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Advancements in life and health detection technology can greatly improve early disease diagnosis and
treatment options for patients. Surface-enhanced Raman scattering (SERS) technology has become a
preferred method for life and health detection due to its numerous advantages over traditional detection
methods. However, the construction of SERS substrates with high sensitivity, selectivity, and repeatability
remains a challenge. To overcome these challenges, metal-organic frameworks (MOFs) have emerged
as promising solutions because of their unique structures and functions. The design and construction of
MOF-based SERS sensing platforms with specific structures and functions are crucial to achieving the
goal of life and health detection. This review outlines the synthesis strategies for MOF-based SERS
substrates with various structures and functions and highlights the unique roles and performances of
MOFs in SERS sensing platforms. During the detection process, MOFs can enrich trace target molecules
to enhance detection sensitivity, capture selectively target molecules to improve specificity, exhibit
synergistic effects to increase detection signal intensity and improve detection reproducibility and
stability. Furthermore, this review explores the applications of MOF-based SERS sensing platforms in life
and health detection, including breath analysis, fluid detection, and bioimaging. Finally, the challenges
and opportunities faced by MOF-based SERS sensing platforms are discussed in the field of life and
health detection, as well as their trend toward miniaturization and intelligentization. With continuous
research and development, MOF-based SERS sensing platforms are poised to become a cornerstone of

rsc.li/frontiers-materials

1. Introduction

Life and health detection refers to a series of testing methods
used to check the health status of an individual. This can
include biochemical analysis, blood tests, imaging scans, and
more.' ™ The goal is to prevent diseases, improve quality of life,
and detect and treat potential health problems early on. Cur-
rently, life and health detection plays a crucial role in diagnos-
ing and treating illnesses, as well as monitoring patients during
recovery.” First, life and health detection helps people under-
stand their health status so that they can take better preventive
measures and manage their health to avoid serious diseases.
Second, it can help people optimize their lifestyles, change
unhealthy habits, and improve their overall health levels.
Finally, life and health detection can provide physicians with
better medical evidence to help them develop more persona-
lized and scientifically based treatment plans. Today, life and
health detection has become increasingly popular and recog-
nized. More and more people are paying attention to their
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life and health monitoring in the future.

physical health and actively undergoing life and health detec-
tion to detect diseases early and prevent or treat them as soon
as possible.® However, there are also some problems with
health and wellness screening, such as inaccurate results,
lengthy testing times, and the potential negative effects of too
many tests. Raman spectroscopy technology, particularly SERS
detection technology, is especially attractive in the field of
life and health detection and analysis.”® It offers significant
advantages, including high sensitivity, non-invasiveness and
the ability to provide real-time measurements. With further
research and development, Raman spectroscopy could poten-
tially revolutionize the way we approach life and health
detection.

Traditional Raman spectroscopy has several limitations,
including low sensitivity, weak signals, poor reproducibility,
and susceptibility to fluorescence background interference,
which restrict its application.’ To overcome these limitations,
researchers have been exploring new Raman detection technol-
ogies. The emergence of SERS has significantly improved the
sensitivity of Raman spectroscopy analysis and has thus been
widely used in various analytical detection fields.'® SERS is a
highly sensitive vibrational spectroscopy technique that com-
bines Raman spectroscopy with plasmonic materials that

4880 | Mater. Chem. Front., 2023, 7, 4880-4899 This journal is © The Royal Society of Chemistry and the Chinese Chemical Society 2023


https://orcid.org/0000-0001-5965-6520
http://crossmark.crossref.org/dialog/?doi=10.1039/d3qm00471f&domain=pdf&date_stamp=2023-07-24
https://rsc.li/frontiers-materials
https://doi.org/10.1039/d3qm00471f
https://pubs.rsc.org/en/journals/journal/QM
https://pubs.rsc.org/en/journals/journal/QM?issueid=QM007020

Published on 14 July 2023. Downloaded on 2/18/2026 7:32:06 AM.

Review

exhibit electromagnetic enhancement effects.”™""> The plas-
monic substrates can enhance the Raman signal, making it
particularly useful for detecting trace targets. This enhance-
ment provides many benefits, including detection sensitivity
and accuracy. The effectiveness of SERS depends mainly on the
substrates of SERS, typically composed of plasmonic nano-
particles or nanostructured surfaces with strong surface plas-
mon resonance. In addition, the target analyte must be close to
the SERS hotspots to obtain a strong signal. Designing and
synthesizing SERS substrates with high Raman signal enhance-
ment is crucial to building a powerful SERS sensing
platform."*'* Although some SERS platforms meet specific
requirements such as reproducibility, stability, and sensitivity,
existing SERS substrates have difficulties handling low concen-
trations, high speed flow, and complex real samples due to
insufficient affinity between the plasmonic surface and the
analytes and other molecular interferences.'>'® These pro-
blems seriously hinder the widespread application of SERS in
life and health detection. Therefore, there is an urgent need for
new materials to construct high-performance SERS sensing
platforms for life and health detection.

Materials science has played an important role in the
advancement of analytical and detection technologies by devel-
oping advanced materials to improve sensitivity, selectivity, and
reproducibility.’”'®* MOFs, or metal-organic frameworks, are a
class of crystalline porous materials composed of metal ions
and organic ligands that can be designed and synthesized to
overcome these challenges.'®' MOFs possess excellent proper-
ties such as good stability, a large surface area and porosity, a
uniform nano-level cavity structure, and functionalized mod-
ification on both inner and outer surfaces, making them ideal
for analysis and detection.>*? In particular, MOFs have gained
attention in the field of SERS technology due to their out-
standing performance characteristics, including strong affinity
for target molecules, molecular sieving effects, and stability in
complex environments. By integrating plasmonic nanoparticles
into MOFs, researchers can construct MOF-based SERS sensing
platforms that offer inherent advantages in improving SERS for
life and health detection. For example, the large specific surface
area, tunable pore size and easy modification and functionali-
zation of MOFs can effectively enrich and selectively capture
trace analytes in complex systems.>*° Overall, introducing
MOFs to prepare high-performance MOF-based SERS sensing
platforms has been proven to be an effective method to over-
come the current bottleneck of SERS and improve its capabil-
ities in analysis and detection.

MOFs have emerged as a promising solution for overcoming
the challenges faced by traditional SERS sensing platforms in
SERS detection. Researchers widely recognize the crucial role of
MOF-based SERS sensors in analysis and detection. As these
platforms continue to be designed and prepared, their advan-
tages and opportunities become increasingly apparent. While
some review articles have examined the development of MOF-
based SERS sensing platforms, they lack a detailed overview of
MOF-based SERS sensing platforms in life and health
detection.**** This article primarily reviews the latest progress
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Fig. 1 Schematic diagram of MOF-based SERS sensing platforms for life
and health detection.

of MOF-based SERS sensing platforms, highlights the signifi-
cant role of MOFs in MOF-based SERS sensing platforms and
discusses their applications in life and health detection (Fig. 1).
First, we classify and summarize the synthesis strategies and
structures of MOF-based SERS substrates. Next, we elaborate on
the unique roles and detection performance of MOFs in SERS
sensing platforms, such as enriching trace target molecules to
improve detection sensitivity, selectively capturing target mole-
cules to improve specificity, synergistic effects to increase
detection signal intensity, and improving detection reproduci-
bility and stability, combined with classical examples. Then, we
explore the application of MOF-based SERS sensing platforms
in life and health detection, including exhalation detection,
body fluid detection, and biological imaging. Finally, we dis-
cuss the challenges and opportunities faced by MOF-based
SERS sensing platforms in life and health detection, and their
future development trends towards miniaturization and intelli-
gence. This review aims to encourage further advancement of
MOF-based SERS sensing platforms in the field of life and
health detection.

2. Preparation of MOF-based SERS
sensing platforms for life and health
detection

In the field of life and health analysis and detection, it is crucial
to construct high-performance MOF-based SERS sensing plat-
forms. Therefore, taking into consideration the complexity of
the detection matrix and the composition of target molecules,
various preparation strategies should be implemented to
design the structure and function of MOF-based on SERS
substrates rationally. The integration of PNPs with MOFs to
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create composite materials has significant potential to con-
struct SERS sensing platforms for life and health detection.**°
PNPs/MOFs composite materials have been found to exhibit
SERS enhancement effects higher than those of unmodified
MOFs, highlighting the importance of rational design and
synthesis of these composites for future applications in the
field of life and health detection. To better understand
these materials, researchers have classified PNPs/MOFs com-
posite materials into four main categories based on their
structures: core-shell,’* yolk-shell,*>*! satellite’>** and ran-
domly embedded structures.***® The synthesis strategy for
confining PNPs within MOFs has also matured and can be
broadly classified into four types: a bottle-around-ship strategy,
ship-in-a-bottle strategy, ship-on-a-bottle strategy, and one-pot
strategy.”” Overall, these advances in PNPs/MOFs composite
materials offer exciting possibilities in life and health detection
through the creation of effective SERS substrates. Further
research and development in this area may lead to innovative
applications and improvements in healthcare diagnostics.

2.1 Bottle-around-ship strategy

The ‘“bottle-around-ship” strategy is commonly used to pro-
duce SERS sensing platforms for life and health monitoring.*"
This process involves two main steps. Firstly, PNPs are pre-
pared. Secondly, pre-made PNPs are added to a MOF precursor
solution as seeds or nucleation centers. This induces the
growth or assembly of MOFs around the PNPs, resulting in
the formation of PNPs/MOFs structures. This method primarily
yields core-shell structured PNPs/MOFs SERS substrates that
offer several benefits. First, by encapsulating PNPs within the
MOF shell, the migration and agglomeration of nanoparticles
(NPs) can be significantly restricted, enhancing substrate sta-
bility. Second, the thickness of MOFs and the size, shape,
composition, and position of PNPs can be precisely controlled
and designed. Finally, MOFs achieve high porosity, a large
specific surface area, and high density of reactive sites. As a
result, PNPs/MOFs SERS substrates have provided new oppor-
tunities to create highly sensitive, reproducible, and selective
SERS sensing platforms.

