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Opportunities and challenges in HF

Opportunities and challenges in HF prevention

Lifetime risk for HF in PREVEND Contributions of key risk factors to new-onset HF
9 24% risk

High lifetime risk:
ﬁ nearly 1 in 4 individuals
12% HFrEF  12% HFpE developed HF

o o o o 6 06 06 0 0 O F. [
"""""" — Management of traditional
risk factors might prevent a
% substantial proportion of

IHD / smoklng / hypercholesterolaemla new-onset HF
— New and emerging therapies
@ have potential to make risk
& 24% risk 9 factor modification more
attainable

EX|st|ng therapeutic alternatives for established HF

Preventive strategies might

have particular relative
' importance in HFpEF, where
therapeutic options for

established disease are limited

Lindberg F et al. Eur Heart J 2025



HFpEF is a part of a complex and systemic disease

o ) , ® ‘
/N Y & |
o - A Risk Factors
Older Women  Obesity T2DM HTN CAD CKD Physical Inactivity
ECM remodelling
oy and stiffening
\ Myoﬂt;roblasts
rowt
Cytokine Pagtholo ical stimuli Gellular
Storm At on cardi%myocytes Pathophysiology
Systemic ~ Apoptotic  Myocardial Tissue
Inflammation  Myocyte Ischemia Fibrosis
f Abnormal
{ contractility, { rate, and { relaxation of myocardium leads to T LV filling Hemodynamics
pressures and ! organ perfusion
| Organ
wi/J/ijm‘/w\J/J/k A \ Dysfunction
Atrial Congestion, PV g
- Fibrillation remodeling, and PH S dystunction

Abubakar M et al. Heart Fail Rev 2024




HFpEF Management: Nonpharmacological treatments
comorbidities management

1. Sodium & fluid
restriction for
patients
with prominent
congestion or
uncontrolled
hypertension

2. Consider protein &
micronutrient
supplementation

3. Tube feeding

4. Dietitian-guided

or home-delivered

medically tailored
meals

1. Lifestyle changes

a. Diet
b. Exercise

2. GLP-1 agonists

3. Bariatric surgery

1. CPAP or MAD

2. Aerobic exercise

3. Weight loss, and
CSA GDMT for HF

1. Collaborative care
models (including
pharmacotherapy)

2. Cognitive behavioral
therapy

3. Exercise training

1. Social work and
community support
services

2. Addiction
specialist

3. Collaborate with
medication-assisted
treatment

1. Exercise training

2. Cardiac
rehabilitation

3. Resistance training
(timing and intensity
should be
individualized)

llonze OJ et al. ] Am Coll Cardiol HF 2024




HFpEF treatments: The Pillars

SUMMIT
2024
FINEARTS
2024
STEP-HF-DM
2024
STEP-HF Tirzepatide
2023 LVEF250%

BMI230

DEZIEIIXZER Finerenone n=731
EMPEROR- S Jutid LVEF240%
PRESERVED EuEGINLEE =
2021 i LVEF245% 2220
Semaglutide BMI230+T2D
PAR.;g?:-HF LVEF245% n=616 |
Dapagliflozin BMI230
TOPCAT o LVEF>40 n=529
2014 Empagliflozin n=6263 =
Sacubitril- LVEF>40 /
<oronaiacto Valsartan n=5988 | —
pIronola ne
LVEF245% "VEZ;;;% ,.—-—-—-/-’
n=3445 =

HHF+CV death | HHF*+CV death HHF+CV death WHF+CV death KCCQ-CSs KCCQ-Css WHF*+CV death . WHF*+CV death

* HR,0.89 * RR,0.89 * HR,0.79 * HR,0.82 * ED,7.8 * ED,7.3 * RR,0.84 * HR,0.54

(95%C1, 0.77-1.04)  (95%Cl, 0.75-1.01) (95%Cl, 0.69-0.9) (95%Cl, 0.73-0.92) (95%Cl, 4.8-10.9) (5%, 4.1~10.4) (95%Cl, 0.74-0.95) (95%Cl, 0.34-0.85)

