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eGFR Estimated glomerular filtration rate : $£ 5 % ERAE I &
GFR Glomerular filtration rate : 5% ER (A
Na* Sodiumion : 7 FU 7 A (£ F)
NHE3 Sodium hydrogen exchanger-3 : 7~ kU 7 A7K Al s (4 3
QSP Quantitative systems pharmacology : & & AT AFKHL
SGLTI1 Sodium-glucose cotransporter type 1 : 7=~ U 7 A& « 7L 23— A SLigk (K 1
SGLT2 Sodium-glucose cotransporter type 2 : 7~ U 7 A « 7L 2 — A FLHGE(K 2
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TODILE R M OB RHEERA 2R LTV 5 (Zinman et al 2015, Wanner et al 2016, Neal et al 2017,
Wiviottetal 2019) . ZAUHDOIEMIE, SGLT2 FAER O GBMATE., FHNTHEL L, RERMH %
WLUCTHERET D22 LB LN TND, THHEDORRXT ¢ v MIET DIEREFIC OV TREESC
LTIz e 2FELNTHRWA, BIEIZIIT % SGLT2 FREEMICER T 5 71 = —
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SGLT2 inhibition

Glycosuria Natriuresis

| Negative | | ' | | TTubulo-
caloric LHbATC — tUricosuriam $200C | ¢+ LPISMA ., | giomeruar
| balance _ H | feedback

AR TR N A T A A

UTotal body | | ! Inflammation IPlasma | | lArerial | }|yMyocardial Qgg{i%?é
fat mass | || Glucose toxicity uric acid stiffness | i stretch constriction
y \ A i vy ¥
| Epicardial : {| L Ventricular |4 Activation of
fat .. L Atherosclerosis | 7 | %2 thmias “TAcES - Ang1/7
%’ ‘."-.__ \ ' _."I . L 2
1 Inflammation “Al 1Cardiac 1 Intraglomerular
1 Fibrosis ... contractility 2 hypertension
P 1 Hyperfiltration

Cardiac & Renal Protection

Solid lines represent pathways supported by existing data; dashed lines represent possible areas for future
research.

ACE?2: angiotensin-converting enzyme-2; Angl/7: angiotensin 1/7; HbAlc: haemoglobin Alc.
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(ZF Y 7o B3 % ST C 5 7= DI FEhE S T Bt ORF eGSR % B9 5,
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%, MKEXLY bMEREZZHEOTZEICED, DARBFICB T 2GR E. KOS
HRERT IS <, KVBHIZ) ~MEHIEITE DRREMNRH H, ZOIGEREIEESIT
X X7 7 a Y ORFIREER TR L2 RN DOLAREA X OB AT TE LW
RN 5,

2 Na* & KD D REKEBDEXE (Hallow et al 2017)

Glucose

Na+, Water @-

] l
V Thiazide

I N a + Diuretic

A
U
5
+

Water < Nart,¢5

Loop
Diuretic

Na+ and Water Excretion

Pg.: glomerular capillary hydrostatic pressure, Ks: glomerular ultrafiltration coefficient, SNGFR: single nephron
glomerular filtration rate, Pgow: pressure in the Bowman’s space

ZoX7 ) Ta Y ORRT —# & AW T, BHEE X OMRIR EOTEFE IR T 2 57 E &/
VAT LI (QSP) BT IVAREE L. KR EIAEGL A M5 L7-  (Hallow et al 2018a, Hallow
etal 2018b) , B INT-EARE R Na' R OUKgHE&E, i 27 L7 I =2 KO Na )
T 5 DIV IR OVERMEF 2T L, T MBI B R T A —4 (R
RN, il e OV R ) Z3%0E LTz, BHREREELZA T 5 UIA LR WHERFEEE 28T
HENRT ) TuaP DR GE TR,

BRINTISETAT 5720121, QSP ET /MIZLL FOEREF 25 BT 50BN H -7,

e SGLT2 IZBT % Nat p NI o — A IR O E R P
e SGLT2 #4 L7= NHE3 |Z & % Na"FURIN D BHEE
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6 S D DICESLOATREMEN B D

X 3 ARG 72AC U RUVITALZFRIZLAMAERVBEREDFE LY (FAHE)
(Hallow et al 2018a)
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Blood IF DAPA BUMET

BL: baseline, BUMET: bumetanide, BV: blood volume, DAPA: dapagliflozin, IF: interstitial fluid
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VTNLPRANE 7> 5 O Na BRI X 2 RERIRNIE EFIT, BERIGIERE (& OV O o Bk
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K1 (SGLT1) ~: %< D7 a—A RO Na"BEET S, SGLT1 78 2:1 DEIGTNa' & 7 v
O— A ZFHINT S Z SV (SGLT2 Tl 1:1 OFEE THLINT %) | 2.7.2.1.12 Tl L
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WL THRINESNDZ EEARLTWD, L LR SGLT2 1%, LYV IRJIZ Nats H & A H#i
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WRTN) TP EEIZLDIRP AN, = — DG EFER LT VAW I 2L — g
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BOLN, A7) 7a P B ETBIEIN-INE Y VT F = OB kA HH X7~ (Hallow et
al 2018b) .
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272112 IR L QSPEFAE NWT, #87Y 7u sk 5 mig i, B
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Dose (mg); == 25 mem § === 10

GFR: glomerular filtration rate (mL/min/1.73m?), UGE: urinary glucose excretion
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X5 FRT) 7P UOAERIGIZEITSH GFRDOR—X S5 4 VEDFE (FHHE)
A Blood Volume A Interstitial Fluid Volume AUGE A 24hr Na+ Excretion
25 25 25 25
00 0.0
fi0
-0.1 -5 002
-10 40
-02 oo
=15
s “ 0.00
-20 U/
-04 s 0
5 5 & 5
oo 0.0
&0
o 0z (N —— 0.02
-1.0 g 40 ( g
- 02 = o.01
-15 o Ig
-03 20 F
0.00
-20 G y g
-04
-25 0
10 10 10 10
00 0.0
= facr i L S 125
£ 0.02
a1 -05 rrx_._r
-1.0 40
-02 (_— 0.01
-15 1
-03 20
-0 0.00
i -25 B
o 10 20 il 10 20 o 10 20 0 10 20
Time (days) Time (days) Time (days) Time (days)

GFR (mimin/1.7342); === 30-45 mm= 45-80 wee §0-00 = >80

GFR: glomerular filtration rate, UGE: urinary glucose excretion
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A TRE 9~ 2 Mg aE M O R P HIRE &2 LR ISR,

BEXRVUEMAE FAEEDEREA

ACE Angiotensin converting enzyme : 7 2 VAT 3 B HARESR

ARB Angiotensin II Receptor Blocker : 7 > U4 7 3 11 s 5 ARFEHLEE

ARNI ARB/Neprilysin inhibitor : ARB,/ 17U 7 A 3 L PHEHHK

CEA Clinical Event Adjudication : A~ HIE

CI Confidence interval : {5 %8 X [t

CSR Clinical Study Report : BRI FEH A £

CTD Common Technical Document : ZE> + 77 =H/)L+ R¥= A b

Ccv Cardiovascular : /oML

DKA Diabetic ketoacidosis : #ERF 7 F T 2 F— A

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

FAS Full analysis set : K O Rk G4

HbAlc Glycated haemoglobin : ~E 7 1 b2 Ale (fifb~EZ R EY)

HF Heart failure : (>4

HFrEF Heart failure with reduced ejection fraction : £ = EXHROIKX T L7/ OASR

IQR Interquartile range : PU {3 #i [

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

LVEF Left ventricular ejection fraction : /& =B H =

MRA Mineralocorticoid receptor antagonist : I % 7 /L 2 /LF 2 A REEREEHIEK

NT-proBNP N-terminal pro b-type natriuretic peptide : N K¥m 7 =it (B%) F hU
DRRATF R

NYHA New York Heart Association : = = — = — 7 e

PACD Primary analysis censoring date : EEMATFT HH) 0 H

PRO Patients reported outcome : FBEHET 7 M A

SGLT2 Sodium-glucose cotransporter 2 : 7~ U &7 A « 7L 23— ZILHREA 2

T2DM Type 2 diabetes mellitus : 2 FIPE R T

TSS Total symptom score : JEIRGFFA 2T
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FAFEDEREA
FAEE Hil:L]
FEHETEE DAPA-HF BRI AN BTz B X, 4 [E O HFEF O
A BRI A NH o T REHEIBR 1T -,
TRERIE AR CIRERIE & 13, BAEABIMG T Sk (Thbb, &
N7V 7avr 10mg X7 78R) 24, METIZIP L0 )
W5 &2 T 5,
DAREA R b FTEFMEHICEEND [DARIZE D AR T TOARIC X
HE AT L\0NVH 2ODEEEHET ILARSA R N b #E
LT 5,
DECLARE &5 DECLARE-TIMI 58 & (D1693C00001 7kBR) %459,
DRI XD ABE (%) DA K D ABE (PR OSE) 2T,
AJkdG: TG D U A7 Ll 5 ERELR AR,

AMETSET SR
ISR RBRES. F 5 HNOARERHEEOKRR VRIS

ABRES SHER DEEFR 55 5 B D ELEIS AT
D1699C00001 DAPA-HF 53.5.1
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2.7.31 BEREUVEE

2.7.3.1.1 BHEQETLELDFAEBEEZRRELEENTYTOD
> DERRFERD B 1Y & # B

D1699C00001 3% (DAPA-HF #R) O HMIL, EFE EOT Ay b =—ZXDIEFITmOER
Thsd, =a2—a—7 .0 HE (NYHA) OHERES S T~1V OEEFRH RO T L7z O0AR e

(HFrEF) B3 (2 BUpERS N [T2DM] BHE K OIERERF RS OmE 2 5Tr) OIREIZxT 5 43
7)) 7wm Y (Forxiga™/Farxiga®/Edistride™!) OFIMEDIRILE 72 DT — X 2Rk T 2 L ThH D,

R TOAREITHREL TV D ERFOHEESIL 6340 5 A THY (GBD 2016 Disease and Injury
Incidence and Prevalence Collaborators 2017) , K[E M OWIN TIZAEM 100 15 LA ED B OARIT
IV ABRESRER SN TWS (Ambrosy et al 2014) , BCKIZE T B DAREOHERITHETE 1~
2%C& Y (GBD 2016 Disease and Injury Incidence and Prevalence Collaborators 2017) | ‘DAREDH
J93 2R M OV E SR T SRR BN Like i TV % (Benjaminetal 2019) , F7-, KED I 2=7 1
R= 2DV T NG DESTOWE TIE, HFEF BE D 5 FIELHIT 66% ThH Y . 20 FH DO
BHIMIC Do > TEIEA BN > 7= (Tsao etal 2018) , HFrEF (%, (LANAIT K 2 #H[E 0O AR
LOBRAZZ M EITHEOERBTHY . HEIOABRELNREZZ2ITE L AR % & BT
DT ENREIFLTNS (Ambrosy et al 2014, Okumura et al 2016, Rame et al 2001, Skali et al
2014) .

DAEEREIT, HEHELOEEOBEICREX S EET I EHMEREZET S, LDAEOEEE
Wik, BYliv, 57, KHEMERENH 5 (Zambroski et al 2005)

ZR7Y7a ALt MY A - Zva— 2 kR 2 (SGLT2) Z#FHE L. I RME 12k
2 SR ERIRIEIEIE D D D7 N a— ZAOFRINZMEH T 5 & &bz, F MU U AFRINZ FRRHI
Hil L, R 7L 32— 2R ONRBEFIR A © 72 53 (Kasichayanula et al 2014) , F£72, SGLT2
FLEIC LW X7 ) 7o O TR ARE ~D T N 7 AL A OFERZTLHE S, ZORE,
PRAMEERERIR T 4 — RNy 7 R IEL, BARERENELIR TS EL B2 6N TS
(Thomson et al 2012) , L2>L7223 5, DB CRFEVEH K OB EREMEH OIRIEICH D IR
%, BUED & Z AR ENZ, SGLT2 EKO OIS RFEMEH &L OB R#EEHIX, SGLT2
FREHO.LImE (CV) 7 b7 A58 (McMurray et al 2019b, Neal et al 2017, Wiviott et al
2019, Zinman et al 2015) (ZERBWTHE G- BN S.LMEREERAN LR b2 226, SGLT2
FHEEHE oD U i A ARV S OV B I, T2DM BBE TR E SN D b DO TidZe <. SGLT2 [HE
OIMBERE TIEROARUKGET DL O TRV EBZ X HND,

SGLT2 PHE#K T, DECLARE i8R (Wiviott et al 2019, Zelniker et al 2019) 72 &, T2DM % &4f
L72CV U R RNEWBREEZRS L LTERRICBW T, ZOAEMENRENRTWD, BT
5. HFEF BFICBITAER EOT v Ay h=—X AERBEFLE QR 7Y 7a ¥ ORI
a7 AOFEMIL, BRRIZE T 2 BEREN 2.5.1 HEZR I AT,

BT LIS UIECV 77 L3RR Tdh 5 DAPA-HF #RBRIT. T2DM B HEREfEE 2 X
PFFREZEE T 5 XITH & 72\ HFrEF BEEMZ x5 & LT, FEREIREIZ SGLT2 FREHK 2180
BETH5ZLERFTLIERVIO CV T U ML TH 5, KRB BAYIE 2.7.3.1.1.4 TEITHER
T2,

! Forxiga™/Farxiga®/Edistride™ (X /X7 ) 70y ) [IT AN TER DT N—TDEETH D,
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HoRT ) T a Y O \;®DM%HF3%@? HZFESWCHHMiL7=, TARTE
A AEE, I AHERER 1 BRBRIC RS < KGR (RSB HH Y R O BR 2372 U, #IIE OAR
L7200 HBEEZTND,

2.7.3.1.1.1 RN EER TS A

DAPA-HF #BRiZ. 20 73. 410 fiig% CHEi S 317-. event-driven, 2k H[q], ﬁﬁfﬁ’bﬂ:
B, 7R, B, EEERRBRTH Y BE 4744 GBI EESIC Dﬁfan
toﬁ@f%AW?éXiAﬁLEWNHMM%%%*H~W®HHH$%%H% . FEUETR
WX 7Y 7a v 10mg BN S Lz & & OO0 iE e 3O A4 4m/b®££@Ai/

RABRA ¥ MIXT 2808 %2 7T 2R L EHRETT 5 L 95l L7,

FEFHMMIA H 1%, BAELETT o 0MESE, LDARIZK D AR, XL AEICK2BREa%2
DEAETY RRA L FDI L, WINLDOA Xy FOYIRFEHEE TOHME L7z (DAPA-HF &
BaBiafim S E [CSR] 92 HZSM) |, BIRPFHMEEE X, HET FRA Y DS HOL
M FE ST ORI L D ABZDOWNTNNDA X b OYIEZBEHR E TOHIM., LA X D AR
(W OFE3E) M OVLMAESFED#REL. 8 W ARFZBIT D0 AT 4 DRFIEIZ DWW T OE R
= (KCCQ) DIEIREBFFA AT OR—2 T A L inh D, HERCRERATEEM (eGFR) @ 50%LL
FOFEARET., REIBAREBIT UIBRIBIED 5> b W0 ERRE TOHM, 2T
FERZ D7) EFTOWR Th o7z, T XTOIRRLE, LARA N2 bR OEFEmE
(eGFR % [R<) 1&, BRRA X MHE (CEA) ZESICTHIVHEI N (2.7.3.1.1.6 1) |

WHEBFIL, A7) 7a v I 7 RICEESIC L1 OLTE YT 5, T2DM &
PFOF M L0 J@RlEIHT Lz, BIEAEIT T4, Day 14, Day 60, Day 120, Day 240, } UL
M4 h HZLITKkRBE LT,

ARilBR I event-driven iRER & L CT ¥ A v ENtz, " — KA 080 &35 L. IR ITK
THENTY T7aD s OB ERREET 572D 0 90% D 12155 121%, 844 o EFEEHEH T
VRRA L FDANRY N ETH T,

273112 HEXREH

DAPA-HF R Dits B34 & LT, NYHA DEERES 3 LI~1V T HFrEF & 2Writék o & 2 A T
HV ., KEO HFEF IEET A BT A N> TEERE 22 1T T BE A AT, L6
H=E (LVEF) 40%LL FEONN K7 mfigtt (B MU w7 AFRANTF K (NT-proBNP)

FEDY 600 pg/mL LA E GEZE 12 4 A UINIZODAREIZ L 0 ABE L TV WnE4a) XU 400 pg/mL Lk
(B2 12 B HUWITOAETAPEL TWeGEE) &L, 2Wia e Lic, DaEmiE 3o
O EE L, ODARLRIZE D ABLOBEEREIZ2 )3 53, NT-proBNP £ 1% 900 pg/mL LA L& L

77o S 51T, eGFR 78 30 mL/min/1.73 m? LA LD B Z k& B34 & L7-, DAPA-HF B Tl
T2DM B3, IEHERIFGERE & bICHBRE~E DT,

Igchlga&%%ﬁ iu‘F@ D T&)O 7:—0
. AP ARR L SR I 95 mmH g A
J ESEDLAROEAG, BRZ2LMIEA N2 b T OMELE GHE S vE 2 Ei)

. DIAERE « BIRBLISORET (EEER 2 L) | BREEEMEIC LY Rén 2 R
i & BEPR A I S 7=

. E/Z (eGFR 7% 30 mL/min/1.73 m” Kiitf) OEHEAERE, ANLE 2B R ESUIRIHITHEST
5 B
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° 1 B PR 975
PR LUE L RSN L YE O ZEAIE . DAPA-HF 3Bk CSR 93 HA BB I -\,

273113 HAERUREE

HFrEF BBH & %15t L L7z DAPA-HF iRBR Tl, LAESEIMERER 28T 0B85 2507
T2DM B 2T DB MK ORI BT 2 R#i e R BRI LS\, ¥ 7 ) 7ay
Y10mg D1 H 1 [RES52EmAREE L CEIR L7, DAPA-HF 3Bk T, A ERD . K+
F O AR HERE DT L7 WM T 23 se b 2 BE RIS B A E R - B Hiv, >0, #
BRENERA L TV DEA 2R L, RETIERWFRAER FIREE OBERZETess, 1RBRIEH
SHEECHUE L W ZHIRRERIIR ) OEE TR E T IE 21T THEIE LARAWEAIL, 1BBRE
fEERTOHIBIC L VIR E Smg lCETH L2/ & LT,

BRI AAIL D AVTZ HFEF B 3R OEERRE 2 T 52 L& Le, LEEBn->T, ZDO KL
) IRIEYERE T CIBINBROFHE 21T > BT A4 Tl 77 BRIl kLt Z 2 5hn
7=,

FHRRRRGE ORI B2 R B 580, BRI BT DR 2.5.4.1.4 A SIS hzLy,
273114 FHEEE

ARBROEERHMEE . AIRARHEEE . KO EMERH0EE 2 i 2.7.3.1.1.4.1 5,
2.7.3.1.1.42 F RV 2.7.3.1.1.43 BITER T 5,

FHMEIE B OREFRMLIZ SV T, DAPA-HF Bk CSR 9.2 THA S X7z, ik H 9K OB
HEHMIEE H O RER 72 U A MX, DAPA-HF ik CSR 8 THZ M I 7=\, RERFHME B O#iqH
FHEEL R OWATIC B 5 3E#01. DAPA-HF 3Bk CSR 9.8 HHAZ B S n/-\v, RV ENZE
T HAEOT 7 b AFEEOZFEMZ U A ME. DAPA-HF ik CSR 8 THA SR I 7=\,

2731141 FEFMIEE

FEBM FMEIER -
FEARRIBIN U= k7 ) 7a v uwn, o | LFOBEATHMIEH O 9 6, WO H]EFEBL
MBEFENIODAEA X b (DAREIZE DA * TOMR
Pt ITZN ERIFEDA R FThHLAEIT 1 DS e
KRBT ORBLREZIKTIHL0E0 N -

IZOWTC, 7T BRICxT D EEEZ RS 2 ETikiéAM,A
3. 3 DARBIZLABRESZD
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2731142 EIReFHEEE

AstraZeneca

BIREIB Y

FHEEH

DML FE T DA K D ABRIZHOWT, &
N7V Ta T OMRE T TR LT
B 1

2

LIUFOBEFHEER O 5 5, W ho4EZE
Bl g oMM

O BB
T NN P SN 7

DARIZE D ABE (W OFRRE)  Je ONla I
BIDORRBIZHOWT, X7 ) 7l D%l
BE 7SR E BT S,

DARIZE D ABE (WKL) KOV
FEDHEL

DARRORER K O RIGEHIRIZBE T 5
KCCQ DIERAGFFA A TIZHONWT, X357
TV OMREET TR T D, ?

8 71 HIED KCCQ (L AR4?D PROY) DIEIRAF
AT DN—RAT A b DA

HRTY)T7al N T TR EDHRIZEBN

LIFOBEFHEER O 5 H, Whio4EFE

T\%%%%mﬁﬁﬁéﬁéﬂﬁﬁﬁ@%ﬁl3ﬁiﬁ@%%:
FEAXT SE L0 ENEFHIT D, 1 eGFR O 50%LL FOEEERI* 72K T
2 KB AE~DOBAT
o eGFR ASEHEMIIC*15 mL/min/1.73 m? 5
Tit
°  RHlox@EiTEiE, XU,
° M
3 gt

* CEA BIFRDEZIZ T B,

HRTY)T7al N T TR EDHRIZEBN
T, &L GERZRDZRV) ORBREK
T EEDENE AT 5,

T GERZ MR £ TOHM

@ WP KCCQ iHME B 1x NIAEORER K OCF IKIEENHIBRIC BT 2IER Gt A 27 ) Tholz,

TERRESEEFEES 2.0 i (9.9.1 1H) T LODASIEROIERGE 227 ) IC8ET L,
[ (RIEENHIFR ) I ZHIBR SN o T, BEAGE B I3k BT e

B S it I 2.0 ARTIL
3.0/ (9921 TIELLEHZRINTND,
b HBEHET vV N4 (Patient Reported Outcome)
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2731143 Z2UFEEE

ZEMDOEM FHMEEE
MBBEEMCB T 7Y 7uY ook |1 EELEEES
IR OBANEE RIS 5. 2 BRI HAIEICE S A E S
M LA/ MK REE B IR T 54
]

4 FHIREAEEFS (KRRERDEZRET 5
AEFESR, BFREEESR, EEORMEFES,
Y. BERB S b T K= 2 (DKA) | Y
WricE -7 A EFG, Tk 27 L
LHEEFES [AJkFEL] )

273115  GrREA

2731151 IDAREDRELRE

Dapa-HF i8R Clx, &EOIEEST A KT A - T HFEF (219 D U 72 bt 2 52
TWDEFEAHANIRE Uiz, 1GFEIL, BEUIRBEER WG EZRWT, T ot T v
U HARESE (ACE) HESR, 7o o4 7 v v I ZAFRED I (ARB) X sacubitril/valsartan
J O BB, WS I R T v a v F aA PREREETEE (MRA) ZEBEHAVWDL 2L &L, X
EAEDBREIT, JEREZ Y b — LT B OICHIRE, —fRICL— TR A LI L AEE L
720 PERBIEDFEMIL, DAPA-HF B CSR 9.45.1 THA SR I iz,

2731152 HEEEDLE

BAEIX, MBI U T, DE U A7 K2R3 2 1598 M O IR (2 k3 2 FEHER IR 2 1 Y)12
ZFHZ &L Lz, HHEREBOIBEOFEMIL. DAPA-HF &5k CSR945 HAZSHINT-0,

2731153 HtRZIEER

W7 D SGLT2 BEHOIEERIK & OFHEG1%, B F 2@ U &k Lz, =720, 1A
B2 tp W SO IR L2358, SBREROMRICER L 5 2 5720, ICEE Z@UICIRR T
DHAREIR FIENEBE Z LN WGEIZIRY . JFEM T CSGLT2 AERZE G LT Ll e L
Too PERZEIEIRFIDZEMIL, DAPA-HF 3Bk CSR 9.4.52 HZ B S iz,

273116 AR FOHIE
EEERAHIE B & OBIREEEIE B OLL T O& B2 HE L

. O SE

. ODARRIZ KL D AR

. ODARRIZLD2BREX2
. R oFTHRE

. EREZ(
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INHDOA Xy ME, CEAZBRITL Y FISHIE Sz, ARWMED REFEAGE B & OFIKRAIEE
HIE H W N Z 5 OB EROFMICIE, CEA ZEBRIC KV HEROREE SNT-A X hDOI%
HnpZ e Lz, EnIT, LTOWRENFHMEEE O A <X M b CEA & B2 XX DKA MAH)E
FEENHETLHZLE L iE7 VT F =@ 2 E0 o ER DEfEA X~ G
FERORLERED) | IHIIE A X b (2eh KO- MR 58 7E) . DKA (b
HE T, REMORHMEEE & LTHE) o

2.7.3.2 B2 DHEBEERDER

2.7.3.2.1 DAPA-HF FBR D E#)

DAPA-HF RBR Ot B4 UL FICERIT 5, DAPA-HF 35k CSR OERIIL.,  [MEx 0RO £ &
W IZFEEHE LTV D,

DAPA-HF i8R 1L, 20 7 [H 410 fig% CHEli S 7=, EEELFE, event-driven, HEfEA{L, —HE
B, 77 R, BUAHRBR TH Y | 4744 GINEIELEI I Sz, ARBRClX. HFEF &
FRRBIT, ERERRICINA CH 7Y 7a P 10mg 2485 Lz & % 00L& UL LA LA
R MNBRDEEEAETY RKRA > M T 2008 %2, 7 78R & RG22 L 927 L
776

FEEM

BEAEERISBM UL Z N7 ) 7 a0 DIAEFE T OAREA X b (AR KD ABEX
FENERFEDOA R FTHLOLABICLDBAZD) ORARZIEKT SELNENTONT,
77 B AR D R 2 RRE LT,

BlREIBE ™

DB FE NIRRT XD ABE, DARIZ LD ABE (WL OFE3E) KOV EFEORE, O
REOIERIZEST 5 KCCQ DIERAFFAaTIZHONWT, #RX7V 7ayOMfsE 7 7vR ek
B L7z, £72, #2707 u P n T IwR e O-BICE T, BHEREE(ICET A28 R
RA Y FOFRBEZIRT I L00E0, BT GERAZRDR) ORBLRAILT I8 25 G0
ZREAm L7,

Z2MEN

KB BEEMICBIT D E 7Y 70D DR OB L7,

MEREM :

NYHA [MERE/>HE II~IV. LVEF 2° 40%LA F. eGFR 7% 30 mL/min/1.73 m? UL |, T2DM H##
(451%) XITIEMERE B (54.9%) T. HFEF OFEUETRHE 25217 T % Rk HFrEF (23 4744
Bl &g & LT,

2 DHHEITHEDEIZTH Y . TOT-OEIERLHZED R/ NEEAEIC XY R EPIME s S
nic,
SMZEFITHEDERIF TH Y . FDOTD ORI O/ NEE A L0 —IEPERE R E S W
7=,
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HEBRTYA L

WHREEZZ7) 7a Y 10mg XITF T RIT 1 0 1 O TEESICE Y 115, T2DM O
HEZ LV JERIEIRHT Lz, ARBRIT event-driven iBR CTH V. 7Tt Rl i‘Tﬁ_Z) HoR7 Y T7nm
v OEEBMEERRRET D 90% D 71T (N — KB 0.80) #4525 DI, FRICEE L7- FEEGEm
HEDOA R R MU EINETDHZ ENRNETH T, X¥/X7 ) 7R //UD{E@ M2 fRAET 5 7
W, FHEFHMMIAH A X2 b DK T5%DEE S AT RE TR FE L 72 R AT 2 S50 U 725
B, RBRZFEE ISk T2 & & LT,

BUMEDRER -

HoR7 Y T7a YL, DIEFE T OAEA X b (DARRIZE DA AT OARBIZ L DHEA
%) OBEATY RRA U MORBREETEED LT, 77 1R &l LTtz R L7
0\% R 0.74 [95%fEHEX M (CD  : 0.65,0.85] . p<0.0001) ., Z/ 7'V 71 FEC
ITOAREA XY FORBENT T BREEE L TR &, EEEEG= R4 2 b
D 3 OO)%?% TN TFN b Z T T7a P U DIEEGRE L TES L TWE, ZRX7 ) 7a vt
T, 77 BARREL i LT, DEE (O — FE0.82 [95% CIL: 0.69,0.98] ) | LAEIZ X
HABE (NP —RE0.70 [95% CI: 0.59,0.83] ) KOVUDARIZL 2BE%2 (~F— R 043
[95% CI : 0.20,0.90] ) O U AT DIKTFRA LI, LIEFEX T OLAREA X ML H2EET
VRERA L NMZHT XTI Ta T DORRT 4y ME, EERBREEE SV T IV — TR’
TR —EH L T\,

WEFEhEIX, DB DDA I LD ABZEDEREA X "I bHET RARA 2 FThH

FFFE 7z (Rate ratio 0.75 [95% CI : 0.65,0.88] | p=0.0002) ., F7-. KCCQ DIEREFA=2T
IZHEASL L X7 7 U ATLAEIEROWEIZB N T T AR &g U CE-IEZ R L
(Win ratio 1.18 [95% CI : 1.11,1.26] | p<0.0001) , MFFFEANZHE TIERNHDOD, X371
Tu VU THRE SN BEEES T RRA V FOA Ry MR, I ARREE LT
Moz (NP —FRE0.71 [95%CI: 0.44,1.16] | p=0.1681) ., X 5|2, BERWFHMEEE CTH 5 i
B LT F=r D250 Lo EENRD b BEIL, 77%Tﬁ(ﬁ@[ﬂ%])&%@bf
A7) 7a o 436 [1.8%] ) ThRhotz, ERICHBEMITBIES N TW RV, 77
TARLHE LT, #2370 7a P TR GERZRDRY) OV 27 DR TFRALNT-
(NNP— K12 0.83 [95% CI: 0.71,0.97] ) .

ZEMDRER -

BB OB B O P RET, #N7) 7l T8 WH., I8 REETI17.6 W HT
&> 7=, DAPA-HF RERDOBEEMICKH T HH 7Y 7a P v ORRMEILRIFTH -T2, AESF
B L DG IEORBLEIS iﬁ< &ﬁﬁﬁfﬂﬁﬁf%ot(&A7)7m//ﬁ4w,7
Z B REE4.9%) , Ontreatment $IZIS 1S DB BEHFRIT, /X7 U 71 v BT 141 4
(MM)\77?THTI%W(€MJ&HﬁffhotoﬁN797EVVﬁK%HéE%@
BEEHSRII T T B ARREE W LT Zeinode (X7 7a P U BET34 6] [14%] . 77 'R
BET S8 H1 [2.4%] ) o Ontreatment 2B W TR EJD 2 RET 5 H EFROEHGEIL. ¥
N7V TP RET170 6 (72%) « 7T EARBET 153 61 (6.5%) LRIBETCH-T=, X7
7u Y U TIEERERRERD 2 mET 58 FEFROBBRGEIID R ZNT ) Ta Y U8t
T236) (1.0%) . 77 BAREET 3841 (1.6%) TdH -7z, On/off treatment B2 I3 1T 2 UMWy (& /%
7Y 7a PR3 6] [05%] . 77 EREE1R26] [05%] ) . ROVETT (X7 ) Ta U R
49 1] [2.1%] . 7T BAREES0 6 [2.1%] ) OFBGIEIT DR BERE CREE ThH -7,
F 72, Ontreatment $1|Z351F 5 HE ORMMEELORBBHIEIT D72 < . B EREE CRIEE TH
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D, WINLHERFEE TRO LN QF9 1, KHEGRE4H]) , DKA L3 HFITRD HIL, &
BN E R 7oy REOFERFEE TH -T2,

=D .
oo -

ZoRT Y T7a Y EERRICEM L CRET A Z L2, DR, LARIZE D AREX
DR BICEDBEAZZNORDIEET U RRA VDY A7 %, 770K EHEBRL THREIZE
TEELZENRINT, EHIT, KCCQ DIERGFIA a7 Z1atE & Lo DARIERIZ T 5
X7 4w bbb 7R LR L TEEICENTO, ERICHEEWERIEL TWZRNR, 237
U7uaProEbEICkY, IR ERKLTEET GERZRIDT) U 27 DK TFRRLN
oo A7V TRV OMSLENIZRZENET BT 7 A M-S & DAPA-HF R B3 641
TR EMET — 2T I e EOBREITA LN T2,

2.7.3.3 27T E L TORRDLLE &

AMEE T, 5 M ARRER | RBROFERICESWTWDS, 72 I h40%, 5§ OFERR 13K
BRICHEE S < HIFEDRFCK DO HIRY O ER A2 L, @IGEDRILE 720 5 D5 EEZ2TWD (K
(2B DAEFERTAM 2.5.4.2.3.6 THAZ B HR)  AIETliX DAPA-HF 35 O R Bt AL M L O ZhMED
FERIZOWTRRHET 5,

2.7.3.3.1 BRI REM

ARIETIL., HEBREONR, RELE M RFOMDR— T A EPEIZ O T L TICE 21
%)o

2.7.3.31.1 #HEREDAR

20 #[E D 410 fiigk THEER SN T- A RF 4744 BN VR LEIHIT S vz, PO /BEIT 201742 A
B sgomsz o0 B P cEEsEI T S, 201947 A 17 RSB A
FHORKEKBEE TH -T2,

AR O FEEHTF HEI0 B (PACD) F TOBBMIIH O T RfEI% 182 7 H T >7= (DAPA-
HF 3 CSR % 14.1.10 2 M) . KT, 4710 6] (99.3%) 23, AWM FEFHEE H OB %
6T Lice [RIEREIENIE 9 B LD 7a< | BRI TIRIIZ BB O AETERILOMEEA I TR Y . &
ERRE L 7p oo BAEIX 2 B (EBEDRARH]) Thotz (M 1) ., RO G H ETD e, #8
7Y 7Y R (105%) &7 7R (10.9%) TRRETH -7, MBRIEOKRGH1ETE) >
ToHRNE, BE OIS 238 B (5.0%) . AEFLN 221 6] (4.7%) ToHo7- (DAPA-HF iR
CSR % 14.1.1 #5)

BRI AN DIV BEEMICEST 2 5E/1%. DAPA-HF 35k CSR 10.1 A BB -\,

CONFIDENTIAL AND PROPRIETARY 14(46)
14(71)



2.7.3  ERRAOEZIME AstraZeneca
—W&  FRT ) Tavr a7 a— K

1 HEREDNRA

P;IIIH

8134 enrolled

3390 not randomised
» 3279 not eligible
111 for other reasons

A4

4744 randomised

v v

2373 randomised to dapagliflozin 2371 randomised to placebo
5 never received a dose of study drug 3 never received a dose of study drug
2368 received at least 1 dose of study drug 2368 received at least 1 dose of study drug
249 discontinued study drug |« »[ 258 discontinued study drug
5 withdrew consent 4 withdrew consent
Alive: 4° < Alive: 2°
Dead: 1° Dead: 2°
Vital status unknown: 0 Vital status unknown: 0
2368 did not withdraw consent 2367 did not withdraw consent
Alive: 2082 ° < Alive: 2031°
Dead: 286° Dead: 334°
Vital status unknown: 0 Vital status unknown: 0
v v
2359 complete follow-up 2351 complete follow-up
of primary endpoint of primary endpoint

Source: see DAPA-HF CSR Table 14.1.1 in CTD Module 5.3.5.1.
a Confirmed alive on or after primary analysis censoring date.
Dead at any time during study.

Complete follow-up of the primary endpoint was defined as: the patient had a primary endpoint event, died
from non-CV death or had complete event assessment on or after the primary analysis censoring date.

b

C

273312 GAERREMEEZEH 5 DR

TRBRSEHE G D OB/ MMX, BN OFEICE L <, &GRS ARIE IR O b7
Mmootz
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LVEF 78 40% % 8 2 72 85 1 BN EAE & BT &7z (DAPA-HF ikt CSR % 14.1.72 %
M) o Eo. EEAETRT 12 4 A LN LVEF OEREUEZ 72 K2 o 1218 b 0 0vb b
I AR 2 6 (1.9%) DNEEAEI T S, TONFRIZZ T 7a P #ET54 6] 23%)
TR REET 384 (1.6%) Tod -7~ (DAPA-HF Bk CSR % 1412 #8M) . ZhbDBEED
T A EDRTI, R TR S OE &0, BT AT 12 0 A ORIICALEIZ LY
LVEF NUGET D aREERH 72 b OO, AiEH S 3 7 AL EfRiE#%IZ LVEF % FllE L
PEZ W32 &0 ) FRIOHEDESF STV Rdo T2,

BRI, FF26 61 (0.5%) 2NFEEM T CIRERIELIAA O SGLT2 FLEHRKAZARMA L. 55 13 4
(0.3%) 1IPFAZEIEROREEN (T7bb, BBREE I HWrd 25 2 LR RS SR
77) L¥IWr &7z (DAPA-HF B CSR % 14.1.5.4 L OV 14.1.5.5 25 MR)

TRER FEHE I S O OFEMIE. DAPA-HF 35k CSR 10.2 HA SR S L7-0),

2.73.3.1.3 fEITHREH

R OFEHNTRREEN (FAS) M OVZ BV REN (& 1D OVnFhicenTh, mifkbit
DEELBIRBRETH -7,

IEAEZEIT T SN T X TORHEZ FAS IG5, ANMEO LEFHEHEA . BIRAGFHEHEE & O
PRERAETHAMIE H O R & LT,

B S BITTEBIZ IR L TR O3 LRI SEM D ORI LT,

x 1 fRIT X R E
Number of
subjects

Dapa

10 mg |Placebo
Subjects randomised 2373 2371
Subjects included in full analysis set 2373 2371
Subjects included in safety analysis set*" 2368 2368
Subjects excluded from safety analysis set* (Patients who did not receive at least one dose 5 3
of IP)

Source: see DAPA-HF CSR Table 14.1.3 in Module 5.3.5.1
*  All randomised patients who received at least 1 dose of IP.

b 0 patient randomised to placebo incorrectly received dapa (only) and are allocated to dapa in safety
analysis.

0 patient randomised to dapa incorrectly received placebo (only) and are allocated to placebo in safety
analysis.

Dapa Dapagliflozin. [P investigational product.
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273314 #HEBREOAOKTZNEFEERVUR—IZ4 U EHETICKEYE
4

2733141 HEREDAOMEFREE

EREEMNCE T D EHEMIL 663 M ThHoT2, DI H 57.2%% 65 8. 21.1%% 75 ki
Thole, BIKT 234% N ZMETH -7, HIBRITIX, AFF454%DRBFEN T —a v /3T, 14.3%
PAEK T, 172%05FK T, 230% BT V7 Tholz, 1ZEAEDERE (703%) ZAATHY
235%IET7 VT A, 48%IFERAILT 7V BIRT AV ANTH- T2, EBEONORGHFERREE
1, BEREB TR AN E N TV,

N OFEEH R E O ZERT — # 1X. DAPA-HF B CSR % 14.1.4 2SI ui- o,

2733142 WEREOAN—IXSA UHHE

KE, KT 4+ ~A AT v 7 A (BMD) KOUMLEZGLHEBRE OX—R T 4 UFEIR, B
BREFBITANT AR EN TN, _R—2 T A B T2DM #£% (T2DM OBEEREA Y . U
Visit 1 SO Visit 2 D5 T~EZ 1 B2 Ale [HbAlel 23 6.5%LL EDOWTnafwizd4& & iE
) DERIIFERETHY . BFREGEED 41.8%72 T2DM OBEFREEZHF L, #2370 7a v U F ik
W7 T2 REEDOS 3.5%M O 3.1%1% 2 11D Visit T HbAlc 73 6.5%LL EDEFEA /- L, T2DM &
SN,

WeBRE DR— 2T A EHEOFERIL, DAPA-HF 35k CSR 1042 KL N 1414 BB S~
v,

2733143 DIAEEEDON—I T A UK

HFrEF O2 W 588k E TORIMIT S ELNN R B Z o T, ilBosEkaiic 45t 2251 4
(47.4%) MDLAEOANEREZH LY, BIELAEIM TR 12 7 HUNO ABER K HEh->72,

BEDZL L (67.5%) 1FBERFIC NYHA DHERE A T IS0 S lc, MR GRHIZRB VLT,
LVEF OHfi (WA [IQR] ) 1£32% (26~37%) T W, HFEF ORI %R
BRI L E N T2, WRGEET, NT-proBNP D 4l (IQR) I 1437 pg/mL (857~
2650 pg/mL) Td 72, HFTEF O~— 2 7 A R IR GHEF TR T AR L v Tz
(#2) .

eGFR O FHfEIE 65.8 mL/min/1.73 m*> TH Y . HFH D 40.6% T eGFR 73 60 mL/min/1.73 m? A3
ThHol-, RKRBROBIRNEENE L LT, BEEFO eGFR 2 30 mL/min/1.73 m* L ETHH Z & %ﬁﬁ
L CU /2, eGFR [FBEREE (Visit 1) (CHIE L., BEAEREIRTRE (Visit2, B8k 14 BHZ) IZHH]
Tl LER-ST, _X"—=RF7 A4 2O eGFR (Visit 1 KO Visit 2 ONE) 23 30 mL/mln/1.73 m?
K Td o 12 24 BT EE LB Sz, HFEF BEOERB AL, BEHEBTAT 2R
s (F3) ,
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&2 DARLEEDOR—X T 1 U4 (FAS)
Dapa 10 mg Placebo Total
(N=2373) (N=2371) (N=4744)
Subject characteristic
INYHA class at enrolment n (%) n 2373 2371 4744
I 1606 (67.7) 1597 (67.4) 3203 (67.5)
I 747 (31.5) 751 (31.7) 1498 (31.6)
v 20 (0.8) 23 (1.0) 43 (0.9)
LVEF (%) n 2373 2371 4744
Ql 26 25 26
Median 32 32 32
Q3 37 36 37
Main aetiology of HF n (%) n 2373 2371 4744
Ischaemic 1316 (55.5) 1358 (57.3) 2674 (56.4)
Non- 857 (36.1) 830 (35.0) 1687 (35.6)
Ischaemic
Unknown 200 (8.4) 183 (7.7) 383 (8.1)
/Atrial Fibrillation or Flutter at enrolment n 2373 2371 4744
ECG
Yes 569 (24.0) 559 (23.6) 1128 (23.8)
QRS duration n 2358 2358 4716
QRS duration] 546 (23.2) 499 (21.2) 1045 (22.2)
>150 msec
QRS duration] 839 (35.6) 798 (33.8) 1637 (34.7)
>130 msec
INT-proBNP (pg/mL)* n 2372 2370 4742
Ql 857 857 857
Median 1428 1446 1437
Q3 2655 2641 2650
Source: see DAPA-HF CSR Table 14.1.7.2 in CTD Module 5.3.5.1
a The last value on or prior to date of first dose of study drug.
n is the number of patients with non-missing data and the denominator for percentages.
Dapa Dapagliflozin. ECG electrocardiogram. FAS Full analysis set. HF Heart failure. LVEF Left

Ventricular Ejection Fraction.

NT-proBNP N-terminal pro b-type natriuretic peptide.

Q3 3rd quartile. SD Standard deviation.

CONFIDENTIAL AND PROPRIETARY
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Max Maximum. Min Minimum. N Number of subjects in treatment group.

NYHA New York Heart Association. Q1 1st quartile.
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AstraZeneca

x3 BRRREEDOANA—R T4 45
Dapa 10 mg Placebo Total
(N=2373) (N=2371) (N=4744)
Subject characteristic
Serum Creatinine n 2372 2370 4742
(pmol/L)?
Ql 83 84 83
Median 99.0 100.0 99.0
Q3 120 119 120
eGFR n 2372 2370 4742
(mL/min/1.73 m?)°
Ql 51 51 51
Median 64.0 64.0 64.0
Q3 80 79 80
Mean 66.0 65.5 65.8
SD 19.6 19.3 19.4
eGFR category n 2372 2370 4742
(mL/min/1.73 m?)°
<30 13 (0.5) 11 (0.5) 24 (0.5)
30- <45 349 (14.7) 346 (14.6) 695 (14.7)
45- <60 600 (25.3) 607 (25.6) 1207 (25.5)
> 60 1410 (59.4) 1406 (59.3) 2816 (59.4)
Serum Potassium n 2367 2368 4735
(mmol/L)*
Q1 4 4 4
Median 4.5 4.5 4.5
Q3 5 5 5
Serum Sodium n 2371 2369 4740
(mmol/L)*
Ql 138 138 138
Median 140.0 140.0 140.0
Q3 142 142 142
Blood urea nitrogen n 2372 2370 4742
(mg/dL)?
Ql 17 17 17
Median 21.0 21.3 21.0
Q3 27 28 27
Haemoglobin (g/L)* n 2353 2354 4707
Ql 125 126 125
Median 136.0 136.0 136.0
Q3 146 146 146
Anaemia
Men: Haemoglobin n 1795 1812 3607
<130 g/L
Yes 519 (28.9) 493 (27.2) 1012 (28.1)
CONFIDENTIAL AND PROPRIETARY 19(46)
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=3 BRRREEDOANA—R T4 45
Dapa 10 mg Placebo Total
(N=2373) (N=2371) (N=4744)
Subject characteristic
Women: Haemoglobin n 558 542 1100
<120 g/L
Yes 144 (25.8) 146 (26.9) 290 (26.4)

Source: see DAPA-HF CSR Table 14.1.7.4 in CTD Module 5.3.5.1
a The last value on or prior to date of first dose of study drug.

b The mean of eGFR at enrolment and randomisation visit calculated from central laboratory creatinine value.
n is the number of patients with non-missing data and the denominator for percentages.

Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate. FAS Full analysis set. Max Maximum.
Min Minimum. N Number of subjects in treatment group. Q1 1st quartile. Q3 3rd quartile. SD Standard
deviation. T2DM Type 2 diabetes mellitus.

N—=2F A VD KCCQ DIEREFTA T OWEEIL, /37 ) 7aP T 7315, 77
REET 74.09 ThoTo (HiPH 0~100, AT BEWIE EIERDB D720 BRETH D) , 4744 D
25 93. 7% HN— AT A UFED KCCQ 7 —# MNE STz, N—RA T A VFEORPUEDOFIA
X, BEHREMTCRBRE CH - 72,

NR—=R T A NTBIT D OAREOREICE T 256X, DAPA-HF 3% CSR % 14.1.7.2,
F14.1.7.4 O3 14242 2SR EINT-0, BRRREMOZEMIZ, ST ALK OERD AL DK 4
DOHEFHE R % DAPA-HF A5k CSR £ 14.3.16.1~3% 14.3.16.3 (2" L 7=,

2733144 BEXEFE
B 72 NEH 72 BEE R K OV 13 % SRR TR CTH - 7=,
TRIRIEDFEMIL, DAPA-HF #5% CSR % 14.1.6.1 . 1'F 14.1.6.2 S E =0y,

273315 GrRAERRVABREDESTIRR

2.7.3.3.1.51 {BEZEH

HEAE A BT T R BV TN T OB I HFtEF OFEMEIGR 22 1 Tz (R 4)  WRGHE4E
KT, BED 93.6%7 ACE [HES, ARB XX ARNI (sacubitril/valsartan) % . 96.1%7% B M4
%, 71.0%75 MRA %, 934%MNFIREEZZGINTEY, FIREOFTIIL—THREN KD S
Dotz BAELETTREO LDARIERIIL, HEGHMTRE T -7, tofFAIEIZ OV TIE,
DAPA-HF B D CSR # 14.1.5.1~F 14.1.55 2= I -\,
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AstraZeneca

x4 BEAEMTFRODRLAERE (FAS)
Number (%) of subjects
Dapa 10 mg Placebo Total
(N=2373) (N=2371) (N=4744)

Treatments
IACE inhibitor (ACEi) 1332 (56.1) 1329 (56.1) 2661 (56.1)
lAngiotensin receptor blocker (ARB) 675 (28.4) 632 (26.7) 1307 (27.6)
Neprilysin inhibitor/ARB (ARNTI) 250 (10.5) 258 (10.9) 508 (10.7)
Beta Blocker 2278 (96.0) 2280 (96.2) 4558 (96.1)
Mineralocorticoid receptor antagonist (MRA) 1696 (71.5) 1674 (70.6) 3370 (71.0)
/ACEi or ARB 1999 (84.2) 1953 (82.4) 3952 (83.3)
/ACEi, ARB or ARNI 2235 (94.2) 2207 (93.1) 4442 (93.6)
(ACEi, ARB or ARNI) and Beta Blocker 2151 (90.6) 2125 (89.6) 4276 (90.1)
(ACEi, ARB or ARNI) and Beta Blocker and MRA 1558 (65.7) 1533 (64.7) 3091 (65.2)
Diuretics 2216 (93.4) 2217 (93.5) 4433 (93.4)

Loop diuretics 1907 (80.4) 1918 (80.9) 3825 (80.6)

Other diuretics® 1798 (75.8) 1757 (74.1) 3555 (74.9)
'Vasodilators 404 (17.0) 362 (15.3) 766 (16.1)
Digitalis glycosides 445 (18.8) 442 (18.6) 887 (18.7)
Ivabradine 119 (5.0) 109 (4.6) 228 (4.8)

Source: see DAPA-HF CSR Table 14.1.5.1 in CTD Module 5.3.5.1

a

Other diuretics include Mineralocorticoid receptor antagonist (MRA).

This table includes medication with at least one dose taken before date of randomisation and with no stop date
before date of randomisation.

