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1.1 Introduction

A bio-nanomaterial encompasses a diverse array of biological molecules and
components, such as proteins, antibodies, enzymes, nucleic acids, lipids, polysac-
charides, oligosaccharides, viruses, and secondary metabolites, organized at the
molecular level to form materials with unique properties and functions [1, 2]. Nan-
otechnology, a multidisciplinary domain focused on materials at the nanometer
scale (1–100 nm), has experienced significant advancements in recent years [3].
This field has diverse applications that extend across a wide spectrum of sci-
entific fields, demonstrating its extensive impact and significance. The term
“nanotechnology” stems from the Greek word “nano,” denoting one-billionth of
a meter, coined by Norio Taniguchi in 1974. This field has significantly advanced
medicine by introducing nanosized particles and materials known for their
exceptional biocompatibility and minimal toxicity, offering promising avenues for
medical innovation and treatment. Bio-nanomaterials are the term assigned to
nanosized materials, either composed of or produced through biological means.
Nanoparticles, due to their minute size, exhibit extraordinary attributes across
various domains including structure, chemistry, physics, optics, heat conductivity,
mechanical strength, and electrical conductivity. Their distinctive characteristics
position them as versatile tools in the biomedical sector, playing crucial roles in tasks
such as advancing tissue engineering, regenerative medicine techniques, drug and
gene delivery systems, cancer treatment modalities, and neurodegenerative disease
therapies, thereby offering innovative solutions for addressing complex medical
challenges [4]. For instance, drug delivery systems are designed to release drugs on
target; gene therapy uses vectors that specifically enter targeted cells; cancer treat-
ment employs nanoparticles (NPs) that selectively destroy tumor cells selectively;
neurodegenerative diseases are addressed via therapeutic strategies that target
specific pathological accumulations andinflammation is managed by therapeutic
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2 1 Bio-nanomaterials: An Introduction

agents that regulate host immune responses among other possible causes of ill-
nesses [5]. Furthermore, various bio-nanomaterials are utilized as diagnostic tools
for identifying various biomarkers or as imaging agents for medical examinations.

Many biodegradable polymers and naturally sourced nanomaterials have been
widely employed across biomedical, pharmaceutical, industrial, packaging, and
agricultural sectors for the development of bio-nanomaterials. Manipulating
materials at the nanoscale now enables fundamental interactions with biological
systems, paving the way for customized medication delivery. This breakthrough
opens avenues for precise and efficient illness treatment while minimizing adverse
effects. Furthermore, bio-nanomaterials are essential in the creation of biosensors
and imaging agents, which transform diagnostic methods and make it possible to
identify various medical disorders early [6]. Hence, a wide array of biodegradable
polymers and naturally derived nanomaterials have found extensive applications
across diverse sectors, including biomedical, pharmaceuticals, industrial packaging,
and agriculture (Figure 1.1). The utilization of bio-nanomaterials can be traced
back to ancient Indian literature, particularly in Ayurveda, a traditional system of
medicine practiced in the Indian subcontinent since the 7th century. Ayurvedic
treatments often incorporate metal ash, known as Bhasma, to address various
diseases [7]. Bhasma comprises metallic or mineral preparations that are treated
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Figure 1.1 Applications of bio-nanomaterials. The figure illustrates the diverse range of
applications of bio-nanomaterials across various fields, highlighting the versatility and
potential impact of bio-nanomaterials, driving innovation and addressing pressing societal
needs across diverse domains.
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with herbal juices or decoctions and subjected to specific heating processes, as
outlined in the puta system of Ayurveda. Widely recommended across India,
Bhasma, a form of bio-nanomaterial, is administered either alone or in combination
with medicinal plant extracts or powders, depending on the specific therapeutic
needs of the patient [8]. Bio-nanomaterials exhibit diverse applications in environ-
mental remediation, offering significant potential to address various environmental
challenges. Both natural and artificial bio-nanomaterials possess unique attributes
that can be harnessed to develop efficient and durable remediation methods. These
materials hold promise in reducing pollution, restoring ecosystems, and promoting
sustainable environmental practices.

The chapter involves the types of bio-nanomaterials, the various kinds of
bio-nanomaterial conjugates, and the application of bio-nanomaterials in various
fields ranging from health care and sustainable environmental technologies.

1.2 Types of Bio-nanomaterials

Bio-nanomaterials could be the derivatives of macro biomolecules (biological NPs)
or they could be organic or inorganic compounds synthesized via the mediation of
biological materials (derived bio-nanomaterials) (Table 1.1).

1.2.1 Classification of Biological Nanoparticles

Biological NPs are classified into four major categories derived from biomolecules
or synthesized from organic building blocks, i.e. proteins, nucleic acids, lipids, and
polysaccharides.

1.2.1.1 Proteins
Proteins are polymers of amino acids and can be the predecessor for the produc-
tion of NPs, specifically oligopeptides composed of 8–20 amino acids. Due to their
unique functionalities and the defined primary structure, these peptides are used
for surface modification and attachment of various compounds that might be used
for drugs and therapeutics [41, 42]. The ability of protein to form gels, emulsions,
and dried particles, along with their capacity to synthesize NP with controlled size
distribution, make them novel candidates for NP synthesis [43]. There are a num-
ber of proteins used for the NPs formulation: gelatin, elastin, collagen, gliadin, zein,
ferritin, albumin, and silk protein (sericin and fibroin) [44–46].

By integrating principles from physics, engineering, chemistry, and biology, we
have harnessed the capability to engineer biological nanomaterials at the molecular
scale, utilizing self-assembling peptide systems. Peptides serve as the building
blocks for creating a diverse array of nanostructures, including but not limited to
nanofibers, nanotubes, vesicles, nanometer-thick surface coatings, and nanowires.
Self-assembling peptides play multifaceted roles, ranging from stabilizing mem-
brane proteins to creating favorable environments for cell growth and tissue repair
in regenerative medicine. Moreover, they aid in gene and drug delivery, showcasing
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their versatility as tools for crafting sophisticated architectures, innovative materials,
and nanodevices. These capabilities drive advancements in nanobiotechnology and
various engineering disciplines. Positioned at the intersection of various disciplines
such as chemistry, materials science, molecular biology, and engineering, molecular
self-assembly harnesses nature’s vast potential to advance across disciplines and
enhance societal well-being. Nanofibers, elongated cylindrical structures measuring
between 5 and 20 nm, possess a high surface-to-volume ratio that facilitates the
incorporation of a wide array of bioactive molecules, including nucleic acids [47].
Among the peptides capable of self-assembly, examples include amyloid pep-
tides, ionic self-complementary peptides, collagen-like triple helical peptides, and
amphiphilic peptides, all of which can spontaneously organize into nanofibers [48].

1.2.1.2 Nucleic Acid
DNA and RNA possess the remarkable capability to form controlled and three-
dimensional-oriented NPs. Their inherent affinity for complementary sequences
allows nucleic acids to self-assemble into intricate, multidimensional structures
with particular control over size and shape. This self-assembling ability results in
the formation of compact and stable NPs, offering a versatile platform for various
applications in nanotechnology and biomedicine [49]. The versatility and inherent
characteristics of nucleic acids enable the precise engineering of single-stranded
DNA or RNA molecules, resulting in the formation of modular nucleic acid nanopar-
ticles (NANPs). These NANPs offer the flexibility to be intricately tailored into
elaborate three-dimensional structures composed entirely of nucleic acids. RNA and
DNA molecules assemble into diverse higher-order structures through both canon-
ical and noncanonical base pairings, serving as the foundation for creating a range
of nanostructures such as rings, fibers, and polygons [50–52]. By carefully choosing
nucleic acid components, NANPs can be fine-tuned to modify their physicochemical
properties, biological activities, and versatility. In the realms of biotechnology and
biomedicine, NANPs emerge as promising carriers for bioactive compounds, tools
for molecular imaging and biosensing, scaffolds for biochemical reactions, and mul-
tifunctional NPs amalgamating diverse functionalities within a unified structure.

The expanding domain of nucleic acid nanotechnology has brought forth a multi-
tude of synthesis protocols tailored for NANPs, along with established classification
methodologies enabling their study both in controlled laboratory environments and
within living organisms. Moreover, compelling proof-of-concept data has emerged,
underscoring their potential across diverse therapeutic applications [53–55].

1.2.1.3 Lipids
The fragmentation of lipids can give rise to various nanostructures, including lipo-
somes, nanoemulsions, solid lipid nanoparticles (SLNs), and nanostructured lipid
carriers (NLCs). These diverse lipid-based nanocarriers offer versatile platforms for
drug delivery, enabling precise control over drug release kinetics, bioavailability,
and targeting efficiency. These structures can be used for encapsulation of drugs
to increase the efficiency by targeted delivery and preventing degradation of
NPs [56, 57].
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Liposomes, developed with an outer bilayer of amphipathic molecules like
phospholipids enclosing an aqueous compartment, emerged as pharmaceutical
products in the early nineties, with examples Alveofact® and Ambisome®. They
possess several advantageous attributes as drug carriers: biological inertness,
complete biodegradability, lack of toxicity, antigenicity, or pyrogenicity due to the
natural presence of phospholipids in cell membranes. Additionally, liposomes can
be tailored in terms of size, composition, and surface charge for specific applica-
tions, and they can encapsulate a wide range of hydrophilic and lipophilic drugs,
offering possibilities for drug targeting. In the past two decades, SLNs, also known
as lipospheres or nanospheres, have emerged as alternative particulate drug carrier
systems, particularly suitable for lipophilic and poorly water-soluble drugs. With
particle diameters ranging from approximately 10–1000 nm, SLNs combine the
advantages of other carrier systems, including high biocompatibility, bioavailability,
controlled release, physical stability, and protection of labile drugs from degradation.
They are compatible with various administration routes such as oral, intravenous,
pulmonary, and transdermal routes, thereby mitigating associated challenges [58].

1.2.1.4 Polysaccharides
Polysaccharides are a kind of carbohydrate polymers linked via glycosidic bonds.
The most commonly used polysaccharide for NP is chitosan. Chitosan is a cationic
polyaminosaccharide. Due to the presence of high-density amino groups and
mucoadhesive properties, the reaction kinetics for the formation of new chemical
bonds or negative complexation is very high [59]. The chitosan NPs easily conjugate
with proteins, plasmid DNA, antigens, and bioflavonoids [60–62].

Polysaccharides, hydrophilic polymers derived from natural sources, are exten-
sively employed in water-based polymer systems and nanotechnology owing to
their advantageous attributes in biological settings. These include biodegradability,
biocompatibility, and minimal toxicity, making them highly desirable for various
applications. The exceptional properties of polysaccharides render them excellent
candidates as building blocks for NP fabrication, particularly in medical therapy. The
use of polysaccharides offers a plethora of benefits, such as high loading efficiencies,
rapid drug release rates, precise targeting capabilities, remarkable stability, and min-
imal toxicity in physiological environments. Moreover, polysaccharides are abun-
dant, easy to process, and derived from sustainable feedstocks, further enhancing
their appeal. Chemical functionalization of polysaccharides, mainly via free carboxyl
and hydroxyl groups, allows the creation of tailored polysaccharide derivatives with
specific properties, facilitating their use in various applications. Various methodolo-
gies have been devised to synthesize polysaccharide-based NPs with precise control
over size, morphology, and structure. These approaches encompass mechanisms
such as ionic cross-linking, covalent cross-linking, self-assembly of hydrophobically
modified polysaccharides, polyelectrolyte complexation, and the formation of
polysaccharide–drug conjugates. The choice of synthetic route is crucial to optimize
NP properties for specific applications, considering factors such as physicochemical
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parameters of polysaccharides, polysaccharide composition, NP size, and surface
morphology. It is vital to note the distinction between NPs and nanocrystals,
with NPs being amorphous particles and nanocrystals being crystalline, to avoid
misunderstandings in terminology. While polysaccharide nanocrystals will not be
discussed in detail, some useful applications will be mentioned [63].

1.2.2 Derived Bio-nanomaterials

There are various nanosized biomaterials that can be categorized as derived
bio-nanomaterials. This is further categorized as the artificially synthesized nano-
material mediated by biological compounds and the biological component which is
part of organisms.

1.2.2.1 Green Synthesized Nanoparticles
Metal NPs can be developed via various chemical, physical, and radiation
techniques. These methods encompass chemical reduction, precipitation, electro-
chemical deposition, sol-gel processes, physical vapor deposition, laser ablation,
and irradiation-induced synthesis, among others. Each approach offers distinct
advantages and allows for precise control over the size, shape, and properties of
the resulting NPs, catering to specific applications in fields ranging from catalysis
to biomedicine. The drawback associated with these methods is the potential for
toxicity due to the use of certain chemicals, high temperatures, or radiation during
the synthesis process. Metal and metal oxide NPs can be synthesized through the
involvement of biological elements such as plant extracts, bacterial extracts, fungal
extracts, seaweed, polysaccharides, biodegradable polymers, botanical materials,
and algae. The green synthesis of NPs is a single-step process, environmentally
benign, simple, economically viable, and clean technology as it does not involve
harsh chemicals and zero harmful by-products. The biosynthetic pathways utilized
for NP fabrication present a unique advantage by enabling the simultaneous
reduction and stabilization of metal NPs within a single-step synthesis process [64].

1.2.2.2 Nanosize-Derived Component
Viruses, with sizes ranging from a few nanometers to hundreds of nanometers,
present an intriguing avenue for various biomedical applications. Their surfaces
can be modified and targeted for therapies such as cancer treatment, immune
therapy, drug delivery, and detection. To date, only one viral therapy, T-VEC
(Imlygic), a modified herpes simplex virus (HSV), has received Food and Drug
Administration (FDA) approval for the treatment of cancer, specifically for subsets
of patients with melanoma [65]. Viral nanoparticles (VNPs) encompass a diverse
range of viruses, including plant viruses, bacteriophages, and mammalian viruses.
Genome-free versions of VNPs, known as virus-like particles (VLPs), find utility
in gene therapies, cancer therapies, antimicrobial therapies, immunotherapies,
vaccines, cardiovascular therapies, imaging, and theragnostics [66].
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1.3 Integration of Nanoparticles and Biomolecules

The size of biomolecules is comparable to NPs. The size similarity gives the
advantage for the physical interaction with the NPs, which might lead to many
noncovalent interactions such as ionic interaction, hydrophobic interaction, and
solvation effect. Biomolecules, due to their intrinsic properties of donating elec-
tron clouds or accommodating excess negative charge, covalent bond formation,
and stabilizing the volatile compound, lead to the formation of biomolecule–NP
hybrids, which have characteristics of both NPs and biomolecules [67]. The intrinsic
features of biomolecules could be used for the building block of NP architecture
(Table 1.2). The protein molecules have various binding sites that could facilitate
the development of multifunctional NPs [99].

