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Safety and efficacy of steroidal
MRAS In early- and late-stage CKD



MR overactivation in cardiorenal disease

Physiclogical state MR overactivation
Inflammation
and fibrosis Low -

Treatment of MR overactivation

Potent, selective MR binding;
less proinflammatory and profibrotic gene expression

Finerenone use

Potent, nonselective MR binding; less

Spironolactone use . : :
P proinflammatory and profibrotic gene expression

Physiological state MR overactivation
Electrolyte balance @ > ®
(Na*/K® ratio)
romeostasis Dysregulation

Electrolyte effects of MR antagonism

Finerenone use Spironolactone use
tK ttke -
Moderately increased Increased

K* retention K* retention

Agarwal R, et al. Nephrol Dial Transplant 2022; 37:1014-1023.



Key studies in the history of MRAS
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Agarwal R, et al. Eur Heart J 2021;42:152-161



Outcomes Anticipated absolute effects” [95% Cl) Relative effect No. of partici- Certainty of the evi-
(95% Cl) pants dence
Risk with placebo or standard  Risk with aldosterone antagonist {studies) (GRADE)
care
Kidney failure 0 per 1,000 0 per 1,000 RR 3.00 842 HDEE
(0 to Q) [0.23 to 27.65) VERY LOW 1.2
Hyperkalaemia 25 per 1,000 55 per 1,000 RR2.17 3001 (17) s
(37 to 81) (147t 3.22) MODERATE 3
Death 14 per 1,000 8 per 1,000 RRO.58 421 (3) BT
(1 to 50) (0.10to 2.50) LOW 2.4
Cardiovascular 32 per 1,000 31 per 1,000 RR0O.95 1067 (3) ]
avents i8to 115) (0.26 to 3.56) LOW 2,5
Doubling serum &3 per 1,000 107 per 1,000 RR 130 a751(2) D
creatinine (5T to 202) [0.69 1D 2.44) Low L5
AKI 30 per 1,000 61 per 1,000 RR2.04 1446 (5) EBEE
(31 to 119) [1.051to 3.97) MODERATE &
Proteinuria The SMD was 0.51 lower with aldosterone antagonists (0.82 lower to 0.20 - 1193 (14) BSOS
lower) than placebo or standard care VERY LOW 7.8,9,10
eGFR (mL/min/1.72  The mean eGFR was 3.00 mL/min,1.72 m? lower with aldosterone antago- - 1144 (12) 2
m?) nists (5.51 lower to 0.49 lower) than placebo or standard care LOwW 4 11

0:CD00/7004




AMBER trial

Spironolactone + blinded patiromer
CKD pts with resistant hypertension
= Systolic AOBP 135-160 mm iy - : A
R 1‘:’_ 160 mm _Hg Additional antihypertensive medication as needed
= GFR 25-45 mL/min/1.73 m=
= Serum K* 4.3-5.1 mEqg/L
Spironolactone + blinded placebo
r— Day 1: start spironolactone 25 mg once daily, 8.4 g/day patiromer or placebo
T T T T T 1T 1T T T T

Wko Whka Wkio  wki2

Screening,/run-in, Double-blind treatment period,

up to 4 weeks* 12 weeks

Agarwal R, et al. Lancet 2019; 94:1540-1550



AMBER trial

Spironolactone and Spironolactone and Difference between p value for
placebo (n=148) patiromer (n=147) groups (95% C1) between-group

difference
Primary endpoint
Patients who remained on spironolactone atweek 12 08 (66%) 126 (B6%) 10.5% (10.0 to 29.0) <0.0001
Secondary endpoint
Systolic automated office blood pressure {mm Hag) - - -10* (4410 2.4) 0.8
Baseling 1449 (0-6) 143-3(0-5)
Week 12 133-0(1-4) 1319(1.2)
Change from baseline in systolic automated office -108(-13-2w0-83)Ff  -117(-141t0-9.3)
blood pressure (mm Hg), least squares mean
(95% Q)
p value for change from baseline <(0-0001 <0-0001
Spironolactone dose
Cumulative dose of spironolactone (mg) 2580.7 (95-8) 20423 (80-1) 3847 (14040 629-0) 00021

