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Albumin is one of the most abundant proteins in the body of mammals: about 40% of its pool is located in the intravascular space
and the remainder is found in the interstitial space. The content of this multifunctional protein in blood is about 60-65% of total
plasma proteins. A decrease in its synthesis or changes of functional activity can destabilize oncotic blood pressure, cause a
violation of transporting hormones, fatty acids, metals, and drugs. Albumin properties change under ischemic attacks associated
with oxidative stress, production of reactive oxygen species, and acidosis. Under these conditions, ischemia-modified albumin
(IMA) is generated that has a reduced metal-binding capacity, especially for transition metals, such as copper, nickel, and cobalt.
The method of determining the cobalt-binding capability of HSA was initially proposed to evaluate IMA level and then licensed
as an ACB test for routine clinical analysis for myocardial ischemia. Subsequent studies have shown the viability of the ACB test
in diagnosing other diseases associated with the development of oxidative stress. This review examines recent data on IMA
generation mechanisms, describes principles, advantages, and limitations of methods for evaluation of IMA levels, and provides
detailed analysis of its use in diagnostic and monitoring therapeutic efficacy in different diseases.

1. Introduction

Albumin is one of the most abundant proteins in the human
body, with about 40% circulating in the bloodstream. It is
also a significant component of most extracellular fluids,
including lymph, interstitial, and cerebrospinal fluids [1].
Constant redistribution of the protein is achieved through
the dynamic exchange of its intravascular and extravascular
pools [2]. Albumin is synthesized in the liver at a rate of
10-12 g/day, accounting for about 25% of total proteins [3].
In addition, smaller amounts of albumin can be produced
in extrahepatic tissues, such as kidneys, pancreas, intestines,
lymph, mammary glands, reproductive tissues, and brain
[4–6]. This multifunctional globular protein has a molecular
weight of approximately 66-69,000Dа, with minor variations
among species. There is 83% to 88% amino acid homology
among albumin molecules of many veterinary species [7–9].

The single polypeptide chain of human serum albumin
(HSA) comprises 585 amino acid residues that form nine
loops connected by 17 intramolecular disulfide bonds. HSA
contains three homologous domains (I, II, and III), each split

into A and B subdomains. The multifunctionality of albumin
results from the presence of multiple binding sites. HSA con-
tains Sudlow sites 1 and 2 that play a significant role in trans-
porting hydrophobic molecules (Figure 1(a)), seven fatty
acid-binding sites (FA1-7), heme-binding site, numerous
small ligand-binding sites, and four metal-binding sites,
including sites A and B, N-terminal site (NTS), and Cys34
(Figure 1(b)) [10–12].

Metal-binding sites differ in affinity for their ligands. Site
A can bind several metals, including Zn2+, Cd2+, Ni2+, Co2+,
and Cu2+; it is often referred to as a multimetal binding site A
[13]. Site B has a high affinity for cadmium and so has been
generically labeled as a secondary multimetal binding site
or cadmium site B [10]. NTS has the strongest affinity for
cobalt, copper, and nickel ions, and Cys34—for gold and
platinum [11]. The cysteine residue at position 34 has a free
SH group that does not form a disulfide bond and is believed
to be a target site for redox modifications of albumin [14].

Posttranslational changes, including oxidation, glycation,
carbamylation, nitrosylation, guanylation, dimerization, and
truncation, form numerous albumin variants that appear or
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become more abundant in the blood as a result of metabolic
changes associated with various diseases [15–17]. Of particu-
lar significance is ischemia-modified albumin, a subject of
clinical and laboratory studies discussed in this review.

2. Generation of Ischemia-Modified Albumin

Albumin properties incur some changes under ischemic
attacks associated with oxidative stress, production of
reactive oxygen species (ROS), and development of acidosis
[15, 18, 19]. The N-terminal sequence of HSA (Asp1-Ala2-
His3-Lys4) is very susceptible to biochemical modifications
and degradation induced by oxidative stress. Consequently,
the affinity of NTS to transition metals, especially to cobalt,
is reduced. This variant of albumin was called ischemia-
modified albumin (IMA) [11, 13, 16]. Some models were
proposed to explain the IMA formation. One of them is an
autodegradation of NTS, the scheme of which is shown in
Figure 2.

According to this model, the α-amino group of Asp1
exhibits nucleophilic properties caused by the dissociation
of a carboxyl group and the release of a proton. A nucleo-
philic attack of Asp1 amine nitrogen on the carbonyl of the
peptide bond between Ala2 and His3 leads to its cleave and
release of a cyclic dipeptide. As result, truncated albumin
cannot bind transition metal ions [20].

Another model of ІМА formation is based on the gener-
ation of reactive oxygen species during the Fenton reaction.
According to this model, ischemia results in the acidosis
and release of Cu2+ from weak binding sites on circulating
proteins and peptides. In the presence of reducing agents
(for example, ascorbic acid), free Cu2+ is converted to Cu+,
which can then react with O2 and generate superoxide radi-
cals. During this reaction, Cu+ is oxidized to Cu2+, and albu-
min N-terminus scavenges these ions. The superoxide
radicals are converted to hydrogen peroxide (H2O2) by
superoxide dismutase, and H2O2 is then degraded by catalase
or converted to hydroxyl free radicals in the Fenton reaction.

These radicals can damage HSA, causing the removal of two
or three N-terminal amino acids and releasing Cu2+. The
steps of the above-mentioned process are repeated in a chain
reaction [11, 21], and IMA rises rapidly following an ische-
mic attack. The stages of IMA formation by this mechanism
are presented in Figure 3.

This postulated mechanism, although theoretically
attractive, has not been borne out in practice. The half-life
of HSA in vivo is about 3 weeks. HSA with a truncated
NH2-terminus would presumably have similar in vivo half-
life properties. However, clinical and experimental observa-
tions show that IMA returns to baseline rapidly after an
ischemic cardiac event [22]. So, the modification of albumin
to create IMA is transient and reversible, rather than a finite
chemical alteration. Rapid regeneration of truncated albumin
is unlikely. Bhagavan et al. showed that N-terminal amino
acid sequencing for purified albumin had nontruncated
NTS in six of seven ischemic individuals with high IMA
and one nonischemic individual, and only one individual
with high IMA had two missing amino acid residues from
the N-terminal region [23]. Using synthetic peptides with
altered first 2-12 amino acids of the HSA sequence, Bar-Or
et al. revealed that IMA could be formed not only by trunca-
tion but by the acetylation of NTS [24]. However, this mod-
ification has not been demonstrated in vivo.

A different suggestion was made after the spectroscopic
and thermodynamic determinations of three distinct binding
sites for Co2+-ions in human serum albumin, where it was
shown that A- and B-sites had greater avidity than the N-
terminal binding site [25]. Fatty acids bind to albumin at
one of the additional cobalt-binding sites with a negative
allosteric interaction. Hypothetically, the release of fatty acids
in myocardial ischemia results in their binding to albumin,
reducing albumin’s ability to take up cobalt [26]. Taking into
account all of the above, we can note the following: currently,
there is no generally accepted mechanism for the IMA for-
mation; a common sign to all described mechanisms is a
decrease in the affinity of albumin to transition metal ions.
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Figure 1: Structure of human serum albumin. (a) The molecule consists of a single polypeptide chain; about half of its length is an α-helix.
The albumin structure comprises three homologous domains: I, marked in blue and cyan; II, green and yellow; III, orange and red. Each
domain contains two subdomains, A and B, and two sites to bind hydrophobic molecules (Sudlow sites 1 and 2). (b) Sites for binding
transition metal ions: N-terminal site, Cys34, and site А (multimetal binding site). Site B is not shown because its exact position is unknown.
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IMA formation kinetics have been studied in patients
with chronic stable angina undergoing percutaneous coro-
nary intervention (PCI) considered a clinical model of myo-
cardial ischemia-reperfusion. According to the results of
these studies, blood IMA increased within 6-10 minutes fol-
lowing PCI; it remained high for about 6-12 hours and
returned to normal after 12-24 hours in patients with positive
exercise stress test and coronary artery disease [22, 27]. In
short-term physical activity in athletes, the return of IMA
levels to normal may take about 12 hours [28]. These data
show that IMA quickly returns to the baseline level after
ischemia. Because albumin has a half-life of about 19-20
days, it is plausible that albumin modification is only tempo-
rary or that IMA is rapidly eliminated from the body. IMA
content also depends on the duration of ischemic events: its
levels after prolonged ischemia (25-60min) are much higher
than levels observed after short-term (15-21min) ischemia
[11]. Thus, IMA kinetic features should be taken into account
when conducting research and evaluating results.

3. Methods for Measuring ІМА

Bar-Or et al. were the first to develop an assay for ІМА deter-
mination based on measuring the degree of its interaction

with metal ions, particularly, Co2+ [29]. Ischemia Technolo-
gies Incorporated (Denver, Colorado) used these findings to
develop the Albumin Cobalt Binding test (ACB) that was
approved in 2003 by the United States Food and Drug Admin-
istration (FDA) as a novel method for ruling out myocardial
infarction. In principle, a known number of cobalt ions is
added to a serum sample and binds to normal albumin but
not to IMA. The remaining free cobalt ions react with dithio-
threitol, upon its addition as a colorizing reagent, to form col-
ored complexes that can be quantified spectrophotometrically.
The IMA concentration is directly proportional to the concen-
tration of the colored complex and, thus, the color intensity
[23, 29]. A scheme of the ACB test is shown in Figure 4.

Many studies have shown that the ACB test has some
limitations. First, conformational changes in albumin upon
the fluctuation of pH, the presence of denaturing agents, che-
micals, or medications can lead to inaccurate results of the
assay [30–32]. Second, samples and reagents’ lability need
to be kept in mind. IMA’s lability requires that the sample
is measured within 2.5 hours of its collection or refrigerated/-
frozen until analysis. The dithiothreitol reagent and, hence,
the entire kit are only stable for 14 days [33]. In addition,
albumin has sites for binding fatty acids and other hydropho-
bic molecules that can mask cobalt-binding sites and, thus,
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Figure 2: ІМА formation through dipeptide cleavage. A nucleophilic attack by the α-amino nitrogen on the carbonyl of Ala2-His3 peptide
bond cleaves and releases the cyclic dipeptide. The truncated NTS cannot bind transition metal ions [20].
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cause an error in ACB test results [26, 34]. According to
recent findings, fatty acids bind to the high-affinity FA2 site
of albumin, leading to conformational changes that, via an
allosteric mechanism, hinder albumin’s ability to bind metal
ions at site A and, partially, at site B [35]. Co2+ preferably
binds to site B, then site A, and finally NTS [26, 36]. Hence,
when using the ACB test, IMA values may correspond to
albumin with increased levels of bound fatty acids; therefore,
all result inferences should be made with these possibilities in
mind [37]. Some researchers suggest that inaccuracies in
ACB assays occur due to an increase in endogenous lactate
in ischemic tissues. Negative correlations [38, 39], strong
positive correlations [40], or lack of correlation [22, 41] have
been established between these markers of ischemia. There-
fore, IMA test results in patients with uncontrolled diabetes,
chronic renal failure, sepsis, and other conditions associated
with increased lactate levels and lactate acidosis should be
evaluated cautiously.

One way to avoid the impact of acidic metabolic products
on the level of measured IMA is using the buffer systems dur-
ing ACB analysis [34, 42]. Total plasma albumin concentra-
tion should also be considered, especially in individuals
with hypo- or hyperalbuminemia, to avoid misinterpretation
of IMA values. The reason for such interference is related to
the principle of the assay. When there are low albumin levels
in a specimen, less cobalt binds to the protein, allowing a
major quantity to react with DTT, and vice versa [43]. In this
case, measurement errors can be avoided by calculating the
IMA/albumin ratio (IMAR coefficient). This ratio is espe-
cially important, if the level of IMA is examined in other bio-
logical fluids, such as in urine or saliva. It is interesting to
note that urine IMA in patients with diabetic nephropathy
does not correlate with the level of albuminuria [42]. To
correct IMA values for levels of serum albumin, Lippi et al.
proposed the calculating of albumin-adjusted ischemia-
modified albumin (AAIMA) levels using the following
formula: ðindividual serum albumin concentration/median
albumin concentration of the populationÞ × IMAvalue [43].
The perspectives of determining AAIMA for the standardiza-
tion of ACB results in clinical investigations have been dem-
onstrated in some investigations [44, 45]. At last, a controlled
temperature regime is required for the stability and repro-

ducibility of the ACB test, as a 10°C temperature increase
during incubation leads to a nearly 1.5-time increase in the
measured value of IMA [46].

Several modifications have been made to this test, all of
which differ in the amount and content of reagents. One such
modification, named Cobalt Albumin Binding assay (CAB),
was proposed by Lee et al. [34]. The authors proposed a
buffer system for the CAB assay, reduced the necessary sam-
ple volume, and optimized assay time, ratio of the reagents,
and some other factors that may affect the assay outcomes.
One of their findings indicated that the CAB allows to detect
overall structural changes in albumin; therefore, it may be
applicable in albumin-related research, including the quality
control of albumin injections with reliable efficiency. Despite
the described advantages of the CAB analysis technique, such
as high sensitivity, resistance to changes in pH, and the influ-
ence of exogenous factors, some of its provisions are unclear,
for example, how an increase in free FA in the blood of
patients with myocardial ischemia affects the CAB assay
results [47].

