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CV risk in patients with CKD and T2D increases as eGFR falls
and as UACR rises

/ CKD = eGFR <60 ml/min/1.73 m? and
® / for >3 months? OR

CKD = albuminuria
UACR >30 mg/g for >3 months?
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*Adjusted for age, sex, race or ethnic origin, smoking, SBP, antihypertensive drugs, diabetes, total and HDL cholesterol concentrations, and albuminuria (UACR or dipstick) or eGFR, as appropriate;
#Figure adapted from Matsushita K, et al. 2015

CKD, chronic kidney disease; CV, cardiovascular; eGFR, estimated glomerular filtration rate; HR, hazard ratio; T2D, type 2 diabetes; UACR, urine albumin-to-creatinine ratio

1. Kidney Disease Improving Global Outcomes. Kidney Int 2013;3:1-150; 2. Matsushita K, et al. Lancet Diabetes Endocrinol 2015;3:514-525




Risk of adverse outcomes in patients with CKD and T2D
Increases as eGFR falls and as UACR rises

/ CKD = eGFR <60 mI/min/1.73m2 | and [/ B\ CKD =albuminuria
® / for >3 months? OR } / UACR >30 mg/g for >3 months?

Albuminuria categories
(UACR, mg/qg)

CKD Al A2 A3
prognosis by Normal to mildly| Moderately Severely
eGER and increased increased increased
60—89 Low risk*
45—59 _ Moderately increased risk
3/30-44 I o High risk
AR T very nigh risk

@

GFR categories
(ml/min/1.73 m?)

*If no other markers of kidney disease, no CKD
1. Kidney Disease Improving Global Outcomes. Kidney Int 2013;3:1-150




FIDELITY iIs a large individual patient data pooled analysis of
FIDELIO-DKD?! and FIGARO-DKD?

13,171 patients randomised 3 years’ median follow-up

Finerenone 10 or 20 mg od*

Placebo

UACR (mg/g) Key outcomes

30-299 | = CV composite

Time to CV death, non-fatal Ml,
non-fatal stroke, or HHF

57% eGFR kidney composite

Time to kidney failure,” sustained |
>57% decrease in eGFR from
baseline, or renal death

@ On single RASI
@ Serum [K*] <4.8 mmol
@ Symptomatic HFrEF

GFR
(ml/min/1.73 m?)

*10 mg if screening eGFR 25-<60 ml/min/1.73 m?; 20 mg if 260 ml/min/1.73 m?2, up-titration encouraged from month 1 if serum [K*] £4.8 mEqg/l and eGFR stable; #kidney failure defined as either ESKD (initiation of
chronic dialysis for 290 days or kidney transplant) or sustained decrease in eGFR <15 ml/min/1.73 m?; ESKD, end-stage kidney disease; GFR, glomerular filtration rate; HHF, hospitalisation for heart failure;
HFrEF, heart failure with reduced ejection fraction; [K*], potassium concentration; MI myocardial infarction; RASI, renin—angiotensin system inhibitor; od, once daily

1. Bakris GB, et al. N Engl J Med 2020;383:2219-2229; 2. Pitt B, presented at ESC congress 2021



At baseline, patients had well-controlled blood pressure and
HbAlc, and CV medications were used by most patients

Characteristic Total Medications, n (%) Total
(n—13 026) (n=13,026)

Age, years CV medications
RASI 13,003 (100)
0)
HElE, Ve e Statins 9399 (72)
Duration of T2D, years 15.4 Beta-blockers 6504 (50)
Calcium antagonists 7358 (57)
0)
HPALc, % [ Diuretics 6710 (52)
SBF/DBP, mmHg 137476 Glucose-lowering therapies 12,720 (98)
History of CV disease, n (%) 5935 (46) Metformin 7557 (58)
. Insulin 7630 (59)
0
History of HF, % 1007 (7.7) GLP-1RAS 944 (7.2)

Serum [K*], mmol/l 4.4 SGLT-2is 877 (6.7)

GLP-1RA, glucagon-like peptide-1 receptor antagonist; HbAlc, glycated haemoglobin; HF, heart failure; SBP, systolic blood pressure; SGLT-2, sodium-glucose co-transporter-2 inhibitors



40% of patients had albuminuric CKD with preserved kidney
function (eGFR 260 ml/min/1.73 m?)