Data are n (%) or mean (5E), unless otherwise indicated. *Least squares mean. fn=141. in=144

Agarwal R, et al. Lancet 2019; 94:1540-1550



Splromolactonea

Percantage of partic pants

50 ) [
r Contraol
i
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Time {in months) from randomization to the first primary endpolnt avent
Splronolactone

At risk 651 538 554 519 401 455 783 36 5 19 12 11 7 5 3 1
Censoned 16 78 o 1 122 133 794 536 544 550 554 555 558 560 5632 564

Events ] a7 a7 47 4 a3 100 103 108 108 11 11 132 1132 12 12
Control

At risk Ga7 637 503 563 5.35 506 784 7R 14 g 6 3 7 1 a o
Censored E 33 56 B1 aE o2 30 560 560 78 57 581 5837 SE2 EEd 534

Events o 20 36 51 72 B7 102 107 109 109 1o 111 I M 1 il

Hobbs FDR, et al. Nat Med 2024;30(12):3634-3645.



Allevents (%) Spironolactone group (n=320) Macebo group (n=324) Hazard ratio

(g5% Q)"

Events (%) Patientyears  Events per 100 patient  Events (%) Patient-vears  [Events per 100 patient
years (95% () vears (95% ()

Primary compuosite 157 (24%) 78 (24%) g3}
andpoint (expanded

adjudicatad major

cardiovasoular evant)f

10-66 (B54-13-31)

1070 {359-13-35)

100 (0-73-1-36)

Individual components of the primary endpoint
Fatal cardiovascular event 107 (17%) 59 (18%)

Mon-fatal major 88 (14%) 36 (11%)
cardiovasoular event

MNon-fatal stroke 21 (3%) B(3m)
Hospitalisation for heart
failure

Mon-fatal myocardial
infarction

ACUTE Coronary ?;.'I'Iﬂl'i e

Raourrent avents of non 118
fatal major cardiovasoular
avents

Rossignol P, et al. Lancet. 2025;406(10504):705-718.

762 (591-984)

492 (355-6-82)

1-04 (0-52-2-00)
101 (0-44-193)

104 (0-52-2-08)

240 (1-51-3-80)
7-28 (558-9-51)

6-05 (4:56-8-03)

705 (5-37-09-25)

1-67 (0-97-2-88)
2:20(1-37-354)

1-28 (0-69-2-37)

192 {116-3-18)
862 (675-1102)

1-26 (0-86-1-85)
69 (0-45-105)

162 (0-26-1-51)

41 (0-17-1-00)

1-80(0-31-2-03)

1-24 (0+63-247)

0-88(054-142)




Spironolactone (n=1260) Placebo (=1278) Hazard ratio
(953 CI)

Patien Events per Patients Events per

or nrmberof 100 patient oF nurmibser LD patient

evemts Wears EveEnts Years

Primany outcome

e

failure

Secondary cutoome

D=ath
Cardiowascular 01 (16-0%)
Cardiac
Wasowlar

Mon-card

111 events

1o

C-1-11%

Walsh M, et al. Lancet. 2025;406(10504):695-704.



Safety and efficacy of steroidal mineralocorticoid receptor
antagonists in patients with kidney failure requiring dialysis:
a systematic review and meta-analysis of randomised
controlled trials

Treatment Controd Odds ratio Welght
(95% CI) (%)

studleswiith a high risk of blas
Tzherl et 2l {2009)7 8 r 004 (0-00-22-75)
Taher et al {20127 0 L z 7 004 (0-400-22-80)
to et al (2014Y 1 7 : Fi = 0-25(0-03-2-36)
Matsumoto et 2l (2014)% : .y . 038 (0-13-1-12)

Linet al (206} L 1 L 3 031 {0-10-0-B0)
Guelros et al (2019)8 . Y B 2547 (D-04-15067-41)
Heterogeneity: 1=0-00, 1%-0-00%, H-100 = 0-33 {0-17-0-67)
Studleswiith alow risk of blas
‘Wakh et al [2015) 1 ] ; i 0-40 {0-04-5-56)

