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Abstract
Background Hereditary cancer is estimated to account for up to 10% of the worldwide cancer burden; 5% of all 
thyroid cancers are thought to be genetic. Inheritance of a deleterious mutation in genes associated with a high 
lifetime risk of developing cancer. Cancer-predisposing genes can promote the initiation and progression of thyroid 
cancer by enhancing the activation of major signaling pathways through oxidative stress mechanisms.

Aim Identification of the possible link between familial susceptibility to cancer and the level of oxidative stress in 
thyroid cancer patients.

Methods Patients with thyroid cancer (with and without genetic predisposition) were investigated. Study 
participants were treated in Limited Liability Company (LLC) “Oncology Scientific Research Center” (Tbilisi, Georgia). 
The study group was collected between 2020 and 2021. In patients’ blood, the thyroid hormones content (free 
Triiodothyronine (fFT3), free Thyroxine (fFT4), bound Triiodothyronine (FT3), bound Thyroxine (FT4), Thyroid-
stimulating hormone (TSH)), and oxidative stress intensity (total activity of non-enzymatic antioxidant system (TAA) 
and the lipid peroxidation product, malondialdehyde (MDA), content) were investigated.

Results The difference in free and bound forms of T3 and T4 levels in the blood serum between patients with thyroid 
cancer (Group 2 and Group 3) and the control group (Group 1) was not statistically significant (F1,2=0.5, p1,2=0.8, 
F1,3=2.31, p1,3=0.16). In patients with thyroid cancer the TSH level significantly increased compared to the control 
group (Group 1) (TSH (mean ± Std error): Group 1– 1.21 ± 0.12, Group 2–2.45 ± 0.11 (F1,2=107, p1,2<0.001), Group 
3–2.47 ± 0.17 (F1,3=150, p1,3<0.001)) and the MDA levels increased by 4–5 fold. In patients with thyroid cancer from 
families with cancer aggregation(Group 2), the level of TAA statistically significantly decreased (F1 − 2=200; p1 − 2<0.001), 
in patients without genetic predisposition to cancer(Group 3), the level of TAA did not change compared to the 
control (F1 − 3= 2.13; p1 − 3=0.15),
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Background
The mortality rate caused by oncological diseases ranks 
second globally [1]. There were an estimated 18.1  mil-
lion cancer cases around the world in 2020 (9.3  million 
cases were in men and 8.8  million in women), and thy-
roid cancer has occurred in 586,22 cases (3.2%). The 
thyroid tumor is the most common endocrine tumor 
[2] with an incidence of about 10.1 per 100,000 women 
and 3.1 per 100,000 men [3, 4]. In Georgia, according to 
the data of the National Center for Disease Control and 
Public Health of the Ministry of Labor, Health and Social 
Protection of Georgia, the incidence of malignant tumors 
is in second place and the number of new cases of diag-
nosed malignant tumors shows an increasing trend [5].

Thyroid cancer forms when the DNA in thyroid cells 
mutates and grows out of control, forming a tumor. The 
specific causes of thyroid cancer in an individual patient 
are not always clear. Malignant neoplasms arise due to 
genetic apparatus damage in germinal or somatic cells, 
making these cells sensitive to the effects of environ-
mental carcinogenic factors that can activate the process 
of malignancy. These factors include hereditary condi-
tions, gender, age, low iodine diet, exposure to radiation, 
including certain medical treatments, as well as fallout 
from nuclear weapons or power plant accidents, being 
overweight or obese, an enlarged thyroid, or a history of 
thyroiditis [6].

Hereditary cancer is estimated to account for up to 10% 
of the worldwide cancer burden; 5% of all thyroid cancers 
are thought to be genetic [7]. Many cancer-predisposing 
genes are involved in maintaining genome integrity and 
regulation balance between cell growth and cell death. 
There are about 500 known cancer-causing genes with 
reported mutations in somatic or germline DNA. From 
those genes, about 100 are mutated in the germline DNA 
of humans and could be inherited from parents to their 
children and predispose them to hereditary cancers. 
Inheritance of a deleterious mutation in genes confers 
a high lifetime risk of developing cancer [8]. In the case 
of prostate or breast cancer, the risk of the same location 
tumor diagnosed in the second generation is 30–40% [9]. 
Familial susceptibility to cancer is likely to be due to a 
combination of genetic and environmental influences [6].

