[bookmark: _GoBack]Supplemental Figure 1: Study flow
Flow diagram of included patients according to treatment allocation and age. 

Supplemental Figure 2: First heart failure hospitalization by age groups 
Cumulative incidence function for the effect of empagliflozin (blue) and placebo (red) on first heart failure hospitalization by age groups of <65 years (A), 65-74 years (B), 75-79 years (C) and >=80 years (D). 
No corrections for multiple testing were applied. 

Supplemental Figure 3: Cardiovascular death by age groups 
Hazard ratio modeled as a continuous variable for the primary outcome (composite of first heart failure hospitalization or cardiovascular death) (left) and the first heart failure hospitalization (right). 
No corrections for multiple testing were applied. 

Supplemental Figure 4: Kaplan-Meier estimate for all-cause death by age groups 
Cumulative incidence function for the effect of empagliflozin (blue) and placebo (red) on cardiovascular death by age groups of <65 years (A), 65-74 years (B), 75-79 years (C) and >=80 years (D). 
No corrections for multiple testing were applied. 

Supplemental Figure 5: Cumulative incidence functions for primary outcome by age 
Kaplan-Meier Estimate for the effect of empagliflozin (blue) and placebo (red) on all-cause death by age groups of <65 years (A), 65-74 years (B), 75-79 years (C) and >=80 years (D). 
No corrections for multiple testing were applied. 

Supplemental Figure 6: Cumulative incidence functions by age 
Cumulative incidence function for the effect of empagliflozin (blue) and placebo (red) on the primary outcome (composite of first heart failure hospitalization or cardiovascular death) in patients <75 years (A),  >=75 years (B), <80 years (C) and >=80 years (D).
No corrections for multiple testing were applied. 


Supplemental Figure 7: KCCQ-CSS responder analysis at week 52
Cumulative incidence function for the effect of empagliflozin (blue) and placebo (red) on first heart failure hospitalization <,>=75 years (A), recurrent heart failure hospitalization <,>=75 years (B), first heart failure hospitalization <,>=80 years (C) and recurrent heart failure hospitalization <,>=80 years (D). 
No corrections for multiple testing were applied. 


Supplemental Figure 8: KCCQ-CSS MMRM change from baseline 
Responder rate analysis of the effect of empagliflozin and placebo on mean Kansas City Cardiomyopathy Questionnaire-Clinical Summary Score (KCCQ-CSS) in patients <65 years (A), 65-74 years (B), 75-79 years (C) and >=80 years (D).
HR: hazard ratio; CI=confidence interval 
No corrections for multiple testing were applied. 

Supplemental Figure 9: KCCQ-CSS responder analysis at week 52 by age 
Adjusted mean change from baseline in the Kansas City Cardiomyopathy Questionnaire-Clinical Summary Score (KCCQ-CSS) by empagliflozin versus placebo at week 52 by age groups of <75 years (A), >=75 years (B), <80 years (C) and >=80 years (D).
HR: hazard ratio; CI=confidence interval 
No corrections for multiple testing were applied. 

Supplemental Figure 10: KCCQ-CSS responder analysis at week 52 by age
Responder rate analysis of the effect of empagliflozin and placebo on mean Kansas City Cardiomyopathy Questionnaire-Clinical Summary Score (KCCQ-CSS) in patients <75 years (A), >=75 years (B), <80 years (C) and >=80 years (D).
No corrections for multiple testing were applied. 
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Supplement Figure VII: Cumulative incidence functions for age <75, 275, <80 and =80 years

AFirst heart failure hospitalization
a<75years

20

Estimated cumulative incidence
3

Placebo
Empagifiozin

— Placebo
—— Empaglifiozin 10mg

p for interaction = 0.12

B e e e L
0 % 180 270 360 450 540 630

Follow-up (days)

1697
1716

1642 1586 1549 1509 1401
1676 1627 1594 1557 1441

1207 1083
1231 1083

720 810 900
919 755 559
923 78 574

B Recurrent heart failure hospitalization

T
990

391
393

1080

224
225

b >=75 years

8 2

2

2 15

g

ERR

H]

