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Abstract: Background and objectives: The aim of this study was to research oxidative stress and
thiol/disulphide homeostasis in Graves’ patients. Materials and Methods: The study included
33 Graves’ patients (research group) and 35 healthy subjects (control group). Serum oxidative stress
and thiol/disulphide homeostasis (a new and automated spectrophotometric method developed
by Erel and Neselioglu) parameters were studied and compared between the groups. Results:
The native and total thiol levels and the native thiol/total thiol ratio were lower in patients with Graves’
disease compared to the control group (p < 0.001, p < 0.001, and p = 0.006, respectively). TOS (total
antioxidant status), PC (protein carbonyl), OSI (Oxidative stress index), and disulphide/native thiol
and disulphide/total thiol ratios were determined to be higher in the Graves’ disease group than in
the control group (p < 0.001, p = 0.001, p = 0.001, p = 0.004, and p = 0.006, respectively). In the Graves’
disease group, the free triiodothyronine (FI3) and free thyroxine (FT4) levels were significantly
positively correlated with impaired thiol/disulphide homeostasis and oxidative stress parameters
(p < 0.05). Conclusion: The results of the current study demonstrated that oxidative stress and
thiol/disulphide homeostasis increased towards disulphide formation due to thiol oxidation in Graves’
disease. In addition, a positive correlation of FT3 and FT4 was observed with oxidative stress
parameters and impaired thiol/disulphide homeostasis.
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1. Introduction

Graves’ disease, which is usually associated with goitre and ophthalmopathy, is an autoimmune
thyroid disorder characterized by hyperthyroidism (increased thyroid hormone secretion) [1]. Graves’
disease is the most prevalent reason of hyperthyroidism [2].

Oxidative stress is described as a defect in the balance between the generation of reactive
oxygen species (ROS) and antioxidant defenses [3]. This increase in metabolic status leads to the
formation of free radicals, which may result in bound oxygen toxicity, also known as erythrocyte
antioxidant defense system induction [4]. ROS induce oxidation of thiol groups of sulfur, including
amino acids and disulphide bonds [5]. Thiol groups include (-SH) and have a significant role in
the antioxidant process as they break down ROS and other free radicals [6]. Thiols are known
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as mercaptan and play a significant role in homeostasis with respect to oxidation and reduction
reactions [7]. The disulphide bonds shaped are reversible so can be transformed back into thiol
groups and maintain the homeostatic balance between thiols and disulphide bonds [6,7]. The dynamic
thiol/disulphide balance has significant functions in antioxidant protection, programmed cell death,
cellular transduction mechanisms, cellular enzymatic efficiency, detoxification, and transcription [6].
If the thiol/disulphide balance is weighted towards the disulphide groups, these essential actions are
negatively affected and pathologies develop related to functions and organ structure [8]. It has been
suggested than a thiol/disulphide imbalance may result in diseases such as cancer, diabetes mellitus,
and cardiovascular diseases [9,10]. An automated spectrophotometric method developed by Erel and
Neselioglu is currently used to measure the thiol/disulphide balance and allows specific measurements
of the thiol and disulphide levels [11].

Many oxidative stress parameters have been studied in Graves’ disease. However, there has been
no previous study investigating thiol/disulphide homeostasis in Graves’ disease. Therefore, the aim of
this study is to evaluate oxidative stress and thiol/disulphide homeostasis in Graves’ disease and to
compare these results with a healthy group.

2. Materials and Methods

The Graves’ disease patients included in this study were enrolled from the Endocrinology Clinic,
Harran University Faculty of Medicine, Sanliurfa between July 2016-August 2017. Approval for the
study was granted by the Ethics Committee of the Medical Faculty of Harran University (10 June 2016;
Ethical Code: 74059997.050.01.04/102). Informed consent was obtained from all the study participants.
The patients included were aged 18-55 years with no accompanying chronic illness and no drug use,
smoking, or alcohol consumption. Physical examinations were performed and then body mass index
(BMI) was calculated from the height and weight measurements. The control group was formed of
age-matched, healthy individuals with no known chronic disease.

Graves’ disease diagnosis was based on low thyroid stimulating hormone (TSH) and high FT3
and FT4 clinical parameters and was confirmed by scintigraphy. Fasting 5 ml blood samples were
taken from 33 Graves’ patients (15 males and 18 females) and 35 healthy control subjects (12 males
and 23 females) for a biochemical analysis. The samples were immediately centrifuged for 10 min at
3500 rpm to separate the serum samples, which were then stored in two separate Eppendorf tubes at
—80 °C until assay.

