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Do you agree patients with diabetic kidney disease
should use finerenone chronically for cardiorenal
protection?

Clinical Question
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MACE; CKD progression
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®Mineralocorticoid Receptor Antagonists (MRAs)

Spironolactone Eplerenone Finerenone
()

Generation ¢t Qnd 3rd

Class Steroidal Steroidal Non-steroidal

Selectivity Low Moderate High

Potency High Moderate High

Zli::iiu’rion Kidney > heart Kidney > heart balanced kidney-heart
*NYHA Class -1V *CHF Post-MI with Reduce the risk of
HFrEF LVEF £40% cardiorenal outcomes in

Indicati *HTN *HTN adult patients with CKD

ndication *Edema associated with T2DM
* Primary

hyperaldosteronism

Vodosek Hojs, N, et al,, Mineralocorticoid Receptor Antagonists in Diabetic Kidney Disease. Pharmaceuticals (Basel), 2021. 14(6).



Finerenone

e A nonsteroidal mineralocorticoid receptor antagonist (MRA)
° e FDA approval: 2021/07
e Dosage: 10 mg or 20 mg orally once daily based on estimated
glomerular filtration rate (eGFR) and serum potassium thresholds.

eGFR (mL/min/1.73m?) Starting Dose
> 60 20 mg once daily Increase dosage after 4 weeks to
22510 <60 10 mg once daily the target dose of 20 mg once daily
=25 Not Recommended
10 mg once daily 20 mg once daily
<4.8 Increase the dose to 20 mg once daily.” | Maintain 20 mg once daily.
Current | 48_ 55| Maintain 10 mg once daily. Maintain 20 mg once daily.
Serum
Potassiiiiii Withhold Kerendia. Withhold Kerendia.
(mEgq/L) >3.5 Consider restarting at 10 mg once daily | Restart at 10 mg once daily when
when serum potassium < 5.0 mEq/L. serum potassium < 5.0 mEq/L.

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



W . FIDELIO-DKD & FIGARO-DKD

FIDELIO-DKD (2020) FIGARO-DKD (2021)

o Study design Phase Ill, randomized, double-blind, placebo-controlled,
multicenter clinical trial
Sample size 5734 7437

Inclusion criteria |« Age 2 18 years

e T2D and CKD*
¢« Maximum tolerated dose of an RAS inhibitor
e Serum potassium < 4.8 mmol/L

Exclusion criteria ¢ Non-diabetic kidney e Chronic symptomatic HFrEF
disease e Recent CV event
» Uncontrolled hypertension ¢ Dialysis for acute kidney
« HbAlc >12% failure
« SBP <90 mmHg  Kidney transplant

Bakris, G.L,, et al, Effect of Finerenone on Chronic Kidney Disease Outcomes in Type 2 Diabetes. N Engl ] Med, 2020. 383(23): p. 2219-2229.
Pitt, B., et al, Cardiovascular Events with Finerenone in Kidney Disease and Type 2 Diabetes. N Engl ] Med, 2021. 385(24): p. 2252-2263.
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Trial registry

HFF, hospitalization for heart failure

FIDELIO-DKD & FIGARO-DKD
FIGARO-DKD (2021)

FIDELIO-DKD (2020)

2.6 years

Time to

kidney failure
sustained 240% decrease in

eGFR from baseline

renal death

Time to

CV death
non-fatal Ml
non-fatal stroke

HHF

NCT02540993

3.4 years

Time to

e CV death

* non-fatal Ml

e non-fatal stroke

- HHF

Time to

* kidney failure

e sustained 240% decrease
in eGFR from baseline

* renal death

NCT02545049



- Risk of adverse outcome: Low Moderately increased High Very high

*Definition of CKD in

FIDELIO-DKD & FIGARO-DKD
FIDELIO-DKD (2020)  FIGARO-DKD (2021)

Atuminuriacaogoris NI NN N N L
(g abuminig creatinine) Sy S BT R I [

XY 2 loos

3 2 [s0-e9 l

-2l G3a|45-59

y -

- £ EOERD

(TR

£ B
UACR 30-<300 mg/g, eGFR 25-<60 UACR 30-<300 mg/g, eGFR 25-90
mL/min/1.73 m2, and diabetic retinopathy, mL/min/1.73 m2, and diabetic retinopathy,
or or

UACR 300-5000 mg/g and eGFR 25-<75 = UACR 300-5000 mg/g and eGFR 2 60
mL/min/1.73 m?2 mL/min/1.73 m?2
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Study objective ¢

To provide more robust estimates of finerenone efficacy and safety

across the spectrum of patients with CKD and type 2 diabetes, to *
provide reassurance regarding outcomes in a wide range of patients

with a degree of precision that was not possible to obtain by

considering the two trials separately

P Patients with CKD and type 2 diabetes
| Finerenone 10 or 20 mg

C Placebo

O Efficacy and safety
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Study design

e This prespecified pooled efficacy and safety analysis, which was
prespecified in a formal statistical analysis plan, combines data from
FIDELIO-DKD (NCT02540993) and FIGARO-DKD (NCT02545049),
two phase lll, randomized, double-blind, placebo-controlled, multicenter
clinical trials



Patients

Albuminuria categories “““

I nc I Uus i on C r i ter i a (mg albumin/g creatinine) 30-<300 >300

e Adults (aged 2 18 years)

e Type 2 diabetes and CKD*

e Treated with a maximum
tolerated labelled dose of an

:

GFR categories
(mL/min/1.73 m?)

