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Efficacy of finerenone in patients with abnormal markers of liver steatosis and fibrosis:
A FIDELITY subgroup analysis
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1. Introduction 3. Results

e Nonalcoholic fatty liver disease (NAFLD) occurs in over 50% of patients with type 2 diabetes (T2D), with a higher prevalence Baseline characteristics Effect of finerenone on kldney outcomes Effect of finerenone on CV outcomes
among patients with comorbid chronic kidney disease (CKD) versus those without'+ e Baseline characteristics for the FIDELITY patient population have previously been published® e As shown in Figure 3, finerenone reduced the risk of the composite kidney outcome e As shown in Figure 4, finerenone reduced the risk of the composite CV outcome
~ These were generally balanced within the analyzed liver impairment subgroups (Table 1) compared with placebo in the following liver impairment subgroups: compared with placebo in all analyzed liver impairment subgroups. Stronger reductions

— NAFLD is associated with an increased risk of CKD progression and, potentially, with an increased risk of

- - : — Elevated transaminases (hazard ratio [HR]=0.75; 95% confidence interval [CI] were observed at higher FlB-4 scores.
cardiovascular (CV) disease®®

0.50-1.13; Preracion=0.71)

Table 1. Key patient baseline characteristics by liver impairment subgroup (FAS) Figure 4. CV outcomes in patients with altered liver function (FAS)

e Finerenone, a selective, nonsteroidal mineralocorticoid receptor antagonist, has shown CV and kidney benefits versus — High risk of steatosis (HR=0.75; 95% CI 0.64-0.88; Pinteraction=0.49) Subgroup Hazard ratio (95% Cl) P value for
| in ients with CKD and T2D?¢ Patients with elevated : . . . B _ D o interacti
placebo in patients with CKD and transaminases Patients with intermediate Patients with moderate/ Patients with advanced - Intermediate risk of fibrosis (HR=0.75; 95% Cl 0.60-0.93; Pieraction=0.85) n/N (n/100 PY)  n/N (n/100 PY) eraction
- & o7 ‘At - - - : (ALT >25* if female and Patients with steatosis liver fibrosis advanced liver fibrosis liver fibrosis B
e This exploratory analysis aimed to assess the association between liver pathology and the effect of finerenone on liver function, >33* if male) (HSI >36%) (FIB-4 score >1.3%) (FIB-4 score >2.67%) (FIB-4 score >3.25%) Overall 825/6519 (4.34) 939/6507 (5.01) = 0.86 (0.78-0.95)

and CV and kidney composite outcomes in patients with CKD and T2D Patients with steatosis (HSI >36)

Finerenone Placebo Finerenone Placebo Finerenone Placebo Finerenone Placebo Finerenone Placebo Figure 3. Kidney outcomes in patients with altered liver function (FAS)
Baseline characteristic n=1067 n=1025 n=5340 n=5297 n=3130 n=3082 n=331 n=320 n=152 n=139 _ —— No WEES e IS i SOOI e
Subgroup Hazard ratio (35% Cl) P value for Yes 671/5340 (4.29) 772/5297 (5.06) * 0.85 (0.77-0.95)
2 . Meth OdS Age, years, mean * SD 61.91£9.8 61.7 £ 10.1 64.3+£9.3 64.3 £ 9.6 68.6 £ 7.8 69.0+7.8 7/0.6+7.8 71.80 £ 8.0 70971 724 £8.0 nIN (n/100 PY)  n/N (n/100 PY) Patients with elevated transaminases
Sex, n (%) Overall 360/6519 (1.96) 465/6507 (2.55) - 0.77 (0.67-0.88) No 716/5436 (4.58) 822/5463 (5.27) + 0.87 (0.79-0.96) .
o The analysis included patients from Figure 1. Study design, patient population, and key outcomes Female 423 (39.6) 372 (36.3) 1763 (33.0) 1654 (31.2) 830 (26.5) 718 (23.3) 86 (26.0) 77 (24.1) 41 (27.0) 36 (25.9) Patients with steatosis (HSI >36) Yes 104/1067 (3.10)  112/1025 (3.61) — 0.81 (0.62-1.07)
FIDELITY, a prespecified pooled dataset Mal 644 (60.4 653 (63.7 3577 (67.0 3643 (68.8 2300 (73.5 2364 (76.7 245 (74.0 243 (75.9 111 (73.0 103 (74.1 N e i
combining individual patient-level data from Study design and patient subgroups e (60-4) (63.7) (67.0) (68.8) (73.9) (76.7) (74.0) (75.9) (73.0) (74.1) o SITEDELT) IO () | He (et 0.45 Advanced (>3.25) |
the phase lllI, multicenter, randomized, SBP, mmHg, mean £ SD  136.0 + 14.2 135.8 + 14.1 137.0+13.8 137.1 £ 14.0 137.2+14.2 137.1+14.4 137.3+14.6 136.7 + 15.6 136.2 + 15.6 138.8 £ 15.8 Yes 264/5340 (1.75)  356/5297 (2.38) 0~ 0.75 (0.64-0.88) NG 792/6313 (4.30) 899/6331 (4.92) o 0.87 (0.79-0.96)

