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Abstract
Inflammatory processes are believed to play an important role in immune response to
maintain tissue homeostasis by activating cellular signaling pathways and releasing
inflammatory mediators in the injured tissue. Although acute inflammation can be
considered protective, an uncontrolled inflammation may evolve to tissue damage,
leading to chronic inflammatory diseases. Inflammation can be considered the major
factor involved in the pathological progression of acute and chronic kidney diseases.
Functional characteristics of this organ increase its vulnerability to developing various
forms of injuries, including acute kidney injury (AKI) and chronic kidney disease
(CKD). In view of translational research, several discoveries should be considered
regarding the pathogenesis of the inflammatory process, which results in the validation
of biomarkers for early detection of kidney diseases. Biomarkers enable the identification
of proinflammatory mediators in kidney affections, based on laboratory research applied
to clinical practice. Some inflammatory molecules can be useful biomarkers for the
detection and diagnosis of kidney diseases, such as neutrophil gelatinase-associated
lipocalin, kidney injury molecule-1 and interleukin 18.
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Background
Inflammatory processes are involved in the immune response,
which maintains tissue homeostasis during adverse conditions,
such as infections and other injuries. These processes result in
the reduction of tissue function and act by enabling the healing
process [1,2].
Pain, heat, redness and swelling are universal signs that
accompany all inflammatory processes, which result from
dilation of venules and arterioles, enhanced blood vessel
permeability, blood flow with percolation of leukocytes into
the tissues and release of inflammatory mediators [3].
Historically, four signs have been associated with wounds and
infections for thousands of years, as described by the Roman
doctor Cornelius Celsus in the 1st century AD. In 1846 and 1867,
Augustus Waller and Julius Cohnheim, respectively, described
the main characteristic of an acute inflammatory process by
leukocyte emigration from the blood vessels and vascular
changes. Another important advance in this field was that of
Elie Metchnikoff, in 1892, who discovered phagocytosis and
the key role of macrophages and microphages (neutrophils) in
host defense and in the maintenance of tissue homeostasis. This
idea is the current concept that acute inflammatory response is
a protective and survival tool of the tissue [1,4].
In this context, inflammation can be considered a major
factor involved in the pathological progression of acute and
chronic diseases in the kidney. Functional characteristics of
this organ increase its vulnerability to developing various forms
of kidney affections, such as acute kidney injury (AKI) and
chronic kidney disease (CKD). Translational research in this
area should consider several discoveries on the pathogenesis
of inflammatory processes originated from laboratory-based
research – the bench – bringing relevant findings that emerged
from cell culture or animal model experiments (in vitro or in
vivo). The response from the bench should be applied in the clinic
practice – the bedside – in conducting both clinical research and
clinical trials. Translational researches reinforce the strength
of multidisciplinary science teams by emphasizing life-saving
therapies in different diseases and evidence-based practice [5].

Methods
This systematic review was developed following the guidelines
of Proffered Reporting Items for Systematic Reviews and MetaAnalysis (PRISMA). The search was performed in the following
electronic databases: PubMed, Google Scholar and SciELO. No
due date was set for the publication. The descriptors were used
according to Medical Subject Headings (MeSH) on PubMed,
Google Scholar and SciELO: “acute kidney injury” or “kidney
disease” and “inflammation”. The search was limited to English
and Portuguese languages.
The selection of the studies was performed in a standardized
manner by two independent reviewers based on reading the
title and abstract. Article analysis was performed when the title
and abstract were not elucidative. A third reviewer ensured the
specificity and quality of the process. Other information was
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obtained through online resources and the reference list of
relevant cohort epidemiological, observational and experimental
studies were consulted for inclusion in this review.

Results and Discussion
Based on the selection process, 689 studies titles and abstracts
were included in the identification process; 345 studies were
excluded, 287 studies were selected for full text analysis and 45
studies were included in the final review. The PRISMA flowchart
is shown in Figure 1.
Inflammatory response
Several factors, including a simple skin cut, infections, injury,
cell damage and toxins can trigger a long molecular chain
and cellular activity that are designed to eliminate potentially
injurious stimuli. The inflammatory response follows four steps:
1. Injury or infection detected by receptors of the innate immune
system [1,6].
2. Initiation of the inflammatory response in the body, involving
non-infectious or infectious families of receptors expressed in
tissue-resident macrophages, dendritic cells, and mast cells [7].
3. Production of inflammatory cytokines, chemokines, bioactive
amines, eicosanoids and bradykinin that enhances blood
vessel permeability induced by vasodilatation of venules and
arterioles with migration of leukocytes into the tissues [3,8].
4. Infiltration of leukocytes, which play a major protective response
in tissue injury by neutralizing and eliminating potentially
injurious stimuli aiming to resolve the acute inflammatory
response. Tissue progresses to resolution by recovery of the
homeostasis and elimination of dead cells [9].
Oxidative stress and inflammatory response
Inflammation processes and oxidative stress are pathophysiological
events that are linked to each other. Under physiological
circumstances, normal cellular metabolism produces reactive
oxygen species (ROS) and reactive nitrogen species (RNS) that
are efficiently eliminated in the presence of antioxidant defense
mechanisms [10,11]. Thus, inflammatory cells generate a number
of ROS and RNS that initiate intracellular signaling cascading and
enhanceing proinflammatory gene expression [6,8].
Excessive production of ROS and RNS can modify the redox
balance in favor of oxidative stress, and play a crucial role
in tissue injury [10,11]. Oxidative stress is manifested by the
increased production of signaling species, such as nitric oxide
(NO) and hydrogen peroxide (H2O2), and strong oxidants, such
as superoxide anions (O2•-) and hydroxyl radical (OH•-). Both
ROS and RNS deplete and reduce antioxidant capacity, and can
cause injury in all vital cellular components by oxidation of
proteins, peroxidation of lipids, and DNA damage, leading to cell
death [12]. Evidence from experimental data has demonstrated
association of inflammatory response and oxidative stress in
many diseases [13].

