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Abstract

Nanoparticles (NPs) have emerged as versatile tools in the field of medicine, presenting promising prospects 
for drug delivery and diagnostics. Their distinctive attributes, including a high surface mass ratio and ability to 
transport substances, facilitate precise drug targeting, minimize toxicity, and enhance therapeutic effects. Despite 
these advantages, the rapid progress of nanotechnology in medicine introduces challenges that necessitate rigorous 
toxicological assessments to ensure safe application. Researchers are actively bridging the divide between the 
risks associated with combustion-derived NPs and the potential benefits of engineered NPs in medical contexts. 
A comprehensive exploration of their impact on the cardiovascular and neurological systems offers insights into 
their behavior and paves the way for responsible practices in nanomedicine. Unlocking the full capabilities of 
nanotechnology calls for collaborative endeavors between particle toxicologists and drug delivery specialists, 
unraveling the intricacies of NP-cell interactions, and revolutionizing drug administration to elevate health-care 
outcomes.
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INTRODUCTION

Recent years have witnessed remarkable 
strides in drug delivery and 
nanoparticles (NPs), thanks to the rapid 

expansion of nanoscience and nanotechnology. 
The burgeoning potential of nanotechnology in 
the realm of medicine is sparking considerable 
optimism, poised to usher in substantial 
advancements in both diagnosing and treating 
ailments. Within this expansive medical 
landscape, the applications of nanotechnology 
span a wide spectrum, encompassing drug 
delivery, diagnostics within and beyond the 
body, nutraceuticals, and the development 
of biocompatible materials. Engineered 
nanoparticles, emerging as pivotal protagonists, 
are unraveling a tapestry of exciting prospects.

While adhering to strict NP size definitions may 
not always align with certain particles utilized 
in medicine, their efficacy remains a formidable 
force in medical contexts. These NPs possess 

inherent and consequential attributes, characterized by their 
impressive surface-to-mass ratio, distinct quantum properties, 
and adeptness at adsorbing ferrying diverse chemical entities. 
Their allure for medical utilization is further elevated by their 
expansive surface area, facilitating potent interactions to 
bind, adsorb, and convey proteins, therapeutic agents, and 
scientific probes.

Yet, the journey to harness the full potential of nanotechnology 
in medicine is not without hurdles. For instance, in the 
domain of drug delivery, the necessity to load substantial 
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medication quantities onto relatively larger NPs, although 
beyond conventional NPs dimensions, may arise. Moreover, 
the drug itself could be synthesized at the nanoscale, serving 
as its own “carrier” to distribute therapeutic payloads, 
diverging from an exclusive reliance on engineered particles. 
The composition of these NPs traverses a diverse spectrum, 
comprising materials with “chemical” attributes such as 
varied polymers, carbon, metals, and silica or embracing 
more “biological” features such as lipids, phospholipids, 
lactic acid, chitosan, and dextran. Comparisons between 
these biological constituents and non-biological counterparts 
like metallic elements such as iron or cadmium underscore 
notably distinct cellular interactions.

Of paramount significance inefficient drug delivery are 
biodegradable NP formulations that ensure targeted release 
of therapeutic agents at specific anatomical sites. While solid 
NPs adeptly navigate drug targeting, the bulk of NP behavior 
studies have predominantly focused on non-degradable 
particles. Insights of pivotal importance regarding particle 
biology and toxicity stem from research on unintentional 
inhalation exposure to NPs released during combustion-
driven processes exemplified by diesel exhaust particles. This 
inadvertent contact with combustion-derived ultrafine particles 
and NPs has been implicated in diverse health consequences 
encompassing lung inflammation, immune system modulation, 
cardiovascular impacts, and blood coagulation anomalies.

This comprehensive review embarks on an endeavor to 
bridge the chasm between existing knowledge surrounding 
combustion-derived NPs and their conceivable risks. Drawing 
from a wealth of data on inhalation toxicity and epidemiology, 
our objective is to cultivate a deeper comprehension of 
the safety and efficacy attributes of engineered NPs in the 
context of medical applications. Through this exploration, we 
endeavor to pave a conscientious pathway for their judicious 
integration, propelling drug delivery into a transformative era 
and enhancing health-care outcomes.

