T+ —H%E 5mg. [EEE 10 mg
(ZBE9 5 &H

AEMICEHEINFERICESEFNRVABROEEET R FSERDKARHICFR
THLDNTHY. HHIFREFBEFERAUNDEFBNICFIRAT S LETEEEA,

T A LSERNKEAEH
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FEEER UV EMA

BE
-5

AT TR 2 W85k M O REPHIRE &2 DL ISR,

BREXR UEMAE FAEEDEREA

ACE Angiotensin converting enzyme : 7 2 VAT 3 B HARESR

ARB Angiotensin II Receptor Blocker : 7 > U A7 3 1 s 5 AFEHLEE

DAPA-HF 3 D1699C00001 #5k

DKA Diabetic ketoacidosis : #E/RF 7 F T 2 F— A

eGFR Estimated glomerular filtration rate : $£ 5 % ERAE R &

HFpEF Heart failure with preserved ejection fraction : /2 ZEBRIN DRI 72 DARE

HFrEF Heart failure with reduced ejection fraction : /2 ZEBRHFE DK T L7z A4

KCCQ Kansas City Cardiomyopathy Questionnaire : 7 > A 7 ( DMHAEIZ DU
TOEREE

LVEF Left ventricle ejection fraction : /& S B H 32

NLRP3 Nucleotide binding oligomerization domain -like receptor protein 3 : NOD #£f
SRRSO E 3

NT-proBNP N-terminal pro b-type natriuretic peptide : N AK¥i 7 = i (BH) F 1~V
U LRRATF R

SGLT2 Sodium-glucose cotransporter 2 : 7~ K U 7 A « 7L a2 — 2 Ll e ik 2

T1DM Type 1 diabetes mellitus : 1 BHE RIS

T2DM Type 2 diabetes mellitus : 2 FBE R
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1.5.1 BRIZE--B=

1.5.1.1 #aE

ZRTYT7avy (7 —A%E) X vV v A Zva—xdmmtik2 (LIF, SGLT2) B
ERITHD, FR7) 7a P03 BE, RAO 2 BBERPE (LT, T2DM) OiEEICET 58 F
K OGEENEEOMPEE & LT, 100 ZELL EOETERAZTUG L T\, 2012 4 11 A IZFIN
HAICBWT, 20144 1 AIZIEKEICBWT, THENEAREZFEG Lz, #8370 7o i3,
BOMEE S LT, XUIF ST U 7 a2 LSO T2DM OB L g L TG Tx %, £7-. K&
JHEA T 1 BOBERS S (LLF, TIDM) ORI E L ORREREG L TV 5,

ARFTIE 2014 54 3 HIZ T2DM OZIHE « ZhHT. 2019 4 3 HIZ TIDM OZIHE « Zh R DB IAGR
%ﬁ%b\ﬁﬁﬁﬁﬁ%énfwéo%%-%%manmﬂLfiF@% YN P
7Y L TSimga 1 B 1ERAKRET D, . 2IRAH0RGEITIE, Rz 155128l
%L@ﬁ%lmwlalﬁmﬁéﬁé:&ﬂf%éoJ\ﬂDMKﬁLTiF4/z)/§ﬁ
OPFIZBWT, EH, %AK@EN597HVV&UTM@%1Hl@ﬁﬂ&ﬁ#éo@

B, DIRAFHRGEITE, B E I BE LS5 10mgl B 1ENCHEETHZ N TE
éojebfﬁménfwé

AEl DB S ARGRHFH M FAGRHGE BT 28U () . HEELAUHE (8 |
A O B RE I %h e 2 B ?é&%(%)i%l_rﬁkkwfhé

x 1 BAOERERMADRFE-MBEERZHBICE T HOMEXEIHR. AERUVAE

BhRE XU R () P& A

T2 L, BRI AR ORERER R R & 5T TV D B ICIR B,
FEROHE (%) RN mk WEE 7Y 7Yt LTC10mg & 1 B 1 EREOEES 5,
BhRE ST R BT D1EE ()

Fe BRI DNREF SN BIE DA EIZBIT D ARIED G ME KL VLRI L TR, A2
BRSO L7280 RBF IR T 52 &,

f%ﬁmmJ®E®Wﬁ%%ﬂL BRI AL OB O & (RNAR, AR
%) Ao L7 BT, BMISREEEEBIRTH L,

1512 BERMERRUVEFENESR

PR COREITRE L TV D BEOHETESRIX 6340 5 A TH2 (GBD 2016 Disease and Injury
Incidence and Prevalence Collaborators 2017) , PAVFEREEICIS T 2 BALED 1 ~4%ITOAEIZL DS
DT Y (Ponikowski et al 2016) . K[E K ORI TIZAEMH 100 A L1325 2T 2 5 BE LA
BIZE D ABRESRER L SN TS (Ambrosy et al 2014) , DR ED AR I OFJESR 1T AR
(CHII LT TR Y . FHOKRICEB T 2 O R EDOAFRITHEE 1~2%. KEZT TEEKIT 620 A
IZD1E% (Benjamin et al 2019, GBD 2016 Disease and Injury Incidence and Prevalence Collaborators
2017) o 2012 OIS D FMH EREREF AL 1080 {5 /L & H#EE &4 (Cook et al
2014) . AHO@EELIZHENEINT 5 & THISh TV 2,

KEDAI 2=F 4 RXR=ADY TN EORIITOHRETIX, A=EKEE (LLF., umm0>
BT L7=0A% (BT, HEEF) BE O 5 FFRTERIL 66% Th Y . 20 FEMOFHEHMENZ -V
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it A S 720y ->7- (Tsaoetal 2018) . HFrEF 1. NVEREIZ XL AHEEIO ARG M VR E2Z 2 5 £
IEITHEDEAL LRI L TV, ZIUTEF LS ARBR PR EEET I Z ENREBINTND
(Ambrosy et al 2014, Okumura et al 2016, Rame et al 2001, Skali et al 2014)

HFrEF B 1%, A EEEEX OVEEO-EICKE S BT I mHMERE 2T 5, OO EZE
P, BYlh, WL OM, B, REOMEREN®H 25 (Zambroski et al 2005)

AFTH, DAEEREERIL, EEEEORCKILICEE S it EB ORI, @bz L 2 &Em
JESRCFRIEUE B D AN &\ o TR BR SRR BRI B 1T DRI IE O BRI RV KRB E & [RIRR I
MUGHT TV D, AARSEICEIT 2 0DAERE OREICEET 5 EMAHREIIZRVA, DASRE
ORI L D &L 2005 AE(2HI 100 75 A, 2020 FE21E 120 5 A, 2030 4E21% 130 5 AIZEE
T B LHEE STV A (Okura et al 2008) . 2015 4EEE D5 B s - PR - AMERIEERICBIT A
DARIZE D ABEREENL 23 778840 ATH Y, 21 HALL EOFEIAGTHEML T\5 (Yasuda
etal 2018) , X BT, LAEOBBRIIFEIZRDIZTEFTm LD T ENMLILTNS, 1980 FFLL
Fe, Bl b tEA TWDERBETIZ, 5%, BEBEOBEMNA K< & PRI TEY (Shimokawa
etal 2015) . Z 9 L7ZRBUTOLAR/ T 2 v 7 EREER TV S,

DA X D FAPERIL, BFifk 6 7 HLUNT 27%, 1 FLNT35% TH Y | LAREHE
IFEARZEREH W ENM B TWS (Tsutsui et al 2006) , 72 FHRICOWNTL, DAREEED
TR (L) 1L 73%EME SN TV D (Tsutsui et al 2006) . Z D 1AESELEHRF, 7T A Y
DR PR DERIZE D AT =V D OOLAREHEE T S50~60%IZEL, AT —Y A XITB DA
FTH5~10%E, BAEREN, HOHINEIENL EICTPHRARE ZINTWD  (H AR
2018) .

FTo, DREE BRBIZIIERERBEEN SV | JCARE-CARD (Japanese Cardiac Registry of Heart
Failure in Cardiology) #F4C CIHI8 M4 LA4D 71% (Tsutsui et al 2006) . CHART (Chronic Heart
Failure Analysis and Registry in the Tohoku District) 7% CiI %0 < A% (Shiba et al 2004, Shiba et
al 2011) EHEEHZ AL T2 LTS TV D,

ZR7 ) 7a Yok, EEICHE T, BRI ANARY 7 SGLT2 FHERITH V| BEREBEE
Oz b — L Z2ET L L LIS, DS HREER R OB #EER 28”7,

FRT Y T uY Al K D SGLT2 ORLEIZ LV | IEALRME IZ 81T 2 RERASIE IR 5 D 7 v
I—Z2DOFWINBIH S D L E BT, T N T AOFRIAFRERICEEI S, JRFP7Lra—2
HEME e ONRBE EFIJR 2 ¢ 72 57 (Kasichayanula et al 2014) , ¥ 72, SGLT2 fHEIC LV X X7 Y 7
1Y ATIENIRAE ~D T MU U AL F U DEET LES T, ZOMKE, IRMIEERERIET 1+ —
Ry 72 RIEL, BRERENEZETFTIEDEEZ LTS (Thomsonetal 2012) , Z /37
U7y Nz &b SGLT2 FEO ZREMIZIE, MK T (Sjéstrom et al 2015) | {REJH

(Bolinder et al 2014) KO~ k27 U » MEDHII (Lambers Heerspink et al 2013, List et al
2009) BdH %,

SGLT2 FHLEAI D LB RFEIER 1L, SGLT2 BLEAIO LT 7 b A LaliR T G- B Aa 1R 2457
DIIRNBO LN Z LD REHEM L MEMERREMZB L THBEL TNDEEZ2 6T
$V (McMurray et al 2019c, Neal et al 2017, Wiviott et al 2019, Zinman et al 2015) ., SGLT2 A%
AIO MAE TEROZIEFT 25 DT, T2DM BHEIZRESNLDHDOTHARW,

SGLT2 BT & 2 I B ERIRIE K OBIET 2 MATBIREER IS 2 T DR, 14> T+
FAL AL, T T A B A RORBC R BIIER 72 “RAERIA, #3270 782w 00
,f%ég,ﬁzﬂq@,ﬁf)}ﬁw}‘%"é&)éﬁfﬁg‘l‘éﬁi‘%iEﬂfb\é (VermaetalZOlg) °
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1513 BREMATRGCAEREBRBERVT VAY AT HL=Z—X

ARBTDERFOHTA KT A4 13201843 HIZ &M - 1B LAEBENTA KT 142 (2017
FETRRD) 1 (JCS2017/JHFS 2017) & LTAERINT, ZOHA RIA XD L LARSSE
EDIRNAT =V A (U A7 3B 50 ERLRELR L) KO'B GRERLEED D) (XL T
X, BRI D= Fa— LR RDORIE < R THNIREOT.LE 2D, DARDIEREDN H
HAT—V C, TbbiEEE (=2—a—7 LiEHES INYHA] OFEREDE I~1V &) R4
® 9 B, HFEF (LVEF <40%) (ZxI3 23WEEIT,. T 70047 v o2 #iiEsR (ACE) FH
FIA N (ACE FHEIRICHABMENR 2V R DGEET V4T v v N RS iiE
[ARB] Zff) L., AIRERMRVEKKEFTHET LI LI TWD, £/, EEHRE LD
APHENTRVIRY | A TR EZWET D B WL 2 <R LR A T TSI 5, AIER
BUNZITEEG B2 RY I X TV a)vF af REFEREFEOBEPHER I NS, ERLDD il
ZIET 5 HROFRRIEIL, LEIZG U THE - BEE1TH., D OIREICIESEOS 1T,
PVEIE LTI F v o 8E, METEEROMA S DR 5, k. KBTI,
Hyperpolarization-activated cyclic nucleotide-gated 7 ¥ K /LW FE Td 5 A /N7 7 2 /13 2019 4 9
AITAGR ST\ 5,

DAL, BE TEFENRERIEREEETHD . 1512 HTHZ K12, KB 20484
2 &L D ABREEBIIEIE I H 72T Tl <. BABEEKUIELEHES EVY (Yasuda et al 2018,
Tsutsui et al 2006) , AR EOE B L IERIZITEE 4 70 3AC TR DRI ATRE T 508, RIZ0
ARERNZIIBATRIEN 2, BUERH /I RE e B DIREEZIT > Th, ABFBREEED K L2 6B
OEIFEOENMET L, M#EEOAH L RKE L, ERRFEMICOLRERMEL 2> TS (HAL
g 2018, #EIL 2017) . F72. DAROTRIIARETHY ., 5FEFRIIZONPALED
HNEHEIN TS (Goodlin2009) , ZD7=8H, DAEBRFICKBITALMEE, LAEICK
HABEROBREAZZOY AT LTI ERARD LTS,

ROy . ARHTIX ACE BHEHE L ARB %, £k 22 /ERBEFF O RIENFIHATEE T H
Do LnUemn, (20 - BIYELDAREZIET A K742 2017 HFLEThH) | Ik D &L Bl
M OACE [HESK, KOVARB 3D BENLB L CREMENH DR IELZRLD LS TVD L
DO, HWERPNEELRIEGIT DR RN E WS RN D 5, FEEE. Teng & (Tengetal 2018) D
ASIAN-HF registry DI L D & RELTIE BRI T A R T A » OHERERER H-8ED 25% D H &
THEE SN T EBEHEDOEIGIL 41%, ACE HEAISUL ARB 3 A R 7 A » OHESEER H-& T 5
SNTVHLREEOEIGIL % Th Tz, TDXHIZ, BUEFIH ATRE 722 WL I3 72 iaik &
ZUFDHIENTERWEFIT DL, Fa, 1512 Tl A28 0 . DR &R BIZIIE
BEREEND D 2L (LEER) 2D, DAREDIBEICE W T, 05 ) 27 /T %215
ICEHT D ENEETH D, DD, FIEOHEREEREZZ T TWAREICH LT, &bhb
BER EORRT7 4w Naeblob L, BERHER & Tkt e e 503 vlge e e 27 e 7 v A V%
AL, &b, LBEEBEOBED O LAREZ CFENCUETE LIERHEZ AT 287 216 3E DB
ENLENTND,

1.5.2 R DREE

1.5.2.1 AFIZH T DHFEDRE

&P DAEZ TENGE - DRLTDRBFEICDNLE /T ) 7a Y ORRFEORMER 2K 112
Y,

CONFIDENTIAL AND PROPRIETARY 6(11)



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

B4 1 FASEDIEEE

CTD &5 HERIER 2016 2017 2018 2019
| 4211 ) RAHT 5 R
B

4234 D3 AU MR

53511 | 55 I FARAER
D1699C00001

7| B8

1.5.2.2 B IZB89 SR DA
AEIOHRFEICHZ Y, BT 287 723 BRIZEEE L Tuhin,

1.56.23  FEERREAERDBIRE

A ] oD B3 A 7 KRR R T — R A B KGR (2472 0 . HFEF O EZE R RAREE % O LVEF O
Rz 04 (LR, HFpEF) @—*B@Euur“éﬁ%ri%ﬁfﬁ L7 2 R OFERF M LA 2T T )V
VU REHNT, X7 7a Tl OIREERZFMI L, ZORR. 2 2 EOET v
VU RZBWT, X7 7 a P i ELEOMENEER OREREARA 2 E L, S DT
KT R b=y 2206 L, £/, BBERND. 2o O MREEMIZ, —3I2IX NOD 4%
SRR N IE 3 (NLRP3) A > 7 T~ Y — AMEMELOETIC L 5 %)ODTS%;%) ZENTREEN
7

FERRIR A BN RE (B3 2 B 7o 7 i BRI e L T2y,

A [al D B AR FE A FR I — A B AARR S IR W T 72 e B alBR I B & SAU TV,
KIER SRS R) & O Post-approval commitment D—Eg & L CEE L 72X /7 ) 7a DTy
NEHWZ 6 7 AR 7 vt —2 2 Bk GUR 8001510, Good Laboratory Practice 1 )
MFET Liciesd, ABRAGE 2 &R L L CTRIET 5, ARBRICIW T, BAT LR DR B
FE R ONRIEPEIZ X T2 237 ) 7 a P OREITROONT, FN7 ) T a TR 7 e
TS —XFIT7u sy —L LTIER L2 &#Téhto

1524 R BR D LR

Al DGR e AR FH A F AR B ICBIT AR T — 4 /N r—U R 2R LT, K
;%@Jﬁﬁiéﬂi D1699C00001 X5k w&\ DAPA-HF &%) O 1Bk E L=, £7-. 2E8E&
BHZ LTUWRu,

DAPA-HF ik (%, event-driven, [EE, ki, EiERL, —HEMR., 77 2AxE, IF
ITREMZE M AHRBR CTH V| HFEF B 2 RICH /N7 7 10mg D 1 A 1 B[ 5 2 151
TBHRIZIBIN L7z & 2 OME TR AR EA Xy MIxtT 208 %2, 778ARD 1 B 1 [al#E &
ket L7z,
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AstraZeneca

=2 LA LDBREEIGEICRET HERKRGER
PROB | uga—r | pgo | BBEOTYL | FEE B0
SERDIELE - B & /&Uﬁﬁw B5AHE HERE K U4, %5 HAmE
(BHDEERLY) EE 5 R
% LI AR D1699 HomE | BEA{L FEAl DAPA 10 mg : FEEEE | DR
B C00001 a6y —EEH 1R 1E |[237361 (ObEAR | HED | AU F
el AARZED | 28 | 75w Ra® | &o NEEH] 164 1) KL | 23EFAfC
Grgegy | 20 0 Ot 7IER 23714 | FoDA | BUELL
(55 ARNER | BERE | i
179 44i)) THET

DAPA : ¥ 7 ) 7my v

15.3 RIRIT49bEURYD
1.5.3.1 RArT 4k

DAPA-HF RER O FEA ML, #/7) 7 a0 ZEERRICNZ - &, IR EHEL
TDAREEADOTEEHET Y RBRA 2 bOA Ry NREIRMET T 50605 H

T, DIILEE X
a5 2 L ThoT-, DAPA-HF B |-

FSIREPIE = S5l

I, —f%A97 HFrEF BE 2 RET S

EHTHY . FEFEIRIGAEE L OHERRERATEBME (DL F, eGFR) 73 45 mL/min/1.73 m? A D
HEREENTZ, KBRS, 4744 Bl dfil s LT 182 W HBIFL =T — 4 67z,

R T7a P oRECIE, RS i LT, OIE ST O A EE D FEEAE T R
AV MTBWTHEHEIICE B ORICERO S K TFARBO bz, HXx7 4 v K
m\z%@éinﬁ4V%@%%&E%f%mb%nto5A7)7u//ﬁ®%%M%
R EGNT ORI L o TH RS, BESHT K OFEA O 7 7 v — T C— Ebfwto
VT I N—TTORFEDREO—BMEIX, M2 be—L, BHEEE. LVEF X O'N K7 = B
BF U o AFRANTF K (NT-proBNP) 72 & DG DO FRIENT C— B LIZIREIRD AL
NizZ EnbLEMT BN, HITOARENIER STV 5 — %17 HFrEF 4£H1 2RI 545
FIZBWT, EEREZRE S ERIDZRXT 4 v EREOH LI,

5T, FOERBEL L THE T Y 7a U RETIE. 2T GEREZRMDT) o4 H EH
ERERTIAERO b, HFtEF B&EICBIT A X 70 7a 0 OR_RR T 4y NS FERNG &
7=,

T, TIBRBELHE LT, FX7 Y 7a P R H P RATT 4 DIEICOW T OER
= (LU, KCCQ) DIERAFEA 27 THILOARBIERIZEBW T, Mt Eca BRI
BEEROBHDLNRT 4w Mam Lz, UfERIE, BEMNEREZ EDO LI ITE L TW D0 E W I Bl
Mh, ZNRNT YV TaTrORRT 4y VIR T O TH D,

UbofERERETDE, #2870 7Y 10 mg OFGITOME L NODAEELDY 27
RS, DARBIEREZLET S, 25TV NE HEEF BEICE > THEER LD TH S,

ST, A7) a0k, WA, 1A 1R EOIRME ., BIEARINTWDLAS
BRI BENCTVWHE - HELR-oTEY, BIORRXT7 v hELTHITF BN,
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1.5.3.2 1y R

INA U R IvOMEFE 7297 BE D HFrEF SR EMNICIB W T, #i-ri et Eo ) 2 7 3R S/
Mmool

DAPA-HF RER DO RIRI 722t 7 a7 7 A MiE, ZoR7 ) 7a P Ot Sz 2zt o
T AINEREETH o7, FERERIFEE O eGFR 28 45 mL/min/1.73 m? il DO BE IOV T,
INETIELS R EN TRV, 2RS0T T I N—FIBT 5 L0 R, HEHT
XHERS BERGERLROBGHILICE ST HERHELICHE L TaRERE—B LTV,

INETOXNTY) 7uayrORENT 0T 7 A WZESWTHRRE SN2 U A7 1%, FERE T
N7 R—=3 A (LLF, DKA) | JREBEG L OESREGCTH D, I BT, (DAEIZEBIT D5 B
Bpy7e) A7 L LT, RRERD RO BEFEG N H 5, DAPA-HF #BRICISUV T, DKA OFEEL
KL, TNETITWE SN F T Y 7020 ORERRBEE R L FEICE 7 ) 7o D VTR
< @G 0.1%) . F7z, FEHERFBOBEER FRERD 55%) TIEERO Liveh o7, R
BYOBEERAERFL IR GFILICE ST B ERFGIIT LA LR, BEHHETCHREE TH-
oo MO EERAERFRIIHTHY . BERILIEST-HEFGIIIEAE o7, &
B RRERD 2R 28 EFRLOEELFEEERIT, Y7 vREEL gL TH T 7
oY UETH o T,

HFrEF B35 TlE, —RICRIEERDOSCEBEFS R PORWERHZ BB LTV EEZL LN TY
T2, ATV T7a vy THzR U A7 3R ESNT, BERDO U A7 1250\ T T2DM BF T2
NETITED LN D LRI TH - T,

1.5.3.3 RNA2Ta b -1)RDF

1531 LN IS32HICHHEHL2E ) 700 ORRT 4y RN A7 &BEE R 5 &
HFrEF B8 O LA EIREICHTHIRT 4 v b-U R « a7y A VIR THDL EEZ LI
%o ZAUE, T2DM TBEICHESL SNV TWD RAF72R_RT 4 F-U R T « T a7 7 A WTBEINS
5HDTH%, DAPA-HF iR T — X 12D | FEREIRIE A O eGFR 7% 45 mL/min/1.73 m? 4
Tl DB REfE E B A S T MR B A2 3. HFEF BEICBWTH 7Y 7 a0 P R R
e 7y A VER L,

BMEATY RRA U PRSI _XRTOFEDIMEORERIZBNT, #3778 10mg® 1 H
1A G, 7T EREHRLTHEER, DOBKNICERODH DR T v VemRLlz, 77
TARELE LI=Z 7 ) 7a o OFEMKext ) A7 (KT (DAPA-HF ik CSR % 14.2.2.1 2%
) (2O L, FEEAT Y RARA U PROKEZENOEONTEMEZUTO X O ICEHNT S
ZEWTE D,

. 7Y Ta Y BDAREERE 1000 A2 1 EREET L2812k, m#@iE@A

T RARA b (DMELER DA EA X ) ZWfT2 20T, 2k
D NNT (number needed to treat) & L T 26 [ZFHYS T 5,

. ZRT Y T7a Y D RERE 1000 A2 1 FEREREGT 5221280, 14 AODMEFE
YT A LNTE D,

. ZRT Y Ta YD RERE 1000 M2 1 FERIEREGT5Z 21280, 29 ADOLDAREIT
KD ABeETEHTHZ EMNTEX S,

BEARINTA RT A o THER SN TV AIBRETIE., BE TR R O
G CORIER 2% 707 \WEEX 5N TW5H2, DAPA-HF i®BriC o< & HFEF &Ik
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FHHER7YT7a Y 10mg D1 B 1 RESORFEIIEGF ThoT-, MtFNLA BT RS
IR TS, X7 ) T7a P o THYMEOBEET  RARA 2 MZOW TEIERIC BIF 72~ X%
7T A ]\Z))muy)roj/bf\_o éroﬁl\ %Fﬁ@%%ﬂ%féféﬁ@%%ﬂiﬁﬂf3?30f:o

DAPA-HF i 0 | FEHEIRIE T+ /0 CIB# S 47z HFEF [BEIZ BT D 0AREA X R O3
REOIECNCKTT D E 7Y 70 O EHFIE BN ORI EZED B DB EOH 1178
TEF AN LN, DAPA-HF ikBR1Z. HEEF BEIZBIT 5 KCCQ DIERAEF A a 72k

IDARBIERIZB W T, PN E BN OBRNERO D H8EE R LTk PIORBR TH - 1=,

UEDZ &G, 37 ) 7y 10mgld, N7 4y b-UR7 - Fa7 7 A VRRIFT
& ¥ . HFEF OERRITHT st a2 U, BATORRIELE LRI 20 R 4R34 2 L sl S
%o

ARANEMICBITALEZ X7 70l ORRT 4y h-URA7 « Fa 7y A )LOFHiT
DAPA-HF RO B AR NEM DT — 4 & H\\ -, F7-, SFRERE BARANEREO—EMEIZo0n
THRMIm L 7=,

H AN HFEF B2k U CTEERRICA N7 ) 7y 10mg 2 L H LEIEMLZE X, 75
TR LB L T, DB NI OAREA X FOBEEA X ) A7 P -T2, F
7o BARNEMICBWTEET GERZRID2RV) O U 27 B3 EdE EIK< . KCCQ DIERAF A
a7 ERRREEE LT ODARERITEGE Lic, BARNERICI T 2 A 200 FZaHiE B &L OREIKHEY
FHIE H OFERIL. WO R ERERORERE B L T,

HAANERICHBTLE 707000 10mg®D 1 B 1 EEGOREMIZRGFTHY . Hil-i%k
At FEORRSITHERE N o7, AARANEMICBITAEZ A7) valrorethkra 7 7 AL
X, BEEROFRES L ERREETH - 72,

ZD LT, BARNEFICBIT 28R OZEEORRIT, ML TR ERAOERE—-BL
TEH, BARANHFEF BFICBITLX 70 70l ORI _ET 4y VA7 « a7y
ANEXZFFTHLDOTH- T,

PLEDZ e, BHARANHFEF BEICKT 5 X370 7 a2 OREERAEERE - AEE, 20K
L OFREFIZIED T LT BERAESE L - AHEEFEREIZ 10mg o 1 A 1 [BIEG 3@ & & 2 5
. ARFNHNEME DR EITKTT D E DL R T I IG RN 72 D Z LI SN 5D,

1.5.4 KPP DF/T ) 700 0 OERKEHER

ZRX7 ) 7a Y ORER T 0 7T AMIBWT, AFNZBT 2 BAEET R OERRAER 2 £ 3
s LTz,
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=3 WRAEEEDOF /AT 1) 78S 0 DOERRKRER
MNEREE HERDHE THLAY B# FE I3
18 P B g EIBRR RS I AR R 2 i ik e R AR @R RR A BT D - il
(CKD) (D169AC00001)  %Afk —EEHRT 7 BT v bhagoLnE  NAAA R
At BOFATRER B BI04 37 0 7m ffl)  (FE)
(7FZER, 10mg) TrOMEEHRFNTD
fEE R R ERSERE A EEsiatmeE oreosturnmng [
D77 (DI69CCO0001)  %fk —EEHRT 7t oRBIcHT 5457 (NAAAIR
TN N RATBATRER B V7Y rohRaemn #)  (FE)
(HFpEF) (7Z7+®R, 10mg) 5
feoaE BRI SR ERRLESE WA EER e L F R EERe ). KOV AR AE - il
D747z (DIOEC00001) %L —HER T F& fk (BF®HE) od+2  WAAAR
TN N AEHATRERIRER 7 ) 7avrosh® f)  (FiE)
(HFpEF) (7Z7%R, 10mg) ZHHTs
feodE BRI R ERRLESE WA EER e L F AR SRR ) ICRT o 48 - il
DT L7 (DIOEC00002) %t “EEHKRT 7t Urndropafzmhst WEALR
TN N AR RO AT RERRT B 2 ) (FiE)
(HFrEF) (7Z ¥R, 10mg)
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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 EDOETEREZ TG L TV 5, 20124 11 JIEINEAIZBW T, 201441 A
IKEICBWT, ZNFAGRERG Lz, S5, BINES TIX 1 BRI ORI & LK
HETUGE L TWD, FEETORABRMOEMEF 1 IR LT,