. . _ _ : ; ' R 0.03
double-blind trials FIDELIO-DKD FIGARO-DKD FIDELITY Patients randomized DBP, mmHg, mean+SD  77.7+9.5 77.6 9.3 76.8 + 9.4 77.0 9.4 75.2 9.8 748+97  733+103  737+103  73.0+108  73.9+104 Patients with elevated transaminases § Yes 201152 (4.54) 331139 (9.06) — 0.48 (0.25-0.90)
(NCT02540993) and FIGARO-DKD NErass .- or placebo No 314/5436 (2.08)  40/5463 (2.67) o 0.78 (0.67-0.90) Moderate/Advanced (>2.67) ;

) - . | . . —VU. . i
(NCT02545049)° Prespecified pooled HbA1c, %, mean  SD 7.9+1.4 7.9+ 1.4 7.8+ 1.4 7.8+ 1.4 7.5+ 1.3 74+1.2 7.3+1.3 7.3+1.2 7.3+1.2 7.3+1.3 | 07 \ 4134 (427 3666150 (457 i 157 (079-0 56
. analysis Median follow-up: , : Yes 45/1067 (1.40)  58/1025 (1.93) —o—+ 0.75 (0.50—1.13) 0 - - | 87 (0.79-0.
e Study design, key outcomes, and eligibility FIDEI='|5(7)3E o N=13,026* % “Byears eeugfglor:e%fnd_:_aggtes, 14.1 £ 8.3 13.4 + 8.0 15.3+ 8.7 15.1+8.5 16.4 £+ 9.2 16.4 £ 9.1 17.0 £ 9.9 16.3+9.4 16.8 £ 9.5 17.1+£9.4 s i T s (T i Yes 48/331 (4.94)  66/320 (7.42) ——| 0.61 (0.41-0.92) o1
criteria for FIDELITY are shown in Figure 1 : | Intermediate (>1.3)
eGFR, mL/min/1.73 m?, Advanced (>3.25 i |
o Patients were split into subgroups Liver eT— mean + SD 63.9 £ 22.8 64.4 £ 22.5 98.5 £ 22.0 58.4 + 22.1 53.6 £ 19.2 53.2 +18.9 50.2 £ 18.5 49.7 £ 17.5 49.7 £ 18.9 52.8 £ 19.3 ( ) i No 407/3335 (4.19) 426/3388 (4.33) ¢ 0.98 (0.85-1.12) 001
, , impairment isk of fibrosis No 352/6313 (1.98) 455/6331 (2.56) o | 0.77 (0.67-0.89) ; _ -
according to liver pathology status subgroups Elevated High risk  (FIB-4 index scores): UACR, mg/g, 481.4 468.2 510.3 511.8 457.0 443.2 345.4 410.1 266.4 479.7 i uls: Yes TS0 (42) S0ORBZ .18 ? 2o 0ersn
(Figure 1): high risk for steatosis - transaminases’ for steatosis* e e a2 median (IQR) (175.0-1006.3) (190.9-1017.0) (195.3-1101.7) (204.7-1152.4) (153.1-1036.3) (152.9-1039.6) (101.1-851.9) (151.0-1052.7) (103.3-798.3) (144.4-1062.0) Yes S/152(1.23)  9/139 (2.51) - 0.78 (0.22-2.78) 20 o0 >0
(hepatic steatosis index [HSI] >36); A e e >2.67 (n=651) - ; Moderate/Advanced (>2.67) i Favors finerenone  Favors placebo
. . Advanced: >3.25 (n=291) HlStO"Y Of CVD, n ( A’) i Composite CV outcome in patients with liver pathology: patients with steatosis (HSI >36 at baseline), with elevated transaminases (ALT at baseline >33 if male and
elevated transamlnaseS (alan|ne No 333/6134 (1 _93) 444/6150 (2_57) - i 0.74 (0.64—0.86) >25 if female), and across EIB-4 score categories: advénced (FIB-4 score >3.25 at baseline); rnoder:dte/advanced (FIB-4 score >2.67 at baseline); and intermediate
transaminase [ALT] >33 [males] and y Yes 426 (39.9) 394 (38.4) 2429 (45.5) 2450 (46.3) 1591 (50.8) 1580 (51.3) 182 (55.0) 171 (53.4) 85 (55.9) 73 (52.5) i 0.04 ALT1/2 [UIL), composita GV outcome was dofined as CV death, nonfatal myocardialinfarcion, nonfatal atoke. of hospitalization for heart fure 0 00"
>25 |U/L [females]); and Fibrosis-4 [FIB-4] Patient population No 641 (60.1) 631 (61.6) 2911 (54.5) 2847 (53.7) 1539 (49.2) 1502 (48.7) 149 (45.0) 149 (46.6) 67 (44.1) 66 (47.5) e cAST(E05) 20 (e R 15 080590 L1Si, epatio steatosis idex: PLT. piatelet count. PY. pationtyears. 20, ypo 2 diabetes - - o o coaiovaseulan FAS, Tl analysis sef I, forosis 4
Index scores >3.25, >2.67, and >1.30. _ Intermediate (>1.3)
Liver function was assessed by changes in Eﬁot:rrl)i,p?; emia, n (%) 493 (46.2) 478 (46.6) 2330 (43.6) 2351 (44.4) 1397 (44.6) 1387 (45.0) 153 (46.2) 138 (43.1) 70 (46.1) 59 (42.4) No 205/3335 (2.19) 272/3388 (2.86) - 0.78 (0.65-0.94) Safety
. | | 0.85 : . . .
ALT, aspartate aminotransferase, and eGFR and UACR inclusion criteria Key inclusion criteria Key exclusion criteria “At baseline Yes 152/3130 (1.72)  192/3082 (2.22) —o—! 0.75 (0.60-0.93) e No relevant differences were _obs.erved between liver impairment subgroups for adverse
gamma'QIUtamyI tranSferase UACR (mg/g) Reredl S e R e LA ALT, alanine transaminase; CVD, cardiovascular disease; DBP, diastolic blood pressure; eGFR, estimated glomerular filtration rate; FAS, full analysis set; FIB-4, fibrosis-4; HbA1c, glycated hemoglobin; HSI, hepatic steatosis index; IQR, interquartile range; SBP, systolic blood pressure; SD, standard deviation; 0'20 1=OO 5'00 eventS related tO treatment Wlth f|neren0ne or placebo
ged 218 years wi rEF wi UACR, urine albumin-to-creatinine ratio p ' . . . . ey
e HSI was calculated as HSI = 8 x ALT/AST 020 | 30-509 0‘0 Class II-IV# Favors finerenone Favors placebo . I.nC|d.ence_of hyperkalemia was low and consistent between treatment arms within each
(U/L) + bOdy mass index (.|. 2 |f T2D - - I\'/Al\aé(llzrlng;nAtlnger%itreg4dvo\;ee£; Composite kidney outcome in patients with liver pathology: patients with steatosis (HSI >36 at baseline), with elevated transaminases (ALT at baseline >33 if male and ||Ver Impalrment SUbgrOUp