ADVANCEMENT IN NPS-MEDICINE 
ENHANCING PRECISION AND EFFICACY

In the dynamic landscape of modern medicine, NPs have 
emerged as ground-breaking tools that are poised to reshape the 
way we approach drug delivery, diagnostics, and therapeutic 
interventions. These minuscule structures, characterized by their 
exceptional surface-to-mass ratio and unique physicochemical 
properties, have opened up a realm of possibilities that hold the 
potential to revolutionize patient care.[1]

Precise drug delivery

NPs have emerged as a pivotal breakthrough in the realm 
of required drug delivery, transforming the landscape of 
medication administration. Picture a scenario where therapeutic 

substances could be directed with unparalleled precision to the 
precise anatomical site within the body requiring treatment. 
This once-fanciful concept has transformed into a tangible 
reality, courtesy of NPs. Distinguished by their extraordinary 
surface area relative to their size, NPs can be skillfully 
engineered to encapsulate therapeutic compounds, facilitating 
a controlled and gradual release over a designated timeframe. 
This sophisticated manipulation of drug release ushers in a 
new era of therapeutic effectiveness, ensuring medications 
are dispensed with surgical accuracy, thereby minimizing 
undesired effects and optimizing their curative impact.[2]

Targeted therapy

NPs are adept at seeking out specific cells or tissues, 
further enhancing their role in medical interventions. By 
functionalizing NPs with ligands that have an affinity 
for certain cell types, these tiny carriers can act as guided 
missiles, homing in on their intended targets. This precision 
targeting is particularly promising in the realm of cancer 
therapy. NPs loaded with chemotherapeutic agents can be 
directed to cancer cells, minimizing damage to healthy 
tissues and potentially mitigating the often debilitating side 
effects associated with traditional chemotherapy.[2]

Multifunctional marvels

NPs are not limited to a single function; rather, they 
exhibit a remarkable versatility that can be harnessed for 
multifunctional applications. One striking example is the 
field of theranostics, where NPs serve as both diagnostic tools 
and therapeutic agents. Imagine a diagnostic NP that not only 
identifies the presence of a disease but also delivers a targeted 
treatment in response. This integration of diagnostics and 
therapy within a single NP platform represents a paradigm 
shift in medical practice, allowing for real-time monitoring 
and adaptive treatment strategies.[3]

Personalized interventions

The era of personalized medicine is dawning, and NPs are 
at the forefront of this revolution. These tiny structures 
can be tailored to individual patient profiles, allowing for 
customized therapies that take into account factors such 
as genetics, disease progression, and treatment response. 
By encapsulating different therapeutic agents within NPs, 
clinicians can create bespoke treatment regimens that address 
the unique needs of each patient, ushering in an era of truly 
patient-centric care.[3]

NPS AND DRUG DELIVERY

Within the realm of nanomedicine, the landscape of drug 
delivery and pharmaceutical innovation is undergoing a 
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transformative evolution through the realm of nanometer-
scale intricate systems, spanning dimensions of 10–1000 
nanometers. These intricately designed systems comprise a 
minimum of two distinct components, with one component 
being a biologically active pharmaceutical agent. Moreover, 
the realm of NP-based formulations of the drug itself unveils 
unprecedented opportunities for pioneering therapeutic 
approaches often referred to as “intelligent medications” 
or “theragnostic agents.” These ground-breaking strides 
empower us with a distinct capacity to precisely address, 
avert, and detect diseases, ushering in a new era of precision 
medicine.[4]

In this pursuit of excellence, research on nano-biotechnologies 
in drug delivery centers around four primary objectives, each 
with the potential to revolutionize medical practices:
1. Precise Medicine Distribution and Targeting: Imagine a 

world where medicines can be precisely guided to their 
intended destinations within the body, reaching specific 
areas with unprecedented accuracy. This precision 
in drug distribution holds the promise of enhancing 
treatment efficacy while minimizing potential side 
effects, thus elevating the standard of care.[5]

2. Decreased Toxicity without Compromising Therapeutic 
Results: The quest for safer medications with optimal 
therapeutic outcomes is a critical concern. Through 
nanoscale technologies, we aim to strike the perfect 
balance between potency and safety, paving the way for 
a new era of health care where harmful side effects are 
mitigated.[5]

3. Greater Biocompatibility and Enhanced Safety: 
Successful drug delivery systems must seamlessly 
integrate with the body’s natural processes, promoting 
harmony and compatibility. By focusing on the 
development of biocompatible carriers, we aim to forge 
a more symbiotic relationship between medicine and the 
human body.[5]

4. Accelerated Development of New and Safe Medications: 
Nanotechnology offers a promising avenue to expedite 
the discovery and creation of novel medications. This 
ambition is fueled by the desire to address unmet 
medical needs swiftly and effectively, fostering a 
healthier future for all.[5] Investigations into chemicals 
for drug delivery, including solid lipid formulations, are 
crucial for improving drug efficacy, bioavailability, and 
minimizing side effects. Here’s an overview of the key 
aspects involved [Table 1].

