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Introduction
Globally, it is estimated that around 800 million people 

could have Chronic Kidney Disease (CKD), whose global 
prevalence ranges between 11 to 13% [1]. CKD is characterized 
as an irreversible disease with no cure at present. Quite often, the 
severity of this condition worsens over time and is also associated 
with clinically significant pathologies and comorbidities. Those 
patients with a more severe stage of the disease, stage 5 or End-
Stage (ESRD), have been shown to have lower long-term survival 
than those who receive adequate treatment for this stage, such as 
renal replacement therapy such as dialysis or Kidney Transplant 
(KT) [2]. An alternative treatment for chronic renal failure patients 
is Kidney Transplantation (KT), especially for those cases where 
dialysis fails. Along with KT, during ischemia and reperfusion 
periods over the course of transplantation procedures, comes the 
induction of OS, which can lead to complications such as primary 
miss-function of transplanted graft during the post-transplantation 
period or the development and progression of chronic allograft 
nephropathy/shortening of the graft life [3].

When long-term results have been compared between chronic 
dialysis versus kidney transplantation, the latter is considered the 
most effective in patients with ERSD, because it substantially 
improves quality of life, long-term survival of patients and offers 
an excellent cost-benefit ratio [4]. Despite the potential benefits 
that exist with kidney transplantation, there are obstacles that 
make proper treatment difficult. Some well documented in the 
literature are the cumulative lesions that the transplanted kidney 
may have, as well as both immune and non-immune mechanisms 
involved in the recipient [5]. All these mechanisms can eventually 
lead to chronic interstitial fibrosis together with tubular atrophy. 
Rejection of the kidney graft in the recipient has been associated 
as a histopathological consequence, which produces functional 

repercussion damage to the kidney, finally causing the patient to 
restart on dialysis or with a new kidney transplant [6]. The aim 
of this article is to present long-term results of kidney transplant 
patients in different important pathophysiological situations, such 
as inflammation as part of the immune response; and oxidative 
stress and its relationship with negative cardiovascular and 
malignant effects.

Role of inflammation and oxidative stress in CKD

Inflammation and oxidative stress interplay in a self-
perpetuating vicious circle and drive CKD progression, CVD, and 
other numerous complications such as malnutrition, atherosclerosis, 
coronary artery calcification, heart failure, anaemia, and mineral 
and bone disorders [7].

•	 Oxidative stress: Can be defined as an imbalance between the 
generation of Reactive Oxygen Species (ROS) and nitrogen 
(RNS) and the antioxidant capacity of the endogenous 
antioxidant system [8]. ROS and RNS can damage important 
biomolecules of cell physiology, such as proteins, lipids, and 
DNA [9]. ROS are a family of highly reactive species that 
are formed either from enzymatic and non-enzymatic sources. 
Enzymatic sources include the xanthine oxidase system, 
NADPH oxidase system, mitochondrial electron transport 
chain and uncoupled Nitric Oxide Synthase (NOS) system 
[10]. In turn, RNS include the free radical nitric oxide (NO·) 
and the nonradical peroxynitrite anion (ONOO−), which both 
are synthesized via the Endothelial Nitric Oxide Synthase 
(eNOS) [11]. The vast majority of cells produce physiological 
amounts of ROS. ROS have been shown to act as intracellular 
mediators in complex signaling mechanisms and defense 
systems. Some examples are the production of prostaglandins, 
mitochondrial respiration and the defense of the organism by 
acting as an immune agent by macrophages [12]. However, 
and as previously mentioned, the dysregulation of this system 
can cause important cellular and pathophysiological changes. 
The importance of knowing about OS is that there exists 
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evidence of an increase in the levels of ROS and RNS during 
the development of CKD, which eventually leads to ESRD. 
Furthermore, a relationship between inflammation and OS has 
been demonstrated, because ROS are capable of enhancing the 
inflammatory response and activating inflammatory mediators 
independently of the action of immune cells [13]. All this 
leads to the kidney being potentially affected by OS, because 
this organ is very sensitive to the hypoxic environment. It is 
explained because the tubular cells of the thick ascending 
branch of the renal medulla have a great capacity to extract 
oxygen, which causes them to be extremely sensitive to 
sudden changes in the levels of oxygen in the body [14]. In 
the kidneys, the major source of ROS generation is due to 
the increased function of the mitochondrial respiratory chain, 
which are produced mainly by the mitochondrial respiratory 
chain. The different isoforms of the enzyme NADPH oxidase 
also play an important role. OS is attributed as responsible for 
the chronic progression of kidney disease after transplantation, 
which is accentuated by renal ischemia, cell death, glomerular 
injury, interstitial fibrosis in more advanced stages, and 
apoptosis of renal cells. All this leads to an increase in severe 
inflammatory processes in the kidney, worsening the condition 
[15].