According to Bano G, et al. (2021) [10], the genes, 
associated with thyroid cancer are protooncogenes 
BRAF, RET, RAS, KRAS, NRAS, sodium-iodide sym-
porter SLC5A5 mediating active I-uptake in the thyroid, 
tumor suppressors PTEN, PRKAR1A [11], and CHEK2 
[12]. These gene mutations increase proliferation (KRAS, 
NRAS) [13], reduce apoptosis of tumor cells (RAS) [13], 

promote proto-oncogenes fusion (RET, PRKAR1A) that 
leads to uncontrolled cell growth and cancer [14], cause 
loss of ability to stop cell division and ensure cell res-
toration/destruction after damaged or strands break 
of the cell’s DNA (CHEK2) [12]. BRAF mutation could 
elicit strong inflammatory responses and is a significant 
source of ROS [14]. Oncogenic mutations in thyroid can-
cer could also increase the production of ROS through 
non-inflammatory mechanisms. Oncogene-induced pro-
duction of ROS promotes the initiation and progression 
of thyroid cancer by enhancing the activation of major 
signaling pathways triggered by oncogenes (NRAS [15–
17], PTEN [18]), forming a vicious cycle that propels its 
pathogenesis.

Cancers in mutation carriers usually have specific 
clinical characteristics, prognosis, and sensitivity to 
treatment. Identifying factors that increase the risk of 
developing a tumor is crucial. Identifying these factors 
will enable specific management including prevention, 
early detection, and treatment.

Our study aimed to identify the possible link between 
familial susceptibility to cancer and the level of oxidative 
stress in thyroid cancer patients.

Materials and methods
Study design and patient selection
Patients with thyroid cancer (with and without genetic 
predisposition) (total n = 60) were investigated. The study 
participants were treated in a Limited Liability Company 
(LLC) “Oncology Scientific Research Center” (Tbilisi, 
Georgia). The study group was collected between 2020 
and 2021.

The diagnosis of thyroid pathology was based on the 
physical exam, ultrasound examination, fine-needle aspi-
ration biopsy, and cytological examination and deter-
mination of the level of thyroid hormones in the blood 
serum.

Inclusion criteria for the study: patients with low, 
undifferentiated, and highly differentiated thyroid cancer 
as determined by cytological examination.

Exclusion criteria from the study: patients with pri-
mary multiple tumors, autoimmune thyroiditis without 
nodular transformation, or other thyroid gland pathology 
in which the presence of a nodular inclusion in the thy-
roid gland.

The patient’s anamnesis data were collected, including 
information on gender, age, smoking, alcohol consump-
tion, and family history of cancer.

The patients included in the study are divided into 
three groups: Group 1 (control) - healthy people from 

disruption of the redox balance, increase the level of oxidative stress, and contribute to the development of thyroid 
cancer.
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families without cancers among I and II-degree relatives 
(n = 30), Group 2 - thyroid cancer (n = 30: papillary can-
cer − 26 patients, follicular cancer − 2 patients, medullary 
cancer – 1 patient, anaplastic cancer – 1 patient) patients 
from families with cancer aggregation, Group 3 - thyroid 
cancer (n = 30: papillary cancer − 24 patients, follicular 
cancer − 3 patients, medullary cancer – 2 patients, ana-
plastic cancer – 1 patient) patients from families without 
cancers among I and II-degree relatives.

The Ethics Committee of Tbilisi State Medical Univer-
sity approved the research design.

In patients’ blood, the thyroid hormones amount (free 
Triiodothyronine (fFT3), free Thyroxine (fFT4), bound 
Triiodothyronine (FT3), bound Thyroxine (FT4), Thy-
roid-stimulating hormone (TSH)), and oxidative stress 
intensity were investigated.

Oxidative stress intensity
The intensity of oxidative stress in blood samples was 
assessed according to the total activity of the non-enzy-
matic antioxidant system (TAA) and the lipid peroxida-
tion product, malondialdehyde (MDA) amount in the 
blood serum.

TAA of blood serum
TAA was determined in deproteinized blood serum 
using the 2.2-diphenyl-1-picryl-hydrazine (DPPH)-
scavenging assay, adapted by Chrzczanowicz et al. [19]. 
Blood serum samples (1 ml) were deproteinized by add-
ing 3 ml of acetonitrile and centrifuging them for 10 min 
(4 °C, 9500 g). A supernatant was immediately collected 
and transferred (1 ml) into a tube, subsequently, 3 ml of 
DPPH was added, and the resultant solution’s absorbance 
was determined at wavelength 515  nm. A calibration 

curve was built using Gallic acid, wherein the absorbance 
values were interpolated and the results were expressed 
as Gallic acid equivalents (%).

MDA content of blood serum
The concentration of MDA in the blood serum was mea-
sured using a Thiobarbituric acid assay [20].

Statistical analysis
The Shapiro–Wilk test tested the null hypothesis that for 
each group, each study variable comes from a normally 
distributed population. Mean, Standard Error (Std error), 
and 95% Confidence Interval (CI) values   were calculated 
for each group and research variable.