+ KCCQ: A+1.86 + KCCQ-Css: A+l * KCCQ-CSS: A+1.5 + KCCQ-CSS: A+2.3 = » WRE:172 * WRe: 1.58 * KCCQ-TSS: A+1.62 » KCCQ-CSS: A+6.9
« CRP: A-43.5% « CRP: A-43%

Green SJetal. JAMA Cardiol 2025

El Rafei A et al. Heart Fail Rev 2025



Differential MR binding of steroidal MRAs vs finerenone results in distinct
effects on gene expression

Structural properties
Potency to MR
Selectivity to MR
Half-life

Active metabolites
CNS penetration
Gynecomastia
Hyperkalaemia

Tissue distribution

Indication (SmPC)

Spironolactone

Flat (steroidal)
High
Low

>20 hours*

++
Yes
Yes
Yes

Kidney > heart (at least 6-fold)

Eplerenone

Flat (steroidal)
Moderate

Moderate

4-6 hours*

Yes
Less than spironolactone
Yes*

Kidney > heart (~3-fold)

Bulky (nonsteroidal)
High
High
2-3 hours

No based on preclinical data
No signal in phase Il studies
Moderately increased*:

Balanced kidney : heart (1:1)

Finerenone

Congestive HF?

HF and LVEF <40% or <30%

CKD with albuminuria
associated with T2D

Based on preclinical data and ARTS phase Il programme

Non-steroidal MRAs are
pharmacologically  distinct
from classical MRAs with a
unique structure;

Higher affinity and specificity
for the mineralocorticoid
receptor, no sexual side
effects;

Highly potent: increased anti-
inflammatory and antifibrotic
actions;

with

Different distribution

Better safety profile: lower
rate of hyperkalaemia.

Barfacker L, et al. Chem Med Chem 2012; Pitt B, et al. Eur J Heart Fail 2012; Kolkhof P, et al. J Cardiovasc Pharmacol 2014; Pitt B, et al. Eur Heart J 2013; Bakris GL, et al. JAMA 2015;

Filippatos G, et al. Eur Heart J 2016.



Evidences supporting Finerenone cardio-renal benefits: FIDELITY prespecified polled
analysis of landmark trials FIDELIO-DKD and FIGARO-DKD

e

.

Run-in Screening
period period
4-16 weeks
Maximum tolerated dose of ACEi/ARB

Finerenone 10 mg od or 20 mg od*

Placebo

FIDELIO-DKD! )
°
G 5734
9 E
£32 FIGARO-DKD?2
7437 ]

FIDELIO-DKD'

Clinical Composite endpoint: time to onset of
efficacy ‘ ’ kidney failure* or decrease of eGFR
primary \f 240% from baseline or death due to "‘

secondary

; in FIGARO-DKD
endpoints

endpoint kidney disease @
Key "'?‘ Same as primary endpoint ‘\(

FIGARO-DKD?

o W Composite endpoint: time to CV
death, non-fatal MI, non-fatal stroke or
hospitalisation for HF

Same as primary endpoint in
FIDELIO-DKD

5734 patients with:
« ACR 30-300 mg/g and eGFR 25-60 mL/min/1.73 m2.
* ACR 300-5000 and eGFR 25-75 mL/min/1.73 m2,

Enrolled
patients

7437 patients with:
* ACR 30-300 mg/g and eGFR 25-90 mL/min/1.73 m?.
» ACR 300-5000 and eGFR >60 mL/min/1.73 m?,

FIDELIO-DKD

Porsis TR A Y catagoran

FIDELITY

Persistent albuminuria categories
Description and range Description and range Description and range

Al A2 A3 Al A2 A3 Al AZ A3

ol o i) Nticoersinrl [Nwiersy arrial ity (Nricaorsinrl (sevecey) Normal tomildly ~ Moderately  Severely
increased increased increased increased increased  increased

FIGARO-DKD?