•	 Inflammation: In the presence of harmful tissue or cellular 
damage, a complex biological response is formed to act at the 
site of the damage. Inflammation is mainly responsible for 
specific immune cells such as macrophages and neutrophils, 
which secrete inflammatory mediators called cytokines (IL-6, 
TNF-α, IL-1β). On the other hand, non-immune cells, such 
as endothelial cells, can secrete prostaglandins that favor the 
dilation and subsequent arrival of immune cells at the noxa 
site [16]. There are laboratory markers used clinically in 
CKD, such as C-reactive protein (CRP), cytokines such as 
interleukin-6 (IL-6) and Tumor Necrosis Factor-α (TNF-α), 
adipokines, the CD40 ligand, among other. The latter has been 
associated as a sensitive biomarker to the progression of CKD 
[17]. long-term graft success for kidney transplant recipients 
can be determined by a variety of factors such as weight gain 
and obesity, which are significant issues and might compromise 
and contribute to the development of cardiovascular disease 
[18]. In conclusion, our study demonstrated that reduced 
nephron mass because of kidney donation is associated with 
progressive deterioration of endothelial function along with 
decreased GFR, increased serum uric acid levels, and markers 
of inflammation. Our findings suggest that kidney donation 
might increase the risk of cardiovascular diseases in kidney 
donors [19].

Long-term outcomes in KTR

Kidney Transplant Recipients (KTRs), on the other hand, 
have a particularly high risk of premature mortality, showing an 
overall mortality rate significantly higher than the age-related 

control group in the general population [20]. Moreover, a long-
standing pattern that has remained uniform over the last years 
shows approximately half of all kidney allograft losses are due 
to premature death with a functioning graft [21]. About 10% 
of Kidney Transplant Recipients (KTRs) have life-threatening 
illnesses that require hospitalization in an Intensive Care Unit 
(ICU) [22,23]. Most admissions occur more than 6 months after 
the renal transplantation [5,24].

In addition, non-immune complications following kidney 
transplantation, such as recurrence of primary renal disease, and 
other complications such as cardiovascular disease, infections, 
and malignancies also play a critical role in transplantation in 
both poor long-term allograft and patient’s survival [25,26]. 
Cardiovascular disease in kidney transplant recipients is associated 
with many traditional risk factors such as age, gender, smoking, 
hyperlipidemia, hypertension, obesity, and diabetes [27]. Among 
KTR, patients with diabetes-related ESRD had a higher mortality 
rate than patients with ESRD due to other causes [28]. The 
burden of cardiovascular disease in ESKD improves after kidney 
transplantation. However, it continues to be a major cause of 
reduced morbimortality and early kidney-transplants dysfunction, 
as it is associated with significant morbidity and healthcare costs 
[29]. Furthermore, as kidney transplantation aims to restore kidney 
function, it does not completely mitigate collateral mechanisms of 
disease such as mild chronic inflammation with persistent redox 
and mineral imbalances, further studies examining specific clinical 
and laboratory findings that have been suggested to be involved 
in such pathological pathways may indicate non-traditional risk 
factors and reveal new targets for clinical intervention [30,31]. 
Reperfusion and oxidative injury also occur during kidney 
preservation and may correlate with the immediate and long-term 
kidney function [32].

OS in CV and malignancy

A variety of cardiovascular diseases have been shown to be 
associated, at least partially, with an excess production of Reactive 
Oxygen Species (ROS) [33]. The NOX (NADPH Oxidase) family 
of NADPH oxidases are transmembrane proteins that transfer a 
single electron from NADPH to molecular oxygen, resulting in the 
formation of superoxide. Physiological production of ROS usually 
occurs as a by-product. However, this is not the case with NOX 
enzymes. This is because the production of ROS represents their 
main biological function. In fact, NOX-induced ROS release, also 
known as oxidative burst, promotes the destruction of bacteria-
infiltrating macrophages and neutrophils [34]. The endothelium 
secretes a diversity of molecules: NO and prostacyclin (PGI2) 
exhibit vasodilator, antithrombotic and antiproliferative effects; 
ET-1 and AngII, vasoconstrictor effects; plasminogen activator 
inhibitor-1 (PAI-1) and von Willebrand factor (vWF), prothrombotic 
functions; and anticoagulants, such as tissue plasminogen 
activator (tPA). Of all the molecules mentioned, NO is considered 
to be one of the most crucial in endothelial dysfunction, since low 
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concentrations may induce this imbalance [35]. High levels of 
ROS directly attack endothelial cells and interfere with the action 
of the oxidative systems, reducing the ability of iNOS to produce 
NO, leading to a pro-inflammatory environment. Similarly, another 
molecule involved in this NO deregulation is the overexpression 
of NOX4 in the endothelium. This is because it has been shown to 
improve vasodilation and lower blood pressure by producing more 
H2O2 and reducing NO inactivation [36].