One-way ANOVA was used to compare the statistical 
significance of differences between mean values   in two or 
more independent groups for each studied variable. Lev-
ene’s test for homogeneity of variances was used for each 
test variable in the compared groups.

Statistical software SPSS-10 was used for data analysis 
and visualization of results.

Results
Determination of the hormonal status in the patients’ 
blood
Table  1 shows the levels of thyroid hormones of study 
participants. The levels of free and bound forms of T4 
and T3 in oncological patients’ groups (Group 2, Group 
3) were not significantly different from their values   in 
the control (Group 1). there was no detected statisti-
cally significant difference between studied parameters 
in patients with thyroid cancer from families with can-
cer aggregation (Group 2) and without cancers among I 
and II-degree relatives (Group 3) (T4 (mean ± Std error): 

Table 1 Levels of hormones (FT4, T4, TSH, FT3, T3) in the blood of healthy donors and patients with thyroid cancer (Mean ± Std error). 
Shapiro-Wilk W and p. Fisher’s F end p, and Levene’s test’s results (F, p)
Parameters Group 1 Group 2 Group 3 ANOVA and Levene’s Test’s Clinical norm
FT4 (mmol/l) 15.56 ± 0.66 15.25 ± 0.40 15.99 ± 0.40 F = 0.50 p = 0.61 10–22

 W = 0.97 p = 0.79 W = 0.94 p = 0.12 W = 0/96 p = 0.45 F = 13.82
p < 0.001

T4 (nmol/l) 72.0 ± 2.10 72.26 ± 1.8 69.43 ± 1.3 F = 1.49 p = 0.32 59–160
 W = 0.95 p = 0.28 W = 0.97 p = 0.66 W = 0.97 p = 0.68 F = 16.65

p < 0.001
TSH (mU/l) 1.21 ± 0.12 2.45 ± 0.11 2.47 ± 0.17 F = 8075 p < 0.001 0.4–4

W = 0.94 p = 0.14 W = 0.97 p = 0.62 W = 0.96 p = 0.37 F = 5.12
p = 0.008

FT3 (pmol/l) 3.66 ± 0.1 3.70 ± 0.11 3.74 ± 0.09 F = 0.24
p = 0.70

2.6–5.6

W = 0.95 p = 0.30 W = 0.95 p = 0.30 W = 0.95 p = 0.32 F = 6.59
p = 0.001

T3 (nmol/l) 1.83 ± 0.05 1.86 ± 0.06 1.89 ± 0.05 F = 0.53
p = 0.58

1.3–2.7

W = 0.93 p = 0.051 W = 0.92 p = 0.05 W = 0.92 p = 0.05 F = 2.12
p = 0.04
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Group 1 (control) − 72.0 ± 2.10, Group 2–72.26 ± 1.8 
(F1,2=0.5, p1,2=0.8),), Group 3–69.43 ± 1.3 (F1,3=2.31, 
p1,3=0.16), (F2,3=1.83, p2,3=0.63); FT4 (mean ± Std error): 
Group 1 (control) − 15.56 ± 0.66, Group 2–15.25 ± 0.40 
(F1,2=0.8, p1,2=0.18), Group 3–15.99 ± 0.40 (F1,3=0.31, 
p1,3=0.88), (F2,3=0.24, p2,3=0.63); T3 (mean ± Std error): 
Group 1 (control) – 1.83 ± 0.05, Group 2–1.86 ± 0.06 
(F1,2=0.76, p1,2=0.68), Group 3–1.89 ± 0.05 (F1,3=1.19, 
p1,3=0.27) (F2,3=0.34, p2,3=0.55); FT3 (mean ± Std error): 
Group 1 (control) – 3.66 ± 0.1, Group 2–3.70 ± 0.11 
(F1,2=0.08, p1,2=0.18), Group 3–3.74 ± 0.09 (F1,3=0.47, 
p1,3=0.49), (F2,3=0.35, p2,3=0.55)).

The level of TSH in oncological patients’ groups (Group 
2, Group 3) significantly increased compared to the con-
trol group (Group 1) (TSH (mean ± Std error): Group 1 
(control) – 1.21 ± 0.12, Group 2–2.45 ± 0.11 (F1,2=107, 
p1,2<0.001), Group 3–2.47 ± 0.17 (F1,3=150, p1,3<0.001)), 
however, the difference between Group 2 and Group 3 
was not recorded (F2,3=0.15, p2,3=0.80).

It is worth noting that in all studied patients, the level 
of thyroid hormones in the blood did not exceed the lim-
its of clinically established norms.

Oxidative stress intensity in blood
Table  2 shows the content of lipid peroxidation prod-
uct, MDA, and TAA in the blood serum of the enrolled 
patients.

