Open Access Article. Published on 04 Elba 2025. Downloaded on 29/10/2025 11:05:25 PM.

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

(cc)

Analyst

7® ROYAL SOCIETY
P OF CHEMISTRY

View Article Online

View Journal | View Issue

’ M) Check for updates ‘

Cite this: Analyst, 2025, 150, 1807

Received 4th December 2024,
Accepted 24th March 2025

DOI: 10.1039/d4an01506a

rsc.li/analyst

Introduction

Encapsulating Cu NCs with aggregation-induced
emission into metal—organic framework ZIF-8 as a
novel fluorescent nanoprobe for the highly
sensitive detection of felodipinet

Juan Du, Huixiao Tong, Jinwen Chen, Qikun Zhang and Shenghua Liao (2 *

Fluorescent metal—organic framework nanocomposites (f-MOFs) have been gaining increasing attention
in the fields of chemosensors and biosensors due to their unique signal amplification mechanisms and
improved selectivity. However, most f-MOFs are constructed by encapsulating fluorescent labelling
agents into frameworks via host—guest interactions. The notorious aggregation-caused quenching effect
of these fluorescent labelling agents often leads to a decreased fluorescent quantum yield in f-MOFs.
Herein, a novel fluorescent nanocomposite, Cu NCs@ZIF-8, was designed and prepared by encapsulating
copper nanoclusters (Cu NCs) with aggregation-induced emission (AlE) effects into zeolitic imidazolate
framework ZIF-8 through electrostatic attraction. Owing to the AIE effect of Cu NCs and the spatial
confinement of ZIF-8, the intramolecular motion of surface ligand hydrolipidic acid (DHLA) in Cu NCs
was restricted, resulting in the formation of a highly emissive nanocomposite, Cu NCs@ZIF-8. Intriguingly,
the UV-Vis absorption spectrum of felodipine overlaps with the excitation spectrum of Cu NCs@ZIF-8.
Therefore, a novel fluorescent nanoprobe based on Cu NCs@ZIF-8 was developed for the highly sensitive
detection of felodipine via the inner-filtration effect mechanism. Under optimal detection conditions, the
linear response range of Cu NCs@ZIF-8 for felodipine was found to be 1-25 pM, with a detection of limit
of 0.09 uM. While determining the labelling-amount percentage in commercially available felodipine
tablets, the experimental results validated that the proposed Cu NCs@ZIF-8 nanoprobe exhibits good
selectivity and excellent accuracy. This expands the potential applications of fluorescent metal-organic
frameworks encapsulated with metal nanoclusters exhibiting AIE properties, positioning them as fluor-
escent nhanoprobes for pharmaceutical quality control.

ing various fluorescent nanomaterials, such as quantum dots,®
carbon dots,” up-conversion nanopatrticles,’® among others."*

As an emerging novel functional material, metal-organic
frameworks (MOFs) consist of secondary building units (such
as metal ions" or metal clusters®) and organic linkers, forming
expanded crystalline frameworks. Due to their large specific
surface area, tunable porosity, facile synthesis, and tailorable
physicochemical properties,” MOFs offer significant advan-
tages in a wide range of fields, including gas storage,” cataly-
sis,” and chemical sensing.®

Recently, increasing attention has been focused on the syn-
thesis and application of fluorescent metal-organic frame-
works nanocomposites (f-MOFs).” During the construction of
f-MOFs, MOFs are commonly used as carriers for encapsulat-
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However, it is worth noting that these fluorescent nano-
materials often exhibit a notorious phenomenon known as the
aggregation-caused quenching (ACQ) effect,’* which leads to
decreased photoluminescence quantum yields (QY) in f-MOFs
compared to those of individual fluorescent nanomaterials,
thereby hindering advancements in the resolution of f-MOFs.
Therefore, research has increasingly focused on the develop-
ment of f-MOFs exhibiting aggregation-induced emission (AIE)
properties, making this a current area of growing research
interest."*™"

