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Figures
Fig. 1

PCT/EP2025/050103

Example 2 designed to evaluate the efficacy and safety of finerenone in patients with HF and LVEF 240%, with or

without diabetes, and across a broad range of renal function

h?

Design, Endpoints & Eligibility Criteria Primary Endpoint
Finerenone 10, 20 and 40 mgbased on eGFR: <60 mex dose 20 ny, >60, nex. 40 ny * CV death and total HF events
‘g (hospitalizations/urgent visits)
g_ * Secondary Endpoints
— . T [ - Total HF events
N=6,014 randomized 'E - NYHAclassat 12 months
11 g xccaTssat69, and 12
Randomization™, Matching Placebo & gonths ) )
¢ Renal composite endpoint
Visits: Month 1, then 3monthly for first 12 months -onthly visits thereafter with telephone contact in between  Alkcause mortality
* Potassium > 5.0 mmol/L; eGFR <25 mL/min/1.73
£ 'g + MRA use 30d prior to randomization
. i i 2 409 L . o
-g Sym[.)tor'natlc HF (NYHA clasrs W_’) with LVEF 2 40% 5 * Ml or PCI 30d prior to randomization
= « Hospitalized, -Rece.ntly Hc’nspltallzed, or Ambulatory £ |- cardiogenic shock
3 - Elevated Natriuretic Peptide Levels (300/900 AF) 2 [+ History of dilated cardiomyopathy, peripartum
E » Structural Heart Disease (LA Enlargement or LVH) S cardiomyopathy’ chemotherapy induced
> | » Diuretics in the 30d prior to randomization = | cardiomyopathy, or infiltrative cardiomyopathy
¢ < (such as amyloidosis)
» Alternative causes of symptoms
Fig. 2

ASCVD
(50 %)

1081
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Fig. 3

Eligibility Flowchart

Heart Failure
NYHA Il -IvV

NT-proBNP 2 300

(SR) or 900 (AF) |, ‘
’OR 1 ELIGIBLE

BNP = 100 (SR)
S or 300 (AF)
HHF or

within 80 days?
UHFV within
Y —
90 days? NT-proBNP 2 300
(SR) or 900 (AF)

no OR yes
BNP 2 100 (SR) ELIGIBLE

X X X or 300 (AF)

within 30 days?

yes

At least one
structural
abnormality?

Diuretics
for 30 days

G-

X

~E

- haspitsization for heart e SR 4ot iyt

UHFY: usggent heart faine visit AE: attal Ssation

Fig. 4

Cardio-Kidney-Metabolic Overlap in FINE-HEART

HF only
ICKD only
DM only
HF and CKD

HF and DM

ICKD and DM
HF and CKD
land DM

W1 CKM Condition {n = 1463; 7.7%) 2 CKM Condition (n=14775; 77.6%) B F only = CKD anly = DM only
3 CKM Condition (n=2806, 14.7%) B MF and CKD B HF and DM OCKD and DM
EHF and CKD and DM
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Fig. 5

Recency of Worsening HF Events Before Randomization in
FINEARTS-HF

O During worsening HF W7 days or less  B>7 daysto 3 months  @>3 months No worsening HF event

)

Inereasing Time from HF
Evant to Randomization
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| rﬁw:?p?r 6,001 participants with
BOBRR versaow

) Randomized to

finerenone (titrated up Participants enrolled in 653
‘6 to 40 'mg once daily) or sites across 37 countries
matching placebo worldwide

Representative, High-Risk Population

Older and symptomatic High-risk clinical profiles
+ Age 72 10 years « Median NT-proBNP: 1500 pg/mlL
+ 46% wormen + 54% enrolled during or within 3

» 31% NYHA IV

months of hospitalization

A ST

B R A B 50 A R R R

High CKM comorbidity Well-represented LVEF groups
+ History of Mi: 26% « Baseline LVEF: 53 £ 8%
« eBFR 60 mLimin/1.73 m* 48% « 240 to <50%: 36%
+ UACR 230 mglg: 39% * 250 to <60%: 45%
+ BMI 230 kg/m®: 45% » 260%: 19% {limited to 20% by design)}
« T2D: 41% * HFImpEF: 5%
Fig. 7
Distribution of KDIGO kidney risk among Example 2 participants and US adults with heart failure
KDIGO risk distribution in Example 2% KDIGO risk distribution in US adults with HF, 2015-2020 ¥
UACR (mglg) UACR {me/g)
Al A2 A3 Al A2 A3
<30 30-320 >:L @ QSDU >300
i R LSl 290 S3% 24% 0,5 - gl 290 12.9% 47% 03%
(MLMINA.730T) L enG 50:89 28.5% 1.2% [ g £ G2 60.89 297% 12.3% 14%
G2, 45.59 15.4%, 82% 7 B ; | __G3a 45.59 15.0% 47% 2.0%
LG A:44. S.2% S.5% KXo E E CE 30.44 5.1% 45% 07%
_G4 15-29 1.% 1226 0.9‘%— i) E _64 15-29 1.0% 12% 0.5%
G5 <15 0.0% 0.0% 0.0% - G5 <15 0.0% 00_% 0.0%
KDIGO Risk Categories: NHANES KDIGO Risk Categories - NHANES
Low {G1-Al, G2-A1):47.5%
Low (G1A1, G2-A1): 34.9%
Moderate (G3A1, G1-A2, G2-A3a): 20.1% Moderate {G3-Al, G1-A2, G2-A33): 32.0%
High (G3b-A1, G3a-A2, G2-A3, G1-A3): 20.2% High {G3b-Al, G3a-A2, G2-A3, G1-A3): 11.6%
Very High: (G3aA3, G3b-A2, G3b-A3, G4-Al, G4-A2, G4-A3, G5-A1, G5-A2 G5-A3): 15.8% Very High: {G3a -A3, G3b-A2, G3b-A3, G4-AL, G4-A2, G4-A3, G5-AL, G5-A2, G5-A3): 8.8%

Kidney risk reclassification inExample 2 participants at baseline after UACR incorporation§
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Fig. 8
Distribution of KDIGO kidney risk among
Example 2 participants by diabetes status
Diabetes (n = 2354; 41%)
No diabetes (n = 3443; 59%)
BLow @Moderately increased @High EVery High
Low | Moderatelingieased High Verv High
No diabetes
(n=3443 59 %) 40.7 30.4 18.4 10.5
Diabetes
(n=2354 41 %) 26.3 27.2 22.9 236
Fig. 9
Assessed for Eligibility
N = 7463
N Scresn Failures
"i M= 1447
v
Randomized
N=6016
1]
¥ s
Randomized to Finerenone | Randomized to Placebo
N=3011 N=3008
xoluded due to invalid
randomization or GOP o g randomization or GCP
Viglations - s Violations
N=g N=7
v \ 2

Full Analysis Set, N = 3003
Received allocated intsrvention , N = 2993

|

Fufl Analysis Set, N.= 2998
Received Allocated Intarvention, N = 2003

|

Discontinued Intervention, N e §11
Withdrawn Consent, niv &
Lost to Followup, no 1

}

Discantinued intervention, N = 616
Withdrawn Consent, n e
Lost to Foliowup, e 5
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Fig. 10a)
CV Death + Total HF Events
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Fig. 10¢)
CV Death
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Fig.11
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Fig. 12
Cverall
Age (years)
<= madian (73.0)
> median (73.0)
Gender
Male
Female
Race
White
Black
Aslan
Other
BMI
< 30 kg/m2
>= 30 kgim2
LVEF per [xRS strata
<B0%
»=60%
Pooled Region
W Eur, Gce & Others
Eastern Europe
Asia
North Amarica
Latin America
NYHA Class

Index HF Event
<=7 days
>7 days fo <=3 months
>3 months or no prior HFE
SBP (mmbg)
<= median (130.0)
> rnedian (130.0)
sGFR
< &0 mLimin/1.73m2
>= 60 ml/min/1.73m2
Potassium
<= 4.5 mmolil
> 4.3 mmokiL
NT-proBNP (pg/imL)
<= median (1041.4)
> median {1041.4)
UACR
< 30 mg/g
>= 30 mgig
ACEl, ARB or ARNI
Yes
No
BGLT2 inhibitors
Yas
No
Alrlal Fibriliation per ECG
Yes
Ne
Type 2 Diabetes Meliitus
Yas
No

624/3003 (20 8%) [9.3]

278/1589 (17 5%) [7 5]
346/1414 (24.5%) [11.5)

358/1648 (21 7%) [9.7]
266/1355 (19.6%) [8.8]

478/2366 (20.2%) [9.0]
13/49 (26 5%) [13 1]
117/497 (23.5%) [10.7]
16/91 (17 6%) [8.5)

338/1658 (20 4%) [0.2]
282/1338 (21 1%) [0.3]

512/2427 (21 1%) [0 6]
112/576 (10 4%) [8.1]

171/624 27.4%) [13.1]
213/1329 (16 0%) [6 6]
117/493 (23.7%) [10 8]
63/235 (26 8%) [13.8]
80/322 (18.6%) [0 3]

375/2081 (18 0%) [7 8]
249/921 (27.0% [13.1]

158/609 (25.9%) [13.5]
216/1030 (21 3%) [10 4]
247/1364 (18.1%) [7.2]

348/1540 (22 5%) [10 3]
2761453 (19 09%) [8 3]

39411451 (27 2%) [13.0]
23041552 (14.8%) [6.3]

3971969 (20 2%) [0.0]
22711034 (22 0%) [9.9]

182/1458 (12 .5%) [5.2]
422/1472(28.7%) [13.9]

268/1765 (15 29%) [6 4]
324/1136 (28 5%) {14 .0}

470/2379 (19.8%) [8.8]
154/624 (24.7%) [11.6]

95/393 (24 2%) [13.1}
52902610 (20.3%) [8.9]

287/1165 (24 6%) [11 5}
337/1838 (18.3%) [8.0]

20141217 (23.9%) [11.2}
333/1786 (18.6%) [8.1]

Finerenone
i (%) [R]