Some studies have used Cu2+ and Ni+2 instead of cobalt
ions to assess human ІМА levels. A colorimetric method
based on nickel-albumin binding properties (NAB) was
described by da Silva et al. to measure ischemia-induced
alterations in the binding capacity of HSA to exogenous
nickel [48]. This assay involved such steps as ACB; only
CoCl2 is replaced by an equivalent amount of nickel sulfate.
The authors of this method found a significant correlation
between ACB and NAB revealing their low specificity, with
the sensitivity of NAB higher than ABC’s [49]. Although this
method correlated well with the ACB assay, its clinical appli-
cations must still be verified.

Based on the experimental model for evaluating the affin-
ity of different metal ions to N-terminal peptide of HSA, Eom
et al. developed an albumin copper-binding test (ACuB).
They proposed to detect the Cu-HSA complex by the
copper-specific fluorescent reagent Lucifer Yellow and
selected the optimal conditions for analysis. According to
their results, the ACuB is more specific and has a higher sen-
sitivity than ACB, and it can be used to determine IMA in
different animals, including bovine, rat, and human [50]. It
should be noted that sites A and B are the potent secondary

Sample 1
(a) (b) (c)

Normal albumin

Ischemia modified albumin

CoCl2
Co2+-Dithiothreitol complex

Sample 2 Sample 1

0.1% CoCl2 Dithiothreitol

Sample 2 Sample 2Sample 1

Figure 4: The scheme of the ACB test. Serum samples (100 μL) are added in the wells of the microplate (a), then add 25μL of CoCl2 (b),
incubate for 10min, and then add dithiothreitol (c), which binds to free cobalt, staining the medium brown. The color intensity is
proportional to the amount of free cobalt and the amount of IMA.
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binding sites for transition metal ions, and free fatty acids can
affect the Cu2+ and Ni2+ binding capacity of albumin in these
sites [35]. Therefore, such tests can be used only in an excess
of copper or nickel ions during the analysis. It was found
molar ratio metal : albumin needs to be more than 2-3 to have
reproducible results [51].

A common problem for all colorimetric methods is the
lack of their standardization. Most authors have reported
findings in absorbance units (ABSU, see Table 1), which
often depend on experience of the investigator and sensitivity
of the laboratory equipment [47, 51–53]. Some researchers
have used IMA internal standards obtained in their laborato-
ries [54]. These limitations explain partly the significant scat-
ter in the results presented in the existing literature. Another
reason for the variability is the lack of a unified IMA standard
suitable for various methods, since there is still no consensus
regarding the mechanism of IMA formation and its struc-
tural features.

Another group ofmethods for assessing IMA concentration
in biological fluids is based on immunological reactions using
antibodies to modified albumin. These methods are distin-
guished by the way of the antigen-antibody reaction recorded.

Classical enzyme-linked immunosorbent assay uses
immobilized monoclonal antibodies against IMA to target
the detection of a modified albumin N-terminus. Findings
of measurement per the protocols of different ELISA manu-
facturers are represented in ng/mL and give comparable
information about IMA content in normal serum [55–57].
It should be noted that no correlation has been found
between the ACB assay and ELISA, accurately detecting the
N-terminal modification of albumin in patients with the
acute coronary syndrome (ACS) or nonischemic chest pain
[51]. This is consistent with data showing that metal-
binding sites A and B play a more critical role in cobalt bind-
ing than the N-terminus [36, 37].

A few types of biosensors for determining IMA have been
developed in different laboratories. One of them is a liquid
crystal biosensor (LCB) developed by He et al. [58], who
immobilized anti-IMA on the surface of a glass slide and
showed that the binding of the antibody with IMA induced
orientation transformation of LCB and resulted in optical
signal changes on the glass surface. According to their pilot
results, the proposed sensor combined the high specificity
of the antibodies with a sensitive optical signal amplification
of LCB molecules, simplicity to operate, and low cost. The
sensitivity of this sensor is reportedly less than 50μg/mL.

A novel type of sensor based on assembling anti-IMA
onto an AuNP-modified gold chip was explored and used
by Li et al. [59] to construct a Surface Plasmon Resonance
(SPR) immune sensor for IMA evaluation. Compared with
a direct binding SPR assay at a 100ng/L limit of detection,
gold nanoparticles (AuNPs) dramatically improved the sen-
sitivity of IMA detection to 10ng/L. Such sensors can provide
a considerable increase in the sensitivity of analysis and
enable testing in vivo and the identification of ІМА localiza-
tion; however, they must be further developed and tested
clinically before using in laboratory diagnostics.

Luo et al. proposed a new strategy for interference-free,
simple, and rapid evaluation of IMA concentration, namely,

quantum dot- (QD-) coupled X-ray fluorescence spectros-
copy (Q-XRF) [60]. The proposed approach combines a
high-specific sandwich immunoassay with the sensitivity of
XRF spectroscopy. In a typical Q-XRF assay, serum total
HSA is quantified using quantum dot-coupled sandwich
immunoassay, and intact HSA (iHSA) is determined using
XRF spectroscopy, by measuring the XRF intensity of Co2+

bonded to iHSA. IMA concentration is automatically deter-
mined by calculating the difference between total HSA and
iHSA. The authors emphasize that the proposed Q-XRF
assay, which integrates the classical microplate sandwich
immunoassay, XRF spectrum assay, and QD labeling, can
readout IMA concentrations in an extraordinarily rapid
and accurate manner. A comparison between Q-XRF find-
ings and results of the ACB test showed that Q-XRF had
higher sensitivity than ACB, and its lowest detection limit
was 0.05U/mL, while ACB’s was about 0.1 ABSU (our
unpublished data). Per Luo and coauthors, the most signifi-
cant improvement in the Q-XRF assay is its ability to accu-
rately detect true IMA values, regardless of interferences
from extremely high or low albumin concentrations or influ-
ence of bilirubin. Taking into account the peculiarities of the
structural organization of albumin and the available evidence
of allosteric inhibition of its metal-binding sites by FA, this
conclusion should be experimentally verified [61].

4. ІМА in Physiological Hypoxia

Physical activity is accompanied by metabolic changes that
cause ischemia in muscle tissue. Ischemia, induced by mod-
erate physical activity, is usually short-term and is generally
resolved without significant consequences. However, Falken-
sammer et al. found that exercise-induced calf muscle ische-
mia in healthy individuals is accompanied by an increase in
IMA levels in serum, which return to baseline within 30
minutes. An investigation of myocardial markers under this
condition did not show any significant association between
changes of IMA and levels of lactate, cardiac troponin T
(cTnT), and an N-terminal fragment of brain natriuretic
peptide (NTproBNP) after ischemia [41].

Other findings have been reported in untrained individ-
uals after induced forearm ischemia. A low IMA level under
an increase of lactate was recorded at the beginning of an
exercise stress test, but it was restored to baseline values in
1-5 minutes after the test [39]. Regular endurance exercises
contribute to an increase in blood IMA, correlating with
increased levels of standard cardiac markers, including
lactate dehydrogenase (LDH) and creatine kinase MB
(CK-MB), compared with people who lead a sedentary life-
style [43]. According to Apple et al., the dynamic of changes
in ІМА levels in long-distance runners is slightly different
from that under conditions of minimal or moderate physical
activity. Prolonged skeletal muscle ischemia in athletes after a
marathon is accompanied by a decrease in IMA levels, which,
in 63% of cases, goes back up to the baseline values in 24 to 48
hours after the marathon [38]. Other authors did not find
significant IMA level changes in athletes after 12 h and 24h
long runs despite significantly elevated LDH, CK-МВ, сTnT,
and NT-proBNP. Because all values return to normal after 48
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hours, there are suggestions that endurance exercises cause
acute but transient cardiac dysfunction, and the duration
and intensity of the exercises play an essential role in adapt-
ing to temporary ischemia [62].

Oxygen deficiency is also observed in association with
metabolic changes during normal pregnancy. Physiological
hypoxia at the early stages of trophoblast development deter-
mines its invasive and proliferative properties [63]. An
increased generation of reactive oxygen species also occurs
during pregnancy, leading to the oxidative damage of the tro-
phoblast and the initiation of fetal membrane formation [64].
In this context, the level of IMA in pregnant women is almost
two times higher than in nonpregnant women and correlates
with the level of thiobarbituric acid reactive substances
(TBARS) [65].

5. ІМА as a Marker for Diseases

IMA has been proposed as an early biomarker for various
diseases associated with ischemia and oxidative stress,
including myocardial infarction and cerebrovascular acci-
dents, diabetes mellitus and renal failure, and hypothyroid-
ism and hyperthyroidism [21, 23, 42, 66]. Mounting
experimental data suggest that this marker is ambiguous
and that its values depend on the type and stage of the path-
ological process and methods used. The clinical significance
of IMA in diseases and the impact of different factors on its
level are discussed below.

5.1. Cardiovascular Diseases. Cardiovascular diseases, espe-
cially acute coronary syndromes (ACS), are the leading
causes of morbidity and mortality in humans worldwide.
According to the World Health Organization (WHO), an
estimated 17.5 million people die from cardiovascular dis-
eases annually, and about 42% of these deaths are due to
ACS [67, 68]. The advances in the study of heart diseases
have led to the discovery of a broad range of novel bio-
markers associated with cardiovascular risks, including cTnI
and cTnT, B-type natriuretic peptide (BNP) and its
prohormone NT-proBNP, C-reactive protein (CRP), myelo-
peroxidase (MPO), lipoprotein-associated phospholipase A2,
miRNA, matrix metalloproteinases, and cystatin C [69, 70].
Although these biomarkers have a prognostic value indepen-
dent of the previous traditional risk factors, they have some
limitations as early markers for ACS, including unstable
angina, non-ST-segment elevation myocardial infarction
(NSTEMI), and ST-segment elevation myocardial infarction
(STEMI) [69, 71].

As mentioned above, IMA was proposed as an early diag-
nostic indicator of myocardial infarction in 2000 [29]. Subse-
quently, Christenson et al. showed in a multicenter study that
IMA was a potential earlier ACS predictor than cTnI. They
examined 226 patients who arrived at the emergency depart-
ments (ED) within 3 hours of the onset of signs and symp-
toms suggestive of ACS. All the patients had negative cTnI
at presentation, and this marker for necrosis started to
increase within 6-24 hours of hospitalization. Findings
showed that sensitivity and specificity for the ACB test were
70% and 80%, respectively, with a negative predictive value

of 96% [72]. Other studies have supported these results.
Chawla et al. found IMA’s sensitivity and specificity for
detecting ACS to be 78.0% and 82.7%, respectively, compared
to 58.0% and 60.0% for the CK-MB assay [73]. Lee et al.
obtained other results, finding the sensitivity and specificity
of IMA for identifying ACS to be 93% and 35.6%, respec-
tively, and the negative and positive predictive values to be
91.8% and 39.6%, respectively. The combination of myoglo-
bin, CK-MB, and TnT demonstrated 80.2% of sensitivity
and 57% of specificity for ACS diagnosis. Sensitivity
increased to 94.5%, and specificity fell to 45.1% when IMA
was included in the cardiac marker panel [44].

Many authors find IMA a more sensitive indicator of
ACS than TnI, myoglobin, and CK-MB. These latter markers
are informative only within 2-6 hours of the onset of chest
pain and acute cardiac events, whereas IMA rises within 30
min and continues to increase for the next 6-12 hours [11,
74, 75]. IMA measurements allow for ACS speculations in
the absence of changes in the electrocardiogram and
unchanged cardiac markers [76]. A meta-analysis of the
combination of ECG, Tn, and IMA in more than 1800
patients with ED demonstrated a high negative triple test
(NTT) diagnostic value for excluding ACS. NTT sensitivity
was 97.1% for ACS at the early stage and 94.5% for longer-
term outputs [77]. However, an increased IMA level does
not differentiate between ischemic and nonischemic chest
pain or ACS types because its levels have not been shown to
differ between patients with MI and those without MI. On
the contrary, the means of total CPK, CK-MB, and TBARS
have been revealed to increase in patients with MI [78].

Comparing results of the ACB test in three categories of
ACS (STEMI, NSTEMI, and unstable angina) revealed that
IMA tended to increase in the more severe disease, but the
difference between the three groups was not statistically sig-
nificant (Table 2) [79, 80].

Evaluation of serum IMA is recommended not only for
early detection of myocardial ischemia but also as a prognos-
tic indicator of the disease severity. People with higher IMA
showed longer hospitalization days and had more readmis-
sions as compared to patients with high troponin. However,
top high-level IMA did not predict negative cardiovascular
events during the hospital stay, while the cTnT test predicted
arrhythmia more often than the ACB test [81].

