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Dapaglifiozin
Characteristics 10mg (n=2373}
Overall Effect 38612373
Age (years)
<65 162/1032
>65 22411341
Sex
Male 307/1809
Female 79/564
Race
White 27511662
Black or African 261122
Asian 78/552
Other 71317
Geographic Region
Asia 77/543
Europe 193/1094
North America 54/335
South America 62/401
NYHA class
11 190/1606
Il or IV 196/767
LVEF
< Median 22211230
> Median 164/1143
NT-proBNP
< Median 100/1193
> Median 286/1179
Prior hospitalization for HF
Yes 195/1124
No 191/1249
MRA al baseline
Yes 281/1696
No 106/677
Type 2 diabeles at baseline
Yes 21511075
No 171/1298
Atrial fibrilation or flutter at enrolment ECG
Yes 109/569
No 27711804
Main Etiology of HF
Ischemic 22311316
Non-lschemic/Unknown 163/1057
BMi(kg/m2)
<30 2591537
230 127/834
Baseline eGFR (ml/min/1.73m2)
<60 191/962
260 195/1410

4/25

HR (95% CI)
0.74 (0 65, 0.85)

078 (0.63.0.96)
0.72 (0 60. 0.85)

0.73 (0 63. 0.85)
079 (0.59, 1.06)

o
00,

37,
48,

o

B b 00
el
(= l:b
28

-
882

0.
0
0

[=N=N-1
o oy ~
Lo~

0.65 (0.49. 0.87)
0.84 (0.69, 1.01)
0.73 (051, 1.03)
0.64 (0.47.0.88)

0.63 (0.52. 0.75)
090 (0.74. 1.09)

0.70 (0 59. 0.84)
0.81 (0.65, 0.99)

0.63 (0.49, 0.80)
079 (0 68,0.92)

067 (0.56, 0.80)
0.84 (069, 1.01)

0.74 (0.63,0.87)
0.74 (0.57.0.95)

0.75 (0.63. 0.90)
0.73 (0.60. 0.88)

0.82 (0.63. 1.06)
0.72 (0.61, 0.84)

0.7 (0 65. 0.92)
0.71 (0.58. 0.87)

0.78 (0.66. 0.92)
0.69 (0.55, 0.86)

0.72 (0.59. 0.86)
0.76 (0.63,0.92)

Placebo
(n=2371)
50272371 ——
1967998 —_—
306/1373 —_—
406/1826 —
96/545 -
348/1671 —_—
321104
118/564
4132
114/553 e-—
218/1060
731342 ——
971416~ E—a——
289/1597 —a—
2131774 —
3071239 —_—
195/1132 —_—
155/1179 €—a—r
347119 —_
2791127 —_—
223/1244 —a—]
36111674 —
141/697 s e
27111064 —_—
231/1307 —_—
126/559 ——
376/1812 —_—
289/1358 —_——
213/1013 —_—
32011533 —_—a
182/838 —_—-—
254/964 —_—
248/1406 —_—

| |

5 8 1

Dapagliflozin 10mg Better

Fig. 4

Placebo Better
———
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Fig. 7A KCCQ Total Symptom Score

—— Placebo === Dapagliflozin

g 85

‘-'g 80 - = sDapagliflozin

< A1.9083 A2.7576

5

g 20 - p<0.0001 p<0.0001

5 65 1

E

2 60 . ;
Baseline 4 Months 8 Months

FIG. 7B KCCQ Clinical Summary Score

—— Placebo —— Dapagliflozin

L 85+

3

Of 30 7

9 3 Dapagliflozin

By - A1.8011 A 2.5490

% p<0.0001 p<0.0001

£ 65

=5

Z 60 . " *
Baseline 4 Months 8 Months

FIG. 7C KCCQ Overall Summary Score

—— Placebo == Dapagliflozin

Y 85
o
A
o 80 1
9
X 75+ #Dapagliflozin
s =¥ Placebo
Q@
= 707 A1.7439 A23114
E 65 | p<0.0001 p<0.0001
3
2 60 :
Baseline 4 Months 8 Months
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FIG.9 Primary composite endpoint, hospital admission for
worsening heart failure, death from cardiovascular
causes and death from all causes, according to
diabetes status at baseline