9/52

7192998 (24 0%) [11.0]

336/1578 (21 4%) [9.5)
381/1419 (26.8%) [12 9]

302/1621 (24 2%) [11 2]
32711377 (23.7%) [10.8]

560/2369 (23.6%) [10.8]
12139 (30 8%) [16.8]
1220499 (24.4%) [11 2}
25/91 (27.5%) [15.1}

3791638 (23.1%) [10 6]
338/1354 (25 0%) [1 4]

504/2425 (24 5%) [11 5]
125/573 (21.8%) [0.1]

195/632 (30 9%) [15.3]
24471321 (18.5%) [7.7}
123/490 (25.1%) 11 5}
69236 (20.2%) [16.7)
88/319 (27.6%) [14 6]

43712065 (21.2%) [9.4)
282/933 (30 2%) [15.0}

183610 (30.0%) [16.1}
266998 (26 9%) [13.7}
268/1390 (19.3%) [7.8}

403/1597 (25 29%) [11 8]
3161400 (22.6%) [10 2]

4261437 (29.6%) [14 5]
293/1561 (18.8%) [8.1}

48011958 (24 5%) [11 3]
239/1040 (23.0%) [10 4]

21511475 (14.6%) [6.1}
4838/1438 (33.9%) [17.2}

3181746 (18.2%) [7.9}
37041180 (32 2%) (16 0}

548/2380 (23.0%) [10.3]
174/618 (27.7%) [13.9)

1221424 (26 8%) [15.7}
5O7/2574 (23.2%) [10.4]

33041128 (29.3%) [14.1]
38971870 (20.8%) [9.3}

344/1222 (28.2%) [13 5]
37511776 (21.1%) [9.4]

Placebo
M (%) [R]

[ — 0.84 (076, 0.94)

[ERPN— 0.80 (0 68: 0.94)

e s 0.89(0.77, 1.03)

| 0.86 (0 75, 0.99)

[ — 0.81 (0.69; 0.96)

[E—-— 0.83 (0.74, 0.94)

; 0.75(0 34, 1 65)

e — 0.96.(0.74. 1.23)

P S W 0.58 (0.31; 1.09)

——] 085 (0.74: 0.99)

0830 71:097)

0.83.(0.74: 0.94)

0.89 (069 1.15)

e 0.86 (0 70, 1.06)

e} 0.86 (072 1.03)

TP S 0.94(0.73,121)

[ER ; 0.85 (0 60, 1.20)

- e 0.64 (0 46, 0 89)

e 0.83 (072, 0.95)

; P— 0.85(0.72; 1.01)

PR 0.86 (0.69, 1.06)

. S— 0.76 (0 63 0.91)

RS, -1 0.92 (0,78 1.10)

——t 0.88 (0,76 1.01)

; ; 0.82 (0.70; 0 96)

R 091079 1 04)

e 0.76(0.64,091)

J— 0.80 (0 70; 0.91)

e ] 0.93 (078 1.12)

— e 0.84 (0 69, 1.03)

e 0.81(0.71,0.92)

[ — 0.80 (0 68, 0.94)

[ 1 0.88 (075 1.02)

et 0.84 (0.74, 0.95)

0.85 (0.68, 1.06)

0.85 (065 1.12)

i 0.85 (0.76, 0.96)

] 081 (0 69: 0 95)

R 0,86 (074 1.00)

[ 0.83(0.71,097)

[ER— 0.86 (0 74, 0.99)
0.50 0,80 100 125 2.00 Rate ratio

Faveurs Finerencne <-> Placebo

(95% Cly



WO 2025/146482

e
g
[y
L]

[ Eligibility } [Screening J [IdentificationJ

Included

10/52

Citations identified in
electronic literature search

PCT/EP2025/050103

via PubMed/MEDLINE
(n=51)

—_—

v

Records screened
(n=40)

S

v

Full-text articles assessed for
eligibility
(n=8)

l—*

Trials reviewed for data
harmonization with
unpublished data from
FINEARTS-HF
(n=2)

Records Excluded (n=11)
e 5 Unrelated to finerenone
e 4 Early phase non-randomized
investigations
e 2 Commentaries, editorials, or
reviews

Articles Excluded (n=32)
e 22 Interim, secondary, or post-hoc
analyses
e O Study design and/or baseline
characteristics reports
e 1 Pediatric study

Trials Excluded (n=6)
e 1 Pooled Analysis/Meta-Analysis

o FIDELITY
e 5 Phase |l Trials
o ARTS
o ARTS-DN
o ARTS-DN Japan
o ARTS-HF
o ARTS-HF Japan

Pooled, Participant-Level
Analysis of Phase Ill RCTs of
Finerenone
o FIDELIO-DKD

FIGARO-DKD
e FINEARTS-HF
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Fig. 14
FINE-HEART (n=18,781 with Available Data)
UACR (mg/g)
Al A2 A3
Normal to Mildly | Moderately Severely
Increased Increased Increased
<30 30 to <300 2300
Normal or High 290 2.0% 1.8% 6.1%
Mildly Decreased | go.g9 9.1% 9.0% 15.6%
Mildly or
Moderately 45-59 5.2% 9.9% 11.3%
Decreased
Moderately or
Severely Decreased | 30-44 3.0% 8.5% 12.7%
Severely Decreased 15-29 0.6% 1.6% 3.6%
Kidney Failure <15 0.0% 0.0% 0.0%
KDIGO Risk Categories
Low Moderate High Very High
11.1% 16.0% 34.6% 38.3%
Fig. 15
Baseline CKM Status in FINEHEART
1 CKM 2 CKM 3 CKM
Condition Conditions Conditions
| (104%) (77.5%) (12.1%)
I; n=1974 | n=1588 % n=11983 n=2307
] {HF only) | (HF+CKD) | = (CKD+DM) (HF+CKD+DM)
]

0 50 100
%
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Fig. 16 a)
CV Death
73 (3%) 82 (3%) —-I— 0:90 {0.65, 1.28)
106 (3%) 129 (4%) - H 0.81 (0.62, 1.04)
242 (9%) 260 (9%) -k 0.93 (0.78, 1.11)
HF Hospitalization
188 (5%) 162 (6%) = 0.85 (0.68, 1.07)
17 (4%)  163-(5%) - 0.71 (0.56, 0.90)
450 (15%) 514 (18%) {IH 0.86 (0.76, 0.97)
Kidney Composite Endpuoint
316 (12%) 413 (15%) - 0.76 (0.65, 0.88)
165 (5%) 215 (6%) - =1 0.75 (0.61, 0.92)
76 (3%) 57 (2%) 1.30 (0.92, 1.84)
All-cause Mortality
219 (8%) 244.(9%) 0.89 (0.74, 1.07)

0.89 (0.77, 1.08)

0.93 (0.83, 1.06)

Hazard Ratio

M FIDELIO-DKD
[ FicaRO-DKD
[MlFINEARTS-HF
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Fig. 16b)

l&éwwén 7
N =9, e

AR per D NG, of Patients with 12

HF Hospitalization : 839(8.8) . 0.83{0.75-0.82)  <0.001

Efficacy Outcomes

Cardiovascular Eve

Death or Alt italizati 4467 (47.0) : 4853 (49.0) . 0.94(0.01-0.98)  0.007

0.5

— ]
Favors Finerenone  Favors Placebn

Abbreviations: CI = confidence interval, CV = cardiovascular, HF = heart failure; HR = hazard ratio; IR = incidence rate

The primary efficacy endpoint was cardiovascular death (where deaths of undetermined causes were excluded). Pre-specified sensitivity analysis of the primary efficacy endpoint
considered deaths of undetermined causes as cardiovascular cause.

The kidney composite endpoint was defined as a sustained decline in eGFR to >50% from baseline, sustained decrease in eGFR to <15 mL/min/1.73m?, end stage kidney disease,
and death due to kidney causes.

Major adverse cardiovascular events included cardiovascular death or a non-fatal cardiovascular event (HF hospitalization, myocardial infarction, stroke)

The composite of all-cause mortality or all-cause hospitalization was defined post hoc.

Fig. 16¢)

» CV Death o HF Hospitalization
12} 1 i
k= P HR 0.89; 95% C10.78-1.01 z HR 0.83; 95% C10.75-0.92
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G N R
) Kidney Endpoin Al Cause Death
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erenars D511 9040 852 BUTY  PO9 s:Z MM M7 gad Figencne 0501 0368 103 BR0 7771 ewe 434 2388 THRO

Panel A displays cardiovascular (CV) death (primary endpoint), Panel B displays heart failure (HF) hospitalization; Panel
C displays the kidney composite outcome (sustained decline in eGFR to >50% from baseline, sustained decrease in eGFR
to <15 mL/min/1.73m?, end stage kidney disease, and death due to kidney causes); and Panel D displays all-cause death.
Abbreviations: CI = confidence interval; HR = hazard ratio
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Fig. 16d)
Subgroup Forest Plot for Primary Endpoint (CV Death)

Subgroup Forest Plot for Primary Endpoint (CV Death)

