Iran J Public Health, Vol. 54, No.8, Aug 2025, pp.1678-1688 Review Article

Unveiling Cadmium-Induced Cardiotoxicity: Mechanisms,
Challenges, and Future Perspectives: A Narrative Review

Mandana Pouladzadeh ', Masoud Danjeh °, Negin Yousefi Chermehini’,
Somayeh Zamanifard’, Ali Abesi*, Parisa Molaee’, *Hadi Rezaeeyan °

1. Emergency Medicine Department, Faculty of Medicine, Abvaz, Jundishapur University of Medical Sciences, Ahvaz, Iran
2. Department of Cardiology, Shabid Bebeshti University of Medical Sciences, Tebran, Iran
3. Department of Cardiology, School of Medicine, Hajar Hospital, Shabrekord University of Medical Sciences, Shabrekord, Iran
4. Student Research Committee, School of Medicine, Isfaban University of Medical Sciences, 1sfaban, Iran
5. Department of Cardiology, School of Medicine, Tehran University of Medical Sciences, Tehran, Iran
6. Asadabad School of Medical Sciences, Asadabad, Iran

*Corresponding Author: Email: hadi.rezaeeyan@yahoo.com

(Received 17 Feb 2025; accepted 14 May 2025)

Abstract

We investigated the mechanisms of cadmium-induced cardiotoxicity, focusing on its pathophysiological effects,
potential preventive strategies, and therapeutic interventions. We further explored approaches to mitigate long-
term cardiovascular risks associated with cadmium exposure. This research analyzed the molecular and cellular
pathways involved in cadmium toxicity, emphasizing oxidative stress, inflammation, endothelial dysfunction,
platelet-leukocyte interactions, and cardiomyocyte damage. Experimental findings and existing literature were
examined to uncover the mechanisms driving cadmium-induced cardiotoxicity and to identify potential thera-
peutic targets. Cadmium exposure leads to oxidative stress and inflammation, resulting in endothelial dysfunc-
tion, platelet-leukocyte activation, and thromboinflammation. It disrupts calcium signaling, elevates reactive
oxygen species (ROS) production, and causes cardiomyocyte loss, ultimately impairing cardiac function. Cad-
mium also remodels ion channels and suppresses cardiomyocyte proliferation, intensifying its cardiotoxic ef-
fects. While current therapies focus on removing circulating cadmium, they do not address the residual cardio-
vascular damage caused by prior exposure. Cadmium exerts significant cardiotoxic effects through oxidative
stress, inflammation, and cellular activation. Future therapeutic strategies should target these pathways, particu-
larly the activation of platelets, leukocytes, and endothelial cells, to reduce cadmium-induced cardiovascular
damage and improve long-term outcomes.
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tion
Introduction
A pervasive environmental contaminant, cadmi- its widespread presence in industrial emissions,
um poses significant risks to human health due to polluted air, and contaminated food and water
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(1). Exposure to cadmium, whether through in-
halation, ingestion, or environmental contact, is
associated with extensive damage across multiple
organ systems, including the lungs, kidneys,
skeletal structure, and cardiovascular system (1,
2). Even at low levels, cadmium exerts profound
disruptions on key physiological processes, par-
ticularly affecting the immune, reproductive, and
cardiovascular systems (3).

Emerging evidence highlights the critical role of
cadmium in the onset and progression of cardio-
vascular diseases (4). Cadmium tends to accumu-
late in cardiac and vascular tissues, where it in-
duces structural ~damage, histopathological
changes, and the development of cardiac fibrosis.
These pathological alterations compromise the
structural integrity and functional capacity of the
cardiovascular system, making cadmium a signifi-
cant contributor to cardiotoxicity and associated
health risks (5-7).

In this study, we delve into the underlying mech-
anisms of cadmium-mediated cardiotoxicity, ex-
amining its molecular and cellular impacts on
cardiovascular health. Furthermore, we explore
both preventive strategies and therapeutic inter-
ventions aimed at mitigating cadmium-induced
damage. By addressing the gaps in current under-
standing and highlighting potential targets for
intervention, this research aimed to pave the way
for innovative approaches to reduce the long-
term cardiovascular risks associated with cadmi-
um exposure.

Application of cadmium in medicine

Cadmium is generally utilized in the manufactur-
ing of nickel-cadmium batteries (8), coatings and
platings for pigments, stabilizers for plastic man-
ufacturing, electroplating steel, and in nuclear
reactors (5). Cadmium compounds were conven-
tionally employed in black and white television
phosphors, photoconductive surfaces in photo-
copier drums, and paint pigments (9). These qual-
ities make it a suitable option for applications like
fluorescent materials in medical devices such as
fluorescent microscopes and fluorophore probes
(10). Cadmium and its derivatives are also utilized
in the manufacturing of radiation protection
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items. Recently, there has been a shift in atten-
tions towards utilizing cadmium for the devel-
opment of effective nano particles that are com-
monly employed in anti-cancer strategies (11, 12).
Collectively, cadmium is a significant heavy metal
that finds extensive use in both industrial and
medical applications. However, prolonged expo-
sure to even small amounts of cadmium can lead
to serious negative consequences like cardiotoxi-

city.