3 5

£

""j 0 r T T T T T T T T T T T 1
0 9 180 270 360 450 540 630 720 810 900 990 1080

Follow-up (days)
1294 1246 1200 1157 1118
1281 1252 1216 1186 1151

1023 859 738 615 528 402 20 176
1050 903 775 655 543 431 316 177

p for interaction = 0.06

a <75 years

2 03

s —— Placebo

2 ——  Empaglfiozin 10mg

2 02

g

5

5 01

5

B e B s B e s e

Placebo
Empagifiozin

0 % 180 270 360 450 540 630
Follow-up (days)

1697
1716

1674 1647 1624 1606 1501 1307 1178
1699 1627 1650 1624 1506 1299 1152

720 810 900
1006 830 611
986 846 620

C First heart failure hospitalization
a<80 years

20

Estimated cumulative incidence
3

Placebo

—— Placebo
—— Empaglifiozin 10mg

990

428
425

1080

254
248

Mean number of events per patient

b >=75 years

03

02

0.1

00
——T T T T
0 9 180 270 360 450 540 630 720 810 900 990 1080

Follow-up (days)

1294 1271 1254 1231 1210 1117 951 820 689 584 450 319 194
1281 1263 1241 1219 1193 1098 948 825 698 583 461 340 198

p for interaction = 0.53
b >=80 years

S S S E S
0 % 180 270 30 450 540 63
Follow-up (days)

2311 2206 2155 203 2041 1888 1614 1433

L —
720 810 900

1212 1008 757

Empagiifiozin 2378 2328 2258 2209 2155 1985 1717 1504 1283 1087 810

D Recurrent heart failure hospitalization
a<80 years

04

03

02

0.1

00

Mean number of events per patient

Placebo
Empagifiozin

— Placebo
—— Empaglifiozin 10mg

T
990

531
568

1080

310
319

Estimated cumulative incidence

20

15

10

T T T T T T T T T T T 1
9 180 270 360 450 540 630 720 810 900 99 1080

Follow-up (days)

680 65 631 612 585 536 452 388 32 270 204 150 90
619 600 585 571 553 506 417 354 205 245 195 141 83

p for interaction = 0.55
b >=80 years

T T T T T T
0 9% 180 270 360 450 540 630

Follow-up (days)

2311 2279 2243 2206 2178 2029 1757 1563
2378 2353 2312 2279 2240 2071 1803 1597

T
720 810 900

1832 1112 830
1368 1165 870

T
990

580
611

1080

7
352

Mean number of events per patient

04

03

T T T T T T T T T T 1
0 % 18 270 360 450 540 630 720 810 900 990 1080

Follow-up (days)

680 666 658 649 638 589 501 435 363 302 231 167 101
619 609 601 590 577 533 444 380 316 264 211 154 94




image8.png
(10%G6) onel piezey (10%56) onel piezeH

m_— o_— v_.— w_.— o,.— m_o o_o vuo m_— m“_ w,._ N,.— o_— m_o m_c w,.o

89°0 170 (15'1°28°0) L1'L _|0L|_ 150 (2€'1'68°0) 80°k _|0L|_ syuiod G|, =

2.0 €20 L1160 911 _|o|l_ 620  (v'1°06°0) ¥1'L _|o||_ swiod g} =

L0 L0 (ovios0)sLL _|o|. 00 gH9e0) 2e ——e—H sjiod g =
Juswanosdwy

800 00 (660/95°0) pL0 —e—i 00 (00'1¥50) 20 —e—i suodg, z

600 100 (16°0'%5°0) 020 —e— 600 (00°+'85°0) 920 _|0|. sjujod g} 2

0€0 100 (v6°0'85°0) ¥2°0 —e— 220 (01+29°0) 580 _If0|_ sjuiod g 2
pusiyiojd  enead (1D %G6) HH anerd (10 %56) UH uopeious}aq
08=<a 6L-GL9

(10%G6) ones prezey (10%G6) onel prezey
m_— w_— v_.— N_.— oh— w_o w_o vuo m_— o“_ J._ Nh— o_— m_c m_o J.o

