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The issue of antimicrobial resistance is a serious health
problem on the international level, which makes traditional
antibiotics like ceftriaxone less effective. The mechanisms
that limit the accumulation of intracellular drugs and impair
the therapeutic outcomes include efflux pumps, enzymatic
degradation, and reduced membrane permeability. One of
the promising solutions to these challenges involves
nanotechnology-based drug delivery system, which entails
encasing the antibiotics into nanoscale systems, which not

only stabilizes the drug, but also prevents degradation of the drug, but also allows the
controlled and targeted release. Nano-encapsulation enhances conditions of ligand-
receptor of ceftriaxone and bacterial targets, elevating local drug concentration,
improving binding of penicillin-binding proteins, and improving residence time in the
vicinity of bacterial membrane. Nanocarriers also resolve the resistance due to efflux by
circumventing the traditional recognition pathways, sustained release of drugs, and co-
delivery of ceftriaxone and efflux pump inhibitors. All these measures further compound
the intracellular accumulation of the antibiotics, which guarantees constant exposure
and overloading of the bacterial defences. Surface plasmon resonance, isothermal
titration calorimetry, and fluorescence spectroscopy are experimental biophysical
methods that can offer important information regarding the binding dynamics and
efficacy of nano-encapsulated antibiotics, whereas molecular docking and molecular
dynamics simulations are the two computational methods that present vital information
on the binding dynamics and efficacy of nano-encapsulated antibiotics. The quality and
performance of formulations and drug release are guaranteed by the dynamic light
scattering, transmission electron microscopy and drug release analysis characterization
of nanoparticles.

Keywords: Nanoparticles, Antibiotic resistance, Efflux Pump.

Introduction

The emergence of antimicrobial resistance (AMR) is one of the most severe health issues
of the twenty-first century that poses a threat to the efficacy of modern medicine and
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makes the problem of infectious diseases even heavier on the global level. The high rate
of resistance development and spread of bacteria strains has greatly diminished the
performance of most traditional antibiotics that used to be very effective in addressing
bacterial infections (Alara & Alara, 2024). The World Health Organization states that
every year millions of patients are infected and many of them die due to antimicrobial
resistance burdened by the health care system, whereas the economic cost of treatment
is tremendous. The extensive use and overuse of antibiotics in clinical care, livestock and
veterinary care has increased the development of antagonistic pathogens (Dadgostar,
2019; Ashraf et al., 2025; Zahid et al,, 2025; Khair et al., 2026). With the changes in the
genetic mutation and horizontal gene transfer of bacteria to the antimicrobial agents,
bacteria develop more advanced strategies to circumvent the impact of the antibiotics.
As a result, diseases that could previously be readily treated are now taking longer to
facilitate treatment, increasing doses of drugs or combination therapy, but with limited
effectiveness (Khan et al., 2024). To solve the issue of antimicrobial resistance, it is
necessary to devise new treatment lines that are able not only to enhance the delivery of
antibiotics but also to surmount the biological processes that contribute to resistance
(Baker et al., 2018).

The B-lactam antibiotics are some of the most vital categories of antibiotics used
in clinical treatment and they include penicillin, cephalosporin, carbapenem, and
monobactam antibiotics. Such antibiotics are popular due to their broad-spectrum
effects, low toxicity and their efficacy against Gram-positive and Gram-negative bacterial
pathogens. Ceftriaxone is a third-generation cephalosporin and one of the most
clinically relevant B-lactam antibiotics used in the treatment of severe bacterial
infections including pneumonia, meningitis, septicemia as well as urinary tract infections
(Vilvanathan, 2021). The mechanism of action of Ceftriaxone is through binding to
bacterial penicillin-binding proteins, thus preventing the synthesis of the cell wall and
finally resulting in the death of the bacterial cell. It is also especially useful in the
treatment of systemic infections due to its high stability and its long half-life.
Nevertheless, its clinical application is becoming highly undermined by resistance
mechanisms developed by bacteria causing a decline in its therapeutic efficacy despite
its wide clinical usage. These resistant mechanisms enable the pathogens to minimize
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the concentration of the drug inside the cell, alter the target of the antibiotic, or
chemically inactivate the antibiotic molecule, and hence makes the traditional
therapeutic methods less successful (Chatterjee & Chatterjee, 2026).

There are a number of well-known mechanisms used by bacteria to counteract
the effects of antibiotics, and the mechanisms do play a major role in the clinical
outcome of antibiotic treatment. The efflux pumps are one of the most notable
resistance mechanisms that are responsible membrane protein complexes that transport
the antibiotics out of bacterial cells actively (Blanco et al., 2016). The efflux pumps
decrease the drug concentration to its target site by lowering the intracellular
concentration of the antibiotic to an effective level. RND family of efflux systems thus
plays a vital role in the Gram-negative bacteria that are multidrug resistant (Alenazy,
2022). The other, the most common, resistance mechanism is enzymatic degradation of
antibiotics, primarily, the production of 2-lactamases, which degrade the 2-lactam ring
structure on which the antibacterial action of these agents depends. This enzyme
inactivation makes most 2-lactam antibiotics useless. Other than these mechanisms,
bacteria can also be subjected to target modification where the structural modifications
will happen inside the antibiotic binding site i.e. penicillin-binding proteins altered
(Egorov et al., 2018). These changes decrease the affinity of the antibiotics to their
targets thus depleting the bactericidal activity. These resistance mechanisms are
frequently observed in the same bacterial strain and hence result in multidrug resistance
making it very challenging to cure an infection using traditional antibiotics only (Wilson
et al., 2020).

The weaknesses of traditional antibiotic delivery methods also increase the issues
of antimicrobial resistance. Conventional recipes do not sustain the best drug
concentrations in the area of infection leading to subtherapeutic exposure which fosters
resistance. The lack of penetration on the biological barriers and high degradation of
the drugs and non-selective contravention can greatly diminish the effect of antibiotics.
To address such limitations, drug delivery systems based on nanotechnology have been
developed as an effective approach to improve the treatment of antibiotics (Ghosh et al.,
2019; Magbool et al., 2026). Antibiotics can be encapsulated in nanocarriers, including
liposomes, polymeric nanoparticles, and lipid-based nanostructures that are able to
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protect them against degradation and deliver them to the location of infection. It is also
reported that these nanoscale systems enhance uptake of cells and enable these
systems to release drugs in the form of control, thus sustaining the effective levels of
drugs in the bacterial microenvironment (Yeh et al., 2020). Notably, the effectiveness of
these systems has a strong association with the biophysical principles of the interaction
of these two ligands with the receptors of the antibiotic molecule and bacterial targets.
The recognition of the molecule, its binding affinity, and interaction kinetics define the
degree to which a drug binds to its receptor and gets its therapeutic effect. It is thus
important to maximize nano-encapsulated antibiotic systems by understanding these
interactions. In this, the current review will discuss the biophysical processes involved in
ligand receptor interactions in nano-encapsulated ceftriaxone and how the processes
can be utilized to overcome bacterial efflux pump resistance and enhance the efficacy of
antimicrobial therapy (Di Natale et al., 2020).

Table 1: Major Factors Contributing to Antimicrobial Resistance and Strategies to
Improve Ceftriaxone Efficacy
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2. Ceftriaxone: Structures, Mechanism of Action and Limitations

2.1 Chemical and Structural Properties

Ceftriaxone is a third-generation cephalosporin antimicrobial agent which is a B-lactam

group of antibiotics and is highly applicable in clinical practice as it has good

antibacterial properties and pharmacokinetic properties. Ceftriaxone is a derivative of

the cephalosporin nucleus with the four member 4-membered ring of 2-lactam

combined with the six member 1,5-diol ring (Arumugham et al., 2023). The crucial
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structural element that leads to the antibacterial effect of the drug is the B-lactam ring
because the drug is able to interact with bacterial enzymes that make up the cell wall.
The presence of structural changes in the side chains of the cephalosporin nucleus that
differentiate ceftriaxone of other older generations of cephalosporins and promotes its
increased resistance to various 8 -lactamases in addition to broader spectrum of
antimicrobial activity. Certain functional group characteristics such as a methoxyimino
side chain and a thiotriazinedione moiety contribute to the resistance of the drug
towards enzymatic hydrolysis and enhances pharmacological characteristics (Gambo et
al., 2023).

Besides its structural properties, ceftriaxone also has distinct pharmacokinetic
properties which make it a very useful drug in the treatment of severe infections. The
most significant of the properties is its long elimination half-life ranging between about
six to nine hours in adults. The long half-life makes it possible to administer the drug
once a day in most therapeutic cases, enhancing patient compliance and reducing
therapy adherence. Ceftriaxone is very protein-bound in plasma and is usually bound by
albumin with a rate of approximately 85-95 which has led to its long time circulation in
the blood (Schleibinger et al., 2015). The drug spreads extensively all over body tissues
and in body fluids such as the lungs, liver, kidneys, skin, bone, and cerebral blood. This
penetration profile of different tissues allows ceftriaxone to treat a large number of
systemic infections. Besides, ceftriaxone is excreted by renal and biliary routes, and the
process does not necessitate any dose alteration in patients with moderate impaired
renal conditions as compared to certain other cephalosporins (Haripriyaa &
Suthindhiran, 2023).

Ceftriaxone is regarded as a broad-spectrum antibiotic since it is active against a
broad spectrum of Gram-positive and Gram-negative bacteria. It works best with
organisms, including Streptococcus pneumoniae, Neisseria gonorrhoeae, Haemophiles
influenzae, as well as some of the Enterobacteriaceae family. Ceftriaxone is typically used
to treat infections such as pneumonia, meningitis, sepsis, urinary tract infections, intra-
abdominal infections and some sexually transmitted diseases due to this broad activity
(Khan et al., 2017). It has been prescribed to patients all currently all over the globe since
it is very effective in treating community as well as hospital acquired pathogens.
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Nevertheless, even with its broad spectrum of antimicrobial activity and usefulness in
clinical settings, the rising rates of antibiotic-resistant strains of bacteria have
considerably restricted the effectiveness of ceftriaxone treatment in the long run (Metlay
et al,, 2019).