Dapa Dapagliflozin. FAS Full analysis set. N Number of subjects in treatment group. HF Heart failure

PRI Z T, —HOBE TILLARITK U CEEEIRICE DTG (Thbb, LR
IR EN RS [CRT-D] | DR RMIEEN— A X —% [CRT-P] SUIHEIAABIBRAIEY 45
[ICD] ) MThiL T\, [EEEIRIC L DIEEEZ T TV D EFOEIGIT, &5 CREET
Holr, N—RATA UFEOEFKEIZ L DIRROFEMIL. DAPA-HF #&Bi CSR % 14.1.7.2 251
Y A AN

ACE BH5E3E, ARB. ARNI, B W% Y MRA Off HEI S X, RBBE 2@ L TRX—RT7 1
L AEBRICE 2> 7= (DAPA-HF i8R CSR # 14.1.5.6 &) |

OEFSRANC B 5 3EMIL. DAPA-HF 35k CSR # 14.1.5.1~% 14.1.5.6 &M Iz,
2.7.3.3.2 AR BRDOIER D LLE R ET

ARIETIE, FRNIHRE L2 CoEEFARIE H & ORIRFHEE B2V Tk %,
273321 ABHIMHOHEERDEH

TEFHEE B ICBWTHE NI Y 7 a3 77 BRIk 2@ R S vz, BEERIRRE I
HANZBUE LT BEIE 28 » TAZMMEDORIRRGFHBE B ISEATZ (£ 5) .
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TEEET Y FRA B RO ORERDOINTHRIRN G, #3771 2 10 mg 1L HFEF &
B OLMEFEL PNODAREA R FOY A7 ZRIBIZIKTSEDZ ENRHLNERST, /“ﬁ?xﬁ%
T, FRNCHE LY 77 0—7 (BRSO, BHE, DRREEEZET) oV
WT%\—ELt@ﬁ#ﬁ%nto5A7J7DVV&5LiD\£%t(%I%%b@p)@
4HHEREBERIET AL,

I BT, AT T P ATDARRIERIZKR U TR ZERIICH B ORI ER D B 5 X%
74y MRl

LEXD, 7)) 7ad 0 2 fEEERIC EREE 25 2 L ¢, HFEF BEICB W CKRIE ., B

IRANICEER RN T v MRG0 b Shvie, BREO FERHM M ORIR B REAM O R O FE/IX
2.7332271H, 2733221 K N2.7333HTELRTH,

x5 FEFHEIE B kR UBIREFHEIE B OREEE DRIEMBRTOBE (FAS)
Dapa
10 mg | Placebo
(N=2373)(N=2371)
Comparison
Type of between 95% p-
Variable estimate n2 n2 groups Cl | value
The composite of CV death, hospitalisation | Hazard ratio 386 502 0.74 (0.65, |<0.00019
for HF or urgent HF visit 0.85)
The composite of CV death or hospitalisation Hazard ratio 382 495 0.75 (0.65, [<0.0001¢
for HF 0.85)
The composite of recurrent HF Rate ratio 567 742 0.75 (0.65, | 0.0002¢
hospitalisations and CV death 0.88)
Change from baseline to 8 months in the Win ratio 2252 2235 1.18 (1.11, [<0.0001¢
KCCQ total symptom score 1.26)
The composite of >50% sustained decline in | Hazard ratio 28 39 0.71 (0.44, | 0.1681
eGFR, ESRD or Renal death 1.16)
Death from any cause Hazard ratio 276 329 0.83 (0.71, | 0.0217
0.97)

Source: see DAPA-HF CSR Table 14.2.1 in CTD Module 5.3.5.1

a n is the number of patients with event for time to first event analysis (hazard ratio estimate), total number of
events for recurrent event analysis (rate ratio estimate) and the number of patients alive at 8§ months in the
analysis of KCCQ.

s Indicates statistical significance. Statistical testing is performed in the sequence above until the first non-
significant result is observed, at a 2-sided significance level 0.0499, adjusted for interim analysis.

A hazard ratio <1, a rate ratio <1, or a win ratio >1 favours Dapa.

CI Confidence interval. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate. ESRD End stage
renal disease. FAS Full analysis set. HF Heart failure. KCCQ Kansas City Cardiomyopathy Questionnaire.
N Number of subjects in treatment group.

2.7.3.3.2.2 EMEIER  DMEFEXIXDARIEARNT b

A7) a0, DB ST LAEA X b (DAREIZE D AR XILODARIZ L D BA
%) OBET FRA LV FORBREZETESESL LT, 778 REHBLTAEIENTE
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0. FExFY A7 26% (95% CI: 15%, 35%. p<0.0001) T 7= (X2 T DAPA-HF 7k
CSR % 14.22.1 &) , X7 ) 7a P VLD 7B REECLIMEFE TR A X
FEL LT BEEITZ N E 386 Bl L TN 502 I TH D . 100 N - F-doiz 0 DA X MBI Z
ZH11.6 KON 15.6 Th-oTz, 325 Gl HmAIDOA N2 b & LTLMEELZ L LT (DAPA-HF &t
BR CSR 3 14222 #& W)

DA FE T DA LA R OB A T KRR A > b ® Kaplan-Meier #ifi % X 2 (ZRd, KD
AR B B-BR AR R & 3B U, BN P b 22 DR DS ke L 72,

2 DOBERIIEDREARY ISR DIEBEEESI Y KR4 > kD Kaplan-Meier B
(FAS)

evemtsN|\  eeeeaaaaa.
Dapa 10mg 386/2373
30A|--~----" Placebo 502/2371

Cumulative %

- HR (95% CI) p-value
. DvP 074(065, 085) <0.000]
I 1 T T T T T T T T T
0 3 6 9 12 15 I8 21 24 27 30

Months from Randomusation
N at nsk
D 2373 2305 2221 2147 2002 1560 1146 612 210 5 0

P 2371 2258 2163 2075 1917 1478 1096 593 210

Source: see DAPA-HF CSR Figure 14.2.2.11 in CTD Module 5.3.5.1

N at risk is the number of subjects at risk at the beginning of the period. 1 month corresponds to 30 days. 2-
sided p-value is displayed.

HR, CI and p-value are from the Cox proportional hazard model.

CI Confidence interval. Dapa Dapagliflozin. D Dapa 10 mg. FAS Full analysis set. HF Heart failure.
HR Hazard ratio. N Number of subjects. P Placebo.

ZoR7 ) 7 UURECILDIEIE, DRI E D AR, ROLARIC K 3 BRAZTZOREEN
TIRRBEL L UKL, FEEAZ L FARA LV FO3IEFZ I EZ A7) 7adrDlh
BNEL L THEELTW:, I REHLIZEEDE AT 7al 0B EICE D) 27
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B, DB FED 18% (95% CI : 2%, 31%) . LA L B AR 30% (95% CI : 17%,
41%) . DARIZ K DBEZZD 57% (95% CI @ 10%, 80%) Toh -7z (X 3),
FHEEAGT Y RRA V vOVT 7 —TITIZOWTIE, 273331 HHTEET 5,

EZGHmE FIZBI S D5EMIL, DAPA-HF #ABR CSR & 14.2.2.1~3 14229 KUK 14.2.2.11~
142220 ZZM I 7z,
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= 3 FEEEIVRFRA U PRUBSERDIA LA TR Yk (FAS)
Charactenstics HR (95% CI) Subjects with event (event rate) HR (95% CI) p-value
Dapa 10 mg Placebo
. o A (N=2373) (N=2371)
ﬂxf composite (:l CV death, hospitalization for » 386 (11.6) 502 (15.6) 0.74 (0.65. 0.85) <0.0001
HF or urgent HF visit
R:c};‘:m;x\snc of CV death or hospitalization - 382 (11.4) 495 (15.3) 0.75 (0.65. 0.85) <0.0001
<
CV death —l, 227(6.5) 273(7.9) 0.82 (0.69, 0.98) 0.0294
Hospitalization for HF or urgent HF visit e 237(7.1) 326(10.1) 0.70 (0.59, 0.83) <0.0001
Hospitalization for HF —_— 231 (6.9) 318(98) 0.70 (0.59, 0.83) <0.0001
Urgent HF visit -« 10(0.3) 23(0.7) 0.43 (0.20, 0.90) 0.0213
| J ] 1
05 08 1.25 2
Dapa 10 mg Better Placebo Better

Source: see DAPA-HF CSR Figure 14.2.2.10 in CTD Module 5.3.5.1
The number of events for the individual components are the actual number of first events for each component and their sum exceeds the number of events for the

composite endpoint.

Event rates are presented as the number of subjects with event per 100 patient-years of follow-up.

Hazard ratio for Dapa 10 mg versus placebo, confidence intervals and 2-sided p-value are calculated from Cox proportional hazards model (score test) stratified
by T2DM status at randomisation, with factors for treatment group and history of HF hospitalisation.

CI Confidence interval. Dapa Dapagliflozin.
mellitus.
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2733221 FEFMEEBORESH
TEBAGT Y FRA 2 MIBET DRROLENZ Tl 5720 BB 2 FE ki L7z,

(BRI & SN EEFAMA Xy MZED T B A X k& LTRRE ST OF5 R
I, EERMAT O E B LTz (DAPA-HF ik CSR % 14.2.2.7 &) |

RIER72BWTHE &K OFELMAFIEIZ X D PACD RO HEI VW IZBI LT, FEEFHMEEH OfEFR O
DEMEZ IS 5728, tipping point fi#HT 2 FRNCHE L7=, L L, HBONTIREDROKRE
X, PACD RilZEFHGHEDFT B0 B 3% AR CTH o722 & M ORER72IBERFHIAE OBEE A
o722 & 775 (DAPA-HF iR CSR % 14.2.2.8 Z &) | tipping point fifhT 2 Ehfit9", [k
OS] BT Lz, FELMESEIZ L 2T HU0 625 T, PACD AilZFTHEID Leo
7B ) T7a Y CROBFIL, A2 MTERE & LT H 00 RRZE AT A~ R A3FEEL
LTzeRp Uiz, ZHRICEY, ZX07 ) 7a D U BECAER 54 tEDEiT- 724 X F i SN
(DAPA-HF #&% CSR % 14.2.2.8 &) . PACD AIICFT HUIV Lo 727 T RO BEITZ
DODEFHTHEVHFIE L, A2 MIRMhoTo e Bie Uiz, AT TIX, )70 7a P U BEOfT
HBHIDFNZE > THRBHFELLRWT U MU LAZBELTWDA, 55N IR RITREH T
ICHEE Tho7z (Y — KE0.85 [95% CI: 0.74,0.96] . p=0.0103) (DAPA-HF #X# CSR
# 14229 #5W)

S 6T, BRAGFHIEE Th 2 0AROEl (D&, ODARIZE D AR, DARICLDE
Az, IOAEREAOER - BlEEZ R T T ADFE) 2RI HIEREGT S RARA
¥ FORBLROETIL, TEHEEST Y KRS P ERBRIC, 4 EFETH-7Z (AP —Fik
0.73 [95% CI : 0.65,0.82] | p<0.0001) (DAPA-HF i CSR & 14.2.7.1 &)

273323 ANMEOR|IXRMFEER

2733231 DOEEXIIDAEIZE D ARDOHIEFEERE TOHIMRE

ZRT7 Y 7a Y UL, DIIEFE ST ODARIZ LD ABRORIIDA X MEE £ TOHMIZH
WTC, 77 BRBLEEBLTHEIZENR T (K4 , BATY FRA V FOKEEFROFRBRIC
DNTIL, 2.73322HTELET S,
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—f  FRXT ) TavrTar LSy a—king
X 4 DOERIIEDARLIZKDARNSLEDEE I RRA > FD Kaplan-Meier Bi#E
(FAS)
40 4
38 events/N
- Dapa 10mg 382/2373
361|------- Placebo 495/2371
34+
324 o
30 4 ;
28 .
26 - o
° 24 -
o
2 224
E 20+
g 184
O 16
144
121
10
S~
6
4
" . HR (95%CI) p-value
- P DvP 0.75(0.65,085) <0.0001
() -I ] ] ] L ] ] | Ll T T
0 3 6 9 12 15 I8 21 24 27 30
Months from Randomusation
N at nsk
D 2373 2306 2223 2153 2007 1563 1147 613 210 5 0
P 2371 2264 2168 2082 1924 1483 1101 596 212 7 0

Source: see DAPA-HF CSR Figure 14.2.2.12 in CTD Module 5.3.5.1

N at risk is the number of subjects at risk at the beginning of the period. 1 month corresponds to 30 days. 2-
sided p-value is displayed.

HR, CI and p-value are from the Cox proportional hazard model.

CI Confidence interval. Dapa Dapagliflozin. D Dapa 10 mg. FAS Full analysis set. HF Heart failure.
HR Hazard ratio. N Number of subjects. P Placebo.

DML FE S VDA K D ABR DR IE B O#EH01%. DAPA-HF #5R CSR % 14.2.2.1,
$$14222, F 14224 O 14.2.2.5, TN DAPA-HF 35% CSR ¥ 14.2.2.12~[X] 14.2.2.14 KX
X 14.2.2.16 B iz,

2733232 DOERRVDLILICE D ARDH:

ZA7Y 7O L, DIUEER LA L B AR (FR) ORE»LRIEETY PR
AV DA Ry MEDOWIZBNT, 77 vAREE L i L CTHEICEN T, O FE 30
RENWZ L DABEOMBIT LRI Y 7a P UBETS6T RO T T2 REETT424TH Y . 100 A -
EHTD DA Xy MEBRFZENZEN 163 K TN21.6 THhoT= (F6) ,
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=6 DMEERIFDREICEDAR (BF) OhoLdEATY FRA D FOBEFT
(FAS)
Dapa 10 mg Placebo
(N=2373) (N=2371)
Number Rate/
of Event | Number | Event | Hazard
Variable events rate |of events| rate Ratio® | 95% CI | p-value
The composite of CV death or 567 16.3 742 21.6 0.75 (0.65, 0.0002
recurrent HF hospitalisations 0.88)
Recurrent HF hospitalisations 340 9.8 469 13.6 0.72 (0.59, 0.0005
0.86)
CV Death® 227 6.5 273 7.9 0.82 (0.69, 0.0294
0.98)

Source: see DAPA-HF CSR Table 14.2.3.1 in CTD Module 5.3.5.1
a Hazard ratio for CV death as an individual component is derived from Cox proportional hazards regression.
Event rates are presented as the average number of events per 100 patient-years of follow-up

Rate ratio for dapa 10 mg versus placebo, confidence interval and 2-sided p-value are calculated from the LWYY
proportional rates model stratified by T2DM status at randomisation, with factors for treatment group and history
of HF hospitalisation.

If HF hospitalisation and CV death occurred at the same day, then only the CV death is counted in this table.

Dapa Dapagliflozin. FAS Full analysis set. HF Heart failure. CI Confidence interval. N Number of
subjects in treatment group. T2DM Type 2 diabetes mellitus.

Joint frailty model % JHV 724l & BT ORESRIT, FERYT & —H L T/ (DAPA-HF R
CSRF 14232 #5M) , A7) 7l LT T2 REICB I 2B BREIE P oOWERE H7-
D DABERZX 5177,
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5 IDARLICKDARED/ VINT A )y I #EME (Gosh and Lin) DIXFFH#EFE
(FAS)

Dapa 10mg — — — - Placebo |

0.30 4

0.25 1 -

0.20 4 Pl

0.15 ”~

0.10 4 4

Number of Events per Subject

0.05 pid

0.00

0 3 6 9 12 15 I8 21 24 27

Months from randomusation

Source: see DAPA-HF CSR Figure 14.2.3.4 in CTD Module 5.3.5.1
Dapa Dapagliflozin. FAS Full analysis set. HF Heart failure.

DB FE AT OAREIZ LD APBE (FF5) OB OFEMIX. DAPA-HF Bk CSR % 14232 KO
F 14233 2RIz,

2733233 B8hHARDKCCQDEREHRAIATDR—RXS4M4 UhbDEIE

KCCQ DIERAFA 2T T Z B OTEEFHIIEE & LT, N Z W2 3555 80t

(ANCOVA) #FEi L7z (£7) . #2370 7P U B ASIEROEFECB T, 778K
BEL W U CREGRHAMIICHE B 7 v b a7 Uiz, SEROBEEE K OVERIE FE O i 7 28 2R 72
BTN F G LT (DAPA-HF 3B CSR % 14242 # &) | IOV TR DIAN %
T Y TR AT ORERIT, EERMNTE — B L T\ (DAPA-HF iR CSR & 14.24.5 2%
)
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=7 KCCQ MIEKREFRATDR—R 54 b DEALDIBLLIZE D L fi#ZH (FAS)
Dapa 10 mg Placebo Difference between treatment groups
(N=2373) (N=2371)

Time point KCCQ score n3 n3 Win ratio 95% ClI p-value®
8 Months Total Symptom Score 2252 2235 1.18 (1.11, 1.26) <0.0001
Symptom Frequency 2252 2235 1.17 (1.10, 1.25) <0.0001
Symptom Burden 2252 2235 1.16 (1.09, 1.24) <0.0001
Clinical Summary Score 2252 2235 1.20 (1.12, 1.28) <0.0001
Overall Summary Score 2252 2235 1.18 (1.10, 1.25) <0.0001

Source: see DAPA-HF CSR Table 14.2.4.1 in CTD Module 5.3.5.1
a n is the number of patients alive at the analysis time point.
b The p-value is obtained from a rank ANCOVA adjusted for baseline KCCQ score and stratified by T2DM status at randomisation.

Change from baseline to the respective assessment time point is converted to ranks. Patients who died prior to the assessment are assigned worst ranks. Among
the deceased, the relative ranking is based on the last value of change from baseline while alive.

Win ratio > 1 favours Dapa 10 mg. Win ratio estimates include baseline KCCQ score as a covariate and T2DM stratum.
CI Confidence interval. Dapa Dapagliflozin. FAS Full analysis set. KCCQ Kansas City Cardiomyopathy Questionnaire.
N Number of subjects in treatment group. T2DM Type 2 diabetes mellitus.
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8 71 HIRF D KCCQ DIERAFF A T TIZHNWT, 4 DREFIZEBIT HEIRIICERD & 5 ~— R
TA D DOEAZ JRHEITR A L7 GERIIEES 556 3.5.4.1 THO PRO BBt 2 )

R—=2 T A DHED S5 KA > ML EDOE L E KCCQ DIEREFHA a7 ORI ERD & 5 W
TS & EFE L7 (DAPA-HF #&B% CSR 9.8.1.4 THZZR) , KCCQ DIEIRAFH AT TN 5K

AV MU ESELZBHEORIGIE, 77 R LU LTH Y Ta Y TR ST,
KCCQ DIERAGFH AT NS RA v " EE(L LIZBEOEIGIX, 7 BREEE g L TH /T

V7P UBECRNoT (RS . ELD/ ITEALIZOWT I BELWERE (10 A1 > F X
T1IS KAV P EDOE) ZH#EALTH, 7R L THE T Y TP U BB L
TR T 4w FNBED SN, IERITZT T BREED 5.7%IK L THE AT Y 7a P U BETIT
51% L KD o 72 7o ), KCCQ ORIz #& G-HEMI O T O 0 12 L 2 2ITERD b o7z,

FERHNZER D B 5 0 M OB LD EFEIT. 56 5 46 3.5.4.1 THO PRO R & B S 7=\,

=8 8 7 AR T KCCQ DIEKREFH AT ICERKRMICERDH HHEXFTELLAROH 5N
~n_.\%o)£IJA
Change from baseline at Dapagliflozin 10 mg Placebo
8 months: n=2086° n=2062°
Improvement n (%) improved® n (%) improved® | Odds ratio® | p-value
(95% ClI)
>5 points (small improvement) 1198 (57.4) 1030 (50.0) 1.15 <0.0001
(1.08, 1.23)
>10 points (moderate to large 1124 (53.9) 968 (46.9) 1.15 <0.0001
improvement) (1.08, 1.22)
>15 points (large improvement) 1120 (53.7) 984 (47.7) 1.14 <0.0001
(1.07, 1.22)
Deterioration n (%) deteriorated® | n (%) deteriorated® | Odds ratio® | p-value
(95% ClI)
>5 points (small deterioration) 524 (25.1) 628 (33.1) 0.84 <0.0001
(0.78, 0.90)
>10 points (moderate to large 385 (18.5) 495 (24.0) 0.85 <0.0001
deterioration) (0.79, 0.92)

Source: see DAPA-HF CSR Tables 14.2.4.3, 14.2.4.4, 14.2.4.6, 14.2.4.7 in Module 5.3.5.1 and PRO evidence
dossier in Module 5.3.5.4.1.

*  Number of subjects with an observed KCCQ-TSS or who died prior to 8 months.

b Number of subjects who had an observed improvement of at least 5, 10, or 15 points from baseline. Patients

who died prior to the given timepoint are counted as not improved.

For improvement, an odds ratio >1 favours dapagliflozin 10 mg.

Number of subjects who had an observed deterioration of at least 5 or 10 points from baseline. Patients
who died prior to the given timepoint are counted as deteriorated.

¢ For deterioration, an odds ratio <1 favours dapagliflozin 10 mg.

Patients with a KCCQ-TSS at baseline which was too high for them to experience an improvement were defined

as improved if they remained there at 8 months. Similarly, patients with a KCCQ-TSS at baseline which was too

low for them to experience a deterioration were defined as deteriorated if they remained there at 8 months.

Odds ratios are obtained from logistic regression with baseline KCCQ score as a covariate and T2DM stratum.
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Dapa Dapagliflozin. FAS Full analysis set. CI Confidence interval. KCCQ Kansas City Cardiomyopathy
Questionnaire. N Number of subjects in treatment group. T2DM Type 2 diabetes mellitus.

KCCQ DIERGFH AT DR—AT A U HOEGIZHONT, iUzl v AT (5 8)
ICMZ T, BABNDETXTOH Y MATHEICB T 22870y h2K 61279, 7a v b
ORI, KCCQ DIEIRAFT A a7 DH v M7, Mtz s v NATEEBZ 2% 7L
TBREOBBEEAZ R, K6 T, LEMHOD v hAZHEICBW T T 7B REE L g L T &8
ZVT7aP Ty MV EEZBEZ TKCCQ DIERAFH A a7 Nik#E LI BEDOEE N E -
2R ENT, FRRIC, )7 TlE, JREHO D v M A TEICBWTE T Y 7 a V URHE T
7B AREE & HEE LT KCCQ DIERAFT A a7 BNEAL LT BEORIEDME -T2 2 LRSI,

FELBNZIZ-101 OZE L ZEEI D YTz, X7 O—FLMHT KCCQ DIEIRAF A 2 7 D#iPH
ST D, 8 HRITFETHFIEICEGHM TENRBO b HGE (KRR TOETOFIEIT DN
TliX., DAPA-HF #lik CSR % 14.2.42 2 M) | 2 DOFIIK O THlET 5 Z L1275,
X 71T LDz, HBOERINEEL T 69, AT <IC o TR BT 5, fER L
L CR LN BRO B, BERMZECOTNIE LI I § DGR O A Cldii
TE72R\,

6 8 W AKRMD KCCQ DIERKREHRATDR—ASA UM DHEDRES T (FAS)
g 60
0

T T T T T T T T T T
0 10 20 30 40 50 60 70 80 90 100

Change from baseline i total symptom score at 8 months

[ Planned Treatment Dapa 10mg — — — - Placebo |

Source: see DAPA-HF CSR Figure 14.2.4.11 in CTD Module 5.3.5.1
Patients who die prior to 8 months are represented by a change of -101.
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The curves show the cumulative proportion of subjects with a change from baseline KCCQ-TSS at 8 months of
>x, for each value on the x-axis

Dapa Dapagliflozin. FAS Full analysis set. KCCQ Kansas City Cardiomyopathy Questionnaire.

7 8 W AKRMD KCCQ DIERKEHRATDR—ASA UM LDEILDRES T (FAS)
100 4
80
60 -

40 4

Cumulative Percent

20 1

0
-110 -100 90 -80 -70 -60 -50 -40 -30 -20 -10 0

Change from baseline mn total symptom score at 8 months

[ Planned Treatment Dapa 10mg — — — - Placebo |

Source: see DAPA-HF CSR Figure 14.2.4.9 in CTD Module 5.3.5.1
Patients who die prior to 8 months are represented by a change of -101.

The curves show the cumulative proportion of subjects with a change from baseline KCCQ-TSS at 8 months of
<x, for each value on the x-axis.
Dapa Dapagliflozin. FAS Full analysis set. KCCQ Kansas City Cardiomyopathy Questionnaire.

KCCQ (ZB9 2 5E#MIL, DAPA-HF 7B% CSR % 14.2.4.1~% 14.2.4.6 &I N72\,

2733234 eGFR® 50% LU LDHFHEMHIET. REBFRE~DBITXIITEE
DEETEIEB O #EIFIFE TOHRM
FIEREE GO LhEE LT, XY va Ut 28 4]) TIEBEASZY RRA VD
A X NEDBBHERNZ D Iy o T2 (AN — REE0.71 [95% CI @ 0.44, 1.16] | p=0.1681) , &5
W2 BERHGEHMEEE THAMIEZ LT F=r D2 E0 Eo R, TR REE (77 6] [3.2%] )

L CH R Y Ta U R (4361 [1.8%]) ) TH7h o7z (DAPA-HF #Bk CSR % 14.2.7.5
EHM)
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8 BHEELLDES I Y FIRA > D Kaplan-Meier Bi#E (FAS)
304
events/N
Dapa 10mg 282373
"""" Placebo 39/2371
> S - prTTETESESETTESETEEEE s mm .-
2.0+

Cumulative %

1.0 1

054

HR (95%CI) p-value
DvP 071 (044,1.16) 0.1681

T T L Ll L] lJ T L] T T

0.0 -
T

0 3 6 9 12 15 18 21 24 27 30
Months from randomisation
N at nsk
D 2373 2295 2227 2142 2009 1570 1153 622 223 5 0
P 2371 2277 2201 2118 1975 1537 1132 600 215 7 0

Source: see DAPA-HF CSR Figure 14.2.5.2 in CTD Module 5.3.5.1

N at risk is the number of subjects at risk at the beginning of the period. 1 month corresponds to 30 days. 2-
sided p-value is displayed.

HR, CI and p-value are from the Cox proportional hazard model.

CI Confidence interval. Dapa Dapagliflozin. D Dapa 10 mg. FAS Full analysis set. HF Heart failure. HR
Hazard ratio. N Number of subjects. P Placebo.

BEAT Y RARA v P RO EFEOZEMIT. DAPA-HF 5k CSR [X 14.2.5.2 # BB -\,

2733235 E£%T GEEZMEDLEL) FTOHM

Ml L7-BARETIEIC LY, 2T GERZMb2R) £ TOWIMZFHMET 2 R0 BT,
BMEFNEZ I L7, LER-> T, &581E GERZBDRWV) ([ZoWTIE, MR O —B8 &
L CTHEHT L TR0,

AT GERZRDZR) 1L, 7R L TH 7Y 7 a VU RETRENIZEN - 72

(M9) ., #T VY 7al BERONT T B REEOREHIEITZFI 276 HI KR TN329 FlTH Y |
100 N - FEHT=D DA N2 NEBIRITZNEIN 79 LT9.5 ThH-7- (DAPA-HF ik CSR
F# 14261 #2M) , TEHID I B, #2707 FEO 173 FI V7 T B REED 207 F1H3.0
MEFELHE I, X7V T7a P RO 48 BN T BARRED 54 B3 IELMESE &HIE S
770 FERIREHOFE IR LINESEE LTh U hENTe (X7 ) 7a P 54 Bk O Z7 &R
BE66 f5]) , FIEREIROECIZONTTHE IR o722, REMEIRIZAY AT ) Tay
BETLIH, 77 8RBT 2HOECHRHRE SN,
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9 2T GERZERMHELY) O Kaplan-Meier BifE (FAS)
24 4
events/N
23 ] Dapa 10mg  276/2373 A
------- Placebo 329/237] "
20 -
18 el
16 -
& 144
4
E 124
E
G 10
S~
6 -
4
2 , HR (95%CI) p-value
DvP 083(0.71,097) 00217
0 -l 1 L L I ] L T ] T T
0 3 6 9 12 15 18 21 24 27 30
Months from Randomusation
N at nsk
D 2373 2342 2296 2251 2130 1666 1243 672 233 6 0
P 2371 2330 2279 2231 2092 1638 1221 665 235 8 0
Source: see DAPA-HF CSR Figure 14.2.6.5 in CTD Module 5.3.5.1
N at risk is the number of subjects at risk at the beginning of the period. 1 month corresponds to 30 days. 2-
sided p-value is displayed.
HR, CI and p-value are from the Cox proportional hazard model.
CI Confidence interval. Dapa Dapagliflozin. D Dapa 10 mg. FAS Full analysis set. HF Heart failure. HR
Hazard ratio. N Number of subjects. P Placebo.

PHET OFEMIL, DAPA-HF 352 CSR % 14.2.6.1~% 14.2.6.4 KL OYX 14.2.6.6 B S 7=\,

2.7.3.3.3
2.7.3.3.3.1

BAERICEITHERDLEER
TEFMEIREB DY T T IIL— T

DB R DA RA X MDD EEMEAET RARA V MIBIFLX /7Y 7y o
X7 4y NI, YT N—TFM TR —& L T2, NYHA DHERESERI DY 7 7 — T AT >
5. NYHA DMHEREFE T~1V O BFE THROKEZ I/NZ W AREMED RIE Sz 23, e E i
12090 & 1 Riiicdh o7z, ¥ 77— N LVEF } OY NT-proBNP 72 EDRID AR 4D
HIEE OIEE Tl BEMRREERIT IR IR o7 (¥ 10)
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2 10 FEHEAIVRKRA Y b (DOERRFDFEARNUER) O T IL—TRI T+ L
X2 +FOv + (FAS)

Charactenstics HR (95% CI) wWN# HR (95%CI) pvalue
Dapa 10mg  Placebo mteraction
(N=2373) (N=2371)

The composite of the prumary endpomt
Overall i 386/2373 S022371  0.74(0.65,085)

Age (years) 0.5681
<65 i 16271032 196998  0.78(0.63, 0.96)
>65 —— 2241341 3061373 0.72(0.60, 0.85)

Sex 06714
Male S 307/1809 40611826  0.73(0.63,085)

Female - 79/564 96/545 0.79 (0.59, 1.06)

Race 03795
Whate e e 27571662 3481671 0.78(0.66,091)

Black or Afncan - - 26122 32104 0.62(0.37,1.04)
Asian el 78/552 118/564  0.64(0.48, 0.86)
Other 7737 432

Geographic region 03818
Asia - 77/543 114553 0.65(0.49,087)

Europe e 19371094 2181060 084(0.69,1.01)
North Amenca - 54335 73/342 0.73(0.51,1.03)
South Amenca s e— 62/401 97416 0.64(0.47,088)

NYHA class 0.0087
Il e s 190/1606  289/1597 0.63(0.52,0.75)

Mor IV L m 196767 213774 0.90(0.74, 1.09)
LVEF (%) 0.3306
< Median —— 22271230 30771239 0.70(0.59, 0.84)
> Median e e 1641143 1951132 081 (0.65,099)
NT-proBNP (pg/ml.) 0.1238
< Median - 10071193 1551179 0.63 (0.49, 0.80)
> Median —,— 28671179 34771191 0.79(0.68,092)
L L] L} 1
05 08 1 1.25 4
Dapa 10 mg Better | Placebo Better
Charactenstics HR (95%CI) WN# HR (95% CI) p-value
Dapa 10mg  Placebo mteractios
(N=2373) (N=2371)

Prior hospatalizatson for HF 0.0981
Yes —,— 19571124 2791127  0.67 (0.56, 0.80)

No e et 19171249 223/1244 084 (0.69,1.02)

MRA at baselne 09743
Yes e s 281/1696  361/1674  0.74(0.63,087)

No — 105/677 141/697 0.74(0.57,095)

Type 2 diabetes at baseline * 0.7965
Yes e — 21571075 27111064 0.75(0.63, 0.90)

No e s 17171298 23171307  0.73(0.60, 0.88)

Atnal fibnilation or flutter at enrolment ECG 0.4041
Yes —_— 109/569 126/559  0.82(0.63,1.06)

No e 2771804 376/1812  0.72(0.61,084)

Mam Etology of HF 0.5498
Ischaenuc e 223/1316  289/1358 0.77 (0.65,0.92)
Non-Ischaemic/Unknown —lb,> 163/1057 21371013  0.71 (0.58,087)

BMi(kg/mv) 0.3650
<30 ——— 259/1537 32011533 0.78(0.66,0.92)
=30 e 127/834 182838  0.69(0.55,086)

Baselmne ¢GFR (mlmm/1.73 m) 0.6402
<60 — 191/962 254964 0.72(0.59,086)
=60 e 19571410 24871406  0.76(0.63,0.92)

' L) L)
05 0s 1 1.25 2
Dapa 10 mg Better | Placebo Better

Source: see DAPA-HF CSR Figure 14.2.2.17 in CTD Module 5.3.5.1
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®  Defined as history of T2DM or HbAlc >6.5% at both enrolment and randomisation visits. This analysis
does not include T2DM as a stratification factor.

n/N# Number of subjects with event / number of subjects in the sub-group.

Hazard ratio for Dapa 10 mg versus placebo, confidence intervals and 2-sided p-value are calculated from Cox
proportional hazards model (score test) stratified by T2DM status at randomisation, with factors for history of HF
hospitalisation, the relevant sub-group variable, treatment group and the interaction between treatment group and
the sub-group variable.

Hazard ratio estimates are not presented for sub-groups with less than 15 events in total, both arms combined.

Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate. ECG electrocardiogram. FAS Full analysis
set. HF Heart failure. LVEF Left Ventricular Ejection Fraction.

MRA Mineralocorticoid receptor antagonist. NT-proBNP N-terminal pro b-type natriuretic peptide. N
Number of subjects in treatment group. NYHA New York Heart Association. T2DM Type 2 diabetes
mellitus.
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Sumamary of LVEF

N 1744
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1.6 | Std Dev 6.79

Hazard Ratio
'

Percent of patients

LVEF (%)

Source: see DAPA-HF CSR Figure 14.2.2.17.4 in CTD Module 5.3.5.1

CONFIDENTIAL AND PROPRIETARY 37(46)
37(71)



2.7.3  ERRAOEZIME AstraZeneca
— %4 AT TaYr a7 a— K

Hazard ratios for Dapa 10 mg versus placebo at each point of continuous variable are calculated from Cox
proportional hazards model stratified by T2DM status at randomisation, with factors for history of HF
hospitalisation, the relevant continuous variable, the treatment group and the interaction between treatment group
and the continuous variable. The continuous variable was transformed using a restricted cubic spline

with three knots at 5%, 50" and 95" percentiles of the range before including in the model. Band on the plot
shows 95% confidence interval calculated using the same model.

Dapa Dapagliflozin. FAS Full analysis set. HF Heart failure. T2DM Type 2 diabetes mellitus. LVEF Left
Ventricular Ejection Fraction.
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N 1704

Mean 2161.09
1.6 4| Std Dev 213259

Hazard Ratio
1

044

,...~'|l.‘”’

20+

30

Percent of paticnts

T T T T T T 14 T T Y T T T T Y T
1000 2000 000 3000 SO00 6000 000 SO00 9000 10000 11000 12000 13000 14000 15000 16000

NT-proBNP (pmol'L)

Source: see DAPA-HF CSR Figure 14.2.2.17.5 in CTD Module 5.3.5.1

Hazard ratios for Dapa 10 mg versus placebo at each point of continuous variable are calculated from Cox
proportional hazards model stratified by T2DM status at randomisation, with factors for history of HF
hospitalisation, the relevant continuous variable, the treatment group and the interaction between treatment group
and the continuous variable. The continuous variable was transformed using a restricted cubic spline with three
knots at 5™ 50" and 95™ percentiles of the range before including in the model. Band on the plot shows 95%
confidence interval calculated using the same model. Values greater than 16000 pmol/L were not used in the
model.

Dapa Dapagliflozin. FAS Full analysis set. HF Heart failure. T2DM Type 2 diabetes mellitus. NT-proBNP N
terminal pro b-type natriuretic peptide.
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Source: see DAPA-HF CSR Figure 14.2.2.17.1 in CTD Module 5.3.5.1

n/N# Number of subjects with event / number of subjects in the sub-group. Hazard ratio for dapa 10 mg versus
placebo, confidence intervals and 2-sided p-value are calculated from Cox proportional hazards model (score
test) stratified by T2DM status at randomisation, with factors for history of HF hospitalisation, the relevant sub-
group variable, treatment group and the interaction between treatment group and the sub-group variable.

CI Confidence interval. Dapa Dapagliflozin. FAS Full analysis set. HF Heart failure. KCCQ Kansas City
Cardiomyopathy Questionnaire. N Number of subjects in treatment group. T2DM Type 2 diabetes mellitus.
TSS total symptom score.
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Source: see DAPA-HF CSR Figure 14.2.2.17.2 in CTD Module 5.3.5.1

Hazard ratios for Dapa 10 mg versus placebo at each point of continuous variable are calculated from Cox
proportional hazards model stratified by T2DM status at randomisation, with factors for history of HF
hospitalisation, the relevant continuous variable, the treatment group and the interaction between treatment group
and the continuous variable. The continuous variable was transformed using a restricted cubic spline with 3 knots
at 5™, 50" and 95" percentiles of the range before including in the model. Band on the plot shows 95%
confidence interval calculated using the same model.

Dapa Dapagliflozin. FAS Full analysis set. HF Heart failure. T2DM Type 2 diabetes mellitus.
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Source: see DAPA-HF CSR Figure 14.2.2.17.3 in CTD Module 5.3.5.1

Hazard ratios for Dapa 10 mg versus placebo at each point of continuous variable are calculated from Cox
proportional hazards model stratified by T2DM status at randomisation, with factors for history of HF
hospitalisation, the relevant continuous variable, the treatment group and the interaction between treatment group
and the continuous variable. The continuous variable was transformed using a restricted cubic spline with three
knots at 5", 50" and 95" percentiles of the range before including in the model. Band on the plot shows 95%
confidence interval calculated using the same model.

Dapa Dapagliflozin. FAS Full analysis set. HF Heart failure. T2DM Type 2 diabetes mellitus. eGFR Estimated
glomerular filtration rate.
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9 8 N AKD KCCQ DEREEF A7 DHE (anchor-based FEHTIZED (FHE) - R—X 54 VE®D KCCQ DEREEFRAIT
D=HHLRBIfEHT (FAS)
Dapa 10 mg Placebo
(N=2373) (N=2371)
n(%)° n(%)° Odds
Threshold for improvement n? improved n? improved ratio 95% ClI p-value
Tertile 1 (<65.5)
>5 points 699 459 (65.7) 658 396 (60.2) 1.14 (1.02, 1.28) 0.0191
>10 point 699 397 (56.8) 658 339 (51.5) 1.13 (1.01, 1.26) 0.0321
>15 point 699 323 (46.2) 658 276 (41.9) 1.10 (0.99, 1.23) 0.0731
Tertile 2 (65.7-87.5)
>5 points 716 386 (53.9) 733 327 (44.6) 1.21 (1.09, 1.34) 0.0003
>10 point 716 277 (38.7) 733 227 (31.0) 1.20 (1.07, 1.34) 0.0015
>15 point 716 262 (36.6) 733 201 (27.4) 1.20 (1.07, 1.35) 0.0020
Tertile 3 (>87.5)
>5 points 657 353 (53.7) 660 307 (46.5) 1.17 (1.05, 1.31) 0.0059
>10 point 657 450 (68.5) 660 402 (60.9) 1.20 (1.07, 1.35) 0.0023
>15 point 657 535 (81.4) 660 507 (76.8) 1.15 (1.01, 1.32) 0.0367

Source: see DAPA-HF CSR Table 14.2.4.6.1 in CTD Module 5.3.5.1

a

Number of subjects with observed KCCQ score or who died prior to the given time.

b Number of subjects who had an observed improvement of at least 5, 10 or 15 points from baseline. Patients who died prior to the given timepoint are

counted as not improved.
Odds ratios are obtained from logistic regression with baseline KCCQ score as a covariate and T2DM stratum.
Odds ratio > 1 favours Dapa 10 mg.

Dapa Dapagliflozin. FAS Full analysis set. CI Confidence interval. KCCQ Kansas City Cardiomyopathy Questionnaire. TSS Total symptom score.
N Number of subjects in treatment group. T2DM Type 2 diabetes mellitus.
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% 10 8 7 AKFMD KCCQ DIEKEEFT R I 7 DEAL (anchor-based EATICE D EE) - R—X 54 VD KCCQ DEKREFHRIT
D=HHLRBIfEHT (FAS)
Dapa 10 mg Placebo
(N=2373) (N=2371)
n(%)° n(%)° Odds
Threshold for deterioration n? deteriorated n? deteriorated ratio 95% ClI p-value
<65.5
>5 points 699 144 (20.6) 658 179 (27.2) 0.83 (0.73, 0.94) 0.0031
>10 point 699 118 (16.9) 658 133 (20.2) 0.89 (0.77, 1.02) 0.0953
65.7-87.5
>5 points 716 177 (24.7) 733 245 (33.4) 0.81 (0.72,0.91) 0.0003
>10 point 716 132 (18.4) 733 188 (25.6) 0.81 (0.71, 0.92) 0.0010
>87.5
>5 points 657 203 (30.9) 660 258 (39.1) 0.84 (0.75, 0.94) 0.0029
>10 point 657 135 (20.5) 660 174 (26.4) 0.85 (0.75, 0.97) 0.0144

Source: see DAPA-HF CSR Table 14.2.4.7.1 in CTD Module 5.3.5.1

a

b

Number of subjects with observed KCCQ score or who died prior to the given time.

Number of subjects who had an observed deterioration of at least 5 or 10 points from baseline.

as deteriorated.

Patients who died prior to the given timepoint are counted

Odds ratios are obtained from logistic regression with baseline KCCQ score as a covariate and T2DM stratum.

Odds ratio < 1 favours Dapa 10 mg.

Dapa Dapagliflozin.

FAS Full analysis set.

CI Confidence interval.

KCCQ Kansas City Cardiomyopathy Questionnaire.

N Number of subjects in treatment group. T2DM Type 2 diabetes mellitus.
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(BB IR ) oottt 24
2.7.3.3.32 BB E D H T2 Il A oo e e 24
2.7.3.3.3.3 B REIEIEE D T I T T oo 24
2.7.34 HRAE - FAEICB T AR R B R D AT oo 24
2.7.3.4.1 HE PR E * P oo, 24
2.7.34.2 B » FlB T T 1T BB IR T 2 oo, 24
2735 TR DI . M oo 25
E =P/
= 1 =B N Gl PRy 2 i -5 i SRS RS 11
=2 BARAEFICBTBDAREEEDR—R T4 4FE (FAS) oo, 12
=3 BAAERICEITAEERBEBEDAR—R S A4 4 (FAS) o 13
=4 BAANEAIZH T REEAETFEDIDIEBEE (FAS) e, 15
=5 BARAERIZH T4 FEFTMIEB R UEIREEMIER DR DRTOME
(B A S oo ettt en s 16
=6 BAAERAICSFTADMERIIIODALEIZEDARDBENLLIEET Y
RARA S R DBRAT (FAS) oo e et ee e ee e ee e ee e en e 19
=7 BAAEHIZH T2 KCCQDEREHRATDRA—RSA UMD EILDIE
BEIZEE D R (FAS) oot e e ee e 21
=8 BAAERIZE T 8 HAETKCCQ DIEREHRATIZERKRMIZELKD H
DUERIFEILDLZEDOSNTZEEZBDEIE (FAS) e 22
=SP4
X 1 N I A e Sl NSRS 8
2 BAAEHICEITADMERRFZDFREAANY OO LELIEEHEAI Y KR
14 > b D Kaplan-Meier BRER (FAS) .o 17
3 BAAERAICSFTADMERIIIDAREIZEDARNCHLIEEI Y KiRA
> b D Kaplan-Meier BHER (FAS) oo, 18
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4 BARAERIZEITODREICEDIARED/ VNTA M)y I H#EE (Gosh
and Lin) D FREFHETE (FAS) oottt ettt ettt 20
5 AARAKHIZETEHL2FET GEERZRHLELY) O Kaplan-Meier #i#R (FAS) .23
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RERUVEMAZE—E
AMEE G I 5 I35 & OV P38 2 DL F IR,

BEXRVUEMAE FAEEDEREA

ACE Angiotensin converting enzyme : 7 2 VAT 3 B HARESR

ARB Angiotensin II Receptor Blocker : 7 > VA7 i 1 s 5 ARF LS

ARNI ARB/Neprilysin inhibitor : ARB,/ 17U 7 A 3 L PHEHHK

BMI Body massindex : "7 A + YA« A VT v I R

CI Confidence interval : {5 % X [t

CRT-D Cardiac resynchronization therapy defibrillator : ik P [F] H e VL FRAT B 25

CRT-P Cardiac resynchronization therapy pacemaker : /Lo [Al I 1E N — 2 A —
7

DPP-4 Dipeptidyl peptidase-4 : X7 F U NRTFH—E 4

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

FAS Full analysis set : fix KX DTG 4L

HF Heart failure : (>4

HFrEF Heart failure with reduced ejection fraction : £ = EXHROIK T L2/ OASR

ICD Implantable cardioverter defibrillator : A Z R Eh &5

IQR Interquartile range : PU {37 #i [

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

LVEF Left ventricular ejection fraction : /& =B =

MRA Mineralocorticoid receptor antagonist : I % 7 /L 2 /LF 2 A REREEHIHK

NT-proBNP N-terminal pro b-type natriuretic peptide : N Kim 7" =it (BH) F U v
LRRARTF R

NYHA New York Heart Association : = = — = — 7 e

PACD Primary analysis censoring date : EEMATFT HH) 0 H

SGLT2 Sodium-glucose cotransporter 2 : 7~ U &7 A « 7L 23— ZILHREA 2

T2DM Type 2 diabetes mellitus : 2 B R Jp

UACR Urine albumin-to-creatinine ratio : JRHPET7 V7 I /7 LT F=0k
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FEE D& A
ARBEOARKD THFEOBY) 23RSk,

AMETSHT AR
ABEEOAKD [ARETSRT 53R 28BS,

APEDLED T

AE (RERAARM M) X, D1699C00001 &6k (LT, DAPA-HF #BR) o BAAEMIC
B DERRAABEOBEE 25l U, BRIRICBI 3 DMEERFHE M8 2.5.1.1 THOR 1 IR T HIGE
ZHEE « IR L OHFERE - HEICERT 227V ey ra Lo 7Y a—nKi (I
ok T —H%E, U, A7 7a ) ORICHIT S ER G AGRHEE S H AR
HEEEMedT 20 Th D,
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2.7.31 BEREUVEE

2.7.3.1.1 BHEQETLELDFAEBEEZRRELEENTYTOD
> DERRFERD B 1Y & # B

WE PR\ BE 9 DGR O ffiE 2.5.1.2.1 TERE V25,123 T IZREH L= L 012, DAREEREKOE
SERRGEIZ L A HEE TIE. ARSI 2 DA RE OREIX 2005 4RI 100 J7 A, 2020 121X
120 75 N, 2030 FE0213 130 T AIZET D L HEFF STV 5 (Okuraetal 2008) . 2015 4FEEE DOIEER
AR - AHMERSEIEER (Z 31T D O AR RIT K D APEEEEIL 23 17 8840 ATH Y . FIT 1 A
PLEDOFEIGTEAL T % (Yasuda et al 2018) , LRI L2 FARERIT, 1BFEtk 6 7 H LA
WT27%., 1ELUNT35%THY . DAEEEITHARRNEH NI ENM5N TS (Tsutsui et
al 2006) , 7= TRIZOWVWTIE, LAEBFED LR (BEL) 1T73% EHESNTND
(Tsutsui et al 2006) , S BT, DLAEROREBRITEIZRDHIZERGIRDLZENALINLTEY,
St Ml b EDIZ N TREBROEINFE< & P I TS (Shimokawa et al 2015) , 4
BT IS OB DA EIC LD AR T 52 ENTREREIND Z D, #Hilobie
TREIEDOBFE B RKD LTS,

AIZBT D THLAREROERM S ECET 204 74> (CEA23 43 H 29 B 1)
EFAF 0329 5 18 &) | Tk, UUTFTOXIICHHIN TN D, BEHELALERISRE LK
RARBRCIE, BEFHMBEA & LTk, RAELCER, LERBER, ARERSEY EE X 5N,
QOL, EBMZAAE. FARFTR. mATEIREOZ L (BRHERAR L) | BHHE. MRRIEE 172 138l
WHIRHMBIE R & LT, BRMEOFMICES L CHiBIN e &%E 2 =T b0 ThH D, BHELARICE
WT, DARBICE A ERPMENAIICIB N TIL, A2 TEIMEEE & U CAEM TF M1
FRBR 2 EMT 5 2 LIZREER 2 L NZ W, FDD, LR E LT, B & EEIhE
H& Lo, KB EFRELFETRBR ~DOBMA I HE & flr SN DAL, Yz E B ILETERR &
AFRRBR EALET D 2 ENRYTH D,

UEXD, DB, DARIZEDABREXIIODARIZ L2222 FEIMAEE & L, 0K
I X B AR () . 2T GERZRDbZRV) | BEWRET 7 A (PRO) 12X 5 HRIE
R OBHERE 72 & 2 RIRREMIE H & U2 ERRELFEOME 7 7 b b 25888 Tdh 5 D1699C00001
AR (LI, DAPA-HF iBR) (223252 L3, Y4 EB1HN5,
2.7.3.1.1.1 RN EERTY A >

FERNL, AMEORIKED 2.73.1.1.1 HESZR I,

AFTIE, DAREBFE 343 BIDNEIELIZHI U 117 57z (Japanese Sub-population Output
#1421 #2M) , {BO7o0—F ¥ — b 2K 11TRT,
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X 1 HEDTJO—Fv— k

ANRZ7Y 7 10mgl A 1[H
AR ITBN

7Z7%3R 10 1H

HEAEREIzBMm
Visit 1 2 3 4 5 6 7 LIRE SED SCV
FAR AR BB l
L 1 1 1 L 1 1 P
I T T T T T T ) T
| \J
Day -14 0 14 60 120 240 360 SED % C 4 7 fi SCV 1% SED #
&7 (23d) (27d) (27d) (214d) (214d) T Tk 6 HLLN
DAPA-HF B (BB hustmE X1 2551 H
SED : RERH& T H (FFIHE SN2 EEFLEH OA X2 "ARBEERIZE L HAT) o SCV : B T kKBE

ARIBTIL, B DL AFROT > Day 28 [ HES O BRI % ol L7,
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2.7.3.11.2 HEE T REM
AMEDOARD 273112 HEZBREI N0,

273113 HFAERUREE

AEOAKRD 2.73.1.1.3 HaESMH, HEFRTOMBRIIIEET 25725580, WIRICEST 544
FEEMM OB D 2.54.1.4 HEBRB I N0,

273114 FH@mER
AMEDOARD 2.73.1.1.4 HEZBREI N0,

2.7.31.1.41 FTEFMER
AMEDOAKRD 2.73.1.1.41 HESRIT-\0,
2731142 EBIXMZEEIER
AMEDOAKRD 2.73.1.1.42 HESRB I -0,
2731143 ZE2HI@EIER
ABEORKD 2731143 HESR I,

273115  GrREA

2731151 IDAEOFRERE

AFCRER AN DT BEFIL, RBOIBHETA KT A - T, EERHEOEKTFL
7o0A4 (HFrEF) 12Xk BB OERERR 2= T 5 2 & & L, 1R, 7ooF 7w
AR (ACE) MHESR, 7o o4 T v v I ZAEHBIEE (ARB) . S RxT/La)LFag
R RIRFEPTEE (MRA) | FIRE L OB EREE e PAME AW, £/, XR—=2 7 DHDE
R L WA BE LA AN DL,

2731152 HEEEDBRE
AMEDOAKRD 2.73.1.152 HESRB I~

2731153 GrRAZIEZEA
AMELDOAKRD 2.7.3.1.1.53 HEBRBINI-0,

273116 AR FDOHIE
AMEDOARD 2.73.1.1.6 HEBRI N~
2.7.3.2 B2 DHEBRFERDER

2.7.3.21 DAPA-HF &HERDEH
AMEEEDOARD 27321 HESR Iz,
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2.7.3.3 2B ZE L TORRDLLE &M

AIETlL. DAPA-HF BRBRICE T 5 AR NEMOFERZ UL FICERT 5, B A F2 i 2 5
THAANONTZEEZEZHEANERE L TRV H- T,

2.7.3.3.1 AN REH
HANEHAOWNR, BEY RELOZDMOR—2 T A VROV T FICE T 5,

2.7.3.31.1 #HEREDAR

AFCEER S N T-EF 343 BN EAEZ BT 472 (Japanese Sub-population Output 7% 14.1.1
EHMR) , BIRT3I3561 (97.7%) 25, AEMWEO EEFEEE OB A S T Lis, ARBROEH
fEATFIHEIY B (PACD) & TOBBMAF O RMEIX 18.8 B H (#ilH 0.5~253 B H) Th-7

(Japanese Sub-population Output & 14.1.10 %) ., PACD £ COBEBHIMIZ, AARNERN &4
REM (PUfE 182 7 H) TRIEETH-T=,

FEERUEIGE 2 1 (0.6%) T, 209 LIBBIREFTIX72 72> 7 (Japanese Sub-population Output
F14.1.1 22H) , BREOHRGPILGNE, ¥ 7Y 7a P8 (104%) & 7T B AREE
(11.7%) TREETH -7, BREOERGH LB TEho7oDik, BEOHWH 18 #i (X3
7V 7u R B [37%] . TTEREELRM [67%] ) . AHFEFEEN1TH] (X7 TuY
VEE9 B [5.5%]) . T EARRES B [4.5%] ) TodH 7= (Japanese Sub-population Output 3% 14.1.1
M) o, WREORG R ILFIORIGIE, BARANER (11.1%) & 2EEH (10.7%) TRFZET
HoT,

273312 GAEREMREEZEH 5 DR

HARNERNZIW T, 1GBRFEMFHEE) O OEBERGEM 4 6] (F 7 ) 7a P fE3 4] 7
TEAREEH]) THEINT, 95 3 FINEEIEIREER Th o 72 (Japanese Sub-population
Output # 14.1.2 &) |

AR, 241 (0.6%) BIFEMR T TIHRBEELSN DT N Y T A« 7L a— 2 gk 2
(SGLT2) PHEHEZARA L (Japanese Sub-population Output 3% 14.1.5.5 &) | TD 9 HL X /RT
U7 a Y o 1 BRI OB BRI & D IRBRFE G E ) & OML & Hlkr 7z
(Japanese Sub-population Output 3% 14.1.2, % 14.1.5.4 =& [) |

2.73.3.1.3 fEITHNREH

AANERIZIN T, BROFTRIZRIEN (FAS) K OLZEMMITHRER (1) oI
BN TH, WERGHOBERIIFRBRE TH T,

AANEM O Z 7Y 7 a2 O 1 B2 I L T b9, RatMird REMN» 5
oS (D
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£ 1 BANKEIS ST SRITHREE
Number of subjects

Dapa 10 mg Placebo
Subjects randomized 164 179
Subjects included in full analysis set 164 179
Subjects included in safety analysis set*? 163 179
Subjects excluded from safety analysis set* (Patients who did not receive at least 1 0
one dose of IP)

Source: Japanese Sub-population Output % 14.1.3

a

All randomized patients who received at least 1 dose of IP.

b 0 patient randomized to placebo incorrectly received dapa (only) and are allocated to dapa in safety
analysis.

