¥® ROYAL SOCIETY

Nanoscale
PP OF CHEMISTRY

Horizons

View Article Online
View Journal | View Issue

REVIEW

W) Cheok for updates Biocomposites of 2D layered materials

Cite this: Nanoscale Horiz., 2025, Mert Vural and Melik C. Demirel &>

10, 664
Molecular composites, such as bone and nacre, are everywhere in nature and play crucial roles, ranging
from self-defense to carbon sequestration. Extensive research has been conducted on constructing
inorganic layered materials at an atomic level inspired by natural composites. These layered materials
exfoliated to 2D crystals are an emerging family of nanomaterials with extraordinary properties. These
biocomposites are great for modulating electron, photon, and phonon transport in nanoelectronics and
photonic devices but are challenging to translate into bulk materials. Combining 2D crystals with
biomolecules enables various 2D nanocomposites with novel characteristics. This review has provided
an overview of the latest biocomposites, including their structure, composition, and characterization.
Layered biocomposites have the potential to improve the performance of many devices. For example,

Received 17th October 2024, biocomposites use macromolecules to control the organization of 2D crystals, allowing for new

Accepted 6th January 2025 capabilities such as flexible electronics and energy storage. Other applications of 2D biocomposites
DOI: 10.1039/d4nh00530a include biomedical imaging, tissue engineering, chemical and biological sensing, gas and liquid filtration,

and soft robotics. However, some fundamental questions need to be answered, such as self-assembly
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1. Introduction

The controlled assembly of 2D crystals with biomolecules is of
particular interest as it allows for precise control over the
physical properties of the resulting material. To achieve this,
it is crucial to understand and control the molecular inter-
actions between 2D crystals and complementary bio-systems.
Using molecular biology tools, biomolecular-based materials
that can initiate multiple physical or chemical interactions
with 2D crystals are suitable for constructing functional bio-
inorganic composites with programmable properties. This can
lead to the development of several materials and devices for
electronic, terahertz, and optics applications. Examples include
metallic composites and organic conductor composites for
electronic applications, insulating 2D graphene oxide for actua-
tors and bolometers in terahertz applications, and protein-
based waveguides, filters, and optical switches for optics appli-
cations. The foundation of next-generation, programmable,
flexible, optically superior, energy-efficient, and mechanically
solid materials and devices is established by 2D-layered
materials.

In this review, we will thoroughly examine the interactions
between biomolecules and 2D-layered composites. The paper will
have three main sections: first, we will discuss the composition
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and kinetically limited states of organic—inorganic phases in soft matter physics.

and structure of 2D biocomposites. Second, we will delve into
various types of biomolecules used in 2D-layered composites,
such as polysaccharides and polypeptides. Finally, we will sum-
marize the unique properties that result from the interaction
between these biomolecules and 2D-layered composites.

The exfoliation of layered materials into 2D crystals, starting
with graphite,’ introduced a new family of nanomaterials that
exhibit extraordinary physical and chemical properties.*?
Beyond the individual qualities of these 2D materials, their
proper combination with other materials projects a broad
spectrum of composite materials with novel characteristics.*””
This prospect has developed significant research focus on 2D
nanocomposites, in which 2D crystals, including graphene,**°
graphene oxide,'®'" transition metal dichalcogenides (TMDCs),"> ">
2D metal carbides, and nitrides (MXenes), single-element 2D-
Xenes,'®'” 2D dielectrics,’®*2° and black phosphorus*"** are
coupled with organic and inorganic materials. These supple-
mentary materials are synthesized,”**! assembled,"**>” or
processed®®?® with 2D crystals to form functional composite
materials. Inorganic materials are commonly synthesized or
processed with 2D materials such as composites consisting of
different 2D materials (heterostructures),***> and nanomater-
ials (nanoparticles, nanotubes, and nanowires).*>*" Inorganic
2D nanocomposites having a particular order in the nanoscale
are promising for modulating electron,*** photon,***> and
phonon®® transport in nanoelectronics and photonic devices.
However, it isn’t easy to translate the precise structure of these
nanocomposites into bulk materials and extend their utility

This journal is © The Royal Society of Chemistry 2025
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beyond laboratory-scale device applications.>” Unlike inorganic
2D nanocomposites, composites composed of organic materials
can be assembled and processed into bulk materials, hence
finding a broader field of applications including flexible elec-
tronics,>®**° and energy storage,'®*"**> biomedical imaging,****
chemical, and biological sensing.*>*® However, organic 2D
nanocomposites offer limited control over the organization of
2D crystals, mainly governed by the percolation of 2D crystals in
an organic matrix.’****° The inferior control over the order of
2D crystals in organic 2D nanocomposites limits the utility of
these composites in device applications. In recent years, research
on organic 2D nanocomposites consisting of biomaterials has
demonstrated that it is possible to control the organization of 2D
crystals in these composites by exploiting the assembly
mechanics of biomacromolecules, biopolymers, and bio-derived
polymers.%26:40:49-51

Biomolecular building blocks of 2D biocomposites com-
monly consist of polysaccharides (e.g., cellulose, chitosan,
alginates), polypeptides (e.g., proteins), nucleic acids, and
lipids. These biomacromolecules can form strong interactions
with pristine or functionalized 2D crystals.® Hence, the initial
studies concerning 2D biocomposites focus on exfoliating
layered materials into 2D crystals with the help of biomacro-
molecules.*>**™>* As the understanding of the interactions
between 2D crystals and biomacromolecules built up, research-
ers started to develop bioinspired nacre-like materials that are
much stronger and tougher than conventional composite
materials.****>*® The structural contribution of biomacro-
molecules to these biocomposite materials instigated more
detailed research regarding the assembly mechanics of 2D crystals
and biomacromolecules.'?%*%*° These studies unveiled a new set
of materials in which biomacromolecules can modulate the
physical aspects of composite materials beyond mechanical prop-
erties. The templating capability of biomacromolecules can help
alter electronic,”**"*” thermal,'****® and optical®>***" properties
of composite materials via precise control over the structural
organization of 2D crystals. The simplest biocomposites in which
2D crystals form a percolative network in biomacromolecule
matrices can establish electronic materials that sustain a signifi-
cant portion of their physical properties under mechanical
deformation.*>*%*%%%% This feature is essential for materials that
are employed in flexible electronics. Biomacromolecules can more
profoundly influence the structural organization of 2D crystals in
composites, where intercalating biomacromolecules can alter
the interlayer spacing between 2D crystals with angstrom-level
precision.'®*** This templating capability can induce drastic
changes in the isotropic and anisotropic electronic properties of
biocomposites of 2D crystals. In addition, it is possible to generate
electronic memory effects in these biocomposites.”® Biomacro-
molecules can facilitate distinct interactions with chemical and
biological materials. Once coupled to 2D crystals, these specific
interactions can incite a change in their electronic properties.***°
This is the primary mechanism of detection for sensor devices
based on 2D biocomposites.’>*> Beyond electronic properties,
biomacromolecules can also help regulate thermal transport in
composites of 2D crystals."®*** Depending on the structural
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influence of the biomacromolecules on 2D crystals, 2D biocom-
posites can exhibit extraordinarily high and low (insulator) ther-
mal conductivity.*®*®° Similar to electronic transport, the isotropy
of thermal transport can be modulated by combining 2D crystals
with proper biomacromolecules.®® The structural impact
of biomacromolecules on the organization of 2D crystals is
significant in molding the light-matter interactions in 2D
biocomposites.'******! Biomacromolecules can help 2D crystals
alter their photoconductance through structural effects and spe-
cific interactions.®® More importantly, biomacromolecules can
induce a distinct separation between 2D crystals to drastically
enhance their ability to trap electromagnetic waves, which results
in 2D biocomposites with record-breaking electromagnetic shield-
ing capabilities."®*® In addition to the structural order provided
by biomacromolecules in the nanoscale, 2D crystals can also be
combined with biomacromolecules to form microscale structures,
which is more relevant for applications in energy storage.'®®*%
The nanoscale order helps form channels for optimal ion trans-
port, while the microscale order ensures the surface area needed
to facilitate electrochemical reactions in energy storage
systems.®"®> Biomacromolecules also contribute to the structural
integrity of these energy storage systems.’*®> Besides energy
storage, composites of biomacromolecules and 2D crystals show
promise in transducing electrical, photonic, and thermal input
into mechanical actuation.'®***® 2D biocomposite actuators offer
excellent alternative materials for applications in soft robotics, as
they can be easily implemented into biological systems.’>*® Other
vital contributions of biomacromolecules to 2D composites are
biocompatibility and the capability to interact with biological
systems.®” "> These features of 2D biocomposites are vitally crucial
for biomedical applications such as tissue engineering,®”””*
drug delivery,®®°*7>7475 and antimicrobial materials.”> The most
recent field of application for 2D biocomposites is gas and liquid
filtration, which utilizes the nacre-like structure of 2D biocompo-
sites to form filtration membranes and specific interactions of
biomacromolecules to trap targeted ions, molecules, and particles
in these membranes.”® %