L¥0 (82°1'68°0) L0'} _|I 60  (e€1180)€0°} _|9|_ sjuiod G|, 2

¥50  (92'+'68'0) 90k _|0.|_ 500  (e9'H00'H) 82k _|o|_ sjuiod Q) 2

S00  (prH00'H) 02k .|0|_ 610 (1512600 81H _|o|_ sjuiod G 2
Juawanosduw|

Lv0 (80'H'99'0) 80 T]o|_ €50 (85'1'BL0) 2k} _|0J|_ spiod G| 2

€20 (601'0L0) 280 _|0|_ L0 (0g1'0L0) 960 .|0|_ sjuiod 0} =

€0 (11'p2°0) 160 _l|0|_ 820  (e4'1'99°0) 980 _l|0|_ sjuiod g 2
anerd (19 %S6) ¥H anerd (19 %G6) ¥H uopeiolgjaq
v.-999 o>V

sdnoub abe Aq zg yeam je siskjeue Japuodsal SSD-DDIDH :lIIA 8inbi4 Juswsjddng




image9.png
20§ 128 6.8

685
s 99 189 1v9
25 1e9Mm [42EE [REE auljeseg
L 1 1 ]
-0
b
by
Lz <
[z}
@
(=%
F€ 3
@
2
=1
FY B
m
- g
-9
sieak 08=< @
180} 8011 02k X448
850} g0 144} (741
25 oM CE oM [ EE duljeseg
L 1 1 J
r0
b
pd
Lz &
e
@
Q
e 3
@
2
8
FY »
m
-G
-9
sieak G/=< g

1264 6802 1922 Géee uizoy)bedws
€16} 2102 0812 0222 0qaoeld
26 %09M 26 %03M 2 Aoam auyeseg
L 1 1 I}
ro
F
by
|- N m
T
Qo
Fe 3
@
2
]
|- v 9
m
Fg
Lo
sieak 08> 9
%Yk 8051 2r9k 1991 uizoy)Bedw3
66E 1 €Ly} €091 929} 0qaoeld
2 %09M 26 %09M 2 Xoam aujoseg
L 1 1 I
ro
B} uizoybedwy —— rh
0Qaoeld — z
|- N m
51
Q
e 3
@
g
- v \9
m
Fs
Lo
sieak 6> ¢

sieak 08z pue 08> ‘G/2 ‘G/> abe Aq zG ¥oam o} dn suljeseq wou sbueyd WHNIN SSO-DDDY :X| 8inbi4 Juswsjddng




image10.png
9.0
€80
9.0

LE0
610
020

anjea-d
uonoeIs)ul

€L0
G680
96'0

cho
010
€0

anjea-d
uonoeIa)ul

9l ¥l
L 1

(19%56) onel prezey
cl ol 80
1 1 1

90 ¥0
1 |

(17'1°28°0) L1'L
(Lr116°0) 911
(9v°1°06°0) GH'}

(66°0°95°0) #20
(16'0'95°0) 020
(v6°0'85°0) ¥2°0

(19 %56) ¥H

9l ¥l
L 1

(19%S6) onel prezey
cl ol 80

sieaf 08=< @

90 ¥0
1 1

(0'1'e6°0) 01'1
(L&'1'260) 611
(ov'1'00'H) 614

(06°0°65°0) €20
(£80'09°0) 2L0
(v6°0°99°0) 6°0
(12 %g6) 4H

sieak G/=< g

(19%86) one) pIezeH
9l vl cl ol 80 90 70
L 1 Il | 1 1 J

(02'1'76'0) 90'} - siod g, 2
(zvoonert .|0|_ spiod 0} 2
(Se1'90°1) 02'} —e—i sjuiod G 2

: JustwaAosduy
(20'1'L'0) 98°0 H—e—  suodgz
(00°1'72°0) 980 .|0|_ spuod 0} 2
(10°1°2£°0) 880 —e— sjuiod G =
(12 %56) ¥H uopeIousaq

sieak 08> 9
(19%S6) oie) pIezey
9l vl cl ol 80 90 70
L 1 1 Il 1 1 J

(e21'26°0) 90'1 e siod G} 2
(0e"1'86°0) €4°1 .|0|._ spuiod o} =
(8E'1'80°}) 61 ] suiod g =