0 patient randomized to dapa incorrectly received placebo (only) and are allocated to placebo in safety
analysis.

Dapa Dapagliflozin.

273314 #HEBREOAOKTEZNFEERUVUR—IT4 U EHETICKEEY
4

2733141 HEREDADOMEFRIEE

A AN O FENL 70.0 5 ChH o 72, HARANERD 75.5%1% 65 ikt 29.7%1% 75 ki T
Holz, BIKD 152% N PETH - 7= (Japanese Sub-population Output 3% 14.1.4 =S [)

H AN THERD 65 B OEIE (75.5%) 13, BFER (572%) It L TEmmoTl-. £
2. BARNEMTLHEOES (152%) 1. BERER (23.4%) (2 L TR 72,

A AR NERIC 3T B HE8E O N OF e F R I S SR AT v AR N THEY . LT
REER] &L TV,
2733142 MWHREOR—XSA 454

AARNERDOEE, KT 4 - A AT v 7 A2 (BMD) KOMEZEOREBRE DX—X T A
VRRMEIR. RERERITTNT AN E TV (Japanese Sub-population Output % 14.1.7.1,
#14.1.72 2#28) . BARANEMTIZ, KEOFRIE (62.0kg) NEEEH (79.0kg) & H#g L
THE< . BMI 2 30kg/m2U\J:0)%'J/E|\ (8.5%) MAARLER (353%) &z L TR -7z,

AARNERICEBIT D2 X—=2F A D 2 BERF (T2DM) BFE OEIG (X% G- CRIFRE
Thh (X7 ) 7 0 U RE 44.5% M OV T 2 AREE 43.0%)  (Japanese Sub-population Output
F 14173 22H) | BEEFSHEEIL T\,

HANER & ERER T, EELDBMIIZENRD ST, A ZAd A v EET
N2 A UL, BARANER & EERER TR L TV,
2733143 DALEEODR—XSA 4FHE

H A ANZEFTlE. HFEF OZ Wi b5 F COWMITm S 5 ML CRBETHY . 54
AR H%< (51.6%) . BEER (39.1%) & HlgT % & 5 EBORENE -T2, RERBEERT
\ZA 229 6l (66.8%) NODAEDABEREZA L TRBY ., EEAEINITET 2~5 FEDO AR &K H %
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AstraZeneca

M7z (Japanese Sub-population Output % 14.1.7.2 Z &) , BERTICAPL L7 BEF OEIG
(66.8%) 13X, BIREM (47.4%) LHEL TRnol,

AANEFOKEE (86.9%) IXEEHIFIC= 2 — 3 — 7 DIEHE (NYHA) DEREIE 1T 124y
MEINT-, mMEGRHZBW T, AR (LVEF) OF Rl (Ui [IQR] ) 1X31% (26
~36%) T, LR L FRRE THh - 7=, HFEF OJFKITE MM OES (46.6%) & FERE ML
PEDER (50.1%) NFEIBRETHY . IERMIEEERO TR LE (32.4%) 23%0o
Too WEZGHET, NRWZ ottt BHA) F b U 7 ARJRNTF K (NT-proBNP) D H1Jf

(IQR) 1% 1436 pg/mL (900~2449 pg/mL) T ¥ . HFEF O X— 2 F A UREIIE GHEF TN T
YAPRER TN (R2) , HEFURERMEIEIE (eGFR) R 65.0 mL/min/1.73 m* TH Y |
BHF D 39.7% T eGFR (% 60 mL/min/1.73 m? Kiii T - 7=, HFrEF (ZBE# 9 2 iR A B 1 L35 5-8F
TR ZoARENTWE (F3) .

HARNEEM TIE NYHA DFHEREDFE T OEIS (86.9%) MNAEMRERM (67.5%) & B L TEi-o
7208, FEEFKHRO P RAEZ G D Z OO R IT B AR NER & SRERCTHERLL Tz,

NR=2F A WD) P AT 4 DFFIEIC DWW TOERZE (KCCQ) DIERABFHA a7 Dy
fElX, #7707 fET87.02, 77 EARRET8629 Tholz, 343610 55 99.7% 5 —
AT A RO KCCQ 7 — & MI4E & 7= (Japanese Sub-population Output 3% 14.2.4.2 =& [)

x2 BAAKHIZE T 20T LEEDR—R 514 Ut (FAS)
Dapa 10 mg Placebo Total
(N=164) (N=179) (N=343)
Subject characteristic
INYHA class at enrolment n (%) n 164 179 343
II 142 (86.6) 156 (87.2) 298 (86.9)
m 21 (12.8) 22 (12.3) 43 (12.5)
v 1 (0.6) 1 (0.6) 2 (0.6)
LVEF (%) n 164 179 343
Ql 26 26 26
Median 31 32 31
Q3 36 36 36
Main etiology of HF n (%) n 164 179 343
Ischaemic 76 (46.3) 84 (46.9) 160 (46.6)
Non- 83 (50.6) 89 (49.7) 172 (50.1)
Ischaemic®
Unknown 5(.0) 6(3.4) 11(3.2)
/Atrial Fibrillation or Flutter at enrolment n 164 179 343
ECG
Yes 42 (25.6) 45 (25.1) 87 (25.4)
QRS duration n 164 179 343
QRS duration 30 (18.3) 34 (19.0) 64 (18.7)
>150 msec
CONFIDENTIAL AND PROPRIETARY 12(25)
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x2 BAAKHIZE T 20T LEEDR—R 514 Ut (FAS)
Dapa 10 mg Placebo Total
(N=164) (N=179) (N=343)
Subject characteristic
QRS duration 49 (29.9) 61 (34.1) 110 (32.1)
>130 msec
NT-proBNP (pg/mL)° n 164 179 343
Q1 916 891 900
Median 1420 1489 1436
Q3 2258 2567 2449

Source: Japanese Sub-population Output % 14.1.7.2

a

Categories of non-ischemic etiology are presented by descending frequency in total column.
b

The last value on or prior to date of first dose of study drug.

n is the number of patients with non-missing data and the denominator for percentages.

CRT-P Cardiac resynchronization therapy pacemaker. CRT-D Cardiac resynchronization therapy defibrillator.
Dapa Dapagliflozin. ECG Electrocardiogram. FAS Full analysis set.

HF Heart failure. ICD Implantable cardioverter defibrillator. LVEF Left Ventricular Ejection Fraction.
Maximum. Min Minimum. N Number of subjects in treatment group. n Number of subjects included in
analysis.

Max

NT-proBNP N-terminal pro b-type natriuretic peptide. NYHA New York Heart Association.

Q3 3rd quartile. SD Standard deviation.

Q1 1st quartile.

x3 BAAKHICE T HERREEDN—R 5 1 U4 (FAS)
Dapa 10 mg Placebo Total
(N=164) (N=179) (N=343)
Subject characteristic
Serum Creatinine (umol/L)* n 164 179 343
Ql 81 85 &3
Median 97.2 100.8 99.0
Q3 121 123 122
eGFR (mL/min/1.73 m?)° n 164 179 343
Ql 50 49 49
Median 66.0 64.0 65.0
Q3 81 75 77
Mean 65.1 64.0 64.5
SD 18.0 18.3 18.2
eGFR category n 164 179 343
(mL/min/1.73 m?)
<30 1 (0.6) 0 1(0.3)
30-<45 25(15.2) 30 (16.8) 55 (16.0)
45- <60 39 (23.8) 41 (22.9) 80 (23.3)
> 60 99 (60.4) 108 (60.3) 207 (60.3)
CONFIDENTIAL AND PROPRIETARY 13(25)
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x3 BAAKHICE T HERREEDN—R 51 U414 (FAS)
Dapa 10 mg Placebo Total
(N=164) (N=179) (N=343)
Subject characteristic
Serum Potassium (mmol/L)? n 164 179 343
Q1 4 4 4
Median 4.3 4.3 4.3
Q3 5 5 5
Serum Sodium (mmol/L)? n 164 179 343
Ql 137 137 137
Median 139.0 139.0 139.0
Q3 141 140 140
Blood urea nitrogen (mg/dL)* n 164 179 343
Ql 16 17 17
Median 20.0 21.0 20.0
Q3 25 27 26
Haemoglobin (g/L)* n 164 179 343
Q1 122 119 120
Median 132.0 133.0 132.0
Q3 143 144 143
Anaemia
Men: Haemoglobin <130 g/L n 140 151 2901
Yes 52 (37.1) 57 (37.7) 109 (37.5)
Women: Haemoglobin <120 g/L n 24 28 52
Yes 8 (33.3) 13 (46.4) 21 (40.4)

Source: Japanese Sub-population Output % 14.1.7.4

a

The last value on or prior to date of first dose of study drug.
b The mean of eGFR at enrolment and randomization visit calculated from central laboratory creatinine value.
n is the number of patients with non-missing data and the denominator for percentages.

Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate. FAS Full analysis set. Max Maximum.
Min Minimum. N Number of subjects in treatment group. Q1 Ist quartile. Q3 3rd quartile. SD Standard
deviation. T2DM Type 2 diabetes mellitus.

2733144 BIERE

R NRHY 72 BEAE IR S VAR (3% 5-8E [ CRIERCTo - 7= (Japanese Sub-population Output
# 14.1.6.1, £14.1.62 #2W) . EELPEARELOFNELHT 2 EBEOEGIT. BARNER L
BREM T L CRIfRECH -T2,

273315 GrRAEZRVABREDESTIRRE

2.7.3.3.1.51 RZEH

HEEL BT T RFIZB DT HARAERDO TR TOBEFIIEAMRICBITLHA RTA 12hE->T
HFrEF OFEHERIE 2521 Tuhe (38 4) . W GREEIR T, B D 86.0%7% ACE BHEEHE 1%
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ARB %, 94.8%75 BEMrIEZ | 52.8%7° MRA %, 86.9% 3 FR¥EA K G INTE Y | FIRIEDOH
TIHNV—TRREN RS Z 0o T2, 728, A TIIARBREMEFIZIX ARB, X 7Y 74 v U MHE
B (ARNID) & A NT TV UNIRIKH CThH o Tz, BIELBIUTITREO ODARRIRESEIL, 5T
FlEECT&H Y (Japanese Sub-population Output 3% 14.1.5.2 &) | HANEM & SREH CHERSE
BIL TV, HARAERTMRA NG SN TW-BEDEIS (52.8%) 1%, &FER (71.0%)
L LTk o 72,

BUT, YZRBRICBIT 52 BARNEMIT, AFIZBIT 2 DR EOEMERFE 21T T D —KD
HFrEF A& 2 E£THHEM EE 2 b,

x4 BAAKHIZE T 5 EELBFITRODLDFEEEE (FAS)
Number (%) of subjects
Dapa 10 mg Placebo Total
(N=164) (N=179) (N=343)

Treatments
/ACE inhibitor (ACEi) 83 (50.6) 77 (43.0) 160 (46.6)
/Angiotensin receptor blocker (ARB) 63 (38.4) 75 (41.9) 138 (40.2)
Neprilysin inhibitor/ARB (ARNI, not approved in Japan) 0 0 0
Beta Blocker 153 (93.3) 172 (96.1) 325 (94.8)
Mineralocorticoid receptor antagonist (MRA) 89 (54.3) 92 (51.4) 181 (52.8)
ACEi or ARB 145 (88.4) 150 (83.8) 295 (86.0)
ACEi, ARB or ARNI 145 (88.4) 150 (83.8) 295 (86.0)
(ACEi, ARB or ARNI) and Beta Blocker 135 (82.3) 143 (79.9) 278 (81.0)
(ACEi, ARB or ARNI) and Beta Blocker and MRA 75 (45.7) 71 (39.7) 146 (42.6)
Diuretics 138 (84.1) 160 (89.4) 298 (86.9)

Loop diuretics 120 (73.2) 144 (80.4) 264 (77.0)

Other diuretics® 102 (62.2) 109 (60.9) 211 (61.5)
'Vasodilators 19 (11.6) 23 (12.8) 42 (12.2)
Digitalis glycosides 15(9.1) 13(7.3) 28 (8.2)
Ivabradine (not approved at the time of study in Japan) 0 0 0

Source: Japanese Sub-population Output % 14.1.5.1

& Other diuretics include Mineralocorticoid receptor antagonist (MRA).

This table includes medication with at least one dose taken before date of randomization and with no stop date
before date of randomization.

Dapa Dapagliflozin. FAS Full analysis set. HF Heart failure. N Number of subjects in treatment group.

ML Z T, — O BE TITOARITH L CTEEESRIZ DR (Thbb, LlEEFE
HRIEER S ES [CRT-D] | DR R E~— A A —7 [CRT-P] SUFHEIA A ERA B 45
[ICD] ) 2MThh T, EREERICEDIBREZZIT TOLEZEORIGIX, BG5HEM CREET
& 7= (Japanese Sub-population Output % 14.1.7.2 &) ., HARANEMIZE T 5 ICD OfFEHEIS
(6.7%) 1., 2L (20.1%) &L TR, o7z,
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HANERICIIT S ACE BLESE, ARB. B W& " MRA OFEHEIG X, AT 50 A
NZ A OREERFRICIE- T, BB 23 L CTX—RT7 1 > LFRERIZE > 7- (Japanese Sub-
population Output % 14.1.5.6 # & R)

A ARNEMICE T D IEOAREIRRIEOMERHEIAIL, HG5HEM CREE THY  (Japanese Sub-
population Output & 14.1.5.5 &) | L CEAEER EFELIL T\, XTI FUNRTF
X —+t 4 (DPP-4) PHEIEOMHAFIA L, AARANEM (28.0%) DOHFBBMAEERH (8.1%) LV b
o723, DPP-4 BHEFRIIAFR TIIEABE DRV T2 DM IGRIETH 5,

2.7.3.3.2 EAMMEABRDIER O LR ET

PUFOIA T, DAPA-HF i BR D A NERICIS 1T 5 EEFHEE B & ORIRPIRHEE B Rk 5%
LT 5, SNEMICE T AT L REOTT L - HiEE#EA L, 2207048 Lo p ik
W OS%IEHEXE (CD) LA TFTORFIR L, HARANERIIK U THRIER 22 R E X550 L T
BOT, LEERo T, T XTOMMTITFLRAZ2RE R & U TR L 7=,

273321 ABHIHOHEERDEH

DAPA-HF 5k D H A NERNCIS T 2 FERHMMIE H X OEIRAIEHEE H OfE R ES) 1L, Wi
NHBEEMORER L —BHERRD N2 L6, T XTOFMEB 2BV TREERH OfE 5
IFEARAEMICHY TEFESL EEZ DN,

x5 BAAKHICE T 5 EEFHEE B R UEIRTEE B OB DFETOBE
(FAS)
Dapa
10 mg | Placebo
(N=164) | (N=179)
Comparison
Type of between 95% p-

Variable estimate n2 n2 groups Cl | value
The composite of CV death, hospitalisation | Hazard ratio 24 39 0.63 (0.38, 10.0732
for HF or urgent HF visit 1.05)
The composite of CV death or hospitalisation Hazard ratio 24 39 0.63 (0.38, 10.0732
for HF 1.05)
The composite of recurrent HF Rate ratio 32 63 0.54 (0.32, 10.0268
hospitalisations and CV death 0.93)
Change from baseline to 8 months in the Win ratio 160 172 1.37 (1.09, 1 0.0069
KCCQ total symptom score 1.74)
The composite of >50% sustained decline in | Hazard ratio 0 6 - - -
eGFR, ESRD or Renal death
Death from any cause Hazard ratio 13 19 0.73 (0.36, 10.3808

1.48)

Source: Japanese Sub-population Output % 14.2.1

a

n is the number of patients with event for time to first event analysis (hazard ratio estimate), total number of
events for recurrent event analysis (rate ratio estimate) and the number of patients alive at 8§ months in the
analysis of KCCQ.

A hazard ratio <1, a rate ratio < 1, or a win ratio > 1 favors Dapa 10 mg.
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CI Confidence interval. Dapa Dapagliflozin. eGFR Estimated glomerular filtration rate. FAS Full analysis

set. HF Heart failure. KCCQ Kansas City Cardiomyopathy Questionnaire.
treatment group. ESRD End stage renal disease.

N Number of subjects in

273322 AEHHOIEFMEEE  DOEEXGOFRLA Rk

AARANERZEBNT, 7T7BAR LKL T, #3270 782 3bE LT LARA X b
(DAEIZE D ABEUT DA L 2BAZE) OEET Y FRA » FORARZIKT S
(IHF— Rt 0.63 [95% CI: 0.38,1.05] )  (Japanese Sub-population Output [X] 14.2.2.11,

F 14221 2B , X370 7P UK OT T2 AR CLME T OARRA R N AR
L7ZBFEHIIENEN 24 FIR D39 B TH D, 100 A+ o721 DA N MEBRITENEI 9.9
KN 16.1 ToH 7= (Japanese Sub-population Output 3 14.2.2.1 &)

A A NEMIZ 31T 2 DILEFE T OREA X FOBEA T RRA > kO Kaplan-Meier #ifi %
EU 7

HANEMIZBIT A EEEHAET RARA b 3 ERORFEFIL (Japanese Sub-population Output
# 14221 22W) | EFEHOKRLFEKTH T,

2 BARAEHIZS TR DMERIIEIOLDAREARY WS HIEFEEEIFRAI Vb
® Kaplan-Meier #iff (FAS)
34
. events/N
324 Dapa 10mg 24/164
30|====~~" Placebo 39/179
28
26
M4  sescessessssses
22 -1
o° 20 ~ '
o
Z 184
-_:E- 16 4
=
o 144
12 4
10 +
x —
(‘ -
4 -
> HR (95% CI) p-value
DvP 063(0.38.105) 00732
0+ T T T T T T T
0 3 12 15 18 21 24 27
Months from randomusation
N at nsk
D 164 162 160 158 151 138 90 30 1 0
P 179 167 160 152 145 133 93 35 0

Source: Japanese Sub-population Output 14.2.2.11
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N at risk is the number of subjects at risk at the beginning of the period. 1 month corresponds to 30 days. 2-
sided p-value is displayed.
HR, CI and p-value are from the Cox proportional hazard model.

CI Confidence interval. Dapa Dapagliflozin. D Dapa 10mg. FAS Full analysis set. HF Heart failure. HR
Hazard ratio. N Number of subjects. P Placebo.

2733221 FEFHMHEEBEBEDOREDH
AMEDOARIKRD 2733221 HESR I -0,
2.7.3.3.2.3 AxMHEORIXRKEEMIER

2733231 DOEERIIDAEIZE D ARDHIEFERE TOHIMRE

AARANEMIZBWT, 37 7a v, DIEEXNIOLDAEIZEAARDO ) 27 KT &
7= (K3) ,

3 BARAERIZH T2 D0ERIIIDFLICEDIARNSHEEIEEIY FRA Y LD
Kaplan-Meier Bh#& (FAS)

36 4
34 4

events/N
Dapa 10mg 24/164
Rl | EEEEEE Placebo 39/179
30

28
26 -
u4d  .ecesssssssssss

o

20 ~
18 -
16 -
14+

12

Cumulative %

10 4

HR (95%CI) p-value
DvP 063(038, 105 00732

1] 1] 1] 1] 1] 1] 1] 1 1]
0 3 6 9 12 15 I8 21 24 27

Months from randomuisation
N at nsk
D 164 162 160 158 151 138 90 30 1 0
P 179 169 160 152 145 133 93 35 0

Source: Japanese Sub-population Output [X| 14.2.2.12

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

CI Confidence interval. Dapa Dapagliflozin. D Dapa 10mg. FAS Full analysis set. HF Heart failure. HR
Hazard ratio. N Number of subjects. P Placebo.

2733232 DMEFRECDLAEICK D ABDHE:

HARNEMICBWNC, #X7Y) 7uv i, 78R EEL T, DIELEL VLRI ED
ANBEORIN SR DEET Y FRA » DA Ry M EEBD S8, DA XTI OAREIC LD
ABEOMBUIZ T 7a P U BETRBER DT T RBET 3 HETHY ., 100 A - FEHTZD DA
ARy MEHER (FxFY A7 0.54 [95%CI : 0.32,0.93] ) 1ZZNF4 129 (X240 THoT=
(#e6) ,

BIVRAIRHEIE E & L COLME IR NDAREIZ LA ABEORE ORI, BARAEM L 2FE
FICT—ELTW\Wk,

=6 BARAKHAIZE F500EREXTOLDARALICEDAROBEN L EEET Y FRA
v b OfEHT (FAS)
Dapa 10 mg Placebo
(N=164) (N=179)
Rate/
Number | Event | Number | Event | Hazard
Variable ofevents| rate |ofevents| rate Ratio® | 95% Cl | p-value
The composite of recurrent HF 32 12.9 63 24.0 0.54 (0.32, 0.0268
hospitalizations and CV death 0.93)
Recurrent HF hospitalisations 20 8.1 48 18.3 0.45 (0.23, 0.0215
0.89)
CV Death® 12 4.8 15 5.6 0.85 (0.40, 0.6720
1.82)

Source: Japanese Sub-population Output % 14.2.3.1
a Hazard ratio for CV death as an individual component is derived from Cox proportional hazards regression.
Event rates are presented as the average number of events per 100 patient years of follow-up.

Rate ratio for Dapa 10 mg vs placebo, confidence interval and 2-sided p-value are calculated from the LWYY
proportional rates model stratified by T2DM status at randomization, with factors for treatment group and history
of HF hospitalization.

If HF hospitalization and CV death occurred at the same day, then only the CV death is counted in this table.

Dapa Dapagliflozin. FAS Full analysis set. HF Heart failure. CI Confidence interval. N Number of
subjects in treatment group. T2DM Type 2 diabetes mellitus.

HARNERDZ X7 ) 700 U FE RO T2 REICB T 2R F o#iRE H7- 0 O AR
X 412”7,
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AstraZeneca

X 4 BAAERIZEFTAIDFLIZEDARED/ V354 M) v HEE (Gosh and
Lin) DO#EFFHERE (FAS)
| Dapa 10mg — — — - Placebo |
|
|
|
0.4 |
|
-
|
- —
: r
£ 03 s
7 ’ - —f
2 s
" -
- .
-4 s
ey -
o - "
3 Y ;
2 r
- L, -
Z. J’,:
—
0.1 4 —r r=
,
!-"J
T !
> -
~
() () L] L] 1] L] L] 1 1 L
0 3 6 9 12 15 I8 21 24 2
Months from randomusation

Source: Japanese Sub-population Output [X| 14.2.3.4

Dapa Dapagliflozin. FAS Full analysis set. HF Heart failure.

2733233

8 W AKMD KCCQ DIEREBEHAIATDA—XFA Uh b DEIL

HANEMIZEBWT, KCCQ DIERAF AT 22 EO-HATHMEEE & L, BN % H
W58 50T (ANCOVA) THENT LR D, 78Rl LT, #)7) 7a v qil
AeEREWESE (£7) . BIRWGHMEEE TH 5 8 1 HEFD KCCQ DIERAF AT D

R—=2AF7 A4 nbOEE, BRANER E2FERT-HL TV,

AARNERIZ I T, SER OB K OBEAEE O 7 3 BRI 22BN R 5 L TR Y
(Japanese Sub-population Output % 14.2.4.1 ZZH) | BEEMFOFER L FEETH > T,
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=7 BARAEHIZE T2 KCCQ DIEKREFHRAIATDR—RSA4 UL DELDIERLIZE D S f## (FAS)
Dapa 10 mg Placebo Difference between treatment groups
(N=164) (N=179)
Time point KCCQ score n n Win ratio 95% ClI p-value*
8 Months Total Symptom Score 160 172 1.37 (1.09, 1.74) 0.0069
Symptom Frequency 160 172 1.37 (1.09, 1.73) 0.0071
Symptom Burden 160 172 1.37 (1.10, 1.72) 0.0060
Clinical Summary Score 160 172 1.43 (1.13, 1.83) 0.0033
Overall Summary Score 160 172 1.44 (1.13, 1.84) 0.0034

Source: Japanese Sub-population Output % 14.2.4.1
n is the number of patients alive at the analysis time point.
* The p-value is obtained from a rank ANCOVA adjusted for baseline KCCQ score and stratified by T2DM status at randomization.

Change from baseline to the respective assessment time point is converted to ranks. Patients who died prior to the assessment are assigned worst ranks.
Among the deceased, the relative ranking is based on the last value of change from baseline while alive.

Win ratio > 1 favors Dapa 10 mg. Win ratio estimates include baseline KCCQ score as a covariate and T2DM stratum.

Dapa Dapagliflozin. FAS Full analysis set. CI Confidence interval. KCCQ Kansas City Cardiomyopathy Questionnaire. N Number of subjects in
treatment group. T2DM Type 2 diabetes mellitus.
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HAaATNR—=RT A4 5 S5KRA L ML ESELZE

FHOEIGIX, 77 R LT, X7 T a P B ETHENo T () . KCCQ DIERE
RTINS HRA L P BB L BEOEIRIL. T RRBEE LT, FT) T a Y R
TN -7 (£8) . AARAERNZEIT D KCCQ DIERAF A 27 O T L, 2L
DOFERLE—HL Tz,
=8 AARAEHIZE T 8 HAKT KCCQ DIEREFTRA 7 ICERIRIIIZERD H 5HH
EXFEENBEOoN-EBEEZDEIE (FAS)
Change from baseline at Dapa 10 mg Placebo
8 months: n=1612 n=1722
Improvement n (%) improved® n (%) improved® Odds ratio | p-value
(95% ClI)
>5 points 93 (57.8) 77 (44.8) 1.30 0.0171
(1.05, 1.62)
Deterioration n (%) deteriorated® | n (%) deteriorated® Odds ratio p-value
(95% ClI)
>5 points 47 (29.2) 73 (42.4) 0.75 0.0149
(0.60, 0.95)

Source: Sub-population Output % 14.2.4.3 2 5K 14.2.4.4
®  Number of subjects with observed KCCQ score or who died prior to the given time.

b

Number of subjects who had an observed improvement of at least 5 points from baseline. Patients who

died prior to the given timepoint are counted as not improved.

¢ Number of subjects who had an observed deterioration of at least 5 points from baseline. Patients who

died prior to the given timepoint are counted as deteriorated.
Odds ratios are obtained from logistic regression with baseline KCCQ score as a covariate and T2DM stratum.
Odds ratio > 1 favors Dapa 10 mg.

Dapa Dapagliflozin. FAS Full analysis set. CI Confidence interval. KCCQ Kansas City Cardiomyopathy
Questionnaire. N Number of subjects in treatment group. T2DM Type 2 diabetes mellitus.

2.7.3.3.2.34 eGFR®50%LUEDHHEHLTIET. RABFTT2~DBITIIFIET

DHEEFHHEE OYEIFEIE E TOHM

AARANEFIZIBWNT, #R7 ) 7P U TBEGT Y RARA V FOA 2 ME 0o #i,
RHET 6 151 Tdh >7- (Japanese Sub-population Output & 14.2.5.1 &) |

2733235 £%T GRAEZMEDLLELY) FTOHM

AARNERICEIT 2838 T GERZ D7) VA7, 7T BRBELHERLTH 7Y 7r
VURETHEMERCAR D o T2 (K5) o 7Y T a P RO T e ARBEEOE T TR
BHEERI9FITHY . 100 N« Fb7= 0 DA X2 MEBREFZENENS52 KLDVT7.0 ThoTz

(Japanese Sub-population Output 3% 14.2.6.1 Z %) |

AANERICBT DRI, BL TREERORRLE —B LT\,

77k
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5 BARAKHIZE ITHLET GERZMHLLY) O Kaplan-Meier iR (FAS)
24
events/N
23 Dapa 10mg 13/164
------- Placebo 19/179
20
18
16
& 14+
2
E 124
z -
':: 104 P
8 R ¢
6 -
a4 el
2 HR (95%CI) p-value
odr—"----- DvP 0.73(0.36,1.48) 0.3808

T T T T T T T T T T

0 3 6 9 12 15 18 21 24 27
Months from randomusation
N at nsk
D 164 162 161 160 158 144 9 36 1 0
P 179 178 174 170 166 154 110 43 0

Source: Japanese Sub-population Output [X] 14.2.6.5

N at risk is the number of subjects at risk at the beginning of the period. 1 month corresponds to 30 days. 2-
sided p-value is displayed.

HR, CI and p-value are from the Cox proportional hazard model.

CI Confidence interval. Dapa Dapagliflozin. D Dapa 10mg. FAS Full analysis set. HF Heart failure. HR
Hazard ratio. N Number of subjects. P Placebo.

27333 HREMAICE T LHERDLEER

2.7.3.3.3.1 FEIMEBEDY T HIL— THEH

AARNERICIBN T, Fili (65 mlh B, 65 imcAdl) . M, T2DM OFHE, RX—2 T A I
? e¢GFR (60 mL/min/1.73 m? A3, 60 mL/min/1.73 m? PL &) CTERS MMM 21T - 7=k B %
Japanese Sub-population Output % 14.2.2.3 (27”7, A X2 MR+ TIERW =D, 2 OfEHTHRE R
PO AEEL 2 EIFTERNY,

2733311 HFEF DEEEDERICLKIEIEEEIVFRA U DY TJIL—
TR (FRET)

AMEDORKRD 2.7333.1.1 HAESHINIZ\,
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2733312 HERBRUVBHEEOREINOEEESIVCRRA LV DY TS IL—
TN (BRI

2.7333.1 HE B,

273332 BERBMUEOYITVIL—TEHF
273331 HEBH,

2.7.3.3.3.3 EIRMIFHEIER OY T IL— TR
AMEDOARKRD 273333 HEBRE NIV,

2734 WAL - RECET SERKRFERD AN

2.7.3.4.1 HERZE - BAE

EMERERE XX T2DM O X 9 PR B &2 9, HFEF OH#EEHE - AEIZE A7) 7ay
/umg®1alﬁ&ﬁf%éoEKA%%K%H%%%&E@@% BT DR B AT, B
RIZBE 3 HHHE M OfE 2.5.4.1.4 A BB I -0,

2.7.3.4.2 #REEL - A2 EMIT50BET—4

B DA RITAMEEEAZ B KT 2 & ThRAICEE L, TOTHRIZZDOO TREKNEET, 2
AR E T2 bHD, TDH, ATRERR VB AREOSMEEZ M2, THRESESYE
HZENRREBEETHY , EWIBIRTIL, e EORBERRLNRVRY . ARMENRHEFEIC
HECEIHEBEEZBIRTRETH D,

X7 7a Y% SGLT2 BHEIZ LV | LRI 231 2 RERIKIEIEI N D D 7 /v 2 — A
EF MU T LAOEWIN A RO S, RP 70 a— 2kt L EEERRE b5 L LB
PRAME B RERIA T 4 — RN 7 2SS, BERERENELZRTSEL2EEZ2 6N TW5D,
DELIGHT #%% (Pollock et al 2019) D#EREMN S MPHE FIEAIIKFE L WRFT T VT Iy /7
L7 F =2t (UACR) OIETFIEH & eGFR O—@MEDIR FERNERD Hiv, 2 b OEHILE
SRERIR T 4 — RN ZIC K> TERERENENME T LR EE 2 DN, BIREERZ BT S
LD TH-o7-, T2DM BEFIZHIT 5 10 mg £ 51D UACR K FEM., IJFAE FIEM. (KEK FE
FIE, Smg G L TURE-BLTEWIREZR LI, #3870 7 a2y o REJHER T
T2DM B & A TlEZ OHtRIZR 2 2 b 0D, Z o HEIHHRIZFHBVT 10 mg TIEM
D RAL LTz, TR AT LAEEZET LNLOTFRNICB VT, BELARERE TE LR
DONDBEHREME T LIZEETH, BNFNRTA—Z—ZXT X7 7a v Ol &EKGF
PEDY 2.5 mg 726 10 mg OHEIPH THRIZN D Z & DREB ST,

HERISIZOWTOZELZIL, BRICE T 2 Ml OMiE 2.5.4.1.4.1 HEZ SR I 20,

DAPA-HF i8R CTlE, 18RV A R T A it » TOREDIBRN 431247 T 5 HFEF B
FIZHERTY)7arr 10mg ## 5 L L&, DMEEL VL AEELDOY R 7 B RE LT L
TEY ., LASERIZK U CRFZHAE RN OBRNEROH DK 7 4 v ERHLILTN T,
UHANEX, T2DM OEHFOBEEIZEDL L FTRD LTV,

DAPA-HF B 0 H A NERNZ 1T 2 A 230D I E B & OBIWRAIFERE B OfER1T, v
#m%%m REMOREFR E—H LW e, BARAERICBWT, #3270 7oy uid, OnE
ITODAREA R FOEEARX IO Y A7 EREHE L Tz, BAANEFIZKIT 52T
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GERZ D7) O & KCCQ DIERAFFA 27 A & L EROSGE X, 2L T
BERINEHEREBELTW,

Fhe, F7 ) TuV OB 1T 7 A, LT HANER & AER TRETH -
Too AARNERNCET DX /37 Y 7r Y 10mgl B 1 RGO RAEETIRETH Y | Hic i
Stk EOWRAITHER SN o T, ZANE EOBRMT S mg (W L7z HA N BH AR5 |
Bl (0.6%) &/ D7pinoiz,

AARNEMIZB T 2 HIER L EEORE R IT, RFEEROFRLE B LTEY, BAA
HFIEF B#F 28N T, #3707 u v 10mg BRGNP RUBRIRT 4y h-URT - Tr7yA
NERTDHZENRINT, Lied> T, BAAN HFEF B Sk 2 BRRHESE S - F&IE, iF
SNLFBRICE 7Y 7a v 10mg® 1 B 1 EESRAEYTHD EE2 LR,

2.7.35 R OFE. MM

HANEMIZIIT % PACD £ TOBBIF O P RMEIL 18.8 B (#ilH 0.5~253 B H) ThH-
7= (Japanese Sub-population Output % 14.1.10 Z &) , FEFHMIHEE D 100 A - F£H72 0 DA X
VREBLERIT, X7V Tu P RET99, T BAREET16.1 ThH o7 (Japanese Sub-population
Output # 14.22.1 #ZM) ., T LORERIT, BEEFOFRRLFEAKR TH o7, Lien>T, H
ANERIZB W T ORI AR 2@ L T, ARMEO EZEREHE B ORNERT D Z &iTRn
EEZHN (K25 |
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F2& CTD OH=
— WL ERT Y oY ae L 7)) a—uKn
e |

274 BEERMEZEM
T+ —H8E

KEBHIFLH S NG RITR DHERNTT A b T B D RASHITRE L E 3, o FERTOK
R S KB OB ZMICHRT 2 Z L3N TVET,
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27452 FREITEEERR ..o et 28
27453 = b S = == SRR USROS URRRRRRRI 28
27454 DR R R R B DD (0 oo 28
27455 B T S e 28
27456 =T == USRS R SR URRRRRTI 28
27457 N N R N S x-S RS R 29
27458 BEIEIEER R U RIS 3 A NI REDIEE ., 29
2.7.4.6 TR T A oottt ettt et et 29
2747 ek e P o [ B 2 SRR TR 29
Ed=P/N
=1 RN EEERDOEN (REEEITHRE) e, 10
®2 EEGCHEEZ (EARER. HFHEE 0.5%LLE) : on-treatment 8] (&M
BT X R EE ) oo ren e 11
=3 BERECKRSRIEICE>-HAEER (HEAER. HHRINE 0.1%LL) : on-
treatment #] (BRI XTI EREER) oo e e 13
=4 AEERDEN . R—X 54 VEHOHERFREHOFER (REMEITIRE
1) ettt ettt et ettt e et e e e e e en e en s 20
=5 FEZZDEH  R—XS54 VBN eGFR Bl (REMRBFTHRER) ... 24
=6 RKEERLVETERT IHIEEER. BEEERRUEBIIOAEEZRDEN : 65
BT (REMRIHTXTREER) oo e 26
=7 RKEERLVETERT IHIEEER. BEEERRUEBIIOAEEZRDEN : 65
B (R MERETRTREER) oo et e 27
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B ERUVEMRE &
AN S 5 W8 R O P AR 2 B T IR

BERUVEMAE FAEEDEREA

ALP Alkaline phosphatase : 7 /L WV RA T 7 X —F

ALT Alanine transaminase : 77 =7 /) N7 AT =T —F

AST Aspartate transaminase : 7 A/XT X UEET I ) N T AT 2T —F

BUN Blood urea nitrogen : [fi.H R %%

CSR Clinical study report : JEERFAEHE

DKA Diabetic ketoacidosis : $# /R~ k 77 Y R—T R

eCRF Electronic case report form : &5 1 i #t 52

eGFR Estimated glomerular filtration rate : H£5 % ER (A8

EMA European Medicines Agency : BRI =3 5T

FAS Full analysis set : K O Rk G4

HbAlc Glycated haemoglobin : ~E 7 1 £ Alc

HFrEF Heart failure with reduced ejection fraction : £ =EBEXH=ROIX T L2 LA

MedDRA Medical Dictionary for Regulatory Activities : ICH [ 5 [% 3 FH 5k

NT-proBNP N-terminal pro b-type natriuretic peptide : N Kim 7" =it (BH) F U v
LRRARTF R

NYHA New York Heart Association : = = — = — 7 e

PBRER Periodic benefit-risk evaluation report : FEMHI~K 7 1 > § - U 27 Gl
=

PRAC Pharmacovigilance Risk Assessment Committee : 7 7 —~ I BT T & »
U 27 HhZE S

SGLT2 Sodium-glucose cotransporter 2 : 7~ U &7 A « 7L 22— ZILHREA 2

T2DM Type 2 diabetes mellitus : 2 B R Jp

FAEE DR EA
R R BA

FEHETEE DAPA-HF BRI A AN BTz B3 1%, & [E D HFrEF ORI A R
T A AN TAFHEBIR AT T,

HEL/E S AW TVRBREE & 1%, BAEREN I SnicisiR (Tabb, ¥ 37

J7ryr10mg XIT778R) 24579, MERTIEIP LW Olgs%
AnTnag,

DARAA 2

TEFHMEEAICEZEND OARIZE D AR T AR I 58
X)LV 2ODEREHET ANV b LRELT D,

DECLARE

DECLARE-TIMI 58 3% (D1693C00001) %457,

DARIZE D ABE (F53€)

DARICED A (WIRIKROHEIE) 287

AR

TEEIW DY 27 Lia 5 HERREIET,
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AETSET SR
E1/IERE GRBRES. AROBH. # 5 HNORHSH)

AstraZeneca

AERES AERDB 55 5 BN D ELHIH AT
D1699C00001 DAPA-HF 53.5.1
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2.7.4.1 EELADIRE

2.7.4.1.1 BEAZT MM ER VR EMRBR OS]

FERAIZ VBT A A E L, =2 —3 — 27 DEHS (NYHA) (DEERESHH TI~1V D2 5= ER
HEOIKT L7200 AR4e (HFEF) BEICxT 5437 U 7a v (Forxiga™/Farxiga®/Edistride™")
DLEEMER OB ZERT 2D Th L, LML, 5 W ALILET ¥ b L5 5k
(D1699C00001 7%, LA, DAPA-HF iflik) OF — Z (2SN CTHEhi L7z,

ZRT Y 7alrOReERT a7 7 A, 28R (T2DM) e E L7437 ) 7
0y OAGRHEE &, FOROBEKRRRT —% (FHARLLET Y N8R TH D
D1693C00001 #&5% [DECLARE &8k, HBEEL 17000 N, BHAHIE 424, #37) 7P~
DIETE 30623 A « FEICHY] Z25Tr) MOYRERTTIRE T —Z ICHRS &ML LTV 5,

DAPA-HF #5121, T2DM B HERERE E 72 C O A IHEAL AT 5 B % & Te. HEEF OfFER
7R IEE RN BER S 72 (McMurray et al 2019a) . DAPA-HF #ERI%, HFrEF FBF IR 1T 5 48
7V 7aYrORENRT T 7 A )VEFEICEHMET 5 5 2T, Ho7eBEE (4744 FIHNEEZE
fHr&nie) KO8 EME (X370 7a o r ~Oi@ENMo R RE 178 7 A) Tho L
Exbhbd, TR UL v a—2 kiR 2 (SGLT2) FHEANCET 524t Eok&FHE
E LT, FRICIRERCD . B FES, I 6I2, BERF O X 57 HFEF BF CREIN5 A
EEBICOWTHET LT,

274111 REMT—FIZAVERRKREER OB

DAPA-HF &%, event-driven, ME/EX(, “HEMR, 77 vAxH, & N, [ERRILEZHR
TH Y, NYHA LDHEEESEH II~IV O HFrEF B 2 %4102, BEERIFICHZ /X7 ) 7a 2 10 mg
BN E EOODMEEUILAEA R FOTEEFEET Y RRA LV Mkt 58847 5%
R &R D X O ICFEHE L7z,

AGRER ORI REMZIT T2DM BE L OIEFERIFRBE NS ENDH 720, BIELEIFITRFCEEZ
BRIEIM T L, MREMNODAEEBE2ERERETILOTHDL Z LEEHEIZT HT-0DIZ,
T2DM BEDEGZE=H# ) 7 LT,

Z @ event-driven BRI, 20 U [H, 410 gk CEM ST, BE 4744 FINELELIZEID 4175
. BRI EERMENTICE D bz, ARBRO TEEMBYIFILI3 VHTH Y, REHEOF
JUEII A7) 7a P U TII8 WA, 778 REETI17.6 W H THHoT-, 1R T Fhix L.
FETY RARA  FORBNBEES (844 1) (TET D JRBIE T H) TR LT,

DAPA-HF RBRIZHOW T OB IL., BRI ZIME 2.732.1 AR I LZ0,
274112 &K LF-ZEMHTEIEB R UEES %

2741121 WRELI-ZE&MFFMHEER

FRTY T a Y OREMRORAEMET, BERAERR, RREORGPILICE - AER
%, HETREEERER, BREORGRINICE - - B EFL R OBRICE > - A EFRIL I
AR B ML A T B 381 5 28I 3D 2 R L7z,

HELRATFFRONENEIL, FERER (Visit1) 2 bRk ETL Lz,

! Forxiga™/Farxiga®/Edistride™ (¥ /X7 ) 7wav ) ZT7 A NTFTERXI I NV—TDOEETH B,
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FEELRAFFRIL, UTICEETL2HA0ORNE LT,
. RBRIEOR G- IICE - - A EER
. ERT RS AERER
—  IRIRERD R D
- HBhEEER
- BERIES R TV R—v A (DKA)
- HEORMEFES
- BT
- UM E - FEES
- THOW DU 27 L HEFL @iEFES)
. BAER Ty R A > b
. TBBREE OG- PN E - - A HEFESR
. TR OB E > - FEFG
HHEELRAFFRONELMIT T N TEEZEITT (Visit2) NOREORIEE ETE L,

R ED 2 R 5 EHG, BEESRES, FITAOTREUKOY 27 L GEHS (Hi
JkHEL) 1T, HONUDERLT-EAREDOY X MIESXHE L7z (DAPA-HF R 1EBR ARG
H# [CSR] # 14.3.14 &)

. R R 2 s 3 58 HFFGITIT, AR OWiK 722 & O OSER &2 & T,

o HBEHERI, EAFOSMEEEZ ST ICH EEREHEMFEE (MedDRA) @ SMQ
SRR R TarERE A4 ORARGERZYLT D,

. TR DY 27 L7 5 EFHS (RikHESR) (254 5 AR, BNESRS T
(EMA) O7 7 —~ab v I A« JRITFMIEZEES (PRAC) IZXDEESH T
%,

PRGBS, PERREL R N7 )V = m BE NSO D FR I, FANIHRE LT EAGTED Y R Mok
DEEFE LT,

HEFLIL MedDRA Version 22.0 Z# W T — R L7z, AN RAREHEES (WHO) Drug
Dictionary \Z9EWV ¥ L 7=,
2741122 HRAFE

T _RTOELER 2 DKA £ X2 NI, M. L7- DKA HIEZES (FRA Xy MNUEZES LT
BOEES) DER T Calfli L7z, DKA IZBT BIHHROIEE, Bk, HIE AL s o T
JIEIZ > Cik DKA HITEHFEE (DAPA-HF #&BR CSR 8% 16.1.13 25 08) THE L7,

HHOPF YL EDOZEHIZ OV TIX., DAPA-HF 5k CSR9.7.1 HHAZ SR I -\,

2741123 #HEHEETFEE
LM DOFIT 2 MR SR (2741124 TEBR) x5 E Lz,
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HHRERIZOWT, BERAEFFLRLNEGREDOKR G P ILICE - G HFFR OB O
BEIE %, MedDRA IZ LY 22— FME L HEEZ W T, 8B BIR B OSEAGERNC BRI L7z,

HEHITREFEFRIIENNCRF L, AEFEFRONE (EERAEFR, BREORGH I
B ST AEFR, BREOREICEST-AEFEFR, BRIEORGFEICE-T-FEFSR) | &
JiE B M ONBBRFE Y EERNIC X 2 IR BIROHIE Z L2, HERTREFEFHEL OIS OS5I E
AERERM U, Flo, ERED LICRBEIEG 245 L, DKA HIEZBSIZ X 5 /EHI72 DKA
A X s OHERE TR A VT DKA O EZE A fifh 2 30 L 7=,

FHRMHTE LT, RX—AT A VEFOFERIFEIFOAE (T2DM B3 T IERERIFAE) B O
NR— 2T A W OHEFRERIRIEEME (eGFR) (45 mL/min/1.73 m? K. 45 mL/min/1.73 m? LA b
60 mL/min/1.73 m? A5, 60 mL/min/1.73 m?> A E) BNCH T I —7 2L o222 234 L 7=,

F o, REEIEG K OSBRI O EE A EFR L RO G FIEICE > -G EHRITON
CIBNNEAT & Ehii L7,

ATEDHEFERIZONTIL, BEFBOFERIIMZ, BE—AH-VEREIOREEL T b
THREAMEEFR LT,

KBt BIZH T D iR A LR E N MR (eGFR 25 Te) OFFRLINRN—R T A L))
OO LA, BEE, PIME, EERZE, Rk OO NAE % & e Rl F it & 2 W TR GRE
BNZEER LT,

FERAR A CHAE 2 BE N b N BER L OEIGICHOWT, BEROHB 2T LT,
KA OREIT, BERREEOREME (DAPA-HF B CSR {18 16.1.9 fEATETEEA S MR)
(ZHSU TR L 72,

2741124 FEHXREH

L RVERRAT R GAERNTE 0 AT D =i65E % 1 UL &G Sn-d_XCoBFHE L L, ¥ 7
Uoua P 2368 5, 7T EREE2368 K1 THY . £IKTA736 il TH 7=, EHID T o
HREL TR DI AR > TRE SN BT < IRBRERR 512 X 0 2R VEfRiT 6 G A5
MO SNTZBE XS BIOARTH 7= (DAPA-HF iR CSR % 14.1.3 &) |

LEVERAT R G 2. TN TOREMERRE A o FERMIT I RER & L,
2741125 %58
BEHOERZ L TITRT,

. On-treatment Hf] : HE/EAEIHT SN IRBEEOYEIER G B > HIRBREED ke 5:4% 30 H
H% T,

. On/off treatment #f] : MEAELEIM 1T SN IRBRE O YA G H L ONELIRE, YekFges
B NIBEER AR G5 & 5 1k LTV A0 78 0,

BHEFELOENTIT T, BT REM % %512 on-treatment ] &% TN on/off treatment
WZOWTR L, BRI ORE S, 2T 5 G 4E [ % %5212 on-treatment HIIZ DWW TR L
776
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2.7.4.1.2 EMRAI T IRBINR

BB OB IARIL 0~283 W H TH 7=, BREREBIKTOX /NI ) 7102 ~DOgEiEIL 3310
N HFEThHoT-, IBBREOBEBHIMO T IAEIZ, #X7V 7aP  FETI1I8 WA, 7T BAREET
17.6 7 HTH Y . BWEREM CRIRE Th o7~ (DAPA-HF B CSR # 14.3.1.1 #&H) .