Multiple studies have confirmed a strong relationship 
between oxidative stress and the formation or progression of 
several human pathologies including cancer [37]. There is 
substantial experimental evidence to support the role of ROS 
in tumor initiation, promotion and progression [38,39]. During 
normal cellular metabolism, ROSs are produced. As its formation 
plays a crucial role in normal cell signaling pathways, excessive 
ROS levels may lead to genomic and mitochondrial DNA damage, 
resulting in DNA alteration, mutation of molecules, and modified 
signaling pathways. DNA molecules are sensitive to hydroxyl 
radicals’ attacks resulting in damage and modification of purine 
and pyrimidine bases [40]. Oxidative stress has been shown to 
induce genetic mutations through the formation of oxidative 
adducts and/or the inhibition of particular oxidative enzymes which 
play a physiological role in DNA restoration. Concerning cancer, 
ROS have been shown to influence the expression of important 
genes in cancer through modification of second messengers and 
transcription factors [41]. Cancer is one of the three leading 
causes of death after a kidney transplant. The appearance of 
malignant tumors after transplantation is widely recognized. The 
effects of viral infection, induction maintenance therapy and 
immunosuppression have been suggested as important risk factors 
for post-transplant malignancies. The increased risk of cancer 
may be due to immunosuppressive-induced viral reactivation 
or reduced immune surveillance leading to faster tumor growth 
[42,43]. Wang et al. [44] found that renal transplant recipients had 
a higher risk of all cancers, including colon cancer, hepatocellular 
carcinoma, gastric cancer, pancreatic cancer, lung cancer, urinary 
bladder cancer, thyroid cancer, renal cell cancer, melanoma and 
non-melanoma skin cancer, Hodgkin’s lymphoma and non-
Hodgkin lymphoma, lip cancer, breast cancer and ovarian cancer.

Inflammation and OS in long-term outcomes of KTR

Summarizing what has been stated so far, successful KT 
leads to improved graft function and decrease in OS. Even if KTR 
have a stable graft, they still suffer from OS, which OS levels, in 
comparison to hemodialysis patients, are usually lower, yet still 
higher than those present in the general population [45].

Antioxidant Therapy

•	 Vitamin C: Also known as ascorbic acid, vitamin C is 
an essential antioxidant capable of donating electrons to 
both enzymatic and non-enzymatic processes. Working as 
a cofactor, it gets involved in processes such as collagen 

synthesis, the prevention of fatal genetic mutations, 
leukocytes’ protection, and supports the production of 
carnitine, which is associated with metabolic energy [46]. 
At the lipidaqueous interphase, ascorbic acid can react with 
oxidized tocopherol radicals bound to the membrane and 
reduce it to regenerate active tocopherols and perform their 
antioxidant function [47]. Ascorbic acid reduces oxidative 
damage, inflammation and nephrotoxicity in several animal 
models, as well as acute kidney injury due to nephrotoxicity, 
ischemia and rhabdomyolysis-induced renal damage [48]. 
This particular assortment of biochemical properties renders 
vitamin C as a compelling research candidate to broaden the 
understanding of the interaction between inflammation and 
oxidative stress in the mechanisms leading to a higher risk 
of premature death post-kidney transplantation. It should 
be taken in consideration that pre-transplant ESKD patients 
often have an imbalance of several critical trace elements 
and vitamins [49]. Through an inverse mediating effect on 
inflammatory signaling biomarkers, It has been hypothesized 
that sub-physiological levels of vitamin C (depletion) might 
suggest being involved in mechanisms that are associated 
with an increased risk of adverse long-term outcomes [50,51].

•	 Vitamin E: Vitamin E is a fat-soluble vitamin whose main 
active compound is α-tocopherol. The alpha-tocopherol 
is capable of counteracting the lipid peroxidation of cell 
membranes and stopping the radical chain by forming a 
low-reactivity derivative unable to attack lipid substrates 
[52]. Thus, vitamin E accomplishes its role in membrane 
preservation against free radical damage promoted by low-
density lipoproteins. It can actively modify oxidative stress 
biomarkers, improve erythropoiesis, or reduce the required 
dose of erythropoietin [53]. In ESRD, vitamin E levels have 
been found to be low, normal or increased [54]. In addition to 
oral administration, vitamin E-coated membranes have been 
used to reduce oxidative stress during hemodialysis and have 
been reported to have a variety of beneficial effects [55].

•	 Vitamin D: Vitamin D is important not only for calcium/
phosphorus homeostasis and bone health, but also for many 
extraskeletal functions. In particular, vitamin D deficiency 
is commonly observed in CKD and ESRD [56]. Serum 
concentrations appear to be inversely related to renal function 
and a particular prevalence in hemodialysis patients [57]. 
Growing evidence indicates that vitamin D deficiency may 
contribute to deteriorating renal function, as well as increased 
morbidity and mortality in patients with CKD [58,59]. In 
other preclinical studies, vitamin D has shown, through the 
inhibition of multiple key pathways in kidney injury, such as 
the Renin-Angiotensin-Aldosterone System (RAAS), NF-
κB, TGF-β/Smad and Wnt/β-catenin signaling pathways, 
to be useful at mitigating kidney injury by suppressing 
inflammation, apoptosis and fibrosis [60].
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Conclusions
In conclusion, CKD is a disease characterized by an 

irreversible progression to end stages, with no cure nowadays. 
Impacting a large number of patients worldwide, it has been 
associated with a lower life span, which could be expanded, 
improving quality of life, by receiving adequate treatment, such 
as dialysis or KT. Although the transplantation therapy presents 
obstacles and complications inherent to the treatment, evidence 
has shown that successful KT manage to improve the graft function 
on par with a drop on OS biomarkers levels, which, even though 
are not equivalent to a non-transplanted normal functioning kidney 
controls, are lower than those present in hemodialysis patients, 
decreasing the risk of developing a series of diseases that have 
been associated to high OS levels, for example cardiovascular 
pathologies and cancer. 