Overall Popuiation

4219501 A7U9450 *"3 0.89(0.78 1.01}
i
b
P |
= Hedan 1485071 1795053 T 0.54(0.85, 1.05)
=H#edan FH430 29214437 r- 0.91(077, 107}
I
Sex i
Hale 26515111 2986216 i 0.87(0.74, 1.03)
Female 1563380 1733274 - 0.89¢0.72 1.1}
|
Race
Agian 5611910 571345 —II— 0.9810.68, 1.42}
Black 7300 11308 -—-"—'L-———' 0.58(0.22 1.53}
Other 15476 19447 -—-———.—1—-—-— 0.73(0.37, 1.44}
White 3438315 3846789 -T' 0.89(0.77,1.03)
§
Region 1
Asia 5611808 5541315 0.99(0 68, 144}
Eastern Eurnpe PR30 1872941 0.93(0.78 1.14)
Latin Armerica 4041041 6911034 +[ ; 0.58(0.39, 0:85}
North America 431253 501261 ——-q—:-—- 0.85(0.57, 1.28)
Weslern Europe, Oceania andiOlhers 1072382 11062439 —[h 0.98(0.75, 1.28)
€
¥
Baseline Body Mass Index (kp/m2} I
< 30kging 21004581 23714516 g‘ 087 (073,105
R 2 EEAELE i WY .4, 10
Baseline Systolic Biood Pressure (rmHg} | ;
< edian 2544790 25714786 1.00(0.84, 1.99}
> Median RL-ERV ab ] ‘ 2 0.75(0.62 0.33)
i
KDIGO Risk Categaries [
Lowrisk 481052 S0M024 - 0.94(0.63 1.39)
W oderately increased risk 2441545 8811485 0.88(0.66, 1.20)
High risk 12003184 1613318 — 0.78(0.57, 0.93)
Very high rigk 1EH3B16 1643577 —ll;- 0.95(0.77, 1.203
T T 1T
5 1 152248
Hazard Ratio
§
Baseline Serum Polassium ! ;
< 4 5mmeiil 28475478 3086419 —F-;- 0.91(0.77,1.06)
> 4.5 mmoliL 13713024 1EY3068 -—T‘?- 0.885 (0.69,1.08)
:
History of HF % i
Absent 148/5013 1725970 f 0.85 (0.68, 1.06)
Present 273/3488 29913520 E 0.92 (0.78, 1.08)
¢
3
History of DM N
i
Absert 127/1786 1281776 —f— 0.958(0.77,1.25)
Present 29411715 I4FTI4 ? 0.8510.73, 1.00)
E i
H
History of CKD §
Absent 9171652 1081561 ru 84(064,1.11)
Present 3307049 3EU7I0 0.90 (0,77, 1.04)
Cardio-Kidney-Metabalic Conditions
1 Condition 5998 811978 —L— 0.93 (0.85,1.33}
2 Conditions 25017358 2867351 —‘- 0.87{0.74,1.03)
3 Conditions: 1131148 12411181 —F— 091071, 1.18)
SGLT-2inhib. use at baseline E
No 75672 4225629 + 0.88(0.76, 1.01}
Yes. 451829 49861 _ﬂ._ 0.96{0:64, 1.44)
GLP1 agonists use at basaling (N) I
No: 403/8925 453/89568 1- 088077, 1.01)
Yes Wik 16534 -—T_—- 1US U5, 207)
T T T
5 1 15225

Hazard Ratio

Abbreviations: CKD = chronic kidney disease; DM = diabetes mellitus; GLP-1 = glucagon-like peptide-1 receptor
agomist; HF = heart failure; KDIGO = Kidney Disease: Improving Global Outcomes; SGLT-2 = sodium-glucose co-
transporter-2

Median age was 68 years and median systolic blood pressure was 135mmHg.
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Number of cardio-kidney-metabolic conditions (histories of CKD, HF, and/or DM) were summed as 1 condition, 2
conditions, or all 3 conditions.
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(Fig. 17 continued)
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Fig. 18
Event rates in RATES, EMPHASIS-HF, TOPCAT and FINEARTS-HF for each outcome by randomised therapy
Qutcomes BALES-Spironelactone RALES-Placebo EMPHASIS-Eplerenone EMPHASIS-FPlacebo
M = 822 M= 841 M= 1364 M= 1373
I (5%) Rate (95%C1) N {56) Riate (25%CH) 1 (95) Rate (955C1) N (%) Rate (35%CH)
TV death (HF 346 (41.14) 27.25 472 (57.42) 43.33{39.59,47.42) 249 (18.14) 10.75{0.40,12.17) | 356(26.10) 16.43
hospitalisation (24.52,30.26) (14.81,18.23)
CV death 226 {26.87) 14,83 314 {38.20) 21.64(18.37,24.17) 147 (10.71) 5,56 (5.07,7.00) 185 {13.58) 7.72{5.69,8.32)
(12.01,16.89)
HF hospitatisation 216 {25.56) 16.64 300 (36.50) 26.96(24.07,30.19) | 184{11.34) 7.08(8.07.625) | 253(18.55) 1167
{14.57,13.02) {10.32,13.20}
MF hospitalisation 323 (160, 16.09) | 21.19 529 (238, 26.06) | 36.39(31.07,42.61) 313(186, 13.56) | 12,66 {10.66,15.08) | 481{277,20.31) | 20.08
{first and total) (17.21,26.08) (17.55,22.98)
TV or HE B03 {319, 37.53) | 33.00 759 {442, 53.77) | B2.24{46.50,58.69) A31{271,19.74) | 16.65{14.42,19.23) | BOE {379, 27.78) | 34.98
hospitatisation (first 128.54,38.15) {22.25,28.01}
and total}
Al cause death 283 (33.65) 18.57 386 (46.98) 26.60{24.08,29.39) 171{12.45) £.93 (5.06.8.05) 213{15 62) 8.89(7.77,10.17}
(16.52,20.68)

Qutcomes TOPCAT-Spironolactone TOPCAT-Placebo FIMEARTS-Finerenone FINEARTS-Placebo

MNo=1722 N =1723 N = 3003 I = 2068

M (%5) Rate (96%01) N (%] Rate [86%C1) N (%) Rate (9591} I (%) Rate (B5%CH
TV death f HF 320 (18.57) 5.87 (5.26,8.55) 347 (20.15) 6.50(5.85,7.22) B24{20.81) 9.31 (8.61,10.07} T18{22.84) 11.01{10.23,11.84)
hospitatisation
TV death T80 {9.28) 2.76(2.36.3.21) 175 {10.22) 3.05(2.63,3.53) 242{8.07) £33(2.98,3.77) 260 (5.68] 3.50(3.18,4.08)
HF hospitalisation 206 {11.96) 3.76(3.30,4.38) 245 {14.23) 4.59 {4.08,5.20) 479 {15.98) 715 (6.54,7.82) 573 {1008 877 (8.08,2.52)
MF hospitalisation 303 {206, 11.96) | 6.76 (5.67.8.06) | 476 {245, 14.23) | 8.24 (7.07,8.60) 744 (450, 15.01) | 842 (479, 15.08) 1157 1024 (573, 19,08}
{first and total) {10.37,12.81)
CVD or HF 550 (320, 18.57) | 946 (8.24,10.00) | 648(347,20.15) | 11.22{9.67,12.75) | 986 {588, 19.568) | 1083 (624, 20.57) 14.88 1283 (718, 23.945
hospitatisation (first (13.52,18.38}
and total)
Al cause death 257 {14.92) 4.42 (3.91,4.80) | 273 (15.85) 4.73 (4.20,5.32) 481 {16.38) 6.71(6.14,7.33) 522 {17.38) 7.17 (6.58,7.82)

Fig. 19

Event rates in HFrEF and HEnwEF/HFpEF trials combined and for all trials for each outcome by randomised therapy

Qutcomes HFEF-MRA MFEF-Placebo HFpEF-MRA HFpEF-Placebo All trials-MRA Al trials-Placebo
M= MNo=2214 N =4725 MN=472% N=8a11 N = 5835
2186
N (%1 Rate N (%51 Rate N (%51 Fate N (%1 Rate i (%51 Rate N (%61 Rate
(95901} (35%CH) (8586CH (95901} (53601 (BEHCH
CV death / MF 585 16,59 a28 25,43 544 737 1086 8.98 1538 8978 e84 12.52
hospitalisation 26.87) | (15.31,17. | (37.88) (23.75,27.2 | (20.00) (7.29,8.28 | (22.58) (8.46,5.54 | (22.19) (9.30,10.2 | (27.41) (11.87,13.
98} 2} 1] H 8 101
OV death 373 834 458 12.97 402 307 A3649.23; | 3.38 75 4.54 236 5.54
{16.85} {B.44,10.3 | (22.83) (11.88,14.1 | (8.52) {2.78,3.38 {3.05.3.68 | (1118} (4.234.87 | (13.53) {5.205.81
4} L)} 3 H ) 3
HF haspitalisation 380 10,51 553 16.88 BB 5.84 818 5.89 1085 675 137 8.05
{17,716} (8.50,11.8 | (2630} {18.51,18.3 | (14.57) (523807 | (17.3%) {6.43,7.38 | (156.36) (6.36,7.17 | (19.84) (8.58,8.54
2 2) ) ) } )
Total HF 538 15.93 1010 268,23 1236 8.43 1500 11.52 1871 10.95 2510 14.87
hospitalisation (346, (13.80,18. | (518, (23.60,29.1 | (885, (8.59,10.3 | (818, (10.59,12. | (1031, (10.13,11. | (1333, (13.82,15.
15.63) 25} 23.58) &1 14.51 B} 12.31) 52} 14.87) 83) 18.28) 89
TV death and tatal 914 22,89 1357 35.25 1633 1247 1831 1482 2547 14.91 3288 Te48
HF hespitalisation {590, {20.66,25, | (BZ1, (32.42,38.3 | (944, {11.53,13. | {1066, {13.78,15. | (1534, {14.00,15, | {1887, {18.43,20.
26.65) | 37} 37.56) 3 20,00 50} 32.56) 941 2242 88) 37.30) 53}
All cause death 454 1137 598 16.57 748 570 785 6.09 1202 7.02 1384 8.25
{20.57) (10,3712 | (27.40) (14.37,16.8 | (15.84) (8.30,8.12 | (16.83} (5.68,6.53 | (17.33) (6.63,7.43 | (20,17} (7.83,8.69
47} 71 ) H ) !
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Fig. 20
Effect of mineralocorticoid receptor antagonist treatment on the pre-specified efficacy outcomes in each of the trials
Outcomes RALES EMPHASIS-HF EMPHASIS-HF & TOPCAT FINEARTS-HF TOPCAT & Alltrials
RALES FINEARTS-HF
N = 1663 N =2737 I = 4400 N = 3445 1= 6007 N =9445 N = 13845
HR/FR | Pvaius | HR/BR | Pvalue | HWER | ImP- | HR/AR P- HR /AR P- HR/RR | mtP- | HR/RR intp-
(96%C1) (95%CI (95%CY | vale | (95%CE | value | 95%CI | value | (95%CI | valus |  (85%C value
CV death or HF 0.66 0.65 0.55 0.50 085 0.7 0.77
itatisation® (©0.57,0.78) | <0.001 | (0.56,0.781 | <0.001 | (0.58,0.73) | 0865 | (0.78,1.08) | 0.195 | (0.76,0.84) | 0.003 | (0.79,6.95) | 0.494 | (0.72,0.83) | <.001
HF hosnitalisation® 0.65 0.61 0.63 0.83 0.2 0.82 074
ospitalisatiol (0.55,0.77) | <0.001 | (0.50,0.75) | <0.007 | (0.56,0.72) | 0.664 | (0.69,0.99) | 0.043 | (0.72,092) | 0.007 | (0.74,0.91) | 0.925 | (0.69,0.80) | <0.001
. 0.69 0.77 672 0.90 0.93 0.92 0.81 ’
OV deathy 058082 | 2% | we20ss | %% | pssesa | M| eraiaz | | ereiao | 9% wentos | P8 | ora08e | SO0
Total HF 0.65 0.53 0.60 0.79 0.83 0.82 0.74
hospitalisations** | (0.54.0.77) | <0.001 | (042,0.67) | <0.001 | (0.52,0.69) | 0.606 | (0.65,0.96) | 0.016 | (©.74,083) | 0.001 | (0.74,080) | 0784 | (0.68,0.80) | 0.004
CV death and total
HF 670 057 0.64 0.82 0.85 0.84 0.78
itati (©.61,0.80) | <0.001 | (0.47,0.69) | <0.001 | (0.57,0.72) | D448 | (0.69,0.98) | 0.024 | (0.76,0.85) | 0.003 | (0.77,0.82) | 0.818 | (071,082 | 0.002
670 078 073 0.93 054 0.54 0.85
All-cause death 060,082 | 0% | weq09s | OO | wesosz | %40 | wagin | % | weanee | 9% | pesion | 00| @soen | OO