Mechanism related cardiotoxicity

A growing body of evidence suggests that cadmi-
um leads to notable harmful effects on the heart,
such as alterations in cardiac tissue morphology,
cardiac arrhythmia, remodeling of ion channels in
cardiomyocytes, and cardiomyocytes apoptosis
(13, 14). Additionally, some evidence also sug-
gested that cadmium accelerate the atherosclero-
sis through various mechanisms (15, 16). Cadmi-
um has the ability to promote the conversion of
macrophages into M1 macrophages, resulting in
the production of I1L6 and TNF-a (Fig. 1) (17,
18). This, in turn, worsens the inflammatory
state, which not only aids in the advancement of
atherosclerosis but also promotes the develop-
ment of various harmful occurrences like cardi-
omyocyte apoptosis, endothelial dysfunction,
platelet activation, and thrombus formation, re-
sulting in tissue ischemia such as heart ischemia
(19). Cadmium induces NLRP3 inflammasome
activation, resulting in the production of IL1b
and IL-18 as well as the activation of caspase 1
(Fig. 1) (20). These deleterious events contribute
to increased inflaimmation. Moreover, caspase 1
activation causes pyroptosis in vascular endothe-
lial cells (21). Altogether, the activation of
NLRP3 in vascular endothelial cells plays a cru-
cial role in the progression of cardiovascular dis-
ease (22). The important part of deleterious cad-
mium mediated cardiotoxicity regulated by the
activation or suppression of crucial signaling
pathways like phosphatidylinositol — 3-kinase
(PI3K)/AKT and P38 MAPK pathways in cardi-
omyocytes (13, 14, 23). The atypical electrophysi-
ological characteristics caused by cadmium can be

1679



Iran J Public Health, Vol. 54, No.8, Aug 2025, pp.1678-1688

reversed by blocking either the PI3K-Akt or P38
MAPK signaling pathway (24). Further investiga-
tion revealed that CdCI2 treatment of H9-CMs
resulted in a unique expression pattern of ion
channel genes, along with decreased sodium and
calcium currents. The cells underwent remodel-
ing of cardiac ion channels in response to cadmi-
um exposure (14). Furthermore, cadmium has the
ability to directly trigger the activation of matrix
metalloproteinases (MMPs) and indirectly induce
MMPs activation by amplifying inflammation
(25). This activation of MMPs is crucial in vari-

ous extracellular matrix processes, including in-
flammation and fibrosis (26, 27). A study demon-
strated that cadmium triggers cardiac fibrosis by
activating MMP-2 and MMP-9 (25). Cadmium
also induces vascular endothelial and cardiomyo-
cyte injury by promoting the generation of reac-
tive oxygen species (ROS) (28). In summary, ex-
posure to cadmium is associated with the occur-
rence several deleterious cascades of events that
contribute to the progression of cardiovascular
damage.

Oxidative stress
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Fig. 1: Cadmium-induced inflammation: Cadmium triggers inflammatory responses via three distinct mecha-
nisms. Firstly, it prompts the conversion of macrophages into M1 macrophages that release pro-inflammatory cyto-
kines like TNF-a and IL1, 6. Secondly, it activates NLRP 3, leading to the formation of an inflammasome that am-
plifies inflammation. Lastly, it triggers the activation of the p38-MAPK pathway, further exacerbating inflammation

Oxidative stress

The activation of various cellular signaling path-
ways is typically linked to the oxidative stress re-
sulting from the disparity between the production
and neutralization of ROS (29). Elevation level of
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ROS can arise from either endogenous or exoge-
nous sources (30). Typically, the accumulation of
ROS is identified by an increase in various mole-
cules such as hydrogen peroxide, hydroxyl ions,
singlet oxygen, superoxide anions, lipid hydrop-
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eroxides, and phospholipid hydroperoxides (31).
The ROS accumulation often leads to the initia-
tion of double strand DNA breaks and damage
to membranes, proteins, and lipids (32). Several
lines of evidence suggest that ROS generation is
linked to the inhibition of the electron transfer
chain in mitochondria (33). This, in turn, induces
exaggerated ROS production, leading to the acti-
vation of the apoptotic process. Ultimately, this
process initiates apoptosis, especially in cardio-
myocytes that possess a significant number of
mitochondria (34). ROS generation is often ac-
companied by activation of important transcrip-
tion factors comprising NF-»f3, AP-1, and Nrf-2
(35). These crucial transcription factors govern
the process of cardiac remodeling, distinguished
by alterations in the cardiomyocytes, fibroblasts,
vascular smooth muscle cells, vascular endothelial
cells, and inflammatory cells, as well as modifica-
tions in the size, shape, geometry, and functional-
ity of the heart (36). Additionally, ROS genera-
tion typically associated with disruption of cellu-
lar Calcium ions (Ca2+) homeostasis which
serves as a crucial second messenger (37). Cad-
mium-induced oxidative stress collectively en-
dangers patients by increasing the risk of cardio-
toxicity.