It is well-known that f-MOFs presenting the AIE effect are
constructed either by using organic linkers with AIE properties
as building units'® or by encapsulating fluorescent materials
with AIE properties into MOFs."” ' Compared with the
complex designed organic linker, incorporating fluorescent
materials exhibiting the AIE property into MOFs is a straight-
forward and effective method. Among these fluorescent
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materials incorporated into MOFs, metal nanoclusters (M
NCs) exhibiting the AIE property possess unique chemical and
optical properties such as strong photoluminescence, larger
Stokes shifts, and good water solubility, making them ideal
candidates.”*>* Moreover, the porosity of MOFs not only
restricts the intramolecular motions of surface ligands in M
NCs via the spatial confinement effect to enhance the
quantum yields of M NCs, but also selectively permits target
analytes to access the channels of f-MOFs, thereby amplifying
the sensing signals and improving the specificity of the
f-MOFs-based sensors.

To date, various M NCs@MOFs have been successfully
designed and prepared as fluorescent nanoprobes for the
detection of metal ions,>*** gases,*® small molecules,>”*® and
biogenetic materials,”® among others.**>> For example, Yang
and coworkers designed an enzyme-free sensor by encasing Cu
NCs in ZIF-8 for fluorescent and smartphone detection of
chlorpyrifos.>® Niu et al. integrated the synthesized gold nano-
clusters with Mn-MOF to sensitively detect AFB1.>* To the best
of our knowledge, there is a scarcity of reports on employing
f-MOFs constructed from M NCs with the AIE property as a
nanoprobe for the detection of small molecular drug
formulations.

Felodipine, a commonly calcium channel blocker, is an
effective drug that is used in treating hypertension. However,
its abuse can lead to severe adverse effects such as bradycar-
dia.*® Therefore, it is crucial to develop an efficient and sensi-
tive method for detecting felodipine. Herein, a novel fluo-
rescent nanocomposite Cu NCs@ZIF-8 was designed and fabri-
cated by incorporating copper nanoclusters (Cu NCs) with the
AIE property into zeolite imidazolate frameworks (ZIF-8).
Owing to the spatial confinement of ZIF-8 and the electrostatic
interaction between the positively charged ZIF-8 and the nega-
tively charged Cu NCs, the as-prepared Cu NCs@ZIF-8 exhibi-
ted strong red emission under the excitation of UV light at
380 nm. Furthermore, the fluorescence of Cu NCs@ZIF-8 was
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significantly quenched by felodipine via the mechanism of the
inner-filtration effect. Thus, a novel fluorescence nanoprobe
based on Cu NCs@ZIF-8 was constructed for detecting the lab-
elling-amount percentage of felodipine tablets (as shown in
Scheme 1). Experimental results demonstrated that our pro-
posed nanoprobe exhibits favorable linear response, precision
and accuracy.

Experimental section
Synthesis of Cu NCs with AIE property

Cu NCs with AIE property were synthesized according to pre-
vious work from our laboratory.>® Typically, lipoic acid
(0.6 mmol) and NaOH (40 mM, 15 ml) were introduced into a
three-necked flask. Subsequently, the aforementioned solution
was stirred for 30 minutes at room temperature. After sequen-
tially adding NaBH, (0.5 mM, 5 ml) and CuCl,-2H,0 (0.2 mM,
5 ml), the obtained mixture was adjusted to a pH of 13 by
dropwise addition of NaOH (40 mM). The resulting solution
was then stirred for another 3 hours, yielding a yellow solution.
Finally, the Cu NCs product was obtained through vacuum

drying.

Synthesis of the fluorescent nanocomposite Cu NCs@ZIF-8

The Cu NCs@ZIF-8 nanocomposites were prepared by follow-
ing the reported literature with some necessary modifi-
cations.®” Briefly, 10 mg of Cu NCs solid powder was dissolved
in 4 mL of ultrapure water. After adding 150 mg of Zn
(NOj3),-6H,0, the resulting mixture was stirred for 5 minutes at
room temperature. Subsequently, 124 mg of 2-methylimidazole
(2-MIM) dissolved in 7.5 mL of ultrapure water was added
dropwise, followed by stirring for an additional 10 minutes to
obtained the yellow color Cu NCs@ZIF-8 nanocomposite.
After being washed and centrifuged three times with ethanol,
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Scheme 1 Schematic illustrating the synthesis of Cu NCs@ZIF-8 and its application for the detection of felodipine.