References
1.	 Hill NR, Fatoba ST, Oke JL, Hirst JA, O’Callaghan CA, et al. (2016) 

Global Prevalence of Chronic Kidney Disease - A Systematic Review 
and Meta-Analysis. PLoS ONE 11: e0158765.

2.	 Bello Aminu K, Levin Adeera, Lunney Meaghan, Osman Mohamed A, 
Ye Feng, et al. (2019) Status of care for end stage kidney disease in 
countries and regions worldwide: international cross sectional survey 
BMJ 367: l5873.

3.	 Zahmatkesh M, Kadkhodaee M, Mahdavi-Mazdeh M, Ghaznavi R, 
Hemati M, et al. (2010) Oxidative stress status in renal transplant 
recipients. Exp Clin Transplant 8: 38-44.

4.	 Tonelli M, Wiebe N, Knoll G, A Bello, S Browne, et al. (2011) Systematic 
review: kidney transplantation compared with dialysis in clinically 
relevant outcomes. Am J Transplant 11: 2093-2109.

5.	 Mouloudi E, Massa E, Georgiadou E, Iosifidis E, Kydona C, et al. 
(2012) Course and outcome of renal transplant recipients admitted to 
the intensive care unit: a 20-year study. Transplant Proc 44: 2718-
2720. 

6.	 Lamb KE, Lodhi S, Meier-Kriesche HU (2011) Long-term renal allograft 
survival in the United States: A critical reappraisal. Am J Transplant 11: 
450-462.

7.	 S. F. Rapa, B. R. di Iorio, P. Campiglia, A. Heidland, S. Marzocco, 
(2020) “Inflammation and oxidative stress in chronic kidney disease-
potential therapeutic role of minerals, vitamins and plant-derived 
metabolites,” International Journal of Molecular Sciences 21.

8.	 Giustarini D, Dalle-Donne I, Tsikas D (2009) Oxidative stress and 
human diseases: Origin, link, measurement, mechanisms, and 
biomarkers. Crit Rev Clin Lab Sci 46: 241-281.

9.	 J. Lee, S. Giordano, J. Zhang (2012) Autophagy, mitochondria and 
oxidative stress: cross-talk and redox signalling. The Biochemical J 
441: 523-540.

10.	 S. D. Meo, T. T. Reed, P. Venditti, et al (2016) Role of ROS and RNS 
sources in physiological and pathological conditions. Oxidat M and Cel 
Long 2016.

11.	 Castillo G, Turner T, Rodrigo R (2017) Myocardial reperfusion injury: 
Novel pathophysiological bases for therapy. In: Myocardial Infarction. 
Chapter 4. Avid Science. Berlin 2017: 2-32. 

12.	 Granger DN, Kvietys PR (2015) Reperfusion injury and reactive 
oxygen species: The evolution of a concept. Redox Biol 6: 524-551. 

13.	 1opolo G. Autore A. Pinto, S Marzocco (2013) “Oxidative stress in 
patients with cardiovascular disease and chronic renal failure,” Free 
Radical Research 47: 346-356.

14.	 Ricksten SE, Bragadottir G, Redfors B (2013) Renal oxygenation in 
clinical acute kidney injury. Crit Care 17: 221.

15.	 S. Ruiz, P. E. Pergola, R. A. Zager, and N. D. Vaziri, (2013) “Targeting 
the transcription factor Nrf 2 to ameliorate oxidative stress and 
inflammation in chronic kidney disease,” Kidney International 83: 
1029-1041. 

16.	 Maday, K. R, Hurt, J. B, Harrelson, P (2016) Evaluating postoperative 
fever. J of the Ameri Acad of Phys Assist 29: 23-28. 

17.	 Liuzzo, G, Biasucci, L.M, Gallimore, J.R, Grillo, R.L, Rebuzzi, et al. 
(1994) The prognostic value of C-reactive protein and serum amyloid 
a protein in severe unstable angina. N. Eng. J. Med 331: 417-424.

18.	 J.M. Clunk, C.Y. Lin, J.J. Curtis (2001) Variables affecting weight gain 
in renal transplant recipients, Am. J. Kidney Dis 38: 349-353.

19.	 Yilmaz, Banu Avcioglu, Caliskan, Yasar, Yilmaz, et al. (2015) 
Cardiovascular-Renal Changes After Kidney Donation. Transplantation 
99: 760-764. 

20.	 Oterdoom LH, de Vries APJ, van Ree RM, et al. (2009) N-Terminal Pro-
B-Type natriuretic peptide and mortality in renal transplant recipients 
versus the general population. Transplantation 87: 1562-1570.

