008;6] -23.9(2.0) [75537(7238)1]
£ H & Ad5) 0.0 S

n: 7 ¥ abE NHERK

IZBWTH ZORRITFHE L Tz,

ARMHE O EIERFEBIEIG1E, A54]10mgT1.8%(2/109%1) |

2.8% (3/109f1) Td - 720 ®

- HBE

AH)25mg T

HbAlc(NGSP1) (%)

L 5-mifiE Pt & 0% b
10mg# (n=109) 7.92 -0.67(0.09)
25mgf (n=109) 7.92 -0.86(0.09)

n: 7 ¥ AMESNTEGIEL

Fe5-nifE & OZALE:
(ANCOVA : oc)
52308 [ $£ 5

)ﬂzimﬁ%’ﬁk% 7% (4/109%1) |

A2 3 (SE)

/7T<6.4% (7/109%1) . FEFL3.7% (4/109%1) |

BT

17.1.2 ERRHFEE MEHR

g, W R I L 7oL

BB ENEH OSBLEIA1E, AF10mgT19.3%(21/109
Bl) . AHl 25mg’C18 3% <20/109f§ﬂ ) ’C H o 720 AFHI10mgT D F % EIE
PN ORI A2.8% (3/10961) TdH
L IR 21 . 8% (2/1091) T a*a - 710 RHI25mg T O F 7 BIVE 34
138 % OMRE 3. 7% (4/109
B M4 122. 8% (3/10961) TdH > 720

2h b o FlbEDT S s a— VR
AREIA T OV H AR N 0285 IR % % 512, AF10mg. 25mg. ¥ %

FZHRMED S OZALRR VDT T LRE D

(ANCOVA : LOCF)

17.1.3 EIRE IHERER
EAEOR MR THTH D ANEZ LT LTH, 774 FR¥E
#l, F7 )Y RIEH]. DPPAREH]. a-7 V35— EIHEHI
RN A > A 2 WRER I X B IEIRIZ D b S FImbE T b
O — VDA 45 7 H AR 280 R -3 1S AR H) 10mg X 12 25mg % 1 H 1Al
5208 R BE FRE I3 5 U 72 B D& M R OSERIPE % 5 L 720 OfE R,
HbAlcOF5-HiftiA & ORI FHZEAEIEITREOLBY TH Y, W»§
zBn é%mﬂ?& TR L Tz,
AHN10mg M O25mgl2 BT 2 BIEH OFHE &1L, Ak =)L L T H
BERIREC 2N 21114.0% (19/13661) % 1818.2% (25/13761) . ¥ 77 F+ 4
R SR EEH B S © 2 2 4119.1% (13/6811) % 113.8% (9/65%1) . F 7
V) Y Y REHFGE T Z LEN14.6% (20/13761) K2 UF14.0% (19/136
1) . DPP-4FREHIHf I T2 N2 113.2% (9/6861) K 1°25.4% (18/71
B a-7 a3y —YHEERGHIEETZZ110.1%7/6961) K& 8
7.1%(5/7061) . BT A > 2 ¥ 4R EH] E T2 2 I12.9%
(9/7081) K& 1'12.9%(9/70%1) T 1. E % @I/EH &, HIR0.0% ~
9.9%. T&HIHMIR0.0% ~4.2% T & - 720 ARIHE O EIFE S BLE 4 1%
2OV AR =)V L7 HIBER I C 2 2 6.6%(9/13611) % 10°7.3% (10/137
Bl). €77 F A FREHGEHEETZR2ZN1.5%1/6361) & U4.6%
(3/6561) . F 7 ) ¥ v REEHIGE R T 22 10.7% (1/13760) L O
0.7%(1/136%1) . DPP-4Ff < ) B F B¢ T 2 71 2 110.0% (0/6861 ) J& O
4.29%3/718)) . a-7 v a T ¥ —BHERGHHETZN210.0%(0/69

AL I8 (SE)

5— 0961



B1) Fe 00.0%(0/7060) « HRFLA » 2 b RERI B¢ 22
0.0%(0/70%1) % 1'4.3% (3/7061) Td = 725

J—— KA HbAIc (NGSPIE) (%)
- He 51 (n) Hehmif | S5 5 0% b
10mg(n=136) | 7.9 ~0.93(0.05)
VR= )V ]
AR T (n=137) 8.06 ~0.96(0.05)
— T 10mg(n=63) 7.68 ~0.81(0.06)
¥ *RIEA
T A R e e (0=65) 751 0.98(0.06)
1 1omem=137) | 7.85 ~0.90(0.05)
VAINEY S
FT R e (0=136) 7% ~0.96(0.05)
= 10mg (n=68) 778 ~1.00(0.06)
—4 ] ]
DPP-4[ &) %5mg(n=71) 782 ~0.83(0.06)
e 7 N3y 5 —+¥| 10mgn=69) 778 ~0.87(0.06)
e 25mg (n=70) 7.56 20.77(0.06)
A > 2 25| 10mg(n=70) 8.01 ~0.98(0.08)
WMEHER] 25mg (n=70) 7.98 -0.98(0.08)

n: 7 v¥abEENHEREL

FHRifED 5 OB LE BT LR (SE)

(ANCOVA : LOCF)

17.1.4 B#EETARRFEEENRE U L EHRERS LHRER
HRERE IR E A A 9 2 2BHE R IS, AR HI10mg X 1325mgx 1H 11H]
S2UAMRIIH G L 79 L R I EE ML BG4 5 720 %524
JAEOHbAlC (F EFFE H © NGSPAl) 0% 5-Fi il 2 & O i #4192
LRI TREROLBY TH Y. RAE10mgld 8 1E E FEREE B3 (eGFR
60mL/min/1.73m?*Lh E90mL/min/1.73m?*Aii) T, AH|25mgld % fE
FRAE R R K O 5 AR A= R % (eGFR 45mL/min/1.73m?2L
60mL/min/1.73m*Ai) 12 BV T, WD 7T b ARG L
HEZEDNRO LNz,

% G52 142 B 2 EIERREBLEIG1E. 7T R HT27.3%(87/319
Bl) . AHI10mgT37.0%(37/10061) . AH#I25mgT31.5%(101/32141) T
&0 FAEIERNARIYE (7T K :114.4% (46/31961) . 10mg#k5-5F:
16.0%(16/100%1) . 25megt% 5-B : 15.9% (51/32151)) K O IR % & s (7
7 K15.6%(18/31961) . 10mg#k5-#:5.0% (5/10081) . 25mg#k5-#
4.7%(15/32161)) Td > 720 ¥ HLEIANT— %)

W AR e R 5 B % (eGFR 60mL/min/1.73m*PA 1:90mL/min/1.73m*4
i)

17.2.2 4 22U > RE & OHAFEERPRSHER (ERNRERTHRBR

HER)

42 A YAk ZEAC b A d b S FIMMET > b a— VR4
7 HA QBB R 8% & R o — 2RO A ¥ 2 ) ¥ 12 A #10mg.
25mg# 1 H 1ES2BM BRI 5 L7275 £ FHE - BB R BB % 17
5720 $516812 B1F HHbALCOIE SRl A & O T T ELR I T
HOLB)THY, KAl0mg. BmgldVFRYL 7T b ARG
NTHBELENRD STz,

HbAlc(NGSP1it) (%)
e e 1638 B O3 55 S g
BGHR | o S g | 77 EREOE
77 & REE(n=90) 8.70 0.00 (0.07) —
10mg (n=86) 8.83 ~0.92(0.07) [_101?2 0 8%73]
25mglt (n=90) 8.74 -1.00(0.07) [_’11120 Q 89;2]

n: 9y AESNERIE
PSR S OBILR R 0T 5+ K k0« T %L (SE)

(ANCOVA: LOCF)
7. TOHRA VA Y OHEERFHE & L Ch2:H T TRl S L.
Eowaet Rk OESMEE 79 R E e Lz, 52812815
HbALlcOFG-HiEA B OFEFH LRI TEO LB TH o 72, 52
ARG BT BRI ORIEAZEBIE &1L, 77 K T15.6%(14/90
) . AHI10mgT20.9% (18/86%1) . AH25mgT24.4% (22/9081) TH V) .
HJE ORI LA S N> 720

HbAlc (NGSP1#E) (%)
gt | SEIEOILIN | ok o
75 & K (n=90) 8.70 0.01(0.07) —
10mg# (n=86) 8.83 -0.89(0.07) [—_1(.)03(,) “1 (1)9;0]
25mgh (n=90) 8.74 -0.95(0.07) [:ﬁg? “1 (1)9;7]

HbAIc (NGSPfl) (%)
BRI | BEwiEr SOk | 7oL RLOE
732};?4& 8.09 0.06(0.07) -
1((329;;8%;% 8.02 ~0.46(0.07) [:(3 '7522@‘01_03)2]
%ifgf; 7.9 ~0.63(0.07) o gs; <9bl .04>9J

n: 7y LS NEEBIE

BGHIEDP 5 OBAER T 7 R E D%

(ANCOVA : LOCF)

AT L (SE)

Fp R AR [ R % (eGFR 45mL/min/1.73m?EL F60mL/min/1.73m?

n: 7 ¥ abENAEREL
TSI 5 DBELE R T TR E 0% T ZELE (SE)

(ANCOVA: LOCF)

18. ZERhIEIE

18.1 1EFFF

B CUm S Iz 7 3 — AL RRME IS FET A e b Y Y A
7OV a3 — 2% EAEAR2(SCLT2) 12 & » TIRIZSEAICHIIN S L, b
FHTEHLHSGLTUI L » THHWINEN LY, o7y 7ayy
XSGLT2ER 2 FE A FHAEHI T B & 2 7V 3 — A ORI % [H5E
T2 LI YIRAZ IV T — AHERE 2 IS 2, T S 290,

18.2 ZEI(ER
18.2.1 SGLT2AE/EH

In vitroXEET, T2 87 ) 70 Y IESGLT2% SR A9 Z BHEE L (ICs :
1.3nM). & FSGLT1(ICs : 6278nM) & M L TH#I50004% 03 % 7%
L 72" (n vitro) -

18.2.2 FRep 5 L0 — X HER{BEER

i)
HbAlc(NGSPf) (%)
B5miME | %Guifr s 0BibE | TSRl

7&:%;? 8.08 ~0.08(0.07) -

25mgh B —-0.46(0.10)

(n=91) 8.12 0.54(0.07) [=0.66.—0.27]
n: 7y LS NTIEBIEL
G S OB KT TR L 03 HE P E (SE)

(ANCOVA : LOCF)

1) AH DA 813 10mg ) 0°25mg T 5 o

17.2 ERFTHAES

17.2.1 GLP-12BFEHE L OHAREIRAR SRR (ERNRERTE
ER R BR)
GLP-1Z A MRIEEISEIC X 2 BIC L b b FMbET > b o — LhoR
+ 53 7 HAR 2B B B AR A 10me X 1k 25mg % 1 H 11R15250 R $f
RROHES U 7B 022 & VE R O &) % 5T L 720 %5522 81 %
HbALcOFG-HIMED & OFEEFHEARIITEO L BY) TH oz, K
#I10mg 2 U'25mgl B 2 b O @SB E 413, Zh210.0%
(0/3261) K. 1U3.0% (1/3361) Td - 72 *7

BE PRI E 7 VB (db/db~ w7 A F O Zucker B JR I AL [ZDF] 5 » )
IZBWT, Ty 7 ) 7ay JFHERBEEORGICEDRP 7V a—2
Pt (B G- 7R ) & BN S 87210,

H A A28 pR G 2w > 7827 ) 71 Y »1mg. 5mg. 10mg. 25mg
XE7 7R ZIHR4GER ARG LY, o7y sad s
1377 2RI A G28H H O 5248 M % £ TORFERB 7V 3 —
APk A I S 720,

18.2.3 M¥EETIEA

BEPR € 7 )V EN) (db/db~ 7 AR OZDFZ v M) IZBWT, T80
)78 Y ATHARE SIS L 0 R TR 2R L2, & 512,
ZDFZ v MIBWT, Ty 87 ) 7a P v i1 H a5 M AR %S
ZE by, #5220 HEEAT) KLOHS37TH H HEAET) olfid 7 v 2 —
ZWEFENE O ICHDALC R IR & 8724,

HARNEFERFBHE ST 7R, =287 ) 70 2 10mgXiE25mg
% 1H LE2ABB RS Lo 287 ) 709 2137 72K
HARHbAlcZ KT &872%,

1) ARH O AGE 13 10mg ) 0°25mgTdh 5 o

19. BRI CRET 2E{EZHME
B LN

T.27%271) 710 ¥ (Empagliflozin) (JAN, INN)

ez

p— AKRH D HbAlc(NGSP1H) (%)
BF FZEA) P55 (n) BEHiE | G iED b OE(LE (15)-1,5-Anhydro-1-C- {4-chloro-3-[ (4- {[ (35) —oxolan-3-y1] oxy!
e | 10mg(n=32) | 8.83 ~0.55(0.15) phenyl) methyl]phenyl} -D-glucitol
L B o e(n=33) | 8.68 ~0.77(0.14) ZE
- Ry CzsH2/ClO7
n: 7 ¥ LS NIERIE ST
EHRIMED S OZALE Y ZELE (SE) 450 91

(MMRM : OC)




IR
lilﬁm%ﬁ%tl@mu*fééo AE )= VIZRRBEITIZCL, =28 )
— )V (99.5) 12 2L RIS THEITIZ v,

=35

.
o 0
! cl
HO O

H o
H
H

H
OH

HO
H OH
il
150TC £2TC
SrIeARE
logD (pH7.4) =logP=1.7

21. AFBRH
i) A 7 FHE 2 HoEo B EYICHEET A 2 &

22, @

(v F 47> ZEE10mg)
100$E[10%E (PTP) x 10]
7008 [14%2 (PTP) x50]
5008E i, /NT . HZEEFIAD ]

(T ¥ T 14T > RA§E25mg)
100%E [108E (PTP) x 10]
23. EEXW
DAEPERL © FEER RSB RE B (LHH) (20144E12H 26 H &F2. CTD
2.6.4.6)
2)FNER © JERRIRIE Y BhRE SR (1FH) (20144F12H 26 H KGR, CTD
2.6.4.5)
AR - JEERRIE B RE A BR (X (20144E12 A 26 HA&FR. CTD
2.6.4.5)
AR JEERRIE B RE S ER (fUAH) (20144E12 26 H K2, CTD
2.6.4.4)
5)Sarashina A. et al. : Drug Metab. Pharmacokinet. 2013 ;28(3) :
213-219
6)FEPTERE - HAR N 2EUE R B % kR & L 7o 4 [ RO G-
(20144£12H 26 H A2, CTD 2.7.6.3)

7)Macha S. et al. : ] Diabetes Res. Clin. Metab. 2012:1: 14

Q) FLPIE R - AT SR O R I AP RRBR (20144F 12 H 26 H 7KR2.
CTD 2.7.6.1)

Q) FENERE ¢ HAR A 2BURE IR 88 % oh G & L 7= B i nERE 5 5l (2014
fE12H26H A, CTD 2.7.6.2)

10) N &EH - & N ADME#UER (20144E12H 26 H KR, CTD 2.7.6.2)

1D FAER © JERRSE Y BhEE R () (20144E12H 26 H A&GE. CTD

2.6.4.5)

12) B JERRSE D B AR R (R (20144E12H 26 H A&FE. CTD
2.6.4.5)

13) AR © FEERIARSE B RE S ER (1R3) (20144E12 26 H A& F2. CTD
2.6.4.5)

14) AR - JERRRSE B RE RBR (1A (20144E12H 26 H K72, CTD
2.6.4.5)

15) AR - FERRR I BYRERER (T~ AR — % —) (20144F12H 26 H
AL, CTD 2.6.4.4)

16) L NER © JERRSEM BN EERAER (N 7 » AR — % —) (20144E12H 26 H
HiE, CTD 2.6.4.4)

17)Macha S. et al. : Diabetes Obes. Metab. 2014 ; 16(3) : 215-222

18)Macha S. et al. : Diabetes Obes. Metab. 2014 ; 16(2) : 118-123

19)FEPAERL © 270 R 5 3 B4 3R B REFRAT (2014412 H 26 H AKGE.
CTD 2.7.2.2)

200ALNEEL - AT 4 7 a DOV E o SEYAT A R ER (20144F12H 26 H
B, CTD 2.7.6.2)

2DAERL ) 7 7 Y EY U RTT RN Y R L OSEYHH AR R

(20144F12H 26 H 752, CTD 2.7.6.2)
22)Macha S. et al. : Int. J. Clin. Pharmacol. Ther. 2013 ; 51(2) :
132-140

2 REPER © ¥ F 7)) & & oSEYHE R EBR (20144E12 H 26 H K
2. CTD 2.7.6.2)

24)REPNEEL - EF 7) 7 vk o3EWA T R R (2014412 7 26 H &
2. CTD 2.7.6.2)

25)Brand T. et al. : Adv. Ther. 2012 29(10) : 889-899

26) Friedrich C. et al. : Clin. Ther. 2013 : 35(1) : A33-A42

27)Macha S. et al. : Diabetes Obes. Metab. 2013 15(4) : 316-323

28)Macha S. et al. : Clin. Ther. 2013 : 35(3) : 226-235

20V AEPVERL - ¥ YN Ry F & SR AR R (20144E12 9 26 H K
7. CTD 2.7.6.2)

SO)FEAREA} - FRSE (e ForoaF 7Y FRO R T13 F) Loy
FHE T 3k (20144E 12 H 26 HA&RE, CTD 2.7.6.2)

31)Macha S. et al. : Clin. Drug. Invest. 2013 : 33(5) : 351-357

32)FEPVERL ¢ EIAS AR s ieaT e ORI 22 4k 3Bk (2014412 H 26 H
7. CTD 2.7.6.4)

33) LR - HAR 2B R & T EIFRIL [R5 T 2408 4% 5- 3 5%

(20144212126 H &2, CTD 2.7.6.4)

34) AR - EIRR L [ S AL R it (20144E12 H 26 H kG2, CTD
2.7.6.4)

35) FEPERL ¢ EIP S TARDE R R 4% 5308k (2014412 H 26 H K R2.
CTD 2 7.6.4)

36)1‘iV~J D EREREREE A A T A 20BN R A o G & L ERR L
I]I*E”IW@(ZOM’FEBHZGDE(EE\ CTD 2.7.6.4)

