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Semiconductor magic-sized nanoclusters (MSCs) possess atomic-level compositional precision and
ultrasmall dimensions, allowing accurate modulation of electrochemiluminescence (ECL) properties,
essential for advanced bioanalytical applications. However, low intrinsic ECL intensity and poor stability in
bipolar electrode (BPE)-ECL systems hinder their broader use. In this work, we addressed these
limitations through doping and direct optical crosslinking strategies, achieving a 24-fold boost in the ECL
signal and a fivefold stability increase for doped (CdS)s4:Ag MSCs compared with original (CdS)s4 MSCs.
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detection range of 10 uM to 1 mM and a detection limit of 3.64 uM. This approach provides a robust
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Introduction

Electrochemiluminescence (ECL), known as electrogenerated
chemiluminescence, has emerged as a powerful analytical
technique with broad applications.” Among various ECL
approaches, bipolar electrode-based ECL (BPE-ECL) stands out
due to its unique two-electrode configuration, where electrodes
are spatially separated, offering several distinct advantages over
the traditional three-electrode system.®® Specifically, BPE-ECL
significantly minimizes electron transfer barriers between
aqueous and organic phases, thereby enhancing charge transfer
efficiency.”' In addition, its modular structure facilitates the
integration of multiple analytical techniques within distinct
electrode regions, enabling the design of sophisticated array-
based biosensors."** This versatility has generated significant
interest in BPE-ECL, establishing it as a promising approach for
advanced biosensing applications.
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In the BPE-ECL system, the emitter plays a pivotal role, with
its careful selection and design being essential to achieving
optimal ECL performance. Magic-sized nanoclusters (MSCs),
which are ultrasmall, monodisperse nanomaterials with
countable atoms, exhibit discrete growth characteristics and
unique, size-dependent optical properties.**® Given their small
size (<2 nm) and tunable optical properties, MSCs are consid-
ered ideal emitters for ECL detection."”*® In our previous work,
we established that the ECL intensity in (CdS);, and (CdSe)z,
MSCs could be modulated by surface interface modifications.™
However, despite these enhancements, the ECL intensity of
these MSCs remains comparatively low, limiting their sensi-
tivity in application. Furthermore, the inherent instability of
MSCs on the electrode surface, where they tend to detach
during detection, poses practical challenges. Thus, addressing
both the signal intensity and the film stability of MSCs remains
essential for advancing their use in high-sensitivity ECL
detection.

Doping technology offers a promising approach to
enhancing the ECL emission through several mechanisms. Key
among these are the improvement of emitter conductivity, fine-
tuning of energy level alignment, and increased efficiency of
reactions between the emitter and co-reactants.?*>> In addition,
doping can reinforce emitter stability and reduce quenching
effects, collectively boosting the ECL signal intensity. However,
achieving effective doping while maintaining the structural
stability of MSCs remains a major challenge in this field.”
Photo-crosslinking alternatively provides a viable means to
enhance the stability and adhesion of materials to their
substrates, critical factors for reliable ECL performance.**?
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This method strengthens interactions between the material and
substrate, improving mechanical stability.”® Yet, MSCs, due to
their extremely small size and high surface energy, are partic-
ularly sensitive to environmental changes. Conventional
photosensitive additives, such as photoacid generators (PAGs),
can potentially damage MSCs. While widely used in nanocrystal
patterning, applications of photo-crosslinking in MSC-based
systems are still relatively unexplored, indicating a need for
further investigation to adapt these techniques in cluster-based
systems.>*

In this work, we introduced a crosslinked doped-MSC
strategy to construct an advanced BPE-ECL sensing platform,
significantly enhancing ECL performance for glucose detection
(Scheme 1). Specifically, silver-doped (CdS)z, MSCs ((CdS)s4:Ag
MSCs) were synthesized by incubating (CdS);, MSCs with silver
trifluoromethanesulfonate (Ag(OTf)). This doping approach
amplified the ECL intensity of (CdS);, MSCs by 24-fold
compared to their undoped counterparts, making the MSCs
potential emitters for ECL applications (Scheme 1a). To improve
emitter stability, we introduced photosensitive molecules to
crosslink MSCs, which anchored them securely onto the elec-
trode surface. In addition, crosslinked Ag NPs served as cata-
lysts, further stabilizing the BPE-ECL devices (Scheme 1b).
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Using these strategies, we constructed a robust BPE-ECL system
with (CdS);4:Ag MSCs as primary emitters for highly sensitive
glucose detection (Scheme 1c). The platform achieved an ECL
signal intensity of 8000 a.u., a 20-fold increase over traditional
MSC-based ECL systems. The ECL demonstrated excellent
stability over five consecutive scans. With a broad linear
detection range from 10 uM to 1 mM and a low detection limit
of 3.64 uM for glucose, this BPE-ECL biosensor showcased
outstanding analytical performance. Our doping and cross-
linking strategy effectively addresses the limitations of tradi-
tional MSC-based ECL, expanding MSC functionality and
advancing the design of high-performance ECL biosensors. This
approach opens new avenues for future biosensor development
and innovation.

