Poster No.: 281

Finerenone In Black patients with type 2 diabetes and chronic kKidney disease:
A FIDELITY analysis

John M. Flack,” Rajiv Agarwal,? Stefan D. Anker,*> Bertram Pitt,* Luis M. Ruilope,>’ Peter Rossing,?® Sharon G. Adler,'° Linda Fried," Kenneth Jamerson,'> Robert Toto,'® Meike Brinker,'* Alfredo E. Farjat,'> Peter Kolk
Robert Lawatscheck, George L. Bakris,' on behalf of the FIDELIO-DKD and FIGARO-DKD Investigators

'Department of Medicine, Southern lllinois University School of Medicine, lllinois, IL, USA; “Richard L. Roudebush VA Medical Center and Indiana University, Indianapolis, IN, USA; *Department of Cardiology (CVK), and Berlin Institute of Health Center for Regenerative Therapies, German Centre for Cardiovascular Research Partner Site Berlin, Charite — Universitatsmedizin, Berlin, Germany;
Medicine, Ann Arbor, M|, USA; *Cardiorenal Translational Laboratory and Hypertension Unit, Institute of Research imas12, Madrid, Spain; °CIBER-CV, Hospital Universitario 12 de Octubre, Madrid, Spain; "Faculty of Sport Sciences, European University of Madrid, Madrid, Spain; ®Steno Diabetes Center Copenhagen, Gentofte, Denmark; *Department of Clinical Medicine, University of Copenha
Hypertension, Harbor-UCLA Medical Center, Torrance, CA, USA; "Department of Medicine, University of Pittsburgh School of Medicine, Pittsburgh, PA, USA; “Cardiology Clinic, University of Michigan, Michigan, MIl, USA; *Department of Internal Medicine, University of Texas Southwestern Medicine, Dallas, TX, USA; “Cardiology and Nephrology Clinical Development, Bayer AG, Wuppertal, ¢
Data Insights, Bayer PLC, Reading, United Kingdom; "®*Research and Development Cardiovascular Precision Medicines, Bayer AG, Wuppertal, Germany; "Cardiology and Nephrology Clinical Development, Bayer AG, Berlin, Germany; *Medical Affairs & Pharmacovigilance, Pharmaceuticals, Bayer AG, Berlin, Germany; Department of Medicine, University of Chicago Medicine, Chicago, IL,

*John M. Flack; jflack47@siumed.edu

1 Backg round 3. Results Figure 2. Cardiovascular and kidney outcomes in Black and non-Black patients 3.2. Safety outcomes
: | | N | e |n Black patients, the overall incidence of treatment-emergent adverse events was similar between
e Chronic kidney disease (CKD) is a common complication of type 2 diabetes (T2D)," and Black o Of 13,026 patients, 522 (4.0%) seli-identified as Black, ot whom 72.2% were irom North America Finerenone INEEEEEE the finerenone and placebo groups

or African American patients (herein referred to as Black) with T2D are at increased risk of * Baseline characteristics and medication use at baseline were generally similar between Black and _ (n=6519)  (n=6307) (“73537) 0 — Adverse events leading to discontinuation of study drug were similar between Black and non-Black
: : : 0
kidney failure? non-Black patients (Table 1) Outcome n/N (%) n/N (%) HR 95% Cl) — patients in the finerenone and placebo groups (Figure 4)

o Inthe FIDELITY prespecified pooled analysis of the FIDELIO-DKD and FIGARO-DKD trials, Table 1. Baseline characteristics and medication use in Black and non-Black patients Cardiovascular composite : — Incidence of investigator-reported treatment-emergent hyperkalemia was higher in patients treated
reduced risks of kidney and cardiovascular (CV) outcomes were demonstrated with finerenone ' P Overall 825/6519  939/6507 —.— 0.86 (0.78-0.95) with finerenone compared with placebo; however, the incidence of hyperkalemia leading to
versus placebo in patients with CKD and T2D° Characteristic Black (n=522) Non-Black (n=12,504) Black 39/253 53/269 . 0.79 (0.51-1.24) discontinuation of study drug was low in both treatment groups and across the Black and

e The aim of this FIDELITY subgroup analysis was to evaluate the kidney and CV benefits of (154) (19.7) 5 0.48 non-Black patient groups (Figure 4)