1.3.1 Different Processes of Synthesis of Nanoparticles and
Biomolecules Integration

1.3.1.1 Conjugation via Noncovalent Interactions
Noncovalent conjugation strategies are physical interactions involving electrostatic,
hydrophobic, and affinity forces [100]. The ionic interaction between biomolecules
and NPs offers a robust and stable approach to engineering desired complexes.
This process involves either imparting the desired charge to NPs for binding with
targeted biomolecules or binding biomolecules with charged ligands or specific
buffers to enable binding with oppositely charged NPs [101]. For instance, to incor-
porate siRNA effectively, lipid NPs can be modified with supercharged coiled-coil
arginine-rich proteins. This modification enables the NPs to interact with negatively
charged RNA molecules, facilitating the encapsulation and delivery of siRNA for
targeted gene silencing applications [102]. Another example is a self-assembled
nanocomplex formed by negatively charged fucoidan (a sulfated polysaccharide)
and positively charged protamine [103]. The advantage of a noncovalent electrostatic
complex is the synergistic combination of functional properties of both.

Hydrophobic interaction also helps in binding of peptides onto the surface of silica
at various pH conditions. By tuning the surface property of NPs and binding environ-
ment, the biomolecules adsorption on NPs can be regulated [104]. Similarly, gliadin,
a protein NP can interact with Resveratrol via hydrophobic interaction [105].

1.3.1.2 Conjugation via Covalent Interactions
The covalent interaction that occurs between biomolecules and NPs is called
chemisorption. In chemisorption, biomolecules having a thiol group (cysteine
residue) can form a link with the NPs [106]. In instances where thiol residues
are absent, a thiol group can be chemically introduced onto biomolecules using
Traut’s reagent (2-aminothiolane). This reagent enables site-specific modification
by reacting with primary amines, facilitating the attachment of thiol groups for
subsequent conjugation or functionalization processes [106, 107]. Noble metal NPs,
especially gold (Au), are highly reactive to the thiol group. Au can form a strong
bond with sulfur (Au—S). This has been exploited in forming various conjugates of
Au NPs of peptides, DNA, antibodies, and proteins [99, 100, 108].
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Low-molecular-weight bifunctional linkers are used to form a covalent linkage
between biomolecules and NPs. These linkers encompass thiols, disulfides, and
phosphine ligands, coupled with terminal functional groups such as carboxy,
amino, or maleimide groups. They facilitate the conjugation of biomolecules to
common NPs, including Au (gold), CdS, ZnS, CdSe/ZnS, and Ag (silver), enabling
the formation of stable complexes for various biomedical and nanotechnological
applications [101, 106].

1.3.2 Organic–Organic Nanoparticle complexes

Biological NPs have the capability to form complexes with other biological
NPs through encapsulation. These encapsulated bio-nanomaterials find numer-
ous applications across industries such as food, pharmaceuticals, and cosmetics.
For instance, β-carotene, a highly photosensitive compound, can be encapsulated
within whey protein concentrate (WPC) using techniques such as electrospraying.
The resulting nanocomplex of β-carotene/WPC exhibits exceptional stability
against photo-oxidation, making it suitable for various applications in food and
pharmaceutical formulations [75].

Similar encapsulation strategies can be followed for bioactive molecules such
as curcumin, quercetin, and (−) epigallocatechin-3-gallate (EGCG). These highly
unstable compounds are encapsulated with chitosan-based NPs. Chitosan NPs are
more stable as compared to chitosan, so the encapsulation is better in the case of
NPs as compared to whole chitosan [61, 79, 83].

1.3.3 Biomolecule–Polymer Nanoparticle Complexes

Biocompatible and biodegradable polymers such as poly(ethylene glycol) (PEG),
poly(lactic acid) (PLA), polyglycolides (PGA), poly(lactide-co-glycolides) (PLGA),
polycaprolactone (PCL), and poly(hydroxy butyrate) (PHB) are extensively
employed due to stimulus-responsive properties and robust mechanical strength.
These polymers are utilized in the fabrication of biomolecule–polymer conjugates,
resulting in nanostructures suitable for drug delivery applications [109–111].

The complex formed between a polymer and biomolecules usually consists of two
layers: an outer shell comprising biocompatible biomolecules and an inner shell
composed of a hydrophobic polymer that can encapsulate drugs. A prime example
of such a complex nanostructure is the FDA-approved thermoplastic hydrophobic
polymer poly-methyl methacrylate (PMMA) combined with bovine serum albumin
(BSA) [112]. Employing the nanoprecipitation technique, particles of 100 nm size
are synthesized, with their dimensions and surface charge controlled by adjusting
the concentration of BSA and PMMA. Encapsulation of the hydrophobic drug camp-
tothecin showcased improved antitumor efficacy.

1.3.4 Organic–Inorganic Complex

Inorganic NPs, such as metals, metal oxides, and quantum dots, exhibit unique opti-
cal, electronic, and catalytic properties. Their conjugation with biomolecules such
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as DNA, enzymes, antibodies, and peptides plays a crucial role in pharmaceutical
industries, therapeutics, and diagnostics. Among these, gold (Au) NPs are exten-
sively studied. The surface chemistry of gold NPs is meticulously regulated
through the utilization of biomolecules, opening avenues for the advancement
of next-generation nanoscale complexes. For instance, Au NPs hybridized with
the fungal protein hydrophobin (HFB) Vmh2 yield stable HFB–AuNP complexes.
These complexes can effectively interact with biomolecules such as BSA and
immunoglobulins, offering promising applications in various biomedical and
diagnostic fields [113].

Similarly, enzymes can be integrated onto the surface of inorganic NPs, which
results in a highly stable enzyme complex [114]. For instance, when pepsin is bound
to Au NPs via amide coupling, it forms a stable and efficient biocatalyst. This biocata-
lyst has applications in the analysis of therapeutic proteins and peptides, showcasing
the versatility and potential of Au NP–biomolecule conjugates in various biomedical
and pharmaceutical contexts [91]. Moreover, these complexes offer the advantage of
incorporating multiple enzymes into a single NP. For example, a multienzyme com-
plex comprising alpha-amylase, pectinase, and cellulase can be functionalized onto
magnetic NPs. This enables the clarification of fruit juice turbidity, demonstrating
the potential of enzyme-functionalized NPs in various industrial applications, par-
ticularly in food processing and beverage production [69].

1.3.5 Self-Assembled Biomolecule–Nanoparticle Complex

Self-assembly is an innovative technology wherein various components of an
integrating complex are fabricated in a desired order. A study demonstrated that
when proteins are incorporated into nanostructure construction, it results in the
formation of flower-like nanostructures. This exemplifies the power of self-assembly
techniques in engineering complex and functional nanomaterials with tailored
properties for diverse applications in nanotechnology and biomedicine [115].
Indeed, the formation of flower-like nanostructures is attributed to protein-induced
nucleation of copper phosphate crystals during the self-assembly process. Similarly,
self-assembly phenomena are observed in DNA nanostructures. The complemen-
tary nature of DNA strands allows for the precise and facile manipulation of size
and shape in these self-assembled nanostructures. This inherent programmability
makes DNA nanostructures a versatile platform for engineering complex and
customizable nanomaterials with tailored functionalities for a wide range of
applications in nanotechnology and biomedicine. Geometrically nanostructured
shapes have been developed for various applications, including DNA cubes,
knots, polyhedra, and nanotubes. These DNA nanostructures are utilized for
mechanical motions and computational studies, showcasing the versatility and
potential of DNA-based nanotechnology in engineering intricate and functional
nanomaterials for diverse applications in nanotechnology, biomedicine, and
beyond [116].

Peptide self-assembly has emerged as a promising field in nanomedicine, offering
diverse benefits for biomedical applications [117–121]. By employing rational design
strategies, various peptide-based supramolecular architectures such as micelles,
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vesicles, and nanofibers can be synthesized, with each structure being governed by
noncovalent interactions [47]. The inherent amphiphilicity of peptides, with polar
and nonpolar regions, facilitates their self-assembly through microphase separation
[122, 123]. Noncovalent interactions, including hydrophobic and ionic interactions,
van der Waals forces, hydrogen bonds, and 𝜋–𝜋 stacking, serve as the primary
driving forces for self-assembly [122]. For gene delivery, peptide nanoassemblies
consist of hydrophobic amino acids driving self-assembly, hydrophilic amino acids.

Peptide self-assembly has emerged as a promising avenue in nanomedicine,
owing to the manifold benefits offered by well-defined applications Nanoassem-
blies, derived from common amphiphilic peptides and peptide conjugates [117–121],
encompass a range of supramolecular structures suitable for biomedical applica-
tions. These structures include linear, ionic complementary, long-chain alkylated,
and lipo-peptides [124]. In contrast to individual peptides, peptide self-assemblies
exhibit distinctive attributes such as multivalent binding, dynamic cargo inter-
actions, responsiveness to environmental and cellular stimuli, and prolonged
functionality. Through a systematic design of molecular building blocks, various
peptide-based supramolecular architectures – such as micelles, vesicles, nanofibers,
nanotubes, and NPs – can be synthesized [125]. The inherent amphiphilicity of
peptides, with polar and nonpolar regions, facilitates their self-assembly through
microphase separation [122, 123].

Various noncovalent interactions, such as hydrophobic and ionic interactions,
van der Waals forces, hydrogen bonds, and 𝜋–𝜋 stacking, serve as the primary
driving forces behind self-assembly [122]. For instance, aromatic residues predomi-
nantly contribute to self-assembly through 𝜋–𝜋 stacking, while hydrogen bonding
plays a crucial role in the formation and stabilization of secondary structures.
Peptides exhibiting stable β-strand conformations have the propensity to form
extended β-sheet structures through lateral connections, crucial for the formation
of nanofibers and nanotubes. Within these β-sheets, hydrophobic side chains align
in one direction, while polar side chains align in the opposite direction [126].
Conversely, α-helical structures promote the formation of micelles and vesicles,
where hydrogen bonding occurs between the carbonyl group of one amino acid and
the amino group of four residues down the peptide chain. The outward orientation
of amino acid side chains in α-helices enables interactions [125]. Well-defined
peptide nanoassemblies for gene delivery comprise three fundamental components:
hydrophobic amino acids facilitate self-assembly through intermolecular noncova-
lent interactions and subsequent secondary structure formation; hydrophilic amino
acid residues stabilize the structure in a biological environment; and positively
charged amino acid residues interact electrostatically with negatively charged
nucleic acids [47]. In contrast, peptide NPs, referred to as peptiplexes, sponta-
neously form via electrostatic interactions between positively charged peptide
residues (lysine, arginine, and histidine) and negatively charged nucleic acids [127].

Furthermore, chemical structures of peptides are engineered to yield nanoassem-
blies tailored specifically for diagnostic imaging [128], focusing on two crucial
aspects: the peptide’s targeting property and functionalization with a detectable
moiety [129]. This approach leverages the unique properties of peptides to design
and fabricate nanomaterials with precise control over size, shape, and surface
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properties, enabling their use as contrast agents for various imaging modalities
such as magnetic resonance imaging (MRI), computed tomography (CT), and fluo-
rescence imaging. These peptide-based nanoassemblies hold promise for improving
the sensitivity and specificity of diagnostic imaging techniques, facilitating early
disease detection and monitoring.

The self-assemblies result in various structures. Vesicles, spherical hollow
structures delimited by bilayers, are formed from one or more types of amphiphilic
molecules [125]. Hydrophilic regions are oriented toward both inner and outer
aqueous environments, while hydrophobic residues pack together between these
hydrophilic interfaces [130]. Consequently, vesicles have the capability to encap-
sulate hydrophilic molecules within their interior aqueous phase and hydrophobic
molecules within the hydrophobic regions of the bilayer [131]. Modifying the
composition and chain length of the building blocks enables the adjustment of the
size of vesicles [132]. Self-assembly of pure amphiphilic oligopeptides [133] and
diblock copolypeptides [134, 135] results in the formation of vesicles in aqueous
solution. The propensity of peptides to assemble into vesicles or nanotubes is
largely influenced by the hydrophobicity of their tails. Additionally, surfactant-like
peptides featuring a hydrophilic head domain comprise aspartic acid residues
and a hydrophobic tail composed of 4–10 glycine residues have been observed to
self-assemble into vesicles with diameters of approximately 30–50 nm [136, 137].

Peptide-based nanovesicles provide several advantages over liposomes, including
enhanced membrane fluidity, targeting ability, biocompatibility, and stability,
attributed to the inherent chemical and biological properties of peptides [138, 139].
Peptide-mediated targeting and safeguarding cargo against extracellular threats
are particularly critical for in vivo DNA delivery. Improving DNA stability and
extending circulation time facilitate superior organ distribution [140, 141].

Self-assembled peptide vesicles (SPVs) undergo diverse chemical modifications,
including conjugation of other peptides or bioactive molecules to the outer surface as
well as encapsulation of specific cargoes within the aqueous cavity or the hydropho-
bic domain of the membrane [142, 143]. An example of such a multifunctional SPV
platform involves the conjugation of the epidermal growth factor receptor (EGFR)
binding peptide GE11 to glycidyl hexadecyl dimethyl ammonium chloride (GHDC).

Peptide nanotubes (PNTs) represent intricate three-dimensional structures, main-
taining a distinct hollow cylindrical form through molecular interactions among
their amphiphilic building blocks [144]. These PNTs offer vast potential for func-
tionalization, particularly at the head group of peptide amphiphiles, making them
versatile candidates for diverse applications [145]. As the hydrophobic alkyl chains
align toward the core and the amino acid residues toward the outer surfaces, func-
tional groups become accessible on the outer surfaces of PNTs [146].

Peptide-based micelles, considered one of the leading self-assembly nanostruc-
tures in biomedicine, comprise closed monolayers characterized by a hydrophobic
inner core encased within a hydrophilic outer shell. Two primary methods for
micelle preparation are direct dissolution and solvent switch. The spontaneous
formation of these precisely structured spherical assemblies, with a narrow size
distribution, takes place above a critical micellar concentration (CMC) and may be
influenced by temperature [147, 148].
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Types of bio-nanomaterials

Biological nanomaterials

Biomolecule derived

Protein NPs e.g. collagen NPs,
Gliadin NPs

Derived bio-nanomaterials

Green synthesis NPs

Metal/metal oxide NPs

Nano sized cell as virus,
exosomes

Organic–inorganic nanocomplex

Self-assembled biomolecules
NPs complex

Organic–organic nanocomplex

Conjugation by covalent
interaction

Nucleic acid (DNA NPs and
RNA NPs)

Lipid NPs as solid lipid NPs

Polysaccharides: chitosan NPs

Conjugation by noncovalent
interaction

Integrated NPs with biomolecules

Figure 1.2 Classification of bio-nanomaterials. The figure presents a classification scheme
for bio-nanomaterials based on their composition, structure, and synthesis methods. This
classification scheme provides a comprehensive overview of the diverse landscape of
bio-nanomaterials, guiding future efforts toward innovative applications and solutions.

Overall classification of bio-nanomaterials is represented in Figure 1.2.

1.4 Application of Bio-nanomaterials

1.4.1 Clinical Application

The plethora of research focused on the development of various types of
bio-nanomaterials has led to a rise in the number of therapeutics for both
diagnosis and treatment of diseases. These advancements have propelled the field
of nanomedicine forward, offering innovative solutions for targeted drug delivery,
imaging, and diagnostics. As a result, bio-nanomaterials hold great promise for
improving patient outcomes and revolutionizing healthcare practices in the near
future. The lipid NP-encapsulated drug delivery shows better drug release and it is
targeted to the specific area. This precise drug delivery minimizes the possibility of
side effects and reduces the frequency of drug administration [149].