Charytainet 2l {009y 3 ] 1 L 20 [D-20-19-75)

Harmmeer et al (20197 a 5 E] 0-03 [D-D0-15-613)

‘Walsh et al (2025)" 201 1051 1 105 090 (0-73-1-11) 34-11%
Rossigniol et &l {2025)1 Ly 261 4 27 1-30{0-B6-1-07) TH-72%
Heterogensity: =0-00, F=3-B0% H'=1-03 0-08& (-30-1-2(0)

Cwerall 073 [0-46-1-16)

Test of group differences: Q[ 1)=8-44, p=0-00

Fanours treatment  Fawouwrs control

Pyne L, et al. Lancet. 2025;406(10505):811-820.




Safety and efficacy of steroidal mineralocorticoid receptor
antagonists in patients with kidney failure requiring dialysis:
a systematic review and meta-analysis of randomised
controlled trials

Treatment Controd {(dds ratlo
(95% C1)

Walsh et al (2015)™ 5o : b 406 (1-04-T378)
Charytan et al {2019 : .- a2 - L] 120 {0-40-1-98)
Hammer gt al (2019 2 7 _ 117 (0-45-3-03)
Walsh et al (2025)' 177 Y 171 151 {1-07-2-14)

verall < C wnm >

Heterogeneity: T'=0-00, 1=0-00%, H'-] i i
200 400
— —>
Favours treatment  Favours contro

Pyne L, et al. Lancet. 2025;406(10505):811-820.




Non-steroidal MRAS



Chemical structure

Steroidal MRAs
(aldosterone antagonists)
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Kintscher U, et al. Br J Pharmacol. 2022:179:3220-3234.



FiInerenone: mechanism of action

Podocyte

Macrophage

Coactivator Mesangial cell “
—_—

Nephron

MR overactivation leads to
pathophysiological sodium retention,
remodelling/hypertrophy,

: . . Macrophage
inflammation and fibrosis —_——

Fibroblast

Epithelial cell

Albumin

Helix 12

Kintscher U, et al. Br J Pharmacol. 2022:179:3220-3234.



Key differences between steroidal MRAS

and finerenone

‘\,tv
»

Spironolactone plerenone Finerenone

Structural properties Flat (steroidal) Flat (steroidal) Bulky (non-steroidal)
Potency to MR +++ + +++
Selectivity to MR - ++ +++

CNS penetration + + 2

Sexual side effects ++ (+) -

Half-life >20 h™* 4-6 h'" 2-3 h'

Active metabolites ti - :

Effect on BP +++ ++ +

Kintscher U, et al. Br J Pharmacol. 2022:179:3220-3234.



Preclinical studies with finerenone

Mode of MR antagonism

Tissue distribution (in rodents)

Pharmacokinetics

Effect on cofactor recruitmentin
absence of aldosterone

in vitro® 158

Effect on cofactor recruitmentin
the presence of aldosterone
In vitro

Effect on mutated (S810L) MR

in vitro®™"'

Steroidal MRAs

Spironolactone Eplerenone

Potent and unselective Less potent and more
(first generation) selective than
spironolactone
(second generation)
Passive
Spironoloctone Eplerenone
Kidney > heart™ Kidney > heart™*
Spironoloctone: prodrug with multiple active
metabolites with long half-lives®
Eplerenone: no active metabolites; half-life 46 h®*
Spironolactone and eplerenone: partial agonistic

cofactor recruitment

Spironolactone and eplerenone: inhibition of

. &8
cofactor recruitment

Spironoloctone and eplerenone: agonists

Monsteroidal finerenone

Fine renone
. 55
Potent and selective

Bulky and passive®

Finerenone: balanced kiu:lnr:f}f—he;irt”i

Finerenone: no active metabolites and short half-

life b6

Finerenone: inverse agonist

(inhibits cofactor binding in the absence of
aldosterone)

Finerenone: more potent and efficacious than eplere-
none in blocking MR cofactor binding and inducing
corepressor binding"’g