DAPA-HF RBRIZI 1T AR OFEMIZ DUV Tk, DAPA-HF #8B% CSR 12.1 HASR I L720,
KR 7a Yy ORSERICEIT ABREICHOWTIE 2.7.4.6 TEICEHNT 5,

2.7.41.2.1 BEREODEE

FoR7Y 7aYr 10mg UTHIGT 57 7 v RO 2 aHERB T 52 L & LT, i,c
. BRIRAYIC BRI D | AR R O SUTBHERE D T L 22 WMRTF 2388 B, TR
ATIEHBRWIFHE O E X IHEGEHIEEZI T THEE LRWEE, ¥/37) 71rvy Smg m
T 5T TR SmglCEET S L aA L L,

TRBE 2 L B 13D 7e <, GBI CRIRRE CTh oo, WITINORERES ., 1RBRIEZ I
B LEEIT 2% (X270 7a P 45 6] [1.9%] . 778 REE396] [1.6%] ) Th
D, ZTNHDOBREFEDOLIFIX 7Y 7y 10mg XiFXIHET 57 78R 10mg IR G- Tz
(DAPA-HF #&B% CSR # 14.3.12 &/R) .

WEOHBIIAEEFESNR L L, A7)V 7ad BT 6 (1.8%) . 7T EREET 28 {4
(12%) ThHot-, BEELRAEEFRICLIWET. 37V 7P BET34 (01%) . 77F
REET 1B (0.0%) 7B 5HiL7- (DAPA-HF ik CSR # 14.3.12 22 M) , IRBRIEOJEIZE -
TAEREG (EAGE) MEMENRLEL, #2377 a P BT 6 (0.8%) « 77 BREE
T 116 (05%) ThH-o7- (DAPA-HF iR CSR £ 14.3.12 K UF 14355 25 )

274122 ARRBREOQORSHEH

BRSO R R G RlT, #3270 7 a0 T 341 61 (14.4%) . 77 BREET 396
(16.7%) THY ., TR LHE L THE ) 7P U TR Rdotz, %< DEEIC
BOTHENT 1 BIOARTH -7, 111G OFETBEORIAEIL, X7 ) 7ad BT 13
A, 77 BRHETI8 HChHo7, 1RERIEE G HWrOBH I3 H GHM TR TH 72, H5Fkr
OEAITAEFEE KB L, Z7 0 7a P RET277 60 (11.7%) 7T 2REET 330
(13.9%) Thol-, RBREOREHFMICEST-HEESR (HEAFE) O LRBEESG 1%L L0
ILDAREDORTHY, X7V 7a P RETS06 21%) . 77 2REET 7841 (3.3%) T
& -7= (DAPA-HF iR CSR # 143.13 LU 14354 &)

27413 AR REFAD A O FMIRFIER VO ZDMO KT

DAPA-HF &%, T2DM 5 & OFERE R B3 2 & 0 NYHA [OFSRE /58 II~1V @ HFrEF &
HT, N—RAF A HED eGFR 23 30 mL/min/1.73 m* LA EDOBREZ5t4 & Lz, HAE AN LN B
F LA 72 HErEF SREEM A2 ET D D TH Y . HFEF L OVEOHEIC G L il b 2 i UE 15
%X j—wcl/\‘i:—o

NR—=RA T A NIBITHEEY TR G CRETH Y (DAPA-HF Bk CSR £ 14.1.7.1 &
fE) . T2DM BBEDEISIT. #1370 7a P U ET453%, 7T BAREET 44.9% & ¥ 58/ TR
FBETH -7~ (DAPA-HF &k CSR * 14.1.7.3 &) |

RO RIRER (FAS) 1281 D AN A FIRHE R OR— 2 F A U REOFENL, BFIR
BIAZME 273314 HEZSH IV, {BBREZ KRG ST ZEVERIT R RER ) BRI S iz
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BEIXWDOHRTH o722 &v6 ., FAS O N AFEFIIREIL, &
RLTHELZZRWEDLEEZ NS,

EPERTT R DR & 72

2.7.4.2 FEEZR
2.7.4.2.1 BEEEROEN
274211 E£BRALEEEZR

On-treatment ] & TN on/off treatment SO A EFROELZF 1 IR, X TIX, +XTo
E%&ﬁ%%%&@ﬁﬁﬁ@&@#t’@otﬁ$$%%ﬁMLto%ﬁ%ﬁ@%wﬁﬁﬁﬁ%
FHRENERIEOB G R IEICE > A EFRIIEATE T LI122.74213 FHE N 2.7.4.2.1.4.1 THIZHE
#HI 2,

WEIZE-T-AEFES, BEELRATEFES, WREORGFILICESTEAEFRLOFER T
HERERIZOWTEL2.7421 HIZ, BBREOBEICEST-AEFLEL O GFMICE T HES
BIZOWTIENFTN 274121 THEL N 2.74122 HIZHRHT D,

=1 LRHNLTEEEROEYN (XU BITRERH)
Number (%) of subjects?
On-treatment On and off treatment
Dapa 10 mg Placebo Dapa 10 mg Placebo
AE category (N=2368) (N=2368) (N=2368) (N=2368)
W E - ERES 227 (9.6) 250 (10.6) 286 (12.1) 333 (14.1)
BEERAERES FELICE--A%ESES | 846 (35.7) 951 (40.2) 895 (37.8) 994 (42.0)
ZEie)
BHRIRICE T EHS 111 (4.7) 116 (4.9) 111 (4.7) 116 (4.9)
B ERRHCE S A EHS 284 (12.0) 349 (14.7) 284 (12.0) 349 (14.7)
HWEICE-T-HERS 43 (1.8) 25(1.1) 43 (1.8) 25 (L.1)
PERIE 7 BT R—3 AP 3(0.1) 0 3(0.1) 0
ORI pEFG: © 4(0.2) 4(0.2) 4(0.2) 4(0.2)
IRIE S 2 R4 5 S 170 (7.2) 153 (6.5) 178 (7.5) 162 (6.8)
B d 48 (2.0) 47 (2.0) 49 (2.1) 50 (2.1)
R g5 s d 141 (6.0) 158 (6.7) 153 (6.5) 170 (7.2)
Yk« 11 (0.5) 11 (0.5) 13 (0.5) 12 (0.5)

Sources see DAPA-HF CSR Table 14.3.2.1 and Table 14.3.2.2 in CTD Module 5.3.5.1
Subjects with multiple events in the same category are counted only once in that category. Subjects with

events in more than 1 category are counted once in each of those categories.
Events adjudicated as definite or probable diabetic ketoacidosis.

¢ AE with the following criteria confirmed by the investigator: i) Symptoms of severe impairment in
consciousness or behaviour ii) need of external assistance iii) intervention to treat hypoglycaemia
iv) prompt recovery of acute symptoms following the intervention.

d

Based on pre-defined list of preferred terms.

¢ Surgical or spontaneous/non-surgical amputation, excluding amputation due to trauma.

The on-treatment columns include AEs with an onset date on or after date of first dose and up to and including

30 days following last dose of study drug.

The on and off treatment columns include AEs with an onset date on or after date of first dose of study drug.

CONFIDENTIAL AND PROPRIETARY
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Percentages are based on the total numbers of subjects in the treatment group (N).
AE Adverse event. Dapa Dapagliflozin. N Number of subjects in treatment group.

274212 BT

On/off treatment 2B WNT, FETHFEIIF T 7 P BT 286 Bl (12.1%) . 77 BREE
T333% (14.1%) THVY, FT7vREELHE L THE T Y 7a P U BECTORMhoT-, HEEEE
DEWVETIZE ST EREG (HEARFE) 1L, #3710 7 PV UBETIODARE, FELE R OZEIRIE,
7T RAREETIIOAE, R OLIHRIETH -7~ (DAPA-HF #BR CSR # 14333 #2MR) |

On-treatment Bl DOFET-HIET X X7 ) 7o P U BET 276 (9.6%) . 77 BAREET 250 4
(10.6%) T ->7- (DAPA-HF il CSR #* 14332 &) |

ARMEOFHEER & L ToOMESE, BEAORET GEREZRDRVY) OBZEIZSNT
X BRIRAERINE 273 HAZR S L2,

274213 ZTOMOEELEEER

On-treatment |2 WT, BHEELAGEFROREGEIL, ¥ X7V 70 U RET 846

(35.7%) . T T EABETISLHI (402%) THY, FTHARBELHKR L TH R 7a Y T
Do te, BEEIGOBOWVEELRAEESR ERHR) 1T, WITNoRER S LR, HRED)
) S IfitELAETH-T= (F£2)

*2 BEELGAETER (EKRER. HIFEESE 0.5%LLE) : on-treatment #1 (KL *E
KEMH)
Number (%) of subjects?
Preferred term Dapa 10 mg Placebo
(N=2368) (N=2368)
Subjects with any SAE 846 (35.7) 951 (40.2)
RS 238 (10.1) 325 (13.7)
JifiZs 70 (3.0) 73 3.1)
9 o ML 57 (2.4) 65 (2.7)
P T I N 36 (1.5) 51(2.2)
L 33 (1.4) 38 (1.6)
kAR IE 32(1.4) 32(1.4)
CrE AR 32 (1.4) 53 (2.2)
B LAE 24 (1.0) 26 (1.1)
Jok: 1 g A 24 (1.0) 24 (1.0)
LN 23 (1.0) 37 (1.6)
AL TERLE 21(0.9) 29(1.2)
e 20 (08) Hd7
DrJESRAE 17 (0.7) 27 (1.1)
TSR IE 17 (0.7) 7(0.3)
T PR i i 14 (0.6) 22(0.9)
AT A 3E 14 (0.6) 17 (0.7)
— AN TR 13 (0.5) 7(0.3)
CONFIDENTIAL AND PROPRIETARY 11(30)
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* 2 BELEEER (HKER. ¥REE 0.5%LLE) : on-treatment £ (L& Rt

E 3 Gi))

Number (%) of subjects?
Preferred term Dapa 10 mg Placebo
(N=2368) (N=2368)

B CME 12 (0.5) 12 (0.5)
Kbk 11 (0.5) 6 (0.3)
RIH BN RPAZE M R 11 (0.5) 9 (0.4)
R I AE 10 (0.4) 11 (0.5)
R B R 10 (0.4) 16 (0.7)
DFEMEY 3 v 9 (0.4) 12 (0.5)
TR AN 4 7(0.3) 13 (0.5)
Jitsi Z€ 7(0.3) 11(0.5)
fiti AR fiE 7(0.3) 13 (0.5)
w i 7(0.3) 12 (0.5)
FHE LA i Jre 6 (0.3) 14 (0.6)

Source: see DAPA-HF CSR Table 14.3.4.3 in CTD Module 5.3.5.1

& Number (%) of subjects with SAEs, sorted by descending frequency of preferred term in Dapa 10 mg
group.

Subjects with multiple events in the same preferred term are counted only once in that preferred term.

Subjects with events in more than 1 preferred term are counted once in each of those preferred terms.
This table includes SAEs with an onset date on or after date of first dose of study drug and up to and including 30
days following last dose of study drug, with a frequency > 0.5% in either treatment group.

Percentages are based on the total numbers of subjects in the treatment group (N).
MedDRA version: 22.0.

Dapa Dapagliflozin. SAE Serious adverse events.

On/off treatment H D5 R, on-treatment HIOFE R L Rk TdH -7~ (DAPA-HF R CSR F#
143.4.4 Z5M]) |

274214 ZTOMOEELEEER

2742141 ABEBREOKREGDILEIZCESH-FHFEER

On-treatment HIIZB W T, IBBHRIEOBEN EICES>TFEFRIIDRL, FRXT7 ) 7a P 8
T B (4.7%) . 7T EREET 116 ] (4.9%) &GHECRBEE Cho7, kg Hikic
EoFERES (FAKE 1. #2770 UHETOLASE, BEIEOEFVWEORILE, 7%
REETOLAE, 9 oMb OARE R OB HERETCH 72 (F3) .
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=3 BREOEEDRLICESEEEER (EAXREI. HIREE 0.1%LLE)
on-treatment #] (X&MEHFRER)
Number (%) of subjects?
Preferred term D(a,\? 3213% g; 9 (Ejljgggg)
Subjects with any AE leading to discontinuation 111 (4.7) 116 (4.9)
A4 17 (0.7) 15 (0.6)
FEIMED F 4(0.2) 4(0.2)
B 4(0.2) 4(0.2)
PR R Y 4 (0.2) 2 (0.1)
R IR 3(0.1) 3(0.1)
i JR 3(0.1) 0
M Sk iE 3(0.1) 1(0.0)
T 3(0.1) 0
% 9 PEIE 3(0.1) 1(0.0)
LN I 2(0.1) 0
BAREGR 2(0.1) 0
fithi D FEMHFT AW 2(0.1) 1(0.0)
(ysNR 2(0.1) 1 (0.0)
AR 2(0.1) 1(0.0)
g e 2(0.1) 5(0.2)
MAENES =3 v 7 2(0.1) 0
B 1 (0.0) 2(0.1)
9 o MO 4 1 (0.0) 6 (0.3)
(8 s 1 (0.0) 2(0.1)
e 1(0.0) 3(0.1)
1 1 (0.0) 3(0.1)
DR 1 (0.0) 3(0.1)
AL A 0 3(0.1)
i 0 2 (0.1)
R P 2 0 3(0.1)
g 0 2(0.1)
A 0 2(0.1)
PR B M R i 0 3(0.1)

Source: see DAPA-CSR Table 14.3.5.2 in CTD Module 5.3.5.1
Number (%) of subjects with an AE leading to discontinuation of IP, sorted by descending frequency of

a

preferred term in Dapa 10 mg group.

Subjects with multiple events in the same preferred term are counted only once in that preferred term.

Subjects with events in more than 1 preferred term are counted once in each of those preferred terms.

This table includes events with an onset date on or after date of first dose and up to and including 30 days
following last dose of study drug, with a frequency >0.1% in either treatment group.

Percentages are based on the total numbers of subjects in the treatment group (N).

MedDRA version: 22.0.
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AE Adverse event. Dapa Dapagliflozin. IP Investigational product.

2742142 ZXOMOEERELGHERR
AR T T OMOHERFERERII SN IAERRIIR P27,

274215 BENXIIEERBANEEERDEENT
AECIE, HETREAEES RRRLE, MR N7 L= T B>V Rtk T 5,

2742151 WREBLZETRELTIAEER

R B 2 2T 2 0 HFFROEATER OR BB L OBE G %2, BREH L OFHRNCR
ELTeY 7T 7 —7 (Bl [65T%LAT, 65 i) | ~N—2AF A VIFD eGFR [60 mL/min/1.73 m?
A, 60 mL/min/1.73 m* L E] | N—2 7 A UEREOUHEHME [130 mmHg A, 130 mmHg PL
E1) BlicER L,

On-treatment #IZ351F B (KR & 2 -3 58 EFL K OBE-H IRICE - T IRiK &) %2 7R~
W29 5 A EFLZORBBRMBIL, RSB CREE CThH -7, WKERD 2 RET 568 EFHOR
BpEL, #0707 a P B ET 1706 (72%) 77 EARRET 153 (6.5%) THY ., 100 A -
HEdT- ) OEGERERITFNEN 5.0 LN 4.64 Thot-, HEHILICE - - Kk & 2
THHEEFELOREBRENASITELS . WTNOREY 0.5%K0 TH -7, BEERKEERD 27845
HERLORBAGEIL, 37V 7P T30 (1.0%) . 778 REET3846) (1.6%) TH
D, 778 RBELEE L TH AT ) 7Y U BT 7o (DAPA-HF ik CSR # 14.3.8.1 %
S

FBLENG OB WMAK R 2 R 2 HEES GEARGE) 1, KifE, Bk &k O ik &R iE
Toh o7~ (DAPA-HF Bk CSR # 14.3.83 &) . FaNIFE LV 7 7 v—Tfbr (B
Bil, R—=RAF A UHFD eGFR Bll, ~—2 T A UEEOUHEHIMER]) K ONBINCTHEZAIC FHE L=
BT T N—TRYT (R AT A CREORFERER, N— AT A CIREORERIFE A OFOE R OfE R
1% 27451 IR LT,

On/off treatment HA D5 F1%. on-treatment HlOFE R & [FIEE CTH -7~ (DAPA-HF R CSR F
14382 K% 14.3.84 5 M)

2742152 BEEER

B BE I R O FAGER O R BFIE N O R E &% RRER L OFERNICRE L= 7 70—
(i [65 WELL . 65 W] . N— AT A BFD eGFR [60 mL/min/1.73 m? AR,
60 mL/min/1.73 m* LA ] ) BINCEER L7,

On-treatment H]|Z 35T 5 B BIE F 4 N O G-H IEIZFE - 7B B#EEL O BGIHIL, RGREM
TRIBECTH -T2, BEEHEROBAGEIL, #3770 7a P BT 1416 (6.0%) . 77K
HETI158 (6.7%) THYH ., 100 A - Fb7- Y OFEGRBLRIIENEN 422 KN 479 ThoT-, #&
B R IZE - 2B EEESORFESITELS . WTHOMES 0.5%KTh-7-, BEELRBMEE
GORBFIEIL, X7 ) 7P UBET346] (14%) . 7T 2RBETSSHl 24%) THY, 7
TEHERBELLR L TH T Y 7a P T 7~ 72 (DAPA-HF %% CSR % 14.3.10.1 &%
)

HERAMEBEEIIZ T 7o U BET200] (0.8%) . 77 BREETA4L B (1.7%) B 5
ni= (F2) ,
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FHEIG O OVEBEFESR GEARE) 1T, BHERESE, SEBEELOBERLETHo 72

(DAPA-HF 7k CSR % 14.3.10.3 &) , FHRNICEE L=V 7 70— 7@ (Flpl, ~—
AT A VEED eGFR Bl) K ONBITEHEEZNCE L=V 7 7N —T N (RX—R T A OB
RERll, N—R T A VORI G OFOAER]) OFfEFIX 2.7.451 IR LT,

On/off treatment HA D F1%. on-treatment HlOFE R & [[IEE CTH -7~ (DAPA-HF iR CSR F
14.3.10.2 KU 14.3.10.4 B H)

2742153 MRET7T LT F—VR

T _RTOELER 72 DKA A X2 NI, M L7~ DKA HIEZES I S, M T TDKA ®
AIREME 2 ST,

DKA [f5E (definite) | &HIESH-FHLIL3IFITR O LN,  [ATEEMEVY (probable) |
LHIEESNT-FLIT ) o 7= (DAPA-HF ik CSR # 14.3.63 &) . 3oFEL T T
on-treatment (2 # /X7 ) 7o U UBETRD Ltz (DAPA-HF ik CSR # 14.3.6.1 2&M)

WEZ 3 BNIWVT G B BR IR TP ISR IR IR A R B SN TRV, 205 B 1HNEA AV~
B 251 T /= (DAPA-HF &2 CSR # 14.3.6.7 &) . W& S -FE5RFI%, By, &
B B OEIURE KL OWiAK TH-o7- (DAPA-HF Bk CSR # 14.3.6.4 2 &H) .

FECAZE S TIERINS 1 BlA BTz, HEZEH L, T2DM OREEZ A 5 @il gtE T, A Mk
SVKROZY TV RORGEZITTREY, HETERAATERL SR, ABELL

(Day 399) . ABHE, @it 7 b MEN T bR ZFRD Tz, ULEE TR IR R D
Rz Ik L TWe e B 6T, RIS, YkBHE ITEEREA 2L QBN & R IEE L 2]
Shic, BEITARES BRI T Lz, SECOFERFERIIHERFEMES BT 2 F— 2 ME b
METH D LD WHRKIT S A4 L s S,

On/off treatment HA D5 F1%. on-treatment HiOFE R & A —CTdh -7~ (DAPA-HF iR CSR F
143.6.2 } (% 143.6.5 =5 W)

2742154 EEQOEMHESRZR

HEEOKRMAAEFGIL, R OEE, 7 Vh T O G LT OMOLE RS D BRI,
MFEDIINLE L R D FREER LT, FEREBROMBED 7L 3 — ZREITHETE 20
REMEA G 2 2%, ST NALER ICERR V-V S AT 2 2 &3, EEORMEFRA Mg 71 = —
ZREDETICER L TWD Z LDF R T R EZEZBND, BEEORMEFSIIAESF
L L L TEHEREHEE (eCRF) (ZRLd#k L, eCRF ORIO~—IIZh gk LT,

On-treatment Bl BT, EEOEKMBESFELIZSHMIZIEHRE D SN, FX7) 7al U BEEN,
TR REETE 4B TH 7= (DAPA-HF it CSR % 14.3.7.1 KU\ 143.7.3 25 MH) |

HEORIMEFLFRD LN EFITNTNHN—R T 4 VIFIZ T2DM Z4580F L T
(274511 HER) |

LI HIR R R IRIER AR L WA o2 I 2RO | flEkrx . MESEOEED
(RIS AR U BE L. FERHEICALER= LY L THIEZE LT, > A Y % B
NUEPEH LT /= (DAPA-HF AR CSR # 14.3.7.3 &)

On/off treatment HA D5 F1%. on-treatment HiOFE R & [F—Th -7~ (DAPA-HF iR CSR F
143.72 &) |
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2742155 BiF

B OFEAZEN ORBHIIE L ORBFENE %2, RRER K OERNCRE L7 7V —7 (FEil
(65 e LA T, 65wkl | PRI, ~X—AF A FED eGFR [60 mL/min/1.73 m? A,
60 mL/min/1.73 m* LA ] ) BINCEER L7,

On/off treatment HZ I 1T B FITORBGIEIT, ¥ X7V 7P U BET4H6 2.1%) . 77
REETS50 0] (2.1%) &FGRER CRIFLE Th 7= (DAPA-HF Bk CSR # 14392 Z2&M) |
HANZFE L=V 7 7Ov—T b (BB, R, N— R T A O eGFR Bll) K ONEM Tk
WINZSEM L7 7 T —T i (R— AT A VIREORFERER], RX— A T A VIREORERIEEFOH
MR OFEFIL 2.7.4.5.1 IR LT,

On-treatment B DO #EF-1%. on/off treatment H DOFE R & Ak T -7~ (DAPA-HF R CSR F
143.9.1 &) |

2742156 Ui

2016 =LV, FXTPD SGLT2 BLEANZSUWT, 100 FILL_E>1EERIAK] 12 LI ED3<To
fi R ERER CIZEIMr OF — Z INEEDS EMA OBEIEE U TR b,

On/off treatment H1IZFB W T, ARHUIWT 2 D72 < &b 1 IR TTEEIL, #3707y #f
T34 (05%) . 77 EAREETI124] (0.5%) &EGREFCREE CTh -7 (DAPA-HF R
CSR # 143112 2&M) , FEAEORE (XTI T7al  RETH, 77 2RE9 ) <)
WrOSEHERIENL 1 MDA THY . 2FN TREOUIE Th ~7- (DAPA-HF 35t CSR % 14.3.11.6
)

IR DRI & 7 o 2R BRI GBI CRIBETH D . b o T2DITRY T, # X7 ) 7y
VEER T T B AREETH 9 HICE D BT (DAPA-HF i85k CSR # 14.3.11.8 &) . +C
DY E - 72l # DEBREF DO —E 2O\ TIX, DAPA-HF A5k CSR # 143.11.9 &&=
U,

On-treatment 1 OFE 513, on/off treatment Bl DO FE R L FEETdHh > 7= (DAPA-HF iR CSR #
14.3.11.1, 3 143.11.5 L O\FR 14.3.11.7 25 W)
2742157 TERUMOURYELIEEER (BIKER)

EMA @ PRAC |2 X Y, EMA OFHIZEM: & U CIRBREAM 12 #LL ED3_To SGLT2 fHEA|D
EER B T ORTIRELR DT —ZIE (HIMHICE LR o TmBE L&) BEBMTONT,
W% TATRESR] 1. EMADH O UOIRTE LI EAED - EXTERINL TN,

On/off treatment HIZFW T, THIJKFS ] ORBGEIL, ¥ X7 ) 7oV U RBET 155 4

(6.5%) . 7T EREETI1200] (5.1%) Tholz, ZDIL, ZTOHBUIMIZEST-HBEIT, # 3
TV oaP T8N, T RREETINHITH 7= (DAPA-HF Bk CSR # 14.3.122 &%
M)

On-treatment B O #EF-1%. on/off treatment i DOFE R & IR CTH -7~ (DAPA-HF R CSR F
143.12.1 #2M8) ,
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274216 EBNOREMERER

2742161 7JJI=-IiEHE

AERIERHE O IEY SUT BBV &2 e S 2 T R CO BB R A FEF R IR G P ILICE -7
EHLT, FANCHE LI EATEO ) 2 MIESEHE L, 7= 8YE L kT 5 720 OBEE
DR ANTT A b T RHHIC LY BRI ST, FRIIET A~ C B RARERAT I 0 L
7o

On/off treatment # (2T, 7 /=B L85 SN2 7 7 BAREED 1 il 2 &1 6 B3 EFH
Sl O%I G L U CRE S7- (DAPA-HF 3Bk CSR # 14.3.132 &) 28, WIhb 7l ==x
BEE LW S e oo T2,

2742162 [FREEERE

On-treatment 123 C, JRIEEEOEE LA EFL KL OBGH ILIZE S T2 HEREGORBLH
Buxbre <, WM TRIE Th-7- (DAPA-HF B CSR # 143.17.1.1 &) ., 1FL A
EOBRFIT 1 FEROLDOREThH -7z, BREFZIL2HIIRDO LN, WINb T T EREETH-
7= (DAPA-HF Bk CSR # 14.3.17.5.1 #&MR) |

On/off treatment B D F1%. on-treatment Bl DOFEF: & [FIFETH > 7= (DAPA-HF 3R CSR
#143.172.1 #&W)

BERIN A OEDO B OV TIINIRMEER & LT 2.74.5.1.1 HHICEHHT 5,

2742163 (EEREE

On-treatment H|ZIWC, MO EE LG EFLE N O GHILICEST-HEFLRIIHTDH
O, BEREERELIITIEAREDONHFIORTH T, HEEEOEERILICE > T-AEELIT
THIT, BEINEZNRT Y T RBETH -7 (DAPA-HF B CSR & 14.3.17.6.1 Z&R) |

On/off treatment B D F1%. on-treatment Bl DOFEF: & [l — T - 7= (DAPA-HF 3R CSR
#143.17.7.1 &)

FERIR A OEOREBIC OWTIINIRMEER & L C2.745.1.1 HHIZE#HT 5,
27422 BEREEREROXEICKL HERHA

il 2 DEBREFITHONTORGRIZ. DAPA-HF Bk CSR 144 HEZ BRI~

2743 RRREE D S

2.7.4.3.1 MRFIRE

A~ b7 Uy FOEBEIZ, ¥ ) Ta P URETCTREIICHENL, BE54PHABICTT h—
ELTZ, ZO~~ h7 Uy MEOEEINIERANZRE W EE 2 57z (DAPA-HF & CSR
#14.3.16.1 LV 143.16.3 #&M)
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2.74.3.2 mEEICFRE

274321 MEELFREEOERFMNEL

TI5=T ) R ART 2T —E (ALT) , TAVHVEARAT7 72 —E (ALP) . 7 A/XT X
VBT X ) RF 2725 —F (AST) . RE U AL MFRFEESE (BUN) | jE27 L7 F
=, ~NEZr Y Ale (HbAle) . N R a it BA) F hU U ARR~SNTF R (NT-
proBNP) | U VERiE. B VU DA, F MU T AKRDeGFR IZOWT, X—R 7 A ME K OVREFZE
{t.Z DAPA-HF #&BR CSR 3 14.3.16.1 } O'FR 14.3.16.3 (2”7,

ALT., ALP, AST. #t U /LB EKOBUN Tk, BEMICEZELRZLITWTo&k5EIZB )
THRDO LN o T,

Mg 27 V7 F = O FEEILm G CRIBRE O LT ) EARRFNICRD bz, 2o
VY F=UMBED EFIEHE N7 ) 7a D U TCITRMICREL L., ZOR%R. 77 8RR L L
THNRTY 70 U FETIE eGFR OIR TARMIC LV BE IR b, &5 20 7 AT,
eGFR D _X— R T A D OB EIFHRGREF CRIRE CTh - 7=,

P58 W AKIZBWT, T RAREEE I L TH /7Y 71 2 BT NT-proBNP O T 237
W HiT,
2.74.3.2.2 GREEELBRDODNSBREEEERE

TIRRBEELE LT, ¥R 7a P RETHEA~ b7 U NEEMOBEE R R NS o
oo Z V7 F=UENOBEEREENBOONTZBEL, X7V 7a P TR0 Do
7o F2. @AV U AMAE, K57 MY U AMEROTE T U U AMEX, #7370 7a P BT
X0 7piro7= (DAPA-HF B CSR 3 143.162 &) |

2.7.4.3.3 RIEE

JRARASIE, Visit 1 KON Visit 2 (Z81F D EEBKEI TOT 1 v T AT 4 v VIR EZ R E 5
it Lo Tz, ARBR IR S oo 7= (DAPA-HF Bk CSR # 14.1.1 #&H) |

2744 NAZIILTA 2, BRMFTERRUVREEICEET HithDE
=IEH

27441 N ZILYTA Y

FEIZT IR L THE R 7a P U BETHD Lz (%520 8 A%ICF 7Y 7n
UURE -14kg, 7T BAREE -0.0kg) , UHEHIMEIZ T T B REEL G L CH T Y T DRt
TICT L7z, JEIRMAME 2 OWRA T W T o 58T L BRI BEE 22 LITR b7
(DAPA-HF #&B% CSR # 14.3.15 2/) |

CONFIDENTIAL AND PROPRIETARY 18(30)
18(89)



274 ERRMZ 2N AstraZeneca
—W AT T a7 a— LK

2.7.4.5 BANGEEERARVIKETIZBITA2REEH
2.7.4.5.1 ARMEER

2.7.4.51.1 FERIR D&

T2DM DOEEERED & 5 B . XX HbAle 23 Visit 1 LY Visit2 DWF R 6.5%LL FDBE %
NR—2AF A4 VHFZT2DM BV & EFE LT,

R—=2 T A VIRFIZEBWT, BT G4ER] 4736 10 5 B 2136 #1 (45.1%) 73 T2DM T
BV, 2600 5] (54.9%) MDIEWERFE ChH o7z, EELRAEFR, RBREOREFILICEST-HE
FHRNNERATAREFEFGIMNZ T, RGeS OESRERIZOWNWT, R—R T 1 VIFOPER
EFOE OB ZFM LT R4  OARBFEN CRIUCE IR 72 BIEMED & 2 AR B
D ROV BRI G & | RGN ORI & OF - CLUT T ﬁ‘é
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=4 FEEROEN  A—RF7A4 VEORERREHOAER (TEMUEHFEMREH)
T2DM at baseline: YES T2DM at baseline: NO
Number (%) subjects®P Number (%) subjects®P
AE category
Dapa 10 mg Placebo Dapa 10 mg Placebo
(N=1073) (N=1063) (N=1295) (N=1305)
WEIZE-T-HEHER - 147 (13.7) 179 (16.8) 139 (10.7) 154 (11.8)
HERAEFSR GECICE-T 426 (39.7) 496 (46.7) 420 (32.4) 455 (34.9)
AEEREET) ¢
B hIbIcE s EEG 43 (4.0) 57(5.4) 68 (5.3) 59 (4.5)
R B 2R 5 A H G4 o4 | Any AE 79 (7.4) 80 (7.5) 91 (7.0) 73 (5.6)
Any SAE 9 (0.8) 26 (2.4) 14 (1.1) 12 (0.9)
Any DAE 4(0.4) 4(0.4) 5(0.4) 4(0.3)
R i g 4 od Any AE 84 (7.8) 87 (8.2) 57 (4.4) 71 (5.4)
Any SAE 22 (2.1) 32 (3.0) 12 (0.9) 26 (2.0)
Any DAE 4(0.4) 4(0.4) 4(0.3) 5(0.4)
R S Yy e Any SAE 7(0.7) 10 (0.9) 7(0.5) 7(0.5)
Any DAE 2(0.2) 2(0.2) 3(0.2) 3(0.2)
P B YU ed Any SAE 0 1(0.1) 0 0
Any DAE 2(0.2) 0 5(0.4) 0
BEIRIG 7 RT3 K= A df Any AE 3(0.3) 0 0 0
HE ORI RS de Any AE 4 (0.4) 4 (0.4) 0 0
BT oe Any AE 22 (2.1) 25 (2.4) 27 (2.1) 25(1.9)
)}l eh Any AE 12 (1.1) 9 (0.8) 1(0.1) 3(0.2)
Sources: see DAPA-HF CSR Table 14.3. 2.1.4, Table 14.3.2.2.4, Table 14.3.8.1.1, Table 14.3.10.1.1, Table 14.3.17.1.2 and Table 14.3.17.6.2 in CTD Module
5.3.5.1

Subjects with multiple events in the same category are counted only once in that category. Subjects with events in more than 1 category are counted once in
each of those categories.

b Subject numbers for the on-treatment and on and off treatment groups were identical.
¢ Based on pre-defined list of preferred terms.

d Based on the on-treatment period (Section 2.7.4.1.1.2.5).

¢ Based on the on and off treatment period (Section 2.7.4.1.1.2.5).
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Events adjudicated as definite or probable diabetic ketoacidosis.

¢ AE with the following criteria confirmed by the investigator: i) Symptoms of severe impairment in consciousness or behaviour ii) need of external
assistance iii) intervention to treat hypoglycaemia iv) prompt recovery of acute symptoms following the intervention.

Surgical or spontaneous/non-surgical amputation, excluding amputation due to trauma.

Results from the on-treatment period include AEs with an onset date on or after date of first dose and up to and including 30 days following last dose of study
drug.

Results from the on and off treatment period include AEs with an onset date on or after date of first dose of study drug.

Percentages are based on the number of subjects in the treatment group and the sub-group (N).

AE Adverse event. DAE Adverse event leading to discontinuation of study drug. Dapa Dapagliflozin. N Number of subjects in treatment group.

SAE Serious AE.

h
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T2DM %

T2DM (& DY 7 7N —TIZ BT 2 A FEFELORBURDUL, SEER (£ 1) LR
RERLTE (F4) , 2EFERE RIS, RRERD 2 RET 58 EFR L OB EEESRDOHRTL
FIEIT I G CRBE CTH Y | BEERRERERD 2 RET 54 EFEFRLOEE L BFEEFRIT
ZRT ) 7 a P U RETCEIE B T e, RGO RBHIENT D70 < B GRER CRIFEE T
%/3 f:o ‘ﬁ%&!@@%@&iﬁ & /\/ k [T &) Eﬂiﬁiﬂ’) 7:_0

SERERR BB E

FEWEIRIFBE OV 7 7 N —T1C BT A EFGORIRIUL, BEFER (1) BRFEEZR
fERa LT (FR4) o FEPERPAESE TIL, THESE (definite) | X% [AIEEMES VY (probable) |
& HFHILEE ST DKA K OVEE ORMEFRITRD b fe, SEER LRI, RiRE
WD &R DA ERHR L OB BE R O BB TR SR TR RRE Ch - 7=, EERIK
RED 2 R T 58 ERFROREFEII R G CRBETHY | EERFEERLIIY T
U7a P R CEE B o T, RSO BGIEIT D . BERB CRBRE TH - 72,
PRSI TIE & A ERRD BN Do T2,

b=
NR—=2 T A VIREDOERIFE O OFIERN DY T 7 N—TRATIZIBNT, XNT Y Ty DRe

M7 a7y AL, BREMN L FRERRE R AR L7z, DKA K OVEE ORI FEE5 13 T2DM B
TOHBD LT,

274512 R HO A

RIE B 2 e 2 A EFR L OB SERIT, DAEREEN &R IIRRR 2 BEE N S 5
EEZDI, BT LR TUTTERT S,

FERICEHE LT R—XS54 VBED eGFR Bl : 60 mL/min/1.73 m2&#. 60 mL/min/1.73 m2
PLk)

N B % /BT 5 EFER, BEEFER L OB ONT, FANIFHE Lz—R2F 1
D eGFR IO Y7 7 )L — 7@t (60 mL/min/1.73 m? RKiii. 60 mL/min/1.73 m* LA |) % FEHi L
7

NR—2A 7 A FFD eGFR 7% 60 mL/min/1.73 m? LL_E DB 1T 59.4%., 60 mL/min/1.73 m? R:Ji5 D
#1% 40.6% Tdh -7~ (DAPA-HF iR CSR # 14.1.7.4 &) |

WTNOH T T N—TIZONTH, RRERD Z2RE T 58 EER L O EEFESORBIURN
BREM ERFEETH Y . AEFLORIAGIEIIR GEEM CRIFRE, EELAEFZIIZ N
7Y 7a VU RECEBIE BV o Tz, e, WTNOH T I —T 2o T, BT OFRELGIE
b7, BEEHRCRIRE Th -T2,

HANZFE Lz, X—R2 T A VREOBREEER OB ERER OV 7 7V —T T OEHIIT, DAPA-
HF ik CSR # 14.3.8.5. # 14.3.9.6 X' 143.10.5 B ES 720,

EREBT (R—X54 B® eGFR Bl : 45 mL/min/1.73 m2 k. 45 mL/min/1.73 m2 Ll E
60 mL/min/1.73 m?2 k&, 60 mL/min/1.73 m?LA.E)

DAREBREICBTHLE T 7o ORehra 7y A )V E S LICEESIT 5728, _X—2A
A VHED eGFR (45 mL/min/1.73 m? Riii. 45 mL/min/1.73 m? LA _F 60 mL/min/1.73 m? K7
60 mL/min/1.73 m* VL ) BIOHE#R 27 7 — Tk & £ LU7- (2.7.4.1.123 FEABWR) | fiihT
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ORI, BEREEES IEBREOBRETILCE-T-AEES, HHTRXFEES N OERE
DIFEMBEM (eGFR, Z VL7 F =2, VU@E, BV LK F R TL) & LT

R— 2 F A EFD eGFR (45 mL/min/1.73 m? A3#. 45 mL/min/1.73 m? LAk 60 mL/min/1.73 m? &
fiii. 60 mL/min/1.73 m* LA b)) BIOFEFLOIK 2R 5 ITRT,

NR—2A 7 A FFD eGFR 7’ 60 mL/min/1.73 m?> LA D B 1L 59.4%., 45 mL/min/1.73 m?> LA b
60 mL/min/1.73 m? A&Jiii D B 1T 25.4%. 45 mL/min/1.73 m?> R D EE 1L 152% ThH -7~ (DAPA-
HF Bk CSR # 14.1.74 M) |

R—RF A VD eGFR (45 mL/min/1.73 m* A, 45 mL/min/1.73 m? Lk _E 60 mL/min/1.73 m? A
fii, 60 mL/min/1.73 m? LA &) BV 7 70— T OFE R, BFER (1) QRS
HAR LT, SREROREE L FEEC, #3270 7o U CITEERISRERD 2~ 58
ERGORBGIEIL T 7 ALV D7, HEEREBEELORBBIGE G X /7Y 7a v U
TTTRvREEL VDR hote, _"R—=AT A D eGFR 45 mL/min/1.73 m?> Kiiti DY 7 7 )—7FT
WX, BITORBGIEII DL, T BREE (1041 [2.8%] ) L L THE T Y 7a P8 (15
il [4.1%]) ) TEholee 2OV T N —TOFH ORI KT A OB T, BEY .
FHELE COMM., BYrOFKEUIFEREICE L T—EDMBMITERD bz o iz,

FLAZUIFED eGFR 23 30 mL/min/1.73 m* LA T 5 Z L ANBIRAETH > 723, X—RA T A U HF
® eGFR 7’ 30 mL/min/1.73 m? AR D B 24 BN EAE 4 EIF 1T S47- (DAPA-HF #%% CSR
1043 HEZ M) , ZNODOEFITHTHMEBIOKBE T, ZeMcET 28R b nRho
7

L =A
'a affl

R— 2 F A EFD eGFR (45 mL/min/1.73 m? A#. 45 mL/min/1.73 m? LAk 60 mL/min/1.73 m? &
. 60 mL/min/1.73 m?> LA E) BV 7 7 )—TMMricBWT, X7 ) 7alrorertrn
7 7 A T ERER S RRE R 2 R LT,
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AstraZeneca

=5 AEZERDEN . R—X T4 VD eGFR Al (RE&METRER)
eGFR at baseline
Number (%) of subjects?
Cate’;gry <45 mL/min/1.73 m? 245 — <60 mL/min/1.73 m? 260 mL/min/1.73 m?
Dapa 10 mg Placebo Dapa Placebo Dapa Placebo
(N=362") (N=357") (N=598") (N=605") (N=1407") (N=1405")
BB A EES 64 (17.7) 76 (21.3) 83 (13.9) 96 (15.9) 139 (9.9) 161 (11.5)
HERAERSR ECICE-TZ 153 (42.3) 189 (52.9) 236 (39.5) 270 (44.6) 457 (32.5) 492 (35.0)
BEEG ) ¢
BRI E - - EES 18 (5.0) 24 (6.7) 38 (6.4) 35 (5.8) 55(3.9) 57 (4.1)
R B 7 e 3 B A7 E S 42 < | Any AE 39 (10.8) 37 (10.4) 50 (8.4) 43 (7.1) 81 (5.8) 73 (5.2)
Any SAE 5(1.4) 11 (3.1) 8 (1.3) 10 (1.7) 10 (0.7) 17 (1.2)
Any DAE 4(1.1) 1(0.3) 4 (0.7) 1(0.2) 1(0.1) 6 (0.4)
KX [ E 4 od Any AE 46 (12.7) 58 (16.2) 42 (7.0) 54 (8.9) 53 (3.8) 46 (3.3)
Any SAE 12 (3.3) 24 (6.7) 10 (1.7) 17 (2.8) 12 (0.9) 17 (1.2)
Any DAE 3(0.8) 5(1.4) 2(0.3) 3(0.5) 3(0.2) 1(0.1)
BEIRI 7 BT K= A df Any AE 0 0 0 0 3(0.2) 0
HHE OB 5 e Any AE 1(0.3) 0 2 (0.3) 0 1(0.1) 4 (0.3)
BT e Any AE 15 (4.1) 10 (2.8) 13 (2.2) 15 (2.5) 21 (1.5) 25 (1.8)
Gl eh Any AE 3(0.8) 5(1.4) 5(0.8) 4 (0.7) 5(0.4) 3(0.2)

Sources: see DAPA-HF CSR Table 14.3.2.1.1, Table 14.3.2.1.2, Table 14.3.2.1.3, Table 14.3.2.2.1, Table 14.3.2.2.2, Table 14.3.2.2.3, Table 14.3.8.1.2,
Table 14.3.8.1.3, Table 14.3.8.1.4, Table 14.3.10.1.2, Table 14.3.10.1.3 and Table 14.3.10.1.4 in CTD Module 5.3.5.1.
Subjects with multiple events in the same category are counted only once in that category. Subjects with events in more than 1 category are counted once in

each of those categories.

@ = o a o o

Patient numbers for the on-treatment and on and off treatment groups were identical.
Based on pre-defined list of preferred terms.
Based on the on-treatment period (Section 2.7.4.1.1.2.5).

Based on the on and off treatment period (Section 2.7.4.1.1.2.5).
Events adjudicated as definite or probable diabetic ketoacidosis.
AE with the following criteria confirmed by the investigator: i) Symptoms of severe impairment in consciousness or behaviour ii) need of external

assistance iii) intervention to treat hypoglycaemia iv) prompt recovery of acute symptoms following the intervention.

Surgical or spontaneous/non-surgical amputation, excluding amputation due to trauma.
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Results from the on-treatment period include AEs with an onset date on or after date of first dose and up to and including 30 days following last dose of study
drug.

Results from the on and off treatment period include AEs with an onset date on or after date of first dose of study drug.

Percentages are based on the number of subjects in the treatment group and the sub-group (N).

AE Adverse event. DAE Adverse event leading to discontinuation of study drug. Dapa Dapagliflozin. N Number of subjects in treatment group.

SAE Serious AE.

CONFIDENTIAL AND PROPRIETARY 25(30)
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AstraZeneca

274513 HFHOEE

R 2 /BT 5 EFHR, BREHEFELR L OVEIII OV T, FNIFE L7=Fmil o5~
TN—TFRAT (65 LA T, 65 ki) & 3k L7z,

KEBERDO B 4744 B1D 9 B, 65 LA TIE 42.8%. 65 iEitAIE 57.2% Cd -7~ (DAPA-HF Br
CSR % 14.1.4 &) |

65 MULTF
65 LA F OV T 7N —FIIBITHFEE T REFERROMITEREE 6 1T T,

65 I LA T Tl D 2R T 20 EHR, BEEER L OE IO FILRDLTHS SRR T
FTH Y, 2FRER (E1D LERRRREREZ R L,

&6 REERLZTRET 2HETER. BEHEZFRRVBERDEETERDER : 65 RUT
(REMRBRTIRER)
<65-year sub-population
o Number (%) subjects?
AE of special interest AE category Dapa 10 mg Placebo
(N=2368) (N=2368)
1029 997
(R R 2 "2 3 H A EFGL > | Any AE 60 (5.8) 51(5.1)
Any SAE 6 (0.6) 15 (1.5)
Any DAE 1(0.1) 5(0.5)
R A G b Any AE 59 (5.7) 44 (4.4)
Any SAE 15 (1.5) 14 (1.4)
Any DAE 1(0.1) 2(0.2)
B . Any AE 13 (1.3) 12 (1.2)
Any SAE 6 (0.6) 5(0.5)
Any DAE 1(0.1) 0

Sources see DAPA-HF CSR Table 14.3.8.5, Table 14.3.9.6 and Table 14.3.10.5 in CTD Module 5.3.5.1

Subjects with multiple events in the same category are counted only once in that category. Subjects with

events in more than 1 category are counted once in each of those categories.

b
c

d

Based on the on-treatment period.

Based on pre-defined list of preferred terms.

Based on the on and off treatment period.
Results from the on-treatment period include AEs with an onset date on or after date of first dose and up to and

including 30 days following last dose of study drug.

Percentages are based on the number of subjects in the treatment group and the sub-group (N).

AE Adverse event. DAE Adverse event leading to discontinuation of study drug. Dapa Dapagliflozin.

N Number of subjects in treatment group. SAE Serious AE.

65 Bl
65 WMDY 7 7 I—TC

CONFIDENTIAL AND PROPRIETARY

26(30)

26(89)

BIDERTNEHEEROMITRREZR 7177,




274 ERRMZ 2N AstraZeneca
—W AT T a7 a— LK

65 A TlE, MR EMD 2" 28 EHS, BHEEFS K OB ORTUR DL R 58 R T
NEETHY . SRER (1) ERERREREZ R L, EELRBEEFEROBBGEIT. 77
TREEL L CHENRT ) TP U RETY o T,

=7 KBRERVZTET LEETFR. EHESFZRRUEBNOAEETERDEL : 65 K8
(REMFBIREH)
>65-year sub-population
Number (%) subjects?
AE of special interest AE category Dapa 10 mg Placebo
(N=2368) (N=2368)
1339 1371
R B 2R DA FHFZ > | Any AE 110 (8.2) 102 (7.4)
Any SAE 17 (1.3) 23 (1.7)
Any DAE 8 (0.6) 3(0.2)
BB R e boc Any AE 82 (6.1) 144 (8.3)
Any SAE 19 (1.4) 44 (3.2)
Any DAE 7 (0.5) 7 (0.5)
B b d Any AE 36 (2.7) 38 (2.8)
Any SAE 23 (1.7) 21 (1.5)
Any DAE 0 0

Sources see DAPA-HF CSR Table 14.3.8.5, Table 14.3.9.6 and Table 14.3.10.5 in CTD Module 5.3.5.1
Subjects with multiple events in the same category are counted only once in that category. Subjects with
events in more than 1 category are counted once in each of those categories.

Based on pre-defined list of preferred terms.

Based on the on-treatment period.

Based on the on and off treatment period.

b
c

d
Results from the on-treatment period include AEs with an onset date on or after date of first dose and up to and
including 30 days following last dose of study drug.

Percentages are based on the number of subjects in the treatment group and the sub-group (N).

AE Adverse event. DAE Adverse event leading to discontinuation of study drug. Dapa Dapagliflozin.
N Number of subjects in treatment group. SAE Serious AE.