37)Terauchi Y. et al.: Diabetes Ther. 2019 Jun; 10(3): 951-963

Q) FEERL © A v A1) v B & Db R RIS

39)Gerich JE. : Diabetic Med. : 2010 ; 27 : 136-142

40) LR} © JERRRIEADFEEBER U vivo HilA)) (20144£12 7 26 H 7KF2
CTD 2.6.2.2)

A1) AR ¢ JEERIRIERYFEBE SR (n vitro) (2014412 H 26 H G2
CTD 2.6.2.2)

42) FEPVERL - FEERPRIERN SR EABR (n vivo UA) (20144F12H 26 H 7KGE.
CTD 2.6.2.2)

24. XEERERVCEVWEDESE
HAN=) VI — A V7N 2R EH
DIt > % —
T141-6017  HHUARaHIIX K2 T H 1915
ThinkPark Tower
0120-189-779
(AR 9:00~18:00
(& - H - HH - SmREE 2B

26. BOERGTEES
26.1 BGEERSETT

BAN-UVH-107 1VI L at
HR#BEIXKIE2THI1ELS
26.2 BR5CiRiE

BARA—Z4))—tkKX=%t
#HEThRXEEESTH1%285

11-XX
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191113

AT DI LEEZSRTH L

201946 7 AT (351h0) D13 A 8 4 K 7R
873969
B sk SRIERAT SGLTZBE%%“ . - Zﬂﬁﬁﬁfﬁﬁﬁl -
AR : 3% HFT) 70T KM
THIIX 53« A7 RS ”19", b®ﬁ 1 OO m
CANAGLUP® Tablets g
IR | 22600AMX00744
) TR —IRAVEOMTEIC K DT B T & WEhE | 20144901
BB (ROEE(CHIEEL LT 8.3 RIS R UM e 2 U, BT R, S &
o A T R ORI 5 USIREORERRIRS (7)1 =20, RLESOR
2.2 T b — 3 X BEDRRGPERIE i B IR S MABaEl- 55 2 Enb 5. [ EPIREAT5 7 EIK
RO A ¥ 2D V12 & % %0 4 s g LR O 2 1 48 BRSRJ OPE SR SR IS HERE L BAE L 70121
WAL 7 % OCARDP S S E 200, ) BYLWEETS L L6 Ic, RBIZBU TRRSFESE
2.3 WHEHEHUIE, FAHINIH, WA IHED b 54 e b MHISIOIEERO RO T O WL
VA VSIS X B MBES AL E NS DO TAFD BIZOWTEAICHI TS &, [9.1.4, 414‘1145/}'3%}
B & ] 8.4 AL, ILBEAENII AL . LA A
En D, KFE3» A5 L TERIRBIA+ 70 554512
3. MR - M OB FENDOLL 2 BT 5 T L.
3.1 8% 8.5 ﬁﬁﬂ&%l:ih\ 1L VT?—:—Vgﬁj:fglieGFg
P . DIETRAEND Z Ed 50T, EHkEEE I
i NESAEAS A ] 45 T L ERAERET T 0 TR A

L. MHIIZeGFRA345mL/min/1. 73m*> A (KT L

PSSO f ts P SO I A A 5 2 & (5.2, 5.3, 9.2.1,
A (VL F R a 2y Y CmL T T — (5 9.2.220H]
ST AL . w2 T — 4000, BE{LF & V. 8.6 KAIDIEHEF Tdh 2R 7L a2 — 2 HE e e E H
= b = Rk kDL MY b u— L2 BEFCH o B IR
3.2 BIF| DML PIGEL., ZFb—=v 23 6bh, b T7Y F—v X1C

BL2LNH B, FLWIMED EAZEDEVWGE &

G T (mm) 7.6 CELD - NERE, EAOHRE. TR, RIS A TS, RER,
A5 7 J5 & (mm) :3.4 RN R, R R S OREIR A R B AT
#F 21100 it (mg) :144.3 ML SR b R & b M T B 2

E:O
4. HEEXIZHE KRS, A V2D VRWEEDIR T, A4 ¥ 2 ) BB

DRI RIS Rl I e BRI, R EORE, R
5. MRERIIHRICEHET 5558 i, BACERE ) BRILT P 7Y F-Y RERALY
5.1 A1 2RI & BT & AL72 BT L C O i TOOT, FRETFELS Lo

L. VEBIRGOMEI 3% LAn T L, SREIEHL, Dfogedgysie.
5.2 {5 RAERESE I UL EHTh O KME A 2 T '7ﬁ?vb~<j®§§6%u-%%%?ig§\

BAAOHEAMETE K070, 5 LAV &, o, IS 72 178 (B, FIRIRAE, Rakbiiss) .

[8.5. 9.2.1. 16.6.1%H] 7 NT YR =Y ZDIEIRDRED 5 N-GEICIE
5.3 PR R AR SR T IR A A DR A TS S BIEREM A 2295 2 Lo ‘ \

T N TTEE A & 5 O THE 5 00 B & 1T F 5 CIBHEATSIE T A< L6 7 b T Y F =y A4S

52 &, [8.5.9.2.2, 16.6.1, 17.1.1-17.1.3&#] [1;;3?%}%0
5.4 AAIOWMILH 6 4 U BIRFEREORA TS 5 i 1.3

Sk, BEREE (5075 A TR [ 87 WRINAE, BOR. ZIb 5 OIRIDIER & 2 51

VNN UE D SR E;g%;(i\ TOWRFEEBT 5 L & 8 IThAITOmn

. S b= B9 b L,
6. AARUARE ) - 8.8 AFEHIZ X 2 KTIAEE ST 5 20, B

HEHEL. BRANIZE I F ) 7aY & LT100mg% 1 H1EH DERERZAEET 52 &

WIEEHUS RIS RELI 585, 8.9 ICIMBHER AT+ 2 & 25d 2 DT, EIEE. E)
8. EELEANEE HOMESI R LTS BEITI T2 & 235
8.1 AADBHIC &7 > Tid. B UIR MBS & O° F5z k., [11.1.134]

ZONUIFEIZONWTHaiiHde 52 &, [9.1.2, 9. BENEELETAIREICHTEE

11.1.1%28] 9.1 BEHE - BEESEDH 5 BE
8.2 AAIDORIRIEIZ & D 2% - BIRAA L NS Z &4 9.1.1 L (NYHADHEEEHMEN) D & 5 B

b5, £/, WEEPHDTLEZLAHZDOT, Wk TEFRRER AN 22 < . RAMEDHEY LT,

KRG TS K5 HBEEL, BEE 4TS 2 &, FHE 912 EIIMER- 452 R0 555 TORER L

R IR D & 2 LR § 0 (R, e - T IR ARREA A L BSR4

F. FIPRSEGEHBEE) 120 I, A BRI A TR EIRRE. ALARIRAE . RHIHI 2 R EE. A

1A% - ZERREFORBII TR T5 2 &, [9.1.3.9.2.2, U TAE B

9.8.2, 10.2, 11.1.2%/H]



SO T LT — LB
(8.1, 11.1.1%:H]

9.1.3 HAZREBZLPIVEE(MEI FO—ILHHERD
TARBDEE, 5%, FRAGHARES)
ABIOFIRIERIZ K DA ERZ T 202 H 5, [8.2.
10.2. 11.1.2&H]

9.1.4 FREREEZ., MBRLOHZEE
SERZ L X B 2B ZThAH 5, [8.3. 11.1.45H]

9.2 BHpERERE

9.2.1 EEBHERERENIZNPOKRGEERLEE
B Lz b, KEIORPWIEFTE 20, [5.2, 8.5,
16.6.1&H]

9.2.2 hEEBTHEEERE
5O MEVEAEEICHIS 5 Z &, KAOIRL+ 5
ISR H 5, [5.3. 8.2, 8.5, 16.6.1,
17.1.1-17.1.3zH]

9.3 FFikpElEEHE

9.3.1 SEHaEEERS
Zh 6 OB (Child-Pugh/3fHTHEH 2 2 79#) # /%
LU 7-BERRERN 526 L Ty, [16.6.22014]

9.5 1147
I SUSIENR LT B B D & 5 LeMhic i A H % 1%
o, 4 v 2) VKIS EERT 5 Z &, BIiHER
(9 b)) THRRAOBITAREINTED., b | OIFR
FRIA R ORI & 72 2 A OURFZIZ K D . SFrEhn st
i X O PRAAE DILIR G ST 5,

9.6 BIIF
BALEWZ EEE Ly, BER (5 v b) TR
ANOBITAHE XN TE D, WEBE T AR oAkE
TEINHNH] L S B O B T DOk, IRAE DOIEIR D
ENTA3,

9.7 MR
NEFEE R & U 2BERRAB I L Tz,
9.8 EkE

HEOIREEABISR L an s MEICIE5T5 2 L,
9.8.1 —MHTAMIERESNE T L TWAEZ &AL,
9.8.2 BASER (1855 DMz EN S BZhhrd 5,

[8.2. 11.1.2%:H4]

10. #HEEH
AN, F& U TUGTIAIKUUGT2BAIZ K 0l s h
%, KAIZP-FEEAEORETH D . S HEMRH %
9%, [16.4.2, 16.5.2&M]

10.2 FRAERE (BRAICEETS L)

5728, wY s
WEITHT &,

G E WERREIR - f 1 | B - fabslk 1
USRI A FH 2 085559 | IUBEAE 2 Ol 835 | MURERE N 1EFH 28 0%
2 3EH OIREE+HBIgR | S h b,

FTRELFY v L6545
B Er LY |ZX,
FUR g R L & o %
Iy AFHI300mg & DOf | Al D P - B 8 1
[16.7.2%M] Mizkb v T | BHBMEHICEK
vV OCmax M| 5,
AUCHZhZFh
36% M 0°20% L 5-
L7zEDHRENDH

FA T HA FRFIR
5%
(8.2, 9.1.3, 11.1.2
e

BETET ST
ko

VI YTy, T2 | )T 7Y v | KEIONREEEET
=MV T2 | OFFHIZ K DAK| H 2UGTIAIR D
YA =)L, Y FFEL|DCmaxz FAUC | UGT2B4% Zh 5
B MNENZTN28% K | DFFNPFHET 5
[16.7.121H] VBI%IE T L& | 2 sk, AHl
DMER B B 7= | ORBHILE X N
O, YRR E | 5,
152 &,
FIPRMEF 43 2 36580 | MBI URIPRSR | 22088 4] & o
L — TR PREE OFRARET 5 | 12X 0 AREMA

B habzh
PdHB,

1. BIEA

ROFWERA S bbb bDT, BEE+47IC
Ty BENRD 5 NHAII3 k5 2 ik d % & L5

iz ir>Z &,

1.1 EX%EIER

1.1 RI¥E (2.7~14.1%)
KIBEHL B 5 b2 Z L d 5, (RIMKEERH 2D 57
ZZHaicid. BE A SO fhn 2 Y % & S ) s LiE

ATV,

[8.1. 8.9,

17.1.2. 17.2.1. 17.2.2&#]

11.1.2 B (0.1%)

a-7 N2y & —YHEEEOHFHIFIZIZT F
vhEERG TS5 L,

9.1.2, 10.2,

Fg. 20K, SR, NS FEOIERD & 5 hhhiks
SELN BT A ICIE, IR OB A LB %2175
&o BAIZH] 2t = bEZE & Zerliike - FERAESS & FEBL
L7zflaimE s, [8.2, 9.1.3, 9.8.2, 10.2%&

]

HH4E BRI - fE k| W - fabaiRl7
WA 58 (R IUREEIR 3 2 | URERE T 17 F A3 g
2K L TRl | BBThA b5, |BEhb,
A 2D VA RS, A v ) v
NAISIE S B 2Lk =L
a=Z Ny 2 =ML LT AR
HH I Y 20 Vo3

v T4 RS
FTIN YV REH
DPP-4pH 8

GLP-1ZH kD)
%*3
A v 2 BHE
[11.1.1208]

PEAESE & F 3 %
Wie. IRk v
22 M % %
IThNdH B0,
Zh 6 DA DU
®HEMRGTEZ
L,

IBERR T 15 4 B idd
2 HH
3 =3 Ik 7
) F LR
/7 I VBLREER
B 55 7 5

IS 2 Ot
DIEZ 1R
Lah 5592
ze&,

11.1.3 # 73 K= X (HEARH])
FETYVER—=Y 2 BERBET b 7Y R =Y 2 EED)
NHbbNBTENnb b, [8.68H]

11.1.4 BEBR(0.1%) . SEEBRUSEI OB THE
R(ZIVZITIE) BHEAW) . B (5 AHH)
BT, AR RO R EE OIS (T L=
BYH) 3 6 b, BUIEE (BULEYE S 2 v 27 & &) 12
BHZENHB, [8.3. 9.1.4%MH]

11.2 ZOOEER

1%L 0.1~ 1%l SR
i - VRIS UL KD % 10, | et
R S
WilE WL 19 | A, B, LI,
T, W%, I
B D
s IR, O PEISMR, R | (i
PERILE
Lk FHIERRIINEE, A LBRA e
WIREE | Wb, | RS, SRR, 7
® B, IR




1%L L 0. 1~1%Am LA

B BMPEROE 2%, B, Z O FF
%

iR RS

H [ElRtE D F oy, FEFE M

AhEdr | SMERERIE A | PR v Y AR, BEREGE, b
YU | BRESZE, fEAgE, MRIHTIZ IS,
FPERTSTIRIEARE. B8 5
FERE. FHBIEZ 5 FEIE

G | r b=
BERE (B PEAIS
ik

ERERRRAE | i b | iy L7 = L i
i AU LB, AN Ty
MBI, PR REE. ARiER
Byam., Wwhr s v/
L7 F= v . R b
VARBEE, PRSI

ZSER BEIRE, MRS, 22
AR R GG
Z Ot IRE D

12. BRRERBRICRIFTHE
ARANOERBITIC LD AARRA SRS, 17
1,5-AG(,5-7 v FaZ iy b =) ElzEmnRnd., K
B M OV MM 1, 5-AGO AR R IZ, Mz e —-nLo
BELIELRNDTEETAI L,

13. BEHRE

13.1 &
REAEEE T, A OZEMICK>THF Y T
O VIFIEFEEAEREIR AP S EDOMELD B,
[16.6.1&H]

14. BALEDEE

14.1 EHZFEDEE
PTPEEDOHRANIPTPY — b 26 WD L THRIS %
kofgE4 2L, PTPY — FOEAKIZK D, MLHE
FAE AR ERIEARIA U, S %590 % 36 Z U TRtk
REOHEELEGIEEIIRTHZ LD 5.

15. ZOMOEE

15.1 BRERERICE D15
WA cirbi ik - DA EBOBEE X IEEnY 22
AT A, IMBED Y b u— LA B e 2 R H 5 A
R L KRB RREIZIWT, #Frr)oyav vk
LT100Xix300mg A 1H 1M 5 X h-BH Tk, 75
Y ARERG INZBHE LD . TR O R BUHE A
BlIZEh o7z — FIE:1.97, 95% S HEIX 1. 41—
2.75) EOWENDH BV,
ABNOAKZHEIX100mg/HTH %,

15.2 FERRPREABRICE D 15k
HEHEZ » T % B 72 24 [ IR A 4% -8 A SR MERR R (10, 30
K U100mg/kg/ H) 1236 C, 10mg/kg/ H YA O 1 TH
B2 MR, 100mg/kg/ H oM HECEIE (248 i fa s
T OV M A2 JR S A5 M5 0D FE AR A D BN A3 5880 6 7z,
7 v MZAANOmg/kg/ A () X13100mg/kg/ H () % <
EROES U7 & & Olgdz s (AUCom) 1. IeKERIRHE
TEFE (1 H 111100mg) DFI6ME X IZHI84HETH - 7=,

16. ZEMFHEE

16.1 MMiRE

16.1.1 RS

QRIMEIRIR R, #F ) 7uv v e LT100mgs &
FI0 AT AR5 L 7= & = O IUE R HERE &
VSEMIENRE S5 X — 2 B FOE B TH 52,

(ng/mL)

1600 7
i}
3 1400

0 12 24 36 48

#BE5% OB (h)
CFHEME + BEHEfR 2, n=12)
Cmax (ng/mL) | AUCp-w (ng*h/mL) tmax (h) ti2 (h)
1126 (228) 6561 (1305) 1.0(1.0-1.5) [10.2(1.9)

n=12. “F¥Ml (FBEHERR2E) . tmax i Jefi (/I MIfi— e K Af)
16.1.2 RiE®E
RIBEIRIR G, HF 2 ) 7a P v & LT100megw1H
114 H B RER OG- L7z & 2 03y Eife S5 X — 4
BUTOEEDTHD., IEHREGHIB%IHE £ TIZE
WREBISES280EEz 6127,
Cmax (ng/mL) | AUCg-4, (ng-h/mL) tmax (h) t1/2 (h)
1136 (330) 6635 (1367) 1.0(1.0-1.5) |11.8(3.2)
n=12, PRI (BEEE) . tmax b Uil (i M- H)
16.2 D&YX
16.2.1 NAATXXAZEY T«
HFERAN OF) I, 7+ ) 7y v e LT300mgs H
MRS L7z & E OFSNA FTRA T8 T 4
13H965% Td - 729 SHEAD T — %),
16.2.2 BEDOFE
R, 2+ 27 7a v v & L T200mg % Z2HE R X
EEFEI00 % (BHRES) CHEEO®ZSG L&D
Cmax X U AUC - DAY O Jb (£ 14 /22 1HIE) & %
DI0% 5 HHX M. 0.843[0.790, 0.900] K% T0.977
[0.945, 1.011]1 TH -7z, 2EEHFE IR L T, AF 2V
78 Y DOtmaxDH AT BEHR G- TR OREBZER L
f:‘l)o

Cmax (ng/mL) | AUCj-e (ng*h/mL) tmax (h)
ZefigiE | 2026 (458) 15316 (3135) 2.0(1.0-5.0)
B 1740 (435) 15140 (3572) 3.0(1.5-5.0)
n=22~24, Pl (FEHER2E) . tmaxid P gefill (R Vil —in A fil)

16.3 9%

AFrYTuY ot b iEEA/BERIZN8%TH -
729 (in vitro. FRZFA533%)

