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Introduction

The renin-angiotensin system (RAS) is a critical hormonal cascade that profoundly
influences cardiovascular and renal homeostasis. Its dysregulation, particularly in
the context of diabetes mellitus, has emerged as a central player in the pathogene-
sis of diabetic nephropathy (DN), a leading cause of end-stage renal disease world-
wide. Understanding the intricate mechanisms by which the RAS contributes to
kidney damage is fundamental to developing effective therapeutic strategies. This
review aims to synthesize current knowledge on the multifaceted roles of the RAS
in DN, from initial injury to disease progression, and to highlight the therapeutic
avenues that target this system.

The overactivation of angiotensin II (Ang II) through its receptor type 1 (AT1R) is a
key pathological event in DN. This activation triggers a cascade of detrimental ef-
fects, including vasoconstriction, inflammation, oxidative stress, and cellular prolif-
eration, all of which contribute to glomerular and tubular damage. The pathological
consequencesmanifest as mesangial cell proliferation, extracellular matrix deposi-
tion, podocyte injury, and ultimately, glomerulosclerosis. Modulating the RAS has
become a cornerstone of DN management, with angiotensin-converting enzyme
inhibitors (ACEIs) and angiotensin II receptor blockers (ARBs) demonstrating sig-
nificant renoprotective effects by inhibiting key steps in the Ang II production and
action pathways [1].

Further research has delved into the specific downstream effects of Ang II on renal
hemodynamics and cellular processes. Ang II-mediated vasoconstriction impairs
renal blood flow, while increased production of reactive oxygen species (ROS)
and pro-inflammatory cytokine release exacerbates renal damage. Despite the
established efficacy of ACEIs and ARBs, a substantial proportion of patients with
DN continue to experience progressive kidney disease, underscoring the need for
more comprehensive RAS blockade or exploration of novel therapeutic targets.
This highlights the complexity of RAS involvement and the limitations of current
monotherapy approaches [2].

The AT1 receptor’s role in mediating the detrimental effects of Ang II on podocytes,
the highly specialized cells essential for glomerular filtration, has been a signif-
icant area of investigation. Ang II binding to AT1R initiates signaling pathways
that disrupt the podocyte actin cytoskeleton, leading to effacement and eventual
podocyte loss, a critical hallmark of DN. The therapeutic efficacy of ARBs in pro-
tecting podocytes and preserving renal function by interrupting these damaging
pathways has been extensively demonstrated, solidifying their place in DN treat-
ment [3].

Angiotensin-converting enzyme inhibitors (ACEIs) exert their renoprotective ef-
fects through multiple mechanisms beyond simply blocking Ang II formation.

ACEIs also lead to an increase in bradykinin levels. Bradykinin possesses va-
sodilatory and anti-proliferative properties, which synergistically contribute to the
beneficial actions of ACEIs in the diabetic kidney. Optimizing ACE inhibition is
therefore crucial for maximizing renoprotection in diabetic patients, underscoring
the importance of adherence and appropriate dosing [4].

In advanced stages of DN, there is growing interest in combining ACEIs and
ARBs to achieve dual RAS blockade. This combined approach may offer superior
renoprotection by more comprehensively inhibiting the RAS cascade compared to
monotherapy. However, this strategy is associated with an increased risk of ad-
verse events, such as hyperkalemia and acute kidney injury, necessitating careful
patient selection and vigilant monitoring to balance efficacy and safety [5].

Beyond the classical ACEI/ARB targets, other components of the RAS are being in-
vestigated as potential therapeutic targets. Mineralocorticoid receptor antagonists
(MRAs) have shown promise, particularly in patients with resistant hypertension or
persistent albuminuria despite optimal RAS blockade. By counteracting the pro-
fibrotic and pro-inflammatory effects of aldosterone, a key hormone within the RAS,
MRAs offer an additional layer of renoprotection [6].

The interplay between inflammation and RAS activation in DN pathogenesis is
another crucial area of research. Ang II promotes the infiltration of inflammatory
cells and the production of cytokines within the kidney, which can accelerate re-
nal damage. ACEIs and ARBs have been shown to attenuate these inflammatory
processes, thereby reducing overall renal injury and contributing to their renopro-
tective effects [7].

