Biotherapeutic Discovery

OPEN a ACCESS Freely available online

Journal of Nanomedicine &

Perspective

The Impact of Nanoparticles on Cellular Oxidative Stress and its Mechanisms

Aiko Nakamura

Department of Nanotechnology, Kochi University of Technology, Kami, Japan

DESCRIPTION

Autoimmune Nanoparticles (NPs) have revolutionized multiple
industries, including medicine, electronics,
science. However, their small size and unique physicochemical

and materials

properties raise significant concerns regarding their potential
toxicity, particularly through oxidative stress mechanisms. This
article provides an overview of the mechanisms by which
nanoparticles induce oxidative stress in biological systems and
examines the cellular responses to such stress. We discuss the
implications of nanoparticle-induced oxidative stress for human
health and the environment, highlighting the need for an
inclusive understanding of these processes to ensure the safe and
sustainable use of nanotechnology. Nanotechnology involves the
manipulation of materials at the nanoscale, typically between 1
and 100 nm, resulting in unique properties not observed in bulk
materials. While these properties make nanoparticles valuable in
various applications, they also pose potential risks to human
health and the environment. One of the most critical concerns
in nanotoxicology is the ability of nanoparticles to induce
oxidative stress, leading to cellular damage and contributing to
various pathological conditions. Oxidative stress occurs when
the balance between the production of Reactive Oxygen Species
(ROS) and the antioxidant defenses of the cell is disrupted,
leading to cellular damage.

Nanoparticles can induce oxidative stress through several
mechanisms:

¢ Nanoparticles can directly generate ROS due to their high
surface area-to-volume ratio, surface reactivity, and the
presence of transition metals. For example, metal oxide
nanoparticles like Titanium Dioxide (TiO;) and Zinc Oxide
(ZnO) are known to produce ROS upon exposure to light or
during interactions with cellular components.

* Nanoparticles can localize within mitochondria, the primary
site of ROS production in cells, and disrupt their function.
This disruption can lead to an increase in ROS production,
further exacerbating oxidative stress.

* Nanoparticles may interfere with the cellular antioxidant
defense system, such as by depleting glutathione levels or
inhibiting antioxidant enzymes like Superoxide Dismutase

(SOD) and catalase. This reduction in antioxidant capacity can
improve the susceptibility of cells to oxidative damage.

¢ Nanoparticles can induce lipid peroxidation, a process where
ROS attack lipids in cellular membranes, leading to
membrane damage and loss of cellular integrity. This damage
can trigger a cascade of cellular events, including apoptosis or
necrosis.

Cells respond to oxidative stress through various mechanisms
aimed at restoring redox balance and mitigating damage. Cells
upregulate antioxidant response pathways, such as the Nuclear
factor erythroid 2-related factor 2 (Nrf2) pathway, to counteract
oxidative stress. Nrf2 regulates the expression of genes involved
in the synthesis of antioxidant proteins and detoxification
enzymes. Oxidative stress can cause direct damage to DNA,
leading to mutations, strand breaks, and chromosomal
instability. If unrepaired, these genetic alterations can contribute
to carcinogenesis and other diseases. Cells may undergo
programmed cell death (apoptosis) or initiate autophagy in
response to severe oxidative stress. While these processes can
prevent the propagation of damaged cells, they can also
contribute to tissue damage and disease progression.
Nanoparticle-induced oxidative stress can activate inflammatory
signaling pathways, leading to the release of pro-inflammatory
cytokines. Chronic inflammation is a known risk factor for
various diseases, including cancer, cardiovascular diseases, and
neurodegenerative disorders.

The induction of oxidative stress by nanoparticles has significant
implications for toxicology and human health. Understanding
these mechanisms is vital for assessing the safety of nanoparticles
and developing strategies to mitigate their potential risks.
Toxicological studies should consider the oxidative stress
potential of nanoparticles when assessing their safety.
Standardized assays for ROS generation, antioxidant depletion,
and related endpoints should be included in nanoparticle safety
evaluations. Researchers and engineers can use insights into
oxidative stress mechanisms to design safer nanoparticles. For
example, surface modifications that reduce ROS generation or
enhance biocompatibility can mitigate oxidative stress-related
toxicity. Regulatory agencies must consider oxidative stress as a
critical factor in the risk assessment of nanomaterials.
Guidelines for the safe use of nanoparticles should include
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criteria related to their potential to induce oxidative stress and
associated  toxicological Nanoparticle-induced
oxidative stress represents a significant mechanism of toxicity
with farreaching implications for human health and
environmental safety. Understanding the pathways and cellular

outcomes.
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responses involved is essential for developing safer
nanomaterials and establishing regulatory outlines that protect
against potential risks. Future research should focus on
elucidating the complex interactions between nanoparticles and

biological systems to advance the field of nanotoxicology.
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