=1 FEEDAZIKR
E4 - #ug 2 BR5E 4 AREAAR
LYCNPEENE Forxiga Smg film-coated tablets, Forxiga 10mg film- [ 2012411 A 12 H
coated tablets
K [E] FARXIGA (dapagliflozin) tablets 201441 4 8 H

Fz, DAEOFEINE T, 2019 4F 11 A IZKE K OB EAS CTRBREEEZIT> T, KET
132020 45 5 AICAGRZEUS L. RRNES TIE 2020 45 10 HHIE, ARFEET TH D,
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1.6.2 IREDORINEOME

EEE DR CEOBEE L LT, NS TR 20 BIGE TR
DI DU R 2 2 17T, b, &R
I3V B HAE T OWHLHR, RLOKERN CHZ RN ER L L,

=£
nH

AT
B TSR LE 9 B E IOV T, “E RIS TORLE, £ FONES

AstraZeneca

TEY, ZOFEFTORMCEREY ., KETIIOAE

=2 BRI ES R UVOKEDRTXEDHRE
E4 B E S KE

zhae - | I Zhee - 2hR

Graml| 2 AU PR
I - o, RRA 2 BRI ARE IC BT sl s b e — D
I | o LT, AR R OSEEREORINAEICHN D,
[ ] T —HE, EEZK & D MEESR (CVD) UTEE DL
1 D | () < H T DN 2 BB R DL R AT X D AR
I I— U Z 7 AR VB,

I

- WSS
I | U AR T L AL AR B (NYHA L
I | e E I~1V) ICEB T DD EE R VDA BIZ L D ABED U A
| VA8 11 LAY

FE AR 5 il RS
1 RUOBEIRIR B OIRIECHEIRI 7 7 v F—= 2Dtz B &
LI ARFNOFRGITHELE S R,
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AstraZeneca

=2 B EES R VOKREDRATXEOHE

E4 FR N E A *E
]
]

A - | ik - A&

AZ | 1IR FARXIGA #5-BRi&H
1 FARXIGA D#:5-BRAART. K OBR AT IXERAE M 2L BVE IR U CF
T eRE 2 AR5 = &

RIE B D B 5 BEICHE W TIE,. FARXIGA % Bithd 500
ICHUFREE R ETHZ Ly

2 AR R B

M= s — L oh#EE B E T 556 OHESEREH &IE Smg
1 B 1 [T, FriF o (A, BERICERR) IRRZHRE S
%o FARXIGASmg @ 1 H | [EHICHAENRH Y . & 67225 Mb
2y b — A RNRBEREEIZBOTE, 10mg 1 H 1 [E~DOHEEN
AEETH D,

2 B PR P K Ol E 2 I S e i B R BB o L i B U A
IR T 2ET2ERFICBIDOARARIZEDABEY 27 DK% B
1 &T A5G OHLEHEIT 1I0mg1 H 1[RITH D,

'E“Kél%‘%
HETEH X 10mg 1 H1[RTHD,
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BRI E &

1
il
11

#£ 1. BHERIOHEER S

eGFR (mL/min/1.73 m?, CKD-EPI) |Z}&-5
HEATIR -
L)/ R D

5 H ey B 300LE ESRD/
45UA L | 45 R0 | 30 Al B

T2DM B E I BT [ -

B eI JH B ?ﬁ\*fé sh g

2 iz |

T2DM K% U CVD X

pows ]

BREO O T2 | s | e 5B 5 "

VA EAT AR | o L T s

FI“HJ % hHF U oA

A 7 DX

T2DM &f 0 45 I 5

Z [0 72\ » HFrEF %%

BEICHBT B0 JH B A S | AE

B O hHF U A W

7 D% —=

eGFR : #EBURERIARIEE(E, CKD-EPI : (BB B I mA e 5 2
A, T2DM : 2 BUHEPRE . hHF . A2 K D ABE, HFrEF : A25EEK
HEOIE F Lz O0RE, CVD - LIIEREAE, CV LI, ESRD :
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AstraZeneca

x2 BXMNESRUXEDHRAIXEDHRE
E4 BRI ES KE
it /i | 2=
DIERE o KANTKH LT T 7 4 T F - USRMETRIER & O EE 2R

BUEDOBEERED & 5 BE (RIEHOHESR) |

M=y b e — O OIRET T, fEEZK St CVD Xt
BEOLIME ) 27 KT DRWEEBEAERERE (eGFR
73 30 mL/43/1.73 m? i)

s B olRE

BEROMER LOER

R E R

A 5B AA T 2 IS N RIR EJUD > B JE AR = X 7 LT
F = 2V BEE L ERD LG ENH D, AEEETe SGLT2
PHEEAIZ AR L Cuie 2 BB RIFBE I 5 BEB R E NS R
BIZHBRESINTEBY, Z0EARRLENEZETHLOLEEN
TV o, BHEREREERE (eGFR 728 60 mL/4y/1.73m? i) . &k
F. XIn—T7FREE R T OB T, SEERD UK
JEQ U A7 BB L CTWARBEMERH D, T 9 Lkt E 1 S8
FHTEE T, ARIOE GRS NS N B ORRE L OB EEEE
EEHMES S 2 &, BEBAEIT, ARIIE O IR K OYER & OV
BEEE=Z VL ITHIL,
BERBEREICBID Y F TV F—v R

FRT YV R—=V AL IXBREAREET A M BB T HEEER
Thbh, miREHEICBNT, AFRCMOF NI DL - T ra—
2R (SGLT2) BAFERAZBGH O 1 L 2 RUFE IR B
T N7 R—V ADORBNHME SN TS, KEIBE T OBE
TIE7 b7V R—=v R XD EH b HRES N TN D, 1 AR
JREBE ORI & T2,
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AstraZeneca

x2 BXMNESRUXEDHRAIXEDHRE
E4 BRNES KE

MFEE 250 mg/dL R CTHAF EBEEDOH D7 b7 R—v AR
BT DHZENHDHDT, AKEIEEGHOBEFICEEDONBIET >
R—=y R & =87 5 IMER OIER BB IGE TR, RERFO ML
PHEIC b ST RT3 R—3 20 %1TH RETh D, &
F7 v R—=v AnEb D BE T, AFOE S %2 FI1E L CRHE
ATV, BHICIREEZ AT & THD, ¥ F TV K= ADIR
PIZITA AU AT, MR, RORAK IR BT 5 2 &0
H5D,

£ < OHIRBEREIC LD L. BT 1 BERFRE I, ¥ T
=L ZADOGFEENE LIRS T, BEEGENEL T, 72
e b, PERFOMBEEIHEIRFE S 87 ¥ F— 20 L <
HAE A FlEl> TWinhs Tholm (%< DBA 250 mg/dL K
i) o ERFOIRE K OFER TN K OVEEOREHHET v F—
ZDHOE—HLTEY, Bl WM, B, 2FE8, BOh
FEEELTWe, > B —HOEMIBITEX b TV K= ADHE
KERDERELT, A AV U BEREOWE, SPEREVERE
BOBRBXIFINCL A2 e ) —EREOHE, 1AV U RZ
iE R 9 2 iR (1] 0 1 ARUBEIRIE . T2 SN A5 o0 BE
TERE) . Toa—LVERERETOLND,

KB OF GBI, 7 T =Y ZDHEKR LRV IGHE
KNELT, MOEDFRRICEDA AV U REIER, vl —ifl
R, 7va— L iHE2EET DL, Aflz&EHRORE T
K7 R=Y RZRIE LT < 725 2 ERHBIVTWV B ERKRATK
B APEREBESOI TN L 2 EMoM®R) 28 UEEA R,
FRT Y R=YADETE=4 Y 7 ROKRFEG O —FE 2% E
TAHI &,

AR
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x2 BXMNESRUXEDHRAIXEDHRE
E4 BRI ES

PR B MERUIIE & OV BB &

AHKIRAMLD SGLT2 HEHKZ & G- DBE T, ABtZa B+ 5 RN
FRME O B R & & D EE RGO B HE ST
%, SGLT2 MHFEHKOEGIZ I VRGOV A7 BN BT 5, JR
BRI D IR K OJERIZ DWW TREE DT 21TV, JKER HIX
HEHIZRFETHZ &,

AVRY VROA VR G UMEER & OO RFOK M

AVRAY U ROA A MR IR EEZ A L S b
THOLNTWD, AAlZA AU U UTA v A Y MRS &
BT 2 L, RIMEDO Y 27 N ERTHZL03H D, Lizho
T, KHFlxA 2 o UEA v A Y U WMEESE & OF ]9 5 B
WL, ARMAED YV 27 2/ NMRIZIA B ToDIZA A Y T A
A MRS DR - E D EN ML L 2 D58 RH D,

XREEROBFEERER (7 V=T 8H)

FARXIGA % te SGLT2 FHEHA 54 OFERIFEE 255 &3
LHTRBRAEICIBNT, SERHMOEFMEMER (71 = 8H)
DHEEN TS, KERIFMTIEH 50, EEEmEEN
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E4 RN I & KE

THOTHY, BROABNLENLETH D, UFRITT K
WTFROBEETHROON TV D, EELREIFITIE, Ak, B
B DOFAM R O LE R EEND,

FARXIGA % #5- L7cBFE OME XIS ZE I, %M, JEm., AL
BE M OMIERR D JiE bR 23 %ﬁ%%\m&&%umeﬂéﬁA
BEREMERIERIZOW TR 5 2 &, SEAEMEFGHIER D% bﬂé%
ATEBIZIEIEART b T AOFAEWEORSG EHG L, LET
BB T 7V — R~ %979 Z &, FARXIGA #H 1k L,
MAEAZEEICE=2Y 7 LTz > b a— 2y 7 R
REEITHZ &

AR PR

AANIIHSREREHEGE DOV RV % ERSEEARH 5, HisE
HIEGL DB ERED & 5 [BFE Tl iﬁﬁi@mﬁ%ﬁ+# 5L
to%@ﬁ%ﬁ&)/a&%ﬁ%T
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E4 BRI ES KE
I
| I B D

W AEA

IRFERE G

SGLT2 PHEFKITIRBEPEIE 2 (et S5 720, JREFRAE Ttk 2R
T, Lo T, SGLT2 PHFHKZEEHOBEE TIL, M=y he—
NDOE=ZY T DEDITRERELH WD Z L3RRI
W, D FEEZH T he— L E2E=X Y T 52
L,

1,5-7>e FrZ sy b—/v (1,5-AG) BE~DOTH

SGLT2 [HEHKZ & G- D BE TlE. 1,5-AG HIEE % A 7= 1ifE =
> b a—VRHEZ T A EEMESMEV O T, ki ey he—1ro
E=H Y T DIDOIZ 1,5-AG A ZE WD Z LIRS LZen,
o FEEZRNCIE2Y he— A a2 =X ) T35 L,
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AstraZeneca

=2 B EES R VOKREDRATXEOHE
E4 FR N E A KE
BB e EF A~ 5
iR
YR DEE

B ~DAENEH 2 RTEY TOTF — 2T HESE | KH &2 RS
R ORI ST 2RI G925 Z L I3 S,
R ARRN 2B G- LT — XX TR Y, Al EERREXR
B SOWMBED U A7 L OB MM 5L T — 2 BA 5T
bo, B, HRT O3 e — )L AREORERE &K ORIGH DL
REE, BEREOIRIBIZE > TY 27 LD,

WABRICIB VN T, b b OIERP ISR S REZR N H T2 58
BRI DT » MERT ) Ty v az2&E5 LA, TC
ORBHBICB N THERB LILER NRMEILREZZE D, W
NLERICEREE L 2»o7, 2B, RBHED S bR/ HE
& BRHETHS 10mg O 15 FEDREEL HTHLTHDOTH-
77
BRARGERBEFICHET H2HEE Y A7 1L, EIRATHERPE C
HbAlc A3 7% D &M TIE 6%~10%72725, HbAlc A% 10%H8 D ik
TIE 20%~25%FETh 5 EME SN TV 5D, BEIGRHREMIZEBIT
HIMEDOHEET =V A7 IIARATH S, KEO—REMTIX, B
PREVIZERER S AV ARSI 1T 5 R 70 Se R B I O E O HEE TS
BUAZIL, TN 2% ~4%K Y 15%~20% T 5,

Bf OB EFE

TN BT S K T X2 G O8 7 KIFHE - J5 i U < 2
RO e — L RBOERFIZE Y | BERFES TV R—
VA MRS MEEE, BRVEE, REE. E, HMEGIHEEFD
KUY AN ERT 5, BRIBICEL X, 2> ba— L REOHE
RIGIZ X0 ERRGEREY ., e, BEREBEEOREREDN
B 2708 ERA 5,
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%2 BN E S RUREDF A EOHRE
E4 ERMNES K
F—z
By —4

ERT) Ta T ENET v Mo, A% 21 BovD 90 H £ T,
1, 15, XX 75 mghkg HOHBETEHER G LA, WThO
A&ETHEMESRM, OIS RIERER RS ILELZ R
oo B/NRBHEIL. BAHETHS 10 mg O 15 EOBREEL L
T HDOTho7n (AUC IZHSL) . ShET » M TBIEIh:
B F AR M QYRS IRIR I, 1 7 H oiE I Tl EE L
2o,
HART R AR ERBRTIZ, ¥7 ) 7nv 2 /87 v M
IR 6 HDrBAHL 21 HE T, 1, 15, XL 75 mgkg/H O HETE
H LU, AF7 v MTIRWNK SR T £ CRIEEMICERE S &
72 21 BHEROAFZ » MZBT 2B EILEE 5 &, 75 mgkg/H %
BEINEET Y b OEENTHFT v P TRERSCEHELE DS
Motz (X7 7a P gBEEIT AUC IZHESE, b MK E
THD 10mg I~ BT v P TIL 141564, 177 v b TIX 137 /% C
Hoto) . BAHETHD 10mg 1229 5L Lol R (AUC
IZHSL) TR AFT v NOREICHEKGN B 238072,
A& 1 mgkgH [BERHETHD 10 mg (ZHE 19 fFORE &
(AUC 12#5<) ] TiE, RAEICHET 2iHMEEBICAE EER TR
By AWAYIEEY
7 v MRS E IR - JHIEEARBR CTIL, & N TOEIR
MO DB 7)o 2 5 L, v b
T, #X7 ) 7uavy 15 mgkg HORE [KEHAETHD 10
mg (2 1441 (EOBRFER (AUC ([235<) ] 2@ 2 THIREUE
TERSCE B TAER 2 B L 2o 12, T v MRIE~DO HEBKER
TR (REIERE R OMEERA) 1L, XV EHED 150 mgkg
(FEAEAETH D 10 mg ITE 2344 [EHEOREGEE (AUC (23S
<) ] TORFEHRL, TNOIFRHEEEICEETLIEZETH-
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AstraZeneca

E4

BRI ES

KE

2o 2OLET U NI LORBIT, b b TOMERFP AR DT
RHEWNZHT-D T v FOBBIEINCB T 5470 7a v g
RIEOD DD TH D, B, VHFICI LB TIT., &K 180
mg/kg/ H OHE [BARHETHS 10 mg (2~ 1191 {FORE&E
(AUC I2#:5<) ] ETRAEFEEIR ORI -T2,

=3

Y27 DEFE

X7V T7uYrOe NEHF~OBITOFEE, HIxBEOILIR
~OEE TN EA~OEBE AT L ERIT R, X7
Vouavuok, #AHF0 7y NoHHRICHEET S, Loy LR
DWDAEBFEIEEIITHEERNH D Z D, ZHLET—%D
FEARMERIIFAR TRV, B FOFRITHBANICWA &, =25
IC L DBBEOAREMED D B A% 2 AEMICRBVCET SO T, FBAE
BWHOE FOBgIZE > T A7 LR DAREMEN S D,
FFLRBEOAIR IR, EERRMEHASEE 2 8BERH L 2 &0
5. ZHEFIIIRAFOARF OFEHITHRE IR VEEZ ST
5HZ L,

Tt

AEFINe MREALFIZBITTE20ENEIARAHTSH D, 7 v Mk
T, A7) 7a Y AR R IR ARG 0.49 TREFLH
WCEFENDHZ b, X7 ) Ta vy b FOMEY R AR
HIREOK 50%DEEG CTHIHHICBITT D Z E0mmeEnsd, %
oy WISy FEXART ) 7u P I CEBIRESE S L. AW
MIC R ART ORI E > TY 27 L7325 (BEEER O
BYLIE) T EavRENT,

NR~DE
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x2 BXMNESRUXEDHRAIXEDHRE
E4 BRI ES KE

18 FAT D /NI IS 1T 2 ARHN DL VE N OGN ST
fgl/ \O

BERE~O&E

RIS AFIOHEEZETT 5 Z LRI L0y, 2 HpE
PRI & X BUCAK O k= > b o — i Eh R A et Lz 21
O _EERMBEARRE S LT — % Tk, KAl %2%
7o 5936 Bt 1424 B (24%) AN 65 LA LETH Y . 207 {3
(3.5%) 1% 75 WL ETh o7, BHEEDRE (eGFR) ITHOX
TEEAEAT D &L ARBRNOGMET 65 AT OBRE L 65 Ll EoA
FLOMTRKETH 72, 65 bl EoBETIE, Mz ha—
N HIBE L CKRBIO®R G 2% - BE X7 7R s 2% 007
BEICHA R EORIER 2588 L2 EI5 RN @ o7z,
DAPA-HF #&B2 Ti%, HFrEF ¥ 4744 50 2714 1] (57%) 75 65 ik
BThotl, BREMEROFINEL 65 MU FDEE L 65 mBOHR
FHLoOMTRECH T,

ErefEE

FARXIGA %, HHEBHEERET (eGFR 2ZiLE 4L 45mL/5
/1.73m* LA | 60mL/43/1.73m? AKfiii, 30mL/%3/1.73m* LA F 60mL/%y
N.73m? Kii) Ao 2 BERBIERE A5G L L= hr—
NERRTT D 2 B CRMEE & 47z, eGFR A3 45mL/%y/1.73m? LAk
60mL/%3/1.73m? Ajiii O B A LA AN T-RERIZ I 1T D FARXIGA
DEEMT T 7 7 A ME, — 7 2 BRI EFEMAICK T S
HoLFEEETH 72, FARXIGA BEDBE TII7 7 B ARRE L ik
LT eGFR 2METF L722y, #&G5FIEZICHARR—2F 1 2L
7o BHREREELZA T DRPBFICE VT, FARXIGA % #
B LA, REZBBRT 5 AEERNEL, BB EED Y X
I BEL TR D AREMEN B D, eGFR 73 30mL/43/1.73m? L1 _E 60mL/4y
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/1.73m? Al D B Z LA A T3 Bk Tld, FARXIGA Z#5- L7z
13 BN EIRA NN, 7T BRETIIEITIRD v/l o
77

EEZ M Sl CVD T LE U 27 RF D72 B T eGFR 7%
45mL/ 43 /1.73m? R4, Mo bo—n a2 HIE Lz
FARXIGA O 5 3HEE s, HEBHEREEL (eGFR 2
30mL/53/1.73m? &) TIIEE=TH 5,

eGFR 7’ 30mL/43/1.73m> DL b D B3 241 7 AdL7z DAPA-HF 3R IZ
BV, eGFR 28 60mL/%>/1.73m> Al D HBF X 1926 B (41%) .
45mL/53/1.73m> K O BFIE 71961 (15%) Thott, T HDHE
FILBT 2R OGN ER 2 BE L iRl <
BREIC ZE IR 72 o 72, eGFR 78 30mL/%3/1.73m2 UL | HErEF &
(2 B BT HERE S 2,

JrEsrEREE

WREE . PR SUIEEOIERERE 2 AT 5 BEIT OV T,
EEIIHERE IR, L, AT U Tavro@et &k
WEIMEIZOWTEHEDOIFHERE 263 2 BEEMICFE LT

RBRAIT > TR\, BEEOITHIERE A2 AT 5 BE BT
LHERTY T FEDY R« RRT 4y MOWTHEED
EICRHT & TH D,
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%2 RNES R UREDFA X EOBE
E4 BN EA XE
gy 1 |JgEaz
| CBERIREREC BT S h TV R A
- PR ERCLE R O 7 ¢
B | - U R MRS & o BRI RO I L

- REE OIS (7L == BUH)
- P R

ER KRB CORRER

FEPEFRBR O FEMi ST TR T L ICKRE S B D720, HAHEKM
DGR B CBIZE SN T-RITERZ BRI, B0 &35 O RS
THIESNT-RIENRBIR L B TE 56O TERLS, £z
BRIRBLG ISR T D2 RMER BB R 2 LT L KRT 2 & D Tl
VY, FARXIGA (3 2 AU IR I H K OV A BB A 2R & 4 5 IR
AEBICB Wl S vz, FARXIGA O i et 7 »
AVE, BatENERBERICO» DL FHEPL e, BEED
(BB E R OSBRI b7 v B— A (DKA) [3BRFREICE
WTOHRBD LI,

2 HUE PR s R

FARXIGA 5mg X TF 10mg 12575 12 D 7" 7 T 51 Ha a0k D OF 5
VIR T 7T =215, 2 AEREEE x5 & LB A 12~
24T D=5 1200fE 2 > o — L ERE LT 7T R kR ER
MNHEELDOTHD, 55 4 B TlE FARXIGA % HAIIELE L
T, 8 B CITHE IR MR A~ OBIMFE T A AL v &
OO FAERE L LT FARXIGA Z 1/ L7z,

ZOOFET —# 1% FARXIGA DOWgEE 5217 72 38 2338 #il 2 i k4-
HHDT, FOVHRELIFRIL 21 @ Tho7-, BEITIS TR
(N=1393) . FARXIGA 5 mg (N=1145) . XX FARXIGA 10 mg
(N=1193) # 1 H 1[EIRMA L7, BEEMOFEEERILSS % TH
0. 75 Bl 2% CThotz, £z, BYEERENENSED 50%%
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B, AN E L CTEAAN 81%, 7TV T A 14%, BANIET 7
VART AV HIN3I%THoTo, N—RAT A RHZEBIT 5 EEEH
OFERIF BB L O~EZ 2 Ale (HbAle) OEHITZ, %
NZEN 6 FRD83%TH V., 21% THERIFIZ L D 50/MLE A HHE
DHRELL T\, X"—=2 T 4 VIREOBEEIX, 92%D-BH TIELIE
WOLTHRFE OREE, 8% D EBE TR EEOREE (F¥ eGFR 2
86 mL/43/1.73 m?) ToH o7,

FARXIGA #5128 L T LB Z DRIERZ £ 21277, WTh
LR—ZAT A VRICEFRDOLNLT, TT7EFREEFG LD D
FARXIGA #%5-T X 0 #HZIZFBL L . FARXIGA 5mg X% 10 mg ®
WTID DG E2SZ T2 BED 5 6 2%, EOBFE TR L ZRIE
HTHs,

FK2MmbEa b — A EHRELET T EARSHREBRIZESNT
FARXIGA ¥ 5. %5 13 7= BB& O 2%LL FCTHE S n-RITEH

RIFER BHEDOEIE (%)
1207 v R EEBRO A
ZFIwR FARXIGA F‘A‘l%ﬁg‘“
N=1393 5 mg N=1145 N=1193
A A B B SR e 1.5 8.4 6.9
- EEE S 6.2 6.6 6.3
PR &Yt 3.7 5.7 4.3
Rk 3.2 3.1 4.2
BERRBENNE 1.7 2.9 3.8
A R RS 0.3 2.8 2.7
G 2.4 2.8 2.5
AT LT 2.3 2.7 2.3
REE B E 1.5 2.1 2.5
A 1.5 2.2 1.9
BEPR IR D A 0.7 1.6 2.1
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[ DU | 1.4 | 2.0 | 1.7 |
* MR EREERRI L T ORER 2 & (KM ETO®REHE DL WIE)
SMEEE R, Y, SMETED U SE, SRS, PR,
e o VAR, BRI, SRR WIRAGERRE G, A EE
MEIE . MRS (Zothod N #% 0 75 & R=677 f5l. FARXIGA 5 mg=581
7, FARXIGA 10 mg=598 f) .