Persistent albuminuria categaries

300 mgig <30mgg  30-300mgla  >300 mglg

30-300 mgig 30-300mg/ly  >300mp/y
4wmmu| 3-30 mg/mmol 30 mgimmal d!u'nmul a-eummasamm

<30 mg/g
dnvmmui 3-30 mgimmol _>30

T 6 Nomalorhigh 260
I 5%
'i G2 Midlydecreased  60-83 13% I
g- T —
% 2 L moderataly decreased 46-69 15%
&
o Moderately ta
£ am severely decreased 20— 13%
E G4 Severlydecreased  15-29
E G5 Kidney failure <18

In FIDELITY, 40% of pts. were diagnosed with CKD based on
albuminuria criteria (eGFR> 60%)

1. Bakris GL, et al. Am J Nephrol 2019; 2. Ruilope LM, et al. Am J Nephrol 2019




Cardiovascular and kidney outcomes with finerenone in patients with type 2 diabetes
and chronic kidney disease: the FIDELITY pooled analysis

S 257 Hazard ratio 0.86 (95% Cl 0.78-0.95)
g 20 F=0.0018 £ 257 Hazard ratio 0.77 (95% CI 0.67-0.88)
< Placebo 8 204 P =0.0002
T 15- 3
g 2 45
‘e 10 Finerenone 2
2 ° Placebo
& > 10+
S z
3 o . . I E 5 - Finerenone
0 6 12 18 24 30 36 42 48 o 0 T T T T T T T 1
. Time to first event (months) 0 6 12 18 24 30 36 42 48
No. at risk . Time to first event (months)
Placebo 6507 6330 6125 5938 5184 4147 2969 2135 1082 No. at risk
Finerenone 6519 6360 6202 6009 5273 4207 3065 2187 1087 Placebo 6507 6292 6071 5815 4949 3932 2798 1988 962
Finerenone 6519 6291 6107 5848 5027 3973 2815 2024 959
reduced risk of CV morbidity reduced risk of CKD
1 4 0/ and mortality 2 3 (y progression?
0 (HRrR=0.86; 95% C1 0.78-0.95; 0 (HR=0.77; 95% CI 0.67-0.88;
p=0.002)" p=0.0002)'

22% reduced risk of HF hospitalization 20% reduced risk of Dialysis

Agarwal R et al. Eur Heart ] 2022



Finerenone had similar Adverse Effects compared to placebo and increased incidence of
hyperkalaemia, but the clinical impact was minimal

100 16
90
mplacebo mFinerenone 14 mplacebo m Finerenone
80
12
70
60 10
0)
A) 50 % 8
40
6
30
4
20
2 1,7 0.9
10
- o0 <01 0 0
0 2o 0 — iy
Any AE Any SAE Gynaecomastia Any Hyperkalaemia  Hyperkalaemia Hyperkalaemia Hyperkalaemia
AE leading permanent leading leading to death
drug disc. hospitalisation

Agarwal R et al. Eur Heart J 2022




Figaro-DKD: Finerenone significantly reduced the risk of new-onset HF

Time to new-onset HF in patients without a history of HF at baseline

Finerenone Placebo
51 Hazard ratio, 0.68 (95% ClI, 0.50-0.93)
P=0.016
4 o
g
(]
: 132%
@ 34
=t
(3]
£
(]
2
® 21
=
£
=
($]
1 .
0 - T T T T T T T T T
0 6 12 18 24 30 36 42 48 54
No. at risk Time to first event (months)
Finerenone 3396 3367 3323 3274 3195 2710 2168 1705 1091 608
Placebo 3385 3351 3294 3236 3154 2694 2131 1674 1091 606

Filippatos G et al. Circulation 2022




CONFIDENCE Trial: efficacy and safety of simultaneous initioation of finerenone and
SGLT2i in CKD and T2D Patients

Primary endpoint

Relative change in UACR from baseline to Day 180:

Randomized, double-blind, double-dummy, multicenter, three-armed, parallel-group, phase Il study

Start of treatment Treatment period End of treatment
* i * Secondary safety endpoints
Stratification: i i i
UACR, mg/g Treatment period: 180 days . Post-treatment
N=818* (850, >850) i

follow up 30 days. « Initial and longer-term changes in eGFR

* Acute kidney inju

Finerenone 10 or 20 mg qd + empaglifiozin 10 mg qd (N=269)

S Finerenone 10 or 20 mg qd + placebo (N=264)

Stratification:
eGFR, i
A e ey I j i Eligibility criteria
-14 ’ 0 14 30 20 180 210(5)
(=2) (x4) (£5) (£5)