Recently, there have been works on IMA’s prognostic sig-
nificance in acute aortic dissection (AAD). This fatal aortic
sickness has a high death rate, demanding prompt examination
and treatment [82]. About 1 to 2% of patients with AAD die
per hour for the first 24-48 hours [83], making it crucial to have
a reliable disease indicator. Eroglu et al. reported increasing
IMA in patients with aortic dissection compared to healthy
individuals [84]. They explained these results using generalized
tissue hypoxia caused by aortic dissection and hemodynamic
violations. A retrospective analysis of electronic health records
in 731 AAD patients revealed a link between the level of IMA
and in-hospital mortality. The specificity and sensitivity of
IMA determining for in-hospital mortality in case of IMA
levels ≥ 79:35U/mL were 80.6 and 84.8%, respectively. There-
fore, IMA is potentially an independent prognosticator for in-
hospital mortality among AAD patients [85].
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IMA levels also change after coronary artery bypass graft-
ing. During the first hour postsurgery, IMA drastically
decreases and then gradually returns to the baseline level
within the next 48 hours. However, the absence of a significant
difference in IMA values does not allow prestratifying patients
for the risk of perioperative myocardial infarction [86].

Elevated IMA levels have also been observed in patients
with chronic ischemic heart failure (CIHF) having a left ven-
tricular ejection fraction (LVEF) of less than 45% [87].
Researches have demonstrated that IMA increases 2.4 times
in patients with acute decompensated HF, resulting in less
than 35% LVEF. It has also been suggested that in-hospital
acute HF therapy significantly reduces IMA levels. These
findings are consistent with Ellidag et al.’s data showing ele-
vation in IMA and indicators of oxidative stress in patients
with CIHF against the background of decreasing albumin
content. The authors did not find IMA levels to correlate with
the severity of the disease although albumin levels reduced
more in severe HF. Based on these results, the authors pro-
posed IMA as a promising biomarker for acute ischemia
and albumin-dependent oxidative stress even this marker
does not reflect the stage of heart damage [88].

Other results were obtained in patients with dilated
cardiomyopathy (DCM). In their study, Sbarouni et al. found
no significant difference in IMA levels between age-matched
healthy volunteers and patients with compensated chronic
heart failure (CHF) due to DCM. IMA levels in stable DCM
patients did not differ among patients with positive and neg-
ative cTnI, suggesting that myocardial necrosis in compen-

sated patients occurs without preceding transient ischemia
[89]. DCM, which results from chemotherapy with anthracy-
cline antibiotics, was also accompanied by an increase in IMA,
and serum IMA levels correlated positively with the cumula-
tive dose of an anthracycline antibiotic [90]. It was noted that
epirubicin treatment leads to a more significant increase in
IMA levels over time compared with doxorubicin treatment
(195:6 ± 81:3 and 140:1 ± 14:8U/mL, respectively) [91].

Thus, the analysis of literature on the diagnostic signifi-
cance of IMA in cardiovascular pathology indicates that
IMA alone has a limited value to the differential diagnosis
of heart diseases. However, measuring IMA alongside other
standard markers for myocardial damage and electrocardiog-
raphy could provide an effective tool for early diagnosis and
timely cardiac care and help predict long-term heart failure.

5.2. Neurological Disorders. Oxidative stress in the brain
causes neurochemical and neuroanatomical changes and
may play a role in developing many psychiatric disorders
and neurodegenerative diseases, such as schizophrenia,
Alzheimer’s disease, Parkinson’s disease, and Huntington’s
disease [92, 93]. High brain sensitivity and vulnerability to
ischemia are associated with increased oxygen and glucose
utilization and are also linked to large amounts of polyunsat-
urated fatty acids and metal ions in nervous tissues [94, 95].
Oxidative stress increases the formation of oxidative modi-
fied proteins (OMP). [16, 19]. Prolonged ischemia causes
inflammation reactions, decreases ATP production by mito-
chondria, disrupts energy-dependent functions of the brain

Table 2: Changes of IMA content in serum of patients with cardiovascular diseases.

Pathology Age, years
No of

examined
IMA value Combination with other markers

and sensitivity
Ref.

Control Patients

Acute
coronary
syndrome

NSTEMI
STEMI
UA

62:32 ± 16:63 n = 50 0:410 ± 0:081 ABSU
0:925 ± 0:094 ABSU
0:843 ± 0:146 ABSU
0:783 ± 0:221 ABSU

cTnI, CK-MB, ECG
92-94%

[79]

NSTEMI
STEMI
UA

— n = 135 54:70 ± 17:29U/mL
87:31 ± 5:95U/mL
92:10 ± 10:60U/mL
88:90 ± 6:16U/mL

cTnI, CK-MB
88%

[80]

Acute aortic
dissection

53 ± 7 n = 98 0:62 ± 0:18 ABSU 0:70 ± 0:13 ABSU cTnT, CK-MB
84.7%∗ [84]

52:99 ± 12:17 n = 731 — 74:66 ± 20:84U/mL
IMA–independent forecaster for

in-hospital mortality
[85]

Chronic heart failure

68 ± 7 n = 59 0:379 ± 0:08 ABSU 0:894 ± 0:23 ABSU cTnI, NT-proBNP
92.9%∗ [87]

70 ± 11 n = 55 0:470 ± 0:1 ABSU 0:669 ± 0:2 ABSU
Total antioxidant status, total
oxidant status, oxidative stress

index–not correlation
[88]

Dilated
cardiomyopathy

46 ± 14 n = 42 93:9 ± 9:9
(76-122) kU/L

89:9 ± 13:1
(71-117) kU/L

cTnI, CK-MB, CPK, NT-proBNP,
total protein, albumin

Not significance
[89]

56 (range 35-68) n = 152 Prechemotherapy
59:2 ± 10:9U/mL

After the sixth cycle
of chemotherapy
140:1 ± 14:8U/mL

cTnT, CK-MB
92%

[90]

Note: IMA was measured in serum by ACB assay. ∗ = sensitivity for IMA alone; ABSU: absorbance units; U: units; CPK: creatine phosphokinase; CK-MB:
creatine kinase MB; cTn: cardiac troponin; ECG: electrocardiogram; NSTEMI: non-ST-segment elevation myocardial infarction; STEMI: ST-segment
elevation myocardial infarction; NT-proBNP: N-terminal prohormone of brain natriuretic peptide; UA: unstable angina.

8 Disease Markers



cells, including ion pumps, and damages the blood-brain bar-
rier (BBB). One can expect that the larger the lesion volume,
the more intense the inflammation reaction and loss of brain
barrier integrity, leading potentially to an increased release
into the systemic circulation not only of classical neuronal
biomarkers, like S100, NCAM, or GFAP, but also OMP,
including IMA [96, 97]. Therefore, changes in the level of
IMA in the blood may reflect the degree of BBB damage in
neurological disorders (Table 3).

Many clinical investigations have shown that IMA levels
increase in the blood of patients with a stroke. Abboud et al.
revealed that IMA levels increased in patients with brain
infarction over 24 hours [104], and Gunduz et al. showed that
IMA concentration in an ischemic stroke was 1.6 times
higher than in control individuals [105]. According to
current data, IMA content in the blood of patients with an
ischemic stroke increases during the acute phase, followed
by a gradual decrease within a week [54]. IMA’s determina-
tion in the blood also allows ischemia to be differentiated
from a hemorrhagic insult, as its level is significantly higher
in patients with an ischemic stroke [106]. Okda et al.
determined IMA’s value for an ischemic stroke as
105:01 ± 10:81U/mL vs. 99:24 ± 12:89U/mL for intracere-
bral hemorrhage and 97:74 ± 13:36U/mL for subarachnoid
hemorrhage. They found a positive correlation between
serum IMA levels and brain lesion volume, as calculated
using the National Institute of Health Stroke Scale (NIHSS)
and computed tomography data [98]. Many studies have
proven that the IMAR is a more sensitive marker for a stroke
than IMA [107–109]. According to a ROC analysis of IMAR
to diagnose a stroke in one study, the area under the curve
(AUC) was 0.990 (cut-off value 91.4; 95% CI: 0.970-1.000;
sensitivity: 96.4%; specificity 95.8%), and the AUC for IMA
was 0.928 (cut-off value 98U/mL; 95% CI 0.857-0.999; sensi-
tivity 89.3%; specificity 88.5%) [107].

The monitoring of IMAR during an in-hospital stay is
predictive not only for a stroke but also for hemorrhagic
complications. Randomized controlled experimental studies
in Turkish health institutions showed that IMA and IMAR
levels, general oxidative status, and oxidative stress index
are increased in a hemorrhagic shock, and these changes
depend on the duration of the shock. The most significant
changes were identified in IMA and IMAR such that these
indicators may be employed in the early diagnosis of hemor-
rhagic shock and as predictors of disease severity [109].

Because albumin is synthesized primarily in the liver,
questions about IMA’s origin in the serum of patients with
ischemic brain injury are rife. Where exactly is IMA formed,
and what causes an increase in modified albumin in periph-
eral circulation? Is the latter a result of BBB loss, or does
the liver produce IMA in response to oxidative stress in the
brain? Data on this area are limited due to the difficulty of
obtaining material for analysis. The albumin content in ner-
vous tissues is relatively low: its concentration in the cerebro-
spinal fluid (CSF) is about 0.2 g/L. However, the ratio of
albumin to total CSF proteins here is 1.4 times higher than
in plasma [3]. Initially, it was believed that albumin enters
the brain from the blood and extracellular matrix by simple
diffusion [110]. However, recent research has demonstrated
that albumin can also be produced in the brain by microglial
cells under certain circumstances, and the expression of albu-
min in microglial cells increases upon activation by lipopoly-
saccharide or amyloid protein Aβ1-42 [6]. De novo synthesis
of hepatocyte nuclear factor-1 alpha (HNF-1α) has also been
established in the rat brain, and it plays a role in the upregu-
lation of albumin expression in focal brain ischemia [111].

On the other hand, activated microglia, astrocytes, and
endothelial cells can absorb albumin and promote its elimi-
nation, thus protecting neurons from accumulating this pro-
tein [111, 112]. Given that albumin uptake by neurons is

Table 3: Changes of IMA in neurological disorders.

Pathology Age, years
No. enrolled,

method
IMA value

Reference
Control Patients

Acute ischemic stroke 55-56 n = 50, ACB
70:71 ± 8:42U/mL

79 ± 6:3 IU/L
44:47 ± 5:28U/mL

97:56 ± 13:74U/mL
108 ± 8:9 IU/L

96:83 ± 12:01U/mL

[95]
[54]
[98]

Alzheimer’s disease 79:68 ± 7:58 n = 38, ELISA 409:59 ± 66:35 ng/mL 609:17 ± 327:61 ng/mL [99]

Depression 39.4 n = 59, ACB 0.73-0.90 ABSU 0.66–0.92 ABSU [100]

Schizophrenia 33:61 ± 10:02 n = 28, ACB 0:44 ± 0:09 ABSU 0:53 ± 0:15 ABSU [101]

Bipolar disorder (BD) 33:34 ± 1:13 n = 32, ACB 0:44 ± 0:09 ABSU 0:54 ± 0:16 ABSU [101]

BD in remission 38:2 ± 7:5 n = 35 0:546 ± 0:13 ABSU 0:532 ± 0:14 ABSU [102]

Neonatal hypoxic-ischemic
encephalopathy (HIE)

Neonates∗

n = 60, ELISA
n = 18
n = 30
n = 12

120:24 ± 38:9 pmol/mL

250:83 ± 36:07 pmol/mL
207:3 ± 26:65 pmol/mL

(mild),
259:28 ± 11:68 pmol/mL

(moderate),
294:99 ± 4:41 pmol/mL

(severe degree)

[103]

∗IMA levels in cord blood.
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neurotoxic, rapid albumin clearance by microglia could pre-
vent neuronal cell death. Therefore, the origin of IMA in the
blood of patients with a stroke is under question. Comparing
IMAR in the blood and CSF of patients with Alzheimer’s dis-
ease (AD) showed a more significant increase in IMAR in the
CSF [113]. Based on these data and the fact that only native
albumin can cross the BBB, researchers have concluded that
IMA in the CSF of patients with AD originates from the cen-
tral nervous system. Increased IMA in the blood after brain
infarction could result from oxidative stress during an acute
stroke, leading to the production of OMP in the brain and
their passage in circulation through the broken BBB [94–96].

An increase in IMA in the blood of patients with neuro-
degenerative diseases [113], psychiatric disorders [92, 93],
and traumatic brain injuries [114] may be explained by the
loss of integrity of the BBB associated with an increase in
intracranial pressure (ICP). Various underlying mechanisms,
including caspase and metalloproteinase activation, mito-
chondrial dysfunction, excessive glial activation, inflamma-
tory reactions, and compromised microcirculation, are
associated with increased ICP [115–117]. In line with that,
Kara et al. have shown that increased intracerebral pressure
in rats due to injury, hematoma, or cerebral edema leads to
increased IMA levels in the blood [118]. Moreover, IMA
levels correlate with the amount of TBARS in the blood,
and both can serve as additional markers for increased intra-
cerebral pressure and can be valuable in predicting brain
death. These results are consistent with clinical follow-up
data of patients with traumatic brain injury of variable sever-
ity, which showed that the level IMA could predict mortality
with sensitivity and specificity from 81.8 to 100% [114].