4 A

'a affl

IR T DIIEN e e 2 EOREFEHE L LT, NRERD 2 Red 28 EH4, BiE
FHLE R OFIN DOV THERBN IR U7ofE R SRR & R R R AR LT,

274514 HROEE

RKkBROEE 4744 1D 5 B B 76.6%. PElE 23.4% TH -7 (DAPA-HF ik CSR #+*
14.1.4 2#Z8) . BITIZOWT, FHRNEHE LM X 297 70— 7t 2 3205 Uiz, 51
BT OREHE T GRS TR R Tdh - 72 (DAPA-HF iR CSR # 14.3.9.6 &) |

274515 IMEDEE

R B> % R A EFLITOWT, FRNSFHE L7z X— R T A RO I i+

(130 mmHg Afifi, 130 mmHg LA L) BV 7 7 v —Tffght & Ll L=, WThot7 7 v—7
IZBWTH, RIERERD 2 RE T 5 HERGORBGIEIIEGREE CHRFR TH L . EERIAK
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RED 2R+ 5 HERELORBEGINIZ A7) 7P U #ETh 72 < (DAPA-HF Bk CSR
# 14385 &) | RFER L FREREREZ R LT,

27452 NEEEE
AR CIIAMR MR LR L 72 o 7,

27453 EYHEEER

TN T m Y LMOFERIAT Y & OMBEERIZ OV T, T2DM B xR & L Ehu
ﬁ@ﬁuu%nitgﬁﬁkfﬁ THOX n¥ﬁﬁ L7, BRI OV T, T Tna //@ﬁﬁjii%i%ﬁgéﬂ’b
7;b‘ HFrEF B 2B\ CHEMAE AAEH P Z IS RIET TR R BIZOW T, i e i

HFHIL TV (sacubitril/valsartan & #7327 ) 7 1 27 OAHGHEIMEE OFEANZ DWW T, BRRIZ
%?6%%&@25@%%)0

27454 ERR OIRELEOE A

IR TR IR A R & Lie X X7 ) 7a o o ORBRITER STV, B T, IR
2~3 N FENTRIEOBIBALENRE & & 7“‘%) 7 v bORERT, Z OB T 5 R
DEEMWNCE T ) Ta P 2535 L IRIEOE &M OWRME OILROBEE N O AT EAE
JEDEEIM U7z, AEARTS 2 1M O 3 WO AR 213, 5'/\7 V7P DRGaRTHNELER
55,

BAH O, FXT ) vu P roREERTL L, BT v TR T Y
AT FICRBAT L, ETREEERIIN 1 1 Thot-, #1370 7u o0 IFOREY
Ne FOBFICBITT A0 EI DNIARHATH D, b N TIEEIBROMEEE El’]foc%’%L E}i%l ITE% 2
METHEET D2 EMD, BT v b TROLNTX T Ty &E(C B OV R
OPERIE, B MZBWTHAER 2 FIC T 2 B E ﬂbﬁﬁ%)27%ﬁ¢éﬁ EVEN
R ENT, &bz, IitEAa Lf&n&)7n// TIREFE LT v b CIRBEILR ISR ER NN
IS TNDZ EnD, 2AHOAN KT DX /7 ) 7a o OREFEITRET 5 X&E L&
Zbihbd,

T2DM EGfR 7 1 775 A K OV IR 4 48 FIRRBR 12 38N Ty IR IRGI . O ALl 3 Ch -7~ Z Dk
) IR BFITBIT HHEHABRBRIIIBEN TH LN, B EOBREAERKIEDL LD TR0,

DAPA-HF Bk Ci, w2 B ORI G4 Uiz, RRBR OB P ICITRIZFE O b i
AIEoY
27455 BEikEs

DAPA-HF FBRICIW T, WER G, MBOITEMBICH /N7 ) 7a P 10 mg FE4 1 [H]
(250 BELL B, SUE 10 SELL B2 BRI 45 2 & LERR LTz, ARBRO B 2t &
%%‘ nm@%ﬂiﬁi)”) 772_0

27456 EYELH

X7 7 OEYEL O RIRENEIC DWW TERRRER TIIMET L T Zevy, SRBLZ2A R )
LAY 7a Y OEHOAREMITEWEE X b, ZNE CTORKEERE T 0 7T A8V T
HoXT ) 7 NEYELH MR R T 5 2 & 2R T 2T RITERD H LTy,
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27457 BERRER R O R KIR R

FoR7 ) 7 m Y OBERER M OSBRI O TRBR TIERRET LTy, BEBUER & O
BERE A C 2 a2 /i3 2 3G 5 Tnzan,

274538 B EELR VRIS T 2R ERITFHEREDIES

[ B B N OSEAR R E OO RE ) S FAF B RE D B (o637 2 s B e a3 2 AR 3580 L TV
R, ZORIZEALT, #2370 7P M binOEf % KIET Z & 2 5 FRIIE 5
Ty,

2.7.4.6 miRET—4

X7 Y 700t T2DM BE ORI E LT20124 10 H 5 HiIZA—A T U 7 THIO THK
REN, AKHFERHAAE 90 DELL ETEAREINTWS, #7 ) 7nduit, av ha—L A+
772N T2DM FBFE D Mg = o b 1 — VI D 72 8O O B FE M OSEENRIE O BIEE, WNT
AR 1 BLBEIRIFTEE DA 2 AV ARFEA~ORE O ABIRIE OIS T, BN &K OVH AR THRREZ IS L
T 5, AGREISEIZ BT 2 IS ML, SFEOBSRY RICRE SN EHIHSR 7 1 v
b - Uz EHi (PBRER) 12z s T 5, 205 B e —# = > 2 Li- PBRER
Cofll =18 B P £ CoBRK 7926295 A - HEOHIREIRE I E S Te) T, AGREIGAEC
BUIAEKICBIGR_E T 4y b - VAT « a7 7 A NVOEFELZES L L )R- 25 R
R o iz,

2.7.4.7 ZEMIZE T 55

DAPA-HF i (3 HFtEF Z %5 & L7 ch v, mEBICE M L7247 ) 7 v ol b
IZE 2 B BEEFDA AN DI, EHUL o BEITIEERIFE T, £ < OBRE D 5 0 Bk
REREEZ A Lz, BEEMORMELE . HEESN T\ D HREF {5 CL < AL N5 RIVER & X
ML C, BRI ERD L O BEEESO U 27 NEWERTH -T2, LrL, #7) 7n
T O L DRI RN e OV B E G O R BN TGRSO H 7 o Tz,

AERCTIIZ 7Y 70 o N L AHRFICET 28 - Z e EOBREITRO T, &kl
L C. HFtEF BEAICB T 2 E 7 ) 70 P N L HIEEOBRFMIZBAFTH - 12,

HERDEN

. AR OBEEMBIT 247 7000 10mg 1 B 1 ERGOIZFMEIIRE TH
D, IBBREOR SR IICE S EHERFRRIID R, FR7 ) Tn VU HROT T AR
TRBETH T,

. R B & R4 2 A EFELORBFIEIIR G CRBRE ThH D . HE Rk &R
D ETRBRTHEEFRIIT TR LHBR L TH AT ) Ta P T Rno T,

. BRI FER OB BEHIEBI IR GBI CRRE TH Y, EELREEEFRSIIT 7 R b
L TENRT Y 7a P FEThRhoT-,

. I K OB AT DI BT 5] TR TH - 7o,

. S ORI ERORBEGEIT V<. BEREFCRERETH Y, 24 T2DM £5 T
ol

CONFIDENTIAL AND PROPRIETARY 29(30)
29(89)



274 ERRMZ 2N AstraZeneca
—W AT T a7 a— LK

o 3HITDKA NRED LN, WINbEZ X7 7a 3 THY ., 242 T2DM £#5 T
HoT-,

. I 7 RIS O R BT 20 < . BEREB CRIBRE CTh o7z, BB MEEET
T REETIHIORZED iz, FEEERMESREGROE G IR %otﬁ$$%i
AERL BRT) T7a P BETORED LI,

o IRV TRTUORENT O T 7 ANVE, R—RT A L REOFERIGE O A BRI O
T I N—T I BN T, BIRER L Rk RS A R LTz, DKA K OVEJE OfR Mg
%, T2DM BE TOHE D LT,

. T Ta v OEENRT a7 7 AT, RX—=RAT A VEEOBERERI DY T T —T
NI T, BREM SR FERERE R 2R L,

. FE (65 B OY 7 I —7) 1B AIRIEERD & oReT A A ERES B E S
L OVBPrOFRBURILL, SRER & ERFERR R AR LTz,
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FE2& CTD OH=
—WL AT TaYr a7 ) a—uKn
e |

274 BEEERMZEMHE #HE
T+ —H8E

KREBHIFLH S NG RITR DHERNTT A b T B D HRASHITRE L E 3, o FERTOK
R S KERONE ZMICHRT 2 Z L3N TVET,
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Hifiig AstraZeneca
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B X

Bl R oottt ettt ettt ettt ettt ettt e et e e e et et e e e e enen s 2
B B T LR B P I E B R oo e ettt et e e et e e e et e e et et et e et ettt e e e er e e 4
BB D T .ottt ettt ettt ettt ettt ee e e et e e neren e 4
AR B B B D BB oottt 4
R B ) NI T D 1T oottt e e e e et et ettt ettt e e e e e en e e e en e 4
2.7.4.1 R AN DD T oo e 5
2.7.4.1.1 RN T EA E R VR EMESERD IR .o 5
2.7.4.1.1.1 BT — A T UM =B IR R DB oo 5
274112 WELEREHFTEIEB R UTHIEIZE oo 5
27412 g A ooy USRS RRS PR 5
2.7.4.1.2.1 B R ) B oo 5
274122 BB R I DA B T e 5
27413 BENREAODANOBTFAEHERVZO/MDEEE. .. 5
2742 B T R oo 6
2.7.4.2.1 B B R D AT oo 6
27.4.2.1.1 o A = === = SRS OSSO USSR SRRSO 6
274212 BT ettt ettt e e e e e e e e e aas 7
274213 O LI N A =i == - TR RRRRRRTRR 8
274214 O LI N g = 1= == - SRR 9
2742141 ABEBREOEREHRIEICE 0z B E R R e 9
2742142 F MO E B E I oot 10
274215  BBEANIIE R B BB R D T oo, 10
2742151 KRB ER A E RIS B E R e e e, 10
N MW - D= - TR R U RRRR TR 11
27421583 BEIRIBT R T S RS R oo e e e 11
2742154 E D EIIEEE G oo e e, 11
2. 78,2055 BT oot ee e 11
2.7 8. 2.0.5.8 T oottt e et et ee e e e eer e e 11
2742157 TERUBEOIVRIELGDIEEER (AIKER) e 11
2.7.4.2.1.6 BT B R A oo e, 12
2.7 4.2 1.8 o I H oottt ettt 12
2. 74, 2.1.8.2 R B et 12
2. T4, 2. 1.8.3 BB e et 12
27422 BRI EE RO A TR BEREE e e, 12
2743 B R AR DD B MM ..o, 12
2.7.4.3.1 T AR T oo e ettt e et ettt e e e e e e e er e 12
2.7.4.3.2 R A AR BT oo e e e e e n e 12
2.7.4.3.2.1 R A A AR B B D AR B HIZE AL oo e 12
274322 B R E EE E B A A IR R B oo 12
2.7.4.3.3 R T oo e ettt e et e e e e e erer e 13
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2744 NAZNYA Y, BERHFRRUVREHIZEET 2hOEHETIER ... 13
27441 INA B I A e, 13
2745 B EEEAR VIR FIZE T DREME e 13
27451 PREITEEE R .o 13
2.7.4.51.1 B TR T D) B oottt 13
274512 B B ) B2 oottt 13
274513 B DD B e 13
DTAB5AA BB BLEE oot 13
27452 FREITEEERR ..o ettt 14
27453 = b T o == SRR URR RO RRRRRRRRRI 14
27454 DR R R R B DD (0 oo 14
27455 B T S oo 14
27456 =T == SRR R SRR URRRRRRI 14
27457 N N R N S x-SR 14
27458 BEIEIEER R CHIR I S 3 A NI REDIEE ., 14
2.7.4.6 TR T A oo oottt ettt ettt 14
2747 ek e P o [ B 2 SRRSO 14
E =P/
=1 2RMETEEEROEN (BXAAEH. REMBHHNRER) . 6
=2 REICE--HEES (EAKER) :on/offtreatment 81 (ARAANERH., &2
BRI X R EE D) oo 7
=3 BEELBEEER (EXER. WVIIHOETHRIREAE 1.0%LLE) :on-
treatment i (BAAEH. ZEHEBITHRER) oo 8
x4 BREOKRSHIEICES>-BHBEEFR (EXFEA) : ontreatment H (AAXRA
EM. BRI TTEREER) oo et 9
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B ERUVEMRE &
AN S 5 W8 R O P AR 2 B T IR

BEEER VB A FEEDEREA
eGFR Estimated glomerular filtration rate : $£ 5 % ERAE I &
T2DM Type 2 diabetes mellitus : 2 B R Jp
FAEDERBA

ABEOAKRKD THEROMMA] 22 MH,

AMETSHT AR
ABEEOAKD TABETSIRT 53 %58,

AEEDLED T

AE (FERAZENME M) X, D1699C00001 B (LLF. DAPA-HF :BR) o H A AL

7‘5&5 WM OB 2 508k L, BRARICBI 9 2 BERERHIN i 2.5.1.1 THOFE 1 [RTHGES

R OHFEE  HRBICTHERT 227 ) vy a7 a— kil (kG
ZI 7 F /“—77®fE\ LA, 5/\7 J7nm //) @HZIK j—%)liiutﬂ?(u %IE—J‘BWE%M; gljfl3
B TH5HDTHD,
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2.7.4.1 EELADIRE

2.7.4.1.1 BEAZT MM ER VR EMRBR OS]

AW TE DO IL. DAPA-HF iRER D A AR NEMIZ BT 5 L2 OBREMICET 57— I2o
WTRHT D,

2.7.4.1.1.1 ZEET—2 IZAVT=ERRRER DO RS
AMEEDOARD 2.7.4.1.1.1 THE SR,

274112 REL-ZEHFTMERRVTFEAE
AMEDOARKRD 2.7.4.1.1.2 HE B,

H A NER O RVEMT R BRERIZ. #3270 7P 81636, 7S BREE179HITHY |
BIRT3R B THoT=,

2.7.41.2 RN BREIKR

AARNERIC BT 2GR OBRELIL 0.1~258 7 A Th o7z, RBAKICE T 5 AARNE
FICOX AT 70y ~ORERIL 238 A - £ TH 5Tz, IRBIEOREHIFOPREL, ¥/
V7P U BECI90H, 78R HETISOVATHY, HEHRETRIEE ChH -7 (Japanese
Sub-population Output % 14.3.1.1 Z&H) |

2.7.41.2.1 BEREODEE

HARNERIC W CIRBE 2 i L2 B 1307 <0 BBE1H] (0.6%) Thodz, IBBEOR
FEOHBHITINWTNEAEFLE Thole, 2056, FITEARBO 1HIIHIIF T Trv
10 mg lZXHET 27 7 BRICHERER L, #0370 7a P /o1 flL, IEBREOKR5HE%, ¥
N7 T7ayy Smg TEREEFR L, 0% 10 mg [ZITHE L) > 7= (Japanese Sub-
population Output 3 14.3.1.2 &) .

274122 BEREOKRSHE

A ARNERICB O TRBIEDO —Rei e e G-rpln X, #4370 7o P BT 176 (104%) 7
TRRBET 206 (11.2%) EHEGHMTRIRE CH 7=, 1FEALE (X7 Y T7a v #1164
[9.8%] . 7ZEAREE17H] [9.5%] ) 2 1[EIOHDOHFETTHdH->7- (Japanese Sub-population
Output & 143.1.3 ZZM) , 1 EH Y OFKBEOFRIEIX, #7770 BETI3H, 7
TYRBET I8 A TH o7z, RBRIRE S PR OB ARG TR TH - 7=, RS FRoEH
IFEEEGNR LS, A7) 7P BT 126 (714%) . 7T RREET1TH] (9.5%) T
HoTo, BIERTREEEG 1%L EORBRIEOE GHMICE > 7 GEHS AT XEELAE
(X7 7aP 36 [1.8%] . 77 8REE2H6] [1.1%] ) OHTH 7= (Japanese Sub-
population Output 3% 14.3.5.4 Z# &) |

HARNEMIZEBIT IR OFEGH W oORBEIE L, SNER &M aRERERE R~ LT,
27413 BERENREAOANOHFETFHEFERVTZOMDE S

HANE O N OFFHFERRE R O DM OFHEIL. BRRA M #iE 2.7.3.3.1.4 AR
S AR

CONFIDENTIAL AND PROPRIETARY 5(15)
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2.7.4.2 BEER
2.7.4.2.1 BEEEZROMN
AARANEMIIBIT A2 HEEFELOERIL., MV REM 2212, SEM L RIREO TN

HH K OFHET 152 AW T, EERMRATE B ICIRE LT Lo, SR OMITRE RIS
D ARNEH ORI RZ, LLTICE#T D,

274211 L£RALTEEEZR
DAPA-HF i Bk D H A& NEMIZE1T D on-treatment H K TF on/off treatment 1 D EHFR DR %
#1177,

WEIZE-T-HESES, EERAESFS. BREORGTILICEST-GEFRLOEHE T
HEHELIZONWTIL, FNFN 2742125, 274213, 2742141 HRN2.742.1.5HIZ,
BRI D EICE > - A EH LR O EFWICE > - HERERICONTIL, FFN2.74.12.1
TEKON2.7.4122 THIZEHEHT 5,

AEFEGORBURGICE L T, LR & B AR ANEM TERMICEZEVITE O bivenno
776
= 1 LRMEEEZEROEN (AXAALH. R2UBITARER)
Number (%) of subjects?
On-treatment On and off treatment
Dapa 10 mg Placebo Dapa 10 mg Placebo
AE category (N=163) (N=179) (N=163) (N=179)
FHEICE -T2 EFES 8 (4.9) 12 (6.7) 13 (8.0) 20 (11.2)
BELRAERESR FHCICE-TAEES 59 (36.2) 78 (43.6) 65 (39.9) 79 (44.1)
ZEte)
BERIECE - - EES 10 (6.1) 10 (5.6) 10 (6.1) 10 (5.6)
L hlrcE - - EES 13 (8.0) 18 (10.1) 13 (8.0) 18 (10.1)
HEICE->T-HEHESR 0 1 (0.6) 0 1 (0.6)
KRR NGE TCE RV ESRSR? 24 (14.7) 22 (12.3) 24 (14.7) 22 (12.3)
BERI 7 R TV R— & © 0 0 0 0
L O 5 ¢ 0 1(0.6) 0 1 (0.6)
IRIE D 2 RS 5 F EE S 22 (13.5) 16 (8.9) 22 (13.5) 17(9.5)
BT e 6 (3.7) 10 (5.6) 6 (3.7) 10 (5.6)
R R g 3(1.8) 18 (10.1) 3(1.8) 18 (10.1)
Gl 0 0 0 0

Source Japanese Sub-population Output Table 14.3.2.1 and Table 14.3.2.2
Subjects with multiple events in the same category are counted only once in that category. Subjects with

events in more than 1 category are counted once in each of those categories.
Possibly related to IP, as assessed by the investigator.
Events adjudicated as definite or probable diabetic ketoacidosis.
AE with the following criteria confirmed by the investigator: i) Symptoms of severe impairment in

consciousness or behavior ii) need of external assistance iii) intervention to treat hypoglycemia iv) prompt
recovery of acute symptoms following the intervention.

CONFIDENTIAL AND PROPRIETARY

Based on pre-defined list of preferred terms.
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f Surgical or spontaneous/non-surgical amputation, excluding amputation due to trauma.

The on-treatment columns include AEs with an onset date on or after date of first dose and up to and including
30 days following last dose of study drug.

The on and off treatment columns include AEs with an onset date on or after date of first dose of study drug.
Percentages are based on the total numbers of subjects in the treatment group (N).

AE Adverse event. Dapa Dapagliflozin. IP Investigational product. N Number of subjects in treatment
group.

274212 BT

H A ANEFICEIT B on/off treatment B COFETHEIT., # /X7 ) 7o BT 13 4

(8.0%) . ZTT7EAREET26] (112%) THY., FT7EAREELKRL X XT Y 7a v BT
ehote, OBHEEGOEMOVECIZE ST BEERG (FAGE) X, 27 ) 7a P U fEcEE
DR ONGEIRIE (%5361 [1.8%] ) . 7T BAREETLAE BH#l [1.7%] ) Th-ol=

(2 ,

AARNEFMIZI1T % on-treatment HIDFE L HIET, #3707 P BT84 (49%) . 77
T REET 12 6] (6.7%) T&H>7= (Japanese Sub-population Output % 14.3.3.2 & HR)

AARNEMCB T D CICE ST HERFLORBEE X, SFEM & RFERRFERERL
7=

*2 REIZES-BEER (EKEEH) : on/off treatment 8] (HAANERH. ZEM/HEN
XREM)
Number (%) of subjects?
Preferred term Dapa 10 mg Placebo
(N=163) (N=179)
Subjects with AE with outcome of death 13 (8.0) 20 (11.2)
Jiti D AT A= 4 0 2 (L.1)
BT 0 1(0.6)
JRAAESE 1(0.6) 0
P4 3(1.8) 2(L1
UL I 1 (0.6) 0
9 o IO FHE 1(0.6) 0
AR 0 3(1.7)
9 o I LA 4 0 1(0.6)
Mg 1 0 1(0.6)
S R A 0 1 (0.6)
DrEHIE) 0 1 (0.6)
SKERRIE 0 1 (0.6)
SMENRFER 0 1(0.6)
ZEIRAE 3(1.8) 1 (0.6)
FET- 2(1.2) 2(1.1)
LJEIRTE 2(1.2) 2(1.1)
N %2 0 1 (0.6)
CONFIDENTIAL AND PROPRIETARY 7(15)
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Source: Japanese Sub-population Output Table 14.3.3.3
*  Number (%) of subjects with AE with outcome of death, sorted by international order for system organ
class and by descending frequency of preferred term in Dapa 10 mg group.

Subjects with multiple events are counted once for each system organ class / preferred term.

This table includes deaths that occurred on or after date of first dose of study drug.

Percentages are based on the total numbers of subjects in the treatment group (N).

MedDRA version: 22.0.

AE Adverse event. Dapa Dapagliflozin. N Number of subjects in treatment group.

HEMEDOFMHER & L COLMEE, BIIEL ORI FEREZMb2R) OB ARAEHICE
T ABEEIZOWTIE., BERAAZME Mg 2.733 2SI N0,

274213 ZTOMOEELEEER

HANEMIZI1T 5 on-treatment HI COBEERFHEFTLORBAGEIL, ¥\ ) 7a P T
59 15l (36.2%) . T EAREET 784 (43.6%) ThHVH, I ARREEK L THX T 7avy
HCThRhotz, BEAREGORWERLRAERSE (A 1L, WINo&GHELAE, ik
FOEELAETH-T- (F3) .

AANERIZR T D2 HELRAFFROBHEIGIL, EFEH LMRFRRLBRZ R LT,

%3 BEELGAETER EREN. WINHDOETREZES 1.0%L L) : on-treatment #A
(BAXRANEH. REMBAIRRER)
Number (%) of subjects?
Preferred term Dapa 10 mg Placebo
(N=163) (N=179)
Subjects with any SAE 59 (36.2) 78 (43.6)
fiti 2% 5(.1) 10 (5.6)
AT W 0 2(1.1)
BRI 0 2 (1.1)
Jipi e 3 2(1.2) 2(1.1)
H Py s 1 (0.6) 2 (1.1)
DARA 10 (6.1) 20 (11.2)
B 5(@3.1) 9 (5.0)
kAR IE 3(1.8) 0
Sl N 2(1.2) 6 (3.4)
9 o MR A 2(1.2) 4(2.2)
rEEN RS 1 (0.6) 2 (1.1)
=Gt 1(0.6) 2 (1.1)
Ly AR 0 2(1.1)
D E AR 0 5(2.8)
A BN IR P ZE M AR 2(1.2) 1(0.6)
[P 2 i 2 0 2 (1.1)
RE~LV=T 2(1.2) 0
NRAE A 0 2 (1.1)
CONFIDENTIAL AND PROPRIETARY 8(15)
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x3 BELGEESER (EXEN. WIFhHDOETHEEEIE 1.0%L L) : on-treatment A
(BARAEH. ZEMHFRTHRER)
Number (%) of subjects?

Preferred term Dapa 10 mg Placebo

(N=163) (N=179)
BNEBREE 0 3(L7)
EIRFE 2(1.2) 2(L.1)
ZEIRIE 2(1.2) 1(0.6)

Source: Japanese Sub-population Output Table 14.3.4.1

*  Number (%) of subjects with an SAE, sorted by international order for system organ class and by
descending frequency of preferred term in Dapa 10 mg group.

Subjects with multiple SAEs are counted once for each system organ class / preferred term.

This table includes SAEs with an onset date on or after date of first dose and up to and including 30 days
following last dose of study drug.

MedDRA version 22.0.
Dapa Dapagliflozin. SAE Serious adverse event.

H A ANEFICEIT 2 on/off treatment B DO fi F:1%. on-treatment HIOFE R S FEETH Y . AL
E—B L= E%ZR L7= (Japanese Sub-population Output 3% 14.3.4.2 Z &)

274214 ZTOHMOEELHEEER
2742141 BRBREOBREDILEICE-S-HFEER

HARANEMIZ BT 5 on-treatment £l COWBREEKOB G FILICE > HEERIIDRL, T

Voal U BETLI06] (6.1%) « 77 BAREET 106 (5.6%) &G CRIREETH-T-

(#4) .
AARNERNCE T DIERIEOE G- HILIZE > T A EFEFRORBEHIG 1L, DEEM &R
fERAER L,
x4 BREOERERLEICES-BHEER (EARGER) : on-treatment £ (AAXRANEH.
ZEMBTHRER)
Number (%) of subjects?
Preferred term Dapa 10 mg Placebo
(N=163) (N=179)
Subjects with any AE leading to discontinuation of IP® 10 (6.1) 10 (5.6)
Jifi 9 0 1(0.6)
e A= 1(0.6) 0
it DN A 0 1(0.6)
BEXONTBIES 1(0.6) 0
R 1(0.6) 0
Jid HH 1. 0 1 (0.6)
R4 0 2(1.1)
e LR A 0 1(06)

CONFIDENTIAL AND PROPRIETARY 9(15)
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% 4 BREOREHIUICES-HEER (EALFEA) :on-treatment 8] (HAAKH.
ZEMBTHRER)
Number (%) of subjects?
Preferred term Dapa 10 mg Placebo
(N=163) (N=179)
B 0 1(0.6)
o 1(0.6) 0
TR 1(0.6) 0
(#5008 0 1(0.6)
SEVERTIE S 0 1(0.6)
e 1(0.6) 0
7 5 FEIE 1(0.6) 0
P 1 (0.6) 0
I 1 (0.6) 0
BRI R A 1(0.6) 0
Bk AERE 0 1(0.6)
I EAE T 1 (0.6) 0

Source: Japanese Sub-population Output Table 14.3.5.1

& Number (%) of subjects with an AE leading to discontinuation of IP, sorted by international order for
system organ class and by descending frequency of preferred term in Dapa 10 mg group.

Subjects with multiple events are counted once for each system organ class / preferred term.

b Action taken, Drug Permanently Discontinued.

This table includes events with an onset date on or after date of first dose and up to and including 30 days
following last dose of study drug.

MedDRA version: 22.0.
AE Adverse event. Dapa Dapagliflozin. P Investigational product. N Number of subjects in treatment
group.

2742142 ZTOMOEEZELGEEER
Dapa-HF iR TIZZ OMOBEIE R G HEFRICHESINICAEFFRIIR D -T2,

274215 BENXIIEERBANEEERZDEENT
EHTREGEESGICHOWT, UUTFICERHEHT S,

2742151 HWREBLZETRLTIAEER

AARNEEICI T 5 on-treatment H] TOMRIK R 2 R~ 5 HEFEORBIEIL, ¥ /37
V7a P fEC226] (13.5%) « 77 REET1661 (8.9%) THY, I ARREL L TH
RN TP URETE Mo T, 100 A - HEHT- Y OFGRERITENEN 9.17 L1621 Th-
Too BEERMREERAD 2 BT 5 AEFEFLRIT, A 1E] (0.6%) OHBO LN, EHILIC
o L IREERD 2 RBRT D EERRIL, X370 7P BT LA (0.6%) DORFRD LIz
(Japanese Sub-population Output & 14.3.8.1 Z &) |

CONFIDENTIAL AND PROPRIETARY 10(15)
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AARANEMIZ BT 5 on/off treatment H] D FE F 1%, on-treatment HIOFER L FETH - 72
(Japanese Sub-population Output 3% 14.3.8.2 Z# &) .

2742152 BEEER

HANEMIZI1T 5 on-treatment H] TO R BIEFLORFEBBIEIL, X7V 70 U HET 3 4l
(1.8%) . 7Z7EARBETI8H] (10.1%) THYH ., FT7BREELIRLTHX T Y T7a v BT
Rhote, 100 N - iz O RGBT ZNEI 1.25 L 1V6.99 Th o7z, FEER T FR
DORBFIEIL, F X7V 7P BT (06%) . 77 BREETAH] 2.2%) LD 7enoiz,
BHHIRICE > 7B B EESIIARE 1 6] (0.6%) DOHFED HiL7- (Japanese Sub-population Output
# 14.3.10.1 W)

A ARANEMIZ T D on/off treatment H] D FE F1X. on-treatment HIOFER L FETH - 72
(Japanese Sub-population Output 3% 14.3.10.2 Z &) .
2742153 HERETFT7F—UX
H A A Tl on-treatment # % OY on/off treatment BT BERIG 7 T3 R— A THH Z &N
(FZE (definite) | XX [ATREMERIVY (probable) | &HIE SNT-FRITRD N7,

2742154 EEQOEBEMHESRZR

AARNEMICKE T 52 EEDRMAEFRIIF 7Y 7a Y U TIERO 507, on-treatment 1]
O on/off treatment #1277 B AHREET 1 #i (0.6%) DHFRH HiL7= (Japanese Sub-population
Output & 14.3.7.1 LUK 14.3.72 25 M)  LLBEHIIN— AT A I 2 BIFERY P (T2DM)
ZAEPFL TV,

2742155 B

AARNEFIZI T 5 on/off treatment ] TOFH OIRBFIEIL, X /X7 U 7w U FET 6 4
(B3.7%) . T EARRET 106 (5.6%) LREGHFTRRE TH-7, 100 A - FH7ZD DHG
FELRIZIZENEI 236 L1V 3.64 Th 7= (Japanese Sub-population Output 3% 14.3.9.2 # &)

AARANEMIZ BT 5 on-treatment £ DfE 1L, on/off treatment HDOFER L FfETH - 7=
(Japanese Sub-population Output 3% 14.3.9.1 &) .

2742156 Uk

H A AEMICEBV T, on-treatment H] & OF on/off treatment HIZ UG ICE > 72 A EFRITE D HIL
7273 7= (Japanese Sub-population Output 3 14.3.2.1 X V5 14.3.2.2 &)

2742157 TBRUMOURYELEDIDEEER FIKER)

HANEMIZI1T 5 on/off treatment ] TO THRUIWrD U 2 7 L7 5/ EES (FiRESR) O
BBEIL, Zx7 ) 7aP URET 216 (129%) . T EARRET 19 6] (10.6%) & 5-HEH T
FRETHSTZ, 100 A - Fdic ) OFEGRBFIZZNTI 826 L TN6.91 Thoto, RIJKFELRNEA
D ONTEFITOT IO UIRIZIEE S 725 > 7= (Japanese Sub-population Output 3 14.3.12.2 =%
)

A ARANEMIZ BT 5 on-treatment £ DfE 1L, on/off treatment HIOFER L FETH - 72
(Japanese Sub-population Output 3% 14.3.12.1 &) .

CONFIDENTIAL AND PROPRIETARY 11(15)
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274216 EBNOREMERER

2742161 7JJI=-IiEHE

H AR NEER Tix, E%%£ﬁ®ﬁ%&@é$h“%®mmxi%ﬁﬁmﬁ*%rﬁﬁéﬁgﬁ
AEFHEG TERIEOH 5 IEIZE > - AEFEFGILRD b7 h -7 (Japanese Sub-population
Output # 14.3.13.1 X U'% 14.3.132 &)

2742162 [FREgREE

AARNER TR, REEBROEELRAEFRGIIZ AT Y 70V UETIIR D LT, on-
treatment | & OF on/off treatment #1(Z7° 7 EAREET 161 (0.6%) DHFRO Lz, IREEG DK 5.
HIRIZE S T2 HEERIIZRD 572 > 7= (Japanese Sub-population Output % 14.3.4.1, 3
14342 KU 143.5.1 #58)

274.216.3 IRk

AARNERTIE, B ROEERAEFZLOREF ILICE T HEFGITEO o
7= (Japanese Sub-population Output 3% 14.3.4.1, 3 14.3.42 k% 143.5.1 #&=MHR)
27422 [ERAEEFROXEIZK DA

AEORNKD 2.7.422 HESBH,

2.7.4.3 RRREE D S

2.7.4.3.1 MRFIRE

AARNEFNCE T 2 MK FREORRIL, RIEER O L MAFER Th -7 (Japanese Sub-
population Output 3 14.3.16.1 Z& M)

2.74.3.2 mEEICFRE

274321 MEELFREEOERMEL

BARANENTIX, 77=2T73 /) b7 A7x27—E (ALT) \ TVHUKRAT 7 2 —F
(ALP) | 7ANRIXUBET I/ 70 A7 =7 —F (AST) . ME U B RO HIRFEER
(BUN) TiE, BRRAICEZELRZLITNTIOREIZE N THRO b/ -7 (Japanese

Sub-population Output 7% 14.3.16.1 &)

My 7 V7 F=r OFHEIL, 70 7a P U HCIET I ARREL i L TR ER L
77 HEFRERIAJEIRME (eGFR) DK TFIX., I BARBEL LI L TH /T U 7 ua P U TR
FOBEICGRO LN, NKRm7 eikdtE BAY) - hY U LFJR~NTF K (NT-proBNP) 1%, #
58 WHARIZT T BRI L TH T Y 7a P U TR TR b,

AANEMIZRT B MiEAE L FREORRIT, BEREMORRERKTH T,

274322 FREEZEBONIBRREERER

HANEHTIE, 7 L7 F = HNOBERBRENRED DN BFL, #1377V VBT
K0 Dienotz, TOMOERRBRAER H CHE R RFEMENRO b BE ST, #&5HMH TR
[FIFEFECoH > 7= (Japanese Sub-population Output 3% 14.3.16.2) ,

CONFIDENTIAL AND PROPRIETARY 12(15)
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2.7.4.3.3 RI&E&E

AEOARKRD 2.7.43.3 HES,

2744 NABIILTA 2, BRMFTERRUVREEICEET HithDE
=IAH

27.4.41 N ZILYTA Y

AARNEFTIEZ, WTHNOEGHETH /A XA AZERRIZ Egiﬁ/}{ﬂﬁ IO LN
7= (Japanese Sub-population Output & 14.3.15 &) . BARNEFHIZE T 5314 Z ¥4 O
RiL, BEEROER L FEETH T2,

2745 FANGEEEARTRETIZE TR LM

2.7.4.5.1 ARMEER

WEILE-T-AEFESG, BEELRATFES, WREORGPILCESTAEFR, BIRIEORE
B STEAEFEFRLOBGFMNCE T AFFES, RABERAGE CERWAFEFELITNIEHR
TAREAFEFLIIONT, X=X T A VFEORRFAFOAE (T2DM, FEFERFE) . X—R 7
A EFD eGFR (45 mL/min/1.73 m? Kii. 45 mL/min/1.73 m? LA _E 60 mL/min/1.73 m? AR
60 mL/min/1.73 m> LA E) | 4l (65 mLAT. 65 m%itR) LOWER] (Bak, £otb) ok z%7 7
N—T RN AR NERICEB W TH FEM L7z, Zed, WHEHIME (130 mmHg A, 130 mmHg
PLE) BIOY 77— id B AR N Tl Lo 72,

GBS TR S 42 T OFFFRICIZIR Y 235 2 b DD, SRERTORNRMEZRIZ IS < FHf
& WA (TR DARMIITRIR S e o T,

2.7.4.51.1 FERR DB E

PERIN A DDA (T2DM, FEFEIRIG) BT 7 7 v — T b #i& 5 % Japanese Sub-population
Output # 14.3.2.11.5 KU 14.3.2.11.6 (21T D,

274512 BH#EEOEE

=2 F A EFD eGFR (45 mL/min/1.73 m?> A3#. 45 mL/min/1.73 m? LAk 60 mL/min/1.73 m? &
fiti. 60 mL/min/1.73 m? LA E) BV 7 70— T #E 5 % Japanese Sub-population Output
# 1432117, £ 1432.11.8 LR 143.2.11.9 [THrd 5,

274513 SFEHOEE

G (65 WRLAT . 65 miR) BID Y7 7 L — St it 8% Japanese Sub-population Output
1432111 LOFE 1432.11.2 18R T 5,

274514 HROEE

MR (B, &) O 7 70— T TS 5 % Japanese Sub-population Output 3% 14.3.2.11.3 &
O 1432114 (28R T 5,

CONFIDENTIAL AND PROPRIETARY 13(15)
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2.7.4.5.2 HNEMER

Dapa-HF U5k T/ AT Z RN L 72 o> 72,

27453 EYMEBEER
AMEEEDOAARD 2.7.453 HESH,

27454 ERKE OIRELEO KA

TR DORARD 2.7.45.4 TAZ S 0E,

2.745.5 BERE
Dapa-HF SR BB ] 11 L5 513580 B o 7z,

27456 ZEWELA
AMEEEDAARD 2.7.4.5.6 THEZ S,

27457 BERRER R O R KIR R

TR DOARARD 2.7.4.5.7 TAZSHE,

274538 BEEER R UHMIREIC T 2R E R (TIFAEREDES

TR DORRD 2.7.45.8 THZ LA,

2746 mERET—4

ENIZEBW T, 2014 43 H 24 HIZ T2DM., 2019 43 A 26 BT 1 BUBEFRIPE O JiIE TRER
ENTWD, ENTIREIZENE L 72 BEERE% R R OEN TR IC BT 2RIEH O £ & o1,
%7 mzzerteymss a2 = e ~2oll =0 | E. 200945 12 A
27 BiEH) (CREHO LB,

2.7.4.7 TeHICET S5

ARERIZIBNT, EEBRHROE T LI AARNOAEEBEIKT 54370 71 10 mg D
1 B 1 EEGEOEBEMIIRIFCTH Y | Hiizp 2t EOBRITRO bk noT,

HEROEH

o DAPA-HF :RBr D B AR ANEFMIZE T 5 on-treatment Hi & TN on/off treatment ] D 2221 D s
B, SfEMA MR -BLEHEE2 R LT,

. AARANEFICB T 2 EERAEFRLORREDORGF ILICE > AEFZORBAEE
T EERERORELE B LTEBY ., BBREOKRGHILICE > =HEFLORHIEE K
Mmool

. R BV 2 RE T A EEFROFEBGIEIT, 77 Rl TH¥ 7y 7a vy
HCTEZ 0o, EERKKERD Z BT 52AEFEFLZIIZH1IFITHY . HH5F IR
o REED BT 58 EFRIIZ AT 7P U HTIHORTHS T,

CONFIDENTIAL AND PROPRIETARY 14(15)
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R CiR AT/ Rl = RV g = B <l P/ =S W/ S i

. BBEEROBBGIEIL., T ERBEE B L THRT ) T a D BT o T,

. BT ORBLEEI & GREF CRIRE CTh -7,

. HEOKIMBEFSRII L T ) 7 P URETIERD b oz,

. HARNEMTIL, [#E5E (definite) | XU TAREMEEVY (probable) | &CHIE S AL7= 4
RIGT b7 ¥ R=Y RAFFOLNRNoT-, o, UMICE-TEAFEFEL LR O LR
Ntz
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& 1.1 HRBEFRIEIRIANESHAETER, EERUVREHLIZESHEFER (D1699C00001

AstraZeneca

HER - BAARSHBITHRER)

System organ class / Preferred term ‘ System organ class / Preferred term_J Number (%) of patients
Any AE Causality related AE
Dapagliflozin Placebo Dapagliflozin Placebo
(N=163) (N=179) (N=163) (N=179)
Patients with any AE Patients with any AE 79 (48.5) 91 (50.8) 16 (9.8) 11(6.1)
Infections and infestations FRYWER X OVF A hE 8 (4.9) 18 (10.1) 0 0
Appendicitis HIER 0 1 (0.6) 0 0
Cellulitis BB s 0 2 (1.1) 0 0
Herpes zoster oticus H¥p s 1 (0.6) 0 0 0
Influenza A7z 0 2 (1.1) 0 0
Lung infection itk gy 1 (0.6) 0 0 0
Nasopharyngitis EHREES 0 1 (0.6) 0 0
Periodontitis T JE 1 (0.6) 0 0 0
Peritonsillar abscess J K& PR AR 0 1(0.6) 0 0
Pneumonia fitide 5@3.1) 10 (5.6) 0 0
Pneumonia bacterial T MEN 2 0 1 (0.6) 0 0
Septic shock BfEM > g v 7 0 1 (0.6) 0 0
Urinary tract infection PR % SR Yy 0 1 (0.6) 0 0
Wound infection Al Y 1 (0.6) 0 0 0
Neoplasms benign, malignant and B, BMER X OGEHABR OB 4D 5(@.1) 6 (3.4) 0 1 (0.6)
unspecified (incl cysts and polyps) (BB LORY — 7 %5 T)
Cholangiocarcinoma il Siiabe 1 (0.6) 0 0 0
Chronic myeloid leukaemia 8B I 15 0 1 (0.6) 0 0
Colon cancer FE N 0 1 (0.6) 0 0
Gastric cancer =R 1 (0.6) 0 0 0
Hepatocellular carcinoma T L Es 1 (0.6) 0 0 0
Lung neoplasm malignant i oD B A= 1 (0.6) 1 (0.6) 0 0
Pancreatic neoplasm e £ 1 (0.6) 0 0 0
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AstraZeneca

x 1.1 HARERITIEIAZSHEESZR. EERVEESHLIZES-HEER (D1699C00001 35k : HARAAR 2 MMITXIRER)
System organ class / Preferred term ‘ System organ class / Preferred term_J Number (%) of patients
Any AE Causality related AE
Dapagliflozin Placebo Dapagliflozin Placebo
(N=163) (N=179) (N=163) (N=179)
Prostate cancer BT R 1 (0.6) 0 0 0
Rectal cancer EN A 0 1 (0.6) 0 0
Renal neoplasm BT A 0 1 (0.6) 0 1 (0.6)
Squamous cell carcinoma of lung i M- b R 0 1 (0.6) 0 0
Transitional cell carcinoma BAT L 1 (0.6) 0 0 0
Metabolism and nutrition disorders REEB L OueREEE 15(9.2) 17 (9.5) 5(.1) 3(1.7)
Decreased appetite RERIEE 2(1.2) 0 0 0
Dehydration il 10 (6.1) 10 (5.6) 3(1.8) 3(1.7)
Diabetes mellitus PR I 0 2 (1.1) 0 0
Hyperkalaemia =Ry NN 1 (0.6) 1 (0.6) 0 0
Hypoglycaemia I B 0 1 (0.6) 0 0
Hyponatraemia &7 R VU 7 AISE 0 1 (0.6) 0 0
Hypovolaemia i i i 3(1.8) 2(1.1) 2(1.2) 0
Metabolic acidosis REHET v = A 0 1 (0.6) 0 0
Steroid diabetes 2T A NHERR 0 1(0.6) 0 0
Nervous system disorders TR R fEE 4(2.5) 4(2.2) 2(1.2) 1 (0.6)
Cerebral haemorrhage Jibd H . 0 1(0.6) 0 0
Cerebral infarction IS 2(1.2) 2 (1.1) 2(1.2) 1 (0.6)
Cognitive disorder RN 1 (0.6) 0 0 0
Subarachnoid haemorrhage < HET HIm 1 (0.6) 0 0 0
Syncope N 0 1 (0.6) 0 0
Eye disorders AR i 2 1(0.6) 2(1.1) 0 0
Cataract H N [ 1 (0.6) 2(1.1) 0 0
Strabismus R 0 1(0.6) 0 0
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AstraZeneca

x 1.1 HARERITIEIAZSHEESZR. EERVEESHLIZES-HEER (D1699C00001 35k : HARAAR 2 MMITXIRER)
System organ class / Preferred term ‘ System organ class / Preferred term_J Number (%) of patients
Any AE Causality related AE
Dapagliflozin Placebo Dapagliflozin Placebo
(N=163) (N=179) (N=163) (N=179)

Ear and labyrinth disorders HB IOk 1 (0.6) 0 0 0
Vertigo positional FANLMEEIREME O F 1(0.6) 0 0 0

Cardiac disorders ol 29 (17.8) 51(28.5) 1(0.6) 4(2.2)
Acute myocardial infarction 2 A ZE 3(1.8) 0 1 (0.6) 0
Angina pectoris B iE 1 (0.6) 0 0 0
Angina unstable R TERLME 0 1 (0.6) 0 0
Atrial fibrillation YFEEAHED) 1 (0.6) 1 (0.6) 0 0
Atrial tachycardia Ly EHER 0 2(1.1) 0 0
Atrial thrombosis DB ILAESE 1(0.6) 0 0 0
Atrioventricular block complete EREET Oy 1 (0.6) 0 0 0

Cardiac failure DR 10 (6.1) 20 (11.2) 0 1 (0.6)

Cardiac failure acute AR 2(1.2) 634 0 1 (0.6)
Cardiac failure chronic P AN 4 5(@.1) 9 (5.0 0 0
Cardiac failure congestive 9 S I LARE 2(1.2) 4(2.2) 0 0
Cardio-respiratory arrest Laffifs Ik 0 1 (0.6) 0 0
Coronary artery stenosis SeEEh R B 1 (0.6) 2(1.1) 0 0
Low cardiac output syndrome 1D H BE e 0 1 (0.6) 0 0
Myocardial ischaemia SO R AL 0 1 (0.6) 0 0

Palpitations LS 0 1 (0.6) 0 1 (0.6)
Supraventricular tachycardia =R 1 (0.6) 0 0 0
Tachycardia LR 0 1 (0.6) 0 0
Ventricular arrhythmia DEMEAREER 0 1 (0.6) 0 0
Ventricular fibrillation == Vi) 1 (0.6) 2(1.1) 0 0

Ventricular tachycardia L AR 0 5(2.8) 0 1 (0.6)
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AstraZeneca

x 1.1 HARERITIEIAZSHEESZR. EERVEESHLIZES-HEER (D1699C00001 35k : HARAAR 2 MMITXIRER)
System organ class / Preferred term ‘ System organ class / Preferred term_J Number (%) of patients
Any AE Causality related AE
Dapagliflozin Placebo Dapagliflozin Placebo
(N=163) (N=179) (N=163) (N=179)
Vascular disorders 1 7 i 13 (8.0) 6(3.4) 3(1.8) 0
Arterial stenosis Eile s 1 (0.6) 0 0 0
Hypotension R E 7 (4.3) 2(1.1) 2(1.2) 0
Orthostatic hypotension ST AR I 2(1.2) 2 (1.1) 1 (0.6) 0
Peripheral arterial occlusive disease KRS EN R EH FEME 2 B 3(1.8) 1 (0.6) 0 0
Poor peripheral circulation KGR R 0 1 (0.6) 0 0
Respiratory, thoracic and mediastinal REI 25 BOERE X ONElRE = 1 (0.6) 8 (4.5) 0 0
disorders

Eosinophilic pneumonia B ERME it ¢ 0 1 (0.6) 0 0
Interstitial lung disease T M i e R 0 2(1.1) 0 0
Pleurisy g 1 (0.6) 1 (0.6) 0 0
Pneumomediastinum HERRIE 0 1 (0.6) 0 0
Pneumonia aspiration SR I 2 0 1 (0.6) 0 0
Pneumothorax S| 0 1 (0.6) 0 0
Pulmonary mass i fiEERE 0 1 (0.6) 0 0

Gastrointestinal disorders =i liREss 8 (4.9) 6(3.4) 0 1 (0.6)
Abdominal discomfort RE Ak 1 (0.6) 0 0 0
Abdominal pain lower TIEH R 1 (0.6) 0 0 0
Constipation (XA 1 (0.6) 0 0 0

Defaecation urgency {EEYhA 0 1 (0.6) 0 1 (0.6)
Diverticulum intestinal haemorrhagic HH I G e = 1 (0.6) 0 0 0
Duodenal ulcer perforation AL+ IS 0 1 (0.6) 0 0
Gastric ulcer haemorrhage HIfn M e S 0 1 (0.6) 0 0
Gastritis = 0 1 (0.6) 0 0
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& 1.1 HRBEFRIEIRIANESHAETER, EERUVREHLIZESHEFER (D1699C00001

AstraZeneca

HER - BAARSHBITHRER)