« eGFR 30-90 mL/min/1.73m?"
« UACR 2100-<5000 mg/

Agarwal R etal. N EnglJ Med. 2025



Simultaneous initiation of finerenone and an SGLT-2i led to an additive reduction in
UACR of up to 52% in patients with CKD and T2D

Primary endpoint:
UACR reduction with combination therapy atday 180 30 days off-treatment

1.2 — 32% greater reduction compared with empagliflozin (p<0.001) : '
% 29% greater reduction compared with finerenone (p<0.001) ~
£ 1.0— Combination Neither agent, alone orin
ﬁ Finerenone combination, led to
Q Empagliflozin unexpected adverse events.
S 0.8 Symptomatic hypotension,
:'é acute kidney injury, and
8
c 06—
©
V]
€
9 ] 0

0.4 49% 520

I I I I I 1
BL 14 30 90 180 210
Time (days)

Agarwal R etal. N EnglJ Med. 2025



Recommendations for the prevention of heart failure in patients with type 2 diabetes
mellitus and chronic kidney disease

Recommendations Class® Level®

2023 Focused Update of the 2021 ESC guidelines. McDonagh SD et al. Eur Heart ] 2023

In patients with T2DM and CKD," SGLT2 inhibitors
are recommended to reduce the risk of HF
hospitalization or CV death.?

In patients with T2DM and CKD,® finerenone is

recommended to reduce the risk of HF
10,11,34,40

© ESC 2023

hospitalization.




Steroidal MRA: Benefits in HFrEF

RALES EPHESUS EMPHASIS
(severe HFrEF) (post-Ml) (MILD HFrEF)

30% Risk reduction 15% Risk reduction 24% Risk reduction
1.00 100-
, Hazard ratio, 0.76 (95% Cl, 0.62—0.93)

095 60 | P=0.008

0.90 “0- _

088 £ B E;gg_%g (95% Cl, 0.75-0.96) %— 50-
§ 0801 g 30 §
S 075 § 257 .. Placebo U 40+
S 070, £ 201 g
-_E_'. . Spironolactone .E 154 T - Eplerenone < 30
S 065 = £ -
§ E 104 .,g
& 0601 ¢ | ﬁ 204 Placebo

0.551 Placebo 0 T T T T T T T T T T T 1 8

0 3 6 9 12 15 18 21 24 27 30 33 36

%507 Months since Randomization 10 Ep|erenone

0.45

0.00 0 T T T

"0 3 6 9 12 15 18 21 24 27 30 33 36 0 1 2 3
Months Years since Randomization
Pitt B et al. New Engl J Med 1999 Pitt B et al. New Engl J Med 2023 Zannad F et al. New EnglJ Med 2011




Steroidal MRA: uncertainty in HFmrEF and HFpEF

Primary Outcome
§- TOPCAT patients with HFpEF (LVEF =245%)
= Placebo assigned to spironolactone did not achieve a
Spironolactone significant  reduction in the primary
o | Us, Canada, Argenting, Brazil  Americas compgsite outcome compared with pat.ients
5O | HR=0.82(18%); 95% C.1.0.69-0.98)U receiving placebo (despite a reduction in HF
F hospitalization).
§ In a post hoc analysis, =4-fold difference
& o
N -
o
Russia, Georgia
8. HR=1.10 (0.79-1.51)U
o ! ! ) )
0 2 4 6
Years

Time to CV death, aborted cardiac arrest, or HF hospitalization

Pfeffer MA et al. Circulation 2015




HFpEF Management: Nonpharmacological treatments
comorbidities management

FINEARTS -HF Study Design
FINEARTS-HF 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 Primary Endpoint
/' CV death and total HF events
Finerenone 10, 20 and 40 mg dosing based on eGFR: (hospitalizations/urgent visits) R an d om | zed d ou b le - b ll n d p la ce b o)
<60 max dose 20 mg, >60, max dose 40 mg Secondary Endpoints ’ ’
- _ Uptitrate to maximally tolerated dose if I/ Total HF events ContrOl tria l., testi ng the hypOtheSIS

K+<5.0mmol/L and eGFR decrease <30% / NYHA class at 12 months . )
1m0\ ¥ Focu s srahenie that finerenone (at a maximum dose

