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« Type 2 diabetes (T2D) is a known cause of chronic kidney disease (CKD); CKD affects approximately
40% of patients with T2D'

T2D and CKD are associated with high risks of cardiorenal morbidity and mortality, and these risks
increase as CKD worsens®

Regional analyses have shown that T2D and CKD are significant health burdens in Asia

~ Asian patients account for over 50% of the global diabetic with an expected

this
of over 355 million by 20403+

is stronger as eGFR decreases and albuminuria levels increase®

o CKD is defined by both low estimated glomerular fitration rate (éGFR) and raised albuminuria®

~ Albuminuria is one of the earliest signs of progressive CKD® and one of the strongest risk factors

for end-stage kidney disease in Asian patients’

~ When considered together, high albuminuria and low eGFR are associated with a range of
cardlcvascular (CV) outcomes, as well as all-cause hospitalisation and early mortality®®;

and T2D?

trial population®® "

« FIDELITY, a prespecified pooled analysis of two phase Il trials, demonstrated that finerenone
reduced the risk of adverse kidney and CV outcomes versus placebo in patients with CKD

~ Similar reductions in CV and kidney outcomes were reported in Asian populations receiving
finerenone despite these patients having more advanced CKD at baseline than the overall

* This FIDELITY pust huc subanalysls assessed the effect of finerenone on chronic eGFR slope and

~ Asia also has the greatest burden of diabetes-associated CKD worldwide, with age-standardised time to urine alb ratio (UACR) in Asian patient subgroups
incidence rates increasing annually since 1990
Study design and patient population Randomisation and masking Outcomes Statistical analysis
 The prespecified FIDELITY pooled analysis combined o Patients with CKD and T2D, and on maximum dose of o Efficacy outcomes in this analysis included: o Patient demographics and efficacy outcomes were * Regression from one albuminuria category to another was

individual patient-level data from the FIDELIO-DKD
(NCT02540993) and FIGARO-DKD (NCT02545049)
phase I, double-blind, placeb t
multicentre clinical trials

renin-angiotensin system blockade were randomised 1:1
to receive once-daily oral finerenone (10 or 20 mg) or
matching placebo

o Stratification factors for the prespecified FIDELITY pooled
analysis included study (FIDELIO-DKD or FIGARO-DKD),
region (North America, Europe, Asia, Latin America,
other), albuminuria at screening (moderately or severely
increased), eGFR at screening (25 to <45, 45 to <60 and
260 miimin/1.73 m?) and a history of CV disease
(present or absent)

o Up-titration of dose was allowed after 1 month if serum
potassium levels were <4.8 mmol/l and eGFR was stable;
downitration was permitted as needed any time after

~ The designs and results of these studies have been

published previously?'-4
« Race was reported by self-identification (Asian, White,

Black or African American, American Indian or Alaska Native,

or Native Hawaiian or Other Pacific Islander)

~ Patients who identified as multiple races were
considered non-Asian

— Patients from Asian and non-Asian countries and

~ Chronic eGFR slopes from month 4 to permanent
treatment discontinuation or the end of study
~ UACR change from baseline to month 4
- Time to UACR regression from "high'’ to ‘normal’,
“very high’ to ‘normal’ and ‘very high' to ‘high’
 All UACR analyses were assessed by the following
parameters at baseline: UACR (<300 and 2300 mg/g);
€GFR (<60 and 260 mi/min/1.73 m?); systolic blood
pressure (SBP; <130, 130 to <160 and 2160 mmHg);
glycated haemoglobin (HbA1c; <7.5% and >7.5%);
body mass index (BMI; <30 and 230 kg/m?);
sodium-glucose co-transporter-2 inhibitor (SGLT-2i)
use (yes and no); and glucagon-like peptide-1 receptor

conducted on the full analysis set, which comprised
Asian patients without critical Good Clinical Practice

(GCP) violations of CV disease as stratification factors

investigated by a Cox model with study, geographic region,
€GFR and albuminuria category at screening, and a history

Safety outcomes were conducted on the safety analysis « Albuminuria categories were defined as: ‘very high'

set, comprising Asian patients who were administered
21 dose of the study drug and were without critical
GCP violations

Chronic eGFR slope (month 4 to permanent treatment
discontinuation or end of study) was evaluated using an
analysis of covariance model

