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Negative effects of
Aldosterone
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Endothelial dysfunction
Oxidative stress, inflammation and Fibrosis
Vascular remodelling and Stiffness

Renal inflammation and Fibrosis

Na+/H,0 retention and K+ escretion

Increase intravascular volume/blood pressure
Glomerulosclerosis and Proteinuria

Hypertrophy
Remodelling
Fibrosis & Inflammation

M1>M2 macrophages
Macrophage infiltration
Pro-inflammatory mediators

Na+ retention




Impact of MRAs on Survival in HFrEF
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1. Pitt B etal. N Engl J Med. 1999:341:709-717. 2. Pitt B et al. N Engl J Med. 2003;348:1309-1321. 3. Zannad F et al. N Engl J Med. 2011;364:11-21.




Case presentation

* Patient 63 yo male
* 2017 CABG, DM+, CKD+
* [VEF =35%

* Furosemid 40mq, Spironolactone 25mq, Empagliflozin 10mq,
Bisoprolol 2.5mq, Rosuvastatin 40mqg, ARNI 24/26mgq.

« 2024 January - admitted to hospital via bradycardia.
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Case presentation

|V Ca
einsuline + Glucosae
* MRA was stopped.



Jan, 2024 - discharge

eGFR —30ml/min

1 month later kreatin 1.6mg/dL, K - normal



Next step

1. | will not restart MRA
2. | will start the same MRA at half dose (12.5mg)

3. | will start MRA at full dose
4. Any other ideas?



Short history of MRA

FDA Approval

of spirono-
lactone
Eplerenone is Hyperkalaemia risk
less efficacious emerges affer
Cardiovascular than publication of the

Demonstration of
DOCA as a
sodiume-retaining
and kaliuretic

Progesterone is an
endogenous MRA

protection of
spironolactone in
animals goes
pbeyond diurefic

spironolactone in
lowering blood
pressure in
patients with

RALES fricil.77 Risk
may be due to
higher doses of
spironolactone and

EMPHASIS:
eplerenone
established as ¢
life-saving drug in
patients with heart
failure and
recluced ejection
fraction (NYHA

Systematic
review and
meta-analysis:
MRAS may
provide benefit
in patients with

hormones in humanss effects’® hypertension?” lower e GFR8 class 11)22 2D and CKD34
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TEXT = Milestones
TEXT = Cardiac effects

natriuretic agents
in rats!!

First clinical
application of a
synthetic MRA in
humans
demonstrating MR
blockade in a
patient with
Addison's disecse
and a patient with
congestive heart
failure12

TEXT = Risk of hyperkalaemia
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Heart and kidney failure are associated

12% to 45% of patients with
| HF have T2DM"?

35% to 45% of patients with §
HF have CKD' — o
20% to 44% of patients - - E‘l . !
with T2DM have CKD?%? CHKL Ll 7 ¥ I OvIhe Uz POPUIELOR s
- T | diabetes®

76% of patients with .
CVD and T2DM have CKD* ASCVD 32% of patients with CAD
have T2DM?

1. Packer M. Diabetes Care. 2018;41:11-13.
2. Wanner C. Am J Cardiol. 2017;120:S59-S67.
3. https://www.cdc.gov/nchs/data/databriefs/db319.pdf. Accessed November 7, 2019.

4. Wang T et al. Diabetes Metab Syndr. 2019;13:612-615.




Proportion of HF Hospitalizations
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Heart and kidney failure are associated
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Dialysis



Heart and kidney failure are associated

Reported history of CKD
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Proportion of HFrEF Hospitalizations (%)
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As eGFR falls, rejection of MRA use increases

ACEi/ARB
P<0.001

ACE inhibitor/ARB

B blocker
P<0.001

B blocker

MRA
P<0.001

= eGFR 290 mU/min/1.73 m2 (N=18,963)