Results and discussion

The MSCs studied in this work were synthesized using estab-
lished protocols, involving reactions of a cadmium precursor
(CdCl,) dissolved in octylamine (OTA) with sulfur dissolved in
OTA."™?” The resulting products exhibited a UV-vis absorption
spectrum with two sharp peaks at 365 and 335 nm (Fig. S1af),
consistent with the typical absorption of (CdS);, MSCs.>® To
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Scheme 1 Schematic illustrations of (a) the doping strategy of (CdS)s4 MSCs and the detection principle of glucose. (b) Cross-linking strategy of

(CdS)s4:Ag MSCs and Ag NPs. (c) Construction of the BPE system.
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confirm the chemical composition, inductively coupled plasma
optical emission spectroscopy (ICP-OES) analysis revealed
a Cd : S molar ratio of 1: 1, supporting the (CdS), stoichiometry
(Table S1t). In addition, laser desorption ionization mass
spectrometry (LDI-MS) identified the number of cluster atoms
as x = 34, as shown in Fig. S1b.T

Preparation and characterization of Ag doped (CdS);, MSCs

The synergistic effect of bimetallic components significantly
enhances the ECL performance, as the combination of
cadmium (Cd) and doped silver (Ag) improves charge transfer
efficiency and increases the number of active sites, resulting in
higher ECL intensity.”*** However, despite the potential bene-
fits, controlled doping of MSCs remains challenging due to
their structural instability and atomically precise small size. In
this study, a mild post-synthesis doping strategy was employed.
Initially, (CdS);4 MSCs were synthesized, followed by incubation
with Ag(OTf) for 3 hours. After purification, the (CdS);4:Ag MSCs
were successfully obtained.

To confirm the successful doping, several experiments were
conducted. The fluorescence photographs showed a color
change from blue to green under UV light upon doping (Fig. 1a).
Correspondingly, the photoluminescence (PL) emission peak of
(CdS)s4 MSCs at 515 nm red-shifted by 35 nm compared to the
undoped MSCs (480 nm), with a 13-fold increase in the photo-
luminescence quantum yield (PLQY). This enhancement and
redshift were attributed to the introduction of Ag ions, which

d

2
@
c
2
£ (CdS)5,:Ag
Ag,S ,J\A, A ‘ \
500 1000 1500

Raman shift (cm™)

Fig. 1

View Article Online

Chemical Science

affected electron localization and altered the energy level
structure of (CdS);; MSCs.**** Meanwhile, the UV-visible
absorption spectrum of (CdS)s;;:Ag MSCs exhibited a 6 nm
redshift relative to the undoped MSCs (Fig. 1b), indicating an
increased effective radius due to Ag atom incorporation.* As the
Ag feeding ratio increased, both UV-visible and fluorescence
spectra exhibited a gradual redshift, with the PLQY reaching
a maximum at a (CdS)s, : Ag(OT{) ratio of 1: 3 (Fig. S21).
ICP-OES was employed to determine the doping level of
silver in (CdS);4; MSCs. Table S11 shows that 12-13.8% silver
was successfully incorporated into the (CdS)z;4 MSCs. To further
investigate the bonding interactions of silver within the MSCs,
Raman spectroscopy was conducted. As shown in Fig. 1c, both
undoped (CdS)z, MSCs and Ag-doped (CdS);4 MSCs exhibited
three prominent peaks at approximately 298 cm™* (1LO),
598 cm ™' (2LO), and 899 cm ' (3LO). These peaks correspond
to longitudinal optical (LO) phonon modes characteristic of Cd-
S bonding, and their presence in both doped and undoped
samples suggests that silver doping does not disrupt the
intrinsic Cd-S bonding structure of the MSCs. Furthermore, no
peaks associated with Ag,S (typically observed at 1297 and
1435 cm ') were detected in the Raman spectrum of (CdS)s,
MSCs. This absence confirms that silver does not form Ag-S
bonds within the MSC matrix. These findings imply that Ag is
incorporated into the (CdS);4 MSCs through doping rather than
through the formation of Ag,S. X-ray Photoelectron Spectros-
copy (XPS) determined the forms of the elements present in the
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(a) Photographs of (CdS)z4 and (CdS)s4:Ag MSCs under natural and UV light. (b) UV-vis absorption, PL and PLE spectra of (CdS)34:Ag MSCs.

(c) Raman spectra of (CdS)z4, (CdS)z4:Ag MSCs and Ag,S. (d) High-resolution X-ray photoelectron spectra of (CdS)s4:Ag MSCs in the Ag 3d

electron binding energy range.
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(CdS)s4:Ag MSCs. The Ag 3d electron binding energy spectrum
(Fig. 1d) exhibits a doublet at 367.4/373.2 eV, characteristic of
Ag(1), indicating that silver does not form Ag nanoclusters or
nanocrystals but instead exists as ionic species.*»** Additionally,
the XPS spectra of Cd 3d and S 2p confirm that Cd and S in the
(CdS);4:Ag MSCs samples are present as Cd*" and $>7, respec-
tively (Fig. S47). This suggests that Ag* ions are likely doped into
the (CdS)s;4 MSCs through electrostatic interactions.

