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Effect of Finerenone on Chronic Kidney Disease

Outcomes in Type 2 Diabetes.
N Engl J Med. 2020;383:2219-2229. PMID: 33264825.
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ORIGINAL ARTICLE

Eftfect of Finerenone on Chronic Kidney
Disease Outcomes in Type 2 Diabetes

George L. Bakris, M.D., Rajiv Agarwal, M.D., Stefan D. Anker, M.D., Ph.D.,
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13,911 patients 5734 patients

enrolled randomized
1374 patients switched from FIGARO-DKD Finerenone 10 mg od® (eGFR 25-<60 mL/min/1.73 m? at screening visit)
W L Finerenone 20 mg od® (eGFR 260 mL/min/1.73 m? at screening visit) . N
5 | l | : '
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= -9 | | |
5 | Placebo 10 mg od? (eGFR 25-<60 mL/min/1.73 m? at screening visit)

Placebo 20 mg od? (eGFR 260 mL/min/1.73 m? at screenlng visit) , J

Run-in period*
(4-16 weeks)

Double-blind treatment period
I

Screening |
period |
|| (52 weeks) |:

Run-in
visit

ACEi or ARBOD?

Screéning Visit 1 Visit 2 Visit 3 Visitn End-of- Post-
visit (month 1) (month 4) (every 4 study visit treatment
months) visit
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Finerenone Placebo Total
Characteristic (N=2833) (N=2841) (N=5674)
Age —yr 65.4+8.9 65.7+9.2 65.6+9.1
Male sex — no. (%) 1953 (68.9) 2030 (71.5) 3983 (70.2)
Race — no. (%)
White 1777 (62.7) 1815 (63.9) 3592 (63.3)
Black 140 (4.9) 124 (4.4) 264 (4.7)
Asian 717 (25.3) 723 (25.4) 1440 (25.4)
Other 199 (7.0) 179 (6.3) 378 (6.7)
Duration of diabetes — yr 16.6+8.8 16.6+8.8 16.6+8.8
Glycated hemoglobin — % 7.7£1.3 7.7+1.4 7.7£1.3
Systolic blood pressure — mm H 138.1+14.3 138.0+14.4 138.0+14.4

Estimated glomerular filtration rate

Mean 44.4+12.5 44.3+12.6 443+12.6
Distribution — no. (%)
=60 ml/min/1.73 m? 318 (11.2) 338 (11.9) 656 (11.6)
45 to <60 ml/min/1.73 m? 972 (34.3) 928 (32.7) 1900 (33.5)
25 to <45 ml/min/1.73 m2 1476 (52.1) 1505 (53.0) 2981 (52.5)
<25 ml/min/1.73 m? 66 (2.3) 69 (2.4) 135 (2.4)
Missing data 1 (<0.1) 1 (<0.1) 2 (<0.1)
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Up to date: diabetic kidney disease: Manifestation,

evaluation, and diagnosis(2023/12/18R %)




Characteristic

Finerenone
(N=2833)

Placebo
(N=2841)

Total
(N=5674)

Urinary albumin-to-creatinine ratiox:

R I7)L T =2 DEIR
IMENEFREARRF &
LCRIBNTWLD,

KiAFT CHBER LD
D5, secondary
outcome&E =1 TULVD,
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Median (IQR) 833 (441-1628) 867 (453-1645) 852 (446-1634)
Distribution — no. (%)
<30 11 (0.4) 12 (0.4) 23 (0.4)
30 to <300 350 (12.4) 335 (11.8) 685 (12.1)
=300 2470 (87.2) 2493 (87.8) 4963 (87.5)
Missing data 2 (<0.1) 1 (<0.1) 3 (<0.1)
Serum potassium — mmol/liter 4.37+0.46 4.38+0.46 4.37+0.46
Baseline medications — no. (%)
ACE inhibitor{ 950 (33.5) 992 (34.9) 1942 (34.2)
Angiotensin-receptor blockerf 1879 (66.3) 1846 (65.0) 3725 (65.7)
Diuretic 1577 (55.7) 1637 (57.6) 3214 (56.6)
Statin 2105 (74.3) 2110 (74.3) 4215 (74.3)
Potassium-lowering agent9| 70 (2.5) 66 (2.3) 136 (2.4)
Glucose-lowering therapy 2747 (97.0) 2777 (97.7) 5524 (97.4)
Insulin 1843 (65.1) 1794 (63.1) 3637 (64.1)
GLP-1 receptor agonist 189 (6.7) 205 (7.2) 394 (6.9)
SGLT2 inhibitor 124 (4.4) 135 (4.8) 259 (4.6)

<5

SGLT2[HEH & GLP-1
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Up to date: diabetic kidney disease: Manifestation, evaluation, and diagnosis(2023/12/18H]£)
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13911 undernwent screening

33 were excluded from
analyses due to critical GCP
violations

| 3177 were excluded

311 withdrew

299 had other reason

7567 did not meet eligiblity criteria

4

5734 underwent
randomization

v

2866 were randomized to
finerenone

2868 were randomized to

822 discontinued trial regimen
309 had adverse event
148 had finerenone
disconfinued by physician
130 died
157 withdrew

Y

>

placebo
5674 randomized patients
included in the FAS
¥

2833 included in FAS

2824 completed* the study
9 had vital status unknown:
4 withdrew consent
5 were lost to follow-up