» eGFR 60 to <90 mU/min/1.73 m2 (N=44,737)
= eGFR 45 to <60 mUmin/1.73 m2 (N=30,790)
# eGFR 30 to <45 mUmin/1.73 m2 (N=30,865)
# eGFR <30 mU/min/1.73 m2 (N=25,561)

= Dialysis (N=6523)

ARNI
P<0.001

7765

ARNI

“Triple Therapy”
(ACEi/ARB/ARNI +
B blocker + MRA)

P<0.001

38

33

5 3

Triple Therapy



Why is Aldosterone harmful?
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* Glomerular sclerosis and
hypertrophy

* Mesangial proliferation
and apoptosis

* Fibrosis, inflammation

MRA

* Tubulointerstitial fibrosis
MRA I + Myeloid cells L

Sodium retention
Alteration of
sodium—potassium
pump
Fibrosis,
inflammation

MRA

—_—

Glucosuria
Natriuresis
Osmotic diuresis
Uricosuria



Urine

Aldosteron effect on K and Na
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What do
we have?

Characteristics Spironolactone Eplerenone Finerenone
MR antagonist class Steroidal Non-steroidal
Structural prop.s Flat Flat Bulky
Potency
Selectivity — &
MR IC5° (nM) 24 990 17.8
GR IC5° (nM) 2,410 > 21,980 > 10,000
AR rec. IC0 (nM) 77 > 21,240 > 10,000
PR EC50 (nM) 740 >31,210 > 10,000
OR a & B IC5° (nM) 5,970 & 4,940 > 30,000 & > 30,000 > 10,000 & > 10,000
Metabolites Multiple, active No active No active

: | : 4 ] ‘
al i >200H) Y60H  [230H
Tissue distribution |
in rodents 1 ~3
CNS penetration + + -
Effect on BP +44 ++ +

Excretion (unchanged) <1% <3% <1%
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Characteristics Spironolactone Eplerenone Finerenone
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MR antagonist class Steroidal Non-steroidal
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What do
we have?

Characteristics Spironolactone Eplerenone Finerenone
MR antagonist class Steroidal Non-steroidal
Structural prop.s Bulky
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What do
we have?

Characteristics Spironolactone Eplerenone Finerenone
MR antagonist class Steroidal Non-steroidal
Structural prop.s Flat Flat Bulky

Potency

2

Selectivity - ﬁ e J

MR IC5° (nM) 24 990 17.8

GR IC5° (nM) 2,410 > 21,980 > 10,000

AR rec. IC0 (nM) 77 > 21,240 > 10,000

PR EC50 (nM) 740 >31,210 > 10,000

OR a & B IC (nM) 5,970 & 4,940 > 30,000 & > 30,000 > 10,000 & > 10,000
Metabolites Multiple, active No active No active
Half-life |>.§' \ Y-5.0 H\ \ 2-30H
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Characteristics Spironolactone Eplerenone Finerenone
MR antagonist class Steroidal Non-steroidal
Structural prop.s Flat Flat Bulky
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PR EC50 (nM) 740 >31,210 > 10,000
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Spironolakton

Agonist: Aldosterone Testosterone

Spironolactone

e N

Target:

Mineralocorticoid Androgen
Receptor Receptor

Condition: Heart Failure Ascites due Hirsutism

Acne

Hypertension to cirrhosis Hair loss

Tamargo J et al. Sernin Nephrol. 20174,34(3):285-306.
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Finerenone was compared with spironolactone in the phase Il ARTS
study.

0.6 1
0 Visit4
5 05- W Visit 6/7
ec 044 ,-,:
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g g *1 -
- § 0.3 1
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Placebo 2.5mgqd. 5mgqd. 10 mg q.d. 5mgb.id. Spironolactone
BAY 94-8862
Visit4, n 61 58 61 62 57 57
Visit 6, n 55 58 60 61 55 53
Visit7, n 57 56 60 59 53 51

Pitt B, et al. Eur Heart J 2013;34:2453-2463 31



Finerenone was compared with spironolactone in the phase Il ARTS
study.