2.2. Complex Mechanism of Antibacterial Action

The action of ceftriaxone is mainly antibacterial as it suppresses the cell wall production
of bacteria. The cell walls of bacteria contain a compound referred to as peptidoglycan,
whose main element is a complex polymer, which gives the cell structural integrity and
safeguards it against osmotic pressure. Peptidoglycan is composed of long chains of
glycan cross-linked to short peptide bridges creating a rigid three dimensional network
(Fisher & Mobashery, 2020). The construction and repair of this network is catalyzed by
a number of enzymes called penicillin-binding proteins (PBPs). These proteins serve as
transpeptidases and carboxypeptidases which attack the cross-linking reactions required
to help in strengthening the bacterial cell wall. The antibacterial effect of ceftriaxone is
mediated by binding them to these PBPs and preventing their enzymatic action (Dabhi
et al,, 2024).

Ceftriaxone simulates the natural substrate of PBPs when it gets into the bacterial
cell because of the structural similarity of its 8-lactam ring with the D-alanine-D-alanine
dipeptide used to compose peptidoglycans. This molecular mimicry enables ceftriaxone
to covalently occupy the active site of PBPs forming a stable acyl-enzyme complex
(Shlosman et al, 2023). The antibiotic is attached after which the transpeptidation
process necessary to cross-link the peptidoglycan chains is blocked. Consequently, the
bacterial cell wall gets feeble and structurally unstable. Owing to the fact that the cell
wall is crucial in ensuring shape and integrity of the bacterial cells, loss of its production
leads to the ultimate cell lysis and eventual death (Walter & Mayer, 2019).

The other factor that is significant in the antibacterial mode of action of
ceftriaxone is its bactericidal property. Bactericidal antibiotics cause permanent cell
damage and kill bacteria in contrast to bacteriostatic agents that only prevent bacterial
growth. Ceftriaxone causes an inhibition of cell wall synthesis which leads to the
activation of bacterial autolytic enzymes in addition to the degradation of the cell wall,
which is already weakened (Khan et al, 2017). The result of this process is osmotic
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imbalance and tearing up of the bacterial membrane which causes eventual death of
bacterial cells. Ceftriaxone has a specific significance in severe infections like meningitis
and septicemia, when there is a strong need to eliminate the pathogenic bacteria in the
shortest possible time to avoid the complications which can endanger the life of the
person (Jothi et al., 2022).
2.3 Mechanisms of Resistance to Ceftriaxone
Although ceftriaxone is effective, several bacteria species have developed resistance
against the antibiotic, which determines the low activity of the drug. The activity of
bacterial efflux pump systems is considered to be one of the most important resistance
mechanisms (Lorusso et al., 2022; Richards et al., 1984). The efflux pumps are proteins
that are transmembraneous and actively transport antibiotics and other toxic substances
out of the bacterial cell. These pumps do this by decreasing the intracellular levels of the
antibiotics, which does not allow the drug to reach the target site in the effective levels.
Efflux systems Efflux systems E. coli AcrABTolC and P. aeruginosa MexABOprM E. coli
AcrABTolC ETOprM Efflux systems play a key role in multidrug resistance in Gram-
negative bacteria (Alenazy, 2022). These transporters can identify and expel a broad
range of structurally unrelated antimicrobial agents, such as 8 -lactam antibiotics. The
efflux pumps may be overexpressed, thus leading to a significant reduction in the
susceptibility of bacteria to ceftriaxone and other antibiotics (Gaurav et al., 2023).
Production of B-lactamase enzymes is another great mechanism of resistance.
These enzymes cleave the 8-lactam ring in antibiotics, without which they cannot be
active as antibiotics. When the B-lactam ring is broken the antibiotic molecule is
structurally inactive and it is unable to bind to PBPs effectively anymore. Different types
of B-lactamases such as extended-spectrum B-lactamases (ESBLs) and AmpC enzymes
can be produced by bacteria and these enzymes can inactivate many cephalosporins
including ceftriaxone. These enzymes are frequently encoded by genes on plasmids, and
when they become part of the bacteria they may be passed on to other bacteria quickly
by means of horizontal gene transfer. This has led to more and more resistance of
infection by B-lactamase-producing bacteria to traditional cephalosporin antibiotics (Lin
& Kiick, 2022; Nayeem et al., 2024).
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3. Efflux Pump Systems in Bacterial Resistance

Efflux pump systems are considered to be one of the most significant ways in which
bacteria develop resistance to antimicrobial agents (figure 1). Such membrane-related
transport proteins actively extricate toxic substances, such as antibiotics, out of the
bacterial cell, and reduce the concentration of the drug in the cell to subtherapeutic
levels. The efflux pumps are common to both Gram-positive and Gram-negative
bacteria and are a cause of intrinsic and acquired antibiotic resistance (Jiang et al., 2022).
Through its operational and acquired antibiotic resistance. These systems make the
bacteria survive in the environment characterized by the presence of antimicrobial
substances, as well as other destructive chemicals as they work as protective molecular
machines. Efflux pumps may be expressed naturally in the bacterial defence system, but
the activity of the efflux pump is, in most instances, increased by genetic mutations or
regulation alterations resulting in overexpression (Huang et al.,, 2022; Afzal et al., 2025).
This leads to bacteria developing the ability to withstand several groups of antibiotics at
the same time, a process better known as multidrug resistance. The growing efflux
pump-mediated resistance has become a major problem in contemporary medicine,
especially in the handling of the infections with opportunistic pathogens and
nosocomial strains of bacteria (Zhang et al., 2024).

A number of families of efflux pumps have been recognized in bacteria and each
of them is characterized by specific structural and functional peculiarities. Some of the
most famous ones are named ATP-binding cassette (ABC) transporters, which utilize the
energy produced by the ATP hydrolysis to move substrates across the cell membranes.
These transporters have transmembrane domains which define the substrate transport
pathway and nucleotide binding domains which bind and hydrolyze ATP (AL-Lami et al,
2022). The ABC transporters are also very essential in the exportation of various
molecules, such as antibiotics, toxins and other metabolic products. Other significant
families of efflux pumps include the Major Facilitator Superfamily (MFS) which is one of
the largest families of membrane transport proteins present in bacteria. In contrast to
the ABC transporters, MFS pumps do not typically use the ATP hydrolysis, but rather the
proton motive force to provide the transport of the substrates. These transporters
operate by proton drug antiport where flow of protons across the membrane offer
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energy needed to drive out antibiotics out of the cell. The structurally diverse
compounds transported by MFS transporters help to create multidrug resistance in

Gram-positive and Gram-negative bacteria (Huang et al., 2022).

MECHANISMS OF ANTIBIOTIC EFFLUX PUMP-MEDIATED RESISTANCE

EFFLUX PUMP SYSTEMS IN BACTERIAL RESISTANCE
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Figure 1: Efflux Pump Systems in Bacterial Resistance
Antibiotic resistance is particularly significant in Gram-negative bacteria where the
Resistance Nodulation Division (RND) family of efflux pumps have been shown to be
relevant. RND transporters are normally structured into tripartite complexes that
traverse the inner membrane, periplasmic space and outer membrane of the bacterial
cell envelope (Agreles et al, 2025; Kavanaugh et al, 2024). Such a complicated
arrangement enables them to effectively release antibiotics without having to build up
the drug in the cell into the outside environment; the drug is released straight out of the
cytoplasm or periplasm. These pumps are very productive and can carry a large variety
of antimicrobials such as 2-lactams, tetracyclines, fluoroquinolones and chloramphenicol.
Due to their capacity to eliminate several drugs at the same time, RND pumps have
been attributed to be a significant source of multidrug resistance of clinically significant
pathogens, including Escherichia coli and Pseudomonas aeruginosa (Li et al., 2023). The
other minor but important group of efflux pumps is the Small Multidrug Resistance
(SMR) transporters. These are comparatively small membrane proteins, which play the

5722


https://pakjmcr.com/index.php/1/about

Vol. 5 No. 1 (2026)

Pakistan Journal of Medical & Cardiological Review
https://pakjmcr.com/index.php/1/about

Online ISSN Print ISSN

Ghazanfar - 2026 3007-2387 3007-2379

role of proton-dependent antiporters. Though SMR pumps are simpler in structure as
compared to other efflux systems, it can expel various toxic compounds such as
disinfectants and some antibiotics. Their existence adds to the level of background
resistance which is witnessed in most bacteria (Sreekantan et al., 2022).

Various biophysical processes control the functioning of efflux pumps facilitating
the identification and association, as well as transportation of antibiotic molecules.
Energy-dependent transport can be regarded as one of the most important facets of the
efflux pump activity. In the case of pumps of ABC family, the energy to alter the
conformation of the transporter and propel substrate movement across the membrane
is supplied by ATP hydrolysis (Brindangnanam et al., 2022). Other efflux systems like
MFS, RND and SMR, on the other hand, are based mostly on the proton motive force
provided by electrochemical gradients on the bacterial membrane. This gradient
provides a source of energy to be used in powering the antiport mechanism to
exchange the drug molecules with protons and thus expel antibiotics. The effective
utilization of cellular energy makes bacteria have a low concentration level of antibiotics
in their intracellular environment despite high levels of antibiotics that are applied to
them externally (Ahmad et al., 2024).