Verifying the integrity of the host nanomaterials following
doping is essential for evaluating the reliability and function-
ality of the modified materials. ICP-OES results (Table S1t)
demonstrated that the ratio of Cd: S in the doped (CdS);4 MSCs
remained unchanged, consistent with the stoichiometry of the
original (CdS);,-OTA MSCs. This result confirms that the
doping process preserved the overall composition of the MSCs.
Furthermore, the photoluminescence excitation (PLE) and UV-
visible absorption spectra of the doped MSCs exhibited
similar peak shapes to those of the undoped MSCs. This
observation indicates that the fundamental bandgap structure
of the (CdS);; MSCs remained intact following doping. The
slight red-shift observed between the PLE and absorption
spectra was attributed to the contribution of different fine
structure states to each signal. This behavior aligns with
previously reported findings for other MSCs, such as (CdSe),3
(Fig. 1b).>*

The incorporation of heteroatoms into nanoclusters often
leads to changes in their structure and morphology. However,
our MSCs proved to be an exception.*® The XRD patterns of
(CdS)34 and (CdS);4:Ag MSCs, as shown in Fig. S3c,t exhibited
only minimal variations, strongly indicating that the structural
integrity of (CdS);s MSCs remained unchanged despite the
doping process. Transmission electron microscopy (TEM)
images confirmed that the morphology of (CdS);, MSCs was
preserved, with no observable changes in shape or size
(approximately 3 nm) following the introduction of Ag (Fig. S3a
and bt). These combined findings provide strong evidence for
successful silver doping in (CdS);, MSCs while maintaining
their structural and elemental stability.

Enhancement of the ECL intensity of (CdS);, by doping

To elucidate the ECL mechanism of (CdS);,:Ag MSCs, a detailed
electrochemical analysis was conducted. As illustrated in
Fig. 2a, the differential pulse voltammogram (DPV) measure-
ments of (CdS)s;4:Ag MSCs revealed two distinct, irreversible
oxidation peaks at 0.908 V and 1.376 V, designated as O1 and
02, respectively. These peaks were attributed to the oxidation
reactions of the components in the (CdS);s;:Ag MSCs. By
drawing parallels to the interpretation of DPV profiles in (CdS);,4
MSCs, as previously reported, O1 and O2 were assigned to the
redox transitions of the (CdS)s;;:Ag*/(CdS)ss:Ag® and
(CdS)34:Ag>"/(CdS);4:Ag" oxidation couples, respectively (eqn (3)
and (6)). Notably, the corresponding O1 and O2 exhibited close
agreement with the observed ECL emission potentials, desig-
nated as ECL1 (0.94 V) and ECL2 (1.42 V) in Fig. 2b. This
alignment strongly suggested that ECL1 and ECL2 arose from
the excited states of (CdS);4:Ag" and (CdS)s4:Ag>", respectively,
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thus providing crucial insights into the luminescence behavior
of (CdS)s;;:Ag MSCs under electrochemical excitation. It is
noteworthy that the co-reactant TPA underwent an oxidation
reaction, generating a TPA radical cation (TPA™"), which rapidly
deprotonated to generate the highly reducing species TPA" (eqn
(1) and (2)). In the ECL1 pathway for (CdS)s;,:Ag MSCs, the
surface atoms of (CdS);4:Ag" interacted with TPA", accepting an
electron to yield the excited state (CdS)s;,:Ag*, which subse-
quently relaxed to its ground state while emitting light at
860 nm (eqn (3)-(5)), as depicted in Fig. 2c. In contrast, the
ECL2 mechanism for (CdS);,4:Ag MSCs was more intricate. The
(CdS);4:Ag”" surface atoms could accept a single electron from
TPA’, resulting in the formation of (CdS);4:Ag"*, or alternatively,
they may accept two electrons directly to yield (CdS)z4:Ag*. Both
ECL1 and ECL2 displayed identical emission wavelengths
(860 nm, as shown in Fig. 2c), strongly suggesting that the
emissions originate from the same excited state. Consequently,
ECL2 was attributed to the relaxation of (CdS);4:Ag* back to its
ground state, following a two-electron transfer process (eqn
(6)—(9)). The specific process is illustrated as follows:

TPA-e~ — TPA'* 1)

TPA*" — TPA" + H* (2)
(CdS)34:Ag-e~ — (CdS)ss:Agh (3)
(CdS)s4:Agh + TPA" — (CdS)s4:Ag* (4)
(CdS)z4:Ag* — (CdS)s4:Ag + hy (5)
(CdS)ss:Agt-e™ — (CdS)ssAg™" (6)
(CdS)34:Ag* + TPA" — (CdS)s:Ag” 7)
(CdS)34:Ag™ + TPA' — (CdS)s4:Ag* (8)
(CdS)z4:Ag* — (CdS)s4:Ag + hy (9)

Importantly, the ECL intensity of (CdS);,:Ag MSCs enhanced
significantly with a higher level of Ag doping, reaching
a maximum at a (CdS);4 to AgOT( feed ratio of 1: 3. At this point,
the ECL2 value peaked at 16 800 a.u., representing a 24-fold
enhancement compared to that of the (CdS);,-OTA sample
(ECL2 of 700 a.u.). This improvement was attributed to the
synergistic effect of the bimetallic system (Fig. 2d and S57).
Therefore, based on these findings, we selected the (CdS)s,
MSCs prepared at this doping ratio as the luminophore for
subsequent detection experiments. However, the high resis-
tance of the BPE system posed a challenge, as the (CdS);4 MSCs
exhibited a luminescence potential of up to 10 V, exceeding the
available potential window of conventional ECL measurements.
To address this limitation, we introduced Ag NPs as catalysts to
promote electron transfer and reduce the ECL potential of
MSCs. The catalytic mechanism was proposed based on the
higher affinity of Ag NPs for H,0,, which favored the generation
of OH- and 'O, to further facilitate electron transfer processes.

