
Dear Editor, 
Diabetic kidney disease (DKD), a significant microvascular 
complication associated with diabetes mellitus, represents 
the foremost cause of end-stage renal disease globally, 
resulting in a considerable burden on patients and 
healthcare systems (1). The intricate pathophysiology of 
DKD encompasses hyperglycemia-induced mechanisms, 
oxidative stress, inflammation, and fibrosis. In the 
context of ongoing research aimed at identifying novel 
biomarkers and therapeutic targets, Elabela has emerged 
as a promising candidate for the early prediction and 
management of DKD.

Elabela, also referred to as Toddler or Apela, is a peptide 
composed of 54 amino acids, which includes a secretory 
signal. Its mature form consists of 32 amino acids and was 
independently identified by two distinct research groups 
(2,3). Elabela functions as an endogenous ligand for 
the apelin receptor (APJ), a G protein-coupled receptor 
(GPCR) that plays a critical role in early embryonic 
development, particularly in endoderm differentiation and 
cardiovascular formation (2,3). Although its expression is 
predominantly limited to specific adult tissues, Elabela is 
primarily located in the kidneys, prostate, and pluripotent 
stem cells (2,4). The detection of Elabela mRNA in the 
adult human kidneys, as noted by Chng et al (2), has 
spurred further investigations into its physiological 
relevance in renal function.

The investigation of the tissue distribution of Elabela 
through reverse transcription polymerase chain reaction 
(RT-PCR) conducted by Wang et al (4) and Deng et al (5) 
has substantiated its predominant expression in mature 
renal tissues. As a circulating hormone peptide (3), Elabela 
has been demonstrated to enhance cardiac contractility, 
induce vasodilation, regulate fluid homeostasis, and 
exhibit anti-atherosclerotic and antioxidative properties 

via its interaction with the apelin receptor (6,7). Moreover, 
gene therapy utilizing Elabela has shown renoprotective 
effects by preserving glomerular structural integrity, 
mitigating renal fibrosis, and suppressing the expression 
of fibrotic molecules in hypertensive rodent models (8,9). 
These findings indicate that Elabela may play a significant 
role in renal physiology and the progression of renal 
diseases.

Clinical studies have consistently demonstrated a 
progressive decline in serum Elabela levels among patients 
with chronic kidney disease, with a significant correlation 
identified between Elabela levels and estimated glomerular 
filtration rate (eGFR) (10). Zhang et al (11) documented a 
systematic decrease in serum Elabela levels across various 
stages of DKD, ranging from normal albuminuria to 
advanced macroalbuminuria accompanied by elevated 
serum creatinine. Importantly, an inverse relationship was 
identified between serum Elabela levels and the albumin/
creatinine ratio, serum creatinine, retinopathy, and blood 
pressure, while a positive correlation was established with 
eGFR. These findings were corroborated by Onalan et al 
(12), who reported significantly elevated Elabela levels 
in healthy individuals compared to diabetic patients, 
with further reductions observed in patients exhibiting 
worsening albuminuria and renal dysfunction. Similarly, 
Mohamed et al (13) reported a pronounced decline in 
serum Elabela levels in patients with progressive diabetic 
nephropathy, thereby reinforcing its potential role as a 
clinical prognostic marker.

Preclinical studies provide robust evidence for the 
therapeutic potential of Elabela in the context of DKD. 
The administration of Elabela in streptozotocin-induced 
diabetic murine models significantly decreased markers 
indicative of renal inflammation and fibrosis, resulting in 
enhanced renal function and protection against podocyte 
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injury (14). Zheng et al (15) demonstrated that Elabela 
effectively inhibits the progression of DKD by activating 
renal tubular autophagy, a process that is otherwise 
compromised by hyperglycemic conditions. Furthermore, 
Chen et al (16) elucidated that Elabela administration 
alleviates diabetic glomerular endothelial damage, with 
its protective effects being partially mediated through the 
modulation of the AMPK/NLRP3 signaling pathway.

In conclusion, the significant association between 
diminished serum Elabela levels and the progression of 
DKD, coupled with its observed renoprotective effects in 
preclinical models, underscores its potential utility as both 
a biomarker and a therapeutic target. Notwithstanding 
these encouraging findings, further research is necessary 
to clarify the specific mechanisms that underpin the 
protective role of Elabela in DKD. Future investigations 
concentrating on large-scale clinical trials and mechanistic 
pathways will be critical in assessing its translational 
application in the management of diabetic nephropathy.
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