In our journey toward suitable carriers for drug delivery 
systems, several fundamental aspects demand attention. 
In-corporation and controlled release of medications, shelf 
life and formulation stability, precise targeting within the 
body, and the efficient functioning of the delivery system 
are critical considerations. Moreover, when utilizing carriers, 
careful consideration of any potential negative consequences 
arising from leftover substances after drug delivery is 
essential. In this regard, biodegradable NPs with tailored 

lifespans hold tremendous promise, ensuring that therapeutic 
benefits endure for as long as required without posing long-
term risks.[6]

As we venture into the fascinating world of nanomedicine and 
drug delivery, we envision a future shaped by revolutionary 
possibilities. The amalgamation of nanoscale science and 
medicine presents an unparalleled opportunity to redefine 
health care, ushering in a new era of precision and efficacy. 
Through relentless exploration and innovation, we aspire to 
unleash the full potential of nanotechnology, forging a path 
toward a world where diseases are effectively conquered, and 
lives are profoundly transformed for the better.[7]

Describing potential chemical structures and fabrication 
techniques for nanoscale materials used in drug delivery, it 
is evident that current carriers do not entirely meet all the 
specified criteria. However, the remarkable progress in 
nanotechnology, driven by innovations in polymer chemistry, 
holds promising prospects for addressing these challenges 
effectively.[8]

In the world of medicine, scientists are using super tiny 
particles called NPs to make medicines work better. They 
have two important goals: delivering medicine right where it 
is needed and making sure it does not harm other parts of the 
body. Imagine hitting a target accurately while avoiding hitting 
anything else that’s what they are trying to do with medicine. 
One challenge is that these tiny particles can sometimes get 
stuck in certain parts of the body, like the liver and spleen. 
But here’s the interesting part: They’re finding ways to 
make these particles smarter and more efficient. They use a 
special material called polyethylene glycol (PEG) to keep the 
particles moving in the blood for a longer period to avoid 
getting trapped. They are also giving the particles coatings 

Table 1: Investigation of the chemicals under drug 
delivery

Polyalkyl cyanoacrylate 
composites

Alyautdin et al. 1997; Kreuter 
et al. 2003

Solid lipid formulations Muller et al. 2000; Wissing  
et al. 2004

Chitosan Dyer et al. 2002; Huang 
et al. 2004

Gelatin Cascone et al. 2002

Poly(D,L-lactic-co-
glycolic)acid (PLGA)

Panyam et al. 2002; 
Weissenbrock et al. 2004

Albumin Damascelli et al. 2003

Methoxy Kim et al. 2003

Hydrogels Gupta and Gupta 2004

Cetyl alcohol/polysorbate Koziara et al. 2004

Gold Hainfield et al. 2004; Paciotti 
et al. 2004

Magnetic iron oxide Gupta and Gupta 2005
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so they do not clump together and stay suspended in liquid. 
As scientists keep exploring and learning, these tiny particle 
systems are showing huge potential to make medicines work 
better and safer. It is like a new way of delivering medicine 
that could change how we treat diseases.[9]

When it comes to tiny particles called NPs, their size matters 
a lot in how they travel and work in our bodies. Think of 
them as super small delivery vehicles for medicines. Recent 
studies using lipid vesicles, like tiny lipid bubbles, showed 
that the smaller ones (around 25/50 nanometers) were less 
likely to get stuck in the liver than the larger ones (around 
200/300 nanometers). Even a small difference in size can 
change where these particles end up. For lipid bubbles bigger 
than 100 nanometers, our body’s cleaning system called 
the mononuclear phagocytic system, tends to remove them 
more if they are bigger. But when they are smaller than 100 
nanometers, their electrical charge becomes more important. 
Furthermore, the stuff that makes up these NPs, kind of like 
their ingredients, has a big say in how they act and what 
effects they might have. This is similar to what we have seen 
with other tiny things like mineral fibers. Hence, the size and 
even the stuff that NPs are made of can totally affect how 
they move around and what they do in our bodies. It is like a 
puzzle where each piece, whether big or small, plays a part in 
the whole picture.[10]

USE OF NPS IN DRUG DELIVERY

Nanoparticles have revolutionized various fields within 
life sciences due to their unique properties and versatile 
applications. Here are some significant applications of 
nanoparticles in life sciences, including those involving 
natural materials or derivatives [Table 2]. Administering 
medication with precision to specific areas within the 
body while minimizing unintended side effects remains a 
formidable task in the realm of drug delivery. This challenge 
becomes particularly complex in cancer therapy, where 
tumors can manifest as isolated metastases across various 
organs. The inherent toxicity of traditional chemotherapeutic 
agents limits their therapeutic potential. To transcend these 
barriers, researchers have concentrated their efforts on 
achieving higher drug concentrations at precise locations 
through strategies such as localized drug delivery and 
targeted approaches.

NPs have emerged as invaluable assets in these endeavors. 
Their diminutive size bestows them with distinct advantages, 
including efficient binding to proteins, stabilization, and 
escape from cellular compartments post-endocytosis, and 
penetration of cell membranes. These attributes position NPs 
as potent carriers for targeted drug delivery.[11]

One extensively explored strategy entails encapsulating 
chemotherapeutic agents within nanoscale formulations like 
liposomes, which are composed of phospholipid structures. 