Fernandes et al. J Venom Anim Toxins incl Trop Dis, 2021 27: e20200162

Page 3 of 8

Figure 1. PRISMA flowchart shows the study design process.

Acute inflammation and chronic inflammation
The inflammatory process is a coordinated response by activation
of cellular signaling pathways and release of inflammatory
mediators that act in the injured tissue. Inflammation is a
complex of physiological responses to a foreign organism,
including human pathogens and a variety of particles and
viruses. Inflammations are divided into acute and chronic
inflammation, depending on various inflammatory processes
and cellular mechanisms. It has been considered the major
factor for the progression of various chronic diseases/disorders,
including diabetes, cancer, cardiovascular diseases, kidney
disease, eye disorders, arthritis, obesity, autoimmune diseases,
and inflammatory bowel disease. Free radical production from
biological and environmental sources and its imbalance with
natural antioxidants further lead to several inflammatory
associated diseases [6, 7].
Acute Inflammation is a short immune response and selflimited process, lasting from minutes to a few days. The active

immune cells generate inflammatory mediators, enhanced
microvascular permeability, leakage of plasma proteins or
fluid and movement of leukocytes into the extravascular area,
characterized by classic signs of heat, redness and swelling. In
addition, inflammatory mediators increase sensitivity of the
tissue to pain [9,14].
The main feature of inflammatory mediators is the short
half-life when the injury stimulus is removed and thus acute
inflammatory elements, in an active process, result in biosynthesis
of active mediators – pro-resolving mediators – that act to
promote tissue homeostasis [8,15,16,17]. The effects of prolonged
inflammation response are associated with unresolved acute
inflammatory phases and can be induced by persistent injury,
infection or prolonged exposure to toxic agents, leading to a
chronic inflammation, tissue destruction, fibrosis and necrosis.
This chronic tissue inflammation has been associated with
several consequences by biological response with enhanced risk
of chronic diseases and disorders [18,19].
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Acute inflammation is a defense mechanism to maintain
health, characterized by a series of cellular and molecular events
that reduce the progression of the injury or infection [1]. The acute
inflammation is protective, but uncontrolled inflammation may
lead to tissue damage, causing chronic inflammatory diseases.
Currently, inflammation can be considered a major factor
involved in the pathological progression of acute and chronic
diseases in different organs, such as the heart, pancreas, liver,
kidney, lung, brain, intestinal tract and reproductive system.
This process depends on the nature of the etiology stimulus and
location in the body [20].
Evidence for uncontrolled inflammation is an important
component for many chronic diseases, including cardiovascular
diseases, inflammatory bowel disease, neurodegenerative diseases
such as Alzheimer’s and Parkinson’s, asthma, cancer, diabetes
and autoimmune diseases [18,21].
Kidney
Physiologically and metabolically, the kidneys are the most
complex organs in the body. The kidney is a functional organ
that is able to perform excretion of waste products from the
metabolism, maintenance of water and electrolyte homeostasis,
and endocrine functions. The functional units of the kidneys
are the nephrons, consisting of the glomerulus (endothelial
cells) and long tubule segments (epithelium cells). Kidneys are
perfused with 20 to 25% of cardiac output to 125 mL/minute of
filtrate to pass through to Bowman capsule that is reabsorbed
through the peritubular capillary network and produces about
1.5 L of daily urine. These functional characteristics of the organ
increase the vulnerability to developing various forms of kidney
injury – AKI and CKD [22].
AKI is defined as an abrupt decrease in renal function,
resulting from several insults in glomerulus – post-infectious
glomerulonephritis, lupus nephritis, IgA glomerulonephritis
– in tubule – renal ischemia (shock, surgery, hemorrhage,
trauma, bacteremia, pancreatitis, pregnancy), nephrotoxic
drugs (antibiotics, antineoplastic drugs, contrast media, organic
solvents, anesthetic drugs, heavy metals) and endogenous toxins
(myoglobin, hemoglobin, uric acid) [23]. The prevalence of AKI
varies from 1 to 25% and mortality from 15 to 60%, and that
reaches up to 50 to 60% in patients in intensive care units [23,24].
Inflammation response plays a major role in the pathophysiology
of AKI. In the kidneys, the acute inflammatory response results in
enhanced endothelial cell-leukocyte adhesion that compromises
blood flow in renal microvasculature. Leukocytes can be activated
by inflammatory mediators, such as cytokines, ROS, RNS and
eicosanoids. In response to the inflammation, the renal tubule
epithelium cells also generate mediators that potentiate the cascade
of inflammation [25].
Experimental studies of AKI – ischemia and reperfusion
model, sepsis-endotoxemia model, nephrotoxic model – have