© 2025 The Author(s). Published by the Royal Society of Chemistry


http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d4sc07800d

Open Access Article. Published on 22 January 2025. Downloaded on 2/21/2026 4:05:58 AM.

Thisarticleislicensed under a Creative Commons Attribution 3.0 Unported Licence.

(cc)

Edge Article
a —15-0V 1.376
—0-15V
<
=,
- 0.908
c
e —
5 -
O |-1.464
-0.876
-1.5-1.0-0.5 0.0 0.5 1.0 1.5
Potential (V)

C
= (CdS);4:Ag
3 -y
5,
2
‘»
c
9
£
-
O
1T}

780 810 840 870 900 930

Wavelength (nm)
Fig. 2

Q

ECL Intensity (a.u.)

View Article Online

Chemical Science

bA —— (CdS),,:Ag MSCs 14
S

8

>

»

c

9

£

-

&’J 3K 0.94

00 03 06 09 1.2 15

Potential (V)

(CdS),,:AgOTF=1:3
15k |
10kt
(CdS);4:AgOTf=1:1
5kt
(CdS),,:AgOTf=1:6
ol JUUUUL oo

Time (s)

(a) DPV curve of (CdS)s4:Ag MSCs, (b) ECL-E curve of (CdS)34:Ag MSCs. (c) ECL spectra of (CdS)s4:Ag MSCs at different potentials (ECL1 at

0.9V; ECL2 at 1.4 V). (d) ECL intensity of (CdS)sz4:Ag MSCs with different feeding ratios ((CdS)s4: AgOTf =1:1,1:3 and 1:6).

This catalytic effect not only lowered the luminescence potential
but also further increased the ECL intensity of the (CdS)s;4:Ag
MSCs, enabling improved performance in the subsequent
experiments (Fig. S67).

Improved ECL stability by a photo-crosslinking strategy

In BPE-ECL devices, a critical challenge lies in improving the
adhesion between luminescent materials and between the
emitting layer and the indium tin oxide (ITO) electrode
surface.’”*® Poor adhesion often results in the detachment of
the luminescent materials from the electrode surface, signifi-
cantly compromising ECL performance and long-term stability.
Previous approaches to addressing this issue included covalent
bonding, grafting and device encapsulation.**-** However, these
approaches come with drawbacks since covalent bonding alters
the inherent electronic properties of MSC emitters, potentially
diminishing their performance, while the introduction of an
encapsulation layer can hinder charge transport and complicate
the device fabrication. To overcome these limitations, we
implemented a photo-crosslinking strategy. This method
enhances the mechanical stability of the luminescent layer
without affecting the inherent properties of MSC emitters,
providing a robust and efficient solution to this long-standing
problem.

Direct optical lithography is a photo-patterning technique
that does not rely on polymer photoresists.>»*® By introducing

© 2025 The Author(s). Published by the Royal Society of Chemistry

photosensitive molecules and utilizing radical polymerization,
it enables the crosslinking of MSCs. This photoresist-free and
amplifier-free crosslinking strategy could minimize the poten-
tial damage, preserving the structural and functional integrity
of MSCs.”” We investigated the impact of crosslinking on the
stability of MSC films. The (CdS);4:Ag MSCs were mixed with
a photosensitive molecule and spin-coated on ITO. Then, the
crosslinked samples were exposed to UV light, while a non-
crosslinked sample was not. Following this, all films were
immersed in toluene and dried. The stability of the films was
assessed by examining the presence of residual nanomaterials
on the surface under different conditions.

We utilized a mixture of the MSCs and photosensitive
molecule as a photosensitive ink for optical lithography. Under
deep UV (254 nm) irradiation, photogenerated carbene radicals
initiated nonspecific C-H insertion with the native ligands on
MSCs, facilitating crosslinking between adjacent MSCs.?® This
process rendered the MSCs in the exposed regions insoluble in
nonpolar solvents, while the unexposed areas remained soluble
and could be washed away with toluene to form precise patterns
(Fig. 3a).