IMA’s diagnostic value in psychiatric disorders, such as
AD, schizophrenia, and bipolar disorders, is controversial
[101, 102]. An increase in IMA, IMAR, and some markers
for oxidative stress, such as advanced oxidation protein prod-
ucts (AOPP), ceruloplasmin, and prooxidant-antioxidant
balance (PAB), has been shown in AD, the most common
form of dementia in the elderly population [99, 119].
Multivariate analysis revealed that a serum IMA level of
≥476.4 ng/mL and an IMA/albumin ratio of ≥9 are separately
associated with the development of mild cognitive impair-
ment in AD patients [120]. Increased IMA levels have also
been found in patients with major depressive disorder. One
study reported a positive correlation between the severity of
depression and IMA levels [100], but another study did not
detect a significant difference between IMA levels in the
serum of patients with bipolar disorder during remission
and healthy controls [102]. In contrast, Tunç et al. detected
increased IMA levels in bipolar disorder patients during
remission, although they found no IMA changes in unipolar
depression patients [101].

Neonatal hypoxic-ischemic encephalopathy (HIE) is a
common disease caused by perinatal asphyxia, a major cause
of neonatal death, neurological behavior, and long-term dis-
ability. Currently, the diagnosis and prognosis of neonatal
HIE are based on clinical manifestations of neurological dis-
orders, electrophysiological examination, and the use of
brain-related biomarkers, including NSE, S-100β, GFAP,
tau protein, miRNA, LDH, and CK-BB. Their determination

take time, and late diagnosis of brain injuries occur in new-
borns so that many infants miss the ideal treatment time
and are left with varying degrees of neurological sequelae
[121]. The determination of IMA in umbilical cord blood
opens up new perspectives in diagnosing and predicting possi-
ble neurological complications in infants. Recent studies have
shown that umbilical cord blood IMA levels are higher in neo-
nates with neonatal encephalopathy than in healthy infants
(250:83 ± 36:07pmol/mL vs. 120:24 ± 38:9pmol/mL). A
comparison of IMA content in groups of infants with varying
degrees of cerebral hypoxia revealed significant differences
between mild, moderate, and severe degrees of hypoxia groups
at 207:3 ± 26:65, 259:28 ± 11:68, and 294:99 ± 4:41pmol/mL,
respectively. The diagnostic value of IMA depends on the
threshold value selected for calculation. For example, at a
threshold of 197.6pmol/mL, sensitivity was 84.5%, specificity
was 86%, the positive prognostic value was 82.8%, and the
negative prognostic value was 88.3% [103]. A recent study
showed that IMAmight be a novel marker for predicting neo-
natal neurologic injury in small-for-gestational-age infants in
addition to neuron-specific enolase [122]. It was, therefore,
suggested that IMA levels could be used as markers for the
diagnosis of ischemic encephalopathy in the early postnatal
period and as a predictor of delayed posttraumatic neurologi-
cal complications in children.

5.3. Diabetes Mellitus and Its Complications. Chronic
hyperglycemia in patients with diabetes mellitus (DM) is
accompanied by the progression of oxidative stress- and
hypoxia-induced ischemia. Prolonged endothelial cell expo-
sure to hyperglycemia stimulates protein glycation, the forma-
tion of highly reactogenic by-products, and the activation of
lipid peroxidation. In addition, a decrease in the bioavailability
of nitric oxide (NO), an imbalance between vascular endothe-
lial growth factor (VEGF) and NO, increased synthesis of pro-
inflammatory cytokines, abnormal angiogenesis, and impaired
endothelial regeneration occur in DM. These processes and
metabolic changes result in the development of acute (diabetic
ketoacidosis) and chronic complications of DM (nephrosis,
peripheral vascular insufficiency, neuropathy, etc.) [123, 124].

Analyses of clinical and experimental investigations have
shown that types one and two DM (DM1 and DM2) are
associated with an increase in IMA, the level of which
depends on glucose concentration, presence of complica-
tions, and comorbidities [125–129]. On the other hand, the
formation of IMA in the early stages of DM plays a signifi-
cant role in the pathogenesis of diabetic complications. For
a long time, the most sensitive marker for diabetic ketoacido-
sis in patients with DM1 was declared CRP [130]. Last
studies suggest the use of IMA as an independent marker
for impaired glucose metabolism. According to Ma et al., this
indicator correlates with CRP and glucose levels in uncom-
plicated DM1 and diabetes with ketoacidosis; however,
IMA levels are much higher in patients with ketoacidosis. It
should also be noted that IMA is quite sensitive to insulin
therapy which quickly normalizes IMA levels in the blood
of diabetic patients [125].

Hyperglycemia-induced ischemia, inflammation, and
oxidative stress might increase IMA levels not only in the
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serum but also in the kidney, resulting in podocyte malfunc-
tion. Their excess accumulation along the extracellular
matrix in the glomerulus and tubulointerstitium leads to vas-
cular endothelial damage and the development of diabetic
nephropathy (DN) [131, 132]. Dash et al. showed that
IMA, as a marker, might help determine underlying subclin-
ical diseases or vascular dysfunction in a diabetic kidney
[133]. A significant difference in plasmas’ IMA was found
among patients with early DN, diabetes without nephropa-
thy, and healthy controls, with the highest levels in early
DN. The upsurge of IMA level in the plasma of patients with
DN correlated with changes in AOPP, HbA1c, urine albu-
min/creatinine ratio (UACR), and serum creatinine [55].
According to the results of prospective analysis, an increase
in the level of glycated hemoglobin (HbA1c) is always
accompanied by an increase in IMA levels [123, 134]. A
similar pattern of changes has been observed in diabetes
complicated by retinopathy, with IMA correlating with fast-
ing glucose content and HbA1c levels against a background
of low glutathione content [135, 136].

There has been no identified relationship between urine
IMA levels and microalbuminuria associated with diabetic
nephropathy and other DM complications, indicating that
IMA evaluation has a higher diagnostic significance in the
blood [42]. Further studies on the urinary excretion mecha-
nisms of IMA must be conducted to use urinary IMA levels
as a diagnostic marker for DM complications.

Data on the relationship between IMA and lipid profiles in
DM complications are controversial. Previous research found a
positive correlation between the levels of IMA, total cholesterol,
and low-density lipoprotein (LDL) in patients with diabetic
nephropathy [134]. Subsequently, it was revealed that IMA
levels rise in patients with nephropathy and retinopathy against
the background of low levels of high-density lipoprotein. In
opposite, patients with increased LDL had a low IMA content
in their plasma [123, 136]. An increase in IMA in DM2 could
indicate subclinical vascular diseases: the baseline values of
IMA in patients with peripheral vascular lesions are much

higher than in patients without cardiovascular disorders [137].
Thus, IMA is not only an additional criterion for glycemic con-
trol and the early detection of diabetic complications but also
can be a prognostic marker for peripheral vascular lesions.

5.4. Obstetrics and Gynecology. Pregnancy develops in a rela-
tively hypoxic intrauterine environment and is accompanied
by the generation of ROS, causing oxidative damage to the
trophoblast and initiating the formation of the fetoplacental
complex [63, 64, 138]. Under these conditions, an increase
in the IMA levels in amniotic fluid and maternal and umbil-
ical cord blood should be expected [139, 140]. Experimental
and clinical studies have confirmed that maternal blood
IMA levels increased at the early stages of normal pregnancy
and in the third trimester of normal pregnancy. During nor-
mal pregnancy, maternal blood serum IMA levels increase by
almost 2 times in the first trimester of pregnancy and contin-
uously remain high throughout the entire gestational period
[65]. In the event of complications at any stage of gestation,
during childbirth, or postpartum, maternal serum IMA levels
significantly (Table 4).

Manifestations of nausea and severe vomiting (Hyperemesis
gravidarum) in pregnant women are accompanied by a 1.2
times increase in IMA concentration compared to healthy
pregnant women [141]. Pregnancy complications with fetal
growth retardation due to placental insufficiency at the end
of the second trimester and after delivery are accompanied
by a 1.5-fold increase in the maternal serum IMA levels com-
pared to normal pregnancy [150].

Increased IMA concentrations are also observed in spon-
taneous abortions in women during early pregnancy. To
stratify healthy pregnant women and women with pregnancy
loss in the first trimester, the prognostic value of IMA was
determined using a threshold value of >163 ng/mL, with
75% sensitivity and 55% specificity [142]. However, the
simultaneous determination of IMA level, free β-chorionic
human gonadotropin, and progesterone with the same sensi-
tivity yielded the 99% specificity in the prediction of

Table 4: IMA changes in the serum of pregnant women with different complications.

Pathology No. enrolled, method
IMA value

Reference
Normal pregnant women Study group

Hyperemesis gravidarum n = 45, ELISA 6:9 ± 0:3 ng/mL 8:2 ± 0:2 ng/mL [141]

First trimester abortions
n = 60

n = 45, ELISA

Median 173.2 ng/mL
Range 94.6–451.2
Median 43.4 ng/mL
Range 1.1–320.3

Median 206.5 ng/mL
Range 28.7–775.3
Median 63.7 ng/mL
Range 20.1–285.2

[142]
[57]

Recurrent first trimester abortions n = 43, ACB 0:88 ± 0:10 ABSU 1:11 ± 0:08 ABSU [143]

Ectopic pregnancy n = 38, ACB 0:484 ± 0:089 ABSU 0:577 ± 0:117 ABSU [144]

Hypertensive pregnancy disorders n = 40, ACB 0:374 ± 0:114 ABSU 0:465 ± 0:154 ABSU [145]

Preterm preeclampsia n = 19, ACB Median 115.01 kU/L
Range 102.29–124.81

Median 126.5 kU/L
Range 114.33–134.36

[146]

Preeclampsia
n = 57, ACB

n = 47,
n = 45

0:77 ± 0:24 ABSU
0:76 ± 0:07 ABSU
71:61 ± 09:58U/mL

1:24 ± 0:30 ABSU
0:80 ± 0:07 ABSU

106:92 ± 15:20U/mL

[147]
[148]
[149]
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spontaneous abortion in women with a history of recurrent
miscarriages [151]. Recently, the evaluation of AAIMA and
its use to calculate the index of oxidation (IOS) was proposed
as a marker of ectopic pregnancy. According to Bozkaya et al.,
a cut-off value of 0.545 for IOS has 81.6% sensitivity and 59.5%
specificity for the prognosis of ectopic pregnancy [144]. This
indicator can be especially important during an artificial
insemination, as the frequency of ectopic pregnancy and spon-
taneous abortions in such patients remain high [152].

Abnormal intrauterine hypoxia in the early stages of
pregnancy can cause oxidative damage to the trophoblast
during reperfusion, contributing to the classic symptom
complex (proteinuria, hypertension) of preeclampsia (PE)
after the 20th week of pregnancy. PE is a leading cause of
maternal and perinatal morbidity and mortality; therefore,
the search for prognostic markers of this pregnancy compli-
cation is highly relevant. Increased oxidative stress and
decreased antioxidant protection in PE are associated with
a sharp increase in the level of IMA in mothers’ blood.
Increased IMA during the first trimester has been shown in
pregnant with premature preeclampsia and then proposed
as an early indicator of this complication [146]. This indica-
tor returns to normal within 48 hours of birth, with symp-
toms of preeclampsia disappearing [147]. A meta-analysis
of publications available in NCBI PubMed and other data-
bases conducted by Reddy et al. [153] showed that IMA is a
potentially useful biomarker for PE with reasonable accuracy
(AUC = 0:860). The authors concluded that the evaluation of
maternal serum IMA and fetal cord-blood IMA concentra-
tions is useful as a simple, novel, and inexpensive marker of
oxidative stress status in PE patients [154].

The relationship between IMA and gynecological disor-
ders has been studied extensively for the last 10 years.
Detailed analysis of literature data on IMA changes in the
blood and follicular fluid due to gynecological pathologies,
such as dysmenorrhea, endometriosis, polycystic ovary syn-
drome (PCOS), uterine artery embolization, menopause,
and infertility, is presented in the review of Kıncı et al.

[155]. Based on the analysis, the authors concluded as fol-
lows: (i) serum IMA may be useful in evaluating dysmenor-
rhea severity; (ii) follicular IMA provides information about
the state of oocytes and embryo quality in vitro fertilization;
(iii) the diagnostic significance of IMA in polycystic ovary
syndrome is contradictory and require further research.
Reddy et al. conducted a meta-analysis of nine studies and
showed that the serum IMA levels were increased signifi-
cantly in PCOS patients compared to non-PCOS controls
[156]. The authors concluded that IMA is potentially a reli-
able and novel marker reflecting increased oxidative stress
in PCOS. Conclusively, the data, discussed in this section,
suggest that this promising marker could be used for early
diagnosis and follow-up of gynecological diseases associated
with oxidative stress.