demonstrated leukocytes, including neutrophils, macrophages,
natural killer cells, and lymphocytes infiltrating into the injured
area, which resulted functional changes in vascular endothelial
cells or in tubular epithelium cells [3,26].
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Renal endothelial cells, tubular epithelium cells and inflammatory
cells in complex cross-talk perpetuate up-regulated of cytokines and
chemokines, ROS and RNS, and vasoconstrictors – prostaglandins,
leukotrienes and thromboxane – which results in the infiltration
of inflammatory cells into the kidney tissue. This mechanism may
further determine the increase or decrease of the inflammation
process in the kidney by generating pro-inflammatory or antiinflammatory cytokines [3,26,27].
Chronic inflammation in tissue response by unresolved injury
or infection is a biological response with several secondary
consequences that enhance the risk of chronic diseases. Persistent
inflammatory processes result in a negative effect on tissue
function or in tissue damage. In addition, inflammatory cells
contribute to dysregulated tissue repair response, accompanied
by tissue remodeling, fibrosis, and persistent tissue metaplasia.
The dysregulation of inflammation is similar to tissue pathology
or decline on tissue function [1].
Molecular and cellular processes of chronic inflammation
vary and depend on the type of inflamed cells and organs [28].
The progression of CKD is aggravated by chronic inflammatory
responses. These processes result in glomerular inflammation,
which causes proteinuria due to damage of the glomerular
capillaries. Tubule injuries can cause fibrosis in kidney tissue
[29,30]. In addition, oxidative stress by depletion of the
endogenous intracellular antioxidant contributes to azotemia,
high glomerular and tubular injury and elevated levels of
inflammatory mediators. Both chronic inflammatory and
oxidation of renal cells decrease the glomerular filtration, which
contributes to progressive renal damage and dysfunction [31].
CKD is a global health problem with a prevalence of 5 to 10%
of the world population and is associated with high morbidity
and mortality. Progression of CKD results in end-stage kidney
disease that requires kidney replacement therapy – dialysis or
transplantation [32].
CKD is also described by decreased glomerular filtration
rate (GFR) and cytokines elimination, enhancing levels of
circulating cytokines and pro-oxidative metabolites. These
consequences of CKD patients can be related to increased serum
levels of nitrogenous wastes, metabolic acidosis and frequent
infections [33].
Inflammation and immune dysregulation in CKD patients can
be potentialized by hemodialysis treatment. The extracorporeal
procedure results in upregulated inflammatory cytokines by
impurities in dialysis water, microbiological quality of the
dialysate, and bio incompatible factors in the extracorporeal
dialysis circuit [34,35]. In addition, dialysis patients can be
associated with frequent infectious and thrombotic events that
contribute to inflammatory stimulations. These events include
catheter-related bloodstream infections, access site infections,
thrombosed intravascular fistulae and grafts, and episodes of
peritonitis in peritoneal dialysis patients [36].
In summary, AKI predisposes to CKD and vice versa, and the
inflammatory response plays a major role in the pathophysiology
of both diseases.
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Kidney disease biomarkers

In the view of translational research, several discoveries should be
considered regarding the pathogenesis of inflammatory processes
that result in the validation of biomarkers of kidney diseases
from laboratory-based research – the bench. These discoveries
have been applied in the clinic practice – the bedside – including
biomarkers for the early detection of proinflammatory mediators.
The most recent diagnostic criteria is proposed by the Kidney
Disease: Improving Global Outcomes (KDIGO) guidelines, which
describe AKI based on changes in serum creatinine (SCr) and
urine output (UO). AKI is defined by an increase in the SCr level
to at least 0.3 mg/dL or more than 1.5 times the baseline within
48 hours, or a UO decrease to less than 0.5 mL/kg/h for 6 hours.
KDIGO criteria stratifies three stages of AKI (Table 1) [37].
CKD is defined by GFR decreased to less than 60mL/min/1.73m²
for more than three months or kidney damage by albuminuria
more than three months. Although increasing urinary albumin
excretion and SCR levels, along with diminished GFR, are also
important markers of kidney function decline [38].
CKD is categorized into stages of severity to diagnosis and
management of the disease (Table 2) [38].
Currently, the diagnostic criteria of kidney diseases are based on
changes in both SCr and UO, where AKI is defined by increased
SCr and decreased UO. CKD is detected by measures of kidney
damage by albuminuria and decreased GFR [23]. Thus, SCr
and UO are markers that have been applied in clinical practice.
SCr has poor sensitivity in the setting of kidney injury. This
marker is not ideal because it is affected by several factors such