BEEHE
EHNH
0 =4

ACEi or ARB
FIDELIO-DKD (2020) FIGARO-DKD (2021)
UACR 30-<300 mg/g, eGFR 25-<60 UACR 30-<300 mg/g, eGFR 25-90
mL/min/1.73 m2, and diabetic retinopathy, | mL/min/1.73 m2, and diabetic retinopathy,
or or
UACR 300-5000 mg/g and eGFR 25- UACR 300-5000 mg/g and eGFR 2 60

<75 mL/min/1.73 m?2 mL/min/1.73 m?2



Patients *
° °
Exc|usion Criteria e Recent CV event (Stroke,
. _ transient ischemic cerebral

e Non-diabetic kidney disease attack, acute coronary syndrome,

e UACR >5000 mg/g (>565 or hospi’ra|izofion for worsening
mg/mmol) | heart failure)
Uncontrolled hypertension e Dialysis for acute kidney failure
HbAlc >12% e Kidney transplant

SBP <90 mmHg
Chronic symptomatic HFrEF

e Addison’s disease
Hepatic insufficiency classified

(NYHA class [1-1V) as Child-Pugh C



Procedures

Eligible patients were randomized 1:1 to receive oral finerenone (10 or
20 mg) or placebo.

The run-in period required ACEi or ARB therapy to be adjusted to a
maximum tolerated labelled dose that did not lead to unacceptable
side effects.

Study drug was withheld if potassium concentrations exceeded 5.5
mmol/L and restarted when potassium levels fell to £ 5.0 mmol/L.

Treatment according to national guidelines (including ACEi or ARB but not both)

33 292 patients 13 171 patients
enrolled randomized

Finerenone 10 mg od® (eGFR <60 mL/min/1.73 m® at screening visit)
Finerenone 20 mg od® (eGFR 260 mL/min/1.73 m¢ at screening visit)

:. = H H ;

! o g Placebo 10 mg od* (eGFR <60 mL/min/1.73 m? at screening visit)

! Placebo 20 mg od" (eGFR 260 mL/min/1.73 m* at screening visit)

i | - n - * L

< K : : : - .
Run-in period* | Screening Double-blind treatment period Post-treatment
(4-16 weeks) | period ' ! [ follow-up period
|(s2 weeks) '
Run-in Screening  Visit 1 Visit 2 Visit 3 Visit n End-of- Post-
visit visit {(month 1) (month 4) (every 4 study visit treatment

months) visit®




o
Outcomes *
o °
Primary Efficacy Outcomes
e Composite cardiovascular e Composite kidney outcome of
outcome of time to time to
o cardiovascular death o first onset of kidney failure
o non-fatal Ml o sustained 2 57% decrease

in eGFR from baseline

o non-fatal stroke
over 2 4 weeks

o hospitalization for heart

failure (HHF) ° renal death



Outcomes

Secondary Efficacy Outcomes

e A second composite kidney

' e Time to all-cause mortality
outcome of time to

. . e Time to all-cause hospitalization
o first occurrence of kidney
failure e Change in UACR from baseline to

o sustained 2 40% decrease in Month 4

eGFR from baseline over 2 4
weeks

o renal death



Outcomes

Safety Outcomes

e Treatment emergent adverse events

o started or worsened during study drug intake or up to 3 days

after any temporary or permanent interruption.
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e Statistical analyses were prespecified exploratory evaluations rather
o than hypothesis confirming. .

Statistic Analysis

e Study outcomes were analyzed using stratified Cox proportional
hazards models.

e P-values for the comparison of treatment groups are presented based
on a stratified log-rank test.

e Treatment effects are expressed as hazard ratios (HRs) with
corresponding 95% confidence intervals (Cls) from the stratified Cox
proportional hazards models.

e The sponsor, Bayer, conducted the statistical analyses, and all authors
had access to the data and participated in its interpretation.

e All analyses were performed using SAS software, version 9.4 (SAS
Institute, Cary, NC, USA)
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e This work was supported by Bayer AG, who funded by the FIDELIO-
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Results-Consort diagram

70 excluded
GCP violations

33,292 patients
screened

20,121 excluded

20 121 excluded
18 513 did not meet eligiblity criteria
719 withdrew
889 had other reason

L
13,171 patients

Randomization

70 excluded from analyses due to
critical GCP violations

1,831 discontinued
trial regimen

1831 discontinued trial regimen
584 had adverse or outcome event
301 had finerenone discontinued by

physician
37 did not complete treatment due to
COoVID-19

v Y 75 excluded
6,589 to Finerenone 6,582 to placebo GCP violations
ol 75 a:clg%a: from analyses due to
4 ¥ critical violations

13,026 patients

in full analysis set 1815 discontinued trial regimen
242 had placebo discontinued by
physician

6,519 to Finerenone I 6,507 to placebo

COVID-19

344 died
402 withdrew

| 6519 included in FAS

8505 completed® the study
14 had vital status unknown:
5 withdrew consent
9 lost to follow-up

6507 included in FAS

6485 completed® the study
22 had vital status unknown:
13 withdrew consent
9 lost to follow-up

408 died

35 did not complete treatment due to

387 withdrew

1,815 discontinued
trial regimen




® Results-Baseline Characteristics

The median follow-
up period was 3.0
years [IQR 2.3-3.8

years].