T ORI T ORIWERZ ST EFEOZ VIR RIS, B
e, KIGHE MR BEIEYe, WIRAEHEREY,, B RER. Bt =A5HE,
PRIEZE, PR, AILIRAE,

I BEREIMILL T ORWER Z 5T EHEOZWIE)  HIR., £,
FREHAIN,

§ MERREFEELIUTORERZ &L (B TOREHE DL WIIE)
BIOANR . BEEMEERRRY, H DA ERIAK, MhRs T U FRE, BN
TRECY . PR, BIHTRK, BOMEBIATR S, MR, WK
(BPED N ¥ . 75 & HR=716 #§l. FARXIGA 5 mg=564 5], FARXIGA 10
mg=595 1) ,

FARXIGA 10 mg (2575 13 D" Z & 55 HE#GHR DO OF &
FARXIGA 10 mg $5-O 222 R OFEMEICOWT, 2 BRI
FrRImbEa s e — AV ERE LT T AR REERO LY

Lhi Ll

T4 1

KBWEZRPFEG T — 2 2 O TEHE L7z, 42 13 O 77 & ARk HEAER
OHFETHY ., 5 B3R TITHEAFIE L LT, 9B CIIhRE
R A~OBEMEEE LT, KOV 1 BBRTIEA FAALI LD
TRIRBHAARED S OFGFHMEE S LC FARXIGA #fiH L7, Zhb
13 SBR AR & LT 2360 B0 37 FARXIGA 10mg @ 1 H 1 [A]#%
Bz XD ae=d, ZOVEgEHNFIL 22 Bl Th -7z, BFE
HEHOVERIZSOMTHY ., 15 BlIL 4% Tho7z, £, B
PEREDEMARED 58%% Hd, AFERERE L TIAAN 84%, 7
TN %, BAXIITZVNRTAVAAN 3% THol-, N—A
T A RIS IS D B O BE PRI HE R & Y HbAle D
L, ZNER 9 R 82% TH Y . 30% CHUNILE BB NFEBL L
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T, N—RA T A UIRFOBHREIL. 88% D B3 TITIEH IH#g
EOREE, 11%DEFETIIPEEDREE (%) eGFR 728 82 mL/4y
N1.73m») Thol-,

ik E

AFNNTREBERIRZ R ZTERR S 5, 2 ARERBAEFICE T
SRR ERACEET SRIER (WK, k&R, &2
[E. MITEIMEO®E 2 &Te) I2OWT, Fl T T &Rt iR
O 12 REBEOUET —% KO 13 REBEOOFET — % &1 DECLARE
REROWMEBIEE 3 ITRT,

& 32 BUPEIR RS & Xt & 9 % FARXIGA FERRBRIZ I 5 IRk
D BEE D RIEH]

12 D7 T RMRAER | 13 D7 F %R | DECLARE
CikEN s BROF A AR
75 FARX |FARX |75 |FARX | < FARX
+xR |IGA IGA +xR |IGA +xR |IGA
Smg |10mg 10 mg 10 mg
BEERRE |N= N= N= N=  [N=236|N= N=
B (%) 1393 1145 1193 2295 |0 8569 8574
5 7 9 17 27 207 213
(0.4%) 1(0.6%) | (0.8%) [(0.7%) | (1.1%) | (2.4%) | (2.5%)
BEY T 7 —TRIERE (%
JL—TRIRE | n=55 n=40 n=31 n=267 |n=236 |n=934 |n=866
ZIRHAT R |1 0 3 4 6 57 57
E (1.8%) (9.7%) | (1.5%) | (2.5%) | (6.1%) | (6.6%)
eGFR 73 30 LA |n=107 |n=107 |n=89 [n=268 |n=265 |n=658 |n=604
60 Afi(mL/ |2 1 1 4 5 30 35
43173 m2)D (1.9%) 1(0.9%) | (1.1%) |(1.5%) [ (1.9%) | (4.6%) | (5.8%)
FR S 0D R
REFEEDH 5
e
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[
~
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BRI E &

KE

65 Ll Fo /B |n=276 [n=216 |n=204 |[n=711 |n=665 |n= n=
# 1 1 3 6 11 3950 3948

0.4%) | (0.5%) | (1.5%) [(0.8%) [(1.7%) | 121|117

3.1%) | 3.0%)

* RIE ST TIEBOK, iR ERD . SR, ORI EO#HE
NEEND,
i3

2 RUBE R BB T 8 1T D ARIMAE D RRER IS E R 2 5 41 oRT, K
PEORBLHRIT, AVR = VIRFEIHNFA AV 12 FARXIGA %
BINgES- LIz 5Ac i Lz,

42 BB IRS B 2t R = > b o — L 2 RRET L 7 Bk B
FERFRBRIC BT 2 EE* L OV )L 21— A 54 mg/dL A D HEIIBE D
FEHLR

75+ R | FARXIGA | FARXIGA
FERE KR 5 mg 10 mg

A" (24 1) N=75 N=64 N=70

HE [N (%)] 0 0 0

7V 3 — R 54mg/dL A:iili 0 0 0

[n (%)]
A RRILI & OPEHE N=137 N=137 N=135
%24 38)

HE [N (%)] 0 0 0

7L 3 — A 54mg/dL A 0 0 0

[n (%)]
JUAEY REOHFHE N=146 N=145 N=151
%24 38)

HE [N (%)] 0 0 0

J V3 — R 54mg/dL A | 1(0.7) 3(2.1) 5(3.3)

[n (%)]
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—ffs  HRT ) T e T RE L) 3=k
%2 RS R UKEO B XEOHE
E& BRI EE KE
I, (| ¢ S E v NS0 : N=109
I AR S DI
|
¥ [n (%)] 0 — 0
e R RS TIE ST REEYGY - D
.  IpEy
11 | T B
— e
I 0 ) : : :
1N LoD ’
[n (%)]
I DPP4 (LS & OOf T N=226 - N=225
I N D | o)
- e 0 - 104
1 1 1 1 |G - 109
I .
- fth. o> OADHjfFH O F HELZ 2> N=197 N=212 N=196
MLl A LAY L
I | o 75 24 )
AN D s ol 105 [ 209 | 200
I R D | | < semgdLoRi | 43QL8) | 55(259) | 45(230)
[n (%)]

* EHEOMRIMAEHES &%, EEOBMREE UIITEEE O 72 0 120
(=) POOXEEET DREMEFER T, 7V a— A REICERA

ALEZRBCNCEIET D5 H O L EFE LT,

T 73— RPEEN S4mg/dL (3mmol/L) RGO ES & 1%, (KiLks

ROV )2 — AR FIEL 727 b O ORISR 0 BT

SN LEEFR LT,

I OAD=#R L BERIFTEIIE,

DECLARE B CiE, HEEO(KMAEESIT FARXIGA ##5 L7-
8574 it 58 1(0.7%) e N7 TR 25 L= 8569 it 83 {4
(1.0%) THE Sz,
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mAEa s bo— L Z2Hat LERBRICEB W T, Mg EE YT
FARXIGA #5IZ X VBN L=, 12 OF T Rk
DOUFET — X IR IT HUEREFEBEREORBRIL, VI k%
ZAF 7283 T 0.9%, FARXIGA 5 mg O 5 %521} 72 B3E T 5.7%.
FARXIGA 10 mg D 5- %52 13 72 i T48% Th o7z, Mamikida
B & L7iRBp LB O BLRIL T 7 B R &5 %% - B Tl
0%. FARXIGA 10 mg D545 72 BE TIX 02% Th o7z, &
I BMERE IV b AEBE TGS (R 1 &
M), MEESEREEL TR O EHEE Ch o DIE, LTI
HEEY, BMECIIRER ThHo-, 0. MEEREEEYEOBE
D H 5 BETIE, BEICEEREREO 20 B I TRk
RERHERE BT RN RN o7z (77 'R, FARXIGA 5
mg., FARXIGA 10 mg OF G TORELRIX, BEERESHV -
10.0%. 23.1%. 25.0%. BEFEEEZ2L : 0.8%. 5.9%. 5.0%) .
DECLARE #BRICEHB W T, EHERMEREFE KO ®RE I,
FARXIGA # 561K 7 7 8 R EGHOWNTIIUIZEBNTE 0.1%AK
MCThole, WREOEEHRILICE > SR EFE KX
FARXIGA #5610 0.9% THiE S, 77 BREEHITIE 0.1%K
MCTHo7,

IBEE SO
FARXIGA #51ZfEVIEBUER S (B« A PEVIE, SRE, il
BUE) A& S, i bo— a2 Z2BE LoBRcid, &
BT 7 47 x% v — G, WO EEE O R ERIVER & O & v
FIEDS . RHHSRE 552 T 72 BE D 02%., FARXIGA BH%#%1F
THRED 03% TlE I N, WEPERICAIEEL L 72551
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FARXIGA D#¢5-Zz ik L, JE K OVEIRNHART 5 £ TIHEEER
Wi -> TIRRZATo 2 L,

BERFGBEZ N1 5 o T =2 X

DECLARE #BRIZIBWT, BERWE 7 R 7Y F— 2 (DKA) F4
73, FARXIGA #f 8574 {5l 27 f5il, 7" Z & ANEE 8569 il 12 5] Tt
HEINT, BEFLORBUIHEHMAZE L THETH T,

B PR AT

Mg 2 L7 F =K OFeGFR LT

FARXIGA % &¢e SGLT2 PHEA|IO#EGRIAIZ L - CiliE s LT F
=UNDEDITEIML eGFR METNT 5, N—R T A UHRFOEE
BEDNIEH I ERK T L CWABRE T, iz o XL 9 22
BZ VT F =2 KT eGFR OZAv D & 5 B A BORH TR O &
N, FOBRLZESTSH, ZHTHEY LAR2WENIDNED b EE
FEAMICHRE L. BMEREEO TREME A HEbR T D 2 L, eGFRIZKI T
L0 BIE, B5EHIETHLET LI Lah, FARXIGA
OG5 TH LN D BHREOZ(KITAMEDIMATEIREZ LN L C
WA ERRIBEIND,

NV R Y > P

13 oipizay bue—nERE LT TR ERBROFET — X
TlE. FARXIGA &5 %52 F 7= BF D~~~ 7 U v ML,
R—=RA T A VRN LOBMAEE 1 BAMND RO, X—Z2F A
VHEE DOEEOZEN K E 72D 16 BB F TNV -, &5
24 HBIZBITF D~ 87Uy MEON—R T A VR B O
BRix, 77 2 ARE5HETIE-0.33%, FARXIGA 10 mg % 5-8F Tl
230%ThH o7z, 24 MEHETIZAA~ b7 U » MEN 55%BEM L
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=B, 7T v REGHED 0.4%, FARXIGA 10 mg 580D 1.3%
DEETHE ST,

WHE RN 2 L X7 2 —L DI

13 oo be— VARG LT T RHERBROMET — X
Tk, 77 AR TG 22T BB 2 E T 5 FARXIGA 5%
AT T2 BE O REE IR EIC DN TR— R T A VDD DA LN
W ENnTz, &5 24 HEIZBIT 5= T A VNS OV
KL, ML AT o= LTIET 7 RES5HE 0.0%, FARXIGA 10
mg B 5HE 25%TH Y, LDL I L A7 a1 — /L ClE7 TR 5HE
—-1.0%. FARXIGA 10 mg £ 5-#% 2.9% Cd - 7=, DECLARE iR
BT D AFHDOR—RAT A4 b OVEEL &L, FARXIGA &5
Bl & 77 REEH & TEREIL, L AT B —/L 0.4mg/dL
Lt —4.1mg/dL, LDL = L A7 1 —/)L3-25mg/dL & —4.4mg/dL. T
Hol,

L7 D BRI DI

T X F FREEE] & FARXIGA 10 mg OFFAFEE (X hAA
TR D EEMEERICEMN) (BT 2B T, Mg o E R BRI
IREED 13 mBq/L LA FOBE DR GHTIT 46 (1.7%) #iE S
N7=DIZx L, FARXIGA 10 mg & =3+ F MEKERAIZ L Eh
O HARIERE TIL 1 FIT>DH (04%) Tholz,

DAEZXG L |- DAPA-HF Bk
DA a5 L Lz DAPA-HF RABRICISWV T, B/ 2 mIfETISER
O HNRD oI,

iR % DR
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PER B ICH1 5 FARXIGA D RLERFEAGRINF% O FH 25k
Mo, Fl-REWEARNRE SN TWD, 29 LEEEWERIR, #E
KR EBRDREHORE DAY T, BRRETHLHD, FHH
OB L REROHEMZRDT-0 | EIF O & O KRR
ERELTEDTHZ LILEE . RAETH D,

T RT VU R—U R

- AR R K O S RE R
© RIEPERCIE K OV 3B %
- REEE OISR (7
- HB

L= HH)

BERS

FARXIGA [FRBAZ 7' v 77 MR Wil G- D s S =4l
[ERAY A=Y
BEREGOEAS, THEFEGEHEY X —ICEK T L, £,
BE DOERAMRIBIZIE U T FRIEAITH) Z L b Z 4 Th D, iR
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ANNEX I

SUMMARY OF PRODUCT CHARACTERISTICS



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 (1.1) 10/2019
Indications and Usage (1.2) 05/2020
Dosage and Administration (2.1) 10/2019
Dosage and Administration (2.2,2.3,2.4) 05/2020
Contraindications (4) 05/2020
Warnings and Precautions (5.1) 05/2020
Warnings and Precautions (5.2) 01/2020
Warnings and Precautions (5.4) 10/2019

Warnings and Precautions (5.8, 5.9, 5.10) Removed 10/2019
--------------------------- INDICATIONS AND USAGE -
FARXIGA is a sodium-glucose cotransporter 2 (SGLT2) inhibitor indicated in
adults for:

Type 2 Diabetes Mellitus:

. as an adjunct to diet and exercise to improve glycemic control. (1.1)

. to reduce the risk of hospitalization for heart failure in adults with type 2
diabetes mellitus and established cardiovascular disease or multiple
cardiovascular risk factors. (1.1)

Heart Failure:

. to reduce the risk of cardiovascular death and hospitalization for heart
failure in adults with heart failure with reduced ejection fraction (NYHA
class II-1V). (1.2)

Limitations of use:

. Not for treatment of type 1 diabetes mellitus or diabetic ketoacidosis.

(1.3)

---------------------- DOSAGE AND ADMINISTRATION ----------mmeeme -
Assess renal function before initiating and then as clinically indicated. (2.1)
Type 2 Diabetes Mellitus:

. To improve glycemic control the recommended starting dose is 5 mg
once daily, taken in the morning. Increase dose to 10 mg once daily in
patients tolerating 5 mg who require additional glycemic control. (2.2)

. To reduce the risk of hospitalization for heart failure in adults with
type 2 diabetes mellitus and established cardiovascular disease or
multiple cardiovascular risk factors, the recommended dose is 10 mg
once daily. (2.2)

. FARXIGA is not recommended for glycemic control when the eGFR is
less than 45 mL/min/1.73 m?. (2.4)

Heart Failure:

. The recommended dose of FARXIGA is 10 mg once daily. (2.3)

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

CONTRAINDICATIONS

. History of serious hypersensitivity reaction to FARXIGA. (4)

. Severe renal impairment (¢GFR less than 30 mL/min/1.73 m?) in
patients who are being treated for glycemic control without established
cardiovascular disease or cardiovascular risk factors. (4)

. Patients on dialysis. (4)

----------------------- WARNINGS AND PRECAUTIONS  -——-----meememe -

. 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. (5.1, 6.1)

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. (5.2)

. 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 ---——-----mmememe -

. 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.
(5.1,8.5)

. Renal Impairment: Higher incidence of adverse reactions related to
hypotension and renal function. (5.1, 8.6)

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.
Revised: 05/2020
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FULL PRESCRIBING INFORMATION
1 INDICATIONS AND USAGE

1.1 Type 2 Diabetes Mellitus
FARXIGA (dapagliflozin) is indicated:

e as an adjunct to diet and exercise to improve glycemic control in adults with type 2 diabetes mellitus.
e to reduce the risk of hospitalization for heart failure in adults with type 2 diabetes mellitus and
established cardiovascular disease (CVD) or multiple cardiovascular (CV) risk factors.

1.2 Heart Failure

FARXIGA is indicated 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.

1.3 Limitations of Use

FARXIGA is not recommended for patients with type 1 diabetes mellitus or for the treatment of diabetic
ketoacidosis.

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 (5.1)].

In patients with volume depletion, correct this condition prior to initiation of FARXIGA [see Warnings
and Precautions (5.1) and Use in Specific Populations (8.5, 8.6)].
2.2 Type 2 Diabetes Mellitus

To improve glycemic control, the recommended starting dose of FARXIGA is 5 mg orally once daily,
taken in the morning, with or without food. In patients tolerating FARXIGA 5 mg once daily who require
additional glycemic control, the dose can be increased to 10 mg once daily.

To reduce the risk of hospitalization for heart failure in patients with type 2 diabetes mellitus and
established CVD or multiple CV risk factors, the recommended dose of FARXIGA is 10 mg orally once
daily.

2.3 Heart Failure
The recommended dose of FARXIGA is 10 mg orally once daily.



2.4 Patients with Renal Impairment
Table 1. FARXIGA Dosing Recommendations for Patients Based on Renal Function

Treatment/ Recommended Dosage based on eGFR (mL/min/1.73 m’*, CKD-EPI)

Patient Population 45 or above 30 to less than 45 less than 30 ESRD/Dialysis
Use for glycemic control in No dose Not .
patients with T2DM adjustment recommended Contraindicated
To reduce risk of hHF in
patients with T2DM, with No dose Insufficient data to support a dosing Contraindicated
CVD or multiple CV risk adjustment recommendation.
factors
To reduce risk of CV death Insufficient data to
and hHF in patients with No dose adjustment support a dosing Contraindicated
HFrEF, with or without T2DM recommendation.

eGFR: Estimated glomerular filtration rate, CKD-EPI: Chronic kidney disease epidemiology collaboration equation,
T2DM: Type 2 diabetes mellitus, hHF: hospitalization for heart failure, HFrEF: Heart failure with reduced ejection
fraction, CVD: Cardiovascular disease, CV: Cardiovascular, ESRD: End Stage Renal 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)].

e Patients who are being treated for glycemic control without established CVD or multiple CV risk

factors with severe renal impairment, (eGFR less than 30 mL/min/1.73 m?) [see Use in Specific

Populations (8.6)].

o Patients on dialysis /see Use in Specific Populations (8.6)].

5 WARNINGS AND PRECAUTIONS

5.1 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.




5.2 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)]. 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 (1.3)].

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
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.

5.3 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)].



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 Volume Depletion [see Warnings and Precautions (5.1)]

e Ketoacidosis in Patients with Diabetes Mellitus [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 and in patients
with heart failure. 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 (5.1)].

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 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. In patients with normal or mildly impaired renal function at baseline, these changes in
serum creatinine and eGFR generally occur within weeks of starting therapy and then stabilize. Increases
that do not fit this pattern should prompt further evaluation to exclude the possibility of acute kidney
injury [see Warnings and Precautions (5.1)]. The acute effect on eGFR reverses 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 (5.2)].
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DAPA-HF Heart Failure Study

No new adverse reactions were identified in the DAPA-HF heart failure study.

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).

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).
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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 (5.1) and Adverse
Reactions (6.1)].

In the DAPA-HF study, 2714 (57%) out of 4744 patients with HFrEF were older than 65 years. Safety
and efficacy were similar for patients age 65 years and younger and those older than 65.

8.6 Renal Impairment

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). The safety profile of
FARXIGA in the study of patients with an eGFR of 45 to less than 60 mL/min/1.73 m* was similar to the
general population of patients with type 2 diabetes mellitus. Although patients in the FARXIGA arm had
reduction in eGFR compared to the placebo arm, eGFR generally returned towards baseline after
treatment discontinuation. Patients with diabetes and renal impairment using FARXIGA may also be
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more likely to experience hypotension and may be at higher risk for acute kidney injury. In the study of
patients with an eéGFR 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 (2.4)] and
is contraindicated in patients with severe renal impairment (eGFR less than 30 mL/min/1.73 m?) /see
Contraindications (4)].

In the DAPA-HF study [see Clinical Studies (14.3)] that included patients with eGFR equal to or above
30 mL/min/1.73 m?, there were 1926 (41%) patients with eGFR below 60 mL/min/1.73 m* and 719
(15%) with eGFR below 45 mL/min/1.73 m?. No overall differences in safety or efficacy were seen in
these patients compared to patients with normal renal function. No dose adjustment is recommended for
HFTEF patients with eGFR 30 mL/min/1.73 m* and above [see Dosage and Administration (2.4)].

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>O 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,
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crospovidone, silicon dioxide, and magnesium stearate. In addition, the film coating contains the
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
SGLT?2. By inhibiting SGLT2, dapagliflozin reduces reabsorption of filtered glucose and lowers the renal
threshold for glucose, and thereby increases 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.

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)
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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 (Cmax) 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%, 2.04-fold, and 3.03-fold higher, respectively, as compared to patients with
type 2 diabetes mellitus with normal renal function. 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 (2.4), Warnings
and Precautions (5.1), 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),
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)].
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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%]

<> =1no 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 HbAlc 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.

9 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° —-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 -0.78
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
HbAIc 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 b —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
HbAIc, 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.

9§  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, HbA1c 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 CV outcomes when added to current background therapy. All
patients had type 2 diabetes mellitus and either established CVD 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 CVD and 10186 (59.4%) did not have
established CVD. 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 diabetic 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 to test for superiority on the dual primary endpoints: the composite of
hospitalization for heart failure or CV death, and MACE, if non-inferiority was demonstrated.

The incidence rate of MACE was similar in both treatment arms: 2.3 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 95.38% confidence interval of
(0.84,1.03). The upper bound of this confidence interval, 1.03, excluded a risk margin larger than 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

417 (4. 4 . . . .
Failure, CV Death' 7 (4.9) 96 (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 HbA1c >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)

Figure 6A: Time to the First Occurrence of the Composite of Cardiovascular Death, Hospitalization for Heart Failure or
Urgent Heart Failure Visit

30
28
26 7
24
22
20
18 4
16
144
129
104
] -
6 -

4 —
A FARXIGA vs. Placebo
2 =

HR (95% CT): 0.74 (0.65, 0.85) P-value: <0.0001
O —
1 1 1 I 1 I 1 1 I

0 3 6 9 12 15 18 21 24

~ —~ Placebo
v

FARXIGA

Patients with event (%)

Months from randomization
Patients at risk

FARXIGA: 2373 2305 2221 2147 2002 1560 1146 612 210
Placebo: 2371 2258 2163 2075 1917 1478 1096 593 210

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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FARXIGA vs. Placebo
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HR (95% CI): 0.82 (0.69, 0.98) P-value: 0.0294
04 1 1 1 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24
Months from randomization
Patients at risk
FARXIGA: 2373 2339 2293 2248 2127 1664 1242 671 232
Placebo: 2371 2330 2279 2230 2091 1636 1219 664 234
Patients at risk is the number of patients at risk at the beginning of the period.
HR=Hazard ratio, CI=Confidence interval.
Figure 6C: Time to the First Occurrence of Heart Failure Hospitalization
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4
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5
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=
H
8 -
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FARXIGA vs. Placebo
2 -
HR (95% CT): 0.70 (0.59, 0.83) P-value: <0.0001
04 1 1 1 I 1 1 1 1 1
0 3 6 g 12 15 18 21 24
Patients at risk Months from randomization
FARXIGA: 2373 2306 2223 2153 2007 1563 1147 613 210
Placebo: 2371 2264 2168 2082 1924 1483 1101 506 212

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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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).

42



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 effect 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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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 16.

Table 16: 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).
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 (5.1)]. Inform
patients that dehydration may increase the risk for hypotension, and to have adequate fluid intake.

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 (5.2)].
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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:

e 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 doctor about what you can do to prevent dehydration including how much fluid you should drink on a daily
basis.

e 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

e 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 in adults with:
o Type 2 diabetes to:
o improve blood sugar (glucose) control along with diet and exercise
o reduce the risk of hospitalization for heart failure in people who also have known cardiovascular disease or
multiple cardiovascular risk factors

¢ Heart failure when the heart is weak and cannot pump enough blood to the rest of your body to:
o reduce the risk of cardiovascular death, hospitalization for heart failure

FARXIGA is not for people with type 1 diabetes.
FARXIGA is not for people with diabetic ketoacidosis (increased ketones in your blood or urine).
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:
e 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:
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.
have severe kidney problems and are taking FARXIGA to lower your blood sugar
are on dialysis.




What should I 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 kidney problems.

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.
Dehydration (loss of body water and salt). Dehydration leading to symptoms of low blood pressure and changes in
kidney function have happened in people who are taking FARXIGA. Call your healthcare provider right away if you:
o reduce the amount of food or liquid you drink, for example if you cannot eat or
o you start to lose liquids from your body, for example from vomiting, diarrhea, or being in the sun too long.
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 05/2020
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MERR, SV —A, B FadFs 7ot
NO—A, ZHAH VAT —AF M)A, BEHKT
A, ATFTVYB~ AT A, b7aia—A, i
IbFs >, o, ~r7aT—)V400, #a="FR{L#k

@& Al

3.2 REDOMIK

W 5% %] Px 747 v Al0mg | Yy T4 7 ¥ Aki2mg
il gt D7 4 Vs a— g
“wooow (s25) —
15 £19. 1mm 11.1%5.6mm
5 <13.65mm 3.8mm
H &|257mg 206mg
kBT — K4 S10 A 525
4. HEER TR
2EUNEFR iR

5. REENIIZHRICEEET 2EE

5.1 ARHNI2BIHEIRIE & ZWr S N2 BE IS LToRMH L, 18
HEPRIFOEF I3 G2 Lawn T Lo

5.2 KHIOBH XD 55 LORERIFHHROIER T D 5 FHEHE,
HEEIRE 2 T AT o 2 E TR T3 255 1R Y ZET
bTl,

5.3 EEEERRRER S ECE JULEN P OARIEAR & EE TEIAF O
BIRDIIFCTE W20 He 5 L2 £,[8.3.9.2.1,16.6. 15 H]

5.4 HEFEER B R E E BE TIIAR DR S T s e v
WD S 5 O THRG ORI ZHE KT 5 2 £ (8.3,
9.2.2, 16.6.1, 17.1.4ZH]

6. AERUVHEE
SEL RACIZZ Y87y 7a Y v b L Cl0mg % 1 H 1A AT
IFTHAERICRO®SG T 5. 8. BEATI A ICE &
W BIER L 2 5 25mgl B2 2 LA TE 5,

8. EELEAXANEE

8.1 ARHNDMHIZH 72> Tk, BEH I LRI R & OV 2 o xf
WHHEIZOWT i+ 52 £, [9.1.1, 11.1.128]

8.2 AHIEG A, IMHEZ FMII AT L, SR O R 2 FED 0,
KEN%3H A5 L CHREIRT 5 2B E 13 oimEE~
OERLEETHZ L,

8.3 AFHEGIZ LY, MiErZ L7 F=>® L H LIZeGFROIL
THRALNDLZ ENHDLOT, BHREZ EMMIIHRAET S 2
o B ERFICB L TIREEE TOICBIZE L, kNI
eGFR25mL/min/1. 73m*Ai 12 T L 22854133k G- o il %
Miatd 52 L, [5.3. 5.4, 9.22/H]

8.4 JREBIEGL N O ME e e 22 o L, BB g5, SHEE R O A& e
EOBIEYERIIF S (70 = THE) . BIMAESE O T 2 YR 12
LT Wb, THBRBIERAT) ik EIRIEEG L O D 58
FEICTEZE L, BE LS A2 E 2179 & & b1z, RAE
WG U CTIRIESE 2 8T 5 2 & o RIEGEGL K O SRIRG DFEIR e
DZ ORI FNDO W TEEIZHT 52 £.[9.1.3.11.1.45]

8.5 AANDFRIEITIZL VER - BRVAONDL Z WD D, F
7oy KRR T 5 2 & 0B B DT, WERIKSHIEZEIT
EOFEE L, B T5TO T ko Bk, MUTER TS0 B
o LN KERHESEOMEY 2 NEZ1T) Lo fF
IR REH AR LT wWEE (EE, Bk ERE,
FURFEGEH B 1BV T, BiKPHERFELES b7 F—
VA, EEEEEIEE R, MAESE 2 A D g - ERES O
FHUCEE T A2 &0 [9.1.2, 9.2.2, 9.8, 10.2, 11.1.2&&]

6 KKIOVERHEFTHLIREF 7T — AHEEEFETIC LY.
M > b O — VA B ThH - THIRIRRASEDTHEL, 7 b —
VADVBHEbN, TR TV R=YAIELZ LD B L, FHLWIL
WO EAZEDRVEEDR L0, UTORICEET LI L,

8.6.1 ML Wi, ABkIRE . BN MEE 7 178, PR I PR e |
HRkbEELEOSEIRATFED SNk, I U RS b
RHSE 2 O ME 2 ET 52, BRESBDSNHEICIE
BehGadul L, B R0EEITH 2 &,

8.6.2 HHIZ A VA VAFMFEDIKT A v A Y EH O L,
L EE A IR . AEEOR R, e Bk E ) B A
37 M7V K=V ARFHLLT WO T, BEE T51247) 2 &,

8.6.3 BFIIH L., UToOHZIREST L &,

S N7 Y R =Y ZOERCGED - WEH, ARk, . 8
FEZ 178, PR, IR IRISE, Rk )

TN T YR — Y ADIEIRDFED b N7 AT B ISR
MA=Zd5Z L,

CMBEEATESE TR LD T Y F—V ARREHL ) 52
s,

[11.1.3&M]

8.7 HIRME:, MR, ZRHHVIZRBOFERE BT 5BHICBW
TIE, ZOHEBEELETHE LD IMHTOBRBELETH &,

8 AHIFEGAZ L AREF D HBME SN TWE720, HWEDKRE
WA EET L L,

9 RIMEHERZ R T2 E A D H0T, EiEE. HEIEOE
REIEF LTV L ERIEGTAL&EEET LI E(11.1.1
2]

co

[=<]

(o]



BENERZHIHEECHTEE

AHHE - BMEEZDOH 5 8E

A BMEEZECTHThDSHUTICBTZBEILKE
- T AR RN USRI B R RN 42

9.
9.1
9.1

SRR RIRAE, FUBCIRTE. BRI, AREEN. AFEEO
AL FEETIRAE

L WA ES)
CEEO TV T — VB
[8.1. 11.1.1=04]

9.1.2 EAKZEZULPTVEZF(MEI> FO—ILHPEBEHTARE
NEE. SfE. FIRBAGREES)
[8.5. 10.2. 11.1.2Z&M]

9.1.3 REEBRLE, MBRLEOHSEE
JEREEALS L BENDDH 5. [8.4, 11.1.45H]

9.2 BREEERSE

9.2.1 EEBHEREERENIBSHPORABELRLEE
PG L\ W2 EARFORRFET E %1 [5.3.8.3.16.6. 127 ]

9.2.2 hEEEHEETES
G- OVEMEZEEICH T 5 2 Lo REIOMEI 512155
NWITREVED S 5, [5.4. 8.3, 8.5, 16.6.1, 17.1.4%MK]

