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Abstract: The aim of this study was to determine the possible correlations between essential and
toxic trace elements of plasma with several anthropometric and body composition parameters
and performance in endurance runners. Sixty-five high-level middle and long-distance runners
(21 + 3years; 1.77 + 0.05 m; 64.97 + 7.36 kg; VO, max. 67.55 + 4.11 mL/min/kg) participated in
the present study. Abdominal, subscapular, iliac crest, triceps, front thigh and medial calf skinfold
thicknesses and an incremental test until exhaustion were recorded. Body, fat, muscle and bone
mass were estimated. Plasma trace elements were analyzed with inductively coupled plasma mass
spectrometry (ICP-MS). Correlations and simple linear regression were used to assess the relationship
between trace elements and several variables. Different skinfolds, fat mass, muscle mass and bone
mass correlated positively and negatively with trace elements such as copper, manganese, selenium,
vanadium, zing, lithium, rubidium, strontium, arsenic, beryllium and lead. Lithium was related with
performance. In conclusion, endurance training causes changes in the body concentrations of several
trace elements that trigger modifications in body composition that may be interesting, if confirmed in
the future, for the control of metabolic diseases such as obesity.

Keywords: trace elements; skinfolds; fat mass; muscle mass; bone mass

1. Introduction

Several anthropometric and body composition variables are known to be associated with endurance
performance in elite runners [1]: body weight [2], fat and muscle weight [3] as well as different
skinfolds [4,5]. Moreover, an excess of fat mass requires greater muscular effort and higher energy
expenditure [6] and results in the depletion of glycogen stores, negatively affecting sport performance.
Trace elements (TEs) are present in body tissues with different fundamental biological functions
such as protein metabolism, bone metabolism and antioxidant function [7]. Endurance training in
athletes during long periods results in the mobilization of some TEs into the circulation [8]. Important
interactions have been reported between TE concentrations and the antioxidant system, as TE influences
antioxidant enzymes and vice versa [9,10]. Toxic TEs such as arsenic (As), cadmium (Cd), lead (Pb)
and mercury (Hg) increase reactive oxygen species (ROS) production and can cause oxidative stress
(OS) due to the imbalance between oxidants and antioxidants in favor of oxidants, which alters the
correct functioning of thyroid hormones and the hypothalamic—pituitary—adrenal (HPA) axis [11].
The HPA axis is a key mediator in the neuroendocrine system, as well as in hormone synthesis and
energy metabolism [12].
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Physical exercise is another factor that increases ROS production [13]. The accumulation of high
loads of daily training in endurance runners increases the possibility of producing OS when ROS levels
exceed the capacity of the antioxidant system—a situation that can cause molecular damage [14,15].
Essential TEs such as selenium (Se), zinc (Zn) and copper (Cu) have antioxidant functions; they are also
cofactors in important antioxidant enzymes such as glutathione peroxidase (GPH-Px) and zinc-copper
superoxide dismutase (Zn-Cu SOD) that participate in the reduction of OS induced by ROS [16].
Current evidence indicates that OS favors the deposition and accumulation of fatty tissue [17], and an
essential deficiency of TEs seems to be associated with an increase in the deposition of fat in the
organism [18]. The homeostasis of TE in adipose tissue is associated with obesity-related metabolic
disorders [19].

To our knowledge, few studies have investigated the interactions between TE concentrations
and body composition variables in runners. Therefore, the objective of this study was to determine
the plasma concentrations of toxic and essential TEs in high-level endurance runners and to observe
the relationships with performance and several anthropometric and body composition variables;
furthermore, we aimed to study whether runners with adequate plasma concentrations of essential
TEs and lower concentrations of toxic TEs reported less fat mass and lower skinfolds, as well as better
sport performance.

2. Materials and Methods

The criteria for the selection of participants in our study iwere similar to those proposed in a
previous study by Barrientos et al. [20].

2.1. Participants

Sixty-five male middle and long-distance runners (21 + 3years) recruited from the same area
of Spain (Extremadura) participated in the survey. Subjects were included if they had lived in the
region for no less than 3 years, had been training continuously for at least 6 years and competed in
national and international tournaments (1500 to 5000 m race modalities and cross country), had good
results and a personal best in modalities of 3:37.79—4:08.24 for 1500 m and 13:11.01 and 15:10.35 for
5000 m and had taken no TE supplementation for 3 months prior to the study. All subjects participated
voluntarily, were informed about the purpose of the study and possible risks and gave their written
consent. The study was approved by the Bioethics Committee of the University of Extremadura, and
all procedures were performed in accordance with the Declaration of Helsinki regarding human rights,
updated at the World Medical Assembly in Seoul in 2008 for research with human subjects (register
number 52/2012).

2.2. Nutritional Assessment

The nutritional composition of the participants” diets was determined using different nutrient
databases [21-23] that were used for information about macronutrients and micronutrients. The athletes
completed a 3 day nutritional questionnaire on two working days and one weekend day, where they
indicated the amount (in grams) of all food ingested on those days.

2.3. Training Characteristics

The runners had performed physical training regularly during the previous 6 years. They trained
6 days a week (some runners did double sessions), recording an average weekly distance between
80-155 km, doing 15-25% above the anaerobic threshold and 75-85% aerobically. The weekly training
routines consisted of 3—6 sessions/week of continued aerobic running and 2—4 sessions/week of intense
series and interval training. They also performed two weekly sessions of resistance training with high
volume (3-5 sets of 8-25 repetitions of whole-body exercises) and low—-moderate intensity (30-70% of
1RM) depending on the period of the season.
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2.4. Anthropometric Measures

Body composition measurements were always recorded at the same time (9:00-10:00 a.m.) after
an overnight fast and without intense training or competitions for at least 72 h before the test.

Height was measured with an accuracy of 0.1 cm using a wall-mounted stadiometer (Seca,
Hamburg, Germany), and body weight was measured with an accuracy of 0.01 kg using a calibrated
electronic digital scale (Seca, Hamburg, Germany) in barefoot conditions. Fat mass content was
estimated from the sum of six skinfolds (}6) (abdominal, suprailiac, triceps, subscapular, front thigh
and medial calf) [24]. The thicknesses of the skinfolds were measured with a plicometer (Holtain,
Crymych, UK) and recorded to the nearest 0.2mm. The upscale pressure of the caliper was checked
according to the manufacturer’s specification. Measurements were taken three times 2 s after the
application of the caliper by the same investigator—an expert in kinanthropometry techniques
(accredited level 1) who had previously shown a test-retest reliability of r > 0.9. Body composition
was calculated according to the indications of the International Society for the Advancement of
Kinanthropometry [25].

2.5. Physical Performance Evaluation

An incremental test until exhaustion was performed on a treadmill (Sport engineering limited,
Powerjog, Birmingham, UK) and an ergospirometer system equipped with a gas analyzer (Metamax,
Cortex Biophysik, Gmbh, Leipzig, Germany) to measure the athletes’ VO, max. scores and performance,
the validity and reliability of which have been established previously [26]. A Polar pulsometer
(Polar Vantage M, Norway) was used to evaluate the maximum heart rate.

After a 10 min warm-up at 8-10 km/h, the athletes initiated the test at a speed of 10 km/h,
which increased by 1 km/h every 400 m until voluntary exhaustion. VO, max. was determined with
breath-by-breath data according to the following criteria: the respiratory exchange ratio (RER) had
to exceed 1, there had to be a plateau in oxygen uptake (VO,), an increment in carbon dioxide (CO,)
elimination and an increment in the ventilatory volume (VE) induced by the increases in the test
velocity [27].