: Juswanosdu
(€1'1'92°0) 260 .JlI suod | =
(80°1'52°0) 06°0 _|0|_ spuiod o} =
(50°1°92°0) 680 ——e— sjuiod G =
(19 %S6) ¥H uopeloueleq

sieak G/> ¢

abe Aq gg Yoam Je sishjeue Japuodsal SSD-DIDY :X ainbi4 Juswsjddng




image1.png
(619=u) 08< -
(299=U) 62 -G/ «
(ZzL'L=u) ¥, - g9 -
(P6G=U) G9>

uizoy||bedw3 uo /66'2

(089=u) 08< -

(#19=U) 6L - G/
(z60°L=U) ¥ - G9 -

(509=U) G9> -

0gsde|d Uo 1L66'C

A

(662°L=U) 08=
(922'1=u) 62 -G.
(PLe'e=u) v. - 69

(661°L=U) G9>

pesiwopuel sjuaned 886°G

moj Apnig :| 2inbBi4 yusweiddng




image2.png
220 = puayiojd

€8 343 S61 Sve S62 5E Ly 908 €95 LS 985 009 619 6 SLb 9€e 862 09€ %44 98y s 865 Gi9 1€9 259 299  uizopBedw3
06 0S4 02 02 (443 88E (414 9€S 985 29 1€9 259 089 %8 ork 861 £5¢ €62 0s€ L0¥ 187 2eS S 695 65 19 0gsoe|d
(sAep) dn-mojjo4 (sAep) dn-mojj04
0801 066 006 018 02L 0€9 oS 0sh 09¢ 02 081 06 0 0801 066 006 018 02L 0€9 0¥s (414 09¢ 02 081 06 0
L 1 1 1 1 1 1 1 1 1 1 1 1 L 1 1 1 1 1 1 1 1 1 1 1 1
r0 m ro m
2 2
3 3
FS & FS &
(=% (=%
o o
= [=
3 3
o £ For £
2 2
3 3
LSk 3 Fs 3
Qo Qo
[+] [+]
= =
Loz @ Leg @
sieak 08=< @ sieak L 01629
pAds Gse 8.8 2Is 009 00L 608 9v6 2201 0L 6901 660L  22Hh 8L 8el 961 ue €28 £8€ [444 Séy GES s 855 LS ¥65  uizopBbedwg
i 672 05¢ 9Ly £85 £69 6LL 168 996 £66 0201 1901 260} 08 443 602 6.2 9¢e¢ 06 82y $05 £r5 995 995 185 509 0gaoe|d
(sAep) dn-mojjo4 (sAep) dn-mojj04
0801 066 006 018 0zL 0e9 oS 0S¥ 09€ 02 081 06 0 0801 066 006 018 02L 0e9 0¥s (414 09€ 02 081 06 0
L 1 1 1 1 1 1 1 1 1 1 1 ] L 1 1 1 1 1 1 Il 1 1 1 1 J
r m ro m
@ &
2 2
FS @ FS &
Q. Q.
o o
5 5
o £ oo £
2 2
& &
sk 3 6 3
=3 Bwo} uizoybedwy —— =3
3 0Qa%eld —— 3
Loz @ Loz @
sieak y2 0169 9 sieaf Go> v

sdnoub abe Aq uonezijeydsoy aunjie} ueay isiid 3| 81nbi4 juswsiddng




image3.png
[s1eak] aby

0y

05 —

09 —

G9

(7

S

08 —

(1D %G6) oles prezey
oe  0C 0t 50 ¥0

06 -

uoiez|jejidsoy ainjie} Jeay isild g

[s1eak] aby

(1D %Ge6) oes prezey

0e 072 0l 50 0
L L | 1 ]

awoano Arewd v

sjoaye Juswieal] (||| Inbi4 jusweddng