1808 | Analyst, 2025, 150, 1807-1815

This journal is © The Royal Society of Chemistry 2025


http://creativecommons.org/licenses/by-nc/3.0/
http://creativecommons.org/licenses/by-nc/3.0/
https://doi.org/10.1039/d4an01506a

Open Access Article. Published on 04 Elba 2025. Downloaded on 29/10/2025 11:05:25 PM.

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

(cc)

Analyst

the obtained Cu NCs@ZIF-8 powder was vacuum dried for
further use.

The PL quantum yield of Cu NCs and Cu NCs@ZIF-8

The PL quantum yields of Cu NCs and Cu NCs@ZIF-8 were
measured using a relative method, in which rhodamine B dis-
solved in ethanol (the quantum yield of 56%) was used as a
reference. The quantum yields (QYs) of the Cu NCs and Cu
NCs@ZIF-8 were calculated according to the following
equation:

A Fy ng?
Dy =P X — X —x =
Ay F;

n?

where the subscripts “r” and “x” denote rhodamine B, Cu NCs
or Cu NCs@ZIF-8, respectively, “®” represents the quantum
yield, “A” indicates the absorbance, “F” represents the inte-
grated areas of the fluorescent emission peak of rhodamine B,
Cu NCs or Cu NCs@ZIF-8, and “n” is a refractive index of
solvents.

Encapsulation efficiency of Cu NCs in ZIF-8

To investigate the encapsulation efficiency of Cu NCs in Cu
NCs@ZIF-8, yellow Cu NCs@ZIF-8 nanocomposites were syn-
thesized following the aforementioned method. The obtained
Cu NCs@ZIF-8 were collected by centrifugation, followed by
washing twice to remove the nonencapsulated Cu NCs. The
amount of unencapsulated Cu NCs in the supernatant solution
was measured using UV-Vis spectroscopy. Finally, the encapsu-
lation efficiency (EE%) of Cu NCs was calculated according to
the following equation:

the weight of total Cu NCs — the weigth of free Cu NCs
the weight of total Cu NCs

EE% =

x 100%.

Assaying the labelling-amount percentage of felodipine tablets
using the nanoprobe based on Cu NCs@ZIF-8

A sample solution of felodipine was prepared as follows: 20
tablets of felodipine were ground into a fine powder. Then, an
accurately weighed appropriate amount of felodipine powder
(equivalent to 1.5 mg of felodipine) was dissolved with 10 mL
PBS buffer (10 mM, pH = 8.5). After being filtrated by a
0.22 pm filtration membrane, the sample solution of felodi-
pine (0.4 mM) was obtained. A standard solution of felodipine
(0.4 mM) was prepared by dissolving an accurately weighed
1.5 mg of felodipine reference substance in 10 ml of PBS
buffer (10 mM, pH = 8.5).

Subsequently, 50 pL of either the sample or standard solu-
tion was mixed with 100 pL of Cu NCs@ZIF-8 solution (5 mg
ml™") and 850 pL of PBS buffer solution (10 mM, pH = 8.5).
The fluorescence spectra of the mixtures were recorded with a
fluorescence spectrophotometer under 380 nm wavelength
excitation (both excitation and emission slits were set as
10 nm).

This journal is © The Royal Society of Chemistry 2025
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Results and discussion
Synthesis and characterization of Cu NCs and Cu NCs@ZIF-8

Cu NCs was prepared using CuCl,-2H,0 and lipoic acid by
chemical reduction method. The morphology of the resulting
Cu NCs was examined through transmission electron
microscopy (TEM) imaging. As demonstrated in Fig. 1A and B,
the Cu NCs dispersed in aqueous solution appear as a regular
spherical nanoparticle with a mean diameter of 3.1 + 1.4 nm.