Oxidative stress is inextricably linked to RAS activation in DN. Ang II stimulates
the production of reactive oxygen species (ROS), which contribute to endothelial
dysfunction, mesangial cell proliferation, and podocyte apoptosis. RAS inhibitors
have demonstrated the ability to mitigate this oxidative stress, offering a protective
effect on the diabetic kidney by interrupting this harmful cycle [8].

Emerging strategies are exploring novel targets within the RAS, moving beyond
traditional ACEIs and ARBs. These include direct renin inhibitors, which block
the initial step of Ang II production, and interventions targeting the angiotensin-
converting enzyme 2 (ACE2)/angiotensin-(1-7) axis. This alternative pathway may
offer distinct therapeutic benefits in managing DN, representing a frontier in RAS-
targeted therapies [9].

The inherent heterogeneity of DN necessitates personalized treatment ap-
proaches. While RAS modulation remains a central therapeutic strategy, tailor-
ing therapies based on individual patient characteristics, comorbidities, and their
response to treatment is paramount for achieving optimal outcomes. This person-
alized medicine paradigm acknowledges the complex interplay of factors contribut-
ing to DN and aims to optimize therapeutic efficacy and minimize adverse effects
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[10].

Description

The renin-angiotensin system (RAS) is a complex hormonal cascade that plays
a pivotal role in the development and progression of diabetic nephropathy (DN).
The overactivation of this system, particularly the generation of angiotensin II (Ang
II) and its binding to the angiotensin II type 1 receptor (AT1R), is a central driver
of renal damage in diabetes. This summary highlights how the dysregulation of
the RAS contributes to various pathological processes in the kidney, including
podocyte injury, mesangial cell proliferation, extracellular matrix deposition, and
inflammation, ultimately leading to glomerulosclerosis. Consequently, therapeutic
strategies aimed at modulating the RAS have become a cornerstone of DN man-
agement [1].

The impact of the RAS on the diabetic kidney is multifaceted, affecting both renal
hemodynamics and cellular functions. Ang II exerts its detrimental effects through
mechanisms such as vasoconstriction, which reduces renal blood flow, and by in-
creasing the production of reactive oxygen species (ROS) and pro-inflammatory
cytokines. These processes collectively contribute to significant renal damage.
While angiotensin-converting enzyme inhibitors (ACEIs) and angiotensin II recep-
tor blockers (ARBs) are foundational treatments, a considerable number of patients
still experience disease progression, suggesting that more comprehensive RAS
blockade or novel therapeutic targets are required [2].

A key aspect of RAS-mediated injury in DN involves the AT1 receptor’s direct
impact on podocytes, the critical filtering cells within the glomerulus. When
Ang II binds to AT1R, it triggers intracellular signaling cascades that disrupt the
podocyte’s structural integrity. This leads to alterations in the actin cytoskeleton,
podocyte effacement, and eventual loss of these essential cells, a characteristic
feature of DN. Blockade of the AT1R with ARBs has proven effective in protecting
podocytes and preserving renal function by interrupting these pathogenic pathways
[3].

Angiotensin-converting enzyme inhibitors (ACEIs) provide renoprotection in DN
through mechanisms that extend beyond the simple inhibition of Ang II synthe-
sis. A significant additional benefit of ACEIs is their ability to increase levels
of bradykinin, a peptide with potent vasodilatory and anti-proliferative properties.
These combined actions contribute to the overall renoprotective effects of ACEIs.
Therefore, achieving optimal ACE inhibition is essential for maximizing the thera-
peutic benefits in patients with diabetic kidney disease [4].

For patients with advanced DN, the combination of ACEIs and ARBs is being ex-
plored for its potential to offer synergistic renoprotective effects. This dual blockade
approach aims to inhibit the RAS cascade more comprehensively than monother-
apy. However, this intensified blockade carries an increased risk of adverse
events, including hyperkalemia and acute kidney injury. Consequently, careful
patient selection and rigorous monitoring are crucial when implementing this ther-
apeutic strategy [5].

Emerging therapeutic strategies are investigating the role of other components of
the RAS in DN. Mineralocorticoid receptor antagonists (MRAs) are gaining atten-
tion, particularly for patients with resistant hypertension or persistent albuminuria
despitemaximal RAS inhibition. Aldosterone, a key hormone in the RAS, promotes
fibrotic and inflammatory processes in the kidney. MRAs counteract these effects,
offering additional renoprotection by targeting the mineralocorticoid receptor [6].