21 0 Visit4
t W Visit7

Mean change from baseline in eGFR (mL/min/1.73 m?)

Placebo 25mgqd. 5mgqd. 10mgqd 5mgb.id Spironolactone

BAY 94-8862
Visit4, n 61 58 61 53 57 59
Mean 0.32 -0.38 -1.11 -2.74 -3.60 -5.73
SD 12.49 7.12 545 6.56 11.39 7.49
Visit7, n 57 56 60 59 54 51
Mean 0.87 -1.06 -1.40 -2.69 -0.85 -6.70
SD 10.01 6.90 6.56 6.21 9.09 8.67

Pitt B, et al. Eur Heart J 2013;34:2453-2463 32



Finerenone was compared with spironolactone in the phase Il ARTS
study.

50 1

-50 - o I_
-100 -

-150 -
=200 -

. [_Jl

Placebo 2.5mg q.d. 5 mg q.d. 10 mg q.d. 5 mg b.i.d. Spironolactone

‘“"J

Median change from
baseline in NT-proBNP
concentration (pg/mL)

Pitt B, et al. Eur Heart J 2013;34:2453-2463 33
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A randomized controlled study of finerenone

vs. eplerenone in patients with worsening chronic
heart failure and diabetes mellitus and/or chronic
kidney disease
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ARTS-HF Trial

45+
40+

354

25
20+
154

101

Proportion of patients with a decrease in
NT-proBNP of >30% from baseline to day 90 (%)

Eplerenone Finerenone Finerenone Finerenone Finerenone Finerenone
25-+5mg 5410 mg 75515 mg 10-+20 mg 1520 mg

Treatment group

N 77 20 o1 o9 B2 o4

Figure 2 Proportion of patients with a decrease of >30% in plasma N-terminal pro-B-type natriuretic peptide concentration from baseline at
Day 90 (full-analysis set). Patients who died prior to Day 90 or who experienced permanent (=5 consecutive days) withdrawal of study drug after
a cardiovascular hospitalization or emergency presentation for worsening chronic heart failure were counted as nonresponders for the primary
efficacy analysis.
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ARTS-HF Trial

Study period

Follow up

A

g
A

v

aseasip Asupbj

0.40 4 — 1: Eplerenone (n = 207)
— 2: Finerenone 2.5—5 mg OD (n = 162)
e P 3: Finerenone 5-+10 mg OD (n = 157)
. e 4: Finerenone 7.5—15 mg OD (n = 158)
————— 5! Finerenone 10—20 mg QD (n = 160)
0.30 | = 6: Finerenone 15-+20 mg OD (n = 158)
@
® .05 - (HR: 0.56; 95% ClI: 0.35, 0.90).
 0.20 -
=
3
E 0.15
O
0.10 ;
0.05 | §
0.00 T T T T ; T T T ¢ T T 1
0 10 20 30 40 50 60 70 80 a0 100 110 120
Time (days)
Number of patients at risk
1 207 192 176 161 152 139 134 130 126 121 2 (v} 0
2 162 149 133 122 115 109 103 101 a7 90 0 (4] 0
3 157 147 137 130 122 117 113 111 109 105 1 (¢] 0
4 158 151 145 138 127 123 17 112 107 96 0 0 0
5 160 154 143 139 134 132 126 123 120 107 2 0 0
6 158 148 137 129 124 121 118 111 108 95 2 1 0

Figure 3 Mortality/morbidity outcomes in patients with worsening chronic heart failure with reduced ejection fraction receiving eplerenone or
different doses of finerenone. Cumulative event rates of the composite endpoint of death from any cause, cardiovascular hospitalization, or emer-
gency presentation for worsening chronic heart failure in the full-analysis set.
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Next step

1. | will not restart MRA
2. | will start the same MRA at half dose (12.5mg)

3. | will start MRA at full dose
4. Any other ideas?