Dysregulation of calcium homeostasts

Ca2+ play a crucial role in regulating a wide
range of cellular functions in different types of
cells, such as cardiomyocytes (38). Ca2+ plays a
crucial role in regulating cardiac electrical signals
and the contraction of cardiomyocytes in order
to enhance blood circulation (39). Additionally,
Ca2+ is involved in governing diverse activities
within cardiomyocytes, such as gene transcription
(40). A limited number of crucial molecular com-
ponents, namely ryanodine receptors, voltage-
operated calcium  channels, and calcium
pumps/transporters regulate cardiac calcium
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homeostasis (41). Any alteration in the elements
participating in the regulation of cardiac calcium
balance, whether caused by genetic mutation, ill-
ness, or long-term changes in blood flow, can
have a substantial effect on both the functionality
and characteristics of cardiomyocytes (42, 43). In
this context, a piece of evidence indicated that
cadmium can disrupt cellular Ca2+ homeostasis
is through stimulation of intracellular Ca2+ stor-
age release and/or extracellular Ca2+ entrance
(44). Mechanistically, Cadmium has the ability to
hinder the plasma membrane Ca2+-ATPase,
leading to the obstruction of Ca2+ efflux (45).
Additionally, it can also impede the entry of cal-
cium into the endoplasmic reticulum and Golgi
apparatus by inhibiting the activities of sarco-
plasmic/endoplasmic reticulum Ca2+-ATPase or
secretory pathway Ca2+-ATPase (46). Another
significant mechanism through which cadmium
induces calcium flux is by interacting with G-
protein coupled receptors, which triggers the ac-
tivation of Phospholipase C (PLC) (47, 48). This
activation leads to the breakdown of phospha-
tidyl inositol into inositol triphosphate (IP3) and
diacylglycerol (DAG). The generated IP3 subse-
quently binds to IP3R on the endoplasmic reticu-
lum, resulting in calcium influx (49). The cadmi-
um-mediated Ca2+ flux not only disrupts normal
cardiomyocyte functions, potentially leading to
cardiac arrhythmia, but also triggers an exaggerat-
ed level of Ca2+ that activates the apoptosis
pathway (50). Elevated Ca2+ levels activate cal-
modulin, which in turn induces cardiomyocyte
apoptosis through the mTOR and MAPK path-
ways (Fig. 2) (51). Additionally, calmodulin in-
duces mitochondrial collapse, facilitating the re-
lease of cytochrome ¢ and activation of intracel-
lular apoptosis pathways (52). Therefore, the
overload of calcium mediated by cadmium plays
a critical role in cardiotoxicity.
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Fig. 2: Cadmium mediated-cardiotoxicity: Cadmium causes cardiotoxicity primarily by activating mTOR and

MAPK, as well as inducing ca2+ efflux. Cadmium stimulates ca2+ influx by interacting with a G-protein-coupled

receptor, leading to the activation of phospholipase C. This enzyme then generates IP3 from PIP2, which subse-
quently binds to its specific receptor on the endoplasmic reticulum, resulting in ca2+ influx

Cardiomyocyte regeneration

Following postnatal physiological changes in the
human body, cardiomyocytes experience signifi-
cant alterations, such as a reduction in their abil-
ity to regenerate and an enhancement in their
functionality (53, 54). However, the regenerative
capability of cardiomyocytes can be enhanced by
various factors, such as ischemia, certain hot-
mones like platelet-derived growth factor, and
vasoactive peptides (55). Moreover, the trans-
formation of other cell types, such as fibroblasts,
into functional cardiomyocytes and the differen-
tiation of stem cells into cardiomyocytes, serve as
additional mechanisms for cardiomyocyte regen-
eration (56, 57). Several molecular mechanisms
are involved in the proliferation of cardiomyo-
cytes. One of these mechanisms is the
PIBK/AKT signaling pathway, which plays a
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crucial role in enhancing the proliferation and
survival of cardiomyocytes (58). There is evi-
dence suggesting that cadmium inhibits the acti-
vation of this signaling pathway (13). This inhibi-
tion not only reduces the reproductive capability
of cardiomyocytes but also affects their energy
homeostasis, leading to a decrease in functionality
and cardiac contractile tension. Conversely,
PIBK/AKT is an important pathway in which
suppression of this pathway inhibit the cadmium
mediated cardiotoxicity (14). Therefore, cadmium
can potentially interfere with cardiomyocyte re-
generation.