as age, gender, muscle mass, fluid administration and secretion
of some drugs. On the other hand, UO is an early marker for
renal dysfunction that can be affected by a patient’s volemic and
hemodynamic status or the administration of diuretics, so it
is difficult to measure UO without a urinary catheter [39,40].
The ideal biomarker can predict and diagnose different types
and etiology of kidney disease or the location of the injury.
The use of non-invasive and easily accessed samples provides
rapid results, predicts outcomes and enables the initiation and
monitoring of therapeutic interventions. Various molecules have
been identified in the systemic circulation and in glomerular
filtration markers of glomerular function, such as enzymes that
are released by tubular cells into the urine after tubular cell
injury, described as markers of tubular damage, or inflammatory
mediators released by renal cells or infiltrating inflammatory
cells, described as markers of damage and indicators of site of
injury [41,42].
The use of the concept “from the bench to bedside” to in vivo
or in vitro studies have resulted in promising renal biomarkers
from molecules that report glomerular filtration and tubule injury,
and non-renal biomarkers derived from molecules that were
filtered, secreted or reabsorbed, molecules that are constitutive
or upregulated or molecules from immune cells infiltration [41].
Whereas some inflammatory molecules from basic science could
be a useful biomarker for detection and diagnosis of kidney
disease, the biomarkers that stand out in this context are the
neutrophil gelatinase-associated lipocalin (NGAL), kidney injury
molecule-1 (KIM-1) and interleukin 18 (IL-18).

Table 1. Stages of acute kidney injury (AKI) [37].

Stage

SCr

UO

1

Increase in SCr ≥ 0.3 mg/dL (≥ 26.5 µmol/L)
or increase in SCr ≥ 1.5 to 1.9 times

< 0.5 mL/kg/h (> 6 h)

2

Increase in SCr > 2.0 to 2.9 times

< 0.5 mL/kg/h (> 12 h)

3

Increase in SCr ≥ 3 times or increase in SCr to ≥ 4 mg/dL
(≥ 353.6 µmol/L) or initiation of renal replacement therapy

< 0.3 mL/kg/h (24 h) or anuria (12 h)

SCr: serum creatinine; UO: urine output.
Table 2. Stages of chronic kidney disease (CKD) [38].

Functional Criteria

Structural Criteria

Stage

GFR

Stage

Albumin excretion rate to creatinine ratio

1

GFR > 90 mL/min/1.73m² (normal)

A1

< 30 mg/g – normal to mildly increased

2

GFR 60 to 89 mL/min/1.73m²

A2

30 to 300 mg/g – moderately increased

A3

> 300 mg/g – severely increased

3a

GFR 45 to 59 mL/min/1.73m²

3b

GFR 30 to 44 mL/min/1.73m²

4

GFR 15 to 29 mL/min/1.73m²

5

GFR < 15 mL/min/1.73m²

GFR: glomerular filtration rate.
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Neutrophil gelatinase-associated lipocalin

Neutrophil gelatinase-associated lipocalin (NGAL) is a protein
associated with gelatinase from neutrophils [43,44]. In physiological
state, NGAL protein levels are very low in various biological
fluids. It is excreted from the liver, spleen and kidneys [45]. NGAL
is upregulated and released into the urine and plasma in the
cellular injury. Because NGAL is a low molecular weight and
positive charge that undergoes glomerular filtration, filtered
NGAL is deleted by endocytosis from the apical membrane and
it appeared in the urine [46].
Multicenter studies demonstrated that patients with elevated
levels of NGAL without elevated SCr were at higher risk of death
than patients with elevated SCr alone [47]. Early detection of
NGAL has also been described that urinary NGAL accurately
discriminated patients who developed AKI from patients that
did not in hospitalized cirrhotic patients [48], and elevated serum
NGAL levels were associated with the risk of developing AKI
in acute decompensated heart failure patients [49].
Kidney injury molecule-1

Kidney injury molecule-1 (KIM-1) is produced by proximal
tubular cells after ischemic or nephrotoxic injury, and its mRNA
levels increase more than any other gene after kidney injury [50].
Extensive KIM-1 expression was found in proximal tubule
epithelial cells in human kidney biopsy sections from patients with
acute tubular necrosis [51]. Folic acid and cisplatin nephrotoxic
models of AKI demonstrated that the upregulation of KIM-1
expression precedes the rise of SCr and serves as a general
biomarker for tubular injury [52]. Additionally, urinary KIM-1
levels were significantly higher in patients with ischemic AKI
compared to patients with other etiologies of AKI [53]. KIM-1
has been described as an important predictor of AKI in different
scenarios of clinical practice – in post cardiac surgery patients
and critically ill patients and, KIM-1 elevations occurred within
hours of renal injury [54,55].
Initial clinical studies suggested that increased urinary KIM1 level is a novel biomarker, and KIM-1 was approved by the
United States Food and Drug Administration as a biomarker
for clinical drug development [41].
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infection, CKD and nephrotic syndrome [58]. and, in the higher
levels of IL-18 has been shown to be an early marker of AKI and
good predictor of mortality in critically ill patients [59]. Also,
systemic review and meta-analysis studies described that urine
IL-18 may be useful for predicting the development of AKI [60].
Promising biomarkers of kidney diseases