Finerenone (10 mg od or Placebo All patients
20 mg od) (n = 6519) (n = 6507) (n= 13 026)
Age, years 647194 648197 648+55
Sex, n (%)
Male 4481 (68.7) 4607 (70.8) 9088 (69.8)
Fernale 2038 (31.3) 1900 (29.2) 3938 (30.2)
Race or ethnic group, n (%)
| White 4449 (68.2) 4420 (67.9) 8869 (66.1)
Blacl/African American 253 (3.9) 269 (4.1) 522 (4.0
Asian 1432 (22.0) 1462 (21.5) 2894 (22.2)
Others 385 (5.9) 356 (5.4) 741 (5.8)
Duration of diabetes, years 154 1_8.?' 154 1_3,7 154+8.7
HbAlc % Z7+14 714 ZZ+14
Systolic blood pressure, mmHg 136.8+14.2 1367+ 143 1367 +14.2
History of cardiovascular disease, n (%) 2979 (45.7) 2956 (45.4) 5935 (45.8)
Heart failure, n (%) 485 (7.4) 522 (8.0) 1007 (7.7)
eGFR, mL/min/1.73 m” 57.5+216 577+218 57.6+21.7
eGFR, mL/min/1.73 m% n (%)
=60 2603 (39.9) 2591 (39.8) 5195 (39.9)
45-<60 1717 (26.3) 1717 (26.4) 3434 (26.4)
25-<45 2117 (32.5) 2115 (32.5) 4232 (32.5)
<25 81(1.2) 81(1.2) 162 (1.2)
UACR. mefe. median (IOR) 514 (198-1129) 515 (198-1163) 515(198-1147
UACR, mgfg, n (%)
<30 120 (1.8) 110(1.7) 230(1.8)
I0-<300 2076 (31.8) 023 (1.1Y 4099 (31.5)




Efficacy

® Results-Composite CV Outcome

[
Outcome Finerenone (n = 6519) Placebo (n = 6507) Hazard ratio (95% Cl) P-value®
Mumber of Number of Mumber of Number of
patients patients with  patients patients with
with event event per 100 with event event per 100
(%) patient-years (%) patient-years
i Composite cardiovascular outcome® 825(12.7) 4.34 939 (14.4) 5.01 —@— 0.86 (0.76-0.95) 0.0018 I
Death from cardiovascular causes 322 (4.9) 1.61 364 (5.6) 1.84 —8— 0.88 (0.76-1.02) 0.092
Non-fatal myocardial infarction 173(2.7) 0.88 189(2.9) 097 —— 0.91 (0.74-1.12) 0.36
MNon-fatal stroke 198 (3.0) 1.01 198 (3.0) 1.02 —— 0.99 (0.82-1.21) 0.95
I_ Hospitalization for heart failure 256(3.9) 1.31 325 (5.0) 1.68 —— 0.78 (0.66-0.92) 0.0030 I
D.'S 1.0 2.10
Fa:;'ours finerenone Favours placebn:



Efficacy

® Results-Composite CV Outcome

—— Placebo —— Finerenone
A Death from cardiovascular causes B Non-fatal myocardial infarction
o 1007 107 Hazard ratio 0.88 (95% C1 0.76-1.02) 1007 1971 Hazard ratio 0.91 (95% C1 0.74-1.12)
0{ 2 i g
A Composite cardiovascular outcome geo 7 Placebo_—, g 80 7
g 701 2_ e E 70 5
: & onl " Finerenone | 7
1007 259 Hazard ratio 0.86 (95% Cl 0.78-0.95) 7 4 L 22 4 e
90 - 204 P =0.0018 '; 504 2 /,r,/f"/ 'g Sl 2 e Finerencne
Placebo 9 U 30 e
< 80- 15 — g 309 0 6 12 18 24 30 36 42 48 g 301 0 6 12 18 24 30 36 42 48
= 3 204 S 20
g 70- 10- Finerenone 104 — 104
2 604 0 — 0 —— —— e g ——
h=l 5 0 ] 12 18 24 30 36 42 48 0 ] 12 18 24 30 36 42 48
g 50 - . Time to first event {months) T Time to first event (months)
; 0 Placebo G507 6449 6363 6253 SS62 4513 3284 2383 1104 Placebo G507 6418 6293 6155 5442 4384 16T 2280 1149
S X ! ! X ! ! ! ! Finorenone B519  B472  B3O7 6299 B0 4531 3330 213 T4 Finerenone B519 6427 6332 6187 5480 4411 3241 2341 1E7
= 404 0 6 12 18 24 30 36 42 48 = — e m e e m e ————
E 304 C Non-fatal stroke D Hospitalization fo Hosp|f0||za’r|on for heart failure 1
: | _ |
3 20- 1007 197 Hazard ratio 0.99 (95% CI 0.62-1.21) W N LHR 0.78 (0.66-0.92) p=0.0030 I
e 4 4 —— o o o o o o e e o e e o o
a0 8 90 8
101 Fe{ 7 Feof 7
= & o B v
2 704 2 704 Placebo .~
0 T T T T T T T 1 g 5 1 E 5 e g
5 end 4 Flnerannne[ £ 60 4 iy
0 6 12 18 24 30 36 42 48 2l 3 B i % 3 e Sk
: Time to first event (months) g 2 ] 2 e
No. at risk = 404 ;I] 1 £ 40 ; J—J”—’
Placebo 6507 6330 6125 5938 5184 4147 2969 2135 1082 Sad TG G A T B ) U T e
Finerenone 6519 6360 6202 65009 5273 4207 30685 2187 1087 § 204 § 204
104 10 =
0 —— 0 —
0 6 12 18 24 30 36 42 48 0 & 12 18 24 30 36 42 48
R Time to first event (months) i i Time to first event (months)
Placbe G507 6402 6270 6141 5418 4378 3156 2282 1146 Placsbo G507 6304 5246 6103 5378 4342 3138 2T 1144
Finerenone 6519 6426 6321 6194 5477 4417 3225 Z321 N4 Finerenone 6519 6431 6313 6168 5460 4370 3203 2200 1143