Primary composite endpoint

a5

T2DM/Placebo

1

L

T2DM/Dapa
C..-='"""No T2DM/Placebx

1

1% 20 25 30

10
1

Cumulative Percentage (%)
5

]
I

6 9 12 15 18 21 24
Months since Randomization

Number at Risk

No T2DM/Dapaglifiozin 1298 1268 1227 1192 1126 882 646 353 122
No T2DM/Placebo 1307 1253 1214 1176 1101 848 627 340 121
T2DM/Dapaglifiozin 1075 1037 994 955 876 678 500 259 88

T2DM/Placebo 1064 1005 949 899 816 630 469 253 89
------- No T2DM/Dapaglifiozin -~ =--=--- No T2DM/Placebo
T2DM/Dapaglifiozin — T2DM/Placebo

FIG. 9A

Hospital admission for heart failure

9
Ro
—@
5
SR
®
%R ) T2DM/Placebo
%33 ] T2DM/Dapa
z.l T =TT No T2DM/Placel
ST 0 et e e ""No T2DM/Dapa
Ewnd el it
o | =l

o

0 3 6 9 12 15 18 21 24
Months since Randomization

Number at Risk

No T2D0M/Dapaglifiozin 1298 1268 1227 1194 1128 882 646 353 122

No T2DM/Placebo 1307 1255 1217 1181 110§ 851 631 342 122

T2DM/Dapaglifiozin 1075 1038 996 959 879 661 501 260 88

T2DM/Placebo 1064 1009 951 901 819 632 470 254 90
------- No T2Dh/Dapaglifiozin ======= No T2DM/Placebo
T2DM/Dapaglifiozin — T2DM/Placebo

FIG. 9B
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Death from cardiovascular causes
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1037 994 955 876 678 500 259 88

1005 949 809 816 630 469 253 89
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T2DM/Dapaglifiozin

FIG. 9C
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— T2DM/Placebo

Death from all causes
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FIG. 9D



12/25

e

Janeg ogaoeld

— e
Jayeg uizoy|Bedeq

FLooal 1 g0 90 F0

| 1 | 1 |
(00 1 2501220 (8¥1) 2erile (9 0L) BOF/2Y (org=u) =
(FO'L '8F 0) LLO B (6 11) 88e/99 (b°8) GOEPY (€54=U) 641G
{FO'L €S0 FLO (€11 serLL (2 8) 12559 (9001=u) g &=
0968 0 1% - BUIIBSE] B NAZL INoyym suened Ui sejue) 0L vaH
(880°000) €L0 _— (221} LOEL/LEZ (z6) gBEiiLLL oN
(060'€90)5L0 _— (¥ 61) PO0I/LLE (9 F1L)SLOLSIE ET
v96. 0 suljeseq e WazL
(580590 kLD e (2 12) LLE2R0S (911) £LEE/98E 128)3 lleierD

(Ad 001 1ed aje)) Nu (Ad 001 Jed sjel) N
anea d (1D 2656) HH LG ERETR uzopbedeq ewooN0 AIBLWL
uonaelaj|

noyym sjuaned ul

‘sajaqelp

|[9A8] uiqojBowaey pajesA|b o) Buipiodoe pue sajaqelp
Jnoylim pue yim sjusaijed uil Juiodpua