Finerenone: antagonist

Effect on inflammation and fibrosis
in mouse model of cardiac
fibrosis™

Effect on renal inflammation and fi-
brosis in a DOCA—salt rat madel
of CKD*™

Eplerenone (at equinatriuretic dose to finerenone):

less significant effects on inflammation and fibrosis

Eplerenone (at equinatriuretic dose to finerenone):
significant BP reduction; less efficacious proteinuria

and renal injury reduction

Finerenone {at equinatriuretic dose to eplerenone):

strang inhibition of inflammation and fibrosis

Finerenone (at equinatriuretic dose to eplerenone):
significant systolic BP reduction only at highest dos-
age; greater protection from cardiac and renal in-
jury and structural remodelling; stronger inhibition
of renal expression of pro-inflammatory and pro-fi-

brotic markers

Agarwal R, et al. Eur Heart J 2021;4




Parameter ARTS* ARTS-HF* ARTS-DN*
Year 2013 2016 2015
Study HFrEF and stage 2 CKD HFrEF and CKD and/or T2DM T2DM and high or very high albuminuria
population in Part A or stage 3 in patients already treated with an ACEL/
CKDin Part B ARB
N Part A: 65 patients 1,066 patients 823 patients
Part B: 392 patients
Active- Part A: finerenone 2.5, ?berenc‘*e 255,75, 10, or Finerenone 1.25, 2.5, 5, 7.5, 10, 15
treatment 5, or 10 mg/day 15 mg/day 1t*'te: upto5s lL'J 15, 20 mg once daily
Part B: finerenone 2.5, 20, or 20 mg/day, respec wel on
5, or 10 mg/day or Day 30)
5 mg twice daily
Comparators Part B: placebo or 31:-' erenone (25 mg every other Flacebo

Follow-up
Primary
outcome
Main results

active treatment w1th
.:-pl onolactone (25 or
50 mg/day)

28 days

Change in sK during
follow-up

+ Significantly smaller
increases in sK levels
with finerenone than
with spironolactone

» Finerenone was at
least as effective as
spironolactone in
lowering NT-proBNF
levels and
albuminurna

day, titrated up to 25/day on Day
30 and up to 50 mg/day on Day 60)

centage of patients with >30%
decline in NT-proBNP dunng follow-up

. Finer““’-n-ﬂ was equally
effective with eplerenone in
causing >30% reduction in
NT-proBNP levels

* The prespecified exploratory
endpoint of a'.l-:ause death,
cardiovascular hospitalization,
or acute worsening HF was
numertically less common
with finerenone than with

eplerenone

90 days
Change in UACR

* Dose-dependent reduction in UACR.

* Permanent drug discontinuation due
to hyperkalemia not seen with placebo
or finerenone 10 mg/day.

» Incidence rates of hyperkalemia
leading to par“narwnt d"'u';'
discontinuation: 2. l .2%,and 1.7%
in the finerenone 7.5-, ]._1-: and 20-mg/
day y groups, respectively.

Georgianos Pl & Agarwal R. Am J Hypertens 2023;36(3):135-143.



Phase lll clinical-trial program

Clinical efficacy Er?srgtpgrslgden?drgﬁﬁi “;llitfine d Composite endpoint: fime to CV
primary endpoint decrease DfEéFF‘. N 4ﬁ'¥- from death, nonfatal Ml, nonfatal stroke
LE - or hospitalization for HF
baseline, or renal death
Key secondary " Same as primary end point in | | Same as primary endpoint in
endpoints . FIGARO-DKD _ FIDELIO-DKD
o T ra T . o . T,
' | ' Composite:
Other secondary All-cause All-cause Change Onset of kidney failure
endpoints mortality hospitalization in UACR 57% deGFR
JEY J o\ Renal death |
E:glp?:ri?‘lltt‘lw eGFR slope | New onset atrial fibrillation | New onset heart failure | Regression of albuminuria HRQolL |

Agarwal R, et al. Nephrol Dial Transplant 2022; 37:1014-1023.