Baseline eGFR (ml/min/1.73 m?) Baseline eGFR and UACR (KDIGO categories)*

Albuminuria categories
(mg albumin/g creatinine)

Al A2 A3
Data Normal to mildly| Moderately Severely
presented increased increased increased

as n (%) 30—<300 |=300-<5000

Sl 13(<0.1) 198 (1.5) 1108 (8.5)
eYAOmEE] 51(0.4) 1043 (8.0) 2780 (21)

ERPR ;00 130 () (9625
CCRE 6305 [1280(64) [2206(47)

GFR categories
(ml/min/1.73 m?)

EEE oy w08 ss@

*Data were missing for 3 patients
KDIGO, Kidney Disease Improving Global Outcomes




On top of optimised RAS blockade, finerenone significantly
reduced the risk of the composite CV outcome by 14%

Time to CV death, non-fatal Ml, non-fatal stroke, or hospitalisation for HF

257 HR=0.86; 95% Cl 0.78-0.95

p=0.0018
Placebo: 939/6507 (14.4%)*
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NNT after 3 years = 46
(95% CI 29-109)
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Finerenone: 825/6519 (12.7)%

Cumulative incidence (%)"

0 6 12 18 24 30 36 42 48
No. at risk Time to first event (months)

Finerenone 6519 6360 6202 6009 5273 4207 3065 2187 1087
Placebo 6507 6330 6125 5938 5184 4147 2969 2135 1082

*Cumulative incidence calculated by Aalen—Johansen estimator using deaths due to other causes as competing risk; number of patients with an event over a median of 3.0 years of follow-up
Cl, confidence interval; HR, hazard ratio; NNT, number needed to treat



The CV benefits of finerenone were primarily driven by
reduction in HHF, and also CV death

Outcome Finerenone | Placebo HR (95% Cl) p-
(n=6519) (n=6507) value

Composite
oV outeome 825 (12.7) 939 (14.4) i 0.86 (0.76—0.95) 0.0018
HHF 256 (3.9) 325 (5.0) —— | 0.78 (0.66—0.92) 0.0030
CV death 322(4.9) 364 (5.6) —O—t 0.88 (0.76—1.02) 0.092
Non-fatal Ml 173 (2.7) 189 (2.8) ——— 0.91 (0.74-1.12) 0.36
S'f't‘r)g‘éata' 198 (3.0) 198 (3.0) —— 0.99 (0.82-1.21) 0.95
OI§ 1i0 2:0

Favours finerenone Favours placebo



The CV benefits of finerenone were consistent regardless of
baseline eGFR or UACR, and use of SGLT-2is or GLP-1RAs

Category | Finerenone Placebo HR (95% Cl) Pinteraction
: o :

Baseline eGFR, ml/min/1.73 m?2 0.14

<25 11/81 (5.2) 23/81 (12.2) 0.48 (0.22-1.03)

25—<45 321/2117 (5.7)  331/2115 (5.8) ci 0.94 (0.81-1.10)

45-<60 197/1717 (4.0)  247/1717 (5.1) CC i 0.80 (0.66—0.97)

>60 295/2603 (3.6) 337/2592 (4.2) 5 0.87 (0.74-1.01)
Baseline UACR, mg/g ~ E 0.41
<30 10/120 (2.4) 15/110 (4.3) h : 0.59 (0.24-1.45)
30-<300 260/1076 (3.8)  292/2023 (4.4) POHC: 0.86 (0.73-1.02)

>300 554/4321 (4.7)  631/4371 (5.4) | 0.89 (0.79-1.00)
Baseline SGLT-2i '_<>_| 0.41
No 786/6081 (4.4) 887/6068 (5.1) N ! 0.87 (0.79-0.96)