Randomization . Matching Placebo months

/" Renal it dpoint 2
Visits: Month 1, then 3 -monthly for first 12 months, 4 -monthly visits thereafter with P Altla-r;aat;oemrﬁz:a:;n P Of 20 mg Or 40 mg Once da'ly) CV

telephone contact in between

=

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

/ Symptomatic HF (NYHA class Il -V) with LVEF > 40% /' MRA use 30d prior to randomization

/ Hospitalized, Recently Hospitalized, or Ambulatory /M1 90d prior to randomization

/ Elevated Natriuretic Peptide Levels Cardiogenic shock

/ Structural Heart Disease (LA Enlargement or LVH) History of dilated, peripartum, chemotherapy

. 5o i . o induced, or infiltrative cardiomyopathy (e.g.,
/" Diuretics in the 30d prior to randomization amyloidosis)

=

=

/

=

Alternative causes of signs or symptoms
[o FINEARTS-HF

Solomon SD etal. N EnglJ Med 2024




Finerenone in HFmrEF and HFpEF: FINEARTS-HF

Double-blind trial, 6001 patients with HF and a LVEF of 40% or greater were randomly assigned to receive

Total Worsening Heart Failure Events and

Death from CV Causes Finerenone resulted in a
60 significantly lower rate of a
RR, 0.84 (16%); 95% (C1,0.74100.95; . . 16% < it yft - ino HE
8 504 p=0.007) Relative risk reduction clelineleriitsReR el ReIRE Al
2z events and death from CV
T 40-
é '4% Finerenone
S 2 30-
ES8
=l-|
Vg 204
g
[}
= 104
0 I I I I I 1
0 6 12 18 24 30 36

Months

Solomon SD etal. N EnglJ Med 2024




Finerenone in HFmrEF and HFpEF: FINEARTS-HF

Total Worsening HF Events Death from CV Causes
60
RR, 0.82 (18%); 95% CI, 0.71 to 0.94; P=0.006 10_
- , U, 5 , U. 0o V. , P=0, —
g 50 0); 95% £ 9-
:’: 0 Placebo g 8-
c 40 ﬂ=) 7_
52 o
BE 40 2 67 Placebo
=
5 § Finerenone _"2’ 3
o g
= _ .
g 18% E Finerenone
10 o . O 2
Relative risk reduction 1-
0 T T T T T 1 0— | I | | | |
0 ° A 0 6 12 18 24 30 36

Months

Solomon SD et al. N EnglJ Med 2024




The absolute benefit of Finerenone versus placebo on the primary endpoint was
consistent across the LVEF spectrum

CV death and total HF events

There was no modification of the benefit of finerenone across the range of LVEF
when analyzed as a continuous variable (p interaction = 0.28).

Distribution of LVEF at baseline in FINEARTS-HF

<50% 250% to <60% 260% °7
n=2172; (36%) n=2674; (45%) n=1147; (19%)
>
800 Mean + SD: 53 £ 8% o
Median: 53% (IQR 46-58%) =)
(Range 34-84%) SRR .

£
600 - o
3 2
§ 3
2 c
@ 400 - o
w (]

£ 54
T
[¢}]
200 - -
(14

U .
40% 45% 50% 55% 60% 65% 70% 75% 80% -10
Baseline LVEF (% ! ! ! Ny y y . ;
(%) 40 45 50 55 60 65 70 75

LVEF (%)

Docherty K et al. Circulation 2024




nsMRA + SGLT2i additive benefits in HFpEF

Among 6,001 participants, 817 (13.6%) were
treated with an SGLT2i at baseline. In follow-

CV Death and Total Worsening HF Events up, 980 participants initiated SGLT2i, which

0.80 PBO Arm (Background SGLT2i) SGLT2i Subgroup (n=817): . c
070 - Finerenone Arm (Background SGLT2i) RR 0.83; 95% CI 0.60'1 -16 WaS leSS fr.eq U e nt I n th e fl n e re n 0 ne a rm
050 /| = = = Finerenone arm (No Background scL2) ARR 4.7 per 100py compared with placebo (17.7% vs. 20.1%; HR