In this method of synthesizing MOFs, the presence of
capping agents or surfactants on the surface of PNPs plays a
vital role. These agents provide interaction sites for the synth-
esis of MOFs, with the PNPs serving as heterogeneous nuclea-
tion centers, which to some extent suppress the spontaneous
formation of MOFs in solution. A common approach is to
introduce “binders” such as polyvinyl pyrrolidone (PVP) and
cetyltrimethylammonium bromide (CTAB) to modify PNPs,
thereby facilitating the growth and nucleation of MOFs on their
surfaces.*® For instance, Huo and his team reported a control-
lable encapsulation strategy in which PVP-stabilized NPs of
varying sizes, shapes, and compositions were encapsulated
within ZIF-8, resulting in well-dispersed and fully encapsulated
NPs within the ZIF-8 framework (Fig. 2A).*® This strategy
involved functionalizing the surface of the NPs with PVP
and optimizing the crystallization of ZIF-8. Under optimized
experimental conditions, core-shell-structured NPs@MOFs
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Fig. 2 Composite materials of PNPs/MOFs with core—shell structure.
(A) A schematic diagram of a controlled encapsulation strategy to prepare
NPs@ZIF-8.%® Reproduced with permission from Springer Nature, copy-
right 2012. (B) A schematic diagram of the preparation of GPSs@ZIF-8.
Scale bar: 1 um. (C) SEM image of the GSPs. Inset: the schematic diagram
of GSPs. (D) TEM image of the GPSs@ZIF-8. Scale bar: 100 nm. (E and F)
Energy-dispersive X-ray elemental map of GSPs@ZIF-8.* Reproduced
with permission from John Wiley and Sons, copyright 2018.

composite materials were prepared by crystallizing ZIF-8 in
the presence of PVP-modified NPs in methanol. This strategy
works for a wide range of NPs, allowing various NPs to be
incorporated without aggregation and controlling their spatial
distribution within the MOF shells, thereby opening up new
avenues for the use of NPs@MOFs composite materials as SERS
sensing platforms. Wang and his team have successfully
synthesized gold superparticles (GSPs) that possess the ability
to self-assemble into spherical shapes.'® These GSPs were then
encapsulated with ZIF-8 to create core-shell structures called
GSPs@ZIF-8, which serve as excellent substrates for surface-
enhanced Raman scattering (Fig. 2B). The production of GSPs
was accomplished via a revised technique for assembling
microemulsions with water-in-oil (W/O). In this method, the
hydrophobic bonds linking the oil amine on the AuNPs with
the alkyl chains of dodecyl trimethyl ammonium bromide
(DTAB) were weakened to generate superparticles that possess
SERS “hot spots”. (Fig. 2C). PVP was introduced to stabilize
GSPs in different solvents and promote the growth of MOF
shells. A ZIF-8 shell with a thickness of approximately 150 nm
was coated on a single GSP core to form GSPs@ZIF-8 (Fig. 2D).
Ionic surfactants such as DTAB were used to adjust the
surface of superparticles to minimize the energy required for
MOF nucleation and growth, thereby suppressing the uniform
crystal growth of ZIF-8. Energy-dispersive X-ray elemental map-
ping revealed that Zn was evenly distributed throughout the
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nanostructure, while Au was concentrated in the core (Fig. 2E
and F). Meanwhile, Li and his team showed that by controlling
the volume and concentration of the precursor, different core—
shell Au@ZIF-8 and their structures could be obtained.*® For
example, the addition of organic ligand dimethylimidazole to a
low concentration gold solution could precisely prepare nanos-
tructures with different shell thicknesses (3-50 nm) by adjust-
ing the amount of Zn** and 2-methylimidazole added. On the
other hand, adding the organic ligand dimethylimidazole to a
high-concentration gold solution can control the formation of
multi-core-shell structures, leading to better control of the
distance between AuNPs.

To establish a highly effective SERS sensing platform for the
accurate detection of biomarkers, many research teams have
developed MOF-based SERS substrates with yolk-shell struc-
ture. These yolk-shell SERS substrates can effectively eliminate
interference from other components and have lower detection
limits compared to core-shell structured SERS substrates. The
hollow MOF shells in these substrates enrich more gas mole-
cules and the enriched molecules come into contact or react
with the surface of PNPs, producing strong SERS signals. For
example, Wang and his team prepared a hollow Co-Ni layered
double hydroxide (LDH) nanocage on Ag nanowires (Ag@LDH)
(Fig. 3A)."" They accomplished this by preparing a hollow Co-Ni
LDH nanocage to adsorb gas molecules, resulting in SERS
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Fig. 3 Composite materials of PNPs/MOFs with yolk—shell structure.
(A) Schematic diagram of the synthetic pathway of Ag@LDH. (B) TEM
image of Ag nanowired. (C) TEM image of Ag@ZIF-67. (D) TEM image of
Ag@LDH.** Reproduced with permission from John Wiley and Sons,
copyright 2019. (E) Schematic diagram of the synthetic pathway of
GSPs@H-ZIF-8. (F) TEM image of AuNPs. (I) TEM image of GSPs. (G) TEM
image of GSPs@ZIF-8. (H) TEM image of GSPs@H-ZIF-8.* Reproduced
with permission from John Wiley and Sons, copyright 2022.
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sensing platforms based on Ag@LDH. In the first step, 2-
methylimidazole nucleated with Co>* ions on the surface of
polyvinylpyrrolidone-modified Ag nanowires and continued to
grow to form an Ag@ZIF-67 composite material (Fig. 3C). In the
second step, ion etching of the metal-organic framework
transformed it into a cobalt-nickel-layered double metal hydro-
xide with a nanocage structure, forming an Ag@Co-Ni LDH
composite material (Fig. 3D). Similarly, to precisely identify the
biomarkers present in exhaled breath and remove any obstacles
from other components, Wang and his team proposed employ-
ing hollow ZIF-8 that encloses GSPs that possess yolk-shell
structures as the SERS substrate (GSPs@H-ZIF-8).*° The team
fabricated a composite material with yolk-shell structures by
incorporating GSPs into a hollow ZIF-8 framework, which was
formed using tannic acid (Fig. 3E). The PVP-stabilized GSPs
were introduced into a solution containing ZIF-8 precursors,
resulting in the formation of a GSPs@ZIF-8 composite material
(Fig. 3G). Subsequently, the interior of the ZIF-8 was etched
with tannic acid, leading to the creation of a hollow layer of ZIF-
8 that preserved the structure of the framework (Fig. 3H).
Using the “bottle-around-ship” strategy, researchers have
successfully synthesized SERS substrates with both core-shell
and yolk-shell structures, which have important applications in
the field of life and health detection. While both structures are
commonly used in SERS-based detection, they also have their
own advantages and disadvantages. One advantage of the core-
shell SERS substrate is that it can provide good SERS activity
and aggregated PNPs can form a porous structure, further
enhancing the SERS signal. For instance, compared to bare
GSPs, the GSPS@ZIF-8 structure synthesized using the ‘“‘bottle-
around-ship” strategy can offer a larger hot spot field."*
Another advantage is that MOFs, as a new class of nanomater-
ials, have a controllable pore size, highly structured and
detailed surface chemical properties, and can protect PNPs
from contamination by encapsulation. Thus, under the protec-
tion of the MOFs’ shells, PNPs can maintain their stability and
repeatability during life and health monitoring, thereby
improving the accuracy and reliability of SERS detection. The
core-shell SERS substrate can also adjust its SERS performance
by controlling the composition, shape, and size of the nano-
materials, achieving selective detection and quantitative analy-
sis of the target molecules. Additionally, the large specific
surface area and adjustable pore size of the MOF shell allow
molecules to diffuse to the surface of the SERS substrate,
thereby improving the detection sensitivity. However, there
are also some limitations to the core-shell SERS substrate,
such as the complex synthesis steps and high preparation cost,
because of the need to modify the MOFs’ shell on the surface of
PNPs. The encapsulation of the MOFs’ shell may also reduce
the contact between PNPs and samples, weakening the SERS
signal. Furthermore, the addition of the MOFs’ shell may lower
the SERS sensitivity of the metal NPs since the MOFs’ shell can
absorb some laser energy and inhibit Raman scattering. How-
ever, researchers can reduce this signal attenuation by adjust-
ing the composition of the MOFs’ shell, such as controlling
parameters like the thickness of the MOFs, the size of the pores
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and the chemical composition to improve the SERS response.
Compared to other SERS substrates, yolk shell structures offer
some distinct advantages. First, the PNPs in these structures
are enclosed within the porous shell layer of MOFs. This layer
provides a larger surface area for adsorbing target molecules
and can help aggregate these molecules around PNPs, thereby
strengthening the SERS signal intensity. For instance, the
hollow structure of Ag@LDH synthesized using the ‘“bottle-
around-ship” strategy mitigates the diffusion limitation of the
original MOF microporous structure for target molecules, thus
increasing the detection sensitivity.*' This is particularly useful
for capturing and detecting trace gas molecules in exhaled
breath. Second, the proximity between PNPs in the yolk shell
structures and target molecules is greater, leading to a signifi-
cant boost in SERS signal intensity due to near-field effects. As a
result, SERS substrates with yolk shell structures can achieve
higher sensitivity and lower detection limits. However, there are
some drawbacks to using yolk-shell structures as SERS sub-
strates. Their fabrication processes are complex and expensive,
and they are less stable than core-shell structure SERS sub-
strates, making them susceptible to environmental factors that
could affect their performance unpredictably. Therefore, it is
essential to choose the appropriate SERS substrate based on
the specific application requirements. To develop high-
performance SERS sensing platforms for life and health detec-
tion, further exploration of PNPs/MOFs with better perfor-
mance is necessary.