16.4 X3

16.4.1 fEEER A GHEA, 66) 1, [MClEa%kAr + 20 7
0T v192me A WG Uz & &, 552400 &
TOIMLAE RS BEIZ 5 8 B R O o #)
BlX. APV TaY v (45.4~98.7%), FILra vk
A EIMS (1.9~29.6%) K UTM7 (16.0~28.8%) XU
AL ACEHIIMO (2.42~3.70%) TH - 729,

16.4.2 E MBI BHF L) 7ud yOr Ly a Yl
RHZIE, FICUGTIA9 KR OUGT2B4A, ER{bfRazix
FIZCYP3A4, RWTCYP2D62BES-L 7=, CYP2B6.
CYP2C8. CYP2COKU'CYP3A4IZxt L THIWFHEMEH
L 722 (ICsfti:16. 75. 80 X% U 27umol/L) .
CYP1A2. CYP2A6. CYP2C19. CYP2D6}U'CYP2E1
IR U CBHEMRREZ RS 52, £72. WTHhD
CYPAFREIZH U C & R MUK B 2R & 37,
CYP1A2. CYP2B6. CYP3A4. CYP2C9&XUFCYP2C19
EHEL 577, UGTIAIKRUUGTIAGIZAT L THhn
PLEAEH 2R L 722 (ICsofEi:91 % 50 umol/L) .
UGT1A4., UGTIA9K O'UGT2B7i% U CBHEAEM 47




X e h 5727 (in vitro) o [10.ZHH]

16.5 HEiti

16.5.1 A (SHEAN, 6f) 12, [“CIEERk A7 27 7
T Y 192mgH MRS L7z & &, &5 168K
FCIZ, B ENZRETEED32 . 5% R FIZ, 60.4%A
#wrhoPRt X e, 5548 £ TOIRPIZH F 7Y
7u P iERD 5N, M5(13.3%) K UMT (17.2%) A
ROoNt, F- ERZZ. HF ) 7Y v (41.5%) .
M7 (3.2%) }2UTMO (7.0%) A3l 5 79,

16.5.2 #5277V 7u v v iZP-¥EEEE. LAlPEREEE
FHE2 (MRP2) XU A& 'S (BCRP) DIE T
b0, P-FEEAE KO LA MEREEREAE20C3 LT
WBHEEAE T (ICsofiE :19. 3mol /L % U821 .54mol/L) % /8
L 72 (in vitro) , [10.ZH&]

16.6 HENEEE2FIT28E

16.6.1 BipepEEE

(1) BHEefEE 2 £ 5 2B ERKRRE
RS R RE R T A 1 O 2B R F IS, o) T
Yy e LTI00mgZ AR O%RE Lz &, 1F 27
7Y Y DAUC X BHERE L 7 2B ROR R & Ll L
THI26% L5 U7z F72, FEHEEIE N K& O & 15 B HhE
FEs 4 0 5 2MUBE R RS 12 36 1) B 14 5 %241 £ T
BRIRh 7L a — 2 O N— 25 4 v 5 D%
i CEYil [95% S M X [4]) 13.86.592¢ [75.612, 97.572]

JeU61.017¢[49.362, 72.671] ThH -7, [5.3. 9.2.2
Z]

BRSO TR Cmax AUCp-w
n (ng/mL) (ng * h/mL)

IR E SR RS 12| 1214(338) | 6929(1734)

R R RE R A 1

BB PR R 12| 1197(311) | 8766(2551)

(eGFR 30~49mL/min/1.73m?

E RSB RE b O T
DI (%) [90 % {2 HEX ]
Yol (R UE (R 22)

(2) BipEfEEE

BRI A F ) 7 a Y e LT200me % HE
RO Uz b x| WREERREES. by B
R OEE R EE O S > 2 71 Y Y DCmax
FIEHBRRGE & B L T 2R hi27%. $99% M O
L0%IE T L7z F72. AUCo ol IE 5 B IR & Mg
LT, ZNFNH15%. $929% M OHI53% 0 > 720 KR
HEALEE T, AFBOBITCX>ThHF Y 70
DUIRIFEEAEREIN L7, [5.2. 5.3, 9.2.1,
9.2.2, 13.1%H4]
F 72, IEHEEREE LR, hEE KOS B AR
FZIZ BT A5 %24K 0 F TCOBRRIRP L a — 2Pk
MEDON=2 T 4 Vb OEAE G ATH) 13,
53.04. 38.32. 17.11%V4.27¢TH - 729 (HHEADF —
),

98[82, 117] |126[106, 149]

B RRERE T OFEE Cmax AUCq-o

" (ng/mL) | (ng-h/mL)
IEF bR 3| 1880(475) | 14862 (5380)
ORI S e P

(eGFR 60~89mL/min/1.73m?) | 10| 1469 (669) | 17172 (6075)

IEHEEREE & OEMEEEO Y
(%) [90% {5 HEIX H]]

rh A1 E R RE R

¢GFR 30~59mL/min/1.73m?) | © | 1717427

IEHERE S & ORMPTED
(%) [90%15 X F ]

JEE B BE R

eGFR 15~29mL/min/1.73m?)

IERERES & QR PIEO I
(%) [90%15 HE X R ]

73[50, 108] | 115[84, 159]

18715 (4504)

—

91([61, 134] | 129193, 178]

Tg

10| 1746 (665) | 22304 (5566)

—

90[61, 133] |153[111, 211]

B RERE R O Cmax AUCp-

" (ng/mL) | (ng-h/mL)

KN AR LG CENIR) 8 | 1287(277) | 13587(3216)
IEFEE RS & ORMEEE D L

(%) [90% = 61X 1] 69[52, 901 | 94[67, 131]

RME AR GBI | 8 | 1433(509) | 14205 (3648)
EHEEHEREH & O T-HMED b

(%) [90% (= X 1] 7552, 107] | 97[67, 141]

SV (R HEff 22)
16.6.2 FTHpEfEEE

PR REREEE I, A+ 2 ) 7u Y v e LT300me% Hiol
RIOPG Lz &, ST HEEREF S (Child-Pughsr 4
TEHEEZ 2 75~6) RO R RERE % (Child-
PughWHTHEH XA T77T~9)DHF )70y 0
Cmax (T IEHIFRBES L iR L T, 2 ZFh7%0 5.
ERA% DK T AR 5Nz, F72. AUCool3 IEH %
BEE LR L T, Z2hZhi10% X ORI11%EH - 7210
HHEADT —4), k., S TR EZ (Child-Pugh
SHTEG 2 3 798) TORKRERIZITbh Tk,
[9.3.12H]

SRR E DO FE Cmax AUCp-o

n (ng/mL) (ng * h/mL)
TR 8% | 2844 (794) | 24632 (7132)
WERE IR RE R S 8 | 3038(670) | 27162 (8609)

E#Hﬂ%ﬁ@gﬁ%ﬁg@mm 107[84, 137]| 110(86, 140]
b eI AR | 8 ]2810(1037) | 26866 (5788)
Eﬁﬁﬂiﬁfé&g’féﬂ&ﬁﬁw 9675, 122] | 111[87, 141]
Sl (FEUERZE) . a) AUC)wldn=7
16.6.3 EWMEFICH (T 2EYFHEE
HUBEIRIRRE E 2 R & L-HER TR, 6. s
(65 LA E. 71~73%1) & JEEneE (65 A, 217~225
) IZ B W CHEMIEL ZIgEh A 270 70 v Vg
Db+ 7K OE120 % DAUCk m & i L 7=, %
DOFER, SED b 7 7IREOFIMEIIIESE LD &
$910~30% 5\ Mt &R L 7210,
16.7 EHIEE(EA
16.7.1 A7 70703 QOEMENREICRIF I HE
MmuzrreE>>
*x AFrV T vOEYEEIZKIET) T ¥
2V OEED (HEAD T — &) [10.22H]

B L\ AF TN TaY Yy OEYEHE ST X — &
3 Fij s i3 E S A A SR8 D o [90% 15 HE X 4]
B e | oy A i
= Cmax AUCp-w
D 0.72 0.49
gy | 600me 300me o 6 8a] | [0.44-0.54]
(2) Z Db DEEAE

FIVZYTFUB XKL I Y, vraARY v,

TaNF Yy P, ROEH(ZF= LT 2T V4 -

KOLVARILFZ ML) O FarsaaF7 Y R

. WFhEa+r2) 7ay v oG L A5

PR BIRD b a5 722 FHEADTF — %),

16.7.2 HHRAEOEYEREICRIFTHE

) P2=E %

Hx VIR VORYBEIZRIETHFS) Ty
DB (SHEAD T — %) [10.22H]

HFs | DEHEROIEYTIRE S5 X — &
B ik BRI |y 7o | RMPEEE O H[90%(5 FEIX ]
TR | vy fifF Bl
ﬁﬁ% Cmax AUC072411
BE=E D 1.36 1.20
v 0.25mg| 300mg | 1 o1 1 53] [1.12-1.28]




(2) Z Db DEEH]
FANZ)TFUB YNV S IF(F) T ER),
A MFLIYV, BROBEHE(ZF=Z L2 NP4 -0
FOVAIALFZ ML), B FusuusdF7o K, &
VINZAZFV, TN TI VTV ROETILT Y VA
Vo aid, WEha o) 7avy EONHESIZ &
LS PR EIRDONE 5722 (FFEADF —
A,

H)FA) ) TFFVIEHAANDTF — &

AFN DA EIZ100mg/ HTH 5,

17. ERERRRIE
17.1 B ROCLL2M(CEET 555
17.1.1 Bijhpsk

(W EARELHERR (77t RN B _E5RIEB R R
BYEAER)

BURE R OEENRE CHRE T v b o — LA R4 52
RUBEIR R Q710 # 6 Ri2, A+ guv vl
T100mg. 200mgXi3 7 ¥R % 1H1E24HE#%5 L 7=,
WRIIWEDO LB D Th - 72, 20151 5 P55 H
5 DIKEZELER G A FE RS 12, 79 &
AR5 (936) ©—0.76+0.35%. H#F V) Tuavy
100mg#%5-5f (90f5]) ©—3.76 £0.35% T & - 7=,

(R IMBE O BIVE S, 75 2 RBETL.1% (1451793
). B> 70 r100mghET1.1% (1151/90%1) T -

f:m) 14)

#& 77 AR EE RGN (24 1F) D fER
75 kR #1277 Y100mg
n=93 n=90
o | BGHIRD | e | BEHIRD | 7T EARED

B0 o | B0 onn | merox
—1.03+0.10°
V + + +0.73|-0.74%

HbALc(%) | 8.0420.70 [0.2940.07 | 7.9840.73 |—0.74£0.07 123 ~0.83]
RSN —35.343.9%
+ + +35.7| -31.6%
mgldl) B 0E32E] BTELT [ISTTER.T <8628 0T o
e —84.448.0%
RS 1303.0£66.4] —0.545.8 [311.7472.4/ —84.945.4 S

[—100.1, —68.7]

(mg/dL)

P55 Fa M EEE RS, 500 5 OZLEKR O T T R
& DAL D  FIRE AP0l EHERSE Fp<0.001, [ ]
(IS %X . HbAle:NGSPH
(2) %S WA BR (REA I 5. 546R)

R N OSEERE TR T v b g — LR 2
AUBEIR PR (37901 # 1 Ric, AF Uy TaY v el
C100mg X 1%200mg% 1 H 1RG22 %5 L 72, fEHRIZK
EDEBDTH 57, H5HIA S OREZLLE CFHE
+ EUE(ESE) 12, A Y 71 D Y 100mefe 58 (127141)
T—4.4243.06%TH > 7=

1B IfiL 8 oD 16 38 B 412 3.9% (5461 /12741) T & -

7~ 15).16) .

& RIIPG-AB (52381F) DR H

S+ 70 100mg
n=127
Ei =] Be5R12 6 D% LR
—0.80%0.70
9 +
HbAlc(%) 7.84%+0.71 [—0.92, —0.67]

Pt L e, [ i fI95% S HEIX M. HbAle: NGSP1E

F7o, BRENOMRIIRED LD TH 572, [5.3,
9.2.22]

& HREEN O RIIR G (5238 F) DR HR

HF+ 7)) 7aY v100mg
BEEREEERY | PRSI
54 H
?%ﬁ%ﬁi (eGFR 60mL/min/ | (eGFR 45mL/min/
.e s ;& 1| LTmbLESOnL/ | 1.T5nbLESOnL/
R min/L.T3mAH) | min/L73nA)
n =177 n=3§
54 | 8.0120.69 7.73£0.73 7.96+0.37
HbAle | 354
<%)C 21‘22')1 —1.0240.62 —0.680.74 —0.7440.2
g |12 0.8 [=0.85,—0.51] [~0.95, —0.52]

Pt 2R, [ 1 AI95% S RIX . HbAle: NGSPf#

17.1.2 BERENERR (fhOFOMmMERETEEOGHRE

E REPRSHER)

B ek N OSE BRI A TR AURERE T 3% ¢ 1L ks
Y b — LR 2 2B RO R (91815) &t R
12, A2 Y 7u vy e LT100megXiE200me4 1H 1A
SOEMFS- L7z, fERIIREOLBD TH 72,

(KIMBE D EE BB E#EIS L, 2L Fm= Ly L 7 HIGHT
16.1% (20151/124051) . HRHEI A > 2) Vo3 wIE xR F FH
T4.6% (3f5/65%) . a-Z L & — YHEHEFEH T
0.0% (0f51/62M71) . ¥ 27 F 4 FR¥EHIHEFH T5.6% (4451
/T200) . F 70 Yy REAIDET T4 .8% (3151/63f)
DPP-4FH 3B T2.8% (201 /71H5) T & - 721916
[11.1.12:H]

& R G-HUR (523 1) OAGR

T Fr%E K+ 78V 100mg
n 124
R LTl P 5-ai 8.1840.99
P5Hi» 5D | —0.96+0.69
ZE | [—1.08, —0.84]
n 65
P5Hi» 50| —1.06£1.01
ZE | [—1.31, —0.81]
n 62
-7 ay ﬁ-ﬂﬁﬂiﬁ *&’ﬂ_‘)ﬁﬁ 8.02+0.84
P52 50| —0.91+0.81
HbAlc ZtE | [—1.11, —0.70]
(%) n 79
R | 5w 7.8740.75
55D | —0.87£0.63
e | [—1.02, —0.73]
n 63
27U Yy R P54 8.10%1.04
PE5Hin 50| —1.0440.88
e | [—1.26, —0.82]
n 71
DPP-4fi|E8% P-4 8.1940.85
BERi»SD | —1.04£0.76
e | [—1.22, —0.86]

PYafE RS, [ D I95% S HIX A, HbAlc: NGSPf#

F 72, BRI OMRIIRED LB TH 72, [5.3.
9.2.2% 1]



& EERE O RIS (523H1KF) DHbALe (%) DA5HR

HF27) 79 100mg
B %E%’%ﬁ%ﬁﬁ%ﬁﬁ% fh%f%%ﬁ%ﬁﬁ%ﬁ%
(eGFR 90mL/min/ (eGFR2 (ijL/mln/ (eGFR %SmL/ min/
L) | L ui?On}L/ 1730 EOnL/
min/1.73m5) | min/1.73m* K )
n 158 279 20
e POH | 8.3150.96 8.01+0.87 7.8740.91
Bbigins | —1.0840.95 | —0.93+0.67 | —0.76+0.89
0% [[—1.23, —0.93]|[—1.01, —0.85] | [1.17, —0.34]
it FH3)
el 23 98 3
LeLT Pe5ar | 8.1240.92 8.19+1.01 8.17+1.32
# fihfin G| —0.86+0.85 | —0.98+0.65 | —1.0040.92
0% | [—1.22, —0.49] |[—1.11, —0.85]| [—3.28,1.28]
Mgl 34 26 5
VAN V| 5§ | 8.41£0.95 8.11+0.78 7.9241.20
SRR s —1.1041.20 | —1.02%0.64 | —1.00%1.37
¥ 0% | [—1.51, —0.68] |[—1.28, —0.76]| [—2.71,0.71]
n 22 36 4
a-7 -
ay g | BT | 8.2420.97 7.94£0.76 7.55+0.64
Yk EGHRE | —1.0220.77 | —0.9140.82 | —0.25%0.82
0% [[—1.36, —0.68]|[—1.19, —0.64]| [—1.55, 1.05]
o n 30 40 2
Ei;;; PE5Hi | 8.17£0.78 7.61£0.59 8.65+1.34
# Phfine | —1.0240.65 | —0.78+0.61 | —0.65+0.64
O%fLE |[—1.26, —0.77]|[—0.97, —0.58]| [—6.37,5.07]
fropy D 21 39 3
g O | 8.5341.21 7.93+0.85 7.2740.32
#l fhfine | —1.2741.15 | —0.94£0.71 | —0.700.30
OF(LE | [—1.79, —0.74] |[—1.17, —0.71]| [—1.45,0.05]
n 28 40 3
DPP-4| %540 | 8.36+0.92 8.09+0.81 7.9740.32
WEE psiing | —1.2140.93 | —0.9240.60 | —0.900.87
O%LE |[—1.57, —0.85) | [—1.11, —0.73]| [—3.05,1.25]

Vot RS, [ IXMiHI95%EMIX A, HbAlc:NGSPf#

17.1.3 @B E AR (BRERE 2 4 5 28 ERKERE
EXRE L ZEERLEERHR)

B EREE K OSE L & U < I3 Sipe ik K OV Bt
WA CRECIALGER: F3ETIMME D >~ b g — L R4,
o, PR (eGFR 30mL/min/1.73m22L F50mL/min/
1.73m>A0i) OB HRERRE & 1F 5 28R 8 (26911)
EXNRIZ, hF ) 7ay 3T I AR E1H1E1265E
MRS L7z, RIIREDO LB D TH 7217,
K MBS D BIE R HEE13 T T 1 R GRET2.2% (2fl/
Qf) . HF 2V 7 aY r100mghET7.8% (741/90f1) T
HoBHEADT—4%), [5.3. 9.2.25H]
& 77 AR T EE R IIEGER (263 1Y) OR5HE
77 ¥R H1F7 ) 7aY100mg
n=87 n=88
L | 5T S P57 5
B g %R

TIERED
ZERD%

, ~0.3040.117*

HbALe (%) 0,529, —0.066]
P50 a0l + E R 25, 52 5 DL E RO T 7 ¥R
& DL D FEGE AT EHERSE. Fp=0.012. [ ]
95 %S HAX [E. HbAle: NGSPIil