The serum TSH, FI3, and FT4 levels were measured using the chemiluminescence method on a
Siemens Healthcare Advia Centaur Care (Siemens, Erlangen, Germany) device. The total antioxidant
status (TAS) measurements were made using Rel Assay Diagnostic (Gaziantep, Turkey) brand
commercial kits on a Thermo Scientific Varioskan (Thermo Fisher Scientific, Vantaa, Finland) microplate
reader system. This reaction was measured spectrophotometrically at 660 nm, and the unit was
calculated as mmol Trolox Eqv/L. The Rel Assay Diagnostic brand commercial kits were used for TOS,
and measurements were read on the Thermo Scientific Varioskan microplate reader system. This reaction
was measured spectrophotometrically at 530 nm, and the unit was calculated as pmol HyO,Eqv./L.
The value of the Oxidative Stress Index (OSI) was determined as the Total Oxidant Level/Total
Antioxidant Level, with the results shown in Arbitrary Units (AU). An 8-OHdGElabscience brand ELISA
commercial kit was used for measurements with a Thermo Scientific Varioskan microplate reader system.
Protein Carbonyl (PC) measurements were taken using the Cayman Chemical commercial colorimetric
kit and the Thermo Scientific Varioskan microplate reader system. The albumin, thiol, and disulphide
parameters were examined in the Department of Biochemistry of Yildirim Beyazit University Faculty
of Medicine. TAS, total oxidant status (TOS), OSI, 8-hydroxy-2-deoxyguanosine (8-OHdG), and PC
parameters were studied in the Harran University Physiology Department Laboratory.
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2.1. Thiol/Disulphide Homeostasis Parameters

A new and automated method developed by Erel and Neselioglu was used for the serum
thiol/disulphide homeostasis parameters. Serum levels of native thiol and total thiol were measured
with spectrophotometry utilizing Cobas c501 (Roche Diagnostics, Indianapolis, IN, USA). First, the level
of native thiol was measured after the serum had interacted with 5,5-dithiobis-2-nitrobenzoic acid
without any procedure, then to measure the total thiol levels, dynamic disulphide bonds in the serum
samples were reduced with sodium borohydride (NaBH4) and free functional thiol groups were
formed. Formaldehyde was then used to completely remove the unused NaBH4. The total thiol
groups, both reduced and native, were measured after reacting with 5,5’ -Dithiobis-(2-nitrobenzoic
acid) (DTNB). Since the reduction of a disulphide bond forms two thiol groups, the number of dynamic
disulphide bonds is calculated as half the difference between the total thiol and native thiol. The ratios
of disulphide/native thiol, disulphide/total thiol, and native thiol/total thiol were also calculated [12].

2.2. Statistical Analyses

The results of the study were analyzed using Statistical Package for Social Sciences, version 23
software. The test results were shown as mean =+ standard deviation values in the Independent Samples
Test. A value of p < 0.05 was considered statistically significant. For categorical variables, the Pearson
Chi square test was applied to intergroup comparisons. Correlations between the variables were
evaluated using a Pearson correlation analysis.

3. Results

The demographic and laboratory parameters of the Graves’ patients and the control group
are presented in Table 1. The study included 33 Graves patients (15 male and 18 females; mean
age 31.94 +10.28 years) and 35 healthy control subjects (12 male and 23 females; mean age
33.09 + 10.65 years). There was no significant difference between the Graves patients and the control
group with respect to gender, mean age, or BMI. The albumin levels were 4.79 + 0.36 (g/L) in Graves’
patients and 4.93 + 0.51 (g/L) in the control group, which was not significant (p = 0.192).

Table 1. Data and some laboratory parameters of the Graves’ patients and the control group.

Data Control (n = 35) Graves (n = 33) p-Values

Age (Years) 33.09 £+ 10.65 31.94 +10.28 =0.653
Gender (male), n (%) 12 (34.3) 15 (45.5) =0.885
BMI (kg/m2) 2416 + 1.65 24.76 + 2.39 =0.232
Albumin (g/L) 493 +0.51 4.79 +0.36 =0.192
TSH (nU/mL) 1.94 +1.04 0.03 + 0.07 <0.001
FT3 (pg/dL) 3.06 +0.33 8.51 +4.79 <0.001
FT4 (ng/dL) 1.01 £0.13 2.61 +1.33 <0.001

BMI, body mass index; TSH, thyrotrophin stimulating hormone; FT3, free triiodothyronine; FT4, free thyroxine.