CV, cardiovascular HF, heart failure HR, hazard ratio RR, rate ratio Cl, confidence interval

Int P-value = p-value for test of interaction between trial and treatment effect

¥ includes urgent visits for worsening heart failure as a hospitalisation equivatent

“the definition of cardiovascular death was that used in the original trials

*rate ratio estimated using a negative binomial model due to missing data on time to recurrent hospitalisations in RALES
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Fig. 22
HR Weight
Cardiovascular death or first hospitalisation for heart failure [95% CI] (%)
HFrEF
RALES 0.66[0.57, 0.78] 24.84
EMPHASIS - HF 0.66[0.56, 0.78] 23.30
Test for heterogeneity: 1= 0.01%, p =0.99 0.66 | 0.59, 0.74]
Test of overall effect p < 0.001
HFmrEF/HFpEF
TOPCAT e - 0.90 [ 0.78, 1.04] 24.50
FINEARTS - HF —— 0.85[0.76, 0.95] 27.36
Test for heterogeneity: I'= 0.01%, p=0.38 e = 0.87 [ 0.79, 0.94]
Test of overall effect p < 0.001
Overall 0.76 [ 0.65, 0.89]
Test for heterogeneity: I’= 81%, p < 0.001
Test of overall effect p < 0.001
Test of group differences: Q,(1) = 14.78, p = 0.00 !
055060 070 0.80 0.90 1.00
Favours MRA  Favours placebo
HR Weight
First Hospitalisation for heart failure [95% €] (%)
HFrEF
RALES 0.65[0.54, 0.78] 24.38
EMPHASIS - HF 0.61[0.50, 0.75] 22.13
Test for heterogeneity:1>= 0%, p = 0.64 0.63[0.55, 0.72]
Test for overall effect p < 0.001
HFmrEF/HFpEF
TOPCAT ———ff—0.83 [ 0.69, 0.99] 24.08
FINEARTS - HF —l— 10.82[0.73, 0.93] 29.44
Test for heterogeneity: I’= 0%, p = 0.91 e 0.82[0.74, 0.91]
Test for overall effect p < 0.001
Overall 0.73[ 0.83, 0.85]
Test for heterogeneity: I’= 70%, p = 0.02
Test for overall effect, p < 0.001

0.50 0.60

0.70 0.80 0.90 1.00
Favours MRA  Favours placebo
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Fig. 22 (cont.)
HR Weight
Cardiovascular death [95% CI] (%)
HFrEF
RALES e 0.70[0.59, 0.83] 27.85
EMPHASIS-HF

0.77[0.62, 0.96] 21.98
0.73 [ 0.63, 0.83]

Test for heterogeneity: 1= 0%, p=050
Test for overall effect p < 0.001

HFmrEF/HFpEF
TOPCAT

FINEARTS-HF
Test for heterogeneity: I’= 0%, p = 0.81
Test for overall effect p = 0.21

~0.90[0.73, 1.12] 22.48
- 0.93[0.78, 1.10] 27.69
0.92[0.80, 1.05]

Overall = 0.82[0.71, 0.94]
Test for heterogeneity: I’= 53%, p = 0.09
Test for overall effect p < 0.001

060 070 080 0.90 1.00

Favours MRA  Favours placebo

HR Weight
All cause death [95% Cl] (%)
HFrEF
RALES 0.71[081, 0.82] 26.11
EMPHASIS-HF 0.78]10.64, 0.95] 21.26

Test for heterogeneity: 1°= 0%, p = 0.46
Test for overall effect: p < 0.001

0.73]0.65, 0.83]

HFmrEF/HFpEF
TOPCAT — ~-0.93[0.78, 1.11] 23.87
FINEARTS-HF N e 0.94 [ 0.83, 1.06] 28.76
Test for heterogeneity I'=0.01%, p = 0.92 - 0.940.85, 1.03]

Test for overall effect: p =0.20

Qverall
Test for heterogeneity: I’= 69%, p = 0.02

0.84[0.73, 0.96]

Test for overall effect: p =0.01

060 070 080 090 1.00
Favours MRA  Favours placebo

SUBSTITUTE SHEET (RULE 26)
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Fig. 23
Cutcomes RALES EMPHASIS EMPHASIS-RALES TOPCAT FINEARTS TOPCAT-FINEARTS Alltrials
N=1663 N=2737 N = 4400 N=3445 N=6001 N=9446 N=13846
HR P- HR P- HR interaction | HR P- HR P- HR interaction | HR interaction
(9536C1} valu | {9596Cl} valu | (95%Ch) p-value {953%Cl} valu | (95%Cl) valu | (95%Ch p-value 195%Cl) p-value
e e e e
CV death including undetermined deaths
CVdeath /HF .66 <0.0 | 0.66 <0.0 | 0.66 0.967 0.50 0.15 | 0.85 0.00 | 0.87 0.596 0.78 <0.001
hospitalisation {0.57,0.7 | 01 {0.56,0.7 | 01 {0.58,0.7 (077,10 |1 077,08 | 8 {0.80,0.9 {0.73,0.8
6} 8 3 4 5) 4) 3
CV death 0.70 <0.0 | 0.78 0.02 | 0.73 0.4688 0.80 0.29 | 0.0 0.17 | 0.90 0.998 0.82 <0.001
(0.58,0.8 | 01 {0.62,09 | 1 (0.64,0.8 (0.74,1.1 | 8 077,10 | 9 (0.80,1.0 {0.75,0.8
3) 6} 3 Gy 5 2) 9}
CV death including excluding deaths
CVdeath/HF 0.66 <0.0 | 0.66 <0.0 | 0.66 0.915 0.20 0.19 | 0.85 0.00 | 0.87 0.494 0.78 <0.001
hospitalisation {0.57,0.7 | 01 {0.56,0.7 | 01 (0.59,0.7 {0.78,10 | 5 (0.76,08 | 3 {0.79,0.9 {0.72,0.8
5) 8) 3 5) 4) 5} 3)
CV death 0.69 <0.0 | 0.81 0.67 | 0.73 0.266 0.0 0.34 | 0.93 0.39 | 0.82 0.845 a.82 <0.001
{0.58,0.8 | 01 {0.65,10 | 6 {0.64,0.8 07311 |7 (0.78,1.1 | 8 {0.80,1.0 {0.74,0.8
2} 2} 4] 2} 0 5] 0}
Fig. 24

Total heart failure hospitalisations and total heart failure hospitalisation and cardiovascular deaths analysed in semi-
parametric proportional rates model excluding RALES and including EMPHASIS-HF, TOPCAT and FINEARTS-HF

Outcomes RALES EMPHASIS-HF HFreF TOPCAT FINEARTS-HF HFmrEF/HFpEF All trials
N= N=2737 N= N =3445 N = 8001 N =9446 N=13846
1663 4400
RR P- RR P- RR interaction | RR P- RR P- RR interaction | RR interaction
(95%C | valu | (95%CH) valu | (95%C | p-value {95%CH) | valu | (95%Cl) valu | (85%Ch prvatue (95%CH p-value
)] e e i} 5 e
Total HF * * 0.63 <0.0 | * * 0.82 0.09 | 0.82 0.00 | 0.82 0.989 0.77 0.134
hospitalisation (0.50,0.7 | 01 (0.65,1.0 | 4 (0.71,0.9 | 8 0.72,0.9 (0.69,0.86
9) 3) 5 3) i
CVdeathandtotalHF | * * 0.65 <0.0 | * * ‘| 0.84 0.09 | 0.84 0.00 | 0.84 0.989 0.80 0.134
hospitalisation (0.54,0.7 | 01 (0.701.0 | 4 (0.74,0.9 | 8 0.76,0.9 {0.73,0.88
9) 2) 6 4 i

* estimates not available due to missing data on time to recurrent hospitalisations in RALES

**includes EMPHASIS-HF-HF, TOPCAT and FINEARTS-HF only

Fig. 25

Sensitivity analysis of the effect of MRAs in each of the trials on pre specified efficacy outcomes using all patients included
n RALES, EMPHASIS-HF, FINEARTS-HF and only patients randomised in the Americas in TOPCAT