2. Structure and composition of 2D
biocomposites

The introduction of 2D crystals with the demonstration of
graphene presented a new set of materials with extraordinary
physical and chemical properties.”®" After graphene, a plethora
of 2D materials are extracted from layered materials by exfoliat-
ing single-few layered 2D crystals (graphene: 10 layers, MoS,:
6 layers) or growing 2D crystals on specific substrates.®> These
2D crystals exhibit extraordinary mechanical,®* electronic,>’
thermal,****%* and optical®**>"®” properties, significantly dif-
ferent from the bulk source material. However, these novel
properties of 2D crystals diminish when the number of layers
reaches a critical limit or individual 2D crystals interact.>%’
These phenomena necessitate proper spacing between 2D
crystals in composite systems to translate a significant portion
of their unique aspects into composite materials. This engenders
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Fig. 1 (a) Schematic illustration of (i) self-assembly in biocomposites, (ii)
hierarchical structure of cellulose from wood to nanofibrils, (i) micro-
structure of polycrystalline proteins. Adapted with permission %9092
Copyright 2022, NAS, 2013, ACS, 2020, Springer Nature, respectively. (b)
Schematics of the structure and electron transport in molecular compo-
sites consisting of synthetic repetitive proteins and conductive 2D crystals.
Adapted with permission.?® Copyright 2020, ACS. (c) Schematic of the
structure and electromagnetic wave propagation in molecular composites
consisting of naturally derived polysaccharides and conductive 2D crystals.
Adapted with permission.>® Copyright 2016, AAAS. (d) Schematics of the
structure and thermal wave propagation in molecular composites con-
sisting of cellulose and hexagonal boron nitride crystals. Adapted with
permission.®® Copyright 2014, ACS.

a bottleneck; as the volumetric fraction of 2D crystals decreases
in composites, their contribution to physical properties drops
exponentially, which is dictated by percolation theory.>® Bioma-
cromolecules can offer alternative assembly mechanics that differ
from the composite matrix’s random percolative distribution of
2D crystals.*®®®%° These bio-macromolecular templates control
the assembly of 2D crystals in biocomposites by facilitating
specific interactions with 2D crystals and intercalating in between
2D crystals (Fig. 1(a)-(ii))."****>*>*" Using the templating cap-
ability of natural and synthetic biomacromolecules, including
polysaccharides® and polypeptides” (Fig. 1(a)-(ii)), it is possible
to reflect the unique properties of 2D crystals into bulk
materials'®***? and nurture new properties in 2D biocom-
posites, 02649

A recent study on 2D biocomposites composed of MXene
nanosheets and recombinant proteins with repetitive amino
acid sequences demonstrated that proteins consisting of 2D
crystals could form a network between MXene nanosheets. This
allowed MXene nanosheets to be processed using inkjet print-
ing as responsive 2D biocomposites, which exhibit similar
electronic properties as ordered MXene films.*’ A follow-up
study has revealed that it is possible to systematically modify
the interlayer spacing between MXene nanosheets using several
repeat units in proteins as tuning parameters (Fig. 1(b)).>
Systematic control over interlayer spacing between MXene
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nanosheets offers the ability to govern electron tunneling in
these 2D biocomposites, which can be explained using a
modified percolation theory.?® This theory accurately predicts
in-plane and out-of-plane electronic transport in 2D biocompo-
sites until the interlayer spacing between 2D crystals becomes
large enough to accommodate 2D crystals of synthetic proteins
(Fig. 1(b)).>® Once the number of tandem repeats in the protein
sequence is sufficient to facilitate the formation of 2D protein
crystals between MXene nanosheets, these 2D biocomposites
demonstrate the electronic memory effect, which is absent in
pristine MXene and protein films.>®

Another 2D biocomposite of MXene nanosheets has utilized
alginate to separate MXene nanosheets (Fig. 1(c)).>® The pri-
mary role of alginate is to interconnect MXene nanosheets and
improve mechanical integrity. However, the detailed investiga-
tion of the electromagnetic interference (EMI) shielding cap-
abilities of these 2D biocomposites revealed another subtle but
more important role of alginate: the separation it provides
between MXene nanosheets (Fig. 1(c)).”° This separation
enhances the formation of internal reflections between MXene
nanosheets, drastically improving the 2D biocomposite’s EMI
shielding efficiency. This structural contribution makes this
material one of the best EMI shielding materials.>

Biocomposites of cellulose and hexagonal boron nitride
(h-BN) nanosheets can be engineered to facilitate extraordina-
rily high®® or low® thermal conductivity. Vacuum-assisted
flocculation can help establish biocomposites of densely
packed h-BN nanosheets in cellulose matrices (Fig. 1(d)).”?
These composites with nanoscale order have thermal conduc-
tivities higher than films of pristine h-BN nanosheets and other
composites of h-BN nanosheets (Fig. 1(d)).?** Cellulose acts as
a binder in between h-BN nanosheets. Consequently, it
enhances the interconnectivity of nanosheets and the contact
area between nanosheets. This is the fundamental structural
contribution of cellulose to the organization of h-BN nano-
sheets, which manifests itself as extraordinarily high thermal
conductivity.”

In complementary to the structural templating capability of
biomacromolecules, the ability to form specific interactions
with 2D crystals is also critical to engineering functional
materials from composites of biomaterials and 2D materials.®
Biomacromolecules, including polysaccharides, polypeptides,
nucleic acids, and lipids, can establish electrostatic, hydropho-
bic, n-n electron interactions, covalent and hydrogen bonding
with pristine or modified 2D crystals.® These interactions can
be strong enough to promote the exfoliation of 2D crystals from
their bulk-layered source material (Fig. 2(a)-(i)-(iii)).>*>*%>7%
After exfoliation, biomacromolecules attached to the surface of
2D crystals form inclusion complexes. These inclusion com-
plexes can help disperse these single—or few-layered 2D crys-
tals in aqueous or non-aqueous solvents.’” Orchestrating the
intercalation of these complexes is the essence of controlling
the structure and properties of resulting 2D biocomposites.
In some instances, biomacromolecules interact more effectively
with 2D crystals than the interactions they form with each
other.5%9%% Biomacromolecules act as molecular separators/

This journal is © The Royal Society of Chemistry 2025
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Fig. 2 (a) (i) Schematic illustration of intercalating molecules between 2D

crystals. Scanning electron microscopy images of graphite nanosheets
separated by phosphoric acid particles in perspective of graphite (ii) cross-
section and (iii) plane. Adapted with permission.®® Copyright 2014,
Springer Nature. (b) (i) Schematic illustration of intercalating biopolymers
between 2D crystals. (i) Transmission electron microscopy images of
biocomposites consisting of synthetic repetitive proteins intercalating in
MXene nanocrystals. Adapted with permission.® Copyright 2020, ACS.
(c) (i) Schematic illustration of alternating stacking of various transition
dichalcogenide 2D crystals facilitated using bioderived polypeptides.
(i) Transmission electron microscopy images of stacked 2D crystals
and spacer polypeptides. Adapted with permission.?” Copyright 2017,
Wiley-VCH.

intercalants in these composite materials (Fig. 2(b)).5%%*%°
In contrast to the simple structure of these biocomposites,
macromolecules can construct more complex designs since
they can establish different molecular interactions with each
other and 2D crystals (Fig. 2(b)-(i)-(iii)).">***”**>*" Globular
proteins (e.g., bovine serum albumin, BSA) can facilitate hydro-
phobic interactions with MoS, and electrostatic interactions
with WO; nanosheets.”” It is possible to employ BSA to facil-
itate the formation of 2D heterostructures using solution-
mediated self-assembly (Fig. 2(c)).”” This is an excellent
alternative for building 2D heterostructures since current
methods require rigorous material growth and fabrication
methodologies.® Beyond naturally derived proteins, recombi-
nant proteins provide better control over possible interactions
between proteins and 2D crystals.>***®*® Synthetic proteins
can be designed to exhibit specific interactions with 2D crystals
while they can still initiate multiple molecular interactions
among themselves. This brings out another structural contri-
bution: the ability to control the organization of 2D crystals
with Angstrom-level precision and facilitate the formation of
secondary structures between 2D crystals.'®>**° This generates
unprecedented changes in the physical and chemical proper-
ties of the resulting 2D biocomposites.'®***°