The data presented in Table  2 shows that the MDA 
(malondialdehyde) levels in the blood serum of patients 
with thyroid tumor pathology (Group 2, and Group 3) 
have increased by 4–5 times. However, there was no sta-
tistically significant difference between the MDA levels 
found in patients with thyroid cancer from families with 
a history of cancer (Group 2) and those without any can-
cers among their first and second-degree relatives (Group 
3) (F2-3= 3.35; p2-3 = 0.07).

In patients with thyroid cancer from families with can-
cer aggregation (Group 2), the level of TAA statistically 
significantly decreased (F1-2=200; p1-2 < 0.001). In con-
trast, in patients with thyroid cancer without cancers 
among I and II-degree relatives (Group 3), the level of 
TAA did not change compared to the control (F1-3= 2.13; 
p1-3 = 0.15).

Discussion
The molecular mechanisms underlying the etiology of 
cancer are not fully understood. It is thought that the ini-
tiation of cancer occurs after an accumulation of genetic 
alterations that results in either activation of oncogenes 
or inactivation of tumor suppressor genes, which lead 
to either cellular proliferation or abnormal programmed 
cell death. Reactive oxygen species (ROS) (superoxide 
anion (O2

−), hydrogen peroxide (H2O2), and the hydroxyl 
radical (*OH)), generated in the cell as a result of aerobic 
metabolism and also as a result of inflammation, cellu-
lar stress, metabolism of exogenous compounds, at nor-
mal concentrations are intracellular signaling molecules 
[21, 22], serve important cellular functions, however, at 
high levels (oxidative stress), can participate in the initia-
tion of several diseases, including cancer [22]. They can 
cause DNA damage, including mutations, deletions, gene 
amplification, and rearrangement. These can trigger pro-
grammed cell death, activate proto-oncogenes, and deac-
tivate tumor suppressor genes [23].

Redox balance is regulated by the defense antioxidant 
system, composed of both nonenzymatic (flavonoids, 
glutathione, and antioxidant vitamins such as vitamins 
A, C, and E) and enzymatic compounds (superoxide dis-
mutases (SOD), catalase (CAT) and glutathione peroxi-
dase (GPX)) [21, 24], that either limits the formation of 
ROS or detoxify the reactive metabolites. The cellular 
biochemical and genetic mechanisms maintaining a bal-
ance between the relative abundance of ROS and antioxi-
dants are complex.

ROSs have a well-established role in cell signaling: in 
the short term, cells adapt to oxidative stress by meta-
bolic reprogramming (activating the antioxidant systems, 
maintaining ROS to homeostatic levels), and in the long 
term (chronic oxidative stress) - by genetic reprogram-
ming (upregulating antioxidant gene expression and 
increasing cell survival) [22, 24–28]. These phenomena 
can have profound pathophysiological consequences [25, 
29–31] - an increase in ROS can induce DNA damage, 
also, through the regulation of different cellular signaling 
pathways and nuclear factors, support the enhanced pro-
liferation of transformed cells increase cellular growth, 
cell survival, contribute to genomic instability, initiate 
tumorigenesis and the development of cancer [26, 28, 29, 

Table 2 The MDA content and TAA in the blood serum of the studied patients. (Mean ± Std error). Shapiro-Wilk W and p. Fisher’s F end 
p, and Levene’s test’s results (F, p)
Parameters Group 1 Group 2 Group 3 ANOVA and Levene’s Test’s
MDA (micromol/l) 1.43 ± 0.11 5.20 ± 0.30 4.55 ± 0.25 F = 93.28; p < 0.001

W = 0.92 p = 0.05 W = 0.96 p = 0.36 W = 0.94 p = 0.17 F = 7.05
p = 0.001

TAA (%) 25.32 ± 0.36 16.52 ± 0.46 26.73 ± 0.92 F = 86.49 p < 0.001
W = 0.92 p = 0.051 W = 0.92 p = 0.51 W = 0.96 p = 0.33 F = 3.82

p = 0.02
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31, 32]. The antioxidant defense system can inhibit the 
initiation of carcinogenesis, and also affect tumor pro-
gression. The differential expression levels of each gene 
observed in different settings revealed a precise spatial 
context where redox alterations may promote genome 
instability or redox adaptation [33]. The production of 
antioxidants is diminished in various types of cancer 
cells. [25].

Tumor cells exhibit enhanced redox homeostasis; 
the level of ROS in cancer cells is phenotypically high. 
Sources of increased ROS production in tumor cells are 
associated with the production of O2

– by oncogene- or 
damage-stimulated mitochondria (alteration of the elec-
tron transport chain, hypoxia, or other factors) [32, 34]. 
Increased ROS levels in tumor cells may also result from 
tumor-mediated suppression of antioxidant enzymes’ 
genes expression (superoxide dismutase (SOD), glutathi-
one peroxidase (GP), etc.) [29, 35], or post-translational 
modifications of the enzymes, exemplified by the acety-
lation of SOD [27, 36, 37], which confers antioxidant 
enzymes prooxidant properties. In addition, cancer cells 
may produce ROS due to the stimulation by immune cells 
and also, are exposed to ROS, generated by surrounding 
immune cells [38].