Case presentation

* Patient 63 yo male
* 2017 Bypass, SD+, XBC+
* [VEF =35%

* Furosemid 40mgq, Spironolactone 25mq, Empagliflozin
10maq, Bisoprolol 2.5mq, Rosuvastatin 40mqg, ARNI 24/26maq.

« 2024 January - admitted to hospital via bradycardia.

STOP SPIRONOLACTONE and START FINERENONE



Case presentation |F

* Patient 63 yo male
* 2017 Bypass, SD+, XBC+
* lVEF =50% (HFpEF)

* Furosemid 40mgq, Spironolactone 25mq, Empagliflozin
10mgq, Bisoprolol 2.5mq, Rosuvastatin 40mgq.

« 2024 January - admitted to hospital via bradycardia.



Impact of MRAs on Survival in HFpEF (TOPCAT)

0.60

US, Canada, Argentina, Brazil,

e Placebo hazard ratio = 0.82 (0.69, 0.98)

tesess Spironolactone
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g.<>

g Interaction P= .12

a o Russia, Republic of Georgia,
g 1 hazard ratio = 1.10 (0.79,
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Pfeffer MA, et al. Circulation. 2015;131:34-42.

These materials are provided to you salely as an educational resource for your personal use. Any commercial use or distribution of these materials or any portion thereof is strictly prohibited.
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Finerenone in Heart Failure with Mildly Reduced
or Preserved Ejection Fraction

FINEARTS-HF Trial

A Total Worsening Heart Failure Events and Death from Cardiovascular

B Total Worsening Heart Failure Events
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ACE inhibitor/ARB ™

ARNI2™
Beta-blocker

MRA™

SGLT2 inhibitor

Ivabradine™
Vericiguat
Diuretics for congestion

*4 In HFmrEF and HFpEF, finerenone is class lia
recommendation, and spironolactone and

) JCS/JHFS 2025 Guideline on Diagnosis and
eplerenone are class Ilb recommendation Treatment of Heart Failure

JCS GUIDELINES




Case presentation |F

* Patient 63 yo male
* 2017 Bypass, SD+, XBC+
* [VEF =60% (No HF)

* Spironolactone 25mq, Empagliflozin 10mq, Bisoprolol
2.5mq, Rosuvastatin 40maq.

« 2024 January - admitted to hospital via bradycardia.



Stage A At risk of HF

Stages of HF

[ Lifestyle management (exercise/body weight/food/smoking cessation/alcohol reduction)

—

| |

[ Treatment for HF risk factors and structural/functional heart disease ]

¥

, !

BP management Hypertension
Diabetes + CVD/CVD risk
SGLT2 inhibitor
Diabetes +CKD
MRA* Diabetes +CKD

HF screening with BNP/NT-proBNP
Team-based approach for GDMT optimization

o

ACE inhibitor

ARB

Beta-blocker

Statin

LVEF =40%

Previous Ml or LVEF =40%
ACE inhibitors intolerance

LVEF =40%

Previous Ml or ACS

Class| | Classlla \

* Only indicated for finerenone

Advanced
HF

[Advance Publication |

@ Cvcumbon dour JCS GUIDELINES
a0 10,1253tk CF 250000
JCS/JHFS 2025 Guideline on Diagnosis and
Treatment of Heart Failure
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osas kriteriyalar
' SD2T
« XBX

Maksimal mono

4 RAASI

« Serum [K+] <4.8
mmol/l

® Simptomatik AFaUGC

DM and CKD

FIDELITY genis, 6ncaden tayin olunmus, FIDELIO-DBX va
FIGARO-DBX tadqgigatlarini ozunda birlegdiran tahlildir

13,171 randomiza olunmus XBX/SD2T xastasi

UACR (mg/g)
>300-
<5000

30-299

0-29

eGFR
(ml/min/1.73 m?)
o & [\
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N (&) o
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i
o
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Low risk / no CKD Moderately increased risk
High risk 8 Very high risk
D Patient population in FIDELITY