Efficacy

® Results-Composite CV Outcome(subgroup)

Subgroup Finerenone Placebo Finerenone Placebo Hazard ratio (95% CI) P-interaction
Number of patients with Number of patients with
() event/total number events per 100 patient-years

All patients B25/6519 939/6507 4.34 501 2 3 0.86 (0.78-0.95)

Age at run-in visit 0.20
<65 years 323/2958 3372931 3.74 3.93 . im 0.94 (0.81-1.10)
=65 years 502/3561 6023576 4.83 5.92 = 0.82 (0.73-093)

Sex 0.62
Male 579/4481 B75/4B07 4.39 508 s 2 0.86 (0.77-0.96)

Female 245/2038 264/1900 4.21 4,83 —— 0.87 (0.73-1.04)

Region 0.46
Western Europe 18411344 2071392 4.48 4,94 [ 0.91(0.75-1.11)

Eastern Europe 221/1592 235/1534 4.85 538 e 0.88 (0.74-1.06)
Morth America 154/1026 185/1025 5.08 6.15 ] 0.84 (0.68-1.04)
Asia 157/1600 1871604 325 304 —— 0.80 (0.65-0.99)
Latin America 6a/T19 83715 78 525 — 072 (0.53~-0.99)
Cther® 40/238 321237 5.99 4.79 ——— 1.22 (0.76-1.94)

Race 0.81
White B21/4449 629/4420 478 5.50 2 3l 0.86 (0.78-0.986)

Black 39253 531269 5.68 7.40 ——r 0.79(0.51-1.24)
Asian 122/1432 139/1462 2.82 3.16 A 0.90 (0.70-1.15)
Other 43/385 481356 4.29 5.21 ——T 0.78(0.51-1.22)

Baseline eGFR 0.14
<25 mLU/min/1.73 m? 11/81 23181 524 12.21 & 048 (0.22-1.03)
25-<45mUiminf1.73m* 3212117 3312115 566 5.84 — 0.94 (0.81-1.10)
45—<=60 mL/min/1.73 m? 1971717 2471717 4.01 2.1 —— 0.80 (0.66-0.97)
=60 mL/min1.73 m¢ 295/2603 3372592 3.59 4.18 g 0.87 (0.74-1.01)

0.125 0.25 0.50 1.00 2.00 4.00

Favours finerenone  Favours placebo




Efficacy

Results-Composite CV Outcome(subgroup)

Subgroup Finerenone Placebo Finerenone Placebo Hazard ratio (95% CI) P-interaction
MNumber of patients with ~ Number of patients with
eventitotal number events per 100 patient-years

® Baseline UACR 041

=30 mg/g 10/120 15/110 243 427 & 0.58 (0.24-1.45)

30-<300 mg/g 260/2076 28212023 3.79 4.40 - 0.86(0.73-1.02)

2300 ma/g 554/4321 B831/4371 471 537 i 0.88 (0.759-<1.00)

History of CV disease 0.35

Yes 551/2979 0895/2956 6.26 7.58 s 2] 0.83(0.74-0.94)