Cancer Treatment and Diagnosis: There are a number of studies to develop
bio-nanomaterials to combat cancer. In one study, a bio-nanomaterial is syn-
thesized using gold NP packed with effector protein (SipA), from Salmonella
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enterica. Bio-nanomaterials have demonstrated the ability to suppress tumor
growth by effectively reducing the expression of P-glycoprotein, a multidrug
resistance transporter, at significantly lower doses compared to free SipA. This
reduction in P-glycoprotein expression enhances the effectiveness of chemother-
apeutic agents, showcasing the potential of bio-nanomaterials in overcoming
drug resistance mechanisms and improving the efficacy of cancer treatments
[150]. The surface resonance property of Gold NPs’ is utilized to target and bind
to prostate cancer biomarkers, causing a detectable change in their SPR(surface
plasmon resonance) characteristics. This alteration, measured through tech-
niques such as spectrophotometry, enables accurate and minimally invasive
diagnosis of prostate cancer, promising improved patient outcomes through early
detection. Gold NP is conjugated with prostate-specific antibodies (PSAs) and
when these particles bind to the cancer cells, the NPs come together and show
color change due to surface plasmon resonance [151]. Protein and polysaccha-
rides have the potential to be used as vehicles in NP-mediated delivery systems
[83, 152]. Antioxidant phytochemicals can be effectively encapsulated within
bio-nanomaterials, facilitating their targeted delivery without compromising
their anticancer properties.

Encapsulating EGCG with biocompatible NPs derived from bioactive peptide/
chitosan greatly improves EGCG’s bioavailability, enhancing its potential thera-
peutic effects. This innovative approach improves the delivery of EGCG, a potent
antioxidant found in green tea, by protecting it from degradation and improving
its absorption in the body. This encapsulation strategy holds promise for enhanc-
ing the therapeutic potential of EGCG in various biomedical applications [83].
Bio-nanomaterial-based carriers enable the simultaneous delivery of multiple drugs,
leading to a synergistic effect. This approach is especially advantageous in cancer
therapy, as tumor microenvironments, with their pH gradients, present challenges
for conventional drug delivery. Encapsulation within bioactive peptide/chitosan
NPs enhances EGCG’s efficacy by overcoming these barriers, potentially improving
cancer treatment outcomes. To address this, pH-responsive drug delivery systems
have been developed, employing mussel adhesive protein (MAP)-based iron
(III)-3,4-dihydroxyphenylalanine (DOPA) NPs. These systems capitalize on the
pH sensitivity of MAPs and DOPA to trigger drug release in the acidic tumor
microenvironment, thereby boosting the effectiveness of cancer therapies while
reducing unintended side effects [153].

The shape of NPs plays a significant role in therapy, especially in applications
such as bone regeneration. NPs synthesized from gelatin and hydroxyapatite with
a spherical topology have been found to enhance bone formation compared to other
shapes. This can be attributed to their capacity to mimic the natural structure of
bone minerals, fostering interactions with bone cells and thereby enhancing osteo-
genesis and bone regeneration more efficiently. Such findings underscore the impor-
tance of NP shape in tailoring therapeutic outcomes and optimizing treatments for
specific biomedical applications [154]. Bio-nanoparticles possess the potential to
supplant traditional carriers in drug delivery applications. Utilizing protein NPs as
drug carriers has demonstrated the ability to facilitate efficient transport across the



�

� �

�

18 1 Bio-nanomaterials: An Introduction

blood–brain barrier, addressing a pivotal challenge in the treatment of neurological
disorders. These protein NPs offer several advantages, including biocompatibility,
targeted delivery, and the ability to encapsulate and protect drugs from degradation.
Researchers are leveraging the distinctive properties of bio-nanoparticles to develop
more efficient and precisely targeted therapies for neurological disorders [155].

1.4.1.1 Drug Delivery System
Protein cages are intricate structures formed by the self-assembly of individual pro-
tein monomers, distinct from viral components. They include VLPs and VNPs, each
with unique characteristics. VLPs lack viral genomes and are considered nonin-
fectious, potentially eliciting different immunostimulatory responses compared to
VNPs. These structures, comprising repeating protein subunits, offer high multiva-
lency. Plant viruses can exhibit spherical/icosahedral or filamentous/tubular shapes.
Viruses, with their innate ability to carry nucleic acids, serve as optimal vehicles for
drug delivery. They offer versatility in binding active molecules through infusion,
encapsulation, absorption, or conjugation to protein interfaces, ensuring protection
and enabling precise targeting of the intended site of action [66].

Although clinically approved nanomedicines based on plants or bacteriophages
are currently absent, numerous candidates are undergoing preclinical development,
with several progressing toward translational development. Prominent platforms
include tobacco mosaic virus (TMV), cowpea mosaic virus (CPMV), cowpea
chlorotic mottle virus (CCMV), physalis mottle virus (PhMV), potato virus X (PVX),
and bacteriophages such as MS2, P22, Qβ, and M13. Ranging in size from approxi-
mately 30 nm to over a micron, these viruses exhibit diverse shapes. Advancements
in biochemistry and directed evolution techniques have propelled the development
of viral nanocarriers for drug delivery, imaging, and theranostic applications.
This review underscores the utilization of VNPs and VLPs in diverse biomedical
domains, spanning antimicrobial treatments, cancer therapies, protein/peptide
delivery, gene therapies, monotherapy, and combination cancer treatments as well
as vaccines for infectious diseases, cancer, and other conditions. Additionally, it
explores their role in imaging modalities and theranostics, integrating photothermal
therapy (PTT) [66].

1.4.1.2 Lipid-Based Approved Nanopharmaceuticals
Liposomes, as pioneering drug delivery systems, remain widely utilized due
to their versatile composition, biocompatibility, biodegradability, and lack of
immunogenicity. These artificial phospholipid vesicles typically range from 50 to
100 nm in size, with anionic, cationic, or neutral variants, and feature a central
aqueous phase. While liposomes predominantly encapsulate hydrophilic drugs
within their aqueous core, they can also accommodate hydrophobic drugs in their
bilayer or chemically attach them to the particles. In contrast, micelles, another
phospholipid-based structure, possess a hydrophobic core ideal for encapsulating
hydrophobic drugs and are employed for targeted drug delivery to specific sites,
thereby reducing bio sdistribution toxicity.

The initial generation of liposomes exhibited limitations in blood circulation time
and tumor tissue-specific targeting due to uptake by the mononuclear phagocyte
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system (MPS), leading to accumulation primarily in the liver and spleen. However,
advances in lipid selection and modification techniques, such as sterically stabiliz-
ing nanoliposomes with sphingomyelin/choline (SM/CHO) and coating with PEG,
known as pegylated or Stealth liposomes, have overcome these challenges. Pegylated
liposomes demonstrate prolonged circulation time, enhanced extravasation through
leaky tumor vasculature via passive targeting, reduced uptake by reticuloendothelial
system (RES) cells, and decreased drug leakage in circulation. These modifications
facilitate drug accumulation in tumor tissue, significantly improving upon the lim-
itations of the first generation of liposomes.

Various lipid-based nanotechnology platforms have yielded approved nanophar-
maceuticals, with DoxilTM being the first FDA-approved in 1995, followed by
CaelyxTM and MyocetTM, which encapsulate the chemotherapeutic doxorubicin.
These formulations, including pegylated and nonpegylated versions, were developed
to mitigate the high cardiotoxicity associated with doxorubicin. By extending circu-
lation time and reducing distribution volume, they enhance tumor uptake through
the enhanced permeability and retention (EPR) effect, improving tumor therapy
efficacy. DaunoXomeTM encapsulates Daunorubicin, protecting it from degradation
and enhancing its accumulation in tumors, particularly indicated for advanced
HIV-associated Kaposi’s sarcoma. MepactTM, an immunomodulator, is indicated for
treating high-grade resectable nonmetastatic osteosarcoma. AmeluzTM, a nanoemul-
sion gel containing 5-aminolaevulinic acid, is activated by red light to treat actinic
keratosis. MarqiboTM, an NP formulation of Vincristine, reduces neurotoxicity and
is indicated for advanced acute lymphoblastic leukemia. OnivydeTM, encapsulating
Irinotecan, is indicated for metastatic adenocarcinoma of the pancreas. VyxeosTM,
a liposomal formulation of Daunorubicin and Cytarabine, is used for high-risk acute
myeloid leukemia treatment. These nanopharmaceuticals showcase the versatility
and efficacy of lipid-based nanotechnology in drug delivery [156].

1.4.1.3 Protein-Based Approved Nanopharmaceuticals
Protein-based NPs present numerous advantages, including biocompatibility and
biodegradability, with fibroin and albumin frequently employed. They have the
capacity to transport diverse therapeutic agents, encompassing genetic materi-
als, anticancer drugs, and peptide hormones. Several protein-based NPs have
received approvals from the FDA and EMA for cancer treatment. Examples
include OncasparTM for acute lymphoblastic leukemia, OntakTM for cutaneous
T cell lymphoma, and AbraxaneTM and PazenirTM for metastatic breast cancer
and other solid tumors. These NPs provide targeted delivery, reducing toxicity
and enhancing antitumor activity. Additionally, KadcylaTM, an antibody–drug
conjugate, is approved for HER2-positive breast cancer. Overall, protein-based NPs
show promise for advanced cancer therapy, with numerous options approved by
regulatory agencies [157, 158].

Peptide-based micelles offer distinct advantages in gene delivery, such as
remarkable stability, efficient gene loading capability, and small size, enabling
effective tumor penetration and cellular uptake. Cationic micellar nanoassemblies
efficiently condense nucleic acids, exemplified by cationic peptide dendrimers and
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amphiphilic peptides, which exhibit superior delivery efficacy compared to conven-
tional transfection agents. These micelles are customizable to target specific cells,
promoting cellular uptake, facilitating endosomal escape, and enabling transport to
the nucleus. Amphiphilic cationic peptides self-assemble into micelles with robust
DNA-binding affinity, effectively shielding DNA and elevating gene expression
levels in contrast to alternative complexes. These peptides exhibit a dual nature,
with hydrophobic and hydrophilic regions, enabling the formation of stable micellar
structures that efficiently encapsulate DNA. This unique architecture enhances
the protection of DNA payloads during transportation and facilitates their delivery
to target cells, ultimately leading to heightened gene expression levels. Peptide
constituents offer the versatility to engineer vesicles responsive to environmental
cues or external triggers. For instance, cationic vesicles containing drugs like Dox-
orubicin exhibit pH-triggered cargo release, while pH- and temperature-sensitive
vesicles derived from specific copolypeptides respond to variations in their sur-
roundings. Additionally, surfactant-like peptides have the capacity to self-organize
into nanotubes, forming robust hierarchical architectures conducive to gene deliv-
ery owing to their positively charged characteristics. Hybrid nanotubes combining
peptides with polymers or lipids are being investigated for diverse biomedical
purposes, particularly in gene delivery, capitalizing on their nontoxic attributes and
adaptable architectures. These hybrids offer a synergistic combination of the unique
properties of peptides with the functionalities of polymers or lipids, enhancing their
efficacy and versatility in biomedical applications.

Polysaccharide NPs hold promise in biomedicine and biomaterials engineer-
ing, particularly for their inherent biocompatibility and biodegradability. These
NPs are uniquely positioned for a spectrum of applications in nanomedicine,
including drug delivery and tissue engineering, harnessing characteristics such as
mucoadhesion and cellular uptake to optimize therapeutic outcomes. Recent devel-
opments include their use in photodynamic therapy (PDT). One approach involved
chitosan (CS)-based NPs conjugated with the photosensitizer Pheophorbide A,
which self-quenched in aqueous environments but released the photosensitizer
upon exposure to reactive oxygen species in tumor environments, leading to
cell death upon near-infrared irradiation. Another PDT approach utilized a fully
polysaccharide-based block copolymer composed of dextran (DEX) and acetylated
DEX blocks, encapsulating a photosensitizer. This block copolymer stabilized the
photosensitizer, enhancing its bioavailability, and showed concentration-dependent
toxicity upon NIR irradiation. Moreover, dextran nanoparticles (DEX NPs) conju-
gated with folic acid have been scrutinized for their potential to enhance targeted
uptake into cancer cells, thereby augmenting the effectiveness of PDT [63].

1.4.2 Clinical Diagnosis and Bioelectronics

The exceptional chemical and physical properties of NPs have broadened oppor-
tunities in the field of sensors. NPs present numerous advantages, including high
surface-to-volume ratios, customizable optical and electronic characteristics, and
heightened responsiveness to alterations in their environment. These properties
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make NPs ideal candidates for sensor development across various applications,
including environmental monitoring, healthcare diagnostics, and industrial process
control. The size of NPs does impart a varied conducting property, optical property,
and physiochemical property. Taking advantage of these, various sensing devices
have been proposed that can detect the molecule at a picomolar level. The sensing
could be of some disease biomarkers, contaminants in the food and agriculture
sector, microbes (virus and bacterial) detection in samples, gas leakage detection,
and detection of nucleic acids. There is a plethora of research undergoing in
developing diagnostic devices using nanomaterial hybridized with biomolecules.

For early detection of epithelial tumors, a biosensor has been generated using gold
NPs on which hairpin oligonucleotide (HO) and horseradish peroxidase (HRP) are
immobilized [159]. The intricate assembly of HO-AuNP-HRP serves as a versatile
platform for implementing a multitiered signal amplification approach, facilitat-
ing swift detection and heightened sensitivity. Surface modification of the biosen-
sor with carbon nanotubes expedites electron transfer, while the HO-AuNP-HRP
enzyme acts as a traceable label for electrochemical detection. Early detection of can-
cer could be achieved by detecting siRNA. For siRNA detection, modified oligonu-
cleotides are used. The method known as nucleic acid detection is a target-assisted
proximity proteolysis reaction. The two oligonucleotides are designed along with
the two units of protease. The arrangement is such that this protease will not be
active until siRNA binds to the oligonucleotide (close proximity). This can detect
the small-interfering RNA in the early stages of breast cancer.

The immobilized enzyme NPs are capable of detecting glutamate and GABA,
essential neurotransmitters that regulate excitatory and inhibitory postsynaptic
currents. The sensor integrates ceria and titania NPs within a semipermeable
membrane crafted from chitosan. Glutamate oxidase (GmOX) is coimmobilized
with chitosan on a platinum electrode. This setup enables precise and sensitive
detection of neurotransmitters, showcasing promising utility in neuroscience
investigations and clinical diagnostic settings [160].

Another example of enzyme-based biosensors, glucose concentration is detected
by using immobilized NPs of iron oxide, glucose oxidase (Gox), and polypyrrole onto
the surface of glassy carbon electrode [84].

Bio-nanomaterials, particularly nucleic acid complexes, are instrumental in
developing nanomachine-like devices, memory storage systems, and scaffolds for
tissue engineering. These DNA nanodevices are constructed based on base-pairing
interactions, the distinct mechanical strength of single and double strands, and
the electrostatic properties of DNA and RNA as highly charged polyelectrolytes.
Nanomechanical DNA devices’ motions are propelled by conformational shifts
triggered by changes in buffer composition or the binding of complementary DNA
strands. These nanoscale mechanical changes, stemming from transitions between
single-stranded DNA and duplex DNA, enable precise nanoscale complex design
for synthesizing NPs, thereby aiding in addressing fundamental structural biology
and biophysics questions.