System organ class / Preferred term ‘ System organ class / Preferred term_J

Number (%) of patients

Any AE Causality related AE
Dapagliflozin Placebo Dapagliflozin Placebo
(N=163) (N=179) (N=163) (N=179)
Gastrointestinal haemorrhage 5 H i 0 1 (0.6) 0 0
Gastrointestinal polyp haemorrhage A Y — 7 Hi 1 (0.6) 0 0 0
Ileus paralytic R A LT A 0 1 (0.6) 0 0
Inguinal hernia =T 2(1.2) 0 0 0
Large intestine polyp KIGRY —7 1(0.6) 0 0 0
Rectal polyp BEiGHR Y —7 1(0.6) 0 0 0
Hepatobiliary disorders JFFREE R B 1(0.6) 3(1.7) 0 1(0.6)
Bile duct obstruction JilEkE e 0 1 (0.6) 0 0
Bile duct stone JiEEgrra 0 2 (1.1) 0 0
Drug-induced liver injury SR PERT S 0 1 (0.6) 0 1 (0.6)
Jaundice cholestatic NEH 5 > itk e 1(0.6) 0 0 0
Skin and subcutaneous tissue disorders K& L O THakgEE 5(@.1) 0 1 (0.6) 0
Diabetic foot PRI M IR 2 1 (0.6) 0 0 0
Drug eruption AR 1 (0.6) 0 0 0
Pruritus 9 FEIE 1 (0.6) 0 1 (0.6) 0
Rash A 1 (0.6) 0 1 (0.6) 0
Skin erosion HIEONS A 1 (0.6) 0 0 0
Skin ulcer atiet> 1(0.6) 0 0 0
Musculoskeletal and connective tissue HERRE L O SRk 1 (0.6) 2 (1.1) 0 0
disorders
Back pain R 0 1 (0.6) 0 0
Osteonecrosis of jaw PHE B 1 (0.6) 0 0 0
Pseudarthrosis 1% B 0 1(0.6) 0 0
Renal and urinary disorders B L ORI S 4(2.5) 19 (10.6) 1(0.6) 2(1.1)
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®1.1 RARAFRNIEITARNEAETER. EERUREHRILIZES-FESER (D1699C00001 HER : BARAAZEMAETREH)
System organ class / Preferred term ‘ System organ class / Preferred term_J Number (%) of patients
Any AE Causality related AE
Dapagliflozin Placebo Dapagliflozin Placebo
(N=163) (N=179) (N=163) (N=179)
Acute kidney injury E R 0 5(2.8) 0 0
Chronic kidney disease 18 B ek IPs 0 1 (0.6) 0 0
Haematuria 1 R 1 (0.6) 0 0 0
Prerenal failure BRI AR A 1 (0.6) 0 0 0
Renal impairment R MR 2(1.2) 14 (7.8) 1 (0.6) 2 (1.1)
General disorders and administration site —i% - BEEER X O 5ERAL DR EE 5(3.1) 4(2.2) 2(1.2) 0
conditions
Cardiac death LR E 0 1 (0.6) 0 0
Death T 1 (0.6) 0 0 0
Sudden cardiac death ILZEERFE. 2(1.2) 2 (1.1) 0 0
Sudden death ZBIR Y. 2(1.2) 1 (0.6) 2(1.2) 0
Investigations iR A 3(1.8) 0 2(1.2) 0
Blood pressure decreased I JFE T 3(L.8) 0 2(1.2) 0
Injury, poisoning and procedural BE= fERB L OWLE S PHE 9(5.5) 13 (7.3) 0 0
complications
Ankle fracture B E T 1(0.6) 0 0 0
Brain contusion il g 0 1 (0.6) 0 0
Compression fracture ES =R 1(0.6) 1(0.6) 0 0
Femoral neck fracture KRB ZEEE 4T 0 1 (0.6) 0 0
Femur fracture KERE& T 1(0.6) 0 0 0
Foot fracture EET 0 2 (1.1) 0 0
Hand fracture FEIT 0 1(0.6) 0 0
Multiple fractures I8 FIT 1 (0.6) 0 0 0
Post procedural haemorrhage S 1% H I 0 1 (0.6) 0 0
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& 1.1 HREFRIEIBITANESAETER, EERUVREHLIZES-HEFER (D1699C00001 i8R : BAANREMHBITIREM)

System organ class / Preferred term ‘ System organ class / Preferred term_J Number (%) of patients
Any AE Causality related AE
Dapagliflozin Placebo Dapagliflozin Placebo
(N=163) (N=179) (N=163) (N=179)
Radius fracture BE s 1 (0.6) 0 0 0
Rib fracture WhrE-& 4 0 4(2.2) 0 0
Skull fracture HEEE T 1 (0.6) 0 0 0
Spinal compression fracture FHE B 5T 0 1 (0.6) 0 0
Splenic injury il = 1 (0.6) 0 0 0
Subdural haematoma T S af AR 1 (0.6) 0 0 0
Traumatic haematoma NG 1f 1 (0.6) 0 0 0
Wound filf 0 2(L.1) 0 0
Wound complication AllEHHE 1 (0.6) 1 (0.6) 0 0
MedDRA ver 22.0
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4 ZRXT ) TavrFar LS a— ki
%= 2.1 BHESHEPRIC 2%ULICEOONZTEIREFESER, EERUEBSHLIZES-HEEZR (D1699C00001 8k : BARA
T REM) : Dapaglifiozin 2
First onset period
Total 0-<3 3-<6 6-<9 9-<12 12 months -
months months months months <
(N=163) (N=163) (N=156) (N=152) (N=146) (N=146)
Patients with any AE 77 (47.2) 26 (16.0) 12 (7.7) 4 (2.6) 14 (9.6) 21 (14.4)
Total deaths 13 (8.0) 2(1.2) 1 (0.6) 1(0.7) 3(2.1) 6 (4.1)
Patients with any SAE other than death 52 (31.9) 10 (6.1) 8(5.1) 4(2.6) 13 (8.9) 17 (11.6)
Patients with any AE leading to discontinuation 10 (6.1) 5@3.1) 2 (1.3) 0 0 321
Cardiac failure DARA 10 (6.1) 1 (0.6) 0 1(0.7) 2(1.4) 6 (4.1)
Cardiac failure chronic &HELR4E | 5(3.1) 1 (0.6) 0 0 2(1.4) 2(1.4)
Dehydration il 10 (6.1) 3(L.8) 2 (1.3) 0 2(1.4) 321
Hypotension A 6 (3.7) 3(1.8) 1 (0.6) 0 1(0.7) 1(0.7)
Pneumonia Bifige 5(3.1) 0 1 (0.6) 0 2(1.4) 2(1.4)
MedDRA ver 22.0
CONFIDENTIAL AND PROPRIETARY 10(44)
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—f4 A7) T Tu L7 ) a— K
*x22 BESHEPRIC 2%ULICEOONTZTEITAREFEER, EERUBREDLICES-HEEZR (D1699C00001 i8R : BARA
TEMHEITREHM) : Placebo ##
First onset period
Total 0-<3 3-<6 6-<9 9-<12 12 months
months months months months -<
(N=179) (N=179) (N=174) (N=165) (N=157) (N=150)
Patients with any AE 90 (50.3) 29 (16.2) 21 (12.1) 17 (10.3) 6 (3.8) 17 (11.3)
Total deaths 21 (11.7) 1 (0.6) 4(2.3) 4(2.4) 4(2.5) 8 (5.3)
Patients with any SAE other than death 70 (39.1) 21 (11.7) 15 (8.6) 14 (8.5) 53.2) 15 (10.0)
Patients with any AE leading to 9 (5.0 4(2.2) 2(1.1) 1 (0.6) 1 (0.6) 1(0.7)
discontinuation
Acute kidney injury AR 5(2.8) 0 0 1 (0.6) 2 (1.3) 2 (1.3)
Cardiac failure DARA 20 (11.2) 6 (3.4) 4(2.3) 5(3.0) 1 (0.6) 4(2.7)
Cardiac failure acute LA 6 (3.4) 1 (0.6) 0 3(1.8) 2 (1.3) 0
Cardiac failure chronic [N 9(5.0) 5(2.8) 1 (0.6) 1 (0.6) 0 2(1.3)
Cardiac failure congestive I o MO R 4(2.2) 2(1.1) 2(1.1) 0 0 0
S
Dehydration 7k 10 (5.6) 1 (0.6) 4(2.3) 1 (0.6) 1 (0.6) 3(2.0)
Pneumonia JiiTES 10 (5.6) 1 (0.6) 1(0.6) 3(1.8) 2(1.3) 3(2.0)
Renal impairment R MR 14 (7.8) 3(1.7) 3(1.7) 2(1.2) 1 (0.6) 5(3.3)
Rib fracture hE B9 4(2.2) 0 1 (0.6) 0 0 3(2.0)
Ventricular tachycardia Dy R 5(2.8) 0 1 (0.6) 1 (0.6) 2(1.3) 1(0.7)
MedDRA ver 22.0
CONFIDENTIAL AND PROPRIETARY 11(44)
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AstraZeneca

% 3.1 REICES-AEFER—E%X (D1699C00001 i85 : BAARLMHAETIREM)
Grou Subject Se | Age T2DM Baseline AE (Prefered | AE (Prefered | Severity/Int | Seriou | AE start AE Causality** | Action Taken | Outc
p X at eGFR term) term_J) ensity s date duratio with Study ome
baselin | (mL/min/1.7 Event (days)* n Treatment
e 3m?) (days)
papa [~ (] [~ 56 Sudden LrZESRIE SEVERE Y 542 UNLIKELY | NOT FAT
10mg cardiac death AE APPLICABL AL
CAUSED | E
BY IP
Bl 4 4 Acute ZVE L 5 8 | SEVERE Y 217 REASONA | NOT FAT
myocardial 3E BLE APPLICABL AL
infarction POSSIBILIT | E
Y AE
RELATED
TO IP
| YK R 37 Sudden ISR IE SEVERE Y 61 UNLIKELY | NOT FAT
cardiac death AE APPLICABL AL
CAUSED | E
BY IP
Bl v 4 93 Cardiac failure | @10 R4 | SEVERE Y 515 UNLIKELY | DRUG FAT
chronic AE INTERRUPT AL
CAUSED | ED
BY IP
Bl - 1 50 Death T SEVERE Y 629 UNLIKELY | NOT FAT
AE APPLICABL | AL
CAUSED | E
BY IP
B 1 31 Cerebral e SEVERE Y 246 UNLIKELY | NOT FAT
infarction AE APPLICABL AL
CAUSED | E
BY IP
B v 1 v 58 Sudden death | Z2$A3E SEVERE Y 175 REASONA | NOT FAT
BLE APPLICABL | AL
POSSIBILIT | E
Y AE
RELATED
TO IP
v 1 | 51 Cardiac failure | {##£0, /4 | MODERAT | Y 14 UNLIKELY | DRUG FAT
chronic E AE INTERRUPT | AL
CAUSED | ED
BY IP
CONFIDENTIAL AND PROPRIETARY 12(44)
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AstraZeneca

% 3.1 REICES-AEFER—E%X (D1699C00001 i85 : BAARLMHAETIREM)
Grou Subject Se | Age T2DM Baseline AE (Prefered | AE (Prefered | Severity/Int | Seriou | AE start AE Causality** | Action Taken | Outc
p X at eGFR term) term_J) ensity s date duratio with Study ome
baselin | (mL/min/1.7 Event (days)* n Treatment
e 3m?) (days)
Bl - 1 50 Sudden death | Z2#A3E SEVERE Y 378 REASONA | NOT FAT
BLE APPLICABL | AL
POSSIBILIT | E
Y AE
RELATED
TO IP
pacc [ >~ [ | v 65 Sudden L JEIRFE SEVERE Y 174 UNLIKELY | NOT FAT
bo cardiac death AE APPLICABL AL
CAUSED | E
BY IP
Bl v 1 88 Cardiac failure | {@PE0 R4 | MODERAT | Y 73 UNLIKELY | DRUG FAT
chronic E AE INTERRUPT | AL
CAUSED | ED
BY IP
B 1 v 80 Sudden D JEIRFE SEVERE Y 14 UNLIKELY | NOT FAT
cardiac death AE APPLICABL AL
CAUSED | E
BY IP
[ IEE R 98 Cardiac failure | 224 SEVERE Y 440 UNLIKELY | NOT FAT
AE APPLICABL | AL
CAUSED | E
BY IP
B 1 63 Ventricular | 02a418) SEVERE Y 430 UNLIKELY | NOT FAT
fibrillation AE APPLICABL | AL
CAUSED | E
BY IP
B v 1 v 33 Cardiac failure | 5 - IfiL £ &> | SEVERE Y 246 UNLIKELY | DOSE NOT | FAT
congestive R4 AE CHANGED AL
CAUSED
BY IP
Il 4 - 70 Sudden death | Z2#A3E SEVERE Y 117 UNLIKELY | NOT FAT
AE APPLICABL | AL
CAUSED | E
BY IP
B 1 v 69 Cardiac failure | 2274 MODERAT | Y 460 UNLIKELY | DRUG FAT
E AE INTERRUPT | AL
CAUSED | ED
BY IP
CONFIDENTIAL AND PROPRIETARY 13(44)
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AstraZeneca

% 3.1 REICES-AEFER—E%X (D1699C00001 i85 : BAARLMHAETIREM)
Grou Subject Se | Age T2DM Baseline AE (Prefered | AE (Prefered | Severity/Int | Seriou | AE start AE Causality** | Action Taken | Outc
p X at eGFR term) term_J) ensity s date duratio with Study ome
baselin | (mL/min/1.7 Event (days)* n Treatment
e 3m?) (days)
Il 4 - 61 Cardiac death | LJi3E SEVERE Y 196 UNLIKELY | NOT FAT
AE APPLICABL | AL
CAUSED | E
BY IP
Bl 4 66 Lung fii & % £ % | SEVERE Y 15 UNLIKELY | DRUG FAT
neoplasm A AE WITHDRAW | AL
malignant CAUSED N
BY IP
v 1 | 73 Myocardial | i L SEVERE Y 297 UNLIKELY | NOT FAT
ischaemia AE APPLICABL AL
CAUSED | E
BY IP
| EEEE R 50 Renal R T4 SEVERE Y 571 REASONA | DOSE NOT | FAT
neoplasm BLE CHANGED AL
POSSIBILIT
Y AE
RELATED
TO IP
v 1 | 60 Pneumomedia | S AiEHHIE SEVERE Y 178 UNLIKELY | DRUG FAT
stinum AE INTERRUPT | AL
CAUSED | ED
BY IP
Bl 4 42 Cardiac failure | 224 MODERAT | Y 141 UNLIKELY | NOT FAT
E AE APPLICABL | AL
CAUSED | E
BY IP
v 1 63 Cardio- o fifif 1k SEVERE Y 258 UNLIKELY | NOT FAT
respiratory AE APPLICABL AL
arrest CAUSED E
BY IP
MedDRA ver 22.0
* AE start date is the time to onset AE (Day X of administration)
** Judged by the investigators
CONFIDENTIAL AND PROPRIETARY 14(44)
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4.1 BEELGHEEEZR—EZX (D1699C00001 FHER : BEAAZR MBI REH)
Grou Subject S | Ag | T2DM Baseline | AE (Prefered | AE (Prefered | Severity/In | Seriou AE AE Causality** | Action Taken Outcome
p e e at eGFR term) term_J) tensity s start duratio with Study
X baseli (mL/min/ Event date n Treatment
ne 1.73 m?) (days)* | (days)
Dapa [ v | ] | v 61 Ventricular e SEVERE | Y 303 32 UNLIKELY | DOSENOT | RECOVERED/
10mg fibrillation AE CHANGED | RESOLVED
CAUSED
BY IP
Traumatic A ifn B SEVERE Y 575 72 UNLIKELY | DOSE NOT RECOVERED/
haematoma AE CHANGED RESOLVED
CAUSED
BY IP
[ K RS 56 Cataract [ A MILD Y 352 3 UNLIKELY | DOSENOT | RECOVERED/
AE CHANGED | RESOLVED
CAUSED
BY IP
Sudden LN JESRFE SEVERE | Y 542 UNLIKELY | NOT FATAL
cardiac death AE APPLICABL
CAUSED | E
BY IP
[ EEEEK B 4 Peripheral JREINRE | MODERA | Y 141 3 UNLIKELY | DOSENOT | RECOVERED/
arterial SN R TE AE CHANGED | RESOLVED
occlusive CAUSED
disease BY IP
Acute LR | SEVERE | Y 217 REASONA | NOT FATAL
myocardial 3E BLE APPLICABL
infarction POSSIBILIT | E
Y AE
RELATED
TOIP
B v 1~ 70 Cerebral it MODERA | Y 519 37 REASONA | DRUG RECOVERED/
infarction TE BLE INTERRUPT | RESOLVED
POSSIBILIT | ED
Y AE
RELATED
TOIP
[ K BES 49 Drug eruption | 7% MODERA | Y 18 UNLIKELY | DRUG RECOVERING
TE AE WITHDRAW | /RESOLVING
CAUSED | N
BY IP
CONFIDENTIAL AND PROPRIETARY 15(44)
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2.7.4.8 FERRMIZEME (T AstraZeneca

— %4 AT TaYr a7 Y a— K

= 4.1 BEELGHEEEZR—EZX (D1699C00001 FHER : BEAAZR MBI REH)
Grou Subject S | Ag | T2DM Baseline | AE (Prefered | AE (Prefered | Severity/In | Seriou AE AE Causality** | Action Taken Outcome
p e e at eGFR term) term_J) tensity s start duratio with Study
X baseli (mL/min/ Event date n Treatment
ne 1.73 m?) (days)* | (days)
[ K BE% 37 Sudden D JEIRTE SEVERE | Y 61 UNLIKELY | NOT FATAL
cardiac death AE APPLICABL
CAUSED | E
BY IP
[ K BES 54 Cardiac 8P A% | MODERA | Y 617 34 UNLIKELY | DOSENOT | RECOVERED/
failure chronic TE AE CHANGED RESOLVED
CAUSED
BY IP
[ K RS 93 Cardiac P R4 | SEVERE | Y 515 UNLIKELY | DRUG FATAL
failure chronic AE INTERRUPT
CAUSED | ED
BY IP
[ K BES 46 Large KA Y — | MODERA | Y 390 16 UNLIKELY | DOSENOT | RECOVERED/
intestine polyp | — TE AE CHANGED RESOLVED
CAUSED
BY IP
Gastrointestin | ¥V — | MODERA | Y 461 54 UNLIKELY | DOSENOT | RECOVERED/
al polyp L TE AE CHANGED | RESOLVED
haemorrhage CAUSED
BY IP
[ EERE BES 45 Subarachnoid | < & FH | MODERA | Y 99 64 UNLIKELY | DOSENOT | RECOVERED/
haemorrhage Jiiin TE AE CHANGED RESOLVED
CAUSED
BY IP
Subdural @ F i | MODERA | Y 108 90 UNLIKELY | DOSENOT | RECOVERED/
hacmatoma TE AE CHANGED | RESOLVED
CAUSED
BY IP
Decreased FE Rk MODERA | Y 115 83 UNLIKELY | DRUG RECOVERED/
appetite TE AE INTERRUPT | RESOLVED
CAUSED | ED
BY IP
Cardiac P04 | MODERA | Y 319 24 UNLIKELY | DRUG RECOVERED/
failure chronic TE AE INTERRUPT RESOLVED
CAUSED | ED
BY IP
CONFIDENTIAL AND PROPRIETARY 16(44)
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2.7.4.8 FERRMIZEME (T AstraZeneca

— %4 AT TaYr a7 Y a— K

= 4.1 BEELGAETER—EX (D1699C00001 FER : BAANLR M ETIRER)
Grou Subject S | Ag | T2DM Baseline | AE (Prefered | AE (Prefered | Severity/In | Seriou AE AE Causality** | Action Taken Outcome
p e e at eGFR term) term_J) tensity s start duratio with Study
X baseli (mL/min/ Event date n Treatment
ne 1.73 m?) (days)* | (days)
Pncumonia | JifiZ MODERA | Y 333 10 UNLIKELY | DRUG RECOVERED/
TE AE INTERRUPT | RESOLVED
CAUSED | ED
BY IP
Bl - 1 72 Atrial DG MILD Y 279 UNLIKELY | DOSENOT | RECOVERING
fibrillation AE CHANGED | /RESOLVING
CAUSED
BY IP
Bl - 1 40 Acute AMELAGE | MODERA | Y 349 7 UNLIKELY | DRUG RECOVERED/
myocardial | 4 TE AE INTERRUPT | RESOLVED
infarction CAUSED ED
BY IP
[ IR BRS 69 Splenic injury | IR MODERA | Y 290 69 UNLIKELY | DRUG RECOVERED/
TE AE INTERRUPT | RESOLVED
CAUSED | ED
BY IP
[ K RS 48 Supraventricul | L-SEPE#Efk | MODERA | Y 81 UNLIKELY | DOSENOT | NOT
ar tachycardia TE AE CHANGED RECOVERED/
CAUSED NOT
BY IP RESOLVED
[ K BES 78 Multiple LR MODERA | Y 385 92 UNLIKELY | DOSENOT | RECOVERED/
fractures TE AE CHANGED | RESOLVED
CAUSED
BY IP
[ K RS 68 Cardiac 5 5kt | SEVERE | Y 500 10 UNLIKELY | DRUG RECOVERED/
failure T AE INTERRUPT | RESOLVED
congestive CAUSED ED
BY IP
[ K RS 83 Cardiac L4 | MODERA | Y 358 31 UNLIKELY | DOSENOT | RECOVERED/
failure chronic TE AE CHANGED RESOLVED
CAUSED
BY IP
[ EERE BES 70 Hepatocellular | fFIfaf MODERA | Y 516 UNLIKELY | DRUG NOT
carcinoma TE AE INTERRUPT | RECOVERED/
CAUSED | ED NOT
BY IP RESOLVED
CONFIDENTIAL AND PROPRIETARY 17(44)
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2.7.4.8 FERRMIZEME (T AstraZeneca
— %4 AT TaYr a7 Y a— K

= 4.1 BEELGHEEEZR—EZX (D1699C00001 FHER : BEAAZR MBI REH)

Grou Subject S | Ag | T2DM Baseline | AE (Prefered | AE (Prefered | Severity/In | Seriou AE AE Causality** | Action Taken Outcome
p e e at eGFR term) term_J) tensity s start duratio with Study
X baseli (mL/min/ Event date n Treatment
ne 1.73 m?) (days)* | (days)
[ K BES 71 Pneumonia Jifi %% SEVERE | Y 379 35 UNLIKELY | DOSENOT | RECOVERED/
AE CHANGED | RESOLVED
CAUSED
BY IP
[ EERE BES 47 Cardiac AV R4 | SEVERE | Y 301 14 UNLIKELY | DOSENOT | RECOVERED/
failure acute AE CHANGED RESOLVED
CAUSED
BY IP
Cardiac AML R4 | SEVERE | Y 444 UNLIKELY | NOT NOT
failure acute AE APPLICABL RECOVERED/
CAUSED | E NOT
BY IP RESOLVED
[ EERE BES 83 Cardiac DA MODERA | Y 11 19 UNLIKELY | DOSENOT | RECOVERED/
failure TE AE CHANGED | RESOLVED
CAUSED
BY IP
Diverticulum | {HiiiPEf& | MILD Y 158 12 UNLIKELY | DOSENOT | RECOVERED/
intestinal - AE CHANGED | RESOLVED
haemorrhagic CAUSED
BY IP
Cardiac RS MODERA | Y 245 17 UNLIKELY | DOSENOT | RECOVERED/
failure TE AE CHANGED | RESOLVED
CAUSED
BY IP
[ K RS 89 Transitional | 47 l-Jzfi | SEVERE | Y 489 80 UNLIKELY | DOSENOT | RECOVERED/
cell carcinoma AE CHANGED RESOLVED
CAUSED
BY IP
Prostate TS R MODERA | Y 569 UNLIKELY | DOSENOT | NOT
cancer TE AE CHANGED | RECOVERED/
CAUSED NOT
BY IP RESOLVED
[ EERE RS 83 Osteonecrosis | %AHH#3F SEVERE | Y 51 63 UNLIKELY | DOSENOT | RECOVERED/
of jaw AE CHANGED | RESOLVED
CAUSED
BY IP
CONFIDENTIAL AND PROPRIETARY 18(44)
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2748 BRIREZEME  fH AstraZeneca
4 ZRXT ) TavrFar LS a— ki
i 4.1 EELGAETEZR—EF (D1699C00001 545& : HAAREMMEITIREM)
Grou Subject S | Ag | T2DM Baseline | AE (Prefered | AE (Prefered | Severity/In | Seriou AE AE Causality** | Action Taken Outcome
p e e at eGFR term) term_J) tensity s start duratio with Study
X baseli (mL/min/ Event date n Treatment
ne 1.73 m?) (days)* | (days)
F 7' N 50 Death T SEVERE Y 629 UNLIKELY | NOT FATAL
AE APPLICABL
CAUSED E
BY IP
[ K BE% 4 Cholangiocarc | LIS | MILD Y 88 UNLIKELY | DOSENOT | RECOVERING
inoma AE CHANGED /RESOLVING
CAUSED
BY IP
M 7' N 31 Cerebral ke ZE SEVERE Y 237 REASONA DRUG NOT
infarction BLE INTERRUPT RECOVERED/
POSSIBILIT | ED NOT
Y AE RESOLVED
RELATED
TO IP
Cerebral fpifi ZE SEVERE Y 246 UNLIKELY | NOT FATAL
infarction AE APPLICABL
CAUSED E
BY IP
M SI Y 66 Atrioventricul SERBET MODERA Y 127 106 UNLIKELY | DOSE NOT RECOVERED/
ar block =4 TE AE CHANGED RESOLVED
complete CAUSED
BY IP
Bl - 1 44 Coronary FEERPZE | MODERA | Y 156 17 UNLIKELY | DOSENOT | RECOVERED/
artery stenosis TE AE CHANGED RESOLVED
CAUSED
BY IP
M 8' Y 44 Cardiac 5 o i SEVERE Y 103 23 UNLIKELY | DOSE NOT RECOVERED/
failure R4 AE CHANGED RESOLVED
congestive CAUSED
BY IP
Cardiac 5 o i SEVERE Y 582 16 UNLIKELY | DOSE NOT RECOVERED/
failure R4 AE CHANGED RESOLVED
congestive CAUSED
BY IP
Cardiac 5 o i SEVERE Y 614 26 UNLIKELY | DOSE NOT RECOVERED/
failure R4 AE CHANGED RESOLVED
congestive CAUSED
BY IP
CONFIDENTIAL AND PROPRIETARY 19(44)
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2.7.4.8 FERRMIZEME (T AstraZeneca
— %4 AT TaYr a7 Y a— K

= 4.1 BEELGHEEEZR—EZX (D1699C00001 FHER : BEAAZR MBI REH)

Grou Subject S | Ag | T2DM Baseline | AE (Prefered | AE (Prefered | Severity/In | Seriou AE AE Causality** | Action Taken Outcome
p e e at eGFR term) term_J) tensity s start duratio with Study
X baseli (mL/min/ Event date n Treatment
ne 1.73 m?) (days)* | (days)
Cardiac 5olifls | SEVERE | Y 662 27 UNLIKELY | DOSENOT | RECOVERED/
failure T AE CHANGED | RESOLVED
congestive CAUSED
BY IP
[ EERE BES 57 Inguinal MAE~L= | MODERA | Y 455 37 UNLIKELY | DOSENOT | RECOVERED/
hernia 7 TE AE CHANGED | RESOLVED
CAUSED
BY IP
Cardiac DA MODERA | Y 571 41 UNLIKELY | DOSENOT | RECOVERED/
failure TE AE CHANGED | RESOLVED
CAUSED
BY IP
Cardiac RS MODERA | Y 619 UNLIKELY | DOSENOT | NOT
failure TE AE CHANGED | RECOVERED/
CAUSED NOT
BY IP RESOLVED
[ K B 63 Jaundice Jii 5 oW | MODERA | Y 322 37 UNLIKELY | DOSENOT | RECOVERED/
cholestatic W TE AE CHANGED | RESOLVED
CAUSED
BY IP
Mo | Y 49 Cardiac DA SEVERE | Y 271 41 UNLIKELY | DOSENOT | RECOVERED/
failure AE CHANGED | RESOLVED
CAUSED
BY IP
Cardiac DR SEVERE | Y 466 50 UNLIKELY | DOSENOT | RECOVERED/
failure AE CHANGED | RESOLVED
CAUSED
BY IP
VEE B 81 Inguinal MAE~L= | MILD Y 251 UNLIKELY | DOSENOT | RECOVERED/
hernia 7 AE CHANGED | RESOLVED
CAUSED
BY IP
[ K RS 83 Skin ulcer Rz R 05 MODERA | Y 57 4 UNLIKELY | DOSENOT | RECOVERED/
TE AE CHANGED | RESOLVED
CAUSED
BY IP
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65(89)



2.7.4.8 FERRMIZEME (T AstraZeneca

— %4 AT TaYr a7 Y a— K

= 4.1 BEELGHEEEZR—EZX (D1699C00001 FHER : BEAAZR MBI REH)
Grou Subject S | Ag | T2DM Baseline | AE (Prefered | AE (Prefered | Severity/In | Seriou AE AE Causality** | Action Taken Outcome
p e e at eGFR term) term_J) tensity s start duratio with Study
X baseli (mL/min/ Event date n Treatment
ne 1.73 m?) (days)* | (days)
Pneumonia Jifi 2% MODERA | Y 369 49 UNLIKELY | DOSENOT | RECOVERED/
TE AE CHANGED | RESOLVED
CAUSED
BY IP
[ K RS 39 Femur JBREE#T | SEVERE | Y 435 UNLIKELY | DOSENOT | RECOVERING
fracture AE CHANGED | /RESOLVING
CAUSED
BY IP
[ EERE BES 58 Sudden death | Z2K5E SEVERE | Y 175 REASONA | NOT FATAL
BLE APPLICABL
POSSIBILIT | E
Y AE
RELATED
TO IP
Bl - 4 - 82 Acute AMELAGE | MODERA | Y 188 13 UNLIKELY | DOSENOT | RECOVERED/
myocardial 5¢ TE AE CHANGED | RESOLVED
infarction CAUSED
BY IP
B - 4 59 Cardiac RS MODERA | Y 498 4 UNLIKELY | DOSENOT | RECOVERED/
failure TE AE CHANGED | RESOLVED
CAUSED
BY IP
Cardiac DA SEVERE | Y 552 26 UNLIKELY | DOSENOT | RECOVERED/
failure AE CHANGED | RESOLVED
CAUSED
BY IP
[ BRRE BR 94 Pneumonia fifi % SEVERE | Y 362 14 UNLIKELY | DOSENOT | RECOVERED/
AE CHANGED | RESOLVED
CAUSED
BY IP
Cardiac DA SEVERE | Y 499 10 UNLIKELY | DOSENOT | RECOVERED/
failure AE CHANGED | RESOLVED
CAUSED
BY IP
[ IR BRS 73 Cardiac RS MODERA | Y 295 60 UNLIKELY | DOSENOT | RECOVERED/
failure TE AE CHANGED | RESOLVED
CAUSED
BY IP
CONFIDENTIAL AND PROPRIETARY 21(44)
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2.7.4.8 FERRMIZEME (T AstraZeneca

— x4 AT ) Tu a7 a— K

= 4.1 BEELGAETER—EX (D1699C00001 FER : BAANLR M ETIRER)
Grou Subject S | Ag | T2DM Baseline | AE (Prefered | AE (Prefered | Severity/In | Seriou AE AE Causality** | Action Taken Outcome
p e e at eGFR term) term_J) tensity s start duratio with Study
X baseli (mL/min/ Event date n Treatment
ne 1.73 m?) (days)* | (days)
Bl - 1 54 Dehydration | fiisk SEVERE | Y 40 7 UNLIKELY | DOSENOT | RECOVERED/
AE CHANGED | RESOLVED
CAUSED
BY IP
Cardiac DA MODERA | Y 477 19 UNLIKELY | DOSENOT | RECOVERED/
failure TE AE CHANGED | RESOLVED
CAUSED
BY IP
B - 4 37 Rectal polyp | #f# YU — | SEVERE | Y 183 30 UNLIKELY | DOSENOT | RECOVERED/
7 AE CHANGED | RESOLVED
CAUSED
BY IP
[ EERE BES 64 Pancreatic W A4 SEVERE | Y 509 UNLIKELY | DRUG NOT
neoplasm AE WITHDRAW | RECOVERED/
CAUSED | N NOT
BY IP RESOLVED
[ K RS 50 Cardiac DA MODERA | Y 464 9 UNLIKELY | NOT RECOVERED/
failure TE AE APPLICABL | RESOLVED
CAUSED | E
BY IP
[ ER3E BE 80 Cardiac AV R4 | MODERA | Y 435 45 UNLIKELY | DOSENOT | RECOVERED/
failure acute TE AE CHANGED RESOLVED
CAUSED
BY IP
[ K BES 33 Hyperkalaemi | @ U 724 | SEVERE | Y 407 1 UNLIKELY | DOSENOT | RECOVERED/
a L AE CHANGED | RESOLVED
CAUSED
BY IP
[ EERE BES 80 Angina Pl MILD Y 282 1 UNLIKELY | DOSENOT | RECOVERED/
pectoris AE CHANGED | RESOLVED
CAUSED
BY IP
[ K BES 50 Gastric cancer | F# MODERA | Y 454 UNLIKELY | DOSENOT | NOT
TE AE CHANGED | RECOVERED/
CAUSED NOT
BY IP RESOLVED
CONFIDENTIAL AND PROPRIETARY 22(44)
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2,748 BRI LENE Tk
— %4 AT TaYr a7 Y a— K

AstraZeneca

= 4.1 BEELGHEEEZR—EZX (D1699C00001 FHER : BEAAZR MBI REH)
Grou Subject S | Ag | T2DM Baseline | AE (Prefered | AE (Prefered | Severity/In | Seriou AE AE Causality** | Action Taken Outcome
p e e at eGFR term) term_J) tensity s start duratio with Study
X baseli (mL/min/ Event date n Treatment
ne 1.73 m?) (days)* | (days)
Lung il O@kH | SEVERE | Y 475 UNLIKELY | DOSENOT | NOT
neoplasm et AE CHANGED | RECOVERED/
malignant CAUSED NOT
BY IP RESOLVED
Atrial LM | SEVERE | Y 502 7 UNLIKELY | DOSENOT | RECOVERED/
thrombosis AE CHANGED | RESOLVED
CAUSED
BY IP
B v 1 51 Cardiac L A% | MODERA | Y 14 UNLIKELY | DRUG FATAL
failure chronic TE AE INTERRUPT
CAUSED | ED
BY IP
[ K RS 66 Vertigo FANCPEREE | MILD Y 86 13 UNLIKELY | DOSENOT | RECOVERED/
positional b E U AE CHANGED | RESOLVED
CAUSED
BY IP
Constipation | {3 MILD Y 159 73 UNLIKELY | DOSENOT | RECOVERED/
AE CHANGED | RESOLVED
CAUSED
BY IP
[ EERE BE 52 Periodontitis | 1% MILD Y 76 26 UNLIKELY | DOSENOT | RECOVERED/
AE CHANGED | RESOLVED
CAUSED
BY IP
Herpes zoster | H#{ffiis5 | MODERA | Y 534 UNLIKELY | DOSENOT | RECOVERING
oticus TE AE CHANGED | /RESOLVING
CAUSED
BY IP
[ K BES 56 Cardiac RS MODERA | Y 309 34 UNLIKELY | DOSENOT | RECOVERED/
failure TE AE CHANGED | RESOLVED
CAUSED
BY IP
[ BEEK BR% 61 Cardiac DR MILD Y 477 UNLIKELY | DOSENOT | RECOVERING
failure AE CHANGED | /RESOLVING
CAUSED
BY IP
CONFIDENTIAL AND PROPRIETARY 23(44)
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2,748 BRI LENE Tk
— %4 AT TaYr a7 Y a— K

AstraZeneca

= 4.1 BEELGAETER—EX (D1699C00001 FER : BAANLR M ETIRER)
Grou Subject S | Ag | T2DM Baseline | AE (Prefered | AE (Prefered | Severity/In | Seriou AE AE Causality** | Action Taken Outcome
p e e at eGFR term) term_J) tensity s start duratio with Study
X baseli (mL/min/ Event date n Treatment
ne 1.73 m?) (days)* | (days)
[ K RS 84 Pleurisy a4 SEVERE | Y 141 38 UNLIKELY | DOSENOT | RECOVERED/
AE CHANGED | RESOLVED
CAUSED
BY IP
[ K RS 74 Lung infection | fifijk i MODERA | Y 17 69 UNLIKELY | DOSENOT | RECOVERED/
TE AE CHANGED | RESOLVED
CAUSED
BY IP
Bl - 1 50 Sudden death | Z2K5E SEVERE | Y 378 REASONA | NOT FATAL
BLE APPLICABL
POSSIBILIT | E
Y AE
RELATED
TO IP
[ EEE BE 62 Compression | J£304 MODERA | Y 353 157 UNLIKELY | DOSENOT | RECOVERED/
fracture TE AE CHANGED | RESOLVED
CAUSED
BY IP
[ K B 63 Prerenal WA R | SEVERE | Y 124 18 UNLIKELY | DRUG RECOVERED/
failure 4 AE WITHDRAW | RESOLVED
CAUSED | N
BY IP
[ K B 89 Pneumonia Jifi MILD Y 113 2 UNLIKELY | DOSENOT | RECOVERED/
AE CHANGED | RESOLVED
CAUSED
BY IP
Peripheral FASTIRE | MILD Y 254 30 UNLIKELY | DOSENOT | RECOVERED/
arterial SEMETR AE CHANGED | RESOLVED
occlusive CAUSED
disease BY IP
Place | [ v 7] ~ 72 Pneumonia Jifi 2% SEVERE | Y 508 8 UNLIKELY | DOSENOT | RECOVERED/
bo AE CHANGED | RESOLVED
CAUSED
BY IP
[ K RS 73 Pncumonia | JifiZ MODERA | Y 202 74 UNLIKELY | DRUG RECOVERED/
TE AE WITHDRAW | RESOLVED
CAUSED | N
BY IP
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2.7.4.8 FERRMIZEME (T AstraZeneca

— %4 AT TaYr a7 Y a— K

= 4.1 BEELGHEEEZR—EZX (D1699C00001 FHER : BEAAZR MBI REH)
Grou Subject S | Ag | T2DM Baseline | AE (Prefered | AE (Prefered | Severity/In | Seriou AE AE Causality** | Action Taken Outcome
p e e at eGFR term) term_J) tensity s start duratio with Study
X baseli (mL/min/ Event date n Treatment
ne 1.73 m?) (days)* | (days)
[ K RS 45 Cardiac AV R4 | SEVERE | Y 49 19 REASONA | DOSENOT | RECOVERED/
failure acute BLE CHANGED RESOLVED
POSSIBILIT
Y AE
RELATED
TO IP
Cardiac AV R4 | SEVERE | Y 118 41 REASONA | DOSENOT | RECOVERED/
failure acute BLE CHANGED RESOLVED
POSSIBILIT
Y AE
RELATED
TO IP
Pneumonia Jifi SEVERE | Y 148 1 UNLIKELY | DOSENOT | RECOVERED/
AE CHANGED | RESOLVED
CAUSED
BY IP
Acute kidney | ZMEEEE | SEVERE | Y 596 19 UNLIKELY | DRUG RECOVERED/
injury AE INTERRUPT | RESOLVED
CAUSED | ED
BY IP
Gastriculeer | HMPEF % | SEVERE | Y 596 19 UNLIKELY | DRUG RECOVERED/
haemorrhage 1= AE INTERRUPT RESOLVED
CAUSED | ED
BY IP
[ EERE BES 65 Sudden ISR IE SEVERE | Y 174 UNLIKELY | NOT FATAL
cardiac death AE APPLICABL
CAUSED | E
BY IP
[ K BES 68 Cardiac ZMELR4 | SEVERE | Y 185 47 UNLIKELY | DOSENOT | RECOVERED/
failure acute AE CHANGED RESOLVED
CAUSED
BY IP
Hyperkalaemi | &% U 7 | MODERA | Y 216 16 UNLIKELY | DOSENOT | RECOVERED/
a L TE AE CHANGED | RESOLVED
CAUSED
BY IP
CONFIDENTIAL AND PROPRIETARY 25(44)
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2,748 BRI LENE Tk
— %4 AT TaYr a7 Y a— K

AstraZeneca

= 4.1 BEELGHEEEZR—EZX (D1699C00001 FHER : BEAAZR MBI REH)
Grou Subject S | Ag | T2DM Baseline | AE (Prefered | AE (Prefered | Severity/In | Seriou AE AE Causality** | Action Taken Outcome
p e e at eGFR term) term_J) tensity s start duratio with Study
X baseli (mL/min/ Event date n Treatment
ne 1.73 m?) (days)* | (days)
M4 [N 94 Cardiac P R4 | MODERA | Y 108 7 UNLIKELY | DOSENOT | RECOVERED/
failure chronic TE AE CHANGED RESOLVED
CAUSED
BY IP
[ BEEEK BR% 46 Coronary FEERPZE | MODERA | Y 142 32 UNLIKELY | DOSENOT | RECOVERED/
artery stenosis TE AE CHANGED RESOLVED
CAUSED
BY IP
VR BR% 33 Cardiac DA MODERA | Y 232 UNLIKELY | DOSENOT | RECOVERING
failure TE AE CHANGED | /RESOLVING
CAUSED
BY IP
Cardiac RS MODERA | Y 447 UNLIKELY | DOSENOT | NOT
failure TE AE CHANGED | RECOVERED/
CAUSED NOT
BY IP RESOLVED
B v 1| 88 Cardiac L A% | MODERA | Y 73 UNLIKELY | DRUG FATAL
failure chronic TE AE INTERRUPT
CAUSED | ED
BY IP
Ventricular LA SEVERE | Y 87 UNLIKELY | NOT NOT
fibrillation AE APPLICABL | RECOVERED/
CAUSED | E NOT
BY IP RESOLVED
[ K RS 75 Cardiac DA MODERA | Y 515 38 UNLIKELY | DOSENOT | RECOVERED/
failure TE AE CHANGED | RESOLVED
CAUSED
BY IP
Atrial > AR MODERA | Y 581 9 UNLIKELY | DOSENOT | RECOVERED/
fibrillation TE AE CHANGED | RESOLVED
CAUSED
BY IP
[ EERE BES 80 Sudden L J2IRIE SEVERE | Y 14 UNLIKELY | NOT FATAL
cardiac death AE APPLICABL
CAUSED | E
BY IP
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2.7.4.8 FERRMIZEME (T AstraZeneca

— %4 AT TaYr a7 Y a— K

= 4.1 BEELGHEEEZR—EZX (D1699C00001 FHER : BEAAZR MBI REH)
Grou Subject S | Ag | T2DM Baseline | AE (Prefered | AE (Prefered | Severity/In | Seriou AE AE Causality** | Action Taken Outcome
p e e at eGFR term) term_J) tensity s start duratio with Study
X baseli (mL/min/ Event date n Treatment
ne 1.73 m?) (days)* | (days)
Mo [N 45 Pneumonia Jifi %% MODERA | Y 450 28 UNLIKELY | DOSENOT | RECOVERED/
TE AE CHANGED | RESOLVED
CAUSED
BY IP
[ EERE BES 71 Pncumonia | JifiZ MODERA | Y 353 25 UNLIKELY | DOSENOT | RECOVERED/
TE AE CHANGED | RESOLVED
CAUSED
BY IP
VEE % 33 Cardiac WL A4 | SEVERE | Y 57 30 UNLIKELY | DOSENOT | RECOVERED/
failure chronic AE CHANGED RESOLVED
CAUSED
BY IP
Hyponatraemi | {7~ h U7 | MODERA | Y 134 4 UNLIKELY | DOSENOT | RECOVERED/
a NS TE AE CHANGED | RESOLVED
CAUSED
BY IP
Cardiac LA 4 | SEVERE | Y 169 16 UNLIKELY | DOSENOT | RECOVERED/
failure chronic AE CHANGED RESOLVED
CAUSED
BY IP
Chronic PR | MODERA | Y 260 9 UNLIKELY | DOSENOT | RECOVERED/
kidney disease TE AE CHANGED RESOLVED
CAUSED
BY IP
[ K RS 71 Influenza {>7nA= | MODERA | Y 352 8 UNLIKELY | DOSENOT | RECOVERED/
o TE AE CHANGED | RESOLVED
CAUSED
BY IP
Brain B MODERA | Y 419 3 UNLIKELY | DOSENOT | RECOVERED/
contusion TE AE CHANGED | RESOLVED
CAUSED
BY IP
[ EERE BES 98 Cardiac RS SEVERE | Y 440 UNLIKELY | NOT FATAL
failure AE APPLICABL
CAUSED | E
BY IP
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2.7.4.8 FERRMIZEME (T AstraZeneca

— %4 AT TaYr a7 Y a— K

F 4.1 BEELGHEEEZR—EZX (D1699C00001 FHER : BEAAZR MBI REH)
Grou Subject S | Ag | T2DM Baseline | AE (Prefered | AE (Prefered | Severity/In | Seriou AE AE Causality** | Action Taken Outcome
p e e at eGFR term) term_J) tensity s start duratio with Study
X baseli (mL/min/ Event date n Treatment
ne 1.73 m?) (days)* | (days)
[ K B 64 Rectal cancer | [ [ MODERA | Y 630 UNLIKELY | DOSENOT | NOT
TE AE CHANGED | RECOVERED/
CAUSED NOT
BY IP RESOLVED
[ EERE BES 46 Pneumonia Jifi 2% MODERA | Y 188 52 UNLIKELY | DOSENOT | RECOVERED/
TE AE CHANGED | RESOLVED
CAUSED
BY IP
[ BEEEK BR% 76 Eosinophilic | f#EgEkiEfii | SEVERE | Y 208 277 UNLIKELY | DOSENOT | RECOVERED/
pneumonia %% AE CHANGED RESOLVED
CAUSED
BY IP
[ K RS 63 Ventricular | /{2 a418) SEVERE | Y 430 UNLIKELY | NOT FATAL
fibrillation AE APPLICABL
CAUSED | E
BY IP
[ EERE BES 83 Strabismus R SEVERE | Y 105 4 UNLIKELY | DOSENOT | RECOVERED/
AE CHANGED | RESOLVED
CAUSED
BY IP
Cataract [P SEVERE | Y 315 145 UNLIKELY | DOSENOT | RECOVERED/
AE CHANGED | RESOLVED
CAUSED
BY IP
Cardiac WP R4 | SEVERE | Y 561 47 UNLIKELY | DRUG RECOVERED/
failure chronic AE INTERRUPT RESOLVED
CAUSED | ED
BY IP
Acute kidney | M EE | SEVERE | Y 580 28 UNLIKELY | DOSENOT | RECOVERED/
injury AE CHANGED | RESOLVED
CAUSED
BY IP
Pneumonia MmEMEZ% | SEVERE | Y 581 27 UNLIKELY | DOSENOT | RECOVERED/
aspiration AE CHANGED RESOLVED
CAUSED
BY IP
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2,748 BRI LENE Tk AstraZeneca
gL AT Y Tu Y Ta Ly s ) a— Ky
=41 EELHEEZR—EX (D1699C00001 k% : BAANZ M ET T RER)
Grou Subject S | Ag | T2DM Baseline | AE (Prefered | AE (Prefered | Severity/In | Seriou AE AE Causality** | Action Taken Outcome
p e e at eGFR term) term_J) tensity s start duratio with Study
X baseli (mL/min/ Event date n Treatment
ne 1.73 m?) (days)* | (days)
Cardiac PRPE R4 SEVERE Y 687 15 UNLIKELY | DOSE NOT RECOVERED/
failure chronic AE CHANGED RESOLVED
CAUSED
BY IP
Gastrointestin | 5 H i SEVERE Y 687 15 UNLIKELY | DOSE NOT RECOVERED/
al AE CHANGED RESOLVED
haemorrhage CAUSED
BY IP
[ K RS 48 Appendicitis | H % SEVERE | Y 120 16 UNLIKELY | DRUG RECOVERED/
AE INTERRUPT | RESOLVED
CAUSED ED
BY IP
Cardiac R4 SEVERE Y 124 12 UNLIKELY | DOSE NOT RECOVERED/
failure AE CHANGED RESOLVED
CAUSED
BY IP
Atrial DEHNR SEVERE Y 240 5 UNLIKELY | DOSE NOT RECOVERED/
tachycardia AE CHANGED RESOLVED
CAUSED
BY IP
[ EEEEK B 51 Bile duct IR B 2E SEVERE | Y 120 17 UNLIKELY | DOSENOT | RECOVERED/
obstruction AE CHANGED RESOLVED
CAUSED
BY IP
Bile duct HE A% s SEVERE Y 120 17 UNLIKELY | DOSE NOT RECOVERED/
stone AE CHANGED RESOLVED
CAUSED
BY IP
[ K RS 72 Cardiac AP R4 | MODERA | Y 253 17 UNLIKELY | DOSENOT | RECOVERED/
failure acute TE AE CHANGED RESOLVED
CAUSED
BY IP
Acute kidney | Z LR pEE SEVERE Y 281 37 UNLIKELY | DRUG RECOVERED/
injury AE INTERRUPT | RESOLVED
CAUSED ED
BY IP
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2.7.4.8 FERRMIZEME (T AstraZeneca

— %4 AT TaYr a7 Y a— K

4.1 BEELGHEEEZR—EZX (D1699C00001 FHER : BEAAZR MBI REH)
Grou Subject S | Ag | T2DM Baseline | AE (Prefered | AE (Prefered | Severity/In | Seriou AE AE Causality** | Action Taken Outcome
p e e at eGFR term) term_J) tensity s start duratio with Study
X baseli (mL/min/ Event date n Treatment
ne 1.73 m?) (days)* | (days)
Tleus paralytic | Jiffitk L | SEVERE | Y 322 UNLIKELY | DRUG NOT
¥ 2 AE INTERRUPT | RECOVERED/
CAUSED | ED NOT
BY IP RESOLVED
Fle] [ Y 97 Cardiac AP0 R4 | SEVERE | Y 323 10 UNLIKELY | DOSENOT | RECOVERED/
failure acute AE CHANGED RESOLVED
CAUSED
BY IP
[ K RS 62 Urinary tract | J B MODERA | Y 547 UNLIKELY | DOSENOT | RECOVERING
infection TE AE CHANGED | /RESOLVING
CAUSED
BY IP
VEE B 91 Ventricular LEPERE | SEVERE | Y 461 19 UNLIKELY | DRUG RECOVERED/
arthythmia Ik AE INTERRUPT | RESOLVED
CAUSED | ED
BY IP
Ventricular UEVESNR | MILD Y 496 3 UNLIKELY | DOSENOT | RECOVERED/
tachycardia AE CHANGED RESOLVED
CAUSED
BY IP
Ventricular UE#EPEiNR | MODERA | Y 499 52 REASONA | DRUG RECOVERED/
tachycardia TE BLE INTERRUPT | RESOLVED
POSSIBILIT | ED
Y AE
RELATED
TO IP
[ BRRE BR 54 Chronic l@PeE Bt | MODERA | Y 74 UNLIKELY | DOSENOT | RECOVERING
myeloid 55 TE AE CHANGED | /RESOLVING
leukaemia CAUSED
BY IP
Bl - 1 67 Gastritis 4% MILD Y 278 60 UNLIKELY | DOSENOT | RECOVERED/
AE CHANGED | RESOLVED
CAUSED
BY IP
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2.7.4.8 FERRMIZEME (T AstraZeneca
— A XY TuYryFu LY a— K

= 4.1 BEELGHEEEZR—EZX (D1699C00001 FHER : BEAAZR MBI REH)