The comparisons of thiol/disulphide and other oxidative stress parameters in the Graves and
control groups are shown in Table 2. No significant difference was determined between the groups
with respect to TAS, DNA damage (8-OHDG), and disulphide values (0.55 + 0.15 vs. 0.60 + 0.15 mmol
Trolox Eqv/L, p = 0.198; 23.66 + 3.21 vs. 24.52 + 3.35 ng/mL, p = 0.282; and 21.03 £ 9.10 vs. 17.42 + 6.67,
p = 0.066, respectively). Although not statistically significant, the disulphide levels were higher in the
Graves patients than in the control group.
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Table 2. A comparison of thiol/disulphide and other oxidative stress parameters in Graves’ patients
and the control group.

Data Control (1 = 35) Graves (n = 33) p-Values
Native thiol (mmol/L) 454.95 + 57.89 397.42 + 51.26 <0.001
Total thiol (mmol/L) 489.79 + 58.05 439.47 + 42.02 <0.001
Disulphide (mmol/L) 17.42 + 6.67 21.03 +£9.10 0.066
Disulphide/Native thiol (%) 3.92 +1.62 5.56 + 2.81 0.004
Disulphide/Total thiol (%) 3.59 +1.38 4.89 +2.28 0.006
Native thiol/Total thiol (%) 92.82 +2.77 90.22 + 4.56 0.006
TAS (mmol TroloxEqv/L) 0.60 +£0.15 0.55 +0.15 0,198
TOS (umol H202 Eqv/L) 1.95 + 0.44 240 +0.34 <0.001
OSI (Arbitrary Unite) 347 £1.27 4.65 +1.46 0.001
PC (nmol/mg protein) 2.09 +0.49 2.52 £0.56 0.001
8-OHdG (ng/mL) 24.52 +3.35 23.66 +3.21 0.282

TAS, total antioxidant status; TOS, total oxidant status; OSI, oxidative stress index; PC, protein carbonyl;
8-OHdG, 8-Hydroxy-2-deoxyguanosine.

Native thiol, total thiol, and native thiol/total thiol were found to be significantly lower in the Graves
group than in the control group (397.42 + 51.26 vs. 454.95 + 57.89 mmol/L, p < 0.001; 439.47 + 42.02 vs.
489.79 + 58.05 mmol/L, p < 0.001; and 90.22 + 4.56 vs. 92.82 + 2.77, p = 0.006, respectively).

The disulphide/native thiol (Figure 1), the disulphide/total thiol, TOS, OSI (Figure 2), and PC
(Figure 3) values were found to be significantly higher in Graves’ patients than in the control group
(5.56 +£ 2.81 vs. 3.92 + 1.62, p = 0.004; 4.89 + 2.28 vs. 3.59 + 1.38, p = 0.006; and 2.40 + 0.34 vs.
1.95 + 0.44 umol HyO,Eqv/L, p < 0.001; 4.65 + 1.46 vs. 3.47 + 1.27 AU, p = 0.001; and 2.52 + 0.56 vs.
2.09 £ 0.49 nmol/mg protein, p = 0.001, respectively).
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Figure 1. Differences between the disulphide/native thiol ratios in Graves’ patients and control groups.
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Figure 2. Differences between the OSI (Arbitrary Unit) ratios in Graves’ patients and control groups.
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Figure 3. Differences between the PC (nmol/mg protein) levels in Graves’ patients and control groups.

The correlations of the FT3 and FT4 levels with thiol disulphide and other oxidative stress
parameters in Graves’ patients are shown in Table 3.

FT3 was found to be negatively correlated with native thiol, total thiol, and the native thiol/total
thiol ratio (r = —0.543, p = 0.001; r = —0.505, p = 0.003; and r = —0.464, p = 0.006, respectively). FT3 was
found to be positively correlated with the disulphide, disulphide/native thiol (Figure 4), disulphide/total
thiol, PC (Figure 5), TOS, and OSI (Figure 6) values (r = 0.364, p =0.037; r = 0.481, p = 0.005; r = 0.464,
p=0.006;r=0.7,p <0.001; r =0.512, p = 0.002; and r = 0.569, p = 0.001, respectively).