The other key part of the efflux pump functioning is the capacity to recognize
and affinity to various substrates. Efflux pumps have special binding pockets that are
capable of holding a wide variety of structurally unrelated compounds. This extensive
substrate specificity has been greatly attributed to the flexibility and dynamism of the
binding sites in the transporter proteins (Gaurav et al., 2023). Hydrophobic, electrostatic,
and hydrogen bonding play a role in the recognition of antibiotics molecules and their
further binding to the pump structure. After the drug molecule is bound to the
transporter, the protein changes its structure allowing the substrate to cross the
membrane. These changes in conformation comprise a cyclic mechanism called the
transport cycle where the pump switches between the various structural variations to
trap, transport and release the substrate. This synchronized process of binding substrate,
conformational change and drug release in this way guarantees the constant elimination
of antibiotics in the bacterial cell (Lin et al., 2025).
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The efflux pump activity has significant clinical implications on antibiotic therapy.
Through vigorous exportation of antibiotics, efflux pumps have an enormous impact in
lowering the concentration of the drug in the intracellular environment, making the
drug fail to reach its intended molecular target at effective levels (Avakh et al., 2023).
Consequently, B-lactams, fluoroquinolones, tetracyclines, and macrolides are the
antibiotics whose therapeutic effectiveness might be lost. Not only does the decrease in
intracellular drug concentration cause an already failed treatment but also encourages
the survival of partially resistant bacterial populations. These surviving bacteria can
further develop more mutations or gain resistance genes by horizontal gene transfer
and they are then able to grow more resistant to antimicrobial agents. The process over
the years leads to the development and dissemination of multidrug-resistant strains of
bacteria that are so hard to cure under the traditional antibiotic treatment (Haider et al.,
2023).

4. Nanotechnology in Antibiotic Delivery

4.1. Laws of Nano- Encapsulation

Nanotechnology has become a revolution in contemporary drug delivery, especially in
antimicrobial therapy. The conventional antibiotic formulations are usually characterized
by a few shortcomings that include lack of stability, rapid degradation, non-selective
dispensation, as well as inadequate concentration of the drug on the infection location.
Such disadvantages have the potential to decrease treatment efficiency, and they can
lead to the emergence of antimicrobial resistance (Wilkins et al, 2024). Nano-
encapsulation has emerged as a bright solution to all these problems by loading
antibiotics into nanofiled carriers. During the nano-encapsulation process, the drugs are
enclosed, adsorbed, or chemically fixed on nanoparticles whose dimensions tend to be
between 1 and 100 nanometers. These nanocarriers are designed to act as protective
vehicles that deliver antibiotics via the biological environment without damaging their
chemical stability and pharmacological activity (Kumar & Dutta, 2025).

Encapsulation of antibiotics into nanoscale carriers has been defined as one of
the major applications of nano-encapsulation. The antibiotics included in this process
include nanoparticles of lipids, polymers, or inorganic materials. The encapsulated drug
can be well protected within the nanoparticle matrix or core until they get the intended
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point of action. This is due to its smaller size (nanoscale) that enables the antibiotic to
move around the body and to ensure that it is not degraded prematurely before
reaching its target location (Taheri et al, 2024). Also, targeted nanoparticles can be
designed with an ideal physical and chemical characteristics like size, charge and surface
alterations to optimize drug loading and delivery performance. Consequently, nano-
encapsulation can enhance the pharmacokinetic profile of antibiotics to a great extent
(Ahmadi-Nouraldinvand et al., 2024; Eltaib, 2025).

Degradation protection is another significant concept of nano-encapsulation. The
antibiotics used as traditional preparation can be rapidly degraded by enzymes,
hydrolysis, or adverse physiological conditions like excessively high or low PH. As an
illustration, some of the enzymes in bacteria can neutralize the antibiotics before they
can reach the intended target. Nanoparticles encapsulate the antibiotic molecules and
offer a protective layer that keeps these degrading factors off the antibiotic molecules
(Feng et al., 2024; Shahid et al., 2023). This defense mechanism maintains structural
integrity and biological activity of the drug in the blood stream and in the infected
tissues. Nano-encapsulation helps to avoid the premature degradation of the drug, thus
keeping a larger percentage of the drug administered intact to use as an antibacterial
agent (Hallan et al., 2025).

The other important characteristic of nano-encapsulation systems is controlled
and targeted release of drugs. Nanocarriers can also be programmed to deliver the
compounded antibiotic slowly over a certain time keeping therapeutic concentrations of
drugs in the site of infection. Controlled release eliminates the rapid changes in the drug
levels and eliminates the need of having frequent doses (Nazir et al, 2022). Also,
nanoparticles may be targeted (ligands on their surfaces, or on their cores) or modified
to target infected tissues or respond directly to bacterial cells. This localized treatment
improves the effectiveness of the antibiotics concentration at the site of the infection as
well as reduces exposure to normal tissues. Nano-encapsulation will, therefore, enhance
the efficacy of treatment and minimize systemic side effects of conventional antibiotic
therapy (Abdelkawi et al.,, 2023; Song et al., 2023).
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4.2 Nanocarrier Technologies of Ceftriaxone

There are a number of nanocarriers explored in the delivery of ceftriaxone and other
antibiotics. One of the most extensively studied systems is one of the liposomes.
Liposomes are spherical vesicles made of phospholipid bi-layers, more or less like
biological membranes. They have a distinctive structure that enables them to entrap
hydrophilic and hydrophobic drugs. By including ceftriaxone in liposomal preparation,
the phospholipid layer prevents the breakdown of the antibiotic and also increases its
contact with bacterial membranes. Liposomes are very biocompatible and have been
extensively exploited in pharmaceutical preparations because they enhance the stability
and biodistribution of drugs (Panthi et al., 2025; Teymouri et al., 2025).

Another type of nanoparticles that is significant in the delivery of antibiotics is
polymeric nanoparticles. Such nanoparticles are mainly made of biodegradable
polymers like poly (lactic-co-glycolic acid) (PLGA) or natural polymers like chitosan. The
reason why PLA nanoparticles are gaining a lot of popularity is due to the fact that the
nanoparticles are biodegradable in the body by hydrolysis which enables the
encapsulated drug to be released over a long period of time (Kuperkar et al., 2024).
Chitosan nanoparticles have other benefits because it is a natural product,
biodegradable, and carries a favorable surface charge. Chitosan nanoparticles attract to
negatively charged cell membranes of bacteria and the antibiotic is absorbed into the
bacteria cell which enhances the effectiveness of antibiotics by means of the positively
charged surface of chitosan nanoparticles (Modi et al., 2023).

Nanoparticles of solid lipid are also being seen with a growing level of interest as
efficient vectors of delivery of antibiotics. Such nanoparticles are solid lipid matrices,
which are stable at physiological temperatures. It is possible to incorporate antibiotic
molecules in the lipid core and release it over time as the lipid matrix breaks down. Lipid
nanoparticles made of solid lipids have the benefits of liposomes and polymeric
nanoparticles since they offer high drug stability, controlled release, and high
biocompatibility. Their lipid composition allows to interact with biological membranes
successfully, improving the penetration of drugs into infected tissues (Arabestani et al.,
2024; Madkhali, 2022).
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Another emerging technology associated with antibiotics delivery is metallic
nanoparticles, like ceftriaxone. Nanoparticles constructed of gold or silver metals have
special physicochemical properties which render them desirable in biomedical
applications. Metallic nanoparticles in certain instances have inherent antimicrobial
properties besides acting as drug carriers. Combining antibiotics with metallic
nanoparticles, the resulting system can be more effective in antibacterial activities in a
variety of ways, such as bacterial membrane disruption, reactive oxygen species creation,
and better infiltration of bacteria by the drug. This combative activity can assist in
addressing some form of resistance (Pasparakis, 2022).

4.3. Benefits of Nano-Encapsulation

Nano-encapsulation has a number of benefits that enhances the therapeutic efficacy of
antibiotics to a large extent. Among the greatest advantages is the increase in stability.
Confinement of antibiotics into nanoparticles avoids breakdown of the chemical,
enzymatic and environmental stress. This protects the drug to have a longer half life and
being in an active form of its biological activity will be more likely to reach the infection
site (Kumar & Dutta, 2025; Fatima et al., 2026).

Better cellular invasion is also a major benefit of nanoparticle based drug delivery
systems. Nanoparticles can more easily traverse biological barriers and are accumulated
in the infected tissues as compared to standard drug preparations because of their small
size and adaptable surface characteristics. This increased penetration will allow
antibiotics to infiltrate intracellular pathogens or bacteria found within tissues that are
deep-seated (Waheed et al., 2022).

Nano-encapsulation is also an advantageous method of delivering drugs into
specific areas. Nanocarriers may be functionalized with certain ligands which identify
bacterial cells receptors or tissue receptors in an infected tissue. This ability to target
enables antibiotics to penetrate the location of infection maximizing treatment response
and reducing the harm to normal cells (Kumar & Dutta, 2025).

5. Ligand—Receptor Dynamics in Nano-Encapsulated Ceftriaxone

5.1 Nanoparticle-Based Enhanced Drug Targeting

Drug delivery systems based on nanoparticles have enhanced the targeting efficacy of
antibiotics like ceftriaxone through the promotion of ligandreceptor interaction in the
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infected location. With traditional antibiotic therapy the drug molecules are dispersed all
over the body in a more or less non-specific way, and this usually leads to under-
optimal concentrations of the drug at the infected tissue. Such indiscriminate
distribution decreases treatment effectiveness and can be a cause of antibiotic
resistance. One of the potential solutions is nano-encapsulation as it has been found
possible to deliver antibiotics specifically to the target by attaching certain ligands to
the surfaces of nanoparticles. Such ligands are able to identify and bind to receptors on
the bacterial cell or infected tissue hence targeting the nanocarrier to the target site of
action (Alburyhi et al., 2023; Marzaman et al., 2023).