Although ROSs are considered pro-tumorigenic, high 
ROS levels may be cytotoxic [34, 37], and trigger aging or 
apoptosis of neoplastic cells [26, 34]. Cancer cells restruc-
ture their redox potential from reduced to oxidized to 
enhance ROS-driven proliferation. They are adapted to 
survive under moderate oxidative stress but avoid ROS 
thresholds and suppress excessive high oxidative stress 
that could otherwise trigger cell aging and apoptosis [34, 
36] by upregulation antioxidant transcription factors or 
reprogram metabolism to increase the de novo synthesis 
of antioxidants; they also may stimulate anti-apoptotic 
and pro-survival pathways. Increasing antioxidant status 
in tumor tissue, presumably to combat high ROS burden, 
is generally associated with poor prognosis [39].

According to the results of our investigation, in patients 
with thyroid cancer, levels of T4 and T3 did not dif-
fer considerably from control levels, while TSH content 
increased by 90% in both groups (Group 2 and Group 3). 
Earlier studies did not find a significant increase in the 
risk of thyroid cancer related to high TSH levels or age 
[40]. However, recent studies have shown a strong asso-
ciation between high TSH levels and an increased risk of 
thyroid nodule malignancy [15]. Differentiated thyroid 
cancer cells usually express functional TSH receptors 
(TSHR). Stimulation of TSHR by TSH secreted in the 
pituitary gland increases the synthesis of H2O2, which is 
the substrate of thyroperoxidase in thyroglobulin iodin-
ation and thyroid hormone synthesis, contributing to the 
high level of oxidative stress in thyroid cancer patients. 

Therefore, ROS is actively generated in the malignant 
thyroid gland [14].

Our research indicates that the amount of MDA in the 
blood serum of patients diagnosed with thyroid cancer 
(Group 2 and Group 3) is 4–5 times higher than that of 
healthy individuals who participated in the study. These 
data are in agreement with literature data demonstrating 
altered lipid peroxides and antioxidants in tumor tissues 
of thyroid cancer patients, these alterations are increased 
with the progression of cancer cells toward a more differ-
entiated phenotype [41–44]. We did not find any statisti-
cally significant difference in the levels of MDA between 
patients with thyroid cancer from families with a history 
of cancer (Group 2) and those without a history of can-
cer in first and second-degree relatives (Group 3). How-
ever, in patients with thyroid cancer from families with 
cancer aggregation (Group 2), the level of TAA decreased 
by 40%. In contrast, in patients with thyroid cancer with-
out cancers among I and II-degree relatives (Group 3), 
the level of TAA did not change compared to control. 
The fact of depletion of the antioxidant system in patients 
with thyroid cancer from families with cancer aggrega-
tion indicates its potential role in oxidative mechanisms 
in malignant transformation. In vivo studies have shown 
that thyroid cells are more susceptible to damage result-
ing from oxidative stress than other organs [4].

Although the biological role of oxidative stress path-
ways has been extensively demonstrated, it is still unclear 
which and how oxidative stress genes predict bad prog-
nosis and if their modulation is cancer-type specific. 
Among the genes associated with thyroid cancer BRAF, 
RAS, KRAS, NRAS, PTEN, and PRKAR1A genes par-
ticipate in regulating oxidative metabolism. The tumor 
suppressor genes (PTEN, and PRKAR1A) are involved 
in important cellular functions, including DNA repair, 
regulation of transcription, ubiquitination, and cell cycle 
regulation [11, 13, 45]; they participate in regulating oxi-
dative stress [46] via increasing the expression of several 
genes, activation antioxidant response and decrease the 
levels of reactive oxygen species (ROS) [47, 48], their 
mutation contributes to the intensification of oxidative 
stress. According to The Cancer Genome Atlas (TCGA) 
database, key genomic changes (mRNA levels) in peroxi-
dases represented by glutathione peroxidases (GPx) and 
peroxiredoxins (TPx), and genes involved in the metabo-
lism of superoxide, such as superoxide dismutase (SOD), 
were identified in several types of cancer. Correlative evi-
dence suggests the involvement of principally and com-
monly modulated pathways of thioredoxin, superoxide 
dismutase, and glutathione in breast, lung, pancreatic, 
prostate, and colon cancers [33]. Common oncogenes 
mutations could increase the production of ROS through 
pro-inflammatory or other mechanisms to elicit strong 
oxidative stress and enhance the activation of major 



Page 6 of 7Javakhishvili et al. Hereditary Cancer in Clinical Practice           (2024) 22:15 

signaling pathways to promote the initiation and progres-
sion of thyroid cancer [14].