2.6. Blood Sample

At 9:00 AM, after the weigh-in, 10 mL of venous blood was drawn from the antecubital vein of
each participant using a plastic syringe fitted with a stainless-steel needle. The sample was extracted
before the exercise test. Once obtained, the samples were stored in a metal-free polypropylene tube
with Ethylenediaminetetraacetic acid (EDTA) as the anticoagulant.

Later, the blood samples were centrifuged at 3000 rpm for 10 min at room temperature to
isolate the plasma. The plasma was aliquoted into an Eppendorf tube and conserved at —80 °C until
biochemical analysis.

2.7. Sample Determination

TE analyses were performed using inductively coupled plasma mass spectrometry (ICP-MS)
following Maynar et al. [17].

Briefly, to prepare the analysis, the decomposition of the organic matrix was achieved by heating
it for 10 h at 90 °C after adding 0.8 mL HNOj and 0.4 mL H,O; to 1 mL of plasma sample. The samples
were then dried at 200 °C on a hot plate. Sample reconstitution was carried out by adding 0.5 mL
of nitric acid, 10 uL of indium (10 mg/L) as an internal standard and ultrapure water to bring the
solution to 10 mL. Reagent blanks, element standards and certified reference materials (Seronorm,
lot 0511545 Sero AS Billingstand, Norway) were prepared identically and used for accuracy testing.
Before the analysis, the commercial control materials were diluted according to the manufacturer’s
recommendations. Digested solutions were analyzed by an ICP-MS Nexionmodel 300D (PerkinElmer,
Inc., Shelton, CT, USA). Samples were analyzed in triplicate. The values of each standard material
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(10 pg/L) used for quality controls were in agreement with intra and inter-assay coefficient variations
of less than 5%.

2.8. Statistical Analysis

The statistical treatment of the results was performed using the SPSS 21.0 statistical program for
Windows (IBM Co., Armonk, NY, USA). The results were expressed as mean + standard deviation
(mean + sd). The normality of the distribution of variables was analyzed using the Kolmogorov-Smirnov
tests, and the homogeneity of the variances was analyzed with the Levene test. Simple linear
regression analysis was conducted to examine the associations between plasma TE concentrations
and several anthropometric and body composition parameters. Pearson’s coefficient of correlation (r),
beta coefficient () and coefficient of determination (R?) were calculated. The strength of the linear
relationship was determined according to Chan’s guidelines [28]; a value of at least 0.8 represented
a very strong relationship, 0.6-0.8 showed a moderately strong relationship, 0.3—-0.6 showed a fair
relationship, and a value of less than less than 0.3 indicated a poor relationship. A p-value < 0.05 was
considered to be statistically significant.

3. Results

The results obtained in our study are detailed below. Table 1 shows the anthropometric,
body composition characteristics and performance values of the runners, along with VO, max.
scores (68.12 + 4.21 mL/min/kg) and the total meters (m) that the athletes ran in the incremental test
(4579.94 + 535.81 m).

The intake of the different TEs consumed in the diet is shown in Table 2.

Table 3 shows the plasma concentrations of essential and toxic TEs, respectively. Plasma values of
Cu were lower (750 ug/L) than the published range; other plasma TE values analyzed were comparable
to the reference values.

Tables 46 illustrate the different correlations found between the plasma TE concentrations and
several anthropometric, body composition and performance parameters found in the runners.

Table 1. Anthropometric, body composition and performance values in the runners.

Parameters Runners Ranges
Body mass (kg) 64.97 +7.36 49.7-78.1
Fat mass (kg) 5.35 +1.01 3.45-7.87
Bone mass (kg) 1191 £ 1.15 11.90-13.86
Muscle mass (kg) 32.02 +£3.96 22.65-38.15
Abdominal skinfold (mm) 943 £2.75 5-16.8
Suprailiac skinfold (mm) 6.22 +1.63 3.8-12.5
Subscapular skinfold (mm) 843 +1.73 5.2-14.6
Triceps skinfold (mm) 642 £1.76 3.8-11.3
Front thigh skinfold (mm) 9.04 +£2.90 5.2-15.8
Medial calf skinfold (mm) 7.44 +2.26 3.3-13.4
Y6 skinfolds (mm) 46.97 £9.34 32.4-73.7
Distance (m) 4584.04 + 537.84 3988-5619
VO, max. (mL/min/kg) 68.12 +4.21 55.15-77.03
Maximum heart rate (bpm) 192.1 £ 6.75 186.2-198.4

VO, max: maximum oxygen uptake; .6 skinfolds: sum of six skinfolds.
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Table 2. Food intake of trace elements in the runners.

Trace Elements, Recommended Intake Intake
As (12-300 mg/d) 1689 + 834.15
B (0.75-1.35 mg/d) 1.33 £ 1.50
Be (<50 pug/d) 9.69 + 8.99
Cd (<70 pg/d) 23.34 + 15.40
Co (200-300 pg/d) 296.01 = 214.97
Cu (2000-3000 pg/d) 1675.96 + 566.91
Li (180-550 pg/d) 366.95 + 396.90
Mn (2500-5000 pg/d) 3381.40 + 1439.97
Mo (75400 pg/d) 308.99 + 181.93
Pb (<400 ug/d) 209.10 + 142.78
Rb (1.5-7 mg/d) 3.904 +4.785
Se (50-200 pg/d) 76.42 + 44.99
Sr (10002300 pg/d) 1890.76 + 1784.30
V (10-70 pg/d) 25.48 +29.28
Zn (10-15 mg/d) 11.10 = 3.72

Co: cobalt; Cu: copper; Mn: manganese; Mo: molybdenum; Se: selenium; V: vanadium; Zn: zinc; B: boron; Li:
lithium; As: arsenic; Be: beryllium; Cd: cadmium; Pb: lead; Rb: rubidium; Sr: strontium.

Table 3. Plasma concentrations of trace elements in the runners.

Trace Elements Runners Range
As (ug/L) 2.34 +2.80 0.24-12.00
B (ug/L) 8.65 + 10.98 0-59.98
Be (ug/L) 0.07 +0.03 0-0.15
Cd (ug/L) 0.07 + 0.04 0.02-0.23
Co (ng/L) 0.68 £0.11 0.47-0.87
Cu (ug/L) 692.16 + 132.53 453.9-937.01
Li (ng/L) 1.38 £ 0.79 0.35-4.75
Mn (ug/L) 2.05+1.49 0.21-5.48
Mo (ng/L) 0.63 = 0.60 0.11-3.35
Pb (ug/L) 0.96 + 1.08 0.01-4.93
Rb (ug/L) 138.50 + 23.01 98.79-186.01
Se (ng/L) 96.56 + 13.89 69.75-124.10
Sr (ug/L) 26.23 £8.12 14.79-47.50
V (ug/L) 0.30 £0.37 0-1.80
Zn (ug/L) 791.90 + 144.01 538.02-1208.95
As (ug/L) 2.34 +£2.80 0.24-12.0

As: arsenic; B: boron; Be: beryllium; Cd: cadmium; Co: cobalt; Cu: copper; Li: lithium; Mn: manganese; Mo:
molybdenum; Pb: lead; Rb: rubidium; Se: selenium; Sr: strontium; V: vanadium; Zn: zinc.

