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MXene QDs have garnered the attention of established as well as budding researchers as a new class of
nanomaterial due to their exceptional properties and wide applicability. Advancements in nanotechnology
and materials science have led the discovery of these, and explorations of their exceptional physico-
chemical characteristics have positioned them as a cutting-edge nanomaterial with immense potential
for future innovation. This review explores the different aspects of MXene QDs, including fundamentals,
functionalization, and the doping of precursors. The unique properties, including structural, electronic,
optical properties, and biocompatibility, making these promising candidates for use in optoelectronic
devices have been thoroughly discussed. The different methods used to formulate MXene QDs into func-
tional versions, including ball milling, pyrolysis, molten salt, hydrothermal, and solvothermal synthesis, and
ultrasonication have been elaborated on with suitable examples. This article also includes precise yet
insightful discussion on the MXene-QD-based sensing of different molecular categories, viz. small mole-
cules, macromolecules, and environmental pollutants. Additionally, this paper provides insightful discus-
sion on sensor fabrication strategies, limits of detection (LODs), linear detection ranges (LDRs), synthetic
routes, and real sample detection, along with the detection techniques involved in sensor development in
various studies. This article brings fundamental insights ranging from the synthesis of MXene QDs to their
deployment to real-time applications in order to understand the overall research scope along with trans-
lational bottlenecks from the perspective of future development.

ties for the exploration of newer nanomaterials for a wide
range of applications. Recent advancements in nanoscience

In nanoscience, the prefix ‘nano’ comes from a Greek word
that means ‘dwarf’ or something very tiny, and these materials
have been deployed as sensing probes in miniaturized
platforms.”” The Nobel laureate and American physicist
Richard Phillips Feynman laid down the concept of nano-
technology in 1959 and is known as the father of
nanotechnology.®® In 1974 a Japanese scientist Norio
Taniguchi coined the term and defined nanotechnology.® After
Feynman and Taniguchi, nanotechnology attracted the atten-
tion of other researchers which enabled a plethora of possibili-
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and nanotechnology replaced bulk materials with powerful
and efficient nanoconfined materials comprising 0D, 1D, 2D,
and 3D morphology. Due to their superior physicochemical
properties over bulk materials, they were deployed as bioelec-
tronic interfaces for miniaturized diagnostics setups.
Nanoconfined 0D materials, also described as quantum dots,
were introduced by Alexei Ekimov during the late 1970s to
early 1980s while working on copper chloride nanocrystals. A
further milestone in the wet chemistry of QDs emerged in
1993 when Christopher Murray, David Norris, and Moungi
Bawendi published ground-breaking findings following the
established concept of Michael L. Steigerwald. This attracted
attention after the 2023 Nobel Prize in Chemistry was awarded
for QD research, exhilarating the colloidal science community
worldwide.*”

Bio-electronic interfaces, robotic prostheses, and sensors
are predicted to undergo booming development in the upcom-
ing years, affecting societal and human health. The discovery
of graphene in 2006 and its diverse range of applications led

This journal is © The Royal Society of Chemistry 2025
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Scheme 1 A general schematic representation of MXene QD synthesis and their deployment in sensing. A potentiostat device is used for electro-

chemical measurements and a fluorometer is used for FL measurements.

to a tremendously upsurge in the exploration of newer 2D
material to meet future needs.® In 2011 the Gogotsi group syn-
thesized MXene as a new class of 2D metal carbides/nitrides/
carbonitrides from the MAX phase.’ Here, “M” symbolizes a
transition metal, offering the intriguing advantage of an array
of choices for the element, including titanium (Ti), vanadium
(V), chromium (Cr), yttrium (Y), zirconium (Zr), niobium (Nb),
molybdenum (Mo), hafnium (Hf), tantalum (Ta), and tungsten
(W). The “A” symbolizes the IIIA/IVA group elements, of which
each one has its own unique chemistry and properties in the
MAX phase.'® Finally, “X” symbolizes C and/or N."' A MXene
is represented by the general formula M,.;X, T, (n = 1-3, T,
represents surface termination group such as -O, -F, and
-OH)."” The wide elemental choice has led to the foundation
of different categories of MXene, including M,C; (V4C3Ty),
M;C, (TizC,Ty), MyC (V,CTy), MyN; (TiyN,T,), M,N (Nb,NT,),
M;CN (Ti;CNT,), and M,CN (Nb,CNT,)."*'* In addition, these
researchers have explored double transition metal MXenes
such as Mo,TiC,T, and Cr,TiC,T,, enabling enhanced opto-
electronic properties. This new class of 2D materials has
widely been employed in various fields, including super-
capacitors, catalysis, biomedicine, and sensor development,
due to the unique physical and chemical properties, such as
conductivity, hydrophilicity, photothermal stability, and
tunable surface properties (Scheme 1). Layered materials (like
2D MXenes) have very unique features, being able to lodge
various ions and molecules in their interlayer microenvi-
ronment; this phenomenon is described as intercalation. The
electrochemical intercalation of Li ions was carried out by
Naguib et al. in a newly explored 2D Ti,C MXene, which had
an oxidized surface after carrying out Al (aluminum) etching
using HF from Ti,AIC."> After Gogotsi’s remarkable contri-
bution, the MAX phase opened a newer route for QD synthesis

This journal is © The Royal Society of Chemistry 2025

and applications. MXene QDs (0D) derived from a MXene
block (2D) were synthesized for the first time by Xue and co-
workers in 2017 and explored as an optoelectronic interface
for sensor development.'® This serves as an effective link
between biology and optoelectronics in terms of the overall
performance and unique electronic and optical properties.
Compared to a MXene block, these QDs offer a high specific
surface area, more tunable surface properties, better hybridiz-
ation abilities, good biocompatibility, and a bigger window for
doping or functionalization."” Quantum confinement and
edge effects further add unique electronic, optical, and fluo-
rescence properties, which make MXene QDs superior to their
parent 2D MXene blocks.'® Due to their high dielectric con-
stants and extinction coefficients, MXene QDs can be easily
separated into electrons and holes.’® Edge and confinement
effects also add excellent light-quenching properties, which
enable the conversion of light to heat.”®*"' The cytotoxicity of
MXene QDs is very much lower than the parent material so
they are more biocompatible compared to other more cytotoxic
materials like MXene 2D nanosheets.”>** Recently Lim et al.
provided a summary report on the cytotoxicity of MXene-based
materials, presenting MXene QDs as less cytotoxic compared
with other nanomaterials.>* Another study by Lin et al. pro-
posed less phototoxic MXene-derived nanomaterials intended
for the in vivo treatment of tumors.>> MXene QDs also harbor
tunable photoluminescence (PL), size dependence and long-
term stability, opening up broader prospects for optical-based
sensing applications.>®®” Looking to the 21% century, the
world is witnessing a population of more than 8 billion,
placing immense pressure on health care systems, the pro-
vision of clean air, water, food safety and security, and energy
infrastructure, which all ultimately impact human health. To
overcome such challenges, researchers are continuously
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exploring MXene QDs for a diverse range of applications,
including next-generation diagnostics. The unique properties
of MXene QDs make them promising candidates for deploy-
ment in electrochemiluminescence (ECL), photoluminescence
(PL), and fluorescence (FL) sensors. A typical biosensor com-
prises an analyte, sensor matrix, biorecognition element,
transducer, amplifier, processor, and, finally, a digital output.
Fig. 1 illustrates the publication trend for “MXene quantum
dot-based sensors” retrieved from the online database
“Scopus”. The upward trajectory highlights the growing inter-
est in this emerging class of zero-dimensional nanomaterials,
showing an apparent need for a comprehensive and integrative
review that offers an in-depth perspective on MXene QDs, par-
ticularly from an optoelectronic material interface standpoint.
Despite the tremendous exploration of MXene QDs with
unique properties, critical holistic consolidations of advance-
ments remain scarce. There have been numerous recent indi-
vidual studies and brief reviews that have explored MXene QDs
from the perspective of sensors. They often addressed these
QDs both in isolation and under the broader umbrella cat-
egory of QDs. There are a few recent brief reviews highlighting
MXene QDs in detail; however, there is an immense research
gap to be bridged regarding a holistic understanding of
MXene QDs as optoelectronic interfaces.”®?® This manuscript
covers synthesis, distinctive properties, and integration into
next-generation diagnostics for the detection of clinically and
environmentally significant molecules. Another key gap lies in
the lack of in-depth analysis of synthesis-property-function
correlation. We have tried to present a focused article introdu-
cing not only consolidated resources but also a new framework
for understanding this area from an optoelectronics perspec-
tive. Additionally, future research directions and existing limit-
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Fig. 1 A graphical representation of recently published research on
MXene quantum dots and MXene quantum dot-based sensors, as per
the online database “Scopus” using the keywords MXene quantum dots
and MXene quantum dots-based sensor (as accessed on 10.01.2025).
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ations are discussed in detail to stimulate further advance-
ments in this field.

The research interest in MXene QDs has increased signifi-
cantly and continues to grow due to their unique physico-
chemical properties, enabling a wide scope. The optical, elec-
tronic, and catalytic properties of MXene quantum dots are
significantly influenced by several factors, including functional
groups, size, and dopants. The precise adjustment of these
factors is crucial for achieving MXene QDs with the desired
properties for effective application. Nanosheets derived from
the MAX phase can be further employed in the synthesis of
MXene QDs, retaining a significant number of terminal func-
tional groups from their parent counterparts.’® These
nanosheets can be rapidly oxidized and degraded upon
exposure to air and/or water in a few days, leading to the for-
mation of metal oxides and carbon on the surface.’™??
Therefore, tuning the surface will improve the stability of the
produced MXene QDs with enhanced selectivity, biocompat-
ibility, and catalytic properties.>*** The selection of appropri-
ate tuning agents is a crucial step in the synthesis of MXene
QDs with desired properties having improved performance.*
The doping of MXene QDs also helps to improve the properties
that enable the wide-ranging applications comprehensively
discussed in below.>**”

Carbide-, nitride-, or carbonitride-derived MXene QDs
without any other contributing chemicals are described as
pure MXene QDs. These pure forms do not meet the advanced
practical needs for modern sensitive miniaturized deployable
sensing probes.*® Therefore, heteroatom doping is considered
as an effective and versatile approach that improves both the
chemical and physical properties of the obtained QDs for their
real-world application.*®**° It also affects the intrinsic pro-
perties of nanomaterials, like the optical and electronic pro-
perties, including surface and local chemistry.*" The selection
of appropriate doping agents is crucial for the synthesis of
MXene QDs with the desired properties, and this wide window
of tuneability opens further scope for the advancement of
next-generation optoelectronic devices. Various doping agents
were used to dope MXene QDs for the desired applications. A
study by Gou et al. developed nitrogen-doped MXene QDs that
showed very high antioxidizing properties due to their ability
to react with strong oxidizers.*? It revealed that doping with
electron-rich functional groups facilitates strong antioxidant
abilities. Another study by Rajapriya et al. reported nitrogen-
doped MXene QDs obtained through a hydrothermal synthetic
route that harbor unique physicochemical properties and were
deployed for dopamine sensing.*?

Global challenges, such as the burden of emerging dis-
eases, antibiotic resistance, and environmental pollution, have
created a growing niche for highly selective, sensitive, minia-
turized platforms.** Here, sensor technology is playing a
pivotal role in next-generation disease diagnosis and environ-
mental monitoring, enabling the accurate, rapid, and real-time
detection of a diverse range of biological and environmentally
important molecules.*> Owing to their tunable and excellent
optoelectronic properties, MXene QDs have been used in

This journal is © The Royal Society of Chemistry 2025
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sensor probes, enabling ultra-low LODs covering the clinically
relevant range, allowing multiplex analysis of complex biological
matrices, and showing robust performance in real-world
conditions.***® Recently Mohkam et al. summarized the poten-
tial and safety of MXene QDs for the diagnosis of allergies.*’
Nanosized MXene QDs, which are responsible for useful optical
and electronic properties, can also lead to high surface energy
and high surface-to-volume ratios, and these may affect the
aggregation.’®" The fabrication of MXene QDs combined with
other nanomaterials can enhance the optoelectronic properties
and stability, opening up further scope for advanced diagnos-
tics.>® A study by Guo et al. reported a nanocomposite structure
comprising MXene QDs and nickel in a flower-like hybrid
material, which exhibited outstanding catalytic properties and
was employed for chromium ion reduction.”® Another study by
Cheng et al. reported a nanocomposite comprised of MXene
QDs and copper that exhibited synergistically enhanced electro-
catalytic nitrogen reduction activity compared to pure MXene
QDs.>* These chemical tuning methods play a pivotal role in
MXene QD functionalization for desired applications. The
functionalization of QDs is carried out at different stages,
depending on the synthetic route, tuning agents, and intended
applications. Exceptional electrical conductivity, optical charac-
teristics, rich surface chemistry/terminations, tunable func-
tional groups, intrinsic hydrophilicity, and superior biocompat-
ibility make these superior candidates compared with the other
nanomaterials such as carbon QDs and metallic nano-
particles.”® Based on the starting materials, the mechanisms of
MXene QD synthesis can be classified into different categories
of which a few important ones are described here. These
include ball milling, pyrolysis, molten salt, hydrothermal, and
solvothermal synthesis, and ultrasonication methods, which are
comprehensively discussed below.

2. Methods of MXene QD synthesis

The method of MXene QD synthesis is a very crucial factor that
plays an important role in determining size, thickness, and
the edge configuration of QDs.”**” In this overall synthesis
procedure for these QDs, the starting material, viz. the MAX
phase—a unique class of layered ternary carbide, nitride, and
carbonitride, plays a very important role. Researchers have
explored different synthetic routes for MAX phase incorpor-
ation, including high-temperature synthesis, spark plasma sin-
tering, hot isostatic pressing, and self-propagating high-temp-
erature synthesis.’® High-temperature synthesis from binary
compounds or element precursors is common due to its low-
cost, simplicity, and scalability. A study by Zhou et al. devel-
oped a MAX phase from precursors, elemental powder of Ti,
activated C, and Al, and then densified the mixture by a spark
plasma sintering process at a temperature of 1250 °C and
under pressure of 22 MPa.” In another report, Gao et al. pre-
pared the MAX phase Ti;AlC, by the in situ reaction of precur-
sors of Ti-Al-C through a sintering method, as illustrated in
Fig. 2(1).%° A study by Wang et al. proposed a solid-liquid reac-

This journal is © The Royal Society of Chemistry 2025
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tion followed by simultaneous in situ hot pressing for TizAlC,
MAX phase synthesis, exhibiting a sheet-like structure and
polycrystalline nature.®* A different study by Deysher et al. pro-
posed novel Mo,VAIC, MAX phase synthesis through self-
propagation at a high temperature of 1650 °C.%*

Following the synthesis of the MAX phase precursor, it is
treated with an etching agent (ex situ or in situ) to remove the
sandwiched “A” element, leading to the formation of multi-
layer accordion-like 2D MXene nanosheets. In an ex Ssitu
etching process, highly concentrated HF is directly used in a
chemical treatment, while in an in situ etching process HF is
formed during the chemical reaction, and this is involved in
the etching of Al from the MAX phase. After this delamination
process was carried out, the multilayered structure was dis-
persed into few-layered nanosheets by employing suitable
organic solvents. A study by Zong et al. proposed the synthesis
of Ti,NT, coupled with N-MoSe, for efficient water splitting.®*
The etching and exfoliation of the MXene precursors is
depicted in Fig. 2(IIb), while Fig. 2(IIc) shows the delamination
of multilayered MXenes into few- or single-layer Ti;C,T,
sheets, emphasizing their two-dimensional morphology and
terminal  functional groups. Alternatively, few-layered
nanosheets can be utilized for MXene QD synthesis through a
chemical cutting route. Chemical cutting can be done through
hydrothermal, solvothermal, or microwave-assisted methods.
In the above approach, 3D bulk materials were etched, delami-
nated and/or exfoliated into few-layered 2D nanosheets and
then further fragmentized into smaller 0D quantum dots.*>°°
In this section, we comprehensively discuss the following
methods: ball milling, pyrolysis, molten salt, hydrothermal,
and solvothermal synthesis, and ultrasonication, covering suit-
able examples and translational bottlenecks.