Surface modification with targeting ligands is one of such critical strategies that
enhance nanoparticle-mediated drug delivery specificity. The combination of antibodies,
peptides, carbohydrates, or other biomolecules that have the potential to selectively
bind to bacterial surface receptors may be targeted. The attachment of such ligands to
the surface (figure 2) of the nanoparticles that contain ceftriaxone facilitates bacterial
cell recognition based on the interaction of the ligand-receptor (de Gomes Teixeira,
2022). These interactions cause the nanoparticles to be directed to the bacterial
membranes and enhance the chances of the antibiotic being taken to the pathogen.
This focal treatment minimizes the extraction of drug molecules in the blood capillaries
and increases the antibiotic concentration in the infection area (Theivendren et al., 2025).
The next significant benefit of nanoparticle-based enhancement of targeting is the
capability to elevate the concentration of drug in the area of infected tissues. Alterations
of the vascular permeability and tissue microenvironment allow nanocarriers to be
concentrated in inflamed or infected foci. When nanoparticles arrive at the site of
infection they can deliver ceftriaxone slowly so that the antibiotic stays at a low
concentration around bacterial cells. This localized concentration of drugs enhances the
likelihood of the effective interaction of ligands/receptors between ceftriaxone and
bacterial target proteins. Consequently, the antibiotic is able to perform the antibacterial
effect more effectively and at the same time reduce interference with normal tissues
(Qin et al., 2023).
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ADVANCED NANO-ENCAPSULATED CEFTIAXONE: LIGAND-RECEPTOR DYNAMICS
AND SURFACE CHEMISTRY IN ENHANCED BACTERIAL TARGETING
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Figure 2: Ligand-Receptor Dynamics in Nano-Encapsulated Ceftriaxone

5.2. Optimization of Bacterial Targets for Enhanced Protein Binding

The binding effectiveness of ceftriaxone to its bacteria targets can also be increased by
nano-encapsulation of ceftriaxone. The main antigens of the B-lactam antibiotics are
penicillin-binding proteins (PBPs) which are vital enzymes in the synthesis of the
bacterial cell wall. In traditional drug preparations, ceftriaxone molecules do not
necessarily penetrate into PBPs because of obstacles like bacterial membranes, efflux
pumps or enzymatic degradation. The delivery systems based on nanoparticles will be
able to overcome these barriers by enabling the better access of antibiotic to its
molecular targets (MISHRA, 2025).

The possibility of interacting with bacterial cell surfaces closely is what improves
the access of PBPs. Nanocarriers are more effective in targeting bacterial membranes
compared to the free drug molecules because of their small size (nanoscale) and the
ability to tune the surface properties. As soon as the nanoparticles enter the close range
of the bacterial cells, ceftriaxone may be discharged in the immediate surroundings of
PBPs, and the chances of effective drug-target interaction are more likely to occur. This
increases its accessibility enabling the antibiotic to bind more effectively to PBPs and
block any transpeptidation reactions needed to produce cell walls (Osman et al., 2022).
The other significant parameter that has an effect in ligand-receptor interaction is the
residence time of the antibiotic in the proximity of the bacterial membrane. Molecules
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of the drug might in the traditional formulations diffuse off quickly out of the site of the
infection, shortening the time spent in interaction with bacterial targets. However, nano-
encapsulated ceftriaxone can be kept localized around bacterial membranes because it
has a longer retention time at the nanocarrier because of prolonged release
(Faghihkhorasani et al, 2023). This lengthens the residence time of the antibiotic to
provide increased time of contact with PBPs, which results in an increase in binding
affinity and better antibacterial activity. The long length of stay of the drug around the
bacterial surface also raises the chances of overcoming mechanisms of resistance like
the efflux pump activity which normally demands speedy elimination of the antibiotic
out of the cell (Martins et al., 2022).

5.3 Importance of Nanocarrier Surface Chemistry

Surface chemistry of nanocarriers is important to show how it will interact with bacterial
cells and their capacity to bind ligand with receptor. The surface charge of the
nanoparticles is one of the most crucial aspects that affect such interactions. The cell
membranes of bacteria tend to be protected with negativity, which is attributed to the
occurrence of phospholipids, lipopolysaccharides, and other components that are
anionic. These negatively charged bacterial membranes can react electrostatically with
nanoparticles bearing positively charged surfaces and therefore ensure a close contact
between the nanocarrier and the bacterial cell. This electrostatic force adds to the
delivery of ceftriaxone to the bacterial surface and adds to the effectiveness of drug-
target interactions (Balog et al., 2024).

Besides the interaction of charges, another significant way of enhancing receptor
targeting of nanocarriers is the functionalization of the ligand. Functionalization is an
enhancement technique that can be used to apply certain ligands or recognition
molecules to the nanoparticle surface in order to allow it to selectively bind to bacterial
receptors or cell surface structures (Bhattacharjee & Prasad, 2023). These ligands can be
antibodies that identify bacterial antigens, peptides that bind to membrane proteins or
other biomolecules that can identify selective molecular recognition. F functionally
loaded nanoparticles When nanoparticles are functionalized with such ligands, they can
actively differentiate bacterial cells and bind them on the surface via ligand-receptor
interactions.
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Optimized surface charge and ligand functionalization leads to the targeting of bacterial
pathogens in nanoparticles with a high degree of efficiency. When the nanocarrier
attaches itself to the bacterial cell surface, the entrapment ceftriaxone can be discharged
directly in the region where the PBPs are found so that the cell wall synthesis can be
inhibited efficiently. This is a specific strategy that enhances antibacterial efficacy, as well
as minimizes the chances of off-target and systemic toxicity. On the whole, the dynamics
between ligands and receptors that may take place in the nano-encapsulation of
ceftriaxone delivery are indicative of the significance of designing nanoparticles to
enhance antibiotic functionality and circumvent bacterial resistance strategies (Wang et
al., 2023).

6. Mechanisms by Which Nanocarriers Overcome Efflux Pump Resistance

6.1 Recognition Approval

One of the most significant mechanisms of bacteria resistance to antibiotics therapy is
efflux pumps. Such membrane proteins actively expel antibiotics out of the bacterial cell
and hence lower the intracellular concentrations of the drug and does not expose the
antibiotic to its target site. The pumps usually recognize and quickly reject standard
antibiotic molecules, which result in a decrease in the efficacy of treatment (Huang et al.,
2022). Drug delivery systems based on nanocarriers offer an attractive way to
circumvent this efflux recognition mechanism. Once antibiotics like ceftriaxone are
bound to nanoparticles, the drug molecules are covered by the nanoparticles so that the
first contact is not exposed to efflux pump proteins when they first encounter the
bacterial cell (Gaurav et al., 2023).

Nanoparticles may invade the bacterial cell via other mechanisms other than the
one that is followed by the free antibiotic molecules. Tunable surface properties and
nanoscale size of nanocarriers enable nanocarriers to engage with bacterial membranes
and lead to increased penetration of the nanocarrier into the cell envelope. Under
certain circumstances, the nanoparticles can also merge with bacterial membranes or
cause local perturbations that enable the drug that was encapsulated to gain access to
the bacterial cytoplasm (Modi et al, 2023). Since the antibiotic is entrap within the
nanocarrier at the earlier stages of cellular ingestion, efflux pumps might not be able to
detect and shed out the drug successfully. After being incorporated into the bacterial
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setting, the nanoparticle progressively releases ceftriaxone that will engage the
molecular targets of the antibiotic prior to its elimination by efflux apparatus. This efflux
recognition avoidance capability goes a long way in increasing intracellular
concentration of antibiotics and their antibacterial effect (Modi et al., 2023).

6.2 Sustained Drug Release

Sustained drug release is another significant process through which nanocarrier can
evade efflux pump resistance. The classical antibiotic preparations are usually used to
produce large doses of the drug within a limited duration of time, and this drug is then
quickly excreted or effluxed away. Such variation can lower the overall efficacy of the
antibiotic because bacteria can survive in cases when the drug concentration is below
the minimum inhibitory concentration. Drug delivery systems based on nanoparticles
overcome this drawback and have controlled and sustained release of the encapsulated
antibiotic (Baryakova et al., 2023).

In cases where ceftriaxone is loaded into nanoparticles the drug is released slowly
throughout a prolonged time period as the nanocarrier matrix breaks down or diffuses
into biological conditions. This slow release provides the constant exposure of the
bacterial cells to therapeutic quantities of the antibiotic. Although efflux pumps may
eliminate a certain fraction of the drug in the bacterial cytoplasm, the continuous
release of extra antibiotic molecules by the nanoparticle keeps the bacterial cell
intracellular concentration high enough to prevent bacterial growth. The efficient efflux
pumps may be overloaded with continuous exposure to antibiotics, which decreases
their efficiency and lets the antibiotic exercise its bactericidal effect more effectively.
Consequently, prolonged drug delivery does not only enhance the effects of
antibacterial action, but also decreases the chances of resistance development (Huang
et al,, 2022).

6.3. Efflux Pump Inhibition Strategies in Oil Spill Remediation

Besides avoiding efflux recognition and ensuring a prolonged release of the drug,
nanocarriers may also be created to specifically block the operation of the efflux pumps.
A potential opportunity is co-delivery of efflux pump inhibitors with the antibiotics like
ceftriaxone in the same nanoparticle system. The efflux pump inhibitors are substances
that have the ability to inhibit the functions of the membrane transport proteins that
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mediate the extrusion of antibiotics. These pumps can be blocked to raise the
concentration of the antibiotic, which is in the cell, to a great degree (Devi Thillai et al.,
2025).

Nanocarriers are the best medium to deliver the antibiotic as well as the efflux
inhibitor into the bacterial cell. Upon landing the nanoparticle on the location of the
infection, both parts are released near the bacterial membrane. The first effect of the
inhibitor is to inhibit the action of efflux pumps, which decreases the expulsive capability
of bacteria against the antibiotic. Later on, the release of ceftriaxone occurs, and it can
be concentrated in the bacterial cytoplasm at higher levels. This synergistic mechanism
increases the antibacterial activity of the drug and reinvigorates the action of the
antibiotics otherwise ineffective against the resistant strains of bacteria. Combination of
efflux pump inhibitors with nano-encapsulated antibiotics is thus a promising approach
to surmount multidrug resistance as well as enhance the treatment results of
antimicrobial therapies (Ma et al., 2022).