5.5. Cancer. Oxidative stress persistently accompanies many
cancer types due to increased production of ROS and reactive
nitrogen species (RNS) or to reduced effectiveness of the anti-
oxidant system. The effects of increased ROS and RNS vary
according to their radical forms, concentrations, and where
they occur, but they affect cancer cells by triggering DNA
damage, stimulating genetic mutations, and inhibiting apo-
ptosis, influencing proliferation, invasion, and metastasis
[157]. Therefore, the antioxidant/oxidative parameters of
tumors are prognostically crucial in many types of cancer.
These parameters can be assessed via the detection of well-
known oxidative markers of proteins, such as protein
carbonyls, advanced oxidation protein products, and IMA
[158]. Many investigations have demonstrated that IMA
levels significantly increased in different proliferative diseases
(Table 5).

According to the ROC analysis, IMA has sensitivity
above 80% as an auxiliary biomarker in the diagnosis of such
diseases as breast and colon cancer [158]. It can be effective in
demonstrating hypoxia in patients with acute leukemia [166]
and used as an additional indicator for the prognosis of the
myelodysplastic syndrome [167]. Most of the researchers

Table 5: Changes of IMA in proliferative diseases.

Pathology No. enrolled, method
IMA value

Reference
Control Study group

Breast cancer
n = 127, ACB Median 0.62 ABSU

Range 0.19–1.31
Median 0.66 ABSU
Range 0.31–3.30

[159]

n = 45, ELISA 452:05 ± 61:05 ng/mL 527:85 ± 131:02 ng/mL [158]

Endometrial cancer n = 43, ACB Median 0.490 ABSU
Range 0.407–0.589

Median 0.489 ABSU
Range 0.401–0.611

[160]

Prostate cancer n = 64, ACB 0:443 ± 0:49 ABSU 0:843 ± 0:76 ABSU [161]

Bladder cancer n = 30, ACB 0:474 ± 0:04 ABSU 0:588 ± 0:07 ABSU [162]

Gastric cancer n = 52, ACB 0:271 ± 0:066 ABSU 0:405 ± 0:111 ABSU [163]

Colorectal carcinoma
n = 40, ACB 0:469 ± 0:04 ABSU 0:569 ± 0:06 ABSU [164]

n = 45, ELISA 452:05 ± 61:05 ng/mL 559:21 ± 140:03 ng/mL [158]

Multiple myeloma n = 40, ACB 0:369 ± 0:03 ABSU 0:555 ± 0:24 ABSU [165]

Acute myeloid leukemia n = 38, ACB 0:50 ± 0:09 ABSU 0:69 ± 0:14 ABSU [166]
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consider that the evaluation of IMA levels to be a reliable bio-
marker of oxidative stress reflecting tumor ischemia; however,
only detailed studies in which the steps of carcinogenesis are
examined one after the other in terms of oxidative stress and
antioxidant activity can confirm this possibility.

6. Conclusion

In summary, this review of the currently available literature
suggests that IMA is a nonspecific marker for many diseases,
which are tightly associated with ischemia and oxidative
stress. Despite this marker’s low specificity, the evaluation
of its content may provide valuable information regarding
the duration of diseases and possible complications, and it
can be used in the differential diagnosis of certain pathologi-
cal conditions. IMA’s advantage as a biomarker over other
markers is its ability to detect ischemic conditions at earlier
stages. The simplicity and availability of the techniques for
its determination provide an opportunity to stratify patients
and determine risk groups for adverse events after a stroke,
heart attack, traumatic brain injuries, and spinal injuries
and assess the state of patients with neurological disorders,
diabetes, pregnancy complications, and with gynecological
and other ischemic-associated pathologies.

Conflicts of Interest

The authors declare that they have no conflicts of interest.

References

[1] S. M. Ahn and R. J. Simpson, “Body fluid proteomics: pros-
pects for biomarker discovery,” Proteomics – Clinical Appli-
cations, vol. 1, no. 9, pp. 1004–1015, 2007.

[2] M. Ellmerer, L. Schaupp, G. A. Brunner et al., “Measurement
of interstitial albumin in human skeletal muscle and adipose
tissue by open-flow microperfusion,” American Journal of
Physiology-Endocrinology and Metabolism, vol. 278, no. 2,
pp. E352–E356, 2000.

[3] T. Peters, “All about Albumin,” Biochemistry, Genetics, and
Medical Applications, Academic Press, Inc., San Diego,
California, 1996.

[4] J. L. Nahon, I. Tratner, A. Poliard et al., “Albumin and alpha-
fetoprotein gene expression in various nonhepatic rat tis-
sues,” Journal of Biological Chemistry, vol. 263, no. 23,
pp. 11436–11442, 1988.

[5] A. Shamay, R. Homans, Y. Fuerman et al., “Expression of
albumin in nonhepatic tissues and its synthesis by the bovine
mammary gland,” Journal of Dairy Science, vol. 88, no. 2,
pp. 569–576, 2005.

[6] S. M. Ahn, K. Byun, K. Cho et al., “Human microglial cells
synthesize albumin in brain,” PLoS One, vol. 3, no. 7, article
e2829, 2008.

[7] M. A. Rothschild, M. Oratz, and S. S. Schreiber, “Serum albu-
min,” Hepatology, vol. 8, no. 2, pp. 385–401, 1988.

[8] J. L. Throop, M. E. Kerl, and L. A. Cohn, “Albumin in health
and disease: protein metabolism and function,” Compendium
on Continuing Education for the Practising Veterinarian -
North American Edition, vol. 26, no. 12, pp. 932–938, 2004.

[9] R. Nurdiansyah, M. Rifa'i, andWidodo, “A comparative anal-
ysis of serum albumin from different species to determine a
natural source of albumin that might be useful for human
therapy,” Journal of Taibah University Medical Sciences,
vol. 11, no. 3, pp. 243–249, 2016.

[10] S. Al-Harthi, J. I. Lachowicz, M. E. Nowakowski, M. Jaremko,
and Ł. Jaremko, “Towards the functional high-resolution coor-
dination chemistry of blood plasma human serum albumin,”
Journal of Inorganic Biochemistry, vol. 198, article 110716, 2019.

[11] D. C. Gaze, “Biomarkers of cardiac ischemia,” in Ischemic
Heart Disease, pp. 91–122, InTech Publishing, 2013.

[12] K. W. Lexa, E. Dolghih, and M. P. Jacobson, “A structure-
based model for predicting serum albumin binding,” PLoS
One, vol. 9, no. 4, article e93323, 2014.

[13] W. Bal, M. Sokolowska, E. Kurowska, and P. Faller, “Binding
of transition metal ions to albumin: sites, affinities and rates,”
Biochimica et Biophysica Acta, vol. 1830, no. 12, pp. 5444–
5455, 2013.

[14] F. Nakashima, T. Shibata, and K. Uchida, “A uniquemechanism
for thiolation of serum albumins by disulphide molecules,” Jour-
nal of Biochemistry, vol. 167, no. 2, pp. 165–171, 2020.

[15] P. Lee and X. Wu, “Review: modifications of human serum
albumin and their binding effect,” Current Pharmaceutical
Design, vol. 21, no. 14, pp. 1862–1865, 2015.

[16] H. Watanabe, T. Imafuku, M. Otagiri, and T. Maruyama,
“Clinical Implications Associated With the Posttranslational
Modification- Induced Functional Impairment of Albumin
in Oxidative Stress-Related Diseases,” Journal of Pharmaceu-
tical Sciences, vol. 106, no. 9, pp. 2195–2203, 2017.

[17] A. Chubarov, A. Spitsyna, O. Krumkacheva et al., “Reversible
dimerization of human serum albumin,” Molecules, vol. 26,
no. 1, p. 108, 2021.

[18] R. L. Levine, “Ischemia: from acidosis to oxidation,” The
FASEB Journal, vol. 7, no. 13, pp. 1242–1246, 1993.

[19] D. Roy, J. Quiles, D. C. Gaze, P. Collinson, J. C. Kaski, and
G. F. Baxter, “Role of reactive oxygen species on the forma-
tion of the novel diagnostic marker ischaemia modified albu-
min,” Heart, vol. 92, no. 1, pp. 113-114, 2006.

[20] B. Chan, N. Dodsworth, J. Woodrow, A. Tucker, and
R. Harris, “Site-specific N-terminal auto-degradation of
human serum albumin,” European Journal of Biochemistry,
vol. 227, no. 1–2, pp. 524–528, 1995.

[21] P. O. Collinson and D. C. Gaze, “Ischaemia-modified albu-
min: clinical utility and pitfalls in measurement,” Journal of
Clinical Pathology, vol. 61, no. 9, pp. 1025–1028, 2008.

[22] M. K. Sinha, J. M. Vazquez, R. Calvino, D. C. Gaze, P. O. Col-
linson, and J. C. Kaski, “Effects of balloon occlusion during
percutaneous coronary intervention on circulating ischemia
modified albumin and transmyocardial lactate extraction,”
Heart, vol. 92, no. 12, pp. 1852-1853, 2006.

[23] N. V. Bhagavan, E. M. Lai, P. A. Rios et al., “Evaluation of
human serum albumin cobalt binding assay for the assess-
ment of myocardial ischemia and myocardial infarction,”
Clinical Chemistry, vol. 49, no. 4, pp. 581–585, 2003.

[24] D. Bar-Or, G. Curtis, N. Rao, N. Bampos, and E. Lau, “Char-
acterization of the Co2+and Ni2+binding amino-acid resi-
dues of the N-terminus of human albumin,” European
Journal of Biochemistry, vol. 268, no. 1, pp. 42–48, 2001.

[25] M. Sokolowska, M.Wszelaka-Rylik, J. Poznanski, andW. Bal,
“Spectroscopic and thermodynamic determination of three
distinct binding sites for Co(II) ions in human serum

13Disease Markers



albumin,” Journal of Inorganic Biochemistry, vol. 103, no. 7,
pp. 1005–1013, 2009.

[26] J. Lu, A. J. Stewart, P. J. Sadler, T. J. Pinheiro, and C. A.
Blindauer, “Allosteric inhibition of cobalt binding to albumin
by fatty acids: implications for the detection of myocardial
ischemia,” Journal of Medicinal Chemistry, vol. 55, no. 9,
pp. 4425–4430, 2012.

[27] D. Bar-Or, J. V. Winkler, K. VanBenthuysen, L. Harris,
E. Lau, and F. W. Hetzel, “Reduced albumin-cobalt binding
with transient myocardial ischemia after elective percutane-
ous transluminal coronary angioplasty: a preliminary com-
parison to creatine kinase-MB, myoglobin, and troponin I,”
American Heart Journal, vol. 141, no. 6, pp. 985–991, 2001.

[28] K. Dahiya, R. Kumar, R. Dhankhar et al., “Status of ischemia
modified albumin in athletes before and after moderate exer-
cise,” The Open Biomarkers Journal, vol. 8, no. 1, pp. 42–46,
2018.

[29] D. Bar-Or, E. Lau, and J. V. Winkler, “A novel assay for
cobalt-albumin binding and its potential as a marker for
myocardial ischemia–a preliminary report1,” Journal of
Emergency Medicine, vol. 19, no. 4, pp. 311–315, 2000.

[30] D. Bar-Or, L. T. Rael, R. Bar-Or et al., “The cobalt-albumin
binding assay: insights into its mode of action,” Clinica
Chimica Acta, vol. 387, no. 1-2, pp. 120–127, 2008.

[31] R. Beetham, C. Monk, L. Keating, J. R. Benger, and J. Kendall,
“Effects of storage at -20°C on ischaemia-modified albumin
results,” Annals of Clinical Biochemistry, vol. 43, no. 6,
pp. 500–502, 2006.

[32] K. Kotani, R. Caccavello, N. Sakane, M. Miyamoto, and
A. Gugliucci, “Influence of ezetimibe monotherapy on
ischemia-modified albumin levels in hypercholesterolemic
patients,” Pharmacological Reports, vol. 65, no. 5, pp. 1248–
1251, 2011.

[33] R. Govender, J. De Greef, R. Delport, P. J. Becker, and W. J.
Vermaak, “Biological variation of ischaemia-modified albu-
min in healthy subjects,” The Cardiovascular Journal of
Africa, vol. 19, no. 3, pp. 141–144, 2008.

[34] E. Lee, J. E. Eom, K. H. Jeon et al., “Evaluation of albumin
structural modifications through cobalt-albumin binding
(CAB) assay,” Journal of Pharmaceutical and Biomedical
Analysis, vol. 91, pp. 17–23, 2014.

[35] C. A. Blindauer, S. Khazaipoul, R. Yu, and A. J. Stewart,
“Fatty acid-mediated inhibition of metal binding to the
multi-metal site on serum albumin: implications for cardio-
vascular disease,” Current Topics in Medicinal Chemistry,
vol. 16, no. 27, pp. 3021–3032, 2016.