Liposomes possess the remarkable ability to traverse even 
the narrowest blood vessels and endothelial fenestrations 
without causing clotting. Furthermore, the realm of nanoscale 
materials, encompassing diverse polymers and dendrimers, 
provides versatile options for fine-tuning drug distribution.

Consider the case of paclitaxel (commonly known as taxol), 
research into NPs-based formulations of this agent has 
showcased amplified and sustained therapeutic efficacy in 
animal models, accompanied by heightened cytotoxicity 
against tumor cells in controlled laboratory investigations. 
Notably, the area under the curve for paclitaxel-encapsulated 
poly (D,L-lactic-co-glycolic acid) NPs, when synergistically 
combined with a vitamin E TPGS emulsion, demonstrated 
prolonged effective concentration in vivo.[12]

Beyond size considerations, the surface chemistry of NPs 
plays a pivotal role in their uptake, distribution, and impact 
within the biological milieu. Investigations utilizing surface-
modified micro quartz models lucidly underscore the 
pivotal influence of surface chemistry on cellular responses. 
A prominent illustration is the modification of NPs with 
PEG, which has been proven to extend their circulation 
time, thereby augmenting their potential for facilitating drug 
delivery.[13]

While the strides made in this domain hold immense promise, 
certain challenges persist. Notably, comparative studies 
involving insulin-chitosan NPs and alternative formulations 
have unveiled variations in bioavailability and reductions 
in blood glucose levels across diverse animal models. 
Notwithstanding these hurdles, the tireless pursuit of scientific 

Table 2: Application of NPs in the life science[8]

Particle class Materials Application
Natural 
materials or 
derivatives

Chitosan
Liposomes
Dextrane
Alginates
Gelatine
Starch

Drug/Gene 
delivery

Fullerenes Carbon based carriers Photodynamics
Drug delivery

Dendrimers Branched polymers Drug delivery

Various Silica-NPs
Mixtures of above

Gene delivery

Polymer 
carriers

Polylactic acid
Poly(cyano)acrylates
Polyethyleneimine
Block copolymers
Polycaprolactone

Drug/gene 
delivery

Quantum dots Cd/Zn-selenides Imaging
In vitro 
diagnostics

Ferrofluids SPIONS
USPIONS

Imaging (MRI)
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exploration aims to refine NPs-centric drug delivery systems, 
ensuring their efficacy and precision not only in cancer 
therapeutics but also across a spectrum of applications. The 
overarching objective remains the enhancement of patient 
outcomes through the seamless fusion of nanotechnology 
with pharmaceutical science.[9]

NAVIGATING HEALTH IMPLICATION 
SAFEGUARDING PATIENT WELL-BEING 

IN THE NANOMEDICINE ERA

The rapid strides taken in the realm of nanotechnology 
have ignited unparalleled prospects for medical innovation. 
However, this exhilarating journey demands a conscientious 
evaluation of the potential health ramifications. Engineered 
NPs, while holding immense promise, introduce a unique set 
of considerations owing to their distinctive physicochemical 
attributes.[14]

Unveiling NP interactions

As NPs weave their way into medical applications, it 
becomes imperative to unveil their intricate interactions 
with biological systems. The profound impact of NPs on 
vital organs, cellular functions, and the immune system 
necessitates comprehensive scrutiny. Unlike their bulk 
counterparts, NPs possess an inherent ability to traverse 
biological barriers, potentially leading to nuanced responses 
that require meticulous exploration.[15]

Ensuring patient safety

At the heart of the nanomedicine, revolution lies an unwavering 
commitment to patient safety. Rigorous assessments are 
indispensable to determine how engineered NPs interface 
with the human body. Robust studies, encompassing both 
in vitro and in vivo evaluations, offer insights into potential 
toxicological effects, cellular responses, and the body’s 
ability to metabolize and excrete NPs. This knowledge forms 
the cornerstone for informed decision-making, mitigating 
unforeseen health risks.[15]

Unintended environmental exposure

The consequences of NP dissemination extend beyond 
the human body. A comprehensive understanding of 
their distribution, persistence, and potential ecological 
repercussions is imperative. Given their minute scale, NPs 
can inadvertently find their way into the environment, 
necessitating a meticulous examination of their behavior 
and potential impact on ecosystems. By considering 
both intentional medical applications and unintentional 
environmental exposure, we forge a comprehensive outlook 
on the consequences of NP utilization.[15]

Collaborative vigilance and ethical considerations

Effectively navigating the health implications requires a 
collaborative effort that transcends scientific disciplines. 
The nexus of nanotechnology, medicine, and environmental 
science demands the synergy of researchers, clinicians, 
toxicologists, and ethicists. Transparent communication, 
rigorous investigation, and ethical considerations guide the 
journey toward responsible NP integration.[15]

TOXICOLOGICAL HAZARDS OF NPS

In the realm of nanomedicine, it is crucial to place a strong 
emphasis on ensuring safety and understanding toxicological 
implications. This becomes particularly significant when 
we harness the potential of nanotechnology. By creating 
specialized formulations for delivering medicines, we can 
improve the therapeutic ratio. This ratio is like a delicate 
balance – it is the difference between the right amount of 
medicine that works effectively and the amount that might 
cause harmful side effects.[16,17]

But here’s the thing: even though we are tailoring these 
formulations to be just right, we need to be extra cautious. 
We need to conduct thorough evaluations to understand any 
potential toxic effects, especially when we are using NPs to 
deliver the medicines.