17.2 BLERFGEHRAES

17.2.1 BUERFGEHERAR (1 XU BB EOHARE
F T ARMB_EERERARRVORMGRES S
ER)

Fr ek S OSE BB IC I A2 T4 v 2 ) LA GRA
T RRSOI RO S 1 2 . i
GBSO ESI O 5 1/ 2 G, 1TH#S-EI
SHAL LA EGOHALLATN) Tk > b o — L A+

B

8.02£0.917 | =0.03£0.090 | 7.89£0.898 | —0.33£0.090

eGFR 45mL/min/1.73m?LL b0 2AUBEIR s R (146131) %
WMo, AF ) 7uv e LT1l00mgXiZ 7T 7 %
1THIMEN6HEEES- L 7=, #ERIEKREOLEBD TH 72,
(KIS O FIVE R BLEIA L 7 7 £ KR 51 T15.5% (11
Fl/7150) . A F ) 70 P v 100mght T18.7% (14451/75
) Td - 721919,

£ A2 VBRI T 7 2 AR EE R

% (163A1F) OG5
754k 27070V 1000 75 LA ED
=70 n=T6 EILROE
gy [TIHRS | g | BSHAD)
OZEE OEALE (133, 0.7
HbALc (%) | 8.8540.84 | 0.13+0.08 | 8.89+0.81 | —0.97+0.08 | >

P50 P R 5RO ER T T T R
& OEALR DS FE AP H EMERSE #p<0.001, [ ]
EMIMI95% EHHIX [, HbAle: NGSPi
EkER 5 REBRIC W, #F ) 7av e LT
100mg % e K5 2B MIMkGE% 5 U 7z, — 8 H i Ll
DHF 7Y TV EE6H) D52 I 1) B A KR
B/ 5 OHbAlc (NGSPIE) Z b & (Tl + FEUERZE)
3. —0.88+0.86%TdH - 7=,
R IR oD IR T FEBLEIA 1. 29.3% (2211/756) T & >
722 [11.1.1%H]

17.2.2 VSRR ER KRB (GLP- 12 R{AEEIZE & O
AL REREHER)
IR S OSBRI N A CGLP-12 A MEEh# (1)
S 2 )LF F) CHLEED v b @ — LA A+43 7 eGFR 45ml./
min/1.73m? L 2RISR S (T1651) &3t iz, #
) 7uYye L T100meg% 1 H1EG2EM &S Lz, 52
S 50T B AHEIFE SR A © DHbAle (NGSPHl) DZE1L
H CEYfl MR 2S) 12, —0.70+0.82% CH - 72
{5 IAURE 0D il T S8 BLE1A19 . 9% (7H1/71180) T & - 722V,
[11.1.1%18]

KD K EIZ100mg/HTH %,

18. EEHIEIE

18.1 fEFER
F )Y L= 3 — 2 AR 2 (SGLT2) I E i Tt
MIRHIEICBRB L CTOm LTl D, REREA B X2
L3 — Z O KRERSY & MR I BRI & 2 5 268 % fH >
TWA2 HF7y7av i, SGLT2%4ERIIZEH
HL, HETOS LT — 2 OFN A PIHIT 5 Z & T,
MAIERNC /AT A2 70— 24 REE LCHE L
MBS TR & 5659 5,

18.2 SGLT2HE/EA
KV TuaYvide FSGLT2% EIRMIZIHES 5
(ICsfiti:4.2nmol/L) ? (in vitro) -

18.3 BHEHRINEE/EA
2RUBEPR Y £ 7 )L T & % Zucker Diabetic Fatty (ZDF)
Sy MIBWT, A7) 7ay vZEERO&SEC X
0. BRERINEE RO EH R ORp 2L 3 — 2 PRt
HOMMARL 2%, 2ABERREHIZHF 7)) TaY
V&L T100mg & MRS Uz & & BRI R
FHEO LA RCRP 7L T — 2R ORI 5
hrz?,
MR BE IR GRERK 7 L0 — 2 AR EIRB 2L

I — AP D 2E) OBEARTE SR 5 PR

18.4 FERHE(ER
ZDFZ v MIHWT, A+ 270 7a P VI3HEROKR
Bizky, MK NMEMHATRL 22,
FEFMIZBWT, A+ 270 70y VId4EMRERD
BHIZLD . HbAlAK TERZR L 72, RIEHRG% DR
OB A fTaRER T, MUBEHE_EF- O MR 20 5 h 722,
QRIBEPR R FHIZ A 7)) 7a Y v & LT100mgh1H1
[EI24 B AEREE- U728 &, HbAleDIK F RO
EBEDOSEEN A 72,



19. AR ICREYT 3 EBLERIFR

—f%t ) 7 a Y VAP (Canagliflozin Hydrate)

{t245 1 (1S) -1,5-Anhydro-1-C- (3-{[5- (4-fluorophenyl)
thiophen—2-yl] methyl}~4-methylphenyl) -D-glucitol
hemihydrate

552 CouHosFO5S - 1/2H20

oy f#:453.52

SR

Aiei:101.7°C

22. a3
1008% [108¢ (PTP) X 10]. 500%¢[10%E (PTP) X50].
14082 (1482 (PTP) X101, 5008237 ]

23. EEX#

1)Neal B, et al.: N Engl J Med. 2017; 377(7):
644-657

2) H = 288058 (Fk) - 2BUBEI R E 2R & L7z
MR RS B AR R (REEORE (20144F-7 H 4 H KGR,
CTD2.7.6.12)

3) I = ZE B (Bk) © A A 7 XA T T 4 WEf
FRBR (REPTORD (20144E7 H4H K58, CTD2.7.6.2)

4) =8B () « [N Z R & Lo
FRBR (LR (20144E7 H4H &R8. CTD2.7.6.1)

5) A = 288438 (BF) © REAKSAISBT A et bR
(20144E7 H4H &2, CTD2.6.4.4.2)

6) FH = 5B (BR) © ~ 235 ¥ 2 2RER (/LR
(20144E7 H4H &2, CTD2.7.6.11)

7) M = ZE U (bk) RN BE 2 Mt (REEERE)
(201447 H4H &R, CTD2.6.4.5.5. 2.6.4.7.1)

Q) HII = sl (bk) : b T v A K — & — 12T 2
(ENEERD (2014457 H4H KRR, CTD2.6.4.7.2)

9) 3 = 22 BUSE (Bk) © BAHERERR G 12 36 1) 5 SEME)TE
FRER (FLNEORD (20144E7 H4H &2, CTD2.7.6.14)

10) HH =28 5038 (Bk) © RFREBERE SR 12 351 % SRdhRe
FRER (FLNEORD (20144R7 H4H &8, CTD2.7.6.15)

11) FE = 225U (k) 55 TR Baoe ek Bk (REP R
(20144E7 H4 H %8, CTD2.7.6.41)

12) HH Z 285058 (BK) « SR AR FHERER (/LR
(20144E7 H4H &R, CTD2.7.2.2.3.2.2.7.2.2.5.1)

13) Inagaki N, et al.: Expert Opin Pharmacother.
20145 15(11): 1501-1515

14) H3 = 388138 (Fk) - 2RUBEIRSIRE & W B & Lk
FRER (FENEORD) (20144E7 H4H &2, CTD2.7.6.42)

15) Inagaki N, et al.: J Diabetes Investig. 2015; 6
(2): 210-218

16) 3 =8ISR (BF) « 2RUBHIRREE 2 R & L7z &M
P53 (fENORD (201447 A4 HIRFE.
CTD2.7.6.53)

17) Yale JF, et al.: Diabetes obes metab. 2013; 15
(5): 463-473

18) HHH = 288Ut (Bk) : 4 > 2 ) v #lFIGEHRE:: &
B MR (LR

19) Inagaki N, et al.: Cardiovasc Diabetol. 20165 15: 89

20) FH =88R (BR) © A >~ 2 ) Vv EFIDE AR : R
P58 (fEN R

21) FH =B8R (BR) © GLP-152 & eSO AR :
EHI 538 (RENZOR

22) Mather A, Pollock C,: Kidney int. 2011; 79
(Suppl.120) : S1-S6

23) Kuriyama C, et al.: J Pharmacol Exp Ther. 2014;
351(2) : 423-431

24) 3 = ZE5I3 (BR) © in vitro & ONin vivoEBE{EH
(kLR (201447 H4HA&GE, CTD2.6.2.2.1,
2.6.2.2.2)

24, XBFEKRERVHEVEDES
HA =28 8L A2t <FoMe > 5 —
T 541-8505 KB rirh Je[XE EM]3-2-10
s 0120-753-280
Fo— kAot WaERe s 2 —
T103-8426 Hnt#frhde[X HAAEAN]3-5-1
ik 0120-189-132

26. RERTEES
26.1 BGERRITIT

\/ﬁ M= SR ER a
/ AR RXEEE3-2-10
26.2 7O0F— 3 iR

O F—=sirtait

Daichi-sankyo HUGLHR HIJL X H AR AR AN 3-5-1



9 6 6 S g N

yastellas

RADOIRNIGEZSRT D5 L

%2020 1 BET (BB 2 hR)

2019FE 11 BakET AAREEELNEES
HINMYSGLT2MER]  — MEIRIFIHEAR] - 873969
A 757y 7ayy L-7al) i 7 P
AL S 2% o © FE2Dmg FEH0mg
i i z —97%}32 5 m g ABES | 22600AMX00009 | 22600 AMX00010
R BRESEIA 20144 4 JJ
illysE CE Z a —
T - BRSO £ Y — : 50
. ﬁiﬁﬁT%:é:% 7ﬁ mg

frik 1 EinfrAr

BXHARE : 34

®
SUgIGi’ Tablets 25mg + 50mg

2.H2 (ROBHEICEBELEWIE)

2.1 REOEA 5 LBBUEOBEEREDOH 5 BE

22 FEIE N — T AL BEIRIE MR S A [
A 2 A) YEFND X B3R 0 70 5 A O & IEASH &
%% O TEREN OG- 138 & v, ]

2.3 HIERYE, FiaifR. BEERIMEO D L BH (4
YA VEFNC X B IMAEFE RS L E N D O THRA O
Gl & e v, ]

3. 488K - IR
3.1 488
BRI (1 $Ed) I
e e SD-vr= b=, e = A
177207005y 7 70 3= BT by A,
A—=7 T4 3915 vroxysoiltilo— A, &
25mg Sne FTY VY RY YA, £ TR

(175 279y7n0

— e oy ~
23k LC%Bme) O—RA, vzuad—), gitrs .

Fvs . EE=TEREEk

RV —2, FrSU ) a—
VBEF YA, b Rady 7ol
643 Vtra—2A, AFT) VBT T A
(3?°g“71}7g VYA, ETOAT-RA, 70T
S — VL BLF S v, AN, S
Yy ELT0MY) |\ gk

17570709
2—rog|l 7T
50mg

3.2 HEIDMIK

HITE ft HUE - K& & - EE
E = il
7T 4L
A= 7T T=F 4| @ =
$€25mg | v 7§ PREL N _
(=R 2 X wE
#81mm | #36mm | #186mg
AT
74V A
AT TN A= T A g =
$50mg | v s | B8
B JE & HhE

#86mm | #39mm | #9227mg

4. ZHEEIIFHR
O 2 BUHEFRR
O 1 BUEFRR

5. REENISHRICEET 518
(RhEEFIE)

5.1 HEDOFRERMREE O H 5 BH BN T ORI EASL
BETRAFOMEPIFETE V2D, HE5Lew
Z&, [8.3.9.2.1, 16.6.1 ]

5.2 MEERZOERERE DD 5 BHF TIARK O R
TICHEOSN RV RIEDNH 5 O THRG OLENEZE
HICHM T 52 &, [8.3, 9.2.2, 16.6.1, 17.1.11,
17.1.12 &[]

5.3 KK DI D &5 U OMERFIHEREOEARTH 5 &
PR, EEEREE T T 2 E TR RPA T %
BB EET L &,

(1 BI¥ERRIR)

5.4 RKFOWMHIEH S Lol A > A Vi T4
[ /el s G111 - e V2 N = R V3V, V7 N B N e
HT kL,

6. HERVHEE

(2 BUKEFRIR)
WE. BAIZIEA 79 7)) 7aY e LT0megx 1 H
1w AT BRSO ST 5. BB, FFEAR
T A, Bl E T BlE L %5 5100mg 1
H1MFCTHMETLIENTE S,

(1 BUREFRIR)
A VA YEFIEDOBHIZBWT, @E. BAIZIEA
7o) 7uaY bk LCh0mex 1 H 1 AR I3
BRICEOES T 5. B, ELTHLEHEICIE
A+l 225100me 1 H 1\ F CTH &9
HIENTE D,

N

7. HERVEEICEEY 518
(1 BUFELRTR)

TAERFNIA v A YEBIORBFETIE R, F VA ¥
WH OG- % HIT 5 L AMAEmIER s T Y F—
VAN DBENDHLDT, KFOKGIZHz-
TEA A Y8FIZRIE L 2w &, [8.6, 11.1.4
Z]

128K 4 2 2 YEFIOBTH 72 - Tid, HImAE)
A0 HBBMT D 72014 ¥ A VEFIOREE R
LTl 2L, HELZEEIEEIT NT Y R=Y A0
A7 HEODLDTEET DL b B, KRB TIZ,
A A YEHIO 1 HESEIZIS%MET 5 2 & D5
BENT, [8.6. 11.1.1, 11.1.4, 17.1.13 BH]

8.EELAANIE

8.1 AKKIDMHIZH 72> Tk, BF I LA IEEE IR K OF
FORMWTFECOWT oSS &, [9.1.1,
11.1.1 8]

8.2 RHFIF 5L, MAEHES 2 2 I RE L. EH %)
BE2FEIPD, 37 HELS L THHEIART o REEI
. LY EY R EEEANOLEE 2 EET L L,

8.3 ARFFxGIZL Y, MiFY L 7F =D HLizeGFR
DIKTBRALNDL Z EDHLHOT, Bk 2
AT 5 L& bIC, B ERZICB T L EHICH
oo Tl %+ cBiggd+5 2, [6.1. 5.2, 9.2.1,
9.2.2 4]



8.4 RIS N O Mg a2 o L, BBk, FHER R
& OERMG RS (7)) = T895) |, ES O
BELBIIEICEL Db, TORBEETH &
CIRBE G N ORI R O FIE IR L. BIEL 728
HIITEY 2 B2 L & B0, RIS U Tk
EHREBTDH I Lo RGN O MR EL DFER K O
ZORMMFFIZOWTEZIIHAT L2 L, [9.1.2,
11.1.2 3]

8.5 RAIOFRIEHIC L W &R - BIRDHSNLZ LW
bo T, KBEWWAT LI ENDHLDOT, WE L
KGR EATH) L HIREL, Bz 012979 2 &
Pk, MERTEOREDGED L N-GE1E, KES
MR EOBY RN E AT T & FFITHRBEERD %
ZLRTWEE (EiRESLFRAEHEES) 1I2Bw
Tl BkPHRIESE S b7 Y F—Y A, EiREES
MUBERE Bl A 22 2 & & Il - SERAEZE O BLIZE
HEYHZ k. [9.1.3, 9.8, 10.2, 11.1.3&MH]

8.6 RAIDIEHRET CTH 2R 7 v 3 — AR HEIE R IS
I, Ty ha— VBRI TH > TH IR H
BIEL, b= Ao bh, b T F—=Y A
WKELZ DDA, HELIMED EAZEDL VS
Vb2, UTOEICEETLI L,

(1) - UEME, ARGEGE. 8. R TE. BRI
I PRI Rk RS S5 O EIRASERD B N2 A 121
M SZRF 7 b RlEE SO MREL ERT 5 2
Lo BENPEOONIZGEIEHTG 2L, @Y
BIEEIT) T &,

(2) iz, 1HUBEIRAGEE. A4 VA Y WMEEDT .,
A4 A YEFI O TR, 38 EE R R AR IR R |
HEHEIRR, BYE, BRI BEICEr M7
VIRV ARRHLRTVOT, BlEEL 52T
&,

B) mHI L, UToHzIgETL L,

N7 Y R AOGER (G - TR, SRR,
JEIR . W 7 G, MR, PRI, ke L),
T NT Y R =Y ADFERDTED SN A ICITE
LICEHRRE R 22T 52 &,

I ESEE TR LT VT Y =Y ADFEH
LI5bZ &,

LR NN 978 5 <5 e G = QN = Twl I =R e | P N
FEYT Y R=YAFH) AP EN EDHET S
&,

(7.1, 7.2, 11.1.4 &M]]

8.7 HERRINEE, LR, ZHRD D WIIREOEIRE 23 5 5
FHIZBWTIX, Z0HEYELET L L L b IBEITo
EETEETHI L,

8.8 RAI G2 L A MAREMA DG SN TWAH D, #HE
DORERDIEET D L,

8.9 MKIMIHERZ R+ LD B DT, HFEE. HE
FOEEEIHEFE L TS EFIHREG T 5 L &I12I3E
EYHZ k. [11.1.1 2H]

IBWENEREETHREICHT IR

9.1 HIE - IEEE D H 5 EH

91V EMIEZEITHZTIDH 5L TDEEILIKE
T AR 2 UIRIB A T AT A
CREARIRE, 2029, HUECIREE, ABAIZ A%
I AFENEOARIUIEHIRED B

9.2 BH
9.2 1 EENBHAERETD H 5 EENIIENROKRPER

10.2 (HAEE (HFAL

LW REE F 4T o 7R EE
CBEEICT IV O — LA IBEL 7o IREE

(8.1, 11.1.1 /]

9.1.2 [REREZ. MBBEDH 5EE

FEIRZ AL S D BENDH D, [8.4, 11.1.2 2]

91.3BKERILPTVWEE (M¥EI> FO—ILHHED

TARRDEE. SE. MRAGAEES)
RAADOFIRIERIZ L VBAKRZRZ ST BLNDD 5o
(8.5, 10.2, 11.1.3 %]

REfEEEE

eBE

HHLawZ ko RADORRPIFEFTE 2o [6.1,

8.3, 16.6.1 Z:HH]

9.2 2 EENERERETNH 2EE

B OLEEZEEIZHNT A 2 Lo RHORRD T
TR LEN VI RREDH Ho [5.2, 8.3, 16.6.1,
17.1.11, 17.1.12 ]