: : : Age, years, mean * SD 61.8+10.0 64.9+9.5 786/6266 886/6238 | '
finerenone in Black patients Non-Black (12.5) (14.2) . 0.87 (0.79-0.96) E: 4 Safet t . Black and Rlack patient
Male, n (%) 284 (54.4) 8804 (70.4) i igure 4. Safety outcomes in Black and non-Black patients
Kidney composite |
I Duration of di rs, mean = SD 16.2+8. 4+8. |
2. Stu dy deSIgn and methOds u at ono d abeteS, yea S, ea S 6 8 8 15 4 8 7 Overall 360/6519 465/6507 —8— i 0.77 (067—088) A AE |eading to discontinuation @ Hyperkalemia AE |eading
| | | - | HbA1c, %, mean + SD 7 0+1 4 7 741 4 35/253 39/269 i 14 - of study drug to discontinuation
e This analysis combines individual patient-level data from the FIDELIO-DKD (NCT02540993) and Black (13.8) (14.5) - 0.71(0.43-1.16) < | |
FIGARO-DKD (NCT02545049) phase Il clinical trials. The designs and results of these studies have BMI, kg/m?, mean + SD 34.1+7.4 31.215.9 395/6266  426/6238 = 0-90 1 ]
. . Non-Black —.— | 0.76 (0.66—0.88) 10 -
4,5 5.2) (6.8) - < 10
been published previously . ( i 17
| | | | | o o Systolic blood pressure, mmHg, mean + SD 138.6+£15.7 136.7+14.1 | | | | - g 397
e Study design, efficacy outcomes, and inclusion/exclusion criteria are shown in Figure 1 0.25 0.5 1 2 £ (6.7%) 15 (6.3%) 336
History of cardiovascular disease, n (%) 233 (44.6) 5702 (45.6) —_— -mm S 6 - (9:6%) (5.4%)
Figure 1. Study design, efficacy outcomes, and patient population Favors finerenone - Favors placebo 2 -— !
' ’ ’ eGFR, mL/min/1.73 m?, mean + SD 53.8+21.8 57.7+21.7 S 4- (2.8%) 5 103 26
| o | = 5. R 0% (16%) oo
UACR, mg/g, median (IQR) 529 (229-1175) 514 (196-1146) Cl, confidence interval; HR, hazard ratio ol ) O -9 70
Serum potassium, mmol/L, mean + SD 4.2510.46 4.3510.44 . . S . . . . Black Non-Black Black Non-Black
FIDIEJL;%EKD FIGﬁRﬂ;?KD 3 years’ median follow-up P e In Black patients, finerenone significantly reduced the urine albumin-to-creatinine ratio (UACR) by
_ . " 10 or 20 ’ Baseline medications, n (%) 40% at month 4 (least-squares [LS] mean treatment ratio 0.60; 95% CIl 0.52-0.69; p<0.0001) ® Finerenone  m Placebo
inerenone 0] g mg O .
(n=6519) . . . L compared with placebo
Ll _ Angiotensin-converting enzyme inhibitors 255 (48.9) 5389 (43.1) _ _ _ _ _ _ AE, adverse event; [K+], potassium concentration; TEAE, treatment-emergent adverse event
Prespemfﬁigooozlgg analysis S e |n Black patients, LS mean change in estimated glomerular filtration rate (eGFR) from baseline to
’ (n=6507) Angiotensin receptor blockers 302 (57.9) 3135 (65.1) month 4 was —4.3 mL/min/1.73 m? (95% CI| =5.5 to —3.2) with finerenone and —1.1 mL/min/1.73 m? 4 C | ]
0 _ _ ' : _2 9- QRO _ _1 B p=
Beta blockers 356 (68.2) 7394 (59.1) (95% Cl —2.4 to —0.1) with placebo (difference of LS means —3.2; 95% CI —4.9 to —1.5; p=0.0002) . CONCIUSIONS
Diuretics 393 (75.3) 8268 (66.1) - LS meandch.atrr:gel n c;rc?nlcéleG:R ?.Iopte fro?r)n5mo|i1/th .4/t1o7e?:1d Sf S:EC:CV was lower Vé'th finerenone e Overall, finerenone appeared to have a similar impact in reducing albuminuria and eGFR slope with
| Czn;pa[e/ WI/1 7pgace2 O'tll: I ac bp? l;er; s(=3.om r;'f? ' m 1\'2' Ll;we.re/r;o;wge ar;. a comparable safety profile between Black and non-Black patients. The benefits of finerenone on
| | | Statins 443 (84.9) 9905 (79.2) ;5;/ r(r;]| Om?:g , 44.m _Vg OO%EasCGF'O, © v:;/een Jroup diierence. 1.4 MLminiL. fom- the kidney and CV outcomes appeared consistent across the Black and non-Black subgroups;
CV composite outcome Kidney composite outcome Potassium supplements 69 (13.2) 1167 (9.3) 0 LI Y.99me A%, PEU. ) (Figure 3) however, a larger sample size would be needed to reduce uncertainty around treatment
Time to CV death, nonfatal Time to first onset of kidney tailure, Figure 3. Chronic eGFR slope from month 4 to end of study in Black and non-Black patients effect estimates
myocardial infarction, nonfatal sustained =257% eGFR decline Potassium-lowering agents 23 (4.4) 349 (6.8) 9 ' P y P
stroke, or hospitalization for from baseline over 24 weeks, al | — | Acknowledgments
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Black patlents Non-Black patlents Chameleon Communications International and was funded by Bayer AG.
Insulin and analogues 394 (75.5) 8347 (66.8) 0
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non-Black patients (p_ . =0.48 and 0.90, respectively) (Figure 2) -14 - References