2.1. Ball milling

Ball milling is a cost-effective, scalable, and mechanical
approach used to produce MXene QDs.*”"®® It involves using
mechanical force to break down bulk material through exfolia-
tion and fragmentation into nanoscale QDs with desirable
characteristics.®® It is employed for downsizing the MAX phase
from multilayered to few-layered nanosheets. In addition,
mechanical forces produced during the collision of the grind-
ing balls progressively downsize the lateral dimensions and
thickness of the 2D sheets, producing 0D MXene QDs.**° It
may be carried out using a solvent that acts as a mild etchant,
like HF, to achieve peeling effects which facilitate exfoliation
and lead to the formation of “accordion”-like 2D sheets. Here,
the milling time and speed play crucial roles in determining
the size and functionality. A higher speed and prolonged
exposure can enhance energy transfer and accelerate the frag-
mentation of layered sheets into finer QDs. However, the use
of an excessive milling speed and time may cause structural
damage or aggregation. A study by Zhang et al. reported
MXene QD synthesis through a ball-milling synthesis route,
and employed them as an anode material for sodium-ion bat-
teries; this high-energy ball milling not only downsized the
lateral dimensions but also introduced edge defects, as shown

Nanoscale, 2025, 17, 15554-15591 | 15557
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Fig. 2 (I) A schematic illustration and analysis of the in situ reaction process and mechanical behavior during MAX phase synthesis: (a) the in situ
synthesis of the MAX phase from elemental precursors (Ti, Al, and C); (b) SEM micrographs of the fractured surface of the MAX phase (TizAlC,); (c)
the microstructure of the Vickers hardness indentation on the MAX phase sample; (d) an SEM image of the as-synthesized TizAlC, sample; and (e)
XRD patterns of the as-synthesized TizAlC, and TiC samples. Reproduced with permission from ref. 60; copyright 2020, ELSEVIER. () A schematic
representation of the synthesis of the MAX phase (and non-MAX phase) and MXene nanosheets: (a) illustrations of the formation of the MAX phase
(TisAlC,) and non-MAX layered materials; (b) etching and exfoliation of MXene precursors; (c) delamination into single-layer MXenes; (d) SEM and
STEM characterization of the MAX phase (TizAlC;), with SEM (left) and atomic-resolution cross-sectional STEM (right) images; and (e) SEM and STEM
characterization of multilayer TizC,T, MXenes, with SEM (left) and STEM (right) images. Reproduced with permission from ref. 63; copyright 2022,

Nature.

in Fig. 3(1).”* They exfoliated the MAX phase with HF and then
subjected it to ball milling with red phosphorus. Following
this, the layered material fragmented into QD/red-P compo-
sites with a thickness of 2-5 nm and length of about 6 nm that
showed a high specific capacity of sodiation ~600 mAh g™" at
100 mA g~ '. This study provides a good alternative to produce
QDs from 2D MZXene. Despite having several advantages,
including low cost, the use of inexpensive equipment and suit-
ability for industrial-scale production,’” this approach also has

15558 | Nanoscale, 2025, 17, 15554-15591

certain limitations, including a heterogenous size distribution,
the risk that mechanical energy may cause structural damage
and that abrasions from the milling equipment may introduce
impurities into the QDs, and limited functionalization oppor-
tunities; these ultimately constrain the application of the pro-
duced MXene QDs.”* To overcome these hurdles, researchers
have explored alternative routes to obtain MXene QDs that
offer better control over size, crystallinity, and functionali-
zation compared to ball-milling methods.

This journal is © The Royal Society of Chemistry 2025
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Fig. 3 Schematic illustrations of different synthesis methods for MXene QDs. (I) A schematic representation of the ball-milling method used for
red-P-assisted MXene QD synthesis showing chemical etching and the mechanical size reduction process facilitated by red P. Reproduced with per-
mission from ref. 71; copyright 2017, Wiley. () A schematic representation of the molten salt synthesis method used to obtain Mo,C nanodots
embedded over ultrathin carbon nanosheets, employing high-temperature salt-assisted etching and chemical cutting. Reproduced with permission
from ref. 74; copyright 2018, Wiley. (Ill) A schematic representation of the pyrolysis method used for Mo,C (MXene)-decorated polyhedron synthesis
demonstrating in situ MXene nanostructure growth. Reproduced with permission from ref. 75; copyright 2018, ACS Publications. (IV) A general sche-
matic representation of hydrothermal, solvothermal, and ultrasonication synthetic routes used for MXene QDs, highlighting the thermal decompo-
sition, solvent-driven cutting, and ultrasonic fragmentation. Reproduced with permission from ref. 56; copyright 2023, ELSEVIER.

2.2. Molten salt synthesis

Molten salt synthesis is a rapid, straightforward, and established
approach for the synthesis of MXene-derived materials including
MXene QDs.”®”” 1t involves the utilization of molten salts having
a lower melting point than the reactant, which act as the reaction
medium and serve as a solvent. It includes the use of chlorides,
fluorides, and or eutectic mixtures that provide highly ionic
environments and favor the unified diffusion and reaction of pre-
cursors.”® It is carried out at elevated temperatures that promote
the self-assembly of precursor materials under an inert atmo-
sphere that minimizes oxidation processes. The ionic nature of
the molten salt enables precise control over the size and uniform-
ity of QDs, supporting desirable properties. A study by Cheng
et al. proposed MXene QD synthesis through a molten salt route,
as shown in Fig. 3(II).”* They prepared QDs by uniformly mixing
a molybdenum-containing precursor and sucrose in NaCl.

This journal is © The Royal Society of Chemistry 2025

Following this, nanocubic crystals of NaCl formed through con-
tinuous precipitation and stacking. Then, the molybdenum-con-
taining precursor and sucrose were confined in the interstices of
the crystals. Then, the material was subjected to heat treatment
to obtain Mo,C/C nanosheets embedded with nanodots. Besides
this, various researchers utilized a combination of different
methods to obtain superior QDs. These molten salt synthesis
methods require corrosive salts and high temperatures for reac-
tions, which limits the synthesis of MXene QDs. To overcome
these hurdles, researchers employed hydrothermal methods
employing water as the medium and using low temperatures
compared with molten salt synthesis methods.

2.3. Pyrolysis

Pyrolysis is a high-temperature thermal decomposition
method employed in the absence of oxygen.” It involves the

Nanoscale, 2025, 17, 15554-15591 | 15559
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use of precursors of MXene QDs including inorganic or
organic compounds containing Ti, C, N, or other transition
metals. These act as building blocks that incorporate the indi-
vidual components with the prime goal of producing QDs with
desirable properties. It is carried out at very high temperatures
(with a gradual heating rate) and depends on the thermal
stability and decomposition properties of the precursors to
ensure uniformity.®® The oxygen-free reaction environment
retains the structural integrity by minimizing oxidation. A
study by Wang et al. proposed the incorporation of Mo,C
nanoparticles via a pyrolysis route, decorated them with
carbon polyhedrons and employed them for enhanced micro-
wave absorption, as illustrated in Fig. 3(III).”> They used Mo-
substituted ZIF-8 as a self-sacrificing precursor material which
was subjected to direct pyrolysis under inert atmospheric con-
ditions. The obtained composite inherits a polyhedral profile
from the precursor and also promises a highly uniform distri-
bution. Despite having several advantages, as explained above,
it requires specialized equipment with a controlled atmo-
sphere and very high energy for pyrolysis, which may promote
particle agglomeration that limits the overall synthesis and
application of the produced MXene QDs.®! To overcome this,
researchers explored newer synthetic routes to obtain MXene
QDs that offer precise control over morphology and size, with
low temperature reactions and wider surface functionalization
compared to pyrolysis methods.

2.4. Hydrothermal synthesis

The hydrothermal synthesis mechanism is one of the simplest
and most popular approaches for synthesizing MXene QDs
with a homogenous particle size distribution and outright
crystal form.'®®? This approach involves the etching of alumi-
num from the MAX phase followed by the exfoliation of the
multilayered material into few-layered MXene nanosheets
(Ti,Cp_1T,).5%* Then, the heterogeneous chemical reaction of
2D MXene sheets in an aqueous environment under high
pressure (>1 bar) and at high temperature (>80 °C) was carried
out within a PTFE-lined sealed autoclave in an oven.®>®¢ In
general, the MXene QD synthesis environment was kept
slightly alkaline/slightly acidic or neutral (pH 6-8 or 9) and the
temperature was kept in the range of 80 °C to 150 °C. The reac-
tion conditions used in the system may influence the density
of water and the dielectric constant, which can further affect
the morphology and reaction rate. This approach offers better
control over the size of the produced MXene QDs.?” In the last
few decades, MXene QDs have captivated researchers world-
wide, owing to their unique electronic and optical properties
and exceptional stability across a wide range of conditions.
Researchers produced colloidal MXene QDs with different
morphologies and strong quantum confinement effects by
treating 2D sheets at different temperatures through this
route.®® In a report, Kong et al. proposed the synthesis of tita-
nium carbonitride through a one-step hydrothermal method,
exhibiting excellent fluorescence activity.®® A study by Xue
et al. proposed that upon increasing the hydrothermal temp-
erature, the crystallinity of the produced MXene QDs
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decreases, which may modify the surface composition and suc-
cessively affect the optical and electronic properties.’® Another
study by Ai et al. proposed a hydrothermal route for MXene
QD synthesis, and they functionalized them with amino
groups to develop a photoluminescent sensor probe for histi-
dine detection, reporting a LOD of 3.52 nm.”" This developed
probe showed high sensitivity and selectivity in the presence
of other interferents. These MXene QDs displayed vibrant blue
fluorescence, which was attributed to surface defects and
quantum confinement effects. A different study by Li et al
reported MXene QDs for the hydrogen evolution reaction.’?
They employed a hydrothermal route and combined it with a
¢-C3N, nanostructure to develop MXene QDs@ g-C3N, that
was further employed in the photocatalytic H, evolution reac-
tion. Fig. 3(IV) illustrates the hydrothermal method of MXene
QD synthesis. It is very important to understand that hydro-
thermal reactions are carried out in the presence of water only,
which limits any precise control over surface functionalities
and requires very high temperatures for the chemical cutting
of MXene nanosheets. To overcome such hurdles, researchers
have employed solvothermal approaches for MXene QD syn-
thesis that are explained in detail below.

2.5. Solvothermal synthesis

The solvothermal method is an effective and versatile
approach employed for MXene QD synthesis, offering precise
control over the shape, size, and surface functionality.”® It
involves the chemical treatment of the MXene under moderate
to high temperatures and pressures in a sealed autoclave
employing organic solvents, such as DMF, and ethanol as reac-
tion media.”* This synthetic route leverages the solubility of
MXene precursors in organic solvents under high pressure and
temperature to produce high-quality MXene QDs through the
oxidative cutting of layered materials. These solvents play a
dual role: they serve as the reaction medium and provide func-
tional groups to the final QDs, and they also facilitate uniform
fragmentation and functionalization with unique optical and
electronic properties compared to their counterparts.”®°® The
organic solvent’s interaction with the MXene nanosheets facili-
tates stabilization and prevents aggregation while its reducing
or oxidizing properties may introduce specific functional
groups to the QDs.””® Therefore, the choice of solvent pro-
foundly impacts the properties of the resulting QDs. Solvents
with a high boiling point help to achieve stable environmental
conditions at high temperatures while the polarity of the sol-
vents and their chemical reactivity can influence the degree of
exfoliation and functionalization of the MZXene precur-
sors.”>'% The solvothermal temperature and pressure are vital
in determining the fragmentation efficiency and size distri-
bution.’®® In broad terms, an elevated temperature contributes
to sharp fragmentation, producing finer QDs that exhibit
higher quantum confinement effects. However, extreme temp-
eratures may lead to undesirable agglomeration or over-oxi-
dation. Besides this, reaction time is another important para-
meter that affects the extent of surface functionalization and
the degree of fragmentation. A short reaction time may
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produce wider QDs while a prolonged reaction time may
produce finer QDs with superior functionalization. However,
the optimization of different parameters, including reaction
time, is necessary to obtain smaller MXene QDs with ideal
structural integrity. A study by Feng et al. proposed a MXene-
QD-based fluorescent probe for the detection of copper
ions.'” They exfoliated MXene sheets employing a DMF-
solvent-aided sonication approach to obtain few-layered
MXene nanosheets. Subsequently, through a solvothermal
chemical cutting approach involving treatment with three
different doses of amine, three different types of QDs were
obtained. Another intriguing study by Siya Lu et al. proposed
the synthesis of MXene QDs that exhibit outstanding two-
photon white fluorescence and also explored the changes in
the color of emitted light at various pressures.'® Here, they
etched the MAX phase to obtain MXene nanosheets, which
were further treated by a two-step solvothermal process that
sliced the sheets to obtain functionalized MXene QDs. Fig. 3
(IV) represents the solvothermal method used for QD syn-
thesis, employing high temperature and pressure. Despite
having several advantages, as explained, the use of slightly
longer reaction times and high-pressure conditions can make
it challenging to scale this approach for industrial production.
To overcome such challenges, researchers explored alternative
methods to the above-described methods, such as ultra-
sonication, which relies on high-frequency sound waves for
rapid exfoliation and chemical cutting.