Uncontrolled >25 if female), and across FIB-4 score categories: advanced (FIB-4 score >3.25 at baseline); moderate/advanced (FIB-4 score >2.67 at baseline); and intermediate

arterial hypertension Effe ct Of fi n e re n O n e O n I ive r fu n cti o n (FIB-4 score >1.30 at baseline). HSI was calculated as 8 x ALT/AST + BMI (+2 if T2D yes, +2 if female yes); FIB-4 score was calculated as age (years) x AST (U/L)/(PLT [10%/L]
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present, + 2 if female). FIB-4 scores were

e UACR 230-<300 mg/g with x ALT1/2 [U/L]); composite kidney outcome was defined as time to first onset of kidney failure, sustained 257% eGFR decline from baseline over 24 weeks, or renal death 4 C I =
analyzed using the safety analysis set _ eGFR 225-<90 mL/min/1.73 m? e Liver transaminase levels remained consistent between treatment groups throughout the study (Figure 2) FIB.4, fbrosis 4, HS!. nopatic loatosis ndex, PLT.plalelet count, P, patientsesre. T2D, ype 2 dabelas o o o (ale FAS, Tl analyes set . LONCIUSIONS

or UACR =300—<5000 mg/g with

HbA1G >12%
eGFR =25 mL/min/1.73 m SR

and calculated as FIB-4 = age (years) x
AST (U/L)/(platelet count [PLT; 10%/L] x

(@)
E

1N

~

e Opverall, finerenone had neutral effects on liver parameters in patients with CKD and T2D

GFR
(mL/min/1.73 m?)
@)

3

. S K*1 <4.8 mmol/It Other kidney diseasess Figure 2. ALT, AST, and GGT over time in FIDELITY patients with liver impairment (SAS . . . L . .
ALT1/2 [U/L]) 5-29 erum [K*] mmo er kidney disease g P P ( ) e Finerenone demonstrated robust and consistent kidney benefits in patients with altered
e The full analysis set (consisting of all A -0 Finerenone - Placebo B -0~ Finerenone -0 Placebo C - Finerenone -0 Placebo liver function
. . . - \- / - . I T r T i . e The CV benéefits of finerenone were most pronounced in patients with higher FIB-4 scores
randomized subjects without any critical 50 - T 50 - 100 T T I I L T T H | t hiah risk of develonbing CV icat !
. S T T g g I . who were also at high risk of developin complications
Good Clinical Practice violations) was Key outcomes ] T J Ping P
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