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FINEARTS-HF Study Design

Randomized, double-blind, placebo-controlled trial testing the hypothesis that finerenone would
reduce cardiovascular death and total worsening heart failure events in patients with heart failure
and mildly reduced or preserved ejection fraction

« Symptomatic HF (NYHA class II-V) with LVEF = 40%
+ Hospitalized, recently hospitalized, or ambulatory

« Potassium > 5.0 mmol/L; eGFR <25 mL/min/1.73 m?

MRA use 30d prior to randomization

+ History of peripartum, chemotherapy induced, or
infiltrative cardiomyopathy (e.g., amyloidosis)

» Elevated natriuretic peptide levels
« Structural heart disease (LA Enlargement or LVH)
» Diuretics in the 30d prior to randomization

Alternative causes of signs or symptoms

Key Inclusion Criteria
Key Exclusion Criteria

Primary Endpoint

» CV death and total HF events
(hospitalizations/urgent visits)

Secondary Endpoints

PY N = 6,001 validly randomized Uptitrate to maximally tolerated dose if « Total HF events
+ KCCQ-TSS at 6,9, and 12 months

K+<5.0mmol/L and eGFR decrease <30%
1:1\ _
Randomization ™\ _Matching Placebo + Renal composite endpoint

Finerenone 10, 20 or 20, 40 mg dosing based on
eGFR: =60 max dose 20 mg, >60, max dose 40 mg

Study Endpoints

* NYHA class at 12 months

Visits: Month 1, then 3-monthly for first 12 months, 4-monthly visits thereafter with * All-cause mortality
telephone contact in between

FINEARTS-HF
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Endpoints and Analysis Plan

GG EETGIELGRGIEIR IEEVELEES Primary endpoint

Secondary endpoints

All-cause mortality*

*ACM is tested at a=0.05
outside the formal testing

Total HF events

Change in KCCQ-TSS to Improvement in NYHA
Months 6,9 & 12 class to Month 12 strategy

] *sustained decrease in eGFR 250%
Composlte renal relative to baseline, sustained eGFR

endpoint* decline <15ml/min/1.73m?, initiation
of dialysis or renal transplantation

FINEARTS-HF
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Patient Flow

Assessed for eligibility

J

» Screen failures

N = 1447

Randomized to placebo
N = 3005

]

N = 7463
Randomized
N = 6016
1
¥ L4
Randomized to finerenone
N = 3011
Excluded due to invalid )

randomization or GCP violations
N=8 :

Excluded due to invalid
randomization or GCP violations
1 N=7

e

Full analysis set, N = 3003
Received allocated intervention, N = 2993

Full analysis set, N = 2998
Received allocated intervention, N = 2993

Discontinued intervention

N =611 (20%)
Withdrawn consent, n =6
Lost to follow-up, n =1

Discontinued intervention
N =616 (21%)
Withdrawn consent, n =7
Lost to follow-up, n =5

GCP, good clinical practice

FINEARTS-HF
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Baseline Characteristics

Well-balanced between treatment groups

Finerenone
N = 3003
Age 72110
Female Sex 45%
Race
Asian 17%
Black 2%
Other 3%
White 79%
Region
Asia 16%
Eastern Europe 44%
Latin America 11%
North America 8%
Western Europe, Oceania and Others 21%
NYHA class
] 69%
m 30%
[\ 1%
KCCQ-TSS 68+24
LVEF (%) 53+8
Systolic Blood Pressure (mmHg) 130+15

Placebo
N = 2998

72+10

46% @é

17%
1%
3%

79%

16%
44%
11%
8%
21%
69% 'Ib
30%
1%
67+24

5318 53
129415 ¢

NT-proBNP (ng/L) (median)

eGFR (mL/min/1.73m?)
eGFR < 60
UACR (mg/g)