2.6. Ultrasonication

Ultrasonication is a simpler approach for synthesizing MXene
QDs, employing high energy ultrasonic waves with the prime
goal of obtaining a high surface area/pore ratio.'®'°® In this
approach, mechanical energy produced by ultrasonic
vibrations is used to slice the layered MXene nanosheets,
leading to the formation of QDs. In this approach, MXene
nanosheets were dispersed in a suitable solvent, typically
ethanol, water, or other polar solvents, to obtain a stable
suspension.'®®!%” Then, ultrasonic vibrations were applied to
this dispersion, employing an ultrasonic bath. The produced
high-frequency waves create localized low-pressure and high-
pressure zones in the solvent, leading to the formation of cavi-
tation bubbles.'®® The collapse of these bubbles generates
intense shock waves and high shear forces that break down
the layered MXene nanosheets into nanoscale MXene QDs.
The ultrasonication time, power, intensity, and solvent selec-
tion are critical parameters that significantly influence the
size, quality, and surface functionalities of the produced
MXene QDs. This approach offers an energy-conserving
alternative to the high-energy-consuming alternative
approaches explained above. Fig. 3(IV) illustrates the ultra-
sonication method of QD synthesis. A study by Zhang et al.
proposed fluorescent MXene QDs that were synthesized
through a one-step ultrasonication route and deployed for the
detection of iron.'® The etching of the MAX phase was carried
out over an ice-water bath using HF and stirred at 45 °C for
24 h; then, the obtained 2D sheets were dispersed in DMSO
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and further stirred for 24 h. Then, the reaction mixture was
centrifuged and washed multiple times to remove DMSO from
the supernatant. Following this, it was subjected to sonication
for 10 h, and then centrifugation, and the obtained super-
natant was filtered with a 220 nm membrane; the obtained
filtrate was MXene QDs. It was mixed with 20 pL of iron
at different concentrations; following this, the fluorescence
intensity was recorded under 380 nm excitation and a LOD of
310 nM was proposed.

Each synthesis method explained above has its own advan-
tages and disadvantages. The selection of the appropriate syn-
thetic route depends on the desired properties and intended
applications. The obtained QDs can be employed as sensing
probes for the development of miniaturized optoelectronic
devices, finding application in sensing a diverse range of mole-
cules. In this study, we covered the sensing of small molecules,
macromolecules, and environmental pollutants, and this is
discussed in detail below.

3. Properties of MXene QDs

The 2D MXene nanosheets harbor numerous excellent pro-
perties and allow the formation of 0D QDs through chemical
cutting treatment. Therefore, these QDs will not only inherit
the properties of their parent 2D MXene nanosheets but will
also harbor numerous unique properties due to quantum con-
finement effects. In this paper, we comprehensively discuss
the unique properties of MXene QDs, including structural,
optical, electronic, and biocompatibility properties, that make
these QDs very unique in the zero-dimensional nanomaterial
category.

3.1. Structural properties

Research on the structure of MXene QDs is very crucial to
reveal their unique properties and unlock their full potential
for diverse applications. Structural properties include the elec-
tronic structure, crystal structure (crystallinity), size, mor-
phology, symmetry, unit cell parameters, and surface func-
tional groups, which can significantly influence the physical,
chemical, and optical behavior of QDs.** Gaining a fundamen-
tal understanding of all these parameters provides critical
insights into how these QDs interact with the environment
and also enables the precise tuning of their properties for the
desired applications."'*'"" These QDs have hexagonal sym-
metry as per their parent MAX phase and crystalline core
region, which can be confirmed through the SAED pattern.®>
The 2D nanosheets (M,,+1X,,T,) comprise 2n + 1 layers, where
layer “X” is sandwiched by “M” layers with a coordination
number of six (usually) that implies that the transition metals
“M” in MXenes make six chemical bonds with neighboring
“X” atoms.""*" The topological height of a single MXene
nanosheet is generally <1 nm, having dominant [002] crystal
plane orientation corresponding to the stacking of 2D
sheets."'* MXene QDs exhibit an ultrasmall quasi-spherical
nanostructure, with lateral dimensions of <10 nm and a thick-
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ness of ~1-3 nm; the uniformity depends on the exfoliation
and chemical cutting routes used. HRTEM can be used to
deduce the lattice fringes that correspond to the (002), (100),
or (110) crystalline domains of individual MXene QDs."** The
unit cell dimensions rely on the nature of the transition metal
(M), the number of atomic layers (n), and the extent of surface
terminations.’ Furthermore, the chemical etching of the MAX
phase induces numerous surface terminations (including -F,
-OH, and -0O), as reported in numerous literature studies,
which can be confirmed by XPS and FTIR analysis of
QDs.''®'17 These surface terminations play a crucial role in
determining the structural stability, interfacial chemistry, elec-
tronic coupling, bond-length variations, and stabilization of
the quantum-confined structure by preventing aggregation,
ensuring colloidal stability.”® Multiple washing cycles after
etching can readily switch out -F groups partially or comple-
tely. A study by Lie et al. proposed that very high temperatures
may oxidize the MXene nanosheets, which converts -OH
surface terminations into O groups.'® Fig. 4(I-VIII) illustrates
the structural properties of MXene QDs, highlighting their
morphology, crystallinity, and atomic arrangements, which are
revealed through corresponding characterization techniques.
Recent studies suggest that the position of surface termination
groups is more complex than previously predicted. Studies
have exhibited three feasible positions for surface terminations
in MXenes and derivatives, such as: (a) placed on the roof of
“M” atoms, (b) placed on the hollow position I between three
adjacent “X” atoms below the “M” atoms, and (c) placed on
hollow position II on the roof of “X” atoms, as illustrated in
the top view of QDs depicted in Fig. 4(XII). DFT analysis
suggested that surface terminations placed at position I on the
two sides of the MXene were the most stable due to less steric
hindrance. Position II becomes favorable for MXenes where
“M” atoms cannot facilitate enough electron transfer for both
“X” atoms and surface groups. -OH and -F terminations
require one electron at the adsorption sites and are inclined
towards position I, while -O surface terminations require two
electrons from the “M” atoms, so low-valence “M” components
shifts their locations towards position IL.'''?° The accurate
positioning of surface terminations depends on both the com-
position and type of MXene, and further investigations are
required to explore more fundamentals of structural
properties.

3.2. Electronic properties

The electronic properties of MXene QDs are very crucial and
depend on numerous parameters, including quantum confine-
ment effects and surface terminations. A high electron density
in “M” atoms (d-e”) close to the Fermi level (Ex) provides
metallic conductivity to QDs.'*” This can be tuned through the
composition and surface terminations of the QDs and it is
reported that resistance is enhanced by the number of layers
and, thus, nanosized QDs show better electron transfer com-
pared to their stacked counterparts. In an organized double
“M” sandwich-like structure, the outer “M” layer has more
effects on the electronic properties compared to the inner “M”
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layer."?®"2° This “M” layers pertains to MXenes in general, and
is not exclusive to MXene QDs. In a study, Zeng et al. proposed
elevated photo/electrocatalytic activity in MXene QDs due to
their excellent electrical conductivity, dramatically facilitating
charge transfer and enhancing active sites.”** Compared to
MXene carbides, MXene nitrides and carbonitrides exhibit
overall higher densities of states (DOS) due to more robust
“M”-N bonds (in relation to “M”-C bonds), and additional
nitrogen electrons provide enhanced electrical conductivity.™**
DFT can be used for the investigation of DOS and energy band
structures (EBS), where the DOS are projected on the “M”-d
and “X”-p states and the EBS are drawn along the high sym-
metry points of the hexagonal BZ."*° Fig. 4(IX, X, and XI) illus-
trates DOS obtained via DFT calculations and Fig. 4(XIII) illus-
trates the spin density of MXene QDs. Surface terminations
could significantly alter the electronic properties; this may be
due to the formation of new bands below Eg. Therefore, Ex
decreases, thus reducing the DOS, raising the -d band up
above Er and generating an energy gap (E,), especially for
O-terminated MXenes, including Ti,CO,, ZrCO,, HfCO,,
ScCF,, ScC(OH),, and Sc,CO, with E, values of 0.24, 0.88, 1.0,
1.03, 0.45, and 1.8 eV, respectively. All these MXenes, except
ScC(OH),, are recognized as indirect band-gap semiconductor
materials, while ScC(OH), is recognized as a direct band-gap
semiconductor material."**"*** This may due to hybridization
between the d-orbitals of the “M” atoms and the p-orbitals of
surface terminations. Besides this, the work function (WF) of
MXenes can also be obtained by DFT analysis, which suggests
an order of O- > F- > bare > OH-terminated MXenes; the Ep
value is shifted lower, thus increasing the WF of O- and
F-terminated MXenes. MXene QDs prepared through laser
ablation in suspension showed band gaps of 2.2, 2.12, 1.98,
and 1.94 eV for Ti,C QDs, V,C QDs, Nb,C QDs, and Tiz;C, QDs,
significantly broadened compared to their parent nanosheets.
This broadening in bandgap arises from the quantum confine-
ments of charge carriers within nanoscale dimensions. As
these lateral dimensions lead to confinement with discrete
energy forms, this causes the separation of the conduction
band from the valence band, similar to the cases of graphene
and other semiconductor QDs. This semiconducting nature
with appropriate band gaps enables their applicability in fluo-
rescence photocatalysis, and optoelectronic
devices."?

imaging,

3.3. Optical properties

The MXene QDs exhibit remarkable optical characteristics,
including light absorption, photoluminescence (PL), and
electrochemiluminescence (ECL). The optical characteristics of
these QDs differ from their bulk counterparts and are primar-
ily governed by synergistic effects from quantum confinement
(size effects), surface terminations, and edge defects. These
can be tuned by changing the reaction conditions, including
the solvent, temperature, pH, and functional modifiers."*¢*3%
The tunable energy band structure, unique electronic tran-
sitions, and surface terminations allow MXene QDs to show
remarkable light absorptivity ranging from UV to near-infrared
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Fig. 4 (1) An SEM image of a MAX phase showing the typical accordion-like layered structure; (Il) an SEM image of multilayered TizC,T, nanosheets
after the selective etching of "Al", showing the slightly dispersed layered structure; (lll) a TEM image of few- or mono-layered TisC,T, nanosheets;
and (IV) a TEM image of TisC,T, QDs showing the uniform and small QD structure. Reproduced with permission from ref. 121; copyright 2022, MDPI.
(V) The XRD spectra of the MAX phase, TizC,T, nanosheets, and TizC, QDs; (VI) FTIR spectra of the MAX phase, TizC,T, nanosheets, and TisC, QDs,
highlighting changes in surface chemistry after each step through the presence of characteristic functional groups; (VII) the full-scan XPS spectrum
of TisC, QDs; and (VIII) the high-resolution Ti 2p XPS spectrum for TizC, QDs representing the phase transformation and loss of long-range order
upon QD formation. Reproduced with permission from ref. 122; copyright 2021, ACS Publications. (IX) A representation of the density of states (DOS)
obtained from DFT calculations for (I) N-doped TizC, quantum dots (QDs) and (ll) pristine TisC, QDs. The introduction of nitrogen dopants alters the
electronic structure, as evidenced by the changes in the density near the Fermi level, indicating enhanced electronic conductivity and potential
active sites. Reproduced with permission from ref. 123; copyright 2018, RSC. The DFT-calculated electronic structures of 1.5 nm (X) Ti,NO, and (XI)
Ti,CO, MXene QDs. The energy levels corresponding to the valence band (Ej), conduction band (E3), and higher-energy conduction band (E;) are
indicated. Distinct differences in band alignment and energy separation suggest tuneable electronic properties based on the surface termination
chemistry. Reproduced with permission from ref. 124; copyright 2022, RSC. (XII) A top view of MXene QDs where surface terminations are (a) placed
on the roof of “M" atoms, (b) placed on the hollow position | between three adjacent “X” atoms below the “M" atoms, and (c) placed on hollow posi-
tion Il on the roof of “X" atoms. Reproduced with permission from ref. 125; copyright 2018, WILEY. (XIll) The spin density of the quintet state (m =
4up) for QD1 calculated using various density functionals. Titanium, carbon, and oxygen atoms are shown in light grey, dark grey, and red, respect-
ively. The isosurface value is set at 0.002 e bohr~3; blue and green represent positive and negative spin densities, respectively. Reproduced with per-
mission from ref. 126; copyright 2023, RSC.
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(NIR), as illustrated in Fig. 5(I). These QDs are capable of con-
verting absorbed light energy into other energy forms, includ-
ing  thermal energy and chemical energy.”* "
Photoluminescence (PL) is one of the crucial optical features

This journal is © The Royal Society of Chemistry 2025

of MXene QDs, which typically show excitation-dependent
photoluminescence, which is attributed to surface states, the
size distribution, and heterogenous surface terminations.'*>
Upon excitation with UV or visible light, they show a broad
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Fig. 5 (I) The optical characteristics of MXene QDs: (a) UV-vis absorption (left) and photoluminescence (PL) spectra of V,C MQDs without passiva-
tion in aqueous solution. (b) UV-vis absorption (left) and PL spectra of V,C MQDs with passivation treatment. (c) Emission spectra of a V,C MQD
colloid at varying pump fluences. The corresponding peak intensity and linewidth evolution indicate the lasing threshold behavior. (d) Photographs
of V,C MQDs at different excitation wavelengths using a xenon lamp. Reproduced with permission from ref. 160; copyright 2019, WILEY. (e) The
respective UV-vis absorption, maximum excitation (EX), and emission (EM) spectra peaks of the QDs; insets: photographs of the QD dispersions
under 365 nm UV irradiation. Reproduced with permission from ref. 161; copyright 2018, WILEY. (f) UV-vis absorption spectra of TisAlC,, TizC,T,
film, and TizC, Mxene QDs. (g) Excitation and emission spectra of TizC, QDs in aqueous solution. (h) pH-Dependent UV-vis absorption spectra of
TizC, QDs. (i) Zeta potentials of TizC, QDs in buffer solutions of varying pH. (j) Emission spectra at different pH values (lex = 350 nm). (k)
Photoluminescence decay curves at 460 nm under 390 nm excitation at 25 °C at different pH levels. Reproduced with permission from ref. 162;
copyright 2018, RSC. (Il) MXene QD based photothermal anti-cancer therapy and the relative cell viability of HepG2 hepatocellular carcinoma cells
after 24 h of incubation with varying concentrations of MXene QDs (0, 36, 72, 90, 144, and 180 ppm), demonstrating dose-dependent cytotoxicity:
(a) a schematic illustration of MXene-QD-based anticancer therapy; (b) and (c) cell viability of HepG2 cells incubated with MXene QDs (0, 36, 90,
and 180 ppm) for 4 h followed by 808 nm laser irradiation (1.0 W cm™2, 5 min); (d) cell viability of HepG2 cells treated with 90 ppm MXene QDs and
exposed to different laser power densities (0.5, 1.0, and 1.5 W cm™), indicating power-dependent photothermal effects; and (e) confocal laser scan-
ning microscopy images of treated cells stained with calcein-magnesium (AM, live cells) and PI (dead cells) at the end of exposure, illustrating photo-
thermal-therapy-induced cell death. Reproduced with permission from ref. 163; copyright 2024, ACS Publications.