Furthermore, DNA origami, which entails the formation of 2D and 3D DNA
nanoscale structures, can replace liquid crystals in residual dipolar coupling
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experiments. This technique facilitates the determination of the nuclear magnetic
resonance (NMR) structure of membrane proteins in detergent-rich solutions. DNA
origami is also utilized in nanoenzyme folding and functionality studies as well
as in nanoelectronics for designing precise nanowires. Moreover, DNA NPs can
be utilized for drug delivery applications, as they have the capability to undergo
assembly and disassembly, with conformational alterations facilitating drug release.
Overall, the versatility and programmability of DNA-based nanomaterials offer a
plethora of opportunities for advancing various fields of science and technology.
Aptamers, another category of bio-nanoparticles, play a crucial role in detecting
peptides, proteins, and biomarkers. These single-stranded DNA and RNA molecules
possess the ability to selectively bind with a wide array of targets, including proteins,
peptides, carbohydrates, small molecules, toxins, viruses, bacteria, and exosomes.
Aptamers have found widespread application in diagnostic procedures.

Bio-nanomaterials are used for the development of nanoscale memory devices.
A bio-nanomaterial complex is fabricated using azurin (a redox protein) and quan-
tum dot (CdSe-ZnS). A mutation is induced in azurin so that CdSe-ZnS can bind
to the protein. This complex can act as a resistive random access memory (ReRAM)
device with change in voltage, having the ability to repeatable writing–reading [161].

1.4.2.1 Regenerative medicine
Currently, clinical vascular grafts primarily rely on autologous blood vessels. How-
ever, the limited availability of such vessels poses a challenge. Synthetic alternatives
such as polytetrafluoroethylene (ePTFE) are frequently employed, and they are
plagued by complications such as thrombosis and intimal hyperplasia, resulting in
suboptimal long-term patency rates. As a result, they fail to meet the stringent clin-
ical requirements. To address this, advancements in nanomaterials, stem cells, and
3D bio-printing have spurred exploration into novel endothelialized vascular grafts.
Nano-peptide materials, known for their exceptional biocompatibility and ability
to incorporate various bioactive molecules, offer promise in cultivating stem cells.
Recent studies have demonstrated the successful construction of self-assembled
nano-polypeptide hydrogels, enabling the isolation, culture, and differentiation
of mesenchymal stem cells into blood vessels. These advancements highlight the
potential of integrating mesenchymal stem cells with nano-polypeptide hydrogels
in tissue engineering for blood vessels, marking a rapidly expanding area of
research. This approach holds the potential to create transplanted blood vessels that
align with physiological functions, offering customized and personalized solutions
through endothelialized printing tailored to specific vessel shapes. Such innovations
carry significant social and economic implications, offering promising prospects for
better patient outcomes and more effective treatment [162].

The quest for an ideal vascular tissue scaffold material has led to the explo-
ration of nanoscale biomaterials synthesized from polypeptide molecules. These
materials offer advantages over traditional options, such as better biocompatibil-
ity, degradability, and the ability to incorporate bioactive molecules, imparting
them with “biological intelligence.” Researchers have focused on self-assembling
nano-polypeptide hydrogels, which form frame structures ideal for cell growth
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and migration. These hydrogels, composed of polypeptides like RADA16, exhibit
promising characteristics for tissue engineering, including good biocompatibility
and the ability to induce stem cell differentiation into blood vessels. Studies have
demonstrated their potential as “biological ink” for 3D biological printing, show-
casing their application in regenerative medicine and stem cell transplantation.
However, challenges such as mechanical properties and hydrophilicity still need
to be addressed, prompting ongoing research into modifications to enhance the
performance of these materials in tissue engineering [163].

Functional targeting of nanovehicles can be accomplished through two main
strategies: active targeting and stimuli-responsive targeting. Active targeting entails
engineering nanovehicles to selectively target cells by leveraging molecular recog-
nition mechanisms, like ligand–receptor interactions, commonly found on tumor
cells. Ligands with high affinity for receptors trigger receptor-mediated endocytosis,
facilitating intracellular release. Common ligands include folic acid, peptides,
antibodies, cell-penetrating peptides (CPPs), growth factors, and cytokines. Anti-
bodies, particularly antigen-binding fragments (Fabs), are effective but costly to
produce. Alternatively, aptamers, small synthetic oligonucleotides, offer versatility
and specificity in binding various targets. They are simpler and more cost-effective
to prepare, with no apparent toxicity concerns.

1.4.2.2 Nanopeptides as Diagnostics
Nanoprobes must exhibit molecular specificity to be clinically useful, particularly
in molecular imaging and disease diagnosis, where protein expression and activity
profiles serve as valuable biomarkers. Peptide-based materials are preferred for creat-
ing nanoprobes due to their ability to perform various functions through sequence
variation, secondary structures, and side chain modifications. Peptides offer easy
chemical synthesis and superior biocompatibility, making them ideal for biomedical
applications. Peptide-based nanoprobes (PBNs) facilitate effective molecular imag-
ing by optimizing target-to-background selection through enhanced accessibility,
affinity, and retention within targeted molecules. Moreover, enzymatic-mediated
peptide cleavage and modification enable specific switching of nanoprobes ON/OFF
to detect enzyme activity. Peptides can be fine-tuned to attain high contrast and
specificity, providing precise and accurate molecular imaging for diagnostics and
various biomedical applications.

Self-assembled peptide-based micelles have shown promise in disease diagnosis,
particularly in cancer detection. Novel micelles formulated from C-3 peptide linked
with a nitrobenzoxadiazole (NBD) fluorophore have been engineered to target
cancer cells exhibiting elevated furin expression, presenting a promising avenue for
early cancer detection. Furthermore, peptide-based micelles have the capability to
integrate both diagnostic and therapeutic functionalities. For instance, amphiphilic
peptide conjugates, such as Cy7-CREKA micelles, demonstrated tumor-homing
capabilities in mouse models, accumulating at the tumor site without causing
cytotoxicity or tissue damage. Similarly, peptide-based micelles conjugated with
LyP-1 peptide exhibited pronounced accumulation at tumor sites, facilitating effec-
tive delivery of NPs into tumors. Peptide nanofibers (PNFs) also hold promise for
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theranostic applications, with gold nanoclusters (AuNCs) enhancing luminescence
efficiency in fluorescence imaging. Additionally, PNFs coassembled with peptide
amphiphiles improved contrast in MRI, showcasing their potential as nanoprobes
for MRI.

1.4.3 Food Industry

The advances in the usage of bio-nanomaterials are visible in the fields of diagnos-
tics, nanomedicine, and biosensors, but there is still room for the growth in food
and packaging industry (Figure 1.3). There is an increase in the trend of usage of
bio-nanotechnology in the past few years in food industries [164].

Bio-nanomaterials are used as a carrier for the nutrient, increasing the bioavail-
ability. This method becomes important in the case of gastrointestinal diseases.
NPs play a crucial role in enhancing the bioavailability of poorly soluble bioactive
compounds by encapsulating them with biomolecules. This encapsulation process
improves the solubility, stability, and delivery of the bioactive compounds, ensuring
their effective absorption and utilization within the body. By acting as carriers, NPs
protect the encapsulated compounds from degradation in the gastrointestinal tract
and facilitate their transport to target sites, thereby maximizing their therapeutic
efficacy. Overall, NP-based encapsulation strategies represent a promising approach
for overcoming the challenges associated with poorly soluble bioactive compounds
and enhancing their bioavailability for improved health outcomes.

Chitosan and whey protein are the most common biomolecules used for encapsu-
lating nutraceuticals, probiotics, enzymes, and bioactive food ingredients.

The food packaging sector also uses bio-nanomaterials for preventing the spoilage
of food. The incorporation of the nanomaterial could provide an efficient food
preservation system by scavenging oxygen and prevent spoilage by antimicrobial
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Figure 1.3 Bio-nanomaterials in the food industry. The figure showcases the multifaceted
applications of bio-nanomaterials in food technology, including food packaging for
preservation, food processing, rapid detection of contaminants, and enhancing nutrient
delivery for improved food quality and safety.
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properties. For instance, a bio-nanomaterial packaging complex is a form of whey
protein and montmorillonite NP activated with lycopene; this shows improved
antioxidant activity, UV-light protection, and barrier against water vapor [165].

Food Packaging: Nanocomposite films’ bio-nanomaterials, such as nanoclays,
cellulose nanocrystals, or chitosan NPs, that are incorporated into packaging
materials to enhance barrier properties, mechanical strength, and overall perfor-
mance. Antimicrobial nanomaterials with antimicrobial properties, like silver
NPs, are used to develop packaging films that inhibit the growth of bacteria and
extend the shelf life of perishable foods [166].

Food Processing: Nanocarriers for nutrients including liposomes and nanoemul-
sions are employed as carriers for nutrients, vitamins, and bioactive compounds,
enhancing their stability and bioavailability in food products. Nanoencapsulation
is used to encapsulate flavors, colors, and functional ingredients, protecting them
from degradation during food processing and storage [167].

Food Safety: The quick and sensitive identification of pollutants, pathogens,
and allergens in food items is achieved through the use of nanosensors and
nanoprobes. Bio-nanomaterials’ Smart Packaging helps create smart packaging
that provides real-time information on the state of food by using indicators that
change color in response to temperature, freshness, or the presence of certain
gases [168].

Food Preservation: Antimicrobial NPs are nanosized antimicrobial agents, such
as zinc oxide or titanium dioxide NPs, are incorporated into food packaging or
sprayed directly onto food surfaces to prevent microbial growth and spoilage.
Edible coating or edible films are coatings based on bio-nanomaterials that are
applied to fruits and vegetables to extend their shelf life by creating a protective
barrier against moisture, oxygen, and pathogens [169].

Food Quality and Traceability: Bio-nanomaterial-based biosensors are used for
detecting foodborne pathogens, toxins, and contaminants, ensuring the quality
and safety of food products. Nanotracers can be used as traceable markers to mon-
itor the origin, processing, and distribution of food products, contributing to trace-
ability and quality control [170].

Nutraceuticals and Functional Foods: Nanocarriers for drug delivery are
employed as carriers for delivering nutraceuticals and bioactive compounds,
enhancing their absorption and bioavailability in the human body. Nanoencap-
sulation of bioactives utilized to encapsulate bioactive compounds protects them
from degradation and provides controlled release in functional foods [171].

1.4.4 Utilities of Bio-nanomaterials for Environment Remediation

The convergence of energy shortages and environmental pollution presents a
critical global challenge, compounded by population growth, globalization, and
industrial expansion. Urgent action is imperative to avert a looming crisis in
natural resource depletion within the next 20–30 years. Presently, efforts are
being made to devise sustainable materials that enhance human lifestyles while
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Figure 1.4 Versatility of bio-nanomaterials in environmental applications. The diagram
highlights the diverse applications of bio-nanomaterials in environmental contexts,
including pollution detection, remediation, and sustainable resource management. It shows
the multifaceted role of bionanotechnology in addressing environmental challenges.

minimizing harm to the environment. Bionanotechnology emerges as a pivotal
player in this endeavor, harnessing nanoscale materials for diverse applications
such as biosensors for pollutant detection in air, water, and soil, bioremediation
techniques, and wastewater treatment (Figure 1.4). The distinctive design, synthesis
methods, and tailored modifications of materials empower them to unlock their
full potential in addressing environmental challenges [172]. Advancements in
catalysis and material sciences have enabled precise understanding and controlled
synthesis of bio-nanomaterials, fostering their application in environmental con-
texts. These tailored materials exhibit unique properties, such as high catalytic
activity and pollutant adsorption capabilities, making them invaluable for envi-
ronmental remediation and pollution control. Bio-nanomaterials are increasingly
integrated into various environmental technologies, offering innovative solutions
for wastewater treatment, air purification, and sustainable energy production, thus
contributing to a greener and more sustainable future (Figure 1.4). The depletion
and contamination of freshwater sources have become significant concerns due to
anthropogenic activities. Inorganic pollutants, though naturally occurring, have
increased in concentration due to human influence, posing health risks such as
cancer and neurodegenerative diseases upon accumulation in the body. Organic
pollutants, primarily from surface runoff, industrial discharge, and agricultural
practices, pose a persistent threat as they easily accumulate in biological systems.
Addressing these pollutants is crucial for safeguarding global human health and
preserving freshwater resources [173]. Indeed, wastewater treatment is increasingly
vital to meet growing demands for freshwater. With water scarcity becoming a
pressing global issue, the conversion of wastewater into a reusable form is essential
for sustainable water management. Implementing efficient wastewater treatment
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processes not only helps alleviate water shortages but also mitigates environmental
pollution and reduces the burden on natural water sources. As populations expand
and industrial activities intensify, the urgency to develop and deploy effective
wastewater treatment technologies becomes paramount to ensure a reliable and
safe water supply for future generations.

1.4.4.1 Role of Bio-nanomaterials in Water Remediation
Bio-nanomaterials play a pivotal role in combatting water pollution challenges,
offering innovative solutions across detection, remediation, and monitoring
domains. The nanobioremediation approach presents a versatile and cost-effective
solution with minimal environmental impact for addressing various pollution chal-
lenges. This approach holds promise for a diverse range of applications, spanning
the treatment of groundwater and wastewater, remediation of heavy metals and
hydrocarbons, and restoration of polluted soil sediments. By harnessing innovative
techniques and technologies, such as advanced filtration, biological processes,
and chemical treatments, we can effectively address various contaminants and
pollutants present in environmental matrices. This multifaceted approach not only
helps safeguard water resources but also promotes the revitalization of ecosystems
and protects human health from the adverse effects of pollution [174]. Further,
the efficacy of nanobioremediation in treating contaminated water sources has
been demonstrated, showing its potential to mitigate pollutants while minimizing
adverse effects on the environment [175]. Furthermore, studies have shed light
on the effectiveness of nanobioremediation techniques in addressing heavy metal
contamination, offering promising avenues for remediation efforts in industrial
settings [176]. Overall, the nanobioremediation approach emerges as a promising
strategy for addressing diverse pollution challenges, offering sustainable solutions
with broad-ranging applications and minimal ecological damages.

Detection and Monitoring: Bio-nanomaterials, including NPs and nanocompos-
ites, play pivotal roles in biosensor development for detecting water pollutants.
By functionalizing these nanomaterials with biomolecules, their sensitivity and
selectivity are heightened, facilitating precise identification of targeted pollutants
in water samples. Nanomaterial-based sensors enable real-time monitoring of
diverse water quality parameters, including heavy metals, organic pollutants, and
pathogens. This integration of advanced nanotechnology with biosensing offers a
potent toolset for ensuring water safety and environmental health through rapid
and accurate pollutant detection and monitoring [177]. Advanced techniques
such as nanoscale sensors and imaging afford rapid and accurate analysis of
water samples, aiding in the timely identification and monitoring of pollutants.