Prior HF Hospitalization

History of LVEF <=40%

Type Il Diabetes

Atrial Fibrillation on ECG
History of Hypertension

History of Myocardial Infarction

Loop Diuretic
Beta-blocker

ACE Inhibitor

ARB

ARNI

Calcium Channel Blockers
SGLT2 Inhibitor

Finerenone
N =3003

1052
[467,1937]
62419
48%

18 [7,67]

60%
5%
41%
38%
88%
26%

87%
85%
36%
35%
9%
32%
13%

Placebo
N =2998

1028
[433,1963]
62120
48%

19 [7,66]

61%
4%
41%
38%
90%
25%

87%
85%
36%
35%
9%
34%
14%



Randomization timing relative to the most recent
worsening HF event and LVEF status on randomization

20% of participants were randomized during or within Mean LVEF status on randomization was 53% across
7 days of a worsening HF event both treatment arms

B >3 months or
no prior

B LVEF 260%

¥ LVEF <50%
worsening HF

B >7 days to 3 months
B LVEF 250% and <60% [@ FINEARTS HF
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Primary Endpoint: CV Death and Total HF Events

Finerenone reduced cardiovascular death and total worsening heart failure events
over median follow-up of 32 months

Mean Cumulative Events

(per 100 patients)

60

50

IS
o

w
o

N
o

—
o

o

Rate Ratio 0.84 (0.74-0.95), p = 0.007
Absolute rate reduction: 2.8 per 100py

1283 events, 17.7/100 pt-yrs

1083 events, 14.9/100 pt-yrs

—— Placebo
— Finerenone

12

24 36
Months [@ FINEARTS HI—
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Secondary Endpoint: Total HF Events

60

<]
o
1

RR = 0.82 (95% CI, 0.70-0.94), p = 0.006

.
o
L

Mean Cumulative Events
(per 100 patients)
(48]
o

—— Placebo
— Finerenone
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Cumulative Incidence (%)

Cardiovascular Death

20 -
HR = 0.93 (95% CIl, 0.78-1.11)
151
10 4 P
5 _;—”fﬁ;
/ ~— Placebo
04 1_,,_.—* | [ Fmerenonei
0 12 24 36
Months

Cumulative Incidence (%)

All-Cause Death

20 ) .
HR = 0.93 (95% CI, 0.83-1.06) L~ ”T:-"J
A~
15 - et
10 - F
5 =
' — Placebo
/ —— Finerenone
07 V ! T T
0 12 24 36

Months
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Prespecified Subgroups for Primary Outcome

Consistent treatment effects across all pre-specified subgroups, including ejection fraction and SGLTZ2-inhibitor use