21.	 US Renal Data System, USRDS 2010 Annual Data Report: Atlas of 
chronic kidney disease and end-stage renal disease in the United 
States, National Institutes of Health, National Institute of Diabetes and 
Digestive and Kidney Diseases, Bethesda, MD, 2010. 

22.	 Kirilov D, Cohen J, Shapiro M, Grozovski E, Singer P (2018) The 
course and outcome of renal transplant recipients admitted to a 
general intensive care unit. Transplant Proc 35: 606.

23.	 Bige N, Zafrani L, Lambert J, Peraldi M-N, Snanoudj R, et al. (2014) 
Severe infections requiring intensive care unit admission in kidney 
transplant recipients: impact on graft outcome. Transpl Infect Dis16: 
588-596. 

24.	 Canet E, Osman D, Lambert J, Guitton C, Heng A-E, et al. (2011) 
Acute respiratory failure in kidney transplant recipients: a multicenter 
study. Crit Care 15: R91.

25.	 Faenza, A, Fuga, G, Nardo, B, Donati, G, Cianciolo, G, et al. (2007) 
Metabolic Syndrome After Kidney Transplantation. Transplant. Proc 
39: 1843-1846.

26.	 Cohen-Bucay A, Gordon CE, Francis JM (2019) Non-immunological 
complications following kidney transplantation. F1000Research 194.

27.	 Neale J, Smith AC (2015) Cardiovascular risk factors following renal 
transplant. World J Transplant 5: 183-195.

28.	 Saran R, Robinson B, Abbott KC (2017)  US Renal Data System 2016 
annual data report: epidemiology of kidney disease in the United 
States. Am J Kidney Dis 69.

29.	 Rangaswami, J, Mathew, R.O, Parasuraman, R, Tantisattamo, E, 
Lubetzky, M, et al. (2019) Cardiovascular disease in the kidney 
transplant recipient: Epidemiology, diagnosis and management 
strategies. Nephrol. Dial. Transplant 34: 760-773.

30.	 Yilmaz MI, Sonmez A, Saglam M, et al. (2015) A longitudinal study 
of inflammation, CKDMBD, and carotid atherosclerosis after renal 
transplantation. Clin J Am Soc Nephrol 10: 471-479. 

https://journals.plos.org/plosone/article?id=10.1371/journal.pone.0158765
https://journals.plos.org/plosone/article?id=10.1371/journal.pone.0158765
https://journals.plos.org/plosone/article?id=10.1371/journal.pone.0158765
https://pubmed.ncbi.nlm.nih.gov/31672760/
https://pubmed.ncbi.nlm.nih.gov/31672760/
https://pubmed.ncbi.nlm.nih.gov/31672760/
https://pubmed.ncbi.nlm.nih.gov/31672760/
https://europepmc.org/article/med/20199369
https://europepmc.org/article/med/20199369
https://europepmc.org/article/med/20199369
https://pubmed.ncbi.nlm.nih.gov/21883901/
https://pubmed.ncbi.nlm.nih.gov/21883901/
https://pubmed.ncbi.nlm.nih.gov/21883901/
https://pubmed.ncbi.nlm.nih.gov/23146503/
https://pubmed.ncbi.nlm.nih.gov/23146503/
https://pubmed.ncbi.nlm.nih.gov/23146503/
https://pubmed.ncbi.nlm.nih.gov/23146503/
https://pubmed.ncbi.nlm.nih.gov/20973913/
https://pubmed.ncbi.nlm.nih.gov/20973913/
https://pubmed.ncbi.nlm.nih.gov/20973913/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6981831/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6981831/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6981831/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6981831/
https://pubmed.ncbi.nlm.nih.gov/19958214/
https://pubmed.ncbi.nlm.nih.gov/19958214/
https://pubmed.ncbi.nlm.nih.gov/19958214/
https://pubmed.ncbi.nlm.nih.gov/22187934/
https://pubmed.ncbi.nlm.nih.gov/22187934/
https://pubmed.ncbi.nlm.nih.gov/22187934/
https://www.hindawi.com/journals/omcl/2016/1245049/
https://www.hindawi.com/journals/omcl/2016/1245049/
https://www.hindawi.com/journals/omcl/2016/1245049/
https://pubmed.ncbi.nlm.nih.gov/24766972/
https://pubmed.ncbi.nlm.nih.gov/24766972/
https://pubmed.ncbi.nlm.nih.gov/24766972/
https://pubmed.ncbi.nlm.nih.gov/26484802/
https://pubmed.ncbi.nlm.nih.gov/26484802/
https://pubmed.ncbi.nlm.nih.gov/23438723/
https://pubmed.ncbi.nlm.nih.gov/23438723/
https://pubmed.ncbi.nlm.nih.gov/23438723/
https://www.ncbi.nlm.nih.gov/labs/pmc/articles/PMC3672481/
https://www.ncbi.nlm.nih.gov/labs/pmc/articles/PMC3672481/
https://www.hindawi.com/journals/omcl/2020/2975256/
https://www.hindawi.com/journals/omcl/2020/2975256/
https://www.hindawi.com/journals/omcl/2020/2975256/
https://www.hindawi.com/journals/omcl/2020/2975256/
https://pubmed.ncbi.nlm.nih.gov/27623291/
https://pubmed.ncbi.nlm.nih.gov/27623291/
https://pubmed.ncbi.nlm.nih.gov/7880233/
https://pubmed.ncbi.nlm.nih.gov/7880233/
https://pubmed.ncbi.nlm.nih.gov/7880233/
https://pubmed.ncbi.nlm.nih.gov/11479161/
https://pubmed.ncbi.nlm.nih.gov/11479161/
https://pubmed.ncbi.nlm.nih.gov/25226174/
https://pubmed.ncbi.nlm.nih.gov/25226174/
https://pubmed.ncbi.nlm.nih.gov/25226174/
https://pubmed.ncbi.nlm.nih.gov/19461495/
https://pubmed.ncbi.nlm.nih.gov/19461495/
https://pubmed.ncbi.nlm.nih.gov/19461495/
https://www.usrds.org/annual-data-report/
https://www.usrds.org/annual-data-report/
https://www.usrds.org/annual-data-report/
https://www.usrds.org/annual-data-report/
https://pubmed.ncbi.nlm.nih.gov/12644065/
https://pubmed.ncbi.nlm.nih.gov/12644065/
https://pubmed.ncbi.nlm.nih.gov/12644065/
https://pubmed.ncbi.nlm.nih.gov/24966154/
https://pubmed.ncbi.nlm.nih.gov/24966154/
https://pubmed.ncbi.nlm.nih.gov/24966154/
https://pubmed.ncbi.nlm.nih.gov/24966154/
https://pubmed.ncbi.nlm.nih.gov/21385434/
https://pubmed.ncbi.nlm.nih.gov/21385434/
https://pubmed.ncbi.nlm.nih.gov/21385434/
https://pubmed.ncbi.nlm.nih.gov/17692629/
https://pubmed.ncbi.nlm.nih.gov/17692629/
https://pubmed.ncbi.nlm.nih.gov/17692629/
https://pubmed.ncbi.nlm.nih.gov/30828430/
https://pubmed.ncbi.nlm.nih.gov/30828430/
https://www.ncbi.nlm.nih.gov/labs/pmc/articles/PMC4689929/
https://www.ncbi.nlm.nih.gov/labs/pmc/articles/PMC4689929/
https://pubmed.ncbi.nlm.nih.gov/28236831/
https://pubmed.ncbi.nlm.nih.gov/28236831/
https://pubmed.ncbi.nlm.nih.gov/28236831/
https://pubmed.ncbi.nlm.nih.gov/30984976/
https://pubmed.ncbi.nlm.nih.gov/30984976/
https://pubmed.ncbi.nlm.nih.gov/30984976/
https://pubmed.ncbi.nlm.nih.gov/30984976/
https://cjasn.asnjournals.org/content/10/3/471
https://cjasn.asnjournals.org/content/10/3/471
https://cjasn.asnjournals.org/content/10/3/471