9.3 FipEEEZRE

9.3.1 EEMKEREEEE
BT Ozt 25 L L 2B RSB IZ G L T v v,
[16.6.2Z20]

9.5 1Ti7
TR SO IRNR LT A e D & 2 el id . A % 544,
A YA YEREERMHT A2 L RAOBEWIER(F v )T,
v N ORI BN H 72 2 BB ~OBEICL Y, B
T ORI DIEEEDSHE SN T b, T2 BWER(S v M)
TREANOBATHHE ST,

9.6 3w
BALRWZ LT L\, BiFER(T v M) T, Fitd~o
BTSN Cnw by,

9.7 ©R
INBEEAR R G L LA OV e R IR & L - R R R
FEfE LTV v,

9.8 SiEHE
— VA BERREAME T L, PAEIR (1858 O MAEN S B
TNHH b, [8.5. 11.1.22H]

9.8.1 75 LD E#mE
E N O B SR O PR A NTIZ BV T 7oL o B ClE75
RO BE & L L. RF25melE TR R RS O FEHR
DISHENE Do 720 [8.55H]

10. #HEER
ARFNTH G IMAE P I TN REAR L L CHET 2255, —
#H1XUGT2B7, UGT1A3, UGT1A8% (FUGTIAZ X % 7 )L %
O UBAEIC L VR s N LY (S vy u VAR L LTIt
P RED 3. 3~T7 A% FFAET %) F 72 AFHNLP-HE& 1 (P-gp)
DIETHHY, [16.451E]

10.2 GFAEE BHRICERT S &)

HH 5 FRAREIR - HEE T | R - e T
PRI P38 IR A5 & 2 d5 2 | A B T 15 A 2%

ANAEZIT LTH
RN A > 2 v

nhd b, FIZ, A
VAR Z VL7 HIL

WmEhs,

WA SR A R v EH &
a-7Vvayy—E\PHTEEHEIIE A
[H sk VAR ZI T LT HEI L
774 RREH 1Z 4~ 2 v #A D
FT )Ty REEH R RETT A T L,
DPP-4[H 5
GLP-15 % kB
PS5k

[11.1.1BH]

A % T R % 3 56 5| b il 2 oo i B3 o

% HH| REr +oBigL %
B T o535k,

1) FOUEEHI
£ 73 UERAbEER

FH S5 25
IR % 1 % 853 I A4 B VR A%
% HEH| WEgEh s,
7 RLFY
R R AR IVE
FUIRIg A& L E o &
RIRE S VB IE U SR FE o | R AR F A5 5
F 7Y K RIEH] HEZ2HET LIRS, BENN
)V — TR R HETAHI L, H5bo

[8.5.9.1.2, 11.1.2,
16.7.42H]

1. BER
WORWERD S SbN LT ENHLHDOT, BEEE 51 TV, B
WSRO LN E TG Z Ik 573 Wb R @217 2 &,

1.1 EXZEEA

11.1.1 {Em#E(2.3%)
RIMAED D 5 bND T EHND Do KIMBEFERA TR & L4
WIE 2 SO AN BT 5 % C#E R LB AT Sk L
L. a-Z7Vvay ¥ —PHEERLOMHICIET Pz &S
+52 %, [8.1. 8.9, 9.1.1, 10.2, 17.1.3&M]

11.1.2 Bk (0.1%)
198, ZMR. BR. MEETEOIERDED 5 b BRI EE DL
AEAIIE. IRERHIEE OB 2 EEZ 1T 2 & BKIZT]
S EMEEL Sk - BREE LB L 2P HE ST
W5, [8.5, 9.1.2, 9.2, 9.8, 10.2&H]

M3 S 7Y K= ZGHEEARH)
IFRTYR—=Y AGEREES VTV R—V RAREL)RH S D
NBLZENH D, [8.68MH]

11.1.4 BREBRGEEARN)., SHEEBR U SBEER DI M I 5%
(ZIVZTIEHE) HEAN) . BULGE GHEEAH)
BB, NE K OSBEE ORI (7 )V = THH) A
&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



. AUCo=lZD2\T129[106,157]%. 144[118,175]%. 152[125,185]
%Td o720 524 F TR 7V 2 — 2R (UGEe2m) DX
— AT b OBALEIEEREEOM T & L b I L Y
SEE AR B AR 4% (86 12> /8 71) 71 Y »50mg™ Hial#E 1% 5
w470 72555 CowL NAUCo-- O 15 B R RE R (203 2 5~ - 4 4
DI Z DI0%IE HEIX [ £, 104[81.2,133]1% % 1'148[120,183]1% T &
5726 UGErzan®DN— A T A ¥ 206 DAL 0PIl (R E) 130.78
(0.90)gTh o7z, W HEAT—%)[5.4. 9.2.2%H]

F4 IR ERRRE A N OV AR RS (2 25mg B [l HE 1955 D 3

LIV ViE A S S

F5 T UNT) 70T L OEWBRE KT T PR o

HMBYRE XT X — %
AT (%)

oA g | BE | WEE WE
g | ERRET | EREEREETY | iR | R
B n=8 n= n=8 n=8
AUCo - (14.9) (14.7) | 10800(9.1 2200(40.1)
‘M. n] | 7960(14.9) | 9730(14.7) | 10800(9.18) | 12200(40.1
Cumax[nM] | 1070(18.1) | 1030(34.4) | 1000(26.4) | 1070(42.3)
tone™ [h] 2.50 2.50 2.50 3.25
(1.00-2.50) | (1.00-4.00) | (0.667-6.00) | (1.00-6.00)
feoon[%]) | 16.5(18.5) [14.379(20.9) | 11.4(28.7) | 4.24(41.3)
CLr.0-2n . +3)
(mL/min] | 23-8(24.3) |16.8"7(23.8) | 13.5(33.3) | 4.67(42.3)
o 19 o
UGI“E;TI 75.0(4.84) [62.6"(5.75) | 57.9(4.86) |23.719(5.24)

S E (Z B 55%)
T IEHEEREE © e R BRI MR (eGFR) 290mL/min/1.73m*
WREFE AR E - eGFR 60~ <90mL/min/1.73m?
SRR REREE - eGFR 30~ <60mL/min/1.73m?
I E e E © eGFR 15~ <30mL/min/1.73m?
T 2) gl (/M — K Af)
T3)n=7
T4)n=6
T5)#% 5- #2405 £ TORW 7V T — ZAPEMEDON— AT £ ¥ 5 D%
(LR DTl (FEHEGRE)
16.6.2 FH%REREE &
JF 1 fE IE % B8 (n=12) & OV B2 (Child-Pugh A 2 753136, n=8).
rft % JF (Child-Pugh A 2 77~9. n=8). @& £ (Child-Pugh2 7 710~
15, n=8) [F#femEH I > 87 ) 70 Y »50mgHi %S % 17 -
72, WA G OSEMBIRE ST A — & O FFEREIE SRS 10T B
AT DI & Z DI0WFHEAX M. A, W& EE % O FE PR ke
HH T2 N2 NCmaxdZ DV T104[82.3,1311%. 123[97.7,156]%. 148
[118,1871% T V) « AUCr-=I2 2\ T123[98.9,153]1%. 147[118,183]%.
175[140,218]1% T » 72 ¥ JHEIAT— %)
16.6.3 SisE
2T PR A 320801 (H A N B 62861 % &) & M\ /- B4R [ 38 B
TEIRHT OFE R, AR 2550 D35 G 12 R TAUC 14657 T 1£8.00%.
7o TIL12.5% 8 7 B L Pl S 7z,
TE) ARFN O KGR R 1Z10mg 2 U°25mg Tdh 5 o
16.7 EWHEEER
16.7.1 L7470V EDHA
TR (1861) 124" 4 7 4 71 ¥ )V (OATPIB1., OAT3M% USCYP2CSD
B #1) 600mg] H 2l (1200mg/ H )5 H B JAERE 5L, 5 A7 147
O YRS RGHIH HIZT 2 87) 710 Y v 25mg 7 BalEE 6 %
HLgE, 2087) 70 Yy OGN 2 0% 5-EE o
AT P D L & Z DI09%1E W X [ 1L AUCo- T159[152,166]9%. Conax
T115[106,125]% T - 722 SAEAT— % ) o
16.7.2 V772 EL 2 EDOHR
RN 12Ty 87 ) 78 Y Y1l0mgk, ) 77 Y Y ¥
(OATPIBLJ 'OATP1B3® 55 #)) 600mg % . [l #% 14 F ¥ 5- L 72
Yits, T o870 70Ty @B 5 2 G- o A S
Wl o L & F DI0%IE X [ 12 AUCo-- T135[130,141]%. Cunax T175
[160,192]1%Td » 7= (FHEIANT— % )6
16.7.3 7ONX Y N EDOHA
FERERE A (1661) 12 7 T N4 R (OAT3 K 'UGT O [ #1)500mg % 1 H 2
(A4 H B OHRS L. 7Nty NS RmH2H BT 37 7
0¥ 10mg% BRI PRS- L7za, =287 ) 7a s v ol
GRS B 0 3 SR O AT i 0 b & 2 D90%EHEX [ 1X AUCo-
T153[146,1611%. CumaxT126[114,139]1% Tdr - 7220 FHEAT— % )
16.7.4 ZOMOEH & DA
IR T7aY OFEYHEIE A MRLI P S XYY R
(CYP2COTHR#MEN L)Y, ¥ 7)) &~ (CYP2C8 M US3A4T At
ENB)DN Ty ) TFE ) F Y TFE gL T ) v
(CYP2CODHLE) . NF/83 v (PHEERAMEHR)® ., 73 7Y B,
T UNRE F 2 (CYPIA4DILE) ), R (e FaroaF 7Y FiL
CrIE3 F)VEDHRHIZLDEBEEAS NP2 (3K5), Tz,
IR ) 7Y OWHIZE A A RKRLI R, S XY RO ¥
AR AVVERCNIDE &0 b E 2N /) B S 2L S A ) |
VI TTRT U FITYUNS L UNRTF O FIRE(e F
oszuuF7Y FRNIEI )P BIEERE(ZF VAT
THA—NVRELE I VA LWL OSEYEIREO BRI 2 E & 7%
DEBIIA LN o7 (£6). FHEIAT—%)

— 4 —

3 k| (90% (EHEIX )
& & BFA HA

AUC: = | Come

. 1000mg | 50mg® | 969 100
A PEVIY TH2[ | 1H1E | (92.3.102) | (88.8,114)

. o e lmg 50mg 95.2 95.6
FuAEY ¥ W | 1HIE | (92.0,98.5)| (88.2.103)

o 0 e . 45mg 50mg 100 93.4
A 1HIE | 1H1E | (96.1,105) | (85.1,103)

. NN 100mg 50mg 110 108
v TNTFY 1AL | 1AL | (104,117) | (97.0,119)

RN 5mg 50mg 102 88.3
VFINTFY 1H1E | 1H1E | (96.5,107) | (78.8,98.9)

: %mg | 25mg 101 101
7T Wl | LH1E | (96.9.105) | (89.8,113)

- 120mg | 25mg 103 924
NI Wi | K | (98.9.107) | (85.4.100)

= % —p 5mg 25mg 96.6 105
737N 1HIE | 1H1E | (93.1,100) | (97.7.112)

IR N 40mg 25mg 102 109
SINRIT Wl | T | (98.9,105) | (96.9,124)

. | 25mg | 2me 107 103
ERRIEEFTIE THm | 1H1E | 97.1,118) | (88.6,119)

RSt Smg 25mg 108 108
s 1HLE | 1H1E | (100,116) | (97.9.118)

1) A% 5 TOFMD 720 AUCow , Coa?d> 5 71
F6 PEHSEOEMBIREICRIZT o7 ) 70y Y o

T 7 £ — 5
HTFI(0 H (%)

3 k| o (90%fEIX )
it it B
AUC:x | Coms
<. 1000mg 50mg 101 104
A PEVIY 1H2[ | 1H1E | (95.9.106) | (96.5,111)
. lmg | 50mg 93.3 104
ZNAEY ¥ WD | 1HLE | (86.1.101) | (89.5,121)
CE T BT
9.0 87.7
(77.9.104) | (73.9.104)
lomg | E2ZV2 77 NI
99.4 95.7
LA (87.4,113) | (77.3,119)
CF ) 5T M-V
9.0 92.6
(85.3,106) | (77.3,111)
Cr s BT
89.0 9.2
(72.7,109) | (66.8,122)
Cxr 75Ty M-I
o e 45mg 25mg
CrY sy 9.5 104
LALE ) 1AL (89.1,111)‘(80.8,133)
Cxr 75Ty MW
101 113
(91.6.111) | (90.8,139)
P
911 89.9
(77.4.107) | (71.0.114)
somg |_EAZVZ 7Y M
9.9 91.9
[A]
THIEL | 0077 108) ‘ (77.1.110)
Cx 75Ty M
9.1 89.0
(91.9.101) | (76.5.103)
NP 10mg | 50mg 103 109
vIITNTFY 1H1E | 1H1E | (99.0.107) | (101,117)
N o . 5mg 50mg 103 102
VFTNTFY 1HIE | 1H1E | (96.1,110) | (86.9,119)
R-TNV7 7Y~
9%.5 97.9
. %mg | 2mg | (95.3,102) | (91.1,105)
INT T Hifn] ") 1H 1A STINTTY v
9%.9 9.9
(93.4,98.4) | (91.8,106)
e 0.5mg | 2mg 106 114
CIEE WETD | THLE | (96.7,116) | (99.3,131)




FEMBYRE XT X — %

7N TF Y IET T R L HN24BMAE T L7 77 LRI

— AT fiE D b (%) BRI 1T o 720 HbAlc(EZRHMiTE H @ NGSPAH) % 0228 ¢ 1fi
B k| (90% R ) BRI 5> OWETH LR FEO L BY T ). KHl0mg
- - BF Bl K U2Bmglz VTN OEHIZBWT S 77 L K50 & R
AUCrs |  Coms B BNz, EEOHEGHIM, S OWEFHEED T T LR D%
FITUN 12, AHN0mg 25mgTZE N2 —1.93kg U - 2.15kg T 5 720
108 104 BV O FBE &1, 77 K T6.8%(15/221%1). AH#I10mgT10.1%
. 5mg %Bmg | (101,116) ‘ (89.7,120) (22/217H1) . AH125mgT17.6%(38/2166)) Tdp > 720 EAREINENTIE, %
770N 1010 | 1H1mE 5370 5—Fb H10mg IR, 2R, LD TV 1.4%(3/21761) . AH25megTid
08 7 083 I1762.8% (6/216(31) . HR1.9% (4/216/1) 2RI IR E 1 .4% (3/216
@G,ND‘@ZIM® B)TH Y. ARMAEDRIEHSEBE &1, 7T 1R T0.5%1/22160) . &
DS ELy HI10mg T0.5% (1/21761) . AHI25meT0.5% (1/2166) T -7z, ¥
101 ‘ 97.2 HbAlc (NGSPE) (%) ZE RIS (mg/dL)
o . 40m %mg | (80.1,128) | (76.3,124) %5 | HEHED | o BN o
SIAET S W | W S rArrom Wit | 5o%iti | 77 EREOR | Sopipr| 77 EREOR
105 97.3 75 AT
(00.1,122) | (84.9.111) éngzzg\ 5) 7.92] 0.08(0.05) - 11.7(2.0) -
. 1| 25mg 25mg 9.3 102 \41
ERRZERFTIE qim | 1n1m | (89.1.104) | (88.6,117) 10mght - -
SE3 (n=216. 5 |7.89|-0.65(0.05)| 07400 |19 45 )|, 731129
F7EIF s | 1-0.88,-0.591| TSV [-36.7,-25.5)
101 104 \43)
1,104 8,11 25mghf _ B
99 Hoéifi\il J (n=216,  |7.86|-0.76(0.05) [_00‘9%’%)% ~24.3(2.0) [_4§’660<_23‘g)4]
NS 5mg 25mg 104 103 HHANLD) T e
1H1E | 1AL —
(100,109) | (94.1,112) n: 7>y ALE NIERIE
NS FM3 BEHIMED S OBALE R T T bR & 07 % EYZE LE (SE)
03 107 (ANCOVA : LOCF)
(95.9.111) | (97.7,107) LR OFER T, AFHI10mgX1326me % IR L C24B %5 L 72 BE 1.
IFZNIANTVA| 30ug | 25mg 103 9.2 I — FH o B O CHE R BRBR ISR AT L 720 SeATERBR Y &b T A7t52
- 1H 1M 1H1M | (97.6.108) | (93.4,105) S (R R EAT) DG % 4T o 720 Z OGS, HbAlce Kk ONZ2E IS M o
. . 150ug 25mg 102 106 EHIED S OFHEPIGLEARIITEO LB TH ), wIiZBw
VARIVTZAREY | aim | 1A | (98.5.105) | (99.5.113) TH 2P L CB Y. $EG52E TRV T RO IZ BT

1) G- TOFH 0 72 AUCo= , Coax?h> &5 FHE
1) AH DAL EIE10mg L U256mgTdh %o

17. BREREGER

17.1 HMRUORLMICET 255

17.1.1 ENE I8
AF, EIREEEGL 212 2hb 5 FIED v b O — LR+ 4
72 HAR N OB R B3 2 7P 502, A#lbmg. 10mg. 25mg X i1350mg
ZIH1E2E RS LT 79 v AR EERIC & 5 HE G
AERE AT > 720 HbAlc(EEFFMER : NGSPH) D% 5-Rifti 2> & O %
P EIETEDOLE BN ThH Y KH10mgh U25mgld V3L DI
HIZBWTH 7T RIS LN ELRESBO SNz, @

HbALc (NGSPfH) (%)
BOHME | GRS OBLR | 7 EREDE
7(??59% 7.94 0.30(0.09) -
3331%%*‘) 7.93 ~0.40(0.09) [:0().875(),<9b 0_8;5]

n: 7 vy aLENIERE

P GHMEA S OBALR LTI LR E D% R ZE LR (SE)

(ANCOVA : LOCF)
Lk o H BT, AF0mg X 1d25mex IH L 12 5 L - B
&, =R O HECARS2EM O RIS 21T 700 DR
HbAlcHFL SRl 22 & OFEF LA RITTEO LB THY, W
MUIBWTH ZORPRITFHHE L Tz,

fRAbE ORI S & 1E. A#10mgT1.8%(2/10961) . A#I25mgT
2.8%(3/10961) Td - 725

HbAlc (NGSPAi) (%)
Eremillt FEGRIEA S OB bE
10mg#¥ (n=109) 7.92 -0.67(0.09)
25mgfhf (n=109) 7.92 -0.86(0.09)

n: 7y abENIHEGE

e G-pifii A & OZALE - R LR (SE)

(ANCOVA : 0C)
528 M #% 512 B 2 EIMEH O Fs B EI & 13, A#10mgT19.3%(21/109
Bl) . AR#FI25mgT18.3%(20/10961) TdH - 720 AHI10mgT D F 7 Bl
PRI IEGL3. 7% (4/109%1) . FIH % e MR TR A 2. 8% (3/10961) TdH
0 ARIBEIE].8% (2/10961) Td » 720 AFN25mg T D 3 7 @I 134
JR6.4%(7/10961) . HFA3.7% (4/109%1) . 17178} ORI A3. 7% (4/109
BI)TH Y. AIMHEIE2.8% (3/10961) TH - 72, 2

17.1.2 EEHLRFSE THEER
AH, ERETEBL 2O b S S v a— A4
AHEL G OSH AR N O28IBE R 88 % RS, AF10mg. 25mg. ¥ ¥

LTI R GHE L WANEFE R ENRO SN REORSHED S
OFIEFHEALRD 7T LR E D#EE, RANOmgk 0525mgTZ L2
N —1.42kg 0" —2.53kgTH V) . T DRE R AMEH X522 b7z 5
THHE L Tz,

S2IE M 512 BT ZEMEH O EBE &3, 77 R T10.0%(22/221
). ARH10mgT14.3%(31/21761) . K #I25mgT18.5%(40/216f1) T
o 720 B BIERNZAHI10mg T AR K OSFR % I Y1 . 8% (4/21761)
2R J O 81, 4% (3/21761) . AHI25mg T iE11782.8% (6/21661) . 41
JR2.3%(5/21661) . £ 5R1.9%(4/21661) T 0 | ARIHE o B F 563 &)
GlE. 77 2R T0.5%(1/22160) . AHKI10mgT0.5% (1/21761) . AH]
25mgC0.5% (1/216%1) Td > 7z, 2

HbAlLc (NGSPIE) (%) I LM% (mg/dL)
e | BGRIMED | oo ey o | EGRIED | o ey s
bt | ol | 77N EOR | Do |77 EREOR
VAR
(n=219. 3 |7.92] 0.10(0.05) - 11.8(2.0) -
HHAND
10mghE B _
(n=216. 5) 7.89|~0.66(0.05) [_(?‘9716@'(?831] ~18.2(2.0 [_320713222)5]
5 HANS A1 -0. 1%
25mgit _ _
(n=216. 3 |7.86|—0.81(0.05) [710&1%% ~23.9(2.0) [75537(7258)1]
£ HANS) 0.0, S

n: 7 v ¥ abEnERE

FEGRMED? S OBLRm LT T 2R 0 % ba (SE)

(ANCOVA : LOCF)

17.1.3 ERXFE DHERR
ORI TR CTHLANKRZ LT LTH, EFT7TF A FR%E
. F7 V0 Yy REH, DPP-4MER. a-7 a3y ¥ —LHEHIL
WEHEN A > 20) VW REFNC £ B EBEC D b S FliED b
O — U SAN 43 70 H AR N 2808 PR 85 |2 AR A 10mg X 14 25mg % 1 H 1]
S23E B BE AR 142 G- L 72 O & R OV A% 574 L 720 2 DfE R,
HbAlcOFL-HIHMEL b OFEFIHELRmIETERO LB THY . T
MUZBWT D ZORPRIEFRE L Tz,
AHA10mg M 0°25mgl2 B4 5 BITEH O FEHEIG1Z. AVAR =) L TH
B C 2 2 14.0% (19/136%1) K& 10°18.2% (25/13761) . €277 54
I ASEH OF T B C 2 2 4119.1% (13/6811) 2 1U°13.8% (9/65(1) . + 7
V) D v REFIE T 2 N2 AL14.6% (20/13741) K 1N14.0% (19/136
1) . DPP-4RH 2 %1 f F I C 2 1L 24113, 2% (9/6811) J 1°25.4% (18/71
B, a-27)va vy —BHERPEHE T2 2110.1%(7/6961) K O
7.19%(5/7061) . HEHT A > 2) Vo REER R T2 e 12.9%
(9/7081) e 0°12.9%(9/7061) Td V. F 7 FI/E A&, HHIR0.0% ~
9.9%. T HEVHRR0.0% ~4.29% T & - 7= ILIHE o 8/ H 538 4 1%,
AR = vy L7 BT 2 L2 6.6% (9/136%1) % U7.3% (10/137
B). E 77 F A FRHEH G T2 2 .5%1/6861) K U4.6%
(3/6501) . F7 ) ¥ v RIEHIGET B T2 2 00.7% (1/13761) K OF
0.7% (1713641 ) . DPP-4FH % # f Fl 5 ¢ 2 112 110.0%(0/6861)) J% O°
4.2%(3/7T161) . a -7 v a5 —LHEHGHEETZ210.0%(0/69

5 — 0961



B) 5 T°0.0% (0/70%1) . HEEIA > 2 >4t B IR C 2 i
0.0% (0/70f1) . 10'4.3% (3/70) T o 7z *

- s HbAlc (NGSPAE) (%)
K
B ER0 | RO [ BIaEsS O
W0mgn=-136) | 7.9 0.93(0.05)
ANVKZ)
A T R g (a=137) 8.06 ~0.96(0.05)
- ] 10mg(n=63) 7.68 0.81(0.06)
¥ FRHH
R v ———— 7.51 0.98(0.06)
o 1mg=13D) | 1.8 20.90(0.05)
~ 3 S|
FT) AR o e (0=136) 7.9 20.96(0.05)
] 10mg (n=68) 778 21.00(0.06)
. 2
DPP-4HEA] Bmg(n=71) 7.82 0.83(0.06)
a7 b as5—%| 10mgn=69) 778 20.87(0.06)
B 25mg(n=10) 7.56 20.7700.06)
EREA > A > %] 10mgn=10) 8.01 ~0.98(0.08)
W) %5mg(n=70) 7.98 0.98(0.08)

n: 7 v ¥ LI NIERE

FHREA S 0% b - T2 bE (SE)

(ANCOVA : LOCF)

17.1.4 BHEEET2RRERFEE 2R E U -EEHFSE IHHER
R R E A 2 28R IR AR S AR HI10mg X 1325mg# 1 H 1H]
S2UA B RE %S L 72 7 9 £ R I B E ML ER % 1T - 720 %524
JAREOHbALc (EZEFME H : NGSPl) o 4% 5-Hifii > & O i 3%
Lld TEDEBY TH Y. KHN10mgd B E B ek 5 B % (eGFR
60mL/min/1.73m?2L 90mL/min/1.73m*4&fiii) T, AR#HN25mgld FREE T
B I 2 2R R O A R R BB R (eGFR 45mL/min/1.73m*LA
E60mL/min/1. 73m*&iifi) 12 BV T, WL 7T v R LR L
HEREDTRO bz,

L2 BB A EMMEREBE &1L, 77 1 RK#ET27.3%(87/319
B, ARF10mgT37.0%(37/10081) . A#]25mgT31.5%(101/32141) T
0. FEoEERRILEE (75 £ R :114.4% (46/31961) . 10mgik -5
16.0%(16/100%1) . 25mgf% 5-#¢ 1 15.9%(51/32161) ) K IR B 1& 4 (7
7t R:5.6%(18/31961) . 10mgtk’5-5:5.0% (5/10061) . 25mgfk5-H:
4.7%(15/32161)) T - 720 O FrEIANT— %)

R R R % B E (eGFR 60mL/min/1. 73m2LL_E90mL/min/1.73m?%
i)

HbAlc (NGSPf#) (%)
Wi | G o OBILE | 75 EREDE
751:%;)?}? 8.09 0.06(0.07) -
1((3258%? 8.02 ~0.46(0.07) — '7522@ ‘0193)2]
Bmelt | 7.0 ~0.63(0.07) 00

n: 7 ¥ aLS NIHEBIE

A S DL/ R T T R E 0% 2L E (SE)
(ANCOVA : LOCF)

A R R BRI B (eGFR 45mL/min/1. 73m2LL E60mL/min/1.73m?
i)

17.2.2 41> 2 P REAE OHAFEIRHRS R (ERRERTHER
HER)
422 YEFNS X BRI b ST T v b o — VR4
7o HAR N2BIHE PRI B 2 W RIS —EHm O A » A1) Y IZAFHI10mg.
25mg7% 1 H 1E52:8 i B i #%5- L 72 777 & R I I B MU Bt & 17
5720 FE51601Z B 2HbALcO SR & O P ZE LR IE T
FOLBYTHD., A#10mg. 25mgld VI d 77 REGHIZI
NCHBEREDBD LNz, ¥

HbAlc (NGSP1i#) (%)
B5aifE | H&GRiED 5 0% L TR EDE
75 & R _ _
(n=89) 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: 7 vy AL ENIHEGEL

F GRS S OZ LR RV T T R E 0% - % b (SE)