Table 2: Nanocarrier Strategies for Overcoming Efflux Pump Resistance in Antibiotic

Therapy
. Impact on
) Nanocarrier o Effect on Efflux P )
Mechanism Description . Ceftriaxone Reference
Strategy Pump Activity i
Efficacy
Antibiotics (Modi et
enclosed in  Reduces al., 2023)
. . . Increase
Efflux nanoparticles  immediate .
. Nano- . intracellular
Recognition , to prevent drug expulsion
, encapsulation , . rug
Avoidance direct from bacterial e
. availability.
recognition by cells.
efflux pumps.
Lipid (Wang et
i Bypasses
o nanocarriers ] Enhances al., 2023)
Membrane  Lipid-based . .. conventional .
. . interact  with ceftriaxone
Interaction nanoparticles . drug transport .
bacterial penetration.
pathways.
membranes

5733


https://pakjmcr.com/index.php/1/about

Vol. 5 No. 1 (2026)

Pakistan Journal of Medical & Cardiological Review
https://pakjmcr.com/index.php/1/about

Online ISSN Print ISSN
Ghazanfar - 2028 3007-2387 3007-2379
and facilitate
drug entry.
Nanoparticles (Modi et
. Efflux  pumps
enter bacterial . al., 2023)
) may fail to Improves
Alternative . cells  through ,
Polymeric detect intracellular
Cellular . membrane o
nanoparticles ) ) encapsulated antibiotic
Entry Interactions or )
. . drug concentration.
diffusion
molecules.
pathways.
Nanoparticles  Continuous (Amarnani
Sustained Controlled gradually drug exposure Maintains et al,,
Drug release release the overwhelms therapeutic 2023)
Release nanocarriers antibiotic over efflux  pump druglevels.
time. capacity.
Functionalized Increases local (Osman
Targeted Surface- . Enhances
. nanoparticles  drug et al.,
Drug modified ) drug-target
) ] accumulate at concentration ] ) 2022)
Delivery nanoparticles | ) } , interaction.
infection sites.  near bacteria.
Nanocarriers (Zhang et
deliver both Direct al., 2024)
. o o Restores
Efflux Pump Co-delivery antibiotics and inhibition  of o
o antibiotic
Inhibition systems efflux. ~ pump efflux  pump .
S .. sensitivity.
inhibitors activity.
simultaneously.
Metallic (Amarnani
nanocarriers et al.,
. . . Improves
Membrane  Metallic disrupt Impairs  efflux L 2023)
) ) ) ) ) antibiotic
Disruption nanoparticles  bacterial pump function.
uptake.
membrane
integrity.
Electrostatic  Positively Nanoparticles  Facilitates Enhances (Balog et

5734


https://pakjmcr.com/index.php/1/about

Vol. 5 No. 1 (2026)

Pakistan Journal of Medical & Cardiological Review
https://pakjmcr.com/index.php/1/about

Online ISSN Print ISSN
Ghazanfar - 2026 3007-2387 3007-2379
Interaction  charged interact nanoparticle ceftriaxone al., 2024)

nanoparticles  electrostatically attachment to delivery.
with negatively bacteria.

charged
bacterial
membranes.
. Sustains (Modi et
Nanocarriers S
Increased . . antibiotic Strengthens al., 2023)
) Nanoparticle remain longer ..
Residence ] ., exposure bactericidal
. adhesion near bacterial . ]
Time despite efflux action.
surfaces. s
activity.
Nanocarriers Targets (Mir et al.,
incorporate multiple Improves 2022
Combination Multifunctional .p _ P P )
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7. Experimental and Computational Methods

7.1 Biophysical Techniques

Biophysical methods are significant in determining the interaction of antibiotics with the
biological targets especially in the research on nano-encapsulated drug systems. Such
methods enable scientists to study the ligand-receptor interactions, binding kinetics and
thermodynamic constants which define the efficacy of interest antibiotics like
ceftriaxone. Surface plasmon resonance (SPR) is one of the most popular methods of
studying the interactions between molecules (Paramanick et al., 2025). SPR is an optical
technique which is very sensitive and quantifies the binding interactions among the
molecules in real time without the requirement of labelling. Ceftriaxone and other
antibiotic interactions with bacterial target proteins, including penicillin-binding proteins
(PBPs), can be studied with the help of SPR in antibiotic studies (Figure 3). SPR is useful
in determining the affinity of binding, association and dissociation rates by measuring
changes in the refractive index as a function of distance away the sensor surface. This
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data assists the researcher to learn the strength with which the antibiotic attaches itself
to its target and the duration of interaction (Hiep et al., 2024).

Isothermal titration calorimetry (ITC) is another significant biophysical technique
and is applied in the determination of thermodynamics of molecular interactions. ITC
measures the binding enthalpy, entropy and equilibrium constants through direct
measurement of the amount of heat released or absorbed when a ligand binds to a
receptor. ITC could be useful in the study of antibiotics, to give in-depth information
about the energetic behavior of the ceftriaxone-bacterial proteins interaction.
Knowledge on these thermodynamic properties will help design drugs in the most
efficient way and enhance the efficiency of nano-encapsulated antibiotic systems
(Bastos et al., 2023).

The other potent method that is usually applied to analyze interactions between
molecules and unravel structural changes in biological systems is the fluorescence
spectroscopy. This technique is based on the fact that emitted light by fluorescent
molecules following the excitation of these molecules by a certain wavelength.
Influences of the protein structure can be monitored using fluorescence-based methods,
the process of ligand binding can be detected, and the uptake of drugs by bacterial cells
can be assessed with the help of fluorescence-based techniques. Frequently, the use of
fluorescence spectroscopy in nanoparticles studies is to trace the movement and
location of drug-containing nanoparticles in the biological system. The method allows
one to obtain useful data regarding the efficiency of nano-encapsulated ceftriaxone in
its interaction with bacterial targets and cellular penetration of microbes (Pandey &
Pandey, 2025).
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EXPERIMENTAL AND COMPUTATIONAL METHODS
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Figure 3: Experimental and Computational Methods.

7.2 Molecular Modelling and Simulation

Besides experimental methods, computational methods have gained more significance
in examining antibiotic interactions on the molecular level. The use of molecular
modelling and simulation enables scientists to forecast and visualize drug-biological
interactions through computerised modelling and simulation. Molecular docking is one
technique that is widely used and it predicts the preferred binding orientation of the
drug molecule on interaction with a given receptor. Molecular docking may be applied
to studies that deal with ceftriaxone to understand the binding process of the antibiotic
to penicillin-binding proteins and other bacteria targets. Docking studies aid in the
identification of the main amino acid residues to participate in the binding process and
approximate the strength of the interaction. This fact can be useful in the study of the
molecular principle of antibiotic action and the development of more efficient drug
delivery platforms (Lv et al., 2022).

Molecular dynamics simulation is another method that is important in
computation. Whereas molecular docking gives a picture of the drug-receptor
interactions as it is, molecular dynamics simulations is the picture of the interaction as it
moves with time through the movements of atoms and molecules. Such simulations
enable the researcher to take a look at the interaction between antibiotic molecules and
their targets in a realistic biologic environment. Molecular dynamics simulations will be
able to provide the insights on the conformational change in proteins, assess the
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stability of ligand receptor complexes, and give the pointers to the mechanism of drug
binding and release. The interactions between nanoparticles, antibiotics and bacterial
membranes can also be studied with the help of molecular dynamics simulations in the
framework of nanotechnology-based drug delivery (Xie & Zhu, 2025).

7.3. Characterization of Nanoparticles

The effective and safety of nano-encapsulated antibiotic systems require accurate
characterization of nanoparticles. There are various analytical methods that are usually
applied to measure the physical and chemical characteristics of nano particles. A
popular technique in the measurement of size distribution and stability of nanoparticles
in suspension is the dynamic light scattering (DLS). This method examines the variations
in the light scattering induced by the Brownian movement of particles enabling the
researchers to ascertain the mean size of the particles and the polydispersity index.
These parameters are of significance since the size of nanoparticles determines the
uptake into cells, the behavior of drug release, and the overall treatment outcome
(Verma & Pandey, 2025).

Another significant method of characterizing nanoparticles is transmission
electron microscopy (TEM). TEM can be used to give images of high quality that
indicates morphology, shape, and structural features of nanoparticles at the nanoscale
level. With the help of TEM, researchers will have the opportunity to see directly the size
and structural integrity of nanocarriers utilized in the delivery of ceftriaxone. The
information is critical in ensuring the successful synthesis of nanoparticles and uniform
formulation (Tewabe et al., 2021).

Besides structural characterization, assessment of drug loading capacity and
release behaviour is also vital in the drug delivery systems of nanoparticles. Drug
loading analysis is used to identify the quantity of antibiotic that is properly loaded into
the nanoparticle matrix. This parameter has a direct effect on the therapeutic dose and
efficiency of the nanocarrier system in general. Drug release experiments are done to
determine the release of the antibiotic out of the nanoparticle as time passes under
physiological conditions. The desired attributes of controlled and sustained release
include the profiles that ensure the effective concentration of the drug at the site of
infection and decreases the number of drug doses. When combined, the techniques of
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characterization give complete information about the design, functionality, and
performance of nanoparticle-based antibiotic delivery systems (Drusano, 2004).
Conclusion
The increasing problem of antimicrobial resistance has led to the emergence of a
pressing necessity to develop new measures to enhance the effectiveness of the
available antibiotics including ceftriaxone. Traditional formulations are becoming more
restricted due to bacterial resistance mechanisms such as efflux pumps, enzymatic
degradation and decreasing membrane permeability, which markedly lower the level of
intracellular drugs and hamper therapeutic results. The drug delivery systems based on
nanotechnology provide a viable option as it will overcome these problems by
entrapping the antibiotics in nanoscale carriers. Nano-encapsulation provides better
drug stability, preservation of antibiotics, and controlled and targeted delivery of drugs
to maintain prolonged therapeutic levels at the point of infection.