This journal is © The Royal Society of Chemistry 2025
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3. Family of 2D biocomposites

The advances in the spectrum of 2D materials have paved the
way for new composite materials. In particular, recent research
focus on composites consisting of 2D materials and macro-
molecules, biopolymers have led to a new set of biocomposites
that can inherit the extraordinary properties of 2D materials
and exhibit novel physicochemical properties originating from
the diverse templating capabilities of biomaterials such as
polysaccharides, polypeptides, and nucleic acids.>'*® Poly-
saccharides are considered the most stable matrix material
for composites compared to other macromolecules since they
do not chemically degrade with moderate changes in tempera-
ture."” Besides stability, polysaccharides provide versatility in
physical and chemical properties for their composites, which
stem from their ability to form linear and branched biopoly-
mers with various molecular weights.'®® Polypeptides offer
more diverse structural templates for 2D materials than poly-
saccharides due to possible amino acid sequences of natural
and recombinant proteins. The amino acid sequence defines
protein folding, assembly, as well as secondary and tertiary
structures.'®®'%? Beyond individual structural characteristics of
polypeptides, amino acid sequences can also be engineered to
modulate the structural organization of 2D materials in a
protein matrix that delineates biocomposites’ exact physical
and chemical properties.'®***® Unlike polysaccharides that
offer control over molecular weight and polymer structure,
polypeptides grant additional parameters, including amino
acid sequence and stereochemistry, to govern the design of bio-

composites of 2D materials with Angstrom-level precision.'****°

3.1 Polysaccharide-based 2D biocomposites

Naturally abundant biomacromolecules and biopolymers of
polysaccharides have recently manifested themselves as reli-
able alternatives to synthetic polymers as matrix material in
composites. Common polysaccharide-based matrix materials
include cellulose, chitosan, alginate, and pectin. These biopo-
lymers acquired from natural resources form sustainable and
biodegradable composites with 2D crystals. Biocomposites of
polysaccharides and 2D crystals can exhibit extraordinary
mechanical,®***  thermal,*®°*1%41%  electronic,®®°7:1%8
electromagnetic,”®'°>"'? and electrochemical™***** properties.

3.1.1 Cellulose-based 2D biocomposites. Cellulose is the
most abundant biopolymer, with annual production exceeding
700 billion tonnes globally.’®" Cellulose is commonly derived
from plants.’® However, it is possible to extract cellulose from
bacteria with significantly different characteristics from plant-
derived cellulose.'® Cellulose is a homopolymer of glucose
monomers connected via B (1, 4) glycosidic bonds. This long
homopolymer can form intra- and inter-chain hydrogen bond-
ing to generate a highly ordered molecular structure. The
highly rated structure and the affinity to form hydrogen bond-
ing are the main reasons behind cellulose’s mechanically

robust nature.'°%**

The hydrogen bonding groups in glucose
monomers are also effective mediators for new chemical func-

tional groups to expand the utility of cellulose.** Chemical
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modification in cellulose results in new polymers like methyl-
cellulose (MC), hydroxypropylmethylcellulose (HPMC), ethyl
(hydroxyethyl)cellulose (EHEC), and cellulose nanocrystals oxi-
dized via (2,2,6,6-tetramethylpiperidine-1-oxyl) (TEMPO), which
happens to dissolve in water unlike pure cellulose and other
derivatives (Cellulose acetate, CA), which swell in water.'"*
Beyond its chemical adaptability and highly ordered molecular
structure, cellulose also exhibits a fibrillar structure that can be
replicated in multiple length scales, spanning from millimeters
(wood chips) to nanometers (nanofabricated cellulose).'®"*"
The structurally and chemically versatile nature of cellulose
renders it a suitable matrix material for biocomposites of 2D
materials, including graphene,'**'*? graphene oxide,”®'°" tran-
sition metal dichalcogenides (TMDCs),"*> "7 MXenes,*""&11?
hexagonal boron nitride (hBN),”*°*1% black phosphorus.'*°
Graphene, particularly its water-processable derivatives like
graphene oxide (GO) and reduced graphene oxide (rGO), gen-
erates functional biocomposites with various forms of cellu-
lose. Functionalized cellulose crystals can interact with
oxidized graphene crystals via hydrogen bonding, ionic'*" and
hydrophilic interactions.”®'°” In the case of bacterial cellulose,
oxidized graphene crystals can initiate covalent bonding with
the help of mediator molecules."”>'** Proteins and polysac-
charides can also be used to connect graphene and its
derivatives.””'** The structural organization of graphene crys-
tals is defined by the initial form of cellulose (cellulose with
microfibrils, nanofibrils, or bulk wood chips with cellular
structure) and the density of the biocomposites they establish
with cellulose. Cellulose is an excellent template material for
constructing micro and nanoporous structures, which is essen-
tial to engineering low-density biocomposite materials.'®>***
Nanofibrils of cellulose can be effectively processed with aqu-
eous solutions of GO to fabricate hydrogels. (Fig. 3(a)-(i)).”® The
trapped water in these hydrogels can be removed using freeze
drying to form biocomposite foams consisting of a nano
fibrillar network of cellulose and GO (Fig. 3(a)-(ii)).”® GO is
reduced once treated under excessive heat, and a conductive
network of rGO is established (Fig. 3(a)-(ii)). Conductive nano-
fibrillar networks can sustain their structure through cyclic
deformations, which also helps them maintain electrical con-
ductivity during mechanical deformation (Fig. 3(a)-(iii)).”®
Besides electrical properties, nanocellulose-based foam structures
can govern thermal transport in biocomposites (Fig. 3(b)-(i).'*
Biocomposite foams assembled using freeze drying of nanocellu-
lose/GO hydrogels can also be designed to have higher porosity
(Fig. 3(b)-(ii) and (iii))."*® In addition, implementing a heat gradient
during hydrogel formation can help establish the formation of
pores in a specific direction (Fig. 3(b)-(ii) and (iii)).'® This makes
these biocomposites exhibit enhanced mechanical strength and
highly anisotropic thermal conductivity (radial: 15 mW mK *, axial:
170 mW mK ') (Fig. 3(b)}(iv))."” In contrast to microporous
biocomposites, shrinking the pore size of biocomposites foams
of cellulose and graphene derivatives to the nanoscale has a serious
impact on energy storage devices relying on electrochemistry
(Fig. 3(c)(i) and (ii))."** The high surface area of the hierarchical
nanostructure established from the hydrogels of nanofibrillated
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Fig. 3 (a) (i) Schematic illustration of fabrication for hydrogels and aero-
gels composed of graphene oxide (GO) cellulose. (ii) Scanning electron
microscopy images of GO-cellulose aerogels. (i) Normalized resistance
of GO-cellulose aerogels during cyclic deformation. Adapted with
permission.”® Copyright 2017, Wiley-VCH. (b) (i) Scanning electron micro-
scopy images of composites of nanofibrillated cellulose foams and GO
crystals. (i, iii) Reconstruction and original of X-ray microtomography
images of foam composites of cellulose and GO crystals. (iv) Tensile
modulus and (v) cellulose and GO crystal foam composites thermal
conductivity. Adapted with permission.l®® Copyright 2015, Springer
Nature. (c) (i) Scanning electron microscopy and (ii) pore volume images
of highly porous GO-cellulose foams. Measurements of (i) specific
capacitance and (iv) capacitance retention during charge/discharge cycles.
Adapted with permission.™* Copyright 2013, RSC. (d) (i) Schematic illustra-
tion of fabrication for molecular composites of graphene crystals and
fibrillar nanocellulose and their transfer on soft substrates. (ii) Scanning
electron microscopy images of molecular composites transferred on soft
substrates. (i) Normalized resistance changes of molecular composites on
soft substrates during continuous tensile deformation. Adapted with
permission.®® Copyright 2014, Wiley-VCH. (e) (i) Images of graphene and
nanofibrillar cellulose molecular composites with different graphene filler
concentrations. (i) Conductivity of graphene and nanofibrillar cellulose
molecular composites with different graphene concentrations. (i) Scanning
electron microscopy images of graphene, nanofibrillar cellulose nacres, and
molecular composites of graphene and nanofibrillar cellulose. Adapted with
permission.**> Copyright 2011, RSC. (f) (i) Schematic illustration and SEM
images of nanofibrillated cellulose, graphene-coated nanofibrillated cellu-
lose, and composites of nanofibrillated cellulose and graphene crystals.
Measurements of (ii) specific capacitance and (i) capacitance retention
during charge/discharge cycles for nanofibrillated cellulose and graphene
crystal composites. Adapted with permission.** Copyright 2011, Wiley-VCH.