Picture it like this: we are like explorers embarking on a 
journey to understand a new land. In this case, the new land 
is the world of nanotechnology in medicine. We are mapping 
it out, figuring out the terrain, and making sure it is safe to 
navigate.

In the grand scheme of things, our focus on safety and 
understanding the potential risks is absolutely paramount. We 
are striving to use the power of nanotechnology to improve 
medicine while ensuring that every step we take is backed by 
solid scientific understanding and a commitment to patient 
well-being.[6]

NPs serve specific purposes in various applications, 
potentially revolutionizing health care. As experts 
emphasized the necessity for new science, methodologies, 
and protocols, perceptions shifted. Here are three crucial 
points underscoring the need for toxicological evaluation: [18]

1. Unique Surface Features: Nanomaterials are engineered 
for their distinctive surface properties, which come into 
contact with bodily tissues and significantly influence 
particle response. Toxicological assessments must 
consider these surface characteristics since NPs chosen 
for their reactive properties may also possess potential 
hazards. Current tests and procedures in device and drug 
reviews might identify several concerns, but they may 
not detect all risks, necessitating additional testing based 
on the type of particles used.[18]
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2. Physico-chemical Distinctions: NPs differ fundamentally 
from micron-sized particles in their physicochemical 
makeup, potentially altering body distribution, 
permeating blood–brain barriers, and affecting blood 
coagulation pathways. Investigating the (pharmaco) 
kinetics and distribution of nanoparticles is vital to 
understanding their behavior within the body at the 
organ and cellular levels.[18]

3. Real-life Impact: People with underlying health 
conditions are significantly impacted by NPs derived 
from combustion in the environment. Pre-clinical testing 
usually involves healthy animals and volunteers, which 
may delay the discovery of particle-related concerns 
until later stages.[18]

Adopting a comprehensive toxicological approach will 
facilitate the safe and effective integration of nanomedicine 
into medical practice, ensuring the well-being of patients and 
enhancing health-care advancements.[18]

TOXICOLOGICAL EFFECT OF NPS

The toxicological effects of NPs are of paramount importance 
in shaping the future of artificial nanomaterials. These unique 
particles possess distinctive characteristics that demand 
careful consideration in toxicity testing. Table 3 outlines 
the types of particles studied and their significant impacts 
observed over recent decades. Notably, the effects of small 
particles may resemble those of “traditional” particles, such 
as lung cancer or inflammation, although with quantitative 
differences. However, due to larger surface areas, NPs 

could be more potent. Understanding these toxicological 
nuances is essential for safe and responsible implementation 
of nanomaterials, ensuring their potential benefits can be 
harnessed without compromising human health.[19]

Toxicological considerations

Understanding the toxicity of NPs is paramount in harnessing 
their benefits safely. Studies have shown that NPs can interact 
with biological systems, potentially leading to oxidative 
stress, inflammation, and cellular damage. The intrinsic 
characteristics of NPs such as surface chemistry, shape, and 
size play a pivotal role into determining their toxicological 
profile. Collaborative efforts between toxicologists and 
nanotechnology experts are indispensable in deciphering these 
complexities and establishing robust safety guidelines.[15]

EFFECTS ON BLOOD AND 
CARDIOVASCULAR SYSTEM

Researchers are actively exploring engineered NPs, some 
coated with ligands, to unravel their potential as tools for 
molecular imaging and innovative drug delivery systems. 
These strides in scientific inquiry shed light on the specific 
traits of particles that influence how they interact with tissues 
while maintaining tissue functionality. Interestingly, anionic 
particles tend to have low toxicity, whereas cationic NPs such 
as gold and polystyrene have been associated with triggering 
processes such as hemolysis and blood coagulation. This 
knowledge is pivotal in averting potential unintended 

Table 3: Toxicity of engineered and combustion (Nano) particles as illustrated by their most unique adverse 
effects in vivo and in vitro[8]

Description of finding, in vivo Particle types
NPs cause pulmonary inflammation in the rat All PSP

NPs cause more lung tumors than fine particles in rat chronic studies. 
Effect is surface area mediated

PSP only

NPs do affect rolling in hepatic tissue CB

NPs cause progression of plague formation (ApoE -/- mice) SWCNT, PM2.5

NPs cause oxidative stress in vivo and in vitro, by inflammatory action and 
generation of surface radicals