The dynamics of ligand-receptor are central in the increased efficacy of
ceftriaxone nano-encapsulated. Bacterial targeting, enhancement of local drug
concentration, and the ability of nanoparticles to interact more extensively with
penicillin-binding proteins are improved by surface functionalization of nanoparticles
with ligands that are specific. Nanocarriers are further optimised by the surface
chemistry of the nanocarrier such as charge and ligand composition, which enhances
drug-membrane interactions, to increase intracellular delivery and residence-time below
bacterial targets. All of these properties augment the chances of effective drug-target
interactions, despite resistance mechanisms like efflux pumps.

References

Abdelkawi, A., Slim, A., Zinoune, Z., & Pathak, Y. (2023). Surface modification of metallic
nanoparticles for targeting drugs. Coatings, 73(9), 1660.

Afzal, M. A, Shahzadi, N., Saadat, S., Seemab, R, Sajjad, |., Tarig, N., Ashraf, S. R, Tahir, S.,
& Kharl, H. A. (2025). CRISPR-Cas9 genome-editing technology: A transformative
tool for curing human disorders. Journal of Medical & Health Sciences Review,
203).

5739


https://pakjmcr.com/index.php/1/about

Vol. 5 No. 1 (2026)

Pakistan Journal of Medical & Cardiological Review
https://pakjmcr.com/index.php/1/about

Online ISSN Print ISSN

Ghazanfar - 2026 3007-2387 3007-2379

Agreles, M. A. A, de Moura, A. L. P, Lima, K. F. A, Aires, C. A. M., de Almeida Campos, L.
A., & Cavalcanti, I. M. F. (2025). Resistance in gram-negative bacilli: the
emergence of RND efflux pumps. Future Microbiology, 2(12), 817-831.

Ahmad, I, Ali, M., Ali, R,, Nawaz, N., & Patching, S. G. (2024). Multidrug efflux protein
families in bacteria: ABC, RND, MFS, SMR, MATE, PACE, AbgT (an update).
Biochemistry, 40, 1-32.

Ahmadi-Nouraldinvand, F., Bourang, S., Azizi, S., Noori, M., Noruzpour, M., & Yaghoubi,
H. (2024). Preparation and characterization of multi-target nanoparticles for co-
drug delivery. Medlcine in Drug Discovery, 21, 100177.

AL-Lami, R. A., Shehab, Z. H., & Almohaidi, A. M. (2022). The Role of Efflux Pump for
Antibiotic Resistance in Bacteria: The Role of Efflux Pump for Antibiotic Resistance
in Bacteria. /raqi Journal of Market Research and Consumer Protection, 14(2),
127-134.

Alara, J. A, & Alara, O. R. (2024). An overview of the global alarming increase of multiple
drug resistant: a major challenge in clinical diagnosis. /nfectious Disorders-Drug
TargetsDisorders), 24(3), 26-42.

Alburyhi, M. M., Saif, A. A, Noman, M. A, & Saif, R. M. (2023). Recent Innovations of
Delivery Systems for Antimicrobial Susceptibility Study of Ceftriaxone
Biodegradable Formulations for Post-Operative Infection Prophylaxis. furopean
Journal of Pharmaceutical and Medical Research, 10(8), 95-99.

Alenazy, R. (2022). Drug efflux pump inhibitors: a promising approach to counter
multidrug resistance in Gram-negative pathogens by targeting AcrB protein from
AcrAB-TolC multidrug efflux pump from Escherichia coli. Biology, 77(9), 1328.

Amarnani, R., Revdekar, A, Salvi, B., & Shende, P. (2023). Potential of nanocarriers using
ABC transporters for antimicrobial resistance. Drug Discovery Today, 2&(5),
103570.

Arabestani, M. R., Bigham, A. Kamarehei, F., Dini, M., Gorjikhah, F., Shariati, A, &
Hosseini, S. M. (2024). Solid lipid nanoparticles and their application in the
treatment of bacterial infectious diseases. Biomedicine & Pharmacotherapy, 174,
116433.

5740


https://pakjmcr.com/index.php/1/about

Vol. 5 No. 1 (2026)

Pakistan Journal of Medical & Cardiological Review
https://pakjmcr.com/index.php/1/about

Online ISSN Print ISSN

Ghazanfar - 2026 3007-2387 3007-2379

Arumugham, V. B., Gujarathi, R., & Cascella, M. (2023). Third-generation cephalosporins.
In StatPearls [Internet]. StatPearls Publishing.

Ashraf, M. A., Afzal, M. A, ljaz, M., Arshad, A., Zafar, M. N., Ukkasha, S. M., & Zahid, I.
(2025). Financial impact of nutrition on non-communicable diseases in hospital or
other healthcare settings. Biological Times, 49), 20-21.

Avakh, A., Grant, G. D., Cheesman, M. J,, Kalkundri, T., & Hall, S. (2023). The art of war
with Pseudomonas aeruginosa: targeting Mex efflux pumps directly to
strategically enhance antipseudomonal drug efficacy. Antibiotics, 12(8), 1304.

Baker, S. J.,, Payne, D. J., Rappuoli, R., & De Gregorio, E. (2018). Technologies to address
antimicrobial resistance. Proceedings of the National Academy of Sciences,
775(51), 12887-12895.

Balog, S., de Almeida, M. S., Taladriz-Blanco, P., Rothen-Rutishauser, B., & Petri-Fink, A.
(2024). Does the surface charge of the nanoparticles drive nanoparticle—cell
membrane interactions? Current Opinion in Biotechnology, 87, 103128.

Baryakova, T. H., Pogostin, B. H., Langer, R., & McHugh, K. J. (2023). Overcoming barriers
to patient adherence: the case for developing innovative drug delivery systems.
Nature reviews Drug discovery, 22(5), 387-409.

Bastos, M., Abian, O., Johnson, C. M., Ferreira-da-Silva, F., Vega, S., Jimenez-Alesanco, A,
Ortega-Alarcon, D. & Velazquez-Campoy, A. (2023). Isothermal titration
calorimetry. Nature Reviews Methods Primers, 3(1), 17.

Bhattacharjee, K, & Prasad, B. L. (2023). Surface functionalization of inorganic
nanoparticles with ligands: a necessary step for their utility. Chemical Society
Reviews, 52(8), 2573-2595.

Blair, J. M., Zeth, K., Bavro, V. N., & Sancho-Vaello, E. (2022). The role of bacterial
transport systems in the removal of host antimicrobial peptides in Gram-negative
bacteria. FEMS microbiology reviews, 46(6), fuac032.

Blanco, P., Hernando-Amado, S., Reales-Calderon, J. A., Corona, F., Lira, F., Alcalde-Rico,
M., Bernardini, A., Sanchez, M. B., & Martinez, J. L. (2016). Bacterial multidrug
efflux  pumps: much more than antibiotic resistance determinants.
Microorganisms, 4(1), 14.

5741


https://pakjmcr.com/index.php/1/about

Vol. 5 No. 1 (2026)

Pakistan Journal of Medical & Cardiological Review
https://pakjmcr.com/index.php/1/about

Online ISSN Print ISSN

Ghazanfar - 2026 3007-2387 3007-2379

Bonomo, R. A. (2017). B-Lactamases: a focus on current challenges. Cold Spring Harbor
perspectives in medicine, /1), a025239.

Brindangnanam, P., Sawant, A. R, Prashanth, K, & Coumar, M. S. (2022). Bacterial
effluxome as a barrier against antimicrobial agents: structural biology aspects and
drug targeting. 7issue Barriers, 10(4), 2013695.

Chatterjee, T., & Chatterjee, S. (2026). Therapeutic Effects of Antimicrobials: A Ready
Reckoner. PharmaMed Press/BSP Books.

Cossar, P. J, Lewis, P. J., & McCluskey, A. (2020). Protein-protein interactions as
antibiotic targets: a medicinal chemistry perspective. Medicinal research reviews,
402), 469-494.

Dabhi, M., Patel, R., Shah, V., Soni, R.,, Saraf, M., Rawal, R, & Goswami, D. (2024).
Penicillin-binding proteins: the master builders and breakers of bacterial cell walls
and its interaction with B-lactam antibiotics. Journal of Proteins and Proteomics,
715(2), 215-232.

Dadgostar, P. (2019). Antimicrobial resistance: implications and costs. /nfection and drug
resistance, 3903-3910.

de Gomes Teixeira, N. B. (2022). Surface-modified nanoparticles with novel peptides
targeting the intestinal neonatal Fc receptor Universidade do Porto (Portugal)].

Devi Thillai, B., Kini, S., & Deekshit, V. K. (2025). Nanobiotics to tackle efflux-mediated
resistance in bacterial pathogens. Critical Reviews in Microbiology, 1-23.

Di Natale, C., De Benedictis, I, De Benedictis, A., & Marasco, D. (2020). Metal-peptide
complexes as promising antibiotics to fight emerging drug resistance: New
perspectives in tuberculosis. Antibiotics, X6), 337.

Drusano, G. L. (2004). Antimicrobial pharmacodynamics: critical interactions of'bug and
drug'. Nature Reviews Microbiology, 24), 289-300.

Egorov, A, Ulyashova, M., & Rubtsova, M. Y. (2018). Bacterial enzymes and antibiotic
resistance. Acta Naturae (aHenossbl4YHas eepcusi), 104 (39)), 33-48.

Eltaib, L. (2025). Polymeric nanoparticles in targeted drug delivery: unveiling the impact
of polymer characterization and fabrication. Polymers, 1/7), 833.

5742


https://pakjmcr.com/index.php/1/about

Vol. 5 No. 1 (2026)

Pakistan Journal of Medical & Cardiological Review
https://pakjmcr.com/index.php/1/about

Online ISSN Print ISSN

Ghazanfar - 2026 3007-2387 3007-2379

Etebu, E., & Arikekpar, 1. (2016). Antibiotics: Classification and mechanisms of action with
emphasis on molecular perspectives. /International journal of applied
microbiology and biotechnology research, 42016), 90-101.

