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Abstract

Metabolic alterations in physiological aging may depend on oxidative-antioxidative ba-
lance and biomineral status. The aim was to analyze concentrations of serum copper (Cu)
and zinc (Zn) among excess body mass persons due to their age. Material: 72 healthy Cau-
casians, divided into 3 groups: AGE1l, AGE2, AGE3 (30-45, 46-60, 61-75 years old respecti-
vely), with body mass index (BMI) =25 kg m™2 were qualified for oral glucose tolerance
test (OGTT) and fasting (GO') and 2-hours (G120') glycemia were determined (enzymatical-
ly). Type 2 diabetes mellitus was excluded. Concentration of serum Cu and Zn (AAS), in-
sulin (ELISA) and plasma lipids: total cholesterol, high density lipoproteins cholesterol, tria-
cyloglyceroles (enzymatically) were measured in fasting samples. Low density lipoproteins
cholesterol was obtained using Friedewald formula. Insulin Resistance ratios and Cu/Zn
ratio were calculated. Results: No differences concerning BMI, waist, diastolic blood pres-
sure, lipids and insulin concentrations and insulin resistance ratios were observed. Incre-
asing G0’, G120' and systolic blood pressure from group 1 to 3 (p=0.01, p=0.01, p=0.04 re-
spectively) were found. AGE2 group had the lowest Zn concentration 10.67+3.37 umol dm™3, (p=0.002)
and the highest Cu/Zn ratio 1.73+0.64 (p=0.0003). We calculated negative correlations Zn
and SBP (R=-0.45, p=0.04), Zn and DBP (R=-0.46, p=0.04), Zn and G 120’ (R=-0.45, p=0.03)
in the oldest group. Conclusions: Different zinc concentration while aging may occur, and
may imply different metabolic usage of the biominerals, especially in obese patients other-
wise healthy subjects.
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ANALIZA STEZEN CYNKU I MIEDZI W SUROWICY 0SOB ZE ZWIEKSZONA MASA
CIALA W ZALEZNOSCI OD WIEKU

Abstrakt

W procesie starzenia obserwuje sie rozw(j zaburzen metabolicznych, w ktérych dys-
kutuje sie udzial stanu réwnowagi oksydacyjno-antyoksydacyjnej oraz biopierwiastkow: cyn-
ku i miedzi. Celem badan byta ocena stezenia cynku i miedzi w surowicy oséb o zwiekszo-
nej masie cialta w zalezno$ci od ich wieku. W badanich uczestniczyly 72 osoby rasy biatej
o zwiekszonym BMI 325 kg m=2; przeprowadzono test doustnego obciazenia glukoza
(OGTT), mierzac glikemie na czczo (GO’) i po 2 h (G120’) enzymatycznie. Wykluczono oso-
by z cukrzyca typu 2. Na czczo oznaczono stezenie cynku i miedzi (AAS), insuliny (ELISA)
w surowicy oraz stezenie parametrow lipidowych: cholesterolu catkowitego, cholesterolu
frakeji HDL, triacylogliceroli (enzymatycznie). Cholesterol frakeji LDL wyznaczono wzorem
Friedewalda. Obliczono wskazniki insulinooporno$ci oraz stosunek Cu/Zn. Badano grupy
w zalezno$ci od wieku: AGE1, AGE2, AGE3 (odpowiednio: 30-45, 46-60, 61-75 lat). Stwier-
dzono, ze grupy nie roznilty sie¢ BMI, obwodem pasa, rozkurczowym ci$nieniem tetniczym,
profilem lipidowym, stezeniem insuliny oraz wskaznikéw insulionopornosci. Analiza grup
1-3 wykazala wzrastajace stezenie GO0’, G120’ i ci$nienie skurczowe (SBP), odpowiednio
p=0,01; p=0,01; p=0,04 oraz réznice w stezeniu Zn (p=0,002) i Cu/Zn (p=0,0003), z najniz-
szymi wartosciami Zn 10,67+3,37 pmol dm= i najwyzszym Cu/Zn 1,73+0,64 — u AGE2;
u AGE3 zaobserwowano ujemne korelacje dla Zn i SBP (R=-0,45; p=0,04), Zn i DBP
(R=-0,46; p=0,04), Zn i G120’ (R=-0,45; p=0,03). Dysproporcja stezen Zn miedzy grupa
w §rednim a podesztym wieku moze by¢ ttumaczona réznymi sposobami wykorzystania Zn
w obliczu zaburzen metabolicznych.

Stowa kluczowe: starzenie sig, pierwiastki §ladowe, miedz, cynk.

INTRODUCTION

Owing to modern medicine, the population of elderly people has been
growing. Increased body mass resulting in overweight or obesity and differ-
ent metabolic alterations may occur while aging. Studies concerning obesity,
hypertension, dyslipidemia and hyperglycemia are currently discussed (CERI-
ELLO 2008, HsukH et al. 2010, Su et al. 2008).