Inclusion/exclusion Protocol Qutcomes

T2D + CKD ® 519 10 mg or i CV composite:
# eGFR =25 mL/min/1.73m? ® s 20 mg od & Time to CV death, non- fatal M,

¥ corum [K*] < 4.8 mmol/L o ‘4‘@ non-fatal stroke, or HHF
Maximum tolerated labeled dose e Median follow:Hp o years oL s
of RAS =57% kidney composite:
\\p (~ ) Time to kidney failure,
HFYEF (NYHA class II-V) 2 5507 )| 7 sustained 257% decrease in

eGFR, or renal death

z e eGFR (mL/min/1.73 m?) UACR (mg/q)
Baseline characteristics 1% 2% b

Few hyperkalemia-related

@ Medianage: 65 years discontinuations occurred

& 0 70% Qso%

 (n=110) ® 0.66
RAS inhibitors: 99.8%
S statins: 72.2% @ =38 —@ 0.22
HbA1c: 7.7% O >
0 BP: 137/76 mmHg @ <25 O 45- <60 @<30  (O=300-5000 Discontinuation rate
Prior HE: 7.7% O25-<45 @260 O30- <300 (R/100PY)

Results
HR (95% Cl) p-value Risk |
Endpoint CV

' : HR (95% ClI) p-value Risk |
'<'< - . 0.86 (0.78 - 0.95)  0.0018 14% ( '.‘ S 0.77 (0.67 - 0.88)  0.0002 23%
l ,_-\éﬁ composite ] ( composite

hl HHF 0.78 (0.66 - 0.92) 0.0030 22% %& Dialysis 0.80 (0.64-0.99) 0.040 20%

Agarwal R, et al. Eur Heart J 2022;43(6):474-484.




Effects of canagliflozin versus finerenone on cardiorenal
outcomes: exploratory post hoc analyses from FIDELIO-DKD
compared to reported CREDENCE results

XC&K Both finerenone and canagliflozin reduce There are key differences in frial inclusion/
Background %) % cardiovascular and renal risk in patients with . exclusion criteria and endpoint definitions
type 2 diabetes and CKD with albuminuria in CREDENCE and FIDELIO-DKD
Methods Results

Treatment effects of canagliflozin and finerenone
assessed and compared in CREDENCE and

tonepv i fesfl i 'CREDENCE-LIKE’ FIDELIO-DKD subgroup
* CREDENCE (canagliflozin)

+ FIDELIO-DKD (finerenone] T FIDELIO-DKD
e L ‘CREDENCE-LIKE’ CREDENCE
. o CREDENCE-LIKE
Restricted to participants who met o I :
inclusion criteria for CREDENCE: i ‘{i\; Composite HR 0.74 HR 0.70
x * UACR >300-5000 mg/g //’_‘ % cardiorenal (95%CI0.63-087| [95% C10.59-0.82)
¢ eGFR 30-<90 ml/min/1.73 m’ &
- Finerenone: Kidney- HR 0.69 HR 0.66
?\fﬁ’.a Endpoints: 2291/4619 (49.6%) specific (05%C10.57-0.84]  (95% Cl 0.53-0.81)
\/\‘) % * Composite cardiorenal Placebo:
* Kidney-specific 2328/4619 (50.4%) Cox ragression: hazard ratfio [HR) and (95% Cl]

After accounting for trial differences, both the SGLT-2i canagliflozin and the nonsteroidal MRA finesnone
Conclusion are similarly effective in patients with type 2 diabetes and CKD with very high albuminuria in reducing the
risk of cardiorenal outcomes.

Agarwal R, et al. Nephrol Dial Transplant 2022; 37:1261-69.