Cu had a negative correlation (r = —0.342; 3 = —0.004; p = 0.017) with the subscapular skinfold, fat
mass (r = —0.296; 3 = —0.002; p = 0.041), muscle mass (r = —0.295; 3 = —0.009 p = 0.042) and bone mass
(r=-0.359; p = -0.003; p = 0.012).

Manganese (Mn) presented positive correlations with abdominal (r = 0.348; 3 = 0.634; p = 0.015)
and suprailiac skinfolds (r = 0.315; 3 = 0.340; p = 0.029) and negative correlations with the medial calf
skinfold (r = -0.376; 3 = —0.562; p = 0.008).

Plasma Se showed a negative correlation with fat mass (r = —0.470; = —0.029; p = 0.006),
abdominal (r = —0.304; B = —0.061; p = 0.035) and subscapular skinfolds (r = —0.368; 3 = —0.047;
p = 0.010) and the sum of six skinfolds (r = —0.337; 3 = —0.231; p = 0.019).

As for plasma vanadium (V), a negative correlation was found with the medial calf skinfold
(r =-0.405; 3 = —2.518; p = 0.004).

Zn presented a negative relationship with the abdominal skinfold (r = —0.377; 3 = —0.007;
p = 0.008).
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Table 4. Correlations between abdominal, suprailiac, subscapular and triceps skinfolds with trace elements in the runners.

TE Abdominal (mm) Suprailiac (mm) Subscapular (mm) Triceps (mm)
r B (95% CI) R? p r B (95% CI) R? p r B (95% CI) R? p r B (95% CI) RZ p
—-0.004
Cu —0.342 (=0.01/0.00) 0.117 0.017
0.634 0.340
Mn 0348 (0.12/1.14) 0.121 0.015 0.315 (0.03/0.64) 0.099  0.029
—-0.061 —0.047
Se —-0.304 (~0.11/0.00) 0.093  0.035 —-0.368 (~0.08/~0.01) 0.125 0.010
\%
—-0.007
Zn  -0377 (~0.01/0.00) 0.142  0.008
. -1.094 —-0.823
Li —-0.323 (=2.04/-0.14) 0.104 0.025 —-0.387 (=1.40/-0.24) 0.149  0.007
—-0.024
Rb -0.317 (=0.04/0.00) 0.100 0.028
-0.105 -0.073
Sr -0.309 (=0.20/—0.01) 0.095 0.033 —-0.335 (=0.13/0.01) 0.112 0.020
As
Be
0.786
Pb 0.300 (0.04/152) 0.090 0.038

TE: trace elements; Cu: copper; Mn: manganese; Se: selenium; V: vanadium; Zn: zinc; Li: lithium; Rb: rubidium; Sr: strontium; As: arsenic; Be: beryllium; Pb: lead. r: Pearson’s coefficient
of correlation; 3: beta coefficient; CI: confidence interval; R2: coefficient of determination; p: p-value.
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Table 5. Correlations between front thigh and medial calf skinfolds and the sum of six skinfolds, as well as the total meters in the incremental test with trace elements
in the runners.

TE Front Thigh (mm) Medial Calf (mm) Sum of Six Skinfolds (mm) Performance (Total Meters)
r B (95% CI) R? P r B (95% CI) R? p r B (95% CI) R? p r B (95% CI) R? p
Cu
-0.562
Mn -0.376 (=0.97/-0.15) 0.142  0.008
-0.231
Se —-0.337 (~0.42/-0.04) 0.114 0.019
-2.518
\% —0.405 (—4.20/-0.83) 0.164 0.004
/n
. —3.694 243.53
Li -0.322 (~6.91/~0.46) 0.104 0.026 0.368 (61.18/425.87) 0.136 0.010
Rb
Sr
—-0.335
As -0.311 (~0.63/-0.03) 0.097  0.032
-22.806
Be —0.346 (—41.15/~4.46) 0.120 0.016
Pb

TE: trace elements; Cu: copper; Mn: manganese; Se: selenium; V: vanadium; Zn: zinc; Li: lithium; Rb: rubidium; Sr: strontium; As: arsenic; Be: beryllium; Pb: lead. r: Pearson’s coefficient
of correlation; 3: beta coefficient; CI: confidence interval; R?: coefficient of determination; p: p-value.
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Table 6. Correlations between fat, muscle and bone mass with mineral trace elements in the runners.

TE Fat Mass (kg) Muscle Mass (kg) Bone Mass (kg)
r B (95% CI) R? p r B (95% CI) R? p r B (95% CI) R? p
—-0.002 —-0.009 —0.003
Cu -029% (=0.01/0.00) 0.088 0.041 —0.295 (=0.01/0.00) 0.087 0.042 —-0.359 (~0.01/0.00) 0.129 0.012
Mn
—-0.029 —-0.034
Se —-0.389 (~0.05/~0.01) 0.151  0.006 —-0.401 (~0.05/~0.01) 0.161  0.005
\%
Zn
. —-0.505 -1.725 -0.527
Li -0.407 (=0.84/-0.16) 0.165 0.004 —0.355 (=3.07/-0.37) 0.126 0.013 -0.369 (=0.92/-0.13) 0.137 0.010
—-0.016 —-0.067 —-0.027
Rb —-0.363 (~0.03/0.00) 0.132 0.011 -0.386 (=0.11/~0.02) 0.149 0.007 —0.532 (~0.04/~0.01) 0.268  0.001
0.178
Sr 0.362 (0.04/0.31) 0.131  0.011
As
34.972
Be 0.303 (2.32/67.62) 0.092  0.036
Pb

TE: trace elements; Cu: copper; Mn: manganese; Se: selenium; V: vanadium; Zn: zing; Li: lithium; Rb: rubidium; Sr: strontium; As: arsenic; Be: beryllium; Pb: lead. r: Pearson’s
coefficient of correlation; : beta coefficient; CI: confidence interval; R2: coefficient of determination; p: p-value.
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Lithium (Li) concentrations showed a negative relationship with the abdominal (r = —0.323;
B = —1.094; p = 0.025) and subscapular skinfolds (r = —0.387; 3 = —0.823 p = 0.007) and the sum of six
skinfolds (r = —0.322; p = —3.694; p = 0.026), as well as fat mass (r = —0.407; 3 = —0.505; p = 0.004),
muscle mass (r = —0.355; 3 = —1.725; p = 0.013) and bone mass (r = —0.369; 3 = —0.527; p = 0.010), and a
positive relationship with total meters run (r = 0.368; 3 = 243.53; p = 0.010).

Regarding rubidium (Rb), we found negative correlations with fat mass (r = —0.363; 3 = —0.016;
p = 0.011), muscle mass (r = —0.386; 3 = —0.067; p = 0.007), bone mass (r = —0.532; 3 = —0.027; p = 0.001)
and the subscapular skinfold (r = —0.532; 5 = —0.024; p = 0.000).

In the plasma concentrations of strontium (Sr), negative correlations were found with the
abdominal (r = —0.309; 3 = —0.105; p = 0.033) and tricipital skinfolds (r = —0.335; 3 = —0.073; p = 0.005),
and a positive relationship with muscle mass (r = 0.362; 3 = 0.178; p = 0.011).

In relation to toxic TE, As presented an inverse relationship with the thigh skinfold (r = —-0.311;
B = —0.335; p = 0.032). Beryllium (Be) showed a negative correlation with the medial calf skinfold
(r = —0.346; 3 = —22.806; p = 0.016) and a positive correlation with muscle mass (r = 0.303; 3 = 34.972;
p = 0.036). Finally, we found a positive correlation between Pb concentrations and the abdominal
skinfold (r = 0.300; 3 = 0.786; p = 0.038).