emission spectrum, covering the visible range, having emis- spectra of QDs at different excitation wavelengths suggested
sion maxima that can be tuned based on the excitation wave- that these QDs show excitation-dependent fluorescence
length. MXene QDs achieve strong PL emission compared to emission.*>**®'*” In addition to this, the PL behavior of the
parent 2D MXene nanosheets, although the mechanism is still QDs can be tuned by changing various parameters, including

less well known. There are two universally accepted opinions,
namely related to surface defects and size defects.'**™'** The
PL behavior of MXene QDs has often been investigated
through three main parameters, including PL lifetimes
(PLLTs), PL color, and PL quantum yields (PLQYs). The PL
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the temperature, pH, solvent, size of the QDs, and doping
agents.'*>18119 A study by Xu et al. proposed MXene QDs
using different solvents including DMSO (s-QDs), ethanol
(e-QDs), and DMF (f-QDs)."*® Upon exposure to 365 nm UV
light, these QDs showed different PL colors and these were
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white (DMSO) and blue (DMF and ethanol). The PLLTs were
proposed to be 4.7 ns, 25 ns, and 2.1 ns and the PLQYs were
4.1%, 10.7%, and 6.9%. Fig. 5(Id) illustrates the interaction of
photons with MXene QDs, leading to electronic transitions
and the emission of photoluminescence (PL) with different
colors. The excitation of electrons from the valence band to
the conduction band followed by radiative recombination
results in distinct PL emission depending on the QD pro-
perties and excitation wavelength. Along with PL, ECL is also
considered as a crucial optical property that may be used to
assess MXene QD capabilities and help in broadening their
scope.’®® ECL involves a mechanism that transforms electrical
energy into a measurable fluorescence signal. It involves the
generation of excited states via electrochemical reactions and a
return to ground states as light is emitted. It involves features
from both electrochemistry and chemiluminescence that make
it a more effective analytical tool with minimum background
interference."”"'*> The high conductivity and large surface
area of QDs promote electron transfer and enhance the ECL
efficiency. However, while these MXene QDs are well known
for their optical and electronic properties, their ECL character-
istics still remain underexplored.’>® Most of the research on
MXene QDs has largely focused on their photothermal, photo-
catalytic and photoluminescence properties due to their appar-
ent applicability to bioimaging, sensing, and energy appli-
cations. These QDs are prone to oxidation which limits their
applications in the electrochemical environments that are
necessary for ECL studies. Despite these challenges, these QDs
have immense potential for ECL applications due to their
unique electrical conductivity, tunable surface terminations,
and high surface area. Substantial research is required to
unlock the full potential and gain the fundamental under-
standing of these QDs that may open possibilities for innova-
tive applications such as ECL-based devices for use in minia-
turized wearable technology. In addition to this, the UV-visible
absorption spectra of MXenes are typically broad, ranging
from the ultraviolet to the visible region. They show a strong
absorption peak at 200-300 nm, corresponding to the m-n*
transitions of C=C bonds in the carbon framework of MXene
QDs. The weaker absorption tails that may be observed in the
visible region (300-500 nm) can be attributed to the n-r* tran-
sitions of C=0 or C-N functional groups, or d-d transitions in
transition-metal centers.”>*'>> The absorption behavior of
these MXene QDs can be tuned through intercalation, hetero-
atom doping, or heterojunction formation with other nano-
materials. However, due to strong nanoscale quantum confine-
ment effects, they show a larger band gap compared to their
parent counterparts, which varies based on size and compo-
sition. Tuning these properties can significantly influence the
optoelectronic properties. The optical band gap can be esti-
mated using UV-vis absorption data through Tauc plot analysis
methods, revealing a methodical blue shift upon reducing the
particle size.'>® Furthermore, dopants can be used to modulate
the electronic structure and density of states, which may tune
the band gap of MXene QDs. Besides all these factors, MXene
QDs also show remarkable fluorescence quenching phenom-
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ena that make them highly suitable optical sensing probes
employing fluorescence “turn-off” and “turn-on” principles.
These include static quenching, where ground-state complex
formation occurs between MXene QDs and the analyte, while in
some cases they show dynamic quenching where QDs interact
with the analyte through collisions.'>” In the case of photo-
induced electron transfer, analyte molecules accept electrons
from MXene QDs, and in Forster resonance energy transfer
(FRET), MXene QDs behave as energy donors or acceptors due
to spectral overlapping and nanoscale size confinement. These
properties enable applicability for detecting a wide range of ana-
Iytes including biomolecules and environmental pollutants.
Recently researchers unveiled the non-linear optical behavior of
MXene QDs, including simultaneous two-photon absorption
arising from quantum confinement, mainly depending on the
nature of the transition metal and surface terminations."**'>°

These unique optical properties of MXene QDs open count-
less opportunities for innovative applications in biomedicine,
catalysis, optoelectronic devices, etc.

3.4. Biocompatibility and cytotoxicity of MXene QDs

MXene QDs derived from MAX phases harbor promising bio-
medical applications due to their unique physicochemical
characteristics.'®* However, their real-world application in bio-
logical systems requires a comprehensive understanding of
their biocompatibility and potential toxicity.'®* %" These QDs
in general exhibit considerable biocompatibility, especially
when appropriately functionalized or synthesized under con-
trolled conditions. Surface terminations, typically hydroxyl
(-OH) and oxygen (-O), may interact favorably with biological
systems. Further functionalization (surface passivation) with
biocompatible polymers or molecules (PEG, amino acids, or
proteins) significantly enhances their biocompatibility with
cells and tissue."®®"7° The ultrasmall size of MXene QDs may
allow interactions at the cellular and sub-cellular level often
without significant mechanical damage to membranes. In vitro
evaluation of MXene QD cytotoxicity has been extensively
carried out using MTT and cell counting kit-8 (CCK-8) assays
across different species, including zebra fish, microorganisms,
and mammalian cell lines (such as A549 and A375 cancerous
cell lines, 3T3 murein fibroblast cancer cells, and HEK293
cells).'”"7% A study by Hu et al. proposed using the photother-
mal performance of MXene QDs for cancer treatment.'®® Fig. 5
(I1) illustrates the design and therapeutic evaluation of degrad-
able MXene QDs for photothermal anti-cancer treatment
under 808 nm near-infrared (NIR) laser irradiation. They
demonstrated that MXene QDs showed great potential for the
photothermal treatment of cancer, showing 62.5% photother-
mal conversion efficiency. They have proved the potent inhibi-
tory effects of MXene-mediated PTT towards tumor cells both
in vivo and in vitro, showing minimal harm to exposed mice.
From such studies, we can conclude that MXene QDs offer sig-
nificant promise for various clinical applications.

Despite having a promising role, there are certain factors
that can also influence the potential toxicity of MXene QDs.
MXene QDs show dose-dependent cytotoxicity, including ROS
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generation, mitochondrial dysfunction, and apoptotic cell
death.'”*'7* Owing to their high surface reactivity, they cause
oxidative stress in cells and lead to lipid peroxidation, protein
denaturation, and DNA damage. In some cases, MXene QDs
may release transition metals that potentially cause toxicity.
There are different strategies that can be chosen to mitigate
the potential toxicity of MXene QDs and enhance the biocom-
patibility, such as surface passivation, as explained above, the
use of green synthesis routes, and functionalization with
specific ligands for target delivery to reduce off-target inter-
actions and systemic exposure. Numerous and well-explored
short-term studies have shown favorable results, but there is a
research gap relating to long-term in vivo effects, including bio-
distribution and potential accumulation in organs.

These unique biocompatible properties of MXene quantum
dots (MXene QDs) offer tremendous potential for innovative
applications in biomedical fields. These include cellular
imaging, wearable biosensing, and targeted drug delivery,
where low toxicity and effective cellular interactions are
essential.

4. Application of MXene QDs in
sensors

Sensors are devices or systems that detect physical, chemical,
or biological signals."”>'7® Nanomaterials offer enhanced
optoelectronic and catalytic properties compared to bulk
materials, and they can be fabricated into sensors for
enhanced sensitivity, stability, and selectivity. These excep-
tional properties have attracted the scientific communities
towards their application in point-of-care diagnostic setup
development.'””""7° These devices play a pivotal role in the
early diagnosis of diseases (prevention) and/or in affecting the
outcome of diseases (prognosis).’*>*®! Due to their integrated
miniaturized setup, portability and short processing times, it
is thought that they could fulfill numerous unmet needs in the
diagnostics and healthcare sectors.'®*'®® The discovery of
MXene in 2011 led researchers to explore other MXene-derived
nanomaterials like 0D MXene QDs, 1D MXene nanoribbons,
2D nanosheets, and 3D nanoflower-like structures; these
materials have superior optoelectronic properties compared
with their parent bulk materials.'®*'%® In this article we have
comprehensively discussed 0D MXene QDs and their
applications.

The excellent physical, chemical, and optoelectronic pro-
perties of MXene QDs and their extensive functionalization
and tunability windows have drawn researchers attention for
exploring their application in next-generation diagnostics.**"®’
They can be utilized as optoelectronic probes for sensor devel-
opment, ensuring the well-being of humans and allowing sig-
nificant improvements in the healthcare sector via disease
diagnosis at an early stage.”> MXene-QD-based sensors can be
divided into different categories including electrochemi-
luminescence (ECL), photoluminescence (PL), and fluo-
rescence (FL) sensors.
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An electrochemiluminescence (ECL) sensor works by utiliz-
ing the chemiluminescence properties of luminophores (a
luminescence system) that emit light upon returning to the
ground state following electrochemical excitation.'®® ECL can
follow two fundamental mechanisms: annihilation and co-
reactant.’® In the annihilation mechanism, both oxidized and
reduced luminophore species are generated at the electrode
interface. These two species interconvert between each other
by generating an excited luminescent intermediate; upon relax-
ation, it emits photons and returns to the ground state. In the
co-reactant mechanism, the oxidation and/or reduction of co-
reactant species generates high-energy and highly reactive
intermediates facilitating electrochemiluminescence. These
reactive intermediates react with the oxidized and reduced
luminophore species in solution (material dispersed in
solvent) and change to the excited state; as they return to the
ground state, they cause luminescence. The co-reactant mecha-
nism is used when either radical-charged ions are not stable
for chemiluminescence or, because of a narrow potential
window, both radical ions were not formed.'*°™%* In a study
by Li et al., a MXene-QD-based ECL sensor for the detection of
the miRNA-27a-3p analyte was adopted.'®® They used bi-
metallic MXene-derived QDs (Mo,TiC,) and SnS, nanosheets/
lipid bilayer, and they deployed this for the sensing of gastric
cancer biomarkers, obtaining a LDR of 1 fM-10 nM with a low
LOD of 1 fM. Another study by Lu et al. proposed a novel
sensor probe comprising porphyrin-functionalized
GSH-MXene QDs."** MXene QDs were synthesized via a hydro-
thermal method, functionalized with glutathione (GSH), and
subsequently conjugated with porphyrin (TMPyP,) to enhance
the ECL properties. The resulting MXene QDs-TMPyP, nano-
composite exhibited a strong and selective ECL response,
which was efficiently quenched by Cu®" ions. This enabled the
construction of a sensitive “signal on-off” ECL biosensor for
Cu*" detection, demonstrating a wide LDR of 10 nM to 10 pM
with a LOD of 3.22 nM, offering a highly stable and selective
probe, as illustrated in Fig. 6(I).

A PL sensor works based on the phenomenon of light emis-
sion by photons after excitation as they return to the ground
state.’®” Newly explored 0D MXene QDs have very high photo-
luminescence (PL) properties, aided by surface defects and
edge effects. MXene QDs have characteristic fluorescence emis-
sion depending on the excitation wavelength and the size of
the MXene QDs. They emit different colors such as green,
blue, red, white, yellow, brown, or black based on the compo-
sition and synthesis method, and they can also be tuned
further based on the synthesis conditions (like pH, tempera-
ture, and solvent), size of the QDs, the doping agents used,
etc.'® 2% In a study by Lu et al, a dual-emission photo-
luminescence sensor for hydrogen peroxide and xanthine
sensing was reported.”*' They synthesized N-doped MXene
QDs through solvothermal methods, using DAP (2,3-diamino-
phenazine) to obtain a functionalized nanocomposite probe. It
acts as a dual-emission reverse-change sensor based on the
photoinduced electron transfer effect, where MXene QDs act
as the donor and DAP acts as the acceptor. They reported LODs

This journal is © The Royal Society of Chemistry 2025
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Fig. 6 (la) A schematic illustration of the construction process of a MQD-TMPyP, composite material; and (Ib) a schematic representation of an
ECL biosensor based on the MQDs-TMPyP, composite for selective Cu?* detection, depicting the sensing strategy and the underlying electro-
chemiluminescence (ECL) mechanism. Reproduced with permission from ref. 194; copyright 2024, ELSEVIER. (lla) A schematic illustration of MXene
QDs and carbon dots (CDs) obtained from MAX phase powder (TizAlC;) through sequential etching and hydrothermal treatment processes; (lIb) a
pictorial representation of the detection mechanism for Mn(vi) based on the fluorescence response of MXene QDs and CDs, highlighting their inter-
action and fluorescence quenching behavior in the presence of Mn(vi) ions; (llc) photoluminescence (PL) emission spectra of CDs, CDs + Mn(v),
and CDs + Mn(vi) + ascorbic acid (AA) under 350 nm excitation, demonstrating the fluorescence quenching by Mn(vi) and its subsequent recovery
upon the addition of AA; and (lld) photoluminescence (PL) emission spectra of MXene QDs, MXene QDs + Mn(vi), and MXene QDs + Mn(wn) +
ascorbic acid (AA) under 320 nm excitation. The lack of fluorescence recovery after AA addition indicates irreversible damage to the MXene QDs,
caused by Mn(vil). Reproduced with permission from ref. 195; copyright 2023, ELSEVIER. (llla) A schematic illustration of a dual-emission MXene QD-
based molecularly imprinted ratiometric fluorescence sensor, depicting the design strategy, fluorescence detection mechanism, and a visual repre-
sentation of the detection process for selective and sensitive analyte recognition; and (llib) the integration of the developed ratiometric sensor with
a mobile phone for rapid, on-site, and quantitative detection. The system demonstrates high selectivity, sensitivity, and real-time analysis capabilities
for target molecules in complex real samples. Reproduced with permission from ref. 196; copyright 2024, ELSEVIER.

of 0.57 pM and 0.34 pM for hydrogen peroxide and xanthine,
respectively. Another study by Wang et al. proposed a smart-
phone-enabled ratiometric molecularly imprinted fluorescence
sensor based on dual-emission blue/orange MXene QDs for
the selective detection of histamine."®® The sensor exhibits a
wide linear fluorescence response for histamine ranging from
1-60 pM, with a low LOD of 21.9 nM for fluorescence and 92.2
nM for visual detection. The platform enables rapid, on-site

This journal is © The Royal Society of Chemistry 2025

analysis using a smartphone, with excellent recovery rates
(96.52%-105.32%) being demonstrated in real food samples.
This system highlights the potential of MQDs for portable
and visual in situ food safety monitoring, as illustrated in
Fig. 6(III).