Faghihkhorasani, A., Ahmed, H. H., Mashool, N. M., Alwan, M., Assefi, M., Adab, A. H.,
Yasamineh, S., Gholizadeh, O., & Baghani, M. (2023). The potential use of bacteria
and bacterial derivatives as drug delivery systems for viral infection. Virology
Journal, 20(1), 222.

Fatima, T., Sajjad, I, Qamar, M., Afzal, M. A, Noor, N., Tarig, N., Yawar, A., Abbasi, A. J,,
Rahim, F., Farooq, M. U., Noor, M., & Zahid, I. (2026). The expanding role of
artificial intelligence in health, life, and applied sciences: A multidisciplinary
review. Social Science Review Archives, 4(2), 237-257.

Feng, K., Wang, G., Wang, S., Ma, J., Wu, H.,, Ma, M., & Zhang, Y. (2024). Breaking the pH
limitation of nanozymes: mechanisms, methods, and applications. Advanced
Materials, 36(31), 2401619.

Fisher, J. F., & Mobashery, S. (2020). Constructing and deconstructing the bacterial cell
wall. Protein science, 293), 629-646.

Gambo, S., Mukhtar, A., Labaran, H., Labaran, H., Mustapha, A, Ibrahim, S., & Ali, M.
(2023). Chemistry, mode of action, bacterial resistance, classification and adverse
effects of Beta-lactam antibiotics: a review. /nt J. Dermatol. Res, 51), 11-16.

Gaurav, A, Bakht, P, Saini, M., Pandey, S., & Pathania, R. (2023). Role of bacterial efflux
pumps in antibiotic resistance, virulence, and strategies to discover novel efflux
pump inhibitors. Microbiology, 1695), 001333.

Ghosh, C,, Sarkar, P., Issa, R, & Haldar, J. (2019). Alternatives to conventional antibiotics
in the era of antimicrobial resistance. Trends in microbiology, 27/4), 323-338.

Haider, A., lkram, M., Shahzadi, |., & Asif Raza, M. (2023). Antibiotic drug resistance. In
Polymeric Nanoparticles for Bovine Mastitis Treatment (pp. 81-110). Springer.

Hallan, S. S., Ferrara, F., Cortesi, R, & Sguizzato, M. (2025). Potential of the nano-
encapsulation of antioxidant molecules in wound healing applications: an
innovative strategy to enhance the bio-profile. Molecules, 30(3), 641.

5743


https://pakjmcr.com/index.php/1/about

Vol. 5 No. 1 (2026)

Pakistan Journal of Medical & Cardiological Review
https://pakjmcr.com/index.php/1/about

Online ISSN Print ISSN

Ghazanfar - 2026 3007-2387 3007-2379

Haripriyaa, M., & Suthindhiran, K. (2023). Pharmacokinetics of nanoparticles: current
knowledge, future directions and its implications in drug delivery. Future journal
of pharmaceutical sciences, A1), 113.

Harms, A., Maisonneuve, E., & Gerdes, K. (2016). Mechanisms of bacterial persistence
during stress and antibiotic exposure. Science, 354(6318), aaf4268.

Hiep, L. T. T., Teerasitwaratorn, K., & Bora, T. (2024). Surface Plasmon Resonance (SPR)
biosensors for antibiotic residue detection. In Nanoscale Matter and Principles for
Sensing and Labeling Applications (pp. 447-467). Springer.

Huang, L, Wu, C, Gao, H., Xu, C, Dai, M., Huang, L, Hao, H., Wang, X.,, & Cheng, G.
(2022). Bacterial multidrug efflux pumps at the frontline of antimicrobial
resistance: an overview. Antibiotics, 71(4), 520.

Jiang, M., Wang, Z., Xia, F., Wen, Z,, Chen, R, Zhu, D., Wang, M., Zhuge, X., & Dai, J.
(2022). Reductions in bacterial viability stimulate the production of Extra-
intestinal Pathogenic Escherichia coli (ExPEC) cytoplasm-carrying Extracellular
Vesicles (EVs). PLoS pathogens, 1810), e1010908.

Jothi, R, Sangavi, R, Raja, V. Kumar, P, Pandian, S. K, & Gowrishankar, S. (2022).
Alteration of cell membrane permeability by cetyltrimethylammonium chloride
induces cell death in clinically important Candida species. /nternational Journal of
Environmental Research and Public Health, 20(1), 27.

Kakoullis, L., Papachristodoulou, E., Chra, P, & Panos, G. (2021). Mechanisms of
antibiotic resistance in important gram-positive and gram-negative pathogens
and novel antibiotic solutions. Antibiotics, 10(4), 415.

Kalepu, S., & Nekkanti, V. (2015). Insoluble drug delivery strategies: review of recent
advances and business prospects. Acta Pharmaceutica Sinica B, 5(5), 442-453.

Kavanaugh, L. G., Dey, D., Shafer, W. M., & Conn, G. L. (2024). Structural and functional
diversity of Resistance-Nodulation-Division (RND) efflux pump transporters with
implications for antimicrobial resistance. Microbiology and Molecular Biology
Reviews, 88(3), e00089-00023.

Khair, U. U,, Tarig, N., Izhar, M., Kaleem, A., Huda, N. U., Nadeem, R,, Igbal, M. A, Rahim,
F., Danish, M., & Afzal, M. A. (2026). Nutritional and public health aspects of red
and white meat: A veterinary perspective. In M. Younus, R. Z. Abbas, & T. Akhtar

5744


https://pakjmcr.com/index.php/1/about

Vol. 5 No. 1 (2026)

Pakistan Journal of Medical & Cardiological Review
https://pakjmcr.com/index.php/1/about

Online ISSN Print ISSN

Ghazanfar - 2026 3007-2387 3007-2379

(Eds.), One Health and global health security: Emerging infectious diseases,
antimicrobial resistance and public health challenges (pp. 217-223). Unique
Scientific Publishers.

Khan, M. Y., Roy, M., Rawal, R. K, & Bansal, U. K. (2017). A review-ceftriaxone for life.
Asian Pharma Press, 7(1), 35-48.

Khan, R. T., Sharma, V. Khan, S. S, & Rasool, S. (2024). Prevention and potential
remedies for antibiotic resistance: current research and future prospects. Frontiers
in microbiology, 15, 1455759.

Kumar, V., & Dutta, R. (2025). Nano Encapsulation for the Targeted Drug Delivery to
Enhance the Efficacy of Drugs. Deep Learning and Computer Vision: Models and
Biomedical Applications: Volume 2, 173-185.

Kuperkar, K., Atanase, L. I, Bahadur, A, Crivei, I. C,, & Bahadur, P. (2024). Degradable
polymeric bio (nano) materials and their biomedical applications: a
comprehensive overview and recent updates. Polymers, 16(2), 206.

Li, Z, Xu, K, Qin, L, Zhao, D. Yang, N., Wang, D, & Yang, Y. (2023). Hollow
nanomaterials in advanced drug delivery systems: from single-to multiple shells.
Advanced Materials, 35(12), 2203890.

Lin, K., Wang, R,, Li, T., Zuo, Y., Yang, S., Dong, D., & Zhu, Y. (2025). Drug transporters and
metabolizing enzymes in antimicrobial drug pharmacokinetics: Mechanisms,
drug—-drug interactions, and clinical implications. Biomolecules, 15(6), 864.

Lin, X., & Kuck, U. (2022). Cephalosporins as key lead generation beta-lactam antibiotics.
Applied microbiology and biotechnology, 106(24), 8007-8020.

Lorusso, A. B., Carrara, J. A, Barroso, C. D. N., Tuon, F. F., & Faoro, H. (2022). Role of
efflux pumps on antimicrobial resistance in Pseudomonas aeruginosa.
International journal of molecular sciences, 23(24), 15779.

Lv, J., Liu, G., Hao, J,, Ju, Y., Sun, B., & Sun, Y. (2022). Computational models, databases
and tools for antibiotic combinations. Briefings in Bioinformatics, 23(5), bbac309.

Ma, J,, Jiang, L., & Liu, G. (2022). Cell membrane-coated nanoparticles for the treatment
of bacterial infection. Wiley interdisciplinary reviews: Nanomedicine and
nanobiotechnology, 14(5), e1825.

5745


https://pakjmcr.com/index.php/1/about

Vol. 5 No. 1 (2026)

Pakistan Journal of Medical & Cardiological Review
https://pakjmcr.com/index.php/1/about

Online ISSN Print ISSN

Ghazanfar - 2026 3007-2387 3007-2379

Magbool, M. S., Abbas, R. Z, Tahir, S., Tarig, N., Razakova, R., Babaevna, S. S., & Rajaboy,
T. (2026). Green-synthesized gold nanoparticles: as emerging tools to combat
antimicrobial resistance and therapeutic applications in poultry. Veterinary
Research Communications, 50(3), 215.

Madkhali, O. A. (2022). Perspectives and prospective on solid lipid nanoparticles as drug
delivery systems. Molecules, 275), 1543.

Martins, B. A., Deffune, E., Oliveira Jr, O. N., & de Moraes, M. L. (2022). Penicillin-binding
proteins (PBPs) determine antibiotic action in Langmuir monolayers as
nanoarchitectonics mimetic membranes of methicillin-resistant Staphylococcus
aureus. Colloids and Surfaces B: Biointerfaces, 214, 112447.

Marzaman, A. N. F, Roska, T. P., Sartini, S., Utami, R. N., Sulistiawati, S., Enggi, C. K,
Manggau, M. A, Rahman, L., Shastri, V. P, & Permana, A. D. (2023). Recent
advances in pharmaceutical approaches of antimicrobial agents for selective
delivery in various administration routes. Antibiotics, 12(5), 822.

Metlay, J. P., Waterer, G. W, Long, A. C., Anzueto, A., Brozek, J., Crothers, K., Cooley, L. A,
Dean, N. C, Fine, M. J,, & Flanders, S. A. (2019). Diagnosis and treatment of adults
with community-acquired pneumonia. An official clinical practice guideline of the
American Thoracic Society and Infectious Diseases Society of America. American
Journal of respiratory and critical care medicine, 2007), eA5-e67.