Strategy to cardiotoxicity inhibition

Exposure to cadmium has been linked to various
harmful effects. Numerous studies have been
conducted to explore potential methods of inhib-
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iting cadmium-induced toxicity, particularly in
relation to cardiotoxicity. These methods include
preventive measures such as the use of chemical
and natural decontamination agents (59), nano-
particles (60), as well as treatment options follow-
ing cadmium exposure, such as the use of chelat-
ing agents (Table 1) (61) and plasma exchange-
hemodialysis-plasmapheresis (3). Contaminated
water poses a significant risk for cadmium expo-
sure, leading to the utilization of various decon-
taminating agents to minimize this risk. Some of
these agents are Moringa oleifera seeds, peanuts
(Arachis hypogaea), cowpeas (Vigna unguiculata),
urad (Vigna mungo), and corn (Zea mays). These
seeds work by filtering contaminated water
through different mechanisms, including neutral-
izing colloidal positive charge and absorbing
heavy metals in their tissues (3). Detoxifiers can
also be used to remove soil contamination. Upon
exposure to cadmium, the initial approach to
treating poisoned patients with heavy metal in-
volves the sequential removal of circulating cad-
mium and the subsequent neutralization of its
harmful impact on various organs, particularly
the cardiovascular system. Hemodialysis and che-
lating agents, such as Ethylenediaminetetraacetic
acid (EDTA), are viable options for eliminating
cadmium from the bloodstream (3). The subse-
quent step entails counteracting the adverse ef-
fects of cadmium. Given that oxidative stress
plays a central role in cadmium-induced cardio-
toxicity, the utilization of antioxidant agents such
as vitamin C and vitamin D serves as an appro-
priate strategy for mitigating this toxicity (62).
Roflumilast can effectively reduce cadmium-
induced cardiotoxicity by inhibiting oxidative
stress in a rat mode (63)1. Hence, it proves to be a
successful approach to initially eliminate cadmi-
um from the bloodstream and the human system,
subsequently counteracting its detrimental conse-
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quences like oxidative stress through the utiliza-
tion of antioxidants.

Conclusion and future perspective

Cadmium is a hazardous heavy metal present in
contaminated air, soil, and potentially in vegeta-
bles (64). Even minimal exposure to cadmium
can cause serious damage to various organs (65,
66). The primary mechanisms responsible for
cadmium toxicity are primarily linked to oxidative
stress and the Ca2+ ions efflux (67). These con-
ditions give rise to toxic effects such as severe
damage to cardiomyocytes and an increased like-
lihood of thrombosis, thereby increasing the risk
of cardiovascular disease (66). Furthermore, an
increasing amount of evidence suggests that
cadmium also induces inflammation, further
worsening its toxic effects on the cardiovascular
system (18).

Numerous investigations have been conducted to
explore potential techniques for mitigating the
harmful effects caused by cadmium. The appro-
priate course of action following cadmium expo-
sure consists of two main components. Firstly,
the primary concern is to eliminate cadmium
from the patient's body (68). Two approved
methods for achieving this objective are chelation
therapy utilizing agents and hemodialysis (3).
Subsequently, the focus shifts towards alleviating
the adverse impacts of cadmium on the individu-
al's body. Although some studies propose the
utilization of antioxidants to counteract cadmium
toxicity, there is limited evidence supporting the
use of anti-inflammatory medications or a com-
bination of antioxidants and anti-inflammatory
agents to reduce cadmium-induced cardiotoxicity
(3, 69). Considering that inflaimmation and the
production of ROS play crucial roles in cadmi-
um-mediated toxicity, it is suggested that a more
effective approach would involve targeting both
inflammation and oxidative stress.

1683



Chelating Agents

Iran J Public Health, Vol. 54, No.8, Aug 2025, pp.1678-1688

Table 1: Heavy metal chelating agents

Mechanisms

Side Effects

EDTA Bind to heavy met- hydrophile low blood sugar, (70, 71)
als via four car- diminished calcium
boxylate and two levels, headache,
amine groups nausea, dangerous-
ly low blood pres-
sure, kidney failure,
organ damage, ir-
regular heartbeat,
and seizures
Penicillamine Binding to divalent hydrophile Abdominal or (72,73)
(DPA) and three valent stomach pain,
ions chest pain, and
dark urine
Dimercaprol Bind through thiol hydrophile nausea, vomiting, (74)
group to cadmium abdominal pain,
and other heavy tachycardia, hyper-
metal tension, headache,
burning sensation
in the eyes, nose,
and mouth
Dithiocarbamates | Bind to heavy met- hydrophobic flushing, nausea (75)
al through by its and tachycardia.
thiol group
Meso 2, 3- | Chelating heavy hydrophile Nausea, vomiting, (76)
dimercaptosuccinic =~ metal by its sulfur diarrhea, and ano-
acid (Succimer, and capping agents rexia are common.
DMSA) feature.
dimercapto-1- Chelating heavy hydrophile nausea, vertigo, (77)
propane  sulfonic | metal by their sul- headache, weak-
acid (Unithiol, fur group, ness, pruritus, and
DMPS) allergic reactions,
such as rashes
monoisoamy/ DMSA | Bind to heavy met- hydrophobic mild gastrointesti- (78)
(MiADMSA) al through its thiol nal discomfort,
groups fatigue, mental
fuzziness, head-
ache, and diuresis.
Monocyclohexcy! Bind to heavy met- hydrophobic - (79)
DMSA al through its thiol
(MchDMSA) groups
Conclusion reduce cadmium-induced cardiovascular damage

Cadmium exerts significant cardiotoxic effects
through oxidative stress, inflammation, and cellu-
lar activation. Future therapeutic strategies should
target these pathways, particularly the activation
of platelets, leukocytes, and endothelial cells, to
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and improve long-term outcomes.

