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Introduction

* In patients with type 2 diabetes (T2D) and chronic kudney disease (CKD), the sodium-glucose

cotransporter 2 inhibitor (SGLT2i)
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the incidence of kidney failure."

The kidney-protective mechanisms of SGLT2is and finerenone can be accompanied by a

dip in estimated glomerular filtration rate (eGFR) on treatment initiation,* which is largely
reversible after treatment discontinuation.®”

The CONFIDENCE trial (NCT05254002) was undertaken to assess efficacy and safety of

simultaneous initiation of finerenone and empaglifiozin in participants with T2D and CKD.¢
— Primary results demonstrated that this combination was well tolerated and more effective
at lowering the urinary albumin-to-creatinine ratio (UACR) after 180 days than either

therapy alone.”

— However, simultaneous initiation also led to a larger acute reduction in eGFR compared

with either therapy alone.®

This prespecified analysis of the CONFIDENCE trial aimed to test the hypothesis that

the acute eGFR dip upon simultaneous initiation of finerenone and empaglifiozin was not
associated with safety signals and reflects a pharmacodynamic effect

Methods

Results continued

Acute reduction in eGFR and reversibility after discontinuation

* Least-squares mean reductions from baseline in eGFR (mL/min/1.73 m? [95% confidence
interval: Cl]) on Day 14 were -6.1 (=7.1, =5.1), =1.3 (-2.3, -0.3), and -4.0 (=5.1, =3.0) in the
combination, finerenone, and empaglifiozin groups, respectively.

— An acute reduction in eGFR 210% occurred more frequently in the combination group
(1481253 [58.5%]) compared with the finerenone (75/250 [30.0%]) or empaglifiozin
(122/258 [47.3%]) groups.

— Few participants experienced an acute reduction in eGFR >30% at Day 14.

— Differences between treatment groups were similar when eGFR reductions from baseline
were assessed at Day 30, compared with Day 14.

« AtDay 14, there were greater eGFR reductions with combination therapy compared with
finerenone (4.8 mL/min/1.73 m? [95% Cl ~6.2, ~3.4) and empaglifiozin (~2.0 mL/min/1.73 m?
[95% CI -3.4, -0.6]) (Figure 2).

— At 4 weeks after study drug discontinuation, eGFR increased more with combination
therapy compared with finerenone (least-squares mean difference 2.2 mL/min/1.73 m?
[95% C1 0.6, 3.8]) or empaglifiozin (0.9 mL/min/1.73 m? [95% Cl ~0.7, 2.5]).

Clinical correlates of acute reduction in eGFR 210%

= Univariate analysis showed that the likelihood of a reduction in eGFR 210% was significantly
increased among individuals with higher baseline eGFR and those receiving combination
treatment vs finerenone or empaglilozin alone.

*in analysis, odds of an acute eGFR reduction 210% increased by 245% in

Study design

* CONFIDENCE was a phase 2,

+ Details of the study design are presented in Figure 1.

Figure 1. CONFIDENCE trial design

lied trial.**

Participants were randomized in a 1:1:1 ratio to one of three parallel groups

combination vs finereone therapy groups (0dds ratio [OR] 3.45 [95% Cl 2.38, 5.0) and by 61%
in combination vs empaglifiozin therapy groups (OR 1.61[95% Cl 1.14, 2.33]).

Figure 2. Forest plot of changes in eGFR, (A) effects of

Safety and study drug discontinuation
« The number of participants with TEAES and safety outcomes are presented in Table 2.
— Overall (n=761), TEAES occurred in 404 (53.1%) participants, serious TEAEs in 51 (6.7%),
and AKI was reported in six participants (0.8%).
Changes in urinary kidney damage markers at Day 30
* There were no increases in cystatin-C and KIM-1. Clusterin was modestly increased in all
treatment groups. Osteopontin was increased with combination treatment and empaglifiozin;

NGAL was increased with combination treatment (Figure 3).

— Importantly, changes from baseline were consistent across categories of acute eGFR
change within each treatment group, with no clear evidence of increases in the subgroup of
participants with an acute reduction in eGFR >10%.