Broad disease spectrum
Robust data in both early disease and late disease

CV Composite
Time to CV death, non-fatal MIl, non-fatal stroke, or
hospitalization for HF

57% eGFR kidney composite
Time to kidney failure, sustained 257% decrease in
eGFR from baseline, or renal death

~N
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Standart maaliceys slave olaraq

13% RRR

vs placebo

HR=0.87
(95% Cl: 0.76-0.98)
P=0.026

DM and CKD

FINERON: KV hadisalar riskini azaltmasini siibut etdi

2.1% ARR™
(95% Cl: 0.4-3.8)

NNT: 47
(95% Cl: 26-266)

lIkin mirakkab son
nogtenin garsisni alinmasi

42 ay

FIGARO-DKD tadgigatinda erkan (1-2) marhalali XBX
xastalerini yer aldi (eGFR 260 ml/daqg/1.73 m? + albuminuriya)

llkin mirakkab son ndqgte: KV 6liim, geyri-fatal M, geyri-fatal
insult ve ya UC hospitalizasiya

Mualicenin effekti esasan UC-dan hospitalizasiya, hemginin KV
olumea tasir ile olguldu

Fineron geyri-fatal insult riskinin azalmasi u¢un nazarda
tutulmamisdir

UC-dan Hospitalizasiya
29% RRR
HR=0.71 (95% Cl: 0.56-0.90)

KV Oliim

10% RRR
HR=0.90 (95% Cl: 0.74-1.09)




DM and CKD

FINERON: XBX-nin proqgressivloesmasinin azalmasini siibut etdi

Standart miialiceys slave olarag 3.4% ARR* FIDELIO-DKD tedgigatinda son (3-4) marhalali XBX xastalarini
(95% C1:0.6-6.2) yer aldi (eGFR <60 ml/dag/1.73 m2 + albuminuriya)
18% RRR NNT: 294 llkin mirakkab son noqte: boyrak catismazligi, eGFR-in 240%
vs placebo (95% Cl: 16-166) davamli azalmasi ve ya boyrak olumu

HR=0.82 ) mupsikeb:san Tedgigat zamani ¢ox az sayda boyrak olumu rastlandi

(95% Cl: 0.73-0.93) nogtanin garsisni alinmasi
P=0.001

36 ay

FIGARO-DKD —dan RENAL NOTICAL8R

Ikincili murekkab son néqte olan bdyrek catismazligi, eGFR-in 240% davamli azalmasi ve ya boyrok dlimii
Fineron gabul edan 350 xastada ve 395 plasebo alan xastade ahamiyyatli deracada farq olmamisdir



DM and CKD

FINERON plasebo ila miigayisade XBX-nin genis diapazonunda UACR-ni
asagi saldi

Standart mualiceya alave olaraq

FIGARO-DKD FIDELIO-DKD
4 ay 4 ay

32% | 31%

vs plasebo vs plasebo
(95% Cl: 30-35%) (95% Cl: 29-34%)

*Remained stable for the duration of the trials.’



Finerenone and new-onset diabetes in heart failure:
a prespecified analysis of the FINEARTS-HF trial

Cumulative incidence (%)

Number at risk
Finerenone
Placebo

Cumulative incidence (%)

Number at risk
Finerenone
Placebo

Figure 2: Effect of finerenone compared with placebo on new-onset diabetes in participants without diabetes at baseline
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100 — Placebo }
% — Finerenone 4
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Gray's test p=0-045 Gray's test p=0-024
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54 -
0 1 h) 1 1 T 1
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C D
100
20 -
151 -1
10 Gray's test p=0-050 |
Gray's test p=0-17
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0 T T 1 - T T 1
0 1 2 3 0 1 2 3
Time since randomisation (years) Time since randomisation (years)
1606 1477 1152 448 1606 1514 1183 458
1616 1461 1137 435 1616 1514

1177 453

HbA, measurements or initiation of glucose-lowering drugs excluding (A) and including (B) SGLT2 inhibitors, HbA,, measurements only (C), and initiation of
glucose-lowering drugs excluding SGLT2 inhibitors (D). Shaded area represents §5% Cl.