2.2 Ship-in-a-bottle strategy

The approach of incorporating PNPs inside the preexisting
pores or cavities of MOFs to achieve reduction is commonly
known as the “ship-in-a-bottle” strategy.’®>' This method
involves encapsulating the precursor of PNPs in MOF cavities
and consequentially obtaining composite structures of PNPs/
MOFs by means of subsequent reduction treatment. The tech-
nique is simple and efficient, and small-sized PNPs can be
utilized as seeds to grow large-sized PNPs. Additionally,
hosting PNP guests within MOF structures restricts their migra-
tion and aggregation, significantly improving the stability of
SERS substrates.’> Different techniques such as solution
impregnation®>* and double solvents are available, relying
on the introduction of metal precursors. Despite some pro-
gress, precisely controlling the location, size, and shape of
PNPs in MOFs through the employment of the “ship-in-a-
bottle” strategy remains a challenging task.

In the conventional impregnation reduction process, con-
fining PNPs inside the pores of MOFs and preventing their
aggregation on the exterior surface of MOFs pose significant
challenges. Cao and his team effectively utilized an impregna-
tion approach to synthesize MOFs decorated with AuNPs,
resulting in enhanced SERS performance (Fig. 4A).>® Artificially
created composite materials made up of AuNPs/MOFs exhibit
localized surface plaque resonance (LSPR) characteristics
and possess a significant adsorption capacity of MOFs. This
ability enables the preconcentration of analytes in close proxi-
mity to the surface of AuNPs, leading to outstanding SERS
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Fig. 4 The randomly embedded PNPs/MOFs composites were synthe-
sized by solution impregnation. (A) Schematic diagram of the synthesis
process of AUNPs/MOFs composites for the determination of an analyte.>*
Reproduced with permission from the Royal Society of Chemistry, copy-
right 2017. (B) SEM image of AuNPs/AE-MIL-101 (Cr). (C) TEM image of
AuNPs/AE-MIL-101 (Cr). Inset: TEM images of AE-MIL-101 (Cr).5* Repro-
duced with permission from Springer Nature, copyright 2021.

performance. This work lays the foundation for the preparation
of PNPs/MOFs composite materials as high-performance SERS
sensing platforms for life and health detection by utilizing a
simple solution impregnation strategy. Feng and his team
prepared an AuNPs/AE-MIL-101(Cr) composite material via a
solution impregnation method (Fig. 4B and C).>* In this strat-
egy, the pore structure of the MIL-101(Cr) composite material
was optimized by phosphoric acid etching, which widened its
pore size distribution and made PNPs more accessible to the
interior of MOFs. The AuNPs were embedded in acid-etched
(AE)-MIL-101(Cr) to prepare the AuNPs/AE-MIL-101(Cr) compo-
site material. By combining the prepared AuNP/AE-MIL-101(Cr)
composite material with an enzyme-linked immunosorbent
assay (ELISA), a SERS sensing platform was constructed
and successfully used to determine human carboxylesterase 1
(HCE1) in plasma from patients with hepatocellular carcinoma
(HCC), showing good clinical application potential.

The dual solvent method is an effective technique that
overcomes the limitations of traditional impregnation methods
and prevents the generation of PNPs and the aggregation on the
outer surfaces of the MOFs. In this method, a solution contain-
ing the metal precursors and MOF materials is thoroughly
mixed. The capillary effect of the MOF pores enables the metal
precursor solution to penetrate spontaneously into the internal
pores of the MOFs. The reducing agent then converts the metal
precursor solution into PNPs, resulting in PNPs/MOFs compo-
site materials. Hu and his team used this strategy to prepare
AuNPs@MIL-101 composite materials to construct a SERS
sensing platform that detects glucose and lactate in tissues
(Fig. 5A and B).>® They fully mixed MIL-101 with HAuCl,
solution and prepared AuNPs using a sodium citrate solution

4884 | Mater. Chem. Front., 2023, 7, 4880-4899 This journal is © The Royal Society of Chemistry and the Chinese Chemical Society 2023


https://doi.org/10.1039/d3qm00471f

Published on 14 July 2023. Downloaded on 2/18/2026 7:32:06 AM.

Review

~, T reporter
P yO O
" wo. y
X e e Y el HAuCl
< . a6 r——"
- ° € SERS
o W[J Activated
0y

reporter

i 2 MIL-101(Fe) Au@MIL-101(Fe)

d

** creatinine

Fig. 5 The randomly embedded PNPs/MOFs composites were synthe-
sized using a dual solvent method. (A) TEM image of AuNPs@MIL-101.
(B) Schematic illustration of AUNPs@MIL-101 acting as a SERS substrate.>®
Reproduced with permission from American Chemical Society, copyright
2017. (C) In situ construction process of Au@MIL-101(Fe). (D) SEM image of
MIL-101(Fe). (E and F) TEM images of MIL-101(Fe) and Au@MIL-101(Fe).>®
Reproduced with permission from World Scientific Publishing Co Pte Ltd,
copyright 2021.

as the reducing agent. After a centrifugation treatment, the
AuNPs@MIL-101 composite materials were obtained. These
composite materials not only act as peroxidase mimetics that
catalyze the conversion of non-Raman active reporters into
Raman-active reporters but also enhance the Raman signal of
active reporters as SERS-active substrates. Furthermore, the
team further modified the AuNPs@MIL-101 composite materi-
als by oxidases, creating AuNPs@MIL-101@oxidase-integrated
nano-enzymes that measured changes in glucose and lactate
related to ischemic stroke in live animal brains. Similarly, Jiang
and his team synthesized Au/MIL-101(Fe) SERS substrates with
good anti-interference properties by mixing pre-synthesized
MIL-101(Fe) with different concentrations of chloroauric acid
to allow metal precursors to fully enter MIL-101(Fe) (Fig. 5C—
F).>® They rapidly added a sodium citrate solution to prepare
the AuNPs. The team constructed a SERS sensing platform to
monitor creatinine in urine using the AuNPs@MIL-101 compo-
site materials. The electrostatic interaction between the MIL-
101(Fe) framework and creatinine brought it close to the SERS
hotspots, significantly enhancing the SERS signal.

Using the “bottle-around-ship” strategy, a SERS substrate
with a randomly embedded structure was successfully synthe-
sized. The SERS substrates with random embedding structures
are commonly used and have the following advantages and
disadvantages: (1) compared to core-shell structured SERS
substrates, the SERS substrates with random embedding struc-
tures are easier to prepare. (2) Due to their complex morphology
and high surface roughness, the SERS substrates with random
embedding structures can provide very high SERS enhance-
ment effects, resulting in higher sensitivity. (3) The SERS
substrates with random embedding structures can be used
for various types of targets (including liquids and gases) in life
and health detection, making them widely applicable. However,
there are also disadvantages in using the SERS substrates with
random embedding structures: (1) since their morphology is
uncertain, their SERS signals may fluctuate significantly, lead-
ing to signal instability. (2) It is difficult to precisely control the
size, quantity, and distribution of PNPs within MOFs on SERS
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substrates with random embedding structures, making their
preparation process relatively uncontrollable and challenging
for batch production and repeat manufacturing. (3) When PNPs
are embedded in MOFs, pore blockage may occur, making it
difficult for target molecules to reach the SERS hotspots and
thus reducing the performance of the SERS sensors.

2.3 Ship-on-a-bottle strategy

A satellite-structured SERS substrate is a unique structure
that differs from the core-shell-structured SERS substrate. In
this structure, PNPs are assembled on the surface of MOFs to
create a satellite-structured SERS composite material.*>>” The
reduction of PNPs in situ on pre-synthesized MOFs to preserve
their inherent crystallinity is carried out similar to the immer-
sion strategy. This method is called the ‘“ship-on-a-bottle”
strategy.”® Typically, a reductant is selectively applied to the
surface of MOFs to facilitate the reduction of metal salts and
the subsequent formation of metal NPs. The unique structure
of MOFs provides an ultrahigh surface area and enables the
attachment of numerous SERS-active PNPs. The metal NPs are
fixed on the outer surface of the MOFs and a large number of
stable and uniform SERS hotspots can be formed. As a result,
the generated composite material combines the SERS perfor-
mance of PNPs with the adsorption capacity of MOFs, making it
an excellent SERS substrate for highly sensitive detection of
biological signal molecules near the SERS hotspot domains
close to PNPs. Compared to SERS substrates where PNPs are
encapsulated or embedded in MOFs, SERS substrates where
PNPs are anchored on the surface of MOFs exhibit stronger
SERS enhancement effects because signal molecules can
directly achieve signal enhancement between PNPs and MOFs,
causing a large number of “hotspots” to appear at the inter-
section between PNPs.