4. Discussion

In the present study, middle-long-distance runners presented body composition values comparable
to those reported in subjects with the same characteristics, with low fat mass and skinfold values,
as has been reported previously, as excess fat mass adversely affects performance [1]. The variability of
several anthropometric and body composition parameters is a consequence of the different training
degrees of the runners, as they periodize their training and body composition [29], because maintaining
a low fat mass and skinfolds for prolonged periods could negatively affect their health. The runners
had high VO, max. values (67.55 + 4.11 mL/min/kg)—a parameter required in high-level endurance
athletes [5].

In the runners, average dietary TE were adequate to comply with the Dietary Reference Intakes
(DRI) in adults. The plasma TE values analyzed in this study can be considered to be comparable to the
reference values previously reported, except for Cu [21]. In our athletes, we found hypocupremia, and
plasma values of Cu were lower than the published range in another study [30], which could have been
caused by the utilization of Cu for the synthesis of ceruloplasmin—an enzyme that plays an essential
role in the absorption and release of iron from the liver [31]. In addition, Koury et al. [32] reported that
Cu s a cofactor in the copper—zinc superoxide dismutase (Cu-Zn SOD) antioxidant enzyme that acts to
reduce the toxicity of ROS and has been shown to increase in humans after long physical activity.

In this study, Cu was negatively related to muscle and bone weight, where 63% of the total body
content is stored. As previously mentioned, this element is necessary for the synthesis of Cu-Zn
SOD, and its deficit could increase muscle damage as a result of OS. Regarding bone mass, it has
been reported that a Cu deficiency reduces bone mineralization [33]. This mineral is a cofactor in the
enzyme lysyl oxidase, which strengthens collagen and bone fibers [34]. We also found a negative
correlation with the subscapular skinfold and fat mass. Recently, Cu has emerged as an important
modifier of body lipids; a deficiency of Cu causes the inhibition of semicarbazide-sensitive amine
oxidase (SSAQ) activity—a regulatory enzyme of energy utilization processes in adipocytes that favors
adipocyte hypertrophy and fat deposition [35]. It is thus necessary to check this TE in runners, because
excess fat mass is negatively related to sport performance [1]

Li plays an important role in several physiological functions—neural communication, metabolism
and cell proliferation—but a deficit or excess concentrations induce negative or toxic effects [36].
The plasma Li concentrations of our runners were lower than the ranges established in adults—from
7 to 28 ug/L [37]. The athletes presented a negative correlation between the Li and abdominal and
subscapular skinfolds, as well as the sum of four and six skinfolds and fat mass. A recent study
by Castillo-Quan et al. [38] reported that Li is an inhibitor of glycogen synthase kinase 3 (GSK-3),
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an enzyme that regulates glycogen levels in tissues and can reduce triglyceride concentrations in flies,
even when they feed on high-carbohydrate diets, which would favor a lower accumulation of fat mass
in runners due to the greater use of fat as an energy substrate in the training sessions. In addition,
several studies have reported that, at low doses, Li protects cells against death caused by OS [38,39],
and it has been reported that OS favors the deposition and accumulation of fat mass [17].

We also found a negative relationship between Li and bone weight, and it has been suggested
that Li may act as a substitute for potassium (K) and magnesium (Mg) and replace them at sites not
occupied by them [36]. Tucker et al. [40] reported that both minerals contribute to maintaining adequate
bone mineral density; therefore, Li could be used in runners to replace K and Mg in bone remodeling,
since their bones support the greater stress caused by the impact of running in the training sessions.
A negative correlation was obtained for Li and muscle mass. Lithium is an element with antioxidant
functions in adequate concentrations [39]; however, it has a toxic effect in high concentrations [36].
It has been suggested that Li has the ability to interfere in cellular processes such as the redox state and
is able to produce damage to DNA and tissues [41]. Therefore, high Li plasma concentrations would
induce muscle catabolism as a result of OS in the runners.

Finally, a positive relationship was found between Li and performance, as the runners with
the highest plasma Li concentrations ran more meters in the incremental stress test, which could be
related to the antioxidant function of Li as well as its action on runners’ glycogen metabolism [38].
As reported, Li inhibits the activity of the GSK-3 enzyme [38]. We hypothesized that this performance
improvement could be the consequence of an optimization in fat metabolism of the runners, delaying
the use of glycogen as an energy substrate for higher running intensities. Li is an element that generates
controversy given the current knowledge and available data, and therefore its possible ergogenic and
other effects should be studied more extensively.

Mn is an essential metal required for proper immune function, the regulation of cellular energy,
reproduction and bone growth, and it acts as cofactor in manganese superoxide dismutase (Mn-SOD)—a
mitochondrial antioxidant enzyme which neutralizes ROS [42]. This TE presented a positive correlation
with the abdominal and suprailiac skinfolds and a negative correlation with the medial calf skinfold.
It is known that physical activity generates an increase in ROS production and OS [43] that favors fat
mass deposition. Research has concluded that adipose tissue increases the local and systemic release
of proinflammatory adipocytokines, and this low-grade chronic inflammatory response increases ROS
production and permanent OS, with adverse effects on health [44]. There would be an attempt to
reverse these inflammatory responses by the action of Mn-SOD when fat tissue is accumulated at the
central level in the body, since visceral fat has a more negative impact on health [45].

Se is an essential mineral that participates in the metabolism of thyroid hormones through
the iodothyronine deiodinases and is a cofactor of glutathione peroxidase (GPH-Px) and other
selenoproteins [46]. Plasma Se concentration had an inverse correlation with fat mass, abdominal
and subscapular skinfolds and the sum of four and six skinfolds. Several studies have shown the
relationship between subjects with low plasma Se concentrations and obesity, as a result of a higher
inflammatory state that increases OS and reduces their concentrations for use as an antioxidant by
different selenoproteins [47]. As mentioned, intensive training generates an increase in ROS production,
and an augmented production of GPH-Px and the synthesis of other selenoproteins in the athletes would
occur to protect against OS, decreasing plasma Se concentrations. It has also been suggested that Se
might have the ability to inhibit adipocyte hypertrophy, the accumulation of cholesterol and abdominal
fat as a consequence of the regulation of the gene for the 3-oxidation of fatty acids [48]. This element
could be used as a treatment in overweight people through the reduction of lipid metabolism; therefore,
more studies in humans are necessary to check the possible ergogenic effects of Se and determine the
appropriate amount without causing possible harmful effects. We also found an inverse relationship
with bone weight; as reported, Se participates indirectly in bone health, and Chinese populations with
low plasma levels reported more bone disorders as a result of Kashin—-Beck disease, which induces
necrosis in bone growth cartilage chondrocytes [34].
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Plasma V concentration is inversely related to the medial calf skinfold. Previous studies have
related this skinfold with performance in endurance runners, because with a lower body mass
concentrated in the legs, they would perform less work during running, if other factors were
unchanged [49]. V is a TE that is attributed mimetic properties to insulin (I); both V and I can increase
adiponectin content in adipocytes [34]. Adiponectin is secreted by adipocytes and stimulates fatty
acid oxidation, reduces plasma triglycerides and improves glucose metabolism by increasing insulin
sensitivity [50]. It has been hypothesized that some compounds of V could be used as substitutes for
insulin in diseases such as diabetes; however, the latest reviews do not support this, since long-term
treatment could cause toxicity due to the possible excess accumulation of V [51].