Journalism Ethics considerations

Ethical issues (Including plagiarism, informed
consent, misconduct, data fabrication and/or
falsification, ~ double  publicaton  and/otr

Available at:  http://ijph.tums.ac.ir




Pouladzadeh et al.: Unveiling Cadmium-Induced Cardiotoxicity: Mechanisms...

submission, redundancy, etc.) have been
completely observed by the authors.

Acknowledgements

The authors appreciate and thank the efforts of
the Asadabad School of Medical Sciences.

Data availability

This is a review study, and it is not an original.
Data availability is corresponding author respon-
sibility.

Consent for publication

Not applicable.

Funding

None.

Conflict of interest

The authors declare that they have no conflict of
interest.

References

1. Charkiewicz AE, Omeljaniuk WJ, Nowak K, et
al (2023). Cadmium Toxicity and Health
Effects-A  Brief ~ Summary.  Molecules,

28(18):6620.

2. Wei §, Ma W, Li X, Jiang C, et al (2020).
Involvement of ROS/NLRP3
Inflaimmasome  Signaling  Pathway in
Doxorubicin-Induced Cardiotoxicity.

Cardiovase Toxicol, 20(5):507-519.

3. Rafati Rahimzadeh M, Rafati Rahimzadeh M,
Kazemi §, et al (2017). Cadmium toxicity and
treatment: An update. Caspian | Intern Med, 8
(3):135-145.

4. Lin H-C, Hao W-M, Chu P-H (2021). Cadmium
and cardiovascular disease: An overview of
pathophysiology, epidemiology, therapy, and
predictive value. Rev Port Cardiol (Engl Ed), 40
(8):611-617.

Available at:  http://ijph.tums.ac.ir

10.

11.

12.

13.

14.

15.

Genchi G, Sinicropi MS, Lauria G, et al (2020).
The Effects of Cadmium Toxicity. Iz |
Environ Res Public Health, 17(11):3782.

Zhao L, Liao M, Li L, et al (2024). Cadmium
activates the innate immune system through
the AIM2 inflammasome. Chenz Biol Interact,
399:111122.

Thompson J, Bannigan ] (2008). Cadmium: toxic
effects on the reproductive system and the
embryo. Reprod Toxicol, 25 (3):304-15.

Weshahy AR, Sakr AK, Gouda AA, et al (2022).
Selective Recovery of Cadmium, Cobalt, and
Nickel from Spent Ni-Cd Batteries Using
Adogen(®) 464 and Mesoporous Silica
Detivatives. Int | Mol S, 23(15):8677.

Abdrabou D, Ahmed M, Hussein A, El-Sherbini
T (2023). Photocatalytic behavior for removal
of methylene blue from aqueous solutions via
nanocomposites based on Gd(2)O(3)/CdS
and cellulose acetate nanofibers. Environ Sci
Pollut Res Int, 30 (44):99789-99808.

Li L, Wang ], Xu S, Li C, Dong B (2022). Recent
Progress in Fluorescent Probes For Metal Ion
Detection. Front Chen, 10:875241.

Hadi IH, Khashan KS, Sulaiman D (2021).
Cadmium sulphide (CdS) nanoparticles:
Preparation and characterization. Materials
Today: Proceedings, 42:3054-3056.

Azizi M, Ghourchian H, Yazdian F,
Alizadehzeinabad H (2018). Albumin coated
cadmium nanoparticles as chemotherapeutic
agent against MDA-MB 231 human breast
cancer cell line. Artif Cells Nanomed Biotechnol,
46 (sup):787-797.

Chen CY, Zhang SL, Liu ZY, Tian Y, Sun Q
(2015). Cadmium toxicity induces ER stress
and apoptosis via impairing energy
homoeostasis in cardiomyocytes. Buosci Rep,
35(3):e00214.

Liu M, Chen R, Zheng Z, et al (2025).
Mechanisms of inflammatory
microenvironment formation in
cardiometabolic  diseases: molecular and
cellular perspectives. Front Cardiovase Med,
11:1529903.

Barregard L, Sallsten G, Harari F, et al (2021).
Cadmium Exposure and Coronary Artery
Atherosclerosis: A Cross-Sectional
Population-Based Study of Swedish Middle-
Aged Adults. Emnviron Health Perspect, 129
(6):67007.