Mo 314/3540 344/3551 2.89 3.16 = 0.91 (0.78-1.08)
IR e e e e e e e = Baseline potassium 0.85
| Cordiovascu|ar I 543 mmollL 481/3318  470/3284 425 4.88 - 0.85 (0.75-0.98)
1 I =43 mmoliL 408/3200 488/3220 4.42 513 - 0.87 (0.76-0.99)
I ouftcomes across ! Baselinesep R
1 I  =137.0 mmHg (median)  375/3304 41073280 384 425 = ¥ 0.88 (0.76-1.01)
| Subg roups by | >137.0 mmHg (median) 44813212  528/3215 485 5.80 o 0.84 (0.74-0.95)
I . I Baseline BMI 0.44
| bCI se| ine | <30 kg/m® 334/2948  380/2991  3.09 440 - 0.88 (0.77-1.03)
I d I‘] . d 1 =30 kgim? 476/3548 557/3504 4.60 5.53 B 0.82 (0.73-0.93)
| emOg er ICS dn | Baseline HbA1c 0.74
I I o« o I 1 =7.5% 37643311 44413405 3.83 4.44 - 0.88 (0.76-1.01)
| clinica | >75% 444/3196  493/3082  4.84 565 . 0.84 (0.74-0.96)
| s ke | SGLT-2i at baseline 041
| ChGI’CICfeI’ISfICS were 1 No 786/6081 887/6068 4 44 508 HBH 0.87 (0.79-0.96)

Yes 38/438 52438 2.85 4.08 —— 0.63 (0.40—<1.0Q)
I 1
| generq”y | GLP-1RA at baseline 0863
| ConS|s-|-en-|-. ] No T67/6022 875/6060 4.38 5.02 @ 0.87 (0.79-0.98)
' ] Yes 58/497 64/447 3.79 4.90 —G— 0.78(0.52-1.11)

0.125 0.25 0.50 1.00 2.00 4.00

Favours finerenone  Favours placebo



Efficacy

® Results-Composite Kidney Outcome

[
Qutcome Finerenone (n = 6519) Placebo (n = 6507) Hazard ratio (95% CI) P-value®
Number of MNumber of Number of Number of
patients patients with  patients patients with
with event event per 100 with event event per 100
(%) patient-years (%) patient-years
[EGFR 257% composite kidney outcome: 360 (5.5) 1.96 465 (7.1)  2.55 —e— 0.77 (0.67—0.68) 0.0002
Kidney failure 254 (3.9) 1.38 297 (4.8) 1.62 —— 0.84 (0.71-0.99)  0.039
End-stage kidney disease® 151(23) 076 188(2.9) 096 —— 0.80 (0.64-0.99)  0.040°
Sustained decrease in eGFR to <15 mL/min/1.73 m* 195(3.0) 1.06 237 (3.8) 1.29 —— 0.81 (0.67-0.98) 0.026"
Sustained 257% decrease in eGFR from baseline 257 (3.9) 1.40 361 (5.5) 4.03 —— 0.70 (0.60-0.83) = 0.0001
Renal death 2 (<0.1}) 0.01 4 (<0.1) 0.02 0.53 (0.10-2.91) 0.46°
[eGFR 240% composite kidney outcome' 854 (13.1) 4.81 895 (15.3) 5.64 —— 0.85 (0.77-0.93) 0.0004
Sustained 240% decrease in eGFR from baseline 817 (12.5) 4.60 962 (14.8) 5435 — @ 0.84 (0.76-0.92)  0.0002
025 1.0 2:0
Fa:rours finerenone Favours plac:el:mr



Efficacy

® Results-Composite Kidney Outcome

o B eGFR 257% composite kidney outcome C eGFR 240% composite kidney outcome
1007 257 Hazard ratio 0.77 (95% C 0.67-0.88) 1007 257 Hazard ratio 0.85 (95% Cl 0.77-0.93)
90 - 204 P=0.0002 90 - 20 4 P =0.0004 e
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. Time to first event (months) | Time to first event (months)
No. at risk No. at risk
Placebo 6507 6292 6071 5815 4949 3932 2798 1988 962 Placebo 6507 6270 5994 5661 4710 3709 2603 1850 891

Finerenone 6519 6291 6107 5848 5027 3973 2815 2024 959 Finerenone 6519 62556 6020 5698 4811 3764 2603 1868 882



Efficacy

®  Results-Mortality, Hospitalization

[
Outcome Finerenone (n = 6519) Placebo (n = 6507) Hazard ratio (95% CI) P-value®
Number of MNumber of Number of Number of
patients patients with  patients patients with
with event event per 100 with event event per 100
(%) patient-years (%) patient-years
Death from any cause 552 (8.5) 2.76 614 (9.4) 3.10 —8— 0.89 (0.79—>1.00¢) 0.051=
Hospitalization for any cause 2836 (43.5) 19.04 2926 (45.0) 19.91 HB 0.86(0.91-1.01) 0.087
1 ]
0.5 1.0 20
Fi;rours finerenone Favours placebn'

! Incidences of all cause mortality and hospitalization for
! any cause with finerenone were not significantly different
i from placebo (P = 0.051 and P = 0.087, respectively).