Cardiovascular disease Type 2 diabetes mellitus

33

Patient
presentation

Qo

Evaluation

CVD and
type 2 diabetes mellitus >

! !

@ ‘ Type 2 diabetes mellitus Type 2 diabetes mellitus
and ASCVD

Type 2 diabetes mellitus
-~ and CKD

!

Diagnosis

=D

Treactment

)
All therapies are recommended independent of glucose control and
in addition to standard of care 4




Finerenon dosing

e INITIATE e CHECK LABS

e ADJUST: Target daily dose of Finerenonis 20 mg daily

Measure serum potassium Current serum Current dose Current dose
T , , < potassium 10 mg 20 mg
Do not initiate Finerenon if serum potassium >5.0 mEg/L After initiation, (mEq/L) once daily once daily
if >4.8 to 5.0 mEq/L, initiation may be considered with restart, or
additional potassium monitoring within the first 4 weeks dose adjustment Increase the dose Malekid 20 i
based on clinical judgment and serum potassium levels <4.8 to 20 mg viaintain £Umg
once daily® once daily
v <« >
Measure eGFR to determine :
recommended starting dose >4.8t05.5 Maintain 10 mg Maintain 20 mg
once daily once daily
10 mg eGFR 225 to <60 mL/min/1.73 m*
|: 4 weeks, Withhold Finerenon Withhold Finerenon
i . check serum Consider restarting at Lt Il
20 mg eGFR 260 mL/min/1.73 m potassium 10 ¢iici o daily Restart at 10 mg
>5.5 ‘ ' once daily when

when serum
potassium
<5.0 mEq/

serum potassium

Not recommended | eGFR <25 mL/min/1.73 m® <5.0 mEq/L

*if eGFR has decreased by more than 30% compared to
previous measurement, maintain 10 mg dose.



Finerenon and NYHA classes

Finerenone and NYHA Functional Class in Heart Failure: The FINEARTS-HF Trial

Finerenone Reduced Cardiovascular Death and Total HF Events
Irrespective of NYHA Functional Class, With Greater Absolute

Treatment Benefits of Finerenone on Patient-Reported
HF-Related Health Status Were Consistent Irrespective

Benefits in Participants with Worse NYHA Functional Class of NYHA Functional Class
Absolute
Rate or HR Rate Reduction Mean Difference
(95% C1) (per 100 py) (95% CI)
CVDeathand 0.86(0.73-1.02) ——A 2.0 0.54 KCCO-Total 16 (0.6-2.7) I | 0.93
Total HF Events 0.79 (0.65-0.96) P — 4.5 Q-To
Symptom Score 17 (-03103.7)
0.85 (0.70-1.03) —e—H 17 0.45 L R
Total HF Events 76 (0.61-0.95) F B- i 43
CV Death 0.92 (0.73-1.16) t S i 0.3 0.89 KCCQ-Clinical 1.2(0.2-2.2) —e— 0.81
0.93 (0.70-1.21) > ] 0.2 s
ymptom Score , 1 (L0.9t02.8) | 2 i
All-Cause 0.90 (0.77-1.06) b — 0.6 0.49 i : = b
Death 0.97(0.80-1.18) —el— 0.1
CV Deathor 0.81(0.69-0.94) _ 1.5 0.74 1.0 (0.0-2.0) — — 0.93
First HF Event  0.83 (0.69-1.01) ——a——} 17 Syﬁé%n?‘;::
I 0.79 (0.68-0.92) fi ] 16 0.65 11(-0.8t02.9) } \ 4 {
0.83 (0.68-1.01) — — 1.7 T T T
-1 0 1 2 3
All-Cause Deathand 0.87(0.75-1.00) — — 2.3 0.72 - !
Total HF Events  0.83 (0.69-0.99) l_._1 4.4 Favors Placebo  Favors Finerenone
1 1 1 1
05 0.75 1 1.25 @ NYHAClass Il @ NYHA Class lll/IV
g =
Favors Finerenone Favors Placebo
. NYHA Class I . NYHA Class Hl/IV



