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* We used a mixed model for repeated measures to investigate changes in eGFR 3.2. eGFR slope analysis before and after an HHF event 3.3. Strengths and limitations
eGFR slopes . . . . . . . .
1 - Backg rou nd ( pes) e For the primary analysis (£90-day exclusion window), the mean change in ® There are several strengths to this analysis, and these include:
— The primary eGFR slope analysis used a time-exclusion window of £90 days ianifi ine i . . .
e Chronic kidney disease (CKD) is a common complication of type 2 diabetes (T2D), affecting approximately bef " dy fter th dp' di tyd HHF t set t lud ’ t eGTR from month 4 fo an HIHF even showzed a significantly slower decline in - Data were reported from an international multicenter cohort that enrolled a
0 - - : | STore and atter the adjudicate SVENL, Se 10 SXCILTE aly Meastrements eGFR with finerenone (-2.8 ml/min/1.73 m*/year) compared with placebo diverse population, which increases the generalizability of results
40% of patients with T2D of serum creatinine that would have been modified due to the hospitalization (5.4 ml/min/1.73 m?/year; between-treatment difference of 2.7 ml/min/1.73 m2/year: . ’ o
e Cardiovascular complications and CKD are closely interlinked such that progression of one can lead to the event and thus not a true reflection of the treatment effect p=0.004) (Figure 2A) HHF.e;/ents V‘:cetLe mdepenr(;legﬂy adgudlcated to ensure accuracy and
: 2 B : . . _ _ _ _ consistency or1 these reportea events
worsening of the other Patients who had 21 post-baseline eGFR measurement that did not fall — A numerically slower decline in eGFR versus placebo was also observed with . o | |
e Patients with CKD hospitalized for HF have greater risk of CKD progression and death? within the time-exclusion window were included in the analysis finerenone after an HHF event to the end of study (between-treatment difference tSherurfn creatlnlﬂe was mteasufred rdou;lr;ely ?ﬁ p?rt of the research protocol;
. . . : . STY . . _ " : : : ' 2 . = : ererore, results are not conrounde Indication
- Moreover, in this patient population, higher rates of hospitalization have been observed in those with lower Additional analyses were performed as above for time-exclusion windows of 1.0 ml/min/1.73 m*/year; p=0.34) (Figure 2A) | e by -
estimated glomerular filtration rate (eGFR) and higher urine albumin-to-creatinine ratio (UACR)? +120 and 150 days before and after the adjudicated HHF event e Similar results were observed with the +120-day and +150-day exclusion windows ® However, the benefits of the randomization process were invalidated by the
. . . . . _ L - - L _ _ use of post-baseline data (HHF events) to define subgroups
e FIDELITY is a prespecified pooled analysis of the FIDELIO-DKD and FIGARO-DKD trials, which demonstrated Sensitivity on-treatment analyses were also performed for each exclusion window - Significant between-treatment eGFR slope differences of 2.9 ml/min/1.73 m?/'year | | |
that finerenone reduced the risk of cardiovascular and kidney outcomes versus placebo in patients with T2D - eGFR slopes from month 4 to an HHF event, and from an HHF event to the end (p=0.001) and 3.0 ml/min/1.73 m?/year (p=0.0008) were observed from As such, the analysis may be susceptible to unmeasured confounding by
and CKD* of the study period were reported as least.squares (LS) mean changes in 6GFR month 4 to an HHF for the +120-day and 150-day windows, respeciively rtroduoing imbalances in the randormized groups that may have biased the
. . . . . L . _ i ' 2
e This post hoc analysis explored whether the benefit of finerenone on CKD progression persists in patients The between-treatment eGFR slozpe differences were 0.37 ml/min/1.73 m“/year
after discharge from a hospitalization for heart failure (HHF) 3. Results gl;_-o-m) azf;sd 0-212f8|)/mm/1 .73 m?/year (p=0.48) after an HHF event,