Efficacy

° Results-UACR Change

A Urine albumin-to-creatinine ratio 32% lower with finerenone vs. placebo

1.4 ~—— Placebo —— Finerenone

1.04 O S S — b—/‘f"—_’_-_g‘%
L 4 0.68 (95% Cl, 0.66-0.70)

{

Geometric mean albumin-to-creatinine ratio at basejine:

Least-squares mean ratio to baseline

0.29 Finerenone: 445.4 (geometric SD 3.5)
5 Placebo: 454.3 (geometric SD 3.5)
1 I 1 1 1 I 1 | 1 | 1 |
0 4 8 12 16 20 24 28 32 36 40 44] 48

Months since randomization
Number of patients

Finerenone 6517 6273 5088 4867 2745 899
Placebo 6504 6239 5973 4829 2706 872
Mean change in UACR from baseline (%)

Finerenone Ref -36% =43% ~41% =-36% =27%

Placebo Ref -6% 6% -5% -1% +2%
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Mean SBP (mmHg)
@
o

110- Mean SBP at baseline:
Finerenone: 136.8+14.2
Placebo: 136.7+14.3

Efficacy

Results-Mean systolic blood pressure

+ 0.5 mmHg (SD 14.6 mmHg) with placebo

-3.2 mmHg (SD 15.0 mmHg) with finerenone

100 T T T T T 1 T T T T T )
01 4 8 12 16 20 24 28 32 36 40 44 48
Months since randomization

Number of patients
Finerenone 6509 6324 6070 5001 2842 926
Placebo 6489 6310 6057 4968 2814 901
Mean change in SBP from baseline (mmHg)
Finerenone Ref =32 -25 -24 -29 -1.8
Placebo Ref 0.5 0.5 0.0 01 -1.1

The effects of finerenone and placebo on mean systolic blood pressure (safety analysis set). Data are shown as mean + standard deviation.

SBP, systolic blood pressure.



Safety
Results-Treatment Emergent AEs
Treatment-emergent AEs® Number of patients with event (%)
Finerenone (n = 6510) Placebo (n = 6489)
Any AE 5602 (86.1) 5607 (86.4)
AE related to study drug 1206 (18.5) 862 (13.3)
AE leading to treatment discontinuation 414 (6.4) 351(5.4)
Any serious AE® 2060 (31.6) 2186 (33.7)
Serious AE® related to study drug 83 (1.3) Incidence rate 0.66 61(0.9)

Serious AE” leading to treatment discontinuation

145 (2.2) per 100 patient-years [REZICE)

Investigator-reported hyperkalaemia“

Hyperkalaemia related to study drug

912 (14.0) 448 (6.9)
>73 (8'8]/ Incidence rate 0.22 222 38

Permanent discontinuation due to hyperkalaemia 110 (1.7) . 38(0.6)
Serious hyperkalaemia® PR Pc 100 patient-years [utgmey
Hospitalization due to serious hyperkalaemia 61 (0.9) 10 (0.2)
Fatal hyperkalaemia 0 (0.0) 0 (0.0)
Investigator-reported hypokalaemia 70 (1.1) 149 (2.3)
Investigator-reported renal-related AEs
Acute kidney injury® 220 (3.4) 234 (3.6)
Hospitalization due to acute kidney injury® 85 (1.3) 86 (1.3)
Treatment discontinuation due to acute kidney injury® 14 (0.2) 10 (0.2)



Safety

=~ Results-Serum Potassium level

B Mean serum potassium

6.0

55 +0.21 mmol/L (SD 0.47 mmol/L) with finerenone

] i line:
3.5 Fi:z:'eﬁg;:wfg:g:':m Athassne +0.02 mmol/L (SD 0.43 mmol/L) with placebo

Placebo:; 4.35+0.44
3.0t T

Mean serum potassium (mEg/L)

01 4 8 12 16 20 24 28 32 36 40 44| 48
Months since randomization

Number of patients

Finerenone 6510 6234 5990 4916 2781 912
Placebo 6487 6229 5965 4878 2759 887
Mean change in serum potassium from baseline (mEq/L)

Finerenone Ref 0.21 0.20 0.18 0.17 0.13

Placebo Ref 0.02 0.02 0.02 0.03 0.03



Discussion

-



° Efficacy

Across the FIDELITY population..

Finerenone vs. Placebo l’

Relative risk reduction 14%

HHF was the main driver with a

relative risk reduction of 22% with
finerenone vs. placebo (P = 0.0030)
in ), in a population that excluded
patients with chronic symptomatic

HFrEF

Relative risk reduction 23%

A 30% reduction in the risk of a
sustained 2 57% decrease in eGFR
on top of optimized ACEi or ARB therapy
A relative risk reduction of 20% in ESKD

with finerenone vs. placebo



° Efficacy

Combination with GLP-1 RAs or SGLT?2 inhibitors in FIDELITY...

SGLT2 inhibitors GLP-1 RAs

Benefits of finerenone are at least as large in patients on SGLT-2 inhibitors
or GLP-1RAs as in those without

S

Finerenone + Empagliflozin (Preclinical) 0
hypertension-induced end-organ damage » :

— protective effect across various cardiorenal outcomes




Safety

Hyperkalemia..
*  More frequent with finerenone than placebo
¢ Hyperkalaemia-related permanent treatment discontinuation in only 1.7% of patients

receiving finerenone vs. 0.6% with placebo over a median follow-up of 3.0 years (IQR
2.3-3.8 years).

Hypokalemia..

* less frequently occurred in finerenone-treated patients



Limitations

Patient population... o
Most patients had advanced CKD, we excluded patients with nonalbuminuric

CKD and CKD not due to type 2 diabetes

Race..
only small proportion of Black patients

Generalizability may be restricted.