A fluorescence sensor works based on the phenomenon of
a fluorescence signal arising from the intermolecular inter-
action of chemicals. These sensors involve simple operation,
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low cost, and short detection times, and they have been widely
utilized for environmental pollutant monitoring. The fluo-
rescence signal of the sensor is based on factors such as the
movement of characteristic fluorescence peak positions, fluo-
rescence quenching or enhancement, changes in fluorescence
polarization, changes in fluorescence lifetimes, etc. The fluo-
rescence properties of MXene QDs can be tuned by various
factors like dopants and the size of QDs to obtain the desired
properties for specific applications. MXene-QD-based fluo-
rescence detection works based on single-wavelength emission
data, which can be susceptible to the probe concentration and
interference from the microenvironment. These couple of
factors have been responsible for irreproducible and inaccur-
ate findings. To overcome these hurdles, researchers combined
two phenomena simultaneously and introduced a newer
approach to develop fluorometric/colorimetric dual-channel
nanoprobes. Recently Bai et al. reported a highly sensitive and
selective dual-channel sensing nanoprobe (N,P-Tiz;C, MXene
QDs).>* The fluorescence properties of this dual probe were
quenched by a 1,10-phenanthroline-Fe*" complex (Phen Fe())
due to the inner filter effect (IFE) that partially or completely
blocks the excitation/emission light of the fluorophore (QDs).
As nitrite ions (NO*7) were added, they were reduced by Phen-
Fe(u) complexes, which diminished the IFE and finally led to
fluorescence recovery and a gradual color change. These
MXene QDs were also utilized by researchers as a deployable
nanoprobe sensor in a biomedical sensor setup. Another study
by Gu et al. proposed the dual-function application of Tiz;C,
MXene QDs and derived carbon dots (CDs) for Mn(vu) detec-
tion and scavenging.'®® MXene QDs were prepared via hydro-
thermal methods using TizC, nanosheets in the presence of
ethylenediamine, followed by oxidation with H,0, to obtain
CDs. Both MXene QDs and CDs exhibit excellent dispersibility,
fluorescence, and stability with nanoscale dimensions. MXene
QDs demonstrate ultrasensitive fluorescence quenching, allow-
ing Mn(vi) detection with a LOD of 5.2 nM due to their
inherent reducibility and redox interactions with Mn(vu). In
contrast, CDs—lacking reducibility—exhibit a selective Mn(vi)
response via a synergistic inner-filter effect (IFE) and static
quenching mechanism, with a LOD of 230 nM. The MXene
QDs also effectively scavenge Mn(vi) from plant leaves,
offering a dual-mode sensing and remediation platform. This
comparative study presents the potential of MXene QDs for
environmental and biological applications, as illustrated in
Fig. 6(I1).

The ever increasing population of the world poses an
immense health-security burden, especially in developing
countries like India and China which have a combined popu-
lation of more than 2 billion.?***°* This continuously increas-
ing population creates an increasing demand for affordable
and miniaturized diagnostic devices. The development and
management of traditional diagnostic devices for such a huge
population is a big hurdle because of the high cost, dedicated
space requirements, etc.

Here, sensing platforms are utilized as efficient and
advanced deployable sensing probes for the detection of
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numerous clinically and environmentally important mole-
cules. The successful utilization of MXene QDs as detection
probes offers a low-cost, high selectivity, and high sensitivity
solution with a wide dynamic range and, most importantly,
offers affordable alternatives for low- and middle-income indi-
viduals. Compared with the other QDs (like graphene and
carbon QDs) MXene QDs show lower toxicity and higher bio-
compatibility which makes them a better prospect for clinical
applications.?®> Due to their unique optoelectronic properties,
they can be deployed for the development of biomedical
sensors for the real-time monitoring of human health.

Currently, MXene-QD-based biosensors are widely used for
the sensing of different categories of molecules, including
micro-molecules, macro-molecules, and environmental pollu-
tants; this is discussed in detail below.

4.1. Sensing of small molecules

Small molecules often serve as biomarkers for various physio-
logical conditions and play a critical role in clinical
diagnosis.”?’**°” Significant changes in the concentrations of
small molecules provide insights into disease progression or
treatment response. They also facilitate the early detection of
disease, often before symptoms arise.>*®*%° Molecules includ-
ing antibiotics, biogenic amines, uric acids, glutathione and
low-molecular-weight peptides (e.g., <900 Da) are considered
part of the small-molecule category.”*° Expired and residual
products from the pharmaceutical industry and hospitals lead
to tonnes of pharmaceutical waste every year that is filled with
an array of small molecules, which is a global menace as per
the WHO.”'" This waste potentially leaks into natural
resources, including food and water supplies, contaminating
them to concerning levels. This creates a niche for developing
a small, portable, low-cost, affordable sensing platform for
small molecules. There is a plethora of small molecules for
which MXene-QD-based sensors have been developed, some of
which are described here, including antibiotics, uric acid,
GSH, histidine, and tetracycline. Others are shown in Table 1
which covers sensor fabrication strategies, limits of detection
(LODs), linear detection ranges (LDRs), synthetic routes, real
sample detection, and the detection techniques involved in
sensor development in those studies.

4.1.1. MXene-based uric acid sensors. Uric acid is a hetero-
cyclic compound that is produced as a byproduct of nucleotide
degradation pathways and it behaves as a weak organic acid.**°
Its deposition leads to the painful rheumatic disease com-
monly known as gout.”*" Therefore, the detection of uric acid
is essential for its management in the human body. In a study
by Liu et al., a MXene-QD-based colorimetric and fluorescence
probe was developed that was employed in uric acid detec-
tion.>?* It was synthesized using 1.0 g of Ti;AIC, in 16 mL of
HF solution, which was stirred for 24 h at 40 °C. The obtained
mixture was washed with distilled water till it reached pH 7
and the pellet was dried at 60 °C under vacuum conditions for
12 h. Then, it was dissolved in 10 mL of distilled water in a N,
environment and sonicated for 5 h in a bath sonicator. The
mixture was further centrifuged and a homogenous dispersion

This journal is © The Royal Society of Chemistry 2025
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p-PA tablets

0.34-670 yM 6.9 nM

These MXene QDs were synthesized through a hydrothermal

Fluorescence

N-MXene QDs

p-Penicillamine

(p-PA)

method. In a typical sensing procedure, different concentrations
of p-PA were added to 300 pM Cu®" solution and 0.1 M Tris-HCI
buffer (pH: 7). Then 50 mM o-PD and 15 pL of N-MXene QDs

were dropped into the above mixture. Following this, the fluo-

rescence signal of the final sensor probe was measured at an exci-

tation wavelength of 380 nm
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of Ti;C, NPs was observed in the supernatant. Then, 2 mL of
TizC, NPs was taken in a Teflon-lined stainless-steel autoclave
with 25 mL of distilled water, 50 mg of GSH was added to the
above mixture, and the pH was set to 8 by adding NaOH.
Finally, the hydrothermal reaction was carried out at 120 °C
for 12 h in an oven. The resulting black suspension was
removed using a 0.22 pm porous membrane. The obtained col-
loidal suspension was further dialyzed through a 500 Da dialy-
sis bag for 24 h to obtain GSH-MXene QDs. The obtained
mixture was treated with a rotatory evaporator and vacuum
dried at 60 °C for 12 h, and then the final GSH-MXene QD
powder was obtained; it was stored at 2-8 °C for further use.
The analytes were detected by using these GSH-MXene QDs.
Here, different concentrations of uric acid were mixed with a
constant volume of uricase enzyme and then stabilized for
30 min at 37 °C. Then, aliquots of a GSH-MXene QD (100 pL;
0.5 mg mL™") suspension, o-phenylenediamine (OPD), and
horseradish peroxidase were added to the mixture; after this,
2 mL of PBS (10 mM, pH 7.2-7.4) was added into each and
they were properly mixed at 37 °C. Following this, fluorescence
emission spectra were recorded, and it was observed that with
increasing uric acid concentration, the emission at 430 nm
from GSH-MXene QDs was quenched progressively and emis-
sion from oxOPD at 568 nm increased progressively. This
probe was used to distinguish the color change and a LOD of
125 nm was reported with an LDR of 1.2-75 pum; this is com-
monly known as a “naked-eye” colorimetric and ratiometric
fluorescence sensor, as illustrated in Fig. 7. Another study by
Karimi et al. proposed a MXene-QD-based novel sensor probe
for uric acid detection.?*® They synthesized it through a combi-
nation of sonication and hydrothermal methods. Employing
the chemiluminescence properties of the produced QDs, they
proposed a LDR of 0.15-2.5 pM with a LOD of 0.093 pM.

4.1.2. MXene-based glutathione acid sensors. Glutathione
is a free-radical scavenger, and it is categorized as an impor-
tant antioxidant which plays a vital role in the maintenance of
cellular activity.>** An abnormal concentration of GSH in cells
may contribute to various diseases or conditions, like cardio-
vascular disease, Alzheimer’s, cancer, and aging.***>*?¢
Therefore, its detection becomes essential for the assessment
of cell condition and overall health. A study by Luo et al. pro-
posed N-doped MXene QDs for glutathione detection.”*” They
synthesized them through traditional chemical exfoliation fol-
lowing a previously reported method. For N-doping, 0.1 g of
2D MXene sheets was mixed with 20 mL of ultra-pure water
and this was centrifuged for several hours. Then, 2 mL of ethy-
lenediamine was added to the above mixture and it was trans-
ferred to a Teflon-lined stainless-steel autoclave. The reaction
was carried out at 160 °C for 12 h in an oven. Finally, the
obtained mixture was filtered with a 220 nm membrane to get
N-doped MXene QDs. Then, for the detection of GSH, a 200 pg
mL™" N-doped MXene QD stock suspension and 200 pM Fe**
stock solution was prepared. Then, 800 pL of N-doped MXene
QDs and 200 pL of Fe*" were taken from the prepared stock
solution and used to probe different prepared concentrations
of GSH. Emission spectra at an excitation wavelength of

This journal is © The Royal Society of Chemistry 2025
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Fig. 7 (I) A schematic representation of GSH-MXene QD synthesis employing etching and hydrothermal treatment, highlighting the surface-func-
tionalized photoluminescent MXene QDs. (Il) Fluorescence spectra of GSH-TizC, MXene QDs demonstrating the stepwise response of the (1) QDs,
(2) QDs with uric acid (UA), (3) QDs with o-phenylenediamine (OPD), (4) QDs with UA and uricase, (5) QDs with uricase, horseradish peroxidase
(HRP), and OPD, and (6) QDs with UA, uricase, HRP, and OPD, where the full enzymatic cascade highlights the characteristic fluorescence enhance-
ment. (Il) Fluorescence spectra of GSH-TisC, MXene QDs in the presence of UA at concentrations ranging from 0-200 pM, showing the concen-
tration-dependent increase in fluorescence over a wide range. Reproduced with permission from ref. 222; copyright 2020, ELSEVIER.

350 nm were recorded using a fluorometer and a wide LDR of based on a MXene QDs-MnO, nanocomposite for the detec-
0.5-100 pM was reported with a LOD of 0.17 pM, as illustrated  tion of glutathione.>*® They mixed 50 pL of QDs with 150 L of
in Fig. 8. Another study by Yang et al. proposed a novel sensor MnO, nanostructures in 25 mM HEPES [(4-2-hydroxyethyl)
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Fig. 8 Schematic illustrations of MXene QD synthesis and their fabrication into a sensor setup. (l) A schematic representation of the development of
an N-MXene QDs + Fe** fluorescence sensor probe for GSH detection; the probe was constructed using the coordination interactions between
N-MXene QDs and Fe®*, offering fluorescence quenching. The introduction of GSH potentially disrupts the coordination interactions between
N-MXene QDs and Fe®*, restoring the fluorescence quenching due to strong chelation between GSH and Fe®*, enabling a turn-on sensing mecha-
nism. (I1) Fluorescence spectra of N-MXene QDs (black line), N-MXene QDs + Fe** (blue line), and N-MXene QDs + Fe** + GSH at an excitation
wavelength of 350 nm, highlighting the fluorescence recovery of the sensor probe in the presence of GSH. (Ill) Fluorescence spectra of N-MXene
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sensor probe with a good LDR. Reproduced with permission from ref. 227; copyright 2021, ELSEVIER.
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piperazine-1-ethane sulphonic acid] buffer. Then, different
amounts of GSH standard solution were added into the above
mixture and reacted for 30 min at room temperature. Then
fluorescence spectrum of each sample was recorded at a wave-
length of 330 nm, and a highly sensitive sensor with a LOD of
20 nM was proposed.

4.1.3. MXene-based histidine sensors. Histidine is con-
sidered among the nutritionally essential amino acid precur-
sors for several hormones (like thyrotropin-releasing hor-
mones) and key catalytic residues in many enzymes.***** It
also acts as an antioxidant, anti-inflammatory, and antisecre-
tory agent.>*" Therefore, it is required in appropriate quantities
for normal function, and any irregularities in its metabolism
can lead to various disorders related to the lungs, liver,
kidneys, blood, and skin. Its real-time monitoring is crucial for
human health. For this, Ai et al. developed a novel MXene-QD-
based sensor probe for the detection of histidine employing
fluorescence methods.”* They mixed 10 mL of 40% HF with
TizAlC, powder and mixed this thoroughly at 60 °C for 24 h
using a magnetic stirrer. The obtained mixture was washed
multiple times till the pH reached 6-7 and then the pellet was
dried at 80 °C for 24 h. This powder was mixed with 10 mL of
distilled water in a N,-protected environment and sonicated
for 30 min, and then 10 mL of NH;-H,O was added to the
above mixture. The entire mixture was transferred into a
Teflon-lined stainless-steel autoclave and the reaction was
carried out at 120 °C for 6 h. After this, the reaction mixture
was dialyzed (M,: 2000 Da) for 1 h to remove surplus
ammonia. Then, this obtained mixture was centrifuged at
12000 rpm for 30 min, the pellet was discarded, and the
supernatant was filtered with a 100 nm membrane to obtain
MXene QDs. For the detection of histidine, they developed a
Ni-based MXene QD sensing probe. First, they measured the
changes in the FL intensity for the entire system over time.
They observed a sudden remarkable change after adding Ni;
within 30 s, the FL of the MXene QDs was quenched rapidly
and it became stable in about 10 min. When the suspension
stabilized completely, they added histidine, and the fluo-
rescence of MXene QDs recovered instantly and stabilized
within 15 min. They concluded that the addition of different
substances results in a change in the FL of MXene QDs,
moving from quenching to recovery. They also reported the FL
intensity recovery of MXene QDs upon increasing the concen-
tration from 100-1000 nM, with a histidine detection limit of
2.1 nM, as shown in Fig. 9. They examined the fluorescence
lifetime, the sensor response to different concentrations of his-
tidine, and the response in the presence of potential interfer-
ing molecules, showing the importance of the sensor for moni-
toring different diseases.

4.1.4. MXene-based sensors for tetracycline. Tetracycline is
a broad-spectrum antibiotic widely employed in human
healthcare and veterinary medicine, owing to its broad-spec-
trum  antibacterial  effects, moderate  price, and
hypotoxicity.>**?*** However, the casual use of these antibiotics
may lead to their accumulation in the environment.>**
Through interconnected ecological food chains, it may enter
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the human body and have adverse effects on human health,
including gastrointestinal damage, allergic reactions, and anti-
biotic resistance.**® To ensure public health safety, researchers
have explored newer approaches for the sensitive and efficient
detection of tetracycline. Recently Bai et al. developed a B,N-
doped MXene QD-based novel fluorescence sensing probe for
the point-of-care detection of tetracycline.>*® They synthesized
2D MXene sheets through HF treatment followed by the
chemical cutting and chopping of these nanosheets via one-
step hydrothermal treatment at 100 °C for 12 h. Then, a
220 nm microporous membrane was used to filter the super-
natant, and the final powder was obtained through a freeze-
drying method and stored at 2-8 °C for further use. Then,
after drying, they loaded N,B-doped MXene QDs (0.5 mg mL™)
onto small paper strips using 2-3 cycles. Then they made mix-
tures of 30 pL of EuCl;-6H,0 (2 mM) and different concen-
trations of tetracycline (0-20 pM); after this, 20 pL of these mix-
tures were applied to different strips. These sensor strips were
deployed for the detection of tetracycline at 365 nm and a LOD
of 20 nM was reported. Another study by Nguyen et al. pro-
posed a novel nitrogen-doped MXene QD-based sensor probe
for the ultrasensitive detection of tetracycline.*®” They mixed
900 pL of 5 pg mL™' MXene QDs with 100 pL of tetracycline
solution at different concentrations and then fluorescence
detection was carried out at an excitation wavelength of
310 nm; a LDR of 0.50-300 pM and a LOD of 24 nM were
proposed.