- igures 2B an
? Stu dy design and methods e Among patients who experienced an HHF event, baseline characteristics were Figure 2. eGFR slope analysis with (A) £90-, (B) £120-, (C) £150-day exclusion
: generally balanced between finerenone (n=239) and placebo (n=311), and are windows before and after HHF event e Patients treated with finerenone tended to have lower eGFR decline after
e FIDELITY combined individual patient-level data from the two complementary phase Ill clinical trials, outlined in Table 1 A. £90-day exclusion window an HHF event when compared to placebo
FIDELIO-DKD (NCT02540993) and FIGARO-DKD (NCT02545049), in patients with T2D and CKD receiving . L - ations f From month 4 to HHF event (before] From HHF event to EOS (after) e Our findings suggest that finerenone should be continued on discharge in
. . . . 5 6 patients who experienced an HHF event = | o Finerenone
— The designs and results of these studies have been published previously> —E—— Placebo s —1- | Bl
. o . . L ' a 0 -2
® This analysis included FIDELITY participants that experienced HHF >4 months after randomization (n=239) (n=311) S . ® —2.8 (—4.1t0—1.4) |
| | o o | : — i ® 3.3 (-4.8t0-1.8)
e A summary of the study design and patient population in FIDELITY and the assessment criteria for this post hoc Baseline characteristics LT 4 - T ® 4.2 (-5.5t0-3.0) Acknowledgments
. . . . + + O .= e i 1
analysis of CKD attenuation after HHF are shown in Figure 1 Age, years 06.7£9.5 67.8£8.9 ®E ® 5.4 (-6.7104.2), i Funded by Bayer AG: FIDELIO-DKD (NCT02540993) and FIGARO-DKD (NCT02545049). Medical writing assistance
Sex E _3 | was provided by Chameleon Communications International and was funded by Bayer AG.
Male 150 (62.8) 233 (74.9) - . .
: : . . " . GFR sl * diff :2.7(09to 4.5 GFR sl * diff :1.0(-1.0to0 2.9
Figure 1. Study design and patient population in FIDELITY, and CKD attenuation after HHF post hoc Female 89 (37.2) 78 (25.1) SOFR slope A 00 - -9 to4s) SOFR slope” dlre eras. 1 0t029)
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) etformin . . S _ -2.5(-3.8to 1. | @ 2.8 (4.3t0-1.3)
™M Serum [K*] <4.8 mmol/I# : : oE -3 | _ _
Lo o e et veeo Population Outcome: Sulfonamides 51 (21.3) 64 (20.6) e 4 . SR
> it UACR * FIDELITY participants A\, - change in eGFR siope DPP-4 inhibitors 56 (23.4) 62 (19.9) 5E - ©-55 (67 t043) References
= >30—< UACR >5000 mg/ - - ©®E _g- e - " 42,
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*Prospective exclusion of 145 patients; *at run-in or screening visit; *FIDELIO-DKD only; Srun-in only; Tknown significant nondiabetic kidney disease, including clinically relevant renal artery stenosis Data are n (%) or mean + SD unless stated otherwise p=0.0008 p=0.48
ACEI, angiotensin-converting enzyme inhibitor; ARB, angiotensin receptor blocker; CKD, chronic kidney disease; eGFR, estimated glomerular filtration rate; EOS, end of study; HbA1c, glycated hemoglobin; ACEi, angiotensin-converting enzyme inhibitor; ARB, angiotensin receptor blocker; CV, cardiovascular; DPP-4, dipeptidyl peptidase-4;
HFrEF, heart failure with reduced ejection fraction; HHF, hospitalization for heart failure; [K*], potassium concentration; NYHA, New York Heart Association; od, once daily; R, randomization; T2D, type 2 eGFR, estimated glomerular filtration rate; GLP-1RA, glucagon-like peptide-1 receptor agonist; HbA1c, glycated hemoglobin; HHF, hospitalization for *eGFR slope data are presented as least-squares mean in ml/min/1.73 m?/year (95% ClI)

diabetes; UACR, urine albumin-to-creatinine ratio heart failure; Q, quartile; SD, standard deviation; SGLT-2i, sodium-glucose co-transporter-2 inhibitor; UACR, urine albumin-to-creatinine ratio Cl, confidence interval; eGFR, estimated glomerular filtration rate; EOS, end of study; HHF, hospitalization for heart failure Poster 229 presented at the National Kidney Foundation Spring Clinical Meeting, May 14-18, 2024