*Prospective exclusion of 145 patients; “at run-in or screening visit; *FIDELIO-DKD only; Srun-in only; Tat the run-in or screening visit;

**KNOWN significant nondiabetic kidney disease, including cIinicaIIy relevant renal artery stenosis . Despite ) Sma” Sample Size Wlth redUCed power, ﬁnerenone numerically redUCed the risk Of the CV 1.United States Renal Data System. Bethesda, MD: National Institutes of Health, National Institute of Diabetes and Digestive and Kidney Diseases; 2017.

ACEi, angiotensin-converting enzyme inhibitor; ARB, angiotensin receptor blocker; CV, cardiovascular; eGFR, estimated glomerular filtration 2.Peralta CA, et al. J Am Soc Nephrol 2011;22:1327-1334.

' i i ' ' i = . i ' . ' iltrati : - 3.A | R, et al. Eur Heart J 2022;43:474—-484.
rate; GFR, glomerular filtration rate; HbA1c, glycated hemoglobin; HFrEF, heart failure with reduced ejection fraction; [K*], potassium and kldney Comp03|te outcomes In Black patlents compared with placebo (hazard ratio [HR] 0'79’ Cl, confidence interval; eGFR, estimated glomerular filtration rate; LS, least-squares 4_R?Jia|]2g2 Lm,eef al X,; Je/?[ephrol 2019:50:345-356.

concentration; NYHA, New York Heart Association; od, once daily; T2D, type 2 diabetes; UACR, urine albumin-to-creatinine ratio 95% confidence interval [Cl] 0.51-1.24 and HR=0.71; 95% CI 0.43-1.16, respectively) (Figure 2) 5.Bakris GL, et al. Am J Nephrol 2019;50:333-344.
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