Outcomes RALES EMPHASIS- | EMPHASIS-HF - TGPCAT- FINEARTS-HF | TORGAT Americas - | All trials
HF RALES i FINEARTS-HF
M= N= M= W= M= N= 12168
1663 2737 4400 1767 £001 7768
HR P | HA P- | HR intaractio | HA P- | HA P- | HA i io | HR i ic
19536C1) | val | (95%CI) | val | (9E8%CH | npvalue | (95%01) | val | (859%CH | val | (95%C1 | npvalue | (B5%CN) | 0 pvalue
e L L L
C\ desth / HF hospitalisation 0.65 <0. | 0.88 <. | 0.86 0988 0.84 0o | 085 oo | 084 0.898 076 <0.007
©57.0. | 0t | (0.56,0. | 001 | (0.58.0. (o700, |82 | @re0. |03 | (@770 (0.71,0.
76} 78] 73) 99) 84) ES) 1)
©V death .70 «Q. | 077 oo | w2 0.472 .74 [CREEE 0.3 | 0.8 0.154 0.78 <0001
10.58,0. | 001 | (0820, | 18 | {0.83,0. (©.56,0. | 23 | o7et. |88 | e (0.77,0,
&3) 56) 83) 56) 10 10 87)
HF hospitalisation .65 <0, | 0.61 <0, | 0.63 .64 [ 00 | 6.8z 00 | 0.8z [EE [%7) <0.001
(©.55,0. | 001 | (050,00 | 001 | (0.56,0. (670, | 41 | @720 |01 | [@ra0. (0.58.0.
) 751 77) 8s) 82) 1) 80)
Total HF hospitalisation 0.65 <0. | 0.53 <0, | 080 0.605 0.80 0.0 | 083 o0 | 082 0738 074 0.008
{negative binomial modat) ©.54,0. | 001 | (©42,0. | 001 | [C.82.0. (87,0, | 17 | @740, |01 | @740, (0.68.0.
77 &7) 59 86) 83) 50) 80)
©V deth and total HF .70 <0, | .58 <0, | .85 0.465 0.78 0.0 | 0Es 00 | 083 0.386 0.5 0.003
hespitalisation (negative 06,0 | 001 | (0480, | 001 | (870, (ae.0. | 04 | @re0. |03 | @750 (6.70,0.
bingmial model &1 70 73 82) 5] 81 81)
Total HF haspitalisation (semi v ¥ 065 <@ | * W ©.80 00 | 0.2 00 | 0.8t 0586 55 0148
parametric model) * (e.50.0. | 0ot (oas1. | 89 | @700 |08 | @m0 (0.89,0.
73) 02) 85) 52} 88)
©V death and total HF ‘ " 0.58 «0. | * " 0.78 0.0 | o84 00 | 083 04886 0.78 0146
italisation {semi p i (0.48,0. | 001 (©86.0. | 04 | @740 |08 | (740 @710,
madel] 70) 52) 96) 92) £5)
All cause death 071 <0, | U8 [ERKEE 0.466 0.86 01 | ed 0z | 08z n.508 083 <0.007
©.81.0. | 001 | @adn | 14 | (0.850. 710 | B3 | mast. |89 | ezt (©.77.0.
£2) 85) 83) a8y 06} 2) 50)

* estimates not available due to missing data on time to recurrent hospitalisations in RALES
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Fig. 26
Panel A

HFFEF trials (RALES/EMPHASIS—HF)

i () HR (#6% Ci) prvalus

Age <TGy 1,10643,547 (31%) 0,66 (0.58-0.74) 0.995
=75y 174853 (37%) 0.66 (0.53-0.82)

Sex Female 331/1,056 (31%) 0.65{0.52-0.80) 0,835
Made 1,082/3,344 (33%) 0.66 (0.58-0.75)
Region Horth America 89/362 (25%) .52 (0.34-0.80)
Latin Ame 2117531 {40%) 0.66 (0.50-0.86}

Asia-Pacific 134/448 (30%) 067 (0.47-0.94) 0.773
Cental Europe 219988 (22%) 0.74 (0.56-0.96)
Western Europe TIW2,071 (37%) 0.65 (0.57-0.75)
Race White 1.208/3,708 {33%) 0.64 (0.57-0.72)

Asian 1021348 (29%) 0.71 (0.48-1.06) 0.489
Black . TEIET (40%) 0.90 (0.57-1.42)
Chber IG/16T (24%) 0.88 (0.46-1.67)
BMI UndierweightHormsal « - 228/B16 {28%) 0.63 0.64-1.08)
23611, 167 (20%) 0.5 (045-0.77)

163/539 (19%) 0.47 0.32-0.71) 0.092
36/200 (18%) 0.63 (0.32-1.22)

MYHA GOB/2, 7T (22%) 0.85(0.55-0.77) 0.843
£16/1,650 (49%) 0.66 (0.58-0.76)

Prior HF haspitalisation 320/1.438 (26%) 0.71(0.58-0.88) 0.18
224/1,296 (17%) 057 (0.43-0.74)

GFR (miimin/1.73 m"} —— 768/1,833 (40%) 067 (0.58-0.77} 073
- 648(2,450 (26%) .64 (0.55-0.75)

Potassium (mmoliL) emedian | —— o T15/2,040 (35%) 0.681 (0.52-0.71) 0.217
warredian B T04/2,348 (30%) 0.70 (0.60-0.82)

Systolic Blood Pressure —— : 422 D60 (36%) 0.70 (0.60-0.81) 0.253
- 762,336 (29%) 0.61(0.53-0.71)

Diabetes to 973,172 (31%) 067 (0.59-0.76) 0.436
Yes 447/1,228 (36%) 061 (0.50-0.73)

Myocardial Infarction o €39/2,545 (32%) .86 (0.57-0.75) 0.96
Yes | 583/1,852 (31%) 0.65 (0.56-0.77)

Atrial Fibrillation Mol 1,122/3,373 (33%) 0.66 (0.58-0.74) 0.976
Yes 30141,027 (29%) 0.66 (0.52-0.83}

Stroke o 525(2,446 (21%) .85 (0.55-0.78) 0,594
Yes T2262 (2T%) 060 (0.37-0.96)

ACE inhibitor or ARE Ho [ ——— 75237 (32%) 0.74 (0.46-1.18) 0.666
Yes 1,344/4, 147 (32%) 0.65 (0.59-0.73)

Beta-blocker Mo | 858,839 (47%) 0.6 (0.61-0.79) 0.176
Yes 550/2,545 (22%) 0.60 (0.50-0.71)

Diuretic o 1127556 (20%) 0.76 (0.53-1.11) 042
Yos 1,307/3,828 (34%) 0.65 (0.58-0.72)

Digoxin bo 57202,428 {24%) 0.64 (0.54-0.76) 0773
Yes 847/1,956 (43%) 0.66 (0.58-0.76)

0.6 080 100 125 166
HR (35%CH)
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Fig. 26 (cont.)

Panel B
HFmrEF/HRpEF trials (TOPCAT/FINEARTS-HF)

i {3 HR [36% CI) pvatue

Age 1,15446, 185 (19%) 0.84 (0.75-0.95) 054
856/3,261 (26%) 0.89 (0.78-1.02)

Sex BAY/4, 50T (20%) 0.84 (0.74-0.98} 08
1,121/4,238 (23%) 0.88(0.79-0.99}
Region 588/1,948 (30%) 0.85 (0.73-1.01}
2100831 (23%) 0.66 (0.50-0.67)

26271055 (25%) 0.84 (0.74-1.20) .33
3 59204, 308 (14%) 0.81(0.76-1.07}
‘Western Europe 352/1,204 (29%) 0.86 {0.70-1.06}
Race White 1,577,757 (20%) 0.86 (0.76-0.95

Asian 24501015 (24%) 0.83(0.73-1.20) 0.808
Black 1281390 [33%) 0.66 (0.69-1.22)
Gther 631244 (26%) 0.75 (0.45-1.23}
B UndenveightMormal weight 38171748 (22%) 0.82 (0.67-1.00)
¢ 578/3,081 (19%) 0.94 (0.80-1.11}

B01/2,497 (20%) 0.91 (0.77-1.09} 0.327
¥ ) 541/2,097 (26%) 0.78 (0.65-0.92)

NYHA 1 1,158/6,449 (18%) 0.85 (0.76-0.96) 0.66
1Y 851/2,990 (28%) 0.89 (0.78-1.02)

Prior HF hospitalisation He 1,483/6,108 (24%) 0.87 {0.78-0.96) 0.965
Yes | 527/3,335 (16%) Q.87 (0.73-1.03)

#GFR (mimin1.73 m*} 1,184/4,307 (27%) 0.93 (0.83-1.04) 0.046
B26/5,137 (16%) 0.77 (0.67-0.89)

Potassium {mmollL) 918/3,971 (23%) 0.78 (0.69-0.89) 0.026
1,09215,471 (20%) 0.94 {0.84-1.08)

Systolic Blood Pressure 1,032/4,400 (23%) 0.89 (0.79-1.07} 0.539
978/5,040 (19%) 0.84 (0.74-0.96)

Diabetes 1,051/5,886 (18%) 0.88 (0.76-0.99) 0.669
959/3,557 (27%) 0.85 (0.74-0.96)

Myocardial Infarction 1,457/7,000 (21%) 0.86 (0.78-0.96) 0.937
553/2,434 [23%) 0.87 (0.74-1.03)

Atrial Fiprillation B63/4,956 (17%) 0.87 (0.76-0.9% 0.908
114714 487 (26%) 0.86 (0.76-0.96)

Stroke 1,730/8,470 (20%) 0.87 (0.79-0.96) 0.664
280973 (26%) 082 (0.65-1.04}

ACE inhibitor or ARB 57712,297 (25%) 0.88 (0.74-1.03) 0.859
1,43347,146 (20%) 0.86 (0.76-0.96)

Beta-blocker 3331672 (20%) 0.87 (0.78-1.20} 0.283
1.67FT, 771 (22%) 0.85(0.77-0.83)