4.2. Sensing of macromolecules

Macromolecules like nucleic acids, lipids, proteins, and carbo-
hydrates are categorized as the building blocks of living
beings. They play a vital role in the maintenance of the struc-
ture and function of living cells, as they are required in appro-
priate concentrations; any significant deviation may cause
severe malfunctioning.”*® This creates a niche for developing
miniaturized, portable, and affordable sensing platforms for
the detection of these molecules. There are numerous large
molecules for which MXene-QD-based sensors have been
developed, some of which are described here, including TNBC,
MUC1, polynucleotide kinase, and alkaline phosphatase.
Others are discussed in Table 2, which covers sensor fabrica-
tion strategies, limits of detection (LODs), linear detection
ranges (LDRs), synthetic routes, real sample use, and the
detection techniques involved in sensor development in those
studies.

4.2.1. MXene-based sensors for triple-negative breast
cancer. Triple-negative breast cancer (TNBC) is a heterogenous
sub-type of breast cancer.>** Based on immunohistochemistry,
TNBC is a progesterone receptor, an estrogen receptor, and
human epidermal growth factor receptor 2 (HER2) negative.>*®
It accounts for more than 10% of the total breast cancer cases
and predisposes adverse outcomes with reduced survival
rates.>*® In this complicated disease, several biomarkers can
be beneficial from a clinical perspective and can be employed
for early detection. A study by Nie et al. constructed a sensing
platform for the detection of TNBC employing a MXene QDs

This journal is © The Royal Society of Chemistry 2025
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Fig. 9 Schematic representations of MXene QD synthesis and their deployment for histidine detection. (I) A schematic illustration of MXene QD
synthesis and the signal transduction mechanism when employing the Ni?*-modulated TizC, QD-based photoluminescence sensor for histidine
detection, where Ni?* coordinates with the surface terminations of MXene QDs causing fluorescence quenching. Fluorescence can be restored
upon the introduction of histidine to the sensor probe due to the disruption of coordination between MXene QDs and Ni?*, resulting in a fluor-
escence recovery (turn-on) sensing mechanism. (Il) Time-dependent FL intensity of MQDs upon addition of Ni?* and histidine at 410 nm; in the
inset MQDs, Ni?*-~MQDs, and His@Ni2*—MQDs solution under 365 nm is represented from left to right. (Il) The fluorescence response of MXene
QDs to different concentrations of histidine (100—-1000 nM). (IV) The AFL calibration curve of the MQD solution versus the concentration of histi-
dine, indicating the sensitive and stable response of the sensor probe. (V) The AF values at 410 nm for the MXene QDs in the presence of various
metal ions, confirming that the sensor probe showed a highly selective response. Reproduced with permission from ref. 91; copyright 2021, ACS

Publications.

@gold nanobones (AuNBs) heterostructure.>*’ For this,

TizAlC, powder (300 mg) and NaOH (15 M) solution were
mixed properly and then transferred to a microwave for further
reaction at 180 °C for 1 h. Then the reaction mixture was cen-
trifuged and washed with distilled water till the pH reached 7.
The obtained pellet was mixed with tetramethylammonium
hydroxide (TMAOH, 25%) and stirred at room temperature
(RT) for 2 days. The reaction mixture was centrifuged and the
obtained green supernatant was collected and placed again
into a microwave at 110 °C for 1 h. Following this, it was
further centrifuged to remove larger particles, and then the
solution was placed at 200 °C to remove TMAOH. The obtained
MXene QDs and AuNBs were mixed to obtain the MXene
QDs@AuNBs heterostructure. Then it was fabricated over an
amino-functionalized MnO, nanosheet-modified GCE surface.
This sensor probe was deployed for the sensing of miRNA-26a
and a wide LDR of 5 fM-10 nM was reported with a very low
LOD of 1.7 fM. Another study by Li et al. proposed a novel
GSH-capped MXene QD-based ECL sensor for the detection of
miRNA-221 in TNBC.>” They synthesized GSH-MXene QDs
using microwaves and biomimetic magnetic vesicles-hairpin
DNA over a magnetic glassy carbon electrode. Then this bio-
mimetic magnetic vesicles-hairpin DNA was incubated with

This journal is © The Royal Society of Chemistry 2025

different concentrations of miRNA221 (6 pL) at 37 °C for
30 min. Following this, the ECL signal was recorded in the
range of 0 to —1.6 V and a LDR of 10 fM-10 nM and LOD of 10
fM were proposed, as illustrated in Fig. 10.

4.2.2. MXene-based sensors for MUC1. MUC1 is a heavily
% 1t is a mem-
brane-associated glycoprotein abnormally overexpressed in the
majority of adenocarcinomas, e.g. in most lung, prostate, pan-
creatic, and epithelial ovarian cancers.>*® It has been heavily
explored as a potential biomarker for the diagnosis of human
cancers.””® A study by Jiang et al. synthesized N-doped MXene
QDs using Ti;AlC, based on their previously reported work.**?

glycosylated high-molecular-weight protein.

Then, AgPt nanospheres were synthesized and resuspended in
10 mL of distilled water. Further, 1 mL of these nanospheres
was poured onto different concentrations of N-doped MXene
QDs, and a reaction was carried out at room temperature for
24 h to obtain AgPt@N-MXene QDs. Then the reaction mix-
tures were centrifuged and pellets were resuspended in 1 mL
of distilled water, before being further mixed with 150 pL of
anti-MUC1 followed by overnight stirring at 4 °C. This led to
the formation of the AgPt@N-MXene QDs-anti MUC1 probe
(having Ag-N and Pt-N bonds), which was then mixed with
100 pL of BSA (1%) solution and stirred for 2 h to block all
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Fig. 10 Schematic illustrations of a GSH-MXene-QD-based sensor for TNBC detection. (I) A schematic representation of GSH-capped MXene QD
synthesis and their subsequent combination with probe DNA for targeted nucleic acid recognition. (ll) A schematic representation of biomimetic
magnetic vesicles for enhanced target capture by mimicking cellular vesicles. (lll) The ECL sensing of miRNA-221 employing biomimetic magnetic
vesicles with GSH-MXene QD-probe DNA; this assay employs hybridization-triggered T7 exonuclease-assisted signal enhancement, improving the
selectivity and sensitivity of the sensor probe. (IV) Optical characterization of the sensor probe (GSH-MXene QDs), showing both FL (black line) and
ECL (red line) emission spectra, highlighting the dual-mode signal capabilities of the probe. (V) Electrochemical impedance spectroscopy analysis of
(a) a bare GCE, (b) a GCE with biomimetic magnetic vesicles-hairpin DNA, (c) GCE/biomimetic magnetic vesicles-hairpin DNA/miRNA-221, (d) GCE/
biomimetic magnetic vesicles-hairpin DNA/miRNA-221/T-7 exonuclease, and (e) GCE/biomimetic magnetic vesicles-hairpin DNA/miRNA-221/T-7
exonuclease/GSH-MXene QDs-probe DNA, confirming the successful functionalization of the surface. (VI) The relationship between ECL intensity
and miRNA-221 concentration, highlighting the concentration-dependent ECL signal enhancement. (VI) The corresponding linear fitting for
miRNA-221 detection, enabling quantitative detection with high sensitivity. Reproduced with permission from ref. 247; copyright 2022, ELSEVIER.

remaining active sites. Following this, the mixture was centri-
fuged at 10 000 rpm at 4 °C for 10 min to remove all unreacted
species. Then, the finally obtained AgPt@N-MXene QDs-anti
MUC1-BSA bioconjugate was dispersed in PBS and stored at
4 °C. An electrochemiluminescence (ECL) sensor was con-
structed using a sandwich format. Then a polished GCE was
dipped in HAuCl, (2 mL, 1%) solution to synthesize gold nano-
particles on the GCE electrode surface using a potentiostat at
—0.2 V (30 s). After this, 20 pL of primary anti-MUC1 was drop-
casted on the modified Au/GCE surface (abbreviated as anti-
MUC1/Au/GCE) which was then washed thoroughly. Following
this, 20 pL of 1% PBS was used for coating and this was dried
for 45 min at room temperature. Finally, a BSA/anti-MUC1/
AuNPs/GCE sensor probe was obtained. Following this, 20 pL
of MUC1 was drop-casted over the previously modified elec-
trode surface, then 20 pL of AgPt@N-MXene QDs-anti MUC1-
BSA was drop-casted, followed by 45 min of drying at room
temperature, with washing after each fabrication step. This led
to the formation of a sandwich-like structure over the electrode
surface. Finally, this probe was deployed for sensing, and an
electrochemiluminescence signal was recorded using an ECL
analyzer in 2 mL of PBS containing 10 mM S,05>~ by applying

This journal is © The Royal Society of Chemistry 2025

a potential from —2 V to 0 V. Through this experiment, they
concluded that as the concentration of MUC1 increases, the
ECL signal also increases. They reported a LDR of 1 fg mL™"-1
ng mL™' and a LOD of 0.31 fg mL™". As the MUC1 concen-
tration increased, binding to AgPt@N-MXene QDs-anti
MUC1-BSA bioconjugates immobilized on the electrode
surface also increased, which caused the increase in the ECL
signal, as illustrated in Fig. 11.

4.2.3. MXene-based sensors for polynucleotide kinase.
Polynucleotide kinase (PNK) acts as a catalytic agent, and it is
essential for ligation-based DNA repair.”>' PNK transfers the
y-phosphate residue to the 5-end and it is replaced by 5-OH
from the damaged DNA. It plays a very essential role in phos-
phorylation-dependent DNA repair and is critical for nucleic
acid metabolism.”>® As it plays a very essential role, any
abnormality in the synthesis and expression of PNK may lead
to irregularities in the DNA damage repair system which will
lead to the development of various diseases and conditions
related to the central nervous system, cardiovascular system,
etc.”>>*** Therefore, the detection of PNK is very important
from a clinical perspective. A study by Zhang et al. reported a
highly sensitive and selective probe for the detection of
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Fig. 11 Schematic representations of a MXene-QD-based ECL sensor probe for MUC1 detection. (I) The synthesis of AgPt@N-MXene QDs-anti-
MUCI1-BSA bioconjugates, where N-MXene QDs are combined with bimetallic AgPt nanoparticles and then conjugated with anti-MUC1 antibodies
to obtain a highly selective ECL sensor probe. (Il) The development of the ECL immunosensor. (lll) The possible ECL mechanism of the N-MXene
QDs/S,0g2~ system; here MXene QDs act as luminophores in the presence of the co-reactant potassium persulphate, producing significantly
enhanced luminescence via intermediate generation. (IV) The CV response of each modified electrode: a bare GCE (a), DpAu/GCE (b), anti-MUC1/
DpAu/GCE (c), BSA/anti-MUC1/DpAu/GCE (d), and MUC1/BSA/anti-MUC1/DpAu/GCE (e), confirming the step-by-step modification of the sensor
probe. (V) A comparison of ECL responses after each modification of the sensor showing the ECL intensities of (a) N-TizC, QDs in PBS solution, (b)
N-TisC> QDs in $;052~ solution, (c) N-TizC, QDs in 5,052 solution with Ag nanoparticles, (d) N-TisC> QDs in $S;05%~ solution with Pt nanoparticles,
and (e) N-TisC, QDs in S,0g°~ solution with AgPt nanoparticles, which demonstrates the highest ECL response due to the synergistic effect of bi-
metallic AgPt nanoparticles. (VI) The ECL responses of the fabricated immunosensor to various concentrations of MUC1, highlighting the concen-
tration-dependent increase in the ECL signal due to antigen—antibody interactions. (VII) The calibration plot of the developed sensor for MUC1

detection, representing the sensitivity and stability of the sensor probe. Reproduced with permission from ref. 242; copyright 2022, ELSEVIER.

PNK.”*® They synthesized MXene QDs employing an in situ
method using 0.8 g of LiF and 10 mL of HCI (9 mol L™,
which was stirred for 5 min; then 0.5 g of Ti;AIC, was added
slowly and this was stirred for 24 h at 37 °C. Then the reaction
mixture was centrifuged at 1280 RCF for 5 min and then
several times at 3740 RCF for 15 min till the pH reached 6-7.
The obtained solid precipitate was mixed with deionized water
before further sonication and centrifugation at 1280 RCF for
1 h to get Ti;C,T, nanosheets in the supernatant. These
nanosheets were sonicated for 10 h and centrifuged at 1289
RCF for 1 h, the pellet was discarded, and the supernatant was
filtered with a 220 nm membrane to obtain MXene QDs.
Following this, 1 mL of MXene QDs was mixed with 125 pL of
HAuCl, and stirred for 15 min to obtain a MXene QDs-AuNPs
nano-hybrid. At room temperature, sodium alginate (SA) 6 pL
was drop-casted onto a polished GCE surface. Then this SA/
GCE was activated at 37 °C with EDC and NHS (800 mM,
400 mM; v/v = 1:1) for 1 h, and then incubated in ¢cDNA solu-
tion for 2 h at 37 °C. After this, cDNA/SA/GCE was immersed
in PBS (37 °C) for 2 h to block all the non-specific sites. Then
this cDNA/SA/GCE was modified at 37 °C with H1 (hairpin 1)
and H2 (hairpin 2) to obtain H-cDNA/SA/GCE. Then a mixture
of various concentrations of PNK and 1 mM ATP (v/v = 1:1)
was drop-casted over the previously modified GCE surface and

15576 | Nanoscale, 2025, 17, 15554-15591

incubated for 2 h at 37 °C. Finally, 40 pL of the MXene QDs-
AuNPs nano-hybrid was drop-casted over the modified P-H-
cDNA/SA/GCE. After each step, the electrode was cleaned with
Tris-HCI and dried in a N, environment to remove all non-
specific adsorbates. Then the ECL signal was measured in PBS
(0.1 M, pH 7.4) containing 50 mM K,S,0g. They reported a
good LDR of 0.0001-10 U mL™" and LOD of 2.7 x 107> U mL ™",
as illustrated in Fig. 12.