Grou Subject S | Ag | T2DM Baseline | AE (Prefered | AE (Prefered | Severity/In | Seriou AE AE Causality** | Action Taken Outcome
p e e at eGFR term) term_J) tensity s start duratio with Study
X baseli (mL/min/ Event date n Treatment
ne 1.73 m?) (days)* | (days)
Cerebral ke ZE MODERA Y 280 9 REASONA DOSE NOT RECOVERED/
infarction TE BLE CHANGED RESOLVED
POSSIBILIT
Y AE
RELATED
TO IP
Ventricular e NR MODERA Y 295 128 UNLIKELY | DOSE NOT RECOVERED/
tachycardia TE AE CHANGED RESOLVED
CAUSED
BY IP
B - <l 47 Cardiac P R4 | MODERA | Y 15 28 UNLIKELY | DOSENOT | RECOVERED/
failure chronic TE AE CHANGED RESOLVED
CAUSED
BY IP
Cardiac PR MODERA Y 160 24 UNLIKELY | DOSE NOT RECOVERED/
failure chronic TE AE CHANGED RESOLVED
CAUSED
BY IP
Cardiac &P ARA MODERA Y 393 23 UNLIKELY | DOSE NOT RECOVERED/
failure chronic TE AE CHANGED RESOLVED
CAUSED
BY IP
Cardiac PR MODERA Y 441 9 UNLIKELY | DOSE NOT RECOVERED/
failure chronic TE AE CHANGED RESOLVED
CAUSED
BY IP
Cardiac &P AR MODERA Y 554 14 UNLIKELY | DOSE NOT RECOVERED/
failure chronic TE AE CHANGED RESOLVED
CAUSED
BY IP
[ BEEK BR% 72 Coronary SIRMZE | MODERA | Y 215 6 UNLIKELY | DOSENOT | RECOVERED/
artery stenosis TE AE CHANGED RESOLVED
CAUSED
BY IP
Peripheral RAYEhAREA MILD Y 215 UNLIKELY | DOSE NOT RECOVERING
arterial FENESR I AE CHANGED | /RESOLVING
occlusive CAUSED
disease BY IP
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2.74.8 BRRMZEM (T8 AstraZeneca
—fks . AT Y Ty Ta Ly s Y a— Ky
4.1 BEELGHEEEZR—EZX (D1699C00001 FHER : BEAAZR MBI REH)
Grou Subject S | Ag | T2DM Baseline | AE (Prefered | AE (Prefered | Severity/In | Seriou AE AE Causality** | Action Taken Outcome
p e e at eGFR term) term_J) tensity s start duratio with Study
X baseli (mL/min/ Event date n Treatment
ne 1.73 m?) (days)* | (days)
Bl - 1 - 41 Dehydration | fiisk MODERA | Y 92 19 UNLIKELY | DOSENOT | RECOVERED/
TE AE CHANGED | RESOLVED
CAUSED
BY IP
Diabetes BESR MODERA | Y 356 UNLIKELY | DOSENOT | RECOVERING
mellitus TE AE CHANGED | /RESOLVING
CAUSED
BY IP
Cataract 1 P MILD Y 428 219 UNLIKELY | DOSENOT | RECOVERED/
AE CHANGED | RESOLVED
CAUSED
BY IP
[ EERE BES 39 Cardiac DR MILD Y 7 REASONA | DOSENOT | RECOVERING
failure BLE CHANGED | /RESOLVING
POSSIBILIT
Y AE
RELATED
TO IP
[ EERE BES 33 Cardiac 5 oMifEl: | SEVERE | Y 78 86 UNLIKELY | DOSENOT | RECOVERED/
failure P AE CHANGED | RESOLVED
congestive CAUSED
BY IP
Cardiac 5 oifEl» | SEVERE | Y 204 26 UNLIKELY | DOSENOT | RECOVERED/
failure PO AE CHANGED | RESOLVED
congestive CAUSED
BY IP
Cardiac 5 oMl | SEVERE | Y 246 UNLIKELY | DOSENOT | FATAL
failure R4 AE CHANGED
congestive CAUSED
BY IP
[ EERE BES 63 Cardiac 5okl | SEVERE | Y 67 67 UNLIKELY | DOSENOT | RECOVERED/
failure P AE CHANGED | RESOLVED
congestive CAUSED
BY IP
[ IR BRS 104 Cardiac RS MODERA | Y 115 37 UNLIKELY | DRUG RECOVERED/
failure TE AE WITHDRAW | RESOLVED
CAUSED | N
BY IP
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2,748 BRI LENE Tk
— %4 AT TaYr a7 Y a— K

AstraZeneca

= 4.1 BEELGAETER—EX (D1699C00001 FER : BAANLR M ETIRER)
Grou Subject S | Ag | T2DM Baseline | AE (Prefered | AE (Prefered | Severity/In | Seriou AE AE Causality** | Action Taken Outcome
p e e at eGFR term) term_J) tensity s start duratio with Study
X baseli (mL/min/ Event date n Treatment
ne 1.73 m?) (days)* | (days)
[ BEREK B 67 Nasopharyngit | |- IH5EZs MILD Y 200 2 UNLIKELY | DOSENOT | RECOVERED/
is AE CHANGED | RESOLVED
CAUSED
BY IP
[ K RS 71 Ventricular | {0 MM | SEVERE | Y 282 UNLIKELY | NOT RECOVERING
tachycardia AE APPLICABL | /RESOLVING
CAUSED | E
BY IP
[ ER3E BE 72 Cardiac 04 | MODERA | Y 7 UNLIKELY | DRUG RECOVERING
failure chronic TE AE WITHDRAW | /RESOLVING
CAUSED | N
BY IP
[ EERE BES 67 Cardiac DA MODERA | Y 178 UNLIKELY | DOSENOT | NOT
failure TE AE CHANGED | RECOVERED/
CAUSED NOT
BY IP RESOLVED
[ BEEEK BR% 70 Sudden death | Z2K5E SEVERE | Y 117 UNLIKELY | NOT FATAL
AE APPLICABL
CAUSED | E
BY IP
[ K RS 49 Angina gty | SEVERE | Y 2 9 UNLIKELY | DOSENOT | RECOVERED/
unstable s AE CHANGED | RESOLVED
CAUSED
BY IP
[ K BES 39 Cardiac RS MODERA | Y 251 17 UNLIKELY | DOSENOT | RECOVERED/
failure TE AE CHANGED | RESOLVED
CAUSED
BY IP
Cardiac DA MODERA | Y 350 13 UNLIKELY | DOSENOT | RECOVERED/
failure TE AE CHANGED | RESOLVED
CAUSED
BY IP
B - 4 62 Pneumonia Jifi 2% MODERA | Y 18 54 UNLIKELY | DOSENOT | RECOVERED/
TE AE CHANGED | RESOLVED
CAUSED
BY IP
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2.7.4.8 FERRMIZEME (T AstraZeneca

— %4 AT TaYr a7 Y a— K

= 4.1 BEELGAETER—EX (D1699C00001 FER : BAANLR M ETIRER)
Grou Subject S | Ag | T2DM Baseline | AE (Prefered | AE (Prefered | Severity/In | Seriou AE AE Causality** | Action Taken Outcome
p e e at eGFR term) term_J) tensity s start duratio with Study
X baseli (mL/min/ Event date n Treatment
ne 1.73 m?) (days)* | (days)
Cardiac DA MILD Y 24 48 UNLIKELY | DOSENOT | RECOVERED/
failure AE CHANGED | RESOLVED
CAUSED
BY IP
Cardiac DA MODERA | Y 179 75 UNLIKELY | DOSENOT | RECOVERED/
failure TE AE CHANGED | RESOLVED
CAUSED
BY IP
[ K RS 53 Cardiac DA MODERA | Y 459 13 UNLIKELY | DOSENOT | RECOVERED/
failure TE AE CHANGED | RESOLVED
CAUSED
BY IP
[ K RS 52 Tachycardia | #fR MILD Y 32 UNLIKELY | DOSENOT | RECOVERING
AE CHANGED | /RESOLVING
CAUSED
BY IP
Atrial LGSR MILD Y 470 8 UNLIKELY | DOSENOT | RECOVERED/
tachycardia AE CHANGED RESOLVED
CAUSED
BY IP
[ EERE BES 40 Cardiac DA MODERA | Y 229 UNLIKELY | DOSENOT | NOT
failure TE AE CHANGED | RECOVERED/
CAUSED NOT
BY IP RESOLVED
Pneumonia Jifi % MODERA | Y 307 20 UNLIKELY | DOSENOT | RECOVERED/
TE AE CHANGED | RESOLVED
CAUSED
BY IP
[ EERE BES 69 Interstitial ITCYEAG%E | MODERA | Y 182 UNLIKELY | DOSENOT | NOT
lung disease B TE AE CHANGED RECOVERED/
CAUSED NOT
BY IP RESOLVED
Ventricular | PSR | MILD Y 236 UNLIKELY | DOSENOT | NOT
tachycardia AE CHANGED | RECOVERED/
CAUSED NOT
BY IP RESOLVED
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2.7.4.8 FERRMIZEME (T AstraZeneca

— %4 AT TaYr a7 Y a— K

= 4.1 BEELGHEEEZR—EZX (D1699C00001 FHER : BEAAZR MBI REH)
Grou Subject S | Ag | T2DM Baseline | AE (Prefered | AE (Prefered | Severity/In | Seriou AE AE Causality** | Action Taken Outcome
p e e at eGFR term) term_J) tensity s start duratio with Study
X baseli (mL/min/ Event date n Treatment
ne 1.73 m?) (days)* | (days)
Cardiac RS MODERA | Y 260 26 UNLIKELY | DOSENOT | RECOVERED/
failure TE AE CHANGED | RESOLVED
CAUSED
BY IP
Cardiac DA MODERA | Y 397 20 UNLIKELY | DOSENOT | RECOVERED/
failure TE AE CHANGED | RESOLVED
CAUSED
BY IP
Cardiac DA MODERA | Y 427 9 UNLIKELY | DOSENOT | RECOVERED/
failure TE AE CHANGED | RESOLVED
CAUSED
BY IP
Cardiac RS MODERA | Y 460 UNLIKELY | DRUG FATAL
failure TE AE INTERRUPT
CAUSED | ED
BY IP
[ K RS 44 Cardiac At R4 | MODERA | Y 225 16 UNLIKELY | DOSENOT | RECOVERED/
failure acute TE AE CHANGED RESOLVED
CAUSED
BY IP
Pneumonia Jifi %% MODERA | Y 225 16 UNLIKELY | DOSENOT | RECOVERED/
TE AE CHANGED | RESOLVED
CAUSED
BY IP
[ EERE BES 45 Back pain = MODERA | Y 219 8 UNLIKELY | DOSENOT | RECOVERED/
TE AE CHANGED | RESOLVED
CAUSED
BY IP
[ EERE BES 40 Cardiac DA MODERA | Y 80 13 UNLIKELY | DOSENOT | RECOVERED/
failure TE AE CHANGED | RESOLVED
CAUSED
BY IP
Interstitial i) PR P MODERA | Y 150 29 UNLIKELY | DOSE NOT RECOVERED/
lung disease B TE AE CHANGED RESOLVED
CAUSED
BY IP
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2.7.4.8 FERRMIZEME (T AstraZeneca

— %4 AT TaYr a7 Y a— K

= 4.1 BEELGHEEEZR—EZX (D1699C00001 FHER : BEAAZR MBI REH)
Grou Subject S | Ag | T2DM Baseline | AE (Prefered | AE (Prefered | Severity/In | Seriou AE AE Causality** | Action Taken Outcome
p e e at eGFR term) term_J) tensity s start duratio with Study
X baseli (mL/min/ Event date n Treatment
ne 1.73 m?) (days)* | (days)
Mo | Y 61 Cardiac death | LT SEVERE | Y 196 UNLIKELY | NOT FATAL
AE APPLICABL
CAUSED | E
BY IP
[ K RS 93 Cerebral i . MODERA | Y 67 58 UNLIKELY | DRUG RECOVERED/
haemorrhage TE AE WITHDRAW | RESOLVED
CAUSED | N
BY IP
VEE B 57 Influenza {v7nA= | MODERA | Y 49 7 UNLIKELY | DRUG RECOVERED/
L TE AE INTERRUPT | RESOLVED
CAUSED | ED
BY IP
Cardiac AMEL R4 | SEVERE | Y 350 15 UNLIKELY | DOSENOT | RECOVERED/
failure acute AE CHANGED RESOLVED
CAUSED
BY IP
Pneumonia Jifi SEVERE | Y 461 64 UNLIKELY | NOT RECOVERED/
AE APPLICABL | RESOLVED
CAUSED | E
BY IP
[ K RS 66 Lung JifiOEER | SEVERE | Y 15 UNLIKELY | DRUG FATAL
neoplasm A AE WITHDRAW
malignant CAUSED N
BY IP
[ R BR% 86 Diabetes BESR MODERA | Y 470 UNLIKELY | DOSENOT | RECOVERING
mellitus TE AE CHANGED | /RESOLVING
CAUSED
BY IP
Peritonsillar | fAbkEPENE | SEVERE | Y 481 12 UNLIKELY | DOSENOT | RECOVERED/
abscess . AE CHANGED | RESOLVED
CAUSED
BY IP
[ K RS 50 Pulmonary e SEVERE | Y 403 UNLIKELY | DOSENOT | NOT
mass AE CHANGED | RECOVERED/
CAUSED NOT
BY IP RESOLVED
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2.7.4.8 FERRMIZEME (T AstraZeneca

— %4 AT TaYr a7 Y a— K

i 4.1 EELGAETEZR—EF (D1699C00001 545& : HAAREMMEITIREM)
Grou Subject S | Ag | T2DM Baseline | AE (Prefered | AE (Prefered | Severity/In | Seriou AE AE Causality** | Action Taken Outcome
p e e at eGFR term) term_J) tensity s start duratio with Study
X baseli (mL/min/ Event date n Treatment
ne 1.73 m?) (days)* | (days)
B - 4 86 Steroid 27wmA K | SEVERE |Y 127 UNLIKELY | DOSENOT | RECOVERING
diabetes BRI AE CHANGED | /RESOLVING
CAUSED
BY IP
Drug-induced S T e SEVERE Y 142 21 REASONA DRUG RECOVERED/
liver injury == BLE WITHDRAW RESOLVED
POSSIBILIT | N
Y AE
RELATED
TO IP
[ EERE BES 73 Spinal #HTE | MODERA | Y 69 34 UNLIKELY | DOSENOT | RECOVERED/
compression Hr TE AE CHANGED RESOLVED
fracture CAUSED
BY IP
Ventricular e PSR SEVERE Y 95 22 UNLIKELY | DOSE NOT RECOVERED/
tachycardia AE CHANGED RESOLVED
CAUSED
BY IP
Post AL IE % H 1 SEVERE Y 123 8 UNLIKELY | DOSE NOT RECOVERED/
procedural AE CHANGED RESOLVED
haemorrhage CAUSED
BY IP
Myocardial i i SEVERE Y 297 UNLIKELY | NOT FATAL
ischaemia AE APPLICABL
CAUSED E
BY IP
[ BRSE BE 50 Renal BHSRERSE | MILD Y 530 UNLIKELY | DRUG NOT
impairment AE WITHDRAW RECOVERED/
CAUSED N NOT
BY IP RESOLVED
Renal BT EY SEVERE Y 571 REASONA DOSE NOT FATAL
neoplasm BLE CHANGED
POSSIBILIT
Y AE
RELATED
TO IP
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2.7.4.8 FERRMIZEME (T

— %4 AT TaYr a7 Y a— K

AstraZeneca

= 4.1 BEELGHEEEZR—EZX (D1699C00001 FHER : BEAAZR MBI REH)
Grou Subject S | Ag | T2DM Baseline | AE (Prefered | AE (Prefered | Severity/In | Seriou AE AE Causality** | Action Taken Outcome
p e e at eGFR term) term_J) tensity s start duratio with Study
X baseli (mL/min/ Event date n Treatment
ne 1.73 m?) (days)* | (days)
[ EERE RS 60 Cardiac P R4 | MODERA | Y 10 35 UNLIKELY | DOSENOT | RECOVERED/
failure chronic TE AE CHANGED RESOLVED
CAUSED
BY IP
Cardiac P04 | MODERA | Y 232 73 UNLIKELY | DOSENOT | RECOVERED/
failure chronic TE AE CHANGED RESOLVED
CAUSED
BY IP
Duodenal M+ - | SEVERE | Y 235 21 UNLIKELY | DRUG RECOVERED/
ulcer SRR AE INTERRUPT | RESOLVED
perforation CAUSED ED
BY IP
Cardiac LA 4 | SEVERE | Y 321 UNLIKELY | DOSENOT | RECOVERING
failure chronic AE CHANGED /RESOLVING
CAUSED
BY IP
B - 4 105 Low cardiac | {T0fiti& | MODERA | Y 405 UNLIKELY | DOSENOT | RECOVERING
output S TE AE CHANGED | /RESOLVING
syndrome CAUSED
BY IP
[ BEEK BR% 34 Cardiac PO ARS | MILD Y 233 5 UNLIKELY | DOSENOT | RECOVERED/
failure chronic AE CHANGED RESOLVED
CAUSED
BY IP
[ EERE BES 44 Bile duct e MILD Y 496 58 UNLIKELY | DOSENOT | RECOVERED/
stone AE CHANGED | RESOLVED
CAUSED
BY IP
[ EERE BES 4 Pleurisy a2 MODERA | Y 451 41 UNLIKELY | DOSENOT | RECOVERED/
TE AE CHANGED | RESOLVED
CAUSED
BY IP
Femoral neck | KR #i% | MODERA | Y 498 UNLIKELY | DOSENOT | RECOVERING
fracture g TE AE CHANGED | /RESOLVING
CAUSED
BY IP
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2.7.4.8 FERRMIZEME (T AstraZeneca

— %4 AT TaYr a7 Y a— K

= 4.1 BEELGHEEEZR—EZX (D1699C00001 FHER : BEAAZR MBI REH)
Grou Subject S | Ag | T2DM Baseline | AE (Prefered | AE (Prefered | Severity/In | Seriou AE AE Causality** | Action Taken Outcome
p e e at eGFR term) term_J) tensity s start duratio with Study
X baseli (mL/min/ Event date n Treatment
ne 1.73 m?) (days)* | (days)
[ EERE BES 60 Colon cancer | /5 MODERA | Y 99 UNLIKELY | DRUG NOT
TE AE INTERRUPT | RECOVERED/
CAUSED | ED NOT
BY IP RESOLVED
Pneumomedia | Al SEVERE | Y 178 UNLIKELY | DRUG FATAL
stinum AE INTERRUPT
CAUSED | ED
BY IP
[ K RS 4 Cardiac RS MODERA | Y 107 29 UNLIKELY | DOSENOT | RECOVERED/
failure TE AE CHANGED | RESOLVED
CAUSED
BY IP
Cardiac RS MODERA | Y 141 UNLIKELY | NOT FATAL
failure TE AE APPLICABL
CAUSED | E
BY IP
[ BERE BE% 96 Cardiac DR MILD Y 68 9 UNLIKELY | DOSENOT | RECOVERED/
failure AE CHANGED | RESOLVED
CAUSED
BY IP
Cerebral it g MILD Y 110 1 UNLIKELY | DOSENOT | RECOVERED/
infarction AE CHANGED | RESOLVED
CAUSED WITH
BY IP SEQUELAE
Cardiac DR MILD Y 381 8 UNLIKELY | DOSENOT | RECOVERED/
failure AE CHANGED | RESOLVED
CAUSED
BY IP
Cardiac DR MILD Y 407 19 UNLIKELY | DOSENOT | RECOVERED/
failure AE CHANGED | RESOLVED
CAUSED
BY IP
Cardiac DR MILD Y 452 7 UNLIKELY | DOSENOT | RECOVERED/
failure AE CHANGED | RESOLVED
CAUSED
BY IP
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2.7.4.8 FERRMIZEME (T AstraZeneca

—4 AT TuYrTae LY a— K

i 4.1 BEELGAETER—EX (D1699C00001 FER : BAANLR M ETIRER)
Grou Subject S | Ag | T2DM Baseline | AE (Prefered | AE (Prefered | Severity/In | Seriou AE AE Causality** | Action Taken Outcome
p e e at eGFR term) term_J) tensity s start duratio with Study
X baseli (mL/min/ Event date n Treatment
ne 1.73 m?) (days)* | (days)
Cardiac DA MILD Y 490 3 UNLIKELY | DOSENOT | RECOVERED/
failure AE CHANGED | RESOLVED
CAUSED
BY IP
Cardiac DA MILD Y 530 21 UNLIKELY | DOSENOT | RECOVERED/
failure AE CHANGED | RESOLVED
CAUSED
BY IP
Cardiac RS MILD Y 625 8 UNLIKELY | DOSENOT | RECOVERED/
failure AE CHANGED | RESOLVED
CAUSED
BY IP
Bl - 1 66 Cardiac DA MODERA | Y 271 23 UNLIKELY | NOT RECOVERED/
failure TE AE APPLICABL | RESOLVED
CAUSED | E
BY IP
Hypoglycaemi | {15 i} MODERA | Y 271 23 UNLIKELY | DRUG RECOVERED/
a TE AE INTERRUPT | RESOLVED
CAUSED | ED
BY IP
[ BRI B 59 Cardiac LRA MILD Y 53 5 UNLIKELY | DOSENOT | RECOVERED/
failure AE CHANGED | RESOLVED
CAUSED
BY IP
[ EERE BES 71 Cardiac 5 5lfifEl: | MODERA | Y 146 6 UNLIKELY | DOSENOT | RECOVERED/
failure T TE AE CHANGED | RESOLVED
congestive CAUSED
BY IP
[ EERE BES 46 Cardiac RS MODERA | Y 15 4 UNLIKELY | DOSENOT | RECOVERED/
failure TE AE CHANGED | RESOLVED
CAUSED
BY IP
[ K B 70 Foot fracture | J&H#F MODERA | Y 32 56 UNLIKELY | DOSENOT | RECOVERED/
TE AE CHANGED | RESOLVED
CAUSED
BY IP
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2.7.4.8 FERRMIZEME (T AstraZeneca

— %4 AT TaYr a7 Y a— K

=41 EELHEEZR—EX (D1699C00001 k% : BAANZ M ET T RER)
Grou Subject S | Ag | T2DM Baseline | AE (Prefered | AE (Prefered | Severity/In | Seriou AE AE Causality** | Action Taken Outcome
p e e at eGFR term) term_J) tensity s start duratio with Study
X baseli (mL/min/ Event date n Treatment
ne 1.73 m?) (days)* | (days)
[ EERE BES 63 Cardio- it 1k SEVERE | Y 258 UNLIKELY | NOT FATAL
respiratory AE APPLICABL
arrest CAUSED E
BY IP
[ EERE BES 53 Cardiac RS SEVERE | Y 493 56 UNLIKELY | DOSENOT | RECOVERED/
failure AE CHANGED RESOLVED
CAUSED
BY IP
[ K RS 68 Cardiac ML R4 | MODERA | Y 371 12 UNLIKELY | DOSENOT | RECOVERED/
failure chronic TE AE CHANGED RESOLVED
CAUSED
BY IP
[ EERE BES 53 Cardiac 5 5lfifEts | SEVERE | Y 180 110 UNLIKELY | DOSENOT | RECOVERED/
failure T AE CHANGED RESOLVED
congestive CAUSED
BY IP
Pneumonia R P i % SEVERE Y 262 28 UNLIKELY | DRUG RECOVERED/
bacterial AE INTERRUPT | RESOLVED
CAUSED ED
BY IP
Septic shock i i 4 o SEVERE Y 262 28 UNLIKELY | DOSE NOT RECOVERED/
997 AE CHANGED RESOLVED
CAUSED
BY IP
[ ERAK BE 91 Squamous cell | i - /% | MILD Y 144 UNLIKELY | DOSENOT | NOT
carcinoma of s AE CHANGED RECOVERED/
lung CAUSED NOT
BY IP RESOLVED
Pneumothorax | 4 fifg MILD Y 187 11 UNLIKELY | DOSE NOT RECOVERED/
AE CHANGED RESOLVED
CAUSED
BY IP
Cardiac DA SEVERE Y 341 UNLIKELY | DRUG NOT
failure AE WITHDRAW | RECOVERED/
CAUSED N NOT
BY IP RESOLVED
MedDRA ver 22.0
* AE start date is the time to onset AE (Day X of administration)
** Judged by the investigators
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# 5.1 FBEEHRIIZESEBHEER—EXR (D1699C00001 5% : HARAZR MBI HREH)
Grou Subject Se | Ag | T2DM Baseline AE AE Severity/In | Seriou | AE start AE Causality** | Action Taken Outcome
p X e at eGFR (Prefered (Prefered tensity s date duration with Study
baseli (mL/min/ term) term_J) Event (days)* (days) Treatment
ne 1.73 m?)
papa | v (s | ¥ 49 Drug s MODERA | Y 18 UNLIKELY | DRUG RECOVERING
10mg eruption TE AE WITHDRAW | /RESOLVING
CAUSED | N
BY IP
[ EEE BES 63 Haematuria | 1% MILD N 1 2 UNLIKELY | DRUG RECOVERED/
AE WITHDRAW | RESOLVED
CAUSED | N
BY IP
[ YK Bt 54 Cognitive | 84nfis% | MODERA | N 604 UNLIKELY | DRUG NOT
disorder TE AE WITHDRAW | RECOVERED/
CAUSED | N NOT
BY IP RESOLVED
Bl - 1 45 Abdominal | {5 <t | MODERA | N 65 39 UNLIKELY | DRUG RECOVERED/
discomfort | & TE AE WITHDRAW | RESOLVED
CAUSED | N
BY IP
Bl - 1~ 83 Decreased | fr#kHGE | MILD N 369 UNLIKELY | DRUG NOT
appetite AE WITHDRAW | RECOVERED/
CAUSED | N NOT
BY IP RESOLVED
[ EYEE B 80 Pruritus % 5¥E | MODERA | N 3 2 REASONAB | DRUG RECOVERED/
TE LE WITHDRAW | RESOLVED
POSSIBILIT | N
Y AE
RELATED
TO IP
Rash K5 MILD N 3 2 REASONAB | DRUG RECOVERED/
LE WITHDRAW | RESOLVED
POSSIBILIT | N
Y AE
RELATED
TO IP
[ EYEE B 64 Pancreatic | [J#i44) | SEVERE | Y 509 UNLIKELY | DRUG NOT
neoplasm AE WITHDRAW | RECOVERED/
CAUSED | N NOT
BY IP RESOLVED
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# 5.1 FBEEHRIIZESEBHEER—EXR (D1699C00001 5% : HARAZR MBI HREH)
Grou Subject Se | Ag | T2DM Baseline AE AE Severity/In | Seriou | AE start AE Causality** | Action Taken Outcome
p X e at eGFR (Prefered (Prefered tensity s date duration with Study
baseli (mL/min/ term) term_J) Event (days)* (days) Treatment
ne 1.73 m?)
Bl - 1~ 52 Abdominal | FHEfH | MODERA | N 172 68 UNLIKELY | DRUG RECOVERED/
pain lower TE AE WITHDRAW | RESOLVED
CAUSED | N
BY IP
Bl - 1~ 43 Blood MJEAE T | MODERA | N 1 8 REASONAB | DRUG RECOVERED/
pressure TE LE WITHDRAW | RESOLVED
decreased POSSIBILIT | N
Y AE
RELATED
TO IP
[ K B 63 Prerenal WM | SEVERE | Y 124 18 UNLIKELY | DRUG RECOVERED/
failure o AE WITHDRAW | RESOLVED
CAUSED | N
BY IP
Pace | v 7] [~ 73 Pneumonia | fifi% MODERA | Y 202 74 UNLIKELY | DRUG RECOVERED/
bo TE AE WITHDRAW | RESOLVED
CAUSED | N
BY IP
[ EYHE B 67 Defaccation | {##6);1 | MODERA | N 68 REASONAB | DRUG RECOVERED/
urgency TE LE WITHDRAW | RESOLVED
POSSIBILIT | N
Y AE
RELATED
TO IP
[ EYEE B 104 Cardiac R4 | MODERA | Y 115 37 UNLIKELY | DRUG RECOVERED/
failure TE AE WITHDRAW | RESOLVED
CAUSED | N
BY IP
[ EEE BE 72 Cardiac ML R | MODERA | Y 7 UNLIKELY | DRUG RECOVERING
failure 4 TE AE WITHDRAW | /RESOLVING
chronic CAUSED N
BY IP
Bl - 1~ 93 Cerebral fithi | MODERA | Y 67 58 UNLIKELY | DRUG RECOVERED/
haemorrhage TE AE WITHDRAW | RESOLVED
CAUSED | N
BY IP
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5.1 BERIEICES-FEER—EX (D1699C00001 5% : BARAZT L MRETIREH)
Grou Subject Se | Ag | T2DM Baseline AE AE Severity/In | Seriou | AE start AE Causality** | Action Taken Outcome
p X e at eGFR (Prefered (Prefered tensity s date duration with Study
baseli (mL/min/ term) term_J) Event (days)* (days) Treatment
ne 1.73 m?)
[ YK Bt 56 Palpitations | )% MILD N 1 7 REASONAB | DRUG RECOVERED/
LE WITHDRAW | RESOLVED
POSSIBILIT | N
Y AE
RELATED
TO IP
[ YK BES 66 Lung fif o 4 | SEVERE | Y 15 UNLIKELY | DRUG FATAL
neoplasm HiEW) AE WITHDRAW
malignant CAUSED N
BY IP
B - 4 86 Drug- SEMIERF | SEVERE | Y 142 21 REASONAB | DRUG RECOVERED/
induced liver | [z LE WITHDRAW | RESOLVED
injury POSSIBILIT | N
Y AE
RELATED
TO IP
[ YK BES 50 Renal B HRERE | MILD Y 530 UNLIKELY | DRUG NOT
impairment | & AE WITHDRAW | RECOVERED/
CAUSED | N NOT
BY IP RESOLVED
[ K B 91 Cardiac R4 | SEVERE | Y 341 UNLIKELY | DRUG NOT
failure AE WITHDRAW | RECOVERED/
CAUSED | N NOT
BY IP RESOLVED
MedDRA ver 22.0
* AE start date is the time to onset AE (Day X of administration)
** Judged by the investigators
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M IZ sacubitril/valsartan

° B aEMTER
°  EREICXEY) LR INTGE, SR TV NT a, RFIERE
T

HIFEAEDLAERE R, REHEBRZIZORNBDT N ¥ A ROUKSy
DI Z 2 br—LT 57D, FIREOERGEZVEL TS, FlREDOH
% - EIER, Bk, SEEOZOMOFT RIS U THRESND - —
ETIERWEEZONDLN, FEREDRKEDRENKELSND L H 7
L - HETERSG LTS bnz & b Lz,

7 MARUE (Visit 1) (ICHERDRERIRIEIEfE (eGFR) >30 mL/min/1.73m? (
CKD-EPIX) ThrH#H

FRohFEYE 1 ﬁﬂhﬁsﬁ%ummfijA 7V a— 23tk 2 (SGLT2) B
FNZ L DIREEZ -, XUTim2E1 SGLT2 LEFN KT LARMENTRD 5
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2.7.6 fHxDOREBOE L AstraZeneca
—W AT T a7 a— LK

x2 HERGEDEE (DAPA-HF EHER)

®E waE

NI

2 1 AEIREEAT A
Visit 1 & 7213 Visit 2 DWW 0y TIEEMARILEZ A9 5, ST B i+
OREEAS 3 [8]7 2 [3]C 95 mmHg A D FH

4 BVEIERENME LA ROBUIREAZFT 5 UIHAIUAT 4 8 E AN IZIERUE
PEODAREICE Y ABE LT3

5 FHAGURT 12 BREILANIC DR IEIE, REEPOE, Md2E - X — s MERNE
MASENFEI LT-H

6 ﬁ%ﬁﬁnzﬁ%%ﬁmﬁﬁmﬁ@ﬁ(HﬂXicmm)Xﬁ#@@%/#
BT 2o, IIBIEAES T RICINOEZZIT 2 TENR D HHE

7 RAZURET 12 B LINIC CRﬂ%mﬁﬁ%ﬁﬁk\ I% CRT ##s A O T 1
NDH

8 DMERHE DORER TN A T O OB N & 5. TR LB 1T
A E TET DHE

9 bﬁé@%ﬁﬁ\Wﬁﬂbﬁﬁ\ﬁﬁﬁﬁﬁ%\ﬂﬁﬁbmﬁ%\%ﬁ@
(PAZEME) MHAE, NIRRT EDFRMEFRBIREONTINITER T 5E

10 =2 A — N —JEEFFN I T DIEMBEIERIR, 52 EXIIE 3 EOLT

=4
11 DMELRE - BRELUSN OB T CEEEES) | IRBRELEMICL Y&
fin 2 B &Il S e E

12 FEAFURE (Visit 1) SRR A BT HIREMEOBMEE R H 5H (72721
%fﬁ@ﬁXiﬁﬁﬁﬁﬁ@%%mi%<)

13 FEREREEZH 3258 HANRHZT ANRNTXUBRT I ) VTV A7 =
“—t[AM]Xi77 YT N T AT 2T —Y [ALT] 2 HEYE(E
FRRO3EEBALE, TR E VLB DN EEE LR 2 {5282 5
F. O N N— MEGEREEETE U A EUREM ER LTSS
Br<)

14 IRBRIFEHEFHEEIRME R B THE L EmE (b7 3V —A K O'B)

(2 &2 MR R GE IR L TV B 3

15 SEEAESITHICERE (CKD-EPI &2 H-3< eGFR 7Y 30 mL/min/1.73m? R
i) ORERE, REEREEBNIISHEICETT AREEEET OH

16 &%TA@ﬁ@(WﬂMXi%ﬂ%ﬁ%%ﬁofw&w%%%f&wﬁ
) CRIEBESCEBA R R DR R OSBRI T1% 4 8 £ a4 =
FC K D EHE T X 5 &I S A2 [E P FA FTRE 7ol i F ik 2 WA B
720 T, AN STEI T REO IR NG CTH - 72, i,
A F oLt

17 ARBROFE RO ITEIBES T2 (7T A N T BRI E0O-ERD
J SUTIRBR % DI 2 23%24)

18 WMEICARBR CEIELETIT SN LR HE

19 FHAZUET 1 4 H BAPIZTIRERE 2 ) 2 B ORGRRER 2SN LT
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2.7.6 fHxDOREBOE L AstraZeneca
—W AT T a7 a— LK

x2 HERGEDEE (DAPA-HF EHER)

®E waE

20 o, IRBREORASLERBRO FIEEZ B2 6 <5 L7V & IRBRY ER
VTS 2 E RO H 5
W BEWRET U M A DR A S T TEARWVE b ARBRIZSINATHE
L7,

21 LUIFWCRT, ARIOEGNEEZTHHHE
°  ARAIDEAT R LIBEBUE OBEEE D & 5 B
°  HJES b A BERIFIESIE IR IED B
°  HJERYYIE. FTATHR. EEIMEDOH L EE

TN ER A MEVEA BT O AEWERE S TH D5 4,500 §l 2 el 572D, 20~25 B [H,
500~600 Jiigk TH 7,000 FlOBE BT DT ETH -7,

TREMRE L O | ARBROFEAMIL, FEEEGT S RARA U FORBIEOK TFIZONT, X
TEAR L 7V 70T ERIHTHEREERIET A ETHoTz, ¥XT U T
0 DT TRRICHTDHED AT — KA 080 &5 L, 844 thpFg—r
RARA Vb AR MBIUESIVUE, FEEAT Y RRA > M4 2 Al
BKHE0.025 o 7T U 7 REICES SR NIT 0% ThH 72, 72k, Zhix
AR 7aP eI TERIZL 1 OETEOMTSZ L 2RHEE LTV 5D,
AFRBRIT event-driven RER CThH 5, NV — FEuid., BREMICERNS D & E 2
51, EMPA-REG i BRICEBIT A LDARET U M A EHEELT-EE LT0.80(C
PRE LT,
TIRREICRBITD 1EHTZY DA FEEERE 11%ET5 &, 4,500 Flo
BEZEVTHZ LT, MESND 18 7 HOMANIAK KUK 24 77 H DI
YREBAAIRIC . MERA Xy M8 ERINEETE D EHfEE SN, T 'R
FCBIT D 1 ST 04 X2 MNEBIEIX, HFEF BE 234 L L7k
(PARADIGM-HF i & & i) IZBT 2RI DOANELEO L B o —|THS X
HN%IZRRE LTz, ARBRIIFEZRRT VA iR T&H ¥ . Haybittle-Peto 15 (J1 /A
BEKHE0.001) 12 L2 FRAENTZ 1 [B19205E L, ScEARIT o F A Bk HEE
0.02496 & L7z, F7=, BEIREEL 2 5 BEKIIV N ENRTREND T2,
JEFIE DR EICB W TEB Lo 7=,

s - H&E WpE 227 7uPr 10mg U7 T ERIT T 1 O TEESIE Y
. 1A TERROKRE Lz, AR CITHEEAEDO 10mg (212, RIS
ETHINIL Smg ORE LD, SmglZIESTFE LcHEa1E, #E o
FERDNZETE LTz L IRBR LY EEAT VI L7 B, 32 10mg (X 37') 7 i
CUNIETTER) IHETHZEE LT,

HAEOBRERIL | X7 7a Y ORGEHE 10mg IXRF 2B/ EZ R L, 2 BFERF ISR
DHEMENRTRD 5TV D23, HFEF B3 O L IMAESE R O T OARET o b
H DK DB RPEITE S LT ARV, SR EhRE S K O ) SR A LS D
X, BRI 5 SGLT2 BFEIEMIZ A /X7 ) 7 e ¥ d 10 mg TIRER K E
RO, DAREEIT10mg 257252 Lid#Y eEX N, AHED
BEM, BYERNER AT — 3 (eGFR : 30~60 mL/min/1.73m?) D HBE % %f
G LR TR THoTz, ARBRCTIIHELEAED 10mg (2N, BFEEAIZ
METHNIE 5 mg ~DIEE T & LTz,

B 55 AR BRIT event-driven RER CTH VY . TEFEMEIAMIL I3 VA TH-o7z, RERIKT
Fhoexid, PRYESINEZTFED L RARA  FOREBEVPBEES (844 14) 1T
L7z (RER&TH) TR+ AZ&E LT,
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2.7.6 fHxDOREBOE L AstraZeneca
—W AT T a7 a— LK

x2 HERAZDME (DAPA-HF ER)
I5HE HE
PEASER OBEARE | [fRAZRIESK]
ik JEEMD SGLT2 [AEHS] (] : #7) 7uvy =o "y yrady, hFs

U 7uvy, ertugliflozin, A7V 7uvr A7) Tevr I
ORI S ZEEAT HEEHD) Z0FHEE (0F 0, BBRIEEOHFH) +5
TEIFEE LT, E72, HBRE DRI LR G SN TV RWEAETYH, B
I IEE MO SGLT2 FHEAIZ 59 5 & Bk ROMRICEEL 52 50
T, TR 2@ UCIEE CTE D AIRER HIED B 2 bV WS Z RV T
HARE TN L E LT

RBRA Y a—v | K3 2BR

P E [ EZREmE H ]
PLTFOEEZ RRA L DO B, WTHNOHEIFBLE TOHARM
1. D& sE

2. DARRITED AR
3. DAREICLIBRATD
[BIRAIREAG IR H ]
. UTFTOHEZ RARA L RO 5L W OH)EIFEELE TOHIH
1. D
2. DAL D AP
. DRI L DABE (WIFE R OFFHE) KOV SE DR EL

. 8 71 HIFD KCCQ (LA PRO) DIEIRBFIA AT DR—RAF 1
N H DAL,

° PLTFOEEZ RRA L DO B, WTNOHEIFEBLE TOHARM
1.  eGFR @ 50%LL_E DR )* 72K T
2. KHIBARL~DOBIT (eGFR 23EHEHI*IZ 15 mL/min/1.73m? R

G, B OBHTEE, IXEBAH)

3. Bt
R A N MEE (CEA) HBROEREICE D,

o 2 FERZRDRV) F oW/

(ZeaxtEiC B3 2 RHilsE A ]

HELAEHRS

BRI E - FERES

Mg AR MR R T E SR 5 )
ERTREAERG (KRR 2Red 205 FR, BHESES, B
OIRIMBEESL, B, BERBE b7 v R—v A GIENCE o 7o FEFS,
TG DY 27 L b AERS [RIEFR] )

el .

fibT 7 1% RO RG] (FAS) 1213, {RBR N & O IR ILOmBR ~ D2
MRE DA BEICEE D B, BRI Shic T ~TogBRE 2T O, THEFF
EE X, EEEEGT Y FRA > MIEER DA X2 b OYIREIFEH E TOHH
& LT, THERHIE B OfFATIE CEA ZE R LV HEKR OHEE Sl A~ b
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x2 HERGEDEE (DAPA-HF EHER)

®E waE

Z N, Intention-to-treat D JF AN F-D % FAS x4 & L CEM L7~
FEHEAET S RARA N ORNTClE, BHREZHINES, BIEAEITRED 2
BB RIS O A A BRINT & L, DAEIC L D AR CHFE L 72 Cox Hffi~
P—RETALEZHNTERSY TJaD e 7R IR LTZ, 100 A
B2 DA XY RFEBE P, N — RO 95%EEIX [ 2 #ss Lz,
O E SN BB RARA Vb A R b OK) 75%0NEE S 7= HE ST,
Haybittle-Peto 512 L 2 FRREIIENT &2 1 1306 L7=, AT Clag "7y 7y
VDT T RITRS DR A RRGE LT,

T B X OEIRAIFEMGE B (CB3 AGE0 &2 Failc E o - IE 7 Tk
L. FBRETIEEZHW -,

S it fth 7% 410 figx (20 A7 [E)

TRER ] 2017 #2 A ~2019 47 A
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276 fHxORBROE LD AstraZeneca

— %4 AT TuY a7 a— K

1 HEBOI7O0—F v— + (DAPA-HF ER)

ANRZ7Y 7Y 10mgl A 1[H
BRI ITIBN

7Z7%3R 10 1H

EaEIBmMm
Visit 1 2 3 4 5 6 7 LARE SED SCV
FHATL AR 2 EI l
L 1 1 1 1 1 1 ’ | S
| 1 1 1 1 1 ! \ 'l v
T T
A -14 0 14 60 120 240 360 SEDET4mA SCV 1% SED #
=7) (£3d) (£7d) (£7d) (£14d) F14d) T rLiTkER 6 A 1 LAY

DAPA-HF B¢ 1RBRFEMFHEE X1 2055H
SED : RBRE T H (@ SNz TEHMEEH OA Xy SBRBEERICE L HAY) | E AL, SCV : iRBR#& T3kbE, R EEAEIT
AARTIE, WBRE DL 2D Day 28 IZHES OB 2 3266 L 7=,
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276 HxDORBROELD

— %4 AT TaYr a7 Y a— K

AstraZeneca

# 3 HER R4~ P a1—)L (DAPA-HF :ER)
FIig HAN | BEABIGFT e PTDV | iER#& T Xz
Visit (ERz) 1 2 3 6 7 LARE
Day -14 0 14 240 | 360 (x14. L& HERETHEL
(%7) (*3) (#14) | (4 KAL) 5 6 ERLA
FESCE~DEL X
IXRS (2B gk X
NT-proBNP I & (SEHE[EREEET) ° X?
B BRI L HE D HERE X X
BEE = X
BEFERE - BOHE « TR O X
BRATR (45%) X X X
FKFT A (FFE) X X X X
7Ly ZEHERE D FA © X
DT 2 — (2 K DO OB BE O AR © X X
NYHA 507 X X x =
DI X
g5 X
NABZNY A (ME, IREE OYAE) X X X X X X X
IR X X
IXRS (T & % MR 4T ) X
OFFSE DFFIRIE R VS « A0 X
TR TNEORERR
B (WP el ATpgRs) ¢ X X X
LB REREAM ] O ARERIL (B 5-a10) © X
BERET T P LORAS X X )G X X
BIER 2= RIRA b A R b, EHER
HEFRL, BREORGERIEICE-T26% X X X X X X X

FLRORHTER & A EHRO ¢
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276 fHxORBROE LD AstraZeneca
—W 4 AT T Fa Ly s a— LK

x®3 HERR 2 1—)L (DAPA-HF &ER)
FIig AN | BERBITT % PTDV | GHER#& T kfx
Visit (FRE) 1 2 3 4 5 6 7 LIRE
Day -14 0 14 | 60 | 120 | 240 | 360 (+14. LAp% AERIE T B
(#7) (#3) | &7) | &7) | 14) | [z4HAZE) 5 6 BFUR
1B O (IXRSIZEDHF v FORED n i i
&%) /TR X X1 X X X X
AREEIR VL DR X X X X X X
RERI 7234 A~ — A — 58 O R AR ER X
(L&)

DAPA-HF B 1RBRFEMFEE £ 12055 H

a

it PR % ES T D NT-proBNP JlEIFALE TH Y . NT-proBNP (ZBHT 2 kMO RS (KEOEREIEIZHD) ICHWDZ L& L LT,
MO W56, [EEOREZHIGT 2N RIERACE~DBELEZEL L L L,

D EBBEOFEMIL, FAIUAT 12 7 A DIICERE STV WIGE . SUEEEM L 72Dl OR RN e WEEITIT ) 2 8 & L,
DEI—VT AT A IZBNINT HYERE DI HEERE OWIEN R S AU Visit 2 THEAEAEIM SN sanc o a—fHliz £ L7z, LHma—
OB T Visit 6 (2306 L 72,

SRS I K A ERRMAT TlE. ALP, ALT. AST. EU/LEL, BUN, 7L 7F = (eGFROEHZET) . ~~ 7 Uy b, ~ES
2 B, HbAlc, NT-proBNP, VU Ui, WU DU AKROT MU U AZHE LT,

S EN BRI ORARIT Visit 7 (BB L 72,

PGIS., KCCQ X TOVEQ-5D-5L [%, Visit2, 5. 6, 7. Visit7 LAFE 12 7 H T & PTDV Wi e OSGRBRFL T kBeREIZFC A L7z, PGIC 1L, Visit2 %
b (A URPERFIZREA LT,

EELAEFGL, FEDUSRED HIRBRIIM 218 U TR OB kPiRF £ TINE LT, BTEMR Y RARA v M X2 b, JBBRIEOEKE.
HIEIZE 7oA ERES, RREOWE - HGFWICE A EFEFRLOFFICER TS EHFERGL, BIEABI TR HRBREIM 28 U T
BB D ok By & TUNEE L7,

AATIL, WBRE OLEMSEDT- D Day 28 I ES OB 2 3266 L 7=,

TRBRIE DA D I

TRBRHE D[] D 7

FEHRIR) 72 S A T~ — T — R R O MR AR % Visit 2 KON Visit 7 IZEI L, IBBRIKIEE ORBEICL Vo562 & & Lz, A A ~—T—Ff
ZEFHOBMIIHERE O TH& - AESIEAVETH Y, EhiilfTE L Lz,
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AstraZeneca

276 ffxDOREBEOE LD
—W AT T a7 a— LK

2.7.6.21.1 #HEREDAR

WeBRE OWNER & X 2 1271,
ARFERTIL 8134 BIDFHAAINL DI, ZDHH 4744 5] (X7 ) 7 VRE23730, 7o F
AEE 2371 1)) NEEAEIT SNz, &GP IEBNIEF T 507 61 (10.7%) . /X7 ) 7P

BET 249 5] (10.5%) . 77 BREET258 ] (10.9%) To o7z, EEAELEIT T 7= 4744 D
7B, 99.3%DHERE N EEFHEEH 0BT 2 T LT,

EVEL BT ST 4744 ) (X870 7o 0082373 6l 752 AREE 2371 f]) 2% RK
DOFFFTRIREEM (FAS) & L., BBREZRESNT-4736 6 (X7 ) 7P #2368 i, 77
Y AREE 2368 f5]) AL AMEMENTIGER & L7~ (DAPA-HF 35 165 AREHREE [CSR] # 14.1.3

=M
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276 HxDORBROELD

— %4 AT TuYrTav LY a— K

2 WEREDMER (DAPA-HF

8134 enrolled

AstraZeneca

3390 not randomised
3279 not eligible
111 for other reasons

v

.

2373 randomised to dapagliflozin
5 never received a dose of study drug
2368 received at least 1 dose of study drug

2371 randomised to placebo
3 never received a dose of study drug
2368 received at least 1 dose of study drug

249 discontinued study drug

258 discontinued study drug

5 withdrew consent

Alive: 4°
Dead: 1°
Vital status unknown: 0

F'y

4 withdrew consent

Alive: 2°
Dead: 2°
Vital status unknown: 0

2368 did not withdraw consent

Alive: 2082°
Dead: 286°
Vital status unknown: 0

A

2367 did not withdraw consent

Alive: 20317
Dead: 334°®
Vital status unknown: 2

2359 complete follow-up
of primary endpoint ©

2351 complete follow-up
of primary endpoint *

DAPA-HF 5% CSR[X 2 /53|

a

b Dead at any time during study

C

Confirmed alive on or after primary analysis censoring date

Complete follow-up of the primary endpoint was defined as: the patient had a primary endpoint event, died

from non-CV death or had complete event assessment on or after the primary analysis censoring date.