NTproBNP {(pg/ml} 42543,223 (13%) 0.82 (0.68-1.00) 1
79/2,241 (30%) 0.83 (0.73-0.94}

Diuretic 851696 (12%) 1.01 (0.66-1.55} 0.629
1,826/8,747 (22%) 0.86 (0.79-0.94)

Digoxin 1,806/8,633 (21%) 0.87 (0.79-0.95) 0.89
2044813 (25%) 0.84 (0.64-1.11}

LVEF 54502,692 (24%) 0.78 (0.67-0.92) 0.131
1,365/6.745 (20%) 0.81(0.82-1.09)

080 080 080 100 1.25
HR (35%Cl

SUBSTITUTE SHEET (RULE 26)
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Hazard ratio (95% Cl)

0.4+
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Primary composite (CVD or HFH)

-~ HFrEF (p for interaction 0.797) — HFmrEF/HFpEF (p for interaction 0.114)

T T T T

20 40 60 80
LVEF (%)
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Fig. 28

Subgroup analysis of the outcome of cardiovascular death or first hospitalization for heart failure in all four
trials

All MRA trials

it (%) HE (95% C} p-valus

Age 2.260/8,732 (23%) 0.75 (0.68-0.81) 0.197
1.9734,114 (29%) 0.82 (0.73-0.92)

Sex 1,220/5,563 (22%) 0.78 (0.70-0.88) 0.753
2,213/8,283 (27%) 0.77 (0.71-0.83)
Region doetk A 6772210 (20%) 0.80 {0.62-0.93}
Latin Amer 42171482 (29%) 0.66 {0.54-0.80}

Asia-Pacific 306/1,503 (26%) 0.84 (0.69-1.02) 0.09
Central Europe 817/5,298 (15%) 0.6 {0.75-0.99}
Westers Furope 1,122/3,275 (34%) 0.71(0.63-0.80)
Race White 2,782¢11,505 (24%) 0.76 (0.70-0.81)

347/1,363 (25%) 0.86 {0.70-1.07) 0.489
203577 (35%) 0.87 (0.66-1.15)
101/401 (25%) 0.79 {0.54-1.18}
BMI 608/2,564 (24%) 0.82 (0.70-0 .96}
814/4,248 {19%) 0.82{0.72-0.84)

B04/3,036 (20%) 0.8210.70-0.96} 0.869
577/2,207 (25%) 0.77 (0.65-0.90}

NYHA 1,764/9,188 (19%) 0.76 {0.71-0.85) 0.866
1,667/4,640 (38%) 0.77 (0.70-0.85}

Prior HF hospitalisation Mex 1,883(7, 548 (25%) 0.83 (0.76-0.91) 0.354
Yes 75104831 (15%) 0.77 (0.66-0.88)

eGFR (miimin/1.73 m?) 1,952/6,240 (31%) 0.82 0.75-0.88) G.06
1,471/7 587 {19%) 0.71 {0.64-0.7)

Potassium (mmoliL) <madian 1,633/6.011 (27%) 0.70 (0.64-0.78) 0.009
semadian 1,796/7 818 (23%) 0.84 (0.77-0.92)

Systolic Biood Pressure <pvadian 177416 AG0 (27%) 0.8040.75-0.88) 0231
»=madian 1,657/7,3758 (22%) 0.74 (0.67-0.82)

Diabetes No 2,027/9,058 (22%) 0.77 (0.71-0.84) 0.845
Yes 1,406/4,785 (29%) 0.76 (0.69-0.85)

Myocardial Infarction Blo 2 206/9.554 (24%) 0.78 (0.72-0.85} 0.508
Yes 1,136/4,206 (27%) 0.75 (0.67-0.85)

Agrial Fibrillation Mo | 1,985/8, 328 (24%) 0.74 {0 88-0.81) 0215
Yes 1,448/5.514 (28%) 0.814{0.73-0.50}

Stroke No 2.25610.915 (21%) 0.82 {0.75-0.89) 053
Yes 352/1,235 (20%} .77 (0.62-0 85}

ACE inhibltor or ARB o 652/2,534 (26%,) 0.86 (0.74-1.00) 013t
Yos 2,777/11,293 (25%) 0.75{0.70-0.81)

Beta-blocker Ne 1,202/3.511 (34%) 0.76 {0.68-0.85) 0.834
Yes 2.22710,316 (22%) 0.78 (0.72-0.85}

NTproBNP {pgimL} <pedian 42613223 (13%) 0.82 (0.66-1.00) 1
>=median ITBIE, 241 (30%) 0.83 {0.73-0.94)

Diuretic o 19741,252 (16%) 0.86 (0.65-1.14) 0.535
Yes 323212575 (26%) 0.77 (0.72-0.82)

Digoxin No 2,37801.081 (21%) 0.81(0.74-0.87} 0.041
Yes 1,061/2,769 (38%) 0.69 (0.61-0.78)
LVEF 1,4B7/4,544 (32%) 0.66 (0.60-0.74)

567/2,208 (24%) 0.79 {0.67-0.93} =<0.001
1,365/6.745 (20%) 0.91{0.82-1.01)

Fig. 29

Effect of mineralocorticoid receptor antagonist treatment on additional pre -specified safety outcomes in each trial

Safety RALES EMPHASIS -HF TOPCAT FINEARTS-HF
outcomes
Sronolacts | Placebo Slerenone | Placebo SPronolacts | placebs Tmerenone | Wacebo
ne ne
-0 W=8i1 W=1360 W=1365 W =160 N 1601 W=358 W=3857
() W0o [OR (o5ech) | N 05 [1E3) OR (955601] W0 W RS L) [ OR (955601]
Elevated serum creatinine
20.3mg/dl | 776/777 7%/797 . 171/1171 1170/1170 - 864/864 854/854 - 1265/2928 825/2921(28) | 864/864(100)
100} (100) {0.06,15.61} (100) (100) 100} 100) (43)
20.5mg/dl | 776/777 79/797 0.97 1170/1171 1168/1170 2.00 864/864 854/854 - 677/2928(23) | 418/2921(14) | 864/864(100)
(100) (005561 __§ (100) {100) (018213 1§ (100) (100)
Reduction in eGf
>10% 564/820(69) | 506/840(60) | 1.45(1.19,1.78) f 431/899 (48) 367/922 (40) 1.39(1.16,1.68) | 664/837(79) | 607/832(73) | 142 2335/2928 1969/2921 1.90
(113178 (80 (67) (160214
Reduction in eGFR'
ml/min/1.73m?
5 585/820(71) | 530/830(63) | 1.46 (L 18,1.79) [ 462/899(51) 12/922 (45) 131(1.09,157) | 670/837(80) | 625/832(75) | 123 739172630 2078/2628 181
{1.051.67) 82) (71} 160,2.00)
310 A78/820(58) | 300/80(06) | 1.61(133,106) | 337/899(37) 278922 (30) 130(114,169) | 533/837 (64 | A56/832(55) | 145 1872/2630 144772628 181
{119.1.76) (68 {29} {1632.01)
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Fig. 30
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PCT/EP2025/050103