Finerenon outcomes by age

A 40-66 years B 67-73 years
2 60- 2 60 ——— placebo
§ —— placebo p
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0 3 6 9 12 15 18 21 24 27 30 33 0 3 6 9 12 15 18 21 24 27 30 33
Months since Randomization Months since Randomization
Number at risk Number at risk
placebo 793 782 772 766 760 757 723 680 631 569 516 429 placebo 786 776 764 755 740 719 673 629 590 532 451 374
finereone 788 783 774 765 753 741 898 650 601 539 482 394 finereone 801 789 773 760 750 741 704 666 609 558 501 403
C 74-79 years D =80 years
2 60 Z g0
§ —— placebo § 1| — placebo Lt
& s0{ | — finerenone & g4 | — finerenone =3
8 8
3 39
a 2
€ € 304
H S
] o
; 2 204
g £
o Qo
c c
o 3 6 9 12 15 18 21 24 27 30 33 0 3 6 9 12 15 18 21 24 27 30 33
Months since Randomization Months since Randomization
Number at risk Number at risk
placebo 705 692 684 673 667 655 609 571 523 464 413 350 placebo 714 696 681 661 638 625 566 507 459 399 342 273
finereone 716 704 689 675 662 653 614 563 531 479 414 339 finereone 698 683 673 659 645 625 560 514 461 401 352 294
P value for interaction between age and treatment effect : 0.27

Circulation: Heart Failure

ORIGINAL ARTICLE ©)

Finerenone Improves Outcomes in Patients

With Heart Failure With Mildly Reduced or
Preserved Ejection Fraction Irrespective of Age: A
Prespecified Analysis of FINEARTS-HF

Figure 2. Effect of finerenone on the primary composite outcome according to age category (quartiles) in FINEARTS-HF
(Finerenone Trial to Investigate Efficacy and Safety Superior to Placebo in Patients With Heart Failure).

The figures show the Nelson-Aalen estimate of the cumulative hazard for the primary composite end point according to age categorized by quartile:
40 to 66 years (A), 67 to 73 years (B), 74 to 79 years (C), and =80 years (D). The blue solid lines indicate the placebo group, and the red solid lines

indicate the finerenone group.



Finerenone in Patients With a Recent
Worsening Heart Failure Event
The FINEARTS-HF Trial

Akshay S. Desai, MD, MPH," Muthiah Vaduganathan, MD, MPH," Brian L. Claggett, PuD," Ian J. Kulac, MS,"
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7 days-3 months * E g """"
e Is = 20.5 T, 13
b — 17.5 5 :‘:‘e,
TS 10 - ARR7.8 —r— {
§ (95% Cl: 1.4-14.1) 16 AASR 3-;5 - 1.2
° | per 100 pt-y % Cl: 0.3-8. B
>3 months or no WHF “ z > per100 prY ARR 0.1 Piuid TorARR=.0.00
; = (95% Cl: -2.2t0 2.4)
0 - per 100 pt-y
| I 1 1 l I 1 1
05 06 07 08 009 1 11 12 13 <7 Days 7 Days-3 Months >3 Months or no WHF
2 2 (n=1,219) (n=2,028) (n=2,754)

Favors Finerenone  Favors Placebo Time From Worsening Heart Failure to Randomization

https://doi.org/10.1016/j.jacc.2024.09.004
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Finerenone in Patients With a Recent
Worsening Heart Failure Event