(ANCOVA : LOCF)
1) RHFN O A 1X10mg L U25mg TdH 5 o

17.2 BOEHRFEHAESF

17.2.1 GLP-12BHEEHZE L OHAFEERAR SRR (ENRERTE
EREREAER)
GLP-1Z A EFHEIC L 2 EHIC O 20b 5 F b2 >~ b a— VAR
T 55 7 H A N2ELHE DR 993 A 12 A 10mg 3 1325mg % 1 H 11a]52:8 [ ff:
FRE G- L 72 D2 M OV R % R L 720 $%5-52:812 815 %
HbALlcOFG-RIfl 2 & OFHEFHZEA I TEROL BY) Tho7zo &
#10mg % U25mglZ 33 1) 5 ARInE O EIE I ZE 3 E 41E. Z21210.0%
(0/3261) L 13.0%(1/3361) Tdp - 725 3

N KD HbAlc(NGSP1#) (%)

PRl BR[| B | B b 0L

| 10mg(n=52) | 8.83 ~0.55(0.15)
O B B o g(n=33) | 8.68 ~0.77(0.14)

n: 7 vy abENERE
FeGaifA S 0% ks - T2 (SE)
(MMRM : OC)

HbAlc(NGSP1E) (%)
o | LORBEORER | o .
B | ipe o | 77 EREOE
75 L AREMm=90) | 8.70 0.00 (0.07) —
10mg# (n=86) 8.83 ~0.9200.07) | :101?2 o 89;3]
25mg#f (n=90) 8.74 -1.000.00) | :11 igo 0 892321

n: 7 ¥ AL NIHEE

PeGHIEA S OZLR KT T K E D7 - HBEFIHZELE(SE)

(ANCOVA: LOCF)
T2, FOHBRA VA Y OHEEZRETT & L T2 F TRk S L,
FEM oM ROt 75 bR & e L7ze 52812810 5
HbAlcOFG Rl 2> & OFEFIHZALmIITEDO L BY ThH o7z, 52
ARG BT 2RO RIEHEBE & 1E. 77 KR T15.6%(14/90
Bll) . A#I10mgT20.9% (18/86f) « AHI25mgT24 . 4% (22/9061) Td V) |
RO A SN h o 72,

HbAlc (NGSP{K) (%)
75 KB 0=00) | 8.70 0.01(0.07) —
10mg# (n=86) 8.83 ~0.89(0.07) [:1%39 . é%]
25mg# (n=90) 8.74 095000 | %2 o (1)(.);71

n: 7 ¥ afLE eI
BGHMED S OZEAE R T 7 LR E 07 JiEE g2 L (SE)
(ANCOVA: LOCF)

18. FEshIEiE
18.1 {ERHRF

i C Al S Az 7OV 3 — AR IFE T A e bR T A
73— A EEAER2 (SCLT2) 12 & » TR &ICHIR S, b
FATEDHLHSCLTUI L > THHWIN SN DY, Toxr)7ayy
XSGLT2#IRM 2 i A THEHI T, B L % 7V 3 — ZAOFRI % 1
FTHIEIEDRAZ IV T — AR RIS, AT S50,

18.2 FEIB(ER

18.2.1 SGLT2fAE1ERA
In vitroERT, T2 87 ) 70 IESGLT2% #3RAYIZBHE L (ICs :
1.3nM). k& FSGLT1(ICs : 6278nM) & ik L THI500085 0 4% % 7R
L 72" (in vitro) o

18.2.2 Reh )L a— ZHEHHEEVERA
WEFRIEE 7V EN (db/db~ 7 A K OZucker b R AL [ZDF] 5 )
WZBWT, o7 ) 70y AEHREREOFSICL Y IRFZ7Va—2
il i (e G- R TRER]) A BN S 7210
H AR N2RUBE PRI B E 12 827 1) 70 “1Img, 5mg. 10mg. 25mg
X7 7 R %&1H L4 B AR O%S L2, mooxz7)yay s
1377 2RI AR 5-28H H 0% 5240 [ # F CORRIRE 7 v 3 —
AR B S 729,

18.2.3 M¥EETIEA
HERIEE T IVEIY) (db/db~ 7 A K OZDFT v b IZBWT, T8
)70 Y FHERE I G X0 S T 2R L2 S 512,
ZDFT v MIBWT, Ty87) 70 21T H 1508 AR S
&0, BeH520 HEET) LOHS37THH &) ol 7L 3 —
A BRSO IZHbALcZ R T S 4722,
HARNRBEIREF T T 1R, =0 87) 783 »10mgid25mg
1V H B2 B SAGRE %S Lize o837y 70 Y 2k 792 R
HAHbALCE LT & 4723,
TE) AF O AR X10mg [ 025mgTHh 5 o

19. BRRSICEET 2ELZHAHE
— e 44
T2 ) 71y v (Empagliflozin) (JAN, INN)
L34
(15)-1,5-Anhydro-1-C- {4-chloro-3-[ (4- {[ (35) -oxolan-3-yl]oxy}
phenyl) methyl]phenyll ~-D-glucitol
i
Ca23H2:ClO7
Gy
450.91



(EN
HBEPrLEHGONMKTH L, X5 = VIZRRET
=V (99.5) 12T IZ < L RITHED THIFIZ (o
e 2w

%
o 0
g al
HO O

H 0
H
H

SRR 24

H
OH

HO
H  OH
il
150TC £2TC
SrECAREL
logD (pH7.4) =logP=1.7

21. EEB& M
BEE ) A 7 EHENE 2 RE O b, #YNCE-T L L,

2. A%
(T xT 17> A5E10mg)

1008 [10%E (PTP) x 10]

7008 [14%% (PTP) x 50]

5008 . /3T EREHIAD ]
(T x5 17> R§E25mg)

100$2 [108E (PTP) x 10]

23. EEXE
DALAERL - JERRRSE B RERER (A (20144F 12 26 H &2, CTD
2.6.4.6)
2B - JERRRSE B
2.6.4.5)
AL - FERRIREEY)
2.6.4.5)
AP ERL - FERRRSE B e
2.6.4.4)
5)Sarashina A. et al. : Drug Metab. Pharmacokinet. 2013 28(3) :
213-219
6) AL RL  HAR N2 R B & k5 & L 7z 4 ] A G-k
(20144E12H26 H &F2. CTD 2.7.6.3)
7)Macha S. et al. : J Diabetes Res. Clin. Metab. 20121 : 14
)KL A O B RS (20144712 H 26 H KGR
CTD 2.7.6.1)
) KPR+ H AR N 2BUHE IR B & kP R & L 7= i ne R 5Bk (2014
4#£12H26H KRR, CTD 2.7.6.2)
10) 4R« e bADMEﬁtEﬁ(ZOMMZH 26H 7%, CTD 2.7.6.2)
1AL © JERRRSE M By g% (FL3H) (20144F12H 26 H K2, CTD

AR (LR (20144E12H 26 H KGR, CTD
RESBR (UF) (20144F12H 26 H &2, CTD

B (103 (20144212 H 26 H #F2. CTD

2.6.4.5)

12)FE R« JEERPRSE B AERRER (10 (20144F12H 26 H #4&F2. CTD
2.6.4.5)

13)HEPE R FERRIR S B AR SR (R (20144F12H 26 HAKRE. CTD
2.6.4.5)
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JE 3 7 S - | 47 S

RN

3.2 HADOMHK
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AT, R A GO RMN A BIT 5 & EEt) A AuE
BTV, -2 L3y &4 — FRHEHK L OPFFEIZIE T P
ARG 5 2L, [8.1. 8.9, 9.1.2, 10.2,
17.1.2, 17.2.1, 17.2.2&H]
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SELN BLAITIE. RIERCHITR S O L) L& 2175 2
& BEAKIZE] & f X e 2 Sl - FERES 4 F88
L7=fflpgisxhTns, [8.2, 9.1.3, 9.8.2, 10.2%
He]
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12. BERBRERZRICRIFTHE
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B M OV MiEL, 5-AGOMAFERIZ. MFE2 > re—Lo
BELRZELEVOTHETSZ &,

13. BEHKS

13.1 @
KHEARERETIX, AFEOEICK>THF ) 7
OV VIRIEEAEKREINEP S EORENRD B,
[16.6.1%0H]

14. BRAEDEFE
14.1 EFZMFEOEE
PTPEXEOMANIPTPY — b 2 5HLD L CTHRII$ %
EofgE4 2L, PTPY — FOBEEIZK D, L
A AR RS A U, IS ZE LA 55 2 U CHiER
REQHEELEAIIEEZNRET LI L1 DH 5,
15. ZOMOEE
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WA CTITbh N - DIMEREDOREE XL &Y 22
AATA, MY b — LR R A 2R RS R A 0
L L ABEERRERIC W, #F ) 7uv v
LC10031x300mgZ 1 H1M# 5 X h-BHTIE. 75
YARERG IhZEHELD S, TR ORBSHE N E
BIZE, o (O — FH:1.97, 95% S HEIX M1 .41-
2.75) EOWENDH BV,
ARFDAGEHEIZ100mg/ H TH 5.
15.2 FEERPREABRICE D 1R
MERE S~ b Z& RO 72 29 R A8 % 508 A SRR (10, 30
K U*100mg/kg/ H) 1230V T, 10mg/kg/ H LA EDOHETHRS
BEIZRIHINERE, 100mg/ke/ H oD MEME T B L2 48 Gl i
T OV i 0 2 PR A e 955 0D F8 AR AFUE D BE I3 588 6 o7z,
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HI10FNC BRI G- L 72 & & O AT rh e Hefs
CERPYBIHE ST A — 2 IZLITDE ) Th B2,

(ng/mL)
1600 1
m

4% 1400 -

0 12 2 3 48
BE5%OEE (h)
CPYafl + e 22, n=12)

Cmax (ng/mL) | AUCp-w (ng*h/mL) tmax (h) tiz2 (h)
1126 (228) 6561 (1305) 1.0(1.0-1.5) [10.2(1.9)
)

n=12, ¥l (FEAE(RZE) . tmax (3 Jefil (R Miti— i A it
16.1.2 RE#HS
QMIBEPR R, HF ) 7aY v e LT100mgh1H
1E114 H B IERRY G- L 72 & & O3YERe S5 £ — &
BUTOEBDTHY, KIEHRGRGBHRIHE L TI2E
WIRREIET 3D EEZ 65z,
Cmax (ng/mL) | AUCg-24 (ng*h/mL) tmax (h) tre (h)
1136 (330) 6635 (1367) 1.0(1.0-1.5) |11.8(3.2)
n=12. I (FEHERRSE) . tmaxid oLl (e Ms - Afil)
16.2 TRIR
16.2.1 N FFTNXALZEYF«
fEFERA ) 12, #F+ 2 7a v v & L T300mg%
FHECFEG- Uz & 2 DML X T RL 58 ) 7 4
13H965% T H - 729 FHEAD T — 4),
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fRFERAIZ. HF2) 7av v e LT200me % 22E 1 X
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Cmax M O AUCo- DI EVME O e (F 12/ 2208 HE) & %
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Cmax (ng/mL) | AUCp-e (ng*h/mL) tmax (h)
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Tk 1740 (435) 15140 (3572) 3.0(1.5-5.0)

n=22~24, VY0l (FHEMRZE) . tmax i3 rP gefl (e IV -k fil)
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16.4.1 fdEER A SHEA, 6f) 12, [“CIEE#EA 20 7
Y v192mg & ARG L7z & %, 5524050 &
TOIMAER AR BEI 5 8 B K2 J UM 3 o #)
HiX. HF TV TaY v (45.4~98.7%). I a vk
F A AHIMS (1.9~29.6%) K UM7 (16.0~28.8%) & U
AL AHIMO (2.42~3.70%) TdH - 729,

16.4.2 L MZEBTF A HFr ) 7ud oLy a v giad
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FIZCYP3A4, NTCYP2D64 B 5-L 72, CYP2B6.
CYP2C8. CYP2C9KU'CYP3A4IZX L THIV PH N
R L7 (ICsfifi:16. 75, 80 % U'27umol/L),
CYP1A2. CYP2A6. CYP2C19. CYP2D6 & U*CYP2E1
I U CHEEHAR S Ko7 £72. WTHO
CYP/rFHREIZx U C & WA PR 278 & 37,
CYP1A2. CYP2B6. CYP3A4, CYP2C9KUCYP2C19
AL o7, UGTIALKRUUGTIA6IZ L CTHIN
PLEMEH Z /R L 722 (ICsfiE:91 K 150 umol/L) .
UGT1A4, UGTI1A9K U'UGT2B7IZxt U CPHEME 7R




X e H 5727 (in vitro) o [10.ZHH]

16.5 et

16.5.1 R A (FHEIA, 6f)) 12, [MCIE#A + 2 7
T Y 192mga BRI S- L7z & %, &5 168K
F T, BE5 I BAEED32.5% A R HIZ, 60.4%H°
#wrhcPmt X -, 5548 TOIRPIZH F 7Y
7a v ViEED 5T, M5(13.3%) K OMT7 (17.2%) »°
BOoNlz, £ HEHZZ HF 7Y 7aY Yy (41.5%).
M7 (3.2%) }2 MO (7.0%) 3388 5 729,

16.5.2 #F7) 7u v ViZP-WEEEE. ZAlEREE
FI'E2 (MRP2) K OFLA At & FE (BCRP) DRV T
0. P-PERAE KO L A PEBDE & - 2125 L Chs
WBH M (ICsofi#:19. 3mol /L & 1821 . 5 umol /L) %7l
L 72 (in vitro) , [10.ZH&]

16.6 HENEEE2E T 28EF

16.6.1 BiEgEEEE

(1) BrpEEE 2 4 5 2 ERREE
5 e e R A 1 O 2B R ER IS, AT o) T
Yy e LTI00megZ HERRORE Lz &, -2
70 Y Y DAUC X BHERE L 2B OR R & Ll L
THI26% ESH- U7z, F72. BRBEIEE KO R % B e
fis 4 5 2MIBEIRP R 12 36 1) B 4 524 & T D
BRRP LT — 2PEEDO X — 25 4 V6 DAL
i CEYil [95% ST X [#]) 1386.592¢ [75.612, 97.572]

Je161.017¢[49.362, 72.671] ThH 72", [5.3. 9.2.2
ZI]

B AR O Cmax AUCq-w
n (ng/mL.) (ng * h/mL)

XAt iidusa 12| 1214(338) | 6929 (1734)

S R AR A 1 S

2FUBEIR R 12| 1197(311) | 8766(2551)

(eGFR 30~49mL/min/1.73m?%

EHTE RSB RE b O T
DI (%) [90 % 121X 8]

SEYE A (REUEfR 22)

(2) BipefEEE
B EEIC, AF ) 7ua Y v e L T200mgA Hildl
WO Lz b x| WREERRREES. hE B
EE RO EEEREREZEDO S F ) 70 YV OCmax
BIEHBEEE I LT, 2 h 2 hf27%. $99% M O
0% T L7z F72. AUCo o3 L5 BHAES & ik
LT, ZNFNH15%. $929% K OHKI53%mmh> > 7=, K
HEARRE TR, ARRNOBEICL>THF 2 70
CUIRIEEAEREIN AN 572, [5.2. 5.3, 9.2.1,
9.2.2. 13.1&#]
Tz, IEWEHREE SRR, RS RO R
BB AP %240 M E COBMIRb L a — 2 HE
MEDR—2 54 Vh6DELE GHIEE ) &,
53.04. 38.32. 17.11 % U4.27gCh - 729 SHHEADF —
),

98[82, 117] |126[106, 149]

ERRERE E OFEE Cmax AUCp-

" (ng/mL) | (ng-h/mL)
IEE B 3| 1880(475) | 14862 (5380)
RS R p

(eGER 60~89mL/min/1.73m?") | 10| 1469 (669) | 17172(6075)

IEREHSREE & ORMTPISIEO L
(%) [90%= 41X [H]]

HE I R AR R

GFR 30~59ml./min/1.73m? 9 | 1717 (427)

IEREREH & ORMTEO L
(%) [90% =X [H]]

JEE R

GFR 15~29ml/min/1.73m) | 10| 1746(665) | 22304 (5566)

IERTE RS & ORM T
(%) [90%{= X [H]]

73[50, 108] | 115[84, 159]

18715 (4504)

—
@

91[61, 134] | 129[93, 178]

> 3

90[61, 133] [153[111, 211]

ERSRERE T OFEE Cmax AUCp-o

" (ng/mL) | (ng-h/mL)

KN AR 2 8E CENIR) 8 | 1287(277) | 13587 (3216)
EHEEHEREE & ORI T EED b

(%) [90% (S IEIX L] 69(52, 90] | 94[67, 131]

KIAB A4 EE (BT \ 8 | 1433(509) | 14205 (3648)
IEFE RS & ORMEEE D

(%) [90% (S IEIXIAL] 75[52, 107] | 97[67, 141]

YA (R A 222)
16.6.2 FTipEfEEE

IFHspepEsE I, #+2) 70D v & LT300mg4 Hiol
BOPES L7z & &, BERHERER T E (Child-Pugh/ S8
TAGFF2A T 75~6) O %) AR BERE 3 & (Child-
PughHHTEE AT TT~9DOHF ) 70v VD
Cmax (T IEHITREBEE L iR L T, 2 ZFh7%0 L5
EXIA%DIK T RO 5Tz, F72. AUCooold 1FH T4
BEE LR L T, 22 hi10% K ORI11%EH - 7210
HHEADT —4), k. & FFEBER 2 (Child-Pugh
SRTHARG 2 a2 79#) TOEKREIZITbh Ty,
[9.3.1%H]

N RERERE S DR Cmax AUC-o
n (ng/mL) (ng * h/mL)

R T REE S 87| 2844(794) | 24632(7132)

R I e R 8 | 3038(670) | 27162 (8609)

EHEFRES & ORI T-¥aMED L
(%) [90%f5 4 X ]

5 RE A RER 5 | 8 ]2810(1037) | 26866 (5788)

Eﬁmiﬁﬁ@gﬁ%ﬁgﬁﬂm 9675, 122] | 111[87, 141]
SEYfE (FEUER22) . a) AUC)wldn=7

16.6.3 =& ICH (T 2EYEIRE
QRIBER IR E A R & L-HERERE,» 5., Eih
(65 LA L. 71~730%1) & Ik (65 A, 217~225
) IZ B WTHEMIEL =g S > 7)) 7a v Vg
Db T 7ML OEE128%DAUCe . m & IR L 72, 7
DOFEHR, ElE D b T 7IRE O FHEEIIESmE KD &
$910~30% @ Ml & 78 L 7210,

16.7 EWHEEER

16.7.1 A+ 70707 OEMEIEEICRIFTHE

MmuzrzrEY>
F HFrV oY voORYEHREIZKIET) Ty oY

2V OB (SEADF — &) [10.25H]

107[84, 137]| 110[86, 140]

HF 2\ AFI) TOY Y OEYEHE ST X — &
5 i PEREE |V 7 a ST I He[90% 15 HEIX ]
R | vy fifHL B
FH = Cmax AUCqo
I 0.72 0.49
vy |000me ) 300me | 6 g gy [0.44-0.54]
(2) Z Db DEEH|

FAVSYTFUE X bRLIY, vraxE) v,
Tuxt Y PRI (mF =Lz 2 7 V4 -
KOVAKRILFZ ML) LU FarsauaF7 YR
Z. WEREAF ) 7Y v EOHRSICXBHE
MIEEBIZRD S NED» - 722 (HHEADTF — %),
16.7.2 HHRAEOEYEIREICRITTHE

MHydxs >

F* VIFLUOMEYBREIZKTT AT ) T Yy

DB SHEADF — %) [10.22H]

B+ PEHSEOHEYERE ST 2 — 4
0 iy BRI |y 7o | RMPEEEO M [90% 5 TEIX [
SR | vy fifF i
,:HE Cmax A[J(:(]fzm1
SEESD 1.36 1.20
v 0.25mg | 300mg |y 51y 53] [1.12-1.28]




(2) Z Db DEEH
FANZYTFUB YNV TS IF(F) TR,
X ALY, BOMTR(ZFo L2 5 V-
KOLVARIILFZ ML), e FarsaogF 7o R, ¥
VINARFV, TN TI) T2V RO ILT 7Y U R
VL, WEhE A2 ga vy EOfHKESIZ X
LS BIRD NG 5722 (FHEAD T —
2),

F) TRV ) TFFUVIEHARAAD T — &

AEN O AR EIZ100mg/ HTH %,

17. ERERERIE

17.1 BHR LM (CET 5 5%

17.1.1 Bijhpsk

() EANELHERR (77t RN B _E5R ISR R
BYEAER)
BB R OHEERE T v o — LA R4 2
RUBEIRR R E Q7101 #:Ri2, A+ guv vl
T100mg. 200mgXi3 7 5 ¥R % 1H1E24HEE5- L 7=,
WRIZWEDO LB D Th - 72, 20151 5 P55 H
5 OREZAHE (FHERE AT R 2E) X, T o &
AP GHE(9301) T—0.76+0.35%. A FZ) Tav v
100mg#%5-5f (90f5]) ©—3.76£0.35% T & - 7=,
(R IMBE O BIE S, 75 2 RBETL.1% (1451793
). A7) 7a Y 100mghE¢1.1% (11/9015) T & -

tls) . 14) R

& 77 AR E RGN (243 1) D5
75 kR K+ 7Y 100mg
n=93 n=90
L | 5D | BEEIRS | TIEARED

u JU
L300 o | B onn | arox
—1.03+0.10%
° + + +0.73|-0.74¢

HbAle(%) | 8.0420.70|0.2940.07 | 7.98+0.73 |—0.7440.07 (—1.25, ~0.3]

e B —35.3+3.9%
+ + +35.7| -31.6+

mgldl) 163.0£32.6) 3.742.7 [157.7+35.7| —31.6+2.8 43,0, ~97.6]

WS —84.4+8.0%

OWEIILAE {303.0£66.4) —0.545.8|311.7472.4/ —84.9£5.4 a0

[-100.1, —68.7]

(mg/dL)

P50l + B R 2E . 5T S OB E KU T T LR
& DAL RO FIEWE AP0l - fEHERSE Fp<0.001, [ ]
5% S HX M, HbAle: NGSP#

(2) ENEE M4 BR (REA IR 5 54ER)
BHEE R OEDESE TR T > b o — LSR5 42
BRSO (3791) RIS, A+ ) guv el
C100mg X 13200mg % 1 H 152 # 5- L 7z, SR iTk
EDEBDTH -7, E5HTA S ORELLE CFE
+REUEZE) 12, A 20 T a Y v 100mefk5HE (127141)
T—4.424+3.06%TdH > 7=,
1B I8 o> 215 36 B 31415 3.9% (5451 /12741) T & -

7-15).16) R

& R GHUR (5238 1F) D5 H

B+ 7u Y 100mg
n=127
P55l Pe5aih & DL E
—0.800.70
9 +
HbAlc (%) 7.84%+0.71 [—0.92, —0.67]

PYafE RS, [ 1 95% S HEIX . HbAle: NGSPIE

$72, BRERENOMBEIREDEBD TH -7, [5.3.
9.2.2%H]

& HREEN O RIIB G (52381F) DR H

A+ 78 /100mg
REERERERY | PR RRREEEY
34 H
?%ﬁ%ﬁi (eGFR 60mL/min/ | (eGFR 45mL/min/
.e 0 2‘& | L7ntLES0nL/ | LT5ntbLE60nL/
R min/1.73n'A3) | min/1.73mkiH)
" n=77 n=38
Fihii | 8.0140.69 7.7340.73 7.96+0.37
HbAle | $354i
<%)C iﬁ‘gf’g —1.0240.62 —0.680.74 —0.7440.2
g |12 081 [=0.85,—0.51] [0.95, —0.52]
%

e e 2, [ 1 HI95% S RIX ., HbAle: NGSPf#

17.1.2 ENE MHERAR (b OB OMEERET X & OGAE

& REIR S5 HER)

o FORE K OSE SR R 12N 2 CAR O MURERS T 58 I b
Y b a =)L SRy 2 2B R R R (918%1) A& xf &
2. HF ) 7Yy e LT100mg X i3200me% 1 H 1M
52U G- L7, WRIIWMEO LD TH 572,
KIMBEOBIERFRERSIS ., 2 Aoy L 7 HIPFHT
16.1% (201511/124450) . SRHEIA > 20 > Sy s XEHE B
T4.6% (3f1/650]) . -2 & — VRLEEN T
0.0% (0ff/62M0) . &7 F A4 FR¥EHIDEHT5.6% (415
/7260) . F ) Y v REHIOE T4, 8% (3151/63M) |
DPP-4FHEH# G T2.8% (265/7115]) TH - 721919,
[11.1.1=H]

& R G-aU8 (52 1) DR

T FH%E HF 21 78V 100mg
n 124
A=y LR A 8.18+0.99
PSR 5D | —0.96+0.69
ZE | [—1.08, —0.84]
n 65
A Y 2y e P 8.25+0.91
PE5RiA 5D | —1.06+1.01
ZE | [—1.31, —0.81]
n 62
e — b 8.02+0.84
PGS 5D | —0.9140.81
HbAlce Ztw | [—1.11, —0.70]
(%) n 72
VoA F R PE5-i 7.87£0.75
P55 D | —0.87+0.63
ZfE | [—1.02, —0.73]
n 63
F7UY Uy R A 8.10+1.04
PSR SO | —1.0440.88
& |[—1.26, —0.82]
n 71
DP P-4 A 8.19+0.85
P55 D | —1.0420.76
ZfE | [—1.22, —0.86]

gt e, [ 11 HI95% S HIX H. HbAle: NGSP1#

F7o, BERENOMRIIRED LD TH 7=, [5.3.
9.2.2%H]



& EERE O RIS (523E1KF) DHbALe (%) DA5HR

AF) 7aY100mg
ST B ﬂé%fii%‘ﬁéﬁ‘éﬁé%ﬁﬁ% *%ﬁ%‘ﬁ%ﬁ%ﬁﬁ%ﬁ%
(eGFR %0mL/min/ (eGFR7 60mL/min/ | (eGFR 45mL/min/
L Tl 1.73m-ui?omL/ 1.73mZUJ:§01pL/
min/1.73m* K | min/1.73m® i)
n 158 279 20
AR 587 | 8.3140.96 8.010.87 7.8740.91
15425 | —1.084£0.95 | —0.93+£0.67 | —0.76+0.89
O%LE |[—1.23,—0.93]|[—1.01, —0.85]| [—1.17, —0.34]
Df R
| 23 98 3
i);?:; 500 | 8.12+0.92 8.19+1.01 8.1741.32
#l LhRiAL | —0.8640.85 | —0.98+0.65 | —1.00+0.92
O%{LE |[—1.22, —0.49] |[—1.11, —0.85]| [—3.28,1.28]
gl 34 26 5
VA | &5 | 8.4140.95 8.110.78 7.9241.20
SRR s —1.1041.20 | —1.02%0.64 | —1.00%1.37
S O%{LE |[—1.51, —0.68] |[—1.28, —0.76]| [—2.71,0.71]
\ n 22 36 4
a-7n —
qo g | PE5H | 8.2440.97 7.94+0.76 7.55+0.64
pce| A5 | —1.0220.77 | —0.91£0.82 | —0.25%0.82
OB | [—1.36, —0.68] |[—1.19, —0.64]| [—1.55, 1.05]
o n 30 40 2
fi_g P57 | 8.174£0.78 7.61£0.59 8.65+1.34
I P54in5 | —1.024£0.65 | —0.78£0.61 | —0.65+0.64
O%LE |[-1.26, —0.77]|[—0.97, —0.58]| [—6.37,5.07]
g7yt 21 39 3
Uy sk 50T | 8.5341.27 7.93+0.85 7.2740.32
#l PhHins | —1.274£1.15 | —0.94£0.71 | —0.70£0.30
OELE |[—1.79, —0.74] |[—1.17, —0.71]| [—1.45,0.05]
n 28 40 3
DPP-4| 55 | 8.36+0.92 8.09+0.81 7.97+0.32
WEE [psging | —1.2140.93 | —0.9240.60 | —0.90:£0.87
%R |[—1.57, —0.85) | [—1.11, —0.73]| [—3.05,1.25]