4.2.4. MXene-QD-based sensors for alkaline phosphatases.
Alkaline phosphatase (ALP) is categorized among the hydro-
lases widely distributed in various tissues, including kidneys,
liver, and bones.>®® It is an essential protein-based enzyme
that catalyses the dephosphorylation of a wide range of sub-
strates and also plays a very important role in bone mineraliz-
ation and phosphate homeostasis.>®” It was extensively
explored as a crucial biomarker for clinical diagnosis. An
abnormal level of this enzyme is associated with various dis-
eases and conditions including hepatitis, diabetes, and
cancer.”*®**® Furthermore, a high level of ALP was used as a
biomarker of pluripotent embryonic stem cells (ESC) in tra-
ditional diagnostics. This creates a niche for developing a min-
iaturized, point-of-care, affordable sensing setup for the clini-
cal assessment of ALP. Guo et al. developed a MXene-QD-
based fluorescence sensing setup for ALP detection in diverse

This journal is © The Royal Society of Chemistry 2025
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Fig. 12 Schematic representations of a MXene-QD-based ECL sensor for PNK detection. (I) The synthesis of the MXene QDs-AuNPs nanohybrid
and its subsequent fabrication over an electrode surface; this nanohybrid combines the high electrical conductivity of MXene QDs and catalytic pro-
perties of AuNPs to form a robust, sensitive, and stable sensing probe. (ll) A comparison of the ECL signals of the modified electrode without the
target (black line) and with the target (red line), showing the target-induced ECL response of the sensor probe. (lll) An evaluation of the selectivity of
the developed biosensor in the presence of different interfering molecules such as 50 pM GOD, 10 U mL™* ALP, 50 uM thrombin, and 50 pM lyso-
zyme, and with the target molecule—1 U mL™* PNK—which confirms that the developed probe was highly selective for PNK in the presence of
respective interferant molecules. (IV) and (V) CV and EIS spectra of a bare GCE (a), SA/GCE (b), BSA/DNA/SA/GCE (c), H1 + H2/BSA/DNA/SA/GCE (e),
P-H1 + H2/BSA/DNA/SA/GCE (f), and MXene QDs-AuNPs/P-H1 + H2/BSA/DNA/SA/GCE (g) in [Fe(CN)]>~4~ solution (pH 7.0) containing 0.1 M KCL.
The inset of (V) shows EIS spectra of bare GCE (a) and SA/GCE (b). (VI) ECL curves for different concentrations of PNK: (a—h) 0, 0.0001, 0.001, 0.01,
0.1, 0.5, 1.0, and 10.0 U mL™ in 0.1 M PBS (pH 7.4) with 50 mM K,S$,0g, which confirm that as the concentration of PNK increases, the ECL signal
also increases respectively. (VII) A calibration plot for PNK detection, highlighting the linear relationship between the ECL signal and PNK concen-
tration and demonstrating the high sensitivity and stability of the sensor probe. Reproduced with permission from ref. 255; copyright 2022,

SPRINGER NATURE.

matrices.>®® They synthesized MXene 2D nanosheets through
exfoliation followed by chemical cutting via hydrothermal
treatment at 100 °C for 6 h. Then, the obtained reaction
mixture was filtered through a 0.22 pm microporous mem-
brane followed by the freeze-drying of the supernatant to
finally obtain brown-colored MXene QDs. Then, these were
poured into 1 mL of a reaction system containing Tris-HCI
(50 mM, pH: 10.0), 200 pM para-nitrophenyl phosphate and
0.1 pM MgSO, and this was then incubated at 37 °C for
30 min. The obtained solution was deployed for the sensing of
ALP based on the fluorescence spectra at 365 nm, and it
showed a LOD of 0.02 UL™".

4.3. Sensing of environmental pollutants

The direct or indirect introduction of harmful and hazardous
substances into the environment is categorized as environ-
mental pollution. These pollutants have adverse impacts on
the ecosystem, including on human and plant health, and they
can be classified based on their chemical nature, source or
persistence.?®' Exposure to these leads to various health com-

This journal is © The Royal Society of Chemistry 2025

plications in humans and also contributes to a continuous
loss of biological diversity over years through soil contami-
nation.>®> Chemicals and pesticides used in or produced as
byproducts of industrial processes, wastewater, agriculture,
livestock, and petroleum-related industries are the main
sources of such contamination.*®® Direct human exposure to
such soil may cause short-term health complications, includ-
ing coughing, chest pain, and irritation, headaches, and it can
indirectly enter humans through absorption by plants and the
interconnected ecological food cycle.”®* Environmental pollu-
tants include a diverse range of molecules; however, in this
section we comprehensively discuss MXene-QD-based sensors
for heavy metals, metal ions, and pesticides.”*>*°® Heavy
metals usually include high-density metallic chemical
elements that show toxicity or are poisonous at relativity low
concentrations, including cadmium, mercury, arsenic, and
lead as first-class hazards.>®” Apart from these hazardous
metals, these days pesticides are extensively exploited and cate-
gorized as a major source of contaminants of emerging
concern (CECs). The consumption of pesticides in 2019 was
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reported to be 419 million metric tons, of which 1.76 million
metric tons was consumed by China alone. Besides these
factors, metal ions are also considered as a crucial concern
relating to both the environment and health.>*® Metal ions are
considered as fundamental and irreplaceable constituents of
many critical biochemical pathways.?***”° Despite their critical
role, they have several disadvantages: excessive accumulation
may lead to reactions and cause the deactivation of proteins
and enzymes, and an absence of metal ions may lead to the
inhibition of some biochemical pathways, ultimately leading
to various diseases and conditions.>”"*”> These factors are
responsible for the categorization of metal ions as harmful
substances. This creates a niche market for developing highly
sensitive and miniaturized sensors for the real-time monitor-
ing and management of these heavy metals, metal ions, and
pesticides. Owing to their good optoelectronic and fluo-
rescence properties, MXene QDs have been employed as a
promising platform for sensing these contaminants. Here, we
have reported MXene-QD-based sensors for the detection of
mercury, copper, iron, cobalt, nitrite ions, and pirimiphos
methyl. Others are discussed in Table 3 which covers sensor
fabrication strategies, limits of detection (LODs), linear detec-
tion ranges (LDRs), synthetic routes, real sample analysis, and
the detection techniques involved in sensor development in
such studies.

4.3.1. MXene-QD-based sensors for mercury. Mercury is a
naturally occurring element, symbolized as Hg, with an atomic
number of 80; it is a high-density heavy metal commonly
found in the Earth’s crust and deposits of coal. As with other
elements, there is a reservoir of mercury on the planet that
cycles through the deep earth, the atmosphere, various water
bodies and terrestrial reservoirs.””***° 1t is extensively used in
paint, detonators for explosives, electrical apparatus, caustic
soda, chlorine manufacturing, etc., and it enters into the eco-
logical cycle, including drinking water, through a variety of
sources, such as atmospheric deposition, industrial discharge,
and runoff from land.?®' Due to its hazardous effects, in 2007
the WHO set its threshold limit at 6 pg L™" for drinking
water.”®> Exposure or accumulation may cause significant
damage to the brain, heart, kidneys, lungs, and immune and
reproductive systems of animals, including humans, and high
exposure may eventually cause death.”®® Therefore, the detec-
tion of mercury is crucial to reduce the health risk to humans.
A study by Emami et al. developed a MXene-QD-based sensor
probe for the detection of mercury ions in water bodies.*®*
They synthesized MXene QDs through solvothermal-ultra-
sonication methods, and then the obtained powder was mixed
with polyethyleneimine (PEI) and sonicated for 30 min. Then,
the obtained reaction mixture was autoclaved in a PTFE-lined
autoclave for 24 h at 120 °C, which wrapped the QDs over the
positively charged PEI. Following this, 100 mg of the obtained
mixture of MXene QDs-PEI was mixed with 50 mg of a pre-
viously prepared covalent organic framework and this was
sonicated for 3 h. The obtained mixture was drop-casted over a
pencil graphite electrode, leading to the formation of PGE/
MXene QDs-PEI/COF for the sensitive detection of mercury.
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They employed differential pulse anodic stripping voltametric
techniques in 0.1 M HCI with an accumulation potential and
time of —0.6 V and 100 s and proposed a LDR of 0.05-35 pM
and LOD of 16 nM.

4.3.2. MXene-QD-based sensors for copper. Copper is a
trace element and essential mineral that plays a very important
role in oxygen transport, enzymatic function, and cellular
transport. It is commonly found in environmental, industrial,
and biological systems.?®>?%® Due to its vital role in various
environmental and physiological processes, 1-100 mg of
copper are normally required by adults.>”28 1t is required in
the body as an important catalytic co-factor, but free Cu ions
in the body may damage cellular components. Cu salts are
easily available chemicals in many countries. There are
different sources of Cu consumption which are sometimes
ignored and may lead to severe problems, such as accidental
consumption based on contaminated water sources, Cu-salt-
containing topical creams, and acidic food cooked in uncoated
copper cookware.’®® Therefore, the detection of Cu ions is
needed for monitoring and management. For this, MXene
QDs have been employed by various researchers. A study by
Feng et al. proposed novel N-doped MXene QDs for copper
detection.'® They synthesized these QDs using 0.12 g of pris-
tine MXene in 250 mL of DMF followed by 12 h of sonication.
Following this, centrifugation, resuspension and drying were
carried out under vacuum at 45 °C for 8 h to obtain the final
exfoliated MXene. Then different doses of amine were used for
N-doping via solvothermal treatment, and N-MXene QDs with
a size of ~6.2 nm and thickness of ~1 nm and having high
fluorescence were synthesized. They were employed for the
sensitive and selective detection of copper ions through fluo-
rescence quenching, as illustrated in Fig. 13.

4.3.3. MXene-QD-based sensors for iron. Iron is categor-
ized as an over-the-counter (OTC) multivitamin. Its accidental
or intentional ingestion is a common form of poisoning.**°
Especially for children, acute ingestion is hazardous and
deadly.*®" Failure to diagnose iron poisoning early may have
serious consequences and lead to multi-organ failure and
death.?®® This creates urgency for the efficient, accurate, and
sensitive detection of iron for diagnostics and management
purposes. In a study by Wang et al., Ti;C,T, QDs (MXene QDs)
were obtained from the precursor Ti;AlC, via HF etching treat-
ment, as per a previously reported method.>*® Following the
etching treatment, the pellet was dried at 80 °C overnight.
Then, they used an oil-bath reflux system to synthesize MXene
QDs. For this, 100 mg of delaminated powder was added to
10 mL of an aqueous solution of 3% TMAOH, then oil-bath
reflux was carried out at 120 °C for 72 h. Furthermore, the
obtained reaction mixture was centrifuged at 12 000 rpm for
30 min and the pellet was discarded. MXene QD powder was
obtained via vacuum drying the supernatant at 200 °C over-
night. Different concentrations of Fe** (20 pL) were taken in
different containers and then 2 mL of a 0.05 mg mL ™" solution
of MXene QDs was added to each container. Then, finally, the
fluorescence intensity of the sonicated solution was recorded
at an excitation wavelength of 320 nm both in the absence of

This journal is © The Royal Society of Chemistry 2025
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hydrothermal cutting. For sensing, 200 pL of MXene QDs was diluted in
1 mL of deionized water. This was followed by the addition of different

concentrations of Ni*". Then the final probe was deployed for fluo-

rescence measurements

View Article Online
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Fe®* (F,) and in the presence of Fe** (F). They reported a LOD
of 0.1-1.6 uM and a LOD of 2 nM. In another study, Xu et al.
synthesized Ti;C,T, MXene nanosheets and the obtained
powder was dispersed in 3 different solvents—DMF, ethanol,
and DMSO—respectively, in a N, environment for 30 min to
remove all interfering oxygen. Then, the final suspension was
transferred into a PTFE-lined autoclave and a solvothermal
procedure was carried out at 120 °C for 6 h in an oven.
Following this, the obtained reaction mixture was centrifuged
for 30 min at 12 000 rpm, then the pellet was discarded and
the supernatant was stored as MXene QDs. They exhibit
unique optical properties due to the different solvents offering
different photoluminescence (PL) responses towards the
different metal ions. The different metal ions show unique PL
intensities towards the three different MXene QDs. They
observed that the addition of iron causes a greater quenching
effect on the PL intensity of f-MXene QDs compared to
s-MXene QDs and e-MXene QDs. This PL quenching due to Fe
occurs due to coordination between Fe and C=O groups on
the surface of f-MXene QDs, while there is a low oxygen
content in e-MXene QDs and no C=O0 in s-MXene QDs, as con-
firmed by XPS spectra. Thus f-MXene QDs are chosen for the
sensitive and selective detection of iron, with a reported LOD
of 2x107° M.

4.3.4. MXene-QD-based cobalt sensors. Cobalt and its
derivatives are found in large quantities in nature (e-waste
industry, mining, diamond industry, etc.), and cobalt biologi-
cally play an essential role in vitamin B;, as a metal
constituent.”**?% Excessive exposure to cobalt may lead to
various abnormalities like endocrine dysfunction, etc.”°
Therefore, the detection of cobalt is essential for human
health. A study by Wang et al. synthesized N-doped MXene
QDs for the fluorescence detection of cobalt,**” employing pre-
viously reported methods to obtain MXene nanosheets.”®
Then 50 mg of multilayer MXene sheets (Ti;C,) were mixed
with 20 mL of 6 M KOH and the solution was sonicated at RT
for 3 h and centrifuged for 5 min at 3900 rpm to get thin-layer
MXene sheets. Then 48 mg of the obtained powder was mixed
with 15 mL of DMF and transferred to a PTFE-lined stainless-
steel autoclave, and a reaction was carried out at 140 °C for
12 h. The mixture was centrifuged at 3900 rpm for 5 min to
obtain N-doped MXene QDs. Following this, mixtures of
different concentrations of cobalt ions were made, from
0.5 pM—-2000 pM. Acetate buffer with a concentration of 0.2 M
(0.5 mL) was added to each concentration of cobalt solution
and then 400 pL of N-doped MXene QDs was added to each;
the final solution was made up to 2 mL by adding deionized
water. Finally, the solution was reacted for 5 min after this,
and emission spectra were recorded at an excitation wave-
length of 335 nm; the reported LOD was 0.21 pM, as illustrated
in Fig. 14.

4.3.5. MXene-QD-based sensors for nitrite. Nitrite ions are
heavily used in the food industry as fertilizers and food preser-
vatives.”®® They pose several health and environmental con-
cerns, as their presence in water and food beyond permissible
levels poses significant risks.**° High levels of nitrite ions may

This journal is © The Royal Society of Chemistry 2025


https://doi.org/10.1039/d5nr00854a

Published on 19 June 2025. Downloaded on 2/3/2026 9:18:25 PM.