The oxidative-antioxidative status may play an important role in the
development of obesity-related disorders when we age. Copper and zinc are
essential cofactors involved in it. There are necessary for normal functions
of antioxidant, hematological, vascular, and neurological systems. It is known
that overweight and obese individuals are predisposed to lower blood con-
centrations of vitamins and minerals compared to people with normal body
weight (SINGH et al. 1998, MAaRREIRO et al. 2006).

Elderly people are more prone to insulin-resistance than middle-aged
individuals. Starting from the age of 30, plasma glucose concentration rises:
fasting glycemia increase about 1-2 mg cm™ and postprandial glycemia about
2-4 mg cm™ in every 10 years (WINGER, HORNICK 1996).
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There is very little knowledge about trace elements such as zinc or
copper or biomechanisms causing aging and finally death. Studies on lon-
gevity and metabolic factors contributing to healthy aging are observed. Al-
terations in the bioavailability of essential trace elements i.e. zinc and cop-
per, which are components of certain enzymes and nucleoproteins, may lead
to some tissues and systems dysregulations. During physiological aging, the
zinc status declines (MoccHEGIANI et al. 2006) while plasma copper increases
(MILNE, JOHNSON 1993).

It is difficult to assess whether the changes in the trace element status
are associated with chronic disease or aging. Studies on the biomineral sta-
tus in humans and the balance of trace elements may combine all patholog-
ical mechanisms involved and explain obesity-related problems while aging.

The aim of this study has been to analyze concentration of serum cop-
per (Cu) and zinc (Zn) among obese persons due to their age.

MATERIAL AND METHODS

The study was performed in the Department of Clinical Biochemistry
and Laboratory Medicine, Chair of Chemistry and Clinical Biochemistry of
Poznan University of Medical Sciences, under the permission from the local
ethics group in accordance with the Declaration of Helsinki of 1975 for Hu-
man Research, and the study protocol was approved by the Bioethics Com-
mittee of Poznan University of Medical Sciences in Poznan, Poland.

Subjects and Settings: Healthy Caucasians, 72 persons from the Poznan
metropolitan area, with no acute disease or severe chronic disorder, were
assessed. The following exclusion criteria were complied: coronary arterial
disease, history of diabetes, neoplastic diseases, inflammatory diseases, pre-
vious therapy, use of antioxidant drugs, alcohol use, smoking and electro-
cardiograph findings specific for myocardial ischaemia. Subjects were divided
into 3 age-groups, such as AGE1l: 0-45 years old (n=24, males=12, fe-
males=12), AGE2: 46-60 years old (n=24, males=12, females=12) and AGE3:
61-75 years old (n=24, males=12, females=12). Blood sampling and biochemi-
cal analysis: Blood was collected by venous arm puncture. All studied per-
sons were qualified for an oral glucose tolerance test (OGTT) according the
WHO recommendation (World Health Organization, 1999). The newly diag-
nosed type 2 diabetic patients were excluded. Glucose and lipids assay: The
concentration of plasma glucose at 0 minutes (fasting) and 120 minutes (post-
prandial) of the 75-g OGTT, and plasma lipids: total cholesterol (T-C), high
density lipoprotein cholesterol (HDL-C), triacyloglyceroles (TAG) were evalu-
ated enzymatically using a bioMerieux reagent kit (France) and a UV-160A
Shimadzu spectrophotometer (Japan). Low density lipoprotein cholesterol
(LDL-C) was obtained using Friedewald formula. Insulin assay: Fasting se-
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rum insulin was measured by the ELISA method (BioSource, Belgium) on
a microplater reader (Sunrise Tecan, Switzerland). Insulin resistance, IR ra-
tio — IR = {Ins/G0’ (mg cm™3)} and Homeostatic Model Assessment for Insu-
lin Resistance, HOMA-IR = {GO' (mmol dm—3)*Ins}/22,5 were calculated. Trace
elements assay: Serum copper and zinc concentrations were determined in
duplicate by flame atomic absorption spectrometry (Zeiss AAS-3, Germany).
The reference sera level 1 and level 2 (Randox, United Kingdom) were used
for monitoring the accuracy of the determinations. The Cu/Zn ratio was
established.

Statistical analysis: Statistica (version 6.0) for Windows was used for
statistical analysis. The normality of value distribution was checked by the
Shapiro-Wilk test. The non-parametric Kruskal Wallis followed by the Man-
Whitney U test were applied to assess the significance of differences be-
tween the groups. In order to determine the relation between Cu or Zn and
the other factors, Pearson linear correlation was used. A p<0.05 was consid-
ered statistically significant. The results are expressed as a mean +/- stand-
ard deviations (SD) and a median, given in round brackets.