For example, Jiang and his team created the SERS substrate
AgNPs/MIL-101(Fe) by synthesizing AgNPs in situ on the outer
surface of MIL-101(Fe) (Fig. 6A and B).>® In the early stages, TA
was coordinated with the unsaturated hydroxyl group of Fe*" on
the surface of MIL-101(Fe) to serve as a reducing agent during

5. AgNO,
P B

e -
_ Complexation

‘ﬂy

Fig. 6 The satellite PNPs/MOFs composites were synthesized. (A) SEM
images of AgNPs/MIL-101(Cr). (B) TEM images of AgNPs/MIL-101(Cr).>°
Reproduced with permission from American Chemical Society, copyright
2015. (C) Schematic illustration of the preparation of AgNPs/MIL-101(Fe).
(D) SEM images of AgNPs/MIL-101. (E) TEM image of AgNPs/MIL-101.%°
Reproduced with permission from the Royal Society of Chemistry, copy-
right 2016.
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functionalization. As a result, Ag" was able to be reduced by TA
directly on the surface of MIL-101(Fe), leading to the formation
of the composite material AgNPs/MIL-101(Fe). MIL-101(Fe),
being a stable host material, provides an ultrahigh surface area
and a large number of adsorption sites that enrich guest
molecules near the surface of AgNPs, producing strong SERS
signals. Furthermore, using the peroxidase-like activity of
Fe-MOFs, the obtained AgNPs/MIL-101(Fe) composite material
has been used to construct a SERS sensing platform for detect-
ing biological signal molecules such as dopamine (DA). Yang
and his team created a new SERS substrate, Ag-Au-MIL-101,
which was modified with para-amino thiophenol (PATP) for
detecting DA in serum.®® By utilizing the azo reaction between
DA and PATP, the detection selectivity was significantly
improved. MIL-101 was dispersed in a silver nitrate solution,
followed by the addition of trisodium citrate to form an Ag-MIL-
101 solution. Then, NH,OH and HAuCl, solutions were added
to obtain the Ag-Au-MIL-101 composite material. The porous
structure of MIL-101 selectively captured DA molecules, bring-
ing them close to the surface of the MOFs with the PATP
reaction sites to produce a strong SERS signal response.

Li and his team designed a novel SERS substrate that
combined the remarkable adsorption capacity of MIL-101(Cr)
with AgNPs as SERS hotspots (Fig. 6C).*° In situ synthesis of
AgNPs was carried out on the outer surface of MIL-101(Cr) by first
initiating the self-polymerization of DA in water to generate
polydopamine (PDA), which subsequently was polymerized on
the surface of the MOFs. PDA reduced Ag" on the surface of MIL-
101(Cr), leading to the formation of the satellite structure of
AgNPs/MIL-101(Cr) (Fig. 6D and E). AgNPs/MIL-101(Cr) was
synthesized, which demonstrated the capacity to capture folic
acid (FA) through electrostatic interaction, generating a powerful
SERS signal. This led to the creation of a SERS sensing platform
that could detect FA in biological samples. The research team has
also synthesized many SERS substrates with PNPs anchored on
MOF surfaces, including AuNPs/Cu-TCPP,** AgNPs@MOF helical
structure,® AuNPs@MB@HP-UiO-66-NH2,** TM-Ag@NU-901,%
AuNPs@MOFs,**®” and Ag@MIL-101(Cr).*®

Despite the significant progress made in anchoring PNPs to
MOF surfaces as SERS substrates, there are still some chal-
lenges that need to be addressed. These challenges include: (1)
the relatively high cost of manufacturing satellite-structured
SERS substrates, which may hinder their widespread use for life
and health detection applications; (2) the complex shape of
satellite-structured SERS substrates may make it difficult to
achieve directional control and obtain uniform and stable SERS
hotspots, which could affect the experimental results; (3) the
surface area of satellite-structured SERS substrates is typically
smaller than those of other types of SERS substrates, limiting
their application in life and health detection; and (4) PNPs
located outside the MOF pores pose a challenge in using MOFs
as molecular sieves or in studying molecular diffusion kinetics.

2.4 One-pot strategy

The aforementioned synthesis methods provide notable bene-
fits in the design and control of composite materials made of
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PNPs/MOFs for SERS sensing platforms employed in life and
health detection applications. However, the synthesis process is
relatively complex. To address this, researchers have focused on
a one-pot strategy as a simple synthesis method to prepare
PNPs/MOFs composite materials. This method involves directly
mixing metal precursors and MOF precursors to form PNPs/
MOFs composite materials that retain SERS hotspot effects. To
obtain a flawless composite structure of PNPs/MOFs using the
one-pot technique, it is crucial to precisely control the rates of
nucleation and growth of PNPs and MOFs. Selecting appro-
priate organic ligands and solvents is of utmost importance to
effectively capture plasma nanoparticle precursors, stabilize
resultant PNPs, and promote efficient heterogeneous catalysis
of PNPs on the MOF surfaces. However, limitations in reaction
conditions make it difficult to control the size, shape, size, and
uniformity of obtained PNPs/MOFs composite materials via the
one-pot synthesis method.

Tang and his team prepared AuNPs@MOF-5 nano-
composites with uniformly shaped and adjustable sizes using
the one-pot method.®® To prepare core-shell AuUNPS@MOF-5,
they mixed gold and MOF precursors directly in a reaction
solution containing DMF, PVP, and ethanol. The growth rate of
AuNPs and MOF-5 can be effectively adjusted by controlling the
reaction conditions. Subsequently, MOF-5 grew spontaneously
on the surface of PVP-coated AuNPs resulting in the creation of
a consistent PVP-stabilized core-shell composite material com-
prising AuNPs@MOF-5. This work opens a door for construct-
ing SERS substrates for life and health detection in SERS
sensing platforms by providing a universal technology for
preparing PNPs@MOF composite materials with different types
of core-shell structures using the one-pot method. Similarly,
Zhang and his team synthesized core-shell Au/MOF-74 compo-
site NPs using a one-step method. The composite material
comprising Au@MOF-74 showed outstanding SERS activity,
signal reproducibility, and stability. A sensitive detection
method for 4-NTP was successfully established based on the
Au@MOF-74 composite material.”®

Although PNPs/MOFs SERS substrates constructed using the
one-pot strategy have many advantages, there are still some
issues, such as difficulties in forming uniformly distributed
SERS “hotspots” with high enhancement efficiency and in
controlling the synthesis of MOF shells with different thick-
nesses and good uniformity after all the reactants are added
together. Therefore, more research is needed to develop high-
performance SERS sensing platforms for life and health detec-
tion using the one-pot strategy.

3. The roles of MOFs in SERS sensing
platforms for life and health detection

The development of MOF-based SERS platforms for life and
health detection aims to enhance the performance of SERS
sensors. To achieve this, it is crucial to recognize the significant
role that MOFs play in SERS sensors used for life and health
detection. In comparison to traditional SERS substrates, MOFs
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possess specific spatial structures in MOF-based SERS sensing
platforms, providing several unique advantages for life and
health detection. Firstly, the porous structure of MOFs offers
adequate surface area and porosity to effectively concentrate
target molecules and produce strong SERS signals on their
surface, resulting in the highly sensitive detection of trace
biological molecules. Secondly, MOFs can act as carriers of
PNPs, with their pore size and surface functional groups being
controllable, allowing PNPs to be embedded into the MOF
structure. The pore structure and surface chemical properties
of MOFs can be utilized for selective recognition and sensitive
detection of biological molecules. Thirdly, the synergistic effect
of MOFs and PNPs can boost SERS signals. This is owing to the
high dielectric constants of MOFs, which effectively retard the
radial decay of the electromagnetic field, ultimately leading to a
substantial improvement in SERS signal intensity in the metal-
MOF system. Finally, by encapsulating MOF shells within PNPs,
the migration and aggregation of PNPs can be substantially
reduced, thereby enhancing the stability of SERS substrates. In
summary, MOFs have a pivotal role in SERS sensors for life and
health detection, with promising application prospects.

3.1 MOFs for pre-enrichment of target molecules

The SERS sensing platform faces several challenges in the field
of life and health detection, such as the trace concentration of
the target analytes,”! high migration rate’> and low affinity with
the surface of the PNPs.”>”* These factors make it difficult to
capture and place the analyte effectively on the surface of PNPs.
However, MOFs have proved to be an effective solution to this
problem as they act as adsorbent materials to pre-concentrate
the analyte onto the SERS substrate. With their extremely high
specific surface area and adjustable three-dimensional pores,
MOFs enable the target analyte to diffuse freely through the
channels and are highly effective materials for the preconcen-
tration of analytes.>*?*”®> Through the host-guest interaction
between target molecules and MOFs, the trace target analyte
can be collected and accumulated effectively on the surface of
PNPs in MOF-based SERS sensing platforms, thus improving
the sensitivity of the SERS sensor. Non-destructive evaluation of
volatile organic compounds (VOCs) in exhaled breath poses a
significant challenge, but has the potential to serve as a
biomarker for the detection of disease in life and health. The
electromagnetic enhancement (EM) effect induced by LSPR of
PNPs (such as gold, silver, and copper) mainly causes SERS.”®””
MOFs with powerful adsorption abilities have been used for
preconcentration of analytes and further enhancing the SERS
signal. Moreover, the significant specific surface area and
porous structure of the MOFs enable more efficient enrichment
of gas molecules in the SERS hot spot region.

To improve the ability to capture gaseous biomarkers, Wang
and his team applied a coating of ZIF-8 onto self-assembled
GSPs, which effectively slowed down the flow rate of gaseous
molecules and reduced the decay of the electromagnetic field
around the surface of the GSPs."* The researchers observed
significant differences in adsorption between bare GSPs
and GSPs@ZIF-8 structures for high-speed moving gaseous
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Fig. 7 MOFs for preconcentration of analytes. (A) and (B) Schematic
diagrams of the GSPs and GSPs@ZIF-8 with gas collisions. (C) and (D)
Total internal reflection fluorescence micrographs of the gas adsorption
process on GSPs and GSPs@ZIF-8 at different times.** Reproduced with
permission from John Wiley and Sons, copyright 2018.

molecules. The collision between these molecules and bare
GSPs is close to perfectly elastic, with a very short contact time.
After impact, most molecules float away at their original speed
without losing kinetic energy (Fig. 7A). The MOF shell of GSPs
effectively prolongs the contact time, allowing for increased
interaction between gaseous molecules and the porous media
(Fig. 7B). This interaction involves both molecular interactions
between gas molecules and collisions between gas molecules
and the porous medium. An increase in the frequency of
collisions between SERS substrates and gaseous molecules
means that there is a higher possibility of reaction or absorp-
tion in GSPs@ZIF-8 than in GSPs, as immediately observed by
total internal reflection fluorescence microscopy (Fig. 7C and
D). The researchers were able to quantitatively detect the typical
lung cancer biomarker 4-ethylbenzaldehyde in exhaled breath,
with a limit of detection (LOD) of 10~° (ppb level).