The patterning quality is demonstrated in Fig. 3b, where
a 100-micron stripe pattern exhibited high fidelity with sharp
and clean edges. It is worth noting that the patterning of
semiconductor MSCs is considered highly challenging. This
difficulty arises from the extremely small size and high surface

Chem. Sci., 2025, 16, 3671-3679 | 3675
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(a) Outline of the processing steps for lithography by crosslinking. Microscopic imaging of lithography by crosslinking for (b) (CdS)s4:Ag

MSCs and (e) Ag NPs. SEM image of (c) (CdS)z4:Ag MSCs with and (d) without crosslinking; (f) Ag NPs with and (g) without crosslinking; (h) photo of
Ag NPs attached to ITO and (i) ECL intensities of the BPE system with different crosslinking conditions.

energy of the MSCs, rendering them highly susceptible to
external factors and resulting in pronounced instability.
Conventional lithography processes, such as exposure, devel-
opment, and etching, demand materials with high stability,
making this achievement noteworthy. In this approach, UV-
triggered radicals generated by the photosensitive molecule
effectively couple the MSCs through their native ligands,
enabling nondestructive and gentle patterning.”® Similarly, Ag
NPs were successfully patterned using the same technique, as
shown in Fig. 3e. The resulting 100-micron stripe patterns
demonstrate high contrast, sharp edges, and excellent fidelity,
underscoring the versatility of the photosensitive molecule as
a universal crosslinking agent for nanomaterial patterning.

3676 | Chem. Sci., 2025, 16, 3671-3679

Fig. 3 and S7t reveal that the crosslinked MSCs remained
intact at the micron scale after rinsing, showing no signs of
breakage or detachment (Fig. S7at). Zoomed-in images further
confirmed a dense and well-defined film structure, indicating
excellent stability of the crosslinked films (Fig. 3c). Energy
dispersive X-ray spectroscopy (EDS) mapping shows uniformly
distributed elements. Meanwhile, the Ag element is much less
abundant than both Cd and S elements (Fig. S81). In contrast,
the non-crosslinked (CdS)z,:Ag MSC film showed a significant
material loss after immersion in the electrode detection solu-
tion, highlighting its instability without crosslinking (Fig. 3d
and S7bt). The EDS mapping reveals a uniform distribution of
elements exclusively on the residual film, while the detached

© 2025 The Author(s). Published by the Royal Society of Chemistry
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Table1 Recovery results of glucose determination with the proposed
BPE-ECL system in diluted serum samples

Sample Add/mM Recovery/% RSD/%
1 0.01 99.35 5.7
2 0.1 92.21 4.2
3 1 105.96 6.3

portion exhibits no detectable elemental attachment (Fig. S97).
A similar trend was observed for the Ag NP film. The crosslinked
Ag NP films remained intact, with no signs of breakage or
detachment, whereas the non-crosslinked film exhibited
substantial detachment (Fig. 3f, g, S7c and d¥). In addition,
images of Ag NPs on the ITO surface after immersion revealed
that the crosslinked Ag NPs were uniformly and stably distrib-
uted across the entire surface, with no noticeable detachment.
In contrast, the non-crosslinked Ag NPs dissolved and
detached. The above experiments were sufficient to demon-
strate that the crosslinking strategy significantly improved the
stability of MSCs and Ag NPs on ITO.

One of the most critical advantages of stable nanomaterial
film formation is its ability to ensure consistent and reliable

© 2025 The Author(s). Published by the Royal Society of Chemistry

ECL signals. As both the emitter (CdS);4:Ag MSCs and catalyst
Ag NPs are firmly attached to the electrode surface, the ECL
intensity decays more slowly. Fig. 3i shows the ECL intensities
of the BPE system under different crosslinking conditions.
When neither (CdS);,:Ag MSCs nor Ag NPs are crosslinked, the
ECL intensity dropped sharply by the second scan cycle.
Crosslinking only the Ag NPs helps moderate the rate of decay,
but a gradual decline still occurs. In contrast, when both the
(CdS)34:Ag MSCs and Ag NPs are crosslinked, the ECL intensity
remained stable even after five consecutive scan cycles. The
enhanced stability can be explained by the fact that the stability
of the film contributes to the formation of a homogeneous
electrode interface, reduces non-specific adsorption and
degradation, and ensures the reproducibility of the ECL reac-
tion after prolonged use. Such improved stability plays a crucial
role in optimizing the performance of electrochemical lumi-
nescence systems, making them more effective for various
applications in sensing and imaging.

Stable MSC-based BPE-ECL platform for glucose detection

The integration of doping and crosslinking strategies has
significantly improved the performance of BPE-ECL systems.
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This dual approach ensures that both the emitter, (CdS)s;4:Ag
MSCs, and the catalyst, Ag NPs, remained firmly anchored to
the electrode surface, mitigating material loss and enhancing
reproducibility. Building on these advancements, we developed
a BPE-ECL platform for highly sensitive glucose detection. This
platform demonstrates remarkable sensitivity, stability, and
practical applicability in real sample analysis, highlighting its
potential for diverse bioanalytical applications.

As shown in Fig. 4a, the ECL signals of the BPE-ECL system
increase proportionally with rising glucose concentrations,
demonstrating the biosensor's high efficacy for glucose detec-
tion. Fig. 4b further confirms a linear relationship (R* = 0.997)
between ECL intensity and glucose concentration over a range
of 10 uM to 1 mM, achieving a detection limit (LOD) of 3.64 uM.
A comparison of our approach with other reported methods in
Table S2f revealed that our method exhibited markedly
enhanced sensitivity for glucose detection. In this system,
glucose oxidase (GOD) catalyzes the oxidation of glucose to
gluconic acid, releasing hydrogen peroxide (H,0,) as a byprod-
uct (Scheme 1a). Under voltage excitation, H,O, decomposes
into H,O and O,, accelerating electron transfer within the BPE-
ECL system. This enhanced electron transfer amplifies the ECL
intensity of (CdS)z, MSCs, enabling highly sensitive and reliable
glucose detection.