RESULTS

Among the 72 studied persons, 24 were young adults aged 39 = 4 (41),
24 were middle-aged 52 = 4 (51) years old and 24 were elderly people aged
65 + 6 (64). The baseline characteristics and clinical parameters of the age-
groups 1-3 are presented in Table 1. There were no differences concerning
the BMI, waist, diastolic blood pressure, lipids and insulin concentrations as
well as IR and HOMA-IR ratios in investigated groups. The Kruskal-Wallis
test followed by the Man-Whitney U test showed increasing fasting (GO’)
and postprandial (G120') glycemia and systolic blood pressure (SBP) from
group 1 to 3 (p=0.01, p=0.01, p=0.04, respectively). In the youngest group
(AGE1), positive correlation between age and GO' (R=0.43, p=0.034) was ob-
served. In the middle-aged group (AGEZ2), positive correlation between age
and BMI (R=0.37, p=0.036), age and SBP (R=0.35, p=0.046) and negative
correlation between Zn and waist (R=-0.36, p=0.05) were calculated. In the
last group of elderly patients (AGE 3) negative correlations between Zn and
SBP (R=-0.45, p=0.044), Zn and DBP (R=-0.46, p=0.042), Zn and G120’
(R=-0.45, p=0.026) were observed (all relationships in Table 2). We did not
observe any differences in cooper concentration among the age-groups. In
AGE2 group, the lowest zinc concentration:10.67+3,37 umol dm=3 (p=0.002)
and the highest Cu/Zn ratio: 1.73+0.64 (p=0.0003) were noticed (Figures 1
and 2).
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Table 2
Correlations in 1-3 age groups
Correlations Age 1 Age 2 Age 3
Age and GO' R=0.43, p=0.034 NS NS
Age and BMI NS R=0.37, p=0.036 NS
Age and SBP NS R=0.35, p=0.046 NS
Zn and waist NS R=-0.36, p=0.05 NS
Zn and SBP NS NS R=-0.45, p=0.044
Zn and DBP NS NS R=-0.46, p=0.042
Zn and G120 NS NS R=-0.45, p=0.026
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Fig. 1. Comparison of the groups — Zn concentration. Kruskal-Wallis
ANOVA test, p=0.02

DISCUSSION

The age-related changes in body mass depend on reduction in muscle
mass and water volume (30-40%) alongside increased fat mass. Additionally,
biochemical imbalance such as glucose and lipid concentrations, is observed.
Therefore, it is difficult to decide whether obesity could be attributed to
aging processes or to metabolic disorders, including changes in trace ele-
ments.
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Fig. 2. Comparison of the groups — Cu/Zn ratio. Kruskal-Wallis
ANOVA test, p=0.0003

The status of zinc and cooper is broadly discussed in the context of aging
(Hotz et al. 2003, Morris 2006, BELBRAOUET 2007, Lam 2008). In most of these
studies, zinc deficiency is defined as a serum concentration below 10.7 umol
dm=3. Hortz et al. (2003) observed that serum zinc concentration tends to
increase into the third decade of age and decline afterwards. RavacLia et al.
(2000) investigated the oldest-old (octogenarians) and found that serum zinc
significantly decreased in this population group compared to elderly (over 60
years old) and younger populations. Our study on an obese population showed
the lowest zinc level and the highest Cu/Zn ratio in the middle-aged group
(10.67+3.37 nmol dm=3 and 1.73+0.64, respectively) while in the younger sub-
jects and the elderly group, zinc concentration was higher than the deficien-
cy status.

GHAYOUR-MOBARHAN et al. (2008) showed significant differences in the cop-
per and zinc status in patients with dyslipidemia, with or without estab-
lished coronary arterial disease, compared with control subjects, arguing that
differences in the serum zinc decrease and copper increase may be related
to inflammation. The groups we examined Our did not differ in the lipid
profile, but the total cholesterol, LDL-cholesterol and triacylglyceroles were
the highest in the middle-aged group. Thus, the zinc deficiency in observed
AGE2 group could be associated with disturbed lipids.

In a study run by BELBRAOUET et al. (2007), elderly hospitalized patients
were at a higher risk of zinc than copper. We investigated obese but otherwise
healthy subjects and confirmed Belbraouet’s observations that the zinc status
decreases and copper does not change in obese patients while they age.
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CONCLUSIONS

Essential trace elements, zinc and cooper, are involved in many bio-
chemical processes and their plasma concentrations may depends on the
dietary, age and health status. While we age, changes in the plasma zinc
concentration could imply different metabolic usage of the biominerals, es-
pecially in obese but otherwise healthy subjects. Thus, investigations on
trace elements may help to prevent and treat diseases, thus extending peo-
ple’s lifespan.
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