To detect biomarkers in human breath more sensitively and
accurately, Wang and his team prepared hollow Co-Ni LDH
nanocages on Ag nanowires to obtain SERS sensors based on
Ag@LDH."" Silver nanowires offer enhanced Raman signals for
detecting trace analytes, while hollow LDH nanocages serve as
gas-constrained cavities to enhance capture and adsorption of
gaseous analytes. As VOCs pass through the porous LDH
medium, the speed in the vicinity of the surface of the silver
nanowires alters. Although the tortuosity of the flow path
between ZIF-67 and LDH is similar, it is larger than the
simulated value using the bare silver nanowire streamline
diagram (Fig. 8A). As a result of the dissipation of molecular
kinetic energy, gaseous analytes can be effectively adsorbed in
both the Ag@ZIF-67 and Ag@LDH models. LDH nanocages
possess a unique characteristic of loose, hollow structure and a
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Fig. 8 MOFs for preconcentration of analytes. (A) Simulation streamline
graphs of Ag nanowires, Ag@ZIF-67, and Ag@LDH. (B) Modeling fluctua-
tions in the concentrations of Ag nanowires, Ag@ZIF-67, and Ag@LDH
through simulations. (C—E) The confocal microscopy images of surface
adsorption of fluorescent gaseous molecules experiment: (C) Ag wires,
(D) Ag@ZIF-67, and (E) Ag@LDH. Inset: the florescence image and overlays
of fluorescence and transmission images.*! Reproduced with permission
from John Wiley and Sons, copyright 2019. (F) Illustration showing the
adsorption process between molecules in exhaled gas and various sub-
strates. (G) Modeling the variation in concentrations of GSPs@ZIF-8 and
GSPs@H-ZIF-8 through simulations. (H) Simulations of alterations in the
concentrations of GSPs@ZIF-8 and GSPs@H-ZIF-8. Inset: TEM images of
GSPs@ZIF-8 and GSPs@H-ZIF-8.%° Reproduced with permission from
John Wiley and Sons, copyright 2022.

diverse range of pore sizes. This distinctive feature enables
them to have superior gas permeability in comparison to ZIF-
67. The reason behind this is their specific surface area and
pore size distribution properties. In contrast, ZIF-67 has a
denser structure with a narrower pore size distribution at the
molecular level, which leads to a smaller diffusion coefficient.
LDH nanocages have very low adsorption capacity for gaseous
analytes, whereas Ag@LDH exhibits a concentration gradient
that is comparable to that of Ag nanowires (Fig. 8B). This
indicates that the target molecules are restricted to the surface
of the Ag nanowires rather than the LDH medium. Further
validation was carried out through experiments involving the
adsorption of fluorescent molecules. The spatial locations of
fluorescent molecules were examined using laser scanning
confocal microscopy, for silver wires that were uncoated, coated
with ZIF-67 and coated with LDH. Due to elastic collisions
between molecules and substrates, the number of fluorescent
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molecules observed on the exposed Ag nanowires was limited
(Fig. 8C). The utilization of the ZIF-67 coating resulted in
uniform dispersion of fluorescent molecules within the MOF
layer. (Fig. 8D). The presence of LDH nanocages caused fluor-
escent molecules to be fixed closer to the surface of the silver
wire. (Fig. 8E). The detection limit of aldehydes for the SERS
sensor was 1.9 ppb.

Hollow ZIF-8 layers are capable of efficiently enriching
gaseous molecules, similar to their solid ZIF-8 layers. After
enrichment, the gas molecules can bind with functionalized
molecules on the surface of PNPs, resulting in a strong and
detectable reset signal. Wang and his team have developed a
reliable SERS sensing platform strategy by coating GSPs with
hollow structure ZIF-8 to detect exhaled VOCs (Fig. 8F).*° Gas
molecules are decelerated in their diffusion rate and accumu-
late within the cavity, while passing through the porous ZIF-8
(Fig. 8G). As a result, the efficiency of the chemical reaction for
the target molecules is enhanced in the absence of kinetic
energy. This leads to an increased number of molecules being
trapped on the surface of the GSPs, resulting in the generation
of robust Raman signals. (Fig. 8H). In contrast to solid MOFs,
the active sites of modified molecules are free from non-
reactive interfering molecules, thus allowing for more efficient
target molecule capture. As a result of this, the lower LOD and
reduced interference of non-target molecules in the SERS
spectra make the results more trustworthy compared to
GSPs@ZIF-8.

3.2 MOFs for selectively capturing target molecules

In the MOF-based SERS sensing platform, which is used for life
and health detection, the MOF shell possesses a considerably
large specific surface area,”® uniform pore size,”® and structural
adaptability®*®' that make it ideal as a molecular sieve for
PNPs/MOFs composite materials. The excellent crystallinity
and pore size selectivity of MOFs allow target molecules to pass
through, while preventing interference from larger size
molecules.**®> Additionally, the thickness of MOFs and the
functional groups provided by organic ligands can affect
selectivity.®*®* In real samples, identifying unknown compo-
nents can be extremely challenging due to complex SERS
signals caused by non-selective enrichment. However, the
selective barrier provided by the porous MOF shell surrounding
PNPs restricts the approach of analytes larger than the pore
size, resulting in enhanced identification ability for analytes in
complex samples within the SERS spectra. This improvement
leads to higher accuracy and sensitivity in detecting target
molecules.

VOCs serve as crucial biomarkers for the early diagnosis of
diseases. However, due to their low concentration and high
mobility, there are limited collisions between gas molecules
and SERS substrates, which severely affect the detection sensi-
tivity. However, the MOF shell plays an essential role in the
selective detection of gaseous targets in complex VOC systems
by pre-excluding them. Wang and his team used GSPs@ZIF-8
SERS substrates for selective detection of aldehydes, which are
lung cancer biomarkers found in exhaled patient breath
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Fig. 9 Selectivity and synergistic effect based on MOFs. (A) The method
of achieving selectivity for a particular analyte. (B) The largest size of the
four primary analytes could permeate the holes of ZIF-8. (C) The chemical
process is employed to bind aldehyde vapors covalently to the GSPs. (D)
Schematic diagrams of LSPR hotspots located at the periphery of GSPs and
GSPs@ZIF-8. (E) 2D-FDTD simulations of AuNPs and AuNPs@ZIF-8.
Reproduced with permission from John Wiley and Sons, copyright 2018.

(Fig. 9A)."* Studies have shown that ZIF-8 can adsorb gaseous
aromatic compounds such as benzene, xylene, toluene,
and even 1,2,4-trimethylbenzene. In this system, benzaldehyde,
glutaraldehyde, and 4-ethylbenzaldehyde can penetrate
GSPs@ZIF-8, while 2-naphthaldehyde is excluded (Fig. 9B).
Prolonged contact time between gaseous aldehyde molecules
and SERS hotspots can help in producing Raman signals from
gaseous aldehyde analytes.

In addition to physical adsorption, MOFs can selectively
adsorb target molecules through chemical recognition. Yusuke
and his team combined mesoporous plasma gold films with
microporous homochiral metal-organic frameworks (HMOFs)
to prepare graded porous hybrid membranes.®* They selectively
detected pseudoephedrine (PE) in complex biological samples
using surface-enhanced Raman spectroscopy. HMOF thin films
are based on chiral ligands (alanine derivatives) as functional
layers. In the presence of complex biological matrices, mixed-
layered porous substrates provide control over molecular trans-
port within pores and prevent blood protein penetration. The
SERS substrate mentioned above utilizes surface-enhanced
Raman spectroscopy technology to effectively detect and dis-
tinguish between two PE enantiomers with exceptional accu-
racy and sensitivity in even the most complex biological
matrices, all without the need for preliminary separation.

3.3 Synergistic signal enhancement of MOF-based sensing
platforms

Composite materials consisting of MOFs and PNPs offer ben-
efits beyond selective adsorption and enrichment of target
molecules. The synergistic effect between MOFs and PNPs
enhances SERS detection of target analytes through surface
plasmon resonance, which significantly amplifies the Raman
cross section via the electromagnetic mechanism. However,
this enhancement is limited to the surface of NPs due to the
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rapid decay of the electromagnetic field near the metal/
medium (usually air) interface.®® By changing the relative
dielectric constants of the metal and surrounding medium,
the depth at which the electromagnetic field can penetrate can
be altered.®

Wang and his team utilized the finite-difference time-
domain (FDTD) method to simulate the electric field distribu-
tion of GSPs and GSPs@ZIF-8.'* The simulation results demon-
strated that the electromagnetic field intensity at the
GSPs@ZIF-8 interface was stronger than that at the GSPs/air
interface (Fig. 9D). This is attributed to the high dielectric
constant of metal/medium (ZIF-8), which prevents radially
attenuated electromagnetic fields.*® Compared to bare GSPs,
the GSPs@ZIF-8 structure provided a larger hotspot field
(Fig. 9E), where both the bound and unbound analytes may
be enhanced by the electromagnetic field. As a result, the
Raman scattering intensity of the probe molecules on the
GSPs@ZIF-8 core-shell structure under experimentation was
roughly 1.5 times higher than that observed on the uncoated
GSP substrate. These findings suggest that increasing the SERS
signal strength through MOF-based SERS systems to increase
electromagnetic field penetration depth is a universal strategy.

Recently, Jiang and his team created a pliable SERS sub-
strate by embellishing AgNPs with ZIF-67 as the active consti-
tuent and adopting cotton fabric as the support framework.®”
When AgNPs come into direct contact with ZIF-67, charge
transfer often occurs between them to balance the Fermi level
and achieve equilibrium. Therefore, upon laser irradiation,
polarization and charge transfer take place, leading to local
electromagnetic field enhancement at the interface between
AgNPs and ZIF-67, resulting in significantly improved SERS
performance. Although there is limited research in this area
currently, utilizing the synergistic effect of MOFs and metal NPs
to develop efficient SERS substrates is a promising strategy.