Arewad ayj uo uizopybedep jo 31093 volL "Oid



Jspeqoqaoeld  Japag uizojybedeq

13/25

¥l ol l g 90 ¥
| | l | |
(26'0'69°0) 820 _ PI0L/BLL SL0L/ERL wael
SSPP0 (211040 88°0 e e LOEL/LSL g6clieel WaEL ON
(26'0°12°0) €8°0 —_— L LEE/62E ELECI94C asnes fue woy yean
(1oL '89'0) 6470 P s ra01/8rL SiHneL WaeL
L6600 (011 °99°0) 6870 e e 2081/5¢1 8621901 Waél oN
(86°0 '69°0) 28°0 ——— LLETiELE ELLeILee Y|eap JE[NISEAD|DIED)
(56'0°19°0) 920 —— PO0LELL GLOL/8EL NOeL
61920 (180 8K 0) E90 e . 2061/9v1 BECLER WOZL ON
6806570V 0270 —— | LEC/BLE BLEEILEE anj[e) Heay Joj uopez|e)dsoH
(560 °19°0) £2°0 ———— PI0L9LL SLOLErl a2l
6rec'0 (080 '8¥°0) 29°0 —— LOE1/0S) 86¢1/56 MNaZLoN
(€60 65°0) 0270 _— 11621926 6162162 JIsiA aanjje) Weal jusfiun 1o ainijej WEaY Joj uoliezieldsoH
(060 €90 520 e ¥901/892 StoLELe WaclL
BEEE0  (69°0°09°0) 620 e} L0ELLEE 8661/691 WOZLoN
(80 '59°0) 62°0 —_— LLEZISEY eLee/ese 2in|[e} Weay Joj uofiezj[eydsoy 10 Weap JenoseAo|piED
(060 '89°0) G270 = PI0LLLG SL0LsLe WoeL
PO6L0  (88°0'09°0) ELD —_— L0ELLES gecL/LLL WAZLON
(580 '59°0) #£°0 —— [Whardravet £LEZ/98E 1sia ainije) weay juafiin o ainjjg) Yeay 1oj uojieziiejidsoy "ujeap JeNoseAcipiED
anen d (12 2456} HH oqaoeld  wizoyBedeq AWO2NG

uorRIRU|

"auljaseq Je snjejs sajaqelp o) buipioooe
‘fy1jeow asneo-|je pue sjuauodwod 113y} ‘sawodino ajsodwod Aiepuooss
pue Arewd payioadsald ayj uo ogaseld yym pasedwos ‘uizoybedep jo 30943 goL Ol



14/25

uzoy|bede —e— OQBIB|]~ ==~

uoneziwopuey wol4 sheq

0zL 009 (i34 09¢ (1174 0zl 09 thO
FI
- GL0-

: &
r 60- m_
- G20 _ @
Ta
28
L 620 = 2
28
kG0 3
L=}
- sL0 2
=2

b |

saj9qeiq ON - 9LYaH
uzoyl|bedeq —w— 0Qqa0R|d-~e - 1000 0> uoljoelajul 4
uoneZIWOpUERY Wol4 sAeq
0zL 009 08y 09¢ ove 0z 08  ¥LO
" Fl
- 610"
>
o &
o
G20~ _®
a
ede( | =

a 0 M W
ogeoeTd p=--* - 520 22
29
- S0 8
[/=]
- SL0 -
=

s@jaqelqg - 2} vqH VLl 'Old

snjejs ssjaqelp o} Buipiosoe ‘Jybiam pue ainssaid poojq 1jo)sAs
‘sainseaw Alojesoqe] uo ‘ogadeld yum pasedwod ‘ujzoyibedep Jo 319943 L1 "Oid



15/25

uzoy|bedeg—e— 0Q30B|J-~e=

uoneziulopuey woi4 sfeq

0zZL 008 o8y 09t ove [r4% 09 143] o
-
.
s
.
edeq |— " b ; o ) = m
0q20e(d p---=====- R SR Jrommmmmee R L - )
-l
- C
$}12qe1Q ON - 3uB1aM

uzopl|bede() —e— ©Q82B|]-=e~

uoljeziWopuey Wol4 skeqg

0zL 009 08y omm _u..vN 0zL 09 vio e

L -

L -

L o

edeqg T’.T/F L 2-

b o w & 3 5 E -

ogsoeld T: |||||| ..uw uuuuu BERED SRR R D T ——— r!.l..!...u.w.......“Hwa. 0
a

¢

sajaqelq - Jybam

(B3) JuBtepn
ul abueyn ueap pajsnipy

¥8€1 "0 uonoeidjul d

(63) 1uB1ap
u; aBueuyp uesyy pajsnipy

dii old



16/25

edeq

ogaoeTd

edeq
ogsoeTd

0ZL

009

uizoy|fedeq—es— 0Qa2E|d-=n~

UolEZIWOPUEY Woid sAeq
osy 09g ove (4’

vi0

|

I

-l - - AR —,.
-- - el - - %
- - T "