1685



16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

1686

Iran J Public Health, Vol. 54, No.8, Aug 2025, pp.1678-1688

Tinkov AA, Filippini T, Ajsuvakova OP, et al
(2018). Cadmium and atherosclerosis: A
review of toxicological mechanisms and a
meta-analysis of epidemiologic  studies.
Environ Res, 162:240-260.

Yao Y, Zhao X, Zheng S, et al (2021). Subacute
cadmium  exposure  promotes Ml
macrophage polarization through oxidative
stress-evoked inflammatory response and
induces porcine adrenal fibrosis. Toxicolgy,
461:152899.

Zhang Y, Zhu L, Li X, et al (2024). M2
macrophage  exosome-derived  IncRNA
AKO083884 protects mice from CVB3-
induced viral myocarditis through regulating
PKM2/HIF-1oc axis mediated metabolic
reprogramming of macrophages. Redox Bio,
69:103016.

Aksu K, Donmez A, Keser G (2012).
Inflammation-induced thrombosis:
mechanisms, disease  associations  and
management. Curr Pharm Des, 18 (11):1478-
93.

Cai J, Guan H, Jiao X, et al (2021). NLRP3
inflammasome  mediated ~ pyroptosis  is
involved in cadmium exposure-induced
neuroinflammation through the I-18/IkB-o-
NF-«B-NLRP3 feedback loop in swine.
Toxicology, 453:152720.

Xi H, Zhang Y, Xu Y, et al (2016). Caspase-1
Inflammasome Activation Mediates
Homocysteine-Induced Pyrop-Apoptosis in
Endothelial Cells. Cirr Res, 118 (10):1525-39.

Zheng Y, Xu L, Dong N, Li F (2022). NLRP3
inflammasome: ~ The rsing star in
cardiovascular diseases. Front Cardiovasc Med,
9:9270061.

Pouladzadeh M, Safdarian M, Choghakabodi
PM, et al (2021). Validation of red cell
distribution width as a COVID-19 severity
screening tool. Future S¢i OA, 7(7):FSO712.

Sahu R, Dua TK, Das S, et al (2019). Wheat
phenolics ~ suppress  doxorubicin-induced
cardiotoxicity via inhibition of oxidative
stress, MAP kinase activation, NF-xB
pathway, PI3K/Akt/mTOR impairment, and
cardiac apoptosis. Food Chen Toxicol, 125:503-
519.

Das SC, Varadharajan K, Shanmugakonar M, Al-
Naemi HA (2021). Chronic Cadmium
Exposure Alters Cardiac Matrix

26.

27.

28.

29.

30.

31.

32.

33,

34.

35.

36.

37.

38.

39.

Metalloproteinases in the Heart of Sprague-
Dawley Rat. Front Pharmacol, 12:663048.

Giannandrea M, Parks WC (2014). Diverse
functions of matrix metalloproteinases during
fibrosis. Dis Model Mech, 7 (2):193-203.

Bormann T, Maus R, Stolper J, et al (2022). Role
of matrix metalloprotease-2 and MMP-9 in
experimental lung fibrosis in mice. Respir Res,
23(1):180.

Heyno E, Klose C, Krieger-Liszkay A (2008).
Origin of cadmium-induced reactive oxygen
species production: mitochondrial electron
transfer versus plasma membrane NADPH
oxidase. New Phytol, 179 (3):687-699.

Sinenko SA, Starkova TY, Kuzmin AA, et al
(2021). Physiological Signaling Functions of
Reactive Oxygen Species in Stem Cells: From
Flies to Man. Front Cell Dev Brol, 9:714370.

Bhattacharyya A, Chattopadhyay R, Mitra S, et al
(2014). Oxidative stress: an essential factor in
the pathogenesis of gastrointestinal mucosal
diseases. Physio/ Rev, 94 (2):329-54.

Fujii J, Homma T, Osaki T (2022). Superoxide
Radicals in the Execution of Cell Death.
Antioxidants (Basel), 11(3):501.

Kang MA, So EY, Simons AL, et al (2012).
DNA damage induces reactive oxygen
species generation through the H2AX-
Nox1/Racl  pathway. Cel/ Death Dis,
3(1):e249.

Zhao RZ, Jiang S, Zhang L, Yu ZB (2019).
Mitochondrial electron transport chain, ROS
generation and uncoupling (Review). 7 ] Mo/
Med, 44 (1):3-15.

Persad KL, Lopaschuk GD (2022). Energy
Metabolism on Mitochondrial Maturation
and Its Effects on Cardiomyocyte Cell Fate.
Front Cell Dev Biol, 10:886393.

Morgan MJ, Liu Z-g (2011). Crosstalk of reactive
oxygen species and NF-»B signaling. Ce// Res,
21 (1):103-115.

Zang H, Mathew RO, Cui T (2020). The Dark
Side of Nrf2 in the Heart. Front Physiol,
11:722.