Correlations between acute change in eGFR and changes in SBP and albuminuria
Progressively larger reductions in UACR and SBP were observed among participants with
greater acute eGFR reductions.
— Asimilar pattern was observed when acute eGFR reduction was categorized by quartile
(Figure 4
— Asimilar trend with all groups was shown in relation to SBP.
Results were confirmed when acute change in eGFR was modeled on a continuous scale.
— In univariate models, a 1 mmHg decrease in SBP was associated with a 0.12 mL/min/1.73 m?
reduction in eGFR independent of treatment.
— Reductions in UACR were also significantly associated with reductions in eGFR, such
that a 30% reduction in UACR was associated with an average eGFR decrease of
1.97 mL/min/1.73 m?.
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— Age 218 years, T2D as defined by the American Diabetes Association" (glycated hemoglobin

<11%), eGFR 30-90 mLimin per 1.73 ¥, albuminuria (JACR 100 to <5000 mg/g), and treatment

with the maximally tolerated dose of a renin-angiotensin system inhibitor for >1 month.

Study objectives

« The focus of this analysis was acute éGFR change.

Pamclpzms w||h modesi eGFR reduction
— Acute change was defined as percentage or absolute change in eGFR at Day 14, the first (210%) (n=345) %) (n=244) mAI“ e
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Table 2. Numbers of participants with TEAEs and safety outcomes by category of acute change in eGFR (Day 14 vs baseline)

Participants with acute eGFR reduction

Participants with acule eGFR increase.
(n=172)
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« To evaluate associations between changes in UACR and SBP with changes in eGFR, - -
descriptive statistics and linear regression models were employed. AL, acute ey injry Combo,combinaton veaimen; éGFR, in, TEAE,
« TEAES, defined as adverse events occurring within 3 days of the last intake of study medication,

were summarized descriptively within each subgroup, including three adverse events of special

interest: hyperkalemia, hypotension, and acute kidney injury (AKI). y N o § . . . -

+ Biomarkers were measured at baseline and Day 30 using Olink ExploreHT proteommics. Figure 3. Changes from baseline to Day 30 in urinary kidney damage in patients to or (indexed to urinary creatinine)

Changes from baseline to Day 30 were also modeled using linear models.
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Ethnicity, n (%)
Hispanic or Latino 38 (11.0) 31(12.7) 13(7.6) Figure 4. Ci between acute change in eéGFR vs (A) change in UACR and (B) change in SBP
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Hypertension 298 (86.4) 224 (91.8) 148 (86.0) Change from baseline in éGFR, mL/min/1.73 m* Change from baseline in eéGFR, mL/min/1.73 m?

ASCVD 108 (31.3) 59 (24.2) 46 (26.7) = " ”

[CraereTetRema 51(14.8) 48(19.7) 26 (15.1) el win sl rarge 1 6GF R s e depordert i s

Atral fibrillation 30(87) 10 (4.1) 9(52)

Heart failure 17 (4.9) 6(2.5) 5(2.9)

Concomitant medications, n (%)

ACEis/ARBs 339 (98.3) 240 (98.4) 169 (98.3) g

Statins 272(78.8) 177 (72.5) 119 (69.2) Conclusions

Metformin 220 (63.8) 149 (61.1) 98 (57.0)

Antiplatelet agents 145 (42.0) 03 (38.1) 64 (37.2) « Among patients with T2D and CKD, acute reductions in GFR were more common with combination therapy compared with either finerenone or empaglifiozin alone.

Diuretics 140 (40.6) 81(332) 54(31.4) * However, acute eGFR reduction was not associated with an unfavorable urinary kidney damage marker profile.

el Janigos) EIESA) () * Acute eGFR reduction correlated with acute reductions in SBP and UACR.

Beta blocke 122 (35.4) 82(33.6) 60 (34.9)

eta blockers . . X

. o }29 5: = ;33 a; = :se 0: « These results support simultaneous initiation of finerenone and empaglifiozin, and may help guide optimal use of combination therapy in clinical practice.
ACEi, angitensi sculor disease; BV, body
mass index; DPPY, Tat; HoATc Sor,
5D, standard deviston; UACR, urnary abumin-creainine rao
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