Several biomarkers have been applied to the early diagnosis of
kidney disease in animal models or specific clinical settings,
demonstrating the potential to improve patient care. Kidney
tissues are heterogeneous, and currently the approaches focus
on localizing specific portions of the nephron and representing
distinct mechanisms of kidney disease responses in the process
of kidney injury [61].
IL-6

IL-6 is a proinflammatory mediator. Acute renal insult involves
inflammatory response, and IL-6 has been shown to be an
inflammatory marker in renal patients, performing the systemic
inflammatory marker C-reactive protein. Increased serum or
urinary of IL-6 levels are an early marker of kidney disease [61].
Soluble TNF receptors

Soluble TNF receptors (TNFR1 and TNFR2) are circulating
biomarkers of inflammation. TNF receptors play an important
role in the progression of atherosclerotic and kidney disease and
are associated with the progression of diabetic nephropathy to
CKD stage 3 and end-stage renal disease [62].
5-methoxytryptophan

5-methoxytryptophan (5-MTP) is an endogenous tryptophan
metabolite and is converted by tryptophan hydroxylase-1 enzyme.
5-MTP has anti-inflammatory activities. Chen et al demonstrated
that tryptophan showed the same trend with 5-MTP in CKD
patients, serum 5-MTP levels decreased with progression of
CKD, and treatment of 5-MTH in unilateral ureteral obstruction
animal models attenuated renal interstitial fibrosis by reducing
inflammatory signaling molecules [63].

Interleukin 18

Fatty acids

Interleukin 18 (IL-18) is a member of the interleukin-1 cytokine
superfamily and is known as an interferon-γ-inducing factor
that regulates innate and adaptive immunity response [56]. This
cytokine is produced by mononuclear cells, macrophages and
non-immune cells including proximal tubule cells. IL-18 activity
has been described in several inflammatory diseases, such as
inflammatory arthritis, multiple sclerosis, inflammatory bowel
disease, chronic hepatitis, systemic lupus erythematosus and
psoriasis [56]. Upregulated expression of renal IL-18 has been
shown in ischemia-reperfusion injury, inflammatory nephritis,
and cisplatin-induced nephrotoxicity [57].
Urine IL-18 levels were increased in patients with acute
tubular necrosis compared by prerenal azotemia, urinary tract

Kidney function can affect the blood level and urinary excretion
of metabolites. Therefore, changes in lipid metabolism can
contribute to progression of CKD. Lipid disorders accelerated
atherosclerosis and cardiovascular diseases in CKD patients
[20, 33].
Feng and colleagues have described that fatty acid
metabolism was associated with albuminuria change,
decreasing polyunsaturated fatty acids – docosahexaenoic
acid (DHA), docosatrienoic acid (DTA) and transient receptor
potential (TTA) – and increasing saturated fatty acids (SFA),
such as 5,8-tetradecadienoic acid (5,8-TDA) and eicosadienoic
acid (EDA) in CKD patients with microalbuminuria and
macroalbuminuria [64].

Fernandes et al. J Venom Anim Toxins incl Trop Dis, 2021 27: e20200162

Page 7 of 8

Conclusions
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1.

Abbreviations

11.

5-MTP: 5-methoxytryptophan; AKI: acute kidney injury;
CKD: chronic kidney disease; GFR: glomerular filtration rate;
H2O2: hydrogen peroxide; IL: interleukin; KIM-1: kidney injury
molecule-1; NGAL: neutrophil gelatinase-associated lipocalin;
NO: nitric oxide; O2•-: superoxide anions; OH•-: hydroxyl radical;
RNS: reactive nitrogen species; ROS: reactive oxygen species;
SCr: serum creatinine; UO: urine output.

2.

3.
4.
5.
6.

7.

8.

9.

10.

12.
13.

14.

15.

Availability of data and materials
Not applicable.

16.

Funding

17.

This work was supported by São Paulo Research Foundation
(FAPESP – process n. 2019/18738-2).

18.

Competing interests

19.

The authors declare that they have no competing interests.

20.

Authors’ contributions

21.

SMF, MW and MFFV participated in the design, writing and
revisions of the study. All authors read and approved the final
manuscript.
Ethics approval

22.

Not applicable.

23.

Consent for publication
Not applicable.

24.