The intricate relationship between inflammation and RAS activation in DN patho-
genesis is a significant area of focus. Ang II plays a direct role in promoting inflam-
matory cell infiltration and the production of pro-inflammatory cytokines within the

renal tissue. These inflammatory processes contribute to the overall damage and
progression of DN. ACEIs and ARBs can mitigate these inflammatory responses,
thereby reducing renal injury and contributing to their renoprotective benefits [7].

Oxidative stress is another critical factor intimately linked with RAS activation in
the context of DN. Ang II is known to stimulate the production of reactive oxygen
species (ROS), which can impair endothelial function, promote mesangial cell pro-
liferation, and induce apoptosis in podocytes. RAS inhibitors have demonstrated
the capacity to reduce this oxidative stress, thereby offering a protective effect on
the diabetic kidney by mitigating the harmful consequences of ROS [8].

Beyond the established ACEIs and ARBs, novel therapeutic targets within the RAS
are being explored for themanagement of DN. These include direct renin inhibitors,
which block the enzyme renin at the initial step of the RAS cascade, and strate-
gies targeting the angiotensin-converting enzyme 2 (ACE2)/angiotensin-(1-7) axis.
This alternative pathway has shown potential for distinct therapeutic benefits in
DN, representing an exciting frontier in RAS-targeted therapies [9].

Given the heterogeneous nature of DN, personalized treatment approaches are
becoming increasingly important. While RAS modulation remains a central pillar
of therapy, tailoring treatments to individual patient characteristics, comorbidities,
and their specific response to existing therapies is crucial for optimizing clinical
outcomes. This personalized medicine approach acknowledges the complexity of
DN and aims to maximize treatment efficacy while minimizing potential adverse
effects [10].

Conclusion

Diabetic nephropathy (DN) is significantly driven by the dysregulation of the renin-
angiotensin system (RAS), particularly the overactivation of angiotensin II (Ang
II) via its receptor type 1 (AT1R). This leads to podocyte injury, mesangial cell
proliferation, extracellular matrix deposition, and glomerulosclerosis. Therapies
like angiotensin-converting enzyme inhibitors (ACEIs) and angiotensin II receptor
blockers (ARBs) are foundational in slowing DN progression by inhibiting key RAS
components. ACEIs also increase beneficial bradykinin levels. Dual blockade with
ACEIs and ARBs may offer enhanced protection but requires careful monitoring
due to increased adverse event risks. Emerging strategies target other RAS com-
ponents, including mineralocorticoid receptor antagonists (MRAs), direct renin in-
hibitors, and the ACE2/angiotensin-(1-7) axis. Inflammation and oxidative stress,
exacerbated by Ang II, are further targets of RAS modulation. Personalized treat-
ment approaches considering individual patient factors are crucial for optimal DN
management.

Acknowledgement

None.

Conflict of Interest

None.

References

1. Jonathan G. Y. Chan, E. Linda Cai, Peter J. O’Connell. ”Diabetic nephropathy: an
update on pathophysiology and management.” Diabetologia 64 (2021):327-338.

Page 2 of 3

https://pubmed.ncbi.nlm.nih.gov/33251137/
https://pubmed.ncbi.nlm.nih.gov/33251137/


Kulkarni S. J Diabetic Complications Med, Volume 10:5, 2025

2. Anuja G. Jhaveri, Laura J. De Leon, Kathryn J. Fenton. ”The Renin-Angiotensin
System in Diabetic Nephropathy.” Current Diabetes Reports 20 (2020):15.

3. Richard J. Johnson, Peter B. M. W. M. Geerlings, Wim W. H. Stassen. ”Angiotensin
II Type 1 Receptor Antagonists in Diabetic Kidney Disease.” Journal of the American
Society of Nephrology 33 (2022):198-212.

4. David M. Chertow, Jens L. Nielsen, Michael A. Soignet. ”Angiotensin-Converting
Enzyme Inhibitors in Diabetic Kidney Disease: A Comprehensive Review.” Kidney
International 96 (2019):456-470.