Mir, S. A., Hamid, L., Bader, G. N., Shoaib, A., Rahamathulla, M., Alshahrani, M. Y., Alam, P.,
& Shakeel, F. (2022). Role of nanotechnology in overcoming the multidrug
resistance in cancer therapy: a review. Molecules, 27(19), 6608.

MISHRA, S. P. (2025). Phage-antibiotics synergy and nanotechnology interventions in
the management of drug resistance among bacterial pathogens: A scoping
review. ELSEVIER.

Modi, S. K, Gaur, S., Sengupta, M., & Singh, M. S. (2023). Mechanistic insights into
nanoparticle surface-bacterial membrane interactions in overcoming antibiotic
resistance. Frontiers in microbiology, 74, 1135579.

Nasr, M. M., Pourmadadi, M., Yazdian, F., Rashedi, H., Rahdar, A., & Aboudzadeh, M. A.
(2025). Nanoparticle-Based Tetracycline Delivery Systems: Advancing Therapeutic

5746


https://pakjmcr.com/index.php/1/about

Vol. 5 No. 1 (2026)

Ghazanfar - 2026

Pakistan Journal of Medical & Cardiological Review
https://pakjmcr.com/index.php/1/about

Online ISSN Print ISSN

3007-2387 3007-2379

Effectiveness and Tackling Antibiotic Resistance. Particle & Particle Systems
Characterization, 42(10), e00036.

Nayeem, A., Suresh, A. S., Vellapandian, C.,, Singh, S., Elossaily, G. M., & Prajapati, B. G.
(2024). Comprehensive insights into cephalosporins: Spectrum, generations, and
clinical applications. Current Drug Therapy.

Nazir, F., Tabish, T. A, Tariqg, F., Iftikhar, S., Wasim, R, & Shahnaz, G. (2022). Stimuli-
sensitive drug delivery systems for site-specific antibiotic release. Drug Discovery
Today, 27(6), 1698-1705.

Osman, N., Devnarain, N, Omolo, C. A, Fasiku, V., Jaglal, Y., & Govender, T. (2022).
Surface modification of nano-drug delivery systems for enhancing antibiotic
delivery and activity. Wiley interdisciplinary reviews: Nanomedicine and
nanobiotechnology, 14(1), e1758.

Pandey, V. & Pandey, T. (2025). Spectroscopic visualization of drug-biomolecules
interactions: an insight to fluorescence quenching as tool in drug discovery.
Luminescence, 40(4), e70168.

Panthi, V. K., Fairfull-Smith, K. E., Wells, T. J., Wang, T., & Islam, N. (2025). Ceftriaxone-
loaded liposomal nanoparticles for pulmonary delivery against lower respiratory
tract infections: Development and characterization. Pharmaceuticals, 18(3), 414.

Paramanick, D., Modi, D., Farheen, & Nagarani, K. (2025). A Comprehensive Review on
Advancement in Nano Polymer System for Drug Targeting. Multifunctional
Materials: Engineering and Biological Applications, 245-271.

Pasparakis, G. (2022). Recent developments in the use of gold and silver nanoparticles in
biomedicine. Wiley  interdisciplinary  reviews:  Nanomedicine  and
nanobiotechnology, 14(5), e1817.

Qin, Q, Wang, M., Zou, Y., Yang, D., Deng, Y., Lin, S., Song, Y., Li, R., & Zheng, Y. (2023).
Development of nanoparticle-based drug delivery system for inflammation
treatment and diagnosis. MedComm-Biomaterials and Applications, 24), e65.

Richards, D., Heel, R, Brogden, R., Speight, T., & Avery, G. (1984). Ceftriaxone: a review of
its antibacterial activity, pharmacological properties and therapeutic use. Drugs,
276), 469-527.

5747


https://pakjmcr.com/index.php/1/about

Vol. 5 No. 1 (2026)

Ghazanfar - 2026

Pakistan Journal of Medical & Cardiological Review
https://pakjmcr.com/index.php/1/about

Online ISSN Print ISSN

3007-2387 3007-2379

Schleibinger, M., Steinbach, C. L., Topper, C., Kratzer, A., Liebchen, U., Kees, F., Salzberger,
B., & Kees, M. G. (2015). Protein binding characteristics and pharmacokinetics of
ceftriaxone in intensive care unit patients. British Journal of Clinical Pharmacology,
80(3), 525-533.

Shahid, M., Singh, U. B,, Khan, M. S,, Singh, P., Kumar, R,, Singh, R. N., Kumar, A., & Singh,
H. V. (2023). Bacterial ACC deaminase: Insights into enzymology, biochemistry,
genetics, and potential role in amelioration of environmental stress in crop plants.
Frontiers in microbiology, 14, 1132770.

Shlosman, 1., Fivenson, E. M., Gilman, M. S,, Sisley, T. A., Walker, S., Bernhardt, T. G., Kruse,
A. C, & Loparo, J. J. (2023). Allosteric activation of cell wall synthesis during
bacterial growth. Nature Communications, 14(1), 3439.

Song, Y., Zheng, X, Hu, J., Ma, S., Li, K., Chen, J., Xu, X, Lu, X,, & Wang, X. (2023). Recent
advances of cell membrane-coated nanoparticles for therapy of bacterial
infection. Frontiers in microbiology, 74, 1083007.

Sreekantan, A. P., Rajan, P. P, Mini, M., & Kumar, P. (2022). Multidrug efflux pumps in
bacteria and efflux pump inhibitors. Postepy Mikrobiologii-Advancements in
Microbiology, 61(3), 105-114.

Taheri, M., Arabestani, M. R., Kalhori, F., Soleimani As|, S., Asgari, M., & Hosseini, S. M.
(2024). Antibiotics-encapsulated nanoparticles as an antimicrobial agent in the
treatment of wound infection. Frontiers in Immunology, 15, 1435151.

Tewabe, A, Marew, T., & Birhanu, G. (2021). The contribution of nano-based strategies
in overcoming ceftriaxone resistance: a literature review. Pharmacology Research
& Perspectives, 44), e00849.

Teymouri, M., Mollazadeh, S., Oroojalian, F., Amani, A. Arezumand, R, Shakeri, F.,
Besharati, R, & Moghaddam, P. Z. (2025). Liposomes used in the delivery of
various antimicrobials to biofilm-producing infections: a systematic review.
Nanomedicine Journal, 12(2).

Theivendren, P., Pavadai, P., Veerachamy, S., Palanisamy, P., & Kunjiappan, S. (2025).
Surface receptor-targeted protein-based nanocarriers for drug delivery: advances
in cancer therapy. Nanotechnology, 36(12), 122003.

5748


https://pakjmcr.com/index.php/1/about

Vol. 5 No. 1 (2026)

Pakistan Journal of Medical & Cardiological Review
https://pakjmcr.com/index.php/1/about

Online ISSN Print ISSN

Ghazanfar - 2026 3007-2387 3007-2379

Verma, S., & Pandey, A. K. (2025). Regulatory Consideration and Safety Assessment of
Nano-encapsulated Bioactive Compounds. In Harnessing Nanoencapsulation:
Valorization of Bioactive Compounds for Health and Beyond (pp. 143-162).
Springer.

Vilvanathan, S. (2021). Penicillins, Cephalosporins, and other B-lactam antibiotics. In
Introduction to Basics of Pharmacology and Toxicology: Volume 2: Essentials of
Systemic Pharmacology: From Principles to Practice (pp. 821-834). Springer.

Waheed, S., Li, Z,, Zhang, F., Chiarini, A., Armato, U., & Wu, J. (2022). Engineering nano-
drug biointerface to overcome biological barriers toward precision drug delivery.
Journal of Nanobiotechnology, 20(1), 395.

Walter, A, & Mayer, C. (2019). Peptidoglycan structure, biosynthesis, and dynamics
during bacterial growth. In Extracellular sugar-based biopolymers matrices (pp.
237-299). Springer.

Wang, C, Yang, Y., Cao, Y., Liu, K, Shi, H,, Guo, X, Liu, W,, Hao, R., Song, H., & Zhao, R.
(2023). Nanocarriers for the delivery of antibiotics into cells against intracellular
bacterial infection. Biomaterials Science, 71(2), 432-444.

Wilkins, C. A, Hamman, H., Hamman, J. H., & Steenekamp, J. H. (2024). Fixed-dose
combination formulations in solid oral drug therapy: advantages, limitations, and
design features. Pharmaceutics, 16(2), 178.

Wilson, D. N., Hauryliuk, V., Atkinson, G. C., & O'Neill, A. J. (2020). Target protection as a
key antibiotic resistance mechanism. Nature Reviews Microbiology, 1811), 637-
648.

Xie, H., & Zhu, S. (2025). MambaGuard-MOO: Multi-Objective Safe Drug
Recommendation with Contrastive Learning. 2025 IEEE International Conference
on Big Data (BigData),

Yeh, Y.-C,, Huang, T.-H., Yang, S.-C., Chen, C.-C,, & Fang, J.-Y. (2020). Nano-based drug
delivery or targeting to eradicate bacteria for infection mitigation: a review of
recent advances. Frontiers in chemistry, & 286.

Zahid, 1., Afzal, M. A, Tarig, N., Hassan, M., ljaz, M., & Ashraf, M. A. (2025). Application of
artificial intelligence and marketing in animal nutrition and feed. Biological Times,
4(8), 62-63.

5749


https://pakjmcr.com/index.php/1/about

Vol. 5 No. 1 (2026)

Pakistan Journal of Medical & Cardiological Review

https://pakimcr.com/index.php/1/about

Online ISSN

Print ISSN

Ghazanfar - 2026 3007-2387

3007-2379

Zhang, L., Tian, X, Sun, L., Mi, K., Wang, R, Gong, F., & Huang, L. (2024). Bacterial efflux
pump inhibitors reduce antibiotic resistance. Pharmaceutics, 16(2), 170.

5750


https://pakjmcr.com/index.php/1/about