3.4 MOFs for improving reproducibility and stability

Using PNPs for SERS detection poses a significant challenge
due to their instability in complex environments.*®*® However,
research has demonstrated that applying a protective layer on
the surface of PNPs is an effective strategy for enhancing their
stability. MOFs are ideal candidates for stabilizing layers, as
they offer exceptional chemical and thermal stability, as well as
mechanical robustness.®*®" The stability of MOFs can be
evaluated based on three main aspects: thermal, humidity,
and chemical stability. First, MOFs exhibit good thermal stabi-
lity at high temperatures because of their strong intermolecular
forces and covalent bonds between molecules. Some MOFs can
even maintain their structural integrity at temperatures up to
500 °C.">* Second, humidity stability is closely related to the
structure and composition of MOFs. The porous structure
in MOFs can adsorb water molecules, which can cause instabil-
ity and disintegration or loss of their structural integrity.
However, some MOFs show good water stability because of
their compact structure, synergistic effects between metal ions
and organic ligands, and formation of internal hydrogen bond
networks.”*”%° Third, the chemical stability of MOFs is affected
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by their crystal structure, chemical reactions, and acid-base
properties. Metal ions used in some MOFs are susceptible to
oxidation or reduction, which can damage the crystal structure
and decrease performance. Additionally, certain organic
ligands used in MOFs may undergo acid-base reactions, lead-
ing to MOF decomposition and deactivation. The acid-base
stability is crucial when evaluating MOFs. In general, MOFs are
stable under neutral or weakly acidic conditions, but they may
lose structural integrity and performance under strong acidic or
alkaline conditions. The acid-base stability is primarily deter-
mined by the MOFs’ structure and composition, especially the
intermolecular forces between metal ions and organic ligands,
pore size, and coordination bond stability. For instance, ZIF-8
exhibits good stability under weakly acidic conditions below pH
6-7, but its structure can be destroyed under lower pH
conditions.’® On the other hand, MIL-101 shows higher stabi-
lity under neutral or weakly acidic conditions and can tolerate a
pH range of 2-12.** To enhance the stability of the MOFs,
modifications can be made to the structure and composition,
such as increasing the intermolecular forces between metal
ions and organic ligands, adjusting pore size, and selecting
organic ligands with greater chemical stability.

Wang and his team conducted an extensive study on the
stability of the GSPs@ZIF-8 and GSPs@H-ZIF-8 SERS sensing
platforms in complex gas environments.”® In such environ-
ments, interfering molecules could potentially appear at the
detection site, leading to unstable SERS sensor signals and
reduced detection ability, which limits the practical application
of these sensors. To ensure the stability of the substrates under
these conditions, researchers injected mixed gases with inter-
ference molecules and 4-ethylbenzaldehyde in concentrations
of 10 ppm into both substrates for continuous testing. Due to
the remarkable adsorption ability of MOFs at the detection site,
Raman signals for different molecules such as toluene and
hydrocarbons were observed randomly on the GSPs@ZIF-8
substrate. However, the Raman signal of the hollow structure
remained stable throughout the test. Both substrates under-
went ten parallel experiments and the results showed that the
spectral signal of the hollow structure had a higher repeatabil-
ity and stability than that of its counterpart.

MIL-101 is a type of MOF that is highly regarded due to its
impressive characteristics such as high surface area, large pore
size, and exceptional stability in water and solvents. Recently, Li
and his team created an extremely sensitive SERS substrate by
embedding AuNPs into MIL-101.** The researchers then eval-
uated the stability and reproducibility of this substrate by
measuring the SERS performance of both AuNPs/MIL-101 and
AuNP colloids in different pH solutions containing benzidine.
MIL-101 functions as a reliable host material by offering a
closed space and adsorption field for analyte enrichment near
the embedded metal surface. The SERS activity of AuNPs/MIL-
101 remains stable within the pH range of 2-12, making it a
highly desirable substrate for SERS detection. In comparison,
the use of gold colloidal suspensions for detecting SERS can be
limited because of the inherent instability caused by changes in
the detection environment such as pH or ionic strength. This
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instability can result in a loss of the SERS signal, and colloids
may even precipitate from the solution. Additionally, due to the
irregular aggregation of AuNP colloids, their Raman intensity
varies significantly with pH. Overall, Li and his team’s study
demonstrated that the composite AuNPs/MIL-101 SERS sub-
strate is not only highly sensitive but also possesses excellent
stability and reproducibility.

To optimize MOF-based SERS sensing platforms, it is impor-
tant to take into account the impact of the MOFs’ crystal
structure and chemical reactions on their stability. This will
help ensure that the platform performs well and remains stable
in applications such as life and health detection. In addition, it
is crucial to select appropriate MOFs based on the specific
application environment. This will ensure that the MOFs
exhibit good stability and optimal performance under these
conditions. By considering both the crystal structures and
chemical properties of the MOFs, as well as the specific
environmental factors of the intended applications, researchers
can design more effective and reliable MOF-based SERS sensing
platforms.

4. Application of MOF-based SERS
sensing platforms in life and health
detection

With their diverse microstructures and unique properties,
MOFs have the potential to enhance SERS effects by enriching
molecules and selectively absorbing them. MOF-based SERS
sensing platforms can be integrated to enrich, capture, differ-
entiate, and screen biological markers, allowing for early disease
diagnosis (Table 1). Therefore, MOF-based SERS-active substrates
provide unforeseen benefits and exceptional sensing capabilities
for the detection of life and health, even under complicated
background interferences such as human breath detection, bodily
fluid analysis, and biological imaging of cells or tissues.

4.1 Human exhalation detection

Human exhaled breath contains a variety of VOCs, which are
important endogenous biomolecules that provide rich informa-
tion about human health. Research indicates that VOCs are
closely related to many physiological processes associated with
diseases.'® For instance, the unique physiological processes
and metabolism of lung cancer cells result in changes in
metabolic pathways and abnormal expression of VOCs within
cells.''® "2 Compared to healthy individuals, lung cancer
patients exhibit significant changes in the types and amounts
of VOCs in their exhaled breath. Precise tracking of these
essential VOCs can facilitate screening for multiple
diseases.'® SERS is a trace detection technology that can even
extend to single-molecule detection.'™® Its potential to non-
invasively identify lung malignant tumors by detecting VOCs as
biological markers could constitute a major advance in early
cancer diagnosis. However, this application currently faces two
primary limitations: (1) the majority of VOC biomarkers exhibit
only minimal Raman scattering; (2) due to the rapid migration
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Table 1 Applications of MOF-based SERS sensing platforms in life and health detection

Structures MOF-based substrates Synthesis strategies Targets Applications Ref.
Core-shell GSPs@ZIF-8 Bottle-around-ship 4-Ethylbenzaldehyde VOCs 14
Yolk-shell Ag@LDH Bottle-around-ship 4-Ethylbenzaldehyde VOCs 41
Yolk-shell GSPs@H-ZIF-8 Bottle-around-ship 4-Ethylbenzaldehyde VOCs 40
Core-shell Ag@ZIF-67 Bottle-around-ship Benzaldehyde VOCs 97
Core-shell GNRs-QDs@NU-901 Bottle-around-ship Benzaldehyde VOCs 98
Core-shell AgNC@CA®@ZIF-8 Bottle-around-ship Benzaldehyde, 3-ethylbenzaldehyde VOCs 99
Randomly embedded AuNPs@MIL-101(Cr) Ship-in-a-bottle Toluene, 4-ethylbenzaldehyde VOCs 100
Satellite AgNPs@ZIF-67/g-C3N4 Ship-on-a-bottle Benzaldehyde VOCs 101
Satellite AuNPs@Cu-TCPP Ship-on-a-bottle Carboxylesterase 1 Serum 102
Satellite AgNPs@MIL-101(Fe) Ship-on-a-bottle Cholesterol Serum 103
Randomly embedded AuNP/AE-MIL-101(Cr) Ship-in-a-bottle Carboxylesterase 1 Serum 54
Satellite AgNPs@homochiral MOF Ship-on-a-bottle p/L-cysteine, p/L-asparagine — 57
Core-shell Ag@Ni-MOF-1 Bottle around ship Cys Microdialysate 104
Satellite IRMOF-3@AuTPs Ship-on-a-bottle NT-proBNP Serum 105
Randomly embedded AuNPs@MIL-101 Ship-in-a-bottle Glucose, lactate Microdialysate 55
Satellite AuNPs/Cu-TCPP(Fe) Ship-on-a-bottle Glucose Saliva 62
Satellite AgNPs/MIL-101(Fe) Ship-on-a-bottle DA Urine 59
Randomly embedded AuNPs/MIL-101 Ship-in-a-bottle Alpha-fetoprotein Serum 44
Satellite AuNPs/MOF Ship-on-a-bottle Transferrin Serum 66
Core-shell Au@Cu;(BTC), Bottle-around-ship Cell Bioimaging 106
Core-shell AuNSs@ZIF-8 Bottle-around-ship Cell Bioimaging 107
Core-shell Au@Ag nanorod @ZIF-8 Bottle-around-ship Cell Bioimaging 108

of gaseous molecules, they are minimally adsorbed on solid
substrates. Integration of MOF-based SERS sensing platforms
enables the enrichment, capture, distinction, and screening of
biological markers in exhaled breath, thus achieving an early
diagnosis of multiple diseases.