Pt RS, [ 1395 % S RAIXE]. HbAle: NGSP1#

17.1.3 B E MR (BRERE 2 4 5 2R ERKBE
EXRE L ZEEREERR)

FrAR ik e OSEERRTE & U < 3 A 30 vk I OV E ek
WS A RIS RS T 2 > b v — L R4,
D, FEE (eGFR 30mL/min/1.73m?L_E50mL/min/
1.73m* A i) O BB R & 11 5 280 R 3 (269191)
EXRIZ, h ) ouaPyiE T 7 AR A1H1A260H
MRS L7z, #FRIIREOELEB D TH - 7217,
RILBEDBIVE AR HE ST 7 2 R GHET2.2% (21517
9Qf) . HF 2V 7 a Y r100mghET7.8% (7141/90f1) T
bHot-(BHEADT—4), [5.3, 9.2.251#]
#& 77 AR T E S EGEAER (263 ) DAGR
77 xR J1F+2") 71 Y 100mg
n=87 n=88
P51 5 e
Ot DEALE

—0.03£0.090 —0.33£0.09

TIkRED
L RDE

~0.30+0.117%

[—0.529, —0.066]
Y540 F a0l  EER ZE . 52 5 OB LR RV T 7 v R
& DAL DZE  FE AT HEHERSE. Fp=0.012, [ ]
95 %S HHIX M. HbAle:NGSPfil

17.2 SR EAESE

17.2.1 BERFTERBERAR (AU CHA EDOGAE
E T AMB_EERIEBRHBR LV RR#RGERS A
ER)

FHEE L OEBEEICI A T v 2 ) vEE GRS
B RSO RO WS 1Al 2 . 1A
GBSO EI O 5 B 1A 2O, 1TH#&5-&EI
SHALLL L60BALLIT) Tk > b v — L R+ 4

51 =540

HbAle (%) | 8.02£0.917 7.89£0.898

eGFR 45mL/min/1.73m?LL b0 2R BEIR s e (146441) %
WRIZ, #F 7Y 7Yy ELTI00mgXIZ7T 7 R%E
THIMEN6HABES- L7z, MERIIKED LB D Th - 72,
(KIS O FIVEF RBEIA L 7 7 £ KR 5 R T15.5% (11
Fl/7150) . A F ) 70 P v 100mghET18.7% (14451/75
) TdH - 721919,

x A2 YEFEIGEH T 7 2 AR EE BRI

R (163 1) 0D #ili 5
75 AFS) 70V V1000 | 7T HKED
=70 n=76 V(4 F
| BB | BB
54 M;f” "5 | g ha'f'm; ~1.1040.11F
DAL OEALE (=133 —0.87]
HbAle (%) | 8.85+0.84 | 0.13£0.08 | 8.89+0.81 | —0.97£0.08| "

P55 P RS . BRSO EKR T T T R
& DAL D B AT £ RHESE Fp<0.001, [ ]
W RI95% S MK H]. HbAlc: NGSPfi
Bk R G RBIc bW, #F27)7uvre LT
100mg % fe K52 E k% 5- L 72, H B MLl B s
DA F ) T a Y R (T6M) OS2I B B AH
515 5 OHbAle (NGSPIE) 25t & CEAfil + R uef 22)
3. —0.88+0.86%Tdb - 7=,
K IMRE O BRI R BLEIA1E. 29.3% (22651/7561) TdH -
720, [11.1.1%H]

17.2.2 BLEIRTHRERRRER (GLP- 12 R {EEIEE & OB
RAEL RAKRESHR)
B S OSBRI A CGLP-12 A M8 (1)
520 F F) CULHET ¥ b 1 — L AR 143 7% eGFR 45mL/
min/1.73m*2L LD 2B RN B (T145) &2 Rz, »F
) 7Y e LT100mg4 1 H1MES52EFE G L, 52
S 35 0F B AFEIFE SR A S DHbAle (NGSPHl) DZE1L
Ol BEUERSE) 12, —0.7020.82%TH - 7=,
A6 IR D Bl F FE B #6139 9% (7451 /7145) T d - 722,
[11.1.1%0]

AFN D AR E1£100mg/ HTH %,

18. EExhEEIE

18.1 fEFAHFF
F U A= a— 2 HEREIR2 (SGLT2) (B T
KRS IS LT L TH D, REkRA M\ X r-2
L — 2D KE S & MG A I PRI X & 5 #%#] % i >
TW3BY, A+ ) 7avvid,. SGLT2%#IRMIZHH
EL, FETOI N T — 2O PN A HHT 5 Z & T,
MAN BRI FET S 2L T — 2 &R LT L
MUBE(S TR 2 R 5 2,

18.2 SGLT2[EE1EH
AFrYTaYvide FSGLT2AEIRMIZHE T 3
(ICsofiti: 4. 2nmol/L) ® (in vitro) o

18.3 BYEHRINEE/ER
2TMUBEPR %R £ 7 )L C & % Zucker Diabetic Fatty (ZDF)
Fy MIBWT, #F2) 7u Y FHERROREIC X
0. BRI ERE O FREORM 2L 3 — 2 Pkt
BEOMIMNAZRL 222, 28BERREREICHF ) Ta Y
Ve L TI00mg % HERECR G L7z & & B HIRIEE
EBEO EHEOIRP L3 — 2 PEIE ORI D 6
nr-?,
SR BE IR (RERIR 7 L 0 — 2 Adg L Rp 2L

I — Z PR D) OEAR L5 xH B BEE

18.4 FEAHNEER
ZDFJ v FZBWT, A+ 2 702 vIZHaERm#E
Hazkv, MBEK FMEHZmRL 229,
RIEFLIZHEWT, #5270 7Y d4EMRERD
512X, HbALAK TER 2R U 72z IS5 0%
CURE R ek Tk, IBEHE B SO 2588 65 h 7=,
ORIMEIRIRRFIZH F 7)) 7u P v & LTl00mega1H1
1245 R AEARI 5. U 7= & % . HbALleDK T KU #%
SO BEED A S 7z,



19. AR ICRET 3 EB{EERIFR

— %4 H 0 7 a Y VAR (Canagliflozin Hydrate)

L2244 ¢ (1S) -1,5-Anhydro-1-C- (3-{[5- (4-fluorophenyl)
thiophen—2-yl] methyl}—4-methylphenyl) -D-glucitol
hemihydrate

5 7R CouHosFOsS - 1/2H,0

4y ¥ :453.52

A

Ari:101.7°C

22. a3
1008z 108z (PTP) X 10]. 500%¢[10%¢ (PTP) X50].
14082 1482 (PTP) X 10]. 5008&[/3 7]

23. EEX@Ek

1)Neal B, et al.: N Engl J Med. 2017; 377(7):
644-657

2) H = 88158 (Fk) - 28BS 2R & L7z
WRIRSRPLERER (kLR (2014457 H4 H %GR,
CTD2.7.6.12)

3) H =B (KR) © #3474 S 7 4 Bt
FRBR GLPATEOR (20144E7 H4H K58, CTD2.7.6.2)

4) HA = ZE B3 (BR) © (R Z R & L 2B oips
FRER (REPERE (201447 H4H KGR, CTD2.7.6.1)

5) HH = 28 3U38 (BF) © BREAKAISBT A Mat (kbR
(20144E7 H4H %GR, CTD2.6.4.4.2)

6) M5 =3B (BK) : = 25T ¥ A 2RER (GEPTER)
(20144E7 A4 H %FE. CTD2.7.6.11)

7) FH = R (RR) « fREHC B4 2 Mt LR
(20144E7H4H &R, CTD2.6.4.5.5, 2.6.4.7.1)

Q) I = 5l (bk) : b 7 v A K — & — 12T 2T
(*LVE R (2014457 H4 H %78, CTD2.6.4.7.2)

9) HHH =28 BUE (Bk) « BFHEBERE SR 12 351 5 SRipdhRe
R AR (201447 H4H7KG2. CTD2.7.6.14)

10) HH =28 B3R (BK) « HFRERERS R4 12 35 1 % SRidhhe
R (kLR (201497 H4HKR2,. CTD2.7.6.15)

11) HH = ZE8E ORR) - 28 AR =% alsk (kk k)
(20144E7 H4 H %R, CTD2.7.6.41)

12) HH =28 5088 (0K) « SR T AR FIERER (fEP R
(20144E7 4HK#, CTD2.7.2.2.3.2.2.7.2.2.5.1)

13) Inagaki N, et al.: Expert Opin Pharmacother.
2014; 15(11) : 1501-1515

14) HH Z 28 BU58 (Bk) « 2RUBEPRN RS 2 0 R & L 7RG
R AR (201447 H4H KRR, CTD2.7.6.42)

15)Inagaki N, et al.: J Diabetes Investig. 2015; 6
(2) 1 210-218

16) M = ZE B (k) = 2RUBEIRS R E 2 xR & L 7=
e 55805 (bR (201447 H 4 H 7K.
CTD2.7.6.53)

17) Yale JF, et al.: Diabetes obes metab. 2013; 15
(5): 463-473

18) I = 288Uk (BR) : 4 > 2 ) v BIKIDEHRER: — &
B MEGRER (fE AR

19) Inagaki N, et al.: Cardiovasc Diabetol. 2016; 15: 89

20) D =28 (BR) © 4 > 20 v AN R
Pebak ((ENEDR
21) HO = ZE 8 (BR) © GLP-12 AR MEBISEOF FHRABR :
B 5-aA5k (tE R
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 = ZE5U8 (BR) © in vitro & Oin vivo i BE{EH
(k&R (20144E7 H4H&GE, CTD2.6.2.2.1,
2.6.2.2.2)
24, XEFEKRERVBEVEDESE
M =2k Attt < S oMkt 4 —
T541-8505 KPR i gL X EfEN]3-2-10
Bk 0120-753-280
ket MERERe 2 —
T103-8426 H ptEBrpdL[X H ARG AN 3-5-1
HEah 0120-189-132
26. RLEERTEEEE
26.1 B&EHR5EIT

\Z mo=sumnzai
/ KRR XEEE 3-2-10
26.2 7OE—> a iR
. —_ -
O #—=stsatt
Daiichi-sankyo  HURLHRFP L X HAAG AT 3-5-1



9 6 6 S g N

yastellas

%2020 1 BET (BB 2 hR)

2019511 BekET HAEERMDEES

EIRAISGLT2MEH]  — HEIRIRIGIEH] — 873969
A7) 7uyy L-70) U 7 P

VUNE e ST 3% ® $E25mg #E50mg

) 1_97ﬁ2 5 me FAEES | 22600AMX00009] 22600AMX00010

R AR5EBALA 201447 4 J1

VIVAE 18 S Z a“—@’

TR - RS ORI LY - - 50

’ il 52k b 7ﬁ mg

®
SUgIGi’ Tablets 25mg + 50mg

frik 1 EinfrAr

BXHARE : 34

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. AR - MR
3.1 48R

Aoy (1 5 I

RN D= b=, HRELVO =X,
17770797152 7y aumky k) A,

A—=7 T4 3915 vroxysoiltilo— A, &
25mg -Homg FTVYEY T AT A, BT O R

4777970, 772 . b .
— A, X7ud—), @itF¥ .
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—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 Y OTIE VL0 | OBREFHS
(PR | ZILE0 | THEOE| (RERE) | &0 | THHE0E

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 R R ettt ettt ettt ettt ettt n e, 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 =2 5 Y = RO SRRRRRR 4
1.8.1.2 EERIFNRICEDET D5EE () oo 5
1.8.2 FZERURAE (R) RUZDRERI .o 6
1.8.2.1 By 0 = =T €= =3 LR 6
1.8.2.2 FZERURAEICEET DEE () oo 7
1.8.3 FRLDEE (B) RUZTDRERM ..o 8
1.8.4 b 1=~ = =3 R 14
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1.8 WfHE (%) AstraZeneca
— %4 AT TuYrTav LY a— K

BERVEMAE—E
AR CHEHT AKGEN OFEMHFEZ L TITRT,

BERUVEMAE FAEEDEREA

DAPA-HF 75k D1699C00001 7%

DKA Diabetic ketoacidosis : $ERHS 73 F— &

eGFR Estimated glomerular filtration rate : $£ 5 % ER ARSI &

HFrEF Heart failure with reduced ejection fraction : £ =EBEXH=ROIX T L= LA S
LVEF Left ventricle ejection fraction : /& S B H 3

NYHA New York Heart Association : = = — = — 7 Ll 2

SGLT2 Sodium glucose co transporter 2 : 7~ ~ U 7 A « 7L 23— A FHGREAK 2
T2DM Type 2 diabetes mellitus : 2 B R J5

UACR Urine albumin-to-creatinine ratio : JRFET7 V7 IV /7 LT F =k
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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 () ZUTOLEBVHEE L, (FEEEM)
[ZhtE s xsh 3]
2 AU PR Ipi
1 AU PR 9P
1B E A4
=L, B AR OERER) 2R 2 VD BEICIR D,

[EXERHL]

ARHEE, BT T L7245 LA D1699C00001 345k (UL F. DAPA-HF #Er) 12HE35< DT
&%, DAPA-HF iR CTlL, BHEOLAEROIERIZBWNT, #x7)7adr 10mgl A 1 [EES
WZRDBIRANRT 4y b - URT « T 7 7 A)VHREFES I, HFEEEEDRIL L 72 > TV
%o

DAPA-HF i&AB#1X. event-driven, [EEZhaaxItFE., MIEA(L. “EHEMR., 77 BARXR, W7
RERSE NI ARRABR CTH v . A=EERH=ER (LIF, LVEF) OIKTF L7044 (LLF. HFEF) B#& %
KB H /7Y 7y 10mg D 1 B 1 ARG ZFEERREIGEN L & & OLMmESE, AR
LB AR DAL A2BEA%2 (LT, DIEEUIOLAEA R ) (ST 280845, 7
FEARDO 1A 1 [E#EE & BT LT,

ZR7) 7aY o0k, DIEEXITLAEA X b U AZETIZBWNT, 77 BRICHT S
EEEEZ R LT (N — R 0.74 [95%(54EX[H : 0.65,0.85] | p<0.0001) , # /X7 Y 7uav
BN O 7 R AREEC, DB T AR EA X b ERBE LB, 2hEh 386 Bl LD
5021 THY, 100 N - FoTo ) OA X MEBLRTZNEI 11.6 LD 15.6 Th o7, Kaplan-
Meier BRI BEVE LB 2 R0 & 408 L. ARBRIIRT & o8BIk L7z, 7o, 2 BURERI%

(LLF, T2DM) % &0f4 % HFEF 2% L IERERIH O HFEF B3 & O T, LIE X IT 0442
AR MIHTHENTY 70D OIEFN IR E BN -7,

AANERMTHRRER L RIS, #3270 7203758 RIcH~, DS T OAS
AR PIDOUAZIETFERLEZ (O — FH0.63 [95%(5#EX R : 0.38,1.05] ) , #/%7 ) 7n
DUBN T TR REET, DB T DAREA X b ERR LBERIL. FhEN 24 i K
V39BITHY, 100 A + FdH72D DA X2 MFEBFRTZNEI 9.9 LTV 16.1 T, HAAEMA L4
(AR FH O BB, LTz,

DAPA-HF RER DO BRI 72 Z a7 a7 7 A VT, 237 ) 7a P v Ot Sz Z2aett7 o
Ty ANERRRTH 5Tz, FEFERIFES . R OHERRERIRIEEME (LLT. eGFR) 23

45 mL/min/1.73m? Al O EBFIZ OV T, TNE TITALS RSN TWRWRS, Znb0% 77
N—TZBITDEENEORERIT, HEITREFEFR, BEERAGEFR, KOERGHIICEST
AEFELICEL TafEERE —B LT\,

INFETOXNRT ) Tuy et ra 7y A VIHESEKFESNZY A7 L LT, PERA
Mo v 7y =& (BLF, DKA) | RS OWMESREER S 5, I HIC, LDARICEIT 5%
BRFRA U X7 & LT, NI ERD KOV BEE L5 5, DAPA-HF ik DKA OFEHLR
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1.8 WfHE (%) AstraZeneca
— %4 AT TuYrTav LY a— K

X, INETICHESNTEL T Y 7a 00 OFKRBIER L FERICHZ 7Y 7a VUL
B Hl, 01%) . F7o, FEHERFOBEEN IRERD 55%) TITRD LRI -T2, FREEK
POBEELRAEFRGIBRGPILICESTEHEFGIITEA LR, BEGHECREE TH-
oo MEREROBEERAERFRIIHTHY . BEPILICESTEHEFGIIIEAE o7, 1K
WERD 2 R T HEERAEFZRLOBEEOEERAEFRIL, 77 BRREL L TH N
7Y 7a Y BT Yot

HARNERICHBTLE 70 7000 10mg D 1 B 1 BEEGOREMIZRGTHY . Hir-%k
2 ORI SN o7, BRANEMICB T X7 ) 7ayroRett7ra 7w A
%, EREROREE MRk TH -,

PLEX Y, AARNENMEOAREEEICEHIT S HFEF O - /RIR®RIRE L LT, #3277y
Y1I0mgDRXRT 4 k- URT < Ta Ty A VIR THDLEOTET U ADNRINIZZ &
5. HULDAEIOEBERFE AT 204 742 CERR 23 83 AGTH) &8 E %,
ARFIDONRENTFE () L LT MEMHLAE] Z2REL,

F£7-. DAPA-HF RERIL, B OAREOEEEEEZZ T TWLBRERKGETHL Z L0 b, 2
BEXIIZIR () THIRERICEHRE LTz,

1.8.1.2 MEEXIEIMEBICEET 5FE ()

NREX NI FRICEET AEE () 2UTOLBORE L, (FRBREEM, BV LR
%)

<ZhERE N IFZh R B E 3 B i >

1 BRUBEPRF . 2 TRUBE PR shpediom

5.1 EJEDOBHERERE D B 5 B LB ORI A4 BE TIIAR O MU T 7R 2R
NHFFCE 722, &G LW D &y

5.2 HEEFEE OREREREE D & D A TIIAA| O MMERE FERZERS 0125 b sl RENE
Nd DD TEGOVLEMZEHEIHRT5 2 &)

5.3 AR OEHITH 50 COBERIFIHE DR TH 5 R FFEIE, EREEE Ho0iT7-o72 k
TIRP ARG EICRYBETHZ &,

1 UbE PR I5

5.4 AFNOWEHAITH S Ui A > A E#EE I T2 BT, b = be—b
DAY ZRGEICRD Z &,

B LR E

5.5 ZESBRHRNERF S EME DA RIZB T A AREKO G K O VRIS L TRy
20, EEFHEOK T LB LOASREICHRET D L,

5.6 TERERAS] OHONEZEE L, BAARRICGHAAN N ZBEOE & @K, £
SERHHREE) 2N FE L7 BT, MSBREZERT S L,

[EREARHL]

DAPA-HF i85k ClZ, NYHA DHEREZ S I~IV &, LVEF 7% 40%2L T, eGFR 7%

30mL/min/1.73m2 LA F. 7o B A KT A AATht > CTE S/ EEERIC L0 BUIcEE STV 5
B OLAREE ZREBRICHANT, 20L& 510, AR CIE—MAI7 HFEF B8 2 XI5 L

CONFIDENTIAL AND PROPRIETARY 5(14)



1.8 WfHE (%) AstraZeneca
— %4 AT TuYrTav LY a— K

TH V., LVEF BRI ODARERFITRT 2 EIMER ONLEMEFRTT LTy, AAIofdH
\Z& 7~ > Tlid. LVEF %05 KB | ﬁ#ﬂh&ﬂk%ﬁ@%%%+ﬁﬂ@%bkif\ﬁm%
%%Eﬁ%m¢éz§#%é&%z B LA EONRE TR R #E T 2 3R 2 3%0E LT,
7ok, LR OEEMGE IV, Tk 1 BUBEIRIE KON 2 FURE JRIE O N RE X AT A B~ 5 1
B LTid. WITNOPREEXIIN RIS T 2B TH A EHEICT A -0 # G 217 -
7=,

1.8.2 RZERVAE () RUZDHRERN

1.8.21 RERUVAE (F)

FIEROHE () ZUTOERBYVERE L, (FNEBIEHEM)
[ HiE: Kk O &)
2 FKE PR I5

HWE, RAZIZE A7) 7y LCsmgw 1 H 1 ERAORGT 5, ok, W% A+07
BAITIE, B E B LR D 10mgl B 1 EICHET S Z LN TE D,

1 ZUHE PR 975

ARV CHFE ORIz T, B, mAKm5ﬂﬁj7u//&Lfmg%151E
BO&k542, B, RAHSREECE. BEE+H0ICBE L2 10mgl B 1 [E)2E
BTHZLNTE D,

&P 4

W, A Z A7) 7a Yl LT lomg 2 1 B 1 OG5,

[EXEARHL]

BV AT BIEEE AR Y IR Z L Tha ICEER L, ORI TRE T, ER%EL
T Zebdd, TDOD, WRERRYEBHELAROBMIEELZMZ, TRAYWESELZ L
PR EEETH Y . iR T, ZE@‘@L@F‘&%N& BIRWIRY | AZIMEDHEEICHFF T
SOHEZERT & TH D,

X7 Y T7a YD T2DMICEIT A 7GR & 10 mg 13 2 4V E TOERREBRAGE & OVFEERIRIZ
AR A U TR EARNEDRHER SN TE Y EYEhie s KOS PeBlmn s, B
B2 31T % SGLT2 FREEMIZ 10 mg TIREHR KR E R D, ZHOHDOHENG, OB 10 mg
EHREGTLZEERYEEZONT, B, 10mg DERFMEX, CKD 27— 3 (eGFR : 30~
60 mL/min/1.73 m*) OEREEFZxHRE LIEHBRTHL R THo T,

PLEX Y. DAPA-HF iRBR Cid, ZeMENHEE S, 2o, SGLT2 Dk KELS L= 53 A&
& LT 10 mg 203 4R Lakl 2 Bids L7,

S Iz, ABRBRLARTE TS b7z BRI & O T, DAPA-HF &R 10 mg Oz
DONT, OB LD EZ T 70l ORI T HVEAEF 2 E 2 CULTFOm@mY %
21L7,

X7 Y 71 4% SGLT2 I L 0 | IR 1231 2 R ERIRIEIRIE D D 7 a2 — A
LT MY T AOFWRIN A REHIED S8, RP 7L a— 2t L BBERREZ LI 5T L &b
PRAMEERERIA T 4 — RN 7 ZTLESE, BERERENELZRTSEL2EEZ2 6N TW5D,
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1.8 WfHE (%) AstraZeneca
— %4 AT TuYrTav LY a— K

DELIGHT #BRDOFE R 6 | MR TEITIKFE L2WRF T AT I 7 LT F=v (B
T, UACR) DK TIEMH & eGFR O —i@EDIK TEHDFE O i, Ziu b OERIXE R EkIK

T 4= R T Ko TEARERENEME T LESREE 2 O, BIREERZRET 50T
o7, T2DM BHICBIT D 10 mg 5  UACR (K FIEA., IEE FIEM. REE FERAIL,
Smg G L L TURE B L TEWIREZ R L, #2370 70 v ORBEEIMERIX T2DM
BELEE AN TIEIZOHERIIR 22 00, 2o HEHRIZEV T 10 mg TERA M KRR
fEL TV, TRV AT LAEHZET LNLOTHICEN T, BHELAEEETELED LN
LREMEREIME T LIZBE T, AP RT A —=H T D437 0 7 a v o HBRIFIEN
2.5mg 75 10 mg OFEPHTRZN D = L AVRIE I iz,

FREOBEERET D L. DAPA-HF BRICKEIT 2 MatHEZ 10mg & L2 Z S 3#EYTH 5
L&z b (ERIZET 2R Mg 2.54.1.4.1 HSH)

DAPA-HF i8R CTld, 18RV A R T A it » TOREDIBERN 431247 T 5 HFEF B
FraRGc, X700 7avr 10mg a1 B 1A, EEREICENRS L-, TORR., O
R ONODAREELO Y 27 NRESKTLTEY,, DARRIERITH U CRFHEIEE SRR
BROHLDLIRT 4 v FRBELNTW, Fiz, YAEE, T2DM oA DfofF b 57
O BTN,

KRBRIZBIT 27 7r v 10mg DAENER NZBEOBERERNG, 7)) T7ry
Y 10mg &, DIMEFE T OREA X NORBRAELIKTFIEDL ETTI78RLD SAERICHE
. BZEFELFENIK L TLRPHOEEMENRIFTH Y, T2DM XITE RS F OO F R A%
M9 HFIEF BE B W TEELWARR T v b-U R « RTURERLTND,

$7-. DAPA-HF iR H AR NEHIZI1T 2 A 20MED F AL B K& ORI B O R
. DTN LR ERERORERLE B LW, By 77 406, L TAAAER L
EEREMTRETHY . BAARAANERICBITS437Y) 700 10mgl A 1 BEGEOEFMETR
T, Bz itk EORSITHER S o Tn, e EOBH T 5 mg (R L2 BA AR
FIXEBELRE LB (0.6%) L7ehoT-,

Zo X5z, BARNEMICBIT 2 AR OLZEMEORRIT, SFRERORRE B LTE
W, BARANHFEF BETH, #3770 7800 10mg &ENEBIfR2_XRT7 v h-Y A7 « Fn
TrANERT DI ENRINTC, LTeh > T, AN HFEF B2k 25 R HERE L - &
X, EFREFHTORMERLEEL, 470 7Y 10mgd 1 B 1 EERENEYTHS &%
Z 77,

1.8.2.2 AERUVAHAZICHET 5FE ()
FAEROHEICEET 2FE () Z2UTOLEBVERELE,  (FEESEM)
<FER O &EICEE T AR >

1 FUbE R I5

7.0 KFNTA AV SHRFORBIETII R, A R VBIRIORE 2 IET 5 &2l
MpEer R 7Y =L AN ZHBENDRH DD T, AFNOEEIZHTZ> TidA A Y il
Azl Lgnz &y

72 KHFNE A 2 BFNIOPERICH T o Tk, KIIEEY 2 7 Z8BT 5720124 v AV >
WA OB EEBTHZ &, L, WERBEIZS VTV R—V 2D AT @b b DT
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1.8 WfHE (%) AstraZeneca
— %4 AT TuYrTav LY a— K

EETLHZ L, 2B, BERBRTIZ, A2 8EIO 1 AREEOREIL 20%UN &1 5
e BRI,
B DA

7.3 1 BUBERR T 2 &0 2 A Tid, BERPREICHE L EMD 2V 2 oo s & T,
WY 7SN TZ D EH T Comegl H 1 oG EBBTAZ &, Fiz, KBz /0128l
BLENBA VAV EEFE L%, 10megl H1ENCHET A2 L, Smel A 1A TS
PRI 2 A EITHEGE ST 2R,

[7.3.DF&FERM]
1 BUpE R Ip B O AGRBAGE AL - HEIFZ1 B 1B 5mg TH 25 —F, BrHEORrEBEEORE - H
BETIE1IH 1B 10mg o ORGMGE 5,

SGLT2 BHEIC X 5 bErRE FERIZHERGEEZ R L, —HOERFEE BN TESmg TH
HAE M EICREET 5 DI+ 7ehd b oD, —J5. HFEF TR 2 H S 2WEFIZB N T
LAIMERHER SN TEY . DASKEER &S FER I XEER 2 BRI 2, BELA
BIFEE T, DOEITHEOREEZAE L TCWDKREBTHL Z L 2EE LT 1 BEREZ A0S
DARBEITIBN TS SGLT2 FAEN R RRIZHEHE SN D 10mg 2 WD Z LBKETH D, E
BEIZ, 10 mg I HFtEF ~OF 20 & 22 e RS S 4L72 A3, 5 mg Tl HFrEF (2% 5 A 20T
R S LTV u,