PSP, NP general, CNT

NsP can have access to systemic circulation upon inhalation and 
instillation

Specific NP, dependent on surface coating

NPs cause platelet aggregation PM, SWCNT, fullerenes, latex-COOH surface

NPs inhibit macrophage phagocytosis, mobility, and killing CB, TiO2

NPs interfere with Ca-transport and cause increased binding of pro-
inflammatory transcription factor NF-kB

CB (<100 nm), ROFA, PM2.5

NP exposure adversely affects cardiac function and vascular homeostasis PM, SWCNT

NPs can translocate to the brain from the nose MnO2, Au, carbon

What NPs can affect mitochondrial function Ambient NP,

Later studies show that inflammation is mediated by surface area dose SWCNT, MWCNT

NPs affect immune response to common allergens Polystyrene, CB, DEP
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consequences stemming from NP exposure. The realm 
of drug-loaded NPs is equally promising, demonstrating 
the potential to extend the duration of drug effectiveness, 
minimize undesirable effects, and uphold biocompatibility.[20]

In the realm of cardiovascular health, scientists are delving 
into why individuals with cardiovascular conditions face 
elevated risks when exposed to particulate matter (PM) or 
pollutants from traffic sources. Unraveling this enigma has 
led to toxicological investigations revealing that combustion 
and the model NPs can infiltrate the bloodstream following 
injection or inhalation. Findings from animal studies 
underscore that inhaling PM can perturb heart rate and spur 
the growth and destabilization of atheromatous plaque. 
Furthermore, diverse effects on blood coagulation have 
been observed with carbon-derived nanomaterials, their 
impact influenced by composition and surface attributes. 
This intricate web of interactions holds pivotal implications 
for managing potential health hazards that might arise from 
exposure to NPs.[21,22]

EXPLORING NPS IMPACT ON BRAIN 
HEALTH AND FUNCTIONALITY

Ensuring the protection of the brain from potential risks 
associated with NPs is a top priority. NPs have the capacity 
to access the brain through two primary routes. The first 
pathway involves the inhalation of NPs, which can traverse the 
olfactory epithelium using a process known as transsynaptic 
transport. To delve into this process, researchers have 
conducted experiments employing simulated particles such 
as carbon, gold, and manganese dioxide in animal models. 
The second route entails NPs crossing the highly selective 
barrier of the blood–brain barrier (BBB). This natural defense 
mechanism has been extensively studied in the context of drug 
delivery and modification of NPs. The BBB acts as a vigilant 
guardian, preventing the entry of specific proteins and viral 
particles, thereby minimizing exposure to NPs originating 
from the bloodstream. It is worth noting that neutral NPs and 
low levels of anionic NPs have shown minimal impact on 
BBB integrity. In contrast, elevated concentrations of anionic 
and cationic NPs hold the potential to disrupt this crucial 
defense.[23]

Furthermore, investigations have revealed that inhaling NPs 
like MnO2 can trigger the production of reactive oxygen 
species, inducing oxidative stress within the brain. This 
oxidative stress has intricate connections to the development 
of neurodegenerative conditions such as Parkinson’s and 
Alzheimer’s diseases. Urban biopsies have shed light on the 
concept that NPs present in the surrounding air may contribute 
to these effects. This assertion gains support from heightened 
inflammatory markers and the accumulation of AB42 in brain 
regions resembling Alzheimer’s-related features, as observed 
in brain samples. In addition, inhalation exposure to PM has 
been linked to the activation of pro-inflammatory cytokines 

within the brains of mice. However, a deeper understanding of 
the intricate interplay between NPs from combustion sources 
and brain inflammation requires further investigation. As we 
navigate the multifaceted domain of NP’s potential across 
various applications, a thorough assessment of their impact 
on brain health is essential. This proactive approach ensures 
the well-being of individuals who might come into contact 
with these nanomaterials. Through the implementation of 
rigorous safety measures and precise drug delivery strategies, 
we can harness the advantages that NPs offer in the field of 
medicine while prudently managing potential risks to brain 
health and overall well-being.[10]

NANOMATERIALS IN MEDICINE 
(EXPLORING NPS TOXICITY IN DRUG 

DELIVERY NANOFORMULATIONS)

Within the realm of drug delivery utilizing nanoformulations, 
there exists a notable emphasis on mitigating drug toxicity. 
However, an equally significant facet often overlooked is the 
potential toxicity introduced by the carriers themselves. This 
oversight can lead to adverse reactions with local or systemic 
implications following treatment. It becomes imperative to 
conduct comprehensive hazard identification assessments 
to ensure the safety of health-care products employing NPs. 
Costigan’s insights delineate four potential mechanisms 
contributing to NP toxicity, encompassing membrane 
disruption due to chemical toxicity, degradation product-
induced toxicity, toxicity stemming from NPs’ endocytosis, 
and toxicity from components sharing a mode of action akin 
to bulk chemicals.