Wang and his team have proposed a method to enhance the
adsorption ability of gaseous molecules on SERS sensing plat-
forms by using GSPs@ZIF-8 SERS substrates to detect VOC
biomarkers in the exhaled breath of lung cancer patients,
achieving a highly sensitive strategy for early cancer diagnosis
(Fig. 10A)."* ZIF-8 plays multiple roles in the core-shell SERS
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Fig. 10 Schematic diagram of MOF-based SERS sensing platforms used in
human exhaled breath. (A) Schematic diagram of VOC detection via SERS
spectroscopy.t* Reproduced with permission from John Wiley and Sons,
copyright 2018. (B) Schematic diagram of a SERS sensing platform for VOC
detection.** Reproduced with permission from John Wiley and Sons,
copyright 2019. (C) Schematic diagram of breath analysis using an
Ag@ZIF-67-based tubular SERS sensor.®” Reproduced with permission
from American Chemical Society, copyright 2022. (D) Schematic diagram
of the mask sensing device for the breath test.*° Reproduced with
permission from John Wiley and Sons, copyright 2022.

substrates, including: (1) modifying the transport pathways and
processes of gas molecules through the porous structure of the
ZIF-8 shell, overcoming the obstacle of gas molecule adsorption
on solid matrices; (2) significantly prolonging the contact time
between gas molecules and the porous substrate by means of
the ZIF-8 shell layer of GSPs, achieving the enrichment of target
molecules; (3) playing a crucial part in selective detection,
particularly in precluding complex VOC targets within the gas
mixture, thus enabling selective detection of target molecules;
and (4) safeguarding GSPs from external environmental inter-
ference by virtue of its stable framework structure, thereby
enhancing the accuracy and reliability of SERS detection. By
capturing gaseous aldehydes and reacting them with 4-ATP pre-
anchored onto GSPs, the detection limit was 10 ppb, demon-
strating great potential for early diagnosis of lung cancer. The
GSPs@ZIF-8 structure has the ability to selectively track gas-
eous cancer biomarkers in mixed gases, demonstrating strong
practical potential in actual applications and further enabling
the non-invasive identification of lung malignancies.

Due to the characteristics of gas flow and porosity, the
reproducibility and accuracy of SERS sensing platforms are
difficult to achieve, but clinical detection of molecular markers
using VOC sensors requires essential reproducibility and accu-
racy. To advance the practical clinical application of SERS
sensors, researchers converted them into barcodes. For exam-
ple, Wang and his team designed a hollow Co-Ni Ag@LDH to
enhance the adsorption and capture of gaseous molecules
(Fig. 10B).*' In contrast to Ag@ZIF-67, the target analyte had
higher reaction or absorption efficiency at the active SERS site.
Therefore, the Ag@LDH SERS sensor exhibited an LOD of
1.9 ppb, which was ten times lower than that of Ag@ZIF-67.
By integrating the R, G, and B values of the Raman intensity
image, the researchers obtained a unique barcode that repre-
sents the aldehyde concentration. Electronic devices such as
smartphones and handheld scanners can easily scan and
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decode these barcodes. The findings of this research indicate
the feasible capability of utilizing this sensor as a device to
identify and screen biomarkers. Similarly, oxygenated metabo-
lites such as aldehydes and ketones are linked to oxidative
stress and inflammation,"**"'*> which may contribute to the
development of cancer.'"® Wang and his team have developed a
tube-shaped SERS sensor with 4-ATP-modified Ag@ZIF-67 to
identify various types of aldehyde-ketone VOCs and exhaled
breath samples (Fig. 10C).>” We conducted extensive studies on
the SERS spectra of respiratory samples from GC patients and
healthy volunteers and transformed them into barcodes for
easy application in clinical settings. The findings demonstrate
that the tube-shaped SERS sensor has high sensitivity and
specificity in diagnosing gastric cancer, thereby offering an
alternative solution for early cancer screening as it is non-
invasive, quick and user-friendly.

Recently, Wang and his team demonstrated the selective
detection of biomarkers in exhaled breath samples using a
GSPs@H-ZIF-8 substrate, while minimizing the effect of inter-
fering gas molecules on Raman spectra (Fig. 10D).*° The
hollow-structured MOF shell of GSPs@H-ZIF-8 does not trap
interfering gas molecules within SERS hotspots, thus prevent-
ing reduced LOD and interference signals due to occupancy of
sensing sites by interfering molecules. Consequently, GSPs@
H-ZIF-8 substrates exhibit LODs for aldehyde molecules that
are an order of magnitude lower than those of GSPs@ZIF-8 in
complex environments. The substrate was then integrated into
a respiratory valve to form a mask-type sensor. Raman spectra
were acquired after 20 minutes of wearing, and PC-LDA was
used to classify the results with an accuracy of 60%. These
findings demonstrate the enormous potential of this sensor in
the early detection of lung cancer.

The use of MOFs in the yolk structure of the SERS substrate
offers several advantages. First, the MOF shell and cavity
structure increase the interaction between the target molecules
and the SERS substrate, thereby achieving enrichment of the
target molecules. This is because the MOF structure effectively
prolongs the contact time between the SERS substrate and
target molecules. Second, the uniformly sized cavities with
molecular sieving effects confer size-selective properties on
the substrate, enabling selective detection of the target mole-
cules. This means that the SERS substrate can selectively detect
specific molecules on the basis of their size. Finally, the stable
framework structure of the MOFs protects the plasmonic
nanoparticles (such as Ag nanowires and GSPs) from external
influences, improving the accuracy and reliability of SERS
detection. Overall, incorporating MOFs into the yolk structure
of the SERS substrate enhances its performance and provides
several benefits for SERS detection.

4.2 Human body fluid detection

The MOF-based SERS sensing platform has the potential for
detecting not only human exhaled breath but also low-
concentration biomarkers in bodily fluids such as blood, urine,
and saliva, allowing for early diagnosis of various diseases.
However, bodily fluid detection presents a more complex
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biological background compared to exhaled breath detection,
which poses challenges to the development of MOF-based SERS
sensing platforms for life and health monitoring. In order to
overcome these challenges and better detect biomarkers in
complex bodily fluid environments, Yang and his team created
an integrated SERS platform called AEF-SERS. This platform
has analyte enrichment and filtering capabilities, as well as
powerful quantitative ability, high sensitivity, and enhanced
analyte identification (Fig. 11A).""” To achieve this, they grew
MOFs on gold nanorods to prevent the formation of the hottest
spots between gold nanorods, resulting in strong quantitative
ability. The porous MOF shell also acts as an analyte filter,
preventing large analytes from approaching the inner gold
nanorods, simplifying the SERS spectrum and enhancing ana-
Iyte identification. The team successfully demonstrated selec-
tive detection of nano-level concentrations of 4-nitrobenzene
thiol (4-NBT) in whole blood. It is envisioned that by adjusting
the pore size of the MOF shell and analyzing disease biomar-
kers in biological fluids like blood and urine, the AEF-SERS
system has broad application prospects for health monitoring.

In the application of SERS biosensors, there are two major
prerequisites to achieve successful enhancement of SERS sig-
nals. Firstly, the SERS substrate should have a high capacity to
adsorb reporter molecules and be positioned in close proximity
to the outer surface of the PNPs. Secondly, it is important to
create numerous plasmonic nanogaps at the active interface
between neighboring PNPs. Therefore, the reporter molecules
should be located in the vicinity of the plasmonic active site of
the SERS-active substrate in order to optimize the enhancement
of SERS signals. To meet these requirements, Choo and his
team developed a new type of SERS-active AuNPs/MOFs
complex by attaching citrate-capped AuNPs to the surface of
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Fig. 11 Schematic diagram of MOF-based SERS sensing platforms
employed in human body fluid detection. (A) Schematic diagram of the
operational mechanism of the AEF-SERS platform.!?” Reproduced with
permission from American Chemical Society, copyright 2020. (B) Sche-
matic diagram of the fabrication of SERS-active AUNPs/MOF complexes.®®
Reproduced with permission from John Wiley and Sons, copyright 2021.
(C) Schematic diagram of alpha-fetoprotein detection based on SERS.**
Reproduced with permission from American Chemical Society, copyright
2014. (D) Schematic illustration of SERS-based glucose sensing.®? Repro-
duced with permission from American Chemical Society, copyright 2020.
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the amine-functionalized MOFs (Fig. 11B).°® When the AuNPs/
MOFs complex is mixed with Raman reporter molecules, the
pores in the MOFs can adsorb a large number of reporter
molecules, promoting the reporter molecules to approach the
AuNPs on the solid MOF matrix. Thus, many reporter mole-
cules are captured near the SERS-active “hotspots”, signifi-
cantly enhancing their SERS signals. In the presence of
transferrin, the transferrin-Fe(ur) bond leads to the formation
of an aggregated AuNPs/MOF network, further increasing the
SERS signal intensity of AuNPs/MOFs. The SERS-based trans-
ferrin analysis method provides a new SERS platform for
accurately measuring transferrin TIBC in human blood
samples.