View Article Online

Nanoscale Review

)

Different doses Q
of “amme”

D
Sonlcatlon Solvothermal Q
Reaction Q
N-doped MXene QDs
Multilayered Ti;C, MXene Sheets Few layered Ti,C, Sheets
(1) 330 nm excitation __opum (]") 604 (]V)
—10puM 1
50 -
- ——100 uM
3 = 0.01452+0.00313x £ 40+
s =S G| Roosr £
E L& R & 304
S — 1000 M3 % ]
£ — 1500 Mgy ™ = 20
—20004M3 ®
10

400 450 500 550 600 650 0 250 500 750 1000 1250 1500 1750 2000
Wavelength (nm) Cu? concentration (uM)

Nax %?-q/»’. b oee, 4’!;9_ A@a, o(/e, 6‘09_ kéa_ Cre,
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A schematic representation of the delamination of multilayered MXene into few-layered MXene nanosheets using DMF-aided sonication, and the
subsequent synthesis of N-MXene QDs through a solvothermal method using different doses of amine. (ll) Fluorescence emission spectra of
N-MXene QDs in the presence of different concentrations of Cu?* (0-2000 uM), highlighting the concentration-dependent fluorescence quenching
of the sensor probe through copper—ion interactions. (Ill) Fo/F (Fo: intensity without Cu®*; F: intensity with Cu®*) as a function of the Cu®* concen-
tration, which confirms that as the concentration of metal ions increased, the Fy/F value also increased (black line: measured value; red line: fitted
value). (IV) The percentage PL quenching in the presence of different interfering metal ions, which suggests that the developed probe showed the

highest quenching for Cu?*
ELSEVIER.

potentially lead to serious threats to public health, including
muscular paralysis, neurodegenerative illness, potential car-
cinogenesis, and methemoglobinemia. The International
Agency for Research on Cancer of the World Health
Organization categorized nitrite ions as a 2A carcinogen.*"
Therefore, exploring newer technologies for their detection
needs considerable attention and investigation. For this,
researchers explored miniaturized sensor probes employing
MXene QDs for the detection of nitrite ions. A study by Bai
et al. developed a MXene-QD-based colorimetric probe for
nitrite assays.’°> They used HF etching treatment for MXene
and, subsequently, they finely downsized these 2D sheets to
zero-dimensional status through microwave-assisted methods
with simultaneous doping with nitrogen and phosphorus. The
reaction conditions for curing the 2D MXene were a tempera-
ture of 120 °C at a power of 800 W for 25 min. Following this,
a 220 nm filter membrane was used to separate out the
product from the mixture and then, through rotatory evapor-
ation and vacuum drying, N,P-doped MXene QDs were
obtained. These were stored at 6 °C for further use. Then they
developed a paper-based colorimetric chip by treating a filter
strip with 0.1 mg mL™" doped MXene QDs and 225 pM Phen
solution for the detection of nitrite ions in diverse matrices.
Following this, previously prepared solutions of 2mMFe>*
(75pL ) and 2mM H' (40 uL) were drop-casted over the chip

This journal is © The Royal Society of Chemistry 2025

, confirming the selectivity of the sensor for copper ions. Reproduced with permission from ref. 102; copyright 2020,

and visualized using the naked eye in sunlight, as illustrated
in Fig. 15.

4.3.6. MXene-QD-based sensors for pirimiphos-methyl.
Pirimiphos-methyl is a broad-spectrum organophosphate that
is based on 0,0-dimethyl O-pyrimidin-4-yl phosphorothioate
substituted by a methyl moiety at position 6 and a diethyl-
amino moiety at position 2.2 It is an organophosphate and
aminopyrimidine that is widely employed in agrochemicals as
an acaricide, insecticide, and acetylcholinesterase inhibitor; it
is categorized as an environmental contaminant and also used
to protect seeds, stored grains and nuts.*** It can phosphory-
late acetylcholinesterase (AChE) enzymes in tissues, causing
the accumulation of acetylcholine at neuromuscular junctions
and synapses, finally leading to death.?*” In a joint meeting on
pesticide residues (JMPR) organized by the Food and
Agriculture Organization, the World Health Organization pro-
posed an acceptable daily intake of 0.00-0.03 mg per kg body-
weight.>*® Therefore, the detection of pirimiphos-methyl is
essential for human health; for this, Ding et al. developed a
copper-decorated MXene QDs-aerogel based sensor probe.*’”
They synthesized MXene QDs through a hydrothermal method
at 100 °C for 6 h; following this, the reaction mixture was fil-
tered with a 220 nm filter membrane at room temperature.
Then 50 pL of Cu@MXene QDs-aerogel (5 mg mL™"), 50 pL of
tetramethylbenzidine (TMB), and 20 pL of H,0, (30%) were

Nanoscale, 2025, 17, 15554-15591 | 15581
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Fig. 14 Schematic illustrations of MXene QD synthesis from multilayered MXene nanosheets and their subsequent deployment for the detection of
cobalt. (I) A schematic representation of N-doped MXene QD synthesis, highlighting the ultrasonic exfoliation and solvothermal chemical cutting of
few-layered nanosheets into MXene QDs. (Il) FL emission spectra of N-MXene QDs with different concentrations of Co?* (0-2000 pM) at a fixed
excitation wavelength, showing a progressive decrease in fluorescence intensity as the cobalt concentration increases. This concentration-depen-
dent quenching phenomenon indicates the potential complexation of cobalt ions with MXene QDs. (Ill) A plot of (I — N)/lo versus Co®* concen-
tration. Inset: the linear relationship between (I — )/l and Co?* in the concentration range of 0.5-100 pM. Io: FL intensity of N-MXene QDs, I: FL
intensity of N-MXene QDs in the presence of Co?*. This plot indicates the linear trend of sensor probe quenching versus the concentration of cobalt
ions, showing the stability and sensitivity of the sensor. Reproduced with permission from ref. 297; copyright 2022, ELSEVIER.

mixed in acetate buffer solution at pH 4.0 (2 mL) and incu-
bated for 10 min at 40 °C. The sensor showed a distinct
absorption peak at 652 nm with a prominent blue color; upon
the introduction of pirimiphos-methyl, the catalytic activity
diminished and it exhibited a light blue color. This unique
property of Cu@MXene QDs-aerogel makes it a promising plat-
form for the colorimetric detection of pirimiphos-methyl and
a wide LDR of 100-3200 nM and low LOD of 0.65 nM were
reported.

5. Limitations and future scope of
MXene QDs

MXene QDs are emerging zero-dimensional nanomaterials
that can be deployed in different commercial settings, includ-
ing sensor setups for the sensitive and selective detection of
different categories of molecules, as explained above. Despite
the numerous advantages explained above, there are also a few
limitations limiting their practical deployment for real-world
applications, which are described here.

5.1. Synthesis complexity

The process of MXene QD synthesis is intricate and tedious
and requires the selective etching of “A” from the MAX phase
through ex situ or in situ approaches, followed by the chemical
cutting of exfoliated nanosheets. The choice of etching agent

15582 | Nanoscale, 2025, 17, 15554-15591

and etching time significantly affects the exfoliation process,
often leading to incomplete exfoliation or sometimes harsh
environments which can introduce unwanted defects. The
exfoliated 2D nanosheets show a tendency to aggregate that
affects QD formation. These bottlenecks limit the application
of these QDs. Different synthetic routes have their own advan-
tages and limitations too which require further research to
optimize them for obtaining QDs with the desired properties.
This article presents the huge scope for exploring newer syn-
thetic routes that offer high levels of surface functionality and
enhanced stability, while minimizing the use of toxic and
hazardous chemicals. We have not only highlighted the
current state of MXene QD synthesis but this effort also pre-
sents the immense opportunities for innovation in synthetic
strategies through chemical engineering that can prioritize tox-
icity reduction, functional-group retention, and dispersion
stability.

5.2. Structural and chemical stability

MXenes and their derivatives including MXene QDs exhibit tre-
mendous properties such as high electrical conductivity, excel-
lent photoluminescence properties, tunable surface termin-
ations, and high surface areas. However, in some situations
environmental exposure is inevitable, making them more
prone to oxidation under atmospheric and aqueous con-
ditions, degrading their quantum properties and limiting the
application of these QDs. In some cases, oxidation potentially

This journal is © The Royal Society of Chemistry 2025
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Fig. 15 (I) A schematic representation of N,P-MXene QD synthesis and their deployment for the detection of NO?~ employing a dual-mode strat-
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15, 30, 40, 50, 60, 70, and 80 puM) taken under 395 nM UV light. (IV) Absorption spectra of the developed probe with different concentrations of
NO?~ (0-110 pM). (V) A linear plot of the absorbance ratio (Aq — A)/Ag versus NO?~ concentration (4—85 uM); inset: corresponding photographs of
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disrupts the metallic nature by oxidizing the “M” atoms into
MO,, which shows less conductivity. These limitations have
encouraged researchers across the globe to explore newer strat-
egies for monodisperse QDs with high structural and chemical
stability.

5.3. Scalability and yields

Despite the huge interest in MXene QDs due to their remark-
able optoelectronic properties, a major bottleneck in their
practical commercialization is the low synthesis yields of cur-
rently explored fabrication methods. Hydrothermal, solvo-
thermal, and ultrasonication approaches are the most com-
monly explored methods for MXene QD fabrication from the
MAX phase. Among these, hydrothermal methods are the most
widely used ones owing to their simplicity and ability to
control surface functionality and morphology, but they show
yields of <10% limiting their large-scale production compared
to other QDs such as graphene QDs and carbon dots. This low-
yield output per batch increases the overall cost of MXene
QDs, limiting their real-world applications. Low yields involve
significant precursor material loss during the synthesis
process which makes processes expensive and also increases
the environmental burden. This creates a niche for large scale
production approaches for MXene QDs that fulfill the current
needs. This limitation also presents an opportunity for inno-

This journal is © The Royal Society of Chemistry 2025

vation and advancements that could position these materials
for real-world applications such as in commercial sensing
devices and clinical diagnostics.

5.4. Toxicity and environmental concerns

MXene QDs are emerging next-generation nanomaterials.
Their synthesis from MAX requires the etching agent HF
which is highly corrosive, colorless and toxic, requiring extra
attention during experiments and also posing environmental
concern. Despite this, other organic solvents have also been
explored for the exfoliation process that may also pose safety
issues and show environmental instability, limiting the syn-
thesis and scope of these QDs. Due to their enormously wide
applications, these emerging materials can be a game-chan-
ging probe in the future for various sectors, including health
care and diagnostics. Therefore, toxicity and environmental
concerns are big hurdles, which require alternative approaches
adopting green chemistry principles that can fulfil current
needs and the wide potential, while leaving a negligible
environmental footprint and minimizing health concerns.

5.5. Sensor fabrication

MXene QDs have shown exceptional potential for use in sensor
due to their unique optoelectronic properties and large
surface-area-to-volume ratios. However, certain challenges

Nanoscale, 2025, 17, 15554-15591 | 15583
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such as intricate surface functionalization, limited stability,
and batch-to-batch variability hinder their widespread deploy-
ment. Addressing these challenges presents a promising plat-
form for budding researchers seeking new innovations in
materials engineering.

Despite the remarkable advancements in MXene QDs and
their application in sensor settings, several challenges must be
addressed to enhance their practical applicability to fulfill
current demands relating to healthcare diagnosis. The exten-
sive exploration of the fundamental properties of MXene QDs,
including electronic structures, surface chemistry, and inter-
action mechanisms, is required for gaining a better under-
standing. The exploration of newer and more sustainable syn-
thetic routes following green chemistry principles that offer
higher yields, lower toxicity, and enhanced stability and opto-
electronic properties is also required. That could open up their
widespread adoption for large-scale production and deploy-
ment in commercial settings, including sensor fabrication.
The monodisperse size, defects, and distribution of functional
groups in MXene QDs largely depend on the reaction con-
ditions and formation mechanism of MXene QDs. Other areas
like the mechanism behind the formation of MXene QDs and
controlling the size of MXene QDs are less explored, which has
limited the application of MXene QDs to a large extent. As
MXene QDs are a recently explored material, their potential is
yet to be recognized to the fullest. There are untraversed and
emerging areas that can be explored in the future for MXene-
QD-based sensors, of which a few are discussed in this article.
This article aims to suggest necessary improvements that are
awaited before the integration of MXene QDs into point-of-
care next generation diagnostics, wearable sensors, and multi-
mode detection platforms.

6. Conclusions

MXene QDs represent a transformative advancement and have
emerged as a new class of zero-dimensional nanomaterial
offering exceptional structural, electronic and optical pro-
perties. The distinctive advantages of the zero dimensionality
of MXene QDs and the incorporation of unique structural and
functional richness from 2D MXene precursors has attracted
the attention of budding as well as established researchers.
This immense focus has paved a foundation for remarkable
developments in just a few years, highlighting MXene QDs and
MXene-QD-based sensors due their unique optoelectronic pro-
perties. In this paper, the first part covers the crucial role of
the MAX phase precursor, MXene nanosheets and their novel
role in determining the composition, structure, and function-
ality of MXene QDs. This is further followed by a discussion of
the diverse methods of MXene QD synthesis, each offering a
unique opportunity to control particle size, crystallinity, and
surface chemistry, which play crucial roles in the sensing be-
havior of MXene QDs. These strategies include ball milling,
pyrolysis, molten salt, hydrothermal, and solvothermal syn-
thesis, and ultrasonication. Each of these has its own pros and
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cons, so the selection of an appropriate method depends on
the desired properties and applications of QDs. Furthermore, a
later section includes extensive discussion on the unique pro-
perties of MXene QDs, including structural, electronic, and
optical properties, which collectively contribute to sensor per-
formance. After this, the most important part of the paper dis-
cusses a range of MXene-QD-based sensors, such as electro-
chemiluminescence, photoluminescence, and optical sensors,
for a range of molecules including small molecules, macro-
molecules, and environmental pollutants. A later section
includes insightful discussion on the limitations and future
scope of MXene QDs. Another part of this paper comprehen-
sively discusses sensor fabrication strategies, limits of detec-
tion (LODs), linear detection ranges (LDRs), synthetic routes,
and the analysis of real samples, along with the detection tech-
niques involved in sensor development in various studies. The
aim of this article is to provide a holistic overview of MXene
QDs, including their properties, synthesis, and applications in
the field of sensors, attracting budding researchers towards
these emerging MXene QDs.

Abbreviations

QDs Quantum dots

LOD Limit of detection

LDR Linear dynamic range

D Dimensional

PL Photoluminescence

FL Fluorescence

ECL Electrochemiluminescence

SEM Scanning electron microscopy
STEM Scanning transmission electron microscopy
TEM Transmission electron microscopy
XRD X-ray diffraction

red-P Red phosphorus

DOS Density of states

EBS Energy band structure

Vis Visible

PLLTs Photoluminescence lifetimes
PLQYs  Photoluminescence quantum yields
DMSO  Dimethyl sulfoxide

IFE Inner filter effect

GSH Glutathione

OPD o-Phenylenediamine

UA Uric acid

QC Quercetin

DA Dopamine

AA Ascorbic acid

ARS Alizarin red

PBS Phosphate buffer saline

HRP Horseradish peroxidase

TNBC Triple negative breast cancer
HER2 Human epidermal growth factor 2
AuNBs  Gold nanobones

DNA Deoxyribonucleic acid
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mi-RNA Micro-ribonucleic acid

GCE Glassy carbon electrode
MUC1 Mucin 1

PNK Polynucleotide kinase

HF Hydrogen fluoride

LiF Lithium fluoride

ATP Adenosine triphosphate
GOD Glucose oxidase

BSA Bovine serum albumin
TMOAH Tetramethyl ammonium hydroxide
PEI Polyethylene imine

COF Covalent organic framework
OTC Over-the-counter
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