Medzhitov R. Inflammation 2010: new adventures of an old flame. Cell.
2010 Mar 19;140(6):771-6.
Ferrero-Miliani L, Nielsen OH, Andersen PS, Girardin SE. Chronic
inflammation: importance of NOD2 and NALP3 in interleukin-1beta
generation. Clin Exp Immunol. 2007 Feb;147(2):227-35.
Akcay A, Nguyen Q, Edelstein CL. Mediators of inflammation in acute
kidney injury. Mediators Inflamm. 2009 Feb 21;2009:137072.
Tauber AI. Metchnikoff and the phagocytosis theory. Nat Rev Mol Cell
Biol. 2003 Nov;4(11):897-901.
Hunt PW. The Clinical-Translational Physician-Scientist: Translating Bedside
to Bench. J Infect Dis. 2018 Aug 14;218(suppl 1):S12-5.
Arulselvan P, Fard MT, Tan WS, Gothai S, Fakurazi S, Norhaizan ME,
Kumar SS. Role of Antioxidants and Natural Products in Inflammation.
Oxid Med Cell Longev. 2016 Oct 10;2016:5276130.
Creagh EM, O’Neill LA. TLRs, NLRs and RLRs: a trinity of pathogen
sensors that co-operate in innate immunity. Trends Immunol. 2006
Aug;27(8):352-7.
Serhan CN, Brain SD, Buckley CD, Gilroy DW, Haslett C, O’Neill LA,
Perretti M, Rossi AG, Wallace JL. Resolution of inflammation: state of the
art, definitions and terms. FASEB J. 2007 Feb;21(2):325-32.
Ansar W, Ghosh S. Inflammation and Inflammatory Diseases, Markers,
and Mediators: Role of CRP in Some Inflammatory Diseases. Biology of
C Reactive Protein in Health and Disease. 2016 Mar;24:67–107.
Araujo M, Welch WJ. Oxidative stress and nitric oxide in kidney function.
Curr Opin Nephrol Hypertens. 2006 Jan;15(1):72-7.
Nath KA, Norby SM. Reactive oxygen species and acute renal failure.
Am J Med. 2000 Dec 1;109(8):665-78.
Andrades MÉ, Morina A, Spasić S, Spasojević I. Bench-to-bedside review:
sepsis - from the redox point of view. Crit Care. 2011 Sep 14;15(5):230.
Cachofeiro V, Goicochea M, de Vinuesa SG, Oubiña P, Lahera V, Luño J.
Oxidative stress and inflammation, a link between chronic kidney disease
and cardiovascular disease. Kidney Int Suppl. 2008 Dec;(111):S4-9.
Markiewski MM, Lambris JD. The role of complement in inflammatory
diseases from behind the scenes into the spotlight. Am J Pathol. 2007
Sep;171(3):715-27.
Serhan CN, Chiang N, Dalli J, Levy BD. Lipid mediators in the resolution of
inflammation. Cold Spring Harb Perspect Biol. 2014 Oct 30;7(2):a016311.
Levy BD, Clish CB, Schmidt B, Gronert K, Serhan CN. Lipid mediator
class switching during acute inflammation: signals in resolution. Nat
Immunol. 2001 Jul;2(7):612-9.
Sugimoto MA, Sousa LP, Pinho V, Perretti M, Teixeira MM. Resolution
of Inflammation: What Controls Its Onset? Front Immunol. 2016 Apr
26;7:160.
Libby P. Inflammatory mechanisms: the molecular basis of inflammation
and disease. Nutr Rev. 2007 Dec;65(12 Pt 2):S140-6.
Li J, Chen J, Kirsner R. Pathophysiology of acute wound healing. Clin
Dermatol. 2007 Jan-Feb;25(1):9-18.
Chen L, Deng H, Cui H, Fang J, Zuo Z, Deng J, Li Y, Wang X, Zhao L.
Inflammatory responses and inflammation-associated diseases in organs.
Oncotarget. 2017 Jan 23;9(6):7204-18.
Myers GL, Rifai N, Tracy RP, Roberts WL, Alexander RW, Biasucci LM,
Catravas JD, Cole TG, Cooper GR, Khan BV, Kimberly MM, Stein EA,
Taubert KA, Warnick GR, Waymack PP. CDC/AHA Workshop on Markers
of Inflammation and Cardiovascular Disease: Application to Clinical and
Public Health Practice: report from the laboratory science discussion
group. Circulation. 2004 Dec 21;110(25):e545-9.
Ostermann M, Liu K. Pathophysiology of AKI. Best Pract Res Clin
Anaesthesiol. 2017 Sep;31(3):305-14.
Gameiro J, Fonseca JA, Outerelo C, Lopes JA. Acute Kidney Injury:
From Diagnosis to Prevention and Treatment Strategies. J Clin Med.
2020 Jun 2;9(6):1704.
Lameire N, Biesen WV, Vanholder R. Acute kidney injury. Lancet. 2008
Nov 29;372(9653):1863-1865.

Fernandes et al. J Venom Anim Toxins incl Trop Dis, 2021 27: e20200162

25.

26.
27.
28.

29.

30.
31.

32.

33.
34.
35.

36.
37.

38.

39.

40.
41.
42.
43.

44.

45.

46.