Water Treatment and Remediation: Bio-nanomaterials with expansive surface
areas, such as activated carbon NPs or nanocomposites, are pivotal in purifying
water by adsorbing pollutants. Advanced oxidation processes leverage nanocat-
alysts to efficiently degrade organic contaminants, rendering them less harmful.
Water filtration systems incorporate bio-nanomaterial-based membranes, such as
carbon nanotubes and graphene oxide, for effective contaminant and pathogen
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removal. Chemical precipitation and reductive dechlorination employ nano
zero-valent iron (nZVI) NPs to diminish organic pollutants and heavy metals.
In photocatalytic water treatment, nanomaterials such as titanium dioxide
NPs degrade contaminants upon light exposure. Engineered microbial NPs,
such as magnetotactic bacteria or alginate-encapsulated microorganisms, play
roles in targeted pollutant removal, bolstering comprehensive remediation
strategies. These diverse applications underscore the versatility and efficacy of
bio-nanomaterials in addressing water pollution challenges [178].

1.5 Advantages of Bio-nanomaterials

1.5.1 Enhanced Adsorption Capacities

Bio-nanomaterials often have a high surface area, which offers more active adsorp-
tion sites for pollutants. Further, bio-nanomaterials can have their surface changed
or functionalized with particular groups to improve the effectiveness and selectivity
of adsorption for pollutants of interest. Natural predilection for Pollutants: Some
bio-nanomaterials that come from natural sources could have an innate affinity for
particular pollutants, which would make them useful adsorbents for such pollu-
tants [179]. Because many bio-nanomaterials decompose naturally, the long-term
environmental effect is reduced and issues with adsorbent persistence are resolved.
The quality of biocompatibility is ecosystem-safe, because bio-nanomaterials are
frequently biocompatible and provide less hazards to ecosystems, and they can
be used in environmental applications without endangering plants, animals, or
microorganisms. Selective Adsorption Targeted Removal: Bio-nanomaterials can
be engineered to selectively adsorb specific contaminants, allowing for targeted
removal of pollutants from complex mixtures [180]. Synergistic Effects Composite
Materials: Bio-nanomaterials can be combined with other materials to form com-
posite structures with enhanced adsorption capacities, benefiting from synergistic
effects. Renewable Resources Sustainability: Since many bio-nanomaterials are
made from renewable resources, they support sustainability objectives and lessen
reliance on nonrenewable resources. Simplicity of Synthesis Flexible Manufacturing:
Large-scale environmental remediation initiatives can benefit from the varied
manufacturing and scalability of bio-nanomaterials, which can be produced using
environment-friendly and economically viable ways [181]. Adaptive Conduct Mate-
rials That Respond to Stimuli: Certain bio-nanomaterials have responsive properties,
including being sensitive to changes in pH or temperature, which can lead to the
controlled release and recovery of contaminants that have been adsorbed [182].

1.5.2 Potential for Microbial Synergy

The use of bio-nanomaterials in conjunction with microorganisms can lead to
microbial synergy, where the combined effects of the materials and microbes
result in enhanced performance or new functionalities. This synergy can offer
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several advantages in various applications. Bio-nanomaterials can enhance the
bioavailability of nutrients and trace elements for microorganisms, promoting
their growth and activity. Nanostructures of bio-nanomaterials can provide a high
surface area, offering more attachment sites for microbial colonization and biofilm
formation [183, 184].

Bio-nanomaterials can be functionalized to selectively activate specific microbial
strains, promoting the growth of beneficial microorganisms while inhibiting harm-
ful ones. Bio-nanomaterials can encapsulate microorganisms, providing protection
against harsh environmental conditions and facilitating their delivery to target sites.
Bio-nanomaterials can contribute to the stabilization of microorganisms during stor-
age and transportation, ensuring their viability for applications. Bio-nanomaterials
can serve as carriers for the controlled release of microbial products, such as enzymes
or antimicrobial compounds, enhancing their effectiveness [185].

1.5.3 Sustainable Sourcing and Production

1.5.3.1 Environment-Friendly Production Methods
Environment-friendly production methods of bio-nanomaterials involve processes
that minimize environmental impact, use sustainable resources, and adhere to green
chemistry principles. These methods aim to reduce energy consumption, waste gen-
eration, and the use of hazardous chemicals.

Green Synthesis: Utilize biological organisms such as bacteria, fungi, plants, or
algae to synthesize nanomaterials. This method often involves the reduction of
metal ions to form NPs, and it eliminates the need for harsh chemicals. Use plant
extracts, fruit juices, or other natural extracts as reducing and stabilizing agents for
the synthesis of NPs. These extracts contain bioactive compounds that facilitate
the reduction process [186].

Silver NPs biosynthesized using plant extracts, such as those from Aloe vera or
green tea, contain bioactive compounds that act as reducing and stabilizing agents.
These extracts are mixed with metal precursors to produce silver NPs [187].

Microwave and Ultrasonication: Apply microwave or ultrasonication-assisted
synthesis methods to reduce reaction times and energy consumption during the
production of bio-nanomaterials [188].

Solar-Assisted Synthesis (Photocatalysis): Use solar energy as a driving force for
bio-nanoparticle synthesis. Photocatalytic reactions can be employed with sun-
light, reducing the reliance on conventional energy sources. Zinc oxide NPs can
be synthesized using sunlight as a catalyst. Photocatalysis harnesses solar energy
to drive the NP synthesis process [189].

Biosurfactant-Assisted Synthesis: Incorporate biosurfactants produced by
microorganisms as stabilizing agents in the synthesis process. This reduces the
reliance on synthetic surfactants [190]. Biosurfactant-mediated synthesis of iron
oxide NP and microbial-derived biosurfactants are used as stabilizing agents in
the synthesis of iron oxide NPs. This approach eliminates the need for synthetic
surfactants [191].
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1.6 Current Challenges and Future Prospects

1.6.1 Toxicological Concerns

Bio-nanomaterials have a lot of potential for environmental cleanup by enabling
recycling, lowering energy consumption throughout the manufacturing and produc-
tion processes, and creating and utilizing environmentally benign material. How-
ever, their application may raise toxicological issues. There exists a potential risk of
bio-nanomaterials accumulating in organisms and inadvertently entering the food
chain, which could have far-reaching implications for ecosystem health and human
well-being. Therefore, it is imperative to conduct thorough research on the fate,
behavior, and toxicity of these materials in various environmental compartments
to assess their potential impacts accurately. Implementing robust risk assessment
frameworks and regulatory measures can help mitigate potential adverse effects and
ensure the sustainable application of bio-nanomaterials in environmental remedia-
tion practices. By proactively addressing these challenges, we can harness the ben-
efits of bio-nanomaterials while minimizing their potential risks, thus advancing
toward a more sustainable and resilient environment [192]. The bioaccumulation of
bio-nanomaterials at higher trophic levels may result in biomagnification, increas-
ing concentrations and potential toxicity. Bio-nanomaterials may affect microbial
communities crucial for environmental processes, leading to disruptions in nutrient
cycling and soil health [193]. Some bio-nanomaterials with antimicrobial proper-
ties may contribute to the development of antibiotic resistance in microorganisms.
During the lifecycle of bio-nanomaterials, there is a potential for the release of toxic
components or breakdown products, which may pose risks to the environment [194].

The release of bio-nanomaterials into aquatic environments poses risks to aquatic
life, disrupting ecosystems by affecting behavior and physiology of organisms.
Changes in feeding patterns, reproduction rates, and growth can occur, neces-
sitating thorough risk assessments and stringent regulations to mitigate adverse
effects. Prioritizing environmental stewardship and precautionary measures are
essential for safeguarding aquatic biodiversity and promoting sustainable coexis-
tence with bio-nanomaterials. Workers involved in the production or application
of bio-nanomaterials may face occupational exposure, leading to potential health
risks [195]. The presence of bio-nanomaterials in consumer products or the
environment may result in unintended human exposure. The environmental fate
and persistence of bio-nanomaterials raise concerns about prolonged exposure
and potential cumulative effects. It is crucial to assess their long-term impacts on
ecosystems and human health, emphasizing proactive monitoring and stringent
regulation to mitigate risks effectively. The mobility of bio-nanomaterials within
ecosystems may influence their distribution and impact on different environmental
compartments. Current regulatory frameworks may not have standardized testing
protocols for assessing the environmental fate and toxicity of bio-nanomaterials,
posing challenges in risk assessment [196].

The unintended effects of bio-nanomaterials on nontarget organisms may lead
to ecological imbalances and biodiversity loss. Bio-nanomaterials may modulate
immune responses in organisms, potentially leading to immunotoxic effects. The
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ethical implications of introducing engineered bio-nanomaterials into natural
ecosystems, including the potential for unintended consequences, should be
carefully considered [197].

1.6.2 Scalability and Commercial Viability

Several challenges and opportunities need to be considered when assessing the fea-
sibility of scaling up the production and commercialization of bio-nanomaterials for
environmental applications. Many bio-nanomaterials are produced through biolog-
ical synthesis methods, which may pose challenges in terms of scalability compared
to conventional chemical synthesis routes. Ensuring consistent quality and proper-
ties of bio-nanomaterials at a large scale can be challenging due to variations in bio-
logical processes and raw material sources. The cost of producing bio-nanomaterials
at scale must be competitive with alternative technologies and materials to attract
commercial interest [198].

Adhering to regulatory requirements and standards becomes more complex
at a larger scale, necessitating robust quality control and compliance measures.
The availability of raw materials, especially if derived from natural sources, may
be a limiting factor when scaling up production. Advances in bioprocessing and
fermentation technologies can contribute to more efficient and scalable production
methods for bio-nanomaterials. Synthetic biology techniques can be employed to
design and engineer microorganisms for enhanced production of bio-nanomaterials
with desired properties. Collaborative efforts and consortia involving academia,
industry, and government agencies can facilitate the sharing of resources and exper-
tise, contributing to scalable solutions. Continuous optimization of production
processes, including reaction conditions and purification methods, can enhance
scalability while maintaining cost-effectiveness [199].

Convincing industries and regulatory bodies of the effectiveness and safety
of bio-nanomaterials can be a challenge, impacting their market acceptance.
Bio-nanomaterials must compete with existing technologies and materials, and
their advantages over conventional methods need to be clearly demonstrated. The
need for significant initial investment in research, development, and infrastructure
can be a barrier to commercial viability [200].

Bio-nanomaterials can offer tailored solutions for specific environmental remedi-
ation challenges, providing a niche market where their unique properties are advan-
tageous. Stringent environmental regulations and growing awareness of sustainable
practices create opportunities for bio-nanomaterials to meet compliance require-
ments. Companies adopting bio-nanomaterials for environmental remediation as
part of their CSR initiatives can enhance their image and market position. Collabo-
ration with established industries and environmental service providers can facilitate
the integration of bio-nanomaterials into commercial applications [179].

1.7 Future Perspectives

In the fields of industrial technology, agriculture, medical, ecology, and others,
nanobiotechnology is a rapidly growing field. Newer methods for synthesizing
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biomaterials using biologically active substances or biological systems with little
interference from very hazardous physicochemical processes have been made pos-
sible by advancements in research. In the quest to enhance the utility of biological
NPs, a multifaceted approach will be beneficial via integration of biomolecules
with various other NP types, including inorganic and polymeric materials. This
integration has created new application possibilities through an array of biofunc-
tionalization strategies. Even Nevertheless, there is still a lot of unexplored potential
in the field of bio-nanomaterials.

The intrinsic stability of bio-nanomaterials presents a promising avenue for sus-
tainable and environmentally beneficial applications (Figure 1.4), particularly in
mitigating the toxicity of pollutants. However, current research suggests that while
biogenic NPs offer potential in reducing microbial toxins across diverse environ-
ments, their efficacy may be limited by certain factors. To fully harness the potential
of bio-nanomaterials in toxin suppression, a deeper understanding of the biochem-
ical and molecular mechanisms underlying their interaction with toxin formation
processes is imperative. This necessitates additional investigation into the intricate
interplay between biogenic NPs and microbial toxins, elucidating the specific path-
ways and mechanisms through which they exert their mitigating effects.

Moreover, while bio-nanomaterials show promise in detecting harmful sub-
stances, there exists a pressing need for further research and development to
streamline detection processes for widespread application in large-scale ex situ envi-
ronments. Advancements in this area will not only facilitate the swift identification
of environmental toxins but also pave the way for effective remediation strategies,
thereby bolstering efforts toward environmental preservation and sustainability.

Looking forward, driven by recent technological strides and innovative
approaches, the frontier of biological NPs is primed for a breakthrough. From
drug delivery systems to diagnostic tools, these advanced NPs hold significant
potential for applications across diverse fields. However, amidst this anticipation
lies a continued journey of exploration and investigation. Researchers are tasked
with uncovering the full range of capabilities inherent in these novel constructs,
delving into biochemical and molecular intricacies to unlock their true potential.

With each scientific advancement, we draw closer to a future where biological NPs
play an integral role in scientific and technological advancements. Thus, the journey
persists – a continuous quest for understanding and innovation that will shape the
trajectory of bionanotechnology for years to come.

1.8 Conclusion

Nanobiotechnology is indeed a rapidly growing field with wide-ranging applica-
tions across various sectors including environment, agriculture, medicine, and
industry. In the environmental sector, nanobiotechnology is utilized for pollution
remediation, water purification, and environmental monitoring. In agriculture, it
contributes to crop improvement, soil health management, and pest control. In
medicine, nanobiotechnology enables advancements in drug delivery, diagnostics,
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imaging, and regenerative medicine. Moreover, in industry, it plays a role in
materials science, electronics, energy production, and manufacturing processes.
Recent advancements in research have led to innovative approaches for synthe-
sizing biomaterials using biologically active compounds or biological systems,
minimizing reliance on hazardous physicochemical processes. Monitoring different
types of bio-nanomaterials and different complex conjugates has been discussed
in this chapter. The bio-nanomaterial could be biological molecules of nanome-
ter scale. There is other kind of bio-material that is derived from the biological
molecules. This involves green synthesis of metal or metal oxide NPs and derived
nanosized cellular components such as exosomes, outer membrane vesicles, and
viruses. Bio-nanomaterials are also formed by integration of various other organic
and inorganic biomolecules with the metal/metal oxide NPs. The utilization of
biofabricated nanomaterials shows promise in reducing pollutant toxicity, enabling
their recyclability due to their stable properties, thereby promoting eco-friendly
and sustainable practices. Various available bio-nanomaterials found application
in the fields of nanomedicine, drug delivery biosensor (diagnostics), bioelectron-
ics, food industries, and water remediation. However, there still exists a gap in
effectively mitigating microbial toxins using biogenic NPs, necessitating further
exploration of their mechanisms of action at biochemical and molecular levels.
Although biofabricated nanomaterials hold the potential for detecting specific toxic
compounds, additional development is required to enable their efficient use in
large-scale environmental monitoring.

With the recent developments, bio-nanomaterials could be the significant utility
in the field of data storage, diagnostics, drug delivery, agriculture, and nutraceuticals.

References

1 Dhindsa, M.S., Smith, N.R., Heikenfeld, J. et al. (2006). Reversible electrowet-
ting of vertically aligned superhydrophobic carbon nanofibers. Langmuir. 22
(21): 9030–9034.

2 Melechko, A.V., Klein, K.L., Fowlkes, J.D. et al. (2007). Control of carbon
nanostructure: from nanofiber toward nanotube and back. Journal of Applied
Physics 102 (7).