- -

sajaqeiq ON - 2INSsald poo|g 21|0}sAS

- €-
INI

(BHwL) ainssald
poo|g 2)10)sAg ul aBueyD uesyy pasnipy

b O
=l

0cL

009

uonjeziwopuey wol4 sfeqg
08y 09¢ ore (14}

09

29210 uoloelalul 4

710

sajaqei(q - aINssald poojg 21|0}sAS

9-

{BHwwW) ainssald
poolg 2101sAs Ul abueyD ueap paisnpy

-—

o

JLlL "Old



17/25

uzoy|bedeq —e— 0Qa0B|d-~o-=

uoneziwopuey woi4 sAeq

0zL 009 08y 09¢ ore 0zl 09 0 .
- FO
oqaoerd p-==r--""¥v=emmmenas ) S S L B Atdehat' Zudututet Juteiet 7 1) .W
pu g
o P m m.
=
= & U - — Fr¢ B o
edeq |- ¥ ¥ ¥ L ¢ 2 g
=9
- ¢ % W
®
s 5
-9
sajaqeiq ON - J1120jewaey
uroy|bedeq—e— 0Q0B|-~e~ 2000’0 uonoesaul 4
uopeziwopuey woid shieq
0zL 009 o8y 09¢ ove 0zk 09 #0 .
L |-
ogeoeTd T ||||||||| L anETEN SRR S S = Fonep---3d 2
<8
P ; 3 3 3 ; 22§
S e 83
p— T
- b %W
®
L m 5
-9

so9jaqelq - JI90jewWarH

dii "old



18/25

004

009

uzopbede(] ~—e— 0QoB|J-=t==

uojeziwopuey wol4 sfeq
osy 09¢ ore ozl

09 w0

00

009

I

%

-b-==-3

. 4 -

=

S3jaqeiQ ON - ulupeald

uzo fedeq—e— 00398|d-~e =

UONBZILUOPUEY WOl SAB(
ogy 09¢ ove 0zl

1

x

09 vio

p—

sajaqelq - uIuReald

5¢'0-
0
GLo-

5 F.ct

S00-
0
500
10
SL'0
4]
Tl

G000"0 uonoEIsiul 4

(Ip/Bu) suiunesin
u) aBuey) ueapy pajsnipy

3Ll 'Old



19/25

aci 'oid

(%) 24vgH ausseq
[4) b 13 6 e L 9 5

1 i i L :

2z 0

|rr.|r|I.J|lrfr.JJ...rrr
.r.JJ.ruruurrfuf?JIr.I »
15 g=2nend uogzessu|
asnen Auy woi4 yeaq
-
g2l 'old
(%) 21wqH asuaseg
Nm _,__, o.— _m. 8 L .w m
\ll.\.\lllll ||rnr:.r..
|\l|\1||l .....r—r
\\..\\..i\...\ ,./

LZQ=enesd unpesau)

ainjie4 UeaH Joj Jisip Juabin ue 1o uonesijendsoH

59t

Dl 1970 L0
oney piezeH

So

L &

=

190

0
oney plezeH

[4%4

o¢1 "9Id

(%) 21 ¥aH suiaseq

Zl 1 0L 6 ] L 9 S

I L I n 1

LE0

Z1 D= njeA d UDIREIR|

ylea( Jejnasenoipied

vZl "Old

(%) 21 vaH 2ulaseq

43 L ot 6 8 L 9 G

i I i L L L 1

16 f=anead uondeRw)
awonQ ansodwo) Aewld

(a1qersea

SNONUIJUOD B SB) |9A3] ulqojBowaey pajeaA|} suljeseq o} Buipiodode sawodNO

880 580 SRO
oy pIEZEH

280

190 720
oney piezeq

ol

S9 1

ol

¢l "Old



20/25

€l 'Old

(26'0'6£°0) S8'0 —— (%0'v2) G6¥ (%S'81) 68€E sjuod 810w 10 0L
(060820 €0 —— (%) €€) 289 (%1 '52) vZ$ sjujod aioui 1o §
uoiesousleq
(19%s6) 4O * (z90Z:=N) oqedeld (980Z=N) Bw g} edeqg
.,.F
(ZzL ) vt —— (%L L¥) ¥86 (%2€5) 0211 sjuiod 810w JO G
(Zz'1'80'L)SLL —— (%6°91) 896 (%6'CS) vZhL sjuiod aiow 4o 0L
(€Z'1 8011 —— (%0'05) 0€01 {%¥'25) 8611 sjurod aJ0w Jo G
juaueacsdu)
(19%56) ¥O (z902=N) ogeseld (980Z=N) 6w o1 edeq