BRAEH EIC DWW TR, 1 BRI EE IR W T, AAIEGHZICED) A v A Y CEOFEZLT
W, AR CEOECEET 26 EF RS (EEKIMEE & O DKA) OB 27 Zi/MbT
L7280, DARICK L THEEGT 2550 | HERFOHELOCHEZZRB L7 ECHEEZHRTET
RELEZ D, ZOTZOITITHERIE OIERRIRET D ER & OEERNETH Y | IR CEIZT
EEMAE 285 LT,

ATECHE D Z TSN T, IBIEFTE TR, BIBREFTER Y M LIS OR Lz,

fEH EoEE () B E DARHL
2R CROBHICIIEELLEWZ L) 21,22 1BHLTE%E BRICARI % &
2.1 A OIS LBBEEDORFREDH 5 EH 53 255 TH > THRKOEZMR
22 EES F—Y R, BRAMEEXGHSEOSEE MK 1 VRUVILE | ApEchY. BEROBREODH
ZERCHAREMEORENBBLRDDTHEIOEREIIBES AL, ] CELHRELE, (EEARL)
2.3 BIERRAE. Fiiaitk. EELNMEOH L EE HBRFEEZETL2E8ETH 23 BUELTLEBNICARZRET
AVRY VEFICK 2 MBEBTENLEND O TAFOEEITES AL, ] BIEBATH-TH., BERELEETLE

ECEEROIERELBHETHD
Ehn—aRBER L7,

SEELEFNIER
8.1 AFIDEMIZHIz > Td, BEICH LEMBIERR O Z OMAITEIZON | 81 EMEOREY X7 1, ‘*ﬁ?‘ﬁ*
THHHBET 252 &, [9.1.30 11.115HE] ETLYRBEOTREELSS VLA, B4

DA e T B ICAE ’Hx%?’%i%/m\’c
HoTH, RROEIEMENLETH
V. BEAGRODMERSS DREICE LRE
L, (EE#LL)
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1.8 WfHE (%) AstraZeneca

— %4 AT TuYrTav LY a— K

B TE DR

8.2 1 AFK| o M AERE T 1R X R IRIRR B
BIIKET 2720, I FE—0L
BEBNICAF ZFERT 2HEITIE
EHREOERNLRENVETDH 5,
B OTRLDZBEARICHE L, —E8
L7,

83 BUELTELEBEIIEVLWTLHRRE

i EDEE ()
82 AFEEHIC, MBEI/LTF=vDEREXIZeGFROBETAAOND Z &N
HDBDT, BHEELXTHNICRESTS L, BEERZEDHZBHEICHEVTIE
BEE+DICERL, HERFBOMEIY bA—LREXEFHNE L TERLTWL
ZBEICHVTIE, BEAICeGFRAYEML/min/1.73m* K& ICIET L2543
‘BE5ohiEE®RNTS 2, [6.1. 5.2, 9.2.1, 9.2.2, 17.1.188]

8.3 AHDARIEMICL Y ZIR - RNV HOND I EDNDB D, ol HRREN
BLETHENBLOTEHRETDICTV, BELWKDBIEEITI L | o@m=z+901075 BELH 7.
BB T0isiT5320 2 &, BILHERERDZRI LPTVWEE A DEREOREHICELEEL

(BipE, BREREOH2BE, MRAGAEES) ICHLTE Bk | 4
CHERBT T R =Y R mREESOEERRE. MEEraCMmE -
EREFORBIERST S 2, [9.1.1, 922, 9.8, 10.2, 11.1.3,
11.1.4 58]

8.4 MERBmOMIEDIY FO—LRKEZENE L TEATZHEE, FEKREH
&, MiEZEHNICRET 2L &0, BBETHICERL, BICREMH
BOBBRIIOWTIEZID Z&, FFZ3» ARG L THHIRVT+S
wEE, SUBYEEZONDAREERT DI &,

8.5 REBRRUMGEREEI L. BHBA. ARTRURERE ORI
Bk (Z7V=TiRE) . RIESOEBELRRIEICED W H D, R

8.4 : HERFEBEHEICHLTHED S b
A—LREZXBMICERT 255ICH
T EEMmETh D08 LT,

8.5 B LFTEZBNICARZRET
BBETH > THRKDEEGED

BT OB RBEDERR VP Z DL EICOWTEEFICRBT 5 &,
[9.1.2, 11.1.2&8]

8.6 AFIDVEAKE THBRFAS LI —IEBHEEERICL Y, miEa> +

A—LHARIFTH->THEHBRIILTEL, T = XBBobh, 7
PP R=YRIEDLZEDDH D, ELVIED EREZEDRWEELH

ZThHY ., BAROBERKFOLHIZE
CEEL. (BEEHL)

8.6:
TETYR=YZROFEBY R 7I1E,
RBFEETLYRBORBEMELAEL

270, UTORICBETSZE, [7.1. 7.2, 11.1.488]

8.6.1 Bl - B, BAUBIR., . BELROB. AR TREHE. =&
BEEZDOFERNRBO HNIBFHICIE, MPERFT b AMARUEEZED
REX*ERTDHIE, EFEA’ROONFAEICIEERSEDIEL, @A
WEZITI T &,

8.6.2 M. 1BEMERBEDBRE, 4 VAU VMEEDET., 4 2 8
DOFEPHIE, BELEEEIGIR, BREIRRR, BRE. Bkzt
SHBEICIET M T Y P2 X2RBLPTLOT, BRE+DICITS
&,

863 BEIINL, UTOSZR/ET S5 &,

T hTY R =Y ROER (EBO - B, BAURIR. .

SR FREHE, SHEES .
T RTY R =Y ZADERHINRBO SNBEICIIED ICEEEE* 22T 5
FHEEFS I &,

- MFEEISETRCELT TV R ZAFRBLI D Z &,

BRI, 1BBRBREEICH L Tld, ERE3RICMAT, ¥ T F— XHKR

DURIIPEWIEHLHPTH L,

8.7 BEREEE. F|IR. TRHPH2VWIEIRACEREZET 2EHICEVLTIEL, £h
LOBREEBIET DL LLICHAITOBREEERT DI &,

8.8 AFIEICLZUERIINBEINTND-0, BEOKERDISEET
5T &,

B, BELAEE BNICAREKRET
BBETH > THRKDEEGED
EZTHY. BAROERBEOZEHICE

CRE L7,

BEZOE, &

8.6.3: LHEMDIHEE ([UTOD
REEESSIE] & [R2TDLED
BT D] HNEETDED) ,

8.7, 88 : 1B LAE%E BHICAH %
’ETBHEETH> THRKRDIER
EIPBETHY ., BIARDOERE DR
BICELHRELR, (BEHL)
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1.8 IRAF3CE (%)
— %4 AT TuYrTav LY a— K

AstraZeneca

i EoEE ()

X E DARHL

89 EBMEREZRISIENHLNOT, EATFE. BBEOEGRFICHEL
TLWBREIIRETZLERERETZ 2L, [1111BE]

89 : EMMEBOHKIRY X7 (4, WERFEER
ETLYRROAREELNS VA, 184
DAL % BNICKRIZ &5 T 255 T
HoTH, RAKOFTEMEENDETH
Y. BAROERBODHRICELCHKE
Lz (EEZRL)

INENDEREFTHEEICEHT IR

9.1 AHHE - BEEZDH 2 EH

9.1.1 FiAZEILPTVLEE (IMFEIAY FA—-LHFBHTAROERES
&, =imE,. VRFIGARES)
ABEOFREBICL Y BKERITEZNLH D,
9.1.2 RERSE. HBRELOHITEHE
ERZBLEEZEEFNHLH D, [8.5, 11.1.288]
9.13 BOEZECTHEZINOHIUTOEZERIIIRE [8.1. 11.1.15H]
T EARETEXIIRIBMETS A BT 2 8E

- RETERIRRE

- PLERAE

- NRAGZ AR EER

- REEREOTNENIIREHREDEH

CELVEHREREITO BE

- BEO 7L — LIBEE

9.14 1MERFEZ2EHTIEELFTLES
TETPYRF=IRERITEINLH D, 1BBRFZEHT DEELFLES

[8.3. 10.2, 11.1.38H]

ERRE LEBRARIIEBEL WAL, [7.3, 8.658]

9.1.1~9.1.3 : B LT e % BRYICAR
ZH/’E5T2HETH> THRKDIE
MEABETH Y., BABOMERRED
REICELRE LT,

9.1.4: 1 ERFEERE FEBELTED
BEZWNRE L-ERERFRR
(Dapa-HF &5 TlEstan sy
ERRRA AV, £/, 1AERFE
BEETFTUR =Y REZFBLYTW
e, EBEICREIANETHDL I &N

LERTE L7,

9.2 BHEEEEERE
921 EEOBEHEEEREXRENPORIERLES
(1BUMBIRIE. 2BUNEIRA)
BELBWT &, REIDO MR TIERSFRIPFTCERVEO,
(B LTE)
BEOREUZEBERICHIZI L, FETEBEERETICHIOFEED L
ENRESh TS, £/, eGFRA30mL/min/1.73m?k& 5 % W IERIBEAR

% (ESRD)mBEEHFZFEHRE LEBRARSARIEIERL WAL, [6.10
8.2, 16.6.15]

9.22 HEENEHERESE

(LRUMERR R, 2BUNEFRYR)

BREDOLEEEEEICHINTY 5 2 &, AR OEIEHDRISBHRREICKRET 27

9.21: BRFEAEZHNET 2HBEIC
&, BEEOBEREREREXIEETH
ORPER2EBE TIXMBEETERAN
PRcEhW), [RE5LEWVWE

&) 1 BIREIRSE - 2 BURERIE ICPR o
FiE#EH & L,

LT EREEZENE T 2551,
BEHEETICHE > TP ERENERT
bBENNHB L, £/, Dapa-HF
RERTlE. eGFR ' 30mL/min/1.73m?
RBOBEFRIL TV Z D,
BEONLEUEERICHMT S &N
HEBE L7z,

9.2.2: BRFEAEZBEMNE T 2HEIC
Ro7o B Th D70, 1 BER
5 - 2 BURERRR ISR o fc iR E e LT,
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1.8 IRAF3CE (%)
— %4 AT TuYrTav LY a— K

AstraZeneca

i EoEE ()

X E DARHL

&, BERIICeGFRAM5ML/min/1.73m? K& ICET L2 E&E TlE. xFOWHE
PHDICBEOSNEWATREMEAH B, [5.2. 8.2, 8.3, 16.6.158]

9.3 FFikEERRERE

Dapa-HF SHERICH LT H EE D FFiae

TR IIIHR L TW B AT O H 2 LIS IEAFI 2 /R 5T, BREEE T
A2 VEREEFERT S L, HRPOREICET 2R IFREIINT
WL, BIMER (v ) ICBWT, £ FOFIRFERMEIRICH /- 2 E/M
DBRERUVE%21H~0HOBEICL Y, HERRUHESYICE R R UK
BOHWBENROONTZE DBEN H D, 7=, KEOEYER (T v ) ThHR
BAOBITARESINTWLS,

REORMREREO DL BT ENE L LERKRREIREL T | mepszigpsisntintcen
NS
5. BAROBREOEMICE U RE
Lt (EREROLHEE)
9.5 HER AR S BESEEAT B B R

REEICR 7T BEETH DB
E L7,

9.6 ®ILMw
BIALABWIERNLEELL, Tv b THAFANDBITHRESN TS,

B LT2% BNICAR A HRET 215
BTH-> THRBDEEREAVDET
HY) . BAROWERBOREICELHK
FlLf, (EFEHL)

9.7 MR
MREENRE LABEIUERUVREMEEELE LABRRBRIIEEL TOAR
W

Dapa-HF &E& I 18 U EAHRTH
o MNREICH T D ERARRY LW
Wb, BAROIERE DL EICE URE
L, (EELL)

9.8 mEE

FiAER (D8%) ORI ENZEZNLH D, [8.3. 11.1.35H8]

— R ERRI TH Y . BEER DI
RBOEHICELREL ., (EEL
)

10.48EFFA
FENEEL LT, UGTIAIC & B 7Ly O VERBAIC K Y KRBT h B,
2]

102 HAERE BRICERT S L)

[16.4

EH7E FRERAEIR - #EBH & B - ERETF
HE PRI EMEORBFISERT S MAEETER
A >R v EHE| Lo BT AR EFEL NS Ty
ZILRZILT L THE Z R =L L T EIX LR BZNIH
FTU Y RER BlA YR Y i RER DR %,
B0 A RREH EERFTHIL,
a-7 3T X —EAEA 2L, 1EERBEEEICEL
RINEL A > 2 MRS TA VY RY VEFZRET S
DPP-4REEFH) BAE ThTY R 2ED
GLP-1Z R EEI S URIDEEDTD, BED
[11.1.1, 11.1.438] BEICEET ST L,

MAERE T EA % 3583 554 BHAKFIZMAED Y b O —LiC MAEETERA
B I EEL. MiEE, ZofBs | #eshia,
U FILERF OREETHICEBRLAD DS
T/ T IVBICBRETHE | 85T I L,

MAERETERZ RIS 5 %A BHAFFIZMAED Y b O —LiC MAEETERA
BIBEEBERILEY FEL. MEE. ZothEE REBIN B,
FRIRFILE DIRFEE IR L AH D
TRLFYUE BETDHI L,

F PR EE REISCHEREORZERHA | FREMH R

B LT2% BNICAR A2 HRET 215
BTH-> THRBKDEEQREAVDET
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Z1H1E7HMRERO#RE Lz & & BE57HEICB T 2 2R 5% 0 Cnad$69%
U'162ng/mL.AUC 1322/ 1'670ng - h/mLT# - 723,

16.1.3 REOHE
AR A 296112 A 1 Omg % Z2 ARG IS SRR & 1 ) — A fEES (B1%) Ik 5 Lz &
E\EERRSICNT 2BBEGO Y87 70 Y Y OCraxk WAUCint®D 30 15 H
(90%fEHEX M) 13, #n210.550(0.499, 0.606) % 1¥0.973(0.943, 1.004) TH > /=0
BBIRE Dtmax D HRAEIE 2R S & R 2SHEREBEE L7 (SHEA T — )9,

16.2 ORI
TR A BT B ARHI 1 0mg % Z2RERF ISR O 5 L. 2 D 1% I [14Cl %7 71
D 80ug® 13D T THIRPFRE LIz L ENAFTRASEY 71 1378%TH - 7=
FHEAT—%)3,

16.3 91
In vitro \I2BF %4787 70 Y > (0.5K%05ug/mL) O M4 F i & R CEERETE)
13HI91% T H - 720 (R ERE B AELE R BE R OB BAERE RS ICARIS0mg® 2
B5 R R O RE R E S SRR 1 0mg 2 %5 U7 & & MR A AR (P
BHTE) SRR TIER92%. B REIER B BERERERE ROFREREE T
13#991%~95% T - 7= (SHE AT — )78,

16.4 {X#
AR OEREWI3-O-7Vra v BaaETd O FELOBBRTUGTIANCL DR
BWEZT B0 EANERRAB I [14C] #8277 70 Y »50mgh) 2 BRI O#E L
7z & & MHEPICIE3-O -7 7 b v B A E (I PR RED K942%) R ZAL(F (K9
39%).2-0O -7 )7 0 ¥ Bk (5%) R U > 2 VKB bR (]14%) D & nL R
ITIZEI3-0-7L 7 u v BiasE(HBE5ROKN61%) B 5ni- GHEAT—4)10,
In vitro \IZBW T ¥857) 7YV IZCYPIA2.CYP2A6.CYP2B6.CYP2CS8.
CYP2C9.CYP2C19.CYP2D6% U'CYP3A4% [HE ¥4 .CYP1A2.CYP2B6 K U
CYP3A4/S%FEHR L >7.487 1) 70 Y IZUGTIALICH L THWIHEER 2
7R U7z (ICs0>50uM) 11, [102: 8]

16.5 HEt
SENBRERABHEICS0mgD [MAC1 &8 7) 7a Y v 25 L & & BBETHED75%
ARRAUC 21 %A P ICHRt S N7z 3D 5 I3 5B ORI 1 5% B RELE & LT HRt
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SNz (BHEANT —%)12 f R A BHE6HICAHKI2.58) K U1 0mg % 22H I T B 5%
BE L& & REEE UTHSRD1.0%&01.1%2 5 1 2084 % T IRt
SNT22 2B B OB ARI 2.5 KU 10mg# 1 H I 14HERERS Lz & &,
RELEE UTHERD1.7% KRV 1.9%H #5245 £ < IR Rt s h 722,
In vitro BV ¥ N7 70y VIZERT =4 2 T Y AKR—%—(OAT3) KA
Wy =42 +T Y AR—=5 —RYRTF F(OATPIBIKUOATPIB3) %t L TH W E
LPEH %2R L7z (ICsofl 13 2 2N 33uM.69uM.8uM) . /87" 71 ¥ » I3P-HEH
DFVEEE %557 P-REAEZHE L7219,

16.6 JHEDEREZBTHEE

16.6.1 BikaEEE
TERRAR A e O 2B PR BB 1S A HIS0mg ™) % BE 5 U 7z & & B HEEATIE | 72 Wb
(AR (861) B2 UO'CLcr>80mL/min T 3 % 2B RIE B (1261) ) 1o 5 BEE
HerEREE B # (50 < CLcr<80mL/minT & % 2BUREFRE R (8f) ) | h i B p e s
& (30=CLcr=50mL/minT & % 2B RIE B (8f)) R O H & Bk e B
(CLcr<30mL/minTad V&N 2 21 T 7z L 2B R B E (441) ) D Cmax i O
AUCint® #{AF1 D H (90% B HX M) 1. Zh 21 1.142(1.052, 1.239) % TF1.278
(1.189, 1.374),1.256(1.091, 1.445) % 1*1.523(1.346, 1.724)3:0%21.355(1.123,
1.633) % 1*1.753(1.486, 2.068) TH > 7= (FHEANF—% )19,
2RIREFRIR IR I AKI20mg ) 2 1 H 187 HERIER G Lz & & ERRBICE T 5248
o A PR B RE A IE Y T d 5 28U FRIK A TI1385g/ H VIR O B RERIE %
RO 2BURE R R Tl 52g/ H B O B RERRE & RO 2RI R B E T3 18g/H.
BEOEHERE LR O2ABERRERE Xl lg/HTh > WEAT—%)12,[5.2,
9.2.2%8]

16.6.2 FTaERE
TR O TR RE R 2 1O A L Omg & BEHR 5 L 7z & & R (661) IS0 3 2 8%
 (Child-Pugh 8 TA (661)) . h%: & (Child-Pugh /48 TB (6/l) ) K% O' & (Child-
Pugh 8 TC(661)) DIFHEEREEL ICB T 54787 70 Y Y OCrax &k FAUCHiD %
A5 O H (90% X H) 13, 2 2410.882(0.598, 1.301) % 1r1.033(0.765,
1.396).1.122(0.761, 1.654) %2 1*1.359(1.007, 1.836)3:1ri21.395(0.946, 2.056)
T U1.669(1.236, 2.255) Tdh > 7z (SHEIAT— %) 8115,

16.7 E4HEE{ER

16.7.1 YERRAZ
Y7 & V60D 25 7)) FF 10 7Y XY RO X hkIL I 10 & DRI
K. FTYT7a Y RIE NS OEAOEY BRI RICRIEE 2 2B 822
Bhole(GHEAT—%),

RZVR=ZOELDHAICE D F87) 70V > ORI EZZ T D>,

16.7.2 FUREE
bt RrozuaunF7 Y RO 77X = RO EDOHHICED  FT7Y 7adrXizihs
DR OIEYBRE RN ICHBE L 22 EE2Z I P> UHEAT—%).[10.25
]

16.7.3 ZDfthDZH|

(1) NIWBWI 202D Y NRF F2022)
PERICE D 827 70 Y Y E T 6 DA DY B RIS RICHEE 2 5%
2ol (BHEAT—%),

(2) UT7VEY YD XT TF LB
BRICE D ¥/87) 70 Y > OIEMBIEITERGICHEEE 2 5 B8 22T 5 h o7z (5
EATF—%4).

(3) DILTFPUYD ITFY 22
PRICE D 870 70D i3IS OFEFOFEMEEICHE 2 RIT S 4h - 72 (SHE
AF—%),

) AFNORKEARIES~10mg/HTH %,

17. BRRRE

17.1 BIMERURLMHECEIT B 55R

17.1.1 2BMERIRBEE R E UTHER

*(1) ENERREER
ENOEKRREEICB VT AHSmgXid10mgz 1 H1E#ES LA10126F 1726
(17.0%) ICRIfERASER®D & N7z E 2 BIER X BER36M1 (3.6%) 138 18/ (1.8%) 1443
BHLTHI(1.7%) JREEESLTH (1.7%) % T B - 720 (FEIRGREE)

- AERIGEER (808 A, D1692C000055158) 24
AA1.2.5.5% 0 10mgD 1 2SI & U . HbAlclE 75 RICHANTHERIET L
7z (RFIOERE Nz FRIZ1H1ESXIZ10mg) JHbAlch 75 1 & (5441) & D3 (F
P + FE AL 2E) 13, Smg kit (5861) T-0.74+0.10%. 10mg#f (52f) ©-0.80£0.10% T
H o I ARME DA EBRABEIE L. 75 L RBETL1.9% (161/5461) . SmghET0% (01
/58%1) . 10mghET1.9% (141/5261) TH 0 EEDKIMBEIIRD Shah o7z,

* S ERMIBR _ESREEREER (BIHEE. D1692C00006515R) 25)-26)

AAISK O 10mgD248ME 512 & VHDAICELBOBRRILTOEBVTH . S
TRICHRTERIE R Lz £ AEDT T R E O FHE + EEEE)T S RY
10mg#TZ N 2n-1.29+0.35kg % U-1.38 £0.35kg T d > 7z ARIMME D EH R F B
&1 T T ARBET0% (0B1/87H1) . SmghET0% (0Fl/8661) . 10mghET2.3% (241/
88fll) Td 1 \EHEDKIMEIZFED SN ad 57z,

#1 77 ARMECEE G E (24E5) OFER

EHREEN OHDALCELROBRIILITOLBY TH- 7.
K2 EHEAER (2438F) OFER

HbA1c(NGSP{#) (%)
R=ZAFGA YV | R=ATALVEPS | T 5 LR & D #
EHE(SD) | OZ{LEE (SE) (SE)
eGFR 601 E90mL/min/1.73m2A£ii
75t R (n=57) 7.59(0.63) -0.01(0.07) -
A#AI5Smg(n=61) 7.52(0.79) -0.37(0.07) -0.37(0.10)
Z#110mg(n=61) 7.43(0.58) -0.50(0.07) -0.49(0.10)
eGFR 455 _E60mL/min/1.73m254ii
75 R (n=24) 7.34(0.62) -0.10(0.11) -
AAISmg (n=23) 7.44(0.53) -0.46(0.12) -0.37(0.16)
ZFl10mg (n=24) 7.55(0.70) -0.31(0.11) -0.21(0.16)

HbA 1c(NGSPIH) (%) ZIR% L (mg/dL)
N | R AT RN—Z254
o 1/:37@ VEPSO | FoeRE | ViliNLED | SR E
SD) ZALRED | D#(SE) | Z{L®RED | DE(SE)
(SE) (SE)
7R 7.50 -0.06 _ 5.8 _
(n=87) (0.63) (0.06) (2.17)
AHISmg 7.50 -0.41 -0.35% -8.6 -14.4%
(n=86) (0.72) (0.06) (0.09) (2.19) (2.90)
AHI10mg 7.46 -0.45 -0.39% -13.7 -19.5%
(n=88) (0.61) (0.06) (0.09) (2.15) (2.89)
¥p<0.0001 SD : fF#¥E({RzE, SE © iRz
) s AT R

SD : 1EHEfR . SE © 15HEREE

eGFR 90mL/min/1.73m2EL L2 D W TR HIEA D %2\ 728 (7T 2 RSB AHKISmg 24,

AHI10mg2fl) ARKICZED 2 ir o7,

H2) HEE AP LR

ERRUKRSHR (BRRUHOERFAREOHAEE.D1692C0001 251
£8)27).28)
AREISmg (10mgA DR % &) DBM K OHHFEEIC X SHbALCE LB OIERILLL
TOEBY TH > ook 7z BMFERICB Y 252BRON— 2T 1 VlEH 5 DZEFRE
MBS L B (P90l £ EHERE) 13, - 14.3+ 21 .4mg/dL (A E 2L (P19l + iR 2]
1£,2.58+2.29kg TdH » 7z ARIMBE DA FHRABE &1 BIRFRIERE2.4% (661/249
Bl) s AN A=V L7 FIFREE6.6% (861/12241) . DPP-4BLEHI R EE3.2% (21/62
Bl a-7Na vy —EHERIGHBE0% (0F1/616]) . €77+ FREHIPHHBE2.8%
QBI/7T1B) F 7 D> RHERIGEFIREL.6% (161/6461) ENEIA > 2 ) > U]
DEFIRE6.1% (3%51/49%1) . GLP- 1 A AAE B SO FIEE6.0% (3B1/5081) TH > 7z BED
B S h o7z,

K3 FEMEHRGHER (S2E) OF5HR

HbA1c(NGSPIE) (%)
e R=Z2 74 LEPED

N—=2F A »FH#(SD) {8 (SD)
A BB (n=240) 7.53(0.76) -0.66(0.71)
LA LT AGRE 8.02(0.84) -065(0.70)
(n=122)
6DZP)P—4FH§§'J{#}¥E¥ (n= 7.80(0.91) -0.60(0.57)
a-7Nayy—LHEEHN
s 7.59(0.73) -0.81(067)
€T T A FRRAGRR 7.63(0.85) -0.63(0.69)
(n=69)
%z’*}‘ U Yy RIEHIGH B 7.94(0.92) -0.86(0.76)
(n=64)
BB A > 2 VIR
AIGHEE (n=49) 9073 0761069
GLP-1 2 A (KE ) 2 OF R
o 8.11(0.92) -0.49(0.80)

SD : fEEfRZE

AR B IREEA R O BRREN OHDA I LB ORI TOEBY TH o 7.
4 ERAER (5238 1K) DR

HbA1c(NGSP{#) (%)
R=ZAFA VE»P 5D

N—254 > FHfE(SD)

Z{t&(SD)
eGFR 90mL/min/1.73m2bL k-
AREERERE(0=13) | 7.68(0.68) [ 086(078)
eGFR 60, E90mL/min/1.73m2A£ii
ARBEFER (0=175) | 7.61(0.78) \ 0.73(0.63)
¢GFR 45L0-60mL/min/1.73m2ki
AmpsmERn=c) | 7.28(0.67) \ -0.43(0.85)

SD : 12 R
(2) BHVERPREAER
HBEAOTEEBRERSESERNRE UL TS ERMBESRHR (BEEEE.
MB102029518%) 2930
SHEA O S BB AR E B (eGFRA'30L_ E60mL/min/1.73m2kKiH) (2 81 %
HbAICZLROERIZLLTDOEBY TH > 7.
#5 77 ANBEERHEEE (24E8) OFER

HbA1c(NGSP{#) (%)
N=Z2FA VP | R=254 VN 6D | FoEREDE
f#(SD) Z{L &%) (SE) (SE)
BN
75+t (n=82) 8.53(1.29) -0.32(0.17) -
A#I5mg (n=83) 8.30(1.04) -0.41(0.17) -0.08(0.14)
ZA#I10mg(n=82) 8.22(0.97) -0.44(0.17) -0.11(0.15)
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HbALc(NGSPIE) (%) 1.73m2B0 b A DACEM I ARBYIEH 2 € b Y LA H LS v F b U LKE
—— —— — BIERE R UMRAS & i L /- BRI & VYA S T L 2 BREL A2 BE S
NTAZAHE)| KoATAMENE | TIEREOR SEAE BT U7 CRALOmgBE237301 (5 5 HANI64PT) . 7 7 L RBE2371HI(S 5 H
f8(SD) ZALHT (SE) (SE) KAL) 75 5 2RI & DB E ) @ AA L 0mgBELO75H (> 5 HAAT3) . 7
eGFR301!_E45mL/min/1.73m2k % 5 & RBEL064H1 (5 5 HANT7H) 2B RmIE & DHEE 13 A 1 0mgBE1 29801 (5 5
S HAAILR) . 75 £ REEL307H1(S 5 BAAL020]) T - 7. A1 10mg % 1 H 1 HRE
+R(n= 3 . -0. 3 -
77€#n=33) 8:23(1.20) 0:52(0.28) 287 A (R 187 ) BHREG L7 & & 0 MBI B R e N> b (ORZCE DA
AHI5Smg (n=41) 8.49(1.16) -0.47(0.27) 0.05(0.21) BEIDARIC L B RATL) ORBLHERIUTOEB Y Th - /.
#7110mg (n=45) 8.12(1.00) -0.45(0.25) 0.07(0.21) TEO) AR I 2B IR L S S N RO 5B U AL Y —= > B E EAE]
K N 1D 2B OHbAlCOEA VTN H6.5%L ETH % HBE
Y 2
erR4%LAL60mL/m1n/l.73m i 28 EBEET 5 A e Rt k5
75 %A (n=40) 8.78(1.32) -0.11(0.23) - A 10mg P NP e o b
ARAI5Smg (n=35) 8.13(0.93) -0.47(0.25) -0.37(0.23) (n=2373) (n=2371) (95%{E#EIX
AHI10mg (n=32) 8.25(0.89) -0.44(0.25) -0.33(0.24) )
SD : titkfRisE, SE © fitkas DIEIE DA 3864 5024 0.74 p<0.0001
3 HRE A A LR ARV b (11.6/100A - | (15.6/100A - | (0.65~0.85)
% 72, eGFRA™455!_E60mL/min/ 1.73m25 0> Hh S5 B B HER o 18 12 51 15 B IDAREIC &5 AbE E2) %)
I248% OAHIS KU1 0mg O ABF AT ELRO 7T 1 K & 03 (FHIH + e XIRIRD)

7)1\ EERFIME T Z N Eh-24.8£12.4mg/dLK -24.4+12.7mg/dL fAE TZh
Zh-1.9+0.7kg K V-2.3+0.7kgTH > 7z,
[5.2.8.2,11.1.1.11.1.4%}#]

a : HEEREIN T RO 2RBERFO G HOEETHEN L RER. DAL L2 AREZ R

F & LCoxtfINT— FEFILIC K D HEE L7,

b : EE AT OB RUKHE R AT O K 2 %8 L THifl0.04992& Shiz.