Gotlach A, Bertram K, Hudecova S, Krizanova
O (2015). Calcium and ROS: A mutual
interplay. Redox Biol, 6:260-271.

Prakriya M (2020). Calcium and cell function. |
Physiol, 598 (9):1647-1648.

Behringer EJ (2017). Calcium and electrical
signaling in arterial endothelial tubes: New

Available at:

http://ijph.tums.ac.it



40.

41.

42.

43,

44,

45.

46.

47.

48.

49.

50.

Available at:

Pouladzadeh et al.: Unveiling Cadmium-Induced Cardiotoxicity: Mechanisms...

insights into cellular  physiology and
cardiovascular  function.  Microcirculation,
24(3):10.1111/micc.12328.

Dewenter M, von der Lieth A, Katus HA, et al
(2017). Calcium Signaling and Transcriptional
Regulation in Cardiomyocytes. Cire Res, 121
(8):1000-1020.

Hohendanner F, McCulloch AD, Blatter LA, et
al (2014). Calcium and IP3 dynamics in
cardiac  myocytes:  experimental  and
computational perspectives and approaches.
Front Pharmacol, 5:35.

Vassalle M, Lin C-I (2004). Calcium ovetload
and cardiac function. | Biomed Sci, 11 (5):542-
505.

Li WQ, Tan SL, Li XH, et al (2019). Calcitonin
gene-related peptide inhibits the cardiac
fibroblasts senescence in cardiac fibrosis via
up-regulating  klotho expression. Ewur |
Pharmacol, 843:96-103.

Choong G, Liu Y, Templeton DM (2014).
Interplay of calcium and cadmium in
mediating cadmium toxicity. Chen Biol Interact,
211:54-65.

Verbost PM, Flik G, Lock RA, et al (1988).
Cadmium inhibits plasma membrane calcium
transport. | Membr Biol, 102 (2):97-104.

Li K, Guo C, Ruan J, et al (2023). Cadmium
Distupted ER Ca(2+) Homeostasis by
Inhibiting SERCA2 Expression and Activity
to Induce Apoptosis in Renal Proximal
Tubular Cells. Inz ] Mol Sei, 24(6):5979.

Lawal AO, Ellis EM (2012). Phospholipase C
Mediates Cadmium-Dependent Apoptosis in
HEK 293 Cells. Basic Clin Pharmacol Toxicol,
110(6):510-7.

Linv J, Yu L, Castto L, et a (2019). A
nongenomic mechanism for
"metalloestrogenic” effects of cadmium in
human uterine leiomyoma cells through G
protein-coupled  estrogen  receptor. _Arch
Toxcicol, 93 (10):2773-2785.

Ahumada-Castro U, Bustos G, Silva-Pavez E, et
al (2021). In the Right Place at the Right
Time: Regulation of Cell Metabolism by
IP3R-Mediated Inter-Organelle Ca2+ Fluxes.
Front Cell Dev Biol, 9:629522.

Zhou X, Hao W, Shi H, Hou Y, Xu Q (2015).
Calcium homeostasis disruption - a bridge
connecting  cadmium-induced  apoptosis,

http://ijph.tums.ac.ir

51

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

autophagy and tumorigenesis. Onco/ Res Treat,
38 (6):311-5.

Shimada BK, Yorichika N, Higa JK, et al (2021).
mTOR-mediated calcium transients affect
cardiac function in ex vivo ischemia-
reperfusion injury. Physio/ Rep, 9 (6):e14807.

Branca JJV, Pacini A, Gulisano M, et al (2020).
Cadmium-Induced Cytotoxicity: Effects on
Mitochondrial Electron Transport Chain.
Front Cell Dev Biol, 8:604377.

Padula SL, Velayutham N, Yutzey KE (2021).
Transcriptional  Regulation of Postnatal
Cardiomyocyte Maturation and Regeneration.
Int | Mol S¢i, 22 (6): 3288.

Choghakabodi PM, Pouladzadeh M, Haybar H,
et al (2020). Biological whistleblowers for
silent myocardial ischemia: diagnostic and
prognostic approach [Informatori biologici
per ischemia miocardica silente: approccio
diagnostico e prognostico.]. Reenti Prog Med,
111(7):415-425.

Johnson ], Mohsin S, Houser SR (2021).
Cardiomyocyte Proliferation as a Source of
New Myocyte Development in the Adult
Heart. Int ] Mol Sei, 22 (15):7764.

Cao N, Huang Y, Zheng ], et al (2010).
Conversion of human fibroblasts into
functional  cardiomyocytes by = small
molecules. Seience, 352 (6290):1216-1220.

Ahmad W, Saleh B, Qazi R-e-M, et al (2024).
Direct differentiation of rat skin fibroblasts
into cardiomyocytes. Exp Cel/ Res, 435
(2):113934.

