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Research Progress on Nefedron in Chronic Kidney Disease
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[Abstract] Objective - Chronic kidney disease (CKD) is often associated with residual cardiorenal adverse events; hyperactivation of the
mineralocorticoid receptor (MR) represents a central pathogenic pathway. Methods - Large-scale Phase III clinical trials,
meta-analyses, the 2023 - 2025 Chinese Multidisciplinary Expert Consensus on Kidney Disease/Cardiovascular Diseases, and
basic mechanistic studies were included; case reports and duplicate, low-quality reviews were excluded; stratified data on
mechanisms, efficacy, and safety were integrated to facilitate the compilation of this review. Results: 1. Nenalide®f (NEN)
ameliorates renal hemodynamics, protects podocytes, inhibits inflammatory infiltration, and reduces renal interstitial fibrosis by
blocking the MR cascade injury pathway; 2. The FIDELIO-DKD and FIDELITY pooled analyses demonstrated that this
medication significantly reduces the relative risk of the cardiorenal composite endpoint, with both a clear absolute risk reduction
(ARR) and number needed to treat (NNT) reported; the absolute benefit was greater in patients with baseline eGFR <45
mL/min/1.73 m? although the risk of hyperkalemia was correspondingly increased; 3. The triple therapy combining an RAAS
inhibitor or SGLT2 inhibitor with NEN exerts a multi-pathway synergistic renal protective effect and represents a preferred
treatment option for high-risk diabetic nephropathy; 4. The Phase II ARTS-DN trial involved only 200 patients with a follow-up
period of 90 days, and the evidence level for its efficacy in non-diabetic nephropathy is low; 5. Baseline UACR serves as a
predictive factor for treatment efficacy; higher baseline proteinuria is associated with a greater absolute risk reduction at the
cardiorenal endpoints; 6. Hyperkalemia is the primary adverse reaction; standardized dietary management and serum potassium
monitoring are recommended, whereas the routine use of diuretics to prevent hyperkalemia is not recommended.Conclusion:
Nilandron is a standard treatment option for diabetes mellitus complicated by proteinuria and chronic kidney disease (CKD); the
triple therapy holds broad prospects for clinical adoption.
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