3 Yang, L., Zhang, L., and Webster, T.J. (2011). Nanobiomaterials: state of the art
and future trends. Advanced Engineering Materials. 13 (6): B197–B217.

4 Di Marzio, N., Eglin, D., Serra, T., and Moroni, L. (2020). Bio-fabrication: con-
vergence of 3D bioprinting and nano-biomaterials in tissue engineering and
regenerative medicine. Frontiers in Bioengineering and Biotechnology. 16 (8):
326.

5 Rodriguez-Mozaz, S. and Weinberg, H.S. (2010). Meeting report: pharmaceu-
ticals in water – an interdisciplinary approach to a public health challenge.
Environmental Health Perspectives. 118 (7): 1016–1020.

6 Singh, R.P. (2011). Prospects of nanobiomaterials for biosensing. International
Journal of Electrochemistry. 2011 (1): 125487.



�

� �

�

34 1 Bio-nanomaterials: An Introduction

7 Selvakesavan, R.K. and Franklin, G. (2021). Prospective application of nanopar-
ticles green synthesized using medicinal plant extracts as novel nanomedicines.
Nanotechnology, Science and Applications. 23: 179–195.

8 Kamath, S.U., Pemiah, B., Sekar, R.K. et al. (2012). Mercury-based traditional
herbo-metallic preparations: a toxicological perspective. Archives of Toxicology.
86: 831–838.

9 Gu, Y., Zhang, B.W., Guo, Z. et al. (2021). Radiation-induced cross-linking: a
novel avenue to permanent 3D modification of polymeric membranes. Nuclear
Science and Techniques. 32 (7): 70.

10 Khramtsov, P., Kalashnikova, T., Bochkova, M. et al. (2021). Measuring the
concentration of protein nanoparticles synthesized by desolvation method:
comparison of Bradford assay, BCA assay, hydrolysis/UV spectroscopy and
gravimetric analysis. International Journal of Pharmaceutics. 15 (599): 120422.

11 Kadlubowski, S. (2014). Radiation-induced synthesis of nanogels based on poly
(N-vinyl-2-pyrrolidone) – a review. Radiation Physics and Chemistry. 1 (102):
29–39.

12 Hong, H., Akbari, A., and Wu, J. (2017). Small amphipathic peptides are
responsible for the assembly of cruciferin nanoparticles. Scientific Reports. 7
(1): 7819.

13 Akbari, A. and Wu, J. (2016). Cruciferin nanoparticles: preparation, characteri-
zation and their potential application in delivery of bioactive compounds. Food
Hydrocolloids. 54: 107–118.

14 Milligan, J.J., Saha, S., Jenkins, I.C., and Chilkoti, A. (2022). Genetically
encoded elastin-like polypeptide nanoparticles for drug delivery. Current Opin-
ion in Biotechnology. 1 (74): 146–153.

15 Yousefpour, P., McDaniel, J.R., Prasad, V. et al. (2018). Genetically encod-
ing albumin binding into chemotherapeutic-loaded polypeptide nanoparticles
enhances their antitumor efficacy. Nano Letters. 18 (12): 7784–7793.

16 Tamerler, C. and Sarikaya, M. (2009). Genetically designed peptide-based
molecular materials. ACS Nano. 3 (7): 1606–1615.

17 Zahedi, P., Hassani Besheli, N., Farokhi, M. et al. (2022). Silk fibroin nanopar-
ticles functionalized with fibronectin for release of vascular endothelial growth
factor to enhance angiogenesis. Journal of Natural Fibers. 19 (14): 9223–9234.

18 Khoshnoudi-Nia, S., Sharif, N., and Jafari, S.M. (2020). Loading of pheno-
lic compounds into electrospun nanofibers and electrosprayed nanoparticles.
Trends in Food Science & Technology. 1 (95): 59–74.

19 Xie, J., Rezvanpour, A., Wang, C.H., and Hua, J. (2010). Electric field controlled
electrospray deposition for precise particle pattern and cell pattern formation.
AIChE Journal. 56 (10): 2607–2621.

20 McCullen, S.D., Ramaswamy, S., Clarke, L.I., and Gorga, R.E. (2009). Nanofi-
brous composites for tissue engineering applications. Wiley Interdisciplinary
Reviews: Nanomedicine and Nanobiotechnology. 1 (4): 369–390.

21 Gómez-Estaca, J., Balaguer, M.P., Gavara, R., and Hernandez-Munoz, P. (2012).
Formation of zein nanoparticles by electrohydrodynamic atomization: effect
of the main processing variables and suitability for encapsulating the food
coloring and active ingredient curcumin. Food Hydrocolloids. 28 (1): 82–91.



�

� �

�

References 35

22 Sharif, N., Fabra, M.J., and López-Rubio, A. (2019). Nanostructures of zein
for encapsulation of food ingredients. Biopolymer Nanostructures for Food
Encapsulation Purposes. 1: 217–245.

23 Panagiotopoulou, M., Papadaki, S., and Krokida, M. (2022). Formation and
characterization of zein electrosprayed nanoparticles containing bioactive
compounds. South African Journal of Chemical Engineering. 40 (1): 32–47.

24 de Boer, F.Y., Imhof, A., and Velikov, K.P. (2019). Encapsulation of colorants by
natural polymers for food applications. Coloration Technology. 135 (3): 183–194.

25 Wang, P., Ding, M., Zhang, T. et al. (2022). Electrospraying technique and its
recent application advances for biological macromolecule encapsulation of food
bioactive substances. Food Reviews International. 38 (4): 566–588.

26 Saallah, S. and Lenggoro, I.W. (2018). Nanoparticles carrying biological
molecules: recent advances and applications. KONA Powder and Particle Jour-
nal. 35: 89–111.

27 Liang, F., Guo, Y., Hou, S., and Quan, Q. (2017 May 26). Photonic-plasmonic
hybrid single-molecule nanosensor measures the effect of fluorescent labels on
DNA-protein dynamics. Science Advances. 3 (5): e1602991.

28 Leichle T. Bioplume: a MEMS-based picoliter droplet dispenser with elec-
trospotting means for patterning surfaces at the micro-and the nanometer
scales. Doctoral dissertation. Université Paul Sabatier-Toulouse III.

29 Sridhar, R., Lakshminarayanan, R., Madhaiyan, K. et al. (2015). Electrosprayed
nanoparticles and electrospun nanofibers based on natural materials: appli-
cations in tissue regeneration, drug delivery and pharmaceuticals. Chemical
Society Reviews. 44 (3): 790–814.

30 Pollini, M. and Paladini, F. (2020). Bioinspired materials for wound healing
application: the potential of silk fibroin. Materials. 13 (15): 3361.

31 Lujerdean, C., Baci, G.M., Cucu, A.A., and Dezmirean, D.S. (2022). The contri-
bution of silk fibroin in biomedical engineering. Insects. 13 (3): 286.

32 Teng, Z., Xu, R., and Wang, Q. (2015). Beta-lactoglobulin-based encapsulating
systems as emerging bioavailability enhancers for nutraceuticals: a review. RSC
Advances. 5 (44): 35138–35154.

33 Luo, Y. and Wang, Q. (2013). Recent advances of chitosan and its derivatives for
novel applications in food science. Journal of Food Processing & Beverages. 1 (1):
1–3.

34 Kim, M.Y., Ha, H.K., Ayu, I.L. et al. (2019). Manufacture and physicochem-
ical properties of chitosan oligosaccharide/A2 β-casein nano-delivery system
entrapped with resveratrol. Food Science of Animal Resources. 39 (5): 831.

35 Maqsoudlou, A., Assadpour, E., Mohebodini, H., and Jafari, S.M. (2022).
The influence of nanodelivery systems on the antioxidant activity of natural
bioactive compounds. Critical Reviews in Food Science and Nutrition. 62 (12):
3208–3231.

36 Yang, Q.Q., Wei, X.L., Fang, Y.P. et al. (2022). Nanochemoprevention with ther-
apeutic benefits: an updated review focused on epigallocatechin gallate delivery.
Critical Reviews in Food Science and Nutrition. 60 (8): 1243–1264.

37 Puligundla, P., Mok, C., Ko, S. et al. (2017). Nanotechnological approaches to
enhance the bioavailability and therapeutic efficacy of green tea polyphenols.
Journal of Functional Foods. 1 (34): 139–151.



�

� �

�

36 1 Bio-nanomaterials: An Introduction

38 Hou, Y., Hu, J., Park, H., and Lee, M. (2012). Chitosan-based nanoparticles as a
sustained protein release carrier for tissue engineering applications. Journal of
Biomedical Materials Research Part A. 100 (4): 939–947.

39 Bastami, F., Paknejad, Z., Jafari, M. et al. (2017). Fabrication of a
three-dimensional β-tricalcium-phosphate/gelatin containing chitosan-based
nanoparticles for sustained release of bone morphogenetic protein-2: impli-
cation for bone tissue engineering. Materials Science and Engineering: C. 72:
481–491.

40 Vandana, M. and Sahoo, S.K. (2009). Optimization of physicochemical param-
eters influencing the fabrication of protein-loaded chitosan nanoparticles.
Nanomedicine. 4 (7): 773–785.

41 Bhunchu, S. and Rojsitthisak, P. (2014). Biopolymeric alginate-chitosan
nanoparticles as drug delivery carriers for cancer therapy. Die Pharmazie-An
International Journal of Pharmaceutical Sciences. 69 (8): 563–570.

42 Jahanshahi, M. and Babaei, Z. (2008). Protein nanoparticle: a unique system as
drug delivery vehicles. African Journal of Biotechnology. 7 (25): 4926–4934.

43 Sundar, S., Kundu, J., and Kundu, S.C. (2010). Biopolymeric nanoparticles.
Science and Technology of Advanced Materials. 11 (1): 014104.

44 Nitta, S.K. and Numata, K. (2013). Biopolymer-based nanoparticles for
drug/gene delivery and tissue engineering. International Journal of Molecular
Sciences. 14 (1): 1629–1654.

45 Hazeri, N., Tavanai, H., and Moradi, A.R. (2012). Production and properties
of electrosprayed sericin nanopowder. Science and Technology of Advanced
Materials. 13 (3): 035010.

46 Zhao, Z., Li, Y., and Xie, M.B. (2015). Silk fibroin-based nanoparticles for drug
delivery. International Journal of Molecular Sciences. 16 (3): 4880–4903.

47 Wang, H., Feng, Z., and Xu, B. (2019). Supramolecular assemblies of peptides or
nucleopeptides for gene delivery. Theranostics. 9 (11): 3213.

48 Zhang, S., Marini, D.M., Hwang, W., and Santoso, S. (2002). Design of nanos-
tructured biological materials through self-assembly of peptides and proteins.
Current Opinion in Chemical Biology. 6 (6): 865–871.

49 Panigaj, M. and Reiser, J. (2016). Aptamer guided delivery of nucleic acid-based
nanoparticles. DNA and RNA Nanotechnology. 2 (1): 42–52.

50 Afonin, K.A., Viard, M., Koyfman, A.Y. et al. (2014). Multifunctional RNA
nanoparticles. Nano Letters. 14 (10): 5662–5671.

51 Khisamutdinov, E.F., Li, H., Jasinski, D.L. et al. (2014). Enhancing
immunomodulation on innate immunity by shape transition among RNA
triangle, square and pentagon nanovehicles. Nucleic Acids Research. 42 (15):
9996–10004.

52 Rackley, L., Stewart, J.M., Salotti, J. et al. (2021). RNA fibers as optimized
nanoscaffolds for siRNA coordination and reduced immunological recognition.
In: Therapeutic RNA Nanotechnology, 943–969. Jenny Stanford Publishing.

53 Johnson, M.B., Chandler, M., and Afonin, K.A. (2021). Nucleic acid nanopar-
ticles (NANPs) as molecular tools to direct desirable and avoid undesirable
immunological effects. Advanced Drug Delivery Reviews. 173: 427–438.



�

� �

�

References 37

54 Kim, J. and Franco, E. (2020). RNA nanotechnology in synthetic biology. Cur-
rent Opinion in Biotechnology. 1: 63135–63141.

55 Afonin, K.A., Dobrovolskaia, M.A., Church, G., and Bathe, M. (2021). Oppor-
tunities, barriers, and a strategy for overcoming translational challenges to
therapeutic nucleic acid nanotechnology. Therapeutic RNA Nanotechnology. 21:
605–623.

56 Tamjidi, F., Shahedi, M., Varshosaz, J., and Nasirpour, A. (2013). Nanos-
tructured lipid carriers (NLC): a potential delivery system for bioactive food
molecules. Innovative Food Science & Emerging Technologies. 19: 29–43.

57 Weiss, J., Decker, E.A., McClements, D.J. et al. (2008). Solid lipid nanoparticles
as delivery systems for bioactive food components. Food Biophysics. 3: 146–154.

58 Parhi, R. and Suresh, P. (2012). Preparation and characterization of solid lipid
nanoparticles-a review. Current Drug Discovery Technologies. 9 (1): 2–16.

59 Sahdev, P., Ochyl, L.J., and Moon, J.J. (2014). Biomaterials for nanoparticle vac-
cine delivery systems. Pharmaceutical Research. 31: 2563–2582.

60 Mattu, C., Li, R., and Ciardelli, G. (2013). Chitosan nanoparticles as therapeutic
protein nanocarriers: the effect of pH on particle formation and encapsulation
efficiency. Polymer Composites. 34 (9): 1538–1545.

61 Ha, H.K., Kim, J.W., Lee, M.R., and Lee, W.J. (2013). Formation and char-
acterization of quercetin-loaded chitosan oligosaccharide/β-lactoglobulin
nanoparticle. Food Research International. 52 (1): 82–90.

62 Hosseini, S.F., Zandi, M., Rezaei, M., and Farahmandghavi, F. (2013). Two-step
method for encapsulation of oregano essential oil in chitosan nanoparticles:
preparation, characterization and in vitro release study. Carbohydrate Polymers.
95 (1): 50–56.

63 Plucinski, A., Lyu, Z., and Schmidt, B.V. (2021). Polysaccharide nanoparti-
cles: from fabrication to applications. Journal of Materials Chemistry B. 9 (35):
7030–7062.

64 Ishak, N.M., Kamarudin, S.K., and Timmiati, S.N. (2019). Green synthesis of
metal and metal oxide nanoparticles via plant extracts: an overview. Materials
Research Express. 6 (11): 112004.

65 Fukuhara, H., Ino, Y., and Todo, T. (2016). Oncolytic virus therapy: a new era
of cancer treatment at dawn. Cancer Science. 107 (10): 1373–1379.

66 Chung, Y.H., Cai, H., and Steinmetz, N.F. (2020). Viral nanoparticles for drug
delivery, imaging, immunotherapy, and theranostic applications. Advanced Drug
Delivery Reviews. 156: 214–235.

67 Sperling, R.A. and Parak, W.J. (2010). Surface modification, functionalization
and bioconjugation of colloidal inorganic nanoparticles. Philosophical Transac-
tions of the Royal Society A: Mathematical, Physical and Engineering Sciences.
368 (1915): 1333–1383.