Finerenone in Type 1 Diabetes and Chronic Kidney Disease

A. Study design for FINE-ONE

Washout Primary efficacy oulcome
[ofI-Ireanmend)

— Finerenone 10 or 20 mg od* = P
AL W T oo
N=573 ’

# | Tt 1

514 days befare randomisaton Dy 1 B monihs T rmorihe

B. Study designs for FIDELIO-DED and FIGARD-DED (pooled in FIDELITY)
FIDELIO-DKD: M=5734

FIGARD-DKD: N=T437 FosHrwanman
I'-H-'I'l'.'ln\"-ln'F

FIDELITY outcomes explored®

Finerenone 10 or 20 mg od*

Time o aglh, non-falal B,
FlaRR-LRD; N=18 381 Median follow-up i1 firoke_ of HHF

= = o= . ST =
FIDELID -*":-_L" Ll b Changs in LWECR from basekng 1o
14 days betore ramdomisabon i s

C. FINE-ONE and FIDELITY CKD inclusion criteria by KDIGO risk category D. FINE-OME and FIDELITY participants by KDIGO risk category

Albminuna catwgoeies
imig slbumindg creatinins}

| kg o
ADELITY

ks iy
o re e

B vy gt

Fopaticn of pardc panis (%

L e A T T Y
{mbirrindd. 73 mid)

2 sOi 1 A

FRE-OKE [—1] FIDELITY Hinmng Low risk Moderaiaky Highrisk  ‘Wary hi
B r i WP Esd risk

Heerspink HJL, Nephrol Dial Transplant. 2026;41(3):556-565.




Finerenone in Type 1 Diabetes and Chronic Kidney Disease

L east-squares geometric mean ratio for finerenone vs. placebo over & mo,
0.75 (95% Cl, 0.65-0.87) Washout

Pe0.00] period

Ratio to Baseline

T . -
0./ . Finerenane L }
0.6

0.5+

g
s
u
i
:
al
o
J
=
g
[/
3

0.0 | |
Basaline : Follow-up

Months since Randomization
No. of Patients
Placebo 122

Finerencne 120

Least-5quares Geometric Mean Percentage
Difference vs. Placebo

Heerspink HIL, N Engl J Med. 2026;394(10):947-957.



Finerenone in Type 1 Diabetes and Chronic Kidney Disease

A Serum Postassium

0.304
0.254
0.204
015+
.10
0.05-
0.0+
—0.05+
—-0.10

Least-Squares Mean Change
(mmal fliter)

Washout
period

Finerenona

1
Baseline 1

Mo. of Patients
Placebo 27 11=
Finerenone 118

1 L]
& Follow-up
Months since Randomization

116 111 lo7
119 116 111

B Estimated GFR

Washout
pericd

=
=]
[]

Macebo

\ — _
1 |L—\_\_\T - .
Fineranone

-10.0 . r
Baseline 1 3

{mlfmin/1.73 m?)

Least-Squares Mean Change

1 L]
& Follow-up
Months since Randomization

Mo. of Patients
Placebo 122 112 115
Finerenone 119 11& 11=

C Systolic Blood Pressure

5.0

Least-S quares Mean Change
{mm Hg)

-10.0

Washout
oariod

Nacebo -

— -
_n—'_'_l - f
Finerenomne

L

1
Baseline 1

Mo. of Patients
Placebo
Finerenone

| I I
3 & Follow-up

Months since Randomization

116 113 109
118 116 115

D Diastolic Blood Pressure

Washout
pericd

Macebo

Finerenone

Least-Squares Mean Change
{mm Hg)

~10.0 T T
Baseline 1 3

1 L]

& Follow-up
Months since Randomization

Mo. of Patients

Placebo 122 116

113
Finerenone 119 11= 11&

Heerspink HIL, N Engl J Med. 2026;394(10):947-957.



Design and baseline characteristics of the FIND-CKD

trial testing finerenone in non-diabetic CKD

el

Focus was to describe the trial design Results
and baseline characteristics of
parﬁcipanB recruited to the Latin America: 4.6% **
N=1584 e _ Asia: 53.3%
FIND-CKD trial. ’"” ‘M : North America: 8.3% —R8 e
LT randomized ,
Methods Europe/Oceania: 33.8% ——*
CKD without diabetes Mean eGFR Median UACR Cause of kidney disease
€GFR 225 - <90 ml/min/1.73 m?* Hypertensive/ischaemic 29.0%
and UACR 2200 - <3500 mg/g 46 .7 81 8. 9 IgA nephropathy 26.3%
) ml/min/1.73 m? mg/g FSGS 13.6%
<0
Finerenone 10 or 20 mg vs placebo
Ve Pﬂm&al’ly G:ldpfociﬁt in Cardiovascular history ~" ) Concomitant medications
an annual rate of change 3 ;
A Hypertension 88.1% A~  ACE/ARB 99.8%
eGFR from baseline to month 32 Atherosclerotic CVD 11.9% O | SGLT2inhibitor 16.9%
Secondary endpoint Heart failure 2.2% "/ Diuretic 17.8%
Cardiorenal, kidney and