While hazard identification serves as the established 
protocol for evaluating the safety of health-care products, 
a recommendation is made to tailor testing based on the 
intended application and risk classification. For example, 
meticulously considering inhalation risks is vital for designed 
NPs that might become airborne, whereas cutaneous 
exposures warrant attention when NPs are incorporated 
into cosmetics. In scenarios where synthetic NPs find 
application in drug delivery, extending biological half-life, 
or medical imaging, comprehending their interactions with 
systemic distribution, blood components, and kinetics takes 
precedence, particularly for parenteral usage. Scrutinizing 
each unique NPs formulation is essential, focusing on its 
specific point of entry, and factoring in potential toxic effects 
of empty particles.[15,24]

Further exploration into NP toxicity research unfolds around 
three fundamental inquiries:
1. Discerning Novel NP Effects: While NPs may induce 

effects reminiscent of traditional particles, such as 
inflammation or lung cancer, their amplified surface 
area could potentially heighten potency. Furthermore, 
NPs might introduce entirely unprecedented effects not 
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manifest with bulk substances or larger particles.[25]

2. Extrapolating Concepts to NPs: Epidemiological studies 
centered on fine particles may not seamlessly apply to 
engineered nanomaterials. Thus, ascertaining whether 
NPs elicit comparable effects or introduce unanticipated 
ones proves imperative.[25]

3. Integrating the Precautionary Principle (PP) into NP 
Testing: While the PP is subject to debate, it holds utility 
in mitigating perceived risk or uncertainty. The principle 
underscores the importance of taking suitable measures 
when significant negative consequences are conceivable, 
even in the absence of conclusive scientific data, but 
with indications of potential impacts. Employing 
the PP in stages serves to minimize risk, adopting a 
pragmatic approach rather than a sweeping prohibition 
of substances.[25]

Applying the PP in NP testing: The PP, though debated, 
can be valuable in reducing perceived risk or uncertainty. 
It emphasizes taking appropriate action when significant 
negative consequences are possible, even in the absence of 
conclusive scientific data, but with indications of potential 
impacts. The PP can be employed in stages to minimize risk 
rather than implying a blanket prohibition of substances.[25]

CHALLENGES IN NANOMEDICINE: 
NAVIGATING COMPLEXITY FOR 

TRANSFORMATIVE HEALTH CARE

Nanomedicine, with its potential to redefine medical 
paradigms, is on the cusp of a revolutionary era. However, 
this journey is marked by intricate challenges that demand 
meticulous exploration and innovative solutions. As NPs 
embark on a transformative path within medical practice, 
the intricate interplay between these minuscule entities and 
the complex biological systems they encounter presents both 
opportunities and hurdles that necessitate focused attention.[26]

Precision drug loading and formulation stability

The seamless incorporation of therapeutic agents onto 
NPs for precise drug delivery is a multifaceted challenge. 
Achieving consistent and reliable drug-loading demands 
precise engineering to ensure optimal therapeutic efficacy 
while maintaining stability throughout varying physiological 
conditions. Designing NPs formulations that can withstand 
the dynamic environment of the body, yet release the cargo at 
the desired site, requires a delicate balance of materials and 
mechanisms.[27]

Deciphering complex interactions

NPs enter a dynamic dance with the intricate web of 
biological systems upon administration. Understanding these 

complex interactions, from initial cellular uptake to potential 
pathways of metabolism and excretion, is essential. This 
requires a comprehensive understanding of NPs behavior at 
the nanoscale, within the context of the diverse and dynamic 
microenvironments within the body.[16]

Long-term biocompatibility and immunogenicity

While short-term biocompatibility may be promising, the 
long-term effects of NPs within the body remain a critical 
concern. Investigating potential accumulation, chronic 
toxicity, and other unforeseen consequences over extended 
periods is vital. In addition, probing the immunogenic 
response triggered by NPs is essential to anticipate any 
adverse reactions that could impact the overall therapeutic 
outcome.[16]

Mitigating off-target effects

Navigating the intricate landscape of off-target effects is a 
paramount challenge. Ensuring that NPs selectively engage 
with the intended target while minimizing unintended 
interactions with healthy tissues is a formidable task. Careful 
design and meticulous evaluation are crucial to prevent 
unintended consequences that could compromise the safety 
and efficacy of nanomedicine.[16]

Ethical and regulatory considerations

As nanomedicine advances, the ethical implications of 
manipulating biological systems at the nanoscale come to the 
forefront. Striking the delicate balance between innovation 
and patient well-being necessitates a robust framework of 
ethical guidelines and regulatory oversight. Addressing 
potential risks, ensuring informed consent, and safeguarding 
patient rights are integral components of responsible 
nanomedical research and implementation.[16]