cellulose and reduced graphene oxide helps realize solid-state
supercapacitors with excellent specific capacitance (207 F g ')

This journal is © The Royal Society of Chemistry 2025
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and cyclic stability (Fig. 3(c)-(iii) and (iv)).'"® Unlike low-
density biocomposites, cellulose nanocrystals can govern the
molecular assembly characteristics of graphene-based filler
materials in compact biocomposites with higher density.
Instead of building fibrillar cellulose templates that support
graphene-based fillers, it is possible to utilize the specific
interactions between cellulose and graphene derivatives to
modulate the organization of graphene crystals in compact
biocomposites.

The earlier studies investigating amine functionalized cellu-
lose assembly mechanics with rGO suggest that the filler and
the matrix material interact through hydrogen bonding
(Fig. 3(d)-(i) and (ii)).”® This strong interaction leads to the
formation of biocomposites that exhibit good mechanical
strength and electrical conductivity (Fig. 3(d)-(iii)).”® This
robust composite can be interfaced with elastomeric substrates
to construct stretchable electrodes that can maintain a signifi-
cant portion of their conductivity during deformation (Fig. 3(d)-
(iii)).*> Even though the fibrillar cellulose matrix did not
impose a specific structural order, it acted as a bridge between
conductive rGO nanoplatelets in molecular composites of cel-
lulose and rGO (Fig. 3(e)-(i)-(iii))."*> This structural influence
helped these biocomposites to exhibit a low percolation thresh-
old (Fig. 3(e)-(ii))."*® Consequently, these biocomposites can
reach high electrical conductivity values with moderate con-
centrations of rGO nanoplatelets (Fig. 3(e)-(ii))."** The porous
template facilitated by the cellulose matrix is an excellent host
for electrochemically active high-surface-area materials like
graphene to establish high-performance electrochemical energy
storage systems (Fig. 3(f)-(i))."** This cellulose-templated compo-
site can reach promising gravimetric capacitance values of
120 F per gram of graphene (Fig. 3(f)-(ii)).""" More importantly,
this robust network structure enables the fabrication of robust
supercapacitor systems that can operate consistently throughout
many cycles (Fig. 3(f)-(iii))."""

Besides graphene, cellulose can also form conductive bio-
composites with other 2D crystals such as layered MAX (M-early
transition metals, A-Group A elements, and X-C, N, and
additional functional surface groups) phases, ie., MXenes
(Fig. 4(a)~(c))."*®" Vacuum-assisted self-assembly (VASA) of
cellulose nanofibrils and MXene nanosheets through solution
processing leads to a nacre-like structure (Fig. 4(a)-(i), (ii) and
(b)-(i), (ii)). Biocomposites composed of larger nanofibrils exhi-
bit lower electrical conductivity (8 S em™") due to increased
separation between MXene nanosheets (Fig. 4(a)-(iii)).*"
This structure also demonstrates extraordinary EMI shielding
performance as the waves get trapped in between MXene
nanosheets (Fig. 4(a)-(iv)).** Cellulose nanofibrils with smaller
sizes lead to biocomposites with electrical conductivity values
reaching 1000 S cm ™ (Fig. 4(b)-(iii)).""® The nacre-like structure
with smaller separation in between MXene nanosheets helps
these biocomposites establish extraordinary mechanical prop-
erties and specific capacitance for energy storage applications
(Fig. 4(b)-(iv))."*® The extraordinary mechanical properties
of these biocomposites originate from the hydrogen bonding
formation between cellulose nanofibrils and MXene nanosheets

This journal is © The Royal Society of Chemistry 2025
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Fig. 4 (a) (i) Schematic illustration of self-assembly for molecular com-
posites of cellulose and MXene crystals. (ii) Scanning electron microscopy
images of molecular composites of cellulose and MXene crystals. (iii)
Conductivity of molecular composites of cellulose and MXene crystals
with different concentrations of MXene crystals. (iv) Electromagnetic
interference (EMI) shielding properties of molecular composites of cellu-
lose and MXene crystals with different concentrations of MXene crystals.
Adapted with permission.®* Copyright 2018, ACS. (b) (i) Schematic illustra-
tion and (ii) images of self-assembly for molecular composites of nanofi-
brillated cellulose and MXene crystals. (i) The conductivity of molecular
composites of nanofibrillated cellulose and MXene crystals with different
concentrations of MXene crystals. (iv) Specific capacitance and tensile
strength of molecular composites of nanofibrillated cellulose and MXene
crystals. Adapted with permission.?” Copyright 2019, Wiley-VCH. (c) (i)
Schematic illustration of self-assembly for molecular composite inks of
cellulose and MXene crystals. (ii) Tensile strength of composites printed
from inks of cellulose and MXene crystals. (iii) The conductivity of com-
posites printed from inks of cellulose and MXene crystals. Adapted with
permission.?® Copyright 2019, Wiley-VCH. (d) (i) Schematic illustration of
self-assembly and exfoliation of 2D crystals through nanofibrillated cellu-
lose. (i) Images of 2D crystal solutions exfoliated using nanofibrillated
cellulose. (i) Images and (iv) scanning electron microscopy images of
molecular composites of nanofibrillated cellulose and molybdenum dis-
ulfide crystals. (v) Stress/strain and (vi) charge/discharge profiles of mole-
cular composites of nanofibrillated cellulose and molybdenum disulfide
crystals. Adapted with permission.?® Copyright 2015, Elsevier. (e) (i, ii)
Images of hexagonal boron nitride and nanofibrillated cellulose molecular
composites. (iii) Scanning electron microscopy image, (iv) optical trans-
mission spectrum, and (v) thermal conductivity values of molecular com-
posites of hexagonal boron nitride and nanofibrillated cellulose. Adapted
with permission.®® Copyright 2014, ACS. (f) Schematic illustration of (i) self-
assembly for molecular composites of cellulose and black phosphorus
crystals and (ii) energy generator device fabricated from these composites.
(iii) Electronic properties of composites of cellulose and black phosphorus
crystals. Adapted with permission.*2° Copyright 2017, Wiley-VCH.
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(Fig. 4(a) and (b)).°""'® This significant interaction is also uti-
lized in the 3D printing of these biocomposites (Fig. 4(c)-(i))."*®
3D-printed biocomposites demonstrate the percolative distribu-
tion of MXene nanosheets in a nano fibrillar cellulose matrix
(Fig. 4(c)-(i)), which offers a more random distribution than self-
assembled biocomposites.'*® This random distribution has
minimal influence on mechanical properties (Fig. 4(c)-(ii)), but
it leads to drastically low electrical conductivity (Fig. 4(c)-(iii))."*®