Citation: Toro-Pérez JI, Baloian S, Rodrigo R (2021) Pathophysiological Events Linked to Oxidative Stress and Chronic Kidney Disease: Knowledge for a Kidney 
Transplant. J Urol Ren Dis 06: 1231. DOI: 10.29011/2575-7903.001231

5 Volume 06; Issue 04

J Urol Ren Dis, an open access journal
ISSN: 2575-7903

31.	 Winkelmayer WC, Lorenz M, Kramar R (2004) C-reactive protein and 
body mass index independently predict mortality in kidney transplant 
recipients. Am J Transplant 4: 1148-1154.

32.	 Kosieradzki M, Kuczynska J, Piwowarska J (2003) Prognostic 
significance of free radicals: mediated injury occurring in the kidney 
donor. Transplantation 75: 1221-1227.

33.	 Kattoor, A.J, Pothineni, N.V.K, Palagiri, D, Mehta, J.L (2017) Oxidative 
Stress in Atherosclerosis. Curr. Atheroscler. Rep 42.

34.	 Bedard K, Krause KH (2007) The NOX Family of ROS-Generating 
NADPH Oxidases: Physiology and Pathophysiology. Physiol Rev 87: 
245-313.

35.	 Incalza MA, D’Oria R, Natalicchio A, Perrini S, Laviola L, et al. 
(2018) Oxidative stress and reactive oxygen species in endothelial 
dysfunction associated with cardiovascular and metabolic diseases. 
Vascular Pharmacology 100: 1-19. 

36.	 Touyz RM, Montezano AC (2012) Vascular Nox4: a multifarious 
NADPH oxidase. Circ Res 110: 1159-1161.

37.	 Dalle-Donne I, Rossi R, Colombo R, Giustarini D, Milzani A (2006) 
Biomarkers of oxidative damage in human disease. Clin Chem 52: 
601-623.

38.	 Guyton KZ, Kensler TW (1993) Oxidative mechanisms in 
carcinogenesis. Br Med Bull 49: 523-544.

39.	 Ishikawa K, Takenaga K, Akimoto M, Koshikawa N, Yamaguchi A, et 
al. (2008) ROS-generating mitochondrial DNA mutations can regulate 
tumor cell metastasis. Science 320: 661-664.