*17.1.2 1BERBEE ZRRE UIHER

75 AR EE MBS R CE NSRS REICB VT AR5 mg Xid

10mg# 1 H1[E#5 L 7126561 (H A A24761 % & e) 40661 (32.1%) ICBIFEF 23R @

&N E 2 BIMERNE ARG 1661 (9.2%) BAR76H1(6.0%)  FREEERG56H1 (4.4%) . [

184361 (3.4%) REIEMALH] (3.2%) HTdH - 7z (1 BUERIBRORIAE - ZhFEHNEAFERE)
(1) ERREETSEANB_EERERER (4 VAU YRANOHBREEEZE.

MB1022305%58) 3132

A4 YR VBENC X BB TIRE D > b O — USR535 20 | B RIS R E (77 £ KB

2721 (5 5 HARANS8H) AKISmMgRE27 16 (5 5 HARAS5H)  AHI10mg# 270651 (5

B HAANALH])) ZRRIC, T TR AFISMgIE10mg% 1 H 1ES2EE# 5 L 7z . fFF

ETHHA VA VHAIOR SR AREOMER SRR V2 VI HRSEER

K20%HET 5 2 EAHRE N HERILUTOEBY TH> 120

KILAE DB EERFEBEN G X, 75 L ARBES7.1%(237H1/27241) . AHISmgRESS5.2%

(23141727 141) ARAI10mgBE86.7% (2344/27061) T & b EE DKL, 77 K

R£8.5% (23f11/2721) AHISmg#ES.9% (2441/27 1) . AHI 1 0mg#£9.6% (26/1/270

B)TH -7z

PR b7 Y K= D OFREIE L. 75 £ AREE0.4% (161/2726) . AHISmgh

4.19% (1161727 141) AHI 1 0mghE3.7% (1061/270f1) TH - 7zo
FA)HAHIEREEATHERBY M 7Y F—Y AREEHES NI EEHR

#6 ERIRET T AR EE R (2485 R

30
284
261 ez Pt
24+ o
M 10mg
A
4
*
0 3 6 9 12 15 18 2 24
e o B B
Patients at risk AL rEORR
F&10mg 2373 221 2147 2002 1560 1146 612 210
FEef 130 2163 2075 1917 1478 1096 593 210
M1 EBEIET T AR TS SR BGHBROMR

ARRBICB W TAROmg# 1 H 1A% 5 L72236861 (5> 5 HAAL63M) KU 771K
EH5 U7-236861(5 5 HAAL7IH) F EH T NS EEHRIE fFRERHDEO S A
AILOmgBE1 7061 (7.2%) R ' 75 £ A BE15361 (6.5%) HERE S b7 > K—3 RELD 28
AAI10mgRE361(0.1%) %R V75 £ ABEOBI . B DK IMRE A AH] 1 0mgBE4HI (0.2%) K
V77w RBEAH1(0.2%) TH o 1o B ARB TR ENEOBEN LT Y FRS Y b
ARy EBLAEER AREORBE RN ISP ICE > L HEEER NCEH
FTAREAEHREZWEL . COVTNICLFY LA LWHFEELAEHRIINE L L2 -
720 (BEEOARLOREE - ZHFRIENNEREERE)

E10) A ES GBI | [ i s | TR 1T et | e 37 R | T i B | T SR

el Mg e = v 7 1%

EIDMVHERE R THERES b7 F— Y AR HE S NHEER

17.2 BERFTRATS
17.2.1 BEEARFSHERPRASR
() TS eRHB_SEHREBER DPP-ABER L OHAESTA VAU VEEI EOff

FE%.D1692C0001 35ER) 35:36)
eGFRA*45mL/min/1.73m2LL k2RI FRIFEE 2 R E U A » AV > BIF] [Rezh Bl
SRR AT R R OHERN R O LI 2/ £ T 0.2 807 /kg/ HL LA D 158 AL

42 >0l 58 (IU)
HbA1c(NGSPf#) (%) DEEALE (%)
N=254 .
R—=Z2FA4 | . N TR | R=AF1 > e
g | ZREOP| o |wroomic| 7R
(SD) (SE) HiE6) (SE)
(SE)
VA AN 8.40 0.03 B 2.29 B
(n=272) (0.63) (0.05) (1.39)
AHISmg 8.45 -0.34 -0.37% -8.73 -10.8%*
(n=271) (0.69) (0.05) (0.06) (1.22) (1.53)
AFl10mg 8.39 -0.39 -0.42% -9.05 S11.1%
(n=270) (0.67) (0.05) (0.06) (1.23) (1.53)
%p<0.0001 SD : fEHE(RZE, SE @ fEHEase
TES) R A % LR
TE6) TR A T2 LR
7 EBRERATS AR EE R (52E) O R
HbA1c(NGSP#) (%)
RN=2A54 UEPBD o e
EIERED (SE) 752 REDZ(SE)
75t R (n=272) 0.09(0.05) -
A#HI5Smg (n=271) -0.11(0.05) -0.20(0.07)
Z#110mg (n=270) -0.16(0.05) -0.25(0.07)
SE : 1Az
7)) HEE LR

(2) EERRRSHER (1 VU VREI~NOHAMBIEZE.D1695C00001:H5kPart
B)33)
A A VBANC & HEBTIRE T > b a— VAR5 7 | B R R (RHISmgRE
7641 A1 10mgRE75 ) & KGRI AAISmg X I3 10mg % 1 1 ES2ERHES U7 . HH
ETHHA YA YRFORER I BBROMERSHIRS Y A VI HRS R 2R
K20%WET 2 Z EHHR SN S52BEEONR— T A VD 5 OHbALCFHEEE HF
LR (P ME 2 ) 13 A A5 mg#E-0.33% +0.09%. A7 1 0mg#-0.36% +
0.09%TH > 7o
R IMKE DA EFRFTEIE I IAASMgRE8.7% (7541/764)  AAI 1 0mgEE100% (7541
/7561) TdH O EEORIFE L AHISmghE2.6% (245]/76/) A 1 0mgh#6.7% (54/
7560 TH o7z
BERRS b7 Y B =3 2B OFIEI A1 AHISMERE2.6% (241/76) AH 1 0mghE
1.3%(141/7561) Tdp > 7z.[7.2.11.1.1.11.1 4B 1]

/BB E) OB IZDPP-4REHE & O ORISR IS 2 AFKISme O 1 6:B % 512 5 1
HHDAICELROBERIZLUTO LB THh - 12 RIMBEDOHEFRABEI A 168
O _EE RS TIIAAIREL9.5% (24(/1230) . 7T X ROEFEE23.3% (1441/

60fl) TH - 7o
K A YR B E OOFFRERER (163 K) OFER
HbA1c(NGSP1#) (%)
R=2ZAF54 VY | R=ZAFA VEPSDE | TI5EREDE
1#(SD) {LEEL2) (SE) (SE)
f?hﬂ# AR 8.49(0.925) 0.05(0.0904)
(n=60)
-0.60%(0.1053)

Zkﬁ_'”# AR 8.26(0.792) -0.55(0.0638)
(n=122)

E8) M HIERB R THRE T 7 ¥ F— Y AR EHE S NIEEHR
*17.1.3 B OASBEZEMRE LIcHER

(1) EEHEZS R ESMRIEEEIER (D1699C000015158) 34

NYHADBRESFHA T ~ IV £ EKH R (LVEF) 2840% LU R e GFRA*30mL/min/

¥p<0.0001 SD : FH¥EfRzE. SE © fRHEaRZE
E12) HEF A P LR

1638 O ZEERINAHIGRABHICE D 1 5 1. 36 EMOIEERINIHEIT U KA Z
S2: MMk G (KA1 0mgADEE % &) LAERIC B 1 T HbALC(NGSPIE) 0%
{8 (FEHER22) 13.-0.74(0.746) % (1 22ff]) T & - 1z AR MBED H EFHFHE 4135258
FRASHI O R % 58F T 35.0% (4361/1230) T 0 EEDRMBEIERD 5Nk p > 7.

18. ZEeE

*18.1 {ERF

F hU YL - ZLa— ZERK (SGLT) 213 ERME ICBRENICHER L THB D i
RME TN — A BIRINT 58 285 FELEXETH 530,487 70Dy
13 SGLT2DO B A A DA 72 BRI PHEARITdH 538, 4/37) 70V VX BITB
%702 — ZAQOERNAIE U R 2L 32— A8t 2 (88T 5 2 ic & 0 Z=ER RO
BROMEIY P O—L2HRET 5.
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HIERAD DEANOE R EIEAZ L - 5 THTFO—I8TH SRR E N0,

18.2 SGLT2Icx¥ ZFEEER
In vitro BT F X7 ) 70V i3 b PSGLT2 2B RMICHHE U (Kif# : 0.55nM) .
ZOFEFIEIZSGLT (KifE : 810nM) & D H# THI 140065855 - 7238, SGLT 113 B IR
MBI JBRICHEEL T I — AR ES T 2 B2k Td 540,

18.3 FRth7)L 11— HEt (B E AR O IEE ER
BIEMERBETVOZDFS v M7 ) 70 Yy 2 BERO#RS LR T RH
N a—ZAHMBEOMEME L ICMEF 7L I - A BEOKTIRD 5N 7z42 % /2,
ZDFZ v M7 7u P r 2 ISHERERO#RS LTl BE515HE R
TTORHP NI —ZAFRHR IFARKENICHEN L B E58HBRURS14HEBICZN
ZHER T RUEE T COMEEH 7L 3 — 2 REIIHRRERICET L7242,

ARV RV MY UBEFRIBERBES v M) Ta Yy 2 BEROKRS Uz
T G HSIEH & T 7))L 3 — ABE S ARKISHITET L4,
HAANBIRRPEE 2R E LEBIHRERSHBICBWT . y87) 70y >y
10mg##5 L & & BE1RC14H HOBRE#24E £ TORBERF 7L a3 — 25k
XN U #5130 BOOGTT# O MFEEDAUCo.anh &R L 72
HARANBBERBEE 2R E LBIHRERSHBICBWT. ¥ 7) 7ayy
10mgZ#5 Lz & & B E57HHOR 5% 24K £ TORBIR+H 7L 3 — 2 ghiftE 133
muzz3,

*18.4 {MRE(ER
FR7) 78T 3 HI BRI R OB REIE DA R E TV Y 2B WO ST
A — % (EERFHER AENRIEMRE) 2E L4091 BRFEOAEET L~
I A TOHMBEOFEL R T A b= 22 ME L DEY ET ) Y TICENTH S
ZEPTRBENT.

19. BRSICEET 2 EBLZHFR

—RHIBFR
F87) 7Yy Fualy 7Y a—LkiY (Dapagliflozin Propylene Glycolate
Hydrate) (JAN)

(=22
(15)-1,5-Anhydro-1-C -{4-chloro-3-[(4-ethoxyphenyl)methyl] phenyl}-D-glucitol
mono-(25)-propane-1,2-diolate monohydrate

SFX
C21H25ClO¢ + C3HgO2 + H20

SFE
502.98

R
ARIEHE~MEABORRTH D NN-VAFLTEL M7 IR A ) —LXFTY
J = (95) TR T T b= PYMCRREF T K IKITHETFIZ L,

femas

0~ “CH,

SIECIRE
2.45(pH7.4.1-F 7 % J =)L /7K)
20. RV EDER
BXIEPTPY — b A SED H L7z &R - miEE8T) 22 &
21. HERSRM
EIEF Y A 7 EHEE 2 RED LGEYICERT 52 &,
22. a&
(T # Y —HEE5mg)
100%¢[10%E(PTP) X 10]
140%€[148E(PTP) X 10]
500%E[10%E(PTP) X 50]
500%E i /N 7 FZIRAIA D ]
(T #Y—HE10mg)
1008 [108E(PTP) X 10]
1408 [148E(PTP) x 10]
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1.9.1 JAN
ok 22-2-B4
JAN :

(AARL) #7Y)Tuvr7aelr sy a—LKngy
(¥#4)  Dapagliflozin Propylene Glycolate Hydrate
TR 23 44 7 15 AfF EEFATEE 0415 55 12 5 (RATER D

k%4
(HAR%) (19)-1,5-7 > & Fu-1-C-{4-7 7 a-3-[4-T hX 7 == /WA F)NV]|T7 ==/)L}-D-7 )b
Y h—b 8- a2V T — b K

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

(=t Sy

0~ “CH;
:i C1
HO H
HO : /'</OI-I - Hy0
H;C -
H 0
H
N\, OH H
HO H
H OH

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

22(1), Rec. INN: List 59, p50 (AsA1& K} 2)
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RO LBV EDT-OT, #HTHO ., &% FTEGREZICEN T LA L HE
U UAYLAN

E, AEELICOWTIE, AARSMEEGSH THEM L TWDH I &2 H LIRZ
%o



ATER

BIFE 2 INN IS S v 725k H OB ENC I T 5 [E I — i 4 7
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H
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HO H
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JAN (&  44) : Albiglutide (Genetical Recombination)

BERFE T 22-3-B8
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JAN (3= 4) : Aflibercept (Genetical Recombination)
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JAN (HAR%) : X7 MBIV T L=F U T A
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WHO Drug Information, Vol. 22, No. 1, 2008 Recommended INN: List 59

International Nonproprietary Names for
Pharmaceutical Substances (INN)

RECOMMENDED International Nonproprietary Names:
List 59

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection of Recommended
International Nonproprietary Names for Pharmaceutical Substances [Off. Rec. WId Health Org., 1955, 60, 3 (Resolution
EB15.R7); 1969, 173, 10 (Resolution EB43.R9)], the following names are selected as Recommended International
Nonproprietary Names. The inclusion of a name in the lists of Recommended International Nonproprietary Names does not
imply any recommendation of the use of the substance in medicine or pharmacy.

Lists of Proposed (1-96) and Recommended (1-57) International Nonproprietary Names can be found in Cumulative List
No. 12, 2007 (available in CD-ROM only).

Dénominations communes internationales
des Substances pharmaceutiques (DCI)

Dénominations communes internationales RECOMMANDEES:
Liste 59

Il est notifié que, conformément aux dispositions du paragraphe 7 de la Procédure a suivre en vue du choix de
Dénominations communes internationales recommandées pour les Substances pharmaceutiques [Actes off. Org. mond.
Santé, 1955, 60, 3 (résolution EB15.R7); 1969, 173, 10 (résolution EB43.R9)] les dénominations ci-dessous sont choisies
par I'Organisation mondiale de la Santé en tant que dénominations communes internationales recommandées. L'inclusion
d’'une dénomination dans les listes de DCI recommandées n’'implique aucune recommandation en vue de l'utilisation de la
substance correspondante en médecine ou en pharmacie.

On trouvera d'autres listes de Dénominations communes internationales proposées (1-96) et recommandées (1-57) dans
la Liste récapitulative No. 12, 2007 (disponible sur CD-ROM seulement).

Denominaciones Comunes Internacionales
paralas Sustancias Farmacéuticas (DCI)

Denominaciones Comunes Internacionales RECOMENDADAS:
Lista 59

De conformidad con lo que dispone el parrafo 7 del Procedimiento de Seleccion de Denominaciones Comunes
Internacionales Recomendadas para las Sustancias Farmacéuticas [Act. Of. Mund. Salud, 1955, 60, 3 (Resolucion
EB15.R7); 1969, 173, 10 (Resolucion EB43.R9)], se comunica por el presente anuncio que las denominaciones que a
continuaciéon se expresan han sido seleccionadas como Denominaciones Comunes Internacionales Recomendadas. La
inclusiéon de una denominacioén en las listas de las Denominaciones Comunes Recomendadas no supone recomendacion
alguna en favor del empleo de la sustancia respectiva en medicina o en farmacia.

Las listas de Denominaciones Comunes Internacionales Propuestas (1-96) y Recomendadas (1-57) se encuentran
reunidas en Cumulative List No. 12, 2007 (disponible s6lo en CD-ROM).
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cinaciguatum
cinaciguat

cinaciguat

cinaciguat

contusugenum ladenovecum*
contusugene ladenovec

contusugene ladénovec

contusugén ladenovec

4-({(4-carboxybutyl)[2-(2-{[4-(2-phenylethyl)phenyl]methoxy}=
phenyl)ethyllamino}methyl)benzoic acid

acide 4-({(4-carboxybutyl)[2-(2-{[4-(2-phényléthyl)phényl]méthoxy}=
phényl)éthyllamino}méthyl)benzoique

acido 4-({(4-carboxibutil)[2-(2-{[4-(2-feniletil)fenillmetoxi}fenil)=
etillamino}metil)benzoico

CS6H39NOS

COH
e [ |
O I con

(Recombinant) replication restricted adenovirus (type 5) vector, E1
deleted, partial E3 deletion, containing/expressing a wild type p53
gene driven by a cytomegalovirus promoter

Vecteur adénovirus (type 5) recombinant défectif, délété de E1 et
partiellement de E3, contenant le gene p53 sauvage sous le contrdle
du promoteur cytomégalovirus

Vector adenovirus (tipo 5) recombinante defectivo, con delecion de
E1 y parcialmente de E3, que contiene el gen p53 salvaje controlado
por el promotor de cytomegalovirus

dapagliflozinum
dapagliflozin

dapagliflozine

dapagliflozina

(1S)-1,5-anhydro-1-C-{4-chloro-3-[(4-ethoxyphenyl)methyl]phenyl}-
D-glucitol

(1S)-1,5-anhydro-1-C-{4-chloro-3-[(4-éhoxyphényl)méthyl]phényl}-
D-glucitol

(1S)-1,5-anhidro-1-C-{4-cloro-3-[(4-etoxifenil)metil]fenil}-D-glucitol
C21H250|06

0" > CHy

i cl
HO. O

O
OH

HO
OH

50




1.10 ¥ - BEREOREFREEROE LD AstraZeneca
— g4 XN Y TaYrFua LY a— K

F1E HEEFTRERRVRAXEICET 51ER
— L ARy TuY o Fu LY a— kY
e |

110 FE - BIEZDHREEEEEHODE LD
74— H%%E

KEBHIFLH S NG RITR DHERNTT A N T B W RASHITRE L E 3, o FERTOK
R S KERONB ZMICHRT 2 Z L3N TVET,

CONFIDENTIAL AND PROPRIETARY 1(6)



1.10

I - BEREOREFREEHDOE LD

AstraZeneca

— W& FRT ) TavrTar LY a— kK

1.10.1

x1

i)

BE - RIEFOREE

’7—

1T

BEEHOF LD (BRIT)

b4 - Bl

(18)-1,5-7 > & R-1-C-{4-7 n 1 3-[(4-= h ¥ 7 = = L) A F/)L]7 = =)L }-D-
TNy h—v BIGERT ) 7ady) | FOEELOFORF

HEIE

o)
fn

OH H
HO H

H OH

OH H)O

RIRE « DR

2 R TR IR
1 B PRI

ML - &

2 BRI

W, RAZIZZ 7Y eyl LT Smgx 1 H 1 EROBEET S, 7B,

NIRRT 725G A, R E oI Blg2 L6 10mg 1 H 1 EICHEEST S Z
ENTE D,

1 B4 PR P

A LAY CRFEOHHIZEB T, @E., RAZIEZF T Try L LT
10mg Z# 1 A 1 EREAREGT L, 2B, IRATSRGEICIEL, fRx 12108l
ZL7NH 10mgl HIFNCHETHZ ENTEXD,

BHRAE DFEE

L

ilRAL K O T —HEESmg, 7 AT —HEE10mglTETNEN 1 EER, FoXT ) Tonv T
BHHESY « 08 | v L7 U a— LK 6.15 mg, 123 mg (X7 7yt LTENER

S5mg, 10mg) #&5HT 5,
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1.10 ¥ - BEREOREFREEROE LD AstraZeneca

— %4 AT TuYrTav LY a— K

= 1 B BIEZDEETEREHDT LD (BT
=,
HE B [T
EhiE B 508 Be5 5 B/NBSEE FRETR
(mg/kg) (mg/kg)
<A & 10 0,375,750, | 3000 1500 mg/kg AL —i@MED H
1500, 3000 FIEBE T R O ML
3000 mg/kg : — i@ DA E I
D R OBET
Sv k| o 0,375,750, | 750 750 mg/kg LA 1 ¢ A FEIHBYK
1500, 3000 T, #HEBOEN, AT
R, (R R OB
1500 mg/kg : ML & DFET
A X & 10 0,200, 500, | >1000 200 mg/kg LA E : #5494 10~
1000 60 43 AP & H:
BB 53
EhiiE Eaen il Be5 5 MR Bz
BeGRRRE (mg/kg/H) (mg/kg/H)
A 1% ARy 5,50, 300 50 300 mg/kg/ H : FELS, R
o DFLE IR R OMESE - 281,
8 P BHE D 4 T
Z v b 3% AR/ 5,50, 200 50 200 mg/kg/H @ FELC, 1ML
B SEFSIE  PRAMEIEIR, JRES I
SRR, A EIEILA .
WA EHIN, B IR T VEE
K OEDEENN
Z v b 6 » HIH/ 5,25, 150 25 150 mg/kg/H @ FELC, 1ML
B SERSIE  PRAMEIER, JRES I
SRR, A EIEILA .
WA EHE, B I XTI
. BEOREDHEN
4 X 1% ARy 5,25,250 25 250 mg/kg/H @ RERYD, 1R
B - Kz ONER 5 D 3 0
A X 34 A/ 5,30, 180 30 180 mg/kg/ H : @M=D,
N T QTc Mkt
4 X 12 % AR/ | 5,20,120 120 FRR g _ETRAR L
B
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=1 HE - BFREZFOREEBEEEHOFE LY (BT
RIEH 2 TR PRI
RITERZEER (BRMAERY 2 5) #IEFIER 1012 F1F 172 61 (17.0%)
RIVER OFIHE Bl
BER 36 il (3.6%)
H &) 18 i (1.8%)
AT R R 17 %1 (1.7%)
PR SR G 17 %1 (1.7%)
fE ik 16 # (1.6%)
202 O FEAE 11 %1 (1.1%)
1 OB PRI
RITERZEELR (BRMAERY 230) #IEFIEK 1265 17 406 51 (32.1%)
RIVER OFIHE Bl
e R 116 51 (9.2%)
BER 76 5l (6.0%)
PR RS Ye 56 il (4.4%)
H &) 43 5l (3.4%)
PR BRI 41 51 (3.2%)
ESLan TARNZEBRIRASE BAL A
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% 2 X - BIESOREBEETEHOELYD (EH)
{24 - B4
H
e - | 2 EBEIRS
v 1 RO SRS
(PRAEID | o 7272 UL BHEL RS OB A T T 5 RIS,
s - | 2 BRRER
. WE. A i&ﬂﬁ)7u//&L15mg%1a1@&D&5¢5 SN
CFARERIE )

LR R N

NEART2GEITIE, L+ BEZ LN 5 10mgl B 1 ENZHEET S
ZENTED,

1 B4 PR 975

A2 CRIEIE OBFRICBW T, @E, AL ié?°/\°&°)7:z‘/“/&bf
10mg # 1 B 1 [\ROEET 5, 28, RA+oREE810E, Rz -+
BELND 10mgl H1[ENZHEETHZ ENTEX D,

Wi, RAIEE NV 7 LTClomeg 1 B 1 EEaEET 5,

B DFEE
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%2 BE - BEZDREETEREEHDF LD (XFH)
Al /£ 2 ZUBIR I
P BIVER B (RRERE 2 ade) MEFIE 1012 Bl 172 6] (17.0%)
QSIS ENN) -
BIVEF O FikE Bl
BEJR 36 51 (3.6%)
Y8 18 51 (1.8%)
AEFH AR 17 511 (1.7%)
R IR G 17 511 (1.7%)
{5 Fik 16 Bl (1.6%)
FE¥RZ O FEE 11 %1 (1.1%)
1 RUBE PRI
BIVERZ B (BRMRERE 2 Ede) MIEFIE 1265 B 406 1] (32.1%)
BIVEH o FikE Bl
PR 116 il (9.2%)
BEJR 76 511 (6.0%)
R IR G 56 il (4.4%)
Y8 43 51l (3.4%)
SR AN 41 B (3.2%)
BYELARE
HEH T _NXEIERREHR (ZarEEHiixt 5 2368 1)
BIVER OFEHH %k
IR B 68 il (2.9%)
FHEOWO U 27 1cE-7-H5% GFkESR) 35 %l (1.5%)
B S 33 Bl (1.4%)
BT 341 (0.1%)
BERFI T BT o R— Axx* 1651 (0.0%)
DU ) e 1651 (0.0%)
HPMELDACRE A S L LEERERZ I AR B B SRR (D1699C00001 #E) T
. EEAAERS. BRI IR ST EoAEFSE, ROEATRXAEES
RIGEL, HATNEAEFRSLE LT, KRR, BEEES SR, LT Y F—v 2, B
OIS, B, MR, FROBOU 22712857 5% GkES) 2RE L. WP
oM LA WIEEE A E FRITIE LA 5T,
NTHIEE RS TR, T Y F— 3 AR L HE S - BIER
&1t
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4.2.1.1.1 |AstraZeneca BIERBELODAEETILYOR 38 - -~ — sz
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