. T

Therefore, finerenone reduced the risk of clinically important
cardiovascular and kidney outcomes vs. placebo across the
spectrum of CKD in patients with type 2 diabetes with a
manageable hyperkalemia risk and a reduction in hypokalemia.

Y =




o Across the FIDELIO-DKD population...

* In patients with CKD and T2D, finerenone reduced the risk of new-
onset AFF

o 82/2593 (3.2%) patients on finerenone and 117/2620 (4.5%)
patients on placebo (HR: 0.71; 95% Cl: 0.53-0.94; p =0.016)

Across the FIGARO-DKD population...

* In patients with CKD and T2D, finerenone reduced the risk of new-
onset HF

o 65/3396 (1.9%) patients on finerenone and 95/3385 (2.8%)
patients on placebo (HR: 0.68; 95% Cl: 0.50-0.93; p =0.016)

Filippatos, G, et al, Finerenone Reduces Risk of Incident Heart Failure in Patients With Chronic Kidney
Disease and Type 2 Diabetes: Analyses From the FIGARO-DKD Trial. Circulation, 2022. 145(6): p. 437-447.
Filippatos, G, et al, Finerenone Reduces New-Onset Atrial Fibrillation in Patients With Chronic Kidney
Disease and Type 2 Diabetes. ] Am Coll Cardiol, 2021. 78(2): p. 142-152.

° Post-hoc Analysis



m) U.S. National Library of Medicine

O n g o i n g S t u d y ClinicalTrials.gov |dentifier: NCT04435626

s a - Recruitment Status € : Recruitin
ClinicalTrials.gov e i

Last Update Posted @ : February 25, 2022

Study to Evaluate the Efficacy (Effect on Disease) and Safety of Finerenone on Morbidity (Events Indicating Disease Worsening) & Mortality

(Death Rate) in Participants With Heart Failure and Left Ventricular Ejection Fraction (Proportion of Blood Expelled Per Heart Stroke) Greater
or Equal to 40% (FINEARTS-HF)

Study design: A Multicenter, Randomized, Double-blind, Parallel-group, Placebo-controlled Study

Primary outcome:
e  Number of cardiovascular deaths and heart
failure events

Key inclusion criteria:

* Aged 2 40 years

e Heart Failure (NYHA 1I-1V)

* Left Ventricular Ejection Fraction 2 40%
Key exclusion criteria:

|
I
|
|
|
I
: Secondary outcome:
: * eGFR <25 mL/min/1.73 m?
|

|

|

I

|

|

|

I

* Change in Total Symptom Score (TSS) from

e Serum potassium >5.0 mmol/L KCCQ
* Acute inflammatory heart disease, M, stroke, TIA « Time to first occurrence of composite renal
within 90 days prior to randomization endpoint

« CABG in the 90 days prior to randomization * Time to death from any cause
« PCl in the 30 days prior to randomization e



Appraisal

-



r . o

A. Is the basic study design
valid for a randomized
controlled trial?




A. Study Design  B. Methodology | C. Results -

Ql. Did the study address a clearly foclised
research question?

Patients with CKD and type 2 diabetes

A Yes [ 1 No [ ] Can't tell | Finerenone 10 or 20 mg o
C Placebo
O Efficacy and safety

Q2. Was the assignment of participants to
interventions randomized?

A Yes [ ] No [ ] Can't tell « Eligible patients were randomized 11 to receive
oral finerenone (10 or 20 mg) or placebo.

A clinical event committee whose members were
unaware of the trial-group assignments
independently reviewed and adjudicated all
reported outcome events



A. Study Design  B. Methodology | C. Results -

Q3. Were all participants who enteréd the

study accounted for at its conclusion?
U Yes [ ] No [ ] Can't tell °

* The full analysis set comprised all randomized patients [except those with
critical Good Clinical Practice (GCP) violations, who were prospectively

excluded from all analyses].
Randomization

70 excluded v v 75 excluded
GCP violations | 6,589 to Finerenone | | 6,582 to placebo | GCP violations
TO aucaudod Hom analyles due 1o | TS eaciucied SO analyses oue
. - orcal GCP violstons ohcs GCP oo
Intention-to-treat analysis | 13,026 patients
1,831 discontinued | [ 1831 dsccntnued el wgimes 1L in full r.mulysis set 1818 daconinced sl mgeman
trial regimen 301 ma e Sucorsema y | 242 had et dmconincmd by
2 mmw‘“‘“i 6,519 to Finerenone I 6,507 to placebo | g:i‘::w“mm»
] [ Tosstsnsinras U847 inciuied it FAS otow | 1,815 discontinued
o e i SN el S ). trial regimen

§ withcrew consant ]
© icont 5 Koo ap ol o felow-up
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B. Was the study
methodologically sound?



A.Study Design  B. Methodology €. Results -
Q4. ¢

* Were the participants ‘blind’ to intervention they were given?