Lin Z, Zhou P, von Gise A, et al (2015). Pi3kcb
links Hippo-YAP and PIBK-AKT signaling
pathways to  promote  cardiomyocyte
proliferation and survival. Cirr Res, 116(1):35-
45.

Luo J-S, Zhang Z (2021). Mechanisms of
cadmium phytoremediation and
detoxification in plants. The Crop Journal, 9
(3):521-529.

Stietiya MH, Wang JJ (2014). Zinc and Cadmium
Adsorption  to  Aluminum  Oxide
Nanoparticles ~ Affected by  Naturally
Occurring Ligands. | Environ Qual, 43 (2):498-
506.

Klaassen CD, Waalkes MP, Cantilena LR, ]Jr.
(1984). Alteration of tissue disposition of
cadmium by chelating agents. Environ Health
Perspect, 54:233-42.

1687



62.

63.

64.

65.

60.

67.

68.

69.

70.

71.

1688

Iran J Public Health, Vol. 54, No.8, Aug 2025, pp.1678-1688

Dosoky WM, Farag SA, Almurace AA, et al
(2024). Vitamin C and/or garlic can
antagonize the toxic effects of cadmium on
growth performance, hematological, and
immunological ~ parameters of growing
Japanese quail. Poult S, 103 (3):103457.

Ansari MN, Ganaie MA, Rehman NU, et al
(2019). Protective role of Roflumilast against
cadmium-induced  cardiotoxicity  through
inhibition of oxidative stress and NF-xB
signaling in rats. Saudi Pharm ], 27 (5):673-681.

Williams CR, Harrison RM (1984). Cadmium in
the atmosphere. Experientia, 40 (1):29-36.

Satarug S, Moore MR (2004). Adverse health
effects of chronic exposure to low-level
cadmium in foodstuffs and cigarette smoke.
Environ Health Perspect, 112 (10):1099-103.

Rasin P, Sreckanth A (2023). Cadmium
Exposure and Cardiovascular Diseases. Cher
Res Toxicol, 36 (9):1441-1443.

Cuypers A, Vanbuel I, Iven V, et al (2023).
Cadmium-induced oxidative stress responses
and acclimation in plants require fine-tuning
of redox biology at subcellular level. Free Radic
Biol Med, 199:81-96.

Zhai QQ, Natbad A, Chen W (2015). Dietary
strategies for the treatment of cadmium and
lead toxicity. Nutrzents, 7 (1):552-71.

Unsal V, Dalkiran T, Cicek M, Kélik¢i E
(2020). The Role of Natural Antioxidants
Against Reactive Oxygen Species Produced
by Cadmium Toxicity: A Review. Ady Pharm
Bulj, 10 (2):184-202.

Wu X, Su S, Zhai R, et al (2004). Lack of reversal
effect of EDTA treatment on cadmium
induced renal dysfunction: a fourteen-year
tollow-up. Biomsetals, 17 (4):435-41.

Born T, Kontoghiorghe CN, Spyrou A, et al
(2013). EDTA chelation reappraisal following

72.

73.

74.

75.

76.

77.

78.

79

new clinical trials and regular use in millions
of patients: review of preliminary findings and
risk/benefit assessment. Toxicol Mech Methods,
23 (1):11-7.

Flora §J, Pachauri V (2010). Chelation in metal
intoxication. Int | Emviron Res Public Health, 7
(7):2745-88.

Grasedyck K (1988). [D-penicillamine--side
effects, pathogenesis and decreasing the risks].
Z Rhbeumatol, 47 Suppl 1:17-9.

Vilensky JA, Redman K (2003). British anti-
Lewisite (dimercaprol): an amazing history.
Ann Emerg Med, 41 (3):378-83.

Campanale C, Triozzi M, Ragonese A, et al
(2023). Dithiocarbamates: Properties,
Methodological Approaches and Challenges
to Their Control. Toxies, 11(10):851.

Seving E, Ertas F, Ulusoy G, et al (2012). Meso-
2,3-dimercaptosuccinic acid: From heavy
metal chelation to CdS quantum dots. | Mater
Chem, 22:5137-5144.

Aaseth J, Skaug MA, Cao Y, Andersen O (2015).
Chelation in metal intoxication--Principles
and paradigms. | Trace Elern Med Biol, 31:260-
0.

Flora §J, Bhadauria S, Pachauri V, Yadav A
(2012). Monoisoamyl 2, 3-dimercaptosuccinic
acid (MIiADMSA) demonstrates  higher
efficacy by oral route in reversing arsenic
toxicity: a pharmacokinetic approach. Basic
Clin Pharmacol Toxicol, 110 (5):449-59.

. Jones MM, Singh PK, Gale GR, et al (1992).
Cadmium  mobilization in  vivo by
intraperitoneal or oral administration of
monoalkyl esters of meso-2,3-
dimercaptosuccinic acid in the mouse.
Pharmacol Toxcol, 70 (5 Pt 1):336-43.

Available at:

http://ijph.tums.ac.it