Finerenong Placebo

Finerenone Placebo

Events Events RR (95% CI) Catagany Evants Eweants RR (95% CI)
Age (years) H SBP (mmHg) ]
I
= median 488 623 o : 0.76 (0.63-40.92) = median G08 T40 [ 0.85 (0.72-1.01)
> median 15 B0 ".:" 0.02 (0.77-1.09) > median 475 543 I—Q—i 0.84 (0.60-1.02)
I
Gendar ' eGFR |
I
Male 632 &01 + ," 0.88 (0.74-1.04) < B0 mLimin/1.73m? 727 TOE o 0.01 (0.78-1.07)
} . | I
Femala 451 5a2 : 0.78 (0.65-0.95) = 60 mL/min/1.73m? 356 ABT = ol 0.72 {0.50-0.88)
1
Race : Potassium )
|_._| I
Whits 800 085 ' 0.82 (0.71-0.95) % 4.5 mmaliL T4 ars5 HHI 0.81 (0.69-0.95)
L | I
Black 20 22 y # ' 0.08 (0.37-2.62) = 4.5 mmoliL 360 0B l-’:-' 0.01 {0.74-1.11)
Asian 211 218 ! .. 0.96 (0.72-1.29) NT-proBNP (pgimL) |
" H . o t
Othar 34 57 ! * 1 ! 0.60 (0.26-1.42) = median 266 342 J 0.78 (0.62-0.99)
1 |-’-|
EMI 1 = median f: 918 Il 0.83 (0.71-0.96)
< 30 kgim? 586 648 o [ 0.88 (0.74-1.05) UACR :
|—’—|t
= 30 kgim? 486 632 1 0.79 (0.66-40.95) =30 mglg 429 518 W: 0.81 (0.67-0.97)
L} m
LVEF 1 =30 mgg 601 T05 : 0.88 (0.74-1.05)
= all
< B0% ar7 1061 l 0.82 (0.71-0.94) ACEI, ARE or ARNI :
= 60% 206 222 'l 0.94 (0.70-1.26 Yes 705 451 bd 0.83 (0.72-0.96
-
L}
Region i [ 288 a3z : 0.85 (0.66-1.11)
W Eur, Oce & Others 322 385 ¢ 1 0.82 (0.64-1.06) SGLT-2i .
Eastern Eurcpe 322 380 4 0.83 (0.67-1.03) Yas 178 234 — 0.83 (0.60-1.18)
Asia 211 218 —a 0.95 (0.71-1.27) Mo anT 1049 - 'I: 0.85 (0.74-0.98)
Marth America 122 118 ! ‘ 0.98 (0.67—1.45) Adrial Fibrillation per ECG :
Latin America 106 163 4 E 0.65 (0.43-0.98) Yas 521 621 - 0,80 (0.66-0.97)
NYHA Class. i Mo 562 662 ¢ | 0.85 (0.72-1.01)
. , [
1] B4E 741 i 0.86 (0.73-1.02) Diabetes Mellitus . :
iy 437 542 : : 0.70 (0.66-0.96) Yes 524 B36 e | 083 (0.66-1.00)
Index HE Events : Mo 559 645 — ~ v v ] 0.85 (0.71-1.01)
= 7 days 270 a7z —— : 0.74 (0.57-0.95) . =
—— Favors finerenone  Favors placebo
=7 days to £ 3 months 404 482 f ' 0.79 (0.64-0.97)
= 3 months or no prior HFE 409 419 - T . T M 099 (0.81-1.21) FINEARTS'HI‘
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Change in KCCQ-TSS Improvement in NYHA Class Renal Composite Outcome
6, 9, 12 Months At 12 Months Small number of Events; No significant difference

Improvement in Symptom Burden No improvement in NYHA Class Finerenone events 75 (2.5%)

Between-arm difference:+1.6 (0.8-2.3) OR 1.01 (95% Cl, 0.88-1.15) Placebo events 55 (1.8%)

P<0.001 HR 1.33 (95% CI, 0.94-1.89)
10 - 20 - 18.6% 18.4%
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Safety

Treatment Emergent Safety Outcome Finerenone (N=2993) Placebo (N=2993)
Any Serious Adverse Event (SAE) 38.7% 40.5%
Serum creatinine 23.0 mg/dl 2.0% 1.2%
Serum potassium
>5.5 mmol/l 14.3% 6.9 %
>6.0 mmol/l 3.0% 1.4 %
<3.5 mmol/l 4.4 % 9.7 %
Investigator-reported hyperkalemia 9.7% 4.2%
Leading to hospitalization 0.5% 0.2%
Leading to death 0% 0%
Systolic blood pressure <100 mmHg 18.5% 12.4%

@ FINEAHTS HF
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Conclusions

« Among patients with heart failure and a mildly reduced or preserved
ejection fraction, finerenone reduced the risk of the primary
composite outcome of cardiovascular death and total heart failure
events, reduced total heart failure events, and improved overall
health status

* These findings were consistent across prespecified subgroups,
including across LVEF and in those on SGLTZ2 inhibitors

» Hyperkalemia was more common, and hypokalemia less common, in
those receiving finerenone

* These data support the use of finerenone in patients with heart
failure with mildly reduced or preserved ejection fraction
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