The FINEARTS-HF Trial

Akshay S. Desai, MD, MPH," Muthiah Vaduganathan, MD, MPH," Brian L. Claggett, PuD,” lan J. Kulac, MS,"
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HR (95% CI)

Desai AS, et al. JACC. 2025;85(2):106-116.
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Blinded Withdrawal of Finerenone after
Long-Term Treatment in FINEARTS-HF

Muthiah Vaduganathan, MD MPH
Brigham and Women'’s Hospital
Harvard Medical School

Boston, Massachusetts, USA

On Behalf of Co-Investigators: Brian L. Claggett; Jacob A. Udell; Akshay S. Desai; Pardeep S. Jhund
Alasdair D Henderson; James Lay-Flurrie; Flaviana Amarante; Andrea Glasauer, Carolyn SP Lam; Michele
Senni; Sanjiv J Shah; Adriaan A. Voors; Falez Zannad; Bertram Pitt; John JV McMurgay; Scott D. Solomon

X @mvaduganathan

Disclosures: American Regent, Amgen, AstraZeneca, Bayer AG, ter Healthcare, BMS, Boehringer
Ingelheim, Chiesi, Cytokinetics, Fresenius Medical Care, Galmed, Morsia Pharmaceuticals, impulse
Dynamics, Lexicon Pharmaceuticals, Merck, Milestone Pharmacetticals, Novartis, Novo Nordisk,
Occlutech, Pharmacosmos, Relypsa, Roche Diagnostics, Sanofi, and Tricog Health
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Muthiah Vaduganathan
USA
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EMPEROR: Withdrawal of SGLT2i

FINEARTS-HF: Withdrawal of nsMRA

Incidence per 100 patient-years (95% Cl)

——

Time period by treatment
interaction: p=0.068 1
Empaglifiozin

HR: 175 1

(95% Ci: 1.20, 2 54)' A

------ B

(95% CI: 0.76, 1.66) =

From 90 days prior o the start of the During 30-day
close-out penod up lo the planned withdrawal penod
end of double-blind treatment

Packer M et al. Circulation 2023
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Finerenoneo
HR 2.80 =
(95% Ci: 1.44-5.45) '.' I
L
{o" Placebo
s HR1.20 o

(95% CI: 0.60-2.41)

Time period by treatment |
interaction p=0.006
T T
Pre-Withdrawal Period Withdrawal Period

From prior to the start of the During ~30-day post-
close-out period to end of the  treatment withdrawal

double-blind treatment
mean 101 doys

Vaduganathan M et al. JACC 2025




Cost-effectiveness of finerenone in chronic ==
kidney disease associated with type 2 diabetes
in The Netherlands

Sara W. Quist'*’, Alexander V. van Schoonhoven', Stephan J. L, Bakker®, Michat Pochopien?,
Maarten J. Postma'”, Jeanni M. T. van Loon® and Jeroen H. J. Paulissen'

Incremental costs
-€ 30,000 -€ 20,000 -€ 10,000 €0 € 10,000

! J

vean age vears 0788341 20,401 [ <106
HR: Progression to dialysis, FIN + SoC vs SoC (0.67-1.12) -€ 11,745 _ €284
Baseline patients distribution (0-100%) 14313 [ 2,379

R: f eGFR < in, FIN+
HR: Onset of eG gszr(e:ssc; -11;1;nl.lm n SoC vs €9,706 - €1,927
) ; » Lower case

W Higher case

Cost of haemodialysis (post-acute), per cycle (22,617- €8,056 €4,216
61,183)

Fig. 3 Tornado diagram presenting parameters with most influence on incremental QALYs an costs Key: The lower case presents the outcome

for the 2.5% Cl of the distribution. The higher case presents the outcome of the 97.5% Cl of the distribution. CKD chronic kidney diseas, CV

cardiovascular event; FIN finerenone; HR hazard ratio, SoC standard of care
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