Cellulose nanofibrils can establish hydrogen bonding
and hydrophilic and hydrophobic interactions with other 2D
crystals as well, including transition metal dichalcogenides
(TMDCs), boron nitride (BN) nanosheets, and black phos-
phorus (bP) (Fig. 4(d)—(f)). These interactions benefit the dela-
mination of these 2D crystals from their bulk counterparts
(Fig. 4(d)-(i) and (ii))."*® The exfoliated crystals can be
assembled into free-standing films using VASA techniques
(Fig. 4(d)-(iii) and (iv))."*® Analogous to MXene-based biocom-
posites, TMDC-based biocomposites of nanofibrillated cellu-
lose can also combine robust mechanical properties with good
electrochemical properties (Fig. 4(d)-(v) and (vi)).'*® These
properties help these biocomposites facilitate effective char-
ging and discharging in sodium-ion batteries while operating
as a working electrode (Fig. 4(d)-(vi))."*® Cellulose nanofibrils
can also help engineer thermal transport in biocomposites of
2D crystals (Fig. 4(e)).”® Cellulose nanofibrils can assemble BN
nanosheets into biocomposites with excellent thermal conduc-
tivity (Fig. 4(e)(i)-(iii)).>®> Cellulose nanofibrils form bridges
between BN nanosheets to keep them close and facilitate
thermal transport between BN nanosheets (Fig. 4(e)-(iii)).>* This
structural integrity allows these biocomposites to exhibit ther-
mal conductivities exceeding 100 W mK ' and the ability to
combine optical transparency with moderate thermal conduc-
tivity values for biocomposites with lower BN nanosheet
concentration (Fig. 4(e)-(iv) and (v)).”® In contrast to its struc-
tural contribution to graphene, MXene, TMDCs, and BN bio-
composites, cellulose can act as a supporting and barrier matrix
material for black phosphorus (Fig. 4(f)-(i))."*° Black phos-
phorus nanocrystals can be trapped inside a nano fibrillar
cellulose matrix to enhance the environmental stability of bP
nanocrystals (Fig. 4(f)-(ii))."*° This stable biocomposite can be
used to fabricate triboelectric nanogenerator systems that
utilize the extraordinary charging capability of bP nanocrystals
without being concerned about the chemical degradation of bP
(Fig. 4(f-(ii) and (iii))."*°

3.1.2 Chitosan and alginate based 2D biocomposites. Chit-
osan is another polysaccharide-based biopolymer extracted
from the shells of shrimps and other crustaceans. Chitosan is
a biopolymer composed of poly-(p)glucosamine backbone ter-
minated with acetylated end units (N-acetyl-p-glucosamine),
capable of forming several interactions with 2D crystals, includ-
ing hydrogen and covalent bonding.’*® Like cellulose, the
chitosan backbone can initiate effective hydrogen bonding with
2D crystals like graphene oxide and MXene.'?*'*° Chitosan can
also form covalent bonds with these crystals through amine
groups in its backbone, resulting in mechanically strong
composites with nacre-like structures (Fig. 5(a)-(i)-(iii))."*
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Even though chitosan-based 2D biocomposites offer good
mechanical properties, it is significantly more challenging to
adjust the composition of these nacre-like composites using
solution processing methods due to the low solubility of
chitosan in aqueous solutions.'®® Hence, chitosan exhibits
inferior templating capability compared to other polysacchar-
ides, which is essential to govern the structure and physical
properties of the resulting 2D biocomposites.’** Nonetheless,
the graphene oxide-based biocomposites of chitosan can
demonstrate extraordinary mechanical properties like a combi-
nation of high mechanical strength (515 MPa) with high
toughness (18 MJ m™>) (Fig. 5(a)-(iv)).">® This is particularly
impressive, considering the volumetric concentration of chit-
osan is less than 5% in these 2D biocomposites, which
indicates the significance of the interactions between chitosan
and graphene oxide.'*® Besides, graphene oxide chitosan can
form adequate hydrogen bonding with conductive MXene
nanosheets and similarly form biocomposites with nacre-like
structures (Fig. 5(b)-(i)-(iii))."** Various concentrations of chit-
osan can be intercalated between MXene nanosheets to con-
composites with different conductivity
(Fig. 5(b)-(iv))."*" The exponential scaling of the electrical con-
ductivity with conductive filler (e.g., MXene nanosheets)
concentration indicates that chitosan is homogeneously and
randomly distributed across the entire structure of these 2D
biocomposites (Fig. 5(b)-(iv))."*" A more significant impact of
the intercalation of chitosan between MXene nanosheets is
observed for the EMI shielding performance of these 2D
biocomposites (Fig. 5(b)-(v)).**! Although chitosan behaves like
a regular matrix in these composites, intercalating chitosan
molecules between MXene nanosheets establish a structure
that helps trap electromagnetic waves in these composite
materials (Fig. 5(b)-(v))."*" This structure leads to 2D biocom-
posites that can reach EMI shielding effectiveness (SE) of 30 dB
for composite films with a 30-micron thickness (thickness
normalized effectiveness, SSE, of 9800 dB cm ') and 19 dB for
composite films with a 13-micron thickness (SSE: 15150 dB cm ™)
(Fig. 5(b)}-(v))."*" Another bioderived polymer that can facilitate
distinct interactions with 2D crystals is sodium alginate, which
can intercalate between planar crystals (Fig. 5(c) and (d)).>***?
In particular, graphene oxide can form hydrogen bonding
networks with sodium alginate backbones and generate hier-
archical assemblies (Fig. 5(c)-(i)). These assemblies produce
nacre-like composite materials with extraordinary strength
and toughness (Fig. 5(c)-(ii) and (iii)). In addition to graphene
oxide nanocrystals, sodium alginate can form hydrogen
bonding networks with MXene nanocrystals (Fig. 5(d)-(i)).>°
Sodium alginate intercalating between conductive MXene
nanocrystals constructs a layered structure that significantly
influences the electromagnetic blocking capabilities of MXenes
(Fig. 5(d)-(i)-(iii)). Intrinsically, MXenes can absorb a signifi-
cant portion of incoming electromagnetic radiation due to their
conductive nature (Fig. 5(d)-(iv))."**° However, this structural
order also helps these composites trap electromagnetic radiation
in these composites, which increases the number of absorbance
events, hence significantly improving the electromagnetic
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Fig. 5 (a) (i) Schematic illustration of self-assembly for nacre-like com-
posites of chitosan and GO crystals. (i) Images and (iii) scanning electron
microscopy images of nacre-like composites of chitosan and GO crystals.
(iv) Mechanical properties of nacre-like composites of chitosan and GO
crystals. Adapted with permission.?®® Copyright 2015, ACS. (b) (i, i, iii)
Scanning electron microscopy images of nacre-like composites of chit-
osan and conductive MXene crystals. (iv) Conductivity and (v) EMI shielding
properties of nacre-like composites of chitosan and conductive MXene
crystals. Adapted with permission.®*! Copyright 2020, Elsevier. (c) (i) Sche-
matic illustration of self-assembly for nacre-like composites of sodium
nacre-like composites of sodium alginate and GO crystals. (iv) Mechanical
properties of nacre-like composites of sodium alginate and GO crystals.
Adapted with permission.’*2 Copyright 2015, ACS. (d) (i) Schematic illustra-
tion of self-assembly for nacre-like composites of sodium alginate and
MXene crystals. (ii) Scanning electron microscopy and (i) transmission
electron microscopy images of nacre-like composites of sodium alginate
and MXene crystals. (iv) Conductivity and (v) EMI shielding properties of
nacre-like composites of sodium alginate and conductive MXene crystals.
Adapted with permission.>® Copyright 2016, AAAS.

radiation shielding capability of these materials (Fig. 5(d)-(ii)—(v)).
This novel composite structure exhibits record-breaking electro-
magnetic interference (EMI) shielding capabilities as considerably
thin material coatings (Fig. 5(d)-(v)).>° This is only attainable due to
structural assembly introduced into these composites through
naturally derived biopolymers.**°

3.2 Polypeptide-based 2D biocomposites

The success of polysaccharides as matrix materials in 2D com-
posites has initiated research on composite materials based
on other macromolecules, particularly polypeptides.®>*7134
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Polypeptides are produced from natural resources or biomanu-
facturing methods like fermentation.’*>"** Biomanufacturing
enables large-scale production and, more importantly, engi-
neering opportunities on the amino acid sequence of the
polypeptides. The recent advances in synthetic biology can
offer polypeptide designs with immense diversity, which ren-
ders polypeptides a better alternative for governing the struc-
tural organization of 2D crystal fillers in biocomposites.®"*>
The initial studies demonstrated that polypeptides acquired
from natural resources could facilitate strong and specific
interactions with various 2D materials, including graphene,
GO, h-BN, MXenes, and TMDCs.® These studies have provided
basic information concerning interactions between 2D crystals
and polypeptides and paved the way for new studies based on
engineered proteins.® Recent studies on composites of 2D
crystals and recombinant proteins acquired from fermentation
processes have revealed the true potential of polypeptides’
templating capability in 2D biocomposites.'®***® These works
have demonstrated that it is possible to systematically alter
composite materials’ physical properties, including thermal,
electronic, and mechanical properties, without being bound by
the rules of percolation, which was unprecedented in composite
materials.'>***® Incorporating chitosan-based materials with 2D
layered materials like molybdenum disulfide (MoS,),"*® hexagonal
boron nitride (h-BN),"*” and black phosphorus'*® indicates pro-
mising uses across different domains. Specifically, MoS2 holds
promise for electronic devices,"*® h-BN acts as a catalyst,”” and
black phosphorus is valuable in electrochemistry.'*®