Susantitaphong P, Cruz DN, Cerda J, Abulfaraj M, Alqahtani F, Koulouridis
I, Jaber BL, Acute Kidney Injury Advisory Group of the American Society
of Nephrology. World incidence of AKI: a meta-analysis. Clin J Am Soc
Nephrol. 2013 Sep;8(9):1482-93.
Bonventre JV, Zuk A. Ischemic acute renal failure: an inflammatory disease?
Kidney Int. 2004 Aug;66(2):480-5.
Friedewald JJ, Rabb H. Inflammatory cells in ischemic acute renal failure.
Kidney Int. 2004 Aug;66(2):486-91.
Weber A, Boege Y, Reisinger F, Heikenwälder M. Chronic liver inflammation
and hepatocellular carcinoma: persistence matters. Swiss Med Wkly. 2011
May 10;141:w13197.
Mackensen-Haen S, Bader R, Grund KE, Bohle A. Correlations between
renal cortical interstitial fibrosis, atrophy of the proximal tubules and
impairment of the glomerular filtration rate. Clin Nephrol. 1981 Apr;15(4):
167-71.
Kimura T, Isaka Y, Yoshimori T. Autophagy and kidney inflammation.
Autophagy. 2017;13(6):997-1003.
Nicholas SB, Yuan J, Aminzadeh A, Norris KC, Crum A, Vaziri ND.
Salutary effects of a novel oxidative stress modulator on adenine-induced
chronic progressive tubulointerstitial nephropathy. Am J Transl Res.
2012;4(3):257-68.
Levey AS, Atkins R, Coresh J, Cohen EP, Collins AJ, Eckardt KU, Nahas
ME, Jaber BL, Jadoul M, Levin A, Powe NR, Rossert J, Wheeler DC,
Lameire N, Eknoyan G. Chronic kidney disease as a global public health
problem: approaches and initiatives - a position statement from Kidney
Disease Improving Global Outcomes. Kidney Int. 2007 Aug;72(3):247-59.
Akchurin OM, Kaskel F. Update on inflammation in chronic kidney disease.
Blood Purif. 2015;39(1-3):84-92.
Santoro A, Mancini E. Is hemodiafiltration the technical solution to chronic
inflammation affecting hemodialysis patients? Kidney Int. 2014;86(2):235-7.
Susantitaphong P, Riella C, Jaber BL. Effect of ultrapure dialysate on
markers of inflammation, oxidative stress, nutrition and anemia parameters:
a meta-analysis. Nephrol Dial Transplant. 2013 Feb;28(2):438-46.
Nassar GM. Preventing and treating inflammation: role of dialysis access
management. Semin Dial. 2013 Jan-Feb;26(1):28-30.
Kidney Disease: Improving Global Outcomes (KDIGO), Acute Kidney
Injury Work Group. KDIGO Clinical practice guidelines for acute kidney
injury. Kidney Int. 2012; (2 suppl):1-138.
Kidney Disease: Improving Global Outcomes (KDIGO). KDIGO Clinical
practice guidelines for chronic kidney disease. Kidney Int. 2013; 3(suppl):
1-150.
Waikar SS, Betensky RA, Emerson SC, Bonventre JV. Imperfect gold
standards for kidney injury biomarker evaluation. J Am Soc Nephrol.
2012 Jan;23(1):13-21.
Moledina DG, Parikh CR. Phenotyping of Acute Kidney Injury: Beyond
Serum Creatinine. Semin Nephrol. 2018 Jan;38(1):3-11.
Charlton JR, Portilla D, Okusa MD. A basic science view of acute kidney
injury biomarkers. Nephrol Dial Transplant. 2014 Jul;29(7):1301-11.
Ostermann M, Philips BJ, Forni LG. Clinical review: Biomarkers of acute
kidney injury: where are we now? Crit Care. 2012 Sep 21;16(5):233.
Kjeldsen L, Johnsen AH, Sengeløv H, Borregaard N. Isolation and primary
structure of NGAL, a novel protein associated with human neutrophil
gelatinase. J Biol Chem. 1993 May 15;268(14):10425-32.
Lima C, Vattimo MFF, Macedo E. Neutrophil gelatinase-associated lipocalin
L: as a promising biomarker in acute kidney injury. In: Salgado A, Kumar
V. Inflammation. DOI: 10.5772/intechopen.93650, 2020.
Kuwabara T, Mori K, Mukoyama M, Kasahara M, Yokoi H, Saito Y, Yoshioka
T, Ogawa Y, Imamaki H, Kusakabe T, Ebihara K, Omata M, Satoh N,
Sugawara A, Barasch J, Nakao K. Urinary neutrophil gelatinase-associated
lipocalin levels reflect damage to glomeruli, proximal tubules, and distal
nephrons. Kidney Int. 2009 Feb;75(3):285-94.
Hvidberg V, Jacobsen C, Strong RK, Cowland JB, Moestrup SK, Borregaard
N. The endocytic receptor megalin binds the iron transporting neutrophilgelatinase-associated lipocalin with high affinity and mediates its cellular
uptake. FEBS Lett. 2005 Jan 31;579(3):773-7.

Page 8 of 8

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.
57.
58.

59.

60.
61.
62.

63.

64.