No SGLT2i Subgroup (n=5,184):
RR 0.85; 95% Cl 0.74-0.98

ARR 2.5 per 100py

0.50 -

0.40

0.30 1

Pinteraction = 0.76
0.20 A

0.10 7

Mean Cumulative Events (per 100 patients)

0.00 1

Years . The treatment benefits of the non-steroidal

Vaduganathan M et al. Circulation 2024




Time to Significant Benefit of Finerenone in Patients With Heart Failure

The First 100 Days
55 | The First 100 D
Time to First Statistical Significance
20 - Day 28: RR: 0.62
| (95% Cl: 0.40-0.97)
P = 0.037
L 15 -
1.0 "“{f‘\;—“\“ """"""
05 - —1 —
| I | | | |
0 20 40 60 80 100

Days Since Randomization

Docherty K et al. Circulation 2024




The absolute treatment effect of finerenone on the primary endpoint appeared to be
greater in those with a recent HF event

Primary composite outcome: total HF events and CV death gfgv::ghoutcome: time to first occurrence of HF event

Pinteraction =0.07 Pimeraction =0.46

<=7 days RR=0.74; 95% CI1 0.57-0.95 <=7 days RR=0.86; 95% CI| 0.69-1.06
7 days — 3 months RR=0.79; 95% CI 0.64-0.97 7 days — 3 months A RR=0.76; 95% CI 0.63-0.91
>3 months or No RR=0.99; 95% C10.81-1.21 >3 months or No RR=0.92; 95% CI1 0.78-1.10
HF event history HF event history
05 06 07 08 09 1 11 12 13 05 06 07 08 09 1 11 12 13
Favors finerenone Favors placebo Favors finerenone Favors placebo
- RR (95% CI) " D HR (95% CI) "

Desai A, etal. JACC. 2024



Incidence of Investigator-Reported Potassium-Related Events in FINEARTS

16

[ Finerenone (n=2993) [ Placebo (n=2993)

—_
[\ )
|

In patients with HFmrEF and
HFpEF, finerenone resulted
in more frequent
hyperkalemia and less
frequent hypokalemia.

Participants with treatment-emergent
observation, %

Potassium Potassium Hyperkalemia Potassium Hypokalemia
>5.5 mmol/L >6 mmol/L leading to <3.5 mmol/L leading to
hospitalization hospitalization

Potassium-related change

Vardeny O et al. JAMA Cariol 2024




Lower clinical risk with Finerenone even among those who develop hyperkalaemia

Incidence of of CV Death or Worsening HF across

serum potassium spectrum / \
40+

Placebo Clinical benefit associated
with finerenone relative to
placebo was maintained
even in those whose

Finerenone

w
o
L

—
w
1

Event rate (per 100 person-years)
(]
o

10
3.0 3.5 4.0 4.5 5.0 5.5 6.0
Potassium level at month 3, mmol/L

Vardeny O et al. JAMA Cariol 2024




Early expected hemodynamically mediated decline in GFR with Finerenone

In FINEARTS-HF, a population at

3 months to EQS, mL/min/1.73 m? per year

Placebo -1.1(95% Cl: -1.3 to -0.9) low risk of adverse k|dney
Finerenone -0.9 (95% Cl: =11 to -0.7) . i
0 - Difference +0.2 (95% Cl: -0.1 to +0.4) outcomes, finerenone did not
£ significantly modify the kidney
0 T . .
§~E Baseline to EQS, mL/min/1.73 m? per year Comp03|te outcomes (SUSta ined
m 4 Placebo -1.0 (95% Cl: -1.2 to -0.8) > 0 i i
EE Finerenone  -1.7 (95% Cl: 1.9 to -1.5) =50% eGFR decline or kidney
i E Difference -0.7 (95% Cl: 0.9 to -0.4)
g -6
£E
§, Baseline to 3 months, mL/min/1.73 m?
a2 -8 1  Placebo -0.1(95% CI: -0.5 to +0.2)
o Finerenone -3.0 (95% Cl: -3.4 to -2.7)
10 - Difference -2.9 (95% Cl: -3.4 to -2.4)
o1 3 6 9 12 16 20 24 28 32 36
Months