The reproducibility and selectivity of ECL biosensors are
essential metrics for evaluating their performance. High
reproducibility ensures that the sensor's responses remain
consistent over time and across different batches, a crucial
requirement for routine clinical diagnostics and research
applications. Fig. 4c presents the ECL stability of the BPE
system in potential scans for 5 different electrodes. It was found
that the biosensor displayed good ECL stability and reproduc-
ibility, and the calculated RSD was 1.25%, which made it
applicable for glucose-related disease monitoring. Selectivity,
on the other hand, determines the biosensor's ability to
distinguish the target analyte from potential interfering
substances in complex sample matrices. A selective biosensor
minimizes cross-reactivity and false positives, thereby
enhancing the accuracy of measurements. The selectivity of the
BPE system for glucose detection in the presence of some
biomolecules was tested. It was observed that the ECL signal
response for glucose (150 uM) was significantly higher than that
to other substances (0.5 mM) (Fig. 4d), which proved that our
proposed biosensor showed high selectivity to glucose and
could meet application requirements. Together, high repro-
ducibility and selectivity not only enhance the credibility of the
ECL biosensor but also expand its applicability in diverse fields,
including medical diagnostics, environmental monitoring, and
food safety testing.

The application of ECL biosensors for glucose detection in
real samples, such as human serum, demonstrates their prac-
tical relevance in clinical diagnostics by a standard addition
method. The samples were spiked with a standard glucose
solution at concentrations of 0.01, 0.1, and 1 mM, respectively,
to assess the recovery rate. The accuracy of the results was
evaluated by relative standard deviation (RSD). The measured
results are displayed in Table 1, and the recovery and RSD
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values were in the ranges of 92.21-105.96% and 4.2-6.3%,
respectively, indicating that the ECL biosensor leverages its
sensitivity and selectivity to provide accurate measurements
despite the complex composition of biological fluids. This
development highlights the versatility and effectiveness of the
BPE-ECL system in addressing practical analytical challenges in
the field of biosensing.

Conclusion

The implementation of doping and crosslinking strategies has
resulted in significant enhancements in both the intensity and
the stability of semiconductor nanoclusters. Doping precisely
tunes the electronic properties of MSCs, leading to a marked
increase in ECL intensity, while crosslinking reinforces the
mechanical integrity of the nanocluster films, ensuring that the
emitters and catalysts remain securely anchored to the elec-
trode surface. These advancements contribute to the develop-
ment of a highly reliable and robust biosensing platform. Based
on these results, we developed a BPE-ECL biosensing platform
tailored for the ultrasensitive detection of glucose. This plat-
form not only demonstrated exceptional sensitivity and stability
but also proved its practical applicability by successfully
analyzing real samples, such as human serum, showcasing its
potential for clinical applications. The successful realization of
this biosensing platform underscores the transformative role of
semiconductor nanoclusters in advancing analytical method-
ologies, paving the way for their broader use in bioanalysis and
medical diagnostics.

Data availability

The data supporting this article have been included as part of
the ESL{

Author contributions

Y. W. conceived the concept of this work. Y. W. and J. G. co-
wrote the paper. J. G. and T. Y. designed the experiments and
analyzed the data. H. Z., Y. C., and ]. L. performed optical and
SEM measurements and photolithography. Y. Z., Y. W., and ]. Z.
supervised the project.

Conflicts of interest

The authors declare no competing financial interests.

Acknowledgements

We would like to thank Prof. Wenlei Zhu for the discussion and
reading of the manuscript. This work was supported by the
Science and Technology Program in Jiangsu Province
(BK20232041, BK20220405, and BK20241024), the National Key
R&D Program of China (2022YFC3401802), the National Natural
Science Foundation of China (22171132, 52472165, and
22276100), the Program for Innovative Talents and Entrepre-
neurs in Jiangsu (020513006012 and 020513006014), the Key

© 2025 The Author(s). Published by the Royal Society of Chemistry


http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d4sc07800d

Open Access Article. Published on 22 January 2025. Downloaded on 2/21/2026 4:05:58 AM.

Thisarticleislicensed under a Creative Commons Attribution 3.0 Unported Licence.

(cc)

Edge Article

Laboratory for Organic Electronics & Information Displays
(GZR2024010003), the Research Fund for Jiangsu Distinguished
Professor (RK030STP22001), the Jiangsu Agricultural Science
and Technology Innovation Fund (CX(24)3036), the China
Postdoctoral Science Foundation (2024M751389), the Research
startup fund of NJUPT (NY221006), and the Zijin Scholars
Foundation (0205181022).