Haase M, Devarajan P, Haase-Fielitz A, Bellomo R, Cruz DN, Wagener G,
Krawczeski CD, Koyner JL, Murray P, Zappitelli M, Goldstein SL, Makris K,
Ronco C, Martensson J, Martling CR, Venge P, Siew E, Ware LB, Ikizler A,
Mertens PR. The outcome of neutrophil gelatinase-associated lipocalinpositive subclinical acute kidney injury: a multicenter pooled analysis
of prospective studies. J Am Coll Cardiol. 2011 May 13;57(17):1752-61.
Treeprasertsuk S, Wongkarnjana A, Jaruvongvanich V, Sallapant S,
Tiranathanagul K, Komolmit P, Tangkijvanich P. Urine neutrophil gelatinaseassociated lipocalin: a diagnostic and prognostic marker for acute kidney
injury (AKI) in hospitalized cirrhotic patients with AKI-prone conditions.
BMC Gastroenterol. 2015 Oct 16;15:140.
Aghel A, Shrestha K, Mullens W, Borowski A, Tang WH. Serum neutrophil
gelatinase-associated lipocalin (NGAL) in predicting worsening renal function
in acute decompensated heart failure. J Card Fail. 2010 Jan;16(1):49-54.
Ichimura T, Bonventre JV, Bailly V, Wei H, Hession CA, Cate RL, Sanicola
M. Kidney injury molecule-1 (KIM-1), a putative epithelial cell adhesion
molecule containing a novel immunoglobulin domain, is up-regulated in
renal cells after injury. J Biol Chem. 1998 Feb 13;273(7):4135-42.
van Timmeren MM, van den Heuvel MC, Bailly V, Bakker SJ, van Goor H,
Stegeman CA. Tubular kidney injury molecule-1 (KIM-1) in human renal
disease. J Pathol. 2007 Jun;212(2):209-17.
Ichimura T, Hung CC, Yang SA, Stevens JL, Bonventre JV. Kidney injury
molecule-1: a tissue and urinary biomarker for nephrotoxicant-induced
renal injury. Am J Physiol Renal Physiol. 2004 Mar;286(3):F552-63.
Han WK, Bailly V, Abichandani R, Thadhani R, Bonventre JV. Kidney injury
molecule-1 (KIM-1): a novel biomarker for human renal proximal tubule
injury. Kidney Int. 2002 Jul;62(1):237-44.
Han WK, Waikar SS, Johnson A, Betensky RA, Dent CL, Devarajan P,
Bonventre JV. Urinary biomarkers in the early diagnosis of acute kidney
injury. Kidney Int. 2008 Apr;73(7):863-9.
Endre ZH, Pickering JW, Walker RJ, Devarajan P, Edelstein CL, Bonventre
JV, Frampton CM, Bennett MR, Ma Q, Sabbisetti VS, Vaidya VS, Walcher
AM, Shaw GM, Henderson SJ, Nejat M, Schollum JBW, George PM.
Improved performance of urinary biomarkers of acute kidney injury
in the critically ill by stratification for injury duration and baseline renal
function. Kidney Int. 2011 May;79(10):1119-30.
Gracie JA, Robertson SE, McInnes IB. Interleukin-18. J Leukoc Biol. 2003
Feb;73(2):213-24.
Leslie JA, Meldrum KK. The role of interleukin-18 in renal injury. J Surg
Res. 2008 Mar;145(1):170-5.
Parikh CR, Jani A, Melnikov VY, Faubel S, Edelstein CL. Urinary interleukin-18
is a marker of human acute tubular necrosis. Am J Kidney Dis. 2004
Mar;43(3):405-14.
Parikh CR, Abraham E, Ancukiewicz M, Edelstein CL. Urine IL-18 is an
early diagnostic marker for acute kidney injury and predicts mortality
in the intensive care unit. J Am Soc Nephrol. 2005 Oct;16(10):3046-52.
Lin X, Yuan J, Zhao Y, Zha Y. Urine interleukin-18 in prediction of acute
kidney injury: a systemic review and meta-analysis. J Nephrol. 2015;28(1):7-16.
Zhang WR, Parikh CR. Biomarkers of Acute and Chronic Kidney Disease.
Annu Rev Physiol. 2019 Feb 10;81:309-33.
Fernández-Juárez G, Villacorta Perez J, Luño Fernández JL, Martinez-Martinez
E, Cachofeiro V, Barrio Lucia V, Tato Ribera AM, Mendez Abreu A, Cordon
A, Oliva Dominguez JA, Praga Terente M. High levels of circulating TNFR1
increase the risk of all-cause mortality and progression of renal disease in
type 2 diabetic nephropathy. Nephrology (Carlton). 2017 May;22(5):354-60.
Chen DQ, Cao G, Chen H, Argyopoulos CP, Yu H, Su W, Chen L, Samuels
DC, Zhuang S, Bayliss GP, Zhao S, Yu XY, Vaziri ND, Wang M, Liu D, Mao
JR, Ma SX, Zhao J, Zhang Y, Shang YQ, Kang H, Ye F, Cheng XH, Li XR,
Zhang L, Meng MX, Guo Y, Zhao YY. Identification of serum metabolites
associating with chronic kidney disease progression and anti-fibrotic effect
of 5-methoxytryptophan. Nat Commun. 2019 Apr 1;10(1):1476.
Feng YL, Chen H, Chen DQ, Vaziri ND, Su W, Ma SX, Shang YQ, Mao
JR, Yu XY, Zhang L, Guo Y, Zhao YY. Activated NF-κB/Nrf2 and Wnt/βcatenin pathways are associated with lipid metabolism in CKD patients
with microalbuminuria and macroalbuminuria. Biochim Biophys Acta Mol
Basis Dis. 2019 Sep 1;1865(9):2317-32.