2841 included in FAS

2832 completed* the study
9 had vital status unknown:
6 withdrew consent
3 were lost to follow-up
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801 discontinued trial regimen
294 had adverse event
109 had placebo
disconfinued by physician
157 died
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Outcome

Finerenone Placebo Finerenone Placebo

Outcome (N=2833) (N=2841) (N=2833) (N=2841) Hazard Ratio (95% ClI) P Value
no. of patients with  no. of patients with event
event (%) per 100 patient-yr
Primary composite outcome 504 (17.8) 600 (21.1) 7.59 9.08 —l— 0.82 (0.73-0.93) 0.001
Kidney failure 208 (7.3) 235 (8.3) 2.99 3.39 —— 0.87 (0.72-1.05) —
End-stage kidney disease 119 (4.2) 139 (4.9) 1.60 1.87 = O | 0.86 (0.67-1.10) —
Sustained decrease in eGFR 167 (5.9) 199 (7.0) 2.40 2.87 —il = 0.82 (0.67-1.01) —
to <15 ml/min/1.73 m?
Sustained decrease of 240% in eGFR 479 (16.9) 577 (20.3) 7.21 8.73 —l— 0.81 (0.72-0.92) —
from baseline
Death from renal causes 2 (<0.1) 2(<0.1) — — —

thofE2 . 6EDBIHARIR (T R M

Ja4xLJ>8 504/2833%4 (17.8%)

'St 600/28414 (21.1%)(CH4L.
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T StREE c. 600 d. 2241 c+d. 2841

=rll a+c. 1104 b+d. 4570 5674
ITABIDOFRLE R (EER: experimental event rate) = al/(a+b) = 17.8%

XTHEBEDFAE SR (CER: control event rate) = c/(c+d) = 21.1%

D) X i FK (RRR: relative risk reduction) = (CER-EER)/CER = 15.6%
fext ) X I ER (ARR: absolute risk reduction)=CER-EER = 3.3%
TEEMLEH(NNT: number needed to treat)=1/ARR = 30
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A Primary Composite Outcome

100~ 40-1Hazard ratio, 0.82 (95% Cl, 0.73—0.93)
90- P=0.001
—_ 30- Placebo
& 80-
I
70 _
% 20 Finerenone
o 60—
£ 504 107
2 40-
(1]
_g 30
3 20
10-
0
0 6 12 18 24 30 36 42 48
Months to First Event
No. at Risk
Placebo 2841 2724 2586 2379 1758 1248 792 453 82
Finerenone 2833 2705 2607 2397 1808 1274 787 441 83
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B Sustained Decrease of =40% in the eGFR from Baseline

C Kidney Failure

100~ 40— Hazard ratio, 0.81 (95% Cl, 0.72-0.92) 100~ 404 Hazard ratio, 0.87 (95% Cl, 0.72—1.05)
. 30 30- Placebo . 90+ 30-
§ 80— § 80-
o
% 707 20- g 70+ 20-
— m —
% 60 Finerenone g 60 Placebo
£ 50 107 £ 504 10-
g 40- a>; 40 Finerenone
E O_ | | | | | | | | .ﬁ 0 | | | | | | | |
g 30- 12 18 24 30 36 42 48 Tg 30 0 6 12 18 24 30 36 42 48
5 20- a 20
].O_ ].O_ ‘fﬁ
O | | | | | | | 0 | T | | | | | |
0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
Months to First Event Months to First Event
No. at Risk No. at Risk
Placebo 2841 2722 2588 2379 1758 1249 793 453 82 Placebo 2841 2741 2645 2508 1911 1390 892 513 103

Finerenone 2833 2703 2606 2396 1808 1275 788 442

83 Finerenone 2833 2733 2658 2506 1932 1393 897 510 104
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B Mean Serum Potassium
6.0+

Finerenone

v
v
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4.0+

3.5+ Placebo

Mean serum potassium at baseline:
3.0- Finerenone, 4.37+0.46
Placebo, 4.38+0.46
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Step 1 %ERIDEIE (PICO)
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L% & Q

Healthy diet Physical activity Smoking cessation

SGLT2i Metformin RAS inhibitor at maximum

First-line (Initiate if eGFR 220; (if eGFR 230) tolerated dose (if HTN*)
drug therapy continue until dialysis S
or transplant) 78 @ O

290

Regular reassessment
of glycemia, albuminuria,
BP, CVD risk, and lipids

v

GLP-1 RA if needed to Nonsteroidal MRA! if Dihydropyridine CCB

and/or diuretic* if
needed to achieve
individualized
BP target

Additional achieve individualized ACR =30 mg/g and

risk-based glycemic target
therapy

normal potassium

Other glucose-lowering Steroidal MRA if
drugs if needed to needed for resistant
achieve individualized hypertension
glycemic target if eGFR =45

= Qe

Weight management

Regular
risk factor
reassessment
(every 3-6
months)

Moderate- or
high-intensity statin

S

@

]

Antiplatelet Ezetimibe, PCSK9i,
agent for or icosapent ethyl if
clinical ASCVD indicated based on

ASCVD risk and lipids

©

T2D only

All patients
(T1D and T2D)

Kidney Int. 2022 Nov;102(5S):51-5127.
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