In the pursuit of harnessing NPs’ potential, the challenges 
outlined above underscore the necessity for interdisciplinary 
collaboration, rigorous research, and patient-centered 
approaches. As we delve deeper into the intricate realm of 
nanomedicine, each challenge presents an opportunity for 
scientific breakthroughs that can reshape health care. By 
addressing these hurdles head-on, we move closer to realizing 
the transformative promise of nanomedicine while ensuring 
its safe and effective integration into medical practice.[28]

FUTURE DIRECTIONS: PIONEERING 
NANOMEDICINE FOR TOMMORROW’S 

HEALTH-CARE LANDSCAPE

The fusion of NPs and medicine heralds a future brimming 
with unparalleled possibilities. This convergence is poised to 



Gore, et al.: The Progression of Medical Innovation Associated with Nanoparticles

Asian Journal of Pharmaceutics • Jan-Mar 2024 • 18 (1) | 23

revolutionize health care, propelled by an intricate interplay 
of nanoscale engineering, burgeoning scientific insights, and 
a collaborative spirit. As we embark on this transformative 
journey, several distinct avenues emerge as beacons guiding 
us toward a future of safer, more effective, and ethically 
sound NPs-based interventions.[29,30]

Nanoscale engineering innovations

The future of nanomedicine hinges on the relentless pursuit of 
nanoscale engineering innovations. Delving into the realms 
of material science, chemistry, and physics, researchers 
are poised to fabricate NPs with tailored properties. From 
optimizing drug-loading capacities to fine-tuning surface 
characteristics for precise targeting, these innovations will 
empower medical practitioners with an expanded toolkit for 
personalized therapies.[31]

Unlocking NPs-cell interactions

A deeper comprehension of NPs-cell interactions promises 
to unlock a treasure trove of therapeutic strategies. As the 
complexities of how NPs interface with biological systems 
become clearer, researchers can design NPs with enhanced 
biocompatibility and minimized side effects. The ability to 
fine-tune these interactions holds the key to harnessing NPs’ 
full potential for effective disease management.[31]

Collaborative interdisciplinary explioration

Nanomedicine’s potential is magnified through 
interdisciplinary collaboration. The future beckons 
researchers, clinicians, engineers, and ethicists to join 
forces, transcending traditional boundaries to unravel the 
complexities of nanomedicine. This collective synergy 
will propel the development of holistic, patient-centric 
solutions that address medical challenges from multifaceted 
perspectives.[32]

Safer and ethical implementations

As the field advances, ethical considerations remain 
steadfast companions on this journey. A commitment to 
responsible innovation and patient well-being is paramount. 
Rigorous pre-clinical and clinical assessments will be the 
cornerstone of ensuring the safety and efficacy of NPs-based 
interventions. Ethical frameworks will guide decisions, 
guaranteeing that innovation is aligned with human values 
and societal needs.[32]

Pioneering transformative medical applications

Envisioning the future, NPs-based interventions stand 
poised to redefine medical applications. From non-invasive 

diagnostics empowered by targeted NPs to personalized 
treatments that mitigate side effects, the landscape of health 
care is set to undergo a paradigm shift. NPs hold the potential 
to unlock doors that lead to improved patient outcomes, better 
quality of life, and novel solutions to unmet medical needs.[32]

Nanomedicine’s future is promising, driven by innovation, 
collaboration, and ethics. It utilizes nanoscale engineering, 
interdisciplinary teamwork, safety measures, and visionary 
applications to transform health care. Through vigilant ethics 
and scientific exploration, nanomedicine blends cutting-edge 
technology with compassionate patient care.

CONCLUSION

In the realm of medical advancements, nanotechnology 
holds tremendous potential, particularly in the realm of 
drug delivery. NPs have emerged as a versatile tool in 
pharmaceutical sciences, offering exciting possibilities for 
improving drug administration and diagnostic techniques. 
While their small size and unique properties allow for precise 
drug targeting and reduced toxicity, we must also address 
potential challenges and health concerns associated with 
their use. To ensure the safe application of NPs in medicine, 
comprehensive toxicological assessments are crucial.

As we delve further into the world of nanomedicine, it is 
essential to recognize the importance of collaboration between 
experts in particle toxicology and drug delivery. By pooling 
our knowledge and expertise, we can better understand 
how NPs interact with our bodies and develop responsible 
practices for their use. This collaborative effort will contribute 
to the responsible integration of nanotechnology in medicine, 
ultimately leading to enhanced health-care outcomes and 
improved patient care.

Through ongoing research, we have the opportunity to 
unravel the complexities of NPs-cell interactions, refine 
drug delivery techniques, and unlock the full potential of 
nanotechnology in revolutionizing medical practices. As we 
navigate these exciting possibilities, we must prioritize both 
innovation and safety, working together to shape a future 
where nanotechnology plays a pivotal role in elevating the 
standards of medical care.
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