40.	 Alpay M, Backman LRF, Cheng X, Dukel M, Kim WJ, et al. (2015) 
Oxidative stress shapes breast cancer phenotype through chronic 
activation of ATMdependent signaling. Breast Cancer Res Treat 151: 
75-87.

41.	 Klaunig JE (2019) Oxidative Stress and Cancer. Current 
Pharmaceutical Design 24: 4771-4778. 

42.	 Campistol JM (2008) Minimizing the Risk of Posttransplant Malignancy. 
Transplant Proc 40: S40-S43.

43.	 Rama I, Grinyó JM (2010) Malignancy after renal transplantation: The 
role of immunosuppression. Nat Rev Nephrol 6: 511-519.

44.	 Wang Y, Lan GB, Peng FH, Xie XB (2018) Cancer risks in recipients 
of renal transplants: A meta-analysis of cohort studies. Oncotarget 9: 
15375-15385.

45.	 Vostálová J, Galandáková A, Svobodová AR, Orolinová E, Kajabová 
M, et al. (2012). Time-Course Evaluation of Oxidative Stress-Related 
Biomarkers after Renal Transplantation. Renal Failure 34: 413-419. 

46.	 Travica N, Ried K, Sali A, Scholey A, Hudson I, et al. (2017) Vitamin C 
Status and Cognitive Function: A Systematic Review. Nutrients 9: 960. 

47.	 Pisoschi AM, Pop A (2015) The role of antioxidants in the chemistry of 
oxidative stress: A review. European Journal of Medicinal Chemistry 
97: 55-74. 

48.	 Wang S, Eide TC, Sogn EM, Berg KJ, Sund RB (1999) Plasma 
ascorbic acid in patients undergoing chronic hemodialysis. Eur. J. Clin. 
Pharmacol 55: 527-532.

49.	 Kalantar-Zadeh K, Fouque D (2017) Nutritional Management of 
Chronic Kidney Disease. N Engl J Med 377: 1765-1776.

50.	 Zhang K, Li Y, Cheng X, Liu L, Bai W, et al. (2013) Cross-over study of 
influence of oral vitamin C supplementation on inflammatory status in 
maintenance hemodialysis patients. BMC Nephrol 14: 252.

51.	 Attallah N, Osman-Malik Y, Frinak S, Besarab A (2006) Effect of 
intravenous ascorbic acid in hemodialysis patients with EPO-
hyporesponsive anemia and hyperferritinemia. Am J Kidney Dis 47: 
644-654.

52.	 Descamps-Latscha B, Drüeke BT, Witko-Sarsat V (2001) Dialysis-
induced oxidative stress: biological aspects, clinical consequences, 
and therapy, Semin. Dialysis 14: 193-199.

53.	 Himmelfarb J, Hakim RM (2003) Oxidative stress in uremia, Curr Opin. 
Nephrol Hyp 12: 593-598.

54.	 Chazot C, Jean G, Kopple JD (2016) Can Outcomes be Improved 
in Dialysis Patients by Optimizing Trace Mineral, Micronutrient and 
Antioxidant Status? The Impact of Vitamins and their Supplementation. 
Semin Dial 29: 39-48.

55.	 Huang J, Yi B Li AM, Zhang H (2015) Effects of vitamin E-coated 
dialysis membranes on anemia, nutrition and dyslipidemia status in 
hemodialysis patients: A meta-analysis. Ren Fail 37: 398-407.

56.	 Minutolo R, Lapi F, Chiodini P, Simonetti M, Bianchini E, et al. (2014) 
Risk of ESRD and death in patients with CKD not referred to a 
nephrologist: A 7-year prospective study. Clin J Am Soc Nephrol  9: 
1586-1593.

57.	 Krassilnikova M, Ostrow K, Bader A, Heeger P, Mehrotra A (2014) Low 
Dietary Intake of Vitamin D and Vitamin D Deficiency in Hemodialysis 
Patients. J Nephrol 4: 166.

58.	 Kim CS, Kim SW (2014) Vitamin D and chronic kidney disease. Korean 
J. Intern. Med 29: 416-427.

59.	 Jha V, Garcia-Garcia K, Iseki K, Li Z, Naicker Z, et al. (2013) Chronic 
kidney disease: global dimension and perspectives. Lancet 382: 260-
272.