S FTHEEREEEE
SN EEDOEEEREDH 2 8F

BHEPOHRGEZHIET A2 SHEEICHES 52 &,
EEOKEREDD L BHE SR L L 2BRRRIZ
FEhi L T\, [16.6.2 K]

.5 it

TEAR ST IEAR LT\ B W FeE 0 & 5 1Ml AR A % %
HGE9, AR VRIS HHTAZ &, HEOH)
WEE (v b)) T, & bOEIETIAEOCHBRIICS -
LIEBMANOBEFEIZ L) B IR ORME OILRDS
PEISNTVDL, T2 RFloO&WFEE (59 ) T
JRIEANOBATIHE SN Tw b,

9.6 X3

BALZVWZEDNET L, BIWER (5 ) TH
i ~OBAT K OV AV o R BB ANHIH] sy X T

W

9.7/1\2

MNREE R E LA etz v L L2
IRABRIZFERE L T2,

9.8 S E

i E TIBAEIR (HE%) ORMPENDL BZN
Wb [8.5, 11.1.3 ZH]

10. 8 EfEH

ARFNLFE L LTUGT2B7IZ & 2 7 v 7 a > fda & A
2T 5. [16.4 2]

JEETRIL)

R BRI - BEE | B - GRET

RGeS RIMFED BRI EET 5 | MR T (A

A VA v Tk B AVA) v | RERLBELY
ZNWEZ VI L TH WE ANKZVILVT | B,

FTINY v REH
C7 T4 FREH
a-7Vayy—YiE
#

R A ¥ A Vi
TeAER]
GLP-1% Ak s
DPP-4[H£H

45

(11.1.1, 11.1.4 ZH]

# EREA 2 V5
IMER ICLP-1% %
UN(EIE Ol ik
bk, Pl L EgER
WREIZBWTA VA
VAR RET AHA,
ATV R=v %0
AU NEE A0, BE
DREIFETAHI L,




11
11

*11

11

R 2 BRGER - BEAE | B - GhRET
AR TR % 0565 2 | IFEEZ OB G OIRGE | MR R T 1 A3H
HH ETABELRAORG | mENABELY

B -ErEE THZE, H5o

) FOVEEF

73 VEBALEERM

EH

7477 — b REA
MAERE TR % 55855 5 | A2 OMEE OIKEE | HEEE T 7EH A
HH ETABELRNORG | BINLBEY
RIERERVEY THIE, Hho

HURIE AV >~

e

FIRIERZ AT %A | FIURIEHASBEICA S U | FURTEH S S
V—TFIREE ABENRH L0, b | WABEWYH 5,

FA4T7HA FRARE
P

[8.5.9.1.3, 11.1.3 &

FIG CAREO M =2
BT LR EEET
to

]

1.2

EIfEH

ROFWERRHSbNL I ERHLDT, BlEs T4
ATV BEDEZD SN I3RS 2T A %
EWY) R ALE T T &,

A EALEIER
AV EmEE (1.0%™)

IRMAEEIR 2RO SN2 E 121k, BHZ & REMmE
BT 5 % EWEY R LEZAT) Lo 72720, a-T
a vy —BHEH & OBFHIC L) I REIRAFED &
NIHEWCRT FoEeHGv5 2 &, [7.2, 8.1,
8.9, 9.1.1, 10.2, 17.1.1-17.1.14 2]

BREBX (01%). SBREHRUREEDIRFEEHER
#® (ZIZIRE) CGHEAH). BIME GHEARY)
B E A BT R R B OB R (7v =
THYH) 2d 5 b BUE BEEY 3 v 7 2 &8)
WCELZ DD 5B, (8.4, 9.1.2 1]

A3 8K (0.2%)

M. ZJIR. R, MERTEOERD S 5 bk
AEEDN DY A1, IRER R OB Y) 7 W iE 21T
9 Z ko BRIZH] &b & AT ZE & & o iliAR - ZEARAESE
ERB LB HRE SN TS, [8.5. 9.1.3, 9.8,
10.2 2]

A A5 N7V R=Y X (BHERH)

FRTYR=V A RS b TV F— Y AR D)
WHobh bbb, [7.1. 7.2, 8.6, 10.2 1]

A533vy 7, PHF745%— (WFRLHHEEARE)
FED) KGR E COEMNOERAER (BoBIRRE & O L v

&) OFBERIZED VTV,

.2 ZDEDRITER

S%ULE| 1~5 %Kil 1 %A FEAH
I Je O 7% A
AkEE
[ R I M 1
BhkE f T B BB | ek
PR, IR,
Wi, de, Bl
EFBER Fig, R | 225 B B TR,
GRITHE b iy
TR AR FHREERT, IR

14.

14

15.
15.

16.
16.
16.

5%E| 1~ 5 %k 1 %A AN
JEYIE Rt s BIRERS, Ty ~
VN, MER
WE a1 Fh=vA
=4
AR O iR kN
gt Hib
R EE FERFE = 2 — 18T
-, FEED TV, B
P F . GG, EEH
Jik
BROREESE | K | SR IRERH ., BHRIE
AN OB 2 9 i
fE
I, Mg T FRAEDORSE
UMHithaRE =
FeRi RO T 5 X5, EME. £
G B 7O
MEREE I
R JRfg,3 70 | )R B-NT7 £ F VD7 Vv
VAV M s b N e ) | NS
I M b | B, R T VTS
kM /U VTF
L R b AR
Rdg,3 70707
VM, IREHEm

2) BB EZ CHEBRLTwD 2 eh b, #57%I1E
To RS TV, FERD A SN E 3RS 2 kT
B E L. BTN U CTEEREME & AR L TRz
WEZETH &

RARRERRICRIETE

AFNOVERBEFIZ &0 ARBINRAH P TRIE B 1, M
15-AG (15-7 e RFaz iy h—) KiEZRT, R
HE, MELS-AGOMAMEFIE, Mz bo—Lros
e O RN

A EDEE
A ERIRAIFDEE

PTPA% OHHKIIPTPY — M2 5H 0 L TIRAT A
FARETEZ L, PTPY — FOEMIZE Y, TS
A EERE AT A L, FIZI3ZEIL%2 B2 L CHERm
HEFEOBEELREHEEZHET LD S,

ZDMOFE

2 FEBERRERICE D 1B

M » MIIAFIL25, 40, 125, 250mg/kg/H (250mg/
kg/ A BEIIMED A CHERE) % 1048 I SAZRE %5 L 72
S A BRI B Vv T, 40mg/kg/ H DL B o Bl OY
125mg/kg/ H LA b o> i C B #6 2 o #8 Al g i o 38 48
BEHEINDEED SN 7ze T v MARF4A0me/ke/H ()
Wix125mg/kg/H (M) % RAEREIIHRS Lz L 20k
#m (AUC,y,) &, s KERRIESEH= (1 H 1 [100mg)
DFILORE NZHI60RE Td - 726

Y EhRE

1 AR

11 BERA

TR SIS AH] 1 ~300mg™ % 22 B [l 145 5- L 72
EE L IMBERRBACREE IG5 1 ~ 3 B CCmax|Z %
L. ZO%ERHITHELY,



B3z 5o A rp 3 B RE/ S T X — &
Cmax Tmax tie AUCinf
(ng/mL) (h) (h) (ng-h/mL)

18+4 0.75+0.27 | 435+1.05 59=11
54+16 | 092+0.20 [1001+228| 245%35
174+14 | 092+020 |1334£499| 855+168
524+103 | 158+1.11 |1243+505| 2896+ 363
1392+423 | 233+1.21 [11.71+200 | 9696 * 2242
3421690 | 260+1.34 |10.34*1.59 | 27299 + 4622
CP3gfil = e fRE)

H
)
3
1S}
vlo|lo|o|o|e

(2 BUKEIRIR)

16.1.2 BEE S
2 RUNEIRIR B E (861) 12, ARHIS0mg % £ HiH [\l 5
%5 L7z & & o R EEHERS I O B
BT A—F I TREVOTEDOEBY THBY,

(ng/mL)
1500

E
S
(=3
o

500

MmgpRELAKR

Oe - - . * - °
0 12 24 36 48 60 72 (h)

B fE
ARFKN50mgH. A1 G- IF O [ML4E Fh 28 A LRI BE HEFS

ARFNS0mg HE A H25-FF D M AE S B RE /X T A — &

4 Cmax Tmax tie AUCinf
1 (ng/mL) (h) (h) (ng-h/mL)

S0mg | 1045348 | 143+186 | 1497+458 | 4821 +1558

CTfl= il %, n=8)
16.1.3 RiE#®RES
2 BB AL (BB 9B (ARHIS0313100mg% 1
HO1 M4 H B ARRAER IS L e & mide 54
D Cmax1$1225% 1F2030ng/mL. AUC,,, 34808 & T
9213ng-h/mLTd - 727,
(1 BUFEFRTR)
16.1.4 R1EHRE
1 B SR B (KFE10. 12301310610) (2A#I25, 50
N13100mg#% 1 H 1[04 H f &R AR OG- L7z &
| RS % 0OCmaxi3694. 1400 0°2680ng/mL.
AUC,,,132510, 5790%% 1810600ng-h/mLTa - 72",
16.2 TRIY
16.2.1 £¥=FRF HZR
R AT e (1461) 12 AKI26me % Ze I 1 Fef 45
IR I 5313 100mg % Z2 I8 I B g 4% 52 L 72
LA ATTT) 70T Y OHHINA FTRA FEY
T 41390.2% & 1 < AR ORI BIF L % 2 5/
MEAT—%),
16.2.2 BEOXE
ERER AT (3061) 12 ARHKIS0mg % Z2fEIE, £IRT
IS ERHEREIR G L &, BEERS T AR
Hi %5 - O Cmax & NAUClast D 341 35 e (90 % 12 18
X)) 13123 (1.14~133) K% 07104 (1.01~1.07), 2z
JEE 5120 5 &R S O Cmax Jz NAUClast D 7%
i3k (90 % fEHEX ) 12082 (0.76~0.89) K U*
100 (097~1.03) T& - 77

16.3 %
47570 70V OISR EHIZ946%~96.5
BTHY, FE/KEGEAEIIT VT IV Tho7297
(in vitroztB%) o

16.4 {3t
475 7)7a Y EFRICI Vs O S RE S
. e MIEERIZIE 4O v 7 a VR E B A
FHHNY, . 1 HOmREA B
DN AT T 7Y 70T OFERBEEFIZTUGT2BT
T& Y. UGT2B4., UGT1A8K UF'UGTIA9Y %53 5
ZEAEESNY (in vitroRER) o [10. 504
A7 7070y OFEFECYPR OUGT S/ TR A
5 HEVEHIZES <. CYPLIA2K 'CYP3A4IZK ¥ 5
SFHEEH I3 ALTRE D572 (i vitroiER) o

16.5 HEitt
475770 dP-gpDIETH 572" (in vitro
AR o
B B B N B PR L2 AR 1 ~300mg % 22 i IR B[] 556 11 ¢
BB zb &, REEORPIEERIZH 1 % TH -

1

R ANB M (661) 12'C-4 75 7)) 7a Yy
100mg % Z2fE RF HLIAIRE 145 5 L 72 & & $5- 74481k H]
F TR (844%) DOMGTREDHEM S L7z, 25
14405 F COREHRED IR Hp e S FEpHEIE SR I 2
ZN679% K 0327% (£711006%) THH . #*5 L
TREBED 12 & A SR AP T TR IR S L7z, 1T
SRR E e o 2 BHEAT— %),

BB ENEREETIESE

16.6.1 B EEETEE
EREREORED R 2 2 BIFERIEEE (2561) 12, &R
#I50mg % FRTHLAE OG- L7z & &, BiREIEw A
FH (8P TR T AW HAEEIE T ES (eGFR:
60mL/min/1.73m* . _F90mL/min/1.73m*# i, 9 %)
D Cmax M WAUCInfOEMM I (90%EHEIX M) &
112 (0.83~152) &% 08094 (0.69~1.26) ., 45 & B b ik
N #% (eGFR @ 30mL/min/1.73m*LL 60mL/min/
1.73m* ki, 8 #1) ®Cmax % INAUCInfo> #4135 e
(90% EFX M) 12117 (0.85~1.60) K U1.21 (0.89~
165) Tho72? —Fh. BHRIEORENER L 21
FE R R I ARAN100me % ZR IR RF B R O G- L 7z &
X, BRI EERE (861 1Ixd 2 EEBREET
B (841) OCmaxk AUCINIOEMTIGH (90%
BIEKH) 13105 (085~1.31) K& U147 (1.12~1.92)
THho? (HEAT— %), [6.1. 5.2, 9.2.1,
9.2.2 ]

16.6.2 FTHEEEIR T B &
&R (Child-Pugh/ B, A2 7 7~9) OIFHHhE
R (861 IZARHKII00mg % 225 R H [a] 78 1% 5-
L7z& &, fEERA (861) 1205 % P& ITHREAL
T HE DOCmax L NAUCInf D& I (90%EHE X
) 13127 (093~173) & UF1.25 (094~166) TH -
72 (EAT— %), [9.3.1 5]

16.6.3 SihE
TR 70wy (2501) M OVFEES (2460) B2 A H
100mg % AR AR OG- Lz & &, JEmimd ok
5 B DO Cmax & NAUC,, DRI (90%
EHEIXC ) 12099 (084~1.16) J U121 (1.06~1.38)
ThHole —H. FEEgEicdy 2 EkLtEo
Cmax L NAUC,, M35t (90 % FHXH) &
125 (1.06~149) 18145 (127~167) Tdh -7z (4t
EATFT—%)o



16.7 EMHEEEHR
16.7147557) 705 o RIZTEE

4757 70T ZLT O oS EIREIZ I S 7
B R RIZE iroTz,

PHET)TF IO A RN I Y 35 b=

N2 EF ) g0 ) ) $P0 35
1= F2>\ AR B Fx)z)

16.7.24 7270707 %388

uTm%%i4777U7u//@%%@%t%%#
LEBERITS R o,
ETYTFIIY 15y b=V BTy sy

%)16)
N

v F1) ALY RO 25 =

¥) SHEANT—%

16.8 % Mty 17
16.8.1 EH%E (RPJI 31— IHHE)
BRREOREN R 5 2 TERAGEE (256)) 12, &
FI50mgx AT H RO S L&, 1HHH O

JREp 7V a— AHEE DO N— 25 A VS 0B i
EREREIEE BE T, BEEERREKTERTY
6lg, MEREEERAEIE T RE THR38gTH 1) . BB
THEETE,-72% —F . BHREEORENRL 5 2
HIE IR B | 2R KN 100mg % 227 5 B IR 1% 5 L 72
L&, 200 B 720 DR 7V 3 — 2R L, BAR
”Eﬁ$%fﬁwg(N~X34Vﬁ1%lQ THho
WZxt L, EEEERARI T A TIEM12g (RN— 2R
74/ﬁ-m2g'f%otWﬂEAF—7%
) AF OKRE 7z 1 EIE50mg G EA T4 a1
100mg% T) TH5bo

17 . BRERRCHE
171 AR VUELMEICET 38R

Wt o 3 Bk 4 LOCF (Last observation carried

forward) %@ L7z

( 2 BUFEFRAR)
OB MEL
17.1.1 ERE I _E 5L EGELER
BHE, EEEEOA TR D > s O — V3R +4
7 2 RUBE R B E & xF 5. ARHF (125, 25, 504
100mg) ™ XiE 75 K% 1 H 1 [12BE %S L7z
HbAlcff (NGSPfE) DON— AT 4 ¥ h 5 il
FCTOELEIZONWT, T TR (696]) & Ok
A O [95%F X ] 1325mg (7461) T
-097% [-1210, —0.721], 50mg (7261) T-1.29%
[-1536, —1.041], 100mg (72ff)) T-131% [—1554,
—1.060] Tk - 72", (RIHERERORIVEA S E 413
AH100mgT14% (726804 1 61). A#]125mg. 25mg.
50mg. 77k AIE0 % (7AB1, 74, 7261, 69%1
0%l) Thoto [11.1.1 %]
1.2 ERENHE S5t
g, EEEEOA TN T > g — UHvR+45
7 2 BUBE PR & X RIZ, AFISOmg i 7T & R
1 H1EI6EMES Lz, #ERIRFDOEBY TH
o 721 A A R o0 1 3 B4 13 AR H150me
7T ERTENRZI0 % (6261 0 B1) T80 % (67
B 0fl) THhotzo [11.1.1 ZH]

17.

I~ EERULBGRER DR AR (RACEFAR)

HbAlc (%) ZEfERsMAE (mg/dL)
N=RFA V| R=RTFA 7 | TIELRED | A=RF4 7 | TILRED
Gt OFHE | POOEE | HERATEE | po0%(LE | BRRATIME

(kR | oTHE 0# O 0
(R | 9% RRIRHD| (BRE) | 95%RERRD

77k (=67) | 825 (067) | 034 (1003 | — | 63 (3006) -
Hflsimg (n=62) | 840 (0857) | -076 (0697) [_1_53;"2_4;‘9502 -402 (3339 [_5;535?;‘10]

VIR (G A2 ) — = 2 7 BAGTT 8 JE LA o MR T
FHGOFMEINR— A5 4 » OHbAlci % EFVIZED)

b AT 58, A7) — = 7 HIBMHT 8 38 LA o MUpERE T
G OF PN — AT A ¥ OZEEREHHE % €7 V2 &)

# 1 P<0.001

A.3ERRERSHER (2418)

FHBEE, EEPREOA TN >~ b O — V2SR5
7 2 BUBEIRSEEE (17460) 2 xfR12, AFI50mg% 1
H 1 248 #%5- L 7245 5. HbAlcfli (NGSPE : *F
IME £ HEHEIR ) OX—2 T 4 >~ (765+0.663%) 75
AT £ COEILEIL —032+0671% Tdh - 727,
IS RE IR O WIVEH 28 BLE 41317 % (17450 3 1)
THote [11.1.1 5]

A4 ERREERSHE (5628)

BFRE, EEPREOA TN » O — VAR5
7 2 TUERR AR (18261) ZRRIC, AHIS0mgIIE
100mg (&) % 1 H 1 [m52:8 45 L 7285 58
HbAlcfii (NGSPfi : 39l + FLEEMRE) ON—AF
42 (793+0.791%) 75 ARG £ T2 bmid
—051+0806% CTh o720 F7z. HIRRFI K O AREK
2B AMENCHE VT, ' - BROKRGICL 2%
BRI A S NI o 722 o ARIBEHAEIR O R 56

-
BEIE1311% 18260 2 ) TH - 720 [11.1.1 ZH]

OBFREZE (X bRV EFTVEY L, RIKRZ
Iy L 7ElE O REER)
17.