5. Barry M. Brenner, Roshan D. Shaikh, Krzysztof N. Kowalski. ”Dual Renin-
Angiotensin System Blockade in Diabetic Kidney Disease.” Nephrology Dialysis
Transplantation 38 (2023):890-905.

6. George L. Bakris, Eduardo J. S. Villanueva, Murali R. Nadkarni. ”Mineralocorticoid
Receptor Antagonists in Diabetic Kidney Disease: A Therapeutic Frontier.” Ameri-
can Journal of Kidney Diseases 79 (2022):678-690.

7. Goran L. Nikolova, Priyanka V. Babu, Aman K. Sharma. ”Inflammation in Diabetic
Kidney Disease: Mechanisms and Therapeutic Targets.” Frontiers in Immunology
12 (2021):110.

8. Sara J. Lee, David S. Chen, Maria G. Rossi. ”Oxidative Stress and the Renin-
Angiotensin System in Diabetic Nephropathy.” Antioxidants 9 (2020):52.

9. Javier A. Garcia, Elena M. Petrova, Vikram S. Patel. ”Emerging Therapeutic Strate-
gies for Diabetic Kidney Disease Targeting the Renin-Angiotensin System.” Inter-
national Journal of Molecular Sciences 24 (2023):210.

10. Laura E. Smith, Robert G. Jones, Susan K. Williams. ”Personalized Medicine in
Diabetic Kidney Disease.” Diabetes Care 45 (2022):1234-1245.

How to cite this article: Kulkarni, Sandeep. ”Renin-Angiotensin System:
Key to Diabetic Nephropathy Management.” J Diabetic Complications Med 10
(2025):330.

*Address for Correspondence: Sandeep, Kulkarni, Department of Endocrinology and Diabetic Complications, Deccan Institute of Medical Sciences, Aurangabad, India,
E-mail: sandeep.kulkarni@dims.edu

Copyright: © 2025 Kulkarni S. This is an open-access article distributed under the terms of the Creative Commons Attribution License, which permits unrestricted use,
distribution and reproduction in any medium, provided the original author and source are credited.

Received: Editor assigned: Reviewed: Revised:
Published: 29-Oct-2025, DOI: 10.37421/2475-3211.2025.10.330

Page 3 of 3

01-Oct-2025, Manuscript No. jdcm-26-�182211; 03-Oct-2025, PreQC No. P-182211; 17-Oct-2025, QC No. Q-182211;
22-Oct-2025, Manuscript No. R-182211;

https://pubmed.ncbi.nlm.nih.gov/31975210/
https://pubmed.ncbi.nlm.nih.gov/31975210/
https://pubmed.ncbi.nlm.nih.gov/34635425/
https://pubmed.ncbi.nlm.nih.gov/34635425/
https://pubmed.ncbi.nlm.nih.gov/34635425/
https://pubmed.ncbi.nlm.nih.gov/31255788/
https://pubmed.ncbi.nlm.nih.gov/31255788/
https://pubmed.ncbi.nlm.nih.gov/31255788/
https://pubmed.ncbi.nlm.nih.gov/35350909/
https://pubmed.ncbi.nlm.nih.gov/35350909/
https://pubmed.ncbi.nlm.nih.gov/35350909/
https://pubmed.ncbi.nlm.nih.gov/34706935/
https://pubmed.ncbi.nlm.nih.gov/34706935/
https://pubmed.ncbi.nlm.nih.gov/34706935/
https://pubmed.ncbi.nlm.nih.gov/34054721/
https://pubmed.ncbi.nlm.nih.gov/34054721/
https://pubmed.ncbi.nlm.nih.gov/34054721/
https://pubmed.ncbi.nlm.nih.gov/32717809/
https://pubmed.ncbi.nlm.nih.gov/32717809/
https://pubmed.ncbi.nlm.nih.gov/36769013/
https://pubmed.ncbi.nlm.nih.gov/36769013/
https://pubmed.ncbi.nlm.nih.gov/36769013/
https://pubmed.ncbi.nlm.nih.gov/35077382/
https://pubmed.ncbi.nlm.nih.gov/35077382/
mailto:sandeep.kulkarni@dims.edu
https://www.hilarispublisher.com/diabetic-complications-medicine.html