FT4 was found to be negatively correlated with native thiol, total thiol, and the native thiol/total
thiol ratio (r = —0.562, p = 0.001; r = —0.493, p = 0.004; and r = —0.518, p = 0.002, respectively). FT4 was
found to be positively correlated with the disulphide, disulphide/native thiol, disulphide/total thiol,
PC, TOS, and OSI values (r = 0.445, p = 0.010; r = 0.525, p = 0.002; r = 0.518, p = 0.002; r = 0.553,
p <0.001; r =0.376, p = 0.031; and r = 0.441, p = 0.010, respectively).



Medicina 2019, 55, 275 60of 12

Group: Graves

12,00
o

..% 10,001 o
4 o
g ° ° o :
E 8,00+ o T u
- B
U -
% e )
= - o
-
-
ﬁ Pt b )
Il R o
"] o o
= o o o

_ &

0 a0 °

o
m-

T T T T T T T
60000 50000 100000 120000 140000 160000 150000 20,0000
FT3 (pgldL)

Figure 4. The correlation between the disulphide/native thiol (%) ratio and FT3 levels in Graves’ patients.
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Figure 5. The correlation between the PC (nmol/mg protein) and FT3 levels in Graves’ patients.
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Figure 6. The correlation between the OSI (Arbitrary Unit) and FT3 levels in Graves’ patients.
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Table 3. Correlation analyses of FT3 and FT4 with thiol disulphide homeostasis and the oxidative stress parameters in Graves’ disease.

Native Total . . Disulphide/Native Disulphide/Total Native
Thiol  Thiol  Disulphide Thiol Thiol Thiol/Total Thiol ~ TC ~ SOHdG TAS  TOS — OSI
FT3 r —-0.543 —0.505 0.364 0.481 0.464 —-0.464 0.700 0267 -0.286  0.512 0.569
p 0.001 0.003 0.037 0.005 0.006 0.006 <0.001 0.134 0.106 0.002 0.001
FT4 r —0.562 —0.493 0.445 0.525 0.518 -0.518 0.553 0217 -0.201 0.376 0.441
p 0.001 0.004 0.010 0.002 0.002 0.002 0.001 0.225 0.262 0.031 0.010

FT3, free triiodothyronine; FT4, free thyroxin; TAS, total antioxidant status; TOS, total oxidant status; OSI, oxidative stress index; PC, protein carbonyl; 8-OHdG, 8-Hydroxy-2-deoxyguanosine.
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4. Discussion

Thyroid hormones have a regulatory impact on the functions of the cells and tissues in the body.
Secretion in low quantities causes the slowing of body functions, and secretion in high quantities
causes an acceleration of body functions [13]. Thyroid hormones increase mitochondrial respiration by
causing changes in oxygen consumption, mitochondrial oxidative phosphorylation, and the activity
and number of certain mitochondrial respiratory chain components [14]. Free radicals are reactive
compounds produced naturally by enzymatic and nonenzymatic reactions in the human body and
may show positive or negative effects on the body [15]. It has been recently suggested that free radicals
have an inducing effect for many diseases [16].

In healthy humans, free radicals are formed in some cellular reactions and they are maintained in
balance under physiological conditions through the antioxidant defense systems. When the balance is
disrupted, if the free radicals generated are not neutralized, DNA, lipids, and proteins will undergo
oxidative damage [17]. Oxidative stress can lead to the development of cancer and result in DNA
damage by accelerating mutation and oncogenic transformation [18].

In conditions such as Graves’ disease, hyperthyroidism accelerates the basal metabolism and
increases the oxygen consumption required for mitochondrial energy production. This situation
increases the production of reactive oxygen radicals. Some tissues try to stabilize with the antioxidant
system [19]. In some studies, an increase has been shown in immunological response in the presence
of oxidative stress, and this is thought to be related to Graves’ disease [20].

In this study, measurements were taken of TAS, TOS, 8-OHDG, PC values, and OSI and
thiol/disulphide ratios with Graves’ disease. Differences and associations were then examined
by comparison with the healthy control group. The TOS value and OSI ratio were determined to be
significantly higher in the Graves’ disease patients than in the control group (p < 0.05). In previous
studies, oxidative stress has been seen to increase in Graves’ disease, showing that increased oxidative
stress is effective in Graves’ disease. Marcocci et al. [21] reported that oxidative stress was high
in Graves’ disease. Aslan et al. [22] and Erdemar et al. [23] stated that oxidative stress was high
in hyperthyroidism.