1.5 BN E 5k HEEE R

AR, EEREICMZCTA MRV Y, EF Y
. ANVARZIVY L THITIHE T > b a— U2
T3 70 2 FUBEIR RS A R RIS, ARHIS0mg X1k 75
LAR% 1 H 1 24AMES Lz, #REREOLBY
Td o 72272 G FIREE S BT B A MU fE IR o Bl
MIEBEA IEAFS0mg K T T L RTENRENA b
RV CHEHE0 % (11261d 0 #1) %050 % (5641
moBl), ¥r 7y s o RREEL0% (9761 1 61)
o0 % (541 0 Bl) . Ak = vy L7 FIPE A
0.6% (1661 1 #1) K& 11.3% (76610 1 61) Tdh -7,
[11.1.1 ZH]

ANENVIV, EXT)F Y, ANVEZ LTI LTHRIED
BERBBROAE T (IR RF)
HbAlc (%)
B R=ATAL | R=ATA VDS | TR DT
54 v OFEE | OZALROFIME| B ATEED
(BEigfma) | (BEdE(R) [95%(Z HAIX 11"
A NRNV I R
ARMKVIY 838 038 B
HpdkG (n=56) | (0.738) (0.708)
ARHIS0mg % - 825 -087 -130%
(n=112) (0.719) (0.655) [-1501, —1.095]
Y75 R
EE A 839 022 B
HA 5 (n=54) (0.644) (0811)
AHS0mght S | 824 -064 -0.88*
(n=97) (0.670) (0.609) [-1108, —0.648]




HbAlc (%)
Efﬁﬁﬁ NR=AFTA | NR=ATA P TTLRE D
racniid YOV | OZALEDTIHME| A TYED%E
(Befm ) (Btefm) [95% /5 X ]°
ANk =) LT FIBE R
ANEZ VT LTH| 834 032 -
HAuz 5 (n=75) (0.727) (0.963)
AHIS0mghf i 5 8.38 -083 -114%
(n=165) (0.641) 0.717) [-1.348 -0936]

a GHHT (BGHE, N—2 54 Y OHbALCEZ EFIVIZED)
=1 P<0.001

1.6 BRI S HER
15217.1.50 " E G ML EGBRE T %, AHI50mg X
1Z100mg (B=M) % 1 H 1 [R28H K (&E52H M)
Hefed G- L7z HbAlcfli (NGSPi : 39l + fE (R
) DON—= T A 29O IRHEHIIE F TOELEIE A
MRV R L2 (11261) T-095+0671%-

YA 7)) 8y 2R L8 (9761) T —0.74%0.694%-

AWK =) L7 H R LR (16561) T —-0.84
+£0.714% Td > 72272 AR AMUHERE R 0 BIE 5 B
BEA MRV UHHEE0 % Q126ih o), ¥4
) & U BEREFLO% (978 1 f1) . ANVAR= v L
7 HIPEEE30% (1666H1H 561) TH -7 [11.1.1
2]

OftE#EZE (a-7 )32 4 —EAEHR. DPP-4REEAI.

17

O

FFI)Z REDHARR)

A7 EABARE

FHE, EEEEICINA Ca-r Vv a L ¥ —EiE
#). DPP-4fHEH], 77V = FCIfET >~ ho—)u
HIRA 557 2 BUREIR I BB & A R2. ARHIS0mg X 1d
100mg (MK % 1 H 1 \528H %S L 72. HbAlc
i (NGSPfli : Ml £ EH#FE) ORX—=RF A ¥
5 REHEE £ TOZLE da-F Vv a Y ¥ — PIHE
# %t L 728 (10961) T-082+0.712%. DPP-4
FHEH % fFH L7228 (10561) ©-081+0617%.
F7) = R L7228 (11861) T-0.75%0.720%
Thot: (R—=ZF A4 IZFNZFN, 796+0820%-
784%0767% 799%0801% Td - 72)® ", (& MLk
FERDOEIEH R E &L a-7 )V T2 ¥ — VHEHRIE
FHIEO0 % (11361 0 1) . DPP-4BH % ff H 509 %
Q061 161, F7 7)) = FEFHE25% (1226 %
360 ThHorzo [11.1.1 BH]

BEREE (1 > X 1) D8I & O RRER)

17.1.8 BN _E SRR

A YA CEFIRMED I A > A B L DPP-4
TEHI & OPER (f A 8F] R, EEah Rl
it REMOWFRpHA ZEH, 1 H¥G=d 8 AL
DLEAOBAZLLT) I D > b o —vad A5 7 2 7Y
Wi PRI B 2 WSR2, RAIB0mg XL 7 7 KR%E 1 H

1 E6HEBIES L7 HRIKREOLBY) TH o722,

BE R B 2 AR AE IR o0 BV S8 3 B0 4 (3 ARH]
50mgl OF 7°5 & R TEN21291% (17561 F5141) |
14.9% (87FIH1361) Tdh o720 [11.1.1 28]

A 22 PHGE DOPF RO R (RAEFFIES)

HbAlc (%)
P N=AFAL | R=AFAL V5| T TR DOFE
YOV | OZLEDTHE| BHTHHOZE
(Befm ) (Bt R ) [95%fF X 1 1
LY Ay Y 862 027 B
Hpax 5 (n=87) (0.86) (0.65)
AHIS0mghf i 5 867 -0.79 -107*
(n=168) 0.77) (0.66) [-124, -091]

17.

a: gttt (FG8#E. X—AF 4 » OHbAlcfl. DPP-4FHZE#] i H
DA R EFIVIZED)
# 1 P<0.001
1.9 BRI 5 =5
L5217.1.80 ZH EMIILBGRERHE T . AKI50mg L
13100mg (MR % 1 H 1 [m1368R (A FH52:80) #k
Wit 5- L7z HbAlcfli (NGSPHE : SE¥gfl + fik (R )
DR—=AF A 79 b i#aHiliR E TOZfb=1% -083
£0.72% (168%1) Th o 7-*, {RIHERERORIEH %
Bl 413360% (17560H63%1) Th o172, [11.1.1%
1]

OfitAfEiE (GLP-1ZRMAEENE & O ARER)

17.

1.10 ERH B ER

GLP- 152 % R Bh 38 B 1 L GLP- 12 2R E B e
EANVKRZ N LTHEIE O EECIED > hu—
WIS 43 70 2 RBE R R B (10361) ZxfSic, K
#50mg X 12100mg (W) % 1 H 1 [a52:8 3 5
L 72k H. HbAlcfii (NGSPAli : P39l + 12 ik R )
D=4~ (881+089%) 7 b I #EEANG ¥ T
DEALEIL —092+0.80% TdH - 72" ALMLBEAE R D
BIVE I 58 B A1387% (10361 H 9 BI) Td - 720
[11.1.1 2]

OBH#EBETEETONR

17.

17.

1.1 ERZEEMRHEEHER

BEHEE, EEEED L Za-7 Vv a Y ¥y — B IHEH],
Y7y y, AVAZ Ly LTHITIED > o
— VA4 0 (eGFR : 60mL/min/1.73m?*LL
F90mL/min/1.73m*4ii) 7~ 5 & (eGFR : 30mL/
min/1.73m*l_E60mL/min/1.73m*5ii) O EHEREIL T
AL 2 BUBEIRIGEE & RIS, AHIS0mg L1k 75
YoR% 1 H 12435 L7z, #RITRED LB
ThH o 723 ARIMUHERE R O BIVE I S B8 413 A%
50mght N7 5 £ R TENZ R EREEK TRET
0% (B1EIHOF) KO0 % (23FIH 0F), rhaps
ERREN T EE TL7% G8FIH 1H1) U0 % (23
Bld 0 fl) THo7zo [6.2, 9.2.2, 11.1.1 ]
EHEREG T S CO M E RIS R (R EER)

fk BE~HEE) B R
HbAle BREETES BREETES BRETES
(%) T AHBmg |79k AHSmg |794#| AH50mg
(0=46) | (=118) |(@=2)| (n=60) |m=23)| (n=58)
&;%%7 75 752 757 45 g 75
o I (0, ) 1554) ]
(i) (053) | (05500 | (0523) | (0485) | (0554)|  (0:605)
R=RFA Vb
-017| -042 | -026| -05 |-009| -028
DELEOFHE|, o )
(i) (0516) | (0514) | (052) | (0397 | (0507 | (0581)
75 R RE O b b
o -025° -035 -017
BEAEYEOE | — - . -
(0596 K] [-0415, -0080) [-0545, -0153] [-0449, 0103
3 - | P=0004 | - | P<OOO’ | - | P=0215

a: LGOI (58, N—2 54 » OHbAlCE K 'eGFRD 7 7 T
V= ETNMIIED)
b 5T (RS, N—=AF 4 > OHbAlCflE% EFMIZET)

1.12 EARS#EIRS

FREL7 .1 11O ZEEMR LB T, AHI50mg X
13100mg (BEEKE) 2 1 H 10128 (GaT52:H) ik
Bidk - L7z HbAlcflE (NGSPAE : Pl + BEHE(F )
DR—=AF A Vb i#aHiR E TOZEfb= 1L - 044
£0595% T o 720 BHERENIZ T 7 7V — TN L
TokER, R EAAEIT EE Tl —054£0478%.
SRR B TI1E —03320684% TH - 727,
AR O BRI FE BI A R R R IR T B T
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17.

6.6% (6161 4 1), HhEE R RERRIR T 3 CT34% (58
Bl 261) THh-7z. [5.2, 9.2.2, 11.1.1 K]

(1 BURERRR (BFEREE))

A3 ERFENE_SEEREERER

A YA VEFITINE T > b a— VA5 7 1 B
JRIFEE % RIS, RFS0mgXE 7 IR % 1 H 1
24P G- L7zo BHHASETH DA v A Y EH O
HE1Z, BRHBABEIZ, X—2F 4 25 6 ARETO
BERICBIT A4 A1) YK O 1 HEGS 8205 15%%
B DI LIRS NIz, FBRIIKEDOEBY TH-
72% o AR IMUHE O BRI 5B 5 A I3 ARHFIS0mg i OV 7 5
L RTENENIT4% (115F1F11261) % 1885.0% (60
BIH51H]) Tholze T2, E=ZFHONIDLIELR L
MUEE K O BRI 38 B A 13 AR HIS0mg i OV 7 7 & R
TENZN0% (11561 0 1) KU 1.7% (6050 1 1)
Tho7zo [7.2, 11.1.1 1]

AL EEHRILBGBROMR G iRAF(iRE)

HbAlc (%) B4V A) Y1 RESE ()

N=AFTA|N=AFA|TTHRE [ R=RA T |R=ATF A |TT¥RE
pam |VOTHE YO0 |\ OREFEA ¥ OTIE VL0 | OBREFHS
(PR | ZILE0 | THEOE| (HERE) | &0 | THEOE

Pl | [95%EE Pl | [95%EE
(iR | XM (EiefRE) | KM
TR 86T | -0.11| 5048 | 063 ~
(n=59) | (0.79) | (0.64) (2495) | (452)
51;1 868 | —047 { 70527 4924 | -664 Ez?osa
ey | ©8D | 074 | T Tl (2258) | (622) | oo

a: WO (G5B, N—=2F 14 Y OHbAlCEZE ETFNVIZET)

b GEOH GrGHE. N—AFA Y OEA YA Y HEGREETI
&

* P=E'0.0(;1\ wx 1 P<<0.001

1.14 BEAR IR GEIR 5 AR

LRE17. 1. 130 ZEEMILEGRERE T 1%, AHI50mg XL
13100mg (W) % 1 B 1 028 (A FT52:EH) #k
fefx G- L7zo HbAlcfE (NGSPl : FI9MH + R #5)
DNR—=RAF A ¥ bitatiliks £ TOZfbE L -033
+0.72%Td - 72" o AKIMKE O FIVEH SEBLE 4 13100%
(A15F1H11561) TH -7z HEZFE DN LE 2K
MUBEE R O BIE I S8 3 H141309% (116619 1 61) T
Hotzo [11.1.1 B]

F) RHOAE SN L HHEII0me RT3

100mgF T) TH 5,

18. FEpEE

18

18.
18.

A TER%E

Na’/Z7 v 2 — A % 3 /K (SGLT : Na'-glucose
cotransporter) (&, Na Oy A% KB & LT
VI — A EMBAN~NEEE#%T S T v AKR— —T
Hbo b MIBIFDHSGLTL ESGLT2OEEEIC DWW T,
ML 2B S 7V 3 — ZAWIPUESGLT1AS, BT fr
JRAE BT 5 7V 3 — ZFIUESGLT22s,. Zh
FNFELBEEEZHSTWA I EDPHLNII R >TW
B AT T 7aY AR RAE 23T S
SGLT2% M L, M o % 7 v a3 — R &Kyt
RS 5 2 & CInAERE TR % 5845 %,

2 HIB{EF

2.1 & FSGLT2REZEEHA

477 7aY  id, & FSGLT21Zx L CEIRDY
ZHEEN 2R L, 20O50%MERE (IC,H) %,
7.38nmol/LC & » 72 SGLTILIZ % 3 5IC,MH X,
1880nmol/L T - 72*" (in vitroBRER) o

18.2.2 R 7L 0 — ZFEMIBEFA R U MIERE T EA

A7 77T i, EENY YA, = aF 073
K/A NV T N b2 VB SRIERE 2 BN RI~ 7 AR
O 2 B FRIRKK-AY~ ™7 A2 B\ CHLALE #5512
£ Y RG24 M £ CORMERF 7OV a3 — ZHRiE &
mmEesY, F 4TSIy TaY R, Thb
D7 AN B THIARE OS2 & 0 iR 284 &
B MBS LA 2 8H L7222 5o, 47927 70
2% 2 BURERIEKK-AY~ 7 235 0N2db/db~ 7 A2
BT, 101280 o AEZOHS12 £ Y HbAlc
TR %2R L725%,

4757 ) 70T 0%, AL R MY VBRI R
PEIRIK 7 v MCB W CHARE %512 & ) $e 524
M E CORBRT 7V I — AR 28NS, 7L
O — ZEHEMBOMEE EA A2 L2, HI21H
1 28 H i o AR #5512 & ) HbALC TR %
LY,

2 RUBE IR B % F 52, AHI50mg, 100mg3 it 7
YR R% 1 H1M4HMES L& 2A, RE%ES#
2B TR G 424050 £ TORMEIRF 7V a— A
PEME I NR—= 2T A oI L 72 72, 22N
HEIZR— 2T 4 2 hHEA LY,

1 RURE R B E & R R IZ. AH125mg. 50mg. 100mg X
79 R% 1L H I RAAMES Lz 2 A, RAE
BRI BTG 5 J O 5 524K F To
BRERP 7V a2 — AHER IZ N — AT A S BENL
7o 7o ZEERIAEEIZ R — 25 4 Y bigd LY,

19. B ACET 2IBLFHAER

—fgb AT ) TaYy -7ay v
(Ipragliflozin r.-Proline)

1t54 © (1S)-1,5-Anhydro-1-C-1{3-[ (1-benzothiophen-
2-yl) methyl]-4-fluorophenyl} -p—glucitol-
(2S) -pyrrolidine-2-carboxylic acid (1:1)

faEs

H  OH

5353 CaHaFOsS - CsHoNO:

45 F-i 1 519.58

B #9205C  (4fR)

AT TaY Yy L-70) S~
O IHERTH L. I AFVANEF Y
FIZETR T 28 7/ —)b (995) 1212 L.
KIZIZE A EBEIT RV,

AN SHE S od

R ) A 7 AN 2 SFRED b EYIZE/T AT L.