The morphology of the obtained Cu NCs@ZIF-8 nano-
composite was characterized using TEM. As can be seen in the
TEM image of Fig. 1C, the uniformly dispersed Cu NCs aggre-
gated in the presence of Zn®>". The prepared Cu
NCs@ZIF-8 had a regular rhombic dodecahedral morphology
with an average particle size of around 60 nm (Fig. 1D), which
was similar to that of ZIF-8 in previous reports.>®

The crystalline Cu NCs@ZIF-8 was further analyzed with
the help of XRD. As shown in Fig. 24, the diffraction peaks in
the XRD patterns of the prepared ZIF-8, Cu NCs@ZIF-8, are
highly overlapped with those of the reported ZIF-8,*® indicat-
ing that introducing Cu NCs into ZIF-8 had almost no effect
on the crystallinity of ZIF-8. Moreover, the change in the zeta
potential of ZIF-8 before and after incorporating Cu NCs also
further proved that Cu NCs had been successfully encapsu-
lated in ZIF-8 (Fig. 2B). The FT-IR spectrum of Cu NCs@ZIF-8
shows a stretching vibration peak of the Zn-O bond at
535 cm ™', indicating that the coordination interaction between
-COO™ and Zn*" plays important roles in the formation of Cu
NCs@ZIF-8 (Fig. 2C).

The chemical elements and valence states of Cu NCs were
analyzed using X-ray photoelectron spectroscopy (XPS). The
XPS spectrum of Cu NCs@ZIF-8 exhibited six distinct peaks
corresponding to C 1s, N 1s, O 1s, S 2p, Cu 2p and Zn 2p
(Fig. 2D). As expected, the characteristic peaks of 2p3/2 and Cu
2p1/2 in the XPS spectrum of Cu NCs@ZIF-8 are located at
932.3 and 952.2 eV, respectively, demonstrating the absence of
Cu(n) in the as-prepared Cu NCs@ZIF-8 (Fig. 2E).>® Compared
with the XPS spectrum of Cu NCs (Fig. S17), the identical posi-
tion of the Cu 2p characteristic peaks verified that ZIF-8 exclu-
sively serves as a protective shell to encapsulate Cu NCs
without causing a valence change or disrupting their intrinsic
properties. The observed slight shift in the O 1s peak (from
531.08 eV to 531.88 eV) and the emergence of a new peak
attributed to elemental Zn at 1020-1025 cm™" in the XPS spec-
trum of Cu NCs@ZIF-8 provide further evidence supporting
the existence of the coordination interaction between the
-COO™ groups in the surface ligands of Cu NCs and the
second building units Zn** of ZIF-8 during the synthesis of Cu
NCs@ZIF-8 (Fig. 2F).

The optical properties of Cu NCs@ZIF-8 were systematically
characterized by UV-Vis absorption and fluorescence spec-
troscopy. As shown in Fig. 3A, there are no significant absorp-
tion peaks within the range of 250-350 nm in the absorption
spectrum of ZIF-8, whereas Cu NCs@ZIF-8 displayed a
shoulder peak that is analogous to that of Cu NCs. Meanwhile,
the prepared Cu NCs@ZIF-8 solid powder emitted an obvious

Analyst, 2025, 150, 1807-1815 | 1809
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Fig. 1 (A) TEM image and the size distribution (B) of Cu NCs; (C) TEM image of Cu NCs + Zn?*; (D) TEM image of Cu NCs@ZIF-8.

red fluorescence under excitation by an ultraviolet light of
365 nm (Fig. S21). Additionally, the emission spectra of Cu
NCs, ZIF-8, and Cu NCs@ZIF-8 in aqueous solution with the
same concentration of 0.5 mg ml~" were compared (Fig. 3B).
The maximum emission wavelength of the Cu NCs@ZIF-8
aqueous solution is located at 625 nm, which presents a slight
blue shift compared to that of the Cu NCs aqueous solution.
The slight blue shift in the maximum emission wavelength of
Cu NCs@ZIF-8 may have resulted from the spatial confine-
ment of Cu NCs provided by ZIF-8 and the change in the elec-
tron distribution of Cu NCs via physical or chemical inter-
action, such as electrostatic interaction or coordination inter-
action. Notably, the fluorescence intensity of Cu NCs@ZIF-8
was significantly higher than that of Cu NCs. The photo-
luminescence quantum yield of Cu NCs or Cu NCs@ZIF-8 was
measured as 12.57% and 41.69%, respectively. The enhanced
photoluminescence quantum yield of Cu NCs@ZIF-8 can be
attributed to the restricted intramolecular motion of the
surface ligands in Cu NCs imposed by ZIF-8, thereby promot-
ing the AIE effect. As depicted in Fig. S3,f the fluorescent