Oxidative stress characterizes not only Graves” disease but also autoimmune thyroid diseases in
general, like Hashimoto’s thyroiditis, even in euthyroid subjects. It was determined that antioxidants
decrease and oxidants increase in thyroid diseases such as euthyroid Hashimato (HT). As a result,
the oxidative/antioxidative balance is shifted toward the oxidative side. Also, another study
IL-37 is upregulated in HT and may exert a protective role by counteracting oxidative stress and
inflammation [24,25].

At the same time, the rates of native thiols, total thiols, disulphides and native thiols/total thiols,
disulphide/total thiols, and disulphide/native thiols were also examined in this study to evaluate
oxidative stress on Graves’ patients. No statistically significant difference was determined between the
patient and control groups in terms of disulphide value although the disulphide value of the Graves’
patients was higher than that of the control group. However, compared to the control group, the ratios
of native thiols, total thiols, and native thiols/total thiols were found to be statistically significantly
lower in the Graves’ patients (p < 0.05), and the ratios of disulphide/native thiol and disulphide/total
thiol were found to be significantly higher (p < 0.05). Elmas et al. [26] said that, in obese children
disulphide, the disulphide/native thiol and disulphide/total thiol ratios increased compared to the
control group and that the thiol, total thiol, and thiol/total thiol ratios decreased.

In the Graves’ patients of the current study, there was a negative correlation between the ratio of
native thiols, total thiols, and native thiols/total thiols and the FT3 and FT4 levels. There was a positive
correlation between disulphide, PC, TOS levels and disulphide/native thiol, disulphide/total thiol,
and OSl ratios and the FT3 and FT4 levels. This data clearly shows that there is a relationship between
the thiol/disulphide balance and the FT3 and FT4 levels.
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Thiols are sulfur analogues of alcohols [8]. Disulphides are structures containing adjacent
double sulfur atoms. The thiol/disulphide balance plays an important role in antioxidant reactions,
detoxification, enzyme activity, apoptosis, transcription, and cellular signal transduction mechanisms.

Otherwise, thiols, which are the main components of intracellular and extracellular damage
protection mechanisms, activate the antioxidant properties in the presence of oxidative stress and
protect the cells against free oxygen radicals. As a result of the oxidative stress that develops in Graves’
disease, free radicals increase and the thiols available to protect the cells become active and show
antioxidant properties. This was observed to lead to a reduction in the amount of thiol and an increase
in the amount of disulphide present in the reaction as a result of free radicals.

An abnormal thiol/disulphide balance plays a role in the pathogenesis of various diseases such as
cardiovascular diseases, diabetes mellitus, cancer, chronic renal failure, and liver diseases [27]. Plasma
protein thiol groups are sensitive to oxidative damage and have been shown to reduce oxidative
damage in diseases such as coronary artery disease, rheumatoid arthritis, and diabetes mellitus [28,29].

In addition, some neurodegenerative diseases (such as Alzheimer’s, Parkinson’s, and multiple
sclerosis) have proven to have abnormal thiol/disulphide homeostasis [7,11,30].

In the current study, the protein carbonyl level was significantly higher in Graves patients than
in the control group (p < 0.05). Similarly, Cakatay et al. [31] found that plasma carbonyl levels of
hyperthyroid patients were significantly higher than those of the control group. In another study,
Venditti et al. [32] found significant increases in protein carbonyl levels in the heart and liver of
hyperthyroid rats. This shows that protein damage in Graves’ patients is significantly increased.

The release of sulfur-containing amino acids may be a factor affecting this thiol balance. Interference
in the concentration of these amino acids can be used as a method to correct the thiol balance. To the
best of our knowledge, there has been no previous research in the literature about the oxidative
stress and thiol/disulphide balance in Graves’ patients. Therefore, this study is of value as the first to
investigate the thiol/disulphide homeostasis in Graves’ patients.

The limitation of this study is that the variability of oxidant and antioxidant parameters in the
treatment process has not been evaluated. The availability of these parameters can be investigated in
evaluating the effectiveness of treatment.