[36] E. Mothes and P. Faller, “Evidence that the principal CoII-
binding site in human serum albumin is not at the N-termi-
nus: implication on the albumin cobalt binding test for
detecting myocardial ischemia,” Biochemistry, vol. 46, no. 8,
pp. 2267–2274, 2007.

[37] J. P. C. Coverdale, K. G. H. Katundu, A. I. S. Sobczak, S. Arya,
C. A. Blindauer, and A. J. Stewart, “Ischemia-modified albu-
min: crosstalk between fatty acid and cobalt binding,” Prosta-
glandins, Leukotrienes and Essential Fatty Acids, vol. 135,
pp. 147–157, 2018.

[38] F. S. Apple, H. E. Quist, A. P. Otto, W. E. Mathews, andM.M.
Murakami, “Release characteristics of cardiac biomarkers
and ischemia-modified albumin as measured by the albumin
cobalt-binding test after a marathon race,” Clinical Chemis-
try, vol. 48, no. 7, pp. 1097–1100, 2002.

[39] E. Zapico-Muñiz, M. Santaló-Bel, J. Mercé-Muntañola, J.  . A.
Montiel, A. Martínez-Rubio, and J. Ordóñez-Llanos, “Ische-
mia-modified albumin during skeletal muscle ischemia,”
Clinical Chemistry, vol. 50, no. 6, pp. 1063–1065, 2004.

[40] T. Çolak, B. Bamaç, S. Çolak et al., “The influence of a single
bout of wrestling exercise on serum levels of ischemia-
modified albumin,” Journal of Exercise Science & Fitness,
vol. 8, no. 2, pp. 67–72, 2010.

[41] J. Falkensammer, T. Stojakovic, K. Huber et al., “Serum levels
of ischemia-modified albumin in healthy volunteers after
exercise-induced calf-muscle ischemia,” Clinical Chemistry
and Laboratory Medicine, vol. 45, no. 4, pp. 535–540, 2007.

[42] M. Bilgi, A. Keser, H. Katlandur et al., “Evaluation of the
relationship between microalbuminuria and urine ischemia-
modified albumin levels in patients with diabetic nephropa-
thy,” Journal of Clinical Laboratory Analysis, vol. 31, no. 3,
article e22058, 2016.

[43] G. Lippi, G. L. Salvagno, M. Montagnana, F. Schena,
F. Ballestrieri, and G. C. Guidi, “Influence of physical exercise
and relationship with biochemical variables of NT-pro-brain
natriuretic peptide and ischemia modified albumin,” Clinica
Chimica Acta, vol. 367, no. 1-2, pp. 175–180, 2006.

[44] Y. W. Lee, H. J. Kim, Y. H. Cho, H. B. Shin, T. Y. Choi, and
Y. K. Lee, “Application of albumin-adjusted ischemia modi-
fied albumin index as an early screening marker for acute cor-
onary syndrome,” Clinica Chimica Acta, vol. 384, no. 1–2,
pp. 24–27, 2007.

[45] V. S. Reddy, S. Sethi, N. Gupta, P. Agrawal, and R. C. Siwach,
“Significance of ischemia-modified albumin as a simple mea-
sure of oxidative stress and its discriminatory ability in dia-
betic retinopathy: literature review and meta-analysis,”
Retina, vol. 36, no. 6, pp. 1049–1057, 2016.

[46] B. S. Hausen, C. Signor, H. Kober et al., “Effect of temperature
on albumin cobalt binding and its influence on ischemia-
modified albumin levels in patients with suspected acute cor-
onary syndrome,” Clinical Laboratory, vol. 58, no. 1–2,
pp. 169–172, 2012.

[47] V. S. Reddy, V. Hemadri, P. Pasupuleti, and B. Perugu,
“Cobalt-albumin binding (CAB) assay: an advantageous
and flaw free testing of albumin-cobalt binding,” Journal of
Pharmaceutical and Biomedical Analysis, vol. 99, pp. 79–82,
2014.

[48] S. H. da Silva, B. . Santos Hausen, D. B. da Silva et al., “Char-
acteristics of a nickel-albumin binding assay for assessment
of myocardial ischaemia,” Biomarkers, vol. 15, no. 4,
pp. 353–357, 2010.

[49] S. H. da Silva, S. Pereira Rda, S. Hausen Bdos et al., “Assess-
ment of the nickel-albumin binding assay for diagnosis of
acute coronary syndrome,” Clinical Chemistry and Labora-
tory Medicine, vol. 49, no. 3, pp. 541–546, 2011.

[50] J. E. Eom, E. Lee, K. H. Jeon et al., “Development of an
albumin copper binding (ACuB) assay to detect ischemia
modified albumin,” Analytical Sciences, vol. 30, no. 10,
pp. 985–990, 2014.

[51] B. J. Oh, M. H. Seo, and H. S. Kim, “Insignificant role of the
N-terminal cobalt-binding site of albumin in the assessment
of acute coronary syndrome: discrepancy between the albu-
min cobalt-binding assay and N-terminal-targeted immuno-
assay,” Biomarkers, vol. 17, no. 5, pp. 394–401, 2012.

[52] M. R. Babu and A. R. Bitla, “Automation of ischemia modi-
fied albumin on Beckman analyser,” National Journal of Lab-
oratory Medicine, vol. 6, no. 1, pp. BO09–BO14, 2017.

14 Disease Markers



[53] N. Mojibi, B. Bagheri, and M. Zargari, “Role of clinical evalu-
ation of ischaemia modified albumin in diagnosis of acute
coronary syndrome: unstable angina to myocardial infarc-
tion,” Journal of Clinical and Diagnostic Research, vol. 12,
no. 1, pp. BC06–BC09, 2018.

[54] B. Menon, K. Ramalingam, and V. Krishna, “Study of ischemia
modified albumin as a biomarker in acute ischaemic stroke,”
Annals of Neurosciences, vol. 25, no. 4, pp. 187–190, 2019.

[55] A. Ahmad, P. Manjrekar, C. Yadav, A. Agarwal, R. M. Srikan-
tiah, and A. Hegde, “Evaluation of ischemia-modified albu-
min, malondialdehyde, and advanced oxidative protein
products as markers of vascular injury in diabetic nephropa-
thy,” Biomarker Insights, vol. 11, pp. 63–68, 2016.

[56] M. Ding, M. Li, and H. Yang, “Clinical diagnostic value of
combined detection of IMA, D-D and MCP-1 in acute myo-
cardial infarction,” Experimental and Therapeutic Medicine,
vol. 21, no. 5, p. 457, 2021.

[57] M. A.-A. Hasan, R. A. Ul-Malik, and I. T. A. Al Kadir, “Mea-
surement of adjusted ischemia-modified albumin marker in
early pregnancy loss,” Asian Journal of Pharmaceutical and
Clinical Research, vol. 13, no. 3, pp. 33–36, 2020.

[58] Q. He, H. Lei, S. Luo, P. Tang, X. Peng, and X. Wang, “Liquid
crystal biosensor for detecting ischemia modified albumin,”
Research on Chemical Intermediates, vol. 43, no. 1, pp. 353–
360, 2017.

[59] G. Li, X. Li, M. Yang, M. M. Chen, L. C. Chen, and X. L.
Xiong, “A gold nanoparticles enhanced surface plasmon res-
onance immunosensor for highly sensitive detection of
ischemia-modified albumin,” Sensors, vol. 13, no. 10,
pp. 12794–12803, 2013.

[60] Y. Luo, C. Wang, T. Jiang et al., “Interference-free determina-
tion of ischemia-modified albumin using quantum dot
coupled X-ray fluorescence spectroscopy,” Biosensors and
Bioelectronics, vol. 51, pp. 136–142, 2014.

[61] V. S. Reddy, V. Hemadri, and P. Pasupuleti, “Comment on
“Interference-free determination of ischemia-modified albu-
min using quantum dot coupled X-ray fluorescence spectros-
copy,”,” Biosensors and Bioelectronics, vol. 65, pp. 435-436,
2015.

[62] A. Żebrowska, Z. Waśkiewicz, P. T. Nikolaidis et al., “Acute
responses of novel cardiac biomarkers to a 24-h ultra-mara-
thon,” Journal of Clinical Medicine, vol. 8, no. 1, p. 57, 2019.

[63] A. K. Wakeland, F. Soncin, M. Moretto-Zita et al., “Hypoxia
Directs Human Extravillous Trophoblast Differentiation in a
Hypoxia- Inducible Factor-DependentManner,” The American
Journal of Pathology, vol. 187, no. 4, pp. 767–780, 2017.

[64] C. W. Chang, A. K. Wakeland, and M. M. Parast, “Tropho-
blast lineage specification, differentiation and their regulation
by oxygen tension,” Journal of Endocrinology, vol. 236, no. 1,
pp. R43–R56, 2018.

[65] J. Bahinipati and P. C. Mohapatra, “Ischemia modified albu-
min as a marker of oxidative stress in normal pregnancy,”
Journal of Clinical andDiagnostic Research, vol. 10, no. 9, pp. -
BC15–BC17, 2016.

[66] V. S. Reddy, S. Bukke, K. Mahato et al., “A meta-analysis of
the association of serum ischaemia-modified albumin levels
with human hypothyroidism and hyperthyroidism,” Biosci-
ence Reports, vol. 37, no. 1, 2017.

[67] A. Al-Mawali, “Non-communicable diseases: shining a light
on cardiovascular disease, Oman’s biggest killer,” Oman
Medical Journal, vol. 30, no. 4, pp. 227-228, 2015.

[68] N. A. Lashari, N. I. Lakho, S. Ahmed, and A. Ahmed, “Acute
coronary syndrome; frequency, contributing factors and
types in patient with typical chest pain,” The Professional
Medical Journal, vol. 24, no. 3, pp. 409–413, 2017.

[69] M. R. Thomas and G. Y. Lip, “Novel risk markers and risk
assessments for cardiovascular disease,” Circulation Research,
vol. 120, no. 1, pp. 133–149, 2017.

[70] Y. Huang, K. Gulshan, T. Nguyen, and Y.Wu, “Biomarkers of
cardiovascular disease,” Disease Markers, vol. 2017, Article
ID 8208609, 2 pages, 2017.

[71] K. A. Hashmi, H. Y. Saeed, M. S. Farid, J. Najam, M. Irfan,
and A. A. Hashmi, “Frequency of multivessel severe coronary
artery disease in patients with non-ST segment elevation
myocardial infarction having markedly raised cardiac tropo-
nin T,” Cureus, vol. 12, no. 8, article e9571, 2020.

[72] R. H. Christenson, S. H. Duh, W. R. Sanhai et al., “Character-
istics of an albumin cobalt binding test for assessment of
acute coronary syndrome patients: a multicenter study,” Clin-
ical Chemistry, vol. 47, no. 3, pp. 464–470, 2001.

[73] R. Chawla, N. Goyal, R. Calton, and S. Goyal, “Ischemia mod-
ified albumin: a novel marker for acute coronary syndrome,”
Indian Journal of Clinical Biochemistry, vol. 21, no. 1, pp. 77–
82, 2006.

[74] X. Su, K. Zhang, F. Guo et al., “Ischemia-modified albumin, a
predictive marker of major adverse cardiovascular events in
continuous ambulatory peritoneal dialysis patients,” Clinical
Biochemistry, vol. 46, no. 15, pp. 1410–1413, 2013.

[75] K. Maneewong, T. Mekrungruangwong, S. Luangaram,
T. Thongsri, and S. Kumphune, “Combinatorial determina-
tion of ischemia modified albumin and protein carbonyl in
the diagnosis of nonST-elevation myocardial infarction,”
Indian Journal of Clinical Biochemistry, vol. 26, no. 4,
pp. 389–395, 2011.

[76] C. Bhakthavatsala Reddy, C. Cyriac, and H. B. Desle, “Role of
"Ischemia Modified Albumin" (IMA) in acute coronary syn-
dromes,” IndianHeart Journal, vol. 66, no. 6, pp. 656–662, 2014.

[77] F. Peacock, D. L. Morris, S. Anwaruddin et al., “Meta-analysis
of ischemia-modified albumin to rule out acute coronary syn-
dromes in the emergency department,” American Heart Jour-
nal, vol. 152, no. 2, pp. 253–262, 2006.

[78] N. F. Bonorino, A. Lunardelli, and J. R. Oliveira, “Use of
ischemia modified albumin for the diagnosis of myocardial
infarction,” The Jornal Brasileiro de Patologia e Medicina
Laboratorial, vol. 51, no. 6, pp. 383–388, 2015.

[79] B. Mishra, S. Pandey, S. R. Niraula et al., “Utility of ischemia
modified albumin as an early marker for diagnosis of acute
coronary syndrome,” Journal of Nepal Health Research Coun-
cil, vol. 16, no. 1, pp. 16–21, 2018.

[80] P. Gurumurthy, S. K. Borra, R. K. Yeruva, D. Victor, S. Babu,
and K. M. Cherian, “Estimation of ischemia modified albu-
min (IMA) levels in patients with acute coronary syndrome,”
Indian Journal of Clinical Biochemistry, vol. 29, no. 3,
pp. 367–371, 2014.