Conclusions
Oxidative stress plays a critical role in tumorigenesis, 
and antioxidant/oxidant imbalance may contribute to the 
malignant transformation of normal tissue. In patients 
with familial susceptibility to cancer mutations of sev-
eral genes, which are involved in the regulation of oxida-
tive metabolism, may contribute to the disruption of the 
redox balance, increase the level of oxidative stress, and 
contribute to the development of thyroid cancer.

Author contributions
Ivane Javakhishvili - concept and design of research. Konstantine 
Mardaleishvili - clinical studies. Maia Mantskava - experimental studies. 
Maka Buleishvili - experimental studies. Irakli Chkikvishvili and Nina Kipiani 
- literature review. Sophio Kalmakhelidze data analysis Tamar Sanikidze - 
manuscript preparation, manuscript editing, and manuscript review.

Funding
This study was approved by the Quality Assurance Policy of Tbilisi State 
Medical University (Georgia) and financed in the frames of the PhD program.

Data availability
No datasets were generated or analysed during the current study.

Declarations

Ethical approval
The study was approved by the Internal Review Board of the Biomedical 
Research Ethics Committee of Tbilisi State Medical University (TSMU REC); 
Decision Number: N3-2020/80 on 20th May 2020. TSMU REC has been 
registered in the Office for Human Research Protections (OHRP) database 
since 2015. This office is part of the Office of the Assistant Secretary for Health 
in the Office of the Secretary of the U.S. Department of Health and Human 
Services (HHS). TSMU REC has also obtained Federal-wide Assurances (FWA) 
the same year.

Competing interests
The authors declare no competing interests.

Author details
1Tbilisi State Medical University, Tbilisi, Georgia
2Department of Physics, Biophysics, Biomechanics and Informative 
Technologies of Tbilisi, State Medical University, Tbilisi, Georgia
3Caucasus International University, Tbilisi, Georgia
4Beritashvili Center of Experimental Biomedicine, Tbilisi, Georgia
5Beritashvili Center of Experimental Biomedicine, Tbilisi State Medical 
University, Tbilisi, Georgia

Received: 19 December 2023 / Accepted: 8 August 2024

References
1. World Health Organization. Cancer Key Facts. 2022. https://www.who.int/

news-room/fact-sheets/detail/cancer. Accessed 3 February 2022.
2. Worldwide Cancer Data. WCRF International. 2022. https://www.wcrf.org/

cancer-trends/worldwide-cancerdata/. Accessed 23 March 2022.
3. Huang Y, Suguro R, Hu W, Zheng J, Liu Y, Guan M, et al. Nitric oxide and 

thyroid carcinoma: a review. Front Endocrinol. 2023;13:1050656.
4. Pizzato M, Li M, Vignat J, Laversanne M, Singh D, La Vecchia C, et al. The 

epidemiological landscape of thyroid cancer worldwide: Globocan estimates 
for incidence and mortality rates in 2020. Lancet Diabetes Endocrinol. 
2022;10(4):264–72.

5. National Center for Disease Control and Public Health. Incidence of cancer 
in Georgia. 2015. https://ncdc.ge/api/api/File/GetFile/2f4eed99-d697-4dcf-
bc1e-71071807db64. Accessed 10 March 2016.

6. Bano G, Hodgson S. Diagnosis and management of Hereditary thyroid Can-
cer. Recent Results Cancer Res. 2016;205:29–44.

7. Smith-Garcia D. Understanding Genetics and Thyroid Cancer. 2023 https://
www.healthline.com/health/cancer/thyroid-cancer-genetic#genetic-causes

8. Cybulski C, Kluźniak W, Huzarski T, Wokołorczyk D, Rusak B, Stempa K, et al. 
The Polish Hereditary breast Cancer Consortium. A1 search for new genomic 
changes associated with high risk of cancer. Hered Cancer Clin Pract. 
2019;17(1):1–9.

9. Lichtenstein P, De Faire U, Floderus B, Svartengren M, Svedberg P, Pedersen 
NL. The Swedish Twin Registry: a unique resource for clinical, epidemiological, 
and genetic studies. J Intern Med. 2002;2(3):184–205.

10. Ljubica B, Pavlovskia M, Roychoudhurya S, Nestec CV, Salhid A, Essack 
M, et al. Genes and comorbidities of thyroid cancer. Inf Med Unlocked. 
2021;25:100680.

11. Koen K, Robin P, Eline N. CHEK2 mutations and papillary thyroid cancer: cor-
relation or coincidence? Hered Cancer Clin Pract. 2022;20(1):5.