Yes 39/438 (3.0) 52/439 (4.1) e § 0.63 (0.40—<1.00%)
Baseline GLP-1RA '_<>_| 0.63
No 767/6022 (4.4)  875/6060 (5.0) N 0.87 (0.79-0.96)

Yes 58/497 (3.8) 64/447 (4.9) ~— 0.76 (0.52-1.11)

0.2 1.0 ‘

*Upper CI=0.996 T < - >
PY, patient-year; SGLT-2i Favours finerenone  Favours placebo




Finerenone significantly reduced the risk of the 257% eGFR
kidney composite outcome by 23%

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

27 HR=0.77; 95% Cl 0.67-0.88
S p=0.0002
® 20 -
S NNT after 3 years = 60
S 15 (95% CIl 38-142)
o Placebo: 465/6507 (7.1%)*
2 10+
©
S .
c S Finerenone: 360/6519 (5.5%)*
O
O | | | | | | | |
0 6 12 18 24 30 36 42 48
No. at risk Time to first event (months)
Finerenone 6519 6291 6107 5848 5027 3973 2815 2024 959
Placebo 6507 6292 6071 5815 4949 3932 2798 1988 962

*ESKD or an eGFR <15 ml/min/1.73 m?; #events were classified as renal death if: (1) the patient died; (2) kidney replacement therapy had not been initiated despite being clinically indicated; and
(3) there was no other likely cause of death; *cumulative incidence calculated by Aalen—Johansen estimator using deaths due to other causes as competing risk; fnumber of patients with an event
over a median of 3.0 years of follow-up



Finerenone significantly reduced the incidences of all components of
the kidney composite outcome (except renal death*)

Outcome Finerenone Placebo HR (95% CI) p-value
(n=6519) (n=6507)

eGFR 57% composite 0.77
kidney outcome Se5) HED (7.4 (0.67-0.88) e
Kidney failure 254 (3.9) 297 (4.6) o @ 7%3;‘ og) 0039
ESKD* 151 (2.3) 188 (2.9) o @ oo 0g) 0.040°
eGFR <15 0.81 ;
ml/min/1.73 m21 195 (3.0) 237 (3.6) —)— (0.67-0.98) 0.026
=257% decrease in 0.70
eGFR from baselinet 27 (39) 3615  —O— (0.60-0.83) <0-0001
Renal death 2 (<0.1) 4 (<0.1) © 1%-_55’91) _

I
257% decrease in eGFR is equivalent to doubling of serum creatinine 05

1.0 2.0

*Only 6 patients experienced renal death; #initiation of chronic dialysis for 290 days or kidney

transplant; *analysis for p-values not prespecified; Tconfirmed by two eGFR measurements FaVO l] rs f| nerenone Favo urs p | ac ébo

24 weeks apart



Finerenone showed modest effects on SBP and no sexual side effects.
Hyperkalemia was increased but clinical impact was low

Modest effect on systolic blood pressure No sexual side-effects

N
o
J

Placebo-corrected
change in mean SBP of
-3.7 mmHg at 4 months

Patients (%)
|_\
o

0.0 <0.1 0.1 0.2

o

Breast hyperplasia Gynaecomastia

Increased hyperkalaemia with minimal impact
20 -

14.0

Finerenone (n=6510)
Placebo (n=6489)

Patients (%)
H
o

1.7 0.6
O _
Any Hyperkalaemia leading
hyperkalaemia to permanent

discontinuation




FIDELITY summary and conclusions

Finerenone is an effective treatment option for CV and kidney protection
In patients with mild-to-severe CKD and T2D

UACR monitoring in patients with T2D is important
for the identification of patients who can benefit from
treatment with finerenone, independent of eGFR

FIDELIO-DKD?! and FIGARO-DKD?

The increase in hyperkalaemia with finerenone was manageable,

and routine potassium monitoring minimised its clinical impact

1. Bakris GB, et al. N Engl J Med 2020;383:2219-2229; 2. Pitt B, presented at ESC congress 2021
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Thank you

48 countries, 33,292 patients enrolled, 13,171 patients randomised
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