References

1 Z. Ding, B. M. Quinn, S. K. Haram, L. E. Pell, B. A. Korgel and
A. ]J. Bard, Science, 2002, 296, 1293-1297.

2 H. Zhu, D. Jiang and ]. J. Zhu, Chem. Sci., 2021, 12, 4794~
4799.

3 R. Xie, K. Li, R. Tian and C. Lu, Chem. Sci., 2024, 15, 18085—
18092.

4 Z.Xing, X. Gou, L. P. Jiang, J. J. Zhu and C. Ma, Angew. Chem.,
Int. Ed., 2023, 62, €202308950.

5 T. Han, C. Ma, L. Wang, Y. Cao, H. Y. Chen and J. J. Zhu, Adv.
Funct. Mater., 2022, 32, 2200863.

6 Z.-Y. Che, X.-Y. Wang, X. Ma and S.-N. Ding, Coord. Chem.
Rev., 2021, 446, 214116.

7 H. Li, Q. Cai, Y. Wang, G. Jie and H. Zhou, Anal. Chem., 2024,
96, 7073-7081.

8 L. Zhuy, X. Lv, H. Yu, X. Tan, Y. Rong, W. Feng, L. Zhang, J. Yu
and Y. Zhang, Anal. Chem., 2022, 94, 8327-8334.

9 J. Gao, H.J. Jin, X. Wei, X.-L. Ding, Z.-Q. Li, K. Wang and
X.-H. Xia, ACS Sens., 2024, 9, 3754-3762.

10 J. Ni, B. Yang, L. Liu, X. Dai, W. Yang, Q. Wang, X. Chen,
Z. Song and Z. Lin, Anal. Chem., 2024, 96, 12577-12583.

11 H. Li, Q. Cai, Z. Li, G. Jie and H. Zhou, Biosens. Bioelectron.,
2024, 255, 214116.

12 L. R. Arias-Aranda, G. Salinas, A. Kuhn, G. Xu, F. Kanoufi,
L. Bouffier and N. Sojic, Chem. Sci., 2024, 15, 8723-8730.

13 H. Yee, ]. I. Lee, D. M. Park, K. Jung, S. Lee, N. H. Kim, J. Kim,
H. J. Kim and M. S. Kang, Small, 2024, 20, 2307190.

14 W. Baek, M. S. Bootharaju, S. Lorenz, S. Lee, S. Stolte,
R. Fainblat, G. Bacher and T. Hyeon, Adv. Funct. Mater.,
2021, 31, 2107447.

15 X. Kong, Y. Deng, Y. Zou, ]J. Ge and Y. Wang, J. Am. Chem.
Soc., 2024, 146, 5445-5454.

16 X. Song, Y. Qin, Q. Wang and J. Ning, Inorg. Chem., 2024, 63,
17100-17107.

17 Y. Yang, H. Zhang, Y. Deng, X. Kong and Y. Wang, Nanoscale,
2024, 16, 17230-17247.

18 C. Palencia, K. Yu and K. Boldt, ACS Nano, 2020, 14, 1227-
1235.

19 J. Ge, ]J. Liang, X. Chen, Y. Deng, P. Xiao, J. J. Zhu and
Y. Wang, Chem. Sci., 2022, 13, 11755-11763.

20 M. Pan, Z. Wang, Y. Dai, R. Yuan and H. Wang, Anal. Chem.,
2024, 96, 15430-15435.

© 2025 The Author(s). Published by the Royal Society of Chemistry

View Article Online

Chemical Science

21 Y.-Y. Liao, Y.-Z. Guo, J.-L. Liu, Z.-C. Shen, Y.-Q. Chai and
R. Yuan, Anal. Chem., 2024, 96, 7516-7523.

22 F. Wang, J. Lin, S. Yu, X. Cui, A. Ali, T. Wu and Y. Liu, ACS
Appl. Mater. Interfaces, 2018, 10, 38223-38229.

23 J. Yang, R. Fainblat, S. G. Kwon, F. Muckel, J. H. Yu,
H. Terlinden, B. H. Kim, D. Iavarone, M. K. Choi,
I. Y. Kim, I. Park, H. K. Hong, J. Lee, J. S. Son, Z. Lee,
K. Kang, S. J. Hwang, G. Bacher and T. Hyeon, J. Am.
Chem. Soc., 2015, 137, 12776-12779.

24 P. Xiao, Z. Zhang, J. Ge, Y. Deng, X. Chen, J.-R. Zhang,
Z. Deng, Y. Kambe, D. V. Talapin and Y. Wang, Nat.
Commun., 2023, 14, 49.

25 Y. Wang, L. Fedin, H. Zhang and D. V. Talapin, Science, 2017,
357, 385-388.

26 D. Liu, K. Weng, H. Zhao, S. Wang, H. Qiu, X. Luo, S. Lu,
L. Duan, S. Bai, H. Zhang and J. Li, ACS Nano, 2024, 18,
6896-6907.

27 J. S. Son, K. Park, S. G. Kwon, ]J. Yang, M. K. Choi, J. Kim,
J. H. Yu, J. Joo and T. Hyeon, Small, 2012, 8, 2394-2402.