Safety outcomes HFTEF (EMPHASIS-RALES) HFpEF (TOPCAT-FINEARTS) Alltrial
VIRA Placebo VIRA Placebo VIRA Placebo
N'=2180 N'=2210 N= 4692 N= 4684 N= 6872 N = 6894
N (%) N (%) OR (85%C1) interactionp- | N (%) N (%) OR(95%C1) interactionp- | N (%) N (%) OR(95%C1) | interaction p-
value value value
Hypotension
<90 mm He 15072113 (7) | 114/2138 (5) | 1.27(1.02,1.58) 0679 21173803 (6) | 128/3795 (3] | 1.68 (1.34,2.11) | 0.316 361/6746 (5) | 242/6764 (4) | 1.5 0.278
(1.24,1.69)
<100 mm Hg 476/2113 (23) | 419/2138 (20) | 1.18 (1.02,1.36) 0.158 81173803 (21) | 55173795 (15) | 1.60 (1.42,1.80) | 0.994 1295/6746 | 981/6764 | 1.39 0.013
(19) (15) (1.27,1.52)
Elevated serum creatinine
>2.5 mg/d| 5871948 (5) 65/1967 (3] 1555 (1.13,2.13) 0.383 2643792 (7) | 164/3775 (4] | 1.65 (1.35,2.01) | 0.376 366/6567 (6) | 230/6573 (3) | 1.63 0.638
(1.38,1.93)
>3 mg/di 3571948 (2) 28/1967 (1) 1.41(0.87,2.31) 0.136 118/3792 (3) | 6973775 (2) 173(1.28,233) | 099 158/6567 (2) | 97/6573 (1) | 1.65 0.443
(1.28,2.12)
Elevated serum potassium
>5.5 mmol/l 285/2113 (13) | 134/2137 (6) | 2.33 (1.88,2.89) 0.001 55473785 (15] | 25073769 (7] | 2.01 (2.06,2.82) | 0.060 50976725 | 433/6737 (6) | 2.28 0.008
(14) (2.02,2.57)
>6 mmol/i 66/2113 (3) 34/2137 (2) 1.99(1.31,3.03) 0.030 123/3785 (3) | 53/3769 (1) 2.35(1.70,3.26) | 0.165 196/6725 (3) | 94/6737 (1) | 2.12 0.153
(1.66,2.72)
Reduced serum potassium
<35 mmol/i 154/2113 (7] | 299/2137 (14) | 0.48 (0.39,0.59) 0.002 230/3785 (6] | 491/3769 (13) | 0.43 (0.37,051) | 0.267 50476725 (7) |929/6737 | 0.51 0.006
(14) (0.45,0.57)
Elevated serum creatinine
>0.3 mg/dl 1947/1948 1966/1967 0.99(0.06,15.84) |- 2129/3792 (56) | 1679/3775 (44) | 1.60 (1.46,1.75] |- 4903/6567 | 4476/6573 | 1.38 0.629
{100} {100 {75) (68) (1.28,1.49)
>0.5 mg/dl 1946/1948 1964/1967 1.4910.25,8.90) 0.700 154173792 (41) | 1272/3775 (34) | 1.35 (1.23,1.48) |- 431476567 |4067/6573 | 1. 0.507
(100} {100) (66) (62) (1.10,1.27)
Reduction in eGFR
>10% 9957171 (58) | 873/1762 (50) | 1.40(1.22,1.60) 0.758 2999/3765 (80) | 2576/3753 (69) | 1.79 (1.61,1.89] | 0.026 4522/6299  |3955/6333 | 1.53 <0.001
72) (62) (1.42,1.65)
>20% 69071715 (40) | 556/1762 (32) | 1.45(1.27,1.67) 0.060 2200/3765 (58) | 165073753 (44) | 1.79 (1.64,196) | 0.118 3236/6299 |2522/6333 | 1.60 <0.001
(51) (40) (1.49,1.71)
>30% 437/1716 (25) | 288/1762 (16) | 1.74(1.48,2.06) 0814 137173765 (36) | 891/3753 (24) | 1.84 (1.66,2.03) | 0.095 1984/6299 | 1332/6333 | 1.73 0.012
(31) (21) {1.59,1.87)
Reduction in eGFR mi/min/1.73m?
>5 1047/1719 (61) | 942/1762 (53) | 1.36 (1.19,1.55) 0.450 306173767 (81) | 2703/3756 (72) | 1.69 (1.52,1.88) | 0.022 2687/6301 | 4203/6336 | 147 0.001
(74) (1.36,1.59)
310 815/1719 (47) | 668/1762 (38) | 1.48 (1.29,1.69) 0.288 2405/3767 (68) | 1903/3756 (51) | 1.72 (1.57,1.89) | 0.050 3660/6301 | 3003/6336 | 1.54 <0.001
(58) (a7) (1.43,1.65)
Fig. 31
Safety outcomes RALES EMPHASIS-HF TOPCAT FINEARTS-HF
spiro. placebo epler. placebo spiro. placebo finer. placebo
N=178 N=188 N=181 N =201 N =249 N =249 N=613 N =646
N (%) N (%) OR(55%C1) N N (%) OR{95%C1) N (%) N (%) OR (95%C1) N ) N{%) OR (95%C1)
Hypotension
<90 mm Hg
1.20 0.98 113
17/162(10) | 17/175(10) | (0.70,2.06) 14/175 (8) 16/197 (8) (0.47,2.08) | 9/249(a) 8/249 (3) (0.43,2.98) 26/593 (4) 24/630 (4) | 1.16 (0.66,2.04)
<100 mm Hg
0.86 076 1.00
43/162(27) | 56/175(32) | (0.561.32) | 32/175(18) 45/197(23) | (0.46,1.26) | 41/249(16) | 41/249(16) | (0.62,1.61) | 110/593 (19) | 92/630(15) |1.33{(0.98,180)
Flevated serum creatinine
>2.5 mg/dl
177 117 205
45/163 (28) | 31/175(18) | (1.06,2.97) 14/150 (9) 14/173 (8) (054,2.54) | 67/248(27) | 38/248(15) | (1.31,3.19) | 124/588 (21) | 77/623(12) |1.89(139,2.58)
>3 mg/d|
1.90 0.96 153
20/163 (12) 12/175(7) | (0.90,4.02) 5/150 (3 6/173 (3) (0.293.21) | 28/248(11) 19/248 (8) (0.832383) | 57/588(10) | 35/623(6) |1.80(117,279)
Reduction in €GFR
>20%
232 145 1.10
86/178(48) | 54/188(29) | (151357) | 28/122(23) 21/123(17) | (0.77,2.72) | 131/239 (55) | 128/244(52) | (0.77,1.57) | 324/588 (55) | 238/623 (38) | 1.9 (1.58,2.50)
>30%
192 2.94 150
57/178(32) | 37/188(20) | (1193.10) | 16/122(13) 6/123 (5) (111,7.80) | 91/239(38) | 71/244(29) | (102,2.19) | 210/588 (36) | 131/623 (21) | 2.09 (162,2.70)
Elevated serum potassium
>5.5 mmol/|
3.82 2.58 331
43/163 (26) 15/175(9) | (2.03,7.20) | 29/175(17) 14/196 (7) (1.32,5.07) | 51/248(21) | 18/248(7) (1.87,5.85) | 125/588 (21) | 60/624 (10) | 2.54(182,3.54)
>6 mmol/l
2.70 365
12/163 (7) 5/175 (3) (0.93,7.85 2/175 (1) 5/196 (3) * 14/248 (6) 4/248 (2) (1.1811.25) | 26/588(4) 14/624 (2) ]2.02(104,390) |
Reduced serum potassium
<35 mmol/l 0.54 (0.35,0.84)
0.23 078 0.50
8/163 (5) 32/175(18) | (0.10,0.52) 12/175 (7) 17/196 (9) (0.36,1.67) | 33/248(13) | 58/248(23) | (031,0.80) 33/588 (6) | 62/624 (10)




Fig. 32
Safety outcomes RALES EMPHASIS-HF TOPCAT FINEARTS-HF
spiro. placebo epler. placebo spiro. placebo finer. placebo
N =640 N =650 N=1175 N=1160 N=1450 N=1442 N = 2380 N =2347
N (%) N (%) OR (95%Cl) N (%) N (%) OR {95%C1) N {%) N (%) OR {95%Cl) N {%) N {%) OR (95%Cl)
Hypotension
<90 mm Hg 62/612 127 154 2.28 170
(10) 43/618 (7) (0.92,1.77) 57/1159 (5) | 37/1137 (3) | (1.01,2.35) | 56/1450 (4) | 25/1442 (2) | {1.41,3.67) | 120/2341 (5) | 71/2305 (3) | (1.26,2.29)
<100 mm Hg 171/612 153/619 114 229/1159 162/1137 148 226/1450 147/1442 1.63 446/2341 282/2305 1.69
(28) (25) (0.90,1.45) (20) (14) (1.19,1.85) (16) (10 (1.30,2.03) (19) (12) (1.44,1.98)
Elevated serum creatinine
22.5 mg/dl 2.15 172 202 1.28
25/612 (4) | 12/619 (2) (1.07,4.33) 14/1020 (1) 8/995 (1) (0.72,4.11) | 34/1443 (2) | 17/1437 (1) | (1.12,3.62) | 43/2340 (2) | 33/2298 (1) | (0.81,2.03)
23 mg/dl 2.04 0.78 281 197
10/612 (2) 5/619 (1) (0.69,6.00) 4/1020 (0) 5/995 (1) (0.21,2.91) | 14/1443(1) 5/1437 {0} (1.01,7.81) | 20/2340 (1) | 10/2298 (0} | (0.92,4.22)
Reduction in
eGFR
>20% 345/640 280/650 1.55 1.26 739/1413 618/1406 1.40 1352/2340 982/2298 183
(54) (43) (1.24,1.93) | 231/777 (30 | 201/799 (25) | (1.01,1.57) (52) (a4) (1.21,1.62) (58) (43) (1.63,2.06)
>30% 225/640 152/650 178 165 423/1413 331/1406 1.39 823/2340 511/2298 1.0
(35) (23) (1.39,2.27) |139/777 (18) | 93/799 (12) | {1.25,2.20) (30) (24) (1.17,1.64) (35) (22) (1.67,2.16)
Elevated serum potassium
>5.5 mmol/| 84/612 4.32 125/1158 161 147/1443 2.09 301/2333 2.16
(14) 22/619 (4) | (2.66,7.00) (11) 82/1137 (7) | (1.21,2.16) (10 74/1437 (5) | (1.56,2.79) (13) 147/2291 (6) | (1.76,2.66) |
>6 mmol/| 5.19 159 218 213
20/612 (3) | 4/619 (1) | (1.76,15.29) | 32/1158(3) | 20/1137 (2) | (0.90,2.79) | 26/1443 (2) | 12/1437 (1) | (1.10,4.34) | 64/2333 (3) | 30/2291 (1) | (1.37,3.29)
Reduced serum potassium
<3.5 mmol/|
116/619 0.34 133/1137 0.62 172/1443 273/1437 0.58 237/2291 0.44
45/612 (7) (19) (0.24,0.50) | 88/1158 (8] (12) (0.47,0.82) (12) (19) (0.47,0.71) | 112/2333 (5) (10) (0.35,0.55)
Fig. 33
Safety RALES EMPHASIS-HF TOPCAT- Americas FINEARTS-HF
outcomes
spiro. placebo epler. placebo spiro. placebo finer. placebo
N =820 N =841 N = 1360 N =1369 N = 1699 N=1691 N =2993 N = 2993
N (%) N (%) OR (95%Cl) N (%) N (%) OR (95%Cl) N (%) N (%) OR (95%Cl) N (%) N (%) OR (95%Cl)
Hypotension
<90 mm Hg 79/776 124 136 2.03 157
(10) 61/797 (8) | (0.93,1.64) | 71/1337 (5) | 53/1341 (4) | (0.95,1.96) | 65/869 (7) | 33/860 (4) | (1.32,3.11) | 146/2934 (5)| 95/2935 (3) | (1.20,2.04)
<100 mm Hg 215/776 210/797 107 261/1337 209/1341 131 1.60 556/2934 374/2935 1.60
(28) (26) (0.87,1.31) (20) (16) (1.08,1.60) | 255/869 (29) | 177/860 (21) | (1.29,2.00) (19) (13) (1.39,1.85)
Elevated serum creatinine
22.5 mg/d| 174 1.28 1.87 1.55
70/777 (9) | 43/797 (5) | (1.17,2.57) | 28/1171 (2) | 22/1170 (2) | (0.73,2.25) | 97/864 (11) | 54/854 (6) | (1.32,2.65) | 167/2928 (6) | 110/2921 (4} ] (1.21,1.98)
23 mg/dl 1.84 0.82 172 173
30/777 (4) | 17/797 (2) | (1.01,3.37) 9/1171 (1) | 11/1170 (1) | (0.34,1.98) | 41/864 (5) 24/854 (3) |(1.03,2.88) | 77/2928 (3) | 45/2921 (2) | (1.19,2.50)
Reduction in
eGFR
>20% 431/820 334/840 168 1.28 157 1676/2928 1220/2921 1.87
(53) (40) (1.38,2.04) |259/899 (29)1222/922 (24)] (1.04,1.57) | 524/837 (63) | 430/832 (52) | (1.29,1.90) (57) (42) (1.68,2.07)
>30% 282/820 189/840 181 173 1.59 1033/2928 642/2921 194
(34) (22) (1.45,2.24) | 155/899 (17)| 99/922 (11) | (1.32,2.27) | 338/837 (40) | 249/832 (30) | (1.29,1.94) (35) (22) (1.72,2.17)
Elevated serum potassium
>5.5 mmol/l 127/777 3.90 158/1336 174 3.28 426/2921 2.23
(16) 38/797 (5) | (2.68,5.69) (12) 96/1340 (7) | (1.33,2.27) | 128/864 (15)| 43/854 (5) | (2.29,4.70) (15) 207/2915 (7) | (1.88,2.66)
>6 mmol/| 3.76 137 3.73 2.07
32/777 (4) | 9/797 (1) | (1.78,7.93) | 34/1336 (3) | 25/1340 (2) | (0.81,2.32) | 33/864 (4) | 9/854 (1) | (1.77,7.84) | 90/2921 (3) | 44/2915 (2) | (1.44,2.99)
Reduced serum potassium
<3.5 mmol/l | | 149/797 032 | | 150/1340 | 0.64 | | 0.38 | | 299/2915 0.46
54/777 (7) (19) (0.23,0.45) | 100/1336 (7) (11) (0.49,0.84) | 85/864 (10) | 192/854 (22) | (0.29,0.50) | 145/2921 (5) (10) (0.37,0.56)
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Fig. 34
HR/RR P-value for
Outcome
(95% Cl) Interaction
Cardiovascular death and total worsening HF events 0.32
. . T
Underweight/normal weight r 0.80 (0.62-1.04)
Overweight 0.91(0.72-1.15)
Obesity class | ; 0.92 (0.72-1.19)
Obesity ciass I/l 0.67 (0.50-0.89)