The concentration of Zn in plasma had an inverse correlation with the abdominal skinfold. In adult
subjects, low zinc concentrations were associated with increased abdominal fat [52]. Recent scientific
evidence seems to indicate that Zn acts as an important regulator of homeostasis of zinc-a2-glycoprotein
(ZAG); this adipokine plays an essential role in lipid mobilization and glucose homeostasis regulation.
Deficiencies of this essential mineral in the athletes could compromise the physiological functions of
ZAG [53]. Balaz et al. [54] indicated that subcutaneous fatty tissue is the main producer of ZAG, and its
concentrations in obese subjects were notably reduced, showing a potential role of this adipokine
in protecting against the development of obesity, although more studies are needed to clarify the
relationship between Zn and ZAG metabolism in obesity.

Regarding plasma Rb concentrations, we found inverse correlations with fat, muscle and bone
mass. Rb affects the activity of Na* and K*-ATPase due to the similar physicochemical property
of Rb to potassium (K); this enzyme plays an important role in the homeostasis of Na*, K* and
Ca?" in muscle cells and in the excitability of their membrane, contributing to the maintenance of
vascular tone [55]. Stolk et al. [56] suggested that Rb released larger amounts of neuronally stored
norepinephrine to central adrenergic receptors, the known effects of which would cause an increase in
heart rate, increased thermogenesis of brown adipose tissue, increased glucose uptake in the muscle as
well as an increase in fatty tissue lipolysis that would favor the loss of fat mass in runners. With respect
to muscle mass, we hypothesize that an excess increase in energy expenditure could cause an energy
deficit in athletes that would induce catabolism and the loss of muscle weight. In relation to bone
mass, it has recently been reported that K is positively related to better bone mineral density [57];
as mentioned, Rb can replace the functions of K [55] and therefore would be used by the body to
maintain adequate bone health in athletes.

Sr is a mineral that is stored in bones and is thought to have a double action: promoting osteogenic
bone formation and inhibiting osteoclastic bone resorption [58]. In relation to Sr, we found a positive
relationship with muscle mass, Gulhan et al. [59] reported a study in osteoporotic women supplemented
with Sr, where the concentrations of insulin-like growth factor 1 (IGF-1), an anabolic hormone that
promotes muscle growth, increased significantly. In addition, IGF-1 participates in the metabolism of
lipids and glucose, favoring fat oxidation and possibly benefitting fat mass loss [60], as occurred in our
study, since there is a negative relationship of this element with the tricipital and abdominal skinfolds.
However, more studies are necessary to understand and determine these functions of Sr.

We found an inverse relationship between plasma As concentrations and the thigh skinfold,
although with the current scientific evidence, we cannot justify this relationship. We hypothesize that
fat weight could store As, and when runners lose fat mass, this toxic TE is eliminated.

Be plasma concentrations had a positive relation with muscle mass. The lung is the main Be
storage place in the organism [21], although we hypothesize that muscle weight is also a storage
place. Maynar-Marino et al. [61] reported that athletes of different sport modalities had more Be
concentrations and more muscle mass than control subjects.

In the present study, we found a positive relationship between plasma Pb concentrations and
the abdominal skinfold. Different studies have reported that Pb is a TE that favors the production of
ROS, and it is considered to be an endocrine disruptor with possible obesogenic effects, favoring the
increase and accumulation of fatty tissue [11,62], which would be negative for performance. Several
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studies have reported that Se is an essential element to combat oxidative stress induced by Pb due to its
antioxidant function [63], and it is necessary to check the intake and consider possible supplementation
of this element.

Limitations of this study included the fact that TEs enter the body by different paths; one of
the main exposure sources is diet. In this survey, nutritional intake was analyzed by recording the
number of grams of each food ingested during the evaluation days; the amount of each specific
mineral was obtained using several databases. The intake of TE by the runners was obtained using
a self-report questionnaire that introduced some inaccuracies. It should be borne in mind that the
quantity of TE which we find in the same foods is variable depending on its origin (environmental
characteristics, type of soil, etc.) as well as the possible interactions that occur as a result of their
preparation, consumption and metabolism. The use of dual-energy X-ray absorptiometry (DXA)
or bioelectrical impedance analysis (BIA) methods could provide more accurate data on the body
composition of subjects. Another limitation was that some of the studies that have been cited in
the discussion used different methodologies. Likewise, although we have used the most significant
correlations, some of our assessments may be somewhat speculative, due to the scarcity of studies in
humans—and specifically in runners—and may not allow us to be able to present a robust discussion.
Future studies are required to clarify these points.

5. Conclusions

Endurance training causes changes in the body concentrations of several trace elements that
can trigger modifications in body composition. Thus, endurance runners should check the intake of
essential TEs such as Cu, Se, V and Li in order to avoid any possible cases of deficit and establish
optimal supplementation regimens. We must encourage endurance runners to follow diets with foods
rich in these minerals to avoid possible deficits as a consequence of their continuous training loads.
This could protect them against excess ROS production and exercise-induced OS and thus could
facilitate fat deposition and possible changes in body composition.

More studies are required with endurance runners to clarify the possible relationships
found between the trace element concentrations analyzed and the changes in body composition;
these relationships may be of future interest in widely extended pathologies such as obesity.

Author Contributions: Conceptualization, M.M. methodology, M.M.; formal analysis, M.M., M.C.R., V.T. and G.B.;
data curation, M.M. and V.T.; writing—original draft preparation, J.A., G.B. and D.M.; writing—review and
editing, M.M., J.A. and G.B. All authors have read and agreed to the published version of the manuscript.

Funding: This research received no external funding.
Acknowledgments: The authors gratefully acknowledge the collaboration of the athletes.

Conflicts of Interest: The authors declare no conflict of interest.

References

1. Mooses, M.; Jurimae, J.; Maestu, ].; Purge, P.; Mooses, K.; Jurimae, T. Anthropometric and physiological
determinants of running performance in middle- and long-distance runners. Kinesiology 2013, 45, 154-162.

2. Berg, K. Endurance training and performance in runners—Research limitations and unanswered questions.
Sports Med. 2003, 33, 59-73. [CrossRef] [PubMed]

3.  Dellagrana, R.A.; Guglielmo, L.G.A.; Santos, B.V.; Hernandez, S.G.; da Silva, S.G.S.G.; de Campos, W.
Physiological, anthropometric, strength, and muscle power characteristics correlates with running
performance in young runners. J. Strength Cond. Res. 2015, 29, 1584-1591. [CrossRef] [PubMed]

4. Arrese, A.L,; Ostariz, E.S.; Mallen, ].A.C.; Izquierdo, D.M. The changes in running performance and maximal
oxygen uptake after long-term training in elite athletes. J. Sports Med. Phys. Fit. 2005, 45, 435-440.

5. Arrese, A.L.; Ostariz, E.S.; Ostariz, E.S. Skinfold thicknesses associated with distance running performance
in highly trained runners. J. Sports Sci. 2006, 24, 69-76. [CrossRef]


http://dx.doi.org/10.2165/00007256-200333010-00005
http://www.ncbi.nlm.nih.gov/pubmed/12477378
http://dx.doi.org/10.1519/JSC.0000000000000784
http://www.ncbi.nlm.nih.gov/pubmed/26010795
http://dx.doi.org/10.1080/02640410500127751

Int. |. Environ. Res. Public Health 2020, 17, 6563 13 of 15

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.
21.
22.
23.