5. Conclusions

In conclusion, TOS, protein carbonyl, disulphide levels, and OSI ratio were significantly increased
and thiol levels were decreased in Graves patients compared to the control group. These changes in the
TSH, FT3, and FT4 levels triggered free radical formation and caused the OSI, TOS, protein carbonyl,
and disulphide values to rise. The reduction in thiol groups, a natural antioxidant that protects the
body from oxidative stress, is a major sign of oxidative damage. The low grade of TSH suggests that
the elevated FT3 and FT4 levels cause an alteration and peroxidation of the tissue in the antioxidant
defence system.

Author Contributions: Writing-Original Draft Preparation, V.A.; Project Administration: H.C.; Data
Curation-Investigation: M.A.E. and FZ.A.; Formal Analysis-Methodology: O.E. and S.N.; Writing-Review
& Editing: LK. and A.G.

Funding: This project was supported by HUBAK from Harran University, 16151 project number.

Acknowledgments: A part of this work was presented as an oral presentation in the 1st International Congress
on cancer & ion channels (IONCC2017) 21-23 September 2017, Sanliurfa, TURKEY. This work was also supported
by Harran University. The author (Veysel Agan) wishes to thank for its support.

Conflicts of Interest: The authors proclaimed that they have no conflict of attention.



Medicina 2019, 55, 275 11 0f12

References

1. Menconi, E; Marcocci, C.; Marino, M. Diagnosis and classification of Graves’ disease. Autoimmun. Rev. 2014,
13,398-402. [CrossRef] [PubMed]

2. Alves, C,; Eidson, M.; Zakarija, M.; McKenzie, J. Graves disease presenting as painful thyroiditis. Eur. ].
Pediatr. 1989, 148, 603—-604. [CrossRef] [PubMed]

3.  Hubel, C.A. Oxidative stress in the pathogenesis of preeclampsia. Proc. Soc. Exp. Biol. Med. 1999, 222,
222-235. [CrossRef] [PubMed]

4. Venditti, P; Balestrieri, M.; Di Meo, S.; De Leo, T. Effect of thyroid state on lipid peroxidation, antioxidant
defences, and susceptibility to oxidative stress in rat tissues. |. Endocrinol. 1997, 155, 151-157. [CrossRef]
[PubMed]

5. Finkel, T. Redox-dependent signal transduction. FEBS Lett. 2000, 476, 52-54. [CrossRef]

6. Jones, D.P; Liang, Y. Measuring the poise of thiol/disulfide couples in vivo. Free Radic. Biol. Med. 2009, 47,
1329-1338. [CrossRef] [PubMed]

7. Turell, L; Radi, R.; Alvarez, B. The thiol pool in human plasma: The central contribution of albumin to redox
processes. Free Radic. Biol. Med. 2013, 65, 244-253. [CrossRef] [PubMed]

8. Biswas, S.; Chida, A.S.; Rahman, I. Redox modifications of protein-thiols: Emerging roles in cell signaling.
Biochem. Pharmacol. 2006, 71, 551-564. [CrossRef] [PubMed]

9.  Go, Y.-M,; Jones, D.P. Cysteine/cystine redox signaling in cardiovascular disease. Free Radic. Biol. Med. 2011,
50, 495-509. [CrossRef] [PubMed]

10. Matteucci, E.; Giampietro, O. Thiol signalling network with an eye to diabetes. Molecules 2010, 15, 8890-8903.
[CrossRef] [PubMed]

11.  Erel, O.; Neselioglu, S. A novel and automated assay for thiol/disulphide homeostasis. Clin. Biochem. 2014,
47,326-332. [CrossRef] [PubMed]

12.  Hu, M.-L.; Louie, S.; Cross, C.E.; Motchnik, P.; Halliwell, B. Antioxidant protection against hypochlorous
acid in human plasma. J. Lab. Clin. Med. 1993, 121, 257-262.

13. Pang, S.; Riddick, L. Hirsutism. In Pediatric Endocrinology, A Clinical Guide; Lifshitz, F., Ed.; Marcel Dekker,
Inc.: New York, NY, USA, 1990.