We recently studied atomically thin inorganic layers with
tandem repeat proteins.'®?**° By controlling their molecular
weight, we could fine-tune their mechanical properties, which
exceeded those of state-of-the-art composites.’® However, an
existing theoretical model was unable to explain this phenom-
enon. Our findings suggest that the failure mechanism for
composites depends more on interfacial rather than bulk
properties.*® Our inspiration for this study came from squid
ring teeth, where recombinant proteins were found to adhere to
inorganic sheets through secondary structures such as f-sheets
and a-helices. This bonding mechanism resulted in high
stretchability (59 + 1% fracture strain) and toughness (54.8 +
2 MJ m*).** We also discovered that the mechanical properties
can be optimized by adjusting the protein molecular weight
and tandem repetition. The exceptional mechanical responses
we observed greatly exceeded the current state-of-the-art
stretchability for layered composites by over a factor of three.
This demonstrates the potential of engineering materials with
reconfigurable physical properties.*®

3.2.1 Naturally derived polypeptide-based 2D biocompo-
sites. Proteins extracted from natural resources can be com-
bined with 2D crystals to form functional biocomposites, as
they can facilitate specific interactions with 2D crystal fillers
similar to polysaccharide matrices in 2D biocomposites.® Natu-
rally derived polypeptide materials like silk, gelatin,®”””%"*
and bovine serum albumin (BSA)*”"**° are matched
with a variety of 2D crystals, including graphene, GO, h-BN,
MXenes, and a large spectrum of TMDCs to form functional

Silk,51’54'134
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2D biocomposites. These polypeptide-based biomaterials
extracted from natural resources interact with 2D crystals
commonly through hydrogen bonding. Still, it is important to
note that polypeptides are structurally and chemically more
complex than polysaccharides and can form multiple inter-
actions.>'*> Depending on their amino acid sequence, hydro-
philic, hydrophobic, and electrostatic interactions can be specific
to 2D crystals and their chemically modified derivatives.***** This
is the most significant advantage of polypeptide-based matrix
materials compared to polysaccharide-based matrix materials in
2D biocomposites.

Naturally derived polypeptides have demonstrated intri-
guing assembly characteristics when matched with graphene
and its derivatives,*>%”"71*4% which incited many recent studies
on polypeptide-based 2D biocomposites.>****! In particular,
silk fibroin can form various structures, from nano micelles to
single molecule protofibrils on the surface of graphene deriva-
tives, depending on the fibroin concentration, pH, humidity,
and other physical conditions.*>*””*14° BSA is another naturally
derived polypeptide that can facilitate strong interactions with
graphene,"*® which is also commonly employed to exfoliate
layered bulk materials to generate 2D crystals.”>'*" These funda-
mental studies have helped develop an understanding of the
physical properties of biocomposites fabricated from 2D crystals
and naturally derived polypeptides. Silk and amyloid fibrils have
formed functional composite materials with graphene derivatives
(Fig. 6(a) and (b)).*>*** silk has proven to be an effective matrix
material for constructing mechanically tough and strong 2D
biocomposites (Fig. 6(a)(i) and (ii))."** On the other hand, amy-
loid fibrils facilitated the specific assembly of 2D crystals, which
resulted in enhanced interconnectivity of conductive graphene
oxide fillers and, consequently, higher electrical conductivity
(Fig. 6(b)(i) and (ii)).*> The assembly kinetics of amyloid fibrils
and graphene oxide nanosheets have also led to anisotropic
mechanical properties (Fig. 6(b)-(iii)).*> The interactions between
graphene derivatives are also used to construct hydrogel struc-
tures, wherein filler materials are employed to cross-link naturally
derived gelatin matrix.®””" Gelatin can also be processed with
graphene derivatives and h-BN nanosheets to form nacre-like
structures, which can be used to construct mechanically robust
biomaterials.”” Beyond graphene derivatives, other conductive 2D
filler materials like MXenes can create specific assemblies with
silk fibroin (Fig. 6(c)). However, unlike amyloid fibrils, these
assemblies did not incite controllable changes in the electrical
properties of the resultant 2D biocomposite.”" Silk fibroin instead
acts as a mechanical support and protective enclosure against
oxidation of MXenes (Fig. 6(c)), which tends to degrade their
electronic and optical properties.>*

3.2.2 Recombinant polypeptide-based 2D biocomposites.
The good physical properties observed from 2D biocomposites
consisting of naturally derived polypeptide matrix materials
have encouraged researchers to investigate the performance of
recombinant polypeptides as matrix materials in 2D biocom-
posites. Recombinant polypeptides can be more versatile mole-
cular templates for 2D crystal fillers, considering the possi-
bility of modifying the amino acid sequences that govern the
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Fig. 6 (a) (i) Schematic illustration of self-assembly for nacre-like com-
posites of silk fibroin and GO crystals. (i) Mechanical properties of nacre-
like composites of nacre-like composites of silk fibroin and GO crystals.
Adapted with permission.™** Copyright 2013, Wiley-VCH. (b) (i) Schematic
illustration of self-assembly for nacre-like composites of amyloid fibrils
and GO crystals. (i) Conductivity of nacre-like composites of amyloid
fibrils and GO crystals. (i) Tensile modulus of nacre-like composites of
amyloid fibrils and GO crystals. Adapted with permission.*> Copyright
2015, Springer Nature. (c) Schematic illustration of self-assembly for
nacre-like composites of silk and MXene crystals. Adapted with
permission.>* Copyright 2020, Wiley-VCH.

polypeptide matrix material’s inter and intramolecular inter-
actions.®'%?¢4%124 The initial studies focusing on recombinant
polypeptide assemblies on individual 2D crystals have demon-
strated that introducing specific amino acid sequences respon-
sible for binding to 2D crystals manifests the assembly
mechanics of polypeptides on 2D crystals.'**%'*4142 Depend-
ing on polypeptide sequence and 2D crystal surface chemistry,
proteins can fold into nanowires to globular conformations at
the surface of the 2D crystals (Fig. 7(a)).®®*'**> These earlier
studies have also unveiled that it is possible to modify hydro-
philic and hydrophobic interactions formed by recombinant
polypeptides through modifications in amino acid sequences
or engineered amino acid sequences that can undergo phase
transitions when probed with heat or light (Fig. 7(b) and (c)).””**?
These phase transitions can be employed to adjust the arrange-
ment of graphene crystals in 2D biocomposites, which inherently
corresponds to a mechanical actuation (Fig. 7(d))."** Different from
large-scale organizational changes in the structure of 2D biocom-
posites, the amino acid sequence of polypeptides can also be
employed to control the assembly of 2D crystals in 2D biocompo-
sites with angstrom-level precision.'®***° In the case of GO crystals,
systematic control over interlayer distances between GO crystals

This journal is © The Royal Society of Chemistry 2025
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Fig. 7 (a) Schematic illustration and atomic force microscopy images of
self-assembly of recombinant proteins and GO crystals. Adapted with
permission.**? Copyright 2016, Springer Nature. (b) Schematic illustration
of recombinant proteins and their assembly mechanics on graphene
crystals. Adapted with permission.®” Copyright 2010, Wiley-VCH. (c) Sche-
matic illustration of synthetic proteins derived from elastin-like proteins
and their response to physical probing. Adapted with permission.'** Copy-
right 2014, ACS. (d) Schematic illustration of graphene—gelatin composites
and their response to infrared radiation. Adapted with permission.***
Copyright 2013, ACS. (e) (i) The interlayer distance between GO crystals
as a function of the molecular weight of recombinant repetitive proteins.
(i) The influence of structural order introduced by synthetic proteins on
the actuation performance of their composites with GO crystals. Adapted
with permission.’® Copyright 2017, Elsevier.