12. Xing M. Clinical utility of RAS mutations in thyroid cancer: a blurred picture 
now emerging clearer. BMC Med. 2016;14:12.

13. Pitsava G, Stratakis CA, Faucz FR. PRKAR1A and thyroid tumors. Cancers 
(Basel). 2021;13(15):3834.

14. Xing M. Oxidative stress: a new risk factor for thyroid cancer. Endocr Relat 
Cancer. 2012;19(1):C7–11.

15. Ney GM, Yang KB, Ng V, Liu L, Zhao M, Kuk W, et al. Oncogenic N-Ras mitigates 
oxidative stress-Induced apoptosis of hematopoietic stem cells. Cancer Res. 
2021;81(5):1240–51.

16. Liou GY, Döppler H, DelGiorno KE, Zhang L, Leitges M, Crawford HC, et al. 
Mutant KRas-Induced mitochondrial oxidative stress in Acinar cells Upregu-
lates EGFR Signaling to drive formation of pancreatic precancerous lesions. 
Cell Rep. 2016;14(10):2325–36.

17. Bandargal S, Rajab M, Forest VI, Pusztaszeri MP, Hier MP, da Silva SD, et al. 
Characteristics of PTEN mutation in thyroid tumours: a Retrospective Chart 
Review. Cancers (Basel). 2023;15(5):1575.

18. Chrzczanowicz J, Gawron A, Zwolinska A, de Graft-Johnson J, Krajewski W, 
Krol M, et al. Simple method for determining human serum 2,2-diphenyl-
1-picryl-hydrazyl (DPPH) radical scavenging activity - possible application in 
clinical studies on dietary antioxidants. Clin Chem Lab Med. 2008;46(3):342–9.

19. Khoubnasabjafari M, Khalil A, Abolghasem J. Reliability of malondialdehyde 
as a biomarker of oxidative stress in psychological disorders. Bioimpacts. 
2015;5(3):123–7.

20. Halliwell B, Gutteridge JMC. ROS and cancer. Free radicals in Biology and 
Medicine. London: Oxford University Press; 2015. pp. 265–78.

21. Matés JM, Sánchez-Jiménez FM. Role of reactive oxygen species in apoptosis: 
implications for cancer therapy. Int J Biochem Cell Biol. 2000;32(2):157–70.

22. Hayes JD, McLellan LI. Glutathione and glutathione-dependent enzymes 
represent a co-ordinately regulated defense against oxidative stress. Free 
Radic Res. 1999;31(4):273–300.

23. Cooke MS, Evans MD, Dizdaroglu M, Lunec J, Oxidative. DNA damage: 
mechanisms, mutation, and disease. FASEB J. 2003;17:1195–214.

24. Ray G, Husain SA. Oxidants, antioxidants and Carcinogenesis. Indian J Exp 
Biol. 2002;40:1213–32.

25. Sakamoto K, Iwasaki K, Sugiyama H, Tsuji Y. Role of the tumor suppressor 
PTEN in antioxidant responsive element-mediated transcription and associ-
ated histone modifications. Mol Biol Cell. 2009;20:1606–17.

26. Van der Reest J, Lilla S, Zheng L, Zanivan S, Gottlieb E. Proteome-wide analysis 
of cysteine oxidation reveals metabolic sensitivity to redox stress. Nat Com-
mun. 2018;9:158.

27. Sies H. Oxidative stress: a concept in redox biology and medicine. Redox Biol. 
2015;4:180–83.

28. Moloney JN, Cotter TG. (2018). ROS signaling in the biology of cancer. Semin. 
Cell Dev. Biol. 2018; 80: 50–64.

29. Hayes JD, Dinkova-Kostova AT, Tew KD. Oxidative stress in Cancer. Cancer Cell. 
2020;28(2):167–97.

30. Matoshvili M, Katsitadze A, Sanikidze T, Tophuria D, D’Epiro S, Richetta 
A. Evaluation of blood redox-balance, nitric oxide content and CCR6 
rs3093024 in the genetic susceptibility during psoriasis. Georgian Med News. 
2015;240:37–43.

31. Tikaradze E, Sharashenidze G, Ormotsadze G, Tsimakuridze M, Burjanadze G, 
Chkhikvishvili I, Kalmakhelidze S, Gabunia T, Sanikidze T. Complex study of 
Cancer Morbidity and Inflammatory Markers, Presented in the Blood Serum 

https://www.who.int/news-room/fact-sheets/detail/cancer
https://www.who.int/news-room/fact-sheets/detail/cancer
https://www.wcrf.org/cancer-trends/worldwide-cancerdata/
https://www.wcrf.org/cancer-trends/worldwide-cancerdata/
https://ncdc.ge/api/api/File/GetFile/2f4eed99-d697-4dcf-bc1e-71071807db64
https://ncdc.ge/api/api/File/GetFile/2f4eed99-d697-4dcf-bc1e-71071807db64
https://www.healthline.com/health/cancer/thyroid-cancer-genetic#genetic-causes
https://www.healthline.com/health/cancer/thyroid-cancer-genetic#genetic-causes


Page 7 of 7Javakhishvili et al. Hereditary Cancer in Clinical Practice           (2024) 22:15 

of the Rural Population of Sachkhere District of Georgia. Asian Pac J Cancer 
Prev. 2022; 1;23(6):2127–2135.