Total worsening HF events 0.27
Underweight/normal weight —— 0.80 (0.59-1.07)
Overweight | e e | 0.91 (0.69-1.20)

Obesity class | . B 0.90 (0.68-1.20)
%
Obesity class I/l 0.63 (0.46-0.86)

Cardiovascular death 0.60
Underweight/normal weight I i 0.83 (0.57-1.21)
Overweight —— e ———i 0.91(0.67-1.22)
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Obesity class /il b 4 { 0.89 (0.59-1.33)

All-cause death 0.28
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——
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Obesity class | - 0.97 (0.75-1.25)
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Fig. 35
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Fig. 36
A Primary End Point
m.— . -
——— Men:Placebo P for interaction
— 504 | =~ Women:Placebo =0.41
& - Men:Finerenone
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T T
12 15 18 21 24 27 30 33
Months since Randomization

Number at risk
Men:Placebo 1621 1593 1562 1537 1506 1478 1373 1276 1169 1038 903 754
Men:Finerenone 1648 1622 1581 1558 1527 1498 1411 1328 1224 1100 980 799
Women:Placebo 1377 1353 133¢ 1318 1299 1278 1188 1111 1034 925 819 672
Women:Finerenone 1355 1337 1318 1301 1283 1262 1165 1071 978 877 769 631

B Total HF events

60— - °
-~ Men:Placebo P for interaction
so4 | ——— Women:Placebo =0.45
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2 15 18 21 24 27 80 43
Months since Randomization

& -

Number at risk
Men:Placebo 1621 1593 1562 1537 1506 1478 1373 1276 1169 1039 903 754
Men:Finerenone 1648 1622 1591 1558 1527 1498 1411 1328 1224 1100 980 799
Women:Placebo 1377 1353 1339 1318 1299 1278 1198 1111 1034 925 818 672
Women:Finerenone 1355 1337 1318 1301 1283 1262 1165 1071 978 877 769 631
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Fig. 37
Hazard ratio P value
(95% Cl) for interaction

Primary outcome
Women —— 0.78 (0.65, 0.95) 041
Men —— 0.88 (0.74, 1.04)

Total HF events
Women — 0.76 (0.62, 0.94) 0.45
Men —— 0.86 (0.70, 1.04)

Cardiovascular death or first HF event
Women —— 0.81 (0.69, 0.96) 0.62
Men —— 0.86 (0.75, 0.99)

Cardiovascular death
Women ——] 0.87 (0.66, 1.15) 0.62
Men — 0.96 (0.76, 1.20)

First HF event
Women —— 0.81 (0.67, 0.97) 0.98
Men —— 0.81 (0.69, 0.95)

Ali-cause death
Women —i 0.94 (0.78, 1.14) 0.82
Men — 0.92 (0.78, 1.08)

{

0.4 0.6 1.0 15
E- o o ]

Finerenone Better Placebo Better
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Total HF events and CV death
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Fig. 39

At 24 months
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A Win ratio B Win odds
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Fig. 42
Spectrum of Potassium-Related Changes
16

14.3
14 ‘

12

10

Patients with a Treatment-Emergent
Observation (%)
o

6
4 .
=~ 0.2
0 ‘ - 0.0 0.0
Any Any K+>5.5 Any K+>6.0 Hyperkalemia Hyperkalemia AnyK+<3.5
hyperkalemia leading to leading to
AE hospitalization death

® Finerenone (n=2,993) ® Placebo (n=2,993)

Alt adverse events and safety markers of interest displayed in this table are treatment-emergent observations, defined as any observation occurring after first dose of
study drug and up to 3 days after permanent discontinuation.
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Fig. 43

401~ Risk of Total Worsening HF Events and CV Death
N Across a Range of Potassium Levels
N Measured after 1 Month of Treatment

Incidence Rate {per 100py)
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Fig. 44
A: Profiles of Systolic Blood Pressure in FINEARTS-HF, by Treatment Arm
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B: Treatment Effects of Finerenone on Systolic Blood Pressure Between Baseline and Month 1, by

Baseline BP Category

Controlied BP (n=3,473 [58%])

Non-Resistant HTN (n=1,753 [20%])

aTRH (n=775 [13%])

-3.0(-3.9,-2.2)

=26 (4.0, -1.3)

=1.7 {-3.5, 0.2}

Change in SBP from
Baseline, mm Hg _ Plor
{85%: CI) interaction

@ 0.47

L] ] ||

-4 -2 0 2

Favors finerenone

.
Favors placebo

Figure displays mean values of systolic blood pressure by treatment arm at baseline and each post-baseline visit (A)

and treatment effects of finerenone on systolic blood pressure at 1 month, according to blood pressure category at

baseline (B).

Abbreviations: aTRH = apparent treatment-resistant hypertension; BP = blood pressure; HTN = hypertension; SBP

= systolic BP
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Fig. 45
A. Death Following First Worsening HF Event
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Fig. 46
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Fig. 47
Contonous bilirubin
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Fig. 49
A CV death and total heart failure events
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Fig. 50
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Fig. 51
Month 6
Mean difference
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Fig. 51 (cont.)
Month 12
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Fig. 55
CYP3A4 inhibitor updates
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Fig. 56

Subgroup analysis of FINEARTS-HF and FIDELITY {pooled data from FIDELIO-DKD and FIGARO-DKD): Strong
CYP3A4 inhibitors were exclusion criteria in ali 3 Phase Il studies, however ~ 0.4-0.7 % of participants used strong
CYP3Ad4 inhibitors at baseline. Moderate, weak and unclassified CYP3A4 inhibitor use was more prominent.
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Fig. 57

Hyperkalemia and use of CYP3A4 inhibitors at baseline in FINEARTS-HF and FIDELITY
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Hyperkalemia by extent of co-medication use of CYP3A4 inhibitors
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Potassium >5.5 mmol/l and use of CYP3Ad4 inhibitors at baseline in FINEARTS-HF and FIDELITY
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MIDD “subgroup” analysis
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MIDD cardiac safety assessment
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Fig. 62a

Finerenone plasma concentration-time profiles of PBPK population simulations of 20 mg finerenone
concomitant with 200 mg BID itraconazole (red) and 40 mg finerenone concomitant with 500 mg TID
erythromycin (blue); time corresponds to time after the finerenone dose.
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Fig.62 b

Finerenone plasma concentration-time profiles of PBPK population simulations of 10 mg finerenone
concomitant with 200 mg BID itraconazole (red) and 20 mg finerenone concomitant with 500 mg TID
erythromycin (blue); time corresponds to time after the finerenone dose.

Simuiated data
median with [5-95th] percentiles
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Fig. 62¢

Finerenone plasma concentration-time profiles of PBPK population simulations of 10 mg finerenone
concomitant with 200 mg BID itraconazole (red) and 40 mg finerenone concomitant with 500 mg TID
erythromycin (blue); time corresponds to time after the finerenone dose.

Simulated data
median with {5-85th] percentiles
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Fig. 63 a

Forest plot of PBPK population simulated AUC values of finerenone in doses of 10, 20 and 40 mg under
concomitant administration of strong (itraconazole and clarithromycin), moderate (erythromycin and
verapamil), moderate to weak (fluvoxamine, classified as weak CYP3A4 inhibitor until 2019, afterwards as
moderate) and weak (cimetidine) CYP3A4 inhibitors, dots represent the median and the whiskers represent
the 5th to 95th percentiles.
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Fig. 63b

Forest plot of PBPK population simulated Cumax values of finerenone in doses of 10, 20 and 40 mg under
concomitant administration of strong (itraconazole and clarithromycin), moderate (erythromycin and
verapamil), moderate to weak (fluvoxamine, classified as weak CYP3A4 inhibitor until 2019, afterwards as
moderate) and weak (cimetidine) CYP3A4 inhibitors, dots represent the median and the whiskers represent
the 5th to 95th percentiles.
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