276212 AOMEEMHFEERVUR—X T4 U DOMOEEBEDFHS
N AR EE R 412, XR—AT A L DOLREORMZ 3 5 1RT,

N OFERHERRRE K O — 2 T A O D FEHEE O R 1T B 5 RERT CHERL L T (4 KO
DAPA-HF i&Al#% CSR % 14.1.7.1 Z&88) 2 BBERI 2 5 0F L T D888 OE &3 #% 5/E# C
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— %4 AT TuYrTav LY a— K

AstraZeneca

FRRETHY, 2 WHERFZ A0 L TORWIERZ OFIG TR E LT 54.9% Th-7- (DAPA-
HF #B% CSR # 14.1.7.3 M) . ANOFHZAEE R O — 2 T A o OO EEEEORE S |
AR AN ST BT ERIRICE T D NYHA 25088 I~V OEBERHROE T L7
A4 (HFEF) BFEEMEZNREFT IO LEEZ LN,

x4 AO#ETEREYE (DAPA-HF 31X : FAS)
Demographic characteristic Dapa 10 mg Placebo Total
(N=2373) (N=2371) (N=4744)
Age (years) n 2373 2371 4744
Mean 66.2 66.5 66.3
SD 11.0 10.8 10.9
Median 67.0 67.0 67.0
Min 22 25 22
Max 93 94 94
Age group (years) | <50 208 (8.8) 188 (7.9) 396 (8.3)
n (%) > 50 2165 (91.2) 2183 (92.1) 4348 (91.7)
<65 1032 (43.5) 998 (42.1) 2030 (42.8)
> 65 1341 (56.5) 1373 (57.9) 2714 (57.2)
66 -75 825 (34.8) 886 (37.4) 1711 (36.1)
>175 516 (21.7) 487 (20.5) 1003 (21.1)
Total 2373 2371 4744
Sex n (%) Male 1809 (76.2) 1826 (77.0) 3635 (76.6)
Female 564 (23.8) 545 (23.0) 1109 (23.4)
Total 2373 2371 4744
Race n (%) White 1662 (70.0) 1671 (70.5) 3333 (70.3)
Black or African American 122 (5.1) 104 (4.4) 226 (4.8)
Asian 552 (23.3) 564 (23.8) 1116 (23.5)
Native Hawaiian or other Pacific Islander 0 2(0.1) 2 (0.0)
American Indian or Alaska Native 3(0.1) 1 (0.0) 4(0.1)
Other 34(1.4) 29(1.2) 63 (1.3)
Total 2373 2371 4744
Ethnic group Hispanic or Latino 381 (16.1) 387 (16.3) 768 (16.2)
n (%) Not Hispanic or Latino 1992 (83.9) 1984 (83.7) 3976 (83.8)
Total 2373 2371 4744
Region Asia/Pacific 543 (22.9) 553 (23.3) 1096 (23.1)
n (%) Europe 1094 (46.1) 1060 (44.7) 2154 (45.4)
North America 335 (14.1) 342 (14.4) 677 (14.3)
South America 401 (16.9) 416 (17.5) 817 (17.2)

DAPA-HF ik CSRF 11 »55|H

Dapa Dapagliflozin.
treatment group.

CONFIDENTIAL AND PROPRIETARY

FAS Full analysis set.

n Number of subjects included in analysis.
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Max Maximum. Min Minimum. N Number of subjects in
SD Standard deviation.




276 fHxDORBEDOE LD AstraZeneca

—fks . AT Y T Ta Ly s Y a— Ky

=5 R=RZA4DILFEDHE (DAPA-HF 58B& : FAS)

Dapa 10 mg Placebo Total

Subject characteristic (N=2373) (N=2371) (N=4744)

NYHA class at enrolment | n 2373 2371 4744

n (%) 11 1606 (67.7) 1597 (67.4) 3203 (67.5)
I 747 (31.5) 751 (31.7) 1498 (31.6)
v 20 (0.8) 23 (1.0) 43 (0.9)

LVEF (%) n 2373 2371 4744
Ql 26 25 26
Median 32 32 32
Q3 37 36 37

Main aetiology of HF n 2373 2371 4744

n (%) Ischaemic 1316 (55.5) 1358 (57.3) 2674 (56.4)
Non-Ischaemic 857 (36.1) 830 (35.0) 1687 (35.6)
Unknown 200 (8.4) 183 (7.7) 383 (8.1)

Atrial Fibrillation or n 2373 2371 4744

Flutter at enrolment ECG | yes 569 (24.0) 559 (23.6) 1128 (23.8)

QRS duration n 2358 2358 4716
QRS duration >150 msec 546 (23.2) 499 (21.2) 1045 (22.2)
QRS duration >130 msec 839 (35.6) 798 (33.8) 1637 (34.7)

NT-proBNP (pg/mL)* n 2372 2370 4742
Ql 857 857 857
Median 1428 1446 1437
Q3 2655 2641 2650

DAPA-HF 7B CSR % 14 55| H

a The last value on or prior to date of first dose of study drug.

n is the number of patients with non-missing data and the denominator for percentages

Dapa Dapagliflozin. ECG electrocardiogram. FAS Full analysis set. HF Heart failure. LVEF Left

Ventricular Ejection Fraction.
NYHA New York Heart Association.

natriuretic peptide.

2.7.6.21.3 G il
2762131 FEFHER

FHEEET L RARA b (DMLEFEX
Meier Hi#R % [X] 3 (2" T,

IOAREA X FORBEROETIZONWT, YT BRIk TH2H 7)) 7av
BEOEBHMES RSN O — REE @ 074, 95%(EHEX ] : 0.65,0.85, p<0.0001)
DMILE FE AT DA EA X FFRO LT 1L Z X7

TIRREETS02HITHY, ARy MRERERIZZNEI 11.6/100 N Y
meOAET%oto@mﬁﬁliuT AR IR O LI 888 HilD H B
325 BlZER® Bz (DAPA-HF

DML HE X

DAPA-HF &% CSR # 14.2.2.1) .

7 a Y RET 386 .
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BR CSR 3% 14222 # & MW)

N Number of subjects in treatment group. NT-proBNP N-terminal pro b-type
QI Ist quartile. Q3 3rd quartile.

CIDMEREXIFDFEA N2 FOWEFHIRF TOHME
TOAREA R R) OFEIFEELE TOHIH O Kaplan-

(3 fkor

TNIIK= 2T
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FHEEAET Y RARA v hOYIEZEHR £ TOWIM O Kaplan-Meier BRI I HEL . SRR
Zoal U OB B LT,

3 FEEEIVRKRA 2 b (DMERXIEIDFAES RN F) OMEHREFEETOHBOD
Kaplan-Meier Biff (DAPA-HF (8% : FAS)
34 H
i events/N P
3z Dapa 10mg 386/2373 i
30 ]------- Placebo 502/2371 |
28 v
26 - gl
24
224 ’
&£ 204
L
2 18-
.E
2 16
G 14
124
10+
x -
6_.
4 :-
24 J,-" HR (95% CI)} p-value
. DvP 0.74(0.65, 0.85) <0.0001
0 - T T T T T T T T T T
0 3 & 9 12 15 18 21 24 27 30
Months from Randomusation
N at risk
D 2373 2305 2231 2147 2002 1560 1146 612 210 5
P 2371 2258 2163 2075 1917 1478 1096 593 210 7 0

DAPA-HF ik CSR [X] 4 72551 H]

N at risk is the number of subjects at risk at the beginning of the period. 1 month corresponds to 30 days. 2-sided
p-value is displayed.

HR, CI and p-value are from the Cox proportional hazard model.

CI Confidence interval. Dapa Dapagliflozin. D Dapa 10 mg. FAS Full analysis set. HR Hazard ratio. N
Number of subjects. P Placebo.

FEEET Y RARA VM EHERT 2008, DARIZE D ABREK PO AREIZ L DREZZO
FHRIL, WL T T ERBELHEBRL TE AR 7a P U BECTERN- 72, TEEST Y RS
Y FORBEROETIL, 3EZTRTORBEOETICLLILDOTHDLZ L FRENT, EXA

BMOBMEILFEM LR o772, X7 ) 7al BT 7 RS B L COLIMES, O
RENZ LD AL ORI L DBEZZOMR Y 27 BNENZEI18% (95%FHEX M @ 2%~
31%) . 30% (95%IEHEXH 1 17%~41%) KO 57% (95%I5FEHXH : 10%~80%) KT L7

(K4, X5KkOX6) ,
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27.6 {HxORBOE LD AstraZeneca
—fks AT Y T Ta Ly s Y a—uKmy
4 TEHEEIVFRA Y FRUZOERIEED 74+ LR 7Oy b (DAPA-HF &R : FAS)
Characteristics HR (95% CI) Subjects with event (event rate) HR (95% CT) p-value
Dapa 10 mg Placebo
T ite of CV death, hospitalization f (=237 VST
ne composite o 7 death, hospitalization for
HF or urgent HF visit —a— 386 (11.6) 502 (15.6) 0.74 (0.65, 0.85) <0.0001
E}e};;mposﬂe of CV death or hospitalization = 382 (11.4) 495 (15.3) 0.75 (0.65, 0.85) <0.0001
CV death —a— 227 (6.5) 273 (7.9) 0.82 (0.69, 0.98) 0.0294
Hospitalization for HF or urgent HF visit —— 237(7.1) 326 (10.1) 0.70 (0.59, 0.83) <0.0001
Hospitalization for HF —a— 231 (6.9) 318 (9.8) 0.70 (0.59, 0.83) <0.0001
Urgent HF visit - 10(0.3) 23 (0.7) 0.43 (0.20, 0.90) 0.0213
T T T 1
0.5 0.8 1 1.25 2
Dapa 10 mg Better | Placebo Better

DAPA-HF 5% CSRI[X 5 55|

The number of events for the individual components are the actual number of first events for each component and their sum exceeds the number of events for the

composite endpoint.
Event rates are presented as the number of subjects with event per 100 patient-years of follow-up.

Hazard ratio for Dapa 10 mg vs placebo, confidence intervals and 2-sided p-value are calculated from Cox proportional hazards model (score test) stratified by

T2DM status at randomisation, with factors for treatment group and history of HF hospitalisation.

CI Confidence interval. CV Cardiovascular. Dapa Dapagliflozin. FAS Full analysis set. HF Heart failure.

treatment group. T2DM Type 2 diabetes mellitus.
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2.7.6 fHxDORBROE LD AstraZeneca
— gL AT Y YT Ly s ) a— K
5 DIMEFEDVEFEIEFE TOHAB O Kaplan-Meier Bi#& (DAPA-HF i%E& : FAS)
22 1
events/N
20 Dapa 10mg 227/2373
B ettt Placebo 273/2371 s mime Simiss
18
16 1 2
14 - R
RS
2 124
=
g 10
O
8 —
6 -
4
p Jm1
- HR (95% CI) p-value
DvP 0.82(0.69, 0.98) 0.0294
0 —l T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30
Months from Randomisation
N at risk
D 2373 2339 2293 2248 2127 1664 1242 671 232 6 0
P 2371 2330 2279 2230 2091 1636 1219 664 234 8 0

DAPA-HF 5% CSR[X 6 75 5|

N at risk is the number of subjects at risk at the beginning of the period.

sided p-value is displayed.

HR, CI and p-value are from the Cox proportional hazard model.

CI Confidence interval.
Number of subjects. P Placebo.

CONFIDENTIAL AND PROPRIETARY

Dapa Dapagliflozin.

D Dapa 10 mg. FAS Full analysis set.
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1 month corresponds to 30 days. 2-

HR Hazard ratio. N



2.7.6 fHxDORBROE LD AstraZeneca
—W AT T Fav Ly ) a— LKy

6 DFEARY FOYEIFIRETOHBO Kaplan-Meier i (DAPA-HF HE : FAS)

20
events/N O R———
Dapa 10mg 237/2373 1
B lzmmmeme Placebo 326/2371 :
16 - T
14 o o
e 124
£
E 10+
g
O 8 -
6 —
4 —
2 - -
i HR (95% CI) p-value
DvP 0.70(0.59, 0.83) <0.0001
0 i T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30
Months from Randomisation
N at risk
D 2373 2305 2221 2147 2002 1560 1146 612 210 5 0
P 2371 2258 2163 2075 1917 1478 1096 593 210 7 0

DAPA-HF 5% CSR[X 7 75 5|

N at risk is the number of subjects at risk at the beginning of the period. 1 month corresponds to 30 days. 2-
sided p-value is displayed.

HR, CI and p-value are from the Cox proportional hazard model.

CI Confidence interval. Dapa Dapagliflozin. D Dapa 10 mg. FAS Full analysis set. HR Hazard ratio. N
Number of subjects. P Placebo.

2.76.21.3.2 EIXReFHEEE

276.21.321 DOEEXIZDLDFZICE S ABRDFIEFKIRF TOHME
LS FE TR X D ABEOFEPEELE T O HIfH D Kaplan-Meier Hi#t % X 7 1277,

DML FE ST DA LA ABROFIEIEBEH £ TOREICOWT, I REEIKTT A E /7]
Ta YU REOEBMEN RSN (N — R 0.75. 95%IEHE X ¢ 0.65, 0.85, p<0.0001) .
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2.7.6 fHxDOREBROE LD AstraZeneca
—W AT T a7 a— LK

7 DMEFRXIEDALIZK S ARDOHEFEIRF TOHF D Kaplan-Meier Bi#R (DAPA-
HF $45& : FAS)
'.10_
38 events/N
s Dapa 10mg 382/2373
36q[--ao--. Placebo 495/7371
34
32 Jig o
30 !
28 - g
26 - = : =l
e 24 L
2 224
E 20
E 18-
O 16
14
12
104
E —
6 ;
4 - -
| e HR (95% CI) p-value
: DvP 0.75(0.65, 0.85) <0.0001
) T T T T T T T T T T
0 3 & 9 12 15 18 21 24 27 30
Months from Randomisation
N at risk
D 2373 2306 2233 2153 2007 1563 1147 613 210 3 0
P 2371 2264 2168 2082 1924 1483 1101 596 212 7 0

DAPA-HF 3Bt CSR X9 25 5| H

N at risk is the number of subjects at risk at the beginning of the period. 1 month corresponds to 30 days. 2-
sided p-value is displayed.

HR, CI and p-value are from the Cox proportional hazard model.

CI Confidence interval. Dapa Dapagliflozin. D Dapa 10 mg. FAS Full analysis set. HR Hazard ratio. N
Number of subjects. P Placebo.

2.7.6.2.1.3.2.2 IDAEIZEBAR FERVEBHR) RUDLMEEDE

DAREIZE B ARE (WL OFFE) KOV E ORI & 3K 6 (2T,

DAL B ABE (WKL OFEFR) KO E DRI DB HOWNT, 7T BRI T D
AN 7a D U RFEOBMED R EN T, DASBIZ L A AR (WL OER) UL ODMETENR
D OHINTHREIIZ T ) 7a P U BETS6T R, 7T BRHETTIRHTHY . A2 MRER T
FIVEI 16.3/100 AEK TR 21.6/100 AMETHo7= (O — RE 2 0.75, 95%(EHEX M @ 0.65, 0.88,
p=0.0002) .
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2.7.6 fHxDOREBROE LD AstraZeneca
— %4 AT TuYrTav LY a— K

%6 DARZIZE DAl WRERVER) RTDONEFEDILLE (DAPA-HF 3B : FAS)
Dapa 10 mg Placebo
(N=2373) (N=2371) Rate/
Number of | Event | Number of | Event | Hazard

Variable events rate events rate | Ratio® 95% CI p-value
The composite of CV death or 567 16.3 742 21.6 0.75 (0.65,0.88) | 0.0002
recurrent HF hospitalisations

Recurrent HF hospitalisations 340 9.8 469 13.6 0.72 (0.59,0.86) | 0.0005
CV Death? 227 6.5 273 7.9 0.82 |(0.69,0.98) | 0.0294

DAPA-HF i CSR % 20 75 5]
a Hazard ratio for CV death as an individual component is derived from Cox proportional hazards regression.
Event rates are presented as the average number of events per 100 patient-years of follow-up

Rate ratio for dapa 10 mg vs placebo, confidence interval and 2-sided p-value are calculated from the Lin, Wei,
Yang, and Ying proportional rates model stratified by T2DM status at randomisation, with factors for treatment
group and history of HF hospitalisation.

If HF hospitalisation and CV death occurred at the same day, then only the CV death is counted in this table.

CV Cardiovascular. Dapa Dapagliflozin. FAS Full analysis set. HF Heart failure. CI Confidence interval.
N Number of subjects in treatment group. T2DM Type 2 diabetes mellitus.

2.7.6.21.3.2.3 8 WAKM KCCQ DIEREBFHARATDR—R A4 UhbDEIL
B AT 4 DFFECONTOEME (KCCQ) AaT DR—=ATA Y bDELDT v
Ze T2 o 2 52 7 127,

KCCQ DIERGFTAaTIX, T BARBELH L THRT Y 7m0 B CHGHFRICA Bl
ERRO LN, X370 7a P U IR AEIREGH A a7 OScE L, R OB K OVEREE
DAAT DM DOUFEIZL DD TH T,

CONFIDENTIAL AND PROPRIETARY 24(41)




2.7.6 fHxDOREBROE LD AstraZeneca
— %4 AT TuYrTav LY a— K

=7 KCCQRATDR—RFA U bDEILD T VU #RAW-H2E DT (DAPA-HF
E& : FAS)
Dapa 10 mg Placebo Difference between treatment
(N=2373) (N=2371) groups

Time point | KCCQ score n n Win ratio | 95% CI p-value?
8 Months Total Symptom Score 2252 2235 1.18 (1.11,1.26) | <0.0001
Symptom Frequency 2252 2235 1.17 (1.10, 1.25) | <0.0001

Symptom Burden 2252 2235 1.16 (1.09, 1.24) | <0.0001

Clinical Summary Score 2252 2235 1.20 (1.12, 1.28) | <0.0001

Overall Summary Score 2252 2235 1.18 (1.10, 1.25) | <0.0001

DAPA-HF it CSR % 22 5 5[
& The p-value is obtained from a rank analysis of covariance adjusted for baseline KCCQ score and stratified
by T2DM status at randomisation.

Change from baseline to the respective assessment time point is converted to ranks. Patients who died prior to
the assessment are assigned worst ranks. Among the deceased, the relative ranking is based on the last value of
change from baseline while alive.

Win ratio > 1 favours Dapa 10 mg. Win ratio estimates include baseline KCCQ score as a covariate and T2DM
stratum.

CI Confidence interval. Dapa Dapagliflozin. FAS Full analysis set. KCCQ Kansas City Cardiomyopathy
Questionnaire. N Number of subjects in treatment group. T2DM Type 2 diabetes mellitus.

2.7.6.21.324 eGFR M 50% LU ELDFHHFEHLZIET. REBELEXIIEREIEDHE
FIHE TOHEAM

HERCRERIARTEIRAE (eGFR) @ 50%LL L ORI KT, REIBA 2 ULBIRSE DO P EIFE B F
TOHIM D Kaplan-Meier % X 8 (Z/~7,

eGFR @ 50%LL EOFFGR 72K T, KR A S TEMRIE B D BE A= AR A > Mo
WT, TT7BRBEE XY 70 U HORIZEITFRD bivienole (AF— R 071, 95%
[EHEX[H : 0.44,1.16, p=0.1681) , eGFR @ 50%LL EDOFHGMI 72K T, KB A2 TRIRIE D
WD A R SBFRD DN WBRBE LT F N7 ) 7 a D BT 28 B, 7T EAREET 39 fiT
HoT,
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276 fHxORBROELD

AstraZeneca
—W&  FRT ) Tavr a7 a— K
8 eGFR @ 50% L E DF#HEHGIET. REBEFELXIIBFRIEDOHMERITE TOHARBD

Kaplan-Meier Biff (DAPA-HF 8% : FAS)

3.0

events/N
Dapa 10mg 28/2373
------- Placebo 39/2371
2.5 oSt T T s s s s s s e EE T

Cumulative %

HR (95% CI) p-value
0.71 (0.44,1.16) 0.1681
T T T

24 27 30
Months from randomisation
N at risk
D 2373 2295 22217 2142 2009 1570 1153 622 223 5 0
P 2371 2277 2201 2118 1975 1537 1132 600 215 7 0

DAPA-HF ik CSR X 13 225 5|H

N at risk is the number of subjects at risk at the beginning of the period. 1 month corresponds to 30 days. 2-sided
p-value is displayed.

HR, CI and p-value are from the Cox proportional hazard model.

CI Confidence interval. Dapa Dapagliflozin. D Dapa 10 mg. FAS Full analysis set. HR Hazard ratio. N
Number of subjects. P Placebo.

276.21.325 2%t FERERZMHLEL) EFTOHM
2T GERZRDRY) £ TOHRE O Kaplan-Meier Bifg % X 9 (2787,

ST GERZMbARV) ORRRKIIFITERBELEE L TH ) 7a P VTR,
(= R 2 0.83, 95%[EHE X ¢ 0.71,0.97, p=0.0217 [ H k] ) . &3 GERE M2
V) RO DNTWEBRFIIZ T 7 a P BT 2160, ST RAREET3296ITHY, A X2 b

FRBRIZZNEI 7.9/100 N1 9.5/100 NETH->7- (DAPA-HF B CSR % 14.2.6.1 2%
H\E\) (e}
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2.7.6 fHxDOREBROE LD AstraZeneca
—W AT T a7 a— LK

9 ERT GEERZEMDHAL) ETOHRO Kaplan-Meier i (DAPA-HF EE : FAS)

"I‘" -
events/MN
29 Dapa 10mg 276/2373 emmmm———
------- Placebo 329/2371 l
20
18 4 - J
16 =
< 144
2
E 124
3 104
g -
6_
44
=~ 22 =
= HR (95% CI) p-value
) DvP 083(0.71,097) 00217
04 T T T T T T T T T T
0 3 (5 9 12 15 18 21 24 27 30
Months from Randonusation
N at risk
D 2373 2342 2296 2251 2130 1666 1243 672 233 6 0
P 2371 2330 2279 2231 2092 1638 1221 665 235 8 0

DAPA-HF #&5% CSRI[X 14 7> 55|

N at risk is the number of subjects at risk at the beginning of the period. 1 month corresponds to 30 days. 2-
sided p-value is displayed.

HR, CI and p-value are from the Cox proportional hazard model.

CI Confidence interval. Dapa Dapagliflozin. D Dapa 10 mg. FAS Full analysis set. HR Hazard ratio. N
Number of subjects. P Placebo.

276214 REMOTE
2762141 BEE

TRBRIE OIRFWIH L AR B EOHB 2 £ 8 18T,

BB OBRZEHARIT 0~283 W H TH -7z, RBREBIRTOX T Y 700 ~DIgEFEIL 3310 A
EThoT-, IRBREOBBHMOPIEIT, #7777 BT118 WA, 77 BEREETI17.6
THTHY, BEREMTCRETH ST,

TEBRE 2R L -5 OBISIHELS . WTNOEERETYH 2%AKTH T - 7= (DAPA-HF bR
CSR % 143.12 &) |, WMEOHBITHEEFRNKR L L, #3270 7a P T 42 4
(1.8%) . T BREET286] (12%) Thol-,
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276 HxDORBROELD AstraZeneca

— %4 AT TuYrTav LY a— K

x8 BRECBEFEHREUVERBEENHTR (DAPA-HF K& : TEMMITIRER)
Dapa 10 mg Placebo
(N=2368) (N=2368)
Characteristic Statistic
Duration of exposure (months)® n 2368 2368
Minimum 0.0 0.0
I8 quartile 13.5 13.2
Median 17.8 17.6
3 quartile 21.5 21.3
Maximum 28.0 28.3
Total treatment years 3310 3268
Cumulative exposure over time, n (%)° > 1 day 2368 (100.0) 2368 (100.0)
> 1 month 2316 (97.8) 2317 (97.8)
> 6 months 2152 (90.9) 2137 (90.2)
> 12 months 1955 (82.6) 1905 (80.4)
> 18 months 1168 (49.3) 1133 (47.8)
> 24 months 261 (11.0) 255 (10.8)

DAPA-HF i CSR % 29 725 5]
a Total exposure (months) = (last dose date - first dose date + 1)/30, regardless of interruptions.
b Rows are cumulative and subjects are included if they have taken treatment up to and including that day.

Dapa Dapagliflozin. N Number of subjects in treatment group. n Number of subjects who received study drug.

2762142 HEE%H

BAEFEROENEZE 9 IR,

HUACE ST AHRS, HELAERG, RGP ILCES A EFRLOCEGHENCEST2f
FHRZOEBEGIT, WIN LT TR E R L TH 7 ) 7 a0 U CHiE BR o7, B
BICESTEAFEFZOFRBEIGIIREREL LTHER o2, IR HELHRL T AT ) Try
YHETOTMNCEIETH o T,
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276 HxDORBROELD

— %4 AT TuYrTav LY a— K

AstraZeneca

=9 FEERDES (DAPA-HF 5k : REMBETIRER)
Number (%) of subjects?
On treatment On and off treatment

Dapa 10 mg Placebo Dapa 10 mg Placebo
AE category (N=2368) (N=2368) (N=2368) (N=2368)
FIZE - EES 227 (9.6) 250 (10.6) 286 (12.1) 333 (14.1)
HERAEFSR GECICE-T2F 846 (35.7) 951 (40.2) 895 (37.8) 994 (42.0)
FERERZEET)
B CE S EES 111 (4.7) 116 (4.9) 111 (4.7) 116 (4.9)
P C T - - A E s S 284 (12.0) 349 (14.7) 284 (12.0) 349 (14.7)
REICE - T HERER 43 (1.8) 25(L.1) 43 (1.8) 25(L.1)
BERI 7 BT R— A D 3(0.1) 0 3(0.1) 0
O MRS 4(0.2) 4(0.2) 4(0.2) 4(0.2)
R WD 2 RS 5 F EH 5 170 (7.2) 153 (6.5) 178 (7.5) 162 (6.8)
B d 48 (2.0) 47 (2.0) 49 (2.1) 50 (2.1)
R A i g 4 d 141 (6.0) 158 (6.7) 153 (6.5) 170 (7.2)
Bl 11 (0.5) 11 (0.5) 13 (0.5) 12 (0.5)

DAPA-HF #B% CSR # 30 7> 55|

a

events in more than 1 category are counted once in each of those categories.

Events adjudicated as definite or probable diabetic ketoacidosis

Subjects with multiple events in the same category are counted only once in that category. Subjects with

AE with the following criteria confirmed by the investigator: i) Symptoms of severe impairment in

consciousness or behaviour ii) need of external assistance iii) intervention to treat hypoglycaemia
iv) prompt recovery of acute symptoms following the intervention

d

€

Based on pre-defined list of preferred terms

Surgical amputationor spontaneous/non-surgical amputation, excluding amputation due to trauma

On treatment includes adverse events with an onset date on or after date of first dose and up to and including 30

days following last dose of study drug.

On and off treatment includes adverse events with an onset date on or after date of first dose of study drug.

Percentages are based on the total numbers of subjects in the treatment group (N).

AE Adverse event. Dapa Dapagliflozin. N Number of subjects in treatment group.

2762143 HLT
WD HRETIEES 0.1%LL FOWTICE > T-HEEL 52 10 177,

On/off treatment ] TIX, LTRSS TZAFFRIIX NT Y 7oV BT 286 il (12.1%) . 7
T REET 3336 (14.1%) TR BTz, Ontreatment H1 T, FETICE - HEFRIIF T
Vo7ua Y BT 276 (9.6%) . 77 BAREET 250 1] (10.6%) 1238 Bz (DAPA-HF 5k
CSR % 14332 &) , B BIRDER K OCFEAGER DN E > -G EFLORBEIG I3 #
R bR LTz,
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2.7.6 fHxDOREBROE LD AstraZeneca
— %4 AT TuYrTav LY a— K

£ 10 WIFNHADEBEEETHIREES 0.1%ULEDERTIZE>=-HEEZR (on/off treatment
1) (DAPA-HF B . REMMTIRER)

Number (%) of subjects?
Dapa 10 mg Placebo
Preferred term (N=2368) (N=2368)
Subjects with AE with outcome of death 286 (12.1) 333 (14.1)
DA 53(2.2) 76 (3.2)
FETC 48 (2.0) 48 (2.0)
ZEIRIE. 19 (0.8) 10 (0.4)
DIEIRE 18 (0.8) 27 (1.1)
kAR IE 11 (0.5) 9(0.4)
AR E 11 (0.5) 13 (0.5)
9 o MO 9(0.4) 13 (0.5)
fiti 2% 9 (0.4) 8(0.3)
L NN 8 (0.3) 9 (0.4)
IO TS 7(0.3) 7(0.3)
&Ik 6(0.3) 7(0.3)
DEMEY 3 v 6 (0.3) 11 (0.5)
B E 5(0.2) 6 (0.3)
o LA A 2 4(0.2) 6(0.3)
BEME Y 2 v 7 4(0.2) 1(0.0)
TNE=G i) 4(0.2) 2(0.1)
SRR R 3(0.1) 1(0.0)
IS 3(0.1) 0
HH L 2 R 3(0.1) 1(0.0)
fiti ZEARSE 3(0.1) 6 (0.3)
SR BETE 1 i 2(0.1) 0
AEENR 2(0.1) 5(0.2)
DA A 2(0.1) 0
Jid 1. FE A 2(0.1) 3(0.1)
1 [RERFE A 1 O Mg 2(0.1) 0
BARA 2(0.1) 0
IR AN 4 2(0.1) 4(0.2)
SEEIR A4 1 (0.0) 3(0.1)
it DN A 1(0.0) 3(0.1)
W 75l 1(0.0) 2(0.1)
D= MEAR 1(0.0) 2(0.1)
LR 0 2(0.1)
TN [-274 0 2(0.1)
(o ififeE 1k 0 2(0.1)
H &Pk 0 2(0.1)
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2.7.6 fHxDOREBROE LD AstraZeneca
—W AT T a7 a— LK

£ 10 WIFNHADEBEEETHIREES 0.1%ULEDERTIZE>=-HEEZR (on/off treatment
1) (DAPA-HF & : X MMBTxIREMR)

Number (%) of subjects?
Dapa 10 mg Placebo
Preferred term (N=2368) (N=2368)
FEENIRAS 42 0 2(0.1)
AR fiti 7% 0 2(0.1)
D MEAREER 0 2(0.1)

DAPA-HF ik CSR # 34 725 5|H

a Number (%) of subjects with AE with outcome of death, sorted by descending frequency of preferred term
in Dapa 10 mg group
Subjects with multiple events are counted once for each system organ class / preferred term.

This table includes deaths that occurred on or after date of first dose of study drug, with a frequency >0.1% in
either treatment group.

Percentages are based on the total numbers of subjects in the treatment group (N).
MedDRA version 22.0.
AE Adverse event. Dapa Dapagliflozin.

2762144 EBEELEEEZR
W NDOEERETIEIS 0.5%LL FOBEELAEREL A 11171,

On treatment Bl ClE. EELAFEFTRIIFA AT ) 70l #ET846 %6 (35.7%) . 77 BAREET
951 B (40.2%) (ZFRD LIV, BEE ST Z T Y 70 P UBECRE R o 72, WO G R
TY., ERENOFLREELHEERIIODAE, HRLOS o MiELAETH- T,
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2.7.6 fHxDOREBROE LD AstraZeneca
— %4 AT TuYrTav LY a— K

%= 11 WINHODBREHTHRIREE 05%ULDEELEEESR (on treatment i)
(DAPA-HF FER : & MBI RER)
Number (%) of subjects?
Dapa 10 mg Placebo
Preferred term (N=2368) (N=2368)
Subjects with any SAE 846 (35.7) 951 (40.2)

DA 238 (10.1) 325(13.7)
Jiti g% 70 (3.0) 73 (3.1)
9 o MO 4 57 (2.4) 65 (2.7)
AL E 36 (1.5) 51(2.2)
FETC 33(1.4) 38 (1.6)
SR E 32 (1.4) 32(1.4)
Dy R 32 (1.4) 53(2.2)
B 24 (1.0) 26 (1.1)
P AR 2 o 24 (1.0) 24 (1.0)
LR 23 (1.0) 37 (1.6)
ANLETE R NE 21 (0.9) 29 (1.2)
AR EE 20 (0.8) 41 (1.7)
L ZRIRAE 17 (0.7) 27 (1.1)
ZEIRIE. 17 (0.7) 7(0.3)
1 PR ZE P i % R 14 (0.6) 22 (0.9)
IO TS 14 (0.6) 17 (0.7)
— U PEN R 7 13(0.5) 7(0.3)
BeLiE 12 (0.5) 12 (0.5)
KU 3L 11 (0.5) 6 (0.3)
REHENIRPAZE M R 11 (0.5) 9 (0.4)
B g 10 (0.4) 11 (0.5)
PR & IR 10 (0.4) 16 (0.7)
DEMEY 3 v 9(0.4) 12 (0.5)
TR AN A4 7(0.3) 13 (0.5)
Jibdts & 7(0.3) 11 (0.5)
fiti ZEARSE 7(0.3) 13 (0.5)
E i 7(0.3) 12 (0.5)
He Ol MR 6(0.3) 14 (0.6)

DAPA-HF ik CSR # 35 7255 H

a

Number (%) of subjects with an SAE, sorted by descending frequency of preferred term in Dapagliflozin
10 mg group

Subjects with multiple events in the same preferred term are counted only once in that preferred term.
Subjects with events in more than 1 preferred term are counted once in each of those preferred terms

This table includes SAEs with an onset date on or after date of first dose of study drug and up to and including 30
days following last dose of study drug, with a frequency >0.5% in either treatment group.
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Percentages are based on the total numbers of subjects in the treatment group (N).
MedDRA version 22.0
Dapa Dapagliflozin. SAE Serious adverse event.

2762145 ®/EGRIICE-S-FEER
WO ERECRIIEIS 0.1%L, FOB G IRICE - FEES 5 12 10577,

On treatment ] Tl, G HFILICESTEHEFEFROFBREIGII AL LTI, #5771
CUBET LB (47%) . 7T RAEET 16 61 (4.9%) TR0 HITs, EARERIOFE e Gk
CESTAEFERT, 287 ) 7u D URETIRLAS, FEIMED 0, Rl R OIREEG, 7
TERBETIIOAE, ) - MDA E R OEKIERE Ch - 72,
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% 12 WITNODIREEHTHEREES 0.1%ULDFESFIEIZE>-HEER (on treatment
1) (DAPA-HF & : X MMBTxIREMR)

Number (%) of subjects?
Dapa 10 mg Placebo
Preferred term (N=2368) (N=2368)
Subjects with any AE leading to discontinuation 111 (4.7) 116 (4.9)
A4 17 (0.7) 15 (0.6)
FEIMED F 4(0.2) 4(0.2)
B 4(0.2) 4(0.2)
PR B 4(0.2) 2(0.1)
SRR PR 3(0.1) 3(0.1)
i JR 3(0.1) 0
MR A 3(0.1) 1(0.0)
T 3(0.1) 0
Z 9 PERE 3(0.1) 1 (0.0)
SR E 2(0.1) 0
BAREGR 2(0.1) 0
Jiti o> T A 2(0.1) 1(0.0)
(=93 2(0.1) 1 (0.0)
B 2(0.1) 1 (0.0)
el 2(0.1) 5(0.2)
WOl ErE s 2 v 7 2(0.1) 0
P A 4 1(0.0) 2(0.1)
9 o MO 4 1 (0.0) 6 (0.3)
182 1 B g 1(0.0) 2(0.1)
i 2% 1 (0.0) 3(0.1)
97 1(0.0) 3(0.1)
Dy R 1 (0.0) 3(0.1)
Sl N 0 3(0.1)
I 5 2E 0 2(0.1)
Jok: 1L g 2 0 3(0.1)
g 0 2(0.1)
A 0 2(0.1)
PR B M R i 0 3(0.1)

DAPA-HF ik CSR % 36 725 5|

a

Number (%) of subjects with an AE leading to discontinuation of IP, sorted by descending frequency of
preferred term in Dapa 10 mg group.

Subjects with multiple events in the same preferred term are counted only once in that preferred term.
Subjects with events in more than 1 preferred term are counted once in each of those preferred terms.

This table includes events with an onset date on or after date of first dose and up to and including 30 days
following last dose of study drug, with a frequency >0.1% in either treatment group.
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Percentages are based on the total numbers of subjects in the treatment group (N).
MedDRA version 22.0
AE Adverse event. Dapa Dapagliflozin. IP Investigational product.

2762146 FEHIRETHEESEZR

27621461 (@FREBRLVETRTIATER
R 2 T 5 A EFROENZ R 131877,

On treatment H] ClE, KNIEERD Z/RE T 5 HERGORBIGIEIT L N7 ) 7a P T 170
Bl (712%) . 77 BREET 15341 (6.5%) THVY ., BERMCREE CTH-o72, 100 NMEHTZD
DFBURITZNZEI5.09 L 4.64 Tholz, HEERAFEESR LYK S W RKERD 2 mE4
HEEFEGORBGIEIIZ TV 70 P U RET23 6] (1.0%) . 77 BREET 384 (1.6%) THh
D, 77 8RBELLHBE L CHX AT Y T7a P U BT hRnotz, BEHRIEICE S T2FEER LW
SRR D % R 28 EFROBIFEIT 2R E LTh7e | BEGHECRIEE TH-
7= (0.3%~0.4%) ,

On/off treatment HA D F1%. on treatment HlOFEF: & [FIFETH -7~ (DAPA-HF iR CSR #
14382 &) |
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AstraZeneca

*x 13 REERLETET L2HEEBRDEN (ontreatment #]) (DAPA-HF :HE& : &M
fRAT REH)
Number (%) of subjects?
Dapa 10 mg Placebo
AE category (N=2368) (N=2368)
RIE R 2Ry A EEFR 170 (7.2) 153 (6.5)
Event rate per 100 subject years 5.09 4.64
Any SAE 23 (1.0) 38 (1.6)
With outcome death 0 0
SAE excluding death 23 (1.0) 38 (1.6)
Any DAE 9(0.4) 8(0.3)
Any SAE leading to discontinuation of IP 0 3(0.1)
Any AE leading to dose reduction 25 (1.1) 17 (0.7)
Any AE leading to interruption 19 (0.8) 29 (1.2)
Maximum intensity®
Mild 109 (4.6) 74 (3.1)
Moderate 59 (2.5) 65 (2.7)
Severe 12 (0.5) 19 (0.8)
Any AE possibly related to IP¢ 68 (2.9) 53(2.2)

DAPA-HF #&B% CSR # 31 725 5|H

a Subjects with multiple events in the same category are counted only once in that category. Subjects with
events in more than 1 category are counted once in each of those categories.

b

¢ Asreported by the investigator.
d

Based on pre-defined list of preferred terms.

Possibly related to investigational product, as assessed by the investigator.

The event rate was calculated as 100 times the number of patients with event, divided by the total duration of

treatment (including 30 days after last dose) in the given group.

This table includes adverse events with an onset date on or after the date of first dose and up to and including

30 days following last dose of study drug.

Percentages are based on the total numbers of subjects in the treatment group (N).

MedDRA version 22.0.

AE Adverse event. Dapa Dapagliflozin. DAE AE leading to discontinuation of IP.

product. N Number of subjects in treatment group. SAE Serious AE.

27621462 EBEEEZR
B RS OB A 14 17T,

IP Investigational

On treatment # T, BWEIHEFROBFAMEBIIF T ) 7o VBT 1416 (6.0%) . 77F&
REET 158 (6.7%) ThH V., HEHMCTRIEE CH-oT2, 100 NFEHT- D ORBBRITZNEN
422 K OX4.79 ThoT-, BEELRAGEFRG LW SN BREEEZOBBRAGIEIIL T 7a v
BECT34 61 (1.4%) . 77 BHREETS8 A (24%) THY, FI7vARFELLEBELTH 7Y 7y
VRECD e o T, BEHILICEST-AERESR LA SN BEEEROBBRAEIT SR E LT
Dl BHRBTREE T -7 (03%~0.4%) .
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On/off treatment H DO #E 51X, on treatment HIDOFE R L FEE TH -7~ (DAPA-HF

143.102 &) .

AstraZeneca

#BR CSR #&

%= 14 ZEEFERNDEH (ontreatment i) (DAPA-HF 58k : 2 MMTIRER)

Number (%) of subjects?
Dapa 10 mg Placebo
AE category (N=2368) (N=2368)
R R b 141 (6.0) 158 (6.7)
Event rate per 100 subject years 4.22 4.79
Any SAE 34(1.4) 58 (2.4)
With outcome death 4(0.2) 1 (0.0)
SAE excluding death 31(1.3) 57 (2.4)
Any DAE 8(0.3) 9(0.4)
Any SAE leading to discontinuation of IP 5(0.2) 5(0.2)
Any AE leading to dose reduction 6 (0.3) 3(0.1)
Any AE leading to interruption 19 (0.8) 30(1.3)
Maximum intensity®
Mild 54 (2.3) 50 (2.1)
Moderate 77 (3.3) 71 (3.0)
Severe 22 (0.9) 44 (1.9)
Any AE possibly related to IP¢ 33(1.4) 28(1.2)

DAPA-HF ik CSR # 32 55| H

a Subjects with multiple events in the same category are counted only once in that category. Subjects with
events in more than 1 category are counted once in each of those categories.

> Based on pre-defined list of preferred terms

¢ Asreported by the investigator
d

Possibly related to investigational product, as assessed by the investigator.

The event rate is calculated as 100 times the number of patients with event divided by the total duration of

treatment in the given group.

This table includes adverse events with an onset date on or after date of first dose and up to and including

30 days following last dose of study drug

Percentages are based on the total numbers of subjects in the treatment group (N)

MedDRA version 22.0

AE Adverse event. Dapa Dapagliflozin. DAE AE leading to discontinuation of IP. IP Investigational
product. N Number of subjects in treatment group. SAE Serious AE.

27621463 MERRET7T T F—VX

BEPRIG 7 BT o R—= AMEEDOIN D FRIT 19 61 (0.4%) 1220 B B, T OERHE X

W HR— 2T A UIRICHERBE 2 S0 L T2 (DAPA-HF Bk CSR # 14.3.6.7 #&MR) . h
JUHEDOFER, 3BTRS, BT R—3 208 (SR (definite) | & H)E &7 (DAPA-HF
ABR CSR % 143.6.3 &) . 2O OHEGUIWTILE on treatment H1D X X7 ) 7o 0 BT
O HIL, 100 NEH T2 0 OFBRIT 0.09 TH-7- (DAPA-HF Bk CSR % 14.3.6.1 &) .
(] CHIESNTRERB, 7Y F—Y 2TV b EERAFESER LS, 2055
1 CBEPRIGHE S b7 o R— AR M EME) 13X CICE ST EHRL Tho T,
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FERIG T BT v R—= AN TSR] CHIE Sz 360IE. Wi & iR rh B PRI TR
PHERALTBY., 2055 LBNIERE Y F 73 R— ZAOFRBENIA VAV 24 LTz

(DAPA-HF i CSR % 14.3.6.7 &) . 2 BILL EIZERD v FIAIE, JkYe, AR Ok
Toh -7 (DAPA-HF iklE CSR % 14.3.6.4 2 &)

On/off treatment HA D5 F1%. on treatment HlOFEF: & [l —Tdh -7~ (DAPA-HF i CSR
14.3.6.2 1% 143.6.5 #5H)
2.7.6.2.1.46.4 FEDEMEER

On treatment £ Tix, EEOKIMMFEFSRIL S Bl (BHE4 H) 129 B30 b, BE5HER TR
ETHY, 100 NMESHTZD OFBLEIL 0.12 Th-o7- (DAPA-HF B CSR & 14.3.7.1 LU
14373 &)

HEORMBEFR RO DNTHERE L. VTN RN—2 T A VERRITHERP 2 &0 L T,

B OIRIMBEF R NRDD SN WEBRE L. IR 1 HERE, Wb A X NIsHLE
WAV = VPRFHE L <A AV XAIPFH LTz (DAPA-HF 7Bk CSR % 14.3.7.3 &%
H\E\) (e}

On/off treatment HA D F1%. on treatment HlOFEF: & [l —Tdh -7~ (DAPA-HF iR CSR #
14372 &) |

27.6.214.6.5 '

On/off treatment ¥ TlX., ‘BITIZEHT 2 EFROBEGENIF X7 ) 70 P U FET 49 4
(21%) . T EARBETS0H 2.1%) THH, BEGHMETREE CTH-TZ, 100 NMEHTZV O
RERITZNEH 138 LN 142 TH-7- (DAPA-HF iR CSR # 14.3.92 &)

On treatment 1 D5 R0, on/off treatment Hl DFEF: & [FIFETH > 7= (DAPA-HF iR CSR #
143.9.1 &) |

2.76.21.46.6 Ui
GIWr ORI K OB 2 2R 15 1287,

On/off treatment ] TIE, AEHIEINIAZ D7 < &b 1 AT BFIX, #3270 7P T 13
B (0.5%) . 77 EAREET 1261 (0.5%) &BEHRERCRBRE CTh-o72, 100 AMEHT= 0 DFEH
KITZENEH 037 034 Th-o7- (DAPA-HF iR CSR % 14.3.112 2&M) . 1FLA DA
FTUWIX L RICTH Y, 2N TFROYIKTH -7,

On treatment 1 D5 R0, on/off treatment Hl DOFEF: & [FIFETH -7~ (DAPA-HF iR CSR #
143.11.1 } %% 14.3.11.5 25 M)
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=15 U DIEFER UERML (on/off treatment #i) (DAPA-HF 5% : T2 M RER)

Number (%) of subjects?
Dapa 10 mg Placebo
Category (N=2368) (N=2368)
By b 13 (0.5) 12 (0.5)
1 amputation 7(0.3) 9(0.4)
2 amputations 3(0.1) 2(0.1)
3 amputations 1 (0.0) 1 (0.0)
>3 amputations 2 (0.1) 0
Type of event
Trauma by accident 0 0
Surgical amputation 13 (0.5) 12 (0.5)
Spontaneous/non-surgical amputation 0 0
Anatomic localisation
Lower limb amputation 13 (0.5) 12 (0.5)
Big toe 3(0.1) 2(0.1)
Index toe 3(0.1) 4(0.2)
Middle toe 7(0.3) 0
Fourth toe 4(0.2) 1 (0.0)
Little toe 3(0.1) 3(0.1)
Trans metatarsal 2(0.1) 1 (0.0)
Foot 0 0
Below knee 1 (0.0) 1 (0.0)
Above knee 4(0.2) 1 (0.0)
Other 0 2(0.1)
Upper limb amputation 0 0

DAPA-HF 35k CSR % 33 2255 H
a Subjects with multiple events in the same category are counted only once in that category. Subjects with
events in more than 1 category are counted once in each of those categories.

Reported by the investigator on the case report form for amputation.

This table includes events with an onset date on or after date of first dose of study drug

Percentages are based on the total numbers of subjects in the treatment group (N).

MedDRA version 22.0.

Dapa Dapagliflozin. N Number of subjects in treatment group.

b

27621467 THRUMOYURYLELEHIEEEER FTkESR)

On/off treatment B T, THUIMrDO U 27 L2 FERS (FiJkESL) 147 ) 7ad 8
T155 6] (6.5%) . 77 BAREET 120 6] (5.1%) IZFRDHHIL, 100 NMEHT- D OFRBIRITENE
436 340 THoTzy ZNHDOWWERED S B, U2 T T-RE X4/ ) 7o R

T8 (03%) . 77 EBARETIH (0.1%) THh-7- (DAPA-HF ik CSR % 14.3.122 # &
)
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On treatment 1 D5 R0, on/off treatment Hl DOFEF: & [FIFETH -7~ (DAPA-HF iR CSR #
143.12.1 #&M]R) .

27621468 JI=TiEE

On/off treatment # CTlX, 7/ =xBYE L SINT-7 T BRED 1 Hla 5T 6 HilNEFRIEEM
DB E U THIE SN7- (DAPA-HF kB CSR % 14.3.132 &) ., 26 OFELTNTLY
TV T EHEE S VR o T,

276.2147 ERKBREE

27.6.21.4.71 MRFRE

~< h7 Uy hOYEEIT, BN T T BREELLE L TH AT U 7a P U ETE NS 720,
ABABVBRIZT T b—IZE LT, ~TE/ b OFEBEIE, ST BRFEE L THE RS Y T
RY TR 2T, 2D OO, BRIICERO S 52T bR 7e
(DAPA-HF #B# CSR % 14.3.16.1 L U'F 14.3.16.3 # B H)

~< F7 Uy MEINOBERRAEMEIE T DNBD 5N WRE L, 7T 2R L THZ /7Y
TP BETE ) o7~ (DAPA-HF #B8 CSR % 14.3.16.2 # &) |

27.6.214.7.2 mREICFEEE

Mg 7 L7 F = OEMEITRBRBIEZ ML, 7T v RBEL i L THE A7) 7P Ut
THMEN KR E Do 72, eGFR OFMEITABRBAMGZIZHAD L, IRt E g L TH /7Y
7Y U RETTHEDENKRE o2, 20 7 H HD eGFR O_X— R F A )b OV RO EIT
5B CRIRE CTH 72, 8 7 H H D NT-proBNP DML, 7T BREEL i L TH 7Y
7Y RETIEo7- (DAPA-HF iABR CSR # 14.3.16.1 KUV 14.3.16.3 5 MR) |

ALT, 7IVHUFRAT 7 Z—F_ AST. MV L E LV ERMFRBEZIZHOWVTIL, WTho
BHRETHERRANCERD H D ZB0ITERD o7z,

JLTF=r BV UL, 7R AR KROT N Y U AN O ERRAR AR E AR &
NIWHRAIT, 7T ERBEE L TH 7 T VR TA o7 (DAPA-HF iR CSR &
14.3.16.2 &) |

2762148 NAAI)LYFALY

20 7 H HOREDO =2 T A4 b OEEDOVEEIL, #1370 7l FET-14kg, 77
EARFET-0.0kg THY, 7 ) 7w P FETHDNRD bl (DAPA-HF ik CSR &
14.3.15 22 M), WGHE I 0O P24l 77tfﬁ&m@LT&Aﬁj7n//ﬁfﬁwmf
HeR U7, PRaRMIIE SUINRIEUZ DD TR, W TN OR G THERIZEW®RD & 5 237
DB,

27.6.215 &5

. AGRBR D FRRDUT RAF TH VD . IRFEEFRITmN o7, 2L UTRARP RIS,
BERERE CTRBETH Y | 99.3%D#ERA 7S ZEAHEE B OBBHEZ e T L7,

. ﬁﬁ% IZ 4744 #4l> HFtEF BE DN EELEIM T S, 778 R EDRIZ LY, LI
1:! nﬁﬁﬁlﬁgf Eﬂf\_o
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- DEFE ST OAREA RN FORBEROK FIZHOWT, EHERFRIZBM L2 )T
U 7aYr OEBPEDN R S i, FART Y 2713 26%IE T L= (95%(E XM @ 15%~
35%) .

- FEHHET L RRA  FEHERT D OIMEE, DAL DAL OCLAEIZL D
BEZZDORERIL, WINL T TBREEELER L THE AT 7 P TR -
7=,

- ATV TurOBREICLY . DAL A AR (P13 L OEIR) KOVHILESE
DOREDWD LT,

—  KCCQ DIEIREFTA T DU HONWT, T BREHIHT 2437 ) 7a Vit
OEBMEN R SN,

—  eGFR @ 50%LA EDOFHGRI 72K T, KBRS XIIEIEDO A X T, 77 %
AREE 391 LHERLTHEANZY 78 Q81 THRhoT,

- EXARFEMEOBREIIFEmM LR o720, Z37 ) 7ad UHETITRET GER%E
Rl 7evy) OFKREY A 2713 17%IK T L7z (95%1EFE XM : 3%~29%) .

- BEmoZetra 7 Al g L C, ARERTI - 2 e LRSI E
N not,
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