cardiovascular composite outcomes

Beersnbik B L el FIND-CKD is the first phase 3 trial of finerenone in patients with CKD

NDT (2024)

of non-diabetic aetiology and seeks to expand the role of finerenone
ONDTSocial for kidney protection beyond type 2 diabetes.




Potential additive benefits with
combination therapy



FIDELITY data: subgroup analysis by SGLT?2
use at baseline

Fineremone Placebo Finerenone Placebo
niN (%) n per 100 PY

HR (95% CI)

Analysis for outcomes In patients recelving/not recelving an SGLT2Iat baseline

Cardiovascular composite
SGLTZ at baseline 30/438 (8.9) 52/439 (11.8) . 4.08 0.67 (0.42
Mo SGLT2i at baseline TH6/6,081 (12.9) BAT/G,068 (14.6) y 5.08 0.87 (0.79
Kidney composite
SGLT2i at baseline D438 (2.1) 17/439 (3.9) .70 1.37 042 (0.16
Mo SGLT2 at baseline 351/6,081 (5.8) 448/6,068 (T 4) O 264 0.80 (0.69
Hospitalization for heart fallure
SGLTZ at baseline 10V438 (2.3) 227439 (5.0) 0.74 1.68 0.44 (0.19
Mo SGLT2i at baseline 246/6,081 (4.0) 303/6,068 (5.0) 1.35 1.68 0.80 (0.68
All-cause death
SGLT2i at baseline 207438 (4.8) 30/439 (6.8) 1.46 223 0.58 (0.30
Mo SGLT2 at baseline 532/6,081 (B.T) 5B4/6,068 (9.6) 286 316 0.90 (0.80

On-treatment period — Time-varying analyses for outcomes In patients recelving/not recelving an SGLT2I at any time*
n n per 100 PY

Cardiovascular composite

SGLT2i use 240 3.20 077 (0.51

No SGLTZi use ] 3.83 B 0.82 (0.TF
Kidney composite

SGLT2 use 0.63 .70 0.92 (0.41

No SGLTZ use 1.40 O 0.69 (0.58
Hospitalization for heart failure

SGLT2i use 0.23 0.18 (0.06

No SGLTZi use 1.14 ! 0.71 (0.568
Allcause death

SGLT2 use ). ).BO 0.98 (0.47

No SGLTZ use . 212 0.82 (0.70

0.05

™ .
=

Favors finerenone Favors placebo

Rossing P, et al. Diabetes Care 2022; 45:2991-98.



FIDELITY data: subgroup analysis by SGLT?2
use at baseline

With SGLT2i at baseline: Placebo —®— Finerenone

Without SGLT2i at baseline: Placebo --®--Finerenone

+
n
-

Median (IQR) at baseline, mg/qg:
With SGLTZ2i at baseline Without SGLT2i at baseline
Finerenone: 446 (185-959) Finerenone: 520 (198-1,146)

Placebo: 448 (185-933) Placebo: 521 (200-1,180)

3=
w
=
[7]
n
©
L
=]
.*—l
w
>
=
m
o
1=
©
o
=
m
K=
o

4 8 12 16 20 24 28 32 36 40 44

Months since randomization

Rossing P, et al. Diabetes Care 2022; 45:2991-98.