1810 | Analyst, 2025, 150, 1807-1815

intensity of the Cu NCs@ZIF-8 powder stored in a desiccator
shows a negligible decrease over a period of 7 days. There is no
significant change in the fluorescence intensity of the Cu
NCs@ZIF-8 aqueous solution for up to 12 h (Fig. S4}). These
experimental results demonstrated that the fluorescence inten-
sity of the Cu NCs@ZIF-8 powder and Cu NCs@ZIF-8 aqueous
solution present good stability. Finally, the encapsulation
efficiency of Cu NCs in Cu NCs@ZIF-8 was measured to be
29.65% by UV-Vis spectroscopy.

In summary, these experimental results demonstrate that
encapsulating Cu NCs with the property of AIE within ZIF-8
enables the fabrication of the fluorescent nanocomposite Cu
NCs@ZIF-8 without altering the intrinsic characteristics of Cu
NCs and ZIF-8.

Fluorescence quenching of Cu NCs@ZIF-8 caused by
felodipine

The remarkable fluorescence properties and excellent aqueous
stability of Cu NCs@ZIF-8 prompted us to investigate its poten-
tial application in the sensing of small molecular drugs. As a

This journal is © The Royal Society of Chemistry 2025


http://creativecommons.org/licenses/by-nc/3.0/
http://creativecommons.org/licenses/by-nc/3.0/
https://doi.org/10.1039/d4an01506a

Open Access Article. Published on 04 Elba 2025. Downloaded on 29/10/2025 11:05:25 PM.

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

(cc)

View Article Online

Analyst Paper
ZIF-8 Cu NCs N-H C-N
27.6mv il \//_/n
= M/
_ CuNCs@ZIF8| "z CuNCs@zIF-8| & i
3 = 5.15mV 8 | cuNCs@zIF-8 I
c E g L /
z £ £ ¢ 00
Z ZIF-8 < g !
2 k] £ 1
= |
= N = ZIF-8 ¥
[N
Reported ZIF-8 CuNCs ""/\*—“’_‘WM
| A 31.2mV i
N i
5 10 15 20 25 30 4000 3500 3000 2500 2000 1500 1000 500
D 2 Theta (0) E F Wavenumber (cm™)
Survey Zn2p | Cu NCs@ZIF-8
1
—_~ —_ o | I
= E = | DHLA-CuNCs/ |
& < K3 T
& £ z P!
£ z g T
g 01 2 S
E Cis * Cu2p k| ;- | Lots
Nls 1 :
S 2p Cu NCs@ZIF-8
0 200 400 600 800 1000 1200 930 935 940 945 950 955 525 530 535 540
Binding energy (eV) Binding energy (eV) Binding energy (eV)
Fig. 2 (A) XRD spectrum of ZIF-8 and Cu NCs@ZIF-8; (B) zeta potential of Cu NCs, ZIF-8 and Cu NCs@ZIF-8; (C) FTIR spectrum of ZIF-8, Cu NCs

and Cu NCs@ZIF-8; (D) survey XPS spectrum of Cu NCs@ZIF-8; (E) XPS spectrum of the Cu 2p region in Cu NCs and Cu NCs@ZIF-8; (F) XPS spec-

trum of the O 1s region in Cu NCs and Cu NCs@ZIF-8.
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(A) UV absorption of ZIF-8, Cu NCs and Cu NCs@ZIF-8; (B) fluorescence emission spectra of ZIF-8, Cu NCs and Cu NCs@ZIF-8 (inset: the

pictures of ZIF-8, Cu NCs and Cu NCs@ZIF-8 aqueous solution under UV light of 365 nm from left to right).

common drug for treating hypertension, the misuse of felodi-
pine can result in severe adverse effects, such as bradycardia.*>
Therefore, it is crucial for ensuring the quality control and
therapeutic efficacy of felodipine tablets to accurately deter-
mine the labelling-amount percentage. As illustrated in
Fig. 4A, the fluorescence intensity of Cu NCs@ZIF-8 was sig-
nificantly quenched upon introducing felodipine. To investi-
gate the fluorescence quenching mechanism of Cu NCs@ZIF-8
by felodipine, we first compared the UV-Vis absorption spec-
trum of felodipine with the excitation and emission spectra of
Cu NCs@ZIF-8. As depicted in Fig. 4B, a distinct absorption