28 Y. Zhou, R. Jiang, Y. Wang, H. W. Rohrs, N. P. Rath and
W. E. Buhro, Inorg. Chem., 2019, 58, 1815-1825.

29 P. Wang, Y. Nie, Y. Tian, Z. Liang, S. Xu and Q. Ma, Chem.
Eng. J., 2021, 426, 130732.

30 Y. Shan, J.-]J. Xu and H.-Y. Chen, Nanoscale, 2011, 3, 2916.

31 J. Ge, Y. Zhao, X. Gao, H. Li and G. Jie, Anal. Chem., 2019, 91,
14117-14124.

32 L. Qiao, Z. Fu, B. Li, Z. Liu, L. Cai, Y. Pan, X. Ran, Y. He,
W. Wu, Z. Chi, R. Liu and L. Guo, ACS Appl. Mater.
Interfaces, 2024, 16, 34510-34523.

33 X. Cheng, Z. Xie, W. Zheng, R. Li, Z. Deng, D. Tu, X. Shang,
J. Xu, Z. Gong, X. Li and X. Chen, Advanced Science, 2022, 9,
2103724.

34 M. Ristova and M. Ristov, Appl. Surf. Sci., 2001, 181, 68-77.

35 O. Stroyuk, A. Raevskaya, N. Gaponik, O. Selyshchev,
V. Dzhagan, S. Schulze and D. R. T. Zahn, J. Phys. Chem. C,
2018, 122, 10267-10277.

36 X. Chen, J. Ge, P. Xiao, Y. Deng and Y. Wang, Nano Res., 2022,
16, 3387-3394.

37 Y. Ye, S. Li, A. Ping, X. Wan and J. Li, Anal. Methods, 2021, 13,
2196-2203.

38 G. Liu, C. Ma, B.-K. Jin, Z. Chen and ].-J. Zhu, Anal. Chem.,
2018, 90, 4801-4806.

39 L. Li, L. Zhou, X. Liu and T. You, J. Mater. Chem. B, 2020, 8,
3590-3597.

40 T. Han, Y. Q. Geng, M. Zhang, Y. Cao and J. J. Zhu, Small,
2023, 20, €2306291.

41 Y. Cao, J. X. Wang, C. Lin, Y. Q. Geng, C. Ma, ]. ]J. Zhuy,
L. Wang and W. Zhu, Adv. Funct. Mater., 2023, 33, 2214294.

42 Y. Wang, J.-A. Pan, H. Wu and D. V. Talapin, ACS Nano, 2019,
13, 13917-13931.

Chem. Sci., 2025, 16, 3671-3679 | 3679


http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d4sc07800d

	Photo-crosslinking of doped magic-sized nanoclusters for the construction of enhanced electrochemiluminescence biosensorsElectronic supplementary information (ESI) available. See DOI: https://doi.org/10.1039/d4sc07800d
	Photo-crosslinking of doped magic-sized nanoclusters for the construction of enhanced electrochemiluminescence biosensorsElectronic supplementary information (ESI) available. See DOI: https://doi.org/10.1039/d4sc07800d
	Photo-crosslinking of doped magic-sized nanoclusters for the construction of enhanced electrochemiluminescence biosensorsElectronic supplementary information (ESI) available. See DOI: https://doi.org/10.1039/d4sc07800d
	Photo-crosslinking of doped magic-sized nanoclusters for the construction of enhanced electrochemiluminescence biosensorsElectronic supplementary information (ESI) available. See DOI: https://doi.org/10.1039/d4sc07800d
	Photo-crosslinking of doped magic-sized nanoclusters for the construction of enhanced electrochemiluminescence biosensorsElectronic supplementary information (ESI) available. See DOI: https://doi.org/10.1039/d4sc07800d
	Photo-crosslinking of doped magic-sized nanoclusters for the construction of enhanced electrochemiluminescence biosensorsElectronic supplementary information (ESI) available. See DOI: https://doi.org/10.1039/d4sc07800d
	Photo-crosslinking of doped magic-sized nanoclusters for the construction of enhanced electrochemiluminescence biosensorsElectronic supplementary information (ESI) available. See DOI: https://doi.org/10.1039/d4sc07800d

	Photo-crosslinking of doped magic-sized nanoclusters for the construction of enhanced electrochemiluminescence biosensorsElectronic supplementary information (ESI) available. See DOI: https://doi.org/10.1039/d4sc07800d
	Photo-crosslinking of doped magic-sized nanoclusters for the construction of enhanced electrochemiluminescence biosensorsElectronic supplementary information (ESI) available. See DOI: https://doi.org/10.1039/d4sc07800d
	Photo-crosslinking of doped magic-sized nanoclusters for the construction of enhanced electrochemiluminescence biosensorsElectronic supplementary information (ESI) available. See DOI: https://doi.org/10.1039/d4sc07800d
	Photo-crosslinking of doped magic-sized nanoclusters for the construction of enhanced electrochemiluminescence biosensorsElectronic supplementary information (ESI) available. See DOI: https://doi.org/10.1039/d4sc07800d
	Photo-crosslinking of doped magic-sized nanoclusters for the construction of enhanced electrochemiluminescence biosensorsElectronic supplementary information (ESI) available. See DOI: https://doi.org/10.1039/d4sc07800d