24.

25.

26.

27.

28.

Laumets, R.; Viigipuu, K.; Mooses, K.; Médestu, J.; Purge, P.; Pehme, A.; Kaasik, P.; Mooses, M.; Maestu, J.;
Purge, P; et al. Lower Leg Length is Associated with Running Economy in High Level Caucasian Distance
Runners. J. Hum. Kinet. 2017, 56, 229-239. [CrossRef]

Fraga, C.G. Relevance, essentiality and toxicity of trace elements in human health. Mol. Asp. Med. 2005,
26, 235-244. [CrossRef]

Maynar, M.; Bartolomé, I.; Alves, J.; Barrientos, G.; Grijota, EJ.; Robles, M.C.; Munoz, D. Influence of a
6-month physical training program on serum and urinary concentrations of trace metals in middle distance
elite runners. J. Int. Soc. Sports Nutr. 2019, 16, 53. [CrossRef]

Heffernan, S.M.; Horner, K.; De Vito, G.; Conway, G.E. The role of mineral and trace element supplementation
in exercise and athletic performance: A systematic review. Nutrients 2019, 11, 696. [CrossRef]

Soria, M.; Gonzalez-Haro, C.; Anson, M.; Lopez-Colon, J.L.; Escanero, J.F. Plasma levels of trace elements
and exercise induced stress hormones in well-trained athletes. J. Trace Elem. Med. Biol. 2015, 31, 113-119.
[CrossRef]

Wang, N.; Lu, M,; Chen, C; Xia, F; Han, B.; Li, Q.; Cheng, J.; Chen, Y.; Zhu, C.; Jensen, M.D.; et al. Adiposity
genetic risk score modifies the association between blood lead level and body mass index. J. Clin. Endocrinol.
Metab. 2018, 103, 4005-4013. [CrossRef] [PubMed]

Mastorakos, G.; Pavlatou, M.; Diamanti-Kandarakis, E.; Chrousos, G.P. Exercise and the stress system.
Hormones (Athens) 2005, 4, 73-89. [PubMed]

Nikolaidis, M.G.; Jamurtas, A.Z. Blood as a reactive species generator and redox status regulator during
exercise. Arch. Biochem. Biophys. 2009, 490, 77-84. [CrossRef] [PubMed]

Powers, S.; Nelson, W.; Hudson, M. Exercise-induced oxidative stress in humans: Cause and consequences.
Free Radic. Biol. Med. 2011, 51, 942-950. [CrossRef] [PubMed]

Mufioz Marin, D.; Barrientos, G.; Alves, J.; Grijota, E]J.; Robles, M.C.; Maynar, M.; Munoz, D.; Barrientos, G.;
Alves, |.; Grijota, EJ.; et al. Oxidative stress, lipid peroxidation indexes and antioxidant vitamins in long and
middle distance athletes during a sport season. . Sports Med. Phys. Fit. 2017, 58. [CrossRef]

Maynar, M.; Munoz, D.; Alves, J.; Barrientos, G.; Grijota, E].J.; Robles, M.C.C.; Llerena, F; Mufioz, D.; Alves, J.;
Barrientos, G.; et al. Influence of an Acute Exercise Until Exhaustion on Serum and Urinary Concentrations
of Molybdenum, Selenium, and Zinc in Athletes. Biol. Trace Elem. Res. 2018, 186, 361-369. [CrossRef]
Zhang, Q.; Qian, Z.Y.; Zhou, PH.; Zhou, X.L.; Zhang, D.L.; He, N.; Zhang, J.; Liu, Y.H.; Gu, Q. Effects of oral
selenium and magnesium co-supplementation on lipid metabolism, antioxidative status, histopathological
lesions, and related gene expression in rats fed a high-fat diet. Lipids Health Dis. 2018, 17, 165. [CrossRef]
Garcia, O.P; Long, K.Z.; Rosado, J.L. Impact of micronutrient deficiencies on obesity. Nutr. Rev. 2009,
67,559-572. [CrossRef]

Tinkov, A.A.; Sinitskii, A.IL; Popova, E.V.; Nemereshina, O.N.; Gatiatulina, E.R.; Skalnaya, M.G.; Skalny, A.V,;
Nikonorov, A.A. Alteration of local adipose tissue trace element homeostasis as a possible mechanism of
obesity-related insulin resistance. Med. Hypotheses 2015, 85, 343-347. [CrossRef]

Barrientos, G.; Alves, J.; Pradas, F; Robles, M.C.; Mufioz, D.; Maynar, M. Association between parameters
related to oxidative stress and trace minerals in Athletes. Sustainability 2020, 12, 4966. [CrossRef]
Kabata-Pendias, A.; Mukherjee, A. Trace Elements from Soil to Human; Springer: Berlin/Heidelberg, Germany,
2007.

Moreiras, O. Tablas de Composicion de Alimentos, 16th ed.; Pirdmide: Madrid, Spain, 2013.

Reilly, C. The Nutritional Trace Metals; Blackwell Publishing Ltd.: Oxford, UK, 2004.

Porta, J.; Galiano, D.; Tejedo, A.; Gonzalez, ].M. Valoraciéon de la composicién corporal. Utopias y realidades.
Man. Cineantropometria Monogr. FEMEDE 1993, 1993, 113-170.

Stewart, A.; Marfell-Jones, M. International Society for the Advancement of, K. International Standards for
Anthropometric Assessment; International Society for the Advancement of Kinanthropometry: Lower Hutt,
New Zealand, 2011; ISBN1 0620362073. ISBN2 9780620362078.

Carter, J.; Jeukendrup, A.E. Validity and reliability of three commercially available breath-by-breath respiratory
systems. Eur. ]. Appl. Physiol. 2002, 86, 435-441. [CrossRef]

Niemela, K.; Palatsi, I.; Takkunen, J. The oxygen uptake—Work-output relationship of runners during graded
cycling exercise: Sprinters vs. endurance runners. Br. J. Sport. Med. 1980, 14, 204-209. [CrossRef] [PubMed]
Chan, Y. Biostatistics 104: Correlational analysis. Singap. Med. ]. 2003, 44, 614-619.


http://dx.doi.org/10.1515/hukin-2017-0040
http://dx.doi.org/10.1016/j.mam.2005.07.013
http://dx.doi.org/10.1186/s12970-019-0322-7
http://dx.doi.org/10.3390/nu11030696
http://dx.doi.org/10.1016/j.jtemb.2015.04.004
http://dx.doi.org/10.1210/jc.2018-00472
http://www.ncbi.nlm.nih.gov/pubmed/30202913
http://www.ncbi.nlm.nih.gov/pubmed/16613809
http://dx.doi.org/10.1016/j.abb.2009.08.015
http://www.ncbi.nlm.nih.gov/pubmed/19712664
http://dx.doi.org/10.1016/j.freeradbiomed.2010.12.009
http://www.ncbi.nlm.nih.gov/pubmed/21167935
http://dx.doi.org/10.23736/s0022-4707.17.07887-2
http://dx.doi.org/10.1007/s12011-018-1327-9
http://dx.doi.org/10.1186/s12944-018-0815-4
http://dx.doi.org/10.1111/j.1753-4887.2009.00228.x
http://dx.doi.org/10.1016/j.mehy.2015.06.005
http://dx.doi.org/10.3390/su12124966
http://dx.doi.org/10.1007/s00421-001-0572-2
http://dx.doi.org/10.1136/bjsm.14.4.204
http://www.ncbi.nlm.nih.gov/pubmed/6778544

Int. |. Environ. Res. Public Health 2020, 17, 6563 14 of 15

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

50.