A Yes [ ] No [] Can't tell

Finerenone IR tablets (10 mg and 20
* Were the investigators ‘blind’ to the mg) and placebo tablets will be

intervention they were giving to participants? identical in appearance (size, Sh,"pe' .
color). The packaging and labeling will

, be designed to maintain the blinding of
Y Yes LI No [ ] Can't tell the investigator’'s team and the subjects.

e Were the people assessing/analyzing outcome/s ‘blinded™?

, The study data will remain blinded until database lock
Y Yes [ ] No [ ] Can't tell A :
and authorization of data release according to standard
operating procedures. Appropriate measures will be
taken to maintain blinding while bioanalysis is ongoing.



A. Study Design  B. Methodology  C. Resulis

Q5. Were the study groups similar at the
start of the randomized controlled trial?

7 Yes 1 No ] Can't tell Patient characteristics, medications, and
demographics at baseline were balanced between
patients randomized to finerenone and placebo.

06. Apa ri' 'FI‘O m 'l' h e ex peri men i'CI I Table S2. Concomitant medications initiated after start of study

i ion, did h stud e
intervention, did each study group
Medication, n (%) Finerenone Placebo
receive the same level of care (that | Ll WL
Renin-angiotensin system inhibitors 2341(35.9) 2432 (37.4)
° Angiotensin-converting enzyme inhibitors 959 (14.7) 997 (15.3)
IS were -|-h ey trea fed equa I Iy)? Angiotensin receptor blockers 1597 (24.5) 1711 (26.3)
’ Alpha-blocking agents 1702 (26.1) 1807 (27.8)
B-blockers 1662 (25.5) 1775 (27.3)
) Calcium antagonists 2014 (30.9) 2310 (35.5)
Y Yes [ ] No [ ] Can't tell Diuretics 2456 (31.7) 2618 (40.2)
Loop diuretics 1704 (26.1) 1855 (28.5)
Thiazide diuretics 659 (10.1) 747 (11.5)
Statins 1881 (28.0) 1872 (28.8)
Potassium-binders? 474 (7.3) 285 (4.4)
Platelet aggregation inhibit 1528 (23.4) 1539 (23.7)
Glucose-lowering therapies 4051 (62.1) 4143 (63.7)
Insulin 2862 (43.9) 2893 (44.5)
Metformin 1485 (22.8) 1439 (22.1)
Sulfonylurea 780 (12.0) 814 (12.5)
Alpha-glucosidase inhibitor 256 (3.9) 239 (3.7)
DPP-4 inhibitors 1075 (16.5) 1044 (16.0)
GLP-1RAs G679 (104} G677 (10.4)
SGLT-2 inhibitors 766 (11.8) 784 (12.2)
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C. What are the results?



A. Study Design | B. Methodology  C. Results

Q7. Were the effects of intervention®
reported comprehensively?

Y Yes [ ] No [ ] Can't tell

Power calculation

FIDELIO-DKD

I
I
I
I
This event-driven trial was designed to have 90% I
power to detect a 20% lower risk of a primary :
outcome event with finerenone than with placebo, on :
the basis of 1068 patients with a primary outcome I
event. :
I
I
I
I
I
I
I
I

FIGARO-DKD

This event-driven trial was designed to have 90%
power to detect a 20% lower risk of a primary
outcome event with finerenone than with placebo, on
the basis of 976 patients with an event.

Clearly specified outcomes measured,

and statistical analysis
stratified Cox proportional hazards models
time-to-event analyses

Comprehensively reported results,
and p value



A. Study Design | B. Methodology | C. Results \

Q8. Was the precision of the estimate &8f the

intervention or treatment effect reported?
Y Yes [ ] No [ ] Can't tell .

Treatment effects are expressed as hazard ratios (HRs) with corresponding 95%
confidence intervals (Cls) from the stratified Cox proportional hazards models.

Q9. Do the benefits of the experimental
intervention outweigh the harms and costs?
U Yes [ ] No [ ] Can't tell

Benefits Harms Costs
Finerenone improves cardiorenal No hyperkalemia-related adverse FINE-CKD model
outcomes in patients with CKD events were fatal : cost-

and type 2 diabetes ¢ Only small proportion led to effectiveness

permanent treatment discontinuation



r : °

D. Will the results help
locally?



A. Study Design | B. Methodology D. Applications -

QI10. Can the results be applied to your local ®
population/in your context?
A Yes [ ] No [ ] Can't tell

o
Finerenone (10 mg od or Placebo All patients
20 mg od) (n = 6519) (n = 6507) (n =13 026)
Race or ethnic group, n (%)
White 4449 (68.2) 4420 (67.9) 8869 (68.1)
Black/African American 253 (39) 269 (4.1) 522 (4.0)
Asian 1432 (22.0) 1462 (22.5) 2894 (22.2)
Others 385 (5.9) 356 (54) 741 (5.8)

QIll. Would the experimental intervention provide greater
value to the people in your care than any of the existing
° ° 7

Interventions! Head-to-head comparison between MRAs in

[ ] Yes [ I No 4 Can't tell patients with DKD for cardiorenal outcomes
is lacking.



A "T N

Do you agree patients with diabetic kidney disease
should use finerenone chronically for cardiorenal
protection?

Clinical Question