22. 3%

(ZX— T Z§E25mg)
1005 (1088 x 10). 140%% (14%% < 10)
(X — 7 Z$E50mg)
100%E (10%€x10). 1408 (14%E < 10).
30088 (/N7 . BEEEFIAD ). 5008E (108E x 50)
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1.8 WfHE (%) AstraZeneca
— %4 AT TuYrTav LY a— K

F18 BHEREFTRERRUCHMIXEICEAT 51ER
— WL ERT Y TaYr a7 ) a—uKn
e |

1.8 HRIITXE ()
T4 2 —HO%%

KEBHIFLH S NG RITR DHERNTT A N T B W RASHITRE L E 3, o FERTOK
R S KERONB ZMICHRT 2 Z L3N TVET,
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1.8 WfHE (%) AstraZeneca
— %4 AT TuYrTav LY a— K

EPN

BB B R ettt ettt ettt e ettt n e e eaens 1
B R ettt ettt ettt e ettt a ettt ettt et en e s aeae 2
B B R U P AT E B TR oottt 3
1.8.1 SEERIZNR (B) RUZFDRERI ..o 4
1.8.1.1 == 5 Y = RSOOSR 4
1.8.1.2 EERIFNRICEDHET B5EE () oo 5
1.8.2 FZERURAE (R) RUZDRERI .o 6
1.8.2.1 By A 0N = =T €= =3 LR 6
1.8.2.2 FZERURAEICEET DEE () oo 7
1.8.3 FRLDEE (B) RUZTDRERM ..o 8
1.8.4 b 9=~ = = R 15
1.8.5 = R 15
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1.8 WfHE (%) AstraZeneca
— %4 AT TuYrTav LY a— K

BERVEMAE—E
AR CHEHT AKGEN OFEMHFEZ L TITRT,

BERUVEMAE FAEEDEREA

ACE Angiotensin-converting enzyme : 7 > VAT L UL HARESR

ARB Angiotensin II Receptor Blocker : 7 > VA7 >3 11 2R HLEE
CKD Chronic kidney disease : 12 & g

DAPA- CKD B D169AC00001 75k % 59

DECLARE D1693C00001 75 (DECLARE-TIMI 58 #XB%) %59

DKA Diabetic ketoacidosis : $ERHS 72 F— &

eGFR Estimated glomerular filtration rate : H£ 5 % ER ARSI &

SGLT2 Sodium glucose co transporter 2 : = kU 7 A« 7L 32— 2 ILE(K 2
T1DM Type 1 diabetes mellitus : 1 BUfEFR 5

T2DM Type 2 diabetes mellitus : 2 B R Jp

UACR Urine albumin-to-creatinine ratio : JRHPET7 V7 I /7 LT F=0k
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1.8 WfHE (%) AstraZeneca
— %4 AT TuYrTav LY a— K

1.8.1 MRERIFHR (F) RUZDHRERL

1.8.1.1 $hEeXIEHE (F)
WREX IR () ZUTOLBVFEE L, (FEEEM)
[ZhtEe s ixsh 3]
2 AW PR Ipi
1 AU PR 9P
T&PE A4

L. B A EDOEREREN R AT TV BEITRD,

18 P R Ml
2L KBRS TSN TR O BE kR,
[EXEARHL]

AHFEIL, EBRIERS O DI69AC00001 B (UL T, DAPA- CKD i) 1233 b0 TH
%, DAPA-CKD #BlZ. CKD (eGFR 73 25 mL/min/1.73 m? LAk 75 mL/min/1.73 m* LL FC, 7 /L
7' X VR [UACR 78 200 mg/g LA | 5,000 mg/g LA T ) ZH T 244 H 18 Ll LD FH ML O tto
T2DM & 0F AFHERIIEG DR R T, EFAINCEER TRUWR Y ACE BFHEAIXIE ARB % Visit 1 @
4 ERBILL BRI D BE ORKIM & TER 22 MR IRA L T BEEZMAANTE Y,
T2DM & 0F M ORE PRI IEG DR B % & T A G e BEE A 7 — U R VR IAR B 5 72 5 CKD B
ERRELTND,

DAPA-CKD 7l D = 2RI H K& ORIR AR B O AT #E R 1T, BEERRR BN L 7oA A
10mg 1 B 1 [E1#5-28 T2DM OAPFOF A [# 57" CKD & ICH 1T 2 BHRROIK T, RKEIE AR
DR, B, DIEE, DARICL D AR, KOS T GERZMDRY) OURT %
W+ 252 LaER LT (BEERHBAIRD 2542 18H) , X 52, DAPA-CKD o477 )v—7
fi#HT, D1693C00001 5% (DECLARE 35%) M OVE7R SGLT2 FRERIOE 7 7 R K3 BRD A #
TV AT, REIDOBIZEBIT DIREHRO—BYETT X TOHIPHD eGFR K TN UACR (2
2o TRENTWD, ZHHORFIL, DAPA-CKD BRI FEUED UACR O FRRE % E[Al-
TWENTFES TS NCERZR <, T2DM A 0F R OFEARDFO VT4 CKD B ITB N TH A
OB % XFT 56D THDH (BHEFHIAAKD 2543 1H)

AFNTHAEDOIEYEIRFI CTH D ACE LEAIL N ARB TR L1EHMF AL TCRBY., Zh
SOIAI L IIMSL U TERT D EEZOND Z Enn, EHERFEROIEIH T T CKD 2k
HAEMEDIFFS D, SGLT2 FHED ML NEIRIC <R 7 v M2 b 7o BT HEFIE, AR
BTOFT NI ULETNVa—2AOFRINERET S Z &2 X2 MEEORD L IR MmERAE RO N
R L CTRILT 5~~~ b7 Uy MEMMTH Y | ZHUT Lo TLfig Mk O Ik % & Tei fligas ~o
T IER A EIN A AJHEMEN H D (Stefansson et al 2020) , ITNLRAE TOF U o7 AFRIN
DILEITBARERIK T 4 — Ry 71280, BRERENEAZKRTSE, RPT7ALTIVEZETS
5, £, TRV TLAROIZ NV a—2AFRINOIKT &7 AT I VIR A EOWRANT K5 R
BECOMBBULEREDIKRTIZL > T, BliEOKBERFRENUGE S, BIMPEEE I S D aThe
M1 %H % (Heerspink et al 2018)
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1.8 WfHE (%) AstraZeneca
— %4 AT TuYrTav LY a— K

EHR Z L1X, SGLT2 FHEAIOERZBUCEE T 5 MATENIRE A 71 = X L3, BUEOREHEIRE T
% ACE PHEHI 1T ARB & IR BOMElTHH EEZLND 2 & Thb, ACE
EXI/ARB (T HENAROILIE 2755832 A3, SGLT2 PR 13 NHIE IR O IHE 2 7558 3%
(Heerspink et al 2018, Shiraishi et al 2003) , I ZEfF 1T H L H I, KAOTEZZ T TWDHE
BOTNT I U RZEPF LT T2DM H3# Tk, ACE BLEHI K X1t ARB & OOF #5044
2D 5T, [FIFREED UACR Y eGFR OUEZN R FEO HAL TS (Scholtes et al 2020)

CKD BEZHITBIT HAF O EEIEITEBAT T, DAPA-CKD RERICBWTHRD bNT-Lei 7 u
T AT, AR OBEIO LT a7 7 AL E—B LT\, [RERER CH- 22t o%aX
RO BN T (BEERHIAKLD 2.55.5 1)

£ AARNEHICB T 2AFOFIEITEEEN & — B LcBan A biv, ZethiconT
XEPA TRERBIC T & 72 28 WTER O Do o (EFRRHEfTE O 2.5.6 THSH)

LiEE Y ARNTHERSE ORI 0D 6T, KFEREEE AT — VR WHERKEEZET
DHEIKVY CKD B IZRBWTHRMEN S SN D & B X BIHE - R e MEMBNER] L& L
Too Flo. KEIBARSUIMEFFENT T O CKD BFIZE W TAEDOREITHE S RN &b,
o2 L. REBEAEUTSBITRATH ORE 2R<, | LREL,

1.8.1.2 MEXITHRICEET 57EE (F)

SRE SRR BT 1 () 2 TOLBOFGE Lis,  (FREREM. B0 i L)
&)

<IHHE LB B B Y >

| BBE R, 2 T RS

5.1 HEOBREREREE D H 5 BE XUTBHT T ORI A4 B E CIIARF o BERE 18 A3
FTERWED, BELARWI L&,

5.2 HAIEDBHEIERE O d 5 B CHRAID BN T (431451015 B ey ATERERS &
B TR OLEEEHEICHITT S 2 &,

53 AFNOWM LD 57> COFERIIEIROEARTH 5 BFRIE, EiREL 014772 b
TRRDA 3 RGEITIRY BET 52 &,

1 FUbE PR I5

54 AFNOEMRITH O Uit A o AV AApEE+ 34T o7 BT, = br—v
ISR RGEITIRD Z &,

P& A4

5.5 FEEBKHROLRT- T DRI D ASKD /MM OV EPEITHENL L TN 7Tz
b, EERHEOK T LizEBELOAeREIcHKETH L,

5.6 THRIREGR OIHONEZR L., BARBRICHZ AN OG- BE 0OW R (FGR, £
EERHRE) 2+l i L7 BT, BINEEARRT L2 L,

2 M S ik
5.7 eGFR 7% 25mL/min/1.73m? Kjifi O B Tld. AFIOBREER N 2 b ivze vV el GEME
NHbHZ L, AFFEERIZeGFR MET T2 22230, BHEEEENEN T IB8Z10H
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1.8 WfHE (%) AstraZeneca
— x4 AT TuYr a7 a— K

HZ LMD, BEOVEMAEEICHWT A Z &, eGFR A’ 25mL/min/1.73m’ Kii D A& &
R E U AR RER XS0 L T 7Ru,

5.8 TERERAS] OHEONEZEE L, BEARBRICGHAAN DN ZBE O & (FEE, §F
JHEK . BERESE) & o HRE L2 BT EERESR ISR A A KT A BT A2k
WRAZBEZC, WMICEEEERTLZ L,

[EXER#]

DAPA-CKD 5Bk D 5 SAE M M OGABR G 2 5 F 2. eGFR 2% 25 mL/min/1.73 m? K3 O BH Tl
KRIROFBE OV A EEIHW T 50BN H D 2 L AROE GBS L CIIERRBR O x5 8
YRZE 0BT OINERDH D Z &%, <ZhHE - DhRICBHE T 5 HEE > O ITRBW THEE L
i B SNl B e

1.8.2 RZERUVAE () RUZDHRERN

1.8.21 AZERUVHAZE ()

FEEOHE (8) ZUTOERBVRELE,  (FHEEREM)
[ HiE KO &]

2 TUpE R 953

HWE, RAZIZE X7 7y LCsmgw 1 H 1 EERAORGT 5, ok, W% A+
BAIIE, B E B LR D 10mgl B 1 EICHET L2 ENTE D,

1 AR PR 99

A LAY CBIFEOFRIZRBN T, B, RAIKIEF 7Y 7ry L LT Smga 1 H 1 E
BOEGT 5, 28, DRRTHSRGAEICE, RiBZ oI BZ2 LR35 10mgl B 1 [A)2H
BTHZLNTE D,

e AR A, 8 B s

W A E ) 7e v LClmg & 1 B 1 EEO#ET 5,

[EXER#]

ﬁﬂ@%%%%umglalﬁ&ﬁﬁmﬁéﬁi 2 B O 1 BBE PRI B I DN @ AR 4
BE Z xR E U R RBRE  OVREER IR 2 B2 8 U TR STl v, KBk
N ORI 72 BLE 0 S BIRICRBIT D SGLT2 FEMEMIX 10 mg TIRITHR A LERD EEZD
7= (DAPA-CKD B CSR9.2.4 TEEHR) , L7=23> T, DAPA-CKD iRBR Cix., ZZa&MEA IR
X, SGLT2 O KPLENHFH CEL2HEL LTlomgl A 1 [A#F5 238K LZ, TR, U
TofEmwmMELNTZ, (1) FEFHHEE & ORIKAFHGE H I8 W TARA] 10 mg O 77 RIS
KT DRI RSN, (2) 65 kLl B OVHERENZE L <K F L72HE (eGFR 78
wmummwﬁﬁﬁﬁ)ﬁﬁiﬂéﬁﬁ%ﬂﬁ“fxKﬂNMQ&ﬁ@EﬁﬁHEﬁT%U\%
T2 72 R EMEDBRERITFRD e oo 7=,

BHMEO FEFHLIA B & OEIRFHEIR B OFE 1L, T2DM & 0FEE L OWERIGIES DR,
WRZAR—=R T A HFD eGFR (N UACR Bl & & ie T X COY 7 7 N—TRT—H L TV,
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1.8 WfHE (%) AstraZeneca
— %4 AT TuYrTav LY a— K

F7-. DAPA-CKD ik CTiE, IRERD Z "2 T 2 A EFSL, (K= X XEEEO T L7
VME T 23588 AL, BRI E IO HEETIZ L > TIN L OFERMEER L WIGE
(IEARFIOPRED FTREZ2BUE & ShvTnieny, BB AZm L T, A4 CUIxST 577k
A) 10mg 5 Smg lZJE SN EBEITIZEAEWRo Tz (RAIRE 90 I [42%] . 7F&R
Bolf [28%] ) . ZNHLDOEEDI L, KAFED 67 (3.1%) LT T BREED 48 i
(2.2%) 1&. AF CUIRIET D 7T ER) 10 mg ~OFHEITITDON 20> 7= (DAPA-CKD i
BR CSR 12.1.1 THE M) |

CHHOFTRED . AA 10 mg 13, BEREOEDFOA N OB HEEEZ R 1>d° CKD &2k
TR T 4y b VR T 0T 7 ANV fT 0 EIRSNTe (BHERHfAARD 2.5.6 1H
ZM) .

F7-. DAPA-CKD il A A NEHIZI T 2 AL, BANER & 2FER TR B L
TR ATz, BEMET v T 740, L THARANER L 2EREFTHREETHY . AARAN
HEMICBTHAA 10mg 1 B 1 EESORAFMHEIZRL T, Hiofwe et EoOBRSITHR SN
Motz BARNERNZIBWT, KA CUIIET D77 1R) 10mg 706 5 mg lZHE SN BHE
ITWTNOERGRHTH D7, AABET 16 (08%) « 77 EAREETIH] (09%) Tholz
(Japanese Sub-population Output % 14.3.1.2 #Z M) . ZAOLDEEDOH B KHFED 1

(0.8%) 1IAH 10 mg ~DOFIEEII TN -7,

LI b XY, DAPA-CKD RBROFERNS 10mg 1 B 1 [R5 L 0 BiF: S0 5 A0 E K OFFZ Al
REREEMNRENTZZ L Smg ~DOWEFITDLT N ThHoT=Z &b, CKD BFIZBIT AR
FIOHELERE - HEZ 10mgl H 1[G T2 i3 Y B2,

1.8.22 AERUVHEZEICEHET 5IE ()
AEROHEICEET S ERE () ZUTOEBVEE L, (FESEEM)
<FER O EICEE T AR >

1 BUbE R I5

7.1 BENTA 2D CHAIORBIETIT W, A R CRIFIOER G AR IET 5 L alEE
MpELr R 7Y =L AN ZHBENDRH DD T, AFNOEEIZHTZ> TidA A Y il
Kz Lpnz &y

72 KHFNE A 2 CBFN ORI H T - Tk, (KIIEEY 2 7 Z8BT 5720124 v AV >
AN OWEERFTHZ &, L, BERBETT N TV F—ADY A7 E2&HDH5DT
EETLHZ L, 2B, WMERBRTIZ, A2 L 8EID 1 AREEOREIL 20%UN &1 5
ZEnHEES R,

LN NN T e = ol

7.3 1 BUEIRIR 2 A 0F9 2 B Tl FERIBIBREICHE L ER D 2 W2 0fEED b & T,
W2 TZ DB T CTomgl B 1 RO EEEZBGT L L, 2, iz +01c8l
BULRNOLA LAY CBEEZRE L%, 1omgl B 1 BICHEETSHZ L, 5mgl B 1 BTE
PR O A OV B it (2 %3 2 B P I RERE STV Ry,

[7.3 DERTEIRM]

DAPA-CKD 72 Tl TIDM BEIFERA ST 722, AAI10mg @ 1 B 1 84 51X TIDM (2
$HTHBEARAEOHRHANTH Y . MR I TW\WAH -0, CKD D CRE L1258
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1.8 WfAIrE (F)
—W AT T a7 a— LK

AstraZeneca

THHT- B LRI VWEE 2D, CKD ITEITEOEERKBTHHZ EE2EEL

T, TIDM #5079 % CKD (28T H SGLT2 HEN L ARICHE S 115 10 mg DIGBAVLEE L
B2 D, FEFEZ, 10 mg 1L CKD ~OF M & Z2ERER S =23, Smg Tt CKD IZx3 2568
NMEFHEZR STV, — T CRIMEH IOV TIE, TIDM BE Tld, AFIE 541258878 A
YA CEOFMEETD, A LAY CEOEBICEET 5 EFFS (HEEKIME LU DKA) O
REY AT H/MET DMERH HT=0H, TIDM #4802 CKDIcx LT, Bt ES
TIDM OHEROHEEFREIZ Smg &35 2 ERNWEEI LB 25, o, FERFEOIEHRICHET
DIERR L HHEE L, BREDREEZBE LN SA VAU U EZFHE L7 ETI10mg ~OHET 5 2

ENEETHDZ LD, M RIS TEEME 2R E LT,

1.8.3 FERLDOEE

(%) RUZDFHRERN

ARHFCAE S BTV T EMEFTE T MR i LS OR L,

i EoEE (R)

X E DARHL

22T ROBHEICIH/ELEWVWI L)

2.1 A ORI LBBEEDORFREDH 5 EH

22 EfET b=V R, ERFAUESEXIIFSEOSEE MK, 1 RU Itk
ZEPCHBEMBEBORENKDELRDDTHREDOESITEI A, ]

2.3 EERSE. FHiE®. EELMEOH D EE HERFEEETHEETH
A2 EFC L 2 MBEERHILEEND O TEFOFESITBES AL, ]

BUEERE BNICAR A HRET 215
BTH-> THRBDEEQREADET
HY. BARODEHICELCRE LT
(ZE#L)

SEELEXKER
8.1 AEIDBRAIZH > T, BEICH LIEMEERR % DI EICD 0L
THHEBATE L, [9.1.3, 11.1.188]

BMAEBOFRIE Y X7 1E, HEREEET
S URBROAREL SV, BIEERE
fme BNICEAR R ET 2HBETH-
TH, AROEIEWENLETH Y,
BEARRORBICELRE L, (BE
L)

8.2 AFIREHIC, MEI/LTF =D EEXIEeGFROBEFTAROND Z LA
HHOT, BREZEANICRET 2L, BREREDSH 5 EE TES
CERRBETDICERREL. BICEEOBREREREICAKZRST S
B, BREREOBMICIESSI L, BRBOMED Y b o—iLK
EZENE L TEALTWSBFICEWLWTIE, MEEAICeGFRA
45mL/min/L73m*RiBICIET L BB RREOPIEERFTT 2 2 L,

[5.1. 5.2, 5.7, 9.2.1, 9.2.2. 17.1.158]

DAPA-CKD HERO#ER LY, mF7 L
TFZrDOEFF/1E eGFR OET X
—BETHY . FENIZRBOICITE
REERA (MBI LT7F=v DO LR
HIFEA D eGFR O{ETHIIHIER) A
Hd, LrLaNn, REIOMERT
ERIERIKERBE ITIKTFT B 7-0.
mEga > b 0—ILRERNICET & E
R 2581C1E, BEREDOERNLRK
ELWDETH D,

F7-. BMERROEERGRICHE L,
FRICEEOBRERERE ICAF &
S5T3BOERICOVWTH, BHEED
FHHAREEEZ SEXTHEEL
7=

8.3 AFIDHMRIEMICEY ZIR - HRAHOND I DB D, o, HEREND
WO 2N HDOTEHEEZ TICTV, BELKIMEEIT L5
B3¢, BILARERVZREI LT VLEE (GinE. BREERETD

EBHEREEEICEVTHHRREDE
BETDIITOIRELNH D70, BIA
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R, BREESMEERRE, WEEcaOmt - EREZOXRIOIRT
5Z¢&¢, [9.1.1, 9.22, 9.8, 10.2, 11.1.3, 11.1.4 ]

A EOEE () AR E DARHL
H2EE, ARFAFABES [CBVTE BAKCERBT b7V F—2 | foasictlgEw L, (ZEH

L)

8.4 MERBOMEIY FO—ILHELBENE LTEAY 256E. FFHRSH
&, MEZTHNICRET 2L L3I0, BBZ+DICEHREL. BICkEH#
BOBEMEICOWTEREID 2 &, FHE3H ARE L THLHRLI TS
wEE, SUBYEEZONDAREERT DI &,

ERESEICPLWTCOEI Y FA—L
WEABWICERT 25E5ICH1T5F
Bt chsd, (EBEHL)

85 REEBARUVMBRBRERI L. BRBEA. NEHMRUREEOEILIEE
B (ZN=THH)  MNESOSELRPEICEL &L H D, RE
BT MR RBEDERR VO Z DL EICOWTEEFICRBT 2T &,

[9.1.2, 11.1.2&8]

TR E BNICAR A %ET 215
BTH-> THRBKDEEQREAVDET
HY. BARODEHICELCRE LT
(ZEEXL)

8.6 AXIDIEAKF CTH BRI /IO — XEEHEEERICLY . MiED Y F
A—LHRIEFTH> THEMBERREITEL, T - ZXDHBobh, 7
FT7YF=2RICEZZEDH D, ELVLWIEO LEZ2HDEWEANSH
5720, UTORICEET S, [7.1. 7.2, 11.1.488]

TETYR=YZRDFEEY R 0I1E,
RFEETLYRBOREMNEAE L
n, BUBREFEE BNICAF 2 &RE5T
BHBETH > THRKRDEEREH L
EThY, BARORHICELHREL
7=o (BEE#HL)

8.6.1 Bl - B, BAUBIR., . BELKOB. AR TREHE. =&
BEEZDERNPRBO HNIFEICIE, MPERFT b AMERUEEZED
REA*ERTDHI L, EEN’ROONIFGEICIZERSEDIEL, @A
WEZITI T &,

8.6.2 #5IZ, 1BMERBDEE. 1 VX VY DMEDET., 4> 2V vEFID
BECHE, BEAEEERGIR, BFEIRR, BRE. BAkEHD
BEICE T TV PV RERB LT LOT, BRE+THICITHZ
&,

863 BHIIH L. UTFTo@m%EEET LI L,

T TV R=YZOMER CBO - B, BAURR. BT,

BR. FREHE, SHEES) .