This journal is © The Royal Society of Chemistry 2025

peak appeared at 360 nm in the UV-Vis absorption spectrum
of felodipine. The maximal excitation and emission wave-
lengths of Cu NCs@ZIF-8 were located at 380 nm and 625 nm,
respectively. There is a significant overlap between the UV-Vis
absorption spectrum of felodipine and the excitation spectrum
of Cu NCs@ZIF-8. Therefore, it can be rationally inferred that
the fluorescence quenching of Cu NCs@ZIF-8 by felodipine
resulted from the inner-filtration effect.

In general, the fluorescence lifetime of fluorophores can
provide information about the decay kinetics of electrons in
the excited state.****> Therefore, the fluorescence lifetimes of

Analyst, 2025, 150, 1807-1815 | 1811
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the Cu NCs@ZIF-8 nanocomposite before and after adding felo-
dipine were measured by time-solved fluorescence spectroscopy.
As demonstrated in Fig. 4C, the photoluminescence lifetime of
Cu NCs@ZIF-8 in the presence of felodipine is 0.705 ps, consist-
ent with the photoluminescence lifetime (0.706 ps) of merely Cu
NCs@ZIF-8, indicating that the fluorescence quenching of Cu
NCs@ZIF-8 by felodipine is not caused by the change in the
excited state of Cu NCs@ZIF-8. The Stern-Volmer equation was
utilized to validate the quenching mechanism of Cu NCs@ZIF-8
by felodipine. The expression of the Stern-Volmer equation is
described as follows:

Fo
— =1+ K.
7 + Ksv[Q]

where F, and F represent the fluorescence emission of Cu
NCs@ZIF-8 before and after the addition of felodipine, respect-
ively, Ksv denotes the quenching constant, and Q signifies the
concentration of felodipine. As shown in Fig. 4D, the quenching
constant (slope) decreases with increasing temperatures, indi-
cating that the fluorescence quenching of Cu NCs@ZIF-8 by
felodipine is ascribed to the mechanism of static quenching.

1812 | Analyst, 2025, 150, 1807-1815

Performance evaluation of CS-Cu NCs nanoprobes for assaying
felodipine

The performances of our proposed nanoprobe based on Cu
NCs@ZIF for assaying felodipine were evaluated under
optimal conditions (Fig. S5t). As shown in Fig. 5A, the fluo-
rescence intensity of Cu NCs@ZIF-8 gradually decreased as the
concentration of felodipine was gradually increased from 1 pM
to 25 pM. The (F, — F)/F, of Cu NCs@ZIF-8 in the absence or
presence of felodipine presented a good linear relationship
with the concentration of felodipine, in which F or F, rep-
resents the fluorescence intensity of Cu NCs@ZIF-8 with or
without felodipine, respectively (Fig. 5B). The limit of detec-
tion (LOD) for felodipine of our proposed novel Cu NCs@ZIF-8
nanoprobe was calculated as 0.09 pM according to the 36/s
method, where “5” is the relative standard deviation of the
fluorescence intensity of the blank solution and s is the slope
of the linear regression equation. Compared to most of the
reported methods, the proposed Cu NCs@ZIF-8 nanoprobe in
this work had a lower LOD (Table 1).

Then, the repeatability of the novel Cu NCs@ZIF-8-based
nanoprobe for the assaying of felodipine was also verified. As
depicted in Fig. 5C, the relative standard deviation (RSD) of

This journal is © The Royal Society of Chemistry 2025
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Fig. 5 (A) Fluorescence spectra of Cu NCs@ZIF-8 in the presence of felodipine ranging from 1 to 25 pM; (B) the regression curve of (Fo — F)/Fo of

Cu NCs@ZIF-8 versus the concentration of felodipine; (C) reproducibility of (Fo — F)/Fo of the mixed system, consistent with Cu NCs@ZIF-8 and felo-
dipine; (D) the (Fp — F)/Fo of Cu NCs@ZIF-8 before and after adding felodipine in the presence of various interfering substances.