FIDELITY data: subgroup analysis by SGLT?2
use at baseline

SGLT2i at baseline No SGLT2i at baseline

Finerenone Placebo Finerenone Placebo

Investigator-reported, treatment-emergent AE (n = 438) (n = 439) (n = 6,072) (n = 6,050)

Any AE 398 (90.9) 384 (87.5) 5,204 (85.7) 5,223 (86.3)
Leading to discontinuation 18 (4.1) 23 (5.2) 396 (6.5) 328 (5.4)

Any serious AE 146 (33.3) 141 (32.1) 1,914 (31.5) 2,045 (33.8)
Leading to discontinuation 7 (1.6) 8 (1.8) 138 (2.3) 146 (2.4)
Any AE resulting in death 2 (0.5) 9 (2.1) 108 (1.8) 142 (2.3}

Hyperkalemia-related AEs

Any AE 45 (10.3) 12 (2.7) 867 (14.3) 436 (7.2)
Leading to discontinuation 5 (1.1) 3(0.7) 105 (1.7) 35 (0.6)

Leading to hospitalization 1(0.8) 0 39 (1.4 8 (0.3)

Rossing P, et al. Diabetes Care 2022; 45:2991-98.



CONFIDENCE trial

Both finerenone (nonsteroidal MRA) and CONFIDENCE (NCT05254002) investigates whether
Background empagliflozin (SGLT2i) can reduce kidney and dual therapy with finerenone and empaglifiozin is
cardiovascular events in people with CKD and T2D. superior fo either agent alone in reducing albuminuria.
Participants Treatment arms Primary outcomes
-'f.;r\ . 8537 participants B oy Relative change in ,j Q
w125 cenfres o Skl . UACR from baseline
— - 2 ; ( U or ZU mg od
* 13 counlries 269 ' ' to 180 dO)’S in;
* 2 |8 years : . “
R renon + acebo ,
/ « 12D, CKD stage 2-3 s ch m_.n‘o<l" c g 1CE , Dual 1heropy
* UACR 2300 1o 540, 1IeAr4Cinga, 5 vs.
<5000 mg/g : -}f Finerenone
+ ‘
«TID ¥ 0 Dual therapy
x * Serum K’ > 4.8 mmol /| 269 ) o
* Treatment with s
/ > >
SGLT1/2i or MRA 0 Treatment period (days) 180
: Should an additive effect be shown, early and efficient intervention with dual finerenone and SGLT2i
Conclusion : . ; :
therapy could slow disease progression and provide long-term benefits for people with CKD and T2D.

Green JB, et al. Nephrol Dial Transplant 2023;38(4):894-903.



CONFIDENCE trial

Change in Urinary Albumin-to-Creatinine Ratio
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Fineremone
Empagliflozin
Empagliflozin+
finerenone

Agarwal R, et al. N Engl J Med. 2025;393(6):533-543.



CONFIDENCE trial

Event or Assessment

Irwv estigator-reported adverse
events{

Any adverse event

Adverse event leading to treatment
discontinuation

Any serious adverse event

Serious adverse event leading to
treatment discontinuation

Adverse event with death as the
outcome

Hyperkalemiaj
Safety assessments

=»30% Decline in eGFR from base-
line to 30 daysf|

Finerencne plus
Empagliflozin
(N =268)

144 (53.7)
12 (4.5)

19 (7.1)
3 (1.1)

3 (1.1)

25 (9.3)

17 (6.3)

Finerenone
[N=264)

Empagliflozin
(N = 266)

number (percent)

135 (50.8)
9 (3.4)

17 (6.4)
2 [0.8)

3 (1.1)

30 (11.4) 10 (3.8)

10 (3.8) 3 (1.1)

Total
(N=798)

415 (52.0)
30 (3.8)

52 (6.5)
8 (1.0)

6 (0.8)

65 (8.1)

30 (3.8)

Serum potassium level — no.ftotal
no. (26)9

=5.5 mmol/fliter
»5.5 to =6.0 mmol/liter

=6.0 mmol [liter

40262
34262
12/263

48/258 (18.6)
431/258 (16.7)
12/262 (4.6)

25/257 (9.7)
21/257 (8.2)
7/262 (2.7)

Agarwal R, et al. N Engl J Med. 2025;393(6):533-543.

113777 (14.5)
98/777 (12.6)
31/787 (3.9)
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