[81] M. Nepal, S. Jaisawal, M. Guragain et al., “Ischemic modified
albumin (IMA) as a novel marker for ischemic heart disease
and surrogate marker for other high oxidative -ischemic con-
ditions,” Journal of Cardiovascular Disease Research, vol. 8,
no. 4, pp. 112–116, 2017.

[82] E. Bossone, T. M. LaBounty, and K. A. Eagle, “Acute aortic
syndromes: diagnosis and management, an update,” Euro-
pean Heart Journal, vol. 39, no. 9, pp. 739–749d, 2018.

15Disease Markers



[83] D. M.Milewicz and F. Ramirez, “Therapies for thoracic aortic
aneurysms and acute aortic dissections,” Arteriosclerosis,
Thrombosis, and Vascular Biology, vol. 39, no. 2, pp. 126–
136, 2019.

[84] O. Eroğlu, S. Türkmen, A. Menteşe et al., “The diagnostic
value of ischemia-modified albumin in the diagnosis of aortic
pathology,” Turkish Journal of Medical Sciences, vol. 44, no. 1,
pp. 62–67, 2014.

[85] G. Yang, Y. Zhou, H. He, X. Pan, and X. Chai, “Ischemia-
modified albumin, a novel predictive marker of in-hospital
mortality in acute aortic dissection patients,” Frontiers in
Physiology, vol. 10, article 1253, 2019.

[86] M. Thielmann, S. Pasa, T. Holst et al., “Heart-type fatty acid
binding protein and ischemia-modified albumin for detec-
tion of myocardial infarction after coronary artery bypass
graft surgery,” The Annals of Thoracic Surgery, vol. 104,
no. 1, pp. 130–137, 2017.

[87] Y. Çavuşoğlu, S. Korkmaz, S. Demirtaş et al., “Ischemia-mod-
ified albumin levels in patients with acute decompensated
heart failure treated with dobutamine or levosimendan:
IMA-HF study,” The Anatolian Journal of Cardiology,
vol. 15, no. 8, pp. 611–617, 2015.

[88] H. Y. Ellidag, E. Eren, N. Yilmaz, and Y. Cekin, “Oxidative
stress and ischemia-modified albumin in chronic ischemic
heart failure,” Redox Report, vol. 19, no. 3, pp. 118–123, 2014.

[89] E. Sbarouni, P. Georgiadou, M. Koutelou, I. Sklavainas,
D. Panagiotakos, and V. Voudris, “Ischaemia-modified albu-
min in dilated cardiomyopathy,” Annals of Clinical Biochem-
istry, vol. 46, no. 3, pp. 241–243, 2009.

[90] Y. Ma, W. Kang, Y. Bao, F. Jiao, and Y. Ma, “Clinical signifi-
cance of ischemia-modified albumin in the diagnosis of
doxorubicin-induced myocardial injury in breast cancer
patients,” PLoS One, vol. 8, no. 11, article e79426, 2013.

[91] X. D. Luan, K. H. Zhao, H. Hou et al., “Changes in ischemia-
modified albumin in myocardial toxicity induced by anthra-
cycline and docetaxel chemotherapy,” Medicine, vol. 96,
no. 32, article e7681, 2017.

[92] H. K. Kim, A. C. Andreazza, P. Y. Yeung, C. Isaacs-Trepanier,
and L. T. Young, “Oxidation and nitration in dopaminergic
areas of the prefrontal cortex from patients with bipolar dis-
order and schizophrenia,” Journal of Psychiatry & Neurosci-
ence, vol. 39, no. 4, pp. 276–285, 2014.

[93] G. Nedic Erjavec, M. Konjevod, M. Nikolac Perkovic et al.,
“Short overview on metabolomic approach and redox
changes in psychiatric disorders,” Redox Biology, vol. 14,
pp. 178–186, 2018.

[94] M. C. Polidori, B. Frei, A. Cherubini et al., “Increased plasma
levels of lipid hydroperoxides in patients with ischemic
stroke,” Free Radical Biology and Medicine, vol. 25, no. 4–5,
pp. 561–567, 1998.

[95] I. Jena, S. R. Nayak, S. Behera et al., “Evaluation of ischemia-
modified albumin, oxidative stress, and antioxidant status in
acute ischemic stroke patients,” Journal of Natural Science,
Biology, and Medicine, vol. 8, no. 1, pp. 110–113, 2017.

[96] C. Yang, K. E. Hawkins, S. Dore, and E. Candelario-Jalil, “Neu-
roinflammatory mechanisms of blood-brain barrier damage in
ischemic stroke,” American Journal of Physiology-Cell Physiol-
ogy, vol. 316, no. 2, pp. C135–C153, 2019.

[97] K. Shi, D. C. Tian, Z. G. Li, A. F. Ducruet, M. T. Lawton, and
F. D. Shi, “Global brain inflammation in stroke,” The Lancet
Neurology, vol. 18, no. 11, pp. 1058–1066, 2019.

[98] M. A. Okda, R. A. El Kabany, H. S. Soliman, and M. S. El
Kholy, “Ischemia-modified albumin for evaluating severity
and predicting prognosis in patients with acute cerebrovascu-
lar disease,” Menoufia Medical Journal, vol. 33, no. 3,
pp. 1072–1076, 2020.

[99] E. Altunoglu, G. Guntas, F. Erdenen et al., “Ischemia-modi-
fied albumin and advanced oxidation protein products as
potential biomarkers of protein oxidation in Alzheimer’s dis-
ease,” Geriatrics & Gerontology International, vol. 15, no. 7,
pp. 872–880, 2015.

[100] Ö. Karaaslan, Y. Hacımusalar, Ö. C. Amuk, and C. Bal, “Eval-
uation of ischemia modified albumin levels in major depres-
sion patients,” Journal of Surgery and Medicine, vol. 3, no. 8,
pp. 557–560, 2019.

[101] S. Tunç, M. İ. Atagün, S. Neşelioğlu, Y. Y. Bilgin, H. S. Başbuğ,
and Ö. Erel, “Ischemia-modified albumin: a unique marker of
global metabolic risk in schizophrenia and mood disorders,”
Psychiatry and Clinical Psychopharmacology, vol. 29, no. 2,
pp. 123–129, 2018.

[102] K. Unal, C. Topcuoglu, and M. Cingi Yirun, “Serum ischemia
modified albumin (IMA) levels of patients with bipolar disor-
der in remission and healthy controls,” Biomedical Research,
vol. 29, no. 12, pp. 2672–2675, 2018.

[103] M. A. Talat, R. M. Saleh, M. M. Shehab, N. A. Khalifa, M. M.
H. Sakr, and W. M. Elmesalamy, “Evaluation of the role of
ischemia modified albumin in neonatal hypoxic-ischemic
encephalopathy,” Clinical and Experimental Pediatrics,
vol. 63, no. 8, pp. 329–334, 2020.

[104] H. Abboud, J. Labreuche, E. Meseguer et al., “Ischemia-mod-
ified albumin in acute stroke,” Cerebrovascular Diseases,
vol. 23, no. 2-3, pp. 216–220, 2007.

[105] A. Gunduz, S. Turedi, A. Mentese et al., “Ischemia-modified
albumin levels in cerebrovascular accidents,” American Jour-
nal of Emergency Medicine, vol. 26, no. 8, pp. 874–878, 2008.

[106] M. S. Gad, N. H. E.-D. Zakaria, and N. H. A. A.-M. Elgayar,
“Evaluation of the role of ischemia modified albumin as a
new biochemical marker for differentiation between ischemic
and hemorrhagic stroke,” Alexandria Journal of Medicine,
vol. 51, no. 3, pp. 213–217, 2019.

[107] J. H. Ahn, S. C. Choi, W. G. Lee, and Y. S. Jung, “The useful-
ness of albumin-adjusted ischemia-modified albumin index
as early detecting marker for ischemic stroke,” Neurological
Sciences, vol. 32, no. 1, pp. 133–138, 2011.

[108] B. Ertekin, S. Koçak, Z. D. Dündar et al., “Diagnostic value of
ischemia-modified albumin in acute coronary syndrome and
acute ischemic stroke,” Pakistan Journal of Medical Sciences,
vol. 29, no. 4, pp. 1003–1007, 2013.

[109] S. Türedi, A. Şahin, M. Akça et al., “Ischemia-modified albu-
min and the IMA/albumin ratio in the diagnosis and staging
of hemorrhagic shock: a randomized controlled experimental
study,” Ulusal Travma ve Acil Cerrahi Dergisi, vol. 26, no. 2,
pp. 153–162, 2020.

[110] H. Reiber, “Proteins in cerebrospinal fluid and blood: barriers,
CSF flow rate and source-related dynamics,” Restorative Neu-
rology and Neuroscience, vol. 21, no. 3–4, pp. 79–96, 2003.

[111] K. D. Prajapati, S. S. Sharma, and N. Roy, “Hepatocyte
nuclear factor-1alpha mediated upregulation of albumin
expression in focal ischemic rat brain,” Neurological
Research, vol. 34, no. 1, pp. 25–31, 2012.

[112] A. Alonso, E. Reinz, M. Fatar, M. G. Hennerici, and S. Meairs,
“Clearance of albumin following ultrasound-induced blood-

16 Disease Markers



brain barrier opening is mediated by glial but not neuronal
cells,” Brain Research, vol. 1411, pp. 9–16, 2011.

[113] M. Costa, R. Horrillo, A. M. Ortiz et al., “Increased albumin
oxidation in cerebrospinal fluid and plasma fromAlzheimer’s
disease patients,” The Journal of Alzheimer's Disease, vol. 63,
no. 4, pp. 1395–1404, 2018.

[114] T. A. M. Radwan, R. S. Fahmy, M. F. M. El Emady et al.,
“Ischemia-modified albumin as a biomarker for prediction
of poor outcome in patients with traumatic brain injury: an
observational cohort study,” Journal of Neurosurgical Anes-
thesiology, vol. Publish Ahead of Print, 2019.

[115] H. Tan, W. Yang, C. Wu et al., “Assessment of the role of
intracranial hypertension and stress on hippocampal cell
apoptosis and hypothalamic-pituitary dysfunction after
TBI,” Scientific Reports, vol. 7, no. 1, article 3805, 2017.

[116] X. Zou, Z. Wu, J. Huang et al., “The role of matrix
metalloproteinase-3 in the doxycycline attenuation of intra-
cranial venous hypertension-induced angiogenesis,” Neuro-
surgery, vol. 83, no. 6, pp. 1317–1327, 2018.

[117] T. Chen, J. Zhu, Y. H. Wang, and C. H. Hang, “ROS-mediated
mitochondrial dysfunction and ER stress contribute to
compression-induced neuronal injury,” Neuroscience, vol. 416,
pp. 268–280, 2019.

[118] I. Kara, H. K. Pampal, F. Yildirim et al., “Role of ischemic
modified albumin in the early diagnosis of increased intracra-
nial pressure and brain death,” Bratislavské Lekárske Listy,
vol. 118, no. 2, pp. 112–117, 2017.

[119] M. Can, F. Varlibas, B. Guven, O. Akhan, and G. A. Yuksel,
“Ischemia modified albumin and plasma oxidative stress
markers in Alzheimer’s disease,” European Neurology,
vol. 69, no. 6, pp. 377–380, 2013.

[120] L. Du, J. Ma, D. He, and X. Zhang, “Serum ischaemia modi-
fied albumin might be a potential biomarker for oxidative
stress in amnestic mild cognitive impairment,” Psychogeria-
trics, vol. 19, no. 2, pp. 150–156, 2019.

[121] H. Lv, Q. Wang, S. Wu et al., “Neonatal hypoxic ischemic
encephalopathy-related biomarkers in serum and cerebrospi-
nal fluid,” Clinica Chimica Acta, vol. 450, pp. 282–297, 2015.

[122] C. Tayman, O. Öztekin, U. Serkant, I. Yakut, S. Aydemir, and
A. Kosus, “Ischemia-modified albumin may be a novel marker
for predicting neonatal neurologic injury in small-for-gesta-
tional-age infants in addition to neuron-specific enolase,”Amer-
ican Journal of Perinatology, vol. 34, no. 4, pp. 349–358, 2017.

[123] R. Chawla, R. Loomba, D. Guru, and V. Loomba, “Ischemia
modified albumin (IMA) - a marker of glycaemic control and
vascular complications in type 2 diabetes mellitus,” Journal of
Clinical and Diagnostic Research, vol. 10, no. 3, pp. BC13–
BC16, 2016.

[124] Y. Shi and P. M. Vanhoutte, “Macro- and microvascular
endothelial dysfunction in diabetes,” Journal of Diabetes,
vol. 9, no. 5, pp. 434–449, 2017.

[125] S. G. Ma, Y. Jin, W. Xu, W. Hu, F. Bai, and X. J. Wu,
“Increased serum levels of ischemia-modified albumin and
C-reactive protein in type 1 diabetes patients with ketoacido-
sis,” Endocrine, vol. 42, no. 3, pp. 570–576, 2012.