60.	 Deb DK, Sun T, Wong KE, Zhang Z, Ning G, et al. (2010) Combined 
vitamin D analog and AT1 receptor antagonist synergistically block the 
development of kidney disease in a model of type 2 diabetes. Kidney 
Int 77: 1000-1009. 

https://pubmed.ncbi.nlm.nih.gov/15196074/
https://pubmed.ncbi.nlm.nih.gov/15196074/
https://pubmed.ncbi.nlm.nih.gov/15196074/
https://pubmed.ncbi.nlm.nih.gov/12717206/
https://pubmed.ncbi.nlm.nih.gov/12717206/
https://pubmed.ncbi.nlm.nih.gov/12717206/
https://pubmed.ncbi.nlm.nih.gov/28921056/
https://pubmed.ncbi.nlm.nih.gov/28921056/
https://pubmed.ncbi.nlm.nih.gov/17237347/
https://pubmed.ncbi.nlm.nih.gov/17237347/
https://pubmed.ncbi.nlm.nih.gov/17237347/
https://pubmed.ncbi.nlm.nih.gov/28579545/
https://pubmed.ncbi.nlm.nih.gov/28579545/
https://pubmed.ncbi.nlm.nih.gov/28579545/
https://pubmed.ncbi.nlm.nih.gov/28579545/
https://pubmed.ncbi.nlm.nih.gov/22539753/
https://pubmed.ncbi.nlm.nih.gov/22539753/
https://pubmed.ncbi.nlm.nih.gov/16484333/
https://pubmed.ncbi.nlm.nih.gov/16484333/
https://pubmed.ncbi.nlm.nih.gov/16484333/
https://pubmed.ncbi.nlm.nih.gov/8221020/
https://pubmed.ncbi.nlm.nih.gov/8221020/
https://pubmed.ncbi.nlm.nih.gov/18388260/
https://pubmed.ncbi.nlm.nih.gov/18388260/
https://pubmed.ncbi.nlm.nih.gov/18388260/
https://pubmed.ncbi.nlm.nih.gov/25862169/
https://pubmed.ncbi.nlm.nih.gov/25862169/
https://pubmed.ncbi.nlm.nih.gov/25862169/
https://pubmed.ncbi.nlm.nih.gov/25862169/
https://pubmed.ncbi.nlm.nih.gov/30767733/
https://pubmed.ncbi.nlm.nih.gov/30767733/
https://pubmed.ncbi.nlm.nih.gov/19100906/
https://pubmed.ncbi.nlm.nih.gov/19100906/
https://pubmed.ncbi.nlm.nih.gov/20736984/
https://pubmed.ncbi.nlm.nih.gov/20736984/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5880611/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5880611/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5880611/
https://www.tandfonline.com/doi/full/10.3109/0886022X.2011.649658
https://www.tandfonline.com/doi/full/10.3109/0886022X.2011.649658
https://www.tandfonline.com/doi/full/10.3109/0886022X.2011.649658
https://www.mdpi.com/2072-6643/9/9/960
https://www.mdpi.com/2072-6643/9/9/960
https://pubmed.ncbi.nlm.nih.gov/25942353/
https://pubmed.ncbi.nlm.nih.gov/25942353/
https://pubmed.ncbi.nlm.nih.gov/25942353/
https://pubmed.ncbi.nlm.nih.gov/10501823/
https://pubmed.ncbi.nlm.nih.gov/10501823/
https://pubmed.ncbi.nlm.nih.gov/10501823/
https://pubmed.ncbi.nlm.nih.gov/29091561/
https://pubmed.ncbi.nlm.nih.gov/29091561/
https://bmcnephrol.biomedcentral.com/articles/10.1186/1471-2369-14-252
https://bmcnephrol.biomedcentral.com/articles/10.1186/1471-2369-14-252
https://bmcnephrol.biomedcentral.com/articles/10.1186/1471-2369-14-252
https://pubmed.ncbi.nlm.nih.gov/16564942/
https://pubmed.ncbi.nlm.nih.gov/16564942/
https://pubmed.ncbi.nlm.nih.gov/16564942/
https://pubmed.ncbi.nlm.nih.gov/16564942/
https://pubmed.ncbi.nlm.nih.gov/11422926/
https://pubmed.ncbi.nlm.nih.gov/11422926/
https://pubmed.ncbi.nlm.nih.gov/11422926/
https://pubmed.ncbi.nlm.nih.gov/14564195/
https://pubmed.ncbi.nlm.nih.gov/14564195/
https://pubmed.ncbi.nlm.nih.gov/26384581/
https://pubmed.ncbi.nlm.nih.gov/26384581/
https://pubmed.ncbi.nlm.nih.gov/26384581/
https://pubmed.ncbi.nlm.nih.gov/26384581/
https://pubmed.ncbi.nlm.nih.gov/25585953/
https://pubmed.ncbi.nlm.nih.gov/25585953/
https://pubmed.ncbi.nlm.nih.gov/25585953/
https://pubmed.ncbi.nlm.nih.gov/25074838/
https://pubmed.ncbi.nlm.nih.gov/25074838/
https://pubmed.ncbi.nlm.nih.gov/25074838/
https://pubmed.ncbi.nlm.nih.gov/25074838/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4109326/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4109326/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4109326/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4101586/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4101586/
https://pubmed.ncbi.nlm.nih.gov/23727169/
https://pubmed.ncbi.nlm.nih.gov/23727169/
https://pubmed.ncbi.nlm.nih.gov/23727169/
https://pubmed.ncbi.nlm.nih.gov/20182412/
https://pubmed.ncbi.nlm.nih.gov/20182412/
https://pubmed.ncbi.nlm.nih.gov/20182412/
https://pubmed.ncbi.nlm.nih.gov/20182412/

	_gjdgxs