@ Placebo @ Finerenone

Mc Casuland F et al. JAm Coll Cardiol 2025




Early eGFR dip does not influence long-term treatment benefits of Finerenone

Primary Outcome According to Initial Decline in
eGFR With Finerenone and Placebo

Effect of Finerenone Compared to Placebo
Across Initial Percent Change in eGFR

Total HF Events and CV Death

Total HF Events and CV Death

:'.,.: 80 - 2.0 H
8 15 - were consistent regardless of the degree of eGFR di
S 60 - - P for interaction = 0.50 . . .
= S between baseline and 1 month. An early decline in
5 8 10 ey eGFR can be anticipated with finerenone and should
S 40 - ° ' . o o - .
& g A | not automatically lead to the discontinuation of this
2 g 077 | e
5 5 & Continuous rate ratio for N
g finerenone vs placebo ‘\'-.
‘2 95% CI
g i 4 0.4 A
0 1 2 -30 -20 -10 O 10 20 30
Years Since 1 Month After Randomization Percent Change in eGFR From Baseline to
. 1Month (%)
-+ 215% eGFR Decline and Placebo

—— 215% eGFR Decline and Finerenone

-==- No Decline and Placebo

—— No Decline and Finerenone

/ The treatment benefits of Finerenone vs. placebo \

Matsumoto S et al. JAm Coll Cardiol 2025




Early expected hemodynamically mediated decline in GFR with Finerenone

Finerenone reduced UACR by 30% (95% CI: 25%-34%) over 6 months vs placebo, an effect that persisted

A . L B N
Change in UACR From Baseline Over 36 Months 5 New-Onset Microalbuminuria 25, New-Onset Macroalbuminuria
Ao -
o H10% A S 50 | HR:0.76; 95% Cl: 0.68-0.83 3°§ 50 | HR:0.62; 95% Cl: 0.53-0.73
o [ o
- = =
z 0% :g 40 - ﬂ 40 - 3 8 (y
@ £ 30 A £ 30 - 0
S 0% - . §24%
£ £ 20 £ 20
I 0 ® ko
g -20% - §30% E 10 E 10
2 3 0 3 0
c - .
.g’ _30% =] T T T T T T T T
£ 0 1 2 3 0 1 2 3
o=
= A5 Years Years
~40% -
T ) y L L 1 s ) ) ) T Number at risk Number at risk
61 3 6 9 12 16 20 24 28 32 36 — 1746 1,045 m 261 — 2614 2,222 1,681 645
Months — 1,765 1,200 834 317 — 2,609 2,330 1,783 688
@ Placebo @ Finerenone —— Placebo —— Finerenone —— Placebo ~—— Finerenone

Mc Casuland F et al. JAm Coll Cardiol 2025




Finerenone Improves Outcomes in Patients With HFmrEF and HFpEF lrrespective of
Age: A Prespecified Analysis of FINEARTS-HF

Primary composite endpoint

/The incidence of primary outcomes increased With\
age. Finerenone reduced the risk of the primary

finerenone

Rate difference (Per 100 Patient-Years)
o

batter outcome consistently across all age categories.
B Similarly, a consistent effect was observed for the
N ' components of the primary outcome.
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Finerenone According to Frailty in Heart Failure
A Prespecified Analysis of the FINEARTS-HF Randomized Clinical Trial

CV death and total HF events f

Frailty was measured using the Rockwood \
cumulative deficit approach.

O ---—msmmmmemsme e st In patients with HFmrEF or HFpEF, the beneficial
effects of finerenone on reducing the risk of total
worsening HF events and cardiovascular death
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Take home messages

* Finerenone is a promising ns-MRA with higher selectivity than traditional MRAs. Agents such as
finerenone are truly changing the way we think about mineralocorticoid receptor blockade.

* As the heart failure landscape continues to evolve, non-steroidal MRAs are increasingly recognized as a
new pillar of guideline-directed medical therapy, supported by strong evidence for both renal and

cardiovascular protection.

* Strong evidence from FINEARTS-HF: the trial demonstrated significant improvements in HF outcomes,
particularly in patients with preserved and mildly reduced EF.

* Good safety profile: lower hyperkalaemia risk and better tolerability than steroidal MRAs.

» Effective in elderly frail patients, maintains efficacy and safety in older, vulnerable HFpEF populations.
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