Stellingwerff, T. Case Study: Body Composition Periodization in an Olympic-Level Female Middle-Distance
Runner Over a 9-Year Career. Int. J. Sport Nutr. Exerc. Metab. 2018, 28, 428-433. [CrossRef]

Sanchez, C.; Lépez-Jurado, M.; Aranda, P; Llopis, J. Plasma levels of copper, manganese and selenium in an
adult population in southern Spain: Influence of age, obesity and lifestyle factors. Sci. Total Environ. 2010,
408,1014-1020. [CrossRef]

Collins, J.F; Prohaska, J.R.; Knutson, M.D. Metabolic crossroads of iron and copper. Nutr. Rev. 2010,
68, 133-147. [CrossRef]

Koury, J.C.; de Oliveira, A.V.,; Portella, E.S.; De Oliveira, C.F.; Lopes, G.C.; Donangelo, C.M. Zinc and copper
biochemical indices of antioxidant status in elite athletes of different modalities. Int. ]. Sport Nutr. Exerc.
Metab. 2004, 14, 358-372. [CrossRef]

Qu, X.; He, Z.; Qiao, H.; Zhai, Z.; Mao, Z.; Yu, Z.; Dai, K. Serum copper levels are associated with bone
mineral density and total fracture. . Orthop. Transl. 2018, 14, 34—44. [CrossRef] [PubMed]

Medeiros, D.M. Copper, iron, and selenium dietary deficiencies negatively impact skeletal integrity: A review.
Exp. Biol. Med. 2016, 241, 1316-1322. [CrossRef]

Yang, H.; Ralle, M.; Wolfgang, M.].; Dhawan, N.; Burkhead, J.L.; Rodriguez, S.; Kaplan, J.H.; Wong, G.W.;
Haughey, N.; Lutsenko, S. Copper-dependent amino oxidase 3 governs selection of metabolic fuels in
adipocytes. PLoS Biol. 2018, 16, e2006519. [CrossRef] [PubMed]

Shahzad, B.; Mughal, M.N.; Tanveer, M.; Gupta, D.; Abbas, G. Is lithium biologically an important or toxic
element to living organisms? An overview. Environ. Sci. Pollut. Res. 2017, 24, 103-115. [CrossRef] [PubMed]
Schrauzer, G.N. Lithium: Occurrence, Dietary Intakes, Nutritional Essentiality. . Am. Coll. Nutr. 2002,
21, 14-21. [CrossRef] [PubMed]

Castillo-Quan, J.I; Li, L.; Kinghorn, K.J.; Ivanov, D.K,; Tain, L.S,; Slack, C.; Kerr, F.; Nespital, T.; Thornton, J.;
Hardy, J.; et al. Lithium Promotes Longevity through GSK3/NRF2-Dependent Hormesis. Cell Rep. 2016,
15, 638-650. [CrossRef]

Zarse, K,; Terao, T.; Tian, J.; Iwata, N.; Ishii, N.; Ristow, M. Low-dose lithium uptake promotes longevity in
humans and metazoans. Eur. J. Nutr. 2011, 50, 387-389. [CrossRef]

Tucker, K.L.; Hannan, M.T.; Chen, H.; Cupples, L.A.; Wilson, PW.E; Kiel, D.P. Potassium, magnesium, and
fruit and vegetable intakes are associated with greater bone mineral density in elderly men and women.
Am. |. Clin. Nutr. 1999, 69, 727-736. [CrossRef]

Guidotti, S.; Minguzzi, M.; Platano, D.; Cattini, L.; Trisolino, G.; Mariani, E.; Borzi, R M. Lithium chloride
dependent glycogen synthase kinase 3 inactivation links oxidative DNA damage, hypertrophy and senescence
in human articular chondrocytes and reproduces chondrocyte phenotype of obese osteoarthritis patients.
PLoS ONE 2015, 10, €0143865. [CrossRef] [PubMed]

Chen, P; Bornhorst, J.; Aschner, M. Manganese metabolism in humans. Front Biosci. 2018, 23, 1655-1679.
[CrossRef]

Collins, J.F. Molecular, Genetic, and Nutritional Aspects of Major and Trace Minerals; Academic Press: Cambridge,
MA, USA, 2016; ISBN 9780128021682.

Marseglia, L.; Manti, S.; D’Angelo, G.; Nicotera, A.; Parisi, E.; Di Rosa, G.; Gitto, E.; Arrigo, T. Oxidative
stress in obesity: A critical component in human diseases. Int. ]. Mol. Sci. 2014, 16, 378-400. [CrossRef]
Neeland, L].; Ross, R.; Després, ].P.; Matsuzawa, Y.; Yamashita, S.; Shai, I.; Seidell, ].; Magni, P,; Santos, R.D.;
Arsenault, B.; et al. Visceral and ectopic fat, atherosclerosis, and cardiometabolic disease: A position
statement. Lancet Diabetes Endocrinol. 2019, 7, 715-725. [CrossRef]

Rayman, M.P. Selenium and human health. Lancet 2012, 379, 1256-1268. [CrossRef]

Zhong, Q.; Lin, R.; Nong, Q. Adiposity and serum selenium in U.S. adults. Nutrients 2018, 10, 727. [CrossRef]
[PubMed]

Kim, J.E.; Choi, S.I; Lee, HR.; Hwang, L.S.; Lee, Y.J.; An, B.S,; Lee, S.H.; Kim, H.]J.; Kang, B.C.; Hwang, D.Y.
Selenium significantly inhibits adipocyte hypertrophy and abdominal fat accumulation in OLETF rats via
induction of fatty acid 3-oxidation. Biol. Trace Elem. Res. 2012, 150, 360-370. [CrossRef] [PubMed]

Legaz, A.; Eston, R. Changes in performance, skinfold thicknesses, and fat patterning after three years of
intense athletic conditioning in high level runners. Br. ]. Sports Med. 2005, 39, 851-856. [CrossRef] [PubMed]
Trevifio, S.; Diaz, A.; Sdnchez-Lara, E.; Sanchez-Gaytan, B.L.; Perez-Aguilar, ].M.; Gonzalez-Vergara, E.
Vanadium in Biological Action: Chemical, Pharmacological Aspects, and Metabolic Implications in Diabetes
Mellitus. Biol. Trace Elem. Res. 2019, 188, 68-98. [CrossRef] [PubMed]