14. Costantini, F; Pierdomenico, S.D.; Cesare, D.D.; De Remigis, P.; Bucciarelli, T.; Bittolo-Bon, G.; Cazzolato, G.;
Nubile, G.; Guagnano, M.T.; Sensi, S. Effect of thyroid function on LDL oxidation. Arterioscler. Thromb. Vasc.
Biol. 1998, 18, 732-737. [CrossRef]

15. Finaud, J.; Lac, G; Filaire, E. Oxidative stress. Sports Med. 2006, 36, 327-358. [CrossRef] [PubMed]

16. Randerath, K; Zhou, G.-D.; Monk, S.A.; Randerath, E. Enhanced levels in neonatal rat liver of 7,
8-dihydro-8-oxo0-2’-deoxyguanosine (8-hydroxydeoxyguanosine), a major mutagenic oxidative DNA lesion.
Carcinogenesis 1997, 18, 1419-1421. [CrossRef] [PubMed]

17. Mill, C.P; Chester, J.A.; Riese, D.J. EGFR may couple moderate alcohol consumption to increased breast
cancer risk. Breast Cancer Targ. Ther. 2009, 1, 31.

18. Jackson, A.L.; Loeb, L.A. The contribution of endogenous sources of DNA damage to the multiple mutations
in cancer. Mutat. Res./Fundam. Mol. Mech. Mutagenes. 2001, 477, 7-21. [CrossRef]

19. Ajjan, R.; Watson, P.; Weetman, A. Cytokines and thyroid function. Adv. Neuroimmunol. 1996, 6, 359-386.
[CrossRef]

20. Song,Y.; Driessens, N.; Costa, M.; De Deken, X.; Detours, V.; Corvilain, B.; Maenhaut, C.; Miot, E; Van Sande, J.;
Many, M.-C. Roles of hydrogen peroxide in thyroid physiology and disease. J. Clin. Endocrinol. Metab. 2007,
92, 3764-3773. [CrossRef]

21. Marcocci, C.; Leo, M.; Altea, M.A. Oxidative stress in Graves’ disease. Eur. Thyr. |. 2012, 1, 80-87. [CrossRef]

22.  Aslan, M,; Cosar, N.; Celik, H.; Aksoy, N.; Dulger, A.C.; Begenik, H.; Soyoral, Y.U.; Kucukoglu, M.E.; Selek, S.
Evaluation of oxidative status in patients with hyperthyroidism. Endocrine 2011, 40, 285-289. [CrossRef]
[PubMed]

23. Erdamar, H.; Demirci, H.; Yaman, H.; Erbil, M.K,; Yakar, T.; Sancak, B.; Elbeg, S.; Biberoglu, G.; Yetkin, I.

The effect of hypothyroidism, hyperthyroidism, and their treatment on parameters of oxidative stress and
antioxidant status. Clin. Chem. Lab. Med. 2008, 46, 1004-1010. [CrossRef] [PubMed]


http://dx.doi.org/10.1016/j.autrev.2014.01.013
http://www.ncbi.nlm.nih.gov/pubmed/24424182
http://dx.doi.org/10.1007/BF00441509
http://www.ncbi.nlm.nih.gov/pubmed/2744032
http://dx.doi.org/10.1046/j.1525-1373.1999.d01-139.x
http://www.ncbi.nlm.nih.gov/pubmed/10601881
http://dx.doi.org/10.1677/joe.0.1550151
http://www.ncbi.nlm.nih.gov/pubmed/9390017
http://dx.doi.org/10.1016/S0014-5793(00)01669-0
http://dx.doi.org/10.1016/j.freeradbiomed.2009.08.021
http://www.ncbi.nlm.nih.gov/pubmed/19715755
http://dx.doi.org/10.1016/j.freeradbiomed.2013.05.050
http://www.ncbi.nlm.nih.gov/pubmed/23747983
http://dx.doi.org/10.1016/j.bcp.2005.10.044
http://www.ncbi.nlm.nih.gov/pubmed/16337153
http://dx.doi.org/10.1016/j.freeradbiomed.2010.11.029
http://www.ncbi.nlm.nih.gov/pubmed/21130865
http://dx.doi.org/10.3390/molecules15128890
http://www.ncbi.nlm.nih.gov/pubmed/21135801
http://dx.doi.org/10.1016/j.clinbiochem.2014.09.026
http://www.ncbi.nlm.nih.gov/pubmed/25304913
http://dx.doi.org/10.1161/01.ATV.18.5.732
http://dx.doi.org/10.2165/00007256-200636040-00004
http://www.ncbi.nlm.nih.gov/pubmed/16573358
http://dx.doi.org/10.1093/carcin/18.7.1419
http://www.ncbi.nlm.nih.gov/pubmed/9230290
http://dx.doi.org/10.1016/S0027-5107(01)00091-4
http://dx.doi.org/10.1016/S0960-5428(97)00027-7
http://dx.doi.org/10.1210/jc.2007-0660
http://dx.doi.org/10.1159/000337976
http://dx.doi.org/10.1007/s12020-011-9472-3
http://www.ncbi.nlm.nih.gov/pubmed/21519910
http://dx.doi.org/10.1515/CCLM.2008.183
http://www.ncbi.nlm.nih.gov/pubmed/18605962

Medicina 2019, 55, 275 12 0of 12

24.