68 Abbaspour, A., Norouz-Sarvestani, F., Noori, A., and Soltani, N. (2015).
Aptamer-conjugated silver nanoparticles for electrochemical dual-aptamer-based
sandwich detection of staphylococcus aureus. Biosensors and Bioelectronics. 68:
149–155.



�

� �

�

38 1 Bio-nanomaterials: An Introduction

69 Sojitra, U.V., Nadar, S.S., and Rathod, V.K. (2016). A magnetic tri-enzyme
nanobiocatalyst for fruit juice clarification. Food Chemistry. 213: 296–305.

70 Arroyo-Maya, I.J. and McClements, D.J. (2015). Biopolymer nanoparticles as
potential delivery systems for anthocyanins: fabrication and properties. Food
Research International. 69: 1–8.

71 Zamani, M., Prabhakaran, M.P., San Thian, E., and Ramakrishna, S. (2014).
Protein encapsulated core–shell structured particles prepared by coaxial elec-
trospraying: investigation on material and processing variables. International
Journal of Pharmaceutics. 473 (1–2): 134–143.

72 Dag, A., Jiang, Y., Karim, K.J. et al. (2015). Polymer–albumin conjugate for the
facilitated delivery of macromolecular platinum drugs. Macromolecular Rapid
Communications. 36 (10): 890–897.

73 Guo, J., Zhong, R., Li, W. et al. (2015). Interaction study on bovine serum
albumin physically binding to silver nanoparticles: evolution from discrete
conjugates to protein coronas. Applied Surface Science. 359: 82–88.

74 Huang, Y., Ran, X., Lin, Y. et al. (2015). Self-assembly of an organic–inorganic
hybrid nanoflower as an efficient biomimetic catalyst for self-activated tandem
reactions. Chemical Communications. 51 (21): 4386–4389.

75 López-Rubio, A. and Lagaron, J.M. (2012). Whey protein capsules obtained
through electrospraying for the encapsulation of bioactives. Innovative Food
Science & Emerging Technologies. 13: 200–206.

76 Moreira, C.D., Carvalho, S.M., Mansur, H.S., and Pereira, M.M. (2016). Ther-
mogelling chitosan–collagen–bioactive glass nanoparticle hybrids as potential
injectable systems for tissue engineering. Materials Science and Engineering: C.
58: 1207–1216.

77 Cavalli, R., Bisazza, A., Bussano, R. et al. (2011). Poly (amidoamine)-cholesterol
conjugate nanoparticles obtained by electrospraying as novel tamoxifen delivery
system. Journal of Drug Delivery. 2011 (1): 587604.

78 Surnar, B., Sharma, K., and Jayakannan, M. (2015). Core–shell polymer
nanoparticles for prevention of GSH drug detoxification and cisplatin delivery
to breast cancer cells. Nanoscale. 7 (42): 17964–17979.

79 Huang, Y.C. and Kuo, T.H. (2016). O-carboxymethyl chitosan/fucoidan nanopar-
ticles increase cellular curcumin uptake. Food Hydrocolloids. 53: 261–269.

80 Hu, K., Huang, X., Gao, Y. et al. (2015). Core–shell biopolymer nanoparti-
cle delivery systems: synthesis and characterization of curcumin fortified
zein–pectin nanoparticles. Food Chemistry. 182: 275–281.

81 Jiang, Y., Lu, H., Dag, A. et al. (2016). Albumin–polymer conjugate nanopar-
ticles and their interactions with prostate cancer cells in 2D and 3D culture:
comparison between PMMA and PCL. Journal of Materials Chemistry B. 4 (11):
2017–2027.

82 Bhakta, G., Nurcombe, V., Maitra, A., and Shrivastava, A. (2014).
DNA-encapsulated magnesium phosphate nanoparticles elicit both humoral
and cellular immune responses in mice. Results in Immunology. 4: 46–53.

83 Hu, B., Ting, Y., Yang, X. et al. (2012). Nanochemoprevention by encapsulation
of (−)-epigallocatechin-3-gallate with bioactive peptides/chitosan nanoparticles



�

� �

�

References 39

for enhancement of its bioavailability. Chemical Communications. 48 (18):
2421–2423.

84 Yang, Z., Zhang, C., Zhang, J., and Bai, W. (2014). Potentiometric glucose
biosensor based on core–shell Fe3O4–enzyme–polypyrrole nanoparticles. Biosen-
sors and Bioelectronics. 51: 268–273.

85 Ge, J., Lei, J., and Zare, R.N. (2012). Protein–inorganic hybrid nanoflowers.
Nature Nanotechnology. 7 (7): 428–432.

86 Xie, W. and Zang, X. (2017). Covalent immobilization of lipase onto
aminopropyl-functionalized hydroxyapatite-encapsulated-γ-Fe2O3 nanoparticles:
a magnetic biocatalyst for interesterification of soybean oil. Food Chemistry.
227: 397–403.

87 Meissner, J., Prause, A., Bharti, B., and Findenegg, G.H. (2015). Characteriza-
tion of protein adsorption onto silica nanoparticles: influence of pH and ionic
strength. Colloid and Polymer Science. 293: 3381–3391.

88 Kim, B.J., Cheong, H., Hwang, B.H., and Cha, H.J. (2015). Mussel-inspired
protein nanoparticles containing iron (III)–DOPA complexes for pH-responsive
drug delivery. Angewandte Chemie. 127 (25): 7426–7430.

89 Viswanathan, K. (2011). Preparation and characterization of fluorescent silica
coated magnetic hybrid nanoparticles. Colloids and Surfaces A: Physicochemical
and Engineering Aspects. 386 (1–3): 11–15.

90 Cao, X., Deng, W., Wei, Y. et al. (2011). Encapsulation of plasmid DNA in cal-
cium phosphate nanoparticles: stem cell uptake and gene transfer efficiency.
International Journal of Nanomedicine. 13: 3335–3349.

91 Höldrich, M., Sievers-Engler, A., and Lämmerhofer, M. (2016). Gold
nanoparticle-conjugated pepsin for efficient solution-like heterogeneous bio-
catalysis in analytical sample preparation protocols. Analytical and Bioanalytical
Chemistry. 408: 5415–5427.

92 Rassu, G., Cossu, M., Langasco, R. et al. (2015). Propolis as lipid bioactive
nano-carrier for topical nasal drug delivery. Colloids and Surfaces B: Biointer-
faces. 136: 908–917.

93 Bock, N., Dargaville, T.R., and Woodruff, M.A. (2014). Controlling microencap-
sulation and release of micronized proteins using poly (ethylene glycol) and
electrospraying. European Journal of Pharmaceutics and Biopharmaceutics. 87
(2): 366–377.

94 Koley, P., Sakurai, M., and Aono, M. (2016). Controlled fabrication of silk pro-
tein sericin mediated hierarchical hybrid flowers and their excellent adsorption
capability of heavy metal ions of Pb (II), Cd (II) and Hg (II). ACS Applied
Materials & Interfaces. 8 (3): 2380–2392.

95 Chinen, A.B., Guan, C.M., and Mirkin, C.A. (2015). Spherical nucleic acid
nanoparticle conjugates enhance G-quadruplex formation and increase serum
protein interactions. Angewandte Chemie. 127 (2): 537–541.

96 Huang, X., Huang, X., Gong, Y. et al. (2016). Enhancement of curcumin water
dispersibility and antioxidant activity using core–shell protein–polysaccharide
nanoparticles. Food Research International. 87: 1–9.



�

� �

�

40 1 Bio-nanomaterials: An Introduction

97 Cao, Y., Wen, L., Svec, F. et al. (2016). Magnetic AuNP@ Fe3O4 nanoparticles
as reusable carriers for reversible enzyme immobilization. Chemical Engineering
Journal. 286: 272–281.

98 Shahrestani, H., Taheri-Kafrani, A., Soozanipour, A., and Tavakoli, O. (2016).
Enzymatic clarification of fruit juices using xylanase immobilized on 1, 3,
5-triazine-functionalized silica-encapsulated magnetic nanoparticles. Biochemi-
cal Engineering Journal. 109: 51–58.

99 Katz, E. and Willner, I. (2004). Integrated nanoparticle–biomolecule hybrid sys-
tems: synthesis, properties, and applications. Angewandte Chemie International
Edition. 43 (45): 6042–6108.

100 Yu, M.K., Park, J., and Jon, S. (2012). Targeting strategies for multifunctional
nanoparticles in cancer imaging and therapy. Theranostics. 2 (1): 3.

101 Niemeyer, C.M. (2001). Nanoparticles, proteins, and nucleic acids: biotechnol-
ogy meets materials science. Angewandte Chemie International Edition. 40 (22):
4128–4158.

102 Rabbani, P.S., Zhou, A., Borab, Z.M. et al. (2017). Novel lipoproteoplex deliv-
ers Keap1 siRNA based gene therapy to accelerate diabetic wound healing.
Biomaterials. 132: 1–5.

103 Lu, K.Y., Li, R., Hsu, C.H. et al. (2017). Development of a new type of multi-
functional fucoidan-based nanoparticles for anticancer drug delivery. Carbohy-
drate Polymers. 165: 410–420.

104 Puddu, V. and Perry, C.C. (2012). Peptide adsorption on silica nanoparticles:
evidence of hydrophobic interactions. ACS Nano. 6 (7): 6356–6363.

105 Joye, I.J., Davidov-Pardo, G., Ludescher, R.D., and McClements, D.J. (2015).
Fluorescence quenching study of resveratrol binding to zein and gliadin:
towards a more rational approach to resveratrol encapsulation using
water-insoluble proteins. Food Chemistry. 185: 261–267.

106 De, M., Ghosh, P.S., and Rotello, V.M. (2008). Applications of nanoparticles in
biology. Advanced Materials. 20 (22): 4225–4241.

107 Zhang, Y., Huang, R., Zhu, X. et al. (2012). Synthesis, properties, and opti-
cal applications of noble metal nanoparticle-biomolecule conjugates. Chinese
Science Bulletin. 57: 238–246.

108 Spampinato, V., Parracino, M.A., La Spina, R. et al. (2016). Surface analysis
of gold nanoparticles functionalized with thiol-modified glucose SAMs for
biosensor applications. Frontiers in Chemistry. 4: 8.

109 Panta, P., Kwon, J.S., Son, A.R. et al. (2014). Protein drug-loaded polymeric
nanoparticles. Journal of Biomedical Science and Engineering. 2014.

110 Sapsford, K.E., Algar, W.R., Berti, L. et al. (2013). Functionalizing nanoparticles
with biological molecules: developing chemistries that facilitate nanotechnology.
Chemical Reviews. 113 (3): 1904–2074.

111 Wang, E.C. and Wang, A.Z. (2014). Nanoparticles and their applications in cell
and molecular biology. Integr Biol (Camb). 6 (1): 9–26.

112 Ge, J., Lei, J., and Zare, R.N. (2011). Bovine serum albumin–poly (methyl
methacrylate) nanoparticles: an example of frustrated phase separation. Nano
Letters. 11 (6): 2551–2554.



�

� �

�

References 41

113 Politi, J., De Stefano, L., Longobardi, S. et al. (2015). The amphiphilic
hydrophobin Vmh2 plays a key role in one step synthesis of hybrid
protein–gold nanoparticles. Colloids and Surfaces B: Biointerfaces. 136: 214–221.

114 Ding, S., Cargill, A.A., Medintz, I.L., and Claussen, J.C. (2015). Increasing
the activity of immobilized enzymes with nanoparticle conjugation. Current
Opinion in Biotechnology. 34: 242–250.

115 Park, W.M. and Champion, J.A. (2016). Colloidal assembly of hierarchically
structured porous supraparticles from flower-shaped protein–inorganic hybrid
nanoparticles. ACS Nano. 10 (9): 8271–8280.

116 Contera, S. (2019). Nano Comes to Life: How Nanotechnology is Transforming
Medicine and the Future of Biology. Princeton University Press.

117 Panda, J.J. and Chauhan, V.S. (2014). Short peptide based self-assembled
nanostructures: implications in drug delivery and tissue engineering. Polymer
Chemistry. 5 (15): 4418–4436.

118 Dehsorkhi, A., Castelletto, V., and Hamley, I.W. (2014). Self-assembling
amphiphilic peptides. Journal of Peptide Science. 20 (7): 453–467.

119 De Santis, E. and Ryadnov, M.G. (2015). Peptide self-assembly for nanomateri-
als: the old new kid on the block. Chemical Society Reviews. 44 (22): 8288–8300.

120 Acar, H., Srivastava, S., Chung, E.J. et al. (2017). Self-assembling peptide-based
building blocks in medical applications. Advanced Drug Delivery Reviews. 110:
65–79.

121 Zhao, X., Pan, F., Xu, H. et al. (2010). Molecular self-assembly and applications
of designer peptide amphiphiles. Chemical Society Reviews. 39 (9): 3480–3498.

122 Yadav, S., Sharma, A.K., and Kumar, P. (2020). Nanoscale self-assembly for
therapeutic delivery. Frontiers in Bioengineering and Biotechnology. 8: 127.

123 Fan, T., Yu, X., Shen, B., and Sun, L. (2017). Peptide self-assembled nanos-
tructures for drug delivery applications. Journal of Nanomaterials. 2017 (1):
4562474.

124 Löwik, D.W. and van Hest, J.C. (2004). Peptide based amphiphiles. Chemical
Society Reviews. 33 (4): 234–245.

125 Song, Z., Chen, X., You, X. et al. (2017). Self-assembly of peptide amphiphiles
for drug delivery: the role of peptide primary and secondary structures. Bioma-
terials Science. 5 (12): 2369–2380.

126 Edwards-Gayle, C.J. and Hamley, I.W. (2017). Self-assembly of bioactive pep-
tides, peptide conjugates, and peptide mimetic materials. Organic & Biomolecu-
lar Chemistry. 15 (28): 5867–5876.

127 Tomich, J.M., Wessel, E., Choi, J., and Avila, L.A. (2019). Nonviral gene ther-
apy: peptiplexes. In: Nucleic Acid Nanotheranostics, 247–276. Elsevier.

128 Wang, W. and Hu, Z. (2019). Targeting peptide-based probes for molecular
imaging and diagnosis. Advanced Materials. 31 (45): e1804827.

129 Lee, S., Xie, J., and Chen, X. (2010). Peptide-based probes for targeted molecu-
lar imaging. Biochemistry. 49 (7): 1364–1376.

130 Lee, S., Xie, J., and Chen, X. (2010). Peptide-based probes for targeted molecu-
lar imaging. Biochemistry. 49 (7): 1364–1376.



�

� �

�

42 1 Bio-nanomaterials: An Introduction

131 Jiang, L., Vader, P., and Schiffelers, R.M. (2017). Extracellular vesicles for
nucleic acid delivery: progress and prospects for safe RNA-based gene therapy.
Gene Therapy. 24 (3): 157–166.

132 Deming, T.J. (2014). Preparation and development of block copolypeptide
vesicles and hydrogels for biological and medical applications. Wiley Interdisci-
plinary Reviews: Nanomedicine and Nanobiotechnology. 6 (3): 283–297.

133 van Hell, A.J., Costa, C.I., Flesch, F.M. et al. (2007). Self-assembly of recom-
binant amphiphilic oligopeptides into vesicles. Biomacromolecules. 8 (9):
2753–2761.