helps govern thermal transport in 2D biocomposites (Fig. 7(e)-(i))."°
By simply adjusting the number of tandem repeat units in the
amino acid sequence, it is possible to acquire 2D biocomposites
with significantly different mechanical properties and ther-
mal actuation performance (Fig. 7(e)-(ii))."° Shorter amino acid
sequences produce actuation materials with better energy efficiency
and low elasticity. Longer amino acid sequences offer actuation
materials with low energy efficiency and better elasticity (Fig. 7(e)-
(ii))." This templating capability of recombinant proteins can also
be used to associate other functional nanomaterials with graphene
and its derivatives.*'*> Altering the amino acid sequence of
binding proteins is introduced into graphene nanoparticle systems
to help form conductive pathways on graphene crystals and
engender novel composite materials for energy storage.®* Besides
assembling graphene crystals, the amino acid sequence of recom-
binant proteins can be modified to construct nanowires from
graphene crystals, a promising building block for graphene-based
hydrogel structures.'*®

The recombinant polypeptides can also form functional
assemblies with a new family of 2D crystals like MXenes.'®
MXene nanocrystals can interact with naturally derived and
synthetic polypeptides based on silk and squid ring teeth,
commonly through hydrogen bonding and charge inter-
actions.'®?%*9°1:16 Thege interactions can be programmed to
define the overall organization of graphene oxide and MXene
nanocrystals."®?® In a more complex system consisting of more
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than 2D crystal, synthetic proteins elect to organize a single 2D
crystal while the secondary 2D crystal acts as a percolative filler
material (Fig. 8(a)-(i))."® This is reflected in the assembly
characteristics of the 2D crystals that are systematically sepa-
rated by synthetic proteins (Fig. 8(a)-(ii))."* It is possible to
explain this assembly characteristic by implementing interfa-
cial interactions between 2D crystals and repetitive proteins.*’

This physical model reveals that the structural organization
of these two distinct 2D crystals orchestrated by synthetic
proteins and interfacial interactions can engender structural
material systems that exhibit extraordinary toughness
(Fig. 8(b)-(i)).*° Unlike existing structural materials engineered
using synthetic chemistry, these structural materials pro-
grammed using synthetic biology employ enhancements in
the extent of deformation instead of improving material
strength (Fig. 8(b)-(ii)).*° This unorthodox approach helps these
novel materials match and overcome the toughness of the
strongest composites based on 2D crystals (Fig. 8(b)-(ii)).*’
Another important aspect of this approach is the ability to
modify this enhancement systematically using the amino acid
sequence of these repetitive proteins.’® In a more straightfor-
ward material system composed of MXene nanocrystals and
these repetitive proteins, the organization of conductive MXene
crystals is altered with precision to govern electronic transport
in a composite material (Fig. 8(c)-(i)).”® Besides percolative
distribution simply relying on the volumetric concentration of
the conductive filler material, synthetic repetitive proteins offer
a more refined control over the tunneling distance between
MXene nanocrystals among a bulk freestanding composite
(Fig. 8(c)-(ii)).>® The influence of this structural control over
tunneling distance can be easily modeled and confirmed using
experimental conductivity measurements, which confirms the
overall organization of MXene crystals is indeed governed by
self-assembly kinetics defined by the amino acid sequence of
these repetitive proteins (Fig. 8(c)-(ii)).>® This model is also
indicative of a topological order in these conductive composite
materials, which is documented by the distinct difference
between in-plane and out-of-plane electron transport among
these bulk composites (Fig. 8(c)-(ii) and d-(i)). The physical
model and experimental investigation of out-of-plane electronic
conductivity indicated a critical dimension for a transition
from electron-dominated transport to ion-dominated transport
in between MXene nanocrystals (Fig. 8(d)-(ii)).>® Once the
separation between MXene nanocrystals becomes large enough
to accommodate the formation of beta-sheet crystals, these
composites exhibit an electronic memory behavior (Fig. 8(d)-
(ii)).>® Globular and structural proteins are known to exhibit
memory effects in more delicate device geometries based on
lithographic fabrication methods. However, this is one of the
first demonstrations of memristive behavior in bulk materials,
particularly based on biocomposites.>”*47148

3.3 Nucleic acid-based 2D biocomposites

Nucleic acids, such as DNA and RNA, have been increasingly
explored as functional components in developing innovative 2D
layered composites.®’*® These composites, often consisting of

Nanoscale Horiz., 2025, 10, 664-680 | 673


http://creativecommons.org/licenses/by-nc/3.0/
http://creativecommons.org/licenses/by-nc/3.0/
https://doi.org/10.1039/d4nh00530a

Open Access Article. Published on 07 January 2025. Downloaded on 7/29/2025 12:08:49 PM.

Thisarticleislicensed under a Creative Commons Attribution-NonCommercial 3.0 Unported Licence.

(cc)

Nanoscale Horizons

oomo

(-]
L]
o

o 2 4 6 8 1w 1
Number of Tandem Repeats (#)

—
=
8

is

Toughness (MJ/m®)
Elongation at break(%)
(i) ssauyBnog

GOITR composites
0 A MX/TR composites
® GOMXITR composites

MX/TR comp.

.
H
i
' 3 GOITR comp
I
wb oY ¥ COMXTR comp [

=

a

= 2

o1 02 03
Reciprocal Number of Tandem
Repeats (1/n)

0 200 00 600 800 1000 1200 1400 1600

Ten‘sile strength (MPa)

—
~

Inter-sheet separation (A)
\
Electrical Conductivity (S/cm)
3
g

Il In-plane

3
N
\

~
~
~

3

.
g
’

N
& BET/MRat ™ S

C.T/
® Ti.C,T/DMSO

2

V=03

o 4.0
o TLC,T(57)

0 2 4 6 8 10 12
Number of tandem repeats (n)

2 4 6 8 10
Interlayer Separation (A)

d)d)
of
e

- 1

Electrical Conductivity (S/cm)

10 2000 -1000 0 1000 2000

2 4 6 8
Interlayer Separation (A) V,4(mV)
23!

Fig. 8 (a) (i) Schematic illustration of self-assembly for molecular com-
posites of synthetic repetitive proteins and 2D crystals (GO and MXene).
(ii) The interlayer distance between 2D crystals as a function of the number
of repeat units of repetitive proteins in these molecular composites. (b) (i)
The influence of the number of repeat units on the mechanical toughness
of these molecular composites. (ii) The landscape of mechanical proper-
ties of existing 2D composites and their comparison with these molecular
composites. Adapted with permission.*® Copyright 2022, NAS. (c) (i) The
interlayer distance between MXene crystals as a function of the number of
repeat units of repetitive proteins for molecular composites of repetitive
proteins and MXene crystals. (i) The experimental and theoretical in-plane
conductivity of these molecular composites as a function of the interlayer
separation between MXene crystals. (d) (i) The experimental and theore-
tical out-of-plane conductivity of these molecular composites as a func-
tion of the interlayer separation between MXene crystals. (ii) //V curve of
molecular composites composed of synthetic repetitive proteins with 11
repeat units exhibiting resistive memory effect. Adapted with permission.2®
Copyright 2020, ACS.

graphene or graphene oxide, offer exceptional mechanical, thermal,
and electrical properties have been obtained. By integrating nucleic
acids into these 2D layered structures, hybrid materials with
enhanced functionality, such as biosensing, drug delivery, and
tissue engineering capabilities. For example, it has been shown
that the construction of nucleic acids on the surface of graphene
has a strong sensitivity to metal ions,"** and can also enhance its
electrochemical performance.'*

3.4 Summary of materials properties of 2D biocomposites

To summarize the available 2D biocomposites, we created a
table outlining composite materials consisting of different 2D
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crystals and biopolymers. These materials can form a hierarch-
ical order that translates to novel physical properties, as shown
in Table 1. In the current state of composite theory, 2D
biocomposites predominantly rely on the filler fraction as a
primary parameter to modify the physical characteristics of the
resultant composites. The potential of biopolymers is reflected
in their ability to attain a wide range of properties, which can be
adjusted across multiple orders of magnitude. This extensive
range is difficult to achieve using filler fraction alone, as it is
limited by the rules of percolation. Therefore, biopolymer
assembly characteristics, including hydrogen bonding net-
works, charge, and hydrophobic interactions, are utilized to
create 2D biocomposites with novel material properties. In
recent years, there has been a push to separate the structural
influence from the filler fraction by introducing a secondary
parameter that defines this influence. To achieve this, research-
ers have developed bioengineered proteins with a distinct
number of identical repetition units among their amino acid
sequences.’®® The number of repetition units helps define the
interlayer separation between 2D crystals with Angstrom-level
precision, hence introducing a definite model for electrical
conductivity,”® mechanical deformation,*® and electromagnetic
shielding.® This secondary parameter has extended the range
of physical aspects to be engineered across three orders of
magnitude and even enabled the conversion of physical behavior
like switching from conductive to memristive (i.e., observed in thin
dielectrics) state.”® Other researchers follow these works, employ-
ing similar block copolymer-like protein sequences, such as silk, to
establish functional 2D biocomposites.>® We believe the advances
in synthetic biology tools will drive this approach further as new
protein designs become available to match the surface chemistry
of an ever-growing family of 2D crystals. This way, the fundamen-
tals of composite research will be redefined as novel matrix
materials developed by protein researchers will introduce a new
set of parameters for engineering composite materials.