1000°0>d (92°T ‘TT'T 1D) 8T'T = oney UIpA SS1-DIDN

sisAjeue Japuodsay

syjuow g ‘SS1-0HDIM U0 pjoysaiy} jo aAnsadsalll Jyauaq woydwAis juslsisuon



21/25

() sajeqelq oN
uizopyibedeq
(----) sa1aqelq

0qade|d
(——)sajeqelq oN
uizojyibedeq
(----) sajeqeiq
ogaoe|d

£€CL Gre
[4:] GGz
0zl ore
€01 9/¢
¥e ¥4

6€9
£6vy
[A4:]
LIS

1 "Old

£98 142" €811 oLzl 6¥Z1 L0EL
¥.i9 198 GE6 L66 8¢ol ¥901
vi8 60L1 €LL1 il T4 8621
969 006 696 €101 Zvol S.0L

uoleZILIOpURY BIUIS SUJUOH
Sl zZi 8 9 £ 0

80 = uoijdesajul 1o} d
(6" 1L-0€°0) L9°0 s81egelq oN
(P€1-6€°0) €20  ssleqeld | .

sajagelq ON 0gade|d
sajagelq cqadejd

sajaqelq oN uizogiibedeq

(o) abejuadlad aAljelnwny

sajaqelq uizopybedeq
}s1y Je Jaquunpy



22/25

Sl o4
uoneziwopues wouy skeq
0cL 009 08y 09¢ ove ozl 09 1414

| | 1 | | | | 11

uizc| I} edeq
1L00°0> d sadojs ul asualiapiq
(28°001- O} ¥"LLL- 10%G6) S€ 601~ uizopyBedeq
(66°61- 01 6°9¢- 10%S6) O 8Z- 0qa2e|d
v1-0 Aeq

ogaoe|d

1L00°0> d s2dojs u| asualapiqg
(82°0- 01 L' L- 1D%S6) 60" |- wizoyfedeq

(55°2- 01 61°C- 1D%G6) /8°Z- 09a2e|d
0zl-v) Aeq

z-
(wez T/uiw/|w Jad) Y499 ul a8uey)



23/25

auljeseq je sajaqelq

uonezjwopues woyy sheq

. 009 o8y 09¢ ore 0zl 09 ¥I0
L L 1 L 1 1 1 11
=
L00°0> d sadojs ul aduazajiq
(69°601- 01 28'VEL- 10%G6) 92'2Z)L- wizoybedeq |
(LE°EL- 01 0L °8E- 1D%G6) 00'9Z- 0qadeld | &
vi-0 Aeg
&
edeq
S
"
100°0> d sedojs u1 asuasamqg i
(08°0- 01 82°L- 1D%S6) 6Z'L- wizoybedeq e

(90°¢- 01 90"~ 10%56) UG €- 0gadeld
oz2-vL kea

9l 'OId

0¢L

auljoseq je sajeqelq ON

uoneziwopues woly sheq
009 08¥ 09€ (1) 44 0ck 09 ¥

LWEL Lulw|w Jad Y49 u abueyy
0

L00°0> d sodojs w1 a2ualayig

(2128~ 91 60°0L L~ 10%S6) 19'86- uizojybedeq
(80°61- 01 G8'Lt+ 10%G6) L¥'0E- 0q228]d

¥1-0 Aeq

L00°0> d sadojs u1 asuaiagqg

(G2'1- 01 98°Z- 1D%G6) G0°Z- uizopyy Gedeq
(08°2- 01 ZF'E- 1D%S6) LI '¢- 0gave|d
0zl-vL feg

oL-

"o

g Luwyw 1ad Y¥49e ul ebueyd



15

12.5

10

7.5

5

Cumulative Percentage (%)

Number at Risk
Dapaglifiozin
Placebo

24/25

Kaplan-Meier Plot of the Incidence of New-Onset Diabetes
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Fig. 18A
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