The MOF-based SERS platform not only enables the direct
detection of biomolecules in bodily fluids but also serves as an
immunosorbent assay for selective and quantitative biomarker
detection. The MOFs coating enhances analyte enrichment and
SERS hotspots. Li and his team developed a highly sensitive
SERS detection method using AuNPs embedded in MIL-101
(Fig. 11C).** The synthesis method involved the impregnation
of a solution containing chloroauric acid and sodium citrate,
followed by their in situ growth and encapsulation within the
host matrix of MIL-101. The resulting AuNPs/MIL-101 nano-
composite offers both local surface plasmon resonance proper-
ties of AuNPs and the high adsorption capacity of MOF
substrates, producing a highly sensitive SERS substrate that
concentrates analytes at the SERS-active metal surface electro-
magnetic field. This new SERS substrate is suitable for clinical
samples. The team established a SERS-ELISA-based method to
quantitatively analyze alpha-fetoprotein in human serum, with
a linear range of 1.0-130.0 ng mL ™" and a correlation coeffi-
cient of 0.9938. Tamer and his team employed antibody-
functionalized magnetic MOFs as capture probes for urine
samples, developing a microfluidic chip-driven immunoassay
to detect the human chorionic gonadotropin (hCG) protein
banned by the World Anti-Doping Agency.''® With spatial
restriction and size selection advantages, the coating of MOFs
can be combined with catalysts to promote difficult-to-perform
chemical reactions and exclude potential interference with
biomarker recognition. MOFs play a crucial role in the ran-
domly embedded structure of the SERS substrate, serving
multiple functions such as (1) retaining the high-level nano-
porous structure of the network by embedding PNPs within
MOF frameworks, allowing for the dispersion and isolation of
PNPs/MOFs that can enrich analytes for analysis; (2) locating
the SERS active sites of PNPs on the grid structure, which
promotes close proximity to target molecules within pores
and enhances detection sensitivity; and (3) maintaining water
stability of MOFs to ensure the stability of PNPs/MOFs compo-
site materials in aqueous solutions, thereby improving the
reproducibility of SERS detection. Yang and his team synthe-
sized a multifunctional AuNPs/Cu-TCPP(Fe) composite mate-
rial by modifying AuNPs on 2D metalloporphyrin MOFs
(Fig. 11D).°> Cu-TCPP(Fe) nanosheet has peroxidase-like activ-
ity, while AuNPs have Gox mimetic activity, inducing cascade
catalytic reactions converting glucose to H,O, and then
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oxidizing non-Raman-active LMG to Raman-active MG via
AuNP catalysis. This non-enzyme SERS detection method based
on AuNPs/Cu-TCPP(Fe) nanosheets was used for glucose detec-
tion in saliva, providing a new approach to designing nano-
enzyme-based SERS protocols for biomarker analysis.

4.3 Bioimaging

SERS bioimaging is a highly sensitive imaging technique that
uses the SERS effect of PNPs to amplify the Raman signal of
samples. In this process, MOF-based SERS probes are modified
with chemical reaction groups or affinity labels, allowing for
selective binding to the surface of biomolecules. Compared to
fluorescence probes, MOF-based SERS probes have many
advantages: first, they can detect molecules at very low con-
centrations because PNPs significantly enhance the Raman
signal; second, they are less susceptible to photobleaching
and thus more photostable than fluorescent probes; third,
through unique fingerprint vibrational spectra, MOF-based
SERS probes can identify the unique structure of target mole-
cules; and finally, MOF-based SERS probes have low interfer-
ence in aqueous solutions, avoiding misjudgments due to
solvent effects."'® These advantages have made MOF-based
SERS probes widely used and rapidly developed in bio-
imaging. Their excellent biocompatibility and superior SERS
performance enable real-time tracking of tumor cells and SERS
bio-imaging. The MOF-based SERS sensing platform has
important potential in bioimaging and will become a key
technology in the field of life and health detection.

Therefore, He and his team used chemically encapsul-
ated Raman reporters to prepare a diagnostic core-shell
Au@Cu;(BTC), composite material for bioimaging.'°® A con-
trollable growth approach was used to prepare Au@Cu;(BTC),
composite material, which involved depositing a Cu;(BTC),
shell on a gold core that had been modified with the Raman
reporter molecule 4-mercaptobenzoic acid (4-MBA). In contrast
to prior core-shell metal@MOFs, this new approach involves
the participation of Raman reporter molecules featuring dis-
tinguishable Raman signals in connecting both the AuNPs and
MOFs, thus eliminating the need for extra modification of
Raman reporter molecules and streamlining the synthesis
procedure.

However, the inherent water instability of MOFs remains
challenging and unresolved. Therefore, Carrillo-Carrion and
his team synthesized core-shell gold nanostars/ZIF-8 (AuNSs@
ZIF-8) nanocomposites for precise release of thermoplastic-
driven active molecules encapsulated in live cells, which can
be observed by SERS imaging before and after intracellular
release (Fig. 12A).'°” MOF-based SERS probes can not only
perform SERS imaging of cells but also tissue imaging. Jiang
and his team reported the successful creation of Au@Ag
nanorod@ZIF-8 for accurate cancer cell imaging through the
application of SERS (Fig. 12B).'°® The composite material is
composed of SERS nano-labels and ZIF-8 coatings. The inter-
mediate layer is a SERS nano-label consisting of Au@Ag nanor-
ods and reporter molecules. In summary, the presence of the
ZIF-8 outer coating isolates external interference with the SERS
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Fig. 12 Schematic diagram of MOF-based SERS sensing platforms
employed in bioimaging. (A) Schematic diagram of intracellular SERS
imaging of Au nanostar@ZIF-8.1°” Reproduced with permission from John
Wiley and Sons, copyright 2019. (B) Schematic diagram of the synthetic
route and application instructions of Au@Ag nanorod@ZIF-8.1°% Repro-
duced with permission from Elsevier, copyright 2019.
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Fig. 13 The future development direction of the MOF-based SERS sensor
platforms for life and health detection.

nano-label, making it easy to load and modify, which makes the
NPs superior to other probes in biochemical applications. The
probe was then utilized for SERS imaging of low-cytotoxicity
human colon cancer cells and tumor tissues.

5. Conclusions and perspectives

The combination of MOFs and SERS technology is a prevailing
trend in the field of analysis and detection. There are two
primary reasons for this development. First, the progress of
analysis and detection technology is heavily based on the
advancement of materials science. The construction and design
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of SERS sensors for life sciences requires support from materi-
als science, and the successful production of MOF-based SERS
substrates has enabled the manufacturing of high-performance
SERS sensing platforms. As a result, this paper presents four
strategies for producing MOF-based SERS substrates for analy-
sis and detection (bottle-around-ship strategy, ship-in-a-bottle
strategy, ship-on-a-bottle strategy, and one-pot strategy). Differ-
ent preparation methods yield distinct structures of MOF-based
SERS substrates (core-shell, yolk-shell, satellite, and random
embedding structures). Second, SERS technology itself has
shortcomings that require innovation and advancement when
applied to life and health detection. The application of emer-
ging MOFs to produce novel MOF-based SERS sensing plat-
forms can increase the development of SERS technology and
offers numerous advantages over other combined strategies.
Therefore, this paper elucidates the functions of MOFs in MOF-
based SERS sensing platforms, which provides opportunities
for analyzing and detecting trace biological markers. The
main roles of MOFs in MOF-based SERS platforms include
concentrating trace biological markers, enhancing detection
sensitivity, and selectively and specifically identifying target
molecules, while eliminating other interfering molecules,
acting as a protective shield to maintain their biocompat-
ibility under complex conditions with robust stability
and reproducibility, and synergistically interacting with plas-
mas to enhance SERS detection performance. Finally, this
paper summarizes the potential applications of MOF-based
SERS sensing platforms in life and health detection
applications.

Despite the rapid development of MOF-based SERS sub-
strates, which have opened up new possibilities for detecting
trace biological markers using SERS technology, they still face
several challenges. First, while many studies have reported
successful preparation of MOF-based SERS substrates, exten-
sive research is needed to design and synthesize MOF-based
SERS substrates that are easy to make, stable, reproducible, and
have high enhancement factors. The large-scale preparation of
MOF-based SERS substrates in a single form is also challen-
ging, as it can impact the uniformity, accuracy, and reproduci-
bility of SERS signals in life and health detection. Second, the
introduction of MOFs can reduce interference from non-target
molecules in complex environments, thereby enhancing the
accuracy of SERS sensing platforms for trace target bio-
molecules in complex systems. Therefore, further exploration
of new MOFs with high selectivity for identifying target bio-
molecules in complex systems and improving the anti-
interference capabilities of MOF-based SERS substrates for
analysis and detection applications is necessary. However,
achieving the fingerprint identification of individual molecules
in biological analysis and detection remains difficult. Third,
limited research exists on MOF-based SERS substrates solely
used for detecting trace biological markers mainly due to the
contribution of MOFs to SERS enhancement not being exten-
sively studied and explained. Hence, these issues require
further investigation, and the enhancement mechanism of
MOF-based SERS substrates needs thorough research to meet
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the demands of MOF-based SERS sensing platforms in life and
health detection applications.

Despite facing numerous difficulties and challenges, MOF-
based SERS sensing platforms offer unique advantages over
traditional SERS platforms. These materials form a strong
foundation for achieving high-performance SERS detection,
particularly for detecting trace amounts of biomarkers. As a
result, MOF-based SERS sensing platforms show great promise
in the field of life and health detection (Fig. 13). Moving
forward, research in this area can focus on various aspects,
such as designing and preparing miniaturized MOF-based
SERS substrates that can be combined with portable Raman
spectrometers to enable chip-based detection and real-time
monitoring of multiple diseases. Additionally, 3D printing
technology can be utilized to fabricate array-structured MOF-
based SERS substrates, allowing for precise control over para-
meters such as pore morphology, size, and arrangement within
the substrate, thereby enhancing the SERS signal. MOFs also
provide an opportunity to achieve precise control over pore
sizes and shapes by adjusting organic ligands and metal ions
within frameworks. This can improve the accuracy and repro-
ducibility of analysis results, while eliminating interference
from complex systems. Finally, MOF-based SERS sensing plat-
forms can be designed and constructed with multi-functional
and diversified detection capabilities by modifying different
functional groups on their surfaces. In doing so, they can
facilitate the adsorption of biomarker molecules from various
diseases, leading to accurate and rapid diagnosis of different
types of diseases. Deep learning-based component identifi-
cation for the Raman spectra of mixtures holds great promise
for achieving accurate and efficient multi-target detection.’?° By
combining this approach with SERS platforms based on MOFs,
it becomes possible to detect multiple targets in complex
mixtures with improved precision. Integrating deep learning
algorithms into Raman spectroscopic analysis obtained from
MOF-based SERS platforms has the potential to significantly
enhance the speed and accuracy of multi-target detection and
identification. With further advancements in MOFs and SERS,
the prospects of MOF-based SERS sensing platforms in life and
health detection are remarkably promising.
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