25.

26.

27.

28.

29.

30.

31.

32.

Ruggeri, R.; Cristani, M.; Vicchio, T.; Alibrandi, A.; Giovinazzo, S.; Saija, A.; Campenni, A.; Trimarchi, F,;
Gangemi, S. Increased serum interleukin-37 (IL-37) levels correlate with oxidative stress parameters in
Hashimoto’s thyroiditis. J. Endocrinol. Investig. 2019, 42, 199-205. [CrossRef] [PubMed]

Ruggeri, RM.; Vicchio, T.M.; Cristani, M.; Certo, R.; Caccamo, D.; Alibrandi, A.; Giovinazzo, S.; Saija, A.;
Campenni, A.; Trimarchi, F. Oxidative stress and advanced glycation end products in Hashimoto’s thyroiditis.
Thyroid 2016, 26, 504-511. [CrossRef] [PubMed]

Elmas, B.; Karacan, M.; Dervisoglu, P.; Késecik, M.; i§g1‘iven, S.P; Bal, C. Dynamic thiol/disulphide homeostasis
as anovel indicator of oxidative stress in obese children and its relationship with inflammatory-cardiovascular
markers. Anatol. |. Cardiol. 2017, 18, 361. [CrossRef] [PubMed]

Turkyilmaz, E.; Yildirim, M.; Cendek, B.D.; Baran, P,; Alisik, M.; Dalgaci, F.; Yavuz, A.F. Evaluation of
oxidative stress markers and intra-extracellular antioxidant activities in patients with endometriosis. Eur. J.
Obstet. Gynecol. Reprod. Biol. 2016, 199, 164-168. [CrossRef] [PubMed]

Koken, T.; Kahraman, A.; Serteser, M. Hemodiyalizin protein karbonil icerigi ve siilfidril gruplari tizerine
etkisi. Tiirk Nefroloji Diyaliz ve Transplantasyon Dergisi 2001, 10, 64—66.

Sen, C.K.; Packer, L. Thiol homeostasis and supplements in physical exercise. Am. J. Clin. Nutr. 2000, 72,
6535-669S. [CrossRef]

Cremers, C.M.; Jakob, U. Oxidant sensing by reversible disulfide bond formation. J. Biol. Chem. 2013, 288,
26489-26496. [CrossRef]

Cakatay, U. HIPERTIROIDI HASTALARINDA PLAZMA OKSIDATIF PROTEIN HASARIL. J. Istanbul Fac. Med.
2000, 63. Available online: http://dergipark.org.tr/iuitfd/issue/9301/116258 (accessed on 6 February 2019).
Venditti, P.; De Rosa, R.; Caldarone, G.; Di Meo, S. Effect of prolonged exercise on oxidative damage and
susceptibility to oxidants of rat tissues in severe hyperthyroidism. Arch. Biochem. Biophys. 2005, 442, 229-237.
[CrossRef] [PubMed]

@ © 2019 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/10.1007/s40618-018-0903-3
http://www.ncbi.nlm.nih.gov/pubmed/29796799
http://dx.doi.org/10.1089/thy.2015.0592
http://www.ncbi.nlm.nih.gov/pubmed/26854840
http://dx.doi.org/10.14744/AnatolJCardiol.2017.7740
http://www.ncbi.nlm.nih.gov/pubmed/28761018
http://dx.doi.org/10.1016/j.ejogrb.2016.02.027
http://www.ncbi.nlm.nih.gov/pubmed/26930044
http://dx.doi.org/10.1093/ajcn/72.2.653S
http://dx.doi.org/10.1074/jbc.R113.462929
http://dergipark.org.tr/iuitfd/issue/9301/116258
http://dx.doi.org/10.1016/j.abb.2005.08.015
http://www.ncbi.nlm.nih.gov/pubmed/16197916
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Materials and Methods 
	Thiol/Disulphide Homeostasis Parameters 
	Statistical Analyses 

	Results 
	Discussion 
	Conclusions 
	References