Change in UACR was investigated based on summary
statistics from baseline to month 4 (or closest visit to
month 4)

albuminuria for UACR 2300 mg/g,

UACR <30 mglg

version 9.4 (SAS Institute)

igh' albuminuria for
UACR 230 to <300 mg/g, and ‘normal’ albuminuria for

Treatment effects were expressed as the hazard ratio
(HR) with corresponding 95% confidence intervals (Cs)
All analyses were performed with the use of SAS software,

territories were included if they self-identified as Asian

~ The Asian countries included in this analysis were:
China, Hong Kong, Japan, South Korea, Malaysia,
The Philippines, Singapore, Thailand, Taiwan and Vietnam

Results

treatment initiation

agonist (GLP-1RA) use (yes and no)
Safety outcomes included treatment-emergent adverse
events (TEAES) and were assessed by eGFR subgroups
(<60 and 260 mi/min/1.73 m?)

Patient characteristics
 Of the 12,990 patients in the FIDELITY pooled analysis, 22.0% (n=2858) were Asian

« Baseline characteristics by baseline eGFR of 260 ml/min/1.73 m? and <60 ml/min/1.73 m? were mainly
balanced between these , with some noti

~ Patients with a baseline eGFR of 260 mi/min/1.73 m? were younger, had a shorter duration of diabetes,
reported greater use of SGLT-2is at baseline, and had a higher UACR compared with patients with a
baseline eGFR of <60 mi/min/1.73 m? (Table 1)

Table 1. Baseline demographic and clinical characteristics in the FIDELITY Asian subpopulation by

UACR reduction and regression

« In the overall Asian population, treatment with finerenone reduced UACR from baseline to month 4,
representing a geometric mean reduction of 34% (Table 2)

~ Finerenone also reduced UACR from baseline to month 4 by 31-42% regardless of baseline eGFR
and UACR, SBP, HbA1c, BMI, SGLT-2i use and GLP-1RA use (Table 2)

Table 2. Summary statistics for change in UACR from baseline to month 4 in the FIDELITY Asian subpopulation

Ratio to baseline
Value at baseline Value at month 4 at month 4

« Regression from *high' to ‘normal’ albuminuria was seen in 39.5% of Asian patients treated with
finerenone versus 14.8% receiving placebo (HR=3.04; 95% CI 2.21-4.18) (Figure 2)
~ This treatment effect was similar across the different baseline subgroups (Figure 2)

« Regression from ‘very high to ‘normal’ albuminuria (3.8% vs 1.7%; HR=2.27; 95% Cl 1.28-4.05) and
from ‘very high' to *high’ albuminuria (42.3% vs 20.3%; HR=2.69; 95% Cl 2.27-3.19) was seen more
frequently in Asian patients treated with finerenone versus patients receiving placebo

Figure 2. UACR regression from *high’ to ‘normal albuminuria in the FIDELITY Asian subpopulation

and by subgroups
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Conclusions

UACR, urine albumin-to-creatinine ratio

hospitalisation (<1.5%) were low for both finerenone-treated and placebo-treated patients,
regardless of baseline eGFR

* This analysis of the FIDELITY dataset demonstrates the efficacy and safety of finerenone across the spectrum of Asian patients with CKD and T2D
~ Finerenone improved chronic eGFR slope irrespective of baseline UACR and a slower decline in éGFR was seen even in patients with UACR 2300 mg/g
~ Finerenone also reduced UACR and resulted in higher rates of UACR regression compared with placebo, irrespective of baseline eGFR, UACR, SBP,

HbA1c, SGLT-2i use and GLP-1RA use

~ Regression from *high’ to ‘normal albuminuria was observed in over one-third of patients, demonstrating meaningful kidney protection with finerenone

 The overall incidence of TEAEs was similar between treatment arms in the Asian patients regardiess of baseline éGFR levels
~ Incidence of treatment-emergent hyperkalaemia was higher in patients treated with
permanent treatment discontinuation were low in both treatment arms

but rates of ia that led to

« Overall, this FIDELITY analysis shows that finerenone reduced the risk of kidney disease progression and reduces albuminuria levels versus placebo,

and demonstrated a clinically manageable safety profile in Asian patients across key baseline subgroups
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