Table 1 Comparison of Cu NCs@ZIF-8 with previous methods used for
felodipine determination

Linear
Sensors Method range (uM) LOD (uM) Ref.
Fe(ur)/Fe(u) Spectrophotometric 3.9-13 2.80 43
Nanoparticles Fluorescent 0.1-0.5 6.4x107° 44
— MES 0.5-10.5 0.13 45
— RP-HPLC 0.65-52 0.14 46
Cu NCs@ZIF-8 Fluorescent 1-20 0.09 This work

CPE: carbon paste electrode; SDS: sodium dodecyl sulfate; DPSV:
differential pulse voltammetry; MES: micelle-enhanced
spectrofluorimetric; RP-HPLC: reverse phase high-performance liquid
chromatographic.

the (Fy — F)/F, of Cu NCs@ZIF-8 in the presence or absence of
felodipine was determined to be 1.0% (n = 6). This result indi-
cated that the Cu NCs@ZIF-8 nanoprobe presents good repeat-
ability in assaying felodipine. Moreover, the selectivity of the
Cu NCs@ZIF-8 nanoprobe for felodipine was also evaluated. In
the presence of 250 pM of interference substances, including

This journal is © The Royal Society of Chemistry 2025

the common amino acids (phenylalanine, alanine, proline,
glycine, glutamic acid, arginine, leucine, tryptophan, serine,
histidine), mercaptan drugs such as metformin, and levodopa,
there is no obvious impact on the determination of 25 pM of
felodipine by our proposed Cu NCs@ZIF-8 nanoprobe
(Fig. 5D). Meanwhile, the existence of common interfering
metal ions and anion ions (such as Na*, K, Ca**, Mg>", Cd*",
Mn**, NH,", Zn*", sr**, CI7, Br™, I", CO5>~, HCO;™ and SO,>")
have a negligible impact on (F, — F)/F, of Cu NCs@ZIF-8
(Fig. S67).

To validate the feasibility of the Cu NCs@ZIF-8 nanoprobe
in practical application, the labelling-amount percentage of
commercially available felodipine tablets was measured. As
shown in Table S1,f the mean labelling-amount percentage of
felodipine tablets was calculated to be 102.6% with an RSD of
1.5% (n = 6) from six parallel measurements. Meanwhile, the
labelling-amount percentage of the felodipine tablets was deter-
mined to be 99.42% (RSD = 1.4%, n = 6) by a high-performance
liquid chromatography (HPLC) method adopted from Chinese
Pharmacopoeia (Table S271). This is consistent with the result
measured by our proposed method. Finally, the accuracy of Cu
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NCs@ZIF-8 for assaying felodipine was validated by spiked
sample experiment. The measured recovery of Cu NCs@ZIF-8
for felodipine at three different concentration levels ranged
from 99.71% to 102.9% with a relative average deviation (RAD)
of less than 4.0% (n = 3), confirming that our proposed Cu
NCs@ZIF-8 exhibits excellent accuracy (Table S37).

Conclusion

In conclusion, a facile aqueous-phase approach was proposed
for synthesizing the highly fluorescent emission nano-
composite Cu NCs@ZIF-8 in this paper. Attributed to the AIE
of Cu NCs and the spatial confinement provided by ZIF-8, the
as-prepared Cu NCs@ZIF-8 emitted bright red fluorescence
under the excitation light of 380 nm, whereas there is no
observable fluorescence emission in the pure Cu NCs aqueous
solution. Owing to the overlap between the UV-Vis absorption
spectrum of felodipine and the excitation spectrum of Cu
NCs@ZIF-8, a novel Cu NCs@ZIF-8 nanoprobe was designed
to determine the labelling-amount percentage of commercially
available felodipine tablets. Experimental results confirmed
that our proposed Cu NCs@ZIF-8 nanoprobe exhibits high
sensitivity, a good linear response range, and excellent accu-
racy, thereby enriching the application of fluorescent MOFs-
based nanocomposites encapsulating metal nanoclusters with
AIE property in pharmaceutical quality control.
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