[126] C. D. Dayanand, P. K. Vegi, V. Lakshmaiah, and A. V. M.
Kutty, “Association of ischemia modified albumin in terms
of hypoxic risk with carbonylated protein, glycosylated
hemoglobin and plasma insulin in type 2 diabetes mellitus,”
International Journal of Biotechnology and Biochemistry,
vol. 9, no. 3, pp. 275–284, 2013.

[127] K. Ghosh, M. G. Muddeshwar, and K. Ghosh, “Ischemia
modified albumin test to detect early diabetic complications,”
The American Journal of the Medical Sciences, vol. 354, no. 5,
pp. 467–470, 2017.

[128] I. Sadik, Z. Yagoub, N. Sayed, A. El Nour, M. Abide El
Hameed, and S. B. Abid, “The level of ischemic modified
albumin (IMA) as risk marker for cardio vascular disease
(CVD) among some diabetic patients (type II) in Khartoum
state,” Sudan Journal of Medical Sciences, vol. 12, no. 4,
pp. 231–239, 2017.

[129] S. Sushith, H. N. Krishnamurthy, S. Reshma et al., “Serum
ischemia-modified albumin, fibrinogen, high sensitivity C-
reactive proteins in type-2 diabetes mellitus without hyperten-
sion and diabetes mellitus with hypertension: a case-control
study,” Reports of Biochemistry and Molecular Biology, vol. 9,
no. 2, pp. 241–249, 2020.

[130] R. R. Dalton,W. H. Hoffman, G. G. Passmore, and S. L. Martin,
“Plasma C-reactive protein levels in severe diabetic ketoacido-
sis,” Annals of Clinical & Laboratory Science, vol. 33, no. 4,
pp. 435–442, 2003.

[131] D. V. Ilatovskaya, V. Levchenko, A. Lowing, L. S. Shuyskiy,
O. Palygin, and A. Staruschenko, “Podocyte injury in diabetic
nephropathy: implications of angiotensin II - dependent acti-
vation of TRPC channels,” Scientific Reports, vol. 5, no. 1,
article 17637, 2015.

[132] J. S. Lin and K. Susztak, “Podocytes: the weakest link in dia-
betic kidney disease?,” Current Diabetes Reports, vol. 16,
no. 5, p. 45, 2016.

[133] P. Dash, M. Mangaraj, S. Ray, and S. Sahu, “Ischaemia mod-
ified albumin-an indicator of widespread endothelial damage
in diabetes mellitus,” Physiobiochemical Metabolism, vol. 3,
no. 1, p. 1, 2014.

[134] A. Piwowar, M. Knapik-Kordecka, and M. Warwas, “Ische-
mia-Modified albumin level in type 2 diabetes mellitus—Pre-
liminary report,” Disease Markers, vol. 24, no. 6, 317 pages,
2008.

[135] V. S. Reddy, P. Agrawal, S. Sethi et al., “Associations of FPG,
A1C and disease duration with protein markers of oxidative
damage and antioxidative defense in type 2 diabetes and dia-
betic retinopathy,” Eye, vol. 29, no. 12, pp. 1585–1593, 2015.

[136] V. S. Reddy, S. Sethi, P. Agrawal, N. Gupta, and R. Garg,
“Ischemia modified albumin (IMA) and albumin adjusted-
IMA (AAIMA) as biomarkers for diabetic retinopathy,” Nep-
alese Journal of Ophthalmology, vol. 7, no. 14, pp. 117–123,
2015.

[137] S. G. Ma, C. L. Wei, B. Hong, and W. N. Yu, “Ischemia-mod-
ified albumin in type 2 diabetic patients with and without
peripheral arterial disease,” Clinics, vol. 66, no. 10,
pp. 1677–1680, 2011.

[138] J. L. James, P. R. Stone, and L. W. Chamley, “The regulation
of trophoblast differentiation by oxygen in the first trimester
of pregnancy,” Human Reproduction Update, vol. 12, no. 2,
pp. 137–144, 2006.

[139] E. Jauniaux, A. Watson, and G. Burton, “Evaluation of respi-
ratory gases and acid-base gradients in human fetal fluids and
uteroplacental tissue between 7 and 16 weeks' gestation,”
American Journal of Obstetrics and Gynecology, vol. 184,
no. 5, pp. 998–1003, 2001.

[140] F. Prefumo, D. C. Gaze, A. T. Papageorghiou, P. O. Collinson,
and B. Thilaganathan, “First trimester maternal serum
ischaemia-modified albumin: a marker of hypoxia-ischaemia-

17Disease Markers



driven early trophoblast development,” Human Reproduction,
vol. 22, no. 7, pp. 2029–2032, 2007.

[141] S. Yaman, S. Ayhan, Ö. B. Tulmaç, T. Çandar, A. Tokmak,
and D. Şahin, “Serum ischaemia-modified albumin concen-
tration in hyperemesis gravidarum,” İstanbul Medical Jour-
nal, vol. 21, no. 4, pp. 297–300, 2020.

[142] H. Cengiz, H. Dagdeviren, A. Kanawati et al., “Ischemia-
modified albumin as an oxidative stress biomarker in early
pregnancy loss,” The Journal of Maternal-Fetal & Neonatal
Medicine, vol. 29, no. 11, pp. 1754–1757, 2016.

[143] S. Özdemir, A. Kıyıcı, O. Balci, H. Göktepe, H. Çiçekler, and
Ç. Çelik, “Assessment of ischemia-modified albumin level in
patients with recurrent pregnancy loss during the first trimes-
ter,” European Journal of Obstetrics & Gynecology and Repro-
ductive Biology, vol. 155, no. 2, pp. 209–212, 2011.

[144] G. Bozkaya, I. Karaca, and O. Fenercioglu, “Evaluation of
maternal serum ischemia modified albumin and total antiox-
idant status in ectopic pregnancy,” Journal of Maternal-Fetal
and Neonatal Medicine, vol. 32, no. 12, pp. 2003–2008, 2019.

[145] J. M. P. D’souza, S. Harish, V. R. Pai, and C. Shriyan,
“Increased oxidatively modified forms of albumin in associa-
tion with decreased total antioxidant activity in different
types of hypertensive disorders of pregnancy,” Indian Journal
of Clinical Biochemistry, vol. 32, no. 2, pp. 200–206, 2017.

[146] A. T. Papageorghiou, F. Prefumo, K. Leslie, D. C. Gaze, P. O.
Collinson, and B. Thilaganathan, “Defective endovascular
trophoblast invasion in the first trimester is associated with
increased maternal serum ischemia-modified albumin,”
Human Reproduction, vol. 23, no. 4, pp. 803–806, 2008.

[147] V. Bambrana, C. D. Dayanand, and P. Kotur, “Relationship
between xanthine oxidase, ischemia modified albumin, nitric
oxide with antioxidants in non pregnants, pre and post-
delivery of normal pregnants and preeclampsia,” Indian Jour-
nal of Clinical Biochemistry, vol. 32, no. 2, pp. 171–178, 2017.

[148] T. Onat, D. Aydoğan Kırmızı, E. Başer et al., “The relation-
ship between oxidative stress and preeclampsia. The serum
ischemia-modified albumin levels and thiol/disulfide homeo-
stasis,” Turkish Journal Of Obstetrics And Gynecology, vol. 17,
no. 2, pp. 102–107, 2020.

[149] J. Bahinipati, P. C. Mohapatra, and T. Pradhan, “Role of
maternal serum ischemia modified albumin as a biochemical
marker in preeclampsia,” Biomedical Research, vol. 25, no. 2,
pp. 153–156, 2014.

[150] A. Rossi, N. Bortolotti, S. Vescovo et al., “Ischemia-modified
albumin in pregnancy,” European Journal of Obstetrics &
Gynecology and Reproductive Biology, vol. 170, no. 2,
pp. 348–351, 2013.

[151] M. A. Osmanağaoğlu, S. C. Karahan, T. Aran et al., “The diag-
nostic value of β-human chorionic gonadotropin, progester-
one, and ischemia-modified albumin and their combined
use in the prediction of first trimester abortions,” Interna-
tional Scholarly Research Notices, vol. 2014, Article ID
846531, 5 pages, 2014.

[152] Y. Tan, Z.-Q. Bu, H. Shi, H. Song, and Y.-I. Zhang, “Risk fac-
tors of recurrent ectopic pregnancy in patients treated with
in vitro fertilization cycles: a matched case-control study,”
Frontiers in Endocrinology, vol. 11, article 552117, 2020.

[153] V. S. Reddy, M. Munikumar, P. Duggina, and N. Varma, “A
diagnostic test accuracy meta-analysis of maternal serum
ischemia-modified albumin for detection of preeclampsia,”
Journal of Maternal-Fetal and Neonatal Medicine, vol. 32,
no. 13, pp. 2173–2181, 2019.

[154] V. Seshadri Reddy, P. Duggina, M. Vedhantam, M. Manne,
N. Varma, and S. Nagaram, “Maternal serum and fetal
cord-blood ischemia-modified albumin concentrations in
normal pregnancy and preeclampsia: a systematic review
and meta-analysis,” Journal of Maternal-Fetal and Neonatal
Medicine, vol. 31, no. 24, pp. 3255–3266, 2018.

[155] M. F. Kıncı, B. Kasap, and A. A. Sivaslıoğlu, “Ischemia-mod-
ified albumin in gynecology,” Biomarkers in Medicine,
vol. 15, no. 6, pp. 455–462, 2021.

[156] V. S. Reddy, S. Bukke, and M. Munikumar, “Elevated levels of
the circulatory ischemia-modified albumin in patients with
polycystic ovary syndrome: a meta-analysis,” Gynecological
Endocrinology, vol. 34, no. 10, pp. 868–874, 2018.

[157] P. Storz, “Oxidative stress in cancer,” in Oxidative Stress and
Redox Regulation, U. Jakob and D. Reichmann, Eds., pp. 427–
447, Springer Netherlands, Dordrecht, 2013.

[158] B. P. Kundaktepe, V. Sozer, S. Durmus et al., “The evaluation
of oxidative stress parameters in breast and colon cancer,”
Medicine, vol. 100, no. 11, article e25104, 2021.

[159] S. Abusoglu, D. Eryavuz, C. Bal et al., “Assessment of serum
ischemia-modified albumin, prolidase and thiol-disulphide
levels in subjects with breast cancer,” Revista Română de
Medicină de Laborator, vol. 27, no. 1, pp. 25–33, 2019.

[160] H. Şahin, S. Ayhan, M. E. Sarı et al., “Serum ischemia modi-
fied albumin and endometrial cancer: a prospective case-
control study,” European Journal of Gynaecological Oncology,
vol. 40, no. 3, pp. 384–388, 2019.

[161] R. Aslan, R. Eryılmaz, M. Sevim, M. Demir, and K. Taken,
“The diagnostic value of ischemia-modified albumin in
prostate cancer,” Medical Bulletin of Haseki, vol. 58, no. 1,
pp. 42–47, 2020.

[162] H. Y. Ellidag, E. Eren, O. Aydin et al., “Ischemia modified
albumin levels and oxidative stress in patients with bladder
cancer,” Asian Pacific Journal of Cancer Prevention, vol. 14,
no. 5, pp. 2759–2763, 2013.

[163] E. Fidan, A. Mentese, H. Kavgaci et al., “Increased ischemia-
modified albumin levels in patients with gastric cancer,” Neo-
plasma, vol. 59, no. 4, pp. 393–397, 2012.

[164] H. Y. Ellidag, N. Bulbuller, E. Eren et al., “Ischemia-modified
albumin: could it be a new oxidative stress biomarker for
colorectal carcinoma?,” Gut and Liver, vol. 7, no. 6,
pp. 675–680, 2013.

[165] H. Y. Ellidag, E. Eren, N. Yilmaz, and A. Bayindir, “Ischemia
modified albumin levels and increased oxidative stress in
patients with multiple myeloma,” Journal of Medical Bio-
chemistry, vol. 33, no. 2, pp. 175–180, 2014.

[166] N. Erkut, A. Mentese, H. M. Ozbas et al., “The indicator of
hypoxia in acute leukemia: ischemia-modified albumin,”
Cancer Biomarkers, vol. 15, no. 5, pp. 559–565, 2015.

[167] M. A. Ucar, A. Tombak, S. Dagdas et al., “Is dynamic thiol/-
disulfide homeostasis associated with the prognosis of myelo-
dysplastic syndrome?,” Journal of Medical Biochemistry,
vol. 39, no. 3, pp. 336–345, 2020.

18 Disease Markers


	Ischemia-Modified Albumin: Origins and Clinical Implications
	1. Introduction
	2. Generation of Ischemia-Modified Albumin
	3. Methods for Measuring ІМА
	4. ІМА in Physiological Hypoxia
	5. ІМА as a Marker for Diseases
	5.1. Cardiovascular Diseases
	5.2. Neurological Disorders
	5.3. Diabetes Mellitus and Its Complications
	5.4. Obstetrics and Gynecology
	5.5. Cancer

	6. Conclusion
	Conflicts of Interest