http://dx.doi.org/10.1123/ijsnem.2017-0312
http://dx.doi.org/10.1016/j.scitotenv.2009.11.041
http://dx.doi.org/10.1111/j.1753-4887.2010.00271.x
http://dx.doi.org/10.1123/ijsnem.14.3.358
http://dx.doi.org/10.1016/j.jot.2018.05.001
http://www.ncbi.nlm.nih.gov/pubmed/30035031
http://dx.doi.org/10.1177/1535370216648805
http://dx.doi.org/10.1371/journal.pbio.2006519
http://www.ncbi.nlm.nih.gov/pubmed/30199530
http://dx.doi.org/10.1007/s11356-016-7898-0
http://www.ncbi.nlm.nih.gov/pubmed/27785724
http://dx.doi.org/10.1080/07315724.2002.10719188
http://www.ncbi.nlm.nih.gov/pubmed/11838882
http://dx.doi.org/10.1016/j.celrep.2016.03.041
http://dx.doi.org/10.1007/s00394-011-0171-x
http://dx.doi.org/10.1093/ajcn/69.4.727
http://dx.doi.org/10.1371/journal.pone.0143865
http://www.ncbi.nlm.nih.gov/pubmed/26618897
http://dx.doi.org/10.2741/4665
http://dx.doi.org/10.3390/ijms16010378
http://dx.doi.org/10.1016/S2213-8587(19)30084-1
http://dx.doi.org/10.1016/S0140-6736(11)61452-9
http://dx.doi.org/10.3390/nu10060727
http://www.ncbi.nlm.nih.gov/pubmed/29874857
http://dx.doi.org/10.1007/s12011-012-9519-1
http://www.ncbi.nlm.nih.gov/pubmed/23076603
http://dx.doi.org/10.1136/bjsm.2005.018960
http://www.ncbi.nlm.nih.gov/pubmed/16244197
http://dx.doi.org/10.1007/s12011-018-1540-6
http://www.ncbi.nlm.nih.gov/pubmed/30350272

Int. |. Environ. Res. Public Health 2020, 17, 6563 15 of 15

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

Domingo, J.L.; Gémez, M. Vanadium compounds for the treatment of human diabetes mellitus: A scientific
curiosity? A review of thirty years of research. Food Chem. Toxicol. 2016, 95, 137-141. [CrossRef] [PubMed]
Singh, R.B.; Beegom, R.; Rastogi, S.S.; Gaoli, Z.H.E.N.G.; Shoumin, Z. Association of low plasma concentrations
of antioxidant vitamins, magnesium and zinc with high body fat per cent measured by bioelectrical impedance
analysis in Indian men. Magnes. Res. 1998, 11, 3-10. [PubMed]

Severo, J.S.; Morais, J.B.S.; Beserra, ].B.; dos Santos, L.R.; de Sousa Melo, S.R.; de Sousa, G.S.; de Matos
Neto, E.M.; Henriques, G.S.; do Nascimento Marreiro, D. Role of Zinc in Zinc-a2-Glycoprotein Metabolism
in Obesity: A Review of Literature. Biol. Trace Elem. Res. 2020, 193, 81-88. [CrossRef]

Balaz, M.; Vician, M.; Janakova, Z.; Kurdiova, T.; Surova, M.; Imrich, R.; Majercikova, Z.; Penesova, A.;
Vlcek, M,; Kiss, A.; et al. Subcutaneous adipose tissue zinc-a2-glycoprotein is associated with adipose tissue
and whole-body insulin sensitivity. Obesity 2014, 22, 1821-1829. [CrossRef]

Rahimi, N.; Hassanipour, M.; Yarmohammadji, F.; Faghir-Ghanesefat, H.; Pourshadi, N.; Bahramnejad, E.;
Dehpour, A.R. Nitric oxide and glutamate are contributors of anti-seizure activity of rubidium chloride:
A comparison with lithium. Neurosci. Lett. 2019, 708, 134349. [CrossRef]

Stolk, J.M.; Nowack, W.J.; Barchas, J.D.; Platman, S.R. Brain norepinephrine: Enhanced turnover after
rubidium treatment. Science 1970, 168, 501-503. [CrossRef] [PubMed]

Kong, S.H.; Kim, ].H.; Hong, A.R;; Lee, ] H.; Kim, S.W.; Shin, C.S. Dietary potassium intake is beneficial to
bone health in a low calcium intake population: The Korean National Health and Nutrition Examination
Survey (KNHANES) (2008-2011). Osteoporos. Int. 2017, 28, 1577-1585. [CrossRef] [PubMed]

Pilmane, M.; Salma-Ancane, K.; Loca, D.; Locs, J.; Berzina-Cimdina, L. Strontium and strontium ranelate:
Historical review of some of their functions. Mater. Sci. Eng. C 2017, 78, 1222-1230. [CrossRef]

Gulhan, I; Bilgili, S.; Gunaydin, R.; Gulhan, S.; Posaci, C. The effect of strontium ranelate on serum insulin like
growth factor-1 and leptin levels in osteoporotic post-menopausal women: A prospective study. Arch. Gynecol.
Obstet. 2008, 278, 437-441. [CrossRef] [PubMed]

Orry, S.; Nigro, E.; Mandola, A.; Alfieri, A.; Buono, P; Daniele, A.; Mancini, A.; Imperlini, E. A functional
interplay between IGF-1 and adiponectin. Int. . Mol. Sci. 2017, 18, 2145. [CrossRef] [PubMed]

Maynar, M.; Llerena, F; Bartolomé, I.; Alves, ].; Grijota, E]J.; Robles, M.C.; Mufioz, D.; Bartolome, L.; Alves, J.;
Grijota, EJ.; et al. Influence of an exercise until exhaustion in serum and urinary concentrations of toxic
minerals among professional athletes, a preliminary approach. J. Trace Elem. Med. Biol. 2018, 50, 312-319.
[CrossRef]

Wang, N.; Chen, C.; Nie, X,; Han, B.; Li, Q.; Chen, Y.; Zhu, C.; Chen, Y,; Xia, F; Cang, Z; et al. Blood lead
level and its association with body mass index and obesity in China—Results from SPECT-China study.
Sci. Rep. 2015, 5, 18299. [CrossRef]

Pawlas, N.; Dobrakowski, M.; Kasperczyk, A.; Koztowska, A.; Mikotajczyk, A.; Kasperczyk, S. The Level of
Selenium and Oxidative Stress in Workers Chronically Exposed to Lead. Biol. Trace Elem. Res. 2016, 170, 1-8.
[CrossRef]

@ © 2020 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access
@ article distributed under the terms and conditions of the Creative Commons Attribution

(CC BY) license (http://creativecommons.org/licenses/by/4.0/).


http://dx.doi.org/10.1016/j.fct.2016.07.005
http://www.ncbi.nlm.nih.gov/pubmed/27417449
http://www.ncbi.nlm.nih.gov/pubmed/9595544
http://dx.doi.org/10.1007/s12011-019-01702-w
http://dx.doi.org/10.1002/oby.20764
http://dx.doi.org/10.1016/j.neulet.2019.134349
http://dx.doi.org/10.1126/science.168.3930.501
http://www.ncbi.nlm.nih.gov/pubmed/5436089
http://dx.doi.org/10.1007/s00198-017-3908-4
http://www.ncbi.nlm.nih.gov/pubmed/28093633
http://dx.doi.org/10.1016/j.msec.2017.05.042
http://dx.doi.org/10.1007/s00404-008-0611-x
http://www.ncbi.nlm.nih.gov/pubmed/18322691
http://dx.doi.org/10.3390/ijms18102145
http://www.ncbi.nlm.nih.gov/pubmed/29036907
http://dx.doi.org/10.1016/j.jtemb.2018.07.022
http://dx.doi.org/10.1038/srep18299
http://dx.doi.org/10.1007/s12011-015-0435-z
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Materials and Methods 
	Participants 
	Nutritional Assessment 
	Training Characteristics 
	Anthropometric Measures 
	Physical Performance Evaluation 
	Blood Sample 
	Sample Determination 
	Statistical Analysis 

	Results 
	Discussion 
	Conclusions 
	References