T TV R =Y ZROERHINRBO SNBEICIIED ICEEEE* 22T 5
Z&,

CMFEEISETRLELT TV R ZAFRBLI D Z &,

FRIC, 1BBRMEBEICH L Tid, EE3SICMRA T, b7 F—Y RER

DURIPEWIEHHPTH L,

BELOS, #

8.7 BEIRIEEE, |IR. ZRHZWVWIEREADEREZT2BEICBLTE, £h
LOREEBETDEEDICHEITORREERT 2 &,

88 AEIREICL2HERIINRESINTVLI7D, BEOFERNMNTET
5T,

8.7-8.8 : BMEBAEE BMICEA &K
59 255 TH > THRKD TR
NBETH Y, BIERBOTHICE LK
Elf, (EELL)

89 EBMMERERI S I LN HDEDT, BFTFE. BBEOELRFICHEL
TLWBREIIRET 2 LERERETZ 2L, [11112E]

BMAEBOFRIE Y X7 1E, HEREEET
L URBROABEEL VD, BIEERE
fme BNICEAR R ET 2HBETH-
TH, AROEIEWENLETH Y,
BEARRORBICELRE L, (BE
L)

IKEDEREETHREICHTZIER
9.1 AHHE - AEEFDOH 5 EE
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i EoEE (R)

X E DARHL

9.1.1 FiAZEILPTVEE (IMFEIAY FA—-LHPBHTAROFEREFES
&, =inE,. FRFIGAEES)
ABEIOFREBICLYBKERZTEZNLH D,
9.1.2 [REERSE. HBELOHITEHE
ERZBLESEZEEFNHLH D, [8.5. 11.1.288]
9.13 BOEZECTHIZINOHIUTOEZFRIZIRE [8.1. 11.1.15H]
T EARETEXIIRIBMETS A BT 2 8E

- RETERIRRE

- PLERAE

- NRAGZ AR EER

- REEREOTRNIEREHREDEH

CELVEHREREITO BE

S BEO 7LD — LIBEE

9.14 1MERFEZ2EGHTIEBHLALEERVELHERFES

TR RERITEEINLH D, 1BBRFZEHT 2EBELALES
ROMEUEREBE AR E L-BARRERIEERL TL AL, [7.3, 865
52]

[8.3. 10.2, 11.1.38H#]

9.1.1-9.1.3 : BB RH « BAVICEH
ZH/E5T2HETH> THRKDIE
A METH Y BURROEH]ICHE
CRELF, (EEAL)

1 BERAEEE Z B LT R OEMS
BB EEE TR E L-ERLRRR
TR SN TE Y FERBRBRE, L,
o, 1BEERBEEERT P72 F—
PREFRBLOT WS, BEICES
TRETHDLIENDBLERELT,

9.2 BHEEEEERE

9.2.1 EENBHREREEENIIENPORAETLES

(1 BUNEPRIR. 2 BURERTE)

MmEIY PO —LREFENE L THRS LAV &, AEIOMIERTEAHHER
FTEHRNED,

e oTE)
BEOREEZEEICHI T2 2L, AFTIREMEETICHES OPEED E
SNFEINTWDS, AFHREFRIC eGFR METTB I e H Y., BHpeE
HBILTDEZNLDH D, £7-. eGFR A 30mL/min/1.73m? K& % L E R HP
BIR2—<ESRB- DB E A TR E LIBRRRITEREL TRV, 15582
16658

(BEBER)

eGFR #°25 mL/min/1.73 m* Ri#HDEETIE, HEOMREUEEEICHIKT 3
Z &, eGFR A 25 mL/min/1.73 m® K0 BE T, FHOBREERI+H
ICBoNBOVABEEDYH D, £/, FHREPIC eGFR METI B LD
), BEEEENEBITEIEEFNLDH D, eGFR A 25 mL/min/1.73 m? ki&D
mEANRE LBARBRIZERL TWAL, [5.1, 57, 8.2, 16.6.1 B8]

9.22 FEENBKEREEE

(ESPERSE, 2EFERTE)
BEDKREWAEEICHIT 5 2 & AAIOEIEHHE L BHEEICKET 7
. HEEHIICeGFRAMEmML/min/1.73m KB ICIET L2 2 E T, AHOME
BB S NAE TS D B,

[5.2. 8.2. 8.3, 16.6.12%]

Bhee - MREBICHEHET 2HBEHIE ()
(L) BV, WIFNOREHE
BTHH2OMDDNDEIICREHLT
W3,
BREEET 2EEHICEE LR, B
HEBEREORELTBE T 5HBEIC
[BETER W] LOBRBEEZ 5T
ML D L1-0, BRFEAEZEN L
THHEAEICIE, BHEIC [~ b
A—LEZBNE LT LHETS
TEELts,
BHLTERETENE T 2551,
EHEEETICHE > T EENLERT
2EFENDHD L. FEERESDIC
eGFRAMET T2 Z &2 H V) BIEEERRE
DEBAIZOBDNDEZTNDH D &,
%7 DAPA-HF B TlE. eGFR A
30mL/ min/1.73m? 53 o B3 (2 B4
LTWkZehn, BREORERZIE
HICHHT T 2N HERE LT
i, BUBREBAELZTENE T 55
A121x. DAPA-CKD HECAKIHE 55
#4812 eGFR #° 25mL/min/1.73m? 5
WMOBEIIFRAL W & KER
B e GFRIMET S22 & nH U E
WEEEEDBLICOAN D EZNLH
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i EoEE (R)

X E DARHL

3ZEhn. REODEEEIEEICY
W92 ehniRELT

9.3 FriREREERE
BEEOHEREDH 5 BEEZWRE LIBRRABREERLL THAL,

DAPA-CKD SHERICH W T HEE DFTH
EREEOREIRAIN TV LD
5, BAROBRBOLHICELZRE
Lz (EEZRL)

9.5 147

TR NIIITIR L TWBRAIEEME O H 2 R EICIIAFZ B 5T T, BRFEEETIE
A2 VEREEFERT S L, HRPOREICET 2R2MIFHEIINT
WL, BIMER (v ) ICBWT, £ FORIRFEROMEIICH /- 2 E/M
DBRERUVE%21H~0HOBEICL Y., HERRUHESYICE R R UK
BOWBENRO N DREN H D, /-, KEOEYER (Tv ) ThHR
BAOBITARESINTWNDS,

AR VB EEZFERT 55 IIER
REEICR-7EEMETH D - DB
ARODBHICECTHRELT, (BE
7% L)

9.6 ®ILw
BIALBWIERNLEELL, Tv b THAFANDBITHRESN TS,

BUEERE BNICAR A HRET 215
BTH-> THRBDEEQREAVDET
HY) . BAROWERBORLEICE LK
Flf. (EEHL)

9.7 MR
MREENRE LEBIUERUVREMEEELE LABRRBRIIEEL TOAR
Ly,

DAPA-CKD &I 18 U LA &R T

HY. NREICBIBERRRA AV

7o, BURROREICELCRE L 7,
(ZEHL)

9.8 mEE

FiAER (D8%) ORI ENZEZNLH D, [8.3. 11.1.35H]

— R AERMREE TH Y . BEIAARDE
HICHELRE L, (EEAHL)

CONFIDENTIAL AND PROPRIETARY 11(15)




1.8 IRAF3CE (%)
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i EoEE (R)

X E DARHL

ROBEBLEHoONDEZENHDZDT, BREZ+HIZITVL, EELS/RDLHN
=B EICIEREEPIET 2R EBUAMNEEITS 2 &,
11.1 EXAEHER
11.1.1 {EMm¥E GEEHH)
BMENH SbN D ENHDOT, BIEFERNRD SNIHEICIE,
BEECERATENT 2R EBURMEBEAITI 2 &, 7=272L, a-7La¥
K—CREH L OHARIE T FUEERET LI, [7.2, 8.1, 8.9,
9.1.3, 10.2, 17.1.1-17.1.345R]
11.1.2 BZEB% (0.1%kH) . AEBRUKEBORIEIEHELX (702
WH) (GEETH) . BME (0.1%K7H)
BEBLA. AEBRUOSBIBOERUEGEL (ZL-THH) HhHsbh,
WImGE (RMMEMS 3 v 27 %288) ICEDZEAH B, [85. 9.1.288]
11.1.3 Btk (BEERER)
8. ZR. SR, MEETEOERNH 5bNERANEDNBHEICIE,
AREPHAEZOBYIBRNBRIT) 2 &, RKICS EHEMNFELZSTME -
ERESERB LRSI TS, [8.3. 9.1.1. 9.8, 10.2&1]
1114 7 b7 F=—2 R BEEFH)
MEELISETHELSED, TPV RF—v R BERBET T F—V %8
D) bobhbhdZehHd, HICIBEERBEEICEVWTEZ(R DN TWL

10.48E1EH
AENEFEEL LT, UGTIAdIC & B /v o vBlaaic L U R#EEsND, [16.4 EMEREE BNICER2RE5T %5
28] ATH->THRAKDTEGEAKET
10.2 HAER (BHRIKERTS L) HY., BAZORHICELERE LT
EH2% ERERAEIR - B A E R - BRRT (EEHL)
R A EMEORRICEET 2 M FERE T AEF A

AR Eo BT, A R B Vol Ty

ZILRZILT L THE ZR =L L T EIX LR LEETNIH

FT7VU Y REH BA Y RY i RER DR %o

EOTF A R REH BERETB L,

a-7 Ay E—CREH L IEERFEEEICBL

EHE A ¥ 2 v MRER] TA YR VA EHES

DPP-4BEEH| BE T TV =Y 2FD

GLP- 1SR B URIHEE DD, BED

[11.1.1, 11.1.428] BEICFET S L,
iEkE TR % 3T 2 EA GERRIEMIED > bR —LIc | mEERTERD

B B EEL. MEEE. ZohEsE | BRIND,

U FILEEH DORREE TR LAH D

/T IVEBABRERERES | #5752,
iEkE TR % HE5 T 2 EA GERRIEMIED > b O —LIc | R TERD

BIBKERILEY EEL. MEE ZotEs | mBana,

FARAR L E > ORIEE+HITHEL AN

TRLFYE BETDHI L,
FRE PDEIS CHREORERH | FIREAHHE

— TR RE BYARCEETEIL, ENs,

YA THA RRHRES

[8.3. 9.1.1, 11.1.3, 16.7.2%
5]
11.5211EH 11. DAPA-CKD RBRTE O N7 HER

. TNETOBEAROHETHE LN
FeeM TR 7 AL E—BLTWS
Zehn, BEERERETBRICARZE
BE5T 255 TH-> THRBKDEEM
EABLETHD b, BABDOR
HICELHRE LT,

BIVERORIBEE X, [FTHERIC
E ORI EZOIEROBRES
(Q&A) 122w Tl (EM31E1LA
17 BV SRIATBUR A B3 5 B e
BRAMB R RE I/ E_HEH
W) ICEDE, DAPA-CKD HER O
BEAGR O 1 BIMEIRSS. 2 BERA. 18
HOREDBREREAEL, LWTh
OEFRABTLHRREL TLAVERIE
[BEERE] & L7,

CONFIDENTIAL AND PROPRIETARY 12(15)




1.8 IRAF3CE (%)
— %4 AT TuYrTav LY a— K

AstraZeneca

i EoEE (R)

X E DARHL

%, [7.1. 7.2, 83, 86, 10.2, 17.1.1-17.1.342 8]
11.2 Z oftsDEIER

5% £ 1~5% % 1% SEE A
Mo R R |REBEE (B
RRE (B> &%
SEE)
o ~ < b7
s Y v kA
AT FRERAST |7 l~ — / Z
ot e BB E., %
KEREE "~
BRIE
4y, 92 B, 08 TH. BEfE.
Ei. B
. HHE. HE
- BER o
4] 5
E g R, REB|IBHEERSE.
| HER R #E
N EE. RH.
FEIE R W E o
iR ARECIE
e R SEZ O FERE  |FBRRE AR
o BImE. &0
£
Z Dt E. A ER
b BER

2RBIRFERE Z R E L-ERNERKRGE (ZEIbA8 (D1692C00005:t58) . &
178 (D1692C00006:45%) R UNRHRIZSHER (D1692C00012558%) ) DiER
CIBERBBEANRE L7 7 e R HBE5REERE (MB10222955
R U'MB102230558) RUOENEIIERARSHE (D1695C00001:3 5%
PartB) mAEICLYEH L,

) 2BEREEREE NSRS LI-ENERKEER (Fllbig (D1692C000055
B . 48 (D1692C00006:t5%) RUNRIIZSHE (D1692C00012:5

) ) offRe. 1BBERFEELANRE L7 7 RBIEERIERR
(MB102229: & % 'MB102230:58) R OEANFEIIERBK SR
(D1695C00001:t5&Part B) | @M LAEBE LR E L-ERERSE INER
Bk (D1699CO0001:#Ek) . BMUBHAEEE R E LA-ERARSE 55
( D169ACO0001:ER) DAEICL W EH L,

e, 1111 EmERC 1114 7 b7
YRV RE, OEREIIELRDS
ETCIRE -FHELTWBE I e L, T
NETEREE HEERHE] &L,

[17. FEEARAE] DEICEEEROIE
ExR#H L7,

12 [EARRERRICRIZTRE

REIOERMEICE Y. ABIRAPIZRERBE. ME1,5-AG (1,5-7>EFnA
TNy b—=) BEERY, RERCMELS-AGOKRERRIF, mEI> +
A—ILDOBELIEIBROLBRVOTEERT DI &,

BUEEERE BNICAR % HRET 25
BTH->TH, BROFEGRRIHE
THDHIEDLBRARDRHICE LK
FlLf, (EFEHL)

14 BHAEDEFR

14.1 RHIRMFOEE
PTPREDOEANIPTPY — b OBY KL CRAT 2L 58ES 52 &, PTP
Y= bFOBRRICELY . BOBRARIBEMEARIAL, BEICEFALEBILT
MEAXFEOEELGIHELHRET 2 L1 H D,

PTP @%&I(CB8d 2 —MIAEEME T
HY). BAROTHICELRE LT
(EEHL)

CONFIDENTIAL AND PROPRIETARY 13(15)




1.8 IRAF3CE (%)
— %4 AT TuYrTav LY a— K

AstraZeneca

i EoEE (R)

X E DARHL

15.Zz Dt DiER

15.1 ERER{EAICE D < 1B
2RUBIRFREICH T 2 ENNOBEKRABROFEMITICE VLT, 2 TORMEER
DERBENE EAFBE ENBECRABETH > 728, BHWERVIE TIEAFIET
ZWMERARD DN, LA LEA S, REFBY SEWER VAR OZIT
THEETH =2 &b, WTFNOEZBICEWTHAA L ORREERISHE
ILINTULEL,

15.2 FERARAERICE D BIR

HEEDH D VIEFERREEIFTDOONTULAL,

EMEREE BNICKR2RE5T %5
BETH-TH, AFEOIEBREHNDE
THDHDZEDLBEARORHICELEK

E L7,

(EEHL)
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1.8.4 REXE (F)

T A = AEEORMLE (R) 2T Lz, k. AREFE A F ARG O A H RIS
DOWTIE, BIREFTIE TR, HIBRGEPTIZH Y I LR TR LT,

1.8.5 2% 30

Heerspink et al 2018

Heerspink HJL, Kosiborod M, Inzucchi SE, Cherney DZI. Renoprotective effects of sodium-glucose
cotransporter-2 inhibitors. Kidney Int. 2018;94(1):26-39.

Scholtes et al 2020

Scholtes RA, van Raalte DH, Correa-Rotter R, Toto RD, Heerspink HJL, Cain V, et al. The effects of
dapagliflozin on cardio-renal risk factors in patients with type 2 diabetes with or without renin-angiotensin
system inhibitor treatment: a post hoc analysis. Diabetes Obes Metab. 2020;22(4):549-56.

Shiraishi et al 2003

Shiraishi M, Wang X, Walsh MP, Kargacin G, Loutzenhiser K, Loutzenhiser R. Myosin heavy chain
expression in renal afferent and efferent arterioles: relationship to contractile kinetics and function. The
FASEB Journal. 2003;17(15):2284-6.

Stefansson et al 2020

Stefansson BV, Heerspink HJL, Wheeler DC, Sjostrom CD, Greasley PJ, Sartipy P, et al. Correction of
anemia by dapagliflozin in patients with type 2 diabetes. J Diabetes Complicat. 2020;34(12)107729.

CONFIDENTIAL AND PROPRIETARY 15(15)