32. Paĭlodze MV, Sanikidze TV. Oxidative metabolism of uterine smooth muscular 
tissue in norm and neoplastic growth (clinical and experimental studies). 
Morfol (Saint Petersburg Russia). 2005;127(3):55–8.

33. Leone A, Roca MS, Ciardiello C, Costantini S, Budillon A. Oxidative stress gene 
expression Profile correlates with Cancer Patient Poor Prognosis: identifica-
tion of crucial pathways might select Novel Therapeutic approaches. Oxid 
Med Cell Longev. 2017;2017:2597581.

34. Gorrini C, Harris IS, Mak TW. Modulation of oxidative stress as an anticancer 
strategy. Nat Rev Drug Discov. 2013;12:931–47.

35. He J, Feng C, Zhu H, Wu S, Jin P, Xu T. Grainyhead-like 2 as a double-edged 
sword in development and cancer. Am J Transl Res. 2020;12:310–31.

36. Redza-Dutordoir M, Averill-Bates DA. Activation of apoptosis signaling path-
ways by reactive oxygen species. Biochim Biophys Acta. 2016;1863:2977–92.

37. Benhar M, Shytaj IL, Stamler JS, Savarino A. Dual targeting of the thioredoxin 
and glutathione systems in cancer and HIV. J Clin Invest. 2016;126:1630–39.

38. Kennel KB, Greten FR. Immune cell-produced ROS and their impact on tumor 
growth and metastasis. Redox Biol. 2021;42:101891.

39. Byun SH, Min C, Choi HG, Hong SJ. Association between family histories 
of thyroid Cancer and thyroid Cancer incidence: a cross-sectional study 
using the Korean Genome and Epidemiology Study Data. Genes (Basel). 
2020;11(9):1039.

40. Sadani GR, Nadkarni GD. Radiation Medicine Centre (BARC), Tata Memorial 
Centre Annexe, Parel, Bombay, India. Role of tissue antioxidant defense in 
thyroid cancers. Cancer Lett. 1996;109:231–5.

41. Faam B, Ghadiri AA, Ghaffari MA, Totonchi M, Khorsandi L. Comparing 
oxidative stress status among Iranian males and females with malignant and 
non-malignant thyroid nodules. Int J Endocrinol Metab. 2021;26(1):19.

42. Mano T, Shinohara R, Iwase K. Changes in free radical scavengers and lipid 
peroxide in thyroid glands of various thyroid disorders. Horm Metab Res. 
1997;29:351–4.

43. Laatikainen LE, Castellone MD, Hebrant A, Hoste C, Cantisani MC, Laurila JP, 
et al. Extracellular superoxide dismutase is a thyroid differentiation marker 
down-regulated in cancer. Endocr Relat Cancer. 2010;17(3):785–96.

44. Kościuszko M, Buczyńska A, Krętowski AJ, Popławska-Kita A. Could oxidative 
stress play a role in the Development and Clinical Management of differenti-
ated thyroid Cancer? Cancers (Basel). 2023;15(12):3182.

45. Mahmood A, Srivastava R. Etiology of Cancer. In: Jain B, Pandey S, editors. 
Understanding Cancer from basics to therapeutics. Amsterdam: Elsevier 
Academic; 2022. pp. 37–62.

46. Foulkes WD. Inherited susceptibility to common cancers. N Engl J Med. 
2008;359:2143–53.

47. Bae I, Fan S, Meng Q, Rih JK, Kim HJ, Kang HJ, et al. BRCA1 induces anti-
oxidant gene expression and resistance to oxidative stress. Cancer Res. 
2004;64:7893–909.

48. Saha T, Rih JK, Rosen EM. BRCA1 down-regulates cellular levels of reactive 
oxygen species. FEBS Lett. 2009;583:1535–43.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in 
published maps and institutional affiliations.


	Possible link between familial susceptibility to cancer and the level of oxidative stress in thyroid cancer patients
	Abstract
	Background
	Materials and methods
	Study design and patient selection
	Oxidative stress intensity
	TAA of blood serum
	MDA content of blood serum
	Statistical analysis

	Results
	Determination of the hormonal status in the patients’ blood
	Oxidative stress intensity in blood

	Discussion
	Conclusions
	References