4. Conclusions and future prospects of
2D biocomposites

The molecular architecture of layered composites was inspired
by exoskeletons and endoskeletons, which rely heavily on
polypeptides and polysaccharides, such as collagen or chitin.
The evolutionary paths of exoskeletons and endoskeletons are
intertwined. Early life forms probably lacked either type of
structure, but support systems emerged as creatures became
more complex. They became internalized and bony, providing
strong support for muscles and organs. Meanwhile, exoskele-
tons took various forms like shells or scales, offering protection
but limiting growth potential. The future of layered composites
will go beyond imitating nature, as sustainable materials and
high-performance biocomposites make them more competitive
with established materials.

Layered composites hold great promise for the future, as
they allow the properties of different materials to be combined.
An important area for development will be the customization of

This journal is © The Royal Society of Chemistry 2025
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Table 1 Composite materials consisting of different 2D crystals and biopolymers
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Biopolymer 2D crystal Physical properties Control parameter Range
Ref. 103 Nanocellulose Graphene Tensile strength Filler fraction 170-351 MPa
Tensile modulus 8-16.9 MPa
Elongation at break 9-12%
Toughness 11-22 MJ m~®
Ref. 61 Nanocellulose MXene Tensile strength Filler fraction 42-135.4 MPa
Tensile modulus 1-3.8 GPa
Elongation at break 3-16.7%
Toughness 1.2-15 MJ m~®
Electrical conductivity 0.62-739 S cm ™'
EMI shielding 1200-2647 dB cm?® g *
Ref. 93 Nanocellulose Hexagonal boron  Thermal conductivity Filler fraction 0.04-145 W m™ ' K '
nitride
Ref. 106 ~ Nanocellulose Hexagonal boron  Thermal conductivity Filler fraction 0.184-3.13 Wm ' K '
nitride
Ref. 105  Nanocellulose Graphene oxide Thermal conductivity Filler fraction 15-170 mW m ™" K '
Ref. 113 Nanocellulose Graphene Specific capacitance Filler fraction 138-207 F g "
Ref. 99 Nanocellulose Graphene Gauge factor Filler fraction 7.1-2427
Elongation at break 6-100%
Ref. 111 Cellulose Graphene Electrical resistance Filler fraction 1 MQ-1 kQ
Elongation at break 0.7-3.2%
Ref. 119  Bacterial cellulose MXene Capacitance Filler fraction 550-3400 mF cm >
Ref. 118  Nanocellulose MXene Tensile strength Filler fraction 25.8-271.5 MPa
Tensile modulus 8.25-42 MPa
Electrical conductivity 1-1850 S cm "
Specific capacitance 240-348 F g~
Ref. 126 ~ Nanocellulose MXene Tensile strength Filler fraction 75.6-136.5 MPa
Tensile modulus 4.5-9.3 GPa
Ref. 128  Nanocellulose Hexagonal boron  Tensile strength Filler fraction 80-182 MPa
Nntride
Ref. 120  Nanocellulose Phosphorene Optical transparency Filler fraction 60-90%
Power density 0.2-9.36 pW cm >
Ref. 129  Chitosan Graphene Tensile strength Filler fraction 100-527 MPa
Tensile modulus 2.4-19 GPa
Elongation at break 1-10%
Toughness 1.6-17.7 M m
Electrical conductivity 34.6-155.3 S cm™"
Ref. 131 Chitosan MXene Electrical conductivity Filler fraction 92-1402 S cm ™!
Effective EMI shielding 26-34.7 dB
Ref. 132 Alginate Graphene Tensile strength Filler fraction 75-272 MPa
Tensile modulus 4.5-9.7 GPa
Elongation at break 1.6-7.9%
Toughness 2-18.1 MJ m~*®
Ref. 50 Alginate MXene Electrical conductivity Filler fraction 0.5-4665 S cm ™"
Effective EMI shielding 15-58 dB
Ref.134 Silk fibroin Graphene Tensile strength Filler fraction 75-300 MPa
Tensile modulus 9.5-145 GPa
Toughness 0.7-2.4 MJ m >
Ref. 51 Silk fibroin MXene Electrical conductivity Filler fraction 0.05-1400 S cm ™!
Ref. 71 Gelatin Graphene Tensile strength Filler fraction 10-120 kPa
Tensile modulus 2-7 kPa
Ref. 140  Gelatin Graphene Electrical conductivity Filler fraction 1p-0.1Scm™*
Ref. 45 Amyloid fibrils Graphene Tensile strength Filler fraction 6-16.5 MPa
Tensile modulus 2.8-7.2 GPa
Electrical conductivity 50 p-0.5 S cm ™’
Ref. 70 Gelatin Hexagonal Tensile strength Filler fraction 96.4-148.7 MPa
boron nitride Tensile modulus 11.8-31 GPa
Ref. 64 Recombinant Graphene Specific capacity Filler fraction 128-181 mAh g*
viral protein
Ref. 142 ~ Recombinant proteins Graphene Transconductance Filler fraction 0.6-1.4 mS
Ref. 10 Recombinant Graphene Actuation curvature Molecular weight 0.12-1.2 cm™*
tandem repeat proteins Actuation power density  (number of repeat units in 0.2-1.2 W cm™>
amino acid sequence)
Ref. 26 Recombinant tandem MXene Electrical conductivity Molecular weight (number of ~ 30-10000 S cm ™"
repeat proteins repeat units in amino
acid sequence)
Ref. 49 Recombinant tandem Graphene/ Tensile strength Molecular weight (number of ~ 100-150 MPa
repeat proteins MXene Elongation at break repeat units in amino 6-58%
Toughness acid sequence) 4-55 MJ m®

This journal is © The Royal Society of Chemistry 2025
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interfaces between layers to optimize these properties. The
ability to control interfacial chemistry, electrical contact resis-
tance, and thermal boundary resistance using biomolecular
interfaces in contact with 2D materials is essential to the
flexible 2D devices made from these materials. Additionally,
layered 2D systems provide an exciting platform to study the
control of optical, electrical, thermal, and mechanical proper-
ties in a molecular composite by finely tuning the interlayer
distance based on the molecular weight of the biomolecules. By
creating programmable 2D materials, we can explore new
directions in equilibrium and non-equilibrium materials by
studying their phase transition and response to perturbations
such as magnetic susceptibility, conductivity, optical reflectiv-
ity, and nonlinearity. Moreover, the practical requirements for
various functionalities—like achieving waterproof, anti-fouling,
conductive, and biocompatible properties—along with intelli-
gent responsiveness, which includes automatically adapting to
external factors such as temperature, pH, humidity, and other
conditions, are crucial for designing 2D layered materials.

Exploiting the asymmetric transport properties, such as
thermal or electrical conductivity, of 2D layered materials
requires innovative design rules, which can open up new ways
to control emergent physical properties. However, many funda-
mental challenges still need to be addressed to fully compre-
hend the capabilities of layered structures in material science
and their potential applications in manipulating transport
properties. One of the main challenges is the gap between
computationally designed and experimentally manufactured
materials, which can result in imperfections due to manufac-
turing and synthesis. To overcome this issue, possible solutions
include the directed evolution of biomanufactured materials to
enhance robustness or the selection of 2D materials that meet
the physical requirements.

In the upcoming years, there will be a notable surge in the
exploration of sustainable materials, including a deeper under-
standing of biomolecules and biodegradable 2D-layered com-
posites. As the production of these materials scales up,
biocomposites are expected to become more affordable, accel-
erating their adoption across various industries, such as auto-
mobile, aerospace, and consumer goods. This will not only
promote the use of eco-friendly materials but also positively
impact the environment.
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