134 Bellomo, E.G., Wyrsta, M.D., Pakstis, L. et al. (2004). Stimuli-responsive
polypeptide vesicles by conformation-specific assembly. Nature Materials. 3
(4): 244–248.

135 Holowka, E.P., Pochan, D.J., and Deming, T.J. (2005). Charged polypeptide vesi-
cles with controllable diameter. Journal of the American Chemical Society. 127
(35): 12423–12428.

136 Santoso, S., Hwang, W., Hartman, H., and Zhang, S. (2002). Self-assembly
of surfactant-like peptides with variable glycine tails to form nanotubes and
nanovesicles. Nano Letters. 2 (7): 687–691.

137 Schuster, T.B., Ouboter, D.D., Bruns, N., and Meier, W. (2011). Exploiting
dimerization of purely peptidic amphiphiles to form vesicles. Small. 7 (15):
2158–2162.

138 Gudlur, S., Sukthankar, P., Gao, J. et al. (2012). Peptide nanovesicles formed by
the self-assembly of branched amphiphilic peptides. PLoS One. 7 (9): e45374.

139 Sunna, A., Care, A., and Bergquist, P.L. (ed.) (2017). Peptides and Peptide-based
Biomaterials and their Biomedical Applications. Cham, Switzerland: Springer
International Publishing.

140 Spicer, C.D., Jumeaux, C., Gupta, B., and Stevens, M.M. (2018). Peptide and
protein nanoparticle conjugates: versatile platforms for biomedical applications.
Chemical Society Reviews. 47 (10): 3574–3620.

141 Fominaya, J., Bravo, J., and Rebollo, A. (2015). Strategies to stabilize cell pene-
trating peptides for in vivo applications. Therapeutic Delivery. 6 (10): 1171–1194.

142 Goel, R., Garg, C., Gautam, H.K. et al. (2018). Fabrication of cationic nanos-
tructures from short self-assembling amphiphilic mixed α/β-pentapeptide:
potential candidates for drug delivery, gene delivery, and antimicrobial applica-
tions. International Journal of Biological Macromolecules. 111: 880–893.

143 Eskandari, S., Guerin, T., Toth, I., and Stephenson, R.J. (2017). Recent advances
in self-assembled peptides: implications for targeted drug delivery and vaccine
engineering. Advanced Drug Delivery Reviews. 110: 169–187.

144 Valéry, C., Artzner, F., and Paternostre, M. (2011). Peptide nanotubes: molec-
ular organisations, self-assembly mechanisms and applications. Soft Matter. 7
(20): 9583–9594.

145 Horne, W.S., Stout, C.D., and Ghadiri, M.R. (2003). A heterocyclic peptide
nanotube. Journal of the American Chemical Society. 125 (31): 9372–9376.

146 Gao, X. and Matsui, H. (2005). R. Advanced Materials. 17 (17): 2037–2050.



�

� �

�

References 43

147 Torchilin, V.P. (2007). Micellar nanocarriers: pharmaceutical perspectives. Phar-
maceutical esearch. 24: 1–6.

148 Sigg, S.J., Postupalenko, V., Duskey, J.T. et al. (2016). Stimuli-responsive code-
livery of oligonucleotides and drugs by self-assembled peptide nanoparticles.
Biomacromolecules. 17 (3): 935–945.

149 Mahapatro, A. and Singh, D.K. (2011). Biodegradable nanoparticles are excel-
lent vehicle for site directed in-vivo delivery of drugs and vaccines. Journal of
Nanobiotechnology. 9: 1–1.

150 Mercado-Lubo, R., Zhang, Y., Zhao, L. et al. (2016). A Salmonella nanoparticle
mimic overcomes multidrug resistance in tumours. Nature Communications. 7
(1): 12225.

151 Jazayeri, M.H., Amani, H., Pourfatollah, A.A. et al. (2016). Enhanced detection
sensitivity of prostate-specific antigen via PSA-conjugated gold nanoparticles
based on localized surface plasmon resonance: GNP-coated anti-PSA/LSPR
as a novel approach for the identification of prostate anomalies. Cancer Gene
Therapy. 23 (10): 365–369.

152 Gan, Q., Wang, T., Cochrane, C., and McCarron, P. (2005). Modulation of
surface charge, particle size and morphological properties of chitosan–TPP
nanoparticles intended for gene delivery. Colloids and Surfaces B: Biointerfaces.
44 (2–3): 65–73.

153 Kim, B.J., Cheong, H., Hwang, B.H., and Cha, H.J. (2015). Mussel-inspired
protein nanoparticles containing iron (III)–DOPA complexes for pH-responsive
drug delivery. Angewandte Chemie. 127 (25): 7426–7430.

154 Yang, G., Liu, H., Hu, X. et al. (2017). Bio-inspired hybrid nanoparticles pro-
mote vascularized bone regeneration in a morphology-dependent manner.
Nanoscale. 9 (18): 5794–5805.

155 Sundar, S., Kundu, J., and Kundu, S.C. (2010). Biopolymeric nanoparticles.
Science and Technology of Advanced Materials. 11 (1): 014104.

156 Liu, P., Chen, G., and Zhang, J. (2022). A review of liposomes as a drug deliv-
ery system: current status of approved products, regulatory environments, and
future perspectives. Molecules. 27 (4): 1372.

157 Hong, S., Choi, D.W., Kim, H.N. et al. (2020). Protein-based nanoparticles as
drug delivery systems. Pharmaceutics. 12 (7): 604.

158 Zhao, X. and Zhang, S. (2006). Self-assembling nanopeptides become a new
type of biomaterial. Polymers for Regenerative Medicine. 145–170.

159 Hu, R., Wen, W., Wang, Q. et al. (2014). Novel electrochemical aptamer biosen-
sor based on an enzyme–gold nanoparticle dual label for the ultrasensitive
detection of epithelial tumour marker MUC1. Biosensors and Bioelectronics. 53:
384–389.

160 Özel, R.E., Ispas, C., Ganesana, M. et al. (2014). Glutamate oxidase biosensor
based on mixed ceria and titania nanoparticles for the detection of glutamate in
hypoxic environments. Biosensors and Bioelectronics. 52: 397–402.

161 Yagati, A.K., Kim, S.U., Lee, T. et al. (2017). Recombinant azurin-CdSe/ZnS
hybrid structures for nanoscale resistive random access memory device. Biosen-
sors and Bioelectronics. 90: 23–30.



�

� �

�

44 1 Bio-nanomaterials: An Introduction

162 Tian, A., Yi, X., and Sun, N. (2022). Application of mesenchymal stem cells
combined with nano-polypeptide hydrogel in tissue engineering blood vessel.
Regenerative Therapy. 21: 277–281.

163 Yao, X., Hu, Y., Lin, M. et al. (2023). Self-assembling peptide RADA16:
a promising scaffold for tissue engineering and regenerative medicine.
Nanomedicine. 18 (19): 1305–1326.

164 Duncan, T.V. (2011). Applications of nanotechnology in food packaging and
food safety: barrier materials, antimicrobials and sensors. Journal of Colloid and
Interface Science. 363 (1): 1–24.

165 Pereira, R.C., de Deus Souza Carneiro, J., Borges, S.V. et al. (2016). Prepara-
tion and characterization of nanocomposites from whey protein concentrate
activated with lycopene. Journal of Food Science. 81 (3): E637–E642.

166 Perumal, A.B., Nambiar, R.B., Moses, J.A., and Anandharamakrishnan, C.
(2022). Nanocellulose: recent trends and applications in the food industry. Food
Hydrocolloids. 127: 107484.

167 McClements, D.J. (2012). Nanoemulsions versus microemulsions: terminology,
differences, and similarities. Soft Matter. 8 (6): 1719–1729.

168 Roohinejad, S., Koubaa, M., Barba, F.J. et al. (2017). Application of seaweeds to
develop new food products with enhanced shelf-life, quality and health-related
beneficial properties. Food Research International. 99: 1066–1083.

169 Chawla, R., Sivakumar, S., and Kaur, H. (2021). Antimicrobial edible films in
food packaging: current scenario and recent nanotechnological advancements-a
review. Carbohydrate Polymer Technologies and Applications. 2: 100024.

170 Inbaraj, B.S. and Chen, B.H. (2016). Nanomaterial-based sensors for detection
of foodborne bacterial pathogens and toxins as well as pork adulteration in
meat products. Journal of Food and Drug Analysis. 24 (1): 15–28.

171 Pateiro, M., Gómez, B., Munekata, P.E. et al. (2021). Nanoencapsulation of
promising bioactive compounds to improve their absorption, stability, function-
ality and the appearance of the final food products. Molecules. 26 (6): 1547.

172 Saravanakumar, K., SivaSantosh, S., Sathiyaseelan, A. et al. (2022). Unravel-
ing the hazardous impact of diverse contaminants in the marine environment:
detection and remedial approach through nanomaterials and nano-biosensors.
Journal of Hazardous Materials. 433: 128720.

173 Astruc, D., Lu, F., and Aranzaes, J.R. (2005). Nanoparticles as recyclable
catalysts: the frontier between homogeneous and heterogeneous catalysis.
Angewandte Chemie International Edition. 44 (48): 7852–7872.

174 Ossai, I.C., Ahmed, A., Hassan, A., and Hamid, F.S. (2020). Remediation of soil
and water contaminated with petroleum hydrocarbon: a review. Environmental
Technology & Innovation. 17: 100526.

175 Yogalakshmi, K.N., Das, A., Rani, G. et al. (2020). Nano-bioremediation: a new
age technology for the treatment of dyes in textile effluents. Bioremediation of
Industrial Waste for Environmental Safety: Volume I: Industrial Waste and Its
Management. 313–347.



�

� �

�

References 45

176 De Gisi, S., Minetto, D., Lofrano, G. et al. (2017). Nano-scale zero valent iron
(nZVI) treatment of marine sediments slightly polluted by heavy metals. Chemi-
cal Engineering Transactions. 60: 139–144.

177 Jain, K., Patel, A.S., Pardhi, V.P., and Flora, S.J. (2021). Nanotechnology in
wastewater management: a new paradigm towards wastewater treatment.
Molecules. 26 (6): 1797.

178 Nakum, J. and Bhattacharya, D. (2022). Various green nanomaterials used
for wastewater and soil treatment: a mini-review. Frontiers in Environmental
Science. 9: 724814.

179 Roy, A., Sharma, A., Yadav, S. et al. (2021). Nanomaterials for remediation of
environmental pollutants. Bioinorganic Chemistry and Applications. 2021 (1):
1764647.

180 Singh, N.A., Narang, J., Garg, D. et al. (2023). Nanoparticles synthesis via
microorganisms and their prospective applications in agriculture. Plant Nano
Biology. 100047.

181 Jafarzadeh, S., Nooshkam, M., Zargar, M. et al. (2024). Green synthesis of nano-
materials for smart biopolymer packaging: challenges and outlooks. Journal of
Nanostructure in Chemistry. 14 (2): 113–136.

182 Shah, R.A., Frazar, E.M., and Hilt, J.Z. (2020). Recent developments in stimuli
responsive nanomaterials and their bionanotechnology applications. Current
Opinion in Chemical Engineering. 30: 103–111.

183 Nande, A., Raut, S., Michalska-Domanska, M., and Dhoble, S.J. (2021). Green
synthesis of nanomaterials using plant extract: a review. Current Pharmaceuti-
cal Biotechnology. 22 (13): 1794–1811.

184 Husseiny, M.I., Abd El-Aziz, M., Badr, Y., and Mahmoud, M.A. (2007). Biosyn-
thesis of gold nanoparticles using Pseudomonas aeruginosa. Spectrochimica Acta
Part A: Molecular and Biomolecular Spectroscopy. 67 (3–4): 1003–1006.

185 Joshi, N.C. and Gururani, P. (2022). Advances of graphene oxide based
nanocomposite materials in the treatment of wastewater containing heavy
metal ions and dyes. Current Research in Green and Sustainable Chemistry. 5:
100306.

186 Iravani, S. (2011). Green synthesis of metal nanoparticles using plants. Green
Chemistry. 13 (10): 2638–2650.

187 Song, J.Y. and Kim, B.S. (2009). Rapid biological synthesis of silver nanoparti-
cles using plant leaf extracts. Bioprocess and Biosystems Engineering. 32: 79–84.

188 Zhao, X., Xia, Y., Li, Q. et al. (2014). Microwave-assisted synthesis of silver
nanoparticles using sodium alginate and their antibacterial activity. Colloids
and Surfaces A: Physicochemical and Engineering Aspects. 444: 180–188.

189 Khalid, A., Ahmad, P., Uddin Khandaker, M. et al. (2023). Biologically reduced
zinc oxide nanosheets using phyllanthus emblica plant extract for antibacterial
and dye degradation studies. Journal of Chemistry. 2023 (1): 3971686.

190 Płaza, G.A., Chojniak, J., and Banat, I.M. (2014). Biosurfactant mediated biosyn-
thesis of selected metallic nanoparticles. International Journal of Molecular
Sciences. 15 (8): 13720–13737.



�

� �

�

46 1 Bio-nanomaterials: An Introduction

191 Najeeb, J., Farwa, U., Ishaque, F. et al. (2022). Surfactant stabilized gold nano-
materials for environmental sensing applications – a review. Environmental
Research. 208: 112644.

192 Kah, M., Kookana, R.S., Gogos, A., and Bucheli, T.D. (2018). A critical evalua-
tion of nanopesticides and nanofertilizers against their conventional analogues.
Nature Nanotechnology. 13 (8): 677–684.

193 Bundschuh, M., Filser, J., Lüderwald, S. et al. (2018). Nanoparticles in the envi-
ronment: where do we come from, where do we go to? Environmental Sciences
Europe. 30: 1–7.

194 Servin, A.D. and White, J.C. (2016). Nanotechnology in agriculture: next steps
for understanding engineered nanoparticle exposure and risk. NanoImpact. 1:
9–12.

195 Turan, N.B., Erkan, H.S., Engin, G.O., and Bilgili, M.S. (2019). Nanoparticles
in the aquatic environment: usage, properties, transformation and toxicity – a
review. Process Safety and Environmental Protection. 130: 238–249.

196 Mathur, S., Singh, D., and Ranjan, R. (2022). Remediation of heavy metal (loid)
contaminated soil through green nanotechnology. Frontiers in Sustainable Food
Systems. 6: 932424.

197 Xuan, L., Ju, Z., Skonieczna, M. et al. (2023). Nanoparticles-induced potential
toxicity on human health: applications, toxicity mechanisms, and evaluation
models. MedComm. 4 (4): e327.

198 Abuzeid, H.M., Julien, C.M., Zhu, L., and Hashem, A.M. (2023). Green synthe-
sis of nanoparticles and their energy storage, environmental, and biomedical
applications. Crystals. 13 (11): 1576.

199 Prasad, R., Bhattacharyya, A., and Nguyen, Q.D. (2017). Nanotechnology in
sustainable agriculture: recent developments, challenges, and perspectives.
Frontiers in Microbiology. 8: 1014.

200 Chávez-Hernández, J.A., Velarde-Salcedo, A.J., Navarro-Tovar, G., and
Gonzalez, C. (2024). Safe nanomaterials: from their use, application and dis-
posal to regulations